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Foreword

IMAI District Clinician Manual: Hospital Care for Adolescents
and Adults

The manual is written for clinicians working at the district hospital (first-level
referral care) who diagnose and manage sick adolescents and adults in resource-
constrained settings. It aims to support clinical reasoning, and to provide an
effective clinical approach and protocols for the management of common and
serious or potentially life-threatening conditions at district hospitals. The target
audience thus includes doctors, clinical officers, health officers, and senior nurse
practitioners. It has been designed to be applicable in both high and low HIV
prevalence settings. The manual is divided into two volumes. The first covers
emergency triage assessment and treatment, and acute care for a severely ill
or acutely injured patient for approximately the first 24 hours of care. The first
volume also describes the clinical procedures commonly used in emergency and
acute care, and gives a summary of the drugs used and the steps necessary for
infection control. This second volume provides a symptoms-based approach to
clinical care for acute and subacute conditions (including mental health). It provides
short summaries of the management of diseases that affect multiple systems of
the body, focusing on communicable diseases. It also includes the chronic or long-
term management of HIV, TB, and alcohol and substance use disorders. Future
editions may incorporate the chronic management of non-communicable diseases.

The manual was developed to support clinicians in diagnosing and managing
adolescent and adult patients at district hospitals with limited essential drugs,
laboratory tests, and equipment. It is one component of a broader WHO second-
level learning programme. It has been developed through a large collaboration
of WHO Departments and their experts from many countries and regions across
the world working in expert subgroups. Recommendations in the manual are
predominately based on recent WHO evidence-based normative guidelines
developed by several Departments and disease control programmes, including
WHO HIV/AIDS, Stop TB, Global Malaria Programme, Neglected Tropical Diseases
(NTD), Mental Health Gap (mMhGAP), the Reproductive Health and Research (RHR)
STI and cervical cancer and family planning guidelines, Integrated Management
of Emergency and Essential Surgical Care (IMEESC), Integrated Management of
Pregnancy and Childbirth (IMPAC) , Global Influenza Programme (GIP), Global Alert
Response (GAR), and others. To put these normative guidelines into operation
within an integrated clinical manual supports the implementation of multiple
disease-control strategies.

Good clinical care is a component of most effective public health approaches.
Simplification and standardization of case detection and first-line treatments
support decentralization and expand access to care. Within a district network, the
district clinician receives patients in referral who have not responded to first-line
treatment or who require hospitalization for severe illness. The ability to provide
effective emergency care for severely ill patients, to establish a likely differential
diagnosis, to provide appropriate management and then monitor the patient’s
response to treatment can contribute substantially to the health of the community.

Where current WHO guidelines do not exist, selected national guidelines and
evidence-based medicine sources, existing systematic reviews of evidence, and
randomised clinical trials were reviewed. These evidence checks and updated
sections of the manual can be accessed on the IMAI second-level EZcollab site.



Xiv

The relevant WHO normative guidelines are listed in footnotes in each Section,
including an indication of when these will be revised (when available). The manual
will be updated as other WHO guidelines are updated or new WHO guidelines are
developed. Within three months of the revision and release of a relevant WHO
normative guideline, an updated Section will be posted on the IMAI second-level
EZcollab website. Each volume will be reprinted yearly. To request access to this
website, or to provide comments or further queries, please send an email to
imaimail@who.int. As updates to the manual sections are frequent, readers of the
manual are advised to ensure that they are using a current version of the manual.
This manual is for country adaptation, to match the national essential medicine
list, availability of laboratory tests, and local disease epidemiology. An evolving
country Adaptation Guide will be available from the same website.

We thank the large number of people who have given valuable input, comments
and feedback on this manual to date.

Drs Sandy Gove, Kirsty McHarry and Eyerusalem Negussie for the IMAI team.
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9. HIV diagnosis

9.1 Provider-initiated HIV testing and counselling at the
district hospital and the role of the district clinician!

In provider-initiated testing and counselling (PITC), health care workers recommend
HIV testing and counselling to individuals attending health care facilities as a
standard part of medical care. PITC enables clinical decisions to be made and
services offered that would not have been possible without knowledge of a
person’s HIV status. District clinicians are directly responsible for provision of PITC
for patients attending hospital facilities (outpatients and inpatients) and also need
to supervise implementation of PITC in first-level facilities. Much of this entails
supporting counsellors and other cadres of health workers to provide PITC for large
numbers of patients, to encourage and offer referral for testing and counselling of
partners and children, and to provide prevention services, especially for discordant
couples. Discordant couples counselling and prevention services are key for
preventing further HIV transmission (see Section 19 Prevention).

In PITC (in generalized epidemics) HIV testing is recommended to patients who
present for medical care regardless of their initial reason for seeking care. It is
especially important to highlight that HIV testing and counselling is recommended
for all patients whose clinical presentation might result from underlying HIV
infection, for all HIV-exposed children, for children presenting with suboptimal
growth or malnutrition or who are malnourished and not responding to appropriate
nutritional therapy, and for all patients prior to HIV post-exposure prophylaxis.

Throughout this manual, whenever a diagnosis makes HIV infection likely, it is g
marked in the differential diagnosis tables with a red ribbon.

In generalized epidemics PITC includes testing and counselling for adults,
adolescents, children, and infants. Health workers should encourage and offer
testing for family members and partners of HIV-positive people. HIV testing and
counselling as early as possible during pregnancy enables pregnant women
to benefit from prevention, treatment, and care and to access interventions for
reducing HIV transmission to their infants.

Health workers should not recommend HIV testing and counselling to all people
attending all health facilities in settings with low-level or concentrated epidemics,
since most people will have a low risk of exposure to HIV. In such settings the
priority should be to ensure that HIV testing and counselling is recommended to
all adults, adolescents, and children who present to health facilities with signs and
symptoms suggestive of underlying HIV infection, including tuberculosis, and to
children known to have been perinatally exposed to HIV.

1 Guidance on provider-initiated HIV testing and counselling in health facilities. WHO, 2007. Available at http://
www.who.int/hiv/pub/vct/pitc/en/index.html
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When to recommend HIV testing

Low-level epidemics:

Concentrated epidemics:

Generalized epidemics:

In generalized epidemics HIV testing and counselling should be recommended for all adults, adolescents,

and children seen in all health facilities. This should include mobile or outreach medical services for targeted
populations. In the case of phased implementation of PITC, the priorities for implementation, depending on local
conditions, are:

all adults and adolescents who present with signs or symptoms that could indicate HIV infection
HIV-exposed children or children born to HIV-positive women

men seeking circumcision as an HIV prevention intervention

consider for patients of:

° STl services

° services for most-at-risk populations

° antenatal, childbirth, and postpartum services

° TB settings.

all adults and adolescents who present with signs or symptoms that could indicate HIV infection
HIV-exposed children or children born to HIV-positive women

men seeking circumcision as an HIV prevention intervention

consider for patients of:

° STl services

¢ services for most-at-risk populations

° antenatal, childbirth, and postpartum services

° TB settings.

medical inpatient and outpatient facilities, including TB clinics
antenatal, childbirth, and postpartum health facilities

STl services

health services for most-at-risk populations

services for children less than 10 years of age

services for adolescents

men seeking circumcision as an HIV prevention intervention
medical inpatient and outpatient facilities

surgical services

reproductive health services, including family planning.

Provider-initiated HIV testing and counselling is based on the three Cs

1.
2.
3.

Counselling
Consent
Confidentiality

Counselling: pre-test
Patients require pre-test information, either individually or through group pre-test
information sessions. The following information should be provided:

Reasons that HIV testing is being recommended. For example, say to

the patient, “In order to understand your health problem, it is important

to know if it is related to your having HIV”’ or “HIV is common in this
community. Therefore, in order to provide the best health care possible, it is
recommended that you receive a HIV test today”.

Clinical and preventive benefits and risks of HIV testing. These could be

described in this way: “There are many things we can do if we find out you
have HIV, including providing (or referring for) medicines that keep patients
healthy for a long time” or “If you know you that have HIV, you can protect
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yourself from other diseases and keep your partner and baby (if the woman is
pregnant), safe”.

» Services that are available depending on whether the test result is negative or
positive, including, in the latter case, ART. For example, say to patients, “We
will offer drugs that fight HIV if you have the virus™ or “If you are negative, we
will treat your health problems, and we have counsellors who can help you to
stay negative and to protect yourself”.

« If the health facility cannot offer some of the required services, the patient will
be referred for appropriate services. In that case you can say, “"We will refer
you to another health facility for any of the other services that you need and
that we do not have at our health facility”.

» The right to decline HIV testing and that the test will be performed unless they
object. Say, “As part of your visit today, we will be testing you for HIV unless
you tell me that you do not want the test. Do you have any questions? If you
do not want the test, please tell me” or “This test will help ensure that you
receive good health care, and, unless you do not want to be tested for HIV
today, I'm going to perform the test. Do you have any questions?”

» Declining HIV testing will not limit access to services. For example, say “If you
refuse this test, we will still take care of you™.

* The importance of disclosure to former partners if the test is positive. Say, “If
your test result is positive, it will be very important to let your former partners
know that they may have been exposed to HIV. We will help you with that if
you like™.

* For women of reproductive age, and especially if pregnant, include:

° The risk of transmitting HIV to the infant. Explain that HIV can be passed
from a mother to her baby. For example, say, “When a woman has HIV, the
virus can be passed to her baby”.

PMTCT interventions that are available. For example, say, “The risk to the

baby is greatly reduced if a woman finds out her HIV status early in her

pregnancy and receives treatment” or “There are very good medicines that
can protect a baby and help the mother, but we must know a mother’s HIV
status to start these”.

» Benefits to the infant of early diagnosis of HIV. Say to patients, “If we find
out a baby has HIV early, we can take measures to keep the baby healthy” or
“There are important things that can help a baby whose mother has HIV, but
we must know early in order to help”.

PITC requires informed consent, with the patient given sufficient information
to make a rational decision and given the opportunity to decline testing. This
opportunity should be given in private, in the presence of a health worker.
Confidentiality should be guaranteed, and health workers should explain to
patients the procedures in place to safeguard confidentiality. If a patient declines
HIV testing, the health worker may wish to identify barriers and devise a strategy
to overcome these barriers. Note also that some patient groups may be more
susceptible to coercion to be tested or to adverse outcomes of disclosure of
HIV status (e.g. violence, abandonment, incarceration). In these cases providing
additional information beyond the minimum requirements may be appropriate to
ensure that consent is voluntary and informed.
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Counselling: post-test

Post-test counselling should be tailored to the test result and, in the case of a
positive result, should be more extensive. As with all HIV testing, confidentiality
should be guaranteed.

Post-test counselling if the test result is negative
e An explanation of the test result

» Basic advice on methods to prevent HIV transmission

° Say, “Having one partner who you know is HIV-negative and who does not
have other sexual partners will prevent you from getting HIV from your
partner” or “If you aren’t with only one partner, or if you aren’t sure about
your partner’s practices or HIV status, using a latex condom every time you
have sex can prevent you from getting HIV from your partner”.

 Include some information about the window period for appearance of
antibodies and possible need for re-testing (refer to the tables below).

° Say: “This test is negative. HIV antibodies weren’t found. This test will not
reflect any contacts you have had in the last 3 months. Can we talk about
that?”” or “If you have had unprotected sex in the past 3 months, we will
need to schedule another test in 6 weeks to be sure you didn’t get HIV from
that partner”.

* Provision of male and female condoms and guidance for their usage

° Say, “Here are some latex condoms. Tell me what you have heard about
how to use them.” or “This is a female condom. You can decide when to
use one; it will be your decision. Let me show you how it works” or “Since
you may become pregnant, and that could mean a risk that your baby
would have HIV, I'd like to schedule an appointment for you to talk to our
family planning nurse about contraception. For now, it might be a good idea
for you to use a condom every time you have sex”.

Post-test counselling if the test result is positive
* Inform the patient of the result and give time to consider.

° Say, “The test is positive. This means we found HIV in your body” or “The

results indicate that you are infected with HIV”.
* Ensure that the patient understands.

° Say, “What does what | just said mean to you?” or “If you were going to

explain to someone what | just told you, what would you say?”
» Allow the patient to ask questions.

° Say, “What would you like to ask me now?” or “Is there information | can

offer that will be helpful to you?”
* Help patient cope with emotions.

° Say, “This is really hard news to hear. Tell me about how you are feeling” or
“How are you feeling now that you’ve heard this result?”” It may be helpful
to include a message about positive living—that many people are living
with HIV and living productive lives.

» Discuss immediate concerns and immediate sources of support.

° Say, “What do you plan do to in the next 24 hours?” or, “Let’s talk about
who could support you in this difficult time. Who do you think you can tell
about this news?”
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» Discuss available follow-up services.

° Say, “We have staff here providing medical treatment and support groups.
| think both of these could help you™ or “There is a doctor who provides
specialized HIV care, and | want you to consult with him the next time he is
in the village”.

* Provide information on preventing transmission.

° Say, “Remember how HIV is transmitted. It will be important now for you
not to get your blood (or semen or vaginal secretions) in someone else’s
body, or to share needles or injection equipment” or “Abstaining from sex
or using condoms every time you have sex are ways to protect yourself
and other people”. (If there is anyone who may inject drugs, vitamins, or
traditional medicines in your target audience, risk-reduction messages
about injection should be included, too.)

* Provide information on relevant preventive health measures.

° Say, “There are many things you can do to take care of yourself, which
may have a big effect on your future health. Can we talk about how healthy
people stay healthy?”” or “Eating right, exercising, and taking medications
are 3 important ways that people with HIV keep themselves healthy”.

» Assess the risk of violence.

° Say, “What do you think people will say when you tell them your status?”
or “If you have a partner, how do you think your partner will respond if you
tell him (or her) that you are HIV-positive?”

* Arrange appointments for follow-up services (e.g. counselling, family
planning, STI treatment).

° Say, “I'd like to schedule an appointment for you to come back and see
the nurse this week. She will do some tests and decide the best things
we can do now to keep you well” or “Since you may become pregnant,
and that could mean a risk that your baby would have HIV, I'd like to
schedule an appointment for you to talk to our family planning nurse about
contraception. For now, it is a good idea for you to find a protection method
to use every time you have sex such as condoms™.

» Encourage referral for testing of children and partners

° Say, “Because HIV can be passed from a mother with HIV to her children
during pregnancy or breastfeeding, we recommend testing your children
as soon as possible. I'd like us to make a plan to test them.” or “It is very
important that your partner be tested. Your partner may be infected and wiill
need care, or, if negative, we can help your partner stay that way”.

9.2 Re-testing and repeat testing?

Re-testing

Re-testing refers to a situation where additional testing is performed for an
individual for specific reasons after a defined period of time. Reasons include a
specific incident of possible HIV exposure within the past 3 months or ongoing
risk of HIV exposure, such as sharing injecting equipment. Re-testing is always
performed on a new specimen and may or may not use the same assays (tests)
as at the initial test visit.

2 Delivering HIV test results and messages for re-testing and counselling in adults. WHO, 2010. Available at http://
www.who.int/hiv/pub/vct/hiv_re_testing/en/index.html
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Early detection of HIV enhances referral to care, treatment, and prevention for
people newly identified as HIV-positive. The meaning of repeat testing and of the
test results needs to be carefully explained to patients (see box below).

At the time of the initial test encounter, most individuals will not receive a
recommendation to validate an HIV-negative result. The majority of people who
test HIV-negative on their first test are truly negative, and do not require another
test. Avoid unnecessary re-testing for patients who have been previously tested
and have learned their results. This wastes resources, causes confusion about the
accuracy of HIV antibody tests, and takes time away from provision of focused
post-test HIV prevention counselling that discusses risk-reduction strategies for
an individual (or couple).

Repeat testing

Repeat testing refers to a situation where additional testing is performed for an
individual immediately following a first test, during the same testing visit. This
can be due to inconclusive or discordant test results. The same assays are used
and, where possible, the same specimen.

Re -testing is not recommended for people who test HIV-negative and who:

Re-testing is recommended for:

do not have a known ongoing risk for HIV infection, i.e. they are not current injecting drug users (IDU), sex
workers, or men who have sex with men (MSM);

are not at high risk or do not have a known HIV-positive partner;

do not have clinical indications for testing, such as a new STI;

cannot identify any specific incident of HIV exposure in the last 3 months prior to HIV testing (i.e. no
occupational exposure, no unprotected sex with a known HIV-positive person, or no sharing of injecting
equipment with a known HIV-positive person).

A person who has discordant test results (when one HIV test result in an individual is reactive and another
test result using a different HIV assay in the same individual is non-reactive).?

People who have tested HIV-negative but may be in the early stages of HIV infection. On average, HIV
antibody tests are not able to identify people who have acquired HIV in the past 4 weeks, as the person may
still have insufficient antibodies (window period). Therefore, a person may be recently infected with HIV,
known as acute HIV infection, and receive a false negative test result, Often, however, errors by the tester
are often the cause of a false negative or a discordant test result.

Pregnant women in generalized epidemics who test HIV-negative in the 1t or 2" trimester. To prevent mother-
to-child HIV transmission, pregnant women should be tested as early as possible in pregnancy and again
later in pregnancy. If a woman does not return for re-testing in her 3rd trimester, testing is recommended
during labour, or, if that is not possible, immediately after delivery.

People who have ongoing risks of acquiring HIV, including current IDU, MSM, sex workers and their clients,
persons with a known HIV-positive partner, and people with a partner of unknown HIV status. These
individuals should be tested for HIV and provided with population-appropriate risk reduction counselling at
least annually.

Patients seen for STls or outpatients with clinical conditions suggestive of HIV infection who test HIV-
negative within the context of a generalized epidemic. These individuals should receive a repeat test after 4
weeks. STI patients can also benefit from future testing with each new STI diagnosis.

Individuals with specific incidents of HIV exposure within the last 3 months (i.e. occupational exposure, sex
with a known HIV-positive person, rape, sharing of injection equipment with a known HIV-positive person),
When individuals test HIV-negative at the initial HIV test, a repeat HIV test in 6 weeks Is warranted to ensure
they are truly HIV-negative.
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9.2.1 Re-testing for HIV-negative individuals in the context of a
generalized epidemic

In generalized epidemics it is essential to bring people back for re-testing after an
initial negative test. Explain this during post-test counselling and arrange a specific
date for the patient to come back. The table below shows which people should
return, and when, for re-testing to confirm their HIV-negative status in different
settings. Often, return rates for individuals who need a re-test are low, and active
follow-up is needed.

prevalence >1%)

Table: Re-testing for HIV-negative individuals in the context of a generalized epidemic (HIV

Setting

Re-testing
recommended?

When to re-test?

Future re-testing
recommended?

Antenatal clinic

Yes

3 trimester, preferably
between 28 and 36 weeks
of pregnancy

Yes — with each new
pregnancy

TB clinic

No

No, unless new

potential exposure or if
individual is in a high-risk
category*

STl clinic

Yes

4 weeks

Yes —with each new
STl orifindividual is ina
high-risk category*

Inpatient ward

No

No — unless new
potential exposure or
individual is in a high-risk
category*

Outpatient clinic

With clinical indication of
HIV infectiont

4 weeks

No — unless new
potential exposure or
individual is in a high-risk
category*

HIV test results are
discordant, leading to an
indeterminate HIV status

Yes

Repeat the test
immediately, using the
same specimen and
testing algorithm.

If still discordant,
retest in 2 weeks. If still
discordant, the patient
should be referred, or
a specimen sent, to a
higher level facility.

Partner status unknown

Yes
(new individuals only)

4 weeks if initial test
result is discordant
6 weeks if initial test
result is negative

Annually — if sexual
relationship is ongoing

Known HIV-positive
partner

Yes
(new individuals only)

4 weeks if initial test
result is discordant
6 weeks if initial test
result is negative

Annually - if sexual
relationship is ongoing

Sex worker, male or
female*

Yes
(new individuals only)

4 weeks if initial test
result is discordant
6 weeks if initial test
result is negative

At least annually
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Setting

Re-testing
recommended?

When to re-test?

Future re-testing
recommended?

Current injecting drug
user*

Yes
(new individuals only)

4 weeks if initial test
result is discordant
6 weeks if initial test
result is negative

At least annually

Men who have sex with
men*

Yes
(new individuals only)

4 weeks if initial test
result is discordant
6 weeks if initial test
result is negative

At least annually

Post-rape

Yes, if baseline HIV

test was negative or if
first HIV test following
the encounter was
negative or status was
indeterminate; see WHO/
ILO PEP guidelinest

4 and 12 weeks

No

Occupational injury

Yes, if baseline HIV

test was negative or if
first HIV test following
the encounter was
negative or status was
indeterminate; see WHO/
ILO PEP guidelines,

4 and 12 weeks

No

Negative HIV test in past
3 months

No

No

No possible HIV
exposure in past 3
months

No

No

* Denotes high-risk category (i.e. current injecting drug users, sex workers and clients of sex
workers, men who have sex with men)
Tt Depends on HIV prevalence in the clinic setting, individual’s presenting complaint, and

individual’s risk factors; to be determined by country HTC policies or programme manager

3 Post-exposure prophylaxis to prevent HIV infection: joint WHO/ILO guidelines on post-exposure prophylaxis
(PEP) to prevent HIV infection. WHO, 2007. Available at http://www.who.int/hiv/pub/guidelines/PEP/
en/

Re-testing and repeat testing
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9.2.2 Re-testing for HIV-negative individuals in low-level or
concentrated epidemics

In the context of a low-level epidemic (prevalence <1%), patients will not require
re-testing if their risk of exposure has been low, whereas for higher risk exposures,
re-testing will be required. Details are presented in the table below.

Table: Re-testing for HIV-negative patients in low-level or concentrated epidemics (HIV

prevalence rates <1%)

Re-testing Future re-testing

Setting recommended? When to re-test? recommended?

Antenatal clinic No - Yes — with each
new pregnancy or if
individual is in a high-risk
category*

TB clinic No - No — unless new
potential exposure or
individual is in a high-risk
category*

STI clinic Yes - Yes — with each new
STl or if individual is in a
high-risk category*

Inpatient ward No - No - unless new
potential exposure or
individual is in a high-risk
category*

Outpatient clinic No - No — unless individual is
in a high-risk category*

HIV test results are Yes Repeat the test If still discordant, re-test

discordant, leading to an immediately using the in 2 weeks.

indeterminate HIV status same specimen and
testing algorithm.

Partner status unknown; | No - No

low-risk partner

Partner status unknown; | Yes 4 weeks if initial test Annually - if sexual

high-risk partner* (new patients only) result is discordant relationship is ongoing

6 weeks if initial test
result is negative
Known HIV-positive Yes 4 weeks if initial test Annually — if sexual
partner* (new patients only) result is discordant relationship is ongoing
6 weeks if initial test
result is negative
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Re-testing

Future re-testing

Setting recommended? When to re-test? recommended?
Sex worker, male or Yes 4 weeks if initial test At least annually
female* (new patients only) result is discordant

6 weeks if initial test

result is negative
Current injecting drug Yes 4 weeks if initial test At least annually
user* (new patients only) result is discordant

6 weeks if initial test

result is negative
Men who have sex with | Yes 4 weeks if initial test At least annually
men* (new patients only) result is discordant

6 weeks if initial test
result is negative

Post-sexual violence 4 and 12 weeks No
or rape

Occupational injury 4 and 12 weeks No
Negative HIV test in past - No
3 months

No possible HIV - No

exposure in past 3
months

* Denotes high-risk category.

Re-testing and repeat testing
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9.2.3 Explain to patients the meaning of discordant or HIV-negative
test results

Post-test services include appropriate prevention messages and supportive
counselling and referrals to prevention, care, treatment, and support services.
People with acute HIV infection should be counselled especially carefully, as HIV
is transmitted much more efficiently during the acute HIV stage than during later
stages of HIV infection.

Setting

Re-testing recommended?

A person with NO specific
incident of HIV exposure

in the last 3 months, and no
ongoing HIV risk behaviours

Your HIV test result is negative. This means that you do not have HIV infection.

An individual with discordant
HIV rapid test results

Upon the first discordant results: Your test results are discordant. This means
that one test had a positive result and another test had a negative result. This
is rare, but it does happen sometimes. | would like to repeat these same tests
again right now to clarify the results.

If the results are still discordant after immediate repeat testing: Your test
results are still discordant. Therefore, | cannot determine your HIV status at
this time. Sometimes people with very recent HIV infections have uncertain test
results like these. | would like for you to come back in 4 weeks so that you can
be tested again. If you are in the early stages of HIV infection, you could infect
other people very easily. Therefore, please take extra precautions during these
4 weeks—do not have sex or, if you do, use condoms every time; do not share
needles.

A pregnant woman in 1% or
2Mtrimester of pregnancy in
a generalized epidemic

Your HIV test result is negative. This means that you do not have HIV infection.
I would like you to bring your partner in for HIV testing so that we can be sure
you and your baby are not at risk of HIV infection before delivery.

If you do become infected while you are pregnant, there is a chance that your
baby could also have HIV. However, if you test positive before your 36th week
of pregnancy, there may still be time to give you medication to reduce the risk
of HIV transmission to your baby before you give birth. Therefore, | would like
you to come back for another HIV test between your 28" and 36" weeks of
pregnancy. If you are not able to come back then, we can test you at the time
of labour. If you test positive at that time, there are some measures that can be
taken to reduce transmission to your baby during delivery.

An individual with
continuous or ongoing risk
behaviours

Your HIV test result is negative. This means that you do not have HIV infection.
I would like you to bring your partner in for HIV testing so that we can be sure
you are not at risk of HIV infection.

Also, it sounds like you have been engaging in behaviour that could put you at
risk for becoming infected with HIV in the future. [Name the behaviour(s).]. If
you continue with this behaviour, | recommend that you get a HIV test at least
once each year. This will give you the opportunity to learn your HIV status
and, if the test result remains negative, to discuss strategies to help you stay
HIV-negative.

An individual with a specific
incident of HIV exposure in
the last 3 months (i.e. rape,
occupational exposure)

Your HIV test result is negative. This means that you do not have HIV infection.
However, these HIV tests are not able to detect a HIV infection that

happened very recently. Based on your specific incident of HIV exposure, it is
recommended that you come back in 6 weeks for another test to confirm your
HIV status. If you are in the early stages of HIV infection, you could infect other
people very easily. Therefore, take extra precautions during these 6 weeks—do
not have sex or, if you do, use condoms every time; do not share needles.
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9.3 CD4 testing

Patients with a positive HIV test require a CD4 cell count and clinical staging (see
Section 13 Chronic HIV care, ART and prevention).

Table: CD4 cell counts and correlated infections and non-infectious complications, with
reference to Sections of this manual for differential diagnosis and clinical management*

Candida vaginitis — see sections 10.15 and 11

CD4 cell
count* Infectious complications Non-infectioust complications
>500/mm? Acute retroviral syndrome — see Section 10.1 | Persistent generalized lymphadenopathy —

see Section 10.4

Guillain-Barré syndrome — see Section 10.10a
Myopathy

Aseptic meningitis — see Section 10.10b

200-500/mm?

Pneumococcal and other bacterial
pneumonia

Pulmonary tuberculosis — see Section 15
Herpes zoster — see Sections 10.2 and 11.25
Oropharyngeal candidiasis (thrush)
Cryptosporidiosis, self-limited

Kaposi sarcoma — see Section 11.19

Oral hairy leukoplakia — see Section 10.17

Cervical and anal dysplasia — see Section
10.15

Cervical and anal cancer — see Section 10.15
B-cell ymphoma

Anaemia — see Section 10.18

Mononeuronal multiplex — see Section 10.10a
Idiopathic thrombocytopenic purpura — see
Section 10.19

Hodgkin's lymphoma

Lymphocytic interstitial pneumonitis — see
Section 10.6

Section 11.8
Disseminated Mycobacterium avium complex
- see Section 11.27

<200/mm? P. jiroveci pneumonia (pneumocystis Wasting — see Section 10.3
pneumoniaf) — see Section 10.6 Peripheral neuropathy — see Section 10.10a
Disseminated histoplasmosis and HIV-associated dementia - see Section 3.4
coccidioidomycosis Cardiomyopathy
Miliary or extrapulmonary TB — see Vacuolar myelopathy
Section 15 Progressive polyradiculopathy — see Section
Progressive multifocal leukoencephalopathy | 10.10a
(PML) Non-Hodgkin’s lymphoma
<100/mm? Disseminated herpes simplex — see Section
10.2
Toxoplasmosis — see Section 10.10
Cryptosporidiosis, chronic
Microsporidiosis
Candida oesophagitis — see Section 11.4
<50/mm? Disseminated cytomegalovirus (CMV) - see Primary central nervous system lymphoma

- Most complications occur with increasing frequency at lower CD4 cell counts.

t Some conditions listed as non-infectious are associated with transmissible microbes. Examples include
lymphoma (Epstein-Barr virus [EBV]) and anal and cervical cancers (human papillomavirus [HPV]).

t The preferred name is now P. jiroveci pneumonia; PCP is the accepted abbreviation.

4 Table modified from John Bartlett, who derived it from Arch Intern Med 1995; 55:1537; permission obtained.
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10. Acute and subacute by symptom

10.1 Fever

In this section:
10.1.1  Clinical approach to a patient with fever
10.1.2  Consider likely differential diagnosis using the DDx tables

» DDx: Fever 7 days or less without clinically obvious focus or site

» DDx: Fever more than 7 days without clinically obvious focus or site
10.1.3  Initiate treatment(s), monitor response, and reconsider diagnosis

» Systematic approach to reassessment and empirical treatment if unclear diagnosis
10.1.4  Management of severely ill patient with fever

* Management of hyperthermia

» Symptomatic management of fever in hospitalized patients
10.1.5  Management of fever as an outpatient (not severely ill)

Fever refers to a recent history of fever or an elevated body temperature of more
than 38°C if measured centrally (ear, rectal, or oral) or 37.5°C axillary. The most
common cause is an infection which may be localized or systemic; other causes
include malignancy, allergic reaction, and inflammatory disorders. This section
deals with fever without focal signs. For fever with focal signs, please see the
appropriate section.

10.1.1 Clinical approach to a patient with fever

Step 1. Perform Quick Check
¢ Use the Quick Check and ensure that there are no serious or life-threatening conditions. Be aware
that patients with severe febrile illness may require active fluid management and require empirical
antibiotics for possible life-threatening sepsis and antimalarials for possible severe malaria (in
malaria endemic areas).

Step 2. Take a history and examine the patient.
Look for signs and symptoms that may point to a focus of infection, e.g. cough, painful ear, pain on
urination. Consult the specific Section.

Step3: Assess HIV status a

Step4: Consider likely differential diagnosis using the DDx table(s).
« If there is no obvious focus of infection, classify the fever:
° fever 7 days or less
° fever more than 7 days.
« If hyperthermia (temperature >40.50C), see DDx and treat.
« If specific focus of infection, see appropriate Section.

Step 5:  Perform investigations.

Step 6: Initiate treatment, monitor the response, and reconsider the diagnosis.
« If the cause of the fever is found, go to the relevant Sections for management.
« If the diagnosis is still unclear, follow a systematic approach to reassessment and empirical
treatment.
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History

Ask the patient for symptoms of infection, and then use the relevant Sections of
this manual to further manage the patient, e.g.:

* headache, neck stiffness, photophobia (Section 10.10b Headache)
» cough, shortness of breath, chest pain (Section 10.6 Cough)
 skin lesion (Section 10.2 Skin disorders)

» abdominal pain (Section 10.7a Abdominal pain)

Important features of the history include:
« duration of fever (less than or more than 7 days)

» exposure to locally endemic diseases

o

o

o

consider the local geographical distribution of diseases
consider outbreaks of specific infections
consider seasonal variation of diseases

e recent exposure history

o

o o o o

ask about recent travel — consider diseases that are common in the area that
was visited

contact with animals and birds

known TB contact

recent unprotected sex

intravenous drug use

» co-morbidities

o

o

o

o

consider infections that a patient may be predisposed to as a result of co-
morbidities such as diabetes, HIV, sickle-cell anaemia;

medical history of recent illness and the possibility of incompletely treated
disease or drug resistance, e.g. malaria, typhoid, TB;

current medications;

consider drug reactions if the patient has recently initiated a new
medication known to commonly cause drug reactions, e.g. cotrimoxazole,
ART (especially nevirapine or abacavir), TB medication.

Examination

Examine the patient thoroughly paying attention to sites of possible infection:
* general examination

o
o
o
o
o

o

o

monitor temperature (might be normal at that particular moment)
assess for confusion or decreased level of consciousness

assess hydration, count heart rate and respiratory rate

look for pallor, jaundice, lymphadenopathy, nail abnormalities (splinter
haemorrhages)

skin lesions, including rash

insect or animal bites

nutritional status (wasting)

* head and neck

o

o

o

o

neck pain or stiffness

throat, tonsils, ears for inflammation and discharge
sinus tenderness

mouth (Koplik’s spots, ulcers or lesions)
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» chest
° difficult breathing, fast breathing
° crackles, bronchial breathing, absent breath sounds
° new heart murmur, change in old murmur
» abdominal or genitourinary:
° enlarged liver or spleen
° abdominal tenderness or mass
° pain over kidneys (flank pain)
° pelvic tenderness or mass
° rectal and vaginal examination for pain, discharge, ulcers, mass
e muscles and joints

° red, hot, swollen, painful joint(s) with reduced mobility
° swollen, painful limb (deep venous thrombosis, cellulitis).

If evidence of focal infection, use the appropriate Section of the manual.
If no evidence of focal infection is found, use this Section to assess the
patient. Perform investigations

In all patients consider:
e malaria test (RDT or microscopy), if living in! or travelled to an endemic area
* urine dipstick.

Additional tests, as indicated (see DDx tables in next Section):
 full blood count with differential white cell count

* blood smear for louse-borne relapsing fever (Borrellia recurrentis), in endemic
areas

* liver function tests

e chest X-ray

» sputum for microscopy, acid fast bacilli, and sometimes culture

» other urine tests — if positive findings on dipstick: microscopy, culture
e lumbar puncture

» bone marrow, lymph node, or splenic aspirate for microscopy

* serum or whole blood for rapid test

» stool microscopy and culture

 ultrasound

* blood cultures.

1 Inlow malaria endemic areas, follow the national guidelines and test only patients fulfilling the definition of a
suspected malaria case (e.g. fever plus no other obvious cause of fever).
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10.1.2 Consider likely differential diagnosis using the DDx tables
Classify the fever according to its duration and symptoms or signs found on

examination and laboratory investigations:

« fever with obvious focus of infection — see relevant Sections in the manual
» fever 7 days or less without clinically obvious focus (use the first DDx table

below)

» fever more than 7 days (use the second DDx table below)
e hyperthermia - temperature >40.5°C (also use third DDx table below)

For the severely ill patient — see Section 3 Approach to the severely ill patient.

DDx: Fever 7 days or less without clinically obvious focus or site

Condition

In favour

Bacteraemic sepsis
see Section 3.1.5

Seriously ill with no obvious apparent cause
Hypotension

Full blood count (FBC) — leucocytosis, leucopoenia, or thrombocytopaenia
Risk factors — HIV , injecting drug use, imnmunocompromised

Blood cultures - positive

Any sign of organ dysfunction — confusion, low urine output, respiratory depression

Chemistries if available — acidosis, elevated creatinine

Meningococcal
septicaemia
see Section 3.1.5

Maculopapular haemorrhagic petechial rash
Shock, hypotension

Malaria
see Section 11.25

Living in, or travelled to an endemic area
Positive malaria test (RDT or microscopy)
Absence of other obvious cause of fever

Typhoid
see Section 11.43

Headache

Constipation or diarrhoea

Abdominal pain and tenesmus

Hepato or splenomegaly

“Rose spots” pink macules on abdomen

Rickettsial disease
see Section 11.33

Headache, stupor (or other central neurological sign)
Eschar

Rash (sometimes petechial)

Exposure to ticks, known area of endemicity

Dengue fever
see Section 11.9

History of travel to endemic area or local outbreak
Positive dengue RDT for NS1 or IgM

Headache, pain behind the eyes

Backache, arthralgia, myalgia

Fine macular rash, petechiae

FBC - leukopenia, thrombocytopenia

In severe cases:

* signs of plasma leakage, shock

» severe bleeding, e.g. from Gl or orifices, dark urine
 organ failure
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Chikungunya

Resembles non-severe dengue fever
Severe joint pains with fever and rash
No simple test available to confirm the diagnosis

Influenza
see Section 11.17

Sudden onset of fever and cough

Sometimes rhinitis or sore throat

Frequent systemic symptoms (headache, arthralgia, or myalgia)

Local epidemics, or history of travel to epidemic areas

Close contact with a person with a similar iliness, or contact with person from
epidemic area with influenza

Yellow fever
see Section 11.46

History of travel to endemic area or local outbreak
Sudden onset of acute fever and rigors
Headache, backache, bone pains

Followed by jaundice within 2 weeks

Primary HIV
see Section 13

Lymphadenopathy

Rash, pharyngitis

History of unprotected sexual contact or unsafe injecting drug use in the last 3
months

IRIS
see Section 13

ART usually initiated 2-12 weeks previously
Worsening of present condition or development of new signs and symptoms
More likely if baseline CD4 <50 cells/mm?®

Drug-induced fever
see Section 13

New drug initiated days or weeks prior

Associated rash

Patient on drugs — ART (NVP, ABC, EFV) , cotrimoxazole, dapsone, B-lactams, INH,
anticonvulsants

Rheumatic fever
see Section 11.32

Tachycardia
Arthritis, rash — erythema marginatum
Recent sore throat

Acute strongyloidiasis
see Section 11.36

Transient dermatitis

Cough, wheezing (pulmonary stage)

Nausea, vomiting, diarrhoea, constipation
Eosinophilia

Septic shock, acute respiratory distress syndrome
Small-bowel obstruction

Measles (in adolescents
and young adults)

Conjunctivitis, coryza, and cough

Koplik's spots on buccal mucosa (“grains of salt on a red background™)
Maculopapular, blanching rash

Lymphadenopathy

Complications include:

* respiratory tract infection (pneumonia, tracheobronchitis, bronchiolitis)
 encephalitis (acute and chronic)

* keratitis
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Condition

In favour

Relapsing fever (louse-
borne borreliosis —
Borrellia recurrentis)

Recurrent fever

Spread from person-to-person among louse-infested populations (e.g. refugee
camps, war, or famines with overcrowded populations with poor personal hygiene)
Occurs in limited areas in Asia, east Africa and highlands of central Africa, and
South America?

Rash, often petechial

Jaundice, impaired liver function

Spirochetes on Giemsa-stained thick or thin blood film, or dark-field preparation of
blood, taken during a febrile period

Good response to single dose tetracycline

Jarisch-Herxheimer reaction (fever, rigors, hypotension within 2 hours of antibiotic
administration)

Acute schistosomiasis
(Katayama fever)
see Section 11.34

Exposure to fresh water in an endemic area (with sometimes skin itch just after
exposure)

Between 2 and 12 weeks after infection

FBC — eosinophilia

Leptospirosis
see Section 11.22

Exposure to fresh water, farming or contact with rodents or dogs
Conjunctival suffusion

Aseptic meningitis

Jaundice, renal failure, haemorrhage (Weil’s disease)

Acute Q fever

Exposure to aerosolized fluid from birth products of farm animals (cows, goats,
sheep); consumption of raw milk
Flu-like illness, pneumonia, hepatitis in acute infection

Mononucleosis

Lymphadenopathy

Pharyngitis

More common in adolescents than adults
Persistent fatigue (up to 6 months)
Splenomegaly

FBC - >50% of WBC are lymphocytes
Rash following antibiotic administration

DDx: Fever more than 7 days without clinically obvious focus or site

Condition

In favour

Tuberculosis
see Section 15

Loss of weight, night sweats, fever, malaise

Cough >2 weeks

Signs of extrapulmonary disease — e.g. lymphadenopathy, pallor, abdominal pain
Common complication of HIV

Typhoid
see Section 11.43

See description in DDx table: Fever 7 days or less without clinically obvious focus
or site

Malaria
see Section 11.25

See description in DDx table: Fever 7 days or less without clinically obvious focus
or site

Osteomyelitis

Limb pain, often worse at night

Local limb tenderness and swelling

Risk factor may be present (IDU, sickle-cell disease)

Contiguous skin infection or chronic ulcer

X-ray showing periosteal reaction or bone destruction (after 2 to 4 weeks)

2 Heymann DL, ed. Control of communicable diseases manual, 19th ed. APHA and WHO, 2008.
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Endocarditis
see Section 11.10

Low grade fever, night sweats

New heart murmur (or change in old heart murmur)

Signs of embolic disease (stroke, petechiae, splinter haemorrhage, abdominal pain)
Signs of heart failure (difficulty breathing)

Splenomegaly

Risk factors: known cardiac valvular disease, IDU, previous rheumatic disease

Liver abscess
see Section 11.23

Right upper quadrant pain or tenderness
Liver focal lesion at ultrasound

Brucellosis
see Section 11.3

Contact with farm animals (infected goats, pigs), consumption of raw milk

Acute brucellosis: undulant fever

Subacute localized brucellosis: lumbago due to spondylitis, mono or polyarthritis,
osteomyelitis

Yellow fever
see Section 11.47

See description in DDx table: Fever 7 days or less without clinically obvious focus
or site

Plague
see Sections 10.5 and
10.6

History of exposure to rodents or fleas

Unwell patient, sudden onset

Rigors

Extreme tiredness

Large painful, tender lymph nodes-bubo (bubonic plague)
Acute dyspnoea, pleuritic chest pain (pneumonic plague)

Cryptococcosis
see Section 11.5

Usually in advanced AIDS, but can rarely occur without HIV
Meningo-encephalitis: headache, blindness

Elevated intracranial pressure on LP, positive CSF India ink stain
Pneumonia: cough, opacities on chest X-ray

If available, positive serum or CSF cryptococcal antigen

Mycobacterium avium
complex (MAC)

see Section 11.27

Usually in advanced AIDS, but can rarely occur without HIV

Localized MAC: tuberculosis-like pneumonia, adenopathy, osteomyelitis
Disseminated MAC: generalized lymphadenopathy, diarrhoea and abdominal pain
AFB positive sputum, stool, or lymph node aspirate — confirm on culture

No response, or partial response to standard anti-tuberculous therapy

Lymphoma

Weight loss, night sweats
Enlarged lymph nodes, hepatosplenomegaly

Deep fungal infections
(histoplasmosis,
penicilliosis,
coccidiomycosis,
paracoccidiomycosis)
see Sections 11.16, 11.29

Usually in advanced AIDS, but can occur without HIV
Skin lesions

Nodular or lobar opacities on chest X-ray
Hepatosplenomegaly

Endemic areas vary, depending on species

Cytomegalovirus
(Cmv)

see Section 11.8

Painful swallowing

Diarrhoea

Visual loss (CMV retinitis on fundoscopy)
Complication of advanced AIDS

Toxoplasmosis

see Section 11.40

Headache
Focal neurological deficit
Complication of advanced AIDS
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Condition

In favour

African human
trypanosomiasis
(sleeping sickness)
see Section 11.41

Endemic areas in Africa

May occur in patients without HIV

Intermittent fever, headache

Generalized lymphadenopathy, particularly in posterior cervical triangle
Disturbed sleep

Poor concentration and personality changes

Acute Chagas disease
(American
trypanosomiasis)

see Section 11.42

Endemic areas in Latin America

Fever lasting for several weeks

Swelling of both lids of one eye (Romafia sign), painful nodules (chagoma)
Skin rash, localized enlarged lymph nodes

Visceral leishmaniasis
(Kala azar)
see Section 11.20

Endemic area

Fever, wasting syndrome, pallor of mucous membranes
Generalized lymphadenopathy

Splenomegaly, darkening of skin

DDx: Hyperthermia (temperature >40.5°C)

Heat stroke

Exposure to excess amount of sun

Central nervous system dysfunction (e.g. anxiety, delirium, seizure, coma)
Warm, red skin without sweating

Signs of end organ damage: hypotension; hypoglycemia; elevated liver or
kidney enzymes; disseminated intravascular coagulation (DIC)

Intracranial injury

Haemorrhage (involving the pons)
Stroke (involving the hypothalamus)
Status epilepticus

Tumor

Drug effects

Toxicity from SSRIs, MAOI, anticholinergics (e.g. diphenhydramine,
promethazine, amitriptyline, atropine), fluoxetine or other SSRI — see Section
38

Withdrawal from alcohol (delirium tremens) — see Section 3.7

Malignant hyperthermia in response to halothane

Neuroleptic malignant syndrome

Endocrine conditions

Thyrotoxicosis
Adrenal crisis
Pheochromocytoma

Infectious causes

Sepsis

Brain abscess
Meningitis
Typhoid fever
Malaria
Relapsing fever
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10.1.3 Initiate treatment(s), monitor response, and reconsider
diagnosis
If the cause of fever is found, go to the relevant manual Section for management.

Relapsing fever (louse-borne borreliosis — Borrellia recurrentis)

Treatment
* Antibiotics, single dose orally:
° doxycycline 100 mg; OR
° erythromycin 500 mg; OR
° tetracycline 500 mg; OR
° If not able to take oral, procaine penicillin 600 000 to 800 000 IU IM once.

Prevent transmission?
« Patients, clothing, contacts,and immediate environment must be deloused.
Dust or spray patient, contacts, and their clothing with 1% permethrin.

* Give antibiotic prophylaxis with single dose tetracyclines after exposure when
risk of acquiring infection is high.

* Use blood and body fluid precautions.

Systematic approach to reassessment and empirical treatment if unclear
diagnosis

» Does the patient have an HIV-related condition (undiagnosed OI)? g
If the patient is HIV-infected, consider the following:

° TB is the most common cause of fever without localizing signs.

° Other opportunistic infections, particularly MAC, cryptococcal infection, and
CMV may not present with focal signs and symptoms.

° If ART has recently been initiated (less than 6 months), the patient may
have immune reconstitution inflammatory syndrome (IRIS) — see Section 13
Chronic HIV care.

» Have malaria and tuberculosis been excluded?

° Consider multi-drug resistant (MDR)TB.

° Treat with antimalarials if RDT or blood smear positive (or if in endemic
area and testing is not available).

* Has anything been missed?

Some often-missed sites that may cause fever include:
° dental abscesses
sinusitis — percuss face and forehead
endocarditis — ausculate for murmur, if possible perform blood cultures
urinary tract infection
prostatitis and pelvic inflammatory disease
intra-abdominal, retroperitoneal, or paraspinal abscess
cholangitis, liver abscess
deep venous thrombosis — examine for lower limb swelling
malignancy - check for breast lumps, cervical nodes, splenomegaly,
hepatomegaly, prostate abnormalities
connective tissue diseases (e.g. lupus, rheumatoid arthritis, small oral
aperture, thickening of skin especially on face)
fever due to medications
pus that cannot drain (after trauma)

o 0o 0o 0o 0o 0 0o o
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* Has any new symptom or sign developed since presentation? Repeated,
thorough examinations may be necessary — full body, roll over, look between
the toes and behind the ears.

» Consider nosocomial infections, such as urinary tract infection from a catheter
or bedsore with infection.

* Repeat important laboratory tests. Consider the possibility of an initial false
negative result, especially if the clinical picture does not correlate with the
laboratory result.

» Treat according to the most likely clinical diagnosis based on symptoms and
signs.

10.1.4 Management of the severely ill patient with fever
Treat according to suspected causes, based on clinical examination and other
Sections of the manual.

If the febrile patient has a suspected infection with hypotension (systolic blood
pressure <90), treat patient for septic shock (see Section 3.1.5 Manage septic
shock).

Management of hyperthermia

If the patient has hyperthermia (temperature >40.5°C) after long periods of sun
exposure or other causes treat patient for hyperthermia:

e Use Quick Check.

e Assess volume status and hydrate appropriately.

» Perform rapid cooling.

° Spray naked patient with a mist of lukewarm water while a fan or cool
breeze is used to blow air over the moist skin (““‘evaporative cooling™).

° Give IV diazepam (5 mg IV) to suppress shivering induced by cooling.

° Give an antipyretic for infectious causes. Do not use antipyretic agents for
heat stroke, intracranial injury, or drug-induced hyperthermia.

° Continuously monitor core temperature with a rectal probe to monitor for
response to cooling therapy. If a rectal probe is unavailable, frequently
monitor oral temperature.

° Cooling therapy should be stopped once the temperature is 38 to 39°C to
avoid excessively low body temperatures.

» Treat complications

° hypotension (see Quick Check page 19, Vol. 1 then Section 3.1)

° seizures (see Quick Check page 21, Vol. 1 then Section 3.5)

° disseminated intravascular coagulation (see Section 10.19.3)

° hypoglycaemia (see Quick Check page 41, Vol. 1)

Symptomatic management of fever in hospitalized patients

* Give antipyretics — paracetamol/aspirin/NSAIDS (except in dengue endemic
areas, where aspirin/NSAID should not be used).
» Fan the patient and wipe the body with lukewarm water (tepid sponge).

* Hydration (oral or IV, if patient unable to drink fluids).
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10.1.5 Management of fever as an outpatient (not severely ill)

* Give paracetamol or aspirin every 4 hours (no more than 4 g of paracetamol
in 24 hours).

* Make sure the patient stays well hydrated. Encourage oral rehydration.

* Home care:
° Encourage frequent intake of oral fluids such as water, diluted tea, fruit
juices.
° Wipe the body with a damp cloth (tepid sponge) or give a lukewarm bath.
° Encourage the patient to wear only light clothes.
° Give paracetamol, aspirin, or ibuprofen to reduce the fever.

Important: advise the patient and family to seek help or to return to the health

facility if:

* The fever does not improve or comes back after treatment.

» The fever is accompanied by a cough, diarrhoea, severe pain, confusion, night
sweats, rigors, stiff neck or change in consciousness.

 A'woman has fever in pregnancy, after birth, or after abortion (spontaneous
or not).
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10.2 Skin disorders

In this section:
10.2.1  Clinical approach to a patient with a skin disorder
10.2.2  Skin and soft tissue infections (with DDx tables)
* Impetigo
» Management of skin and soft tissue infections
Abscesses, furuncles, carbuncles, cellulitis (with or without purulent drainage)
Erysipelas
Table: How to choose antibiotics for skin and soft tissue infections
» Complicated skin and soft tissue infections (including necrotizing fasciitis)
10.2.3 Papular lesions (with DDx tables)
 Syndromic management of itchy papular lesions in PLHIV
Chiggers
Molluscum contagiosum
Viral warts
Eosinophilic folliculitis
Pityrosporum folliculitis
Papular urticaria
Drug reactions
Scabies
Cutaneous tuberculosis
Cutaneous histoplasmosis
Cutaneous cryptococcosis
* Acne
10.24  Vesicular or bullous lesions (with DDx table)
10.25  Nodular lesions (with DDx table)
* Erythema nodosum
* Yaws
10.26  Maculopapular rash (with DDx table)
* Viral exanthems
10.2.7  Plaques (with DDx tables)
* Eczema
» Dermatophytosis (ringworm)
* Pityriasis versicolor
* Psoriasis
10.2.8  Pruritus (with DDx table)
+ Xeroderma
* Pediculosis
» Symptomatic management of itching
10.29  Urticaria
10.2.10  Skin ulcers (with DDx table)
Diabetic ulcers
* Venous ulcers
Arterial ulcers
Buruli ulcer
Pressure sores (bed sores)
Tropical ulcers
Anthrax

This Section provides an approach to the diagnosis and management of common
skin and soft tissue conditions. For anorectal and genital lesions, see Sections
10.14 to 10.16.

Skin lesions may be due to primary skin conditions, or may be a sign of a
multisystem disease. Most skin problems can be diagnosed based on clinical
examination. If a patient is HIV-infected, skin problems are very common, but the
clinical presentation may be atypical.

When using skin ointments or creams, follow the instructions in Section 8.4. Avoid
use of potent topical steroids on the face.
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10.2.1 Clinical approach to a patient with a skin disorder

Step 1. Perform Quick Check
Use the Quick Check and ensure that there are no serious or life-threatening conditions. Exclude
sepsis, anaphylaxis or severe drug reactions, bleeding disorders, and snake-bites.

Step 2. Take a history and examine the patient.
Take a thorough history specific to the skin lesions and a general history.
Perform a complete cutaneous and systemic examination.

Step3: Assess HIV status

Step 4:  Classify the skin problem and work through the DDx table(s):
red, tender, warm with pus or crusts

papular lesions

vesicular or bullous lesions

nodular lesions

maculopapular rash

plaques and patches

generalized itching

skin ulcers.

Step 5:  Perform investigations if required.

Step 6: Initiate management and monitor the response.

History
A good medical history is important in the evaluation of cutaneous disorders.

Specific history
e What is the duration of the skin problem?
* What is the mode of onset and progression of symptoms?
» Site on the body — extensor versus flexor, skin creases, exposed areas?
* What are the associated symptoms: pain, itching, bleeding, discharge?
» Are there any triggering, relieving factors:

° seasonal

° exposure to sun

° foods, cosmetics, drugs
° insect bites?

* Is there a past history of similar rashes or lesions?

General history
« Is there evidence of systemic disease:

° constitutional symptoms (fever, night sweats, malaise, lymphadenopathy)
° specific system involvement (CNS signs, cough, abdominal complaints)?
* Is there a history suggestive of co-morbidities:
° HIV status, clinical stage, or CD4 count
° autoimmune conditions, diabetes, rheumatoid conditions, any infectious
diseases?

« Is there a past history of atopy, allergies, or any other skin disease?

* Medications - review all prescribed medications (IV, oral, and topical)
including traditional medications.
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» Substance use - injecting drug use?

» Sexual history - high risk behaviour, signs or symptoms of STIs now or in the
past?

» Family history — skin disorders, arthritic conditions, allergic conditions?

e Travel history — the patient travels to or lives in an area endemic for relevant
infectious diseases?

Examination

Perform a full general physical examination to look for signs of multisystem
disease (particularly lymphadenopathy, hepatosplenomegaly, fever, CNS, and
respiratory signs).

Examine the lesions
Characteristics:

* type of lesion — macule, papule, maculopapule, vesicle, bulla, plague, patch,
nodule, or tumour;

* size;

» shape - flat-topped, umbilicated, cuniform, rough or verrucous, annular,
round, oval, linear, irregular;

* number - single or multiple;

» colour - hyperpigmented, hypopigmented, depigmented, erythematous,
black, blue.

Distribution (map anatomically, noting the pattern of distribution):
* unilateral;

e dermatome;

* sun-exposed areas, dust-exposed areas, covered areas;

» generalized, localized;

» specific areas spared, e.g. palms and soles;

e mucosa - oral, conjunctival, vaginal, penile;

» skin appendages - hair, nails;

e consistency — hard, irregular.

Assess for involvement of:
¢ hair, nail, mucous membranes;

» lymphadenopathy;
e joints.
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Definitions or descriptions of skin lesions according to characteristics

Blister A collection of fluid underneath the top layer of skin (epidermis)

Vesicle Araised lesion of <1 cm that is filled with clear fluid

Bullae Bullae are circumscribed fluid-filled lesions that are >1 cm in diameter

Erythema Redness or inflammation of the skin or mucous membranes

Nodules A raised solid lesion of >1 cm, and may be in the epidermis, dermis, or subcutaneous tissue

Papule A discrete, solid, elevated lesion usually <5 mm in diameter; further classified by shape, size,
colour, and surface change

Macule A flat, colour change of the skin with a size of <1 cm

Plaque A solid, raised, flat-topped lesion >1 cm

Patch A macule >1 cm in size; may be referred to as a patch

Pustule A small elevated skin lesion containing pus

Scale F:?kes or plates that represent compacted desquamated layers of the superficial layer of the
skin

Crust Dry small plates of plasma or exudates over the skin

Ulcer Discontinuation or break in the skin or mucosa

Lichenification | Characterized by an increase in pigmentation, prominent skin markings and thickening of
skin due to chronic scratching

Excoriation Traumatized or abraded skin caused by scratching and rubbing, usually superficial and linear

Investigations

The diagnosis of skin lesions usually is clinical, but if it is unclear or confirmation
is required, consider the following investigations (see Section 7).

Skin scrapings — microscopy or culture:

« with KOH (potassium hydroxide) — useful for identifying causative organisms
which directly infest the skin, e.g. mite or mite parts in scabies; yeasts
or fungal filaments in fungal diseases; molluscum bodies in molluscum
contagiosum;

« slit skin smears — with appropriate staining to identify AFB or microfilaria or
Donovan bodies in leishmaniasis;

» Tzanck smears - to identify viral giant cells.

Skin biopsy:

 histology - to identify dysplasia or malignancy;
e microscopy or culture;
* Gram stain of fluid or pus and sometimes culture.
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10.2.2 Skin and soft tissue infections

DDx: Skin lesions: red, tender, warm with or without pus or crusts

Condition

In favour

Impetigo
(superficial bacterial skin
infections)

Initially a vesicle or blister that ruptures to form small, superficial ulcers
Honey-coloured crusts

Little or no surrounding erythema

Pruritic

No lymphadenopathy

Ecthyma
a variant of impetigo

Lesions extend deeper into the dermis

Dry, black, tightly adherent crust common

Heals with scarring

Often occur on the legs of children

Predisposing — pruritic lesions( insect bites, scabies, or pediculosis); poor hygiene;
malnutrition

Folliculitis

Superficial, painful, yellow pustules
Associated with hair follicle
Localized

No lymphadenopathy

Furuncle (boil)

Painful, tender, warm, erythematous nodule
Surrounding inflammation
Fluctuation (soft, with or without pus)

Carbuncle

Large, inflamed, boggy swelling studded with pustules or cluster of furuncles
With or without central ulceration
Systemically ill

Cellulitis

Fever and systemically ill

lll-defined diffuse swelling of the skin and subcutaneous tissues with redness,
tenderness, and warmth — may ooze serous fluid

Spreads to involve significant body surface area

Erysipelas

Lesions are more superficial than cellulitis
Well-defined, raised margin

Necrotising fasciitis

Characteristics of cellulitis plus central area showing a blistering and greyish
necrotic tissue

Blistered area with lack of sensation under blister

Intense pain or pain out of proportion to visible skin lesions

Systemically ill

X-ray —gas in soft tissue (only occasionally seen)

Other conditions to
consider in DDx

Deep vein thrombosis, gout, drug reactions, insect bites or strings, malignant
lesions, bursitis, osteomyelitis

Infections can develop on previously healthy skin, in pre-existing lesions, or lesions
from other causes (such as impetiginized scabies). Potentially fatal systemic
toxaemia may occur in patients with cellulitis, erysipelas, or other soft tissue
infections that remain untreated.

Skin Vol. 2 « 10. Acute and subacute by symptom: July 2011



Impetigo
Impetigo is contagious.

Treatment
» Soak and gently scrub crusts to clear collections of pus underneath.

» For single lesions of impetigo or small areas of involvement, local treatment
with topical mupirocin ointment 3 times daily for 7 days may suffice.

» For more extensive lesions, oral cotrimoxazole or doxycycline (effective
against some MRSA) or amoxicillin for 7 days.

Complications

Glomerulonephritis may occur as a complication of impetigo caused by
nephritogenic Streptococcus pyogenes. This occurs within 1-3 weeks (average
7-10 days).

Prevention of spread

* Add a spoonful of potassium permanganate into bathwater to make it pale
pink. The family should bathe in this solution 2-3 times per week.

» Clean shower and bath with bleach.
¢ Do not share towels.

Management of skin and soft tissue infections

If a patient is systemically ill, parenteral antibiotics should be administered.

Figure: Flowchart for the management of soft-tissue infections

Soft - tissue infection
(or cellulitis)

Hospital admission

* e e -
Necrotizing infection Yes - Parenteral antibiotics "
A 2|+ Fluid resuscitation
« Prepare for surgery
- - Ye
Signs of systemic es
illness
Focal cellulitis
No — -
Area of fluctuance Initiate antibiotics
- Y
« Drain purulence | - -
« Initiate antibiotics ;I Patient responsive to therapy
« Consider admission ¢ N
o

* Re-evaluate antibiotic spectrum
* Reculture/review cultures

 Consider imaging
» Consider tissue biopsy
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Abscesses, furuncles, carbuncles, cellulitis (with or without purulent
drainage)

Assess for signs of severity or risk factors:
* severe or extensive disease;

 significant immunosuppression including AIDS, poorly controlled DM;
* very young or old age;

« difficult area to drain, such as face, genitals, hands;

« lack of response to incision and drainage alone.

Treatment
* Incision and drainage is the mainstay of treatment and is often all that is
required.
e Treatment in the absence of severe sign and risk factors, for 7-10 days:
° oral cloxacillin 500 mg 4 times daily (preferred); OR
° alternatives if allergy to penicillin or high rate of methicillin-resistant
Staphylococcus aureus (MRSA):
¢ cotrimoxazole 1-2 DS tablets twice daily (if suspect MRSA, use higher
dose); OR
¢ doxycycline 100 mg twice daily; OR
¢ clindamycin 300-450 mg 3 times daily.
* Give parenteral therapy such as ceftriaxone if any of these severe signs or
risk factors. Switch to oral options after significant improvement, for total
treatment of 7-10 days.

 Patients who have diabetes or are immunocompromised require particularly
careful management as carbuncles with multiple openings sometimes form
as a result of invasion and necrosis of the dermis. See management of
complicated skin infections below.

Erysipelas

Patients with classic signs and symptoms of erysipelas who are not systemically
ill and have small lesions may be managed with oral phenoxymethyl penicillin 500
mg every 6 hours for 5 to 10 days. If there are any systemic signs (fever, malaise),
treat with IV antibiotics as for cellulitis above.
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Table: How to choose antibiotics for skin and soft tissue infections
If a patient is systemically ill, parenteral antibiotics should be administered.

Antibiotics with reliable Penicillin, ampicillin, amoxicillin, cloxacillin, flucloxacillin, all cephalosporins,

coverage against group clindamycin. Clindamycin is preferred in case of penicillin allergy.

A Beta-haemolytic Note: Cotrimoxazole, doxycycline, and macrolides such as erythromycin have

streptococci some activity, but there may be significant resistance in some areas and they
are not recommended as first-line options.

Antibiotics with reliable First-line: cloxacillin, flucloxacillin, nafcillin, oxacillin, 1st generation

coverage against cephalosporins (e.g. cefazolin or cephalexin), ampicillin/sulbactam, amoxicillin/

Staphylococcus aureus clavulanate.

(methicillin-susceptible Second- line or penicillin allergic: clindamycin, ceftriaxone, cotrimoxazole,

strains only) doxycycline.

Note: Vancomycin has activity against all S. aureus, but is reserved for use
against MRSA (methicillin-resistant Staphylococcus aureus).

Antibiotics with activity Clindamycin, cotrimoxazole, doxycycline, vancomycin.

against many MRSA strains

Antibiotics with activity Note: Gram-negative organisms are not routinely associated with skin and
against Gram-negative soft tissue infections but, in some cases such as infected ulcers, necrotizing
organisms occasionally fasciitis, or penetrating injuries, Gram-negative coverage may be appropriate.
encountered in skin-related | Ceftriaxone, ciprofloxacin in higher doses (also has activity against
infections Pseudomonas), gentamicin, and amoxicillin/clavulanate, cotrimoxazole

Complicated skin and soft tissue infections (including necrotizing fasciitis)

Treatment

Antibiotic treatment should be based upon Gram stain, culture, and sensitivity
where possible. Early empirical treatment should cover both aerobic and anaerobic
organisms. IV antibiotics are the mainstay of therapy, there is no place for oral
agents.

Treat with:

° cloxacillin 1 to 2 grams every 6 hours and clindamycin 900 mg IV every 8
hours; OR

ampicillin 2 g IV every 6 hours and clindamycin 900 mg IV every 8 hours.

If previously hospitalized, consider adding Gram-negative coverage such as
ceftriaxone, a fluoroquinolone, or an aminoglycoside.

If MRSA is prevalent and clindamycin is not available, consider adding MRSA
coverage with vancomycin, cotrimoxazole, or doxycycline.

o

suspected, this is mandatory.

Consider surgical intervention, with debridement. If necrotizing fasciitis is -.'?1%

Vol. 2 « 10. Acute and subacute by symptom: July 2011 Skin




3 3 3 239

10.2.3 Papular lesions
Ask:

* Is there an itch?

» Look for mouth lesions.

* Is there a fever, or is the patient systemically ill?
» Are others in the home affected?

 Distribution of the lesions?

e HIV status?

e Drug history?

e Recent introduction of ART?

DDx: Papular lesions with itching

Condition In favour

Insect bite reaction Scattered over exposed area; some insects, such as the blister beetle, cause linear
(papular urticaria) rash

(very common) Small papules and central crust

Scratch marks mostly on exposed areas - face, arms, legs
Exaggerated response in HIV — vesicular or bullous lesions

Chiggers Itching occurs several hours after bites of mites found in grassy fields, forests,
parks, and gardens and the moist areas along lakes and streams.

Severe itching with red pimple-like bumps

Distribution rash on legs and waist line or parts of the body exposed to the sun; it
may stop where the underwear meets the legs

Secondary infection common following intense scratching

Pruritic papular Hyperpigmented papules and nodules

eruption of HIV (PPE) Occasionally hyperkeratotic

Symmetrical — affects arms, legs, lower back, and buttocks
Residual hyperpigmentation after healing

Resolves with ART
Eosinophilic Extremely itchy — resembles insect bites with a tendency to group
pustular Urticarial papules (wheal-like)
folliculitis Seborrhoeic areas — face, neck, scalp, chest, trunk (vs. PPE)

Residual hyperpigmentation
Occurs commonly as IRIS

Pityrosporum folliculitis | Numerous follicular papules or pustules
Mostly on upper trunk and arms; may be extensive — affecting the scalp and face
Gram stain: Gram-positive budding yeast cells

Scabies Papules and burrows — on torso, web-space of hands and feet, wrist and ankles,
Crusted scabies elbows, axilla, umbilical, and groin
Norwegian scabies Itching worse at night

Similar problem in family or other contacts
Clinical diagnosis or microscopy of skin scrapings — mites
(KOH or mineral oil preparations)

Drug reactions Sudden onset involving the trunk, extremities, and face

History of starting on a new drug in recent past

Mild or severe if mucosal involvement (Stevens-Johnson Syndrome)
With or without fever
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Onchocerciasis Larger, pruritic, flat-topped papules with lichenification

see Section 11.28 Nodules

Symmetric — over the buttocks, waist, and shoulders
Surrounding skin may be depigmented and dry

Endemic

Clinical diagnosis or skin snip smears to demonstrate microfilaria

Myiasis (infection witha | Lump will develop in subcutaneous tissue as the larva grows.
fly larvae) Develops into pustular lesion (furuncular myiasis)

Sensation of movement under skin

Stabbing pain

May involve skin sores and open wounds

May involve genitourinary or rectal orifices

Syndromic management of itchy papular lesions in PLHIV g

¢ Document distribution, duration, involvement of palms or soles or mucosal
surfaces.

» Ask if anyone else at home itching?

* Are there other symptoms of STI?

» Obtain VDRL or RPR (if sexually active, if involvement of palms soles, or if
mucosal lesions).

It is often difficult to make a specific diagnosis. An example of an approach to
empirical treatment follows..

Stage | empirical treatment:
» anti-scabetic or mite topical treatment (see scabies management below);

» potent topical steroid with antifungal cream(s);
« oral antipruritic agents:
° chlorphenamine 4 mg every 4 to 6 hours;
« oral antibiotic (e.g., erythromycin or doxycycline).
« Stage Il empirical treatment if no response to Stage I:

* continue Stage | regimen (including possible re-treatment for scabies or
mites);

» add systemic oral antifungal (fluconazole or griseofulvin).
Stage Il Refer or biopsy.

Chiggers
Treatment
» Vigorous cleansing with soap and water may be helpful to remove the mites.

» Topical antipruritics, such as menthol, calamine lotion, or topical
corticosteroids, and oral antihistamines may help relieve the itching.

» The condition heals without treatment.
» Treat secondary infection (see impetigo above).
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DDx: Papular lesions — without itching

Condition

In favour

Molluscum contagiosum

Dome-shaped lumps with a dimple in the centre
Involving face, neck, armpits, hands, and genitals
Lesions may be chronic and numerous

In PLHIV — may be large >1 cm and coalesce

Common warts (verruca
vulgaris)

Small raised lesions with rough surface.
Commonly involving the extremities

Can appear anywhere

May be recurrent and persistent in HIV

Genital warts

Variable sizes, shapes and number — from small, flat, to large and polypoid
May be seen on any part of the genitalia, including intra-vaginal and intra-anal
May be very large, recurrent, and persistent in patients with HIV

Secondary syphilis
see Section 11.37

Multiple lesions — papular or macular

Generalized involving the palms and soles

Dusky red-coppery

Mucocutaneous lesions — moist erythematous patches over genital and oral
mucosa

Generalized lymphadenopathy

Diagnosis — blood VDRL/RPR/TPHA

Cutaneous leishmaniasis
see Section 11.20

Erythematous papule (at the site of a sand-fly bite)
Enlarges to a painless ulcerated nodule

Raised and well-demarcated border

Single or multiple lesions

Skin snip or biopsy shows amastigotes

Cryptococcosis
see Section 11.5

Generalized raised umbilicated, fleshy lesions (similar to molluscum contagiosum)
Develops rapidly (within days)

Fever

Signs and symptoms of disseminated cryptococcosis, e.g. meningitis, lung infection
Serum or CSF CrAg or CSF India ink

Penicilliosis
see Section 11.29

Papulo-necrotic skin lesions

May be umbilicated like molluscum contagiosum

Usually on the face

Associated constitutional symptoms or systemic involvement
Endemic

Skin biopsy — microscopy showing organism on Wright or Gram stain

Histoplasmosis
see Section 11.16

Erythematous maculopapular lesions with ulceration and purpura
Oropharyngeal lesions

Systemic involvement: lung, CNS, gastrointestinal, or eyes

Diagnosis — tissue biopsy or microscopy: yeast forms on haematoxylin and eosin
staining

Endemic

Blood or tissue culture

Kaposi sarcoma
see Section 11.19

Single or multiple purple-coloured lesions

May be papular, nodular, patches, or plaques
Can involve any part of the body including palate
Lymphoedema may occur if on limbs
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Mycobacterium avium Papulo-pustular eruptions on trunk and extremities

complex (MAC) Fever
see Section 11.27 Lymphadenopathy
Pulmonary symptoms, diarrhoea, weight loss, night sweats

Acid-fast bacilli on skin biopsy; blood culture
The patient has advanced HIV

TB verrucosa cutis Warty papules (may be nodular or an irregular plaque)
Localized to 1 area — often the hands or extremities
Often mistaken for verruca vulgaris

Lesions may evolve and persist for years

Papulo-necrotic Multiple papules with black necrotic centres
tuberculides Scattered in 1 or 2 regions; not generalized
Skin biopsy
Acne Pimples — visible lumps on the skin that may be papules, pustules, nodules, or cysts

May be old or new scarring

With or without active inflammation

On face, neck, chest, back, and upper arms
Common during adolescence

Molluscum contagiosum

This is a common viral infection of the skin.

Key clinical features
» pearly-white, umbilicated papular lesions on the face, trunk, and genital area

» frequently seen among sexually active adults, especially those infected with g
HIV.

Treatment
* removal by enucleation (with forceps); OR

 cautery - pierce the molluscum body with a needle and treat the base with
silver nitrate or phenol or any other mild sclerosing agent; OR

» cryotherapy - freeze using liquid nitrogen.

Viral warts

Warts (verrucae) are caused by the human papillomavirus (HPV) and may regress
spontaneously at any time within months or years of their first appearance.

Key clinical features
» papules or nodules with a rough (verrucous) surface

» occur most often on the hands and fingers, but may be found on any area of
the body.

Genital warts (Condyloma accuminata) are sexually transmitted infections caused
by HPV.

The lesions may be seen on any part of the genitalia, including intra-vaginal and
intra-anal. See Section 10.14.

Vol. 2 « 10. Acute and subacute by symptom: July 2011 Skin



Treatment
Alternative treatments include:

e paints or lotions containing salicylic acid,;
e podophyllin resin;

» cryosurgery — where available, liquid nitrogen applied with a cotton-tipped
swab or a spray can be highly effective;

 electrocautery can be used when available;
* trichloroacetic acid may be another option for treatment of warts.

Eosinophilic folliculitis

Key clinical features

» Extremely pruritic rash seen in patients who are HIV-infected.

* Primary lesions are urticarial papules that look like insect bites.
e Pustules may be present.

» Because of the intense itching, excoriations and post-inflammatory
hyperpigmentation are seen.

» Lesions are most prominent on the seborrhoeic areas of the skin (scalp, face,
chest, upper back).

Treatment

* topical steroids — hydrocortisone 1%; OR

» betamethasone 0.1% cream;

» symptomatic relief — oral antihistamines such as chlorphenamine.

If the patient is unresponsive to the above, give:
» doxycycline 100 mg twice daily for 8-12 weeks.

Pityrosporum folliculitis

Key clinical features

* numerous pruritic follicular papules or pustules;

* most commonly seen on the upper trunk and arms.

Treatment
* topical steroids — hydrocortisone 1%; OR
* betametasone 0.1% cream;

* ART if indicated for other reasons (the condition improves with immune
recovery);

» symptomatic relief — antihistamines (as above).

Papular urticaria
This is an insect-related hypersensitivity reaction (Type V).
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Key clinical features

commonly seen in children in developing countries;

characterized by crops of pruritic wheals that evolve into serum-filled papules
and, less frequently, vesicles;

lesions seen predominantly on exposed body parts;
excoriations, due to scratching, lead to secondary bacterial infections;
spontaneous desensitization usually occurs by the age of 7 years;

in tropical climates, mosquitoes are the main cause of papular urticaria; flies
and bed bugs are the common causes in temperate climates.

In patients who are HIV-infected, there is an exaggerated response to insect bites. g

Treatment

topical steroids: hydrocortisone 1% OR betamethasone 0.1% cream;
symptomatic relief with antihistamines such as chlorphenamine 4 mg twice
daily;

topical antimicrobial (e.g. 2% mupirocin ointment) may be useful to treat
secondary bacterial infection;

use insect repellents, screens, and bed nets;

disinfect pets if any.

Drug reactions (see also Section 13 Chronic HIV care)

Drug reactions may be localized to the skin or involve various organ systems.

The drugs most frequently involved include NNRTIs (NVP and EFV),

ABC, sulfa drugs (cotrimoxazole and dapsone), antiepileptics (phenytoin,
phenobarbital and carbamazepine), antibiotics (quinolones, penicillins,
cephalosporins), and antituberculosis drugs.

The reaction may present 1-3 weeks after commencing the causative
drug. But it may take up to 6 weeks with antituberculosis and antiepileptic
medicines.

Key clinical features
Drug reactions or eruptions may be mild or severe.

Mild drug reaction
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Mild drug reactions typically present as an itchy papular or maculopapular
rash with no constitutional symptoms or systemic findings.

Erythema multiforme is a special morphological type of drug eruption. It
presents as a self-limiting symmetrical skin rash with “target lesions” (a pink-
red ring around a pale centre). The rash begins abruptly and heals normally in
7-14 days. It is often triggered by HSV infection. It can be a manifestation of
drug allergy.




Severe drug reaction
» A severe drug reaction may develop macules that rapidly spread and
coalesce, leading to epidermal blistering, necrosis, and sloughing.

» Constitutional symptoms and systemic involvement, such as an increase in
liver enzymes, may be seen.

» Stevens Johnson Syndrome (SJS) refers to skin changes affecting up to
10% of the body surface area, and involvement of >1 mucosal surface (oral,
conjunctival, genital).

» Toxic epidermal necrosis (TEN) refers to skin changes on large areas of the
body, sometimes affecting >30% of the body surface area, and presents as
sheets of erythema with blistering and skin peeling. Mucosal and systemic
involvement may be seen as well.

Treatment
Mild drug reaction

» Stop the suspect drugs.
e Give antihistamines.

* In some mild drug reactions, it may be possible to continue the drug if it is
medically necessary.

Erythema multiforme
« If the cause is HSV infection, treat the HSV.
» Discontinue suspected drug if the condition is drug-induced.

* Supportive management includes:
° oral antihistamines
° topical calamine lotion.

Severe drug reaction

» Stop the suspect drugs (all drugs introduced within 1 month of the reaction
should be considered suspect).

* Hospitalize the patient in an intensive care or burns unit.

» Referral to a tertiary dermatologic unit should be considered in toxic
epidermal necrosis.

* Give topical antibiotics.

* Maintain hydration and electrolyte balance.
» Give analgesics.

* Use mouth washes and eyes ointments.

e Screen and treat empirically for septicaemia.
* Give systemic corticosteroids.

Patient education

The health worker should inform the patient about drugs that may have caused the
eruption, drugs to avoid, and those drugs that can be used safely. This information
should be noted in the patient’s record.
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Scabies

Transmission is through close contact with infested persons and occurs in
crowded spaces, conditions involving poor hygiene, and through sexual contact.
A more severe form of scabies (Norwegian scabies) can occur if the patient is
immunocompromised.

Key clinical features
Classical scabies

* ltchy papular lesions.

* Itching is typically most severe at night.

» History of a similar problem in the family or contacts.

» Typical lesion of scabies is the burrow of the adult mite, with excoriations
from itching.

* Secondary lesions commonly seen are papules and papulovesicles.

» Typical distribution: finger webs, palms, wrists, elbow, axillae, areola, nipple,
umbilicus, external genitalia, and feet.

Norwegian (crusted) scabies

* The lesions in crusted scabies are more widespread, crusted with thick,
hyperkeratotic scales. There is infestation with a large number of mites.
Little itching occurs because of immunocompromise, but this form is highly
transmissible.

It resembles psoriasis: thick crusts, scales, and dystrophic nails.

* These patches and plaques are commonly seen over elbows, knees, palms,
and soles (but they can occur on almost any area of the body). Occasionally,
only diffuse redness of skin is apparent.

» Bacterial superinfections are common.

Investigations
» Diagnosis is usually clinical.

e A burrow should be unroofed and scraped; examination under a light
microscope will reveal a mite, eggs, or faecal pellets.

Treatment

With 1 of the following

» 25% benzyl benzoate emulsion (dilute 1:1 for children; 1:3 for infants); OR
* 5% permethrin cream; OR

* ivermectin 0.2 mg/kg orally as a single dose, repeated in 2 weeks.

If there are crusted scabies, repeat treatments on days 1, 15, and 29, or combine
treatment with oral ivermectin and a topical scabicide (benzyl benzoate or
permethrin cream).

Method of application
» The patient and all close contacts must be treated simultaneously, including
the entire household and sexual partners, even if they are asymptomatic.

e Clothing or bed linen used by the patient should be washed and dried well (or
dry-cleaned).

Vol. 2 « 10. Acute and subacute by symptom: July 2011 Skin




» Do not bathe before applying the treatment (this increases systemic
absorption and does not help).

» Apply the cream to the whole skin surface, giving particular attention to
the flexures, genitalia, intergluteal cleft, between the fingers and under the
fingernails. Include the face, neck and scalp, but avoid areas near the eyes and
mouth.

e The cream may irritate the skin a little, especially if there are excoriations.
» Keep the cream on for the treatment period: overnight treatment for 3 days.

 If any cream is washed off during the treatment period (e.g. hands), reapply
immediately.

* Wash the cream off at the end of the treatment period.

« Itching should start to diminish within a few days, but may persist for a
number of weeks. This does not mean that the treatment has failed. Another
cream may help with the itching (calamine lotion).

Cutaneous tuberculosis

Cutaneous tuberculosis can present in many forms. Some of the common
presentations include:

« warty papules and plaques (tuberculosis verrucosa cutis);

« well-circumscribed, dusky red, soft to firm papules and plaques with or
without central scarring (lupus vulgaris);

* multiple sinuses with ulceration at the mouth of the sinus (scrofuloderma);
 chronic ulceration at the mouth or anal region (orificial tuberculosis).

HIV-infected patients are more prone to developing tuberculosis and therefore are

at increased risk of presenting with cutaneous hypersensitivity reactions to TB.

In HIV-infected patients, these reactions occur with higher CD4 counts, are more

florid, and several types may coexist.

» Papulonecrotic tuberculid: papules, pustules, with central necrosis involving
acral sites, such as earlobes, elbows, knee, extensors, and buttocks.

 Lichen scrofulosorum: grouped papules on the trunk in association with
underlying TB.

* Erythema nodosum: erythematous, tender, evanescent nodules on the legs.

Investigations
Diagnose by biopsy, histopathology, and culture.

Treatment
As per WHO TB guidelines — see Section 15.

Onchocerciasis — see Section 11.28

Cutaneous histoplasmosis

Key clinical features
« Patients are usually ill with systemic involvement - fever, anaemia, respiratory
symptoms, lymphadenopathy, hepatosplenomegaly, and skin lesions.

Skin Vol. 2 « 10. Acute and subacute by symptom: July 2011



» Skin involvement occurs in 5%-10% of patients.

» Skin lesions are polymorphous: papules, nodules, plaques, abscesses, and
characteristic gingival ulcers.

» This condition may often resemble molluscum contagiosum.

Investigations
» Referral for biopsy and culture may be indicated (see Section 7).

Cutaneous cryptococcosis — see Section 11.5 Cryptococcosis
This occurs with advanced HIV disease. g

Key clinical features
» Skin involvement occurs in 10% of patients with systemic disease.

* The typical lesions are haemorrhagic, ulcerated nodules and umbilicated
papules resembling molluscum contagiosum.

Investigations

* A KOH preparation with or without India ink staining will show the
characteristic round, thick-walled yeast cells of cryptococcosis.

Acnet

Key clinical features
» comedones - whiteheads or blackheads with no redness (blocked hair roots
or pores with white or black tips);

* pustules - pus-filled pimples with no redness;
» papules — pimples that appear red due to inflammation;

* nodules - pimples that affect the deeper areas of the skin that can be
disfiguring due to inflammation (redness);

e cysts - lesions formed by several nodules coming together;
 scarring, which may or may not be inflamed.

Treatment
. Severe acne (nodules, cysts or scarring that is inflamed)
° Oral antibiotics taken for 3-6 months
¢ doxycycline 50 mg daily; OR
O tetracycline 500 mg twice daily; OR
¢ erythromycin 500 mg twice daily.
° Topical applications of: benzoyl peroxide 2.5%-5% or topical tretinoin twice
daily until 2 weeks after lesions disappear.
° Wash face with mild soap twice daily (before topical application).
° In girls, if taking progesterone-only contraceptive pills or injections,
consider changing to combined oral contraceptives.
° Review in 2 months. If there is no improvement:
¢ continue oral antibiotics for up to 6 months with review every 2 months;
¢ doxycycline dose can be increased up to 100 mg or 200 mg depending on
response.

1 Adolescent Job Aid. WHO, 2010. Available at www.who.int/child_adolescent_health/documents/9789241599962/en/
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¢ If no improvement in a girl, consult with her about adding combined oral
contraceptive pill.

O Refer for specialist care if very severe acne, if scarring is extensive or
worsening, if acne is causing great psychological distress, or is not
responding to treatment at 6 months.

* Moderate acne (papules with no nodules, cysts, or inflamed scarring)
° Apply topical antibiotics twice daily and continue until 2 weeks after lesions
disappear.

¢ clindamycin 1% gel or lotion; OR

¢ erythromycin 2% gel or lotion.

° Topical applications, face washing, and for girls, contraception change as
above.

° Review in 2 months. Continue treatment if no improvement. If the condition
worsens, give oral antibiotics as for severe acne.

* Mild acne (only comedones or pustules):

° Topical applications as above, face washing, and for girls, contraception
change as above.

° Review in 2 months. If no improvement, continue treatment. If acne is
worse, treat as moderate or severe acne accordingly.

10.2.4 Vesicular or bullous lesions
Assess the pattern of distribution and whether there is involvement of the mouth.

DDx: Vesicular or bullous lesions

Condition In favour
Herpes simplex Painful, grouped vesicles with surrounding mild erythema
see Section 11.15 May evolve into a superficial ulcer with crusting

Associated with pain or tingling

Usually localized to lips or genital area, may involve any site

With or without a history of previous episodes

Usually heals in 3-5 days

Persistent ulcers for >1 month are more common in immunocompromised patients

Herpes zoster Crops of painful vesicles in dermatomal distribution
see Section 11.45 Do not cross midline

Intense pain

In PLHIV:

 recurrent, multidermatomal or disseminated herpes zoster
* severe and takes longer to heal

Chicken pox (varicella) Fever

see Section 11.45 Discrete (umbilicated) vesicles on a erythematous base

Lesions in different stages of development

Generalized, but predominantly involving the trunk, cephalocaudal spread
Oral lesions

In PLHIV, severe disseminated infection including pneumonia

Guinea worm Lower extremity blister before ulcer forms when worm emerges
(dracunculiasis)

See 10.2.10 below
Anthrax See 10.2.10 below
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Pemphigus vulgaris

Middle-aged individuals

Long history

Fragile, flaccid blisters — rupture leaves weeping, denuded skin
Blisters extend readily on digital pressure

Painful oral ulcers or erosions common

Common sites: scalp, trunk, flexures

Pemphigoid

Elderly age group

Tense blisters

With or without itching

Oral ulcers rare

Common sites: trunk, extremities, flexures

Severe drug reaction

— Stevens Johnson
syndrome (SJS) and
toxic epidermal necrosis
(TEN)

see Section 10.2.3

History of recently starting a new drug (e.g. sulfas, NVP)
Erythematous maculopapular rash with blisters

Confluent erythema with sheets of skin peeling and significant oozing
Oral, conjunctival, genital mucosal ulceration and crusting

Fever

Systemic illness

10.2.5 Nodular lesions

DDx: Nodular lesions

Condition

In favour

Erythema nodosum

Crops of painful, tender, red bumps 1-2 cm in size

Lesions appear and spontaneously heal, while new lesions appear
Usually on the legs

With or without fever

Associated with tuberculosis, upper respiratory infection, leprosy, drugs,
rheumatoid arthritis, malignancy

Do a skin biopsy to confirm

Kaposi sarcoma
see Section 11.19

Single or multiple purple-coloured lesions

May be papular, nodular, patches, or plaques
Lesions tend to follow lines of skin cleavage

Can involve any part of the body including palate
Lymphoedema may occur if on limbs

Clinical diagnosis or skin biopsy to confirm

Bacillary angiomatosis
see Section 11.2.4

Single or multiple papules, nodules, and pedunculated lesions

May appear suddenly and may be tender

Flesh coloured, purplish, or red lesions

May be large, friable, polypoid masses

Signs of systemic illness: fever, lymphadenopathy, splenomegaly, or hepatomegaly
Skin biopsy to confirm

Cutaneous leishmaniasis
see Section 11.20

Living in an area where this is present

Cytopaenia

Lymphadenopathy

Amastigotes seen in samples of tissue or body fluid under the microscope (Giemsa
stain)

Lepromatous leprosy
see Section 11.21

Asymptomatic

Skin-coloured nodules, papules, and plaques

Commonly on face and extremities, but can occur at any site

Other signs of leprosy: sensory loss, peripheral nerve thickening, loss of hair
Slit skin smear for AFB
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Condition

In favour

Mycosis fungoides

Pustules, nodules, ulcers, and papules in a patient with systemic symptoms
Diagnosis by biopsy and histopathology

Pruritic papular eruption
(PPE)

Hyperpigmented papules and nodules

Occasionally hyperkeratotic

Symmetrical — affects arms, legs, lower back, and buttocks
Residual hyperpigmentation after healing

Resolves with ART

Cutaneous lymphoma

Long history of nodules, plaques and patches

Skin coloured or slightly erythematous; annular, doughnut-shaped
Systemic signs with or without lymphadenopathy

Hepatomegaly and splenomegaly

Biopsy to confirm

Onchocerciasis
see Section 11.28

Subdermal

Painless

Hard

Roll easily over the bones underneath
Do not suppurate

Endemic

Yaws

Papules, or ulcerated nodular lesion with serous discharge
Primary lesion — extremities

Secondary lesions — mucocutaneous junctions

Pain, with or without swelling of small joints

Heal with scarring

Hyperkeratosis and fissuring of soles

Bone deformities

Residence in endemic area

Positive syphilis test

Skin biopsy

Erythema nodosum

Key clinical features

Present as reddish, painful, tender lumps, 1-5 cm in size.
Commonly located in front of the legs below the knees.

Usually resolves spontaneously; each of the nodular lesions shrink and then
become flat. They leave a bruised appearance and then resolve completely.

Simultaneously, as some lesions resolve, other lesions may continue to occur
elsewhere. This may go on for weeks to months.

May occur as an isolated condition or may be triggered by other conditions
- sulfa-related drugs, contraceptive pills, estrogens, streptococcal throat
infection, fungal diseases, infectious mononucleosis, sarcoidosis, leprosy, and

tuberculosis.

Investigations
» Diagnosis is mainly clinical. However, a skin biopsy may be needed to

confirm.
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Treatment
Evaluate for the underlying cause and treat accordingly.

* NSAID such as ibuprofen.
e Colchicine 0.5 mg 2 or 3 times daily.
» Elevate feet and advise the patient to have bed rest.

Yaws

Yaws is a chronic condition caused by the spirochaete Treponaema pertenue, a
subspecies of Treponaema pallidum that causes syphilis. Yaws affects skin, bone,
and cartilage, and leads to disfigurement and disability. Children and adolescents
less than 15 years are most commonly affected with peak incidence 6-10 years.
Yaws is:

* not a sexually transmitted infection

 transmitted by direct skin contact with an infected person

* endemic in certain tropical areas of Africa, Asia, and Latin America

« spread in conditions of overcrowding, poor hygiene, and poor sanitation.

Key clinical features
There are 2 stages of Yaws disease, early (infectious) stage and late (non-infectious)
stage.

Early (infectious) stage
e Skin
° Primary lesions:
¢ small papule or “mother yaw”, contains large numbers of spirochaetes
and is usually on the face or leg;
¢ initial papule may heal, or persist for months as a raspberry-like
“framboesia” lesion, or undergo ulceration.
° Secondary lesions:
¢ crops of macules or papules anywhere on the body;
¢ papillomatous or hyperkeratotic lesions on the palms and soles are
painful and disabling.
° Tender regional lymphadenopathy.
* Bone
° Periostitis of the long bones (sabre shin) and fingers (dactylitis).
° Bone pain is usually worse at night.

Late (non-infectious) stage
e Occurs in 10-20% of untreated patients 5 or more years after infection.

* Necrotic skin lesions and gumma of the bones cause disabling deformities,
such as collapse of the nasal bridge (saddle nose).

e Palmar and plantar hyperkeratosis may persist.
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Investigations

» Demonstration of the spirochaete by darkfield microscopy of exudate from

lesions.
» Serological tests:

° There are no specific blood tests for yaws.

° Non-treponemal tests (VDRL, RPR) and treponemal tests (TPHA, FTA) that
are used for diagnosing syphilis can also be used for diagnosing yaws.
They do not distinguish between yaws and syphilis.

Treatment

* Benzathine penicillin 1.2 million units as a single intramuscular injection is

curative; OR

° Relapse is very rare.
» Azithromycin oral 30 mg/kg (maximum 2000 mg) single dose.

10.2.6 Maculopapular rash

DDx: Maculopapular rash

Condition

In favour

Drug eruption
see Section 10.2.3

History of recently starting a new drug (e.g. sulfas, NVP)
Rash generalized or fixed or discrete

Red, itchy, maculopapular rash

With or without mucosal involvement

Viral exanthaema

Fever

Rash is asymptomatic (non-itchy) maculopapular or papular

Starts on the face, spreads later to the neck, trunk, and limbs

With or without oral lesions ( sometimes specific lesions, such as Koplik's spots in
measles)

With or without lymphadenopathy

Secondary syphilis
see Section 11.37

Maculopapular lesions are the most common

Leprosy
see Section 11.21

With or without maculopapular lesions

Viral exanthaema

» Typically present with a prodrome of fever.

Treatment

* Usually asymptomatic and resolves spontaneously.
* Symptom management only: paracetamol for fever.
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10.2.7 Plagques

DDx: Plagues and patches with itching

Condition In favour

Eczema Inflamed, scaly patches with or without excoriation
Pruritus and xerosis

Oozing, wet rash arms, legs, trunk, face

Any site

Flexures in atopic eczema

Relapses and remissions

Responds to topical corticosteroids and antihistamines

Dermatophytosis Scaly patches with central clearing (ring pattern)

(ringworm) Intense itching

May involve any site — commonly groin and buttocks

On scalp produces localized loss of hair

With or without nail involvement ( thickening of nail plate, white discoloration of
nail plate, lifting of nail plate from nail bed)

KOH preparation to demonstrate fungal filaments

Psoriasis Plaques with well-demarcated borders

Silvery white scales

Commonly involving extensors: elbow, knees, back and scalp, hairline
With or without nail involvement

With or without joint pain or swelling

Chronic course
In patients with HIV — sudden exacerbations and resistant to therapy

DDx: Plagues and patches without itching

Condition In favour

Pityriasis versicolor Scaly, hypopigmented and hyperpigmented macules and patches
Mainly over the upper trunk, stretching skin accentuates lesions
Fine, bran-like scaling

KOH to confirm

Cutaneous lymphoma Asymptomatic and of long duration
Nodules, plaques, and patches

Skin coloured - slightly erythematous
Systemic involvement — lymphadenopathy
Hepatomegaly or splenomegaly

Crusted (Norwegian) Extensive crusting (psoriasis-like lesions) with thick hyperkeratotic scales on scalp,

scabies face, back, feet, and nails

see Section 10.2.3 Commonly in immunocompromised persons g
Less itch

KOH preparation to demonstrate mite — very high mite burden

Leprosy Single or multiple

see Section 11.21 Hypopigmented or erythematous or coppery-coloured
Decreased sensation, hair growth, and sweating over patch
Peripheral nerve thickening

Slit skin smear for AFB or skin biopsy
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Eczema

There are several types of eczema including seborrhoeic dermatitis, contact
eczema, and nummular eczema.

Seborrhoeic dermatitis

Key clinical features

» Occurs on the sebum-rich areas of the scalp, face, and trunk.

» The scalp is the most common site of involvement and varies from mild,
patchy, scaly areas to widespread, thick, adherent crusts.

» Forehead, eyebrows, naso-labial folds, posterior part of the neck, and the
postauricular skin may also show similar greasy and scaly lesions over red,
inflamed skin.

* In HIV-positive patients, seborrhoeic dermatitis tends to be more severe, to
relapse frequently, and to improve on ART.

Treatment
» Agueous cream.
» Use of keratolytic shampoo containing active agents such as salicylic acid,

coal tar, zinc pyrithione, and selenium sulphide reduces both the inflammation
and scaling.

e To apply: massage into the scalp and leave for 2-3 minutes before rinsing —
good foaming action is required.

* Preparations containing combinations of sulphur and salicylic acid can
be applied to the scalp and other affected areas. Topical applications of
corticosteroids, or azoles, such as ketoconazole, also are effective.

Mild cases:

e 2% ketoconazole shampoo for scalp (lather over hair, scalp).

OR

* 2% ketoconazole cream for body sites. Leave on for 5 minutes, then wash off.

Repeat daily until cleared (usually 2 weeks). After clearance, continue to use
once weekly for 2-3 months to prevent recurrence.

OR

* If there is no response to topical antifungals, use topical steroids: 1%
hydrocortisone cream (including face) or 0.1% betamethasone cream (not on
face) twice daily (for a maximum of 3-4 weeks). Once lesions clear, continue
with topical ketoconazole for 2-3 months.

Refractory cases:

» Oral itraconazole 200 mg daily for a week followed by 200mg once every 2
weeks for several months.

* Whenever apparent seborrhoeic dermatitis does not respond to appropriate
therapy, the diagnosis should be reconsidered.

For other eczemas such as contact eczema, nummular eczema
» Find and avoid contact.

* Severe eczema: use very potent corticosteroids for 3-4 weeks (such as
clobetasol propionate); also apply emollient.
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* Infected eczema: treat with potassium permanganate (1:10000) compresses
and oral antibiotics, followed by a combination of topical corticosteroid and
antibiotic as for impetigo or antiseptic ointment.

* Mild eczema: moderately potent topical corticosteroid (such as clobetasol
butyrate); also apply emollient.

* Weeping eczema: as for infected eczema, but without oral antibiotics.

Dermatophytosis (ringworm)

This presents as scaly patches or plagues with an active raised edge and central
clearing, and nail infections with thickening, scaling, deformity, and discolouration.

» scalp ringworm (tinea capitis) typically appears as a patch of scaling alopecia
(loss of hair), or a swollen inflammatory area (kerion);

* ringworm of the trunk (tinea corporis);

» foot ringworm (tinea pedis or athlete’s foot) — lesions most commonly and
frequently first appear in the fourth interdigital web;

* ringworm of the groin (tinea cruris) — limited to the groin, inner thighs, and
the skin of scrotum in contact with the thigh.

In PLHIV
There is a high incidence of coexisting nail infection, which has to be treated
adequately to prevent recurrences of tinea infection of skin.

Treatment
Topical treatment
* 1% terbinafine hydrochloride?

» Other creams and powders containing an imidazole, undecyclinic acid, or
tolnaftate.

Systemic treatment when topical treatment has failed:

 griseofulvin 500 mg - 1 g daily until cure — for extensive and generalized
infections. Much longer courses of treatment are required when nails are
affected (Note: Beware of interactions with ART. See Section 13.); OR

 fluconazole 150-300 mg/weekly until cure (6-12 months).

Pityriasis versicolor

* Presents as scaly, hypopigmented and hyperpigmented macules and patches,
mainly over the upper trunk. Fine, bran-like scaling is seen (more prominent
on stretching skin).

Treatment

» sodium thiosulfate, 15%: twice daily for 4 weeks should be started;

» selenium sulfide: a thin layer of undiluted 2% detergent-based suspension
should be applied at bedtime to the trunk, groin, upper limbs, and axillae, and
rinsed off after 5 to 15 minutes — treatment should be repeated after 3 and 6
days;

2 Both benzoic acid and salicylic acid (Whitfield’s ointment) and gentian violet solution are inexpensive fungistatic
compounds. Whitfield's ointment has been deleted from the WHO Essential Medicines List because it can have
an irritating effect and requires lengthy treatment, but may be considered as an alternative fungistatic agent in
resource-limited settings. Gentian violet has been deleted from the WHO Essential Medicines List due to reports
of carcinogenicity.
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ketoconazole, 2%: applied once or twice daily for several weeks;

fluconazole: a single oral dose of 400 mg fluconazole is reported to be very
effective.

If there is a recurrence: use pulsed monthly fluconazole or itraconazole for 3
months.

Psoriasis

Key clinical features

Commonly present as erythematous plaques with profuse silvery scales.
Occurs on the scalp, extensor surfaces of the limbs and trunk.
Thickening, pitting, and discoloration of the nails are commonly seen.
Inflammatory arthritis may occur in some patients.

Erythrodermic psoriasis involves >90% of the body surface and usually
presents as diffuse scaling.

Treatment
Many types of treatment are available. However, none have been shown to prevent
relapses.

Topical treatment:

dithranol ointment (0.1% initially, higher strengths later) — for 2-4 weeks;

crude coal tar ointment, in combination with ultraviolet B therapy can be very
effective;

emollients containing low concentrations (1-2%) of salicylic acid are a useful
adjunct to treatment;

topical corticosteroids - for short term treatments for face, flexures, hands
and feet.

Systemic treatments

Give oral antibiotics for guttate psoriasis (amoxicillin for 7 days).

Systemic therapies are used for extensive involvement, and for psoriasis
that is not responding to topical therapies. These involve the use of
immunosuppressive drugs, which are expensive, have potentially serious
side-effects, necessitate close monitoring of patients, and therefore require
referral to a dermatology centre.

Systemic corticosteroids should not be used because of the risk of severe
exacerbations on withdrawal.
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10.2.8 Pruritus

DDx: Generalized itching without primary cutaneous lesions

Condition In favour

Xeroderma Generalized dry skin
With or without scaling
No evidence of systemic causes

Scabies Intense pruritus

see Section 10.2.3 Cutaneous lesions may be very few or hardly visible
History of similar problem in family or other contacts
Associated with overcrowding, poor hygiene

May require therapeutic trial with antiscabetics

Pediculosis Intense pruritus

(lice) With or without excoriations

With or without red punctae from bite
Lice on inner seams of clothing

Obstructive jaundice Jaundice - liver failure
see Section 10.8 Leukaemia, lymphoma, internal malignancy, iron deficiency, anaemia and thyroid
disease are all causes to be excluded

Uraemia Evidence of renal disease
Elevated urea

Xeroderma

» Xeroderma is generalized dry scaly skin that may be itchy.

e Causes include: malnutrition, chronic diseases, such as chronic renal failure,
liver failure, HIV infection, and internal malignancy.

Treatment

Rule out the underlying causes.

» Keep the skin moist. Avoid detergents and other degreasing agents, use soap
sparingly or replace with aqueous cream or bath oils.

* Avoid hot baths - rather, advise tepid water. In cold climates, use adequate
protective clothing.

* Emollients: preparations such as aqueous creams, emulsifying ointments,
or urea should be applied to affected skin once or twice daily. Regular and
proper application of emollients is the mainstay of therapy.

» Consider treating for scabies if there is persistent itching in an HIV-positive
patient, even if there are no typical lesions.

* Use chlorphenamine or other oral antihistamines to reduce itching.

» Use topical steroids for areas of skin that are very itchy due to secondary
eczema.
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Pediculosis

Infection with lice is usually transmitted directly, by contact, or indirectly, via
clothing and linens of infested persons.

Key clinical features

» Poor hygiene tends to increase the chance of body lice infestations.

« The infection may be localized to the scalp (pediculosis capitis) or the pubic
region (pediculosis pubis).

» Pediculosis is characterised by intense itching, with excoriations from
scratching.

» Close inspection of the skin reveals both the characteristic red punctae from
bites, and lice.

» Exclude secondary bacterial infection.

Treatment

Benzyl benzoate can be used for all types of pediculosis. Apply to affected area
AND wash off 24 hours later (further applications possibly needed after 7 and 14
days). Other options follow below.

Pediculosis capitis (head lice)
* 1% permethrin preparations should be applied to damp hair and left for 10
minutes before rinsing; OR

* 0.5% malathion preparations should be massaged into the scalp and left for at
least 12 hours. Do not use malathion more than once a week or for more than
3 consecutive weeks.

» Treat all household contacts, and soak all combs and brushes in any of the
above preparations for at least 2 hours.

Pediculosis corporis (body lice)
* Use powdered preparations of permethrin 5%. Dust clothes, and wash in
boiling water.

Pediculosis pubis

* The treatment (the medication and duration of application) is the same as for
head lice and should be applied to the pubic area, thighs, axillae, trunk, and
head (including eyebrows).

e Sexual partners should be treated simultaneously.

Symptomatic management of itching

Home care:
« If the affected person has dry skin, moisturize with aqueous cream or
petroleum jelly mixed with water.

* Use 1 spoon of oil (bath or vegetable) in the bath water when washing.
« Apply diluted chlorhexidine (0.05%) after a bath.
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* Rub the itchy skin with local remedies (examples: effective and safe herbs,
cucumber, or wet tea bags or leaves put in a clean piece of cloth and soaked
in hot water).

* Advice to the patient on care-seeking: seek help from a trained health worker
for painful blisters or extensive skin infection.

Outpatient medication or clinical:

» Assess for bacterial, fungal ,or viral cause - if present, treat (see other
sections in this manual).

» Consider that this may be the side-effects of medication.

» Local steroid creams may be useful if inflammation is present in the absence
of any infection (bacterial, fungal, or viral).

» Chlorphenamine 4 mg twice daily, up to 4 mg every 4-6 hours (maximum
24 mg daily), or another antihistamine, may be useful for severe itching.
If the itching still persists, a short-acting antihistamine and a long-acting
antihistamine (from different groups) could be combined for better symptom
relief.

» Consider treating for scabies if there is persistent itching in an HIV-positive
patient, even if there are no typical lesions.

 If there are multiple skin infections, use a chlorhexidine (0.05%) rinse after
bathing.

Specific management options
* Candidiasis — see Section 11.4.

* Eczema or skin allergies will usually respond to topical steroids, e.g.
hydrocortisone, betamethasone, or other.

General management options
* Non-specific itch:
° avoid heat and hot water
° moisturise and hydrate dry skin
° apply calamine lotion
° menthol 1% in aqueous cream.
* Moisturize and hydrate the skin:
° generous use of aqueous cream as a soap substitute and bland bath oils
can restore skin hydration;
° apply an emollient (liquid paraffin, coconut oil) immediately after a bath.
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10.2.9 Urticaria

Key clinical features

» Lesions are intensely pruritic, erythematous, circumscribed plaques (often
with central pallor).

* Individual lesions appear over minutes and disappear within a few hours and
are often coalescent

* Sometimes accompanied by angioedema.

» Often triggered by allergens (e.g., food or drug), insect stings or infection.

Evaluate the patient

* Use Quick Check to evaluate emergency signs — make sure patient is
breathing normally and that circulation is not compromised.

* Quickly assess the patient, including a medical history and any history of
allergies, with an aim to establishing the cause of hypersensitivity.
° Any recent exposure to something new or unusual?
° Did the patient swallow medicine bought from a local drug store?
° Carry out a thorough medication review and stop all medicines that can

potentially cause an allergic reaction.

Treatment

For severe urticaria

¢ Manage as an inpatient.

» Ensure the airway is not compromised.
» Establish IV access.

 If shock, give epinephrine (see Quick Check page 19, Vol.1) and follow
management in Section 3.1.3 Anaphylactic shock.

For all urticaria
* Ensure there is adequate hydration.

« Give an antihistamine, such as chlorphenamine.

« If rash is severe, give IV hydrocortisone 100 mg once then repeat every 6-8
hours. Parenteral steroids can be changed to oral steroids once the rash is
under control.
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10.2.10 Skin ulcers

DDx: Skin ulcers

Condition

In favour

Diabetic ulcer

Diabetes, poor blood sugar control

Ulcers mainly over extremities (predominately feet)

May be deep, with greenish yellow slough and foul-smelling discharge
Trophic changes: dry, lustreless skin, hair loss, dystrophic nails

With or without peripheral pulses

With or without pain

Buruli ulcer

Starts as a painless nodule, an area of induration, or a diffuse swelling of the limbs
Develops into massive ulcers

Most commonly on the legs

Undermined margins

No pain, no fever

Ulcers heal with scarring

Can be diagnosed clinically or by direct smear examination, culture, or skin biopsy

Leprosy (trophic ulcers)
see Section 11.21

Painless ulcers

Mainly over extremities

Sensory loss over the extremity
Peripheral nerve thickening

With or without other features of leprosy

Guinea worm
(dracunculiasis)

Very painful lower leg ulcer — often the foot

Intensely painful oedema, blister then an ulcer caused by emergence of the long
worm

Accompanied by intense generalized pruritus

Fever, nausea, vomiting, diarrhoea, urticaria may accompany or precede vesicle
formation

Ulcers often develop secondary bacterial infection

Drinking stagnant water in 1 of the 5 endemic countries (Ethiopia, South Sudan,
Chad, Ghana, and Mali reported cases in 2010)

Anthrax
(cutaneous form)

Evolve from papular lesions through to vesicular lesions over 1-6 days

Can appear as a depressed eschar with accompanied oedema

Link to other suspected cases or to contaminated animal products

May be associated with other clinical forms — gastrointestinal, pulmonary, or CNS

Chronic venous ulcers

Large irregular ulcers

Typically above the malleoli, medial side of leg
Surrounding skin hyperpigmented or eczema
Varicose veins, oedema of lower limbs

With or without pain

Arterial ulcers

Intensely painful ulcers, pain at rest

Mostly on the legs or feet, more on the lateral side

The surrounding skin does not show the pigmentation that is usually seen in venous
ulcers

Clean ulcers, may show areas of necrosis

Absent peripheral pulses with claudication pain
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Condition In favour

Sickle-cell disease Ulcers most common over lateral malleoli
see Section 10.18 Susceptible to secondary infection
Tropical ulcers Ulcers with raised, slightly undermined border and a yellowish necrotic base

Common sites — legs, feet

May heal spontaneously

May extend, resulting in deep lesions and penetrate into muscle, tendon, bone
Heal with much scar tissue

Bed sores (pressure Patients bedridden, underweight, malnourished, or dehydrated
ulcers) Common sites: bony areas, such as the head, elbows, heels, hips, shoulders, and
tailbone.

Diabetic ulcers

Peripheral arterial occlusive disease is common in diabetics.

Assess for risk factors that predispose the skin to ulcer formation and infection.

« Signs or symptoms of claudication: pain occurring in the arch or forefoot at
rest or during the night, absent popliteal or posterior tibial pulses, thinned or
shiny skin, absence of hair on the lower leg and foot, redness of the affected
area when the legs are dependent, and pallor when the foot is elevated.

» Lack of protective sensation (from sensory neuropathy).

» Decreased sweating (from autonomic neuropathy) leading to dry skin and
fissure formation.

» Foot deformities due to atrophy of intrinsic musculature are common in
diabetic patients, and lead to focal areas of high pressure.

» Poor glucose control leading to impaired wound healing.
» Poor footwear.
» Obesity.

Investigations
* Blood glucose.

e Plain-film X-rays should be obtained to look for soft tissue gas and foreign
bodies, and to evaluate the ulcer for bone involvement.

* The involvement of underlying structures and the presence or absence of
ischaemia or infection must be determined before an appropriate wound
classification can be made and a subsequent treatment plan instituted.

Treatment
e Control blood sugar (follow national guidelines for chronic management of
diabetes).

* Protective footwear.

» Send pus for culture and treat with appropriate empirical antibiotics.
» Debride as necessary.

* May require referral for specialist management.
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Venous ulcers

These are a common problem causing considerable morbidity due to chronic

venous insufficiency and ulceration.

» Usually shallow, less painful, with oedema, eczema, or hyperpigmentation of
the surrounding skin.

* Commonly seen just above the medial malleolus.

Treatment

» Control underlying medical and metabolic disorders, e.g. diabetes,
hypertension.

* Leg elevation: elevation of the legs as often as possible promotes venous
return.

» Compression: apply an elastocrepe bandage from the ankle to the knee, with
higher compression applied to the foot, and decreasing compression as the
bandage approaches the knee (see figure below). Compression stockings, if
available, may be an effective alternative.

« Secondary bacterial infection should be treated empirically (with broad
spectrum penicillin or macrolide, or quinolone antibiotics). Treatment for 2
weeks should cover S. aureus. If no response, treatment should include MRSA
and Gram-negative organisms (see table in Section 10.2.2).

e Topical antibiotics should be avoided due to the risk of increasing bacterial
resistance and contact dermatitis.

» Refer for an evaluation of leg veins or ulcer in order to decide on the need for
surgical intervention.

Figure: How to apply a pressure bandage

Step 1

Step 5 Step 6

Step 2

Step 3 Step 4 Step 7
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Arterial ulcers

These are commonly caused by atherosclerosis of the medium- and large-sized
arteries. Other causes include diabetes, thromboangiitis, vasculitis, thalassaemia,
and sickle-cell disease.

» These ulcers typically occur over the toes, heels, and bony prominences of the
foot. The surrounding skin may exhibit dusky erythema and may be cool to
touch, hairless, thin, and brittle, with a shiny texture. The toenails thicken and
become opaque and may be lost.

* There may be gangrene of the extremities with decreased or absent pulse in
the dorsalis pedis and posterior tibial arteries.

* Pain may be present when the patient is at rest, and may be alleviated by
hanging the foot over the side of the bed or sleeping in a chair.

Treatment

* Stop smoking.

« Control diabetes, hypertension, and hyperlipidaemia, if present.

« Patients may find benefits from sleeping in a bed raised at the head end.

* Infection can cause rapid deterioration in an arterial ulcer, and treatment with
systemic antibiotics should be started.

 Patients with rest pain or worsening claudication, or both, and a non-healing
ulcer should be referred to a vascular surgeon.

» Opioid analgesia may be necessary during the wait for surgery.

Buruli ulcer®

This is caused by environmental mycobacterium — Mycobacterium ulcerans. The
disease causes extensive destruction of skin and soft tissue. It can affect any part
of the body but most commonly the limbs, and particularly the lower limbs. It is
not usually associated with pain, fever, or lymph nodes. More than 50% of those
infected are children and adolescents under 15 years of age.

Key clinical features
Pre-ulcerative stage:
» subcutaneous nodule, papule, or plaque in the skin; OR
» oedematous form:
° diffuse, extensive, non-pitting, swelling;
° firm, painless, ill-defined margins;
° involves part or all of a limb or other part of the body (e.g. face);
° may be accompanied by fever.

Ulcerative stage;

» Ulcer is chronic and painless (can be massive).

« Undermined edges, indurated peripherally and necrotic “cotton-wool” base.
* May have multiple ulcers that communicate beneath the skin.

* May involve underlying bone and joints.

* May be painful if secondarily infected.

* Spontaneous healing can occur after months or years.

3 Buruli ulcer. WHO. Available at: http://www.who.int/buruli/en/
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» Healing causes scarring that can cause contractures, restricted movement as
well as cosmetic disfigurement.

» Squamous cell carcinoma can develop in chronically active ulcers.

Investigations
Diagnosis often made clinically by experienced health workers in endemic areas.
Laboratory tests used are as follows.
» Direct smear examination
° On swabs from ulcers or smears from tissue biopsies.
° Can be done at facilities where TB microscopy is done.
° Sensitivity is low because M. ulcerans bacilli are not uniformly located
within tissue and their numbers decrease over time.
» Culture of M. ulcerans
° On swabs from ulcers or tissue biopsies.
° Takes 6-8 weeks or more.
° Sensitivity is about 20%-60%.
* Polymerase chain reaction (PCR)
° On swabs of ulcers or tissue biopsies.
° Results within 2 days.
° Sensitivity is about 98%.
° Not widely available. Newer dry-reagent based PCR has been developed for
use in the field and may be used in some district hospital laboratories.
» Histopathology
° On tissue biopsies.
° Sensitivity is about 90%.
° Useful when the results of the above methods are negative.
° Not widely available.

Treatment
» Antibiotics for all active disease.
° rifampicin 10 mg/kg daily orally for 8 weeks, PLUS streptomycin 15 mg/kg
daily IM for 8 weeks (amikacin is an alternative to streptomycin)*; OR
° rifampicin plus streptomycin for 4 weeks followed by rifampin plus
clarithromycin for 4 weeks (alternative regimen); OR
° rifampicin plus clarithromycin for 8 weeks (alternative regimen). Dose of
clarithromycin is 7.5 mg/kg twice daily (not to exceed 500 mg twice daily);
° nodules or uncomplicated cases can be treated without hospitalization.
» Surgical interventions may be needed in addition to antibiotics.
° Debridement to remove necrotic tissue.
° Skin grafting to cover skin defects.
° Correction of deformities and contractures.
° Amputation.
° Recurrence after surgery alone is 16-30%.
» Prevention of disability.
° Adequate wound care (cleaning, dressing, bandaging).
Anti-deformity positioning.
Control of oedema (compression, elevation).
Minimize scarring, fibrosis and adhesions (lubricate skin, massage soft
tissue, joint stretching exercises).
° Active participation in daily activities.

[
o
[

4 Amikacinis an alternative to streptomycin.
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Pressure sores (bed sores)

Pressure sores are blisters or breaks in the skin caused when the body’s weight stops
the flow of blood to a certain area. They are often seen in bedridden, underweight,
malnourished, and dehydrated patients over bony areas. The head, elbows, heels,
hips, shoulders, and tailbone are the most common sites of involvement.

Prevention
It is important to note the following:

Pressure damage occurs more rapidly if the skin is also subject to friction
(skin damage) or lateral shearing forces (capillary damage), both of which
occur if patients are pulled instead of lifted.

All carers need to be taught the correct techniques of lifting and turning
patients, paying attention to frequent repositioning in immobile patients
(every 2 hours is recommended).

Prevention of pressure sores is better than cure (which is often impossible).
Specialized dressings (very expensive) promote healing only if pressure is
relieved.

A pressure area will heal if kept clean and relieved of pressure. Adequate
pressure-relieving techniques are needed.

Symptom management: bedsores
Hospital

Routine irrigation of pressure sores with warm saline helps remove exudates.
Antiseptics can delay healing.

If sores are infected or smelly, the exudates can be removed with 10%
betadine solution, diluted to 5% with normal saline to avoid damage to new
tissue.

Avoid remedies, e.g. hypochlorites, that damage granulation tissue.

Pressure-relieving aids

° Make sure that the patient does not lie on pressure sores.

° Use foam pads or pillows or water beds to take pressure off the sore.

° Use pillows to keep the knees and ankles apart.

° When the patient is laying on the back, place a pillow under the lower
calves to lift the ankles slightly off the bed.

° Change the patient’s position at least every 2 hours. Advise health workers
accordingly if the patient is immobile.

Physical methods of treatment to promote granulation tissue formation:

° Use ice therapy (to reduce oedema in early pressure areas).

° Treat with ultraviolet light.

° Avoid massage - it can increase skin damage.

° Surgical excision of black necrotic tissue can reduce infection and smell.

° Pain in a deep pressure sore is unusual and suggests pus under a necrotic
slough.

Drugs:

° Oral zinc sulfate improves skin healing.

° Vitamin C given daily (especially if nutrition has been poor).

° Broad-spectrum antibiotics with anti-staphylococcal action (if there is
cellulitis).

° Anaerobic antibiotics, such as metronidazole, should be included if there is

a foul smell or the patient is ill.

Barrier creams — applied generously and covered with gauze.

Skin Vol. 2 « 10. Acute and subacute by symptom: July 2011



Outpatient or primary care

All patients and health workers need advice on good skin care to avoid pressure
problems:

» Check for signs of infection. Exclude other skin diseases.

Home care

Do the following to soothe the pain of bedsores and quicken healing.

» For small sores, clean gently with salty water and allow to dry.

* If painful, use paracetamol or aspirin.

» For deep or large sores, clean daily with diluted salt water and cover with a
clean, light dressing to encourage healing.
° Advise how to relieve pressure as in hospital care advice.

« Signs of an infected pressure sore include the following (seek help from a
health worker):

° thick yellow or green pus

° a bad smell from the sore

° redness or warmth around the sore
° swelling around the sore

° tenderness around the sore.

Advice to the patient on care seeking
Seek help from a trained health worker for any discoloured skin, or bedsores that
are getting worse.

Tropical ulcers

Key clinical features
« necrotic painful lesions that result from a mixed bacterial infection;

« occur on the lower legs or feet of children and young adults;

« typically, have a raised, slightly undermined border and a yellowish necrotic
base;

« can heal spontaneously, or extend into deep lesions that penetrate into
muscles, tendons, or bone;

e untreated - can result in much scar tissue and disability.

Treatment

» Daily dressing with 0.01% potassium permanganate or 0.005% silver nitrate
solution.

» Systemic treatment with procaine benzylpenicillin, 600 000 IU daily (25 000-50
000 1U/kg for children and adolescents under 12 years) for 2-4 weeks.

Anthrax®

Anthrax is a notifiable, infectious disease, and is transmitted from infected
domestic animals or wild game to humans directly or by indirect contact (their
products). See Section 21.

5 Heymann DL, ed. Control of communicable diseases manual, 19th ed. APHA and WHO, 2008.
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Key clinical features

» Varies from cutaneous, gastrointestinal, or inhalational involving the
respiratory tract.

« Skin lesions vary from papule to a blister to an ulcer with a black scab.

 Blister or ulcer usually surrounded by much oedema.

Investigations
e Swabs from vesicular fluid, or from the base of the ulcer.

e Punch biopsy of papule.
» Blood culture prior to antimicrobial treatment.
* Gram stain isolating a Gram-positive rod-shaped Bacillus anthracis.

Treatment
Treat localized or uncomplicated cutaneous anthrax for 7 to10 days:

« ciprofloxacin oral 500 mg twice daily (preferred); OR
» doxycycline oral 100 mg twice daily; OR

« if there is known antibiotic sensitivity, amoxicillin 500 mg 3 times daily; OR
phenoxymethylpenicillin 500 mg 3 times daily are an alternative.

If serious systemic illness or possible inhalation of anthrax, give multidrug IV

antibiotic therapy for 10 to 14 days:

|V ciprofloxacin 400 mg IV twice daily (preferred) OR in ciprofloxacin-
intolerant patients, IV doxycycline 100 mg twice daily; PLUS

« one or additional IV antibiotics active against B. anthracis such as rifampicin,
macrolides, aminoglycosides, vancomycin, chloramphenicol, penicillin,
ampicillin, clindamycin, or clarithromycin is recommended. Use at least one
antibiotic with good CNS penetration (rifampicin, vancomyecin, penicillin or
ampicillin) and consider clindamycin as a third agent due to its potential
inhibition of toxin production.

If in shock, follow septic shock guidelines in Section 3.1.5.

Prevention

* Prolonged antibiotic prophylaxis is recommended only for persons known to
have been, or are strongly suspected of having been, exposed to substantial
doses of aerosolized spores in a deliberate release scenario. Report and seek
expert advice if suspected bioterrorism. Treatment of bioterrorism-related
cutaneous anthrax and post-exposure prophylaxis should be for 60 days,
preferably with ciprofloxacin.

* Restricted availability of vaccines for humans, reserved for persons in at-risk
occupations.

» See Control of communicable diseases manuaF for prevention of naturally-
occurring anthrax spread from animals, including livestock vaccination,
education of persons in risk occupations, etc.
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10.3 Weight loss and malnutrition

In this section:
10.3.1  Clinical approach to a patient with weight loss
 Assess and classify nutritional status using anthropometric measures and nutritional oedema
 Assess for underlying causes of weight loss and malnutrition
10.3.2  Consider the likely cause of loss of weight
+ DDx Loss of weight
» DDx Weight loss while on antiretroviral therapy
10.3.3  Treat weight loss and malnutrition and its underlying causes
« Treat moderate malnutrition in outpatient care
« Treat severe malnutrition
 Hospital care of malnutrition
10.3.4  Prevent malnutrition

Malnutrition occurs when a dietary intake is not balanced with nutritional needs.
This Section provides guidance on how to assess, classify, and treat patients with
malnutrition as a consequence of inadequate dietary intake or disease, exhibited
by thinness, weight loss, or nutritional oedema.

Micronutrient deficiencies are also a form of malnutrition. Micronutrient deficiencies
are a consequence of reduced micronutrient intake or absorption in the body. The
most common forms of micronutrient deficiencies are related to iron, vitamin A,
and iodine deficiency. See Section10.18 for treatment of anaemia.

Significant weight loss is defined as the loss of 5% or more of the body weight
over a period of 6 months. A body mass index of <18.5 is defined as malnutrition,
although the definition of malnutrition varies in different settings.*

Malnutrition can occur as a primary disorder in adolescents and adults in

conditions of extreme deprivation and famine. Malnutrition can also be caused

by underlying medical and psychiatric conditions, including:

« infectious diseases such as HIV, TB, parasitic infections, other chronic
infections

e cancers
« intestinal malabsorption and liver diseases

» endocrine and autoimmune diseases

» psychiatric and behavioural causes leading to anorexia
« alcohol and other substance dependence

* medications and their side-effects

 situations of dependency or insufficient diet, for example the elderly, and
people in prisons.

This Section provides guidance on how to approach patients presenting with
significant weight loss, as well as how to manage patients presenting with poor
nutritional status.

1 Nutrition landscape information system interpretation guide. WHO, 2010. Available at http://whglibdoc.who.int/
publications/2010/9789241599955_eng.pdf
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10.3.1 Clinical approach to a patient with weight loss

Step 1. Perform Quick Check
to assess life-threatening conditions and treat urgently.

Step 2:  Assess and classify nutritional status
using anthropometric measures, and clinical signs of nutritional oedema.

Step 3:  Assess for underlying causes of malnutrition,
including manifestations of immunosuppression and opportunistic infections (such as chronic
diarrhoea, fever, generalized lymphadenopathy, oral lesions, and cough), and tuberculosis.
Step 4:  Assess HIV status.

Step 5: Treat symptomatic and underlying causes of malnutrition.

Step 6: Treat and monitor patients with malnutrition.

The approach to patients presenting with malnutrition includes assessing and
classifying malnutrition, as well as determining and then treating the underlying
cause. It is important to assess, classify, and manage malnutrition, no matter what
is the underlying cause.

Current nutritional status is an important indicator of treatment outcome in many
conditions. For instance, in persons with HIV, baseline malnutrition has a higher
mortality even following ART initiation, and nutritional interventions support
treatment retention. ART improves nutritional status, but it can also create
additional issues with nutritional implications, such as dyslipidaemia and impaired
glucose tolerance.

Assess the patient for life-threatening conditions and treat urgently

Use the Quick Check at the front of this manual to identify and manage emergency
conditions. Patients with significant weight loss could present with severe
complications of an underlying systemic disease, or severe complications of
malnutrition that require urgent interventions.

Assess and classify nutritional status using anthropometric measures and
clinical signs of nutritional oedema

The following anthropometric measures are essential for nutritional assessment
and monitoring response to interventions:

* weight in kg
* heightincm
e mid upper arm circumference (MUAC) in cm

Then determine:

» extent of unintentional weight loss — compare with prior measurements
* body mass index (BMI)

* extent of malnutrition
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Unintentional weight loss
Unintentional weight loss is calculated as the percentage of weight lost from the
baseline body weight (BBW) using the following formula:

% of weight lost = [(BBW - current body weight)/BBW] x 100

Significant weight loss is defined as the loss of 5% or more of the body weight over
a period of 6 months. However, any unintentional weight loss should carefully be
investigated for underlying systemic causes and treated.

Percentage of weight loss is used for WHO clinical staging of HIV disease, but is
not recommended for classification of malnutrition.

Body mass index (BMI)

BMI is an indicator used to classify underweight, overweight, and obesity in
adolescents and adults. It is defined as the weight in kilograms divided by the
square of the height in metres.

BMI = weight in kilograms
(kg/m2) height in meters?

See the table below. For adolescents, it is recommended to calculate the gender-
specific BMI for age.? See the table on the next page.

BMlI requires the accurate measurement of both height and weight. Measurement
of weight and height require equipment that must be calibrated and maintained.
Basic calibration of weighing scales is included in the clinical practice sessions
of IMCI, use of WHO Growth Standards and other courses. Quality assurance is
required to ensure that reasonable accuracy of the measurements is maintained.

BMI can be inaccurate in several circumstances:

» Oedema complicating malnutrition or other disorders. Note that patients with
malnutrition may exhibit nutritional oedema, presenting as bilateral pitting
oedema.

+ Pregnancy.

Thus, interpretation of these measurements must always be made within a clinical
context.

2 WHO Gender-specific BMI for age for adolescents 5-19 years. Available at http://www.who.int/growthref/
who2007_bmi_for_age/en/index.html
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Table: Classification of nutritional status of adults who are not pregnant or post-partum and
are >18 years of age®

BMI Classification

<16.0 Severe thinness

16.0to 17.0 Moderate thinness

17.0to 18.5 Mild thinness

<185 Underweight

18.5 t0 24.99 Normal

25-29.9 Overweight — pre-obese

>30 Obese

For adolescents, WHO recommends the use of BMI-for-age as the best indicator
of malnutrition, the cut-off value being <3rd percentile?. For adolescent patients
below 18 years of age, use the BMI-for-age graph at the end of this Section to
assess nutritional status.

Table: Classification of nutritional status in non-pregnant, non-postpartum adolescents by

body mass index-for-age <18 years of age?

Body mass index Classification

<-3SD Severe thinness

<-2SD Thinness

-2SDto +1SD Normal

+1SDto +2 SD Overweight
MUAC

MUAC measures the circumference of the left upper arm in centimetres (cm). It
is taken at a point midway between the tip of the shoulder and the elbow. MUAC
is a proxy measure of nutrient reserves in muscle and fat that are not affected by
pregnancy or oedema and are independent of height. MUAC has often been used
as an alternative indicator of nutritional status where the collection of height and
weight measurements is difficult, such as during emergencies, famine, or refugee
crises, or when reliable scales and height boards are not available.

Although there are no normative WHO guidelines for use of MUAC among persons
older than 5 years of age, some programmes use MUAC to assess adults and
adolescents. However, data are limited on thresholds to classify nutritional status
among adults and adolescents based on MUAC. New evidence for its utility in
assessing adults may emerge from ongoing evidence reviews.

3 WHO BMI classifications. Available at http://apps.who.int/bmi/index.jsp?introPage=intro_3.html
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In the IMAI Acute Care guidelines for the health centre level, adolescents and
adults can be classified as having severe malnutrition (“severe undernutrition”)
and referred to therapeutic feeding if they have a MUAC <160 mm or a MUAC
161-185 mm plus one of the following*:

 pitting oedema up to the knees on both sides; OR

» cannot stand; OR

e sunken eyes.
This has been used to identify patients for admission to therapeutic feeding.

Measuring MUAC

1. Have the patient bend her or his left arm to a 90
degree angle. Locate the top of the shoulder and
the elbow bone.
. Using a string between the top of the shoulder and
e 7 T
e

N

elbow, find the mid of the upper arm and mark with
apen.

w

. With the patient’s arm relaxed and resting at her
or his side, wrap MUAC tape around the arm at the
pen mark. There should not be any space between
the patient’s skin and the tape, but avoid wrapping
the tape too tight.

S~

. Read the MUAC in mm from middle window exactly
where the arrows point inward. Record the MUAC
to the nearest 1 mm (0.1 cm).

Assess for underlying causes of weight loss and malnutrition

Look for clinical manifestations of immunosuppression and opportunistic infections
(chronic diarrhoea, fever, generalized lymphadenopathy, oral lesions and cough).
Assess for TB

(see Section 15).

Evaluate the patient by taking a history, a thorough physical examination, and
performing laboratory investigations:

 to assess the significance and intentionality of the weight loss
 to look for underlying systemic causes of weight loss

Refer to the DDx tables Loss of weight and Weight loss while on antiretroviral
therapy for the likely differential diagnosis.

4 IMAI Acute care. WHO, 2009. Available at http://www.who.int/hiv/pub/imai/primary_acute/en/index.html
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History
Use the history to help identify root causes and rate of weight loss.

Ask about:

» weight change and how much, changes in belt notch, changes in the fit of
clothing

« fever and night sweats
« diarrhoea
* pain
e cough or shortness of breath
« skin changes
 dietary history
° loss of appetite
difficulty eating, dysphasia, sore throat
anorexia
nausea

change in food availability, income, or number and health of persons in
household

» use of alcohol

* medications

» presence of pregnancy or LMP

* risk factors for HIV or HIV status, if known

e polyuria, polydipsia, polyphagia, nocturia, blurry vision

» gynaecological symptoms (vaginal bleeding, discharge, pelvic pain)
» water supply, sanitation, and hygiene.

o o o o

Physical examination

Look for:

» general appearance: weak, hunched over, slowed movements, wasted
appearance, distribution of fat (lipodystrophy or lipoatrophy);

« vital signs: hypotension, tachycardia, fever or hypothermia, tachypnoea;

 skin: pallor, jaundice, hyperpigmentation, turgor, non-healing sores, hair loss,
lanugo;

e mouth: dry mucous membranes, thrush, ulcers;
* neck: lymphadenopathy, thyromegaly;
e musculo-skeletal and extremities:

° muscle wasting or contraction;
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° oedema of extremities: examine ankles and lower legs for pitting oedema.
If symmetrical, oedema is present and its cause must be determined. In
adults, nutrition-associated oedema frequently presents as bilateral pitting
oedema, facial oedema, and ascites. In addition to malnutrition, causes of
oedema include pre-eclampsia (in pregnant women), severe proteinuria
(nephrotic syndrome), nephritis, acute filariasis (the limb is hot and painful),
heart failure, and wet beriberi. Non-nutritional causes of oedema can
readily be identified by the history, physical examination, and urinalysis.
See Section 10.4;

cardiac, pulmonary, abdominal exam,;

rectal and vaginal examination;
neurological and psychiatric assessment.

Investigations

Essential

HIV testing and CD4 count, if positive

stool examination (for occult blood, ova, or parasites)
haemoglobin

full blood count (FBC)

sputum AFBs, or other additional investigation, if smear-negative, or
pulmonary or extrapulmonary, TB is suspected (see Section 15)

check glucose - blood or urine to exclude diabetes mellitus
urine dipstick — protein, blood, or glucose.

Additional

blood tests as necessary — check renal, liver, thyroid functions
ultrasound

cancer screening (for example, VIA for cervical cancer, feel for masses or
abnormal lymph nodes - see Section 10.15).

A detailed nutrition and diet history, as well as an assessment of symptoms
associated with weight loss, helps in identifying any underlying diseases. The
availability of adequate food and household food security should also be assessed.

10.3.2 Consider the likely cause of loss of weight

Use the first differential diagnosis table for all patients to identify a diagnosis or
underlying cause of weight loss. In PLHIV on ARV therapy, there are additional
causes for weight loss that should be considered; these appear in the second
DDx table below. If the patient is a known HIV-positive individual or is taking
antiretroviral treatment, also see Section 13 for the management of weight loss
in people with HIV after using this Section.
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DDx: Loss of weight

Consider as diagnosis or underlying
cause

If patient has

Poorly controlled diabetes

Polyuria and polydipsia
Orthostatic hypotension
Dehydration

Raised blood glucose

Other chronic diseases: CHF, COPD,
other chronic lung disease

Peptic ulcer disease, gastritis

Chronic vomiting

Hyperemesis in pregnancy

Pregnancy, especially first trimester

Substance use

see Section 17

Thyrotoxicosis

Thyroid enlargement and proptosis

Fatigue

Palpitations and tachycardia

Heat intolerance, excessive sweating, tremor
Nervousness

Brisk reflexes

Low TSH

Tuberculosis
see Section 15

Fever

Night sweats

Cough (especially chronic or persistent)
Lymphadenopathy

Sputum or FNA AFB positive

Exudative ascites or pleural effusion
Chest X-ray — suggestive changes
Ultrasound — abdominal lymphadenopathy

HIV wasting syndrome

Loss of weight >10% from baseline (WHO clinical stage 3)
Chronic diarrhoea or fever longer than 1 month with unexplained cause

(WHO clinical stage 3)
Known HIV-positive

Chronic diarrhoea, e.g.
cryptosporidiosis, isosporiasis, HIV
enteropathy

see Section 10.7

Diarrhoea >1 month

Not responsive to empirical therapy

Known HIV-positive

Low CD4 count

Other WHO clinical stage 4 defining condition

Other neglected tropical diseases
(NTD)

Mycobacterium avium complex
(MAC)
see Section 11.27

Fever
Lymphadenopathy
Diarrhoea

Known HIV-positive
Low CD4 count

Oesophageal candidiasis
see Sections 10.7b Painful or difficult
swallowing and 11.4 Candida

Oral candidiasis
Odynophagia, dysphagia, and retrosternal chest pain
Responsive to fluconazole

Weight loss and malnutrition
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Malabsorption syndromes, e.g.
celiac disease, sprue

Loss of appetite
Distended abdomen with bloating
Loose fatty stools (steatorrhoea)

see Section 10.11

Malignancy Symptoms vary according to site of malignancy, e.g. cervical, Kaposi
Sarcoma, liver
Evidence of primary tumour, evidence of metastases

Starvation Poverty and lack of availability of food

Depression Sad or low mood

Fatigue or loss of energy

Loss of appetite

Sleep disturbances

Previous history of depression

Eating disorders, e.g. anorexia
nervosa, bulimia

Abnormal focus on eating behaviour, body shape, and weight
Avoidance of food
Adequate food available, no organic cause found

Other psychiatric disorders, e.g.
psychosis
see Section 10.11

Delusions about food

Dementia with poor care
see Section 10.11

Forgetfulness

Misplacing things

Difficulty in carrying out daily routines
Lack of care taker or support system

DDx: Weight loss while on antiretroviral therapy — consider all of the

above, plus:

Diagnosis or underlying cause

In favour

IRIS (Immune reconstitution
inflammatory syndrome)
see Section 13

Usually starts within 2-3 weeks of initiating ART

Fever, sweats

Possibly enlarging lymph nodes

Cough

Evidence of pathogen or disease, e.g. chest X-ray changes

Opportunistic infection, e.g.
tuberculosis

Symptoms of specific Ol, e.g. fever, night sweats, cough,
lymphadenopathy, diarrhoea
Low CD4 count

Symptomatic hyperlactataemia or
lactic acidosis
See Section 13

Many months on ART, good adherence
On AZT or d4T-containing regimen (or ddl)
Nausea and vomiting

Abdominal pain

Dyspnoea (late stage) with deep breathing
Dehydration

No evidence of new Ols

Low bicarbonate, high anion gap

High lactate

High CD4 count

Undetectable viral load
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Diagnosis or underlying cause In favour

Lipoatrophy (as part of Months to years of successful ARV therapy
lipodystrophy) d4T-containing ARV regimen

Fat wasting, particularly of face, arms, and legs
No constitutional symptoms

Normal chemistries

High CD4 count

Viral load undetectable

Treatment failure and HIV disease On antiretroviral drugs >6 months
progression Features of HIV — new Stage 2, 3, 4 events
Decreasing CD4 — see ART failure section
High viral load (failing ARV regimen)

Lymphoma Non-tender, enlarging nodes

Systemic symptoms: fever, weight loss, night sweats, malaise, itch
Evidence of spread to skin, CNS, gut, lung, bone marrow

Low CD4 count

Histology — B or T cell proliferation

Inadequate food security Good adherence, no evidence of Ols, insufficient food or no stable
livelihood

10.3.3 Treat weight loss and malnutrition and its underlying causes
Having used the differential diagnosis tables to determine the diagnosis or
underlying cause contributing to the weight loss or malnutrition, treat both
the immediate symptomatic, as well as the underlying causes at all levels. For
example, in the case of oral or oesophageal candidiasis, symptomatic treatment
for mouth pain and odynophagia should be offered, as should treatment with
antifungal agents. Stage HIV disease using clinical (WHO clinical stage 3 and 4)
or immunological (CD4 count <350 cells/mm?®) criteria, and initiate ART if eligible.
See Section 13.

Refer to various Sections of this manual based on likely diagnoses.
Treat and monitor patients with poor nutritional status®

Treat moderate malnutrition in outpatient care

Moderately thin adolescents and adults require an additional 20-30% caloric
intake that should be provided, in addition to their normal intake, in the form of
frequent smaller amounts of locally available nutrient-rich food. Recommend diet
considering those needs.

If available, enrol the person in a programme where nutritional assessment,
counselling, and support including supplementary feeding are available.

5 The WHO Department of Nutrition for Health and Development (NHD) is developing evidence-based guidelines
for nutritional interventions and has established the Nutrition Guidance Expert Advisory Group (NUGAG) to
conduct evidence reviews and recommendations. These should be available by mid 2012. A training course in
nutritional care and support for people living with HIV is available at http://www.who.int/nutrition/publications/
hivaids/9789241591898/en/index.html
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Determine and treat the underlying cause of malnutrition. Offer nutritional
counselling and information for weight gain. Encourage small and frequent meals.
Treat nausea, thrush, and diarrhoea when indicated. Link or refer to community
or home-based nutritional interventions or food security initiatives, if possible.
Ensure follow-up visits and assessment.

Treat severe malnutrition

Adolescents and adults with severe malnutrition may be managed as outpatients
in a food-by-prescription programme, providing that they are ambulatory (good
Karnovsky score) and do not have a medical condition that requires hospital
admission. Those with severe malnutrition should be treated as inpatients if an
outpatient therapeutic feeding programme does not exist.

Hospital care of malnutrition

Initial treatment (stabilization):

If able to consume food, patients with severe malnutrition require ready-to-use
therapeutic foods; therapeutic foods should not be combined with additional
vitamins and minerals, since they are already fortified at levels considerably higher
than the RDA, to correct deficiencies and allow rebuilding of lost tissues.

The initial goal of treatment is to prevent further tissue loss. The amount of
food given per kg of body weight is much less for adults than for children, and
decreases with increasing age reflecting the lower energy requirements of adults.
Recommended amounts for different ages are given in the table on the next page.
These amounts will meet all nutrient requirements of adolescents and adults.
Nasogastric tube feeding should only be used when there is no alternative.

Adolescent and adult patients who have severe malnutrition can be given any or
all of the following: ready-to-use food, fortified blended flours, formula milks (F75,
F100), as available.

;?alﬁzs 6Dietary requirements for initial treatment of severely malnourished adolescents and
Age (years) Daily energy requirements® Volume of diet required (ml/kg per hour)
(Kcal /kg) (KJ/kg) F-75° F-100°
7-10 75 315 4.2 3.0
11-14 60 250 35 25
15-18 50 210 2.8 2.0
19-75 40 170 2.2 1.7
>75 35 150 2.0 15

a Individual needs may vary up to 30% from these figures depending on sex, activity level, infections and other
factors.

b F-75 and F-100 are therapeutic milk products designed to treat severe malnutrition. Ingredients include
concentrated milk powder, food oil, and dextrin vitamin complexes. The designations mean that the product
contains respectively 75 and 100 kcals per 100 ml.

6 Management of severe malnutrition: A manual for physicians and other senior health workers. WHO, 1999.
Available at http://whglibdoc.who.int/hq/1999/a57361.pdf
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Severely malnourished adults and adolescents are also susceptible to hypothermia,
hypoglycaemia, and dehydration. Treat and prevent hypothermia, hypoglycaemia
(see Quick Check page 19), and dehydration (see Section 10.7).

Adolescent and adult patients who have severe malnutrition should be assessed
for co-existing medical conditions and provided with appropriate treatment.

Ready-to-use food has been shown to be very effective for children with severe
acute malnutrition. It has recently been used for PLHIV. Ready-to-use food has
potential in this area as it is energy- and nutrient-dense, can be made with an
appropriate balance of nutrients, and does not require cooking. Its high energy
density means that sufficient calories can be delivered without the patient being
expected to digest large bulky meals. Adaptations and alternative formulations for
adults and specific patient groups are underway. These are relatively expensive,
and cost-effectiveness is a consideration.

Care should be taken when administering intravenous feeds and fluids to patients
with unknown cardiac status and albumin levels, as severe oedema (including
pulmonary oedema) may result.

In patients with HIV, antiretroviral medication should not be stopped during re-
feeding, unless there are other reasons to stop the medications. For a patient who is
not yet receiving ARVs, ART should not be initiated during the initial management
of severe acute malnutrition (stabilisation phase) but should start during or after
the rehabilitation phase. The rehabilitation phase after which ART should be
initiated is short (several days up to 2 weeks). When possible, find out what might
be causing the loss of weight and manage accordingly. Use the above differential
diagnosis tables of Loss of weight and Weight loss while on antiretroviral therapy.

Rehabilitation

An improving appetite indicates the beginning of rehabilitation. During
rehabilitation, it is usual for adolescents and adults to become very hungry,
sometimes refusing the specialized foods and requesting enormous amounts of
other foods. When this happens, a diet should be given that is based on traditional
foods, but with added oil, mineral mix, and vitamin mix. Provide a wide variety of
nutrient-dense foods, and allow the patient to eat as much as she or he desires.
In the rehabilitation phase, adolescent and adult patients recovering from severe
malnutrition should continue to receive therapeutic foods plus traditional foods
with added oil, vitamins, and minerals, as tolerated.

If possible, continue to give the formula feed with the vitamin and mineral mixes
between meals and at night. If necessary, present the formula feed as a medicine.

Criteria for discharge
Severely malnourished adolescents and adults can be discharged when:

 they are eating well and gaining weight
» they have a reliable source of nutritious food outside the hospital
* any other health problems have been diagnosed and treatment has begun.
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Adults should continue to receive a supplemented diet as outpatients until their
BMl is >18.5; for adolescents, their diets should be supplemented until their BMI-
for-age is >5th percentile of the median NCHS/WHO reference values.2

Failure to respond to treatment

Failure to respond to treatment in adults and adolescents is usually due to an
unrecognized underlying illness, a nutrient deficiency, or refusal to follow the
treatment regimen.

10.3.4 Prevent malnutrition

Encourage the sick person to eat, but do not use force as the body may not be able
to accept it, and the patient may vomit.

« Offer smaller, attractive meals of what the sick person likes more frequently.

 Let the sick person choose the foods she or he desires to eat from what is
available.

* Encourage the patient to eat nutrient-dense foods that are locally available.

Monitor weight and address causes of weight loss before the patient develops
malnutrition.

Advice to patient on care seeking: Seek help from a trained health worker if you
notice rapid weight loss or if the sick person consistently refuses to eat any food
or is not able to swallow.

Community nutrition delivery mechanisms have been shown to be effective in
many programmes. Community-based feeding programmes and home-based
care share many common components, including emphases on physical care,
a continuum of care, health education, local capacity-building, ensured access,
sustainable support, and community-based case-finding strategies.

If available, enrol the person in a programme where nutritional assessment,
counselling, and support, including supplementary feeding, are available.
Determine and treat underlying causes of malnutrition. Offer nutritional counselling
and information for weight gain. Encourage small and frequent meals. Treat
nausea, thrush, and diarrhoea when indicated. Link or refer to community- or
home-based nutritional interventions or food security initiatives, if available.

To prevent malnutrition in PLHIV, where feasible, recommend home care for all
adolescents and adults living with HIV.”

7 More detailed advice on home-based prevention of malnutrition is provided in: Living well with HIV/AIDS. FAO
and WHO, 2002. Available at http://www.fao.org/DOCREP/005/Y4168E/Y4168E00.HTM
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10.4 Swelling of the limbs

In this section:
1041  Clinical approach to swelling of the limbs
10.4.2  Differential diagnosis of oedema (with DDx tables)
» DDx: Unilateral limb swelling
 DDx: Bilateral limb swelling or generalized swelling
10.43  Treatment of limb swelling with pitting oedema
104.4  Symptom management of pitting oedema
1045 Manage lymphoedema (non-pitting oedema)

Swelling of the limbs may be:
« bilateral, usually due to:

° oedema (defined below)
OR

« unilateral, due to:

° infections (e.g. cellulitis)

° blocked veins (e.g. by blood clot or compression)

° blocked lymphatic duct (e.g. by tumour or infections)
° trauma and bleeding.

The swelling may be subtle and only found on examination, or the patient may
complain of:
» swollen limbs

» unexplained weight gain
* tightness of rings or shoes
« other symptoms associated with the primary cause.

If the swelling involves the whole body the patient may complain of:
» facial swelling or puffiness.

Oedema is fluid collecting in the interstitial spaces and is found in dependant
areas, e.g. the legs (in ambulant patients) or the sacrum (in bed-bound patients).

Anasarca is when the oedema and swelling is generalized and affects the whole
body and not just the legs.
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10.4.1 Clinical approach to swelling of the limbs

Step 1:  Perform Quick Check.
In women, consider pre-eclampsia (pregnancy with raised blood pressure). Ask about a possible snake
or other animal bite, as this may require urgent attention.

Step 2:  Take a history and examine the patient.
Determine the extent and duration of the swelling.

Step 3:  Assess HIV status. a
Step 4:  Classify using DDx tables and consider likely differential diagnoses.
Step5:  Perform investigations that may confirm your diagnosis.

Step 6: Initiate treatment and monitor response.

History

General
Is the limb swelling unilateral or bilateral?
* |Is the onset:

° acute (within the previous day)

° subacute (over the past week)

° chronic and long-standing?
« Is there associated pain or tenderness?
* Is there associated lymphadenopathy?
* Does the patient have fever?

» Ask about the possibility of pregnancy.

For generalized oedema, ask about symptoms that may indicate an underlying
cause.

e cardiac:

° dyspnoea on exertion

orthopnoea (difficulty lying flat)

paroxysmal nocturnal dyspnoea (PND) (shortness of breath at night)
known cardiac disease.

* liver:

° history of liver disease or jaundice.
* renal disease
e low-protein states:

° malnutrition
° chronic diarrhoea.

o
o
o
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Examination

General
» Assess the extent of the swelling:

° lIs it bilateral or unilateral?

° Does it involve only the upper or lower limbs or the whole body?
* |s the swelling pitting?

° Pitting can be demonstrated by applying firm pressure to the swollen area
with the thumb (preferably over a bone, e.g. the anterior tibia). Pressure is
applied for a few seconds, and if an indentation persists after the release of
the pressure, it is referred to as pitting oedema.

Look for an underlying cause
* Blood pressure - particularly if pregnant
» Look for local causes:
° tumours or nodules on the skin — e.g. Kaposi sarcoma
° any infection or inflammation of the limb
° enlarged lymph nodes draining the site.
* Look for other causes:
° evidence of congestive cardiac failure, particularly elevated JVP
° evidence of liver disease — assess the size and consistency of the liver,
look for signs of chronic liver disease (see Sections 10.8 Jaundice and 10.9
Ascites).
» Assess other systems:
° pulmonary oedema or pleural effusion
° ascites (see Section 10.9 Ascites)
° evidence of Kaposi sarcoma elsewhere.

Assess HIV status
See Section 9.

10.4.2 Differential diagnosis of oedema

Classify the swelling according to the:

1. extent — unilateral (confined to a single limb) or bilateral or generalized and
2. duration - acute or subacute in onset or long-standing.

DDx: Unilateral limb swelling

Condition ‘ In favour

Acute onset

Deep vein thrombosis Low grade fever <38.5°C

(DVT) Risk factors — immobilization or trauma to pelvis, limb, long haul bus or

plane travel, pregnancy, malignancy
Calf pain and tenderness
Swelling of leg with pitting oedema, erythema

Cellulitis Systemically ill - fever and tachycardia

see Section 10.2 Redness and inflammation of the skin and subcutaneous tissue
Old bite or sore
Lab — high WCC

Local injury History of trauma or sprain
Bruising

Pain with movement or weight-bearing

Swelling of the limbs Vol. 2 « 10. Acute and subacute by symptom: July 2011




Snake-bite History of bite

see Section 3.9 Rapidly progressive swelling
Pain

Subacute or chronic

Kaposi sarcoma HIV-positive

see Section 11.19

Purple plagues and nodules

Lymphatic obstruction

History of malignancy (e.g. Kaposi sarcoma, breast, pelvic), surgery or
radiation to the area

Non-pitting oedema

Hyperpigmentation

Enlarged lymph nodes

Lymphatic filariasis
see 11.12

Insidious onset
Non-tender
Endemic area

Venous insufficiency
e.g. post DVT

Prior history of DVT
Distended veins

DDx: Bilateral limb swelling or generalized swelling

Condition

In favour

Acute onset

Cardiac failure

History of heart disease

Dyspnoea, orthopnoea, paroxysmal nocturnal dyspnoea
Pitting oedema of legs

Hepatomegaly

Crackles in chest, S3 gallop

Elevated JVP

Renal disease — acute nephritic
syndrome
see Section 11.31

Hypertension, oliguria
Urine dipstick: macroscopic haematuria, red cell casts, dysmorphic
RBCs, leukocytes and some proteinuria

Subacute or chronic

Renal disease — nephrotic syndrome
see Section 11.31

Pitting oedema

Anasarca with periorbital oedema
Urine dipstick: proteinuria
Abnormal renal function tests

Severe malnutrition
see Section 10.3

Wasted

Hair loss
Hyperpigmentation
Facial oedema

Ascites may be present
Low serum albumin

Chronic liver disease, cirrhosis
see Section 10.9

Jaundice, palmar erythema, spider angiomata, caput medusae
Splenomegaly, ascites

Fetor hepaticus

Gynaecomastia

Duputren’s contracture

Elevated LFTs: elevated AST, ALT, alkaline phosphatase

Low serum albumin level

Prolonged INR
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Condition In favour

Pretibial myxoedema — Heat intolerance, sweating, tremor, tachycardia
hyperthyroidism Weight loss

Constipation

Fatigue

Irregular menstrual flow
Non-pitting oedema — nodular appearance above the malleoli

Portal vein obstruction Known history
Abdominal distension
Splenomegaly
Normal LFTs

Perform investigations

 urine dipstick — protein, glucose

* blood glucose

* serum albumin, protein

» renal function test (serum creatinine, BUN)
« liver function tests

« ultrasound of the abdomen or pelvis

e doppler ultrasound of the limbs - if DVT suspected.

10.4.3 Treatment of limb swelling with pitting oedema
 Itis important to identify the underlying cause in order to give specific
treatment.
° For bilateral pitting oedema due to interstitial fluid (such as cardiac, renal,
or liver failure), give diuretics.
° Do not give diuretics for lymphatic obstruction or other causes of non-
pitting oedema (lymphoedema).
e furosemide 40-80 mg
° diuresis should occur within 1 hour and lasts 6 hours; preferred treatment in
most cases of oedema.
¢ hypotension can occur
¢ hypokalaemia can occur (see Section 5.2)
¢ avoid at night (sleep disturbance)
¢ high doses needed in renal failure (see Section 11.31)
° Infuse furosemide slowly (not more than 4 mg/minute).
* amiloride 5-10 mg daily
° potassium-sparing diuretic
° given with furosemide to prevent hypokalaemia.
° Do not give if hyperkalaemia or renal failure.
» spironolactone 100-200 mg daily (can give up to 400 mg), given with
furosemide
° preferred combination in cirrhosis and end-stage heart failure
° potassium sparing diuretic
° causes nausea, gynaecomastia
° contraindicated in hyperkalaemia and hyponatraemia.
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» hydrochlorothiazide 25 mg daily
° use in combination with furosemide for resistant generalized oedema but
not in cirrhosis
avoid if the patient also has gout
° hypokalaemia can occur.

o

10.4.4 Symptom management of pitting oedema
In addition to treatment of infection or diuretic treatment for pitting oedema,
several interventions can reduce morbidity.
» Exercise
° Flex the ankles.
° Walking reduces ankle oedema.
» Elevation of the legs
° Legs should be above horizontal.
° Support the whole limb.
» Compression stockings
« Compression pump
° Shifts soft oedema very rapidly.
° Beware of precipitating heart failure by sudden shift of fluid.
° Keep pressure below 60 mm Hg.
° Follow up with a support stocking.
» Skin care
° Use bland non-scented products for daily cleansing and moisturizing.
° Compression and good skin care can reduce the occurrence of leakage,
lymphocele, papilloma.
Non-adherent dressings can reduce leakage.
° Try support stockings (above the knee). Stop if uncomfortable.
Provide good skin care to prevent cellulitis and infection (see Sections 10.2
and 20).

10.4.5 Manage lymphoedema (non-pitting oedema)
* Treatment
diuretics not indicated, and not effective
elevation
exercise
bandages
compression garments
massage (manual lymph drainage)
compression pump
antibiotics if cellulitis develops - see Section 10.2.
* Prevention
° Careful skin hygiene to prevent infection — encourage the use of
moisturizers and topical antibiotics after even small breaks in the skin.
Elevate affected extremities as much as possible, even while asleep.
° Avoid tight-fitting clothes.
Avoid medical procedures (except IV lines or blood draws) on affected
extremities.

© o 0o 0o 0o 0o 0 o

Vol. 2 « 10. Acute and subacute by symptom: July 2011 Swelling of the limbs




10.5

Lymphadenopathy and lumps

In this section:

105.1
105.2

1053
1054

Clinical approach to lymphadenopathy and lumps

Classify the lymphadenopathy and consider the differential diagnosis
» DDx: Localized or regional lymphadenopathy

» DDx: Generalized lymphadenopathy

Approach to lymphadenopathy in PLHIV

Symptom management of lymphadenopathy

This Section provides an approach to the patient with a swelling or lump that may
be an abnormal enlargement of lymph nodes.

10.5.1 Clinical approach to lymphadenopathy and lumps

Step 1:  Use Quick Check.
Ensure that there are no serious or life-threatening conditions. Be aware that lymph nodes can cause
compression of the upper airway and difficulty breathing. Suppurating lymph nodes may be infective —
separate these patients at triage.
Step 2: Take a history and examine the patient.
« Confirm that it is lymphadenopathy.
« Look for underlying cause and associated conditions.
g Step 3:  Assess HIV status.
Step 4: Classify the lymphadenopathy and consider the likely differential diagnosis using the DDx table(s).
« DDx localized or regional lymphadenopathy
« DDx generalized lymphadenopathy
Step5:  Perform investigations.
Step 6: Initiate treatment and monitor the patient’s response. Always consider TB.
History
i is i i in size?
* How long has it been there, and is it changing in size~ Lymph node groups
* Is it painful?
* Is it draining pus or fluid?

 Prior TB or contact with TB?
» Travel or occupational exposure?
» Constitutional symptoms?

Examination

Confirm lymphadenopathy

» Exclude other possible causes for a mass such as:
hernia

aneurysm

lipoma

abscess

foreign body

cyst

o o o o o o
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° neoplasm
° neurofibroma.

 Position: see figure for sites.

Remember that each group of lymph nodes drains a specific area and local
pathology will occur in the drainage area.
e quality — assess lymph nodes for:

° size: (remember that the lymph nodes grow progressively until the age of
late childhood, and then undergo progressive atrophy during puberty. It is
therefore normal to have palpable anterior cervical, inguinal, and axillary
nodes in children).

Check for:

* erythema

e tenderness

e warmth

» consistency (Are they firm? Are they fluctuant?)

* mobility (Are the lymph nodes matted together? Are they fixed to the adjacent
structures?).

e pulsatile?

¢ bowel sounds?

Classify the lymphadenopathy as localized or regional, or generalized.
 Localized or regional lymphadenopathy — nodes are localized to a single
site. The cause is often apparent if the area is thoroughly examined. Look for
evidence of local pathology such as:
° dental, or ear, nose, or throat disease
° STis
° skin problems - infections, bites, dermatitis, phlebitis
° malignancy
° breast pathology.
* Generalized lymphadenopathy is the enlargement of lymph nodes at two or
more sites. Look for evidence of underlying systemic disease.
° Perform general examination looking particularly for pallor, wasting, fever,
petechiae, or other rash.
° Examine the liver, spleen, and other organ systems.
° Feel for bone tenderness.

Nodes may be enlarged within the chest and abdomen. These may be seen on a
chest x-ray or an abdominal ultrasound.

Assess HIV status See Section 9. x

Investigations

* Full blood count:

° look for evidence of infection, disseminated disease or malignancy.
e Perform sputum examination for TB.
e Chest x-ray (see Section 10.6):

° lymphadenopathy is often apparent as hilar shadows
° look for evidence of TB.
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» Ultrasound:
° abdominal lymphadenopathy, organomegaly or free fluid in the abdomen.
» Fine needle aspiration (FNA) of lymph node (see Section 7.2.5). Pay special
attention to the choice of lymph node on which to perform FNA.
° Send sample for AFB smear.
* Additional tests may include:
° Cytology - look for presence of malignant cells (use fixative on the slide).
° Culture - identify specific organisms (if enough fluid or pus is aspirated).

DO NOT DO a FNA if the mass is pulsatile or has
bowel sounds. It could be an aneurysm or a hernia.

* Lymph node biopsy (see Section 7.2.6 Procedures):
° microscopy - identification of organisms (specific stains may be required
for certain organisms)
° culture — specific organisms may be isolated
° histology - characteristics of tissue architecture
° cytology - evidence of malignancy and severity of dysplasia.

Consider locally common diseases that may require specific investigations. See
DDx tables below.

Treatment

For focal infection:

» Start broad-spectrum antibiotics that include coverage for Staphylococcus
aureus and Streptococcus pyogenes.

» Expect an improvement within 48 hours and a response to treatment within a
week.

« If there is poor response to treatment, consider TB or malignancy. A biopsy
may be indicated.

For management of conditions requiring specific treatment, see Section links in
the differential diagnosis tables.

10.5.2 Classify the lymphadenopathy and consider the differential
diagnosis

Assess whether the lymphadenopathy is localized or regional, or generalized, and
consult the relevant DDx table below to consider the likely differential diagnosis.
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DDx: Localized or regional lymphadenopathy

Condition

In favour

TB lymphadenitis
see Section 15

Unilateral — in neck

May be fluctuant or discharging

Single or multiple nodes — not red, painful, or inflamed; may be matted
Constitutional symptoms — night sweats, loss of weight, fever
Evidence of TB elsewhere (e.g. typical chest X-ray, sputum AFB)

FNA — AFB positive

Focal infection

Acute onset
Painful, red, inflamed
Local source of infection

Sexually transmitted infection
see Sections 10.14, 10.15, and 10.16

Tender inguinal lymphadenopathy
Coalescence of nodes — may be fluctuant or discharging
History of genital ulcers

Kaposi sarcoma
see Section 11.19

Dark purple, painless lesions or nodules
Associated lymphoedema

Lymphoma Non-tender, enlarging nodes
Systemic symptoms — fever, weight loss, night sweats, malaise, itch
Evidence of spread to skin, CNS, gut, lung, bone marrow
Low CD4 count
Histology — B or T cell proliferation
Malignancy Non-tender, hard, irregular node
Node fixed to surrounding tissue
Evidence of primary malignancy in the area drained by the lymph node
Leukaemia Petechiae
Pallor
Splenomegaly
Weight loss
Fever
Sweating
Extreme fatigue

FBC-anaemia, thrombocytopenia, neutropaenia, lymphocytosis
Blast cells in peripheral blood, bone marrow, or tissue biopsy

Immune reconstitution inflammatory
syndrome
(IRIS) see Section 13

Recent initiation of ART with very low CD4 count
Painful, enlarging lymph nodes - neck or axilla
Fever

Lymphatic filariasis
(endemic areas)
see Section 11.12

Acute: recurrent episodes of fever, tender localized lymphadenopathy,
and epididymitis
Chronic: lymphoedema of associated limb

African human trypanosomiasis
(sleeping sickness)
see Section 11.41

Generalized lymphadenopathy, particularly in posterior cervical triangle
Papule or indurated nodule (site of tsetse fly bite)

Intermittent fever, headaches

Disturbed sleep, poor concentration, and personality changes
Epidemiological evidence (patient coming from endemic area or has
travelled to endemic area)

Plague — bubonic

Unwell patient with fever, extreme tiredness
Large, painful, very tender lymph gland — bubo
History of exposure to possibly infected rodents or fleas
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DDx: Localized or regional lymphadenopathy

Condition

In favour

Viral infections

Prodrome of malaise, fever, upper respiratory tract symptoms, body or
joint pain

Generalized rash and lymphadenopathy

Possible causes — measles, rubella, EBV, CMV or this may be an HIV
seroconversion illness

Miliary TB
see Section 15

Night sweats, loss of weight, fever

Evidence of TB elsewhere (e.g. chest X-ray, sputum or FNA — AFB
positive)

May have associated hepatosplenomegaly

Mycobacterium avium complex
(MAC)
see Section 11.27

Unwell patient

Persistent fever and night sweats, diarrhoea, with or without pulmonary
symptoms

May have hepatomegaly and anaemia

Lymph node FNA — AFB positive (culture needed to distinguish from TB)
Advanced HIV infection: CD4 <100

Persistent generalized

Symmetrical nodes >3 months

lymphadenopathy Early HIV disease and often asymptomatic, but can coexist with more
see below advanced manifestations

Occipital and epitrochlear lymph nodes enlarged
Nocardiosis Multiple abscesses in skin and lungs

Recurrent fever
Immunocompromised patient CD4 <100

Fungal infections
e.g. penicilliosis, histoplasmosis,
cryptococcosis see Section 11

Unwell patient — fever, malaise, skin lesions with or without lung
involvement
Immunocompromised patient: CD4 <100

Secondary syphilis
see Section 11.37

Firm, discrete, and mildly tender nodes

Fever

Maculo-papular rash — involving palms and soles

History of previous chancre or residual genital chancre (25%)
Syphilis test positive

Sarcoidosis

Cough, chest pain, dyspnoea

Fatigue, loss of weight, malaise, low-grade fever
Chest X-ray: hilar lymphadenopathy

LN biopsy: histology shows non-caseating granulomas

African human trypanosomiasis
(Sleeping sickness)
see Section 11.41

Endemic areas in Africa

Generalized lymphadenopathy, particularly in posterior cervical triangle
Papule or indurated nodule (site of tsetse fly bite)

Intermittent fever, headaches

Disturbed sleep, poor concentration, and personality changes

Lymphadenopathy and lumps
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Bubonic plague! :‘%\
Treatment:
e streptomycin 1 gram every 12 hours IV (preferred); OR

* gentamicin 5 mg/kg/day in 3 equal doses every 8 hours or 5 mg/kg once daily
(alternative); OR

» doxycycline 200 mg loading dose then 100 mg oral or IV twice daily
(alternative); OR

» chloramphenicol 50 mg/kg/day in 4 equal doses (preferred for plague
meningitis).

e Treatment is for 7-10 days.

» Consider post-exposure prophylaxis for close contacts (e.g. household, care
providers), especially contacts of pneumonic plague:
° doxycycline 100 mg oral twice daily for 7 days (preferred); OR
° ciprofloxacin 500 mg twice daily for 7 days (alternative).

Note: Notify all cases of suspected plague within 24 hours. See Section 21.

10.5.3 Approach to lymphadenopathy in PLHIV x
Lymphadenopathy in PLHIV is an important finding at any stage. For all patients
with HIV all sites should be examined regularly for the presence of nodes and any
change in node size or consistency. If significant lymphadenopathy is present,
every effort should be made to find a cause, as this may be due to opportunistic
infections, IRIS, or persistent generalized lymphadenopathy.

Opportunistic infections

» Look for infections and treat before commencing ART to reduce the risk of
IRIS.

* Tuberculosis is very common.

Persistent generalized lymphadenopathy (PGL)

» WHO Stage 1 condition — PGL is a clinical diagnosis after exclusion of
opportunistic infections.

° Defined as non-tender, enlarged lymph nodes of >1 cm in 2 or more non-
contiguous sites (excluding inguinal) and persisting for =3 months.
Lymphadenopathy is symmetrical and often involves the posterior cervical,
axillary, occipital, and epitrochlear nodes.

No specific treatment is required.
* Generalized lymphadenopathy in advanced HIV disease is often due to an
underlying opportunistic infection.

o

1 Heymann DL, ed. Control of communicable diseases manual, 19th ed. APHA and WHO, 2008.
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Immune reconstitution inflammatory syndrome (IRIS)

IRIS commonly presents with lymphadenopathy. It may be necessary to aspirate
or biopsy the lymph node for a definitive diagnosis.

Common IRIS conditions include:

TB

MAC
cryptococcosis
Kaposi sarcoma
lymphoma.

Treat the underlying condition and continue ART. See Section 13 Chronic HIV care
for more details.

10.5.4 Symptom management of lymphadenopathy

Provide adequate analgesia.

If the swelling is severe steroid therapy may be required, but only when
specific treatment for the cause is also provided.

Ensure discharging lymph nodes are covered.
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10.6 Chest symptoms: cough and shortness of breath

In this section:
10.6.1  Clinical approach to a patient with chest symptoms
* Interpretation of chest X-ray findings
10.6.2  Differential diagnosis of chest complaints
» DDx: X-ray abnormalities in patients with acute chest symptoms
« DDx: Difficult breathing or cough — with fever
» DDx: Difficult breathing or cough — without fever
 DDx: Chest pain
« Evaluation and differential diagnosis of pleural effusion
10.6.3  Pneumonia
« Determining the need for hospitalization
« Outpatient management of non-severe pneumonia
* Pneumocystis jirovecii pneumonia
* Influenza pneumonia
* Varicella pneumonia
1064  Asthma
* Classify asthma severity
« Table: Examples of increasing dosage and choice of medications by asthma severity
10.6.5  Chronic obstructive pulmonary disease
* Classify COPD severity
» Example of approach to management of COPD

This Section provides an approach to patients presenting with the most frequent
chest symptoms: shortness of breath, cough, and chest pain. This approach
is intended for patients who do not have conditions that require emergency
management (described in Quick Check) or have been stabilized after emergency
treatment and require more definitive diagnosis and management that can be
approached more slowly. This Section should be viewed as part of a continuum of
care, beginning with Quick Check, and proceeding through Section 3.2 (Severely
ill patient with respiratory distress) for patients who require urgent care.

10.6.1 Clinical approach to a patient with chest symptoms

Step 1:  Use Quick Check.
on every patient and initiate emergency management as needed.
In patients with severe difficulty breathing, proceed with diagnosis and urgent management as
described in Section 3.2. In patients with chest pain, proceed as described in Section 3.3.
Step 2: Take a history and examine the patient.
Step 3:  Assess HIV status. g
Step 4: Consider likely differential diagnosis using the DDx table(s).
Utilize the appropriate differential diagnosis tables and establish a list of possible diagnoses ranked in
order of likelihood.
Step 5: Perform investigations as required, based on the possible diagnoses.

Step 6: Initiate treatment and monitor the response.
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The key features of an illness or symptom are its severity and rapidity of
progression. Severe or rapidly progressive conditions should be managed as
per Quick Check (emergency illness) and Section 3 (severe illness). Occasionally,
conditions requiring emergency or urgent management will have been missed in
triage, so all patients should have a repeated Quick Check to be certain they have
been appropriately evaluated for emergency conditions and treated.

Shortness of breath, cough, and chest pain may occur alone or in combination and
may be the result of either infectious or non-infectious diseases. In some patients,
particularly those with compromised immune systems, multiple infectious and
non-infectious processes may be present at the same time. The clinician should
consider additional diagnoses, even after establishing one diagnosis.

History

Obtaining a medical history is a critical component of the diagnostic evaluation
and should both help direct the physical examination and prompt more targeted
questions. The history should be linked to the physical examination. While taking
the history, observe the general status, e.g. whether too short of breath to speak
in full sentences or answering questions inappropriately.

For all of the chest symptoms, the history should include certain standard

questions:

e What is the nature of the symptoms? For example, is it a single symptom
such as shortness of breath or combined with cough and chest pain?

« Is fever (or feeling hot) present?

» Have there been chills?

* When did the symptoms begin?

* Did the symptoms begin gradually or suddenly?

« How severe are the symptoms?

* How rapidly are the symptoms progressing (minutes, hours, days, weeks)?
* What makes the symptoms worse?

* What makes the symptoms better?

» Are there associated non-chest symptoms, such as nausea, vomiting,
diarrhoea, muscle aches, headache, weight loss, irregular heart beat?

» Does the patient have other ilinesses, particularly chronic obstructive
pulmonary disease (COPD), asthma, previous lung infections, heart disease,
hypertension, HIV infection?

* Are there symptoms that suggest an underlying illness?

* Does the patient take any medications or traditional remedies?
* Has there been exposure to persons with lung infections?

* Has there been any recent trauma or bite?

* Have any of the symptoms happened in the past?

If shortness of breath, also ask:
« Is the difficulty breathing only with exercise or at rest as well?

* Is it affected by body position (upright or lying down or lying on one side or
the other)?
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* Is the breathing noisy?

» Does the chest feel tight?
* |s there fever or chills?

* Is there cough?

If cough, also ask:
* |s fever present?
¢ Is the cough dry or is mucus produced?

e If mucus is produced
° What is the colour (green, yellow, white)?
° What is the quantity (scanty, profuse)?
° Is it blood-stained?

* Is there gross blood?

* When is the cough most likely to occur (especially at night or in the morning
on arising)?

» Are there any aggravating factors (exertion, particular seasons, particular
environments such as the workplace, specific positions, exposure to dust,
pollens, or other allergens or irritants such as smoke)?

» Has there been a recent upper respiratory infection or sinus infection?
* |s there a prior history of similar cough?

If chest pain, also ask:

e Where is the pain?

e What is the quality of the pain?

* Has there been any chest trauma?

* Does the pain radiate anywhere? To the jaw, arm, or back?

* How rapidly is it progressing (minutes, hours, days, weeks)?

* What makes it worse (e.g. exercise, taking a deep breath)?

* What makes it better (e.g. certain positions, non-steroidal medications)?

* Does it resolve spontaneously or with antacid medications (may suggest
oesophageal spasm)?

Obtain a past medical history and social history to help identify the cause of
symptoms:

* history of asthma, COPD, or heart disease;

* medication use currently or in recent past;

e previous TB;

» HIV status and latest CD4 count;

e immunisation history, including pertussis, influenza, Streptococcus
pneumonia;

» occupational history or environmental exposure (e.g. mining, exposure to
dust, fumes or strong odours, farming, animals);

« known close contact with a person with TB;
* smoking and exposure to second-hand tobacco smoke;
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* exposure to indoor smoke from cooking or heating, open fires using wood,
grass, dung, or other fuels in poorly ventilated structures;

* sinus pain or previous sinus infections;
» substance use including alcohol and inhaled cocaine.

Examination

The physical examination will help to determine whether the problem is primarily

from the lungs, the heart, or another organ system and will be guided by the

information obtained in the history.

« Vital signs. The initial vital signs serve to quantify the severity of illness and
as the baseline for monitoring the response to treatment.

° temperature (<36°C, >38°C abnormal)

° blood pressure (systolic blood pressure <90 and diastolic <60 is low)

° heart rate (>110 beats/minute is abnormally fast and <60 beats/minute

abnormally slow)

° respiratory rate (normal 12 to 16/minute; use Section 3.2 if >25/minute)
pulse oximetry (normal: SpO, >95%, give oxygen if <90%; SpO, <90 is
abnormally low but may be normal at high altitude).

» General examination

Does the patient appear acutely or chronically ill?

Is the patient too short of breath to speak in full sentences?

Is the patient having severe pain?

Does the patient respond to questions appropriately?

Is there confusion or disorientation?

Does the patient appear cyanotic (bluish discoloration around lips or under
the tongue)?

° Is the patient pale or flushed?

° Are there visible lymph nodes?

° Does the patient have digital clubbing?

Examination of the respiratory system

° Does breathing appear difficult or easy?

° Is there nasal flaring?

° What is the pattern of breathing (deep and sighing or rapid and shallow)

o o o o o o

Are accessory muscles (especially the muscles in the neck) being used?
Is there retraction of the intercostal spaces?
Is the trachea in the midline?
Do both sides of the chest move evenly?
Is any part of the chest tender to the touch?
Is there dullness or hyper-resonance when the chest wall is percussed?
Listen to the breathing for audible noise and by auscultation.
O Is there audible noise with inspiration or expiration, and is it coming from
the upper or lower airways?
¢ Is there wheezing (high-pitched breath sounds) or prolonged expiratory
phase?
O Are breath sounds equal on both sides?
¢ What is the quality of breath sounds? Are there crackles or rales or harsh
breath sounds?
¢ Are the abnormal breath sounds localized or diffuse?
° Are there palpable lymph nodes?
* Examination of the heart and cardiovascular system
° Are the jugular veins elevated? (This may be difficult to determine in a
patient who is breathing rapidly.)
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° Is there swelling of one leg or both legs?

Is the apex beat displaced from the left midclavicular line in the fifth
intercostal space?

Are the heart sounds decreased?

Is there a heart murmur?

Is there an extra heart sound (gallop or rub)?

Is the liver enlarged? (The edge of the liver should not be felt below the rib
cage on the right side of the abdomen.)

° Is the abdomen swollen?

o

o o o o

Investigations

Generally, a productive cough for 2 or more weeks is an indication for
obtaining sputum for molecular testing with a nationally or WHO-approved
test such as Xpert MTB/RIF test where available, or for an acid-fast smear
microscopy or other tests to detect mycobacteria. In HIV-positive patients
or in HIV-prevalent settings, suspect TB and send sputum test in patients
presenting with cough. See Section 15 Tuberculosis.

Check Hb (for anaemia) and WBC (if elevated, suspect infection).
If suspect malaria, check malaria smear or RDT.

Pulse oximetry (SpO,).

Chest X-ray.

Peak flow measurements for acute management of asthma.

Spirometry (measurement of forced expiratory volume in 1 second (FEV1)
and forced vital capacity (FVC)). Spirometry is the most accurate means of
quantifying the degree of airways obstruction in the chronic management of
COPD and asthma. Reversibility of airflow obstruction is defined as either an
increase in FEV1 =12 % from baseline AND =200 ml after inhalation of a short-
acting bronchodilator such as salbutamol.

ECG to look for evidence of cardiac disease.

Interpretation of chest X-ray findings

The chest X-ray can assist in narrowing the differential diagnosis or making specific
diagnoses. There are several books available that can guide interpretation of chest
X-rays! and also describe appropriate quality control for X-ray examination. The
table in the Section 10.6.2 (DDx: Chest X-ray abnormalities in patients with acute
chest symptoms) presents the X-ray patterns associated with various diagnoses.

Common terms for chest X-ray findings

Infiltrate or opacity: A generally ill-defined density on the X-ray film.

Lucency: An area that is less dense than the surrounding tissue, thus
appearing dark compared to the surrounding area.

Focal infiltrate or opacity: An area of increased density that is localized to one
part of the lung, usually no more than a single lobe.

Diffuse infiltrate or opacity: Increased density that involves multiple areas of
the lungs in either a patchy or uniform distribution.

Masses and nodules: Focal densities that are solid and well-defined. Masses
are 23.0 cm in size whereas nodules are between 0.2-3.0 cm. Both may be

1

The WHO manual of diagnostic imaging: Radiographic anatomy and interpretation of the chest and pulmonary

systems. WHO, 2006. Available at http://whglibdoc.who.int/publications/2006/9241546778_eng.pdf
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single or multiple. Miliary nodules are tiny, <2 mm in size, and are usually
associated with tuberculosis (see Section 15), but may be caused by other
infections and occasionally by malignancies.

» Pleural effusion: Fluid that has accumulated in the pleural space between the
chest wall and the lung. The collection may be on one or both sides of the

chest.

* Pneumothorax: Air in the pleural space associated with partial or complete
collapse of the lung. A tension pneumothorax will cause a shift of the heart
and mediastinum to the opposite side of the chest.

» Cavity: A rim of high density containing an area of decreased density in the
lung. Is usually the result of an infection that causes death of lung tissue.
Some lung cancers (for example, squamous cell carcinoma) may also present
as a cavity. Cavities caused by infection are usually surrounded by an area of

infiltrate.

* Lymphadenopathy: Enlargement of lymph nodes in the chest (e.g. mediastinal
or hilar), may also be associated with tuberculosis (see Sections 10.5 and 15)

or cancer.

10.6.2 Differential diagnosis of chest complaints
A list of possible diagnoses can be developed based on the history, physical
examination, chest X-ray, and other investigations and local epidemiological
factors, e.g. the prevalence of HIV infection or TB, and the season of the year (is
there seasonal influenza circulating). The list will vary according to the patient’s age
and should be roughly in order of likelihood. Generally, the first diagnosis on the
list will be the working diagnosis, for which empirical treatment may be necessary.
Other diagnoses lower on the list may be sufficiently likely that treatment may be
indicated. However, if more than one disease or condition is treated empirically,
the response to treatment cannot be used to infer a diagnosis.

DDx: Chest X-ray abnormalities in patients with acute chest symptoms

Chest X-ray findings

Most likely causes (may differ in different areas according to the most
common conditions)

Focal infiltrate or opacity

Figure 1a Right middle lobe infiltrate
pneumonia (PA view) and Figure 1b
(lateral view)

Pneumonia (bacterial, viral, fungal)
TB (see Section 15)

Diffuse infiltrates or opacities
Figure 2

TB (see Section 15)

Pneumonia (particularly viruses such as influenza and CMV; PCP)
Fungal infections

Heart failure (pulmonary oedema)

Malignancy (including Kaposi sarcoma and lymphoma)

Multiple small nodules

Infection (especially disseminated TB, see Section 15)

Figure 3 Metastatic malignancy (including from a primary lung cancer)

Masses and nodules » Lung cancer

Figure 4 » Metastatic malignancy (especially if multiple masses are present)
« Infection (especially TB or fungal, see Sections 11 and 15)

Cavity » TB(see Section 15)

Figure 5 « Bacterial infection — especially caused by aspiration pneumonia

(associated with alcoholism, epilepsy, poor dentition)
Fungal infection
Malignancy, particularly if wall thickness is >1.5 cm

Chest symptoms
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Pleural effusion  Bacterial pneumonia (including empyema)

Figures 6a and 6b + TB, particularly if there is pleural calcification (see Section 15)

» Malignancy (including Kaposi sarcoma and lymphoma)

* Heart failure (usually bilateral or right-sided)

 Chest trauma (haemothorax)

* Pulmonary embolism

 Any condition associated with a low serum protein concentration
(severe liver disease, nephrotic syndrome, renal insufficiency,
severe malnutrition — usually bilateral)

Hilar or mediastinal » TB (see Section 15)
lymphadenopathy » Malignancy including Kaposi sarcoma and lymphoma
Figures 7a and 7b + Fungal infections N
+ Metastatic cancer =
* Inhalational anthrax %\
Pneumothorax + Spontaneous pneumothorax (no underlying disease)
Figure 8 » TB(see Section 15), PCP

» COPD, asthma
+ Chest trauma

Normal * Asthma
Figure 9 * Pulmonary embolism
+ PCP

DDx: Difficult breathing or cough — with fever

Disease or condition In favour

Acute bronchitis « Shortness of breath mild, if present

» Cough may be productive

* Acute onset

» Mild or absent fever

» No chest findings on physical examination except wheezing in asthmatics
* Normal chest X-ray

Pneumonia  Shortness of breath mild to severe

» Productive cough with bacterial pneumonia and non-productive cough with non-
bacterial pneumonia (but considerable overlap)

* Acute onset hours to a few days

» Focal chest pain with deep breaths or coughing

 Fever and chills

 Fast breathing (>30 breaths/min)

« If SBP <90, patient has septic shock (see Section 3.1.5)

« Focal signs — bronchial breath sounds, crackles, or rales on auscultation

« With pleural effusion, dullness to percussion and decreased breath sounds over
affected side

« Chest X-ray may show focal or diffuse infiltrates particularly in non-bacterial

pneumonia
Uncomplicated « Influenza known or suspected to be circulating
influenza (may be * Fever
pandemic or seasonal) | ¢« Cough
see Section 11.17  Sore throat
» Rhinorrhoea or nasal congestion
* Headache

* Muscle pain or malaise
« Gastrointestinal illness such as diarrhoea or vomiting
« If shortness of breath, consider influenza with pneumonia (below)
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Disease or condition

In favour

Influenza with
pneumonia

see below and Section
11.17

« Influenza known or suspected to be circulating

« History of influenza-like illness

» Risk factors: age <2 years or =65 years, pregnancy (up to 2 weeks postpartum),
any chronic disease (pulmonary, cardiac, diabetes, metabolic, renal, hepatic,
hematologic, or neurologic) or immunosuppression (HIV, malignancy,
chemotherapy)

< Shortness of breath, pleuritic pain, cough, coloured sputum, fever

» Rapid respiratory rate

 Bilateral crackles, possible wheezing

» Chest X-ray may show focal or diffuse infiltrates

Note: Both uncomplicated influenza and influenza pneumonia may be complicated
by secondary bacterial pneumonia with features of pneumonia as described above.

Pulmonary tuberculosis
see Section 15

 Shortness of breath mild to moderate but occasionally severe

» Possible history of exposure to a person with TB

« Usually gradual in onset

» Cough with or without bloody or blood-tinged sputum

* Weight loss

« Fever, night sweats, occasionally chills

» Occasionally, chest pain

« Xpert MTB/RIF positive (or other nationally- or WHO-approved molecular test)
where available, sputum AFB positive (possible for AFB smear to be negative in
patients with smear-negative pulmonary TB) — see Section 15.

Chest X-ray in patients without immune system compromise: unilateral or bilateral
upper lobe infiltrates with or without cavitation; pleural effusion; miliary nodular
pattern; other nodular opacities and fibrosis. A normal chest X-ray does not exclude
TB.

Chest X-ray in patients with advanced immune deficiency (advanced immune system
compromise, advanced HIV): non-specific pattern, with patchy infiltrates in the
lower and mid lung zones; hilar and mediastinal lymphadenopathy may also be seen.
Routine chest X-ray is not indicated for the diagnosis of TB. See Section 15.

Pneumocystis
Jirovecii pneumonia
(PCP)

« Shortness of breath mild initially but may become severe

« Subacute onset — days to weeks

» Non-productive cough

* Low grade to moderate fever

« Fast breathing >30 breaths/minute

» Nasal flaring

« Usually no findings on physical examination of the chest

» Chest X-ray bilateral diffuse infiltrates without lymph node enlargement or pleural
effusion. In mild cases, X-ray may be minimally abnormal or normal.

» (D4 cell count <200

» Hypoxaemia (SpO, <90) — particularly on exertion

Disseminated fungal
infection

(endemic fungi vary

from place to place)

see Section 11.16

 Shortness of breath is mild to moderate

» Subacute or chronic onset

« Cough may be productive or non-productive

» Generally moderate fever

* Weight loss

» Mild or no respiratory symptoms

» Lymphadenopathy and skin lesions may be present

* Enlargement of liver and spleen

» Chest X-ray — various abnormalities including focal or diffuse infiltrates, single or
multiple masses or nodules, hilar or mediastinal adenopathy, and pleural effusions

Chest symptoms
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Immune reconstitution
inflammatory syndrome
(IRIS)

see Section 13

Shortness of breath if the lungs are involved

HIV-positive with ART initiated in past 3 months, often with CD4 <50 cells/mm? at
initiation

Common in patients with tuberculosis

Cough, if present, is generally non-productive

Moderate fever is common

Physical examination of the chest depend on the manifestations of IRIS

Extra thoracic lymphadenopathy commonly increases

Usually an increase in CD4 cell count

Chest X-ray may show worsening of infiltrates, pleural effusion, and increasing
intra-thoracic lymphadenopathy

Lung abscess

Shortness of breath is mild if present

Onset is subacute, generally over several weeks

Fever is moderate

Cough is productive with copious thick, yellow to brown, foul-smelling sputum
Poor dentition may be present

Chest may reveal crackles and coarse bronchial breath sounds over the involved
area

Chest X-ray — focal infiltrate or mass with cavitation

Note: Lung abscess is generally the consequence of a necrotizing pneumonia, but
may also be secondary to endobronchial obstruction (e.g. from cancer).

Strongyloides
hyperinfection
see Section 11.36

Shortness of breath moderate or severe

Risk factors — use of corticosteroids, other inmunosuppressive drugs, or HIV
infection

Acute onset

Moderate fever

Cough usually non-productive but may have blood-tinged sputum
Abdominal pain, nausea, vomiting, diarrhoea may be present
Skin rash possible

Chest usually normal but wheezing may be present.

Chest X-ray - diffuse infiltrates

Peripheral eosinophilia may be noted

Larvae on wet mount and Giemsa stain of sputum

Anthrax
see Section 10.2

History of exposure to animals

Oropharyngeal anthrax: eschar lesions in mouth, tongue, tonsils, or posterior
pharynx. Symptoms of sore throat, dysphagia, regional lymphadenopathy.
Swelling of neck and anterior chest wall.

Inhalation anthrax: fevers, chills, sweats, fatigue, cough, shortness of breath,
confusion, nausea and vomiting. Chest X-ray — mediastinal lymphadenopathy plus
pleural effusions and pulmonary infiltrates.

Plague
see Section 10.5

Sudden onset of fever, chills, headache, severe malaise

Chest pain

Difficulty breathing

Cough with blood-stained sputum or haemoptysis

Fulminant course (100% case fatality rate if not treated rapidly)
May or may not have painful swelling of lymph nodes

Varicella pneumonia
see Section 11.45

Pneumonia may complicate chickenpox in adults, particularly pregnant women
and persons who are immunocompromised

Usually presents 1-6 days after the onset of rash

Associated with cough, dyspnoea, fever, tachypnoea, and chest tightness,
although chest signs are often minimal

The diagnosis is usually based on finding skin lesions characteristic of varicella
(see Sections 10.2 and 11.45)

Chest X-ray — diffuse interstitial opacities
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DDx: Difficult breathing or cough — without fever

Disease or condition

In favour

Pneumothorax

see Quick Check page
46, Vol. 1 for emergency
management of tension
pneumothorax

Shortness of breath sudden, rapidly progressive and severe

Sudden onset over minutes or hours

Chest pain on affected side

May be associated with trauma or underlying lung disease such as PCP, COPD
Cyanosis may be present

If tension pneumothorax, low blood pressure and trachea shifted from mid-line to
the side opposite the pneumothorax

Hyper-resonance on percussion and diminished or absent breath sounds on the
affected side. Subcutaneous emphysema (“crunchy” feel when pressure applied
to chest wall or neck)

Chest X-ray — completely or partially collapsed lung with no lung markings
between collapsed lung and chest wall. If tension — the midline structures
(trachea, heart) are shifted away from the affected side

Metabolic acidosis
(such as lactic
acidosis or diabetic
ketoacidosis)

Patients commonly feel short of breath

Subacute onset

Always an underlying cause — diabetic crisis, renal failure, aspirin toxicity or
other poisoning (methanol, ethanol, paraldehyde), lactic acidosis (e.g. side effects
of ARV drugs, commonly d4T- or ddI-containing regimens, more common in
women or overweight persons)

Cough not present

Respiratory rate rapid and respirations deep and sighing, in the absence of cough
Physical examination — chest is normal

Chest X-ray is normal

Asthma

Shortness of breath mild to severe

History of previous wheezing episodes associated with chest tightness
Identifiable triggers common (upper respiratory infection, allergen exposure,
exercise, cold air, extreme emotion)

Breathing or cough commonly worse at night

Non-productive cough is common

Chest examination can be normal between attacks

During attacks or when asthma is poorly controlled, wheezing or prolonged
expiration (compared to inspiration) throughout all lung fields (not focal)

In severe attacks, absent breath sounds, fast breathing, use of neck muscles
Chest X-ray may be normal, or show signs of hyperinflation like hyperlucent lung
fields and flattened diaphragms, and thickened bronchial walls

Bronchiectasis

Shortness of breath generally mild

Often afebrile

Cough chronic and copious production of yellow/green sputum is common,
occasional blood

Often history of recurrent chest infections and worsening symptoms usually
associated with infections

Examination may reveal crackles and wheezes over the involved area(s) and
uncommonly digital clubbing (rounded deformity of the fingernails)

Chest X-ray may show streaky peribronchial infiltrates and dilated bronchioles

Chest symptoms
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Chronic
obstructive lung
disease (COPD)

Shortness of breath is chronic but worsens with exacerbations that may be
caused by acute infections or heart failure

Unlike asthma, symptoms are usually persistent, not intermittent

Chronic productive cough

Often a history of tobacco smoking, occupational exposures, or exposure to
biomass fuel smoke

In an exacerbation, fast breathing with prolonged expiratory phase and wheezing;
fever may be present (if infection)

Examination shows engorged jugular veins as evidence of right heart failure,
often hard to assess if breathing is laboured; decreased breath sounds, prolonged
expiratory phase, and wheezing

Chest X-ray — hyperinflation (hyperlucent lung fields and flattened diaphragms)

Pulmonary Kaposi
sarcoma

see Section 11.19

Shortness of breath mild to moderate

Subacute or chronic onset over weeks

Cough is common often with bloody or blood-tinged sputum

Characteristic purple lesions or nodules of Kaposi sarcoma on the skin or oral
mucus membranes

Chest examination generally normal

Chest X-ray — perihilar patchy interstitial infiltrates, ill-defined nodular densities

Lung malignancy

Shortness of breath uncommon in lung malignancies unless other disease
present (COPD, pneumonia)

Tobacco smoking is a common but not universal risk factor

Onset insidious — usually over months

Cough non-productive but there may be haemoptysis

Weight loss, anorexia are common

May have enlarged supraclavicular lymph nodes

Chest examination normal

The chest X-ray usually shows single or multiple nodules or masses often with
enlarged hilar or mediastinal lymph nodes; pleural effusion may be present

Heart failure

Shortness of breath may be severe

Onset sudden, possibly preceded by shortness of breath on exercise and at night
Possible history of an underlying condition (rheumatic heart disease,
hypertension, severe anaemia)

Chest pain may be present

Cough is common and non-productive

May have signs of right ventricular failure (elevated jugular venous pressure,
liver enlargement, pitting oedema of the both legs) or left ventricular enlargement
(displaced apex beat)

Gallop rhythm (extra heart sound) or murmur (if associated valve disease) may be
present

Chest examination shows bibasilar crackles and sometimes wheezing

Chest X-ray — an enlarged heart, bilateral pulmonary vascular congestion and
diffuse infiltrates; pleural effusions may be present

Severe anaemia
see Section 10.18

Shortness of breath is generally less prominent than weakness and tiredness
Gradual onset — often influenced by the underlying cause

Cough is absent

Examination: marked general pallor, pallor of the nail beds and oral mucus
membranes

Chest examination is normal

Chest X-ray may be normal or may show heart enlargement

Low Hb (<7 g/dl in pregnancy, <8 g/dl in non-pregnant women, <9 g/dl in men)

Panic attack
see Section 10.11

Shortness of breath may be severe

Sudden onset

Young patients with no underlying disease and have had previous attacks
There is no cough

Physical examination is normal

Chest X-ray is normal
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DDx: Chest pain

Disease or condition

In favour

Pneumothorax
see Quick Check page
46, Vol. 1

« Chest pain on affected side, sudden onset, often severe, and increased with
inspiration

« Shortness of breath rapidly progressive and severe

» Associated with trauma or underlying lung disease such as PCP or emphysema,
but may be primary with no known underlying disease

« Cyanosis may be present

« If tension pneumothorax, blood pressure will be low. This requires emergency
treatment — see Quick Check page 46, Vol. 1

 Trachea shifted from mid-line away from side of pneumothorax

* Hyper-resonance on percussion, diminished or absent breath sounds on affected
side

« Subcutaneous emphysema (“crunchy” feel when pressure is applied to the chest
wall or neck)

« Chest X-ray- radiolucent area with no lung markings between the visceral
(retracted or collapsed lung) and the parietal pleura (chest wall). In tension
pneumothorax, midline structures (trachea, heart) shifted away from affected side

Pleuritis, pleurisy
without pneumonia

 Localized sharp pain worse on inspiration or coughing

» Acute onset

 Associated with shortness of breath

* Fever present, depending on cause

« Chest exam demonstrates decreased expansion of the affected side

» Possible pleural friction rub, crackles not heard unless underlying pneumonia
« Chest X-ray may demonstrate a pleural effusion or atelectasis

Pericarditis
see Section 3.3

« Pain located in anterior chest, improves with leaning forward

* Acute onset

» Fever present depending on cause

« Examination shows rapid heart rate, pericardial friction rub may be present

« Chest X-ray — may be normal or show heart enlargement

» Electrocardiogram — diffuse S-T segment and T wave abnormalities

« If blood pressure low, consider cardiac tamponade: urgent treatment is required

Acute coronary
syndrome, myocardial
infarction

see Section 3.3

» Pain is crushing, substernal pressure, radiating to the left arm or jaw
 Pain on exertion and sudden in onset

» Associated with shortness of breath, sweating, and nausea

« Risk factors — tobacco smoking, hypertension, diabetes, and obesity
» Examination often normal

¢ Chest X-ray is normal

« Electrocardiogram localized S-T segment and T wave abnormalities

Aortic dissection or
rupture

 Pain sudden and severe radiating to the back

» Fainting may occur

« Dissection may occur spontaneously (or rupture just distal to left subclavian
artery may occur in blunt trauma)

* Hypotension possible.

« Aortic insufficiency murmur may be heard

» Chest X-ray — widened mediastinum

Costochondritis

» Onset of pain — subacute, somewhat worse on inspiration

* No cough or fever

« Examination — tenderness on palpation of costochondral junctions
¢ Chest X-ray is normal

Chest symptoms
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Oesophagitis and
spasm
see Section 10.7b

Pain sub-sternum sudden and severe, like pain of cardiac origin
Pain increased with swallowing

No shortness of breath, cough, or fever

Physical examination is normal

Chest X-ray is normal

Rib fracture associated
with severe cough

Bony crepitation (“grating” feeling ) may be palpated

Chest X-ray may be normal, show the rib fracture or demonstrate the underlying
process that caused the coughing

Pain — sudden onset, with vigorous coughing and may be severe; increases with
inspiration, coughing, or movement

Focal pain

Evaluation and differential diagnosis of pleural effusion

Many diseases and conditions may cause or be associated with pleural effusion. A
presumptive cause of the effusion often can be determined based on the underlying

condition or disease. For example:
« bilateral effusions in a patient with heart failure are likely caused by heart

failure

* an effusion in a patient with bacterial pneumonia is likely associated with the

infection.

However, if the cause of the effusion is not a clear presumptive diagnosis, the
fluid must be analysed to distinguish if the effusion is due to an infectious or a
non-infectious cause.

* First, detect the fluid on a chest X-ray.
» Second, perform a thoracentesis to obtain a sample of the fluid.
e Third, analyse the fluid using the algorithm below.

Vol. 2 « 10. Acute and subacute by symptom: July 2011 Chest symptoms




Figure: Evaluation and differential diagnosis of pleural effusion

Presence of pleural effusion on chest X-ray
No evident diagnosis
Send sputum for Xpert MTB/RIF if available or AFB
Perform thoracentesis (see Section 7.4.1)

v Bloody fluid
+ Trauma
Examination of fluid >« Malignancy
« Visual inspection (Is fluid bloody, cloudy, clear, thick, thin?) « Pulmonary embolism

< Laboratory investigations
° protein (serum and pleural fluid)
° glucose
¢ LDH (serum and pleural fluid)
° cell count and differential white cell count
° Gram stain and AFB smear
¢ culture for bacteria and mycobacteria if available

Cloudy, thick fluid
* Likely to be exudate
(e.g. empyaema)

Y

Clear, thin fluid
« Likely to be transudate

Y

Y
Fluid is exudate if any of the following criteria are met — Y
« Pleural fluid/serum protein concentration ratio >0.50 Fluid is not an exudate
« Pleural fluid/serum LDH concentration ratio >0.60 (transudate)
 Pleural fluid protein concentration =30 g/litre
Fluid is LIKELY exudate if cloudy OR viscous OR WBC >5000/pl
Y Y
Cells are mainly neutrophils | | Cells are mainly lymphocytes
Y
Main differential diagnosis
Y Y :
- o N - - - * Heart failure
Main differential diagnosis Main differential diagnosis « Severe liver disease
« Bacterial pneumonia « Tuberculosis « Nephrotic syndrome
(especially if glucose <60 (see Section 15) « Severe malnutrition
mg/dl) ¢ Malignancy
« Pulmonary embolism
(may be lymphocytic)

If diagnosis is unclear, consider empirical treatment for tuberculosis.
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10.6.3 Pneumonia

Pneumonia can be caused by many categories of infectious organisms including
viruses, bacteria, fungi, certain parasites, and mycobacteria (most commonly M.
tuberculosis). The relative proportion of the different categories of organisms will
depend on factors such as prevalence of HIV infection and tuberculosis, and the
season of the year.

Pneumonia is an inflammatory condition that involves the air-containing sacs
(alveoli) and the airways. Because the alveoli are predominately involved, most
pneumonias interfere with the transfer of oxygen from inspired air into the blood
and result in hypoxaemia, which can be severe. The lung inflammation may extend
to the outer membrane (pleura) of the lung and cause pleuritis, pleural effusions,
and chest pain.

Key clinical features

Symptoms can vary substantially, depending on the category of infecting organism

and severity, but there is considerable overlap.

» Cough and shortness of breath are common. Sharp chest pain on inspiration
or cough from pleuritis may occur.

 Virtually all categories cause fever and elevated respiratory rate. However,
increased heart rate and low blood pressure should raise suspicion of severe
sepsis or shock from the infection or dehydration.

* On examination of the respiratory system, chest inspection may note
asymmetry of expansion. Possible findings on auscultation include decreased
breath sounds on one side if a pleural effusion is present, and crackles and
(increased) bronchial breath sounds over the involved area. A pleural friction
rub may also be heard.

Investigations
* Hypoxaemia is common and can be severe.
e Chest X-ray

Determining the need for hospitalization

In the first-level IMAI Acute Care guidelines, adult patients will be referred to
hospital with severe pneumonia or other very severe disease based on very fast
breathing (>30 breaths/minute), pulse 120 or higher, high fever, lethargy, inability
to walk unaided, discomfort lying down, or severe chest pain. Second or third
trimester pregnant women with signs of non-severe pneumonia (fast breathing
>20 breaths/minute, night sweats, or chest pain) are also referred to hospital, rather
than receiving oral antibiotics as an outpatient. The same “upgrade’ for hospital
referral is recommended for PLHIV in clinical stage 4 or with a low CD4 count.

At the district hospital, Quick Check triage will identify patients who have
emergency signs of airway and breathing (severe respiratory distress, cyanosis,
appears obstructed), count the respiratory rate and measure SpO,. If the patient
also has a fever, then empirical antibiotics for possible pneumonia will be given.
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Suspect severe pneumonia if the following criteria are met and use Section 3.2.3
to guide management:

« fever or suspected infection

e cough

e respiratory rate >30

* signs of severe respiratory distress

* SpO, <90.

There are other approaches to determining that a patient may have severe
pneumonia and need hospitalization. A large multicentre study in a high-resource
setting? derived and validated the «CURB-65» prognostic score based on the
following factors (each worth one point):

» Confusion (altered mental status)

e Urea >7 mmol/litre

» Respiratory rate =30 breaths/minute

» Blood pressure (systolic) <90 mmHg or diastolic <60 mm Hg

* age =65 years.

Increasing CURB-65 scores are associated with increasing mortality. In some
professional society guidelines, it is recommended that patients having 2 or more
factors be admitted to the hospital. The utility of CURB-65 may be decreased in
resource-constrained settings.

Empirical treatment is usually based on a presumptive determination of the likely
category of organism causing the pneumonia and on an assessment of severity.
It is important to have knowledge of the local epidemiology of community-
acquired pneumonia. In high TB prevalence areas, or if HIV infection is known
or suspected, TB should always be a consideration in patients presenting with
respiratory infection.

If the patient has severe pneumonia, see Sections 3.2.1-3.2.3 for management.

Outpatient management of the patient with non-severe pneumonia

» Patients who have signs and symptoms of pneumonia but do not meet
criteria for severe pneumonia can be managed as outpatients.

* Counsel the patient regarding the importance of adherence to the medication
regimen and the need for follow-up to determine response.

» The patient should be advised to return for evaluation if there is no
improvement or there is a worsening of symptoms.

« Treatment should be given for 5-7 days, assuming there is a good, prompt
response.

Empirical antibiotic regimens for non-severe pneumonia
* amoxicillin 500-1000 mg 3 times daily; OR
 erythromycin 500 mg 4 times daily; OR

» doxycycline 100 mg 2 times daily (avoid in pregnancy).

2 Lim WS, et al. Defining community acquired pneumonia severity on presentation to hospital: an international
derivation and validation. Thorax, 2003, 58:377-82.
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Follow national guidelines for alternative antibiotics regimens that may include:
e azithromycin 500 mg once daily; OR
« clarithromycin 500 mg twice daily, OR

» oral respiratory quinolone (for example, levofloxacin) — see below for
cautions.

Send sputum for Xpert MTB/RIF if available, or for AFB if TB is suspected. See
Section 15.

It is important not to treat patients suspected of having TB with a respiratory
quinolone as it may mask or partially treat underlying tuberculosis. Respiratory
quinolones should also be avoided in high-prevalence TB settings unless TB is
excluded. Safety of respiratory quinolones in pregnancy has not been established.

If not improving after 3 days and the patient has been adherent to the antibiotic

regimen, review and consider switching to an IV regimen.

 ceftriaxone 1-2 grams once daily PLUS erythromycin 500 mg (oral or 1V) 4
times daily; OR

» ampicillin 2 grams IV 4 times daily PLUS gentamicin (see Section 8.4 for
dosing) PLUS erythromycin 500 (oral or IV) 4 times daily.

If the patient has a non-anaphylactic allergy to penicillin (for example, skin rash
only), then ceftriaxone can be used.

Consider other infections, including TB and, if HIV-positive, consider PCP. x

Pneumocystis jirovecii pneumonia (PCP) x

PCP is caused by a fungus, Pneumocystis jirovecii (formerly known as Pneumocystis
carinii). The organism is present in soil, transmitted through inhalation, and
distributed worldwide. Most people have been exposed to it by the age of five.
PCP occurs only in immunocompromised patients, particularly those who are
infected with HIV and whose CD4 count is <200 cells/mm?. It is associated with
high mortality in HIV patients. Patients who have recently received steroids or
other immunosuppressive therapy are also at increased risk.

Key clinical features
* PCP can be associated with many of the manifestations described above for
pneumonia in general.

» Shortness of breath that is slow in onset (over 1-2 weeks).

» Cough that is non-productive.

* Fast pulse.

 Fast respiratory rate.

» Cyanosis may be present and is a sign of severe hypoxaemia.

* Auscultation of the chest is generally unremarkable, but some crackles may
be present.

Investigations
* SpO, is decreased.

» Elevated lactate dehydrogenase (LDH), which is a non-specific marker of
pulmonary inflammation.
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» Experienced microscopists with special training may be able to identify the
organism in induced sputum samples with special stains: methenamine
(Grocot) silver, calcoflour white, and Wright-Giemsa. The sensitivity is
diminished in patients using cotrimoxazole prophylaxis.

» On chest X-ray, bilateral peri-hilar infiltrates are common, but nodular
densities, lobar consolidations, and cavitation also can occur. At first
presentation, in 25% of cases, the chest X-ray can be (misleadingly) normal.
Pleural effusion is rare.

Treatment
« If patient has severe pneumonia, see Section 3.2.3 for additional management
recommendations regarding oxygen and fluid therapy.

* Treatment should be initiated early and empirically, based on history and
clinical presentation, while awaiting definitive diagnosis.

* Antimicrobial treatment is most effective when started early:
° cotrimoxazole 400 mg trimethoprim/80 mg sulfamthoxazole tablets (SS):
dose based on trimethoprim (TMP) 5 mg/kg divided 4 times daily orally or
IV for 21 days (preferred); OR
° clindamycin 600 mg IV or orally 4 times daily PLUS primaquine 15 mg twice
daily orally for 21 days (alternative); OR
° pentamidine 4 mg/kg IV daily for 5 days, then reduce dose to 2 mg/kg daily
IV to complete 21 days (alternative if unresponsive to cotrimoxazole or
cotrimoxazole not tolerated).
+ If the patient is hypoxaemic with SpO, <90 on room air, give IV therapy
initially and add prednisone, 40 mg twice daily for 5 days, then 40 mg daily for
5 days, then 20 mg daily for 11 days to complete 21 days of treatment.

Prophylaxis

» Primary prophylaxis is indicated for HIV-positive patients in WHO clinical
stage 2, 3, or 4 irrespective of CD4 count, or with CD4 count <350/mm?
irrespective of clinical stage. See Section 13. Follow national guideline
recommendations.

» Secondary prophylaxis should be given to all patients following treatment of
PCP.

e Primary and secondary prophylaxis is the same: cotrimoxazole 1 double
strength tablet daily.

» Patients should at least be continued on PCP prophylaxis until there is
evidence of immune recovery on antiretroviral therapy (CD4 counts >350 cells/
mm? after at least 6 months of antiretroviral therapy). See Section 13.

Influenza pneumonia (see Section 11.17)

Key clinical features

* Influenza is suspected or known to be circulating.
» History of influenza-like illness.

* Progressive symptoms, such as worsening cough, purulent or bloody sputum,
shortness of breath (at rest or with exertion) or chest pain.

» Signs of respiratory distress, such as fast respiratory rate, cyanosis, and
hypoxaemia (if severe) and, on chest auscultation, there may be crackles or
rales or wheezing.
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Investigations
» Chest X-ray usually shows diffuse interstitial infiltrates.

» See Section11.17 for use of rapid diagnostic tests for an indication of the
presence of influenza in the community (not for routine individual patient
care).

Treatment (see Section 11.17)

* Treatment should be based on clinical diagnosis and suspicion of influenza
infection based on local epidemiology and should not be delayed for results
of laboratory investigations.

» Treat with antiviral, oseltamivir 75 mg orally twice daily or zanamivir, as soon
as possible.

» Co-existing pneumonia due to other pathogens may be difficult to exclude
in a patient with suspected influenza infection. If you suspect community-
acquired pneumonia, or another infectious pneumonia based on local
epidemiology, then treat with appropriate antimicrobials. Bacterial infection
by S. pneumoniae and S. aureus, both methicillin-sensitive and methicillin-
resistant, are common (see Section 3.2.3).

* Occasionally, bacterial pneumonia will develop in a person who seems to be
recovering from influenza infection. In these instances, the presentation is
as described for bacterial pneumonia and empirical treatment for bacterial
pneumonia should be started as described previously.

Infection prevention and control — see Section 6 for respiratory hygiene and
droplet precautions.

Varicella pneumonia

Pneumonia may complicate chickenpox in adults, particularly pregnant women
and immunocompromised persons. The disease can progress rapidly to fulminant
respiratory failure. Varicella pneumonia usually presents 1-6 days after the onset
of rash, and is associated with cough, dyspnoea, fever, fast breathing, and chest
tightness, although chest signs often are minimal. The diagnosis usually is based
on finding skin lesions characteristic of varicella (see Sections 10.2 and 11.45). A
chest X-ray shows diffuse interstitial opacities.

Treat with:
* |V aciclovir 10-15 mg/kg 3 times daily for 7-10 days.

» Switch to oral regimen once there is evidence of clinical improvement to
complete the 10-14-day course.

10.6.4 Asthma

Asthma is an inflammatory disease of the airways causing reversible airways
obstruction and characterized by recurrent acute attacks (exacerbations). The
inflammation also causes an associated increase in the existing bronchial hyper-
responsiveness to a variety of stimuli. The diagnosis is usually established from
the episodic history of symptoms and by the finding of wheezing on auscultation
of the chest.

Key clinical features

* Recurrent episodes of cough and shortness of breath often associated with
noisy breathing (wheezing) and chest tightness.
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* Symptoms may be worse at night and interfere with sleep.

» Episodes commonly occur in response to specific exposures, such as pollens
or other allergens, acute respiratory infections, dust, exercise, or cold air.

Investigations

* Spirometry demonstrating reversibility is consistent with the diagnosis of
asthma. However, many patients with asthma have normal spirometry when
they are not having an exacerbation. Reversibility of airflow obstruction may
be incomplete in some patients with asthma, especially those with long-
standing asthma.

» Peak flow can also demonstrate airflow reversibility.

Classify asthma severity

A classification of chronic asthma severity and examples of its treatment according
to severity follow.

Table: Classification of severity of asthma

Mild persistent Moderate Severe persistent
Classification Intermittent asthma | asthma persistent asthma asthma
Episodes of <1 per week 1 or more per week, | Daily Continuous daily
breathlessness but <1 per day
Frequency of night | <2 per month >2 per month >1 per week Frequent
symptoms
Peak flow or >80% >80% Between 60-80% <60%
spirometry (FEV1),
% predicted or
personal best

WHO and partners® are working to support the availability of basic asthma
medications at the primary care level. Inhaled salbutamol and beclometasone
are on the WHO essential medicine list and WHO guidelines for management of
asthma at the primary care level are in development .

District clinicians will often see patients with an acute exacerbation of wheezing
(see Section 3.2.3) or with persistent symptoms despite use of these basic asthma
medications. There are several schematic approaches (shown in the table below,
Examples of increasing dosage and choice of medications by asthma severity)
to increasing the intensity of treatments to control asthma. Inhaled salbutamol
by metered-dose inhaler (MDI) as needed is used as a reliever medication in all
categories. Inhaled steroids (for example, beclometasone) are the most important
therapy to control symptoms. All patients should be counselled to stop smoking
and referred for specialist care for severe persistent asthma if available.

3 For example, IUATLD has established an Asthma Drug Facility to support availability of more affordable
salbutamol and beclametasone metered-dose inhalers. Available at http://www.globaladf.org/

Chest symptoms Vol. 2 « 10. Acute and subacute by symptom: July 2011



Refer to national or other local guidelines for specific recommendations. It may be
necessary to advise patients to purchase more effective medications that are not on
the national formulary to control moderate or severe persistent asthma. Although
sustained release (SR) theophylline is not on the WHO essential medicines list, it
is widely available; low dose SR theophylline can be used and stopped if there is
evidence of toxicity.* Theophylline is not as effective or as safe as the other options
listed. Where available, theophylline blood levels should be used to adjust dosing.

Table: Examples of increasing dosage and choice of medications by asthma severity

Asthma severity

Derived from WHO model
formulary 2008°

Derived from IUATLD
guidelines®

Derived from BTS/SIGN
guidelines’

Intermittent

Inhaled salbutamol as
needed (100-200 mcg up to
4 times daily)

Inhaled salbutamol as
needed

Inhaled salbutamol as
needed

Mild persistent

Inhaled salbutamol as
needed

Beclometasone 100-250
mcg twice daily OR

SR theophylline OR a
leukotriene antagonist

Inhaled salbutamol as
needed

Beclometasone 200 mcg
daily

Inhaled salbutamol as
needed

Beclometasone 200 mcg
twice daily

Moderate persistent

Inhaled salbutamol as
needed

Beclometasone

100-500 mcg twice daily
PLUS if needed EITHER
Long-acting beta-agonist
or SR theophylline or
leukotriene antagonist OR
Beclometasone high dose
>1 mg/day (divided doses)

Inhaled salbutamol as
needed

Beclometasone 200 mcg
twice daily

Inhaled salbutamol as
needed

Beclometasone 200

mcg twice daily and a
long-acting beta-agonist
(must always be used
with beclometasone) OR
Beclometasone up to 400
mcg twice daily

Severe persistent

Inhaled salbutamol as
needed

Beclometasone >1 mg/day
(divided doses) PLUS Long-
acting beta-agonist

PLUS if needed SR
theophylline or leukotriene
antagonist or long-acting
beta-agonist or oral
prednisolone in lowest
dose possible, given once
daily in the morning

Inhaled salbutamol as
needed

Beclometasone 400

mcg twice daily and
prednisolone 0.5 mg/kg/day
(reassess weekly; taper
when patient stable for 1
week)

Inhaled salbutamol as
needed

Beclometasone 1000

mcg twice daily OR
Beclometasone 1000 mcg
twice daily AND 6 week
trial of SR theaphylline.
OR Beclometasone 1000
mcg twice daily and daily
prednisolone at lowest
dose needed for adequate
control

4 If theophylline blood levels are available, they should be used to adjust dosing. See Adaptation Guide.
5 WHO model formulary. WHO, 2008. Available at http://www.who.int/selection_medicines/list/WMF2008.pdf
6 IUATLD asthma guidelines available at http://www.theunion.org/index.php/en/resources/scientificpublications/

lung-health

7 BTS/SIGN guidelines. Available at http://www.sign.ac.uk/guidelines/fulltext/101/index.html
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10.6.5 Chronic obstructive pulmonary disease (COPD)

Chronic obstructive pulmonary disease is characterized by airflow limitation that
is not fully reversible. The airflow limitation is usually progressive and associated
with an abnormal inflammatory response to noxious particles or gases in the
lung. The most common inhaled toxin is cigarette smoke, but smoke from indoor
biomass fuel consumption, air pollution, and pulmonary infections also play a role.

Key clinical features

* Symptoms of chronic cough and progressive shortness of breath, with or
without sputum production, in a person with an exposure history such as
cigarette smoking.

« On examination, patients commonly have a fast respiratory rate, and breath
sounds are usually reduced throughout all lung fields on chest auscultation.

» At advanced stages, patients may use accessory muscles to breathe, have
clinical signs of heart failure (e.g. elevated JVP, liver enlargement and bilateral
leg oedema).

Investigations
» Spirometry demonstrating fixed airflow obstruction with an FEV1/FVC <70%
after inhalation of short-acting bronchodilator is suggestive of COPD.

» Severity of airflow obstruction is based on FEV1 (% predicted).

Classify COPD severity

Severity can be based on subjective criteria (symptoms) or physiological criteria
(spirometry); there is often not a good correlation between the two classification
schemes.

Table: Classification of severity of COPD?®

COPD severity FEV1 Symptoms

Mild more than 80% Short of breath when hurrying on level ground or walking up slight hill

Moderate between 50-79% | Walks slower than people of same age on the level because of
breathlessness, or stops for breath when walking on level ground at
own pace.

Severe between 30-49% | Stops for breath after 100 metres or a few minutes on level

Very severe less than 30% Too breathless to leave house or when dressing or undressing

Treatment

See table below on management of COPD.
For treatment of an acute episode of severe wheezing, see Section 3.2.3.

Moderate exacerbations of COPD present with increased shortness of breath and
possibly more purulent sputum (increase in the volume and change in colour).

8 Questions are from MRC questionnaire, cited in NICE COPD guideline at http:/guidance.nice.org.uk/CG101. The
relationship of symptoms to COPD severity (defined by FEV1) is approximate.
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Management consists of the following:
e Give higher dose salbutamol and ipratropium.
e Give prednisolone 30 mg/day for 7-14 days.
* Do chest X-ray to rule out pneumonia, pneumothorax, or pleural effusion.
 If sputum more purulent compared to baseline, and:
° if evidence of pneumonia, treat as per above guidance.

° if no evidence of pneumonia, give amoxicillin, erythromycin,® or
doxycycline.

Chronic COPD management is determined by the following factors:
* symptoms of breathlessness or exercise limitation

» frequency of exacerbations

» severity of airflow obstruction

» presence of complications.

In the management of COPD, inhaled salbutamol or ipratropium as needed are
used as reliever medications in all categories. All patients should be counselled
to stop smoking and avoid indoor air pollution. Give pneumococcal and annual
influenza vaccinations. Refer for specialist care for severe or very severe COPD
(for example, to consider long-term home oxygen therapy and treatment of right
heart failure in very severe disease).

Commonly used inhaled medications include:

» Short-acting bronchodilators, such as salbutamol metered-dose inhaler or
ipratropium MDI.

e Long-acting bronchodilators, include long-acting beta-agonists (LABA, e.g.
formoterol or salmeterol) or long-acting muscarinic antagonist (LAMA,
e.g. tiotropium). Regular dose ipratropium (2 puffs 4 times daily) could be
substituted for LAMA.

The table that follows provides an example of an approach to the management of
chronic COPD. Refer to national or local guidelines. It may be necessary to advise
patients to purchase more effective medications that are not on the national
formulary to control COPD. WHO guidelines for management of COPD at the
primary care level are in development.

9 Follow national guidelines. Clarithromycin or azithromycin are alternatives.
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Table: Example of approach to management of stable COPD

Severity Derived from NICE®
Mild Short-acting bronchodilator (salbutamol 100-200 mcg up to 4 times daily or ipratropium 20-40
mcg up to 4 times daily) as needed
Moderate Short-acting bronchodilator (salbutamol or ipratropium) as needed
LABA (salmeterol or formoterol) or LAMA (tiotropium)
Severe Short-acting bronchodilator (salbutamol or ipratropium) as needed
LABA (salmeterol or formoterol) and beclometasone (400 mcg twice daily) OR LAMA
(tiotropium) or ipratropium 4 times daily OR LABA and LAMA or ipratropium 4 times daily
Very severe Short-acting bronchodilator (salbutamol or ipratropium) as needed

LABA and beclometasone OR LAMA or ipratropium 4 times daily AND LABA OR
LABA AND (LAMA or ipratropium 4 times daily) and beclometasone

Maintenance prednisolone is not normally recommended. Some patients may require
maintenance prednisolone when it cannot be stopped after an exacerbation. The dose should
be kept as low as possible.

SR theophylline should only be used after a trial of short-acting bronchodilators and LABA/
LAMA, or in patients who are unable to use inhaled therapy.

10 Management of chronic obstructive pulmonary disease in adults in primary and secondary care. NICE, 2010.
Available at http://guidance.nice.org.uk/CG101
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Fig 1a Right middle lobe
infiltrate pneumonia (PA view)

Fig 2 Diffuse infiltrates or Fig 3 Multiple small nodules
opacities

Fig 5 Cavity
Fig 4 Masses and nodules



Fig 6a Pleural effusion Fig 6b Pleural effusion

Fig 7a Hilar or mediastinal Fig 7b Hilar or mediastinal
lymphadenopathy lymphadenopathy

Fig 9 Normal
Fig 8 Pneumothorax



10.7 Abdominal complaints

Each symptom is dealt with in its own subsection. Patients may present with
several combinations of the symptoms discussed below, e.g. abdominal pain
plus diarrhoea. Therefore, it is important to determine each major symptom,
work through the differential diagnosis tables for each, and develop a coherent
treatment plan.

Section 10.7 includes:

* 10.7a Abdominal pain

e 10.7b Painful or difficult swallowing
e 10.7c Nausea and vomiting

» 10.7d Diarrhoea (and constipation)

10.7a Abdominal pain

In this section:

10.7a.1 Clinical approach to abdominal pain

10.7a.2 Differential diagnosis of abdominal pain and management of specific conditions
DDx: Generalized abdominal pain

» DDx: Upper abdominal or epigastric pain

Management of specific conditions causing abdominal pain
Dyspepsia, gastritis, peptic ulcer disease

Pancreatitis

Cholecystitis and cholangitis

Peritonitis

* Ascariasis

10.7a.3 Approach to abdominal pain in PLHIV

This Section provides an approach to the diagnosis and management of a
patient with abdominal pain, either upper or epigastric, or generalized pain.
Lower abdominal pain is also addressed in Section 10.15.2 Female genitourinary
problems.

10.7a.1 Clinical approach to abdominal pain

Step 1:  Use Quick Check.
Ensure that there are no serious or life-threatening conditions. Be aware that a patient with abdominal
pain could have a surgical abdomen (see below) or a gynaecological emergency that requires surgery.
The patient should not eat until this diagnosis has been ruled out.

Step 2: Take a history and examine the patient.

Step 3. Assess HIV status. g

Step4: Classify the abdominal pain and use the DDx tables to work through a differential diagnosis.
« DDx: Generalized abdominal pain
« DDx: Upper abdominal or epigastric pain

Step 5:  Perform investigations.

Step 6: Initiate treatment and monitor the patient’s response.
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Emergency treatments

Always consider the possibility of an acute surgical abdomen or gynaecological
emergency, e.g. an ectopic pregnancy. Patients should not eat or drink before this
is ruled out.

A “surgical abdomen” is any abdominal condition which would result in a rapidly
worsening prognosis in the absence of surgical intervention. A high level of
suspicion should be maintained in immunocompromised patients when typical
signs of peritoneal inflammation may be reduced or absent.

* General signs and symptoms of a surgical abdomen:

° avery ill patient with or without fever and shock

° little pain relief from analgesics

° localized, generalized, or rebound tenderness on palpation

distended abdomen

diminished or absent bowel sounds

no flatus or bowel movements.

» X-ray findings suggestive of a surgical abdomen include:

° hollow organ perforation: free intra-peritoneal air, or air under the
diaphragm on upright chest or abdominal X-ray (note that this finding,
although uncommon, is specific for a surgical abdomen and should prompt
immediate surgical consultation);

° hyper-inflated bowel- consider peritonitis.

» Use ultrasound to exclude other causes of an acute surgical abdomen.

o
o
o

If a surgical abdomen is strongly suspected, refer to the Quick Check for urgent
interventions and the WHO manual Surgical care at the district hospital* for
definitive care.

History

The history of the presenting complaint should include:
» nature of the pain — onset, duration, location, quality, and radiation;
» exacerbating or relieving factors (e.g. food, antacids, exertion, defecation);

* associated symptoms (e.g. fevers, chills, weight loss or gain, nausea,
vomiting, diarrhoea, constipation, blood in the stool, change in the colour of
urine or stool, yellow discoloration of the eyes).

¢ Medical history
° previous history of similar abdominal pain
° history of peptic ulcer
° symptoms suggestive of systemic disease (e.g. cough, fever, night sweats)
° substance use including alcohol
° immune status.

* Medication history
° ART (duration of therapy is important)

° over-the-counter medications (e.g. paracetamol, aspirin, NSAIDs)
° traditional remedies
° antibiotic therapy.

1 Surgical care at the district hospital., WHO, 2003. Available at www.who.int/surgery/publications/scdh_manual/
en/index.html
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Menstrual and pregnancy history
Geographic location for diseases specific to certain regions (notably,
prevalence of schistosomiasis and soil-transmitted helminths)

° If the patient is from a schistosomiasis endemic area, treat empirically with
praziquantel (see Section 11.34).

Examination

Targeted general examination

° vital signs

° jaundice, pallor, lymphadenopathy

° signs of chronic liver disease (e.g. scratch marks, palmar erythema, ascites,
spider naevi, caput medusa, bruising, oedema)

Abdominal examination

° look for abdominal distension

° palpate for masses, tenderness, peritoneal signs (rebound tenderness and

guarding)

listen for bowel sounds

percuss for ascites - shifting dullness

do rectal examination and also look for blood in stool

examine the groin and the scrota for inguinal masses and hernias.

Pelvic examination

° in women with lower abdominal pain.

Other organs

° look for pneumonia or heart failure — may cause abdominal pain

° shingles can cause localised abdominal pain.

o o o o

Classify abdominal pain and use the differential diagnosis tables

Classify the pain based on the clinical presentation.

Refer to the respective DDx tables below to help work through a differential
diagnosis.
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Generalized abdominal pain (DDx table) See also lower abdominal pain in
10.15.2 Female GU problems.

Upper abdominal or epigastric pain (DDx table).

Perform investigations

Laboratory investigations: The following are recommended investigations for

all patients:

° urine analysis (dipstick and microscopy — for haematuria and S.
haematobium ova)

° pregnancy test

° U&E, FBC, glucose

Investigations based on clinical findings include:

° liver functions

° amylase

° serum lactate if the patient is taking ART.

° Stool for macroscopic and microscopic examination — look for occult blood
and various helminth infections, including Schistosoma ova. This may
require repeated examinations or concentration procedures.
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* Imaging:

° abdominal X-ray

° chest X-ray

° abdominal ultrasound is useful to identify:
¢ abdominal lymph nodes
¢ liver and spleen pathology
¢ appendix mass
¢ gall stones, cholecystitis
¢ renal stones or hydronephrosis
¢ pelvic inflammatory disease with collections or a mass
O ectopic pregnancy.

Initiate treatment and monitor response

For management of specific conditions associated with abdominal pain, see the
text after the DDx tables.

10.7a.2 Differential diagnosis of abdominal pain and management
of specific conditions

The differential diagnosis differs for generalized abdominal pain and for upper
abdominal or epigastric pain. Use the appropriate table below. In women with
lower abdominal pain, see also Section 10.15.2 Female genitourinary problems.

DDx: Generalized abdominal pain

Condition In favour

Surgical abdomen* Rebound tenderness, guarding

Pain not responding to analgesics

Abdominal distension

Vomiting

Decrease in flatus or stool

Abdominal X-ray — dilated loops of bowel, air fluid levels
Chest X-ray — free air under the diaphragm

*Consider bowel obstruction or perforation, appendicitis, peritonitis, mesenteric
infarct, ruptured ectopic pregnancy. Manage according to Quick Check page 8.
See Section 10.15 for female genitourinary problems. See the WHO Manual
Surgical Care at the District Hospital.

Ectopic pregnancy Positive pregnancy test (or may be negative)
see Section 10.15 Pain usually in lower abdomen

Abnormal vaginal bleeding

Back pain

Cervical motion tenderness on pelvic exam
Shock (if ruptured)

History of previous ectopic pregnancy

Appendicitis Low grade fever

Early — peri-umbilical pain

Later — pain localized to right lower quadrant
FBC — high WCC

Bowel obstruction Colicky abdominal pain

Abdominal distension

Vomiting

No stool or flatus

Bowel sounds — none, or if partial obstruction, high-pitched tinkling with rushes
Hernia detected
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Abdominal TB
see Section 15

Pain usually non-specific and chronic

Constitutional symptoms — fever, weight loss, night sweats
Abdominal swelling, mass, or ascites

Chest X-ray — evidence of pulmonary TB

Ultrasound — para-aortic lymph nodes or ascites
Biochemistry — low SAAG ascites (see Section 10.9)

Typhoid
see Section 11.43

Seriously ill without other apparent cause
Prolonged high fever

Abdominal tenderness

Relative bradycardia compared with fever
Geographic area

FBC — decreased WCC

Lactic acidosis
see Section 13

Patient taking ARVs for >6 months

Patient taking an NRTI, e.g. d4T, ddI, or AZT
Female, overweight

Loss of weight, fatigue, malaise

Nausea or vomiting

Serum lactate >5 mmol/|

Arterial pH <7.3, widened anion gap >13
Elevated ALT/AST, LDH, and amylase

Viral gastroenteritis

Most common cause of severe gastroenteritis in the young, the elderly, and people
who have suppressed immune systems

Abdominal pain, diarrhoea, nausea, vomiting

Chills, clammy skin, excessive sweating, fever, joint stiffness

Leakage (incontinence) of stool

Muscle pain

Poor feeding, vomiting blood (very rare), weight loss

Diverticulitis

Abdominal pain in the left lower quadrant
Fever

Nausea

Change in bowel habits

Peritoneal signs — guarding and rebound

Helminthic infections —
ascaris

High worm burdens may cause abdominal pain and intestinal obstruction
Eggs on stool exam by direct wet mount or after concentration

Protozoan infections

Chronic watery diarrhoea
Wasting and malnutrition
Geographic area

Other symptoms of advanced HIV

Strongyloidiasis
see Section 11.36

Diarrhoea — may have blood

Cough

Serpiginous (snake-like) skin lesions

Visible parasites on stool or sputum examination

Irritable bowel syndrome
(1BS)

Abdominal cramping, bloating, and a change in bowel habits between constipation
and diarrhoea

More often in women than men

No known cause of IBS
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Condition

In favour

Inflammatory bowel
disease (ulcerative colitis
and Crohn’s disease)

Peak incidence in young adults (15-25 years old)

Ranges from mild disease (insidious onset, non-bloody diarrhoea, poor weight
gain) to severe (fulminant presentation, severe abdominal pain, bloody diarrhoea,
tenesmus, and fever)

Abdominal tenderness

Perianal involvement (fistulae, anal tag, or fissure)

Extraintestinal manifestation: eye involvement (e.g., uveitis), skin involvement (e.g.,
rash, erythema nodosum, pyoderma gangrenosum), peripheral arthritis (involving
large joints and ankylosing spondylitis), sclerosing cholangitis, thromboembolism,
lung disease, renal stones, anemia, and digital clubbing

Palpable abdominal mass (suggestive of a fistula) and oral ulcerations can occur
in Crohn’s disease

Diagnosis based on characteristic history and endoscopy

Urinary tract infection,
cystitis
see Section 11.44

Offensive smelling urine

Painful urination

Frequency of urination

Urgency of urination

Cloudy urine

Urine dipstick — leucocytes, nitrites, blood
Urine microscopy — leucocytes, RBCs, bacteria

Acute pyelonephritis
see Section 11.44

Fever

Rigors

Flank pain

Painful urination

Cloudy urine

Costovertebral angle tenderness

Urine microscopy- leucocytes, protein, RBCs, WBC, bacteria

Renal stones

Acute attacks of severe colicky back or flank pain, radiating to groin (loin to groin
radiation)

History of previous attacks

Taking indinavir or sulphadiazine

Urine dipstick — blood

Urine microscopy — red cells and crystals

Abdominal X-ray — stones may be visible in renal tract

Ultrasound — urethral dilatation, hydronephrosis, stones

Mycobacterium avium
complex (MAC)
see Section 11.27

Persistent fever

Diarrhoea

Hepatomegaly

Wasting

FBC — severe anaemia and neutropaenia
Elevated ALP and GGT

CD4 <50

Drug induced

History of medications known to cause abdominal side-effects

Dissecting abdominal
aortic aneurysm

Sudden onset severe pain

Shock

Abdominal pain radiating to the back

Pulsatile abdominal mass with peritonism
Ultrasound — aortic dilatation, intimal flap dissection
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DDx: Upper abdominal or epigastric pain

Condition

In favour

Gastritis, peptic ulcer
disease

Burning epigastric pain and tenderness

Relieved by food and antacids (more likely gastric ulcer)
History of alcohol or NSAID use

Complications — signs of upper Gl bleed or perforation

Oesophagitis
CMV see 11.8
Herpes see Section 11.15
Candida see Section 11.4

Upper epigastric and retrosternal pain
Worse on eating and swallowing
See Section 10.7.b

Gastroparesis

Delayed gastric emptying, commonly occurring in diabetes

Heartburn or pain in the upper abdomen with spasms in the stomach area
Nausea or vomiting of undigested food — sometimes several hours after a meal
Early feeling of fullness after only a small amount of food

Weight loss due to poor absorption of nutrients or low calorie intake
Abdominal bloating

Fluctuating blood glucose levels — high and low

Lack of appetite

Gastro-oesophageal reflux

Viral hepatitis

see Section 11.14

Jaundice

Malaise

Loss of appetite

Exposure to hepatotoxic drugs — TB medications, NVP, EFV
History of heavy alcohol intake

Right upper quadrant pain

High ALT, AST, bilirubin

Cholecystitis
(inflammation of the gall
bladder)

Nausea, vomiting, loss of appetite

Pain is steady and severe — patient is often reluctant to move

Pain worse after eating

Right upper quadrant pain radiating to right shoulder or back

Guarding

Jaundice if duct obstruction

Tender hepatomegaly or tenderness over site of gallbladder

Low grade fever or chills

High WBC, ALP, AST/ALT, amylase, bilirubin

Ultrasound —gall stones or sludge, thickened gall bladder wall, dilated common
bile duct if obstruction, pericholecystic fluid, sonographic Murphy’s sign (pain
when gallbladder is pushed by transducer)

Abdominal X-rays usually normal

HIV patients — acalculous cholecystitis (no stones seen)

Cholangitis
(inflammation of the bile
ducts)

Similar to above, but with:
* high grade fever

* jaundice

* rigors

+ shock

Choledocholithiasis

Abdominal pain, fever, loss of appetite, nausea, vomiting, jaundice
Risk factors — previous history of gallstones (can occur if gall bladder has been
removed)
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Condition

In favour

Pancreatitis

Pain radiating to the back

Pain is exacerbated by eating and when lying down and relieved by sitting up or
leaning forward

Nausea, vomiting

Fever, tachycardia

Dehydration

May be severely ill with shock

History of excessive alcohol intake

Exposure to NRTIs — d4T, ddl, 3TC, ritonavir

Purple hue on the skin around the flanks may signify retroperitoneal bleeding from
haemorrhagic pancreatitis

Amylase >3 times normal, increased lipase, increased TG, high AST, high ALT, high
ALP, increased bilirubin

Ultrasound — gallstones, pancreatic oedema, abdominal fluid

Lactic acidosis
see Section 13

Patient taking ARVs for >6 months

Patient taking an NRTI, e.g. d4T, ddI, or AZT
Female, overweight

Loss of weight, fatigue, malaise

Nausea or vomiting

Serum lactate >5 mmol/l

Arterial pH <7.3, widened anion gap >13
Elevated ALT/AST, LDH, and amylase

Splenic abscess
see Section 10.20

Left upper quadrant pain

Fever

Pain referred to left shoulder
Splenomegaly

Ultrasound — splenic abscesses
Associated signs of TB

Pneumonia
see Section 10.6

May present as right or left upper quadrant pain
Chest examination reveals consolidation of the lung adjacent to site of abdominal
pain

Management of specific conditions causing abdominal pain

Dyspepsia, gastritis, and peptic ulcer disease

Treatment
« Empirical therapy before investigations is acceptable (gastroscopic or barium

studies).

» Advise the patient to discontinue NSAIDS, alcohol, caffeine, cigarettes.

Treat with proton pump inhibitors:

° omeprazole 20 mg once daily for 4-8 weeks

In refractory cases: consider diagnosis of Helicobacter pylori. It is better to
confirm the diagnosis of H. pylori before treating. Test according to national
guidelines with available tests. These may include rapid tests on blood,
breath, or stool, or may require endoscopy to obtain a biopsy sample. Have a
high index of suspicion for malignancy, which will require a gastroscopy and

biopsy to exclude.

Painful or difficult swallowing
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If test is positive, give triple therapy?:
amoxicillin 1 g twice daily:
+

clarithromycin 500 mg twice daily for 7 days
+

omeprazole 20 mg twice daily
then
omeprazole 20 mg once daily for 4-6 weeks

° For patients with allergy to amoxicillin, use metronidazole 400 mg twice
daily.

° If clarithromycin is unavailable, use amoxicillin 1 g twice daily and
metronidazole 400 mg twice daily.

° For second-line therapy, replace clarithromycin with doxycycline 100 mg
twice daily.

Patients who do not respond should be referred for further investigations, e.g.

endoscopy.

Pancreatitis

Common causes

alcohol
gall stones
high triglyceride levels (more than 1000 mg/dl) — protease inhibitors may
cause elevated lipid levels
toxins, such as scorpion bite or organophosphate insecticides
in patients with HIV infection: g
° medications
& ART - ddl or d4T, especially if used in combination
¢ for Ols - cotrimoxazole, pentamidine, sulfonamides
° patients with CMV or MAC infection
other medications - valproic acid, furosemide, tetracycline, ACE inhibitors,
sulfur drugs.

Pancreatitis usually presents as an acute process, but can lead to chronic
pancreatitis if the insult recurs.

2
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Calculate the severity of acute pancreatitis using Ranson’s criteria.
At admission:

If the Ranson score is =3, severe pancreatitis is indicated, and rapid intervention is necessary. It indicates poor
prognosis.

If the score is <3, the pancreatitis is less severe and could resolve with symptomatic management.
Re-evaluate after 48 hours.

age in years >55 years

white blood cell count >16 000 cells/mm?

blood glucose >10 mmol/l (more than 200 mg/dl)
serum AST >250 IU/I

serum LDH >350 U/I

Treatment

Mild acute pancreatitis

Nothing by mouth.

Aggressive IV hydration, especially in the first 24-48 hours, to replace the
large amount of fluid lost to the third space.

Analgesia — an opioid such as morphine is usually required.

Stop toxic medications (see Section 13.8 toxicity and drug substitutions).
Re-assess regularly and re-evaluate Ranson’s criteria after 48 hours.
Close clinical monitoring to recognize complications early:

° monitor intake and output (urine output of 0.5 mi/kg/hour is desirable)

° monitor pain control

° monitor for signs of septic shock (low BP, tachycardia, poor perfusion)

° monitor for early signs of respiratory failure (tachypnoea, acidotic
breathing).

Severe acute pancreatitis

Supportive treatment as above and referral to a higher level for surgical
consultation and nutritional support.

Complications of pancreatitis

Prolonged pancreatitis with haemodynamic instability, fever, and poor
response to medical therapy should be referred for surgical opinion and
management at an intensive care unit.
A deterioration in clinical condition may indicate complications.
° Early complications (within days of onset)
¢ pancreatic necrosis
¢ acute lung injury or acute respiratory distress syndrome with hypoxaemia
(see Section 3.2.3)
¢ septic shock — hypotension, tachycardia, low urine sodium concentration
(see Section 3.1.5)
¢ haemorrhage
° Late complications (within 4 weeks, seen on a contrast-enhanced CT scan)
¢ pancreatic pseudocyst
¢ abscess.

Cholecystitis and cholangitis

Treatment

132

Check for danger signs using Quick Check.
Administer IV fluids.
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* Insert a nasogastric tube for drainage, or suction if vomiting.
* No oral intake (except for medication).

« Treat with antibiotics and expectant (conservative) management and then,
once stabilized, arrange and refer for surgical assessment.

* Empirical antibiotic therapy according to local patterns of resistance,
avallablllty, and severity of illness. For cholangitis, for 10-14 days:

° ampicillin 2 g IV every 4 hours PLUS gentamicin IV 1.5 mg/kg every 8 hours
PLUS metronidazole 500 mg IV or orally 3 times daily; OR
ceftriaxone 1 g IV once daily PLUS metronidazole (1 g rectally or 500 mg
orally 3-4 times daily or 500 mg IV 3 times daily); OR
ciprofloxacin 400 mg IV (or 500 mg orally) twice daily plus metronidazole as
above.
» For cholecystitis- no jaundice or rigors and able to take oral medication:
¢ amoxicillin-clavulanic acid 1 g orally 3 times daily (1 g orally 4 times daily if
more severe); OR
° ciprofloxacin 500 mg orally twice daily plus metronidazole 500 mg orally
3-4 times daily.

Early surgical assessment or referral should be done for those with complications
or those not responding to treatment.

Complications of cholecystitis and cholangitis
» Gangrene or perforation of the gallbladder requiring surgical intervention to
remove the gall bladder.

Peritonitis®

Peritonitis is an acute, life-threatening condition caused by bacterial contamination
of the peritoneal cavity. The major causes of peritonitis include:

« appendicitis

» perforated peptic ulcer

* anastomotic leak following surgery

e strangulated bowel

* pancreatitis

» cholecystitis

* intra-abdominal abscess

» haematogenous spread of infective agents such as typhoid or TB

* typhoid perforation

« ascending infection, for example, in salpingitis and postpartum infection.

Key clinical features

e sharp pain that is worse on movement or coughing
o fever

» abdominal distension, tenderness, and guarding

» diminished or absent bowel sounds

3 Adapted from Surgical care at the district hospital. WHO, 2003. Available at www.who.int/surgery/publications/
scdh_manual/en/index.html
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» shoulder pain (referred from diaphragm)
» tenderness on rectal or vaginal examination (suggests pelvic peritonitis).

These features may be minimal in elderly patients or those who are
immunosuppressed. Therefore for these patients it is important to maintain a
high index of suspicion for the condition.

Treatment

The treatment of peritonitis is the treatment of the underlying cause.
e Administer IV fluids.

 Insert a nasogastric tube for drainage.

« Give IV antibiotics, providing aerobic, Gram negative and anaerobic coverage,
e.g. ampicillin 2 g IV every 6 hours, PLUS gentamicin 1.5 mg/kg IV every 8
hours, PLUS metronidazole 500 mg IV every 8 hours.

» Record fluid balance and vital signs on the bedside chart every 6 hours.

Assess or refer for surgical intervention as appropriate. The nature of the
intervention will depend on the cause of the peritonitis, e.g. appendectomy for
appendicitis, repair of a perforated viscus, or drainage of an abscess.

Ascariasis

Treatment
» albendazole 400 mg oral once; OR
* mebendazole 500 mg oral once or 100 mg twice daily for 3 days.

Ascariasis can uncommonly cause intestinal and biliary obstruction that may
require surgical intervention.

10.7a.3 Approach to abdominal pain in PLHIV

The approach to patients with abdominal pain is similar in HIV-infected and
uninfected patients (see flow chart below), except that HIV-infected patients may
present atypically due to underlying immune suppression.

The common causes of abdominal pain listed above occur also in PLHIV, and these

should remain high on the differential diagnosis list. However, there are some

additional conditions to consider including:

*« MAC, CMV, fungal and protozoal infections causing diarrhoea and associated
intermittent, dull abdominal pain;

» drug side-effects (e.g. pancreatitis, lactic acidosis) — take a full drug history;

e HIV-related lymphomas, which can cause abdominal pain with intestinal
obstruction.

Painful or difficult swallowing Vol. 2 « 10. Acute and subacute by symptom: July 2011



Figure: Approach to HIV-infected patient with abdominal pain g
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10.7b Painful or difficult swallowing

In this section:

10.7b.1 Clinical approach to painful or difficult swallowing

10.7b.2  Differential diagnosis and treatment of painful or difficult swallowing (with DDx table)
10.7b.3  Approach to oesophagitis in PLHIV

Painful or difficult swallowing may occur with liquids or solids, and patients may
complain of problems at the onset of swallowing or a sensation of food getting
“stuck” in their throats.

10.7b.1 Clinical approach to painful or difficult swallowing

Step 1:  Use Quick Check.
Ensure that there are no serious or life-threatening conditions. Be aware that a patient with difficulty
swallowing may present with dehydration and electrolyte imbalances as a result of poor oral intake.
Refer to Quick Check for management of these patients.

Step 2: Take a history and examine the patient.

Step 3:  Assess the patient’s HIV status.

Step 4: Consider likely differential diagnosis using the DDx table(s).

Step 5:  Perform investigations as required.

Step 6: Initiate treatment and monitor the patient’s response.

History

« Is it painful to swallow, or is there difficulty in swallowing?
* Is it associated with liquids or solids?
* What is the duration of symptoms?

* Are there any associated symptoms — cough, fever, heartburn, weight loss,
nausea, vomiting, vomiting blood, breathing problems, or other?

Examination

* Check the patient’s weight and temperature.
» Check the oral cavity for white plaques or ulcers.
e Assess hydration and nutritional status.

Assess the patient’s HIV status

HIV infection will change the possible differential diagnoses for painful or difficult
swallowing, as a number of opportunistic infections can cause these symptoms,
such as CMV and Candida oesophagitis. An HIV test and CD4 count are helpful in
determining the underlying cause. See Figure below for approach to painful or
difficult swallowing in patients with HIV.
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Investigations

* FBC, urea, and electrolytes.

10.7b.2 Differential diagnosis and treatment of painful or difficult

swallowing

DDx: Painful or difficult swallowing

Condition

In favour

Candida oesophagitis
see Section 11.4

Painful swallowing

Oral thrush (Candida)

Pain in chest behind the sternum
Responds to fluconazole

CMV or HSV oesophagitis
(see Section 11.8 or 11.15)

Fever

Severe pain on swallowing

Pain in chest behind the sternum

Painful oral ulcers

Associated visual loss or CMV retinitis on fundoscopy
CD4 <50

Foreign body in throat

History of object lodging in throat
Vomiting or increased salivation (complete salivation)
Choking (see Quick Check)

Gastric reflux

Pain or burning sensation in chest (heartburn)

Bitter or sour taste in back of mouth

Worse after eating or at night

Chronic reflux can lead to strictures and difficulty in swallowing (initially solids,
then liquids)

Kaposi sarcoma
see Section 11.19

Purple lesions on the palate or gums
Lesions can be painful or ulcerate

Lesions may become infected

Associated painless purple nodules on skin

Mouth or throat infection
see Section 10.17

Pain on swallowing

Ulcer or abscess may be seen
Enlarged or inflamed tonsils
Fever

Enlarged lymph nodes in the neck

Oral cancer

Painful or difficult swallowing
Ulcers or masses that do not heal
Dental changes

Weight loss

Bleeding

Oesophageal cancer

Loss of appetite

Weight loss

Progressive difficulty in swallowing (initially solids, then liquids)
Painful swallowing

Anaemia
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Condition In favour

Oesophageal stricture or Difficulty swallowing

web, or diverticula Discomfort with swallowing

A feeling that food gets stuck in the oesophagus
Regurgitation of food

Weight loss

Risk factors — gastro-oesophageal reflux (GERD)
Prolonged use of a nasogastric tube

Ingestion of corrosive substances

Viral or bacterial infections

Injuries caused by endoscopes

Achalasia Difficulty in swallowing solids and liquids
Weight loss

Chronic cough

Hiccups

Heartburn

Regurgitation

Initiate treatment and monitor the patient’s response

« Initial empirical treatment is recommended for symptoms suggestive
of gastro-oesophageal reflux (give a trial of omeprazole) or of Candida
oesophagitis (give fluconazole - see Section 11.4) until symptoms resolve.

» For treatment of specific conditions, see text and referenced Sections below.

10.7b.3 Approach to oesophagitis in PLHIV

Key clinical features

» Common causes of oesophagitis in patients with HIV include: Candida, CMV,
aphthous ulcers, HSV (see Figure below).

» Oral Candida associated with painful or difficult swallowing is highly
suggestive of Candida oesophagitis. However, its absence does not exclude
the diagnosis — especially in patients who have been using topical antifungals.

» Gastro-oesophageal reflux disease (GERD) may present like oesophagitis, and
should be considered in the differential diagnosis.

Treatment
» Empirical management as above with fluconazole for patients with recent
onset of symptoms.
° If symptoms suggest reflux disease, give trial of antacid therapy.
° If empirical Candida therapy fails, consider treating for CMV, HSV, or reflux
disease.
° If still failing to respond, referral for gastroscopy plus biopsy can be
considered.

Pain management
» Pain medication may be required according to analgesic ladder (see Section 20).

e Crush and disperse aspirin 600 mg in a small amount of water and rinse the
mouth; gargle if throat is painful.

Diet

* Introduce soft diet to decrease discomfort.
« Avoid extremely hot, cold, or spicy foods.

* Increase fluid intake when swallowing pills.
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Figure: Approach to painful or difficult swallowing in PLHIV g
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* At any point, if symptoms are suggestive of gastro-oesophageal reflux disease, consider
treatment with acid blockers.

* Consider CMV disease especially if findings are suggestive of CMV in other sites (i.e. retinitis).
See Section 11.8.

* Kaposi sarcoma, lymphoma, and oesophageal carcinoma can cause painful and difficult
swallowing. Further investigations including barium studies, endoscopy, and biopsy may be
required for a definitive diagnosis.
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10.7c Nausea and vomiting

In this section:

10.7c.1 Clinical approach to nausea and vomiting

10.7c.2 Differential diagnosis and treatment of nausea or vomiting (with DDx table)
10.7c.3  Symptom management for nausea and vomiting

This Section discusses an approach to the diagnosis and management of nausea,
with or without vomiting. There are many causes for nausea and vomiting such as:

» gastric causes (e.g. peptic ulcer, infection, gastro-oesophageal reflux);

« central causes (e.g. headache, motion sickness, inner ear problems, raised
intracranial pressure, offensive smells);

e pregnancy (hormone changes, pressure on stomach by the uterus);
» drugs and toxins;
« other illnesses (e.g. hepatitis, myocardial infarction).

10.7c.1 Clinical approach to nausea and vomiting

Step 1. Use Quick Check.
Ensure that there are no serious or life-threatening conditions.

Step 2: Take a history and examine the patient.

Step 3:  Assess the patient’s HIV status.

Step4: Consider likely differential diagnosis using the DDx table(s).
Step 6: Perform investigations.

Step 6: Initiate treatment and monitor the patient’s response.

History

. Hlstory of presenting complaint:
° number and timing of episodes (after food, in the morning, after certain
medications)
° contents of vomitus (food, blood, bile, or coffee grounds)
association with changes in position or motion
° associated symptoms (abdominal pain diarrhoea, fever, headache, visual
changes, heartburn).
» Exposure to toxins:
° food history (are others sick who ate the same food)
° medications and treatments (such as chemotherapy)
° drug or alcohol use.
* travel history

< menstruation, contraception, pregnancy.
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Examination

» Targeted general exam:
° signs of dehydration (increased thirst, dry lips or mouth, decreased skin
turgor)
° concentrated or reduced urine
° jaundice
° weight loss
° rashes, spider naevi.
e CNS exam:
° level of consciousness
° eyes for pupil size
° neck stiffness.
* Abdominal exam:

° presence of abdominal distension or tenderness
° bowel sounds (present, reduced, or absent, high pitched or normal)
° liver for hepatomegaly.

Assess the patient’s HIV status g
HIV infection changes the possible differential diagnoses for nausea and vomiting,
and should be considered in all patients presenting with these symptoms.

Investigations

* FBC - low Hb or low WBC

 electrolytes (Na, K, CI)

e urea and creatinine

* stool for macro or microscopic examination and occult blood
* pregnancy test in women

e liver profile - AST, ALT, bilirubin

* abdominal X-ray

» ultrasound (for hepatomegaly, gallstones, thickened gallbladder wall, dilated
common bile duct).

10.7c.2 Differential diagnosis and treatment of nausea or vomiting
Use the DDx table below to work through a differential diagnosis based on findings.

Initiate treatment and monitor the patient’s response

Treatment will depend on the differential diagnosis. For symptom management of
nausea and vomiting, see 10.7.c.2 below. For management of specific conditions,
see referenced Sections or other guidelines.
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DDx: Nausea or vomiting

Condition

In favour

Gastrointestinal causes

Gastroenteritis

Associated diarrhoea
Acute onset

Fever

Cramping abdominal pain

Gastritis or peptic ulcer
disease

Blood in vomitus — see Quick Check
Epigastric pain, discomfort, or tenderness
Nausea

Loss of appetite

History of alcohol or NSAID use

Gastroparesis

Delayed gastric emptying, commonly occurring in diabetes

Heartburn or pain in the upper abdomen with spasms in the stomach area
Nausea or vomiting of undigested food — sometimes several hours after a meal
Early feeling of fullness after only a small amount of food

Weight loss due to poor absorption of nutrients or low calorie intake
Abdominal bloating

Fluctuating blood glucose levels — high and low

Lack of appetite

Gastro-oesophageal reflux

Oesophagitis

see Section 10.7a

Painful or difficult swallowing

Pain or burning sensation in the chest (heartburn)

Bitter or sour taste in back of mouth

Worse at night, after eating or when lying down.

Candida in the mouth (may suggest Candida oesophagitis)

Cholecystitis

see Section 10.7a

Associated right upper quadrant abdominal pain with radiation to right shoulder
or back

Pain often severe — patient reluctant to move

Pain worse after eating

Tender hepatomegaly or tenderness over site of gallbladder

Low grade fever or chills

Jaundice

FBC — leukocytosis

Laboratory results — high ALP, high AST/ALT, increased amylase, increased
bilirubin

Ultrasound - hepatomegaly with or without abscesses, gall stones, thickened gall
bladder wall, dilated common bile duct

Abdominal X-rays usually normal

In HIV patients acalculous cholecystitis (without stones) occurs

Pancreatitis

Pain - radiates to the back, worse after eating and when lying down
Fever, tachycardia, dehydration

Vomiting after eating

History of excessive alcohol intake

May be severely ill with shock — see Quick Check

Exposure to NRTIs — d4T, ddI, 3TC, RTV

Purple hue overlying skin

Laboratory results — amylase more than 3 times normal, increased lipase
Ultrasound - gallstones

lleus

Diffuse abdominal discomfort
Constipation

Abdominal distension
Abdominal X-ray: air fluid levels
Diminished bowel sounds
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Acute hepatitis
(viral, alcohol, drugs,
toxins)

see Section 11.14

Mild fever

Jaundice

Malaise, loss of appetite

Exposure to drugs (TB medications, NVP, RTV, EFV, ABC), alcohol, toxins
Right upper quadrant pain

Laboratory results — high ALT, AST, bilirubin

Anthrax
(gastrointestinal)

Gastrointestinal — initially non-specific nausea, vomiting, anorexia, mild diarrhoea,
and abdominal pain. May progress to severe abdominal pain, haematemesis,
bloody diarrhoea, massive ascites, and signs suggestive of acute abdomen
Fainting spells, asthenia

Fever and headache.

Intestinal obstruction or
constipation

Crampy abdominal pain

Abdominal distension

Vomiting

Not able to pass flatus or stool

History of previous abdominal surgery

Bowel sounds - high-pitched, can be decreased

Non-gastrointestinal causes

Association with general

Endemic area

see Section 10.10b

febrile illness (e.g. Fever, chills
malaria) Sweats

Headache

Malaise, myalgia

Splenomegaly, hepatomegaly, jaundice
Meningitis Headache, stiff neck

Fever
Confusion
Petechial rash (if meningococcal)

Migraine
see Section 10.10b
Headache

History of previous episode
Preceding aura
Moderate to severe headache, photophobia, nausea

Raised intracranial
pressure

see Section 10.10b
Headache

Headache and visual disturbances

Hypertension

Unequal pupils

Focal neurologic deficit

Fundoscopic examination — loss of retinal vein pulsation, papilloedema

Inner ear problems
(motion sickness,
labyrinthitis)

History of being in a boat, plane. or car
Associated dizziness, vertigo, nystagmus
Pain, discomfort, or blocked ear

Hypercalcaemia

see Section 5.2

Fatigue, confusion

Loss of appetite, constipation
Muscle weakness

Evidence of associated malignancy
Plasma calcium >2.6 mmol/l

Uraemia
see Section 11.31

Known renal disease

Hiccups, confusion, and loss of appetite
Convulsions

Uraemic frost on skin

Lab high urea and creatinine
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Condition

In favour

Symptomatic
hyperlactataemia or
lactic acidosis

On ART >6 months

On NRTI, e.g. d4T, ddI, or AZT

Female, >40, high BMI

Loss of weight, fatigue, malaise

Abdominal pain

Fast, deep breathing

Serum lactate >5 mmol/I

Low pH (<7.3), low bicarbonate, high anion gap (>13)
Elevated ALT/AST, LDH, and amylase

Pregnancy-related
vomiting and hyperemesis
gravidarum

see Section 14

First 16-18 weeks pregnancy
Worse in the mornings

Loss of weight

Dehydration, ketoacidosis

Opioids

see Section 20

History of using morphine
Nausea, drowsiness, constipation
Constricted pupils (miosis)

Other drugs

AZT, ABC (hypersensitivity), protease inhibitors ; rifampicin; NSAIDs

Myocardial infarction

Severe, crushing, retrosternal chest pain or discomfort
Radiation of pain to left shoulder, arm, jaw

Associated sweating, anxiety, nausea

History of smoking, hypertension, cholesterol, diabetes
Previous episodes of angina

Heat-related
(heat stroke or
exhaustion)

see Section 10.1.4

Exposure to heat and lack of adequate hydration

Hot, flushed, dry skin with reduced sweating, rapid pulse, rapidly rising
temperature over 40.5°C (heat stroke)

Pale, cold, clammy skin, weak pulse, low BP, high temperature (heat exhaustion)
Confusion, convulsions

Psychogenic
see Section 10.11

Related to specific sights, smells or sounds
Related to emotional states — anxiety, fear

Nausea and vomiting
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10.7¢.3 Symptom management for nausea or vomiting
¢ Home care

For vomiting of less than 24 hours with no associated danger signs (e.g. blood
in vomit, dehydration, headache or stiff neck, severe abdominal pain):
° drink plenty of fluids
° eat favourite, available foods that cause less nausea
° eat frequent, small portions of food
° use effective and safe local remedies, e.g. licking ash from wood.
Advise the patient to seek help at a health facility if:
° they have been vomiting for more than 24 hours; OR
° if they have a dry tongue; OR
° are passing little urine; OR
° have abdominal pain.
* Medications
° Antiemetics:
¢ metoclopramide 10 mg IV/orally 3 times daily; OR
¢ chlorpromazine 25-50 mg IM/orally four times daily; OR
¢ ondansetron 4-8 mg IV twice daily or orally (for 24-48 hours) for
moderate or severe vomiting, vomiting related to chemotherapy, or in
hyperemesis gravidarum (see Section 14.1.6).

Metoclopramide should not be used in bowel obstruction or severe constipation.

Haloperidol 1.5 mg at bedtime is also an effective antiemetic if other agents are
not available.
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10.7d Diarrhoea* (and constipation)

In this section:

10.7d.1  Clinical approach to abdominal pain

10.7d.2  Classify and manage diarrhoea (with DDx tables)
» Acute diarrhoea (<14 days), with no blood
 Cholera
* Drug-induced diarrhoea
* Clostridium difficile colitis
« Diarrhoea with blood

10.7d.3  Approach to persistent or chronic diarrhoea in PLHIV (with DDx table)
* Protozoan infections
 HIV enteropathy

10.7d.4 Constipation

This Section discusses an approach to managing patients with:
e acute diarrhoea (<14 days) including cholera
« diarrhoea with blood

» chronic or persistent diarrhoea (14-30 days) in an immunocompromised
patient.

10.7d.1 Clinical approach to diarrhoea

Step 1:  Use Quick Check.
Use Quick Check to ensure that there are no serious or life-threatening conditions.

Step 2: Take a history and examine the patient.

Step 3:  Assess the patient’s HIV status.

Step 4: Classify dehydration and diarrhoea to work through differential diagnosis.
« Acute diarrhoea, no blood
* Acute diarrhoea with blood
« Persistent diarrhoea in immune compromised patients

Step 6:  Perform investigations.

Step 6: Initiate treatment and monitor the patient’s response.

History
Ask about:

e diarrhoea

° frequency of stools
° duration of diarrhoea
° blood or mucous in stool

* nausea, vomiting

e abdominal pain

o fever

* recent antibiotic or other drug treatment

» other co-morbid conditions, especially HIV status and CD4 count

4 The treatment of diarrhoea: A manual for physicians and other senior health workers. WHO, 2005. Available at
www.who.int/child_adolescent_health/documents/9241593180/en/
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travel history or local outbreaks of disease
food history.

Examination

Assess the severity of the dehydration.

Targeted general exam:

° What is severity of dehydration?

° Is the patient lethargic?

Does the patient have sunken eyes?

Do the eyes appear unusually sunken in their sockets?

Ask the family if the patient’s eyes are more sunken than usual.

Does a skin pinch go back very slowly (more than 2 seconds)?

Pinch the inner skin of the forearm for 1 second, then release and observe.
Does it go back very slowly, more than 2 seconds?

Note: The inside of the forearm is suggested because it is still feasible in a
pregnant woman, and because it does not require the adult patient to get
undressed.

Is the patient not drinking, drinking poorly, or drinking eagerly?

Are there signs of severe malnutrition or wasting?

Are there signs of chronic illness or immune compromise?

Abdominal exam.

° Is there tenderness or masses?
° Is there abdominal distension with increased bowel sounds?
° In a rectal examination, note characteristics of the stool, including blood.

o o o o o

o

o

o

HIV infection will change the differential diagnoses for diarrhoea, and should be

Assess the patient’s HIV status x

considered in all patients presenting with diarrhoea. If the patient is HIV-infected,
what is the CD4 count?
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Investigations

FBC - anaemia or leucocytosis

electrolytes

stool for macro and microscopic examination, and occult blood
pregnancy test in women

liver profile — AST, ALT, bilirubin

abdominal X-ray

ultrasound - hepatomegaly, gallstones, thickened gallbladder wall, dilated
common bile duct

urinalysis — dipstick, macroscopic, and microscopic examination
(S. haematobium ova, WBCs, RBCs).
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10.7d.2 Classify and manage diarrhoea

Dehydration should be assessed, classified, and treated in all patients with
diarrhoea. Empirical treatment algorithms are suggested for the management of
acute diarrhoea and diarrhoea with blood. Most patients will respond to empirical
treatment, so diagnostic tests often are not necessary. If the situation is different,
follow national guidelines and use clinical judgement.

Table: Classify and treat dehydration
Signs Classify as Treatments
Two of the following signs: SEVERE DEHYDRATON Rehydration with IV or NG — Plan C
« Lethargic or unconscious Consider causes and treat.
* Sunken eyes If there is cholera in your area, give
* Not able to drink or is drinking appropriate antibiotic for cholera
poorly (according to sensitivity data).
< Skin pinch goes back very slowly Report cases (see Section 21
Recording and reporting disease
outbreaks).
Two of the following signs: SOME DEHYDRATION Give fluid and food — Plan B
* Sunken eyes Immediately advise patient when to
« Drinks eagerly, thirsty return.
« Skin pinch goes back slowly Follow up in 5 days if not improving.
Not enough signs to classify as NO DEHYDRATION Treat diarrhoea at home — Plan A
severe or some dehydration Advise when to return.
Follow up in 5 days if not improving

Acute diarrhoea (<14 days), with no blood

Acute diarrhoea with no blood is most commonly due to viral infections, but may
be due to bacterial infections. In an outbreak, consider cholera. Patients may
present with fever.

Diagnosis
» Diarrhoea generally of limited duration and does not require investigations.

* Cholera should be suspected if there are cases of diarrhoea with severe
dehydration in the community (see management of cholera below).

Treatment
» Usually no antimicrobial therapy is needed.
* Manage dehydration according to severity (see table above):
° Use an appropriate fluid plan (see below) depending on the classification of
dehydration.
° Give adequate oral fluids and oral rehydration salts.
° If severe dehydration, give intravenous therapy.
 In addition to fluids, in all cases of diarrhoea it is important to continue eating.
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Cholera®

Key clinical features
It is most important to ascertain whether all patients thought to have cholera do
in fact have the same disease.

» Cholera may occur as an outbreak or be locally endemic.

* Signs and symptoms include:
° profuse watery stools (rice-water stools)
° large volumes of fluid are vomited
° severe dehydration
° abdominal pain not marked.
» According to the WHO case definition, a case of cholera should be suspected
if:
° in an area where the disease is not known to be present, a patient aged
5 years or more develops severe dehydration or dies from acute watery
diarrhoea; OR
° in an area where there is a cholera epidemic, a patient aged 5 years or more
develops acute watery diarrhoea, with or without vomiting.
» Cholera is confirmed if Vibrio cholerae O1 or 0139 is isolated from a patient
with diarrhoea.
° Stool samples should be sent for culture or a rapid dipstick test should be
performed.
° Laboratory confirmation of the first 10-20 cases is essential to determine an
outbreak of cholera.
It is not necessary to take a sample from every patient with acute diarrhoea,
once the cholera outbreak is confirmed.
« If tests to confirm a diagnosis are not available, empirical treatment can be
started. The clinical case definition allows detection and treatment of cholera.

» Stool samples should be taken before giving antibiotics to the patient. See
Section 7.2.17 on taking stool samples in Cary-Blair medium for cholera.

Treatment
* Rehydration is the mainstay of treatment.
° Classify dehydration and follow fluid plans above.
° 80% of cases can be treated with ORS.
* Provide antibiotics for patients with severe disease (according to local
guidelines and sensitivities).
° doxycycline 300 mg in a single dose; OR
° tetracycline 500 mg (or 25 mg per kg) 4 times daily for 3 days; OR
° erythromycin 250 mg 4 times daily for 3 days (for areas with tetracycline-
resistant strains); OR
° ciprofloxacin 1 g in a single dose.

Prevention
e Other important measures include:
° Ensure a safe water supply.
° Supervise careful preparation of food and drinks.
° Isolate patients in a separate ward from other patients.
° Wash hands with soap before and after taking care of the patient (see
Section 6).

5 Cholera, WHO, 2011. Available at http://www.who.int/topics/cholera/en/

Vol. 2 « 10. Acute and subacute by symptom: July 2011 Diarrhoea and constipation




150

° Cut nails (health worker).

° Note that the stools, vomit, and soiled clothes of patients are highly
contagious.

Wash and disinfect latrines and patients’ buckets with chlorine.
Provide a supply of nutritious food (small frequent meals).

o

o

Home care advice for patients with diarrhoea

* Increase fluid intake.
° Encourage the patient to drink plenty of fluids to replace lost water.

Ensure safe water for the patient — boiled or disinfected.
°  Give the patient frequent drinks in small amounts, such as rice soup, porridge, water (with food), other

soups or oral rehydration solution (ORS), but avoid sweet drinks.

« The patient should continue eating.

« Advise the patient when to return to the clinic, and to seek help from a health worker if:
° The patient is vomiting and has fever.

There is blood in the stool.

The diarrhoea continues more than 5 days.

The patient becomes even weaker.

There is broken skin around the rectal area.

o

o o o o

To prevent dehydration

* The patient should drink extra fluids frequently — see Fluid Plan A for adults.

« The patient should use ORS if there is a large volume of diarrhoea or there is persistent diarrhoea.
« Advise the patient to continue eating.

Fluid plans A, B and C (fluid and food)

Plan A: Treatment of diarrhoea at home

Counsel the patient on the 3 rules of home treatment.

1. Drink extra fluid.

2. Continue eating.

3. Advise the patient when to return to the health facility.

1. Drink extra fluid
« Drink extra fluid:
¢ as much as the patient will take
° safe fluid that is clean or has been boiled or disinfected
° ORS or other fluid (except fluids with high sugar or alcohol)
¢ drink at least 200-300 ml after each loose stool
°  continue drinking extra fluid until the diarrhoea stops.
« Itis especially important to provide ORS for use at home if the patient cannot return to the clinic if the
diarrhoea worsens.
« IfORS is provided:
° teach the patient how to mix and drink ORS
° give 2 packets to take home.
If the patient is vomiting, they should continue to take small sips. Anti-emetics are usually not necessary.
. Continue eating
. Return to the health facility when:
diarrhoea becomes worse

e e W e

the patient has persistent diarrhoea or a large volume.
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Plan B: Treatment of patient with some dehydration using ORS

1. Determine amount of ORS to give during first 4 hours.

* The approximate amount of ORS required (in ml) can be calculated by multiplying the patient’s weight (in kg)
times 75.

Use the patient’s age if you do not know the weight.

If the patient wants more ORS than shown, give more.

Give the recommended amount of ORS in the clinic over a 4-hour period.

If the patient is weak or vomits:

° give frequent small sips from a cup.

After a vomit, wait 10 minutes then continue, but more slowly.

Age 5-14 years <15 years
Weight 20to <30 kg 30 kg or more
Inml 1000-2200 2200-4000

. After 4 hours

Reassess the patient and classify for dehydration.
Select the appropriate plan to continue treatment.
Begin feeding the patient in the clinic.

e o o O

. If the patient must leave before completing treatment
Show the patient how to prepare ORS solution at home.
Show the patient how much ORS is needed to finish a 4-hour treatment at home.
Give enough ORS packets to complete rehydration.

Give 2 packets as recommended in Plan A.

e e o w

4. Explain the 3 rules of home treatment
1. Drink extra fluid.
2. Continue eating.
3. Return to the health facility if needed.
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Plan C: Treat severe dehydration quickly

Follow the arrows. If the answer is “yes” go across. If “no”, go down.

START HERE

Can you give
intravenous (IV) fluid
immediately?

Yes

No

Y

Is IV treatment
available nearby
(within 30 minutes)

Yes

Y

No

Y

Are you trained to use
a naso-gastric (NG)
tube for rehydration?

No

Yes

Y

Y

Can the patient drink?

No

Y

Refer URGENTLY to
hospital for IV or NG
treatment.

Diarrhoea and constipation
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« Start IV fluid immediately. If the patient can drink, give ORS by mouth while the drip is set up. Give 100 mi/kg
Ringer’s lactate solution (or, if not available, normal saline), divided as follows:

Age First give 30 ml/kg in: Then give 70 ml/kg
Infants (under 12 months) 1 hour* 5 hours*

Older (12 months or older, 30 minutes™ 2% hours

including adults)

*Repeat once if radial pulse is very weak or not detectable.

* Reassess the patient every 1-2 hours. If hydration status is not improving, give the IV drip more rapidly.
Also give ORS (about 5 ml/kg/hour) as soon as the patient can drink, usually after 3— 4 hours (infant) or 1-2
hours for children, adolescents, and adults.

* Reassess an infant for 6 hours and older patient after 3 hours. Classify dehydration. Then choose the
appropriate plan (A, B, or C) to continue treatment.

« Refer URGENTLY to hospital for IV treatment.
« If the patient can drink, provide a relative or friend with ORS solution and show how to give frequent sips
during the trip.

« Start rehydration by tube (or mouth) with ORS solution. Give 20 ml/kg/hour for 6 hours (total of 120 ml/kg).
* Reassess the patient every 1- 2 hours:
° if there is repeated vomiting or increasing abdominal distension, give the fluid more slowly;
° if hydration status is not improving after 3 hours, send the patient for IV therapy.
« After 6 hours, reassess the patient. Classify dehydration. Then choose the appropriate plan (A, B or C) to
continue treatment.

Drug-induced diarrhoea

Clinical features

Diarrhoea is a common side-effect of many medications, especially antibiotics.
In patients who have a history of antibiotic therapy or hospitalization, consider
Clostridium difficile (see below).

Patients on antiretroviral therapy have an increased likelihood of drug-induced
diarrhoea:
» protease inhibitors (PI) such as LPV/ritonavir;

e AZT and ddl (buffered).

Treatment

Treatment in these patients is symptomatic.

In cases of severe ARV-induced diarrhoea, a switch of treatment regimen should
be considered - see Section 13.8 ARV toxicity and management.

Clostridium difficile colitis

Clostridium difficile may be underestimated as a cause of diarrhoea. It may cause
severe abdominal pain, fever, megacolon, and rupture. C. difficile colitis is also
called pseudomembranous colitis.

Vol. 2 « 10. Acute and subacute by symptom: July 2011 Diarrhoea and constipation

R




154

Key clinical features

Leucocytes and blood in stool supports the diagnosis.

Frequent hospitalization and prior exposure to antibiotics are risk factors for
C. difficile colitis.

Severe cases may present with toxic megacolon.
Toxin assay may be available in a referral laboratory.

Table: Antibiotics associated with C. difficile colitis

Frequently associated Occasionally associated Rarely associated

« Ciprofloxacin, moxifloxacin,  Erythromycin, azithromycin | « Aminoglycosides gentamicin,
levofloxacin » Trimethoprim streptomycin

¢ Clindamycin » Sulfonamides « Tetracycline, doxycycline

« Amoxicillin, ampicillin, amoxicillin- | « Cotrimoxazole « Chloramphenicol
clavulanic acid * Cloxacillin * Metronidazole

 Ceftriaxone, cefixime Vancomycin

Treatment

Stop any other antibiotics if possible.

Metronidazole 500 mg orally 3 times daily for 10 days.

Relapse occurs in 5% to 30% of the patients diarrhoea associated with C.
difficile.

In very severe cases, colonic perforation may require surgical intervention.

Prevention

Take contact isolation precautions if the patient is hospitalized; advise strict
hand hygiene for the patient and caregiver.

Diarrhoea with blood®”

Diarrhoea with blood is most commonly due to an infection. Shigella is the most
common cause. Fever may be present and is more likely associated with shigellosis

t
r

han amoebiasis. The patient’s stool generally contains blood and mucous, is of
elatively low volume, and may be associated with abdominal pain and tenesmus.

Non-infectious inflammatory causes of bloody diarrhoea are significantly less
common.

Acute presentation is more likely in:

Shigella

Other bacteria: Campylobacter, Salmonella, certain strains of E. coli
Entamoeba histolytica (amoebiasis)

Schistosoma

Balantidium coli

Clostridium difficile — post-antibiotic

Guidelines for the control of shigellosis, including epidemics due to Shigella dysenteriae type 1. WHO, 2005.
Available at http://whglibdoc.who.int/publications/2005/9241592330.pdf

Antibiotics in the management of shigellosis. WHO Weekly Epidemiological Record, 2004, 79:355-356. Available
at http://www.who.int/wer/2004/en/wer7939.pdf
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Viral haemorrhagic fevers such as Ebola
other causes.

Persistent diarrhoea is more likely and (except for inflammatory bowel disease)
more common in immunosuppressed patients. This includes:

CMV

mycobacterial infections including TB, MAC
disseminated fungal infections

Kaposi sarcoma

inflammatory bowel disease.

Management of acute presentation of diarrhoea with blood (dysentery)
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Assess and manage fluid status and need for hospitalization (use the
appropriate Fluid Plan A, B, or C above depending on the classification of
dehydration).

The use of an effective antimicrobial against shigellosis alleviates the
dysenteric syndrome, fever, and abdominal cramps, reduces the duration of
pathogen excretion, interrupts disease transmission, and reduces the risk
of potential complications. In ideal situations, a stool or rectal swab sample
should be processed for laboratory confirmation of diagnosis and drug
sensitivity testing before institution of antimicrobial therapy. However, this
is rarely possible, and empirical antimicrobial therapy is instituted based

on the knowledge of the antimicrobial resistance pattern of Shigella strains
circulating locally.

Initiate treatment with an antibiotic with good local activity against Shigella

(adjusting for local sensitivities and national guidelines). Possible antibiotics

include:

° ciprofloxacin 500 mg orally twice daily for 5 days (the oral form can be

used for outpatients and hospitalized patients because of its excellent

bioavailability).

If the patient is unable to take oral medications:

¢ ciprofloxacin 400 mg IV twice daily for 5 days; OR

¢ ceftriaxone 1 g IV daily for 5 days.

Note: Widespread resistance has been reported to cotrimoxazole, ampicillin,

and nalidixic acid.

Reassess the patient 2 days after they start antibiotics, but advise them to

return immediately if the diarrhoea becomes worse.

If there is no improvement:

° consider resistance to first line Shigella treatment and amoebiasis. Give
second antibiotic usually effective against Shigella locally.

If there is no improvement or the diarrhoea becomes worse, consider other

causes. Obtain a stool culture and do stool microscopy for parasites and AFB.

After giving 2 different antibiotics that are usually effective against Shigella

locally, but without clinical improvement, consider treating empirically for

amoebiasis. See Section 11.1. If diarrhoea persists in PLHIV, see management

below.

If the patient is severely ill and no definitive diagnosis is possible, start

treatment for both amoebiasis and Shigella.




10.7d.3 Approach to persistent or chronic diarrhoea in PLHIV
Persistent diarrhoea is defined as having 3 or more loose stools a day, intermittently
or continuously, for 14 days or more. It is a very frequent and frustrating problem
in immunocompromised patients, and has a significant impact on quality of life.
It is considered WHO clinical stage 3.

DDx: Persistent or chronic diarrhoea in HIV

Condition In favour
Protozoan infections » Profuse watery diarrhoea
Isospora belli * Sudden onset of fever, abdominal pain, vomiting
cryptosporidiosis * Weight loss
see sections 11.18; 11.6 * Might present as IRIS
+ Diagnosis by modified AFB of stool specimen
Microsporidiosis « Chronic, watery, non-bloody diarrhoea; sometimes abdominal pain and
see Section 11.26 cramping, nausea, vomiting, and weight loss

» Can be associated with disseminated disease: cholecystitis and biliary tract
infections, hepatitis and peritonitis, kerato-conjunctivitis; infections of the
lungs, muscles, and brain

Strongyloidiasis
see Section 11.36

Diarrhoea associated with epigastric pain aggravated by food
Nausea, vomiting, constipation

Gl bleeding, weight loss

Large worm loads and hyperinfection syndrome can occur in
immunocompromised patients

HIV enteropathy  Only if all investigations are inconclusive

 Diagnosis of exclusion
CMV » Abdominal pain, weight loss, and (bloody or non-bloody) diarrhoea
see Section 11.8 + Can be associated with other system involvement (oesophagitis, pancreatitis,

gastritis, retinitis, CNS)

Mycobacterium » Can be associated with disseminated disease — prolonged fever and night
MTB (see Section 15), sweats, wasting, enlarged liver and spleen, abdominal pain, symptoms of
MAC see Section 11.27 anaemia

» Orwith localized disease generalized lymphadenopathy, papulo-pustular
eruption on trunk and extremities

30 30 30 30 30 30 >
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Key clinical features

Generally watery with no blood or mucus.

Accompanied by nausea, weight loss, abdominal cramps, fever, and
dehydration.

Identified infectious agent in about 50% of patients with HIV-associated
diarrhoea.

Causes in HIV patients include: Cryptosporidia, Isospora, microsporidia, and
Giardia.

In addition, mycobacteria, CMV, and disseminated fungal infections can cause
persistent diarrhoea that may or may not be bloody.

Invasive bacterial pathogens, such as Campylobacter, Shigella,

and Salmonella species can cause severe and prolonged illness in
immunocompromised patients, but are not a frequent cause of persistent
diarrhoea.
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* Intestinal tuberculosis can cause diarrhoea, especially in severely
immunocompromised individuals who may also have constitutional
symptoms such as fever and weight loss.

Investigations

It is difficult to distinguish the different causative agents of persistent diarrhoea
without stool culture. Therefore treat empirically.

e Stool microscopy and culture

 If you suspect tuberculosis infection, obtain a chest X-ray and an abdominal
ultrasound.

Empirical management
If there is persistent diarrhoea in immunocompromised patients, treat empirically
with the 2-step approach below.

Step 1

* Give cotrimoxazole 2 double strength (800/160 mg) or 4 single strength
(400/80 mg) twice daily for 14 days, followed by 1 double strength twice daily
for 3 weeks, then cotrimoxazole prophylaxis with 1 double strength daily;
PLUS

* Give metronidazole 500 mg 3 times daily for 7 days.

Step 2

 If no response, do stool investigations.
° stool microscopy — 3 specimens on separate days

¢ wet mount

¢ ova and parasites stain (Giemsa)

¢ modified AFB smear

O AFB smear

stool culture.

» Give albendazole 400 mg twice daily for 5 days OR mebendazole 500 mg
twice daily for 5 days.

« If appropriate investigations do not lead to the diagnosis of a specific cause in
patients with HIV, start the patient on ART. Most patients will improve.

» Look for evidence of tuberculosis — consider empirical anti-tuberculosis
treatment (see Section 15).

» Provide supportive and symptomatic care:®
° Increase fluid intake to prevent dehydration.
° Advise on special care of the rectal area (see IMAI-IMCI Palliative Care
guideline module®).
° Advise on nutrition.
° Monitor weight.

o

8 If there is still debilitating, chronic, or repeated severe diarrhoea in PLHIV, consider a constipating drug (do
NOT give if there is blood in stool, if the patient has fever, is a child younger than 5, or is elderly). Although
these indications are not included in the WHO EML, and do not have the support of randomized trials, patient
and palliative health workers’ experience support considering codeine 10 mg 3 times daily (up to 60 mg every 4
hours); or even morphine 2.5-5 mg orally every 4 hours in an ill patient, on an individual basis.

9 Palliative care: symptom management and end-of-life care. WHO, 2004. Available at http://www.who.int/hiv/
capacity/modules/en/index.html
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Prevention

» The patient needs to pay attention to personal hygiene (hand washing), drink
boiled water, eat thoroughly cooked meat, and eat cooked or thoroughly
washed fruit and vegetables.

* The patient should take cotrimoxazole prophylaxis.

Protozoan infections

Isospora belli and cryptosporidiosis are the most common protozoal infections
that cause persistent diarrhoea in immunocompromised patients, and are clinically
indistinguishable. However, these infections have a different response to empirical
therapy. Both organisms can be detected in the stool by using a modified acid-
fast stain. See Section 11.18 for the management isosporiasis. ART for immune
reconstitution is recommended for both and is the only effective treatment for
cryptosporidiosis (see Section 11.6).

For Strongyloides stercoralis, see Section 11.37.

HIV enteropathy

Clinical features
Symptoms may be diarrhoea and weight loss. This is a diagnosis of exclusion.

Treatment
AIDS enteropathy responds to ART.

10.7d.4 Constipation

Constipation has been defined as a stool frequency of <3 per week, but is often
difficult to define. Patients may complain of difficulty passing stools or decreased
stool volume.

 Itis important to exclude intestinal obstruction.
» Consider what medicines may be contributing.
» Perform a rectal examination to decide whether impacted.

Treatment

» Stop offending medicine if feasible

* Give laxative, e.g. senna, initially 15 mg at night. Increase if necessary to 30
mg at night.

* Give frequent oral fluids.

» Encourage high fibre foods, such as fruits with the skin, vegetables, nuts, and
grains.

» Encourage ambulation, if possible.

. If impacted (a solid, immobile bulk of stool in the rectum):

° gently apply petroleum jelly or insert soapy solution into the rectum by

enema.

manual disimpaction - start with manual fragmentation if necessary. After

this is accomplished, an enema with mineral oil will help to soften the stool

and provide lubrication.
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10.8 Jaundice

In this section:
10.8.1  Clinical approach to a patient with jaundice
« Table: Laboratory findings used to classify jaundice
» DDx pre-hepatic jaundice
+ DDx hepatic jaundice
+ DDx post-hepatic jaundice

Yellow discoloration of the skin, eyes, and mucous membranes is called jaundice or
icterus. Jaundice occurs when levels of bilirubin in the blood are too high and it is
deposited in the tissue. Bilirubin is a yellow pigment formed from the breakdown
of haemoglobin. Jaundice can be detected clinically once bilirubin levels exceed
3 mg/dl (51.3 umol/l).

This section discusses how to approach a patient presenting with jaundice and how
to establish a differential diagnosis. Jaundice is always the result of an underlying
process, and it is always important to evaluate for the underlying disease.

Bilirubin metabolism occurs in a 3-step process. Problems in any of these steps can

lead to jaundice. The approach to a patient with jaundice requires an understanding

of this process, as the 3 steps are used to categorize jaundice into 3 types, each
with its own differential diagnosis.

* Pre-hepatic — Most bilirubin is produced from the breakdown of red blood
cells. Bilirubin is then transported to the liver for conjugation.

° Problems here include red blood cell haemolysis, resulting in increased
unconjugated (indirect) bilirubin levels.

» Hepatic — Unconjugated (indirect) bilirubin is metabolized to conjugated
(direct) bilirubin in the liver. Conjugation is required for the removal of
bilirubin from the body.

° Problems here include direct liver injury (hepatitis) resulting in a decreased
capacity to metabolize bilirubin.

» Post-hepatic — Once conjugated, bilirubin passes through the biliary ductal
system to the gall bladder or is excreted into the intestine.

° Post-hepatic problems (e.g. gall stones) may obstruct the flow of bile
through the common bile duct causing conjugated hyperbilirubinaemia.
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10.8.1 Clinical approach to a patient with jaundice

Step 1:  Use Quick Check to assess the patient.
Make sure that the patient has no emergency or life-threatening conditions. Check for any signs or
symptoms requiring urgent attention. Exclude shock and the complications of severe anaemia.
If abdominal pain and fever are present, consider cholangitis. Consider referral to or consultation with
a specialist if urgent surgical intervention or further investigation is needed.

Step 2: Take a history and examine the patient
looking for signs and symptoms of underlying or co-morbid disease.

Step 3:  Assess the patient’s HIV status.

Step4: Classify jaundice — pre-hepatic, hepatic, or post-hepatic.
(mixed pictures may occur)

Step5:  Perform investigations.

Step 6: Initiate treatment and monitor the response.

History

e Duration of jaundice

e associated symptoms:
° itching of the skin, fever, pain (dull or colicky)
° dark urine and pale stool — associated with post-hepatic jaundice
° abdominal pain and vomiting.

» Contact with a jaundiced patient:
° viral hepatitis.

» Constitutional symptoms (fever, night sweats, weight loss, and loss of
appetite) are indicative of TB or malignancy.

* Symptoms of underlying infection suggesting sepsis as the cause.
» History indicating cardiac failure or ischaemic hepatitis
» History of travel to malaria endemic area
» Blood transfusions:
° malaria, HBV, and HIV can be transmitted through unsafe blood transfusion.
» Tattoos and body piercing are risk factors for hepatitis C.

* Medications can be a cause, especially TB medications, ART, over-the-counter
(pain) medication, bush tea, traditional remedies.

Note: The time of onset of jaundice in relation to the start of the medication
can be helpful in determining whether a drug can be the cause.

e Alcohol consumption

* Intravenous drug use

» Past surgical or medical interventions
e Sexual activity

» Family history of jaundice

 Current or recent pregnancy.
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Examination

Do a thorough examination of the liver:

° Check for hepatomegaly (liver span of more than 12 cm along right mid-
clavicular line or a palpable left lobe of the liver under the epigastrium).
Feel for tenderness (may indicate the presence of hepatitis or cholangitis or
TB-IRIS of the liver).

Feel the consistency (soft or hard) and the surface of the liver (smooth or
nodular). (Hard consistency is usually consistent with tumours and end
stage cirrhosis.

° Check for palpable gall bladder (suggestive of obstruction).

Signs of chronic liver disease, including:

Note: It is not uncommon to see jaundice in the early stages of chronic liver
disease.

° white nails

clubbing

palmar erythema

large or small liver

spider angiomata

gynaecomastia

pedal oedema, ascites.

igns of hepatic encephalopathy, including:

altered mood and behaviour

sleep disturbance

confusion, slurred speech, restlessness, and coma

hepatic foetor

asterixis (hand flap, flapping tremor).

Generalized lymphadenopathy

Associated splenomegaly

Signs of sepsis

Signs of HIV infection (oral candida, oral hairy leukoplakia, lymphadenopathy) g

Signs of cardiac failure: increased central venous pressure, cardiac rub,
cardiac murmurs, tachycardia (could be a sign of shock), ascites, peripheral
oedema

To establish jaundice, inspect the sclerae under natural light. In dark-skinned
individuals, the mucous membrane below the tongue can show jaundice and
in fair-skinned individuals the skin can be yellow-coloured.

Signs of anaemia — pale conjunctivae

If anaemia or signs of chronic liver disease are present, consider
gastrointestinal blood loss and perform a rectal examination and test stool for
blood (see 7.2.17).

0o o o o o o
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Laboratory investigations

Liver function tests (direct and indirect bilirubin, ALT, AST, ALP, GGT; albumin

and INR to assess synthetic function).

° Marked elevations of transaminases are seen in viral hepatitis and toxic
liver injuries.

° ALP usually increases in obstructive jaundice.
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» Urine dipstick, urinalysis (to check for bilirubin and urobilinogen).
* FBC
° Anaemia can indicate a Gl bleed; also consider stool occult blood if this is a
concern.
° The platelet count can be low in patients with portal hypertension and
splenomegaly, or in patients with severe sepsis and haemolysis.
* A blood smear looking for schistocytes or malaria.

* Rapid test for malaria

» Serologic tests for viral hepatitis (HbsAg, HbclgM, anti-HCV antibody, anti-
HAV IgM). See Section 11.14.

» Check alpha-fetoprotein (AFP) (increases in hepatocellular carcinoma and
cirrhosis).
» An ultrasound, which can detect:

° hepatomegaly, gallstones, dilatation of the bile duct, mass in the liver or
pancreas, ascites, obstructed hepatic or portal circulation, features of
abdominal TB, e.g. lymphadenopathy and splenic lesions.

° look for normal collapsing of the inferior vena cava — absent in heart failure.

Classification

A combination of liver function tests are needed to arrive at a possible diagnosis as
no one of the individual tests can differentiate between the various diseases. The
table below displays the results of liver function tests in jaundice. Nevertheless, it
is important to remember that definitive diagnosis might require some additional
work.

Table: Laboratory findings used to classify jaundice
Obstructive (post

Pre-hepatic jaundice Hepatic jaundice hepatic jaundice)
Total bilirubin normal/increased increased increased
Unconjugated (indirect) increased normal/increased normal
bilirubin
Conjugated (direct) bilirubin | normal normal/decreased increased
ALT and AST levels normal increased normal
ALP level normal normal increased
Serum albumin level normal decreased normal
Urobilinogen increased normal/increased decreased/absent
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DDx: Jaundice

Pre-hepatic

In favour

Severe malaria
see Section 11.25

Fever

Positive rapid test or blood smear

Living in or travelled to an endemic area

Lab —low Hb, low platelet, high bilirubin (mostly unconjugated)

Haemolysis

Evidence of haemolysis on blood smear (schistocytes)

Predisposing conditions such as sickle-cell disease, G6PD, recent blood
transfusion

Urine — blood or urobilinogen

Lab — low Hb, high bilirubin (mostly unconjugated), high LDH, low haptoglobin (Hp)
Inherited: sickle-cell disease (may be mixed direct or indirect), G6PD deficiency,
thalassaemias

Red blood cell destruction: valvular and splenic disorders

Medications causing haemolysis: e.g. AZT dapsone, ribavirin

Inherited disorders:
Gilbert’s syndrome,
Crigler-Najjar syndrome

No other signs
Increased bilirubin only — no other increased liver function tests

Congestive heart failure

History of right-sided heart failure, e.g. cor pulmonale

May have massive hepatomegaly

Lab — mild unconjugated hyperbilirubinaemia (although may be very high if CHF
acute), high ALT and AST, but no more than 2-3 times ULN*

HELLP syndrome
(haemolysis, elevated liver
enzymes, low platelets)

Occurs in pregnancy, mostly in women with pre-eclampsia; usually in third
trimester but may occur before or postpartum

Abdominal pain, nausea, vomiting, malaise; may present with severe disease
(DIC, abruption)

Lab — haemolysis with characteristic helmet cells (schistocytes), platelets
<100 000, LDH >600, AST >70

* ULN = upper limit of normal

Hepatic jaundice

In favour

Viral hepatitis
(Hepatitis A, B,C, E)
see Section 11.14

Epstein-Barr virus

see Sections 11.8 and 11.15 HSV,

Fever
Anorexia preceding jaundice
Tender hepatomegaly

In PLHIV consider HSV and CMV | Lab — high ALT and AST >10 times ULN, predominantly conjugated bilirubin,

positive hepatitis serology

Drug-induced liver injury

Recent initiation of new medication, e.g. NVP, EFV, anti-TB treatment,
fluconazole; paracetamol overdose

Nausea, vomiting, abdominal pain

Lab - high ALT >3 times ULN, conjugated bilirubin

Toxin-induced liver injury
see Section 3.8

Recent consumption of a potentially toxic substance including mushrooms,
herbs, traditional remedies, arsenic

Nausea, vomiting, abdominal pain

Lab — high ALT >10 times ULN

Alcoholic liver disease
see Section 16

History of alcohol use

Stigmata of chronic liver disease

Lab — conjugated bilirubin, AST/ALT ratio >2, elevated MCV and
disproportionately high GGT

Ultrasound may show small cirrhotic liver
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Hepatic jaundice

In favour

Non-alcoholic steatohepatitis
(NASH)

History of obesity, diabetes mellitus, medications including amiodarone,
glucocorticoids, tetracycline, d4T

Frequently asymptomatic

Lab — AST/ALT ratio <1

Bacterial sepsis
see Section 3.1.5

Fever, hypotension, sepsis
Should rule out other causes: viral hepatitis, drug-related
Lab — high ALT and AST >1000 along with very high LDH

Hepatocellular carcinoma

History of HBV, HCV, iron overload, or any other form of cirrhosis
Hepatomegaly

Wasting, cachexia

Chest X-ray — pulmonary metastases

Ultrasound — liver mass

Lab — high AFP

Metastases
in PLHIV consider Kaposi
sarcoma or lymphoma

Hard, irregular enlarged liver

Evidence of primary tumour (breast lump, skin lesions)
Lab — high ALP, mixed hyperbilirubinaemia

Ultrasound — multiple masses

Tuberculosis

In PLHIV also consider atypical
mycobacteria and periportal
TB. Lymphadenopathy may also
cause obstructive jaundice.
see Section 15

Loss of weight, night sweats, malaise

Pallor

Hepatomegaly

Lab — increased bilirubin, high ALP (obstructive or infiltrative lesions)
Positive TB contact

Ultrasound — hepatic abscesses, intra-abdominal lymphadenopathy

Ischaemic hepatitis

Concurrent congestive heart failure, especially right-sided
Symptoms similar to those of acute hepatitis
Lab —increased ALT and AST >1000 along, with very high LDH

Portal vein thrombosis —
decreased blood flow into the
liver

History of cirrhosis, recent abdominal surgery, or hypercoagulable state
Commonly presents with oesophageal or gastric variceal haemorrhage;
massive splenomegaly may also be present

Lab — liver function tests may be normal, low albumin

Acute fatty liver of pregnancy

Usually during second half of pregnancy, third trimester most common;
many women have preeclampsia

Nausea, vomiting, abdominal pain, anorexia

Lab — AST and ALT may be as high as 1000, may have decreased platelets,
distinguishable from HELLP by increased coagulation studies, low glucose,
high ammonia

Intrahepatic cholestasis of
pregnancy

Occurs in the second and third trimesters

Intense pruritis; abdominal pain, and signs of liver failure are uncommon
Lab — high ALP, normal GGT, AST and ALT may be >1000, high serum bile
acids: increased cholic acid and chenodeoxycholic acid, increased cholic
acid or chenodeoxycholic acid ratio

Ultrasound usually normal

Benign hyperbilirubinemia
secondary to sickle-cell
anaemia

see Section 10.18

History of recurrent episodes that resolve spontaneously
Known sickle-cell disease

Very high conjugated hyperbilirubinemia

Lab — mild elevation of ALT

Jaundice
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Post-hepatic (obstructive)

In favour

Cholangitis, cholecystitis, or
pancreatitis
see Section 10.10a

Right upper quadrant abdominal pain that is worse after eating

Fever, chills, rigors

Tender hepatomegaly

Lab — high WBC, increased ALP, high AST and ALT, high amylase, high
conjugated bilirubin

Ultrasound - hepatomegaly, gall stones, thickened gall bladder wall, dilated
common bile duct

Cholestasis —
gallstone, head of pancreas
tumour

Pruritis and dark urine

Epigastric mass or palpable gall bladder

Lab — high conjugated bilirubin, high ALP

Ultrasound — dilated common bile duct, enlarged gall bladder, mass

AIDS cholangiopathy —
cryptosporidium. Also CMV,
microsporidium, and cyclospora.

Right upper quadrant or epigastric abdominal pain, diarrhoea
Lab — CD4 <100, high ALP, high GGT, mildly increased AST and ALT
Ultrasound useful, but cholangiography is diagnostic

Biliary parasitosis

(some may also be intrahepatic):
Ascaris lumbricoides, Clonorchis
sinensis, Fasciola hepatica,
Echinococcus granulosus,
schistosomiasis)

High index of suspicion in all patients in endemic areas presenting with
biliary colic

Lab — eosinophilia

Stool microscopy may detect eggs or parasites

Abdominal X-ray may reveal large collections of worms

Ultrasound can image the biliary tree

Budd-Chiari syndrome (hepatic
vein or inferior vena cava
thrombosis) — decreased blood
flow out of liver

Associated with haematological malignancies
Commonly present with ascites, hepatomegaly
Variable increased AST and ALT, high ALP
Ultrasound with Doppler most useful
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10.9 Ascites

In this section:
10.9.1  Clinical approach to a patient with ascites
10.9.2  Classify ascites and consider the likely differential diagnosis

« Classify the fluid as a transudate or exudate and calculate the SAAG.
+ DDx ascites with SAAG >1.1 (portal hypertension) — transudate
+ DDx ascites with SAAG <1.1 (no portal hypertension)

10.9.3  Manage ascites according to cause

Manage ascites with SAAG > 1.1
» Manage ascites with SAAG < 1.1
Manage cirrhosis

Spontaneous bacterial peritonitis
Schistosomiasis

Ascites is the abnormal accumulation of fluid within the peritoneal cavity,
presenting with:

abdominal discomfort

increase in belt or clothing size

shortness of breath (cardiac failure, pleural effusion)
peripheral oedema.

It may be secondary to:

local causes in the peritoneum or other systemic diseases
increase in the portal venous pressure observed in cirrhosis and heart failure
direct peritoneal involvement by an infectious or neoplastic process

a low serum albumin state with decreased oncotic pressure (nephrotic
syndrome and kwashiorkor);

less frequently, end-stage renal disease or other medical conditions.

10.9.1 Clinical approach to a patient with ascites

Step 1:  Perform Quick Check
Use the Quick Check to assess the patient for serious and life-threatening conditions.
Patients with ascites may present with:
« shortness of breath or respiratory failure from pulmonary oedema secondary to CHF or a huge
abdomen that interferes with normal breathing;
« shock or hypotension caused by circulatory failure; or
« severe subacute bacterial peritonitis leading to sepsis; or
« bleeding disorders in patients with chronic liver disease (cirrhosis).

Step 2: Take a history and perform a physical examination.
Step 3:  Assess HIV status.
Step 4:  Perform investigations.

Step 5: Consider the likely differential diagnosis using the DDx tables.

Step 6: Initiate treatment and monitor the patient’s response.
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History
Specific
Ask about:
* abdominal discomfort and a stretching sensation of the flanks and groin
 increase in belt or clothing size
 early satiety (fullness)
» shortness of breath - in cardiac failure, or pleural effusion
* swelling of the legs
« facial or upper extremity swelling, or generalized swelling - in case of
nephrotic syndrome or end-stage renal disease
* lower back pain

» abdominal pain in hepatosplenic conditions, or irritation of the parietal
peritoneum by infection or cancer.

General

» co-morbid diseases — chronic hypertension with chronic heart failure, chronic
liver disease (cirrhosis, cancer, hepatitis, schistosomiasis, malignancies)

 alcohol use

e TB, HIV

» food security or dietary history

» protein-losing enteropathies — bowel disorders

» chronic renal diseases — proteinuric state.

Examination

General
« Confirm the ascites by the presence of:
° shifting dullness to differentiate ascites from other causes of abdominal
swelling
fluid thrill.
Look for evidence of chronic liver disease or decompensation
signs suggestive of cirrhosis
jaundice;
spider naevi
palmar erythema
overt encephalopathy or flapping tremors.
» The presence of heart failure:
° distended jugular veins
° heart gallop rhythm
° pulmonary crackles (pulmonary oedema).
» Generalized oedema (anasarca):
° involving both upper and lower extremities
° most commonly associated with nephrotic syndrome and end-stage renal
disease
° can be seen in severe heart failure.
» Cachexia (wasting) and diffuse lymphadenopathy (tuberculosis or a neoplastic
disease).

o o o o o o o
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Specific

Inspection:

» distended abdomen;

» stretched skin marks;

* bulging flanks, and occasionally an umbilical hernia;

« visible abdominal venous pattern (caput medusa) with the direction of flow
away from the umbilicus (portal hypertension).

Palpation:
* splenomegaly (in marked portal hypertension, tuberculosis, lymphoma);
« liver — small and firm or non-palpable in cirrhosis;

« enlarged in schistosomiasis (pre-sinusoidal portal hypertension) and Budd-
Chiari syndrome (post-hepatic portal hypertension);

« hard nodular in primary liver cancer or metastatic disease — suggesting that
direct peritoneal seeding is the cause of ascites;

» pelvic and rectal examination to look for genitourinary and gastrointestinal
malignancies.

Perform investigations

» See Section 7.4.3 for instructions on diagnostic paracentesis (abdominal tap).
° Observe gross appearance.

¢ Send ascitic fluid for:

¢ protein (albumin level)

¢ cell count (WBC, RBC)

¢ Gram stain, AFB, and culture

O cytology (if malignancy suspected).
e LFTs — AST, ALP; bilirubin; albumin
e FBC
e INR (PT) and PTT or crude clotting time (Section 7.2.18) if not available
» stool microscopy

* urine dipstick or 24-hour urine albumin (an aloumin level <2.5 g/dl and 24-
hour proteinuria >3 g are diagnostic of nephrotic syndrome)

* ESR

* abdominal ultrasound (detects small amounts of ascites and defines
abnormalities present in the liver parenchyma and portal circulation)

 doppler ultrasound - to look for venous obstruction.
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10.9.2 Classify ascites and consider the likely differential diagnosis

Classify the fluid as a transudate or exudate, and calculate the SAAG

Classify according to protein measurement of the fluid.
* transudate: protein <30 g/litre in peritoneal fluid
e exudate: protein >30 g/litre in peritoneal fluid

Calculate the SAAG (serum-to-ascites albumin gradient)
SAAG = (serum albumin) — (ascitic fluid albumin)

« A SAAG >1.1 g/dl (11 g/litre) indicates that the patient has portal hypertension:
° cirrhosis
° heart failure
° Budd-Chiari syndrome and schistosomiasis.
* A SAAG <1.1 g/dl (less than 11 g/litre) rules out portal hypertension:
° ascites caused by infectious or neoplastic peritoneal disease
° severe acute pancreatitis
° alow albumin state (nephrotic syndrome and kwashiorkor).

Consult the relevant differential diagnosis table.

DDx: Ascites with SAAG >1.1 (portal hypertension) — transudate

Conditions In favour

Cirrhosis Known risk factor — alcoholism, history of jaundice, chronic HBV or HCV (see
Section 11.14)

Small nodular liver, jaundice

Signs of chronic liver disease — gynaecomastia, caput medusae, palmar erythema,
spider naevi, flapping tremor

Upper gastrointestinal bleeds from varices

Peritoneal fluid analysis (straw coloured, WBC <250 predominantly mesothelial,
RBC <10 000, protein <2.5 g/dI)

High bilirubin and INR

Low serum albumin

Congestive heart failure | Distended jugular veins, heart gallop, pulmonary crackles (pulmonary oedema),
hepatomegaly, oedema of lower limbs

Peritoneal fluid analysis — straw coloured, protein >2.5 g/dl, WBC <250

Abdominal ultrasound — hepatomegaly, distended IVC with minimal respiratory cycle
change

Budd-Chiari syndrome Risk factors for thrombosis (haematological and other malignancies, contraceptives
containing estrogen)
Consistent features on ultrasound — see below

Schistosomiasis Upper Gl bleeding from varices
Stool positive for ova
see Section 11.34 Ultrasound — periportal fibrosis, splenomegaly, enlarged veins, collateral vessels
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DDx: Ascites with SAAG <1.1 (no portal hypertension

Condition

In favour

Bacterial peritonitis

see Section 10.7a

Acute abdomen - see Section 10.7a Abdominal pain

Systemically ill

Peritoneal fluid analysis — turbid or purulent; protein >2.5 g/dl; WBC often >1000 and
predominantly PMN; RBC <10 000; positive Gram stain and culture

Abdominal X-ray — free air under diaphragm. If perforation of hollow organ
suspected, titrate bile and amylase from sample.

SBP in cirrhosis

Fever, abdominal pain, encephalopathy
Peritoneal fluid analysis — turbid or purulent
WBC >250

Positive Gram stain and culture

Tuberculous peritonitis

Constitutional symptoms — low grade fever, weight loss, night sweats, generalized
lymphadenopathy, hepatosplenomegaly

More common in HIV with evidence of immunosuppression

Peritoneal fluid analysis — clear, haemorrhagic or chylous; protein >2.5 g/dl;

WBC often >500 predominantly lymphocytes; RBC occasionally >10 000

Positive AFB or culture (not always), High ESR

Ultrasound — hepatosplenomegaly, peritoneal thickening, abdominal
lymphadenopathy, micro-abscess in spleen or liver

Neoplasms

Systemic symptoms — weight loss, night sweats

Peritoneal fluid analysis — straw-coloured, haemorrhagic, mucinous or chylous;
protein >2.5; WBC often >500 with variable cell types; RBC occasionally >10 000;
positive cytology, high ESR

Ultrasound — liver mass, abdominal mass or peritoneal thickening

Pancreatitis

see Section 10.7a

History of heavy alcohol intake

Epigastric or central abdominal pain

Peritoneal fluid analysis — turbid, haemorrhagic, chylous; protein >2.5 g/dl; variable
WBC and RBC counts

High serum and ascites amylase levels

Ultrasound — oedematous pancreas, may be normal

Nephrotic syndrome

see Section 11.31

Peritoneal fluid analysis — straw coloured, protein <2.5 g/dl, WBC <250, RBC <10 000
Serum albumin <2.5 g/dI

Urine dipsticks, proteinuria, and 24-hour proteinuria >3.5 g

Ultrasound may show enlarged kidneys

Malnutrition

see Section 10.3

Rarely causes clinical ascites in adults

Peripheral oedema is common

Peritoneal fluid analysis — straw coloured, protein <2.5 g/dl, WBC <250, RBC <10 000
Serum albumin <2.5 g/dI

Urine dipstick — no protein

Visceral leishmaniasis

see Section 11.20

Slow progression of fever, malaise, and weight loss

Marked cachexia, splenomegaly, hepatomegaly, jaundice

Low platelets or pancytopaenia

Demonstration of parasite by smear or culture in bone marrow or spleen
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10.9.3 Manage ascites according to cause
Itis important to establish the underlying cause of the ascites since the management
differs in relation to different causes.

Manage ascites with SAAG >1.1 (portal hypertension) — transudate

General management
e Salt restriction <2 grams (less than half a teaspoon) per day.
» Combined oral diuretics — keep the ratio between the 2 drugs constant:
° spironolactone 100 mg increased up to a maximum dose of 400 mg/day
PLUS furosemide 40 mg to a maximum of 160 mg/day.
Caution in rapid diuresis.
Monitor daily weights and urine output.
Therapeutic peritoneal tap if indicated — assess for ascites and see box
below.
Intractable ascites need to be referred for further investigations.
Refer patients who are not responding for shunt operations or possible liver
transplantation.

Therapeutic paracentesis in portal hypertension (see Section 7.4.3)
The amount of fluid taken out daily by paracentesis should be 2-3 litres.

Exception: occasionally, patients with massive ascites will develop abdominal discomfort and severe shortness
of breath and will require a large volume therapeutic paracentesis (4-5 litres) for control of the symptoms.

Diuresis
Patients with peripheral oedema tolerate mobilization of a high fluid volume (2 litres/day) without developing
intravascular depletion and azotaemia.

Patients with ascites but without oedema can develop hypovolaemia and acute renal failure if the rate of fluid
removal exceeds 500 ml/day.

Diuretic-resistant ascites is defined by a lack of response to maximum doses of spironolactone and furosemide
in a patient on a low sodium diet. These patients often need serial large volume therapeutic paracenteses, not
exceeding 4-5 litres to avoid intravascular volume depletion and acute renal failure.

Manage cirrhosis

Prevent complications from cirrhosis:
* Look for a cause - serology for hepatitis B, C (see Section 11.14).
* Advise the patient to avoid alcohol.

» Determine the severity of cirrhosis using the modified Child-Turcotte-Pugh
classification (use Table below).

 If available, refer for endoscopy to look for oesophageal varices. If varices
present, use a low-dose non-selective beta blocker (e.g. propranolol titrated
to achieve a 25% reduction in the heart rate), as primary prevention for upper
gastrointestinal bleeding secondary to documented oesophageal varices.

» Consider whether patient has hepatic encephalopathy (see Section 3.4.1).
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» Consider long-term lactulose, titrated to achieve 2-4 bowel movements per
day, if signs of hepatic encephalopathy (see instructions in 8.4).

» Be careful about fluid management and avoid nephrotoxic drugs (e.g. NSAIDs
and aminoglycosides) to prevent hepatorenal syndrome.

» Refer patients with severe cirrhosis, hepatic encephalopathy and metabolic
complications to a specialist for management of complications and for
evaluation for other therapies.

Scoring to determine the severity of cirrhosis

» The score uses 5 markers of liver disease. Each measure is scored 1-3; with 3
indicating the most severe derangement.

Table: Child-Turcotte-Pugh classification

Measure 1 point 2 points 3 points

Bilirubin (total) <34 umol/l (<2 mg/dl) 34-50 pmol/l (2-3 mg/dl) >50 umol/l (>3 mg/dl)

Serum albumin >359/l 28-35¢/1 <28 g/l

INR <17 1.71-2.20 >2.20

Ascites None Suppressed with Refractory
medication

Hepatic None Grade Il (or suppressed | Grade IlI-IV (or

encephalopathy with medication) refractory)

Classification A B C

Total points 5-6 7-9 10-15

Manage ascites SAAG <1.1 (no portal hypertension) — transudate

Ascites caused by neoplastic or infectious processes and secondary to acute

pancreatitis and a low albumin state should be managed differently.

e Treat the primary disease. See Section 10.7.1.4 if peritonitis is suspected.

» Avoid sodium restriction and diuresis as this can be harmful and lead to
unwanted intravascular volume depletion and acute renal failure.

* May require large volume therapeutic paracentesis (4-5 litres) to manage or
alleviate symptoms of discomfort.

Spontaneous bacterial peritonitis

» Suspect in patients with cirrhosis and ascites presenting with:
° fever
° abdominal pain
° altered mental status
° hepatorenal syndrome.
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Investigations

» Paracentesis (see Section 7.4.3) - WBC count =500, neutrophils =250 cells/
mm?,

Treatment
* Give ceftriaxone 2 grams daily for 5-10 days.

 If available, albumin 25% 1V 1.5 g/kg on day 1 and 1 g/kg on day 3.

Prevention
* Antibiotic prophylaxis — for all patients with:
° a history of SBP

° acurrent upper gastrointestinal bleeding episode
° ascitic fluid aloumin level less than 1 g/dl.

 cotrimoxazole (1 double-strength tablet daily); OR
 ciprofloxacin 250-500 mg daily; OR
e norfloxacin 400 mg daily.

Schistosomiasis (see Section 11.34)

Schistosomiasis leads to granulomatous inflammation and the obstruction of the
blood flow to the liver.

» Referral is usually needed if a shunt operation for portal hypertension is
available upon referral.
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10.10 Neurological problems

A patient presenting with headache, meningeal signs, change in mental status,
seizures, or neurological deficit could require urgent management. You will need to
use different parts of this Section and of the manual to work through a differential
diagnosis for the problem.

Use this Section 10.10
« 10.10a Neurological deficit without meningeal signs (no headache, stiff neck,
vomiting - if present, also see Section 10.10b)
° patient with a stroke-like syndrome
patient with spinal cord problem (myelopathy)
patient with peripheral motor or sensory nervous system problem
patient with a cranial nerve abnormality.
* 10.10b Headache
° headache with no abnormal physical findings
° headache with abnormal physical findings (including meningeal signs,
fever, neurological deficit, seizures).
» 10.10c Seizures or convulsions
° seizures due to a systemic illness
° seizures due to intracranial infection or lesion
° chronic recurrent seizures.

o
o
o

Use Section 2 — Quick Check
» for emergency management of a convulsing or comatose patient

 for patients with a history of head trauma.

Use Section 3 — Approach to the severely ill patient
 for a patient with a decreased level of consciousness, confusion, intoxication,
or agitation (Section 3.4)

 for a patient who is convulsing or in status epilepticus (Section 3.5).

Use Section 10.12 - Eye problems
 for acute visual loss.

Key points

« Itis possible to recognize and treat common neurological problems without the use of complex diagnostic
tests.

« HIV-related conditions of the central nervous system and spinal cord are common.

« Patients recently started on ART may develop an immune reconstitution inflammatory syndrome (IRIS) that
complicates the clinical picture.

« Toxoplasmosis can be prevented with cotrimoxazole prophylaxis.

» Secondary prophylaxis with fluconazole is mandatory after an episode of cryptococcal meningitis.
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10.10a Neurological deficit (without meningeal signs)

In this section:

10.10a.1
10.10a.2
10.10a.3

10.10a.4
10.10a.5
10.10a.6
10.10a.7

Clinical approach to a patient with neurological deficit

Classify the neurological deficit and consider the likely differential diagnosis
Stroke-like syndrome (with DDx table)

* Approach to HIV-infected patients with stroke-like syndrome

Spinal cord problem (myelopathy) (with DDx table)

Peripheral motor or sensory nervous system problem (with DDx table)
Peripheral neuropathy (with DDx table)

Common cranial nerve palsies and their differentials

This Section addresses the management of a patient who presents with a
neurological deficit and without meningeal signs. Use this Section for a patient
presenting with the following symptoms:

» motor deficit (weakness, paralysis, loss of balance, difficulty speaking)

* sensory deficit (tingling, numbness, pain)

» cranial nerve deficits (facial weakness, vertigo, double vision).

For the management of patients with headache or meningeal signs, also refer to
Section 10.10b Headache.

For the management of patients with cognitive problems, see Sections 3.4 and

10.11.

10.10a.1 Clinical approach to a patient with neurological deficit

Step 1:

Step 2:

Step 3:
Step 4:

Step 5:

Step 6:

Step 7

Use Quick Check.
Ensure that there are no serious or life-threatening conditions. Use the Quick Check for management of
life-threatening conditions, such as coma and convulsions.

Take a history and perform a physical examination.
If the patient has difficulty speaking or is confused, obtain a good history from the family.

Assess the patient’s HIV status. g
Classify the deficit using the table Classification of motor and sensory neurological deficit.

Use the DDx tables to work through a differential diagnosis:
« DDx: Stroke-like syndrome

« DDx: Spinal cord problem (myelopathy)

« DDx: Peripheral motor or sensory nervous system problem

« DDx: Peripheral neuropathy (distal — DSPN)

« DDx: Cranial nerve abnormalities

Perform investigations.

Perform investigations according to the differential diagnosis and availability of tests. It is possible to
diagnose and manage neurological problems without the use of complex diagnostic tests.

Initiate treatment and monitor response.
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Quick Check

Ensure that there are no serious or life-threatening conditions. Use the Quick
Check for patients with coma and convulsions. Ask specifically about any history
of head injury.

History

 History of the following presenting complaints, including onset (sudden or
insidious) and duration:
° motor changes (e.g. difficulty combing hair, writing, squatting, climbing
stairs)
sensory changes
vision, hearing, or speech problems
difficulty with balance or walking
meningeal signs — headache, stiff neck
associated fever, constitutional symptoms
associated nausea, vomiting, dizziness
associated seizures
change in consciousness, behaviour, mood
change in memory or cognition
bowel and bladder disturbances.
* Medical history:
° risk factors for stroke (hypertension, diabetes, heart disease, obesity,
bleeding disorders, clotting, pregnancy)
HIV infection (CD4 count, ART)
TB infection (current TB symptoms, previous TB, or TB contact)
malignancy
syphilis
history of head injuries
medications (e.g. aspirin, anticoagulants, oral contraceptive pill).

0 0o 0o o o o o o 0o o

o o o o o o

Examination

General signs

« vital signs

e signs of immune compromise

* level of consciousness

* neck stiffness, meningeal signs (if present, also see Section 10.10b).

Examine the fundi
» Perform fundoscopy (see Section 10.12).

» Look for loss of spontaneous venous pulsations, blurred optic disc margins,
and elevated optic head as evidence of papilloedema.

Assess higher functions

* orientation to person, place, or time
* memory

» speech

° difficulty articulating words (dysarthria)
° difficulty understanding or expressing words (aphasia)

* gait, ability to walk
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» assess for cognitive deficits (see Sections 3.4 and 10.11)
° In PLHIV, assess for possible HIV-associated cognitive disorders g

Examine cranial nerves
» See Table: Common cranial nerve palsies and their differentials.

Examine motor system
* power, tone, reflexes.

Examine the sensory system
* Examine for touch, pain, temperature, and position sense.
» Screen for peripheral neuropathy
° In PLHIV, assess for HIV-associated distal sensory polyneuropathy a

Examine cerebellar function

» Assess for intention tremor, hypotonia, nystagmus, broad-based gait, and
incoordination.

Assess HIV status g
There are a number of neurological conditions associated with immune suppression
from HIV infection. The HIV status of a patient will impact on the differential
diagnosis and management.

10.10a.2 Classify the neurological deficit and consider the likely
differential diagnosis

Neurological deficit can result from a number of different conditions that cause
injury to the brain, spinal cord, or peripheral nerves. Classifying the deficit will help
you to work through a differential diagnosis and determine the most likely cause.

Table: Classification of motor and sensory neurological deficit

Condition Features in favour

Stroke-like syndrome Onset acute (stroke) or subacute

(due to injury to the brain — Unilateral
results in upper motor neuron Weakness or numbness in face, arm, or leg
deficit) Difficulty speaking, swallowing
Dizziness, blurred vision, loss of balance
Confusion

Cerebellar signs

Spinal cord problem
(myelopathy)
(due to injury to the spinal cord)

Slow, subacute onset, or acute trauma to the spinal cord. May present
abruptly or gradually.

Bilateral or unilateral

Paraparesis or quadriparesis

Loss of motor function and sensation (touch, temperature)

Loss of bladder or bowel control

Peripheral motor or sensory
nervous system problem
(neuropathy)

(due to injury to the peripheral
nerves)

Acute or subacute onset
Motor — weakness, cramps, spasms
Sensory - tingling, numbness, pain

Autonomic — BP instability, reduced sweating, incontinence, sexual problems

HIV positive, alcohol use, malnutrition

Cranial nerve problems

Isolated or multiple cranial nerve palsies
Eye and vision changes
Difficulties with balance or hearing
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Once you have classified the deficit, use the DDx tables below to find a likely cause.
» DDx: Stroke-like syndrome

» DDx: Spinal cord problem (myelopathy)

» DDx: Peripheral motor or sensory nervous system problem

» DDx: Peripheral neuropathy (distal sensory peripheral neuropathy)
» DDx: Cranial nerve abnormalities

Perform investigations

Perform investigations according the likely differential diagnosis.
e Lumbar puncture to examine the CSF (see Section 7.4 for Procedure and
Section 10.10b for further work-up):
° perform fundoscopy to exclude papilloedema,;
° this is especially important if HIV infection;
° important if you suspect meningitis or subarachnoid bleed;
may be considered in the presence of focal signs if no signs of impending
herniation (see Section 10.10.b);
may be considered for headache, for more information see Section 10.10b;
CSF for opening pressure, appearance, microscopy for cells and other
microorganisms, chemistry, cryptococcal antigen, rapid syphilis test, TB.
* Bloods:
° FBC
° cryptococcal Ag
° toxoplasma IgG
° rapid syphilis test.
e Spinal X-rays:
° for neurological deficit with a spinal level.
e CT scan (if indicated and available).

o

Initiate treatment and monitor response

Management of patients with a neurological deficit and no meningeal signs will
depend on the availability of CT scanning. As a rule of thumb, 80-90% of patients
can be managed at district level without CT scan. Very few district hospitals have
CT scanners, but CT scanning may be available at a referral hospital for specific
patients.

If there is no access to CT scanning and LP is contraindicated (see Section 10.b
Headache), then empirical therapy should be started for TB and toxoplasmosis
or any other diagnosed conditions, especially in the case of HIV-infected patients.

10.10a.3 Stroke-like syndrome

Problems affecting the brain or central nervous system can cause stroke-like
syndromes due to damage to the upper motor neurons. The differential for a
patient presenting with a stroke-like syndrome is broad; however, in settings of
high HIV prevalence, certain conditions occur more commonly.
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Use the DDx table below to work through a differential diagnosis for a patient
presenting with a stroke-like syndrome.

DDx: Stroke-like syndrome*

Condition In favour

Cerebrovascular accident

Ischaemic or haemorrhagic Sudden onset

stroke Hypertensive, diabetic, history of smoking

Unilateral weakness or numbness in face, arm, or leg

Difficulty speaking or swallowing

Dizziness or blurred vision

Difficulty walking or problem with balance

Confusion

No progression of deficit (may have some improvement over time)

Intracranial masses

Cerebral toxoplasmosis Subacute onset over days to weeks
see Section 11.40 Headache

With or without fever
Focal signs g
Dull affect, impaired level of consciousness
Seizures
CT scan — multiple ring enhancing lesions
HIV infection — CD4 <100

Cryptococcoma Subacute onset over days to weeks

see Section 11.15 Fever, malaise, headache
Skin lesions resembling molluscum contagiosum
LP — high opening pressure g
HIV infection — CD4 <50

CSF: increased lymphocytes, low glucose, high protein, + India ink,
+CRAG
N.B.: CSF may be normal.

Tuberculoma Gradual onset over days to weeks

Focal neurological deficit

Evidence of TB elsewhere

CSF —increased lymphocytes, low glucose, high protein

Bacterial brain abscess May result from contiguous spread or bacteraemia

Gradual onset over weeks

Headache, neck stiffness, altered mental status, signs of increased ICP
Focal deficits beginning days after headache, seizures

LP should be avoided

Tumours (benign tumour, Insidious onset
lymphoma, metastases) Cranial nerve palsies, mental status change
Focal neurology

Other infections

Progressive multifocal Clumsiness
leucoencephalopathy (PML) Visual changes, hemiparesis, dysarthria, aphasia; seizures g
Progression over 1-9 months

HIV infection — CD4 < 100
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Condition In favour

Neurocysticercosis Seizures

see Section 11.7 Headache, nausea, vomiting, altered mental status
Endemic area

CSF — high WBC, eosinophils

Skull X-ray — multiple calcified cysts

CT — multiple calcified cysts and active fluid-filled cysts

Neurosyphilis — Subacute onset of headache, dizziness, personality changes followed by

meningovascular stroke-like syndrome

see Section 11.37 CSF — normal glucose high protein, high WBC + CSF VDRL (not RPR or FTA)
VDRL or RPR

Viral encephalitis (herpes, Acute or subacute onset

CMV) Prodrome of high fever, headache, nausea, lethargy, myalgia

see Sections 11.8 and 11.15 Frontal or temporal lobe focal signs

Seizures, confusion, altered level of consciousness, bizarre behaviour
CSF —increased lymphocytes, normal glucose, mildly elevated protein

*Other disorders with neurologic manifestations: American or African human trypanosomiasis
(Sections 11.141 and 11.42), and schistosomiasis (Section 11.34).

Approach to HIV-infected patients with stroke-like syndrome

Assess patient for clinical signs and symptoms of disseminated infections such as
TB, syphilis, cryptococcal infection.

* Investigate according to findings:

CD4 count

toxoplasma serology

cryptococcal serology (serum or CSF)

syphilis serology

platelet count/coagulation studies

investigations for TB if suggestive — CXR, sputum AFB, lymph node FNA.

e CD4 count and degree of immunosuppression help guide diagnosis.

» Toxoplasmosis or TB are common causes:

° TB is more likely if there are signs of TB elsewhere.
° Toxoplasmosis is unlikely if CD4 >200.

o o o o o o

Commence empirical treatment without delay
e If a CT scan is immediately available:
° Interpret CT findings.
° If a lumbar puncture is safe (see Section 10.10b), do CSF investigations.
° Based on CT or CSF findings, treat for the most likely cause (if uncertain,
always cover for toxoplasmosis).
If no response to treatment — review diagnosis.
* If a CT scan is not immediately available:
° Weigh the risks of a lumbar puncture versus empirical therapy.
° Initiate empirical treatment for toxoplasmosis and TB (if evidence of TB
infection elsewhere in body);
° Review patient and revise diagnosis depending on CD4 count, results of
other investigations, subsequent CT scan, and response to treatment.
° Consider referral for CT if available and patient not responding to empirical
treatment.

o
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« CVA

* neurosyphilis

* tuberculoma or TB meningitis
* neurocysticercosis

CD4 200-500

(HAND)

Table: Neurological conditions according to immune status

HIV-negative or CD4 >500 CD4 <200
(but all can also occur with lower CD4 count) * toxoplasmosis (usually CD4 <100)
« benign and malignant brain tumours « tuberculoma or TB meningitis

secondary malignancy or brain metastases

» HlV-associated neurocognitive disorders

primary CNS lymphoma (usually CD4 <50)
CVA - intracerebral haemorrhage related to
thrombocytopenia

progressive multifocal leukoencephalopathy
bacterial causes/abscesses

cryptococcal meningoencephalitis
neurocysticercosis

HIV-associated neurocognitive disorders
(HAND)

10.10a.4 Spinal cord problem (myelopathy)

Problems affecting the spinal cord cause damage to the lower motor neurons and
sensory nerves. The differential for myelopathy is broad; however, in settings of
high HIV prevalence, certain conditions occur more commonly than others.

DDx: Spinal cord problem (myelopathy)

malignant, or metastatic —

Condition | In favour
Compressive

Spinal cord compression Slow onset
(herniated disc, tumour —benign, | Back pain

Numbness or tingling in toes, fingers, or buttocks

(osteoarthritis of the spine)

abscess) Weakness, unsteadiness, difficulty walking

Urine or faecal retention or incontinence

Evidence of primary cancer (breast, lung, prostate, lymphoma)
Spondylosis Slow onset

Pain or stiffness in neck, thoracic, or lumbar spine — radiation down arm or
leg, worse in the morning, worse with movement

Numbness or tingling in the arms, legs, hands, or feet

Weakness, unsteadiness, difficulty walking

Loss of bladder or bowel control

Infectious/inflammatory

Tuberculosis of the spine
see Section 15

Onset over months
Back pain (lasting weeks to months), muscle spasm

Fever g
Weight loss

Night sweats
Spinal deformity (kyphosis)

HIV-associated myelopathy

Slow onset

Progressive weakness or stiffness in the legs (sometimes arms)
Sensory loss, sphincter dysfunction, incontinence

Increased reflexes, up-going plantar response (Babinski) g
Erectile dysfunction in men

Difficulty walking

Advanced HIV disease

Associated HIV dementia or peripheral neuropathy
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Condition In favour
Transverse myelitis Acute onset
(herpes, varicella, CMV, HIV, TB, Back pain

polio, rabies, measles, syphilis,
hepatitis, schistosomiasis,
bartonella, mycoplasma, MS,
paraneoplastic, AV malformation)
see Section 11 for more on
specific diseases

Sensation of a tight band around the trunk
Numbness or tingling below a certain spinal level
Weakness in legs (arms involved less often)
Muscle spasms

Bowel and bladder dysfunction

Associated headache, fever, loss of appetite
Other symptoms depending on the cause

Tertiary syphilis
see Section 11.37

Slow onset

Numbness or tingling in the hands or feet
Weakness of limbs, unsteadiness, wide-based walk
Loss of reflexes, incontinence

Memory loss, psychiatric problems, visual loss

Metabolic

Vitamin B12 deficiency

Subacute onset

Megaloblastic anaemia

Numbness or tingling in the hands or feet
Weakness in legs, ataxia, wide-based walk
Absent ankle reflexes

Poor joint position and vibration sense
Peripheral neuropathy

Dementia, depression

10.10a.5 Peripheral motor or sensory nervous system problem
Problems affecting the peripheral nervous system can cause motor or sensory
disturbances, and occur as a result of damage to the peripheral nerves and nerve
roots. The differential for a patient presenting with weakness, numbness, tingling
and pain is broad. However, in settings of high HIV prevalence, certain conditions
occur more commonly due to the effect of HIV on the nerves, as well as the effect
of opportunistic infections, neoplasms, and medications.

The most common conditions are mononeuropathies (focal disorders affecting a
single nerve or nerve group) and radiculopathies (disorders of the nerve roots).

Different disorders can be roughly distinguished by whether or not they are focal or
multifocal, symmetrical or asymmetrical, and whether they are primarily sensory

or have a motor or autonomic component.

On taking the patient’s history, the following information is important:

onset and progression of symptoms

symmetrical or asymmetrical, distal or proximal, focal or multifocal

bladder control problems

sweating, temperature or pulse instability (autonomic involvement)

HIV infection (if positive, CD4 count)

exposure to drugs (INH, d4T, ddl) or toxins (alcohol, lead).

On examination, pay particular attention to the following:
» sensory function (pain, light touch, vibration, proprioception)

» motor function (power, tone, reflexes)

Neurological deficit
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* spinal examination
e sphincter function

» cranial nerves abnormalities.

Investigations

* CSF analysis may be helpful for distinguishing between various conditions
that have involvement at the spinal cord level (see differential diagnosis

table).

* In the absence of sophisticated nerve conduction tests, diagnosis is
commonly based on clinical context and pattern recognition.

» Specific investigations according to the clinical suspicion of underlying

problems.

DDx: Peripheral motor or sensory nervous system problem

Condition

In favour

Focal or asymmetrical deficits

Compression of nerve or nerve
root (lymphoma, TB, carpal
tunnel syndrome, bleed)

Weakness and sensory disturbance in the distribution of affected nerve and
indicative of the level of the lesion

Mononeuritis multiplex
(hepatitis B, hepatitis C, HIV,
CMV, VZV, leprosy)

Pain, weakness, and paraesthesias in the distribution of affected nerve or
nerves

Pain over area

Weakness of related muscles

If CD4 <50, can have severe form affecting multiple nerves of the shoulder
girdle

Polyradiculopathy
(commonly CMV, also VZV,
lymphoma, syphilis)

Radiating back pain

Loss of feeling and paraesthesias in lower limbs

Reduced or absent reflexes in lower limbs

Flaccid paralysis with no specific spinal “level”

Urine retention, loss of bowel function

Low CD4 count (usually <50)

CSF - high polymononuclear cell, normal glucose, high protein
Evidence of CMV disease elsewhere (retinitis, GE, encephalopathy)

Symmetrical neuropathy (motor or sensory)

Distal symmetrical sensory
polyneuropathy (DSPN)

(HIV, medication, nutritional
deficiencies, alcohol, diabetes)

Distal, symmetrical — glove and stocking distribution
Painful tingling and numbness

Usually no motor weakness

Other causative factors have been excluded

CSF - no cells, N glucose

See below for more information

Toxic neuropathy

(toxins, solvents, insecticides,
alcohol, drugs including heroin
and amphetamines)

Presentation depends on the agent: motor, sensory, or both
Can affect cranial nerves

History of exposure to toxin

Onset related to exposure to toxin

Chronic inflammatory
demyelinating polyneuropathy
(CIDP)

Gradual onset (over months)

Sensory and motor deficit with no specific “level”

Responds to steroids

CD4 200 - 500

CSF —increased mononuclear cell, normal glucose, high protein
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Condition

In favour

Acute inflammatory
demyelinating polyneuropathy
(AIDP)

e.g. Guillain-Barré syndrome

Acute (over hours to weeks)
Ascending, painless, flaccid weakness
Sensory loss distally

Areflexia

CSF — normal WCC, high protein

Tetanus

Recent open wound

Irritability

Jaw or neck stiffness (lockjaw)

Spasm of neck, back, abdominal muscles, respiratory muscles

Brisk reflexes

Autonomic dysfunction: hypertension, tachycardia, high temperature,
sweating

Normal level of consciousness

Botulism

Difficulty swallowing or speaking

Facial weakness

Double vision

Trouble breathing

Nausea, vomiting, and abdominal cramps
Paralysis

Symmetrical neuropathy (motor o

I Sensory)

Rabies
see Section 11.30

Wild animal, unimmunized domestic animal, or bat bite (bat bite may not be
remembered)

Fever

Headache

Altered mental state, insomnia, agitation, confusion, hallucinations
Hypersensitivity or spasms in response to stimuli (noise, touch, visual)
Hydrophobia

Excessive salivation

Paralysis

Pain or paraesthesia

Autonomic dysfunction: big pupils, increased saliva, sweat, and tears

Acute poliomyelitis*

Muscle weakness, headache, stiff neck, fever

Spinal poliomyelitis: paralysis of shoulder girdle often precedes intercostal
and diaphragmatic paralysis

Bulbar poliomyelitis: facial weakness, dysphagia, dyspnoea, nasal voice,
inability to swallow saliva, weak sternocleidomastoid and trapezius muscles.
Can progress to respiratory paralysis.

Systemic causes

Hypokalaemia
see Section 5.2

Generalized motor weakness, atrial or ventricular arrhythmias
Hyporeflexia

ECG changes — ST depression, flattened (or absent) T waves, U waves
(positive deflection after the T wave), prolonged P-R interval

Lab: very low potassium

Chronic diarrhoea

* Acute flaccid paralysis in person

<15 years or acute paralytic illness at an age where polio is suspected should

be reported immediately and investigated (see Section 21).

Neurological deficit
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10.10a.6 Peripheral neuropathy
(See also Section 13.8 — Peripheral neuropathy as an ART toxicity.)

Peripheral neuropathy is a term used to describe dysfunction in one or more of
the peripheral nerves. In this section, the term "peripheral neuropathy" (PN) is
used specifically to refer to distal symmetrical sensory polyneuropathy (DSPN)
— a condition that starts at the base of the feet and progresses upwards causing
numbness, paraesthesias, and pain.

There are a number of different causes of PN including: nerve compression,
autoimmune or inflammatory conditions, toxin- or drug-induced damage, and
inherited conditions. It is important to look for the cause as early detection and
treatment will stop and may even reverse the progression of symptoms. Pain due
to PN may become irreversible if left for too long.

In settings with a high HIV and TB prevalence, PN is a common problem that
can be irreversible and debilitating for patients who are affected by it. Peripheral
neuropathy is the most frequent neurological complication of HIV infection. This
could be either primarily due to HIV infection (after all other co-morbid causes
have been excluded) or secondary to ART.

DDx: Peripheral neuropathy

Condition In favour

HIV infection Symmetrical, glove-stocking distribution:

« starts in toes and balls of feet

* spreads to rest of foot, ankle, and up the legs
* insevere cases fingers or hands involved

Sensory changes (often worse at night):

* numbness or increased sensitivity to touch

progresses to tingling, burning, or pain

impaired vibration sensation and temperature perception

in severe cases: super-sensitivity to touch (unable to wear shoes or lie
under bed sheets)

Motor function usually preserved:

+ weakness uncommon

reduced or absent ankle jerk reflexes

walking and balance may appear abnormal due to pain

if rapidly progressive weakness and high lactate, consider HIV-
associated neuromuscular weakness syndrome associated with lactic
acidosis

Medicines, substance use Patient taking one or more offending medicine:

* most common: INH, d4T, or ddI

» other medicines: ethambutol, ethionamide, dapsone, vincristine,
thalidomide, lithium carbonate, metronidazole, high-dose vitamin B6,
cisplatin

* Heroin or amphetamine use

Symptoms:
 similar to peripheral neuropathy caused by HIV (see above)
« reports of deep aching pain across the top of the foot

High lactate:
 associated with NRTI-mediated neuropathy
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Condition

In favour

Diabetes

Glove-stocking distribution:
* starts in toes or soles
» spreads to ankles and calf

Poor glycaemic (blood sugar) control

Evidence of other diabetic complications:
« peripheral vasculopathy, nephropathy, retinopathy

Sensory changes:
* numbness or pain

Nutritional deficiency

Low serum vitamin B12
Clinically malnourished

Alcohol

History of alcohol overuse
Other evidence of chronic alcohol abuse

Other infections:
(VZV, CMV, hepatitis C, syphilis,
Cryptococcus, leprosy)

Other evidence of the infection that is causing the neuropathy
(see Section 11 for more on specific diseases)

Diagnosis
» The brief peripheral neuropathy screen (BPNS) should be used to assess for
HIV-associated distal sensory polyneuropathy (DSPN).
° Subjective — ask for symptoms of pain, burning, pins and needles, or
numbness in the hands or feet
° Objective — assess sensation of the hands and feet, vibration sense, and
ankle tendon reflexes.

Treatment
Treat or remove the cause.

Give thiamine if known history of alcohol use.

If the patient is on TB treatment or on ART - refer to Sections 15 and 13
respectively for management and drug substitution.

After discontinuation of the offending drug, it may take a few weeks for the
pain to decrease, and in that time the pain may even worsen.

Peripheral neuropathy primarily due to HIV infection may improve once the
patient is put on effective ART:

° also give one pyridoxine 50 to 75 mg daily.

Pain control by anticonvulsants and tricyclics for neuropathic pain:

° amitriptyline is widely used for peripheral neuropathy; dose: start at 25-75

mg at night (increase as needed if side-effects are tolerated) to a maximum
dose of 300 mg daily; OR

186

1600 mg daily.

carbamazepine - start at 100 mg twice daily and increase to a total of up to

° If HIV-positive and on ART with poor response to amitriptyline, then the use
of gabapentin is recommended:
¢ Dose: day 1, an initial dose of 300 mg daily; day 2, 300 mg twice daily;
day 3, 300 mg 3 times daily. Dose can then be titrated 100 mg increments
every 3 days as needed, to a maximum of 3600 mg daily (given as either
1200 mg 3 times daily or 900 mg 4 times daily).
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» Analgesics including opiates may provide some relief — see Section 17 for a
stepwise approach to controlling pain.

° Low-dose opioids may be required for relief of neuropathic pain, following
trial with tricylic antidepressant agents.

Prevention

* Itis desirable to give pyridoxine (vitamin B6) 10 mg daily to patients taking
INH as prophylaxis or as part of TB treatment.

* Avoid the use of stavudine, see Section 13.
» Educate and monitor patients taking stavudine and substitute if any toxicity.
» Control diabetes and hypertension.

10.10a.7 Common cranial nerve palsies and their differentials
Problems affecting the cranial nerves can occur as a result of central or peripheral
nervous system conditions. See the table below for likely signs and symptoms.

Cranial nerve palsies

Presentation

Common causes

Second nerve palsy
(optic nerve)

Acute visual loss

see Section 10.12 Eye problems

Third nerve palsy
(occulomotor nerve)

Fixed, dilated pupil

Ptosis

Eye looks downwards and
outwards Double vision

Ruptured aneurysm
Subarachnoid haemorrhage
HIV vasculopathy

Diabetes mellitus

Syphilis

Fourth nerve palsy
(trochlear nerve)

Double vision

Restricted eye movement up in
adduction

Concurrent third and sixth nerve
palsy

Recent head injury

Often idiopathic
Head injury
Aneurysms
Tumours

Multiple sclerosis

Fifth nerve palsy
(trigeminal nerve)

Pain or paraesthesias in face
Weak jaw clenching
Wasting of temporalis and
masseter muscles

Trigeminal neuralgia
Herpes zoster

Sixth nerve palsy
(abducens nerve)

Double vision
Unilateral paresis of eye abduction

Raised intracranial pressure
Tumours or masses
Meningitis

Seventh nerve palsy
(facial nerve)

Facial muscle weakness
Lower motor neuron (LMN) =
forehead paralysed
Upper motor neuron (UMN) =
forehead is spared

Ramsay Hunt = facial weakness +
vertigo + loss of taste

LMN:

Bell's Palsy — idiopathic
Ramsay Hunt — varicella zoster
(treat with steroid + aciclovir)

UMN:
Stroke
Tumour

Eighth nerve palsy
(vestibulo-cochlear nerve)

Onset acute, chronic or recurrent
Sensorineural hearing loss

Vertigo (hallucination of movement)
Associated nausea, vomiting,
tinnitus,

Nystagmus

Brainstem stroke

Menieres disease
Aminoglycoside antibiotics
Labyrinthitis (acute onset)
Benign paroxysmal positional
vertigo (recurrent)
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10.10b Headaches

In this section:
10.10b.1 Clinical approach to a patient with headache
10.10b.2 Consider the likely differential diagnosis
» DDx: Primary headache
» DDx: Secondary headache
10.10b.3 Treatment of specific conditions
» Acute bacterial meningitis
* Tuberculosis meningitis
10.10b.4 Symptom management of headache

This Section provides an approach to the patient with headache, with or without
meningeal signs or fever. Headache is a common complaint in clinical practice,
and it is important to distinguish benign headaches from those due to a serious
condition. If the patient reports the headache as the “first or worst” of its kind,
then it is more likely to be due to a serious cause.

Headaches are most thoroughly classified by the International Headache Society's
International Classification of Headache Disorders (ICHD) 2004. This classification
is accepted by WHO.

1. Primary headaches
e migraine
¢ tension-type headache
¢ cluster headache and other trigeminal autonomic headaches

< other primary headaches (e.g. primary cough headache, exertion headache,
headache associated with sexual activity).

2. Secondary headaches
e head or neck trauma
e cranial or cervical vascular disorder
¢ non-vascular intracranial disorder
e substance use or its withdrawal
 infection
¢ homeostasis

« facial pain attributed to a disorder of the cranium, neck, eyes, ears, nose,
sinuses, teeth, mouth, or other facial or cranial structures

» psychiatric disorders.

3. Cranial neuralgias, central and primary facial pain, and other headaches
Secondary headaches may be further sub-divided, as in the differential diagnosis
tables below, into:

¢ headache with meningeal signs, with or without fever

« headache with no meningeal signs, with or without fever
« headache with no meningeal signs and no fever

e extracranial causes of headache.
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10.10b.1 Clinical approach to a patient with headache

Step 1. Perform Quick Check.
Use the Quick Check and ensure that there are no serious or life-threatening conditions, such as
altered consciousness or convulsions.

Step 2. Take a history and examine the patient.
Determine whether the onset is acute or chronic. Look for meningeal signs, fever, rash, and agitation
or confusion.

Step 3:  Assess the patient’s HIV status.

Step 4:  Perform investigations.
If in doubt, do a lumbar puncture (LP). If the patient is HIV-positive, do an LP. There are few
contraindications to an LP, and the diagnostic benefit is significant. Ask whether a CT scan will change
management and whether it is available through referral.

Step5:  Work through the differential diagnosis using the DDx tables:
« DDx: Headache with no abnormal physical findings
« DDx: Headache with abnormal physical findings.

Step 6: Initiate management and monitor the patient’s response.
« Flow chart 1: Approach to headache in a patient with HIV infection or unknown HIV status and
suspected CN infection.
« Flow chart 2: Approach to headache in HIV-negative patient with suspected CN infection.

Take a history and examine the patient

A good history and examination will help determine the cause of the headache.
Headache syndromes show a typical pattern in the history and an absence of
unexplained physical signs. As noted, a headache that is the first of its kind or the
worst of its kind is more likely to be from a serious cause.

History

. Hlstory of presenting complaint:
onset (sudden or gradual)
° duration (hours, days, weeks, months)
stiff neck
° associated dizziness, nausea, or vomiting
motor or sensory abnormalities
° vision, hearing, or speech problems
° trouble with balance or walking
° associated seizures, change in level of consciousness
° change in behaviour, mood, memory, or cognition
° constitutional symptoms (fever, weight loss, night sweats).
. Medlcal history:
° risk factors for stroke (hypertension, diabetes, heart disease, obesity,
bleeding disorders, clotting, pregnancy)
° TB, HIV (if positive, CD4 count and ART history)
malignancy
° syphilis
° history of head injury
° current medications.
* Exposure to infectious diseases:
° TB contact
° Living in or travelled to endemic area (malaria, dengue, rickettsia).
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Examinations

General signs

« vital signs

* level of consciousness, using AVPU or Glasgow Coma Scale
 rash:

° Look for petechiae or purpura. It may look like bruises and can be difficult to
see on dark skin. Check paler areas such as palms, soles, torso, conjunctiva,
palate.

° Look for signs of viral infection, sinusitis, toothache, or ear infection.

Meningeal signs
* neck stiffness

» Kernig’s sign (resistance to straightening of the leg while hip is flexed)
* Brudzinski’s sign (flexing the neck causes flexion of the hip or knee).

Fundoscopy for papilloedema
See Section 10.12.

Higher functions
» orientation to person, place, or time

» speech, cranial nerves, motor and sensory system, cerebellar function (as
indicated). See Section10a Neurological deficit.

* ability to walk.

Assess the patient’s HIV status. LP in patients with HIV

HIV infection influences the likely differential diagnosis | infection .

for headache, as there are a number of opportunistic | Lumbar puncture carries no
infections that can present with headache. Whenever | &Xcessive riskin patients with

. TB meningitis or cryptococcal
possible, an HIV test should be done, and the CD4 count | oingitis even in the

should be checked if a patient is HIV-positive. presence of papilloedema,
vomiting, or an altered mental
Perform investigations state. In advanced HIV these
infections are very common,
Bloods and you should have a low
« full blood count with white cell differential count to | threshold for performing an
look for infection LP in these patients. See flow
K . i i i i diagram below for management
« malaria smear if endemic area (coinfection with approach.

malaria and meningitis is common)
» ESR if temporal arteritis suspected.

Lumbar puncture (LP)
For more on how to perform an LP, see Section 7.4 Procedures.

LP is recommended in the following situations:
 If blood or pus is suspected in subarachnoid space:
° sudden onset severe headache and suspected subarachnoid bleed
° recent onset headache with fever or neck stiffness or pain and meningitis is
suspected.
* If a headache is the first of its kind or the worst of its kind, it will need
investigation after considering a migraine.

« If the patient is HIV-positive with signs and symptoms of meningitis.
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DO NOT perform an LP if there is:
* local skin or soft tissue infection at LP site
* known or suspected bleeding disorder (risk of spinal haematoma)
» any sign of impending brain shift (herniation) is present
° rapidly deteriorating level of consciousness
° recent seizure (within 30 minutes) or status epilepticus
° brainstem signs
¢ unequal pupils
¢ abnormal posturing
¢ irregular respirations.
° If signs of impending brain shift are present, do the following:
¢ Refer to Quick Check for emergency management.
¢ Commence empirical antibiotics if you suspect CNS infection.
¢ Do a CT scan to look for evidence of brain shift before doing an LP.

Cerebral spinal fluid (CSF) analysis
See the table below for characteristic CSF findings for various diagnoses.
* Opening pressure
° Measure routinely. This can be done with an intravenous infusion set and is
useful for the diagnosis and management of cryptococcal meningitis.
° Assess the macroscopic appearance (to the naked eye). Is it clear, cloudy,
purulent, straw-coloured, blood-stained?
* Microscopy
° Routine
¢ cell count
¢ glucose (compare with blood glucose for CSF: plasma glucose ratio)
¢ protein
¢ Gram stain.
° If the patient is HIV-infected or of unknown HIV status, perform the g
following:
¢ India ink
¢ cryptococcal latex agglutination test (CrAg)
¢ If clinical signs of syphilis are present or if diagnosis uncertain:
¢ Perform CSF rapid syphilis test (RPR/VDRL) — low sensitivity but high
specificity. A positive test confirms the diagnosis of neurosyphilis.
° Mycobacterial microscopy is not recommended due to low sensitivity.
* Culture
° Bacterial culture
¢ If limited resources, use selectively, in cases of poor response to
treatment, suspected drug resistance, very ill patient with inconclusive
CSF findings.
¢ If readily available, use if Gram stain is positive.
° Mycobacterial culture
¢ Usefulness is limited during initial diagnosis (time delay for results).
¢ Consider using if there is suspected drug-resistant TB, previous TB,
unsure of diagnosis (MAC versus TB).
° Fungal culture
¢ useful for previously treated cryptococcal meningitis in HIV-infected
patients on ART to distinguish reinfection from immune reconstitution
inflammatory syndrome (IRIS).

* Cytology
° if CNS malignancy is suspected.
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CT scan
If a CT scan is available, do it before an LP in the following circumstances:
 Clinical findings suggest a space-occupying lesion.

 signs of brain shift (herniation)
e coma of unknown cause.

Start empirical antibiotics while waiting for CT in all cases of suspected meningitis.

Table: Characteristic CSF findings

White cell CSF glucose:
count (cells/ blood glucose
Condition Onset mm?) ratio Protein Other
Bacterial Hours to days Usually >100 Low (<50%) High Cloudy or purulent
meningitis PMNs CSF
Organisms on Gram
stain
Positive culture
Cryptococcal Days to weeks Usually >50* Low (<50%) Normal or | Indiaink, CrAg
meningitis lymphocytes high positive
High opening
pressure
Cryptococcal Days (recent Usually >100 Low (<50%) High CrAg positive
IRIS meningitis | initiation of lymphocytes India ink may be
ART) negative
Cryptococcal culture
negative
TB meningitis Days to weeks Usually >100 Low to very low | High Cloudy CSF
lymphocytes (<30%) Evidence of TB
elsewhere
Tuberculoma Days to weeks Raised Low (<50%) Very high Focal neurology
(cerebral) lymphocytes Evidence of TB
elsewhere
Syphilitic Days to weeks | Variable Normal (60%) Slightly VDRL positive (FTA
meningitis lymphocytes elevated not used in CSF)
Neurosyphilis Months to years | >5 cells Normal (60%) Slightly VDRL or RPR positive
latent (decades) elevated
Aseptic orviral | Hours to days Variable Normal (60%) Slightly Gram stain and
meningitis lymphocytes elevated culture negative
(consider acute HIV
infection)
Neurocysticer- | New onset High Normal (60%) Normal Active fluid-filled
cosis seizures eosinophils cystson CT
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Bacterial brain | Days Slightly high Normal (60%) Normal Evidence of sinusitis,

abscess WBC otitis, or abscess in
other organs

Lymphomatous | Days to weeks Variable; Normal to low Elevated Cytology

meningitis lymphocytes Other evidence of
systemic lymphoma

Viral Hours to days High Normal (60%) Slightly Focal neurology

encephalitis lymphocytes elevated (frontal or temporal)

(herpes, CMV, Red cells often Seizures

PML) seen

Subarachnoid Sudden Increased red Normal (60%) Elevated Normal or severe

haemorrhage onset severe blood cells neurological deficit

headache with or without

meningeal signs

1 Unless IRIS, in which case typically >50.

10.10b.2 Consider the likely differential diagnosis
Use the differential diagnosis tables to work through a likely differential diagnosis.

DDx: Primary headache

Condition In favour

Tension headache Mild to moderate dull, aching head pain
Pressure or tightness band around the head
Tenderness of the scalp, neck, shoulders
Fatigue

Can last up to a week

Migraine Intense throbbing, unilateral pain
History of previous attacks

Pain preceded by aura or prodrome
Nausea, vomiting

May have visual defects

Sensitivity to light and sound

Lasts hours; can last days

Cluster headache Acute onset — within minutes — usually at the same time each day
History of previous attacks

Excruciating, deep, piercing pain

Unilateral, pain around the eye

Excessive tearing

Conjunctival injection on the side of the pain

Blocked or runny nose on the side of the pain

Horner’s syndrome (droopy eyelid, constricted pupil, reduced sweating)

Vol. 2 « 10. Acute and subacute by symptom: July 2011 Headache



194

DDx: Secondary headache

Condition

In favour

Headache with meningeal signs (with or without fever)

Bacterial meningitis
see Management, below

Acute onset: hours to days

Fever

Meningeal signs

Purpuric rash (if meningococcal)

CSF - high PMNSs, very low glucose, very high protein; Gram stain may be
positive

TB meningitis
see Section 15

Subacute onset: days to weeks

Fever

Meningeal signs

Focal neurological deficit

Evidence of TB elsewhere

CSF - high lymphocytes, low glucose, higher protein

Cryptococcal meningitis
see Section 11.5

Subacute onset: days to weeks

HIV infection, signs of weak immune system

Meningeal signs (may be absent), fever (may be absent), malaise

Skin lesions resembling molluscum contagiosum

LP — high opening pressure

CSF - high lymphocytes, low glucose, high protein, positive India ink, positive
CrAg (CSF may be normal in severe immunocompromise — AIDS)

Aseptic or viral meningitis

Acute onset: hours to days

Can be part of acute HIV infection

Meningeal signs

Maculopapular rash

Usually self-limiting

CSF - high lymphocytes, normal glucose, mildly elevated protein

HIV meningitis

Acute onset: hours to days

Acute HIV infection

Rash, pharyngitis

Meningeal signs

CSF —increased lymphocytes, normal glucose, mildly elevated protein

Viral encephalitis (herpes,
CMV, PML)

Acute or subacute onset

Prodrome of high fever, headache, nausea, lethargy, myalgia

Frontal or temporal lobe focal signs

Seizures, confusion, altered level of consciousness

CSF —increased lymphocytes, normal glucose, mildly elevated protein

Headache with no meningeal signs (with or without fever)

Cerebral toxoplasmosis
see Section 11.40

Subacute onset: days to weeks

Dull affect, altered level of consciousness

Focal signs

Seizures

Fever

CT scan - single or multiple ring-enhancing lesions
HIV-infected or signs of inmune compromise

CD4 <100/mm?

Subarachnoid haemorrhage

Very acute onset

Severe headache, “worst ever”
Neurological deficit

Meningeal signs (may be absent)
No fever

CSF — very high RBCs, high protein

Headache

Vol. 2 « 10. Acute and subacute by symptom: July 2011



Neurosyphilis — syphilitic
meningitis
see Section 11.37

Subacute onset: days to weeks
Meningeal signs (may be absent)
CSF — high WBC, normal glucose, high protein, positive VDRL or RPR

Bacterial brain abscess

In HIV-negative patients may result from contiguous spread or bacteraemia.
Gradual onset: weeks

Headache, neck stiffness, altered mental status, signs of increased ICP
Focal deficits beginning days after headache, seizures

LP should be avoided.

Cerebral tuberculoma
see Section 15

Subacute onset: days to weeks

Focal neurological deficit

No meningeal signs

Constitutional symptoms (including fever, weight loss, night sweats)
Evidence of TB elsewhere

CSF - high lymphocytes, low glucose, higher protein

Anthrax

Haemorrhagic leptomeningitis

Neck pain with or without flexion

Headache, changes in mental state

Vomiting and high-grade fever

Markedly elevated CSF pressure and the appearance of blood in the CSF are
followed rapidly by disorientation, loss of consciousness, and death.

Chagas disease
see Section 11.42

Presents as a meningoencephalitis in HIV-positive patients

A DDx for toxoplasmosis, with a pseudo tumour located in the white matter
of the brain

Can progress to seizures and paralysis

Tetanus
see Section 11.39

Acute onset (after injury or exposure)

Muscle rigidity (jaw, neck, shoulders, back)

Neck stiffness

With or without fever

Autonomic dysfunction (hypertension, tachycardia, sweating)
Increased deep tendon reflexes

Alert mental state

Headache with no meningeal signs and no fever

Stroke (CVA)
see Section 10.10a

Sudden onset

Focal signs — hemiparesis, aphasia, unilateral facial weakness
Raised BP

Normal CSF

Neurocysticercosis
see Section 11.7

New onset seizures

Cognitive deficits, personality changes
CSF — high WBC, eosinophils

CT — multiple fluid-filled active cysts

Neurosyphilis — syphilitic
meningitis
see Section 11.37

Onset over days to weeks
CSF - high protein, high WBC
RPR or VDRL positive on CSF

Primary CNS lymphoma

Insidious onset

Seizures

Neurologic deficit — cranial nerve palsies, mental status change
Immunocompromised, CD4 <50/mm?

Brain metastases

Headache — worse at night

Vomiting, low-grade fever

Focal signs, seizures

Deterioration in mental status

Evidence of the primary tumour, e.g. breast
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Condition

In favour

Human African trypanosomiasis
see Section 11.41

Worsening headache

Confusion, behaviour changes, depression
Somnolence

Convulsions

Sensory disturbance, poor coordination

Severe hypertension

BP >180/110 mmHg

Confusion

Fundoscopy - sclerosis, exudates, haemorrhages, papilloedema
With or without abnormal renal function (if severe)

With or without raised cholesterol

Severe pre-eclampsia or
eclampsia
see Quick Check page 23, Vol. 1

Pregnant 2™ or 3"trimester

BP >140/90

Oedema or anasarca

Visual disturbances, confusion

Urine — proteinuria

Increased uric acid, increased urea, increased creatinine, high ALT/AST, low
platelets (HELLP syndrome)

Extra-cranial causes of headache

Malaria
see Section 11.25

Acute onset

Fever

Positive malarial RDT or microscopy
FBC — anaemia

Dengue fever
see Section 11.9

Pain behind the eyes

Fever, joint pains, myalgia
Petechiae

Travel to or living in endemic area
Positive dengue IgM or 1gG

Sinusitis
see Section 11.35

Tender sinuses, pain or pressure in the face
Nasal discharge, blocked nose or post-nasal drip
Fever

History of previous episodes

Labs —all normal

Rickettsial diseases
see Section 11.32

Headache severe

Fever

Rash — often involves palms and soles

Eschar (dark scab) at the site of the bite or history of contact with tick or flea
High ALT/AST

Toothache
see Section 10.17

Pain starts in the mouth

Pain on chewing

Dental caries

Fever

Increased WCC (high PMN) in blood

Tonsillitis

Pain starts in the mouth

Pain on swallowing

Fever

If severe — difficulty breathing, meningism, headache
Increased WCC (high PMN) on blood

Trigeminal neuralgia

Sudden, severe, brief, stabbing, recurrent pain in the distribution of one or
more branches of the fifth cranial (trigeminal) nerve

Usually unilateral

Facial muscle spasms with severe pain

Triggers include touching affected area, chewing, talking, brushing teeth,
cold air, smiling, or grimacing.
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Initiate management and monitor response

For primary headache not due to a treatable cause, refer for definitive diagnosis
and management.

Secondary headache
Empirical treatment:
* Empirical treatment differs depending on the patient’s immune status.
° If HIV-infected, do a CD4 count as soon as possible to guide the differential
diagnosis. Use flow chart 1, below, for management.
° If HIV status unknown, manage initially as HIV-infected and perform HIV test
as soon as possible. Use flow chart 1, below, for management.
° If HIV-negative, use flow chart 2, below, for management.

Flow chart 1: Approach to headache in a patient with HIV infection or
unknown HIV status and suspected central nervous system infection

HIV-positive
I
LP performed
No LP performed .
Focal neurological or brainstem CSF analy5|sl. cell count,l
signs present? glucose, protein Gram stain,
ansp ' India ink, CrAg
No Yes ¢ i
Y
Treat: Treat: Gram o
bacterial meningitis bacterial meningitis o positive or CSF findings
toxoplasmosis toxoplasmosis India ink or CSF findings consistent
Start investigation Refer to empirical CrAg positive consistent with TB
for TB approach for focal with bacterial meningitis
Take serum CrAg neurological deficit meningitis
Improvement by Treat:
#hotrs? cr Ttr(fca;'ccal bzlcr:‘::rti'al TB meningitis
%Zningitis meningitis and bacterial
No inaiti
ves (see below) (see below) meningitis
(see below)
Conti Reconsider LP
trg:trlrrl]gr?t Add treatment for: [ ]
TB meningitis (if other
Do LP when safe evidence of TB) Y
c_ryptococcal meningitis Improvement
(if serum CrAg positive) by 48 hours?
Refer DDx table I
No ¥ y Yes
Continue Repeat LP
treatment Consider wrong or dual
diagnosis
Refer DDx table
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Flow chart 2: Approach to headache in HIV-negative patient with
suspected central nervous system infection

Assess risk of herniation
- consider LP
I
No LP performed LP performed
Focal neurological or brainstem CSF analysis: cell count,
signs present? glucose, protein Gram stain
No Yes ¢ ¢
Y
Gram
positive or CSF findings
Treat: Refer to focal CSF findings consistent oth
bacterial meningitis neurological deficit consistent with TB er
Add steroids section with bacterial meningitis
meningitis
Improvement by Treat: Clinical
48 hours? bacterial evidence of Refer DDx
meningitis TB elsewhere tables
Yes No (see below) in body?
Continue
Yes
treatment Reconsider LP No
Do LP when safe Look for TB elsewhere
If found, ;reat B mtﬁningitis Treat: Repeat LP at 1
Refer DDx table TB meningitis week
If no resolution
consider TB Rx
Refer DDx tables
A Y
Improvement
by 48 hours?
Yes No
Continue Repeat LP
treatment Refer DDx table
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10.10b.3 Treatment of specific conditions

Acute bacterial meningitis

Acute bacterial meningitis is the most common cause of meningitis with an
acute onset. It is a medical emergency. If it is clinically suspected, start treatment
immediately while waiting for results to confirm the diagnosis.

On taking the patient’s history, look for:
e prodrome of non-specific symptoms
 classic triad of

° fever

° headache

° neck stiffness
» photophobia, vomiting
« confusion, seizures.

On examination look for:
» very unwell or rapidly deteriorating patient
e meningeal signs
° neck stiffness
° positive Kernig's or Brudzinski's sign
 rash — petechial or purpuric (non-blanching) — meningococcal meningitis

» focal neurological deficit (may develop in later stages).

If CSF findings are consistent with bacterial meningitis, refer to the table
Characteristic CSF findings, above.

Treatment
If acute bacterial meningitis is suspected, begin empirical therapy immediately
without waiting for the laboratory confirmation. Refer to national guidelines and
epidemiology of local resistance patterns for individual cases and meningitis
epidemics.

Empirical therapy
 ceftriaxone 2 g IV or IM twice daily (preferred):
° 5-7 days for Neisseria meningitidis and Haemophilus influenzae
° 10-14 days for Streptococcus pneumoniae or unknown organism.
* empirical therapy if ceftriaxone is unavailable:

° ampicillin 2 g IV every 4 hours AND cotrimoxazole 10-20 mg per kg
(based on the trimethoprim component) IV per day divided into 2-4 doses
(alternative).

» modifications to empirical therapy

° If there is a high prevalence of pneumococcal resistance to penicillin, add
vancomycin 1 g IV twice daily, if available.

° If risk factors are present for L. monocytogenes (see below), add ampicillin
2 g IV every 4 hours.

° If patient has anaphylactic allergy to penicillin, give chloramphenicol 1 g
IV every 6 hours PLUS cotrimoxazole 10 to 20 mg per kg (based on the
trimethoprim component) IV per day divided into 2-4 doses.
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 oily chloramphenicol 100 mg/kg IM (maximum dose 3 g) single dose (repeat
after 24-48 hours if necessary), only in meningococcal epidemics. An
alternative to oily chloramphenicol is ceftriaxone 2 grams.*

* In adults with suspected bacterial meningitis, consider giving dexamethasone
10 mg IV every 6 hours for 4 days immediately prior to antibiotics. The
administration of steroids should not delay the administration of antibiotics. If
antibiotics are started first, do not administer dexamethasone.

Therapy for confirmed infections

* Treatment should be guided by local microbial epidemiology, resistance
patterns, and results of CSF cultures, if available.

* Neisseria meningitidis, Haemophilus influenzae, Streptococcus pneumoniae:
° ceftriaxone: see above (can be used for patients with a non-anaphylactic
allergy to penicillin);
ampicillin (dose above) may be used for sensitive H. influenzae isolates;
benzylpenicillin (4 million units [2.4 g] IV every 4 hours) may be used for
sensitive S. pneumoniae and N. meningitidis isolates;
If anaphylaxis to penicillin, give chloramphenicol and cotrimoxazole (see
doses above).
 Listeria monocytogenes (more common in the elderly, pregnant women, and
those with impaired immunity, including HIV): ampicillin 2 g IV every 4 hours
for at least 21 days PLUS gentamicin 5 mg per kg per day divided into 3 doses
until patient improves (at least 1 week).
° In patients with anaphylactic allergy to penicillin, alternative is
cotrimoxazole 10 to 20 mg per kg (based on the trimethoprim component)
IV per day divided into 2-4 doses.

Protection of contacts of confirmed cases of bacterial meningitis (not in

outbreak situation)?

e N. meningitidis: Prophylaxis is recommended for close contacts (household
members, roommates, intimate contacts, individuals at a child-care center,
young adults in dormitories, military recruits in training centers, and sitting
next to an index patient for more than 8 hours on an airplane; individuals
who have been exposed to oral secretions (for example, by kissing,
mouth-to-mouth resuscitation, endotracheal intubation or endotracheal
tube management). If a close contact develops fever, prompt evaluation is
recommended. Recommended prophylaxis:

° ciprofloxacin 500 mg orally as a single dose; OR
° ceftriaxone 250 mg IM as a single dose; OR
° rifampicin 600 mg orally 2 times daily for 2 days.

* H. influenzae: Prophylaxis of all household contacts (including adults) is
recommended only when the index case has H. influenzae serotype b (Hib)
AND the household has at least one child under 1 year old (excluding the
index case) or has a child 1-3 years old who is not adequately immunized.
Recommended prophylaxis:

° ciprofloxacin 500 mg orally as a single dose; OR
° ceftriaxone 250 mg IM as a single dose; OR
° rifampicin 400 mg orally once daily for 4 days.
e S. pneumoniae: Prophylaxis of household contacts is not recommended.

1 Standardized treatment of bacterial meningitis in Africa in epidemic and non epidemic situations. WHO, 2007.
Available at http://www.who.int/csr/resources/publications/meningitis’WHO_CDS_EPR_2007_3/en/index.html

2 Heymann DL, ed. Control of communicable diseases manual, 19th ed. APHA and WHO, 2008.
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Cryptococcal meningitis and IRIS (see Section 11.5)

Cryptococcus is the most common cause of meningitis in patients with advanced
HIV infection.

Note: Without the results of a lumbar puncture, other concomitant infections
cannot be excluded and should be covered with empirical therapy.

Tuberculosis meningitis

TB meningitis occurs more commonly in HIV-infected patients, but it may also
occur in HIV-negative patients. The meningeal inflammation is due to the spread
of the TB to the meninges via the blood or rupture of a tuberculoma in the brain.
TB is usually found in another part of the body, e.g. pulmonary TB.

On history look for:

* night sweats, loss of weight

« gradual onset headache

* low-grade fever

* neck stiffness

* symptoms of TB in other systems, i.e. cough
* TB contact.

On examination look for:

* meningism

« cranial nerve palsies

» decreased conscious state

» focal neurological deficit

« evidence of TB elsewhere (lymphadenopathy, chest signs).

Investigations
For the CSF analysis, refer to table Characteristic CSF findings, above.

* may appear cloudy

 high protein (40-100 mg/dl)

* low glucose (<20 mg/dl)

 cell count 500/mm? - lymphocytes.

The CSF findings can often be ambiguous. If the findings are unclear, look for
evidence of TB elsewhere in the body (see Section 11 Tuberculosis).

Treatment
 for treatment guidelines refer to Section 15 Tuberculosis.
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10.10b.4 Symptom management of headache

In-hospital management
» Work through differential diagnosis for headache as outlined above in this
chapter.

e Treat pain using the WHO pain ladder: begin with analgesics such as
paracetamol or NSAIDS and change to analgesic-opioid combinations and
ultimately to strong opioids if the patient has continued pain.

* If there is raised intracranial pressure:
° If due to inflammation or intracranial masses, give a high dose of

corticosteroids, e.g. dexamethasone 16 mg IV daily for about 5 days.
° If due to intracranial haemorrhage, do not give corticosteroids.

Outpatient or primary care management

» Ask the patient about the nature of the headache and whether he or she has
had a seizure.

e Give paracetamol or ibuprofen.
* Give nasal decongestants if paranasal sinus congestion is suspected.
» Refer to the hospital if the patient fails to respond.

Home care
e The patient should rest.

* The patient should try self-steaming, using a basin with hot water (but warn
them to be careful of being burned by the water).

* The patient should take an over-the-counter pain medicine, e.g. paracetamol.

* Advise patients to seek medical help if the headache is not responding to
treatment.
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10.10c Neurological problems: seizures (without meningism
or fever)!

In this section:

10.10c.1 Clinical approach to a patient with seizures

10.10c.2 Consider the likely differential diagnosis (with DDx table)
 Seizures without meningism or fever

Seizures result from a number of different causes and are associated with a variety
of conditions. Taking a good history is essential for all patients presenting with
seizures, as it helps determine a possible cause and guides your management
approach. An eyewitness account is essential for determining whether the episode
was in fact a seizure.

Injury to the brain, such as trauma, infection, toxin damage, drug withdrawal,
severe hypertension, and mass lesions with pressure effect can all result in
seizures.

Epilepsy is defined as two or more seizures in a patient without a reversible
condition. Epilepsy may be due to a structural brain abnormality or previous brain
damage. However, in many cases, the cause is unknown (idiopathic). Acute causes
of seizures must be excluded before a diagnosis of epilepsy is made.

10.10c.1 Clinical approach to a patient with seizures

Step 1. Perform Quick Check.
Ensure that there are no serious or life-threatening conditions. Use Quick Check for the emergency
management of convulsions remembering to protect the airway and keep the patient away from
danger. DO NOT put anything into the mouth. Remember to check glucose and consider pregnancy in
women.

Step 2: Take a history and examine the patient.
An eyewitness account helps establish whether the patient has had a seizure. Determine the type of
seizure, and whether this is the first episode. Examine the patient for a possible cause. If you suspect
meningitis (fever, neck stiffness), proceed to Section 10.10b Headache.

Step 3:  Assess the patient’s HIV status.
HIV infection alters the differential diagnosis of seizures.

Step 4: Consider a differential diagnosis using the DDx table.
* See DDx: Seizures without meningism or fever, on next page.

Step 5:  Perform investigations.
Bloods, lumbar puncture, and CT scanning are useful in helping to find a cause for the seizure. Always
ask yourself whether a LP or CT scan will aid diagnosis and management.

Step 6: Initiate treatment and monitor the patient’s response.
After initial emergency management of the convulsing patient, further management of seizures will
depend on the differential diagnosis and the likely cause. See the management approach below.

1 mhGAP Intervention Guide for mental, neurological and substance use disorders in non-specialized health
settings. WHO, 2010. Available at http://www.who.int/mental_health/evidence/mhGAP_intervention_guide/en/
index.html
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History

* Determine if the patient had a seizure.

° Ask an eyewitness if someone else was present at the time of the episode.
* Obtain a description of the event:

° the type of seizure (parts of body involved, generalized or focal)

° whether there was loss of consciousness

° loss of bladder or bowel control.
e Take a medical history to determine:

° associated headache, fever, neck stiffness
history of previous seizures and possible precipitating factors and events
other illnesses — HIV infection, renal dysfunction, hypertension
medications including antiepileptics, antidiabetic agents, antiretrovirals
toxin exposure
alcohol or drug use or withdrawal
prescription drug overdoses
use of traditional remedies or medicines
other toxins (organophosphates, cleaning liquids)
current pregnancy.

0o 0o 0o o o o o o o

Examination

» Look for evidence that a seizure occurred (bitten tongue, soiled clothes,
postictal mental state).
e Conduct a focused neurological exam to look for possible cause.
» Assess the following:
° altered conscious state (AVPU/GCS)
° localizing signs
° papilloedema
° meningeal signs (see Section 10b Headache for details).

x Assess the patient’s HIV status

HIV infection influences the likely differential for seizures. There are a number
of opportunistic infections that can present with seizures, and it is important to
consider HIV infection when investigating a patient with new onset seizures.

10.10c.2 Consider the likely differential diagnosis

Assess whether the seizure is related to a systemic illness or condition, to an
intracranial lesion or infection, or is part of an ongoing chronic seizure pattern.
Consult with the relevant section of the DDx table below.
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DDx: Seizures without meningism or fever*

Condition

In favour criteria

Seizures as part of a systemic illness or condition

Cerebral malaria
see Section 11.25

Fever

Positive smear or rapid malaria test
Hypoglycaemia

Living in or travelled to an endemic area

Hypoglycaemia
see Quick Check and Section
34

Sudden onset repeated seizures

Use of diabetic medication
Unresponsive or confused

Responds to administration of glucose

Hypertensive encephalopathy

BP >180/110 mmHg
Confusion
Fundoscopy - sclerosis, exudates, haemorrhages, papilloedema

Eclampsia
see Section 2

Pregnant 2nd or 3rd trimester

BP >140/90

Oedema or anasarca

Visual disturbances, confusion

Urine — proteinuria

Lab —increased uric acid, increased urea, increased Cr, high ALT/AST, low
platelets

Metabolic disturbances
see Section 5.2

Recentiillness, e.g. diarrhoea
Electrolyte disturbances, e.g. hypoNa+ hypoMg++, hypoCa++, and uraemia

Overdose (drug or prescription)
see Section 3.6

Known history of substance abuse

History of cocaine, amphetamine, ecstasy, or other
Track marks at injection sites

Pinpoint or dilated pupils

On tricyclic antidepressants (TCA)

Alcohol withdrawal
see Section 3.7

History of alcohol use
Tremor
Other evidence of chronic liver disease

Seizures due to intracranial infection or lesion

Brain abscess
see Section 10.10a

Fever, headache

Local spread: from sinuses, ear, teeth — discharging ear, tender mastoid,
tender bridge of nose, dental caries, haematogenous spread. e.g. from lungs,
heart, skin, abdomen

Meningitis
see Section 10.10b

Fever
Headache
Neck stiffness

Viral encephalitis, e.g. herpes
simplex

Lethargy and altered mental status
Focal neurological deficit

Papilloedema

Tremor
Toxoplasma encephalitis Onset over days to weeks
see Section 11.40 Focal signs

Impaired level of consciousness
CD4 less than 100
CT scan — single or multiple ring enhancing lesions
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Condition In favour criteria

Masses (lymphoma, Insidious onset
tuberculoma, tumours) Cranial nerve palsies, mental status change
Focal neurology

Trauma History of trauma or whiplash injury
Contusions or lacerations on head or face
X-ray or CT scan evidence of trauma

Chronic, recurrent seizures

Neurocysticercosis Cognitive deficits

see Section 11.7 Personality changes

CSF — high WBC, eosinophils

CT - multiple calcified cysts active fluid filled cysts

Epilepsy Known history of epilepsy
(see below) Previous history of seizures
Family history of epilepsy
No reversible causes found

* Consider other causes of seizures: schistosomiasis, Bartonellosis (cat scratch disease), African human
trypanosomiasis.
See Section 11 Multisystem diseases list for details on these diseases.

Perform investigations

For all convulsing patients, take:
» blood glucose
° Give IV glucose D50, 25-50 ml if unable to test. See Quick Check page 41,
Vol.1.

Do investigations according to the differential diagnosis:

* malaria microscopy (if not immediately available, RDT can be performed
while waiting for the result of the blood smear);

* electrolytes:
° Electrolyte disturbances can cause seizures (see Section 5.2.2). Measure

electrolytes if available.

e CSF analysis (see Section 10.10b Headache):

° if you suspect blood or pus (i.e. subarachnoid bleed or meningitis).

Note: Do not delay antibiotic therapy if meningitis is suspected and you are unable

to do a CSF analysis.

Often CT scans are not widely available. If CT is available at a referral centre, refer

the patient for a CT in the following circumstances:

» unexplained neurological findings

« intractable or worsening epilepsy (in a patient who is compliant)
» onset of seizures late in life (where a cause is unclear).

Treatment

Acute seizure control — see Quick Check page 21, Vol. 1 and Section 3.5 for the

management of a convulsing patient.
 Identify and treat reversible causes (blood glucose, electrolytes, blood
pressure, infection, drug overdoses).
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After acute seizure control, a decision needs to be made regarding ongoing
management.

Management of seizures with no apparent cause depends on the history and
number of episodes
A patient presents having had 1 or 2 seizure episodes but now looks completely
well. What should be done?
» Do not treat a first episode seizure.

° The risk of second seizure is less than 50%.

° Are you sure that in fact the patient really had a seizure?

° Wait to see if another or others occur.

A patient presents having had at least 2 convulsions in the last year (recurrent).
 Investigate if there are unexplained neurological or physical findings.

* Treat any underlying cause.
» Start antiepileptics.

Monotherapy with any of the standard antiepileptic drugs:

» carbamazepine: start 100-200 mg once daily, maintenance at 400-1400 mg
daily

* phenobarbital: start 60 mg daily, maintenance at 60-180 mg daily

« phenytoin: start at 150-200 mg daily, maintenance at 200-400 mg daily

 valproic acid: start at 400 mg, maintenance 400-2000 mg daily (should be
considered in children and adults with convulsive epilepsy)

However, given the costs of these drugs, phenobarbital may be considered as a
first option. In some settings its availability is constrained by regulatory issues.
Carbamazepine might be considered with partial onset seizures.

Phenobarbital is a good antiepileptic but interacts with antiretrovirals (NNRTI, PIs) x
to lower drug levels via the cytochrome P450 system in the liver.

Valproic acid is a good alternative as it does not interact with antiretrovirals. x
However, it is expensive. It should be used in patients who are already on ART
and are to be started on antiepileptics.

Valproic acid and the use of multiple drugs to control seizures should be avoided }
in pregnant women.

A patient with a history of seizures in the past presents after 2 years of being

seizure-free.

« In this circumstance, the decision to withdraw or continue antiepileptic drugs
(AEDs) should be made after consideration of several clinical, social, and
personal factors, and with the involvement of the patient and the family.

* Among clinical factors, those discouraging treatment withdrawal include:

° presence of an underlying neurological condition;
° epilepsy syndrome with high potential for seizure relapse (e.g. myoclonic
epilepsy or any symptomatic epilepsy);
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° history of high seizure frequency or status epilepticus.
Social and personal factors play a role in the final decision:

° patient preference;
° extremely infrequent seizures;
° occupational stigma and psychological effects of continued AED use.

Additional intervention details

Psychological treatments such as relaxation therapy, treatments based on
CBT principles, psycho-educational programmes, and family counselling may
be considered as additional treatments for epilepsy.

People with epilepsy can lead normal lives. They can marry and have children.

People with epilepsy can work in most jobs. However, they should avoid
certain jobs, such as working with or near heavy machinery.

People with epilepsy should avoid cooking on open fires and swimming
alone.

People with epilepsy should avoid excessive alcohol and any recreational
substances, sleeping much less than usual, or going to places where there are
flashing lights.

National laws related to the issue of driving and epilepsy need to be observed.
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10.11 Approach to patients with mental health problems

In this section:
10.11.1 Clinical approach to mental health problems
* History and physical examination
» Approach to good clinical practice and balanced care
» Special considerations in adolescents
10.11.2 Suicide and deliberate self-harm assessment and management
* Suicide risk assessment
» Management of the suicidal patient
» Pharmacotherapy in patients with suicide risk
10.11.3  Abnormal behaviour or thinking (with DDx table)
* Assessment of abnormal behaviour
* Delirium
« Intellectual disability in adolescents and adults
» Dementia
10.11.4  Psychosis
« Definitions of brief and persistent psychotic disorders
« Clinical management of psychosis not accompanied by mania or severe depression
* Use of antipsychotic medications: some basic principles and cautions
« Considerations for long-term antipsychotic therapy
10.11.5 Bipolar disorder
« Psychosocial interventions in bipolar disorders
» Pharmacologic management of bipolar disorders
10.11.6 Sad or low mood including depression (with DDx table)
» Assessment of patients with sad or low mood or depression
Depressive symptoms due to medical conditions
Depressive symptoms due to adverse life events
Acute management of depression
Use of antidepressant medications: some basic principles and cautions
Use of antidepressant medication in the management of a depressive episode (moderate to severe)
» Management of severe depression with psychotic symptoms
10.11.7 Anxiety
Assessment and diagnosis of anxiety
» Management of anxiety
Psychotropic therapy for anxiety
Making a specific anxiety disorder diagnosis (with DDx table)
Management of specific anxiety disorders

Appendix 1 Psychotherapy and mental health counselling
Appendix 2 Medical conditions to consider before starting treatment for mental disorders and when patients do
not respond to initial psychiatric therapy

Importance

» Mental health problems are as disabling as physical problems, but their
treatment often is overlooked or delayed.

* Mental health disorders are very common in primary care populations.

» Mental health problems frequently coexist with other medical and physical
disorders.

« Consider mental health problems if there are unexplained medical symptoms,
recurrent multiple complaints, or sexual dysfunction.
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10.11.1 Clinical approach to mental health problems

Symptoms that alert the clinician to the possibility of a mental disorder
Any of the following signs or symptoms can indicate the presence of a mental
disorder.

* A notable change in mental status.
* The development or new onset of unusual or bizarre behaviour.

* A diminished level of functioning or symptoms in one or more of the
following areas:
° self-care, such as bathing, dressing, eating
° family relations — spouse, children, relatives
attendance or performance at work or school
° doing housework or household tasks
social activities, seeing friends
° remembering things
subjective distress (sadness, fear, anxiety, irritability)
° agitation, outbursts of anger, potential for violence, homicidal thoughts
suicidal thoughts or recurrent thoughts of death
° disturbed sleep and appetite
diminished concentration, impairment in complex thinking, difficulty in
learning new tasks
emotional numbing or lack of a full range of emotions
° delusions and hallucinations
confusion.

As outlined in the steps below, the clinical approach to assessing these symptoms
begins by ensuring the patient’s safety and then excluding any life-threatening or
significant medical conditions.

Clinical approach to all patients

Step 1. Ensure the patient’s safety.
See Section 10.11.2 and note the guidelines for managing suicidal, violent, or agitated patients.

Step 2:  Ensure that the patient does not have any life-threatening medical conditions, especially delirium, or
any other significant medical conditions.
Use Section 3.4 — the approach to the severely ill patient, and follow the guidelines for decreased level
of consciousness or confusion or intoxication or agitation.

Step 3: Take a present history from the patient and family.
« Assess symptoms of abnormal behaviour and sad or anxious states of mind.
« Assess the impact on function.
« Assess stressful life events and recent losses.
« Ask about drug and alcohol use.
« Ask for treatments received for the presenting problem and the response to it.
Step4: Take a past history from the patient and family.
Has the person had similar symptoms in the past?
Is there a history of psychiatric hospitalizations?
Is there a history of past use of psychotropic medication?
What was the response to treatment and mental health interventions?
Is there a history of suicide attempts or violence toward others?
Is there a history of exposure to traumatic events?
Is there a history of alcohol or substance use?
Is there a childhood history of learning or developmental disabilities?
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Step 5:  Perform a mental status evaluation. Assess:
« appearance and behaviour
« orientation
« speech
« mood quality, range and appropriateness of emotions
« thinking processes and clarity of content
« perceptual abnormalities
« suicidal ideation, intent, or plans
< violent or homicidal ideation, intent, or plan
« cognitive functioning
« awareness of illness and need for its treatment.

Step 6: Conduct or review baseline investigations. Ask yourself:
« Have | considered underlying medical conditions and side-effects of medication or home remedies?
« What is the person’s HIV status? g
« Have I considered alcohol or substance use or withdrawal?
« Have I reconsidered delirium? If you think the patient may have delirium, use Section 3.4.

Step 7: Determine whether the patient is experiencing abnormal behaviour or a sad or anxious state of mind.
« If both abnormal behaviour and a sad or anxious state of mind are present, assess abnormal
behaviour first.

Step 8: Based on your assessment and classification, institute appropriate treatment.

Based on steps 1 and 2, consider whether hospitalization or other urgent mental health intervention
is needed.

« Provide the patient and family with counselling and psycho-education (see Appendix 1).

< Enlist psychosocial support (family, friends, peers).

« Institute psychotherapies as available and appropriate (see Appendix 1).

« Give medication as available and appropriate.

« Assess for long-term care referral as available and appropriate.

Step 9:  If the patient does not respond to the initial course of psychiatric treatment, then reconsider
assessment for medical conditions (see Appendix 2).

Step 10: If the patient continues to have a poor response to treatment at a second level care facility, refer to
specialty care for:
« clarification of the diagnosis
« the development of an optimal treatment regimen
« stabilization of the patient.
Back-referral from specialty care with suggestions for further management is often the most efficient
and affordable means for continuing the patient’s treatment.

History and physical examination

Start by taking a good history
Enquire about the symptoms that are common to many mental disorders and that
may alert the provider to the presence of a mental health concern.

Whenever possible, and after obtaining consent to do so from capable patients,
include family members and friends when obtaining this history.
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Important elements of a history

« The time of onset of the current episode.

« Type and severity of the symptoms.

« Current medical problems or diagnoses.

» Decrease in the level of functioning, including social isolation and decreased productivity.
* Precipitating stressful life events.

« Past or recent exposure to traumatic events.

« Occurrence of gender-based or domestic violence.

« Current medications or home remedies, particularly those that have been initiated recently.
< Personal history of drug or alcohol abuse.

« Family history of drug or alcohol abuse.

« Personal history of prior mental disorder and treatment.

< Family history of mental disorder and treatment.

» Available social and family support.

Co-morbidity of mental disorders with each other

« Co-morbidity is common because the presence of one mental disorder increases the risk for other mental
disorders.

« Co-morbid alcohol or substance use disorders increase the complexity of treating other mental health
symptoms and disorders. Treatment for both disorders is required.

« Many patients do not fit neatly into diagnostic categories. In those cases, treatment is often targeted to
symptoms.

« Use the following hierarchy when symptoms of multiple disorders are present.
° If patient is actively using alcohol or substances, reassess symptoms after patient is no longer intoxicated

(see Section 17 Substance use).

If the patient is withdrawing from alcohol or other substances, provide medical care for withdrawal, and

reassess symptoms (see Section 17 Substance use).

If the patient has abnormal behaviour and a sad or anxious state of mind, treat abnormal behaviour as the

primary condition and then address the sad or low mood.

If the patient has a sad or low mood and an anxious state of mind, treat the sad and low mood as the

primary condition.

Co-morbidity of mental disorders with medical conditions

« Co-morbidity is common between mental disorders and medical conditions, and each increases the risk for
the other.

* When compared to the general population, people with mental health disorders have increased morbidity
and mortality from medical conditions.

» As people age or acquire medical conditions, mental and medical disorders commonly are found to coexist.
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Approach to good clinical practice and balanced care

Management of patients with mental health disorders involves the provision of a supportive, safe, and healing
environment and the development of a trusting and therapeutic working relationship.

The way in which this environment is created will vary across settings depending on resources and local
approaches to mental health care.

Non-specialist health-care providers should acquire appropriate knowledge and skills for, and follow good

clinical practices in, their interactions with people with mental, neurological, and substance use disorders and

their families. These should include the following:

 attentive or active listening;

« effective and cultural, language, or gender-sensitive communication, including communication with
behaviourally disturbed, anxious, and withdrawn patients;

« obtaining important psychosocial information (including family, living, financial and social circumstances)
from the patient and family;

» assessing psychosocial stress;

« being non-judgemental towards patients and families;

« providing adequate privacy in interactions with patients and families;

« planning treatment in consultation with the patient and family, keeping in mind their preferences;

« providing appropriately detailed information and advice in a supportive manner;

« communicating a realistic hope for better functioning and recovery;

« responding sensitively to the disclosure of private and emotional events (such as sexual violence or suicide
attempts, especially where illegal);

« providing information on the patient's health status and diagnosis in a clear, accurate, empathetic, and
culturally appropriate way, keeping in mind the patient's preferences, and in consultation with the family;

* monitoring progress and encouraging self-monitoring of symptoms;

* monitoring adverse effects of any treatment;

« facilitating necessary follow-up and treatment continuation;

« facilitating necessary specialist referral;

« facilitating necessary linkages with community-based supports.

Non-specialist health-care providers should ensure the protection of and respect the rights of people with
mental, neurological, and substance use disorders and their families. This should include the following:
 respecting the rights of patients and families within the health-care facilities

« obtaining full and informed consent for all diagnostic and treatment interventions

< observing the confidentiality of patients and promoting their participation in all aspects of their treatment.

Psychosocial support and psycho-education are helpful interventions in all mental health disorders.
Psychotherapies are often effective in treating specific mental health symptoms and disorders. Depending on
the resources and expertise that exist, psychotherapy may be delivered in individual or group settings.

Psychotropic medications, alone or combined with psychotherapies, have been shown to be effective in treating
many mental health disorders.

Many mental health disorders have a chronic and recurring course and require longer term approaches to care,
including psychosocial rehabilitation, to minimize disability.
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General principles in prescribing psychotropic medications

* Weigh the effectiveness of the medication in reducing symptoms against the impact of adverse side-effects.

« Keep in mind that the metabolism of psychotropic medications can vary by race and ethnicity, and, within any
given group, the metabolism of psychotropic medications can vary widely among individuals.

» The elderly and medically ill often require lower doses than younger, physically healthy adults.

* Ensure that medication management adheres to local principles of informed consent, including a
determination of the patient’s capacity to make treatment decisions.

» Assess the patient’s acceptance of the treatment and anticipate the possibility of non-adherence.

* Manage non-adherence with a non-judgemental approach.

 Itis best when a family member or friend can help a patient with medication management. However, it is
essential that a capable patient consents to communication with those family members or friends.

. Explaln the following to patients and, as appropriate, family members or friends:

the symptoms may not immediately respond to the medication;

medication side-effects often diminish or disappear over time;

adherence to psychotropic medications over time is required to maintain a therapeutic response;

medications that have been used for more than several weeks should be tapered rather than abruptly

stopped, to reduce discontinuation symptoms and relapse risk.

o

o

o

The categorization of mental health symptoms can be confusing and overwhelming
to the busy clinician. In this Section, a simplified approach is presented based on
the differential diagnosis of two main categories, abnormal behaviour (which is
characteristic of possible delirium, dementia, intellectual disability, or psychosis)
and sad or anxious states of mind (which may indicate a mood or an anxiety
disorder). It is anticipated that this will enable more efficient assessment and
diagnosis of major mental disorders by non-specialist clinicians.

The following algorithm illustrates where specific symptoms are addressed in
these guidelines.

| Manage suicide or deliberate self-harm (see Section 10.11.2) |
I
| Consider the patient’s symptomatic picture |

Y

Agitation, frightening, or unusually impulsive behaviour?

Unkempt appearance and odd ways of relating to others or odd mannerisms?
Disorganized or strange speech, thoughts, or behaviour?

Reporting or responding to hallucinations (e.g. reacting to false or imagined perceptions)?
Reporting or responding to delusions (e.g. fixed false beliefs)?

Yes | [ No

Sad or low mood?

Fatigue, loss of energy, tiredness?

Loss of interest or pleasure?

Guilt or loss of self-confidence?

Loss of sexual desire?

Disturbed appetite (weight loss or gain)?

Feeling tense, anxious, excessively worried, or frightened?
Unexplained somatic symptoms?

 aches and pains

tingling, numbness (e.g. pins and needles sensations)
shortness of breath (e.g. sense of suffocation)
palpitations

gastrointestinal distress.

Reliving past traumas in thoughts, images, dreams, or acts?

v

| Refer to 10.11.6 Sad or low mood including depression

Refer to 10.11.3
Abnormal behaviour
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Special considerations in adolescents

Adolescent mental health*

Adolescence is a time of rapid physical, psychological, and social changes that can be accompanied by
anxious, sad, and angry thoughts and feelings. But if symptoms persist, become strange or abnormal, or prevent
ateen from being able to carry out their usual activities, including school work or healthy socialization, this may
be an indication of a mental health disorder.

Points to consider regarding adolescent mental health

» Adolescence is both a common time of developmental stress and a common time of onset of mental
disorders. Differentiating between the two can be challenging. Adolescents can experience any of the
conditions mentioned in this Section; however, their presentation may vary from the adult presentation.

« Educating adolescents and their families about the normal development of teens and the signs of mental
health problems is critical for preventing, identifying, and treating mental disorders.

* Adolescents are often reluctant to discuss substance use, sexual activity, suicidal ideation, or conduct
problems with parents and adults. Health-care workers can best overcome this barrier by creating youth-
friendly, trusting, and confidential relationships with teens. Share information with family members and
others only with the adolescent’s permission.

« Finding an individual identity and separating from family can cause turmoil and the rejection of parental
advice. But difficult behaviours may also reflect mental health problems that can put young people at higher
risk for abuse and neglect, suicide, substance abuse, school failure, violence, and health-jeopardizing
impulsive behaviours.

< Teens who have experienced sexual and physical abuse are at increased risk for the onset and persistence
of suicidal behaviour and mental health problems. Social isolation and academic failure, bullying, and harsh
or humiliating punishments may also be tied to adolescent depression and anxiety.

 Alcohol and drug use are common behaviours in adolescents. Concurrent substance misuse can worsen
mental health problems and render standard mental health interventions less effective. Concurrent treatment
of both substance use and other mental disorders is the ideal way to offer care.

10.11.2 Suicide and deliberate self-harm assessment and
management?

e Suicide is the act of deliberately killing oneself.

e Self-harm is the intentional injury or poisoning of oneself, which may or may

not have a fatal outcome. This is generally a sign of serious underlying mental
disorder even when the intent is not suicide. For poisoning see Section 3.8.

Regardless of the diagnosis, an assessment for risk of suicide should always be
performed. Asking about self-harm does NOT provoke acts of self-harm. It often
decreases anxiety associated with thoughts or acts of self-harm and helps the
person feel understood.

Attempt to establish a therapeutic working relationship with the patient and then
directly ask about suicide and self-harm behaviours.
» Do you feel that you would be better off dead?

1 Derived from Adolescent Job Aid. WHO, 2010. Available at http://www.who.int/child_adolescent_
health/documents/9789241599962/en/index.html

2 mhGAP Intervention Guide for mental, neurological and substance use disorders in non-specialized health
settings. WHO, 2010 and mhGAP Evidence Resource Centre. Available at http://www.who.int/mental_health/
evidence/mhGAP_intervention_guide/en/index.html. The mhGAP Guidelines and the mhGAP-IG will be reviewed
and updated in 5 years. Any revision and update before that will be made to the online version of the document.
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» Do you have thoughts of hurting yourself?
* Have you ever attempted suicide?
e Why did you want to hurt yourself?

Suicide risk assessment

Itis a difficult task to accurately predict an individual patient’s suicide risk. Factors that suggest increased
risk include:
Psychiatric disorders (generally depression, alcoholism, and personality disorders).
Physical illness (terminal, painful or debilitating illness, AIDS).
Previous suicide attempts.
Family history of suicide, alcoholism, or other psychiatric disorders.
Divorced, widowed or single status.
Living alone (socially isolated).
Unemployed or retired.
Bereavement in childhood.
If the patient is under psychiatric treatment, the risk is higher in:
¢ those who have recently been discharged from hospital
¢ those who have made previous suicide attempts.
« In addition, recent life stressors associated with increased risk of suicide include:
° marital separation
bereavement
family disturbances
change in occupational or financial status
rejection by a significant person
shame and threat of being found guilty.

o o o o o

The suicide assessment should include the assessment of:

current suicidal thoughts and plans

characteristics of any attempt, past or present

the presence of a severe mental disorder

the presence of substance intoxication or disorder

risk factors for suicide as noted above

available family and psychosocial supports and the patient’s capacity to cope with difficulty.

Assessing suicide risk through questions and observations
1. Assess whether the person has current suicidal thoughts
e Questions
° Do you feel unhappy and hopeless?
> Do you feel unable to face each day?
° Do you feel life is a burden?
> Do you feel life is not worth living?
° Do you feel like committing suicide?
» Further questions
° Have you made any plans to end your life?
° How are you planning to do it?
° Do you have the means in your possession to carry out suicide (pills,
guns, poisonings, or other methods)?
° Have you considered when to do it?
» Ask the patient or accompanying friends or family about self-harm.

2. Assess the characteristics of any attempt was made
* Was the attempt planned or was it impulsive?
 Did the person let anyone know or leave a suicide note?
* Were steps taken to avoid discovery?
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Did the person attend the hospital or clinic of their own volition?
What method was used?
How does the patient feel now about the attempt?
Look for signs of poisoning or intoxication or signs of self-injury.
Medically treat as necessary.

o Ensure that the person is closely monitored to prevent further self-

harm.
° Do not leave the patient alone or unsupervised.

3. Assess whether there is an imminent risk of self-harm or suicide

» Ask the patient and carer about current thoughts or plans to commit
suicide or self-harm

* Ask about history of thoughts or plans of self-harm in the past month or
acts of self-harm in the past year.

» Ask about access to means for following through on those thoughts or
plans.

» Assess for current mental disorder, suicidal ideation, and intent.

* Look for signs of emotional distress, hopelessness, agitation,
uncommunicative behaviour, social isolation.

4. Assess coping resources and activate psychosocial support
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¢ What coping mechanisms does the person have?
* What are the family and social supports?
e What is the service support?

Management of the suicidal patient

If a suicide attempt has been made, observe for signs of self-injury and
urgently treat associated medical complications.

Remove means of self-harm.

If a suicide attempt has been made or a plan or threat exists for imminent
suicide:

° do not leave patient alone;

talk gently with the patient;

keep the patient in a secure and supportive environment in the facility — if
possible, offer a separate quiet room while waiting;

assign a named staff member or family member for continued monitoring
to ensure patient safety;

attend to the patient’s mental state and emotional distress.

Management of the medical consequences of an act of self-harm may require
admission to a general (non-psychiatric) hospital. In these cases, when
admission for medical management is done, close monitoring is necessary to
prevent subsequent self-harm in the hospital.

Assess for underlying mental disorders and start appropriate treatment.

In situations where there is imminent risk of serious self-harm, urgent referral
to a mental health service is recommended. However, if such a service is

not available, activate psychosocial support. Family, friends, concerned
individuals, and other available resources should be mobilized to ensure close
monitoring of the individual as long as the imminent risk persists.

Consult a mental health specialist if available. Admit to a psychiatric hospital
or mental health service (if possible) if needed to treat an underlying severe
mental health disorder.

o

o

o
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Assess for and begin treatment of co-morbid problems:

° physical (including chronic pain, epilepsy)

° mental disorders and substance use — follow this Section as well as
Sections 16 and 17

° emotional problems.

When the patient is well enough for conversation, follow good clinical

practice — spend enough time, listen effectively, offer emotional support, and

be sensitive to the patient’s distress.

Use counselling, psycho-education and psychotherapies.

Involve carer or family support as needed and as appropriate for the patient.

° Provide psycho-education and support for carers and family.

° As caring for a suicidal patient can be extremely stressful, provide support
to the carers and family. Emphasize that they should avoid hostility or
aggression, even if frustrated.

Work to understand and lessen suicidal feelings; explore reasons to stay alive.

Focus on positive strengths and build on coping resources.

A structured problem-solving approach should be considered as a treatment

for persons with a history of acts of self-harm.

Provide information about community-based services and patient support or

self-help groups and facilitate access to these services.

Ensure careful follow-up, including the involvement of carers and community
health services. Regular contact with a non-specialized health worker is
recommended. The contact should be more frequent initially and less
frequent as the patient improves.

Continue to assess suicide risk until the patient is stable.

The individual, family, and relevant others should be advised to restrict
access to the means for self-harm (e.g. pesticides and other toxic substances,
medication, firearms) as long as the individual has thoughts or plans of self-
harm. Advise the family and relevant others that asking about suicide will
often lessen the anxiety of the patient and they may feel better understood.

Follow up patient over time with regular contact and ensure continuity of
care.

Pharmacotherapy in patients with suicide risk

Treat underlying mental disorders and substance use disorders.

Special considerations in patients with suicide risk include the following:

° Medication may give access to a means of suicide or cause side-effects,
such as restlessness, that may increase the risk of suicide.

° Choose drugs with fewer side-effects to ensure compliance.

Choose medications that are less dangerous in overdose (e.g. selective

serotonin re-uptake inhibitors instead of tricyclic antidepressants).

Dispense small quantities of medicines (e.g. not more than 1 week’s worth

while the patient is still suicidal).

As appropriate, involve relatives in the care and dispensing of medications.

Maintain close follow-up and monitoring of the patient.
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10.11.3 Abnormal behaviour or thinking

Use this Section if the presenting symptoms include:

e agitation, frightening or unusually impulsive behaviour;

* unkempt appearance and odd ways of relating to others, or odd mannerisms;
» disorganized or strange speech, thoughts, or behaviour;

« distortions of thinking and perceptions;

e reporting or responding to hallucinations (e.g. reacting to false or imagined
perceptions, such as talking to imaginary people as a result of hearing voices);

* reporting or responding to delusions (e.g. fixed false beliefs, such as hiding
from imaginary persecutors);

» severe self-neglect; inability or disinterest in caring for self;
* inappropriate or narrowed range of emotions;
* impairment in cognition, memory, and attention.

Assessment of abnormal behaviour

Accurate differentiation among the possible causes of abnormal behaviour,
such as delirium, dementia, intellectual disability, or developmental disorders
and psychosis is essential. Although these disorders can present with similar
signs and symptoms, the management is different. Delirium is a period of acute
confusion that is attributable to a medical condition, and treatment involves
diagnosis and management of the underlying medical condition. Dementia is
a chronic degenerative disease of the brain that typically worsens over time.
Progression of some causes of dementia may be partially reversed with treatment
(e.g. antiretroviral treatment may halt the progression of, or partially reverse, HIV
dementia). Intellectual disability or developmental disorders have a childhood onset
and will benefit from the provision of family psycho-education and community-
based rehabilitation. Psychosis is a sign of a severe mental disorder in which
contact with reality is lost or highly distorted, and may be found in schizophrenia,
bipolar disorder, or brief reactive psychosis.

Patients presenting with abnormal behaviour and fever likely have an underlying
medical condition that must be identified and treated. In these patients, refer to
Section 10.1.

Some patients displaying these behaviours may be difficult to assess. It may
be necessary to get corroborative information from family, friends, or other
informants.

The table that follows presents a differential diagnosis of disorders in which
patients display abnormal behaviours. See also Appendix 2.
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DDx: Behaviour that is strange, bizarre, agitated, or atypically impulsive:
key symptoms and screening questions or observations

Disorder

Key differentiating symptoms

Screening questions and
observations

Delirium
see Section 3.4

Onset over hours to days

Fluctuating level of consciousness within the
day (e.g. confused one minute, clear-minded
the next, occurring throughout the day and
often worsening at night)

Prominent difficulties in focusing, shifting, or
maintaining attention

Difficulty orienting to place, time, and
sometimes person

Evidence of underlying cause based on
physical examination or abnormal laboratory
investigations

Fever may be present

Patient appears confused,
inattentive, incoherent.

Patient appears to be agitated or
withdrawn.

Ask: Where are you? What day
is this?

Where possible, a complete
screening mental status
examination should be
administered.

Delirium due to alcohol or
sedative withdrawal

see Sections 16 Alcohol,
17 Substance use

Symptoms of delirium (as above)

Chronic use with sudden discontinuation of:

« alcohol, substances, or medications with
addiction potential (e.g. diazepam)

Seizures

Tremulousness

Unstable vital signs

Visual hallucinations

See delirium screening questions
and observations above.

Ask: Did you recently stop
drinking or using any other
substance or medication?
Consider informant interview
about substance use history.

Intoxication from alcohol
or other substance

see Section 17 Substance
use

Acute onset
History of alcohol or substance use

Ask: What did you drink or take
today?

Consider informant interview
about substance use history.

Intellectual disability
(may also be called
developmental disability,
learning disability, or
mental retardation)

Childhood onset

Failure to achieve usual childhood milestones
Problems developing normal social
interactions

Problems learning in school

May be associated with abnormal faces,
sensory disabilities, and physical or motor
disorders

Interview informants.

In moderate or severe disabilities,

patients often look or behave

atypically. This may include:

« unusual physical features,
expressions, or gestures.

< unusual social behaviours.o

« obvious cognitive
impairments.

Dementia

Gradual onset

Deficits in intellectual domains, in the absence

of an alteration in consciousness, with

impairment of mental functioning including:

« forgetfulness

» misplacing things

« difficulty in performing automatic tasks
(such as carrying out daily routines)

* impaired speech or word-finding difficulty

« change in personality or behaviour

« presence of neurological symptoms

* unsteady gait, loss of balance

* impaired hand—eye coordination

» slowed response time

+ leg weakness

 dropping things

* tremors, poor handwriting

« decline in motor skills

 incontinence

Patient may be agitated,
confused, or withdrawn.
Level of consciousness does not
show rapid fluctuations.
Forgetfulness is a prominent
feature.
Ask:

Where are you?

What day is it?

What year is it?
Mention 3 objects — e.g. shoe,
dog, chair. Ask patient to repeat
immediately and in 5 minutes.
If possible, use a cognitive
screening tool.
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Dementia due to HIV
infection (HIV-associated
dementia)

see Section 13

Symptoms of dementia noted above
Psychomotor slowing is often present
Dementia onset at younger age than normally
expected

If HIV status is unknown, test for
HIV infection in accordance with
local law.

Look for signs of HIV-related

see Sections 10.10b and
11.15

Focal neurological deficits

Altered thinking

Personality changes — hypomania, loss of
emotional control

Decreased comprehension and memory

HIV-positive medical illnesses.
Dementia is more common with
advanced HIV disease.
HSV encephalitis Fever May have excessive animation

and inflated self-esteem,
diminished comprehension, and
hypersexuality.

Schizophrenia and other
psychotic conditions not
otherwise noted in this
table

Hallucinations, most commonly auditory
(hearing voices of people who are not there)
Delusions: false fixed beliefs that may be
elaborate or bizarre

Disorganized thinking or speech
Disorganized behaviour, occasionally to the
point of inability to care for self

No fluctuation of consciousness

Physical examination and laboratory results
do not suggest an underlying medical
explanation of the symptoms

History of previous episode or psychiatric
hospitalization

Poor social and occupational functioning
Often long-standing history, usually at least 6
months for schizophrenia

Patient may be agitated,
suspicious, frightened ,or
withdrawn.

Conversation with patient often
elicits implausible information.
Ask for elaboration in a matter-of-
fact manner.

Ask: Do you hear voices when
there is no one present or
speaking to you?

Ask: have you been troubled by
unusual experiences lately? Have
you felt threatened by events or
people recently? Do you believe
that people are trying to harm
you? Tell me more?

Mood is often restricted or

out of keeping with content of
conversation.

Interview informants.

Bipolar disorder:
Manic phase
Manic episode

Distinct period =1 week characterized by:

« abnormally elevated or irritable mood

« decreased need for sleep

* elevated energy

* racing thoughts

* rapid pressured speech

 increased sense of self-importance

» excessive pursuit of risk-taking behaviours

« history of previous manic episode or
psychiatric hospitalization

« history of depression or currently taking
antidepressant medication

« family history of bipolar disorder

Patient is often irritable, loud, or
excited.

Patient may be speaking very
rapidly.

Patient may make grandiose
statements, such as having
supernatural powers or being
extremely successful and
wealthy when this is not the case.
Patient may have slept few hours
yet appear alert and energetic.
Ask: Do you feel you are
unusually happy or excessively
irritable? Is your energy unusually
high? Do you feel that you do not
need any sleep? Do you feel your
thoughts are racing?

Other psychotic disorders

Brief psychotic disorders
Delusional disorder

If the patient screens positive for a particular disorder, then proceed with
assessment as appropriate for that specific disorder.
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In all cases, non-specialist health-care providers should ensure the protection of,
and the respect for, the rights of people with mental, neurological, and substance
use disorders and their families.® This includes the following:

» respecting the rights of patients and families within health-care facilities;

» obtaining full and informed consent for all diagnostic and treatment
interventions;

« following local mental health regulations pertaining to the assessment and
management of mental health conditions;

» observing the confidentiality of users and promoting their participation in all
aspects of their treatment.

Delirium

Delayed diagnosis and management of delirium can be fatal because it often
occurs as a manifestation of an underlying severe medical condition. Risk factors
and causes include:

» high fever from any cause (refer to Section 10.1 Fever);

» advanced stages of immunosuppression due to HIV, including associated
infections and malignancies of the CNS;

« other severe medical conditions, including hypoxia and metabolic
abnormalities (see Appendix 2);

» substance use or withdrawal (see Section 17 Substance use);

 intoxication from any cause, including substances of misuse and ingestion of
toxins (see Section 3.8 Poisoning);

e drug overdose (accidental or deliberate);
* head or brain injuries;

* previous episodes of delirium;

e dementia, including HIV dementia;

» drug interactions in patients taking multiple medications (e.g. for HIV or
tuberculosis).

Diagnosis of delirium

* The disturbance of consciousness with reduced ability to focus, sustain, or
shift attention.

* A change in cognition or the development of a perceptual disturbance.

e The disturbance developed over hours to days and fluctuates during the
course of the day, and the disturbance is caused by the consequences of a
general medical condition (including alcohol or drugs, medication, or acute
head injury).

« Often accompanied by alterations in sleep patterns, alterations in the level of
activity, including underactivity or hyperactivity with arousal and agitation,
emotional instability, and poor judgement.

If delirium is suspected, refer to Section 3.4.2 Delirium.

3 Convention on the rights of persons with disabilities and optional protocol. Adopted by the United Nations
General Assembly on 13 December 2006. http://www.un.org/disabilities/documents/convention/convoptprot-e.
pdf
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Delirium is frequently overlooked

Common misdiagnoses include the following:

* When patients appear hypoactive, depression is a frequent misdiagnosis for
delirium.

* When patients appear agitated or restless, a primary psychotic disorder is a
frequent misdiagnosis for delirium.

* When patients have a history of dementia, acute changes in mental status due
to delirium is often overlooked.

Intellectual disability in adolescents and adults

Diagnosis of intellectual disability

Intellectual disability is a lifelong condition characterized by limitations in mental
functioning. A person with an intellectual disability may learn and develop more
slowly and may require support to assist with full functioning. Some persons
with intellectual disabilities may develop mental health problems, which further
compounds their functional limitations. Typically, this presents with the onset of
new behaviours that the family or community cannot manage.

WHO classifies intellectual disability into 4 levels on the basis of functioning: mild,
moderate, severe, and profound.

Common signs indicating a history of delayed development beginning in childhood
include:

« failure to achieve usual childhood developmental milestones

» problems learning self-care

» problems learning in school and developing occupational skills;

* inappropriate social or sexual behaviour.

Coexisting conditions and differential diagnoses include:

» physical disabilities and motor disorders (e.g. cerebral palsy)
* epilepsy

e hypothyroidism

 incontinence

* depression

* sensory disabilities, such as impaired vision and hearing
« attention deficit or hyperactivity disorder

* autism spectrum disorders

» other psychiatric and behavioural disorders
 nutritional deficiencies.

Management of intellectual disability

When an adolescent or adult with intellectual disability presents with a marked
change in function or a significant alteration in behaviour, consider the possibility
of a new onset mental health disorder and treat as indicated. Among adolescents,
also consider developmental issues. In particular, growing physical strength and
the increasing sexual drive that comes with the onset of puberty often present
new challenges to caregivers.

» Discuss prior management strategies and rehabilitation efforts.
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» Advise the family about handling the presenting problem, including enlisting
additional support.

» Assess and treat any co-morbid medical and mental disorders.

* Avoid any unnecessary psychotropic medication. If medication is required,
use caution as people with developmental disorders are often more sensitive
to side-effects.

» Refer to educational, and rehabilitation services that are age-appropriate.
When possible, look for work opportunities that match the person’s strengths.

¢ Avoid institutionalization.

* Rewarding effort, not results, is the best overall approach to help the patient
and family adapt to the patient’s functional limitations.

Dementia — a decline in cognitive function including memory, thinking,
and new learning

Dementia is a disorder of the brain causing a decline in cognitive function that is
usually progressive and chronic. It may be classified based on symptom severity
and impact of impairment on functioning, as follows:

* mild - independent living is possible

e moderate — some assistance is needed for activities of daily living

» severe - close supervision is necessary.

The symptoms associated with dementia can be wide-ranging. In the degenerative
forms of dementia, forgetfulness, declining mental function, and apathy (little
emotion) are the most prominent features. As the disorder progresses, patients
can lose their capacity to independently manage many activities of daily living.
Clinicians should be aware that dementia can be distressing to patients and
families.

Patients with HIV are at risk for HIV-associated dementia. This underscores the
importance of determining patients HIV status when they present with signs and
symptoms suggestive of dementia. At a population level, the rates of severe HIV
dementia have fallen considerably with the early introduction of ART that results
in full viral load suppression. Among HIV-positive individuals, the likelihood
of HIV dementia increases with the progression of systemic HIV disease and
immunological decline.

Diagnosis of dementia

The 3 most common causes of dementia are:

1. Alzheimer disease

2. Vascular dementia (formerly known as multi-infarct dementia)
3. HIV dementia.

HIV dementia can occur at any age, whereas Alzheimer disease and vascular
dementia occur primarily in the elderly.

If there is a history of progressive cognitive impairment over a 6-month period that
impairs function, a diagnosis of dementia is likely. Abrupt onset of acute cognitive
impairment suggests a diagnosis of delirium or a delirium superimposed on a
dementia rather than dementia alone. In all cases of cognitive impairment, it is
essential to correct any ongoing medical problems that may be contributing to
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the impaired cognitive status. Common co-morbidities include hypothyroidism,
cardiovascular disease, sexually transmitted infections, anaemia, poor dietary
intake, malnutrition, and medication side-effects.

Non-specialist health-care providers should seek to identify possible cases
of dementia in the primary health-care setting and in the community. Patient
examination, key informant interview, and cognitive tests should be used to assist
in confirming these cases. For a formal dementia diagnosis, a more detailed history,
medical review, and mental state examination should be carried out to exclude
other common causes of cognitive impairment and decline.

Non-pharmacologic management of dementia

Convey the results of the assessment with sensitivity, and help the patient and
family access support that will promote independence, mobility, and function.

Always attend to the safety of the patient first.

* Ensure the patient’s safety with appropriate environment and level of
supervision.

* Ensure that the patient is taking medications as prescribed.

» Protect wandering patients, and supervise any cigarette smoking that occurs.

» Use strategies to prevent falls (e.g. reduce clutter on floors, re-evaluate

medications that lead to orthostatic hypotension, encourage tailored physical
activity to maintain mobility).

Consider cognitive interventions applying principles of reality orientation, cognitive

stimulation, or reminiscence therapy for the care of people with dementia. Health-

care providers should be trained to deliver these interventions and family members

should be involved in their delivery. Examples include:

e reorienting the patient;

* encouraging the presence of familiar objects and people;

e emphasizing routines;

 providing lighting that corresponds with day and night;

» providing a clock and calendar in the room to help keep patients oriented to
time and to the day of the week;

e using memory aids;

« offering activities that keep the patient’s mind alert;

e ensuring that individuals who require eyeglasses or hearing aids wear these
to help lessen confusion and disorientation.

Interventions for health-care workers should be provided as a part of the overall

management of people with dementia.

» Educate family members about the nature of dementia and methods for
helping patients to maintain the activities of daily living. Inform about key
adaptations in the home that might foster independence and functioning.

* Information should be provided to people with dementia as well as to family
members and other informal carers, keeping in mind the preferences of the
patients and their families.

e Training of health-care workers involving active carer participation (e.g. role
playing of behavioural problem management) may be indicated later in the
course of the illness for carers who are coping with behavioural symptoms.
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The psychological strain of health-care workers should be addressed with
support, counselling, or cognitive-behaviour interventions.

Depression in health-care workers should be managed according to the
recommendations for depression.

Where feasible, home-based respite care may be encouraged for carers of
people with dementia.

Consider referral for psychiatric care when:

226

uncertainty remains about the diagnosis;
there is accompanying depression, psychosis, mania, or substance abuse;
there are behavioural disturbances;

a need exists for consultation regarding psychotropic medications,
particularly when multiple psychotropic medications may be necessary,
increasing the risk of drug-drug interactions and toxicity;

complex psychosocial strategies need to be implemented.

Pharmacologic management of dementia

All individuals with dementia should receive regular medical review (at least
every 3-6 months) and appropriate care.

In persons with dementia presenting with behavioural symptoms, a complete
physical assessment and medication review should be performed to identify
any possible underlying precipitants for these symptoms. Appropriate
management of these precipitants should be offered before considering the
use of psychotropic medicines and non-pharmacological interventions.

When dementia is complicated by behavioural or psychological disturbances
and non-pharmacological interventions are not effective in the management
of these symptoms, antipsychotic medications may be useful in treating
agitation, delusions, and hallucinations.

If behavioural symptoms persist or there is a clear and imminent risk of

harm to the patient with severe and distressing symptoms, the short-term

use of haloperidol or atypical antipsychotic medications can be considered,
preferably with specialist inputs. To the extent possible, informed consent and
agreement should be obtained from the patient or carer with regard to the
balance of risk and benefit.

Antipsychotics have been associated with increased risk of stroke; therefore,
as much as possible, they should be avoided.

When using antipsychotic medication in patients with dementia, use the
lowest possible dose and increase slowly as needed. For example, haloperidol
should be initiated at 0.5 mg and titrated slowly with frequent review of
impact and side-effects, particularly extrapyramidal side-effects. Thioridazine
and chlorpromazine should not be used due to high potential for orthostatic
hypotension and anticholinergic side-effects.

Patients with dementia are often sensitive to medication side-effects and at
a population level, antipsychotic medications appear to increase the risk of
death in elderly patients with dementia.

In people with dementia with symptoms or signs suggestive of moderate or
severe depression, the use of fluoxetine may be considered.

Benzodiazepines have been shown to increase confusion and decrease
concentration. As such, it is recommended that diazepam be avoided.
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In the case of HIV-associated dementia, neurocognitive impairment may be partially
reversible through the use of effective ART that fully suppresses viral replication.
Fully suppressive ART is the treatment of choice for the prevention and treatment
of HIV dementia.

10.11.4 Psychosis?

Psychosis is a state in which a person’s grasp of reality (or reality-testing) is
diminished. This may be manifested by:

 hallucinations (most often auditory);

 delusions;

 disorganized or strange speech;

* bizarre behaviour or disorganized behaviour to the point that self-care is
impaired;

* lack of insight (e.g. patients may not see themselves as ill or in need of
treatment, family or friends may bring them);

* inappropriate or narrowed range of emotions;
» social withdrawal.

Definitions of brief and persistent psychotic disorders

Psychotic disorders that are not attributable to an underlying medical condition
can be divided into 2 categories.

1. Brief (acute) and transient psychotic disorders

Disorders characterized by the acute onset of psychotic symptoms and severe
disruption of ordinary behaviour. The onset of symptoms is acute, often related to a
significant stressor. The time interval between the first appearance of any psychotic
symptoms and the presentation of the fully developed disorder should not exceed
2 weeks. Usually, there is full recovery, and no evidence of an organic cause.

2. Persistent or recurrent psychotic disorders

Persistent or recurrent psychotic disorders can be further broken down based
on whether or not a predominant mood or affective symptoms accompany the
psychosis. Schizophrenia is the most common and severe non-affective chronic
psychotic illness. These disorders often begin with non-specific symptoms, such
as social withdrawal, loss of interest in usual activities, apathy, and diminished
functioning. They generally have their onset in late adolescence and young adult
life. The most common examples of recurrent or persistent psychotic disorders
with prominent mood symptoms include mania with psychotic features (as one
phase of bipolar mood disorder) and a severe depressive episode with psychotic
features.

Diagnosis of psychosis
The diagnosis of a psychotic disorder is made by the identification of the abnormal
behaviour suggestive of psychotic symptoms described above.

Important risk factors for the development of psychosis include:

e prior psychiatric illness

» family history of psychotic illness

» substance misuse, including intoxication, abuse, dependence, and withdrawal
e exposure to severe stressors or traumatic events.
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In addition, psychotic symptoms may be associated with a general medical
condition or medications. Examples include patients with late-stage HIV disease
who may develop psychosis more commonly than people in the general population.
Examples of medications that may be associated with the development of
psychotic symptoms include EFV and (anabolic) steroids.

Differential diagnosis

The differential diagnosis of a patient presenting with psychotic symptoms includes
the following.

e Delirium and dementia (see Section 10.11.3 above).

» Other medical causes.

° Even after excluding delirium and dementia, psychotic symptoms may
be caused by an underlying medical condition, such as the conditions
described in Appendix 2.

° Although a past history of a chronic or recurrent psychotic disorder strongly
suggests an exacerbation or a relapse of that disorder, a relapse can also be
precipitated by a serious medical problem, underscoring the importance of
evaluation for an underlying or coexisting medical aetiology.

* Primary psychotic disorders, including schizophrenia, mania, and depression
with psychotic features.

° See the description for schizophrenia and other psychotic disorders in the
table above, DDx: Behaviour that is strange, bizarre, agitated, or atypically
impulsive: key symptoms and screening questions or observations.

e Auditory hallucinations are the most common hallucinations in primary
psychotic disorders. Other types of hallucinations should increase the index of
suspicion that there is an underlying medical problem.

» Schizophrenia may present with “negative” symptoms, such as lack of
emotion, lack of motivation, and paucity of thought. These symptoms may,
however, be confused with the side-effects of antipsychotic medications.

» Patients with chronic psychotic disorders have decreased cognitive
performance and may struggle with memory, concentration, complex
thinking, and learning new tasks but not to the degree seen in dementia.

» People with severe and persistent mental disorders are often at higher risk
of being infected with HIV and other sexually transmitted infections due to
elevated rates of unsafe sexual activities, including sexual victimization, and
co-morbid substance use. Even if an individual has a confirmed primary
psychotic disorder, consideration should be given to HIV status.

» Certain symptoms not typically classified as psychotic can nonetheless be
bizarre or involve a loss of reality testing, such as the repeated rituals seen
in obsessive compulsive disorder and the flashbacks associated with post-
traumatic stress disorder.

Investigations

A parallel history from family members should be taken whenever possible.
Psychotic patients may have poor insight into their symptoms and may fail to
report them, or, in some instances, they may conceal them.
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Clinical management of psychosis not accompanied by mania or severe
depression

» Assessment for the safety of the patient and others should be performed as
soon as possible.

« Patients should be provided with the opportunity to seek support in making
decisions about their treatment when they require it. Consult local mental
health laws and guidelines.

« Initial hospitalization often is required for acute stabilization, especially
for patients who are at imminent risk of violence or self-harm. Also,
hospitalization may be needed for those with new-onset psychosis.

* Assessment for an underlying medical etiology and the initiation of
appropriate medical treatment are essential.

* Provide psycho-education that supports the patient’s recovery. Instil realistic
hope and emphasize the importance of continuing regular activities.

» Support the family and provide guidance in their interactions with the patient.

* Antipsychotic medication is the mainstay of the acute management of
psychotic symptoms. Emphasize the importance of medication adherence to
reduce symptoms and suffering.

* Encourage regular follow-up care, including the management of concurrent
medical conditions. Patients with chronic psychotic disorders are at increased
risk of co-occurring conditions, including substance use, HIV/AIDS, diabetes,
heart disease, and smoking-related ilinesses. These patients require a
comprehensive approach to assessment and care over and above the
management of psychotic symptoms.

* Negative health-care worker attitudes have been documented as interfering
with the delivery of medical care It is important that health-care facilities
develop training resources for health-care workers to help overcome fear and
stigma associated with working with patients with psychosis.

* Facilitate rehabilitation in the community. Long-term treatment of chronic
psychotic disorders such as schizophrenia often require interventions based
on principles of psychosocial rehabilitation, including cognitive behavioural
therapy (CBT), skills building, and family interventions. These interventions
should be continued as long as needed by the user and their family, and
therefore should be planned and developed in a sustainable way.

Use of antipsychotic medications: some basic principles and cautions

» Haloperidol or chlorpromazine should be routinely considered in individuals
with psychotic disorders.

* The minimal effective dose of antipsychotics should be used, paying attention
to minimizing adverse effects.

» Trial medication at optimum dose for 4-6 weeks before considering it
ineffective. Always check for treatment adherence.

» Patients on long-term antipsychotic treatment should be given adequate
information and encouraged to make a choice between oral and depot
preparations, especially with the view to improve adherence. Depot
antipsychotics should not be used for prompt control of acute psychotic
symptoms.
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» Patients on antipsychotic medicines (oral and depot preparations) should be
monitored regularly for symptom relief, functioning, and any adverse effects.

* Women with psychotic disorders (including schizophrenia) who are planning
a pregnancy, or are pregnant or breastfeeding and require antipsychotic
treatment to manage symptoms, should be treated with low-dose oral
haloperidol or chlorpromazine.

» Depot antipsychotics should not be routinely prescribed to women with
psychotic disorders (including schizophrenia) who are planning a pregnancy
or who are pregnant or breastfeeding, because there is relatively little
information on their safety.

General principles for using antipsychotic medications: haloperidol, chlorpromazine, long-acting injectable
fluphenazine

Contraindications and cautions: Do not use for alcohol withdrawal. Antipsychotic medications are associated
with increased risk of death in elderly patients with dementia, and associated with increased risk for seizures
and blood disorders.

Serious acute side-effects:

 acute dystonic reaction or severe muscle spasm (give biperiden- see Section 8.4)

* neuroleptic malignant syndrome, a potentially life-threatening disorder characterized by muscular rigidity,
elevated temperature, and high blood pressure.

Serious long-term side-effects:
« involuntary muscular movements that may not be reversible (tardive dyskinesia).

Educate the patient and family:

« Review medication facts as relevant.
» Medications are not addictive.

* Warn against the use of alcohol.

Haloperidol as antipsychotic

In healthy adults

« Initiate treatment with 1.5-3 mg once daily.

« Depending on symptom severity, symptom response, and tolerability, can be titrated up to 20 mg daily.
« Typical effective dose: 3-20 mg daily.

» Use lowest effective dose.

In elderly or medically ill patients

(Including those with HIV stage 3 or 4 — these patients are very sensitive to the side-effects of haloperidol.)
Initiate treatment with 0.5-1 mg once daily.

Depending on symptom severity, symptom response, and tolerability, can be titrated up to 5 mg daily.
Higher doses may be needed, but there is a significant risk of toxicity.

Use the lowest effective dose.

Chlorpromazine as antipsychotic

In healthy adults

 Initiate treatment with 75 mg at night.

« Depending on symptom severity, symptom response, and tolerability, can be titrated up to 300 mg daily.
« Typical effective dose is 75-300 mg daily, but up to 1000 mg may be necessary in severe cases.

« Use the lowest effective dose.

In elderly or medically ill patients (including those with HIV stage 3 or 4)
« Haloperidol is preferred because even low doses of chlorpromazine may cause severe hypotension resulting

in falls.
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Fluphenazine as antipsychotic — long-acting, injectable for long-term management

Other contraindications and cautions: Neuromuscular side-effects can take a long time to clear after drug
discontinuation. Avoid for acute treatment because it is difficult to titrate the dose in accordance with symptom
response and tolerability.

In healthy adults
» Start with 12.5 mg deep intramuscular injection in the gluteal region.
« Typical effective dose is 12.5-100 mg IM every 2 to 5 weeks.
* Repeat IM injections every 2 to 5 weeks as follows:
° if the initial dose was well-tolerated and effective, continue to use that dose;
° if the initial dose was tolerated but did not control the symptoms, the dose may be increased in incre-
ments of 12.5 mg.

In elderly or medically ill patients (including those with HIV stage 3 or 4)

« Oral haloperidol is preferred because severe extrapyramidal side-effects may take a long time to clear after
medication discontinuation.

« If using injectable fluphenazine, start with 6.25 mg deep intramuscular injection.

» Typical effective dose is 6.25-50 mg every 2 to 5 weeks.

» Repeat the IM injections every 2 to 5 weeks as follows:
° if the initial dose was well-tolerated and effective, continue to use that dose;
° if the initial dose was tolerated but did not control the symptoms, the dose may be increased in incre-

ments of 6.25 mg IM; a maximum dose of 100 mg IM may be given although such a dose is rarely required.

In all adults

» The length of time between injections depends on how long the medication lasts in controlling symptoms
and how well the patient tolerates the medication.

» Use the lowest effective dose.

» Long-acting medication is particularly useful in patients who have difficulty complying with treatment.

« If severe side-effects occur, discontinue the injections, wait until the side-effects clear, and begin an oral
antipsychotic.

Considerations for long-term antipsychotic treatment

In patients with full and sustained remission following a first psychotic episode,
continue antipsychotic treatment for at least 12 months after the beginning of
remission.

Any further continuation of antipsychotic treatment should be based on a clinical
review, preferably by a mental health specialist, and taking into account the
preferences of the patient, and in consultation with the family.

In patients with long-term or recurrent psychotic disorders (including schizophrenia)
stable for several years on anti-psychotics, treatment withdrawal may be
considered, keeping in mind the increased risk of relapse, the possible adverse
effects of medicines, and patient preferences in consultation with the family.
Preferably, this decision should be made in consultation with a mental health
professional. If medicines are withdrawn, patients and family members need to
be educated to detect early symptoms of relapse, and close clinical monitoring
should be done.

10.11.5 Bipolar disorder?

Bipolar disorder is characterized by recurrent episodes of mood instability
throughout a patient’s adult life, usually accompanied by significant changes in
activity and behaviour. The course of the disorder is characterized by 3 phases:
(i) acute mania, involving elevations of mood; (ii) depressive phases, involving
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periods of low mood; and (iii) maintenance phase, where recovery and wellness
is generally preserved. Pharmacologic interventions are specific to each phase.

Patients with bipolar disorder can present with marked changes in behaviour and
it is important to consider the diagnosis of bipolar disorder in patients presenting
with abnormal behaviour as well as in patients presenting with disturbance of
mood.

Clinical management involves psychosocial and pharmacologic interventions.

Psychosocial interventions in bipolar disorders

* Ensure patient safety and manage concurrent medical conditions.

* Provide psycho-education. Patients and families need to understand the
phases of mood disturbance and how to self-monitor for extreme mood states
in order to best prevent severe relapses.

» Encourage a regular sleep cycle.
» Encourage patient to avoid alcohol and psychoactive substances.

» Help patients reactivate social networks and to seek support from family and
community-based resources.

* Provide regular follow-up.

Pharmacologic management of bipolar disorder

(i) Acute mania (with or without psychosis) in a patient with bipolar disorder
The management of acute mania requires mood stabilizer medications and often
also requires anti-psychotics. Psychiatric hospitalization often is required.

If the patient is on an antidepressant, it should quickly be tapered and discontinued,
balancing the risks of withdrawal syndrome against the impact of the antidepressant
worsening the mania.

The onset of effectiveness of haloperidol is more rapid than mood stabilizers and
should be considered first in individuals with severe symptoms of acute mania,
for the management of agitation.

Lithium* or sodium valproate should be considered in individuals with acute mania
for mood stabilization. Carbamazepine may also be helpful in the treatment of acute
mania. Carbamazepine may negatively interact with antiretroviral medications and
is best avoided in PLHIV taking ART.

In women planning a pregnancy, pregnant or breastfeeding, lithium and sodium
valproate should be avoided. In this group, low dose haloperidol should be
considered with caution.

In the elderly patient, start with lower doses of medications and increase slowly.
Anticipate increased risk of drug interactions.

4 See Adaptation Guide — instructions on using lithium could be added from mhGAP guidelines if lithium laboratory
monitoring is available.
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(ii) Acute depression (with or without psychosis) in a patient with bipolar
disorder

Treatment of the depressive phase of bipolar disorder is particularly challenging
as antidepressant medication may precipitate a manic or hypomanic phase if the
patient is not first adequately treated with mood stabilizing medications.

Consider the diagnosis of bipolar depression if the patient presenting with a
depressive episode has a known or suspected history of mania (see Table: Mood
stabilizers below).

* The treatment of choice for bipolar depression is a mood stabilizer agent
(sodium valproate, lithium?).

* Once the patient is adequately treated with a mood stabilizer, an
antidepressant agent can be added to help further alleviate depressive
symptoms. Patients should be informed of the risk of switching to mania
before starting antidepressant medication.

* Antidepressant treatment should begin at a low dose and be increased
gradually if necessary. Fluoxetine should be preferred to tricyclics. Patients
should be monitored carefully for early symptoms or signs of mania.
Antidepressant medication should be stopped soon after remission of
depressive symptoms, while the mood stabilizer continued.

* Behavioural activation, lifestyle modification and cognitive behaviour
therapy should be used to help alleviate depressive symptoms. Use of these
interventions in combination with a mood stabilizer may help the patient
avoid the use of an antidepressant medication.

Table: Mood stabilizers
For Lithium see Adaptation guide

Valproic acid (sodium valproate) for mood stabilization in bipolar disorder and acute mania
Contraindications and cautions: Do not use for alcohol withdrawal.

Serious side-effects include:

« hepatotoxicity (can be fatal)
* pancreatitis

* hyponatraemia from drinking excess fluid
« blood dyscrasias

« severe allergic reaction.

Educate the patient and the family:

» Review cautions and side-effects.

* Mood stabilizers are not addictive.

« Warn against use of alcohol.

In healthy adults

« Initiate treatment with 500 mg at night.

< Depending on symptom severity, response, and tolerability, increase the dose by 200 mg every 7 days.
« Typical effective dose is 1000-2000 mg daily.

In elderly or medically ill patients (including those with HIV stage 3 or 4)

« |Initiate treatment with 200 mg in the morning and 200 mg at night.

« Increase the dose by 200 mg every 7 days until there is a clinical response or the therapeutic blood level is
reached.

« The maximum dose can vary; assess tolerability and the clinical response.
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Carbamazepine - for mood stabilization in bipolar disorder, acute mania
Contraindications and cautions: Avoid in pregnancy. Induces the metabolism of many other medications.

Serious but uncommon side-effects include:

* severe hypersensitivity or allergic reactions of skin or organs
< arrhythmias, AV block, heart failure

« blood dyscrasias

 hepatitis or hepatic failure or pancreatits
« hyponatraemia from drinking excess fluid.
Educate the patient and the family:

« Review cautions and side-effects.

» Mood stabilizers are not addictive.

* Warn against use of alcohol.

In healthy adults

« Initiate treatment with 200 mg at night.

« Increase the dose by 200 mg every 3—4 days until there is a clinical response.

« Give in divided doses to reduce toxicity.

« Typical effective dose is 400-600 mg daily, but in severe cases may need 1000 mg.

In elderly or medically ill patients (including those with HIV stage 3 to 4)

« Initiate treatment with 100 mg at night.

Increase the dose by 100 mg every 3-4 days until there is a clinical response.

Give in divided doses to reduce toxicity.

The maximum dose can vary; assess tolerability and the clinical response.

Be alert to possible virilogic failure in patients taking antiretroviral medications for HIV.

(iii) Maintenance treatment of bipolar disorder

Treatment with a mood stabilizer, in combination with psychosocial interventions,
is important to maintain wellness and avoid relapses of mania and depression in
a patient with bipolar disorder.

Lithium* or sodium valproate should be considered in the maintenance treatment
of bipolar disorder. Lithium can only be used when laboratory monitoring of blood
levels is available.

Carbamazepine can also be used but may negatively interact with antiretroviral
medications and is best avoided in PLHIV taking ART.

In women planning a pregnancy, or pregnant or breastfeeding, lithium and sodium
valproate should be avoided. These patients should be referred to specialist mental
health care, when possible.

Maintenance treatment should continue for at least 2 years after the last episode
of bipolar disorder. The decision to continue maintenance treatment after 2 years
should preferably be done by a mental health specialist.

If a patient has frequent relapses of mania or depression while on mood stabilizer
therapy, consider switching or adding agents. These patients should be referred
to specialist mental health care, when possible.

Refer to specialty care guidelines for further information about the treatment of
bipolar depression.
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10.11.6 Sad or low mood including depression?

Sadness and anxiety can be very common feelings in everyday life. The causes of
sad or low mood, anxiety, nervousness, or excessive worry often can be attributed
to mood disorders or anxiety disorders. Clinical assessment seeks to correctly
identify those patients who are experiencing a depressive episode or an anxiety
disorder, so that adequate treatment may be instituted. However, several other
physical and psychiatric disorders may manifest with symptoms of sad or low
mood, and must be considered by the clinician in the differential diagnosis. These
disorders can include:

* delirium with low mood (see Section 10.11.3)

« intellectual disabilities (see Section 10.11.3)

* dementia (see Section 10.11.3)

» psychosis (see Section 10.11.4)

» substance use disorders (see Section 17)

» depression secondary to medical illnesses and medications.

In this Section, a depressive episode refers to patients whose sadness is severe or
persistent, who have a range of emotional and physical symptoms that characterize
major depression, whose symptoms deviate from normal expected reactions to life
stressors, traumas, and challenges, and who experience a significant impairment
in function or life quality due to the depressive episode.

Sad or low mood and anxious states of mind often occur together. If there is
prominent low mood, treat the depression first. However, temporary relief from
anxiety symptoms may be needed, particularly at the outset of treatment.

At the start of treatment, always consider the possibility that medical causes may
be contributing to depressive disorders. When patients do not respond to treatment
for sad or anxious states of mind, see medical causes listed in Appendix 2.

The lifetime risk of developing a depressive disorder is 10%-20% in women and
somewhat less in men. It is estimated that 20% of patients presenting to general
medical clinics have depressive episodes. Depression often presents concomitantly
with physical health problems, and patients with chronic disease complicated
by severe depression have significantly worse health outcomes than patients
with chronic disease without severe depression. Severe depression occurs more
frequently in patients with HIV than in the general population, and can greatly
affect their ability to adhere to antiretroviral treatment.

Assessment of patients with sad or low mood or depression

Depressive disorders may present with both psychological and physical symptoms.
Many patients with depression do not volunteer emotional complaints, presenting
instead with somatic complaints, which typically include:

« fatigue, which can be severe

* insomnia and, less commonly, hypersomnia

* somatic complaints, including changes in appetite and weight

* bodily complaints, such as burning sensations in the head, unexplained
aches, and pains.
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Psychological or emotional complaints are often elicited on inquiry. The symptoms
cause significant distress and may markedly impair function and quality of
life. The table below, DDx: Sad or low mood or depression, lists the defining
characteristics of disorders associated with sad or low mood or depression.

Common presenting symptoms that should alert the clinician to a possible
depressive disorder and should trigger the use of this Section include the
following:

» sad or low mood
 fatigue or loss of energy or tiredness
* loss of interest or pleasure
 guilt or loss of self confidence
» hopelessness and feelings of worthlessness
« suicidal thoughts or acts or thoughts of death (Section 10.11.2 Suicide risk)
 disturbed sleep
* loss of libido
 disturbed appetite (weight loss or gain)
 feeling tense, anxious, excessively worried, or frightened
* unexplained somatic symptoms
° tingling, numbness
° shortness of breath
° gastrointestinal distress
° palpitations
° aches and pains
« reliving past traumas in thoughts, images, dreams or acts
» persistent preoccupation with stressful life events or stressors.

Patients presenting with these states of mind should receive an assessment for risk
of suicide, self-harm, or the potential for violence or harm to others (see Section
10.11.2 Suicide risk).

Investigations

e Evaluation of the patient, including mental health history, review of
medications, medical history, and mental status examination.

» Consider medical conditions and laboratory investigations as appropriate.

e History from family or friends if available and if the patient consents to these
discussions.

* Use the DDx tables below to identify the most suitable diagnoses to account
for the patient’s symptoms, and to guide treatment initiation.

» Consider the role of the following risk factors for depressive disorders in the
patient’s presentation.
° past history of depressive episodes or family history of depressive episodes
female gender
major stressful life events including family conflict, loss, or separation
chronic medical illness, including HIV infection
absence of positive social support
adverse social environment (poverty, homelessness, isolation, stigma,
discrimination)

o o o o o
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indications of the progression of HIV infection (notification of positive test,

progression of symptoms, drop in CD4 count)

° substance misuse
side-effects of prescribed medications
present or past exposure to physical and sexual abuse.

DDx: Sad or low mood or depression

Psychiatric disorder

Symptom constellation and treatment considerations

Depressive episode

Symptoms persist for at least 2 weeks and occur on most days for most of
the day.

Distinct period with defined onset characterized by:
* sad or low mood

« fatigue or loss of energy or tiredness

¢ loss of interest or pleasure

« guilt or loss of self-confidence

* hopelessness and feelings of worthlessness

» changes in appetite and sleep

* loss of libido

« suicidal thoughts or acts or thoughts of death.
Antidepressants usually are helpful.

Dysthymia

A more persistent and chronic (>2 years) period of sadness and low mood,;
fewer and less severe symptoms than in severe depression, but associated
with significant impairment of quality of life and function.

Antidepressant medication and psychotherapy often are indicated, but
response to treatment may be more limited than seen with depressive
episode.

Bipolar disorder — depressive
episode or depressive phase

Current symptoms of depressive episode.

Lifetime history of both depressive episode and mania or, its milder form,
hypomania.

Antidepressant medications can induce or precipitate manic episodes in
patients with personal or family histories of bipolar disorder.

Mood stabilizers are the treatment of choice for bipolar disorder. In the
depressive phase, treat first with mood stabilizer such as lithium. Consider
adding antidepressants only if mood stabilizer is insufficient to alleviate
depressive symptoms. Use antidepressants to treat the depressive episode
for the shortest possible period.

Depressive episode with
psychotic features

Current symptoms of depressive episode.

In addition to the symptoms of depression, the patient develops psychotic
symptoms, e.g. delusions or hallucinations.

Treatment necessitates the use of antipsychotic and antidepressant
medications.

Depressive symptoms due to
general medical condition

Medical illness or medications used to treat medical conditions may
contribute to depressive symptoms.

Symptoms may be due to a depressive disorder, the general medical
condition, or both.

Treatment may involve addressing the underlying medical disorder or
instituting antidepressant medication treatment.

Depressive symptoms due to
dementia

While memory loss is the hallmark symptom of dementia, many dementias,
including HIV dementia, may present with symptoms of low mood,
depression, and a slowing down or blunting of emotional responses.

Itis important to remember that many patients with dementia may also have
a depressive episode. Both conditions will require targeted intervention.
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Psychiatric disorder

Symptom constellation and treatment considerations

Uncomplicated bereavement

A period of sadness following the death of a close friend or relative; the
passage of time and the support of friends and family are usually sufficient
to help people through a period of bereavement. If bereavement began in
the prior 2 months, do not consider antidepressants as first-line therapy. Use
culturally appropriate mourning and support to facilitate adjustment.
Although bereavement is not a mental disorder, some people may be at risk
of developing the full constellation of persistent symptoms that meet the
criteria of a major depressive episode and may require consideration of
targeted antidepressant therapy.

Adjustment disorder
(especially with depressive
features)

Time-limited mood symptoms may develop in response to a major stressful
event without the full constellation of psychological and physical symptoms
that are characteristic of severe depression.

Treatment should focus on helping the patient to manage the adversity,

by providing hope and reassurance, problem-solving, and facilitating
connection with natural support systems. Physical activity should be
encouraged and psychotherapies considered where available.

Should the symptoms persist and their severity worsen, an adjustment
disorder may develop into a depressive episode requiring antidepressant
therapies.

Figure: Schematic illustration of common mood syndromes

Bipolar disorder &

Wellness

Depressive
\/ episodes

The figure illustrates common mood syndromes. A patient with bipolar disorder
will have distinct episodes of low mood and euphoria or high mood. A patient with

depressive episodes will

have episodes of low mood with a return to wellness, but

episodes may be recurrent, and mild symptoms may persist between episodes.
Some patients have persistently low mood; if this persists for at least 2 years
without returning to wellness, they are considered to have dysthymic disorder.
Severe depression and dysthymia may occur together, resulting in a baseline state
of depression with periodic exacerbations.
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Depressive symptoms due to medical conditions

Physical or somatic symptoms associated with depression, such as fatigue, weight
loss, and insomnia, may be caused by physical iliness alone or the medications
used to treat physical illnesses. However, it is not uncommon for physical illness
and depression to coexist. In these cases, there is a risk of diagnosing only one
condition. When both disorders exist, it is important to identify and treat both, as
each can contribute to worsening of the patient’s health status.
* Physical illnesses may present with sad or low mood as a key symptom. The
low mood is often accompanied by fatigue, lethargy, and loss of motivation.

* Medications used to treat physical syndromes may cause low mood, loss of
interest, and fatigue. Some medications used to treat HIV (e.g. EFV) have been
associated with low-mood symptoms.

Medical conditions and medications that can present with depression can be
found in Appendix 2.

Depressive symptoms related to adverse life events

Adverse life events can contribute to sad or low mood, but a depressive episode
is not an expected outcome of such events. Depressive episodes often develop
following an adverse or stressful life event but are distinguished from the
conditions described in the table above, DDx: Sad or low mood or depression, by
the symptom severity, the persistence, and pervasiveness of the mood symptoms
and the functional impact. The DDx table also outlines other conditions to consider
when making the differential diagnosis of sad or low mood. These conditions
may be thought of as existing on a continuum of reactions to adverse life events.

In general, with the help of natural support systems and the passage of time, most
people will recover from the distress of adverse life events and circumstances. More
targeted interventions, including antidepressant medications and psychotherapies,
will be needed when symptom burden is greater and functional impact is more
severe.

Acute management of depression

When symptoms of a depressive episode are pervasive, persistent, and of
moderate to severe intensity, medication treatment is usually necessary to reduce
the symptoms. When symptoms are mild, psychotherapy and counselling without
medications may be sufficient to treat the episode.

Physical activity and behavioural activation should be encouraged in all patients
experiencing depressive episodes. However, in moderate and severe depression,
this intervention should only be used as adjunct to antidepressants or brief
structured psychological treatments.

All patients should receive comprehensive clinical care including psycho-education,
counselling and support, activation of social networks, structured physical activity
programming, medication management, and regular follow up. Where human
resources permit, referral for psychotherapy and additional psychiatric and mental
health services should be considered.

Vol. 2 « 10. Acute and subacute by symptom: July 2011 Mental health problems




240

Health-care workers should perform the following for patients presenting with
severe depression.

Assess for suicide risk (see Section 10.11.2) and ensure safety.
Initiate medication treatment.
Provide counselling.

Initiate management of any co-morbid conditions (e.g. treat substance use
disorders, medical conditions, and pain).

Use of antidepressant medications: some basic principles and cautions

Antidepressant medications are the most effective treatment for a depressive
episode of moderate to severe symptom intensity.

Counselling and psychotherapy often are sufficient for the treatment of a
depressive episode of mild intensity. Antidepressant medications should not
be offered for the initial treatment of a mild depressive episode.

Fluoxetine® or tricyclic antidepressants (TCAs) should be considered as
treatment in individuals with moderate to severe depressive disorder.

If fluoxetine is available, it may be better tolerated and equally effective as
TCAs and may be initiated instead of a TCA.

If drug treatment is required in older people, fluoxetine is preferable to
tricyclics, which should be avoided due to side-effects.

In adolescents with depressive episodes, do not consider antidepressant
medication as first-line treatment. Psychosocial treatments, including
psychotherapy, are preferable. If no response to psychosocial treatments,
consider using the lowest effective dose of fluoxetine (but not other SSRIs
or TCAs). Adolescents on fluoxetine should be monitored closely for suicidal
ideations or behaviour. For all adolescents on fluoxetine, support and
supervision from a mental health specialist should be obtained.

Antidepressants should not be considered in the treatment of children
younger than 12 years of age.

If drug treatment is required in women with a depressive episode or
disorder who are planning a pregnancy, pregnant, or breastfeeding, avoid
antidepressants as much as possible. Psychosocial treatments, including
psychotherapy, are preferable. If no response to psychosocial treatments,
consider using the lowest effective dose of antidepressant medication.

If antidepressant medication is required in patients with cardiovascular
disease, SSRIs are the first choice. Do not prescribe TCAs to people at risk of
serious cardiac arrhythmias or recent myocardial infarction.

Antidepressant medications can precipitate mania in patients with a personal
or family history of mania or bipolar disorder.

5

Other SSRIs are available. See Adaptation Guide.
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* With both SSRI and TCA medications, the early phase of acute antidepressant
treatment may be a time of heightened risk for agitation, and harm to self or
others.

* When starting antidepressants, monitor patient for risk of harm to self or
others at every contact.

» All TCAs are highly lethal in overdose. To minimize the harm if overdose
occurs, patients should have access to only a small supply at the initiation of
treatment or at any points when suicide risk is high.

 If severe anxiety is present or if marked and akathisia or agitation develops on
SSRIs, consider short-term use of low-dose diazepam, i.e. 5-10 mg daily for 1
week. Diazepam does not treat depression and carries a risk of dependence.

» Dosage adjustment of medication should be based on symptom response and
tolerability. The treatment goal is full remission of symptoms and a full return
to the level of function.

» At each visit, assess medication tolerability and check adherence.

« If the patient has a poor symptom response by week 12 despite good
adherence to the maximum tolerated dose of a medication, switch to another
antidepressant.

e In adult individuals with depressive disorders who have benefited from
initial antidepressant treatment, do not consider ending the antidepressant
treatment before 9-12 months after recovery. Treatment should be regularly
monitored, with special attention to treatment adherence. Frequency of
contact should be determined by the adherence, the severity of symptoms,
and by local feasibility issues.

¢ When terminating antidepressant medication treatment, remind the patient
about the possibility of withdrawal symptoms. Counsel to taper the dose
slowly and avoid abrupt discontinuation.

» Advise patients to self-monitor for early signs of symptom relapse.

Use of antidepressant medication in the management of a depressive
episode (moderate to severe)

The 2 antidepressants available in the WHO formulary are fluoxetine and
amitriptyline. Doses and titration are noted below.
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Fluoxetine for depression

Contraindications and cautions: Watch for increased risk for agitation and suicidal ideation and behaviour (see
Section 10.11.2). If there is a history of mania or bipolar disorder, use a mood stabilizer first (see Section 10.11.5
on bipolar disorder for further details).

Educate the patient and family:

>

In

with HIV stage 3 or 4):

about side-effects

that the medication is not addictiv

to avoid the use of alcohol

that it usually takes several weeks to get a response — do not be discouraged

that the patient may feel worse initially due to side-effects; most side-effects gradually diminish.

healthy adults

Initiate treatment with 20 mg of fluoxetine daily.

May start at 10 mg daily to reduce the risk of side-effects that undermine adherence, and then increase to 20
mg as tolerated.

If 10 mg dosing is not available, give 20 mg every other day (fluoxetine has a very long half-life)

If the patient has severe insomnia (caused by the psychiatric illness or fluoxetine), consider adding diazepam
5 mg at bedtime. Gradually taper and discontinue diazepam as psychiatric symptoms improve.

If no response in 4-6 weeks or partial response at 6 weeks, the fluoxetine dose may be increased to 40 mg.
The fluoxetine dose may be gradually increased up to 60 mg as necessary and tolerable to achieve optimal
response.

If the patient is being treated for depression and there is an inadequate symptom response by week 12 at the
maximum tolerated dose, consider switching to amitriptyline.

When switching from fluoxetine to amitriptyline, note that fluoxetine may increase serum amitriptyline levels.
Therefore, when switching, initially use the amitriptyline dosing schedule suggested for elderly or medically
ill patients rather than for healthy adults.

elderly or medically ill patients or patients who cannot initially tolerate a 20 mg daily dose (including those

Initiate treatment with 10 mg daily for 3 weeks.

If 10 mg doses are not available, give 20 mg every day (fluoxetine has a very long half-life).

Bear in mind that fluoxetine dosing can be increased as gradually as needed to manage uncomfortable side-
effects. Patients usually become accustomed to the side-effects in time.

If the patient has severe insomnia (caused by psychiatric iliness or fluoxetine), consider adding diazepam 2-5
mg at bedtime. Avoid diazepam in cognitively-impaired patients. Gradually taper and discontinue diazepam as
psychiatric symptoms improve.

After 3 weeks, the dose can be raised to 20 mg daily, or raised more gradually, according to patient
tolerability and symptom response.

The fluoxetine dose may be gradually increased up to 60 mg as necessary and tolerable to achieve optimal
response.

When switching from fluoxetine to amitriptyline, note concerns mentioned above and start with lower doses
of amitriptyline.
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Amitriptyline for depression

Contraindications and cautions: In depressed patients, watch for increased risk for agitation and suicidal
ideation and behaviour (see Section 10.11.2). If there is a history of mania or bipolar disorder, give only in
combination with a mood stabilizer (see Section 10.11.5 Bipolar disorder for further details). Do not give if there
is a history of arrhythmia or recent heart attack. If suicide risk is a concern, give only 1 week’s supply at a time,
or have the caregiver dispense the drug. It may impair the ability to perform skilled tasks such as driving — take
precautions until the patient is accustomed to the drug.

Educate the patient and family:

« about side-effects

« that the medication is not addictive

« to avoid the use of alcohol

« thatit usually takes several weeks to get a response in depression — do not be discouraged

« that the effect on sleep or pain may be seen within 2-3 days

« that the patient may feel worse initially due to the side-effects; most side-effects gradually diminish.

In healthy adults

« Initiate treatment with 50 mg of amitriptyline at bedtime.

« Increase by 25-50 mg every 1-2 weeks, aiming for 100-150 mg by 4-6 weeks, depending on response and
tolerability.

« If no response in 4-6 weeks or partial response at 6 weeks, may increase to a maximum dose of 200 mg given
in divided doses or a single dose at night.

In elderly or medically ill patients (including those with HIV stage 3 or 4):

« Initiate with 25 mg at bedtime.

* Increase by 25 mg weekly, aiming for a target dose of 5075 mg by 4-6 weeks.

< If no response at 6-12 weeks or partial response at 12 weeks, may increase gradually to 100 mg in divided
doses.

* Monitor carefully for orthostatic hypotension.

Management of a severe depressive episode with psychotic symptoms

» Patients with both severe depression and psychosis are at an increased risk
of suicide compared to patients with severe depression alone (see Section
10.11.2).

* Begin treatment with both an antipsychotic and an antidepressant, following
dosages as described in the medication boxes above. Monitor carefully for
side-effects, which are more common when 2 medications are given together.

» Once stabilization has been achieved, the antipsychotic medication can be
slowly tapered. The antidepressant should be continued for 9-12 months
after symptom remission, as described below in the treatment of depressive
episodes.

 If psychosis re-emerges, restore the antipsychotic treatment.

* If specialty care is available, referral for stabilization and management is
desirable.
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10.11.7 Anxiety

Anxiety often presents as apprehensiveness, fearfulness, nervousness, or excessive
worry, accompanied by physical symptoms. Anxiety can be normal in stressful life
situations. However, symptoms out of proportion to the severity of the stressful
situation that persist after the stressor has gone, and that interfere with a person’s
daily life, indicate an anxiety disorder. An anxiety disorder also can occur in the
absence of any external stressor. Anxiety disorders are very common, often have
arecurrent or chronic course, and may last for decades in the absence of effective
treatment.

Assessment and diagnosis of anxiety

In addition to assessment for suicide risk (see Section 10.11.2), patients who
present with anxiety should be screened as follows.
* Check for the following symptoms of anxiety:
° feeling tense, anxious, apprehensive or frightened
° being excessively worried.
* Physical symptoms of anxiety:
° palpitations
° suffocation sensations
° dizziness
° trembling
° shaking
° pins and needles sensations.
» Patients who complain of sadness frequently experience feelings of anxiety.

» Check for the following symptoms of depression:
° low mood or sadness
° loss of interest or pleasure
° hopelessness
° decreased energy or increased fatigue.
« If the diagnosis is positive for depression, see Section 10.11.6.

 If negative for depression, follow the guidelines below for anxiety disorders.

Diagnosis of anxiety

A diagnosis of anxiety disorder should be made when the patient presents with
the symptoms above, especially if the symptoms are severe and the patient’s daily
functioning is impaired.

Differential diagnosis for anxiety

 If symptoms of abnormal behaviour are present, assess and treat for
abnormal behaviour conditions.

* If symptoms of sad or low mood are prominent, treat for depressive disorder.

* If the patient does not respond to treatment for anxiety, see Appendix 2 for
medical conditions associated with anxiety.

Management of anxiety

Severe anxiety disorders should be treated. Patients with milder symptoms may
benefit from support, counselling, and relaxation training. Among people with
milder symptoms and recent onset; first provide support, address social issues
,and continue to monitor the symptoms. Treatment for severe symptoms often
involves medication and counselling.

Mental health problems Vol. 2 « 10. Acute and subacute by symptom: July 2011



» Address underlying medical conditions that could cause the anxiety
symptoms, including possible modification of prescribed medication (see
Appendix 2).

» Discuss health behaviours that may reduce anxiety, including eliminating
caffeine, regulating sleep hygiene, and decreasing the use of alcohol and
substances.

* Benzodiazepines can be used for the short-term treatment of an acute episode
of severe anxiety caused by a stressful life event. Longer-term treatment
(beyond 2 weeks) with benzodiazepines is not indicated as it carries a risk of
dependence and the potential for addiction and abuse.

* SSRI medications are useful for the longer-term treatment of most anxiety
disorders.

* Amitriptyline and clomipramine can be useful for selected anxiety disorders.
Before using these medications, see below, Making a specific anxiety disorder
diagnosis.

* Pharmacological interventions should not be offered to adolescents with
anxiety disorders in non-specialist settings.

In non-specialized care, relaxation training should be considered as treatment
for anxiety symptoms of at least 2 weeks duration (in the absence of depressive
disorder), for patients who are in distress or have some degree of impaired
functioning.

Cognitive behaviour therapy is an excellent treatment for anxiety disorders.

Psychotropic therapy for anxiety

Diazepam — for short-term treatment only for acute anxiety

Contraindications and cautions: Diazepam can be abused. Long-term treatment with diazepam can cause
substance dependence. If a patient becomes dependent on diazepam, sudden discontinuation can cause
withdrawal syndrome (this has similarities to alcohol withdrawal). It should not be given to patients using
alcohol. Benzodiazepine use in patients with post-traumatic stress disorder may have a very high rate of

development of dependence and should be used sparingly and with extreme caution.

Educate the patient and family:

* Review side-effects.

* Be cautious about the addictive potential.
* Warn against use of alcohol.

In healthy adults

« Initiate treatment with 2 mg of diazepam 1 to 3 times daily.
* May increase gradually if needed to 5-10 mg twice daily.
¢ Maximum dose is 20 mg during a 24-hour period.

In elderly or medically ill patients (including those with HIV stage 3 or 4)

« Initiate treatment of 2 mg of diazepam once daily (may repeat another dose in a day).

* May increase gradually to 10-20 mg daily if necessary and tolerated. However, the preferred maximum dose
in elderly patients is 10 mg daily after a gradual increase.

In all adults

» Taper medication slowly after symptoms have been controlled.

* Wherever possible, do not exceed a 2-week duration of treatment.
« If the symptoms return, consider SSRI treatment.
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Fluoxetine for chronic anxiety disorders — same dosing as for depression (see Section 10.11.6 for cautions and
dosing)

Making a specific anxiety disorder diagnosis

When there is a range of available treatments, it may be desirable to make a specific
diagnosis of an anxiety disorder. There are several types of anxiety disorders with
different symptoms, but the symptoms cluster around excessive, irrational fear and
dread. The following table DDx: Specific anxiety disorders with screening questions
and treatments, provides key features and specific screening questions related to
each type of anxiety disorder: generalized anxiety disorder, post-traumatic stress
disorder, obsessive-compulsive disorder, panic disorder, and phobias (including
social phobia). This Table also lists treatments with known effectiveness for each
disorder.

DDx: Specific anxiety disorders with screening questions and treatments

246

Anxiety disorder

In favour

Screening questions

Treatments

Generalized
anxiety disorder
(GAD)

Prominent worry
Feeling tense or nervous
Sense of foreboding

Have you been worrying
a lot about many different
things (for quite some

Counselling, support,
relaxation training

stress disorder
(PTSD)

Re-experiencing symptoms, e.g.
flashbacks, nightmares.
Avoidance symptoms, e.g. avoids
stimuli associated with the
trauma, has sense of detachment
and numbness.

Hyper-arousal symptoms, e.g.
insomnia, irritability, difficulty in
concentrating, hyper-vigilance,
exaggerated startle response.

about something terrible
that happened to you in
the past?

Can these thoughts or
dreams be linked to a
particular traumatic event?
Do you avoid things that
remind you of this event?

Poor concentration time)? CBT
Dizziness
Sweating Have you been Fluoxetine
Fast or pounding heart experiencing (tension-
Chest pain or constriction related symptoms)
Dry mouth headache, pounding heart,
Stomach pains complaint of “stress”, or
Restlessness, inability to relax insomnia?
Headaches
Post-traumatic History of traumatic event. Do you often think or dream | Access to

psychological first
aid support for acute
trauma exposure

CBT including graded
self-exposure

Fluoxetine

Amitriptyline
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Obsessive-
compulsive
disorder (OCD)

Obsessions:

Recurrent and persistent thoughts,
impulses, or images causing
marked anxiety or distress.

The patient may consider them
“silly” but cannot escape them.
Recognizes and attempts to

ignore or suppress such thoughts,
impulses or images or to neutralize
them with some other thought or
action.

Compulsions:

Repetitive and excessive
behaviour or unrealistic mental
acts that the person feels driven to
perform in order to reduce anxiety
from obsessions. These commonly
include repetitive checking,
washing or cleaning, rearranging
and ordering objects to prevent or
reduce distress or prevent some
dreaded event or situation.
Patients often have both
obsessions and compulsive rituals.

Do you have thoughts that
disturb you but feel out of
your control?

Are there certain things
that you must do over and
over in order to feel better?

CBT (exposure and
response prevention)

Fluoxetine, often
required in high doses

Clomipramine

Panic disorder

Recurrent and unexpected panic
attacks (spontaneous episodes of
severe anxiety that start suddenly,
rise rapidly, and last from a few
minutes to an hour).

Physical sensations, such as
palpitations, chest pain, sense

of choking, churning stomach,
dizziness, feelings of unreality,
feelings of impending disaster
(losing control, going mad, sudden
death, heart attack).

Worry about the implications of the
attack or its consequences and
about having more attacks.

A significant change in behaviour
related to the attacks (e.g. avoiding
places where they have occurred).

Do you ever have periods
of intense fear or anxiety
with chest pain, pounding
heart, shortness of breath,
and sweating that occur
out of the blue?

CBT
Fluoxetine

Amitriptyline

Phobias

Unreasonably strong fear or

avoidance of people, places, or

events such as:

¢ leaving home

* being alone at home

« crowds or public places

* open spaces

« performing in public

« social events

« animals, darkness, heights,
blood, or others.

Person recognizes that the fear is

excessive or unreasonable.

Do you avoid certain
places or situations or
objects because they
frighten you or make you
feel anxious?

Is there anything you tend
to avoid or fear more than
most people do?

CBT

Fluoxetine improves
social phobia (severe
anxiety around people)
but not specific phobias
(e.g. animals, heights).
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Management of specific anxiety disorders

When a specific anxiety diagnosis has been made, CBT is particularly effective for
panic disorder, OCD, and social phobia.

Exposure to traumatic life events is common and may be associated with the
development of PTSD. Some important principles related to psychosocial therapies
for PTSD and exposure to traumatic events.

Single session psychological debriefing should not be used for people
exposed recently to a traumatic event as an intervention to reduce the risk of
post-traumatic stress, anxiety, or depressive symptoms.

Providing access to support, based on the principles of psychological first
aid, should be considered for people in acute distress exposed recently to a
traumatic event.

If it is possible to continue to follow-up the patient, graded self-exposure
based on the principles of CBT should be considered in patients with PTSD
symptoms.

Psychotherapy for PTSD may be very effective, but it is essential that it is
delivered by a therapist who is able to be attentive to establishing a sense of
safety for the patient, who is able to guide the patient in reducing the intensity
of overwhelming emotions, and who is able, over time, to help the patient to
integrate the traumatic event psychologically.

In addition to CBT, medication therapies are helpful for specific anxiety disorders.
OCD usually requires higher doses of fluoxetine, up to 80 mg, to achieve a
therapeutic response in comparison with other anxiety disorders. OCD can also
be treated with clomipramine.
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Clomipramine for treatment of obsessive compulsive disorder, depression, and anxiety.

This is a tricyclic antidepressant, like amitriptyline. See 10.11.6 for side-effects, contraindications, cautions, and
patient and family education.

In healthy adults

« Initiate a dose of 10-25 mg daily at bedtime.

* Increase in divided doses by 25 mg every 4—7 days to a therapeutic dose of 150-200 mg in divided doses or a
single dose at night.

* When switching or discontinuing, taper the dose gradually to discontinue.

In elderly or medically ill patients (including those with HIV stage 3 or 4)

« Initiate a dose of 10 mg daily at bedtime.

« Increase in divided doses by 10 mg every 4-7 days to 50-75 mg.

* May continue to increase the dose as needed and tolerated up to the maximum dose for healthy adults.
« When switching medication or discontinuing treatment, taper the dose gradually to discontinue.

» Monitor carefully for hypotension.

Somatoform disorder

< Although not classified as an anxiety disorder, somatoform disorder can confer excessive worry, anxiety,
and low mood. Patients with somatoform disorder present with multiple physical complaints that cannot be
explained by either a known medical disorder after appropriate clinical investigations or by another mental
disorder, such as depression or an anxiety disorder. Complaints can include, among other symptoms:
° persistent headache

dizziness

chronic fatigue or tiredness

nausea

chronic pain

urinary or gynaecological complaints

gastrointestinal complaints (e.g. flatulence).

o o o o o o

Treatment based on CBT principles (e.g. re-attribution, graded activities) should be considered in repeat adult
patients with medically unexplained somatic complaints who are in substantial distress, and who do not meet
the criteria for a depressive disorder.

Where a depressive or anxiety disorder coexists, specific treatment interventions should be initiated.
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Appendix 1. Psychotherapy and mental health counselling

(i) Supportive psychotherapy and mental health counselling

Psychosocial support and psycho-education are helpful interventions in mental

health disorders.

* An effective counsellor can provide tremendous help to a patient with mental
health concerns, or a person facing adverse life events, by being empathetic,
respectful, patient, compassionate, honest, and trustworthy.

» An effective counsellor uses supportive psychotherapy and counselling skills
to support a patient’s functioning through:

° the promotion of coping skills;

the use of problem-solving techniques;

helping patients with the containment and management of feelings and

distress;

the provision of support and the instillation of hope;

reassurance and positive reinforcement;

decreasing isolation;

fostering connections with the patient’s natural support systems;

focusing on short-term activities for pleasure and aiming to restore self

confidence;

countering misconceptions, stigma, and discrimination;

providing psycho-education about the nature of mental health disorders

and their treatments;

highlighting the patient’s efforts to cope, fostering hope, and recognizing

that the patient is doing the best that they can.

o

o

o o o o o

(if) Cognitive behaviour therapy

Cognitive behaviour therapy (CBT) is based on the idea that feelings are affected

by thinking and behaviour.

« CBT aims to improve a patient’s sense of well-being by identifying key
patterns of thinking that are dysfunctional or distorted. These thoughts may
contribute to unrealistic and overly negative appraisals of self and others, and
may contribute to the patient’s mental health symptoms.

* CBT has been shown to be helpful in managing a range of mood and anxiety
disorders.

Therapy approaches may include keeping a record of thought patterns and feelings
related to specific events, examining automatic thoughts and assumptions,
evaluating unhelpful or unrealistic belief systems that pertain to one’s view of self,
others, or the world, graded exposure to settings or activities that may have been
avoided, and trying out new ways of interacting with others.

(iii) Interpersonal psychotherapy

Interpersonal psychotherapy is an effective treatment for depression, including

bipolar depression.

* Therapy aims to improve a patient’s sense of well-being by identifying key
areas involving interpersonal functioning, i.e. the interactions that one has
with others and how depression may impact on and be impacted by these
interactions.
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Common areas of focus in interpersonal psychotherapy include:
« exploration of grief and loss

« life changes and social role changes

» social isolation and lack of meaningful relationships

» disputes and disagreements with others.

Interpersonal therapy may be delivered in individual or group settings, and has
been shown to be effective when delivered in many situations including low-
resource settings.

(iv) Psycho-education
* Review symptoms and give essential information:
° summarize the patient’s symptoms and explain the diagnosis or illness;
° explain the benefits and risks of treatment;
° establish the patient’s coping practices and encourage their use;
° counter misconceptions, stigma and discrimination;
° empathize with the patient’s distress.
. Explore ways to reduce stress with patients and family:
° provide supportive counselling (appropriate to circumstances);
emphasize a problem-solving approach to help work towards solutions that
will bring a greater sense of well-being;
foster connections with the patient’s natural support systems, helping the
patient to utilize family, friends, and community supports;
explore activities that will enhance functioning and self-confidence and give
pleasure.
* Help the patient and family to maintain hope:
° highlight the patient’s efforts to cope and recognize that she or he is doing
the best that she or he can.
¢ Remain an effective support:
° an effective counsellor can provide tremendous help to a patient by being
empathic and respectful, patient and compassionate, and honest and
trustworthy.

o
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Appendix 2. Medical conditions to consider before starting
treatment for mental disorders and when patients do not respond
to initial psychiatric therapy

Many patients with mental health disorders have concurrent medical conditions
that require treatment. Additionally, many medical conditions may present with
mental health symptoms.

Confusion, severe
Medical conditions that may present with | agitation, or bizarre

mental health symptoms behaviour Sad or low mood Anxiety
Neurosyphilis x x

HIV infection x x x
Systemic infections x

Liver failure x

Dehydration x x

Fluid and electrolyte disturbance x x

Renal failure x x

Hypoglycaemia x x x
Diabetic ketoacidosis x

Hypoxia x x x

Prescribed medication side-effects,
as well as drug-drug interactions and x x x
overlapping toxicities

Withdrawal from alcohol and substances x x x
Endocrinopathy: hypothyroidism x x
Endocrinopathy: hyperthyroidism x x
Cushing’s syndrome x x
Addison’s disease x
Pheochromocytoma x

Neurological disorders:

Epilepsy x X (postictal)

Head trauma and intracranial lesion x x x
Parkinson’s x x

Stroke x x
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Encephalitis x

Vitamin deficiencies (e.g. endemic

neuritis)
vitamin B12 x x
vitamin B1 x
Under-nutrition x x
Anaemia x x

Cardiovascular conditions:

Congestive heart failure x x
Myocardial infarction x x
Arrhythmias x
Pulmonary embolism x
Poisoning:

Ingested poisons, such as pesticides x

and plants

Accidental and intentional overdose x x x
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10.12 Eye problems!

In this section:
10.12.1 Clinical approach to a patient with eye problems
10.12.2 Approach to red eye (with DDx table)
* Manage red eye with no pain
Acute viral conjunctivitis
Bacterial conjunctivitis
Allergic conjunctivitis
Keratoconjuncitivis sicca
Manage red eye with pain
Acute angle closure glaucoma
Corneal ulcer or infective keratitis
Bacterial superinfection of the cornea
Fungal ulcers
Herpetic ulcers
Corneal erosions
10.12.3  Acute visual loss (with DDx table)
10.12.4  Progressive visual loss (with DDx table)
* Cataract
* Primary open-angle glaucoma
* Refractive errors
* Proliferative retinopathy
10.12.5 Geographically confined eye diseases
* Trachoma
10.12.6  Eye problems in patients with HIV (with DDx tables)
* Anterior segment and adnexal eye problems
* Herpes zoster ophthalmicus
* Posterior segment eye problems
10.12.7  Neuro-ophthalmic involvement from mass lesions, TB, or cryptococcal meningitis

This Section covers an approach to eye problems, ranging from simple eye
problems that can be managed at the district level to more serious conditions that
will require identification for urgent treatment or referral to prevent loss of vision.
For more detailed instructions on the eye medicines, see Section 8.4.

The anterior segment of the eye includes the cornea, conjunctiva, anterior sclera,
anterior chamber, iris, ciliary body, and crystalline lens. The posterior segment
includes the vitreous, retina, choroid, posterior sclera, and optic disc.

10.12.1 Clinical approach to a patient with eye problems

Step 1:  Perform Quick Check
Exclude any serious or life-threatening conditions that might present with eye symptoms. Consider
malignant hypertension and imminent eclampsia. Assess for sight-threatening conditions that require
urgent intervention or an appropriate referral.

Step 2. Take a history and examine the patient.
Examine the eye and classify the eye problem.

Step 3:  Assess the patient’s HIV status.
Step 4 Work through the appropriate differential diagnosis tables.
Step 5: Perform investigations as necessary.

Step 6:  Treat and monitor the patient’s response to treatment, or refer as necessary.

1 For colour illustrations of some of these eye problems, see poster available at http://www.who.int/blindness/
sop_en.pdf
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History

Specific questions
e What are the symptoms?
° pain
° light discomfort or photophobia
red eye
watering of the eyes
discharge
itching
dryness
sensation of foreign body.
* Is there a history of trauma?
* What are the visual symptoms?
° loss of or decreased vision
° diplopia (double vision)
halos around lights
floaters (black or grey specks in the field of vision)
flashes of light.
* What is the duration of symptoms?

* What is the progression of symptoms?
» Look at the patient’s past history of similar symptoms.

* Are there any locally endemic conditions in the community (e.g. trachoma,
onchocerciasis, conjunctivitis)?

o o o o o o

o o o

General questions
» Systemic diseases — hypertension, diabetes mellitus, connective tissue
disorders?

« Co-morbidities — HIV, malignancies?

Examination

Do a general physical examination
Do a specific eye examination
A basic ophthalmic examination may require the following:

» atorch for gross examination of the eye structure and pupil response

* blue light filter

» Snellen chart or “E” chart for illiterate patients (or a LogMar chart)

» fluorescein drops or impregnated paper strips

» short-acting mydriatric drops (e.g. 1% tropicamide) to dilate pupils —
remember to assess visual acuity and pupil response first

* direct ophthalmoscope

« topical anaesthetic drops (e.g. lidocaine)

» cotton buds to remove foreign body

* handheld applanation tonometer (Schiotz or Puff tonometer), if available.
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» Assess visual acuity

° Use a Snellen chart to measure distance acuity — this can be at any distance
(e.g. 3 or 6 metres) as long as it is documented.

° Make sure the room is well lit.

° Have patient occlude one eye with palm (make sure patient is not peeking
and is not putting pressure on the occluded eye).

° Ask patient to read aloud each letter in the first row, or indicate with the
hand what direction the E is pointing. Then proceed to the next smaller line
until not able to distinguish all the letters on that line.

° Record the last line read accurately after the distance from the chart, for
example 6/24 if the patient was 6 metres from the chart and the last line
read was 24.

° If the patient is not able to read the top line, move forward a metre and
retest up to 3 metres. If still not able to read top line, test whether the
patient can count fingers and record this. If not able to count fingers, test
whether the patient can detect hand motion. If not, test for light perception
with a bright torch.

° Then test the other eye and record.

° Then test with glasses on.

° If acuity is less that 6/18 then assess again using pinhole and see if it
improves; if yes, then a refractive error is likely.

° Assess near vision using specific near vision acuity chart, or assess ability
to read newsprint or very crudely the ability to count fingers or detect
motion.

° Assess colour vision using Ishihara plates or test for red desaturation (a
good indicator of optic nerve dysfunction).

» Assess visual fields

° Use confrontation testing to detect gross defects (e.g. homonymous
hemianopia - loss of half the visual field). Confrontation testing compares
the examiner's visual field's with the patient’s, and may yield vital
information that is often missed.

° Assessment of more discrete visual field loss (e.g. from glaucoma) requires
formal perimetry.
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* Examine the adnexa (attachments or structural components of the eye)

° Examine the eyebrows and eyelids. Look for ptosis (drooping), infection, g
congestion, hordeolum, warts, Molluscum contagiosum.

° Evert the eyelid to detect all foreign bodies.

» Examine the conjunctiva
° Look for discharge, swelling, or congestion.
» Examine the cornea

° Look for haziness, ulcers (herpetic or bacterial), and inflammation.

° Test for sensory loss with a wisp of cotton wool.

° The naked eye may not detect corneal defects due to ulcerations or
abrasions. If there is trauma or a foreign body sensation in the eye, do
fluorescein staining as follows:
¢ Moisten a fluorescein-impregnated strip with a drop of saline or artificial

tears.
¢ Touch the strip to the inside of the lower lid.
¢ Illuminate the cornea with an ophthalmoscope with a blue filter if
available (if not available, a strong white light may also reveal defects).
¢ Look for epithelial defects that stain bright green.
» Examine both pupils
° Are they equal in size?
° Examine their reactivity to light. Shine a light alternately from one eye to
the other.
¢ A normal response is equal constriction of both pupils, regardless of
which eye the light is directed at. This indicates an intact direct and
consensual pupillary light reflex.

¢ An abnormal response, or relative afferent pupillary defect (RAPD),
will show that light directed in the affected eye will cause only mild
constriction of both pupils (due to decreased response to light from the
afferent defect), while light in the unaffected eye will cause a normal
constriction of both pupils due to an intact afferent path and an intact
consensual pupillary reflex. Thus, light shone in the affected eye will
produce less pupillary constriction than light shone in the unaffected eye.

» Examine the lens

° Look for any opacity (mature cataracts may be visible with torch
examination.

» Perform fundoscopy to visualize the fundus, optic disc, and vessels

° Fundoscopy is an examination of the posterior segment of the eye and is
done using a direct ophthalmoscope.

° It should take place in a suitably darkened room.

° The patient's right eye should be examined with the examiner's right eye,
and vice versa.

° The patient is asked to focus on an object in the distance, and the
examiner's head is kept vertical to permit this.

° This approach with the patient fixing on a distant straight-ahead target
allows you to visualize the optic disc very easily.

° Turn to the +10DS lens in the lens wheel and observe the eye from 10 cm.
Slowly move closer to the patient and at the same time gradually reduce
the power of the lens in the wheel and focus on the crystalline lens, the
vitreous, and finally the fundus. The power of lens necessary to focus on
the fundus will depend on any uncorrected refractive error in the patient or
in the observer.

° Once a blood vessel on the fundus has been located, move along it and
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locate the optic disc. While examining the disc, you will need to consider its
colour, its margins, and the cup if there is one. Also, note the presence of
optic atrophy and papilloedema.
Retinal blood vessels should be examined in each quadrant after locating
the disc. The veins are relatively large and dark red, while the arteries are
relatively thin and brilliant red.
° Next, examine the retinal background, which is the normal retina between
the blood vessels and other identifiable structures.
° To examine the macula and the fovea, instruct the patient to look into the
ophthalmoscope light.
¢ This step will cause the pupil to constrict, dazzle the patient, and you will
notice some troublesome corneal reflections.
¢ These factors make the macula a difficult area to visualize. It may be
useful to use a smaller aperture beam and slightly reduce the light
intensity.
¢ The normal macula is the area between the superior and inferior temporal
blood vessel arcades, and its centre is the fovea.
» Assess ocular movements

° Ask the patient follow your finger with their eyes without moving the head;
test the 6 cardinal points of gaze in an H pattern.
° Look for failure of movement and for nystagmus (pause to check it during
upward and lateral gaze).
« Assess ocular pressure
° If suspect glaucoma, press lightly on the globe with the fingers. Does the
eye feel hard?
° If handheld tonometer is available, measure intraocular pressure.
« Additional examination usually performed by specialized eye-care
professionals.
° Slit lamp examination.

Classify the problem as red eye (with or without pain) or visual loss and consult the
relevant DDx table below. For HIV-infected patients, see also these specific sections.
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10.12.2 Approach to red eye

Red eye is commonly a sign of treatable conditions such as conjunctivitis. It is
important to exclude more serious underlying conditions such as acute congestive
glaucoma or iridocyclitis. Problems relating to the posterior chamber almost never

present with a red eye.

Ask whether there is pain with the red eye.

DDx: Red eye

Condition

In favour

Red eye with no pain

Infectious conjunctivitis
* bacterial
* viral

Painless red eye - little or no photophobia, no visual changes
Mucopurulent discharge with matting of eyelids

Conjunctival congestion

Lid oedema if viral

Itchy, burning with gritty feeling

Local outbreaks in the community

Leptospirosis

see Section 11.22

History of conjunctival exposure to water contaminated with urine of
infected animals

Red eyes (conjunctival suffusion) without purulent discharge involving both
eyes — early phase of iliness

Fever and myalgias

Allergic conjunctivitis

Bilateral

Painless

Itchy

Watery or mucoid (stringy and ropy) discharge

Cobblestoning or raised visible bumps (papillary hypertrophia of the
palpebral conjunctiva)

Conjunctival inflammation (chemosis) may occur

Multiple creases in lower lid

Seasonal

Improves on antihistamines

Subconjunctival haemorrhage

Bleeding beneath the conjunctiva

Painless, harmless

Associated with minor trauma, hypertension, increased venous pressure as
in coughing, sneezing, vomiting, straining

Pinguecula or pterygium

Triangular band of fibrosis next to the cornea is a pinguecula; if encroaching
on the cornea, a pterygium

Present for weeks but may become acutely inflamed

Painless although may feel gritty or dry

Might decrease visual acuity if advanced and encroaches on the central
part of the cornea (astigmatism)

Red eye with pain

Keratoconjuncitivis sicca

Burning or foreign body sensation

Lack of tears or occasionally excessive tearing

Common in children with HIV, Stevens Johnson syndrome, female hormonal
diseases, other autoimmune diseases
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Condition

In favour

Corneal inflammation or
infection (keratitis)

Severe eye pain

Variable degree of decreased visual acuity (depending on location of ulcer)
and photophobia

Haziness or opacification of the cornea (with or without fluorescein uptake)
Pupillary constriction (secondary to ciliary spasm and iritis)

Presence of pus or white cells in anterior chamber (hypopyon)

Ultraviolet kerato-conjunctivitis
(welder's arc, carbon arc,
sunlight)

Foreign body sensation

History of welding work or extended sunlight exposure
Pain

Photophobia

Tearing

Thermal or chemical
keratoconjunctivitis

History of splash or exposure to heat or chemicals
Burns to eyelid or skin

Singed eyelashes

Flat thin haemorrhage or thicker collection of blood

Foreign body or corneal
abrasion

Intense pain localized to cornea after an injury
Evidence of corneal abrasion with fluorescein stain
Foreign body may be seen directly or on eyelid eversion

Corneal ulcer

Round or oval sharply demarcated border with the base appearing ragged
and gray

Painful

Blurred vision

Blue/green mucopurulent discharge with fluorescence in UV light in favour
of P. aeruginosa

Herpetic ulcer: dendritic branches on fluorescein staining

Varicella zoster virus (VZV) ulcer: loss of sensation with shingles on
ophthalmic branch of trigeminal nerve typical for VZV

Hypopyon (sterile pus in lower internal part of cornea)

Acute angle closure glaucoma
(or closed angle)

Sudden loss of vision

Severe headache and eye pain

Nausea and vomiting

Halos around light

Pupils mid-dilated, vertically oval non-reactive to light (sluggish)

Very high intraocular pressure >30 mmHg — eye will feel hard on digital
pressure

Acute anterior uveitis (iritis or
iridocyclitis)

Acute onset

Unilateral, painful red eye, blurred vision, direct and consensual
photophobia, tearing

Ciliary (not only conjunctival) injection

360 degree perilimbal flush

Acute posterior uveitis
(choroiditis or chorioretinitis)

Blurred vision with floaters
Occasional pain
Photophobia

Eye problems
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Manage red eye with no pain:

Acute viral conjunctivitis

Acute viral conjunctivitis is commonly caused by adenovirus. It is highly contagious
and occurs in small epidemics in households, schools and the community.

Key clinical features

» Acute onset with painless red eye - little or no photophobia, no visual
changes.

» Discharge, matted eyelashes, redness and inflammation (chemosis).

* Monitor for secondary bacterial infection — which is common.

» Suspect herpetic conjunctivitis if there are skin findings, or if there is skin
involvement (clusters of vesicles on an erythematous base on the face,
eyelids. and mucous membranes typical of herpes simplex virus; shingles

along ophthalmic nerve dermatome suggestive of herpes zoster virus). Follow
management specific for these conditions (see below and Section 10.12.6).

 Clinical diagnosis and culture or smears are not needed.

Treatment
* If suspect bacterial coinfection, use gentamicin2 or chloramphenicol eye
drops or ointment (see Section 8.4).

» Use cold compresses several times a day.

» Give tears substitute such as carboxymethyl cellulose 0.5% drops or 1% gel-
tears naturale.

Prevention

* Avoid contact between fingers and eyes.

¢ Meticulous hand washing.

e Separate face and hand towels at home for the affected person.

Bacterial conjunctivitis

Key clinical features

* Mucopurulent discharge present.

e May occur as a primary infection or is secondary to a viral infection.

» Gram stain of the conjunctival smear will help to identify possible organism.

» Hyper-acute gonococcal infection - sudden onset of extreme inflammation and
purulent discharge from the eyes; there may be a history of urethral discharge
or other signs of a sexually transmitted infection. This is an ophthalmic
emergency. Refer urgently to an ophthalmology unit in case of gonococcal
infection as it can rapidly infect the cornea and lead to a severe keratitis or
perforation of the cornea. Initiate treatment below in the meantime.

» Trachoma or chlamydial conjunctivitis in endemic areas — usually presents
with a chronic red eye with stringy discharge. See Section 10.12.5.
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Treatment
» Conjunctivitis due to Neisseria gonorrhoeae requires systemic antibiotics and
urgent referral.
° ceftriaxone 1 gram IM OR
° spectinomycin 2 g by deep IM; OR
° ciprofloxacin 500 mg orally.
* If suspect Chlamydia trachomatis, follow instructions in Section 10.12.5.

« If neither of these, for other bacterial conjunctivitis give topical antibiotic
drops such as gentamicin eye drops 4-6 times daily.,

Prevention
When conjunctivitis is associated with an STI, treat sexual partners to minimize
recurrence and spread of disease.

Allergic conjunctivitis

Key clinical features

* ltching is a cardinal sign.

» Watery with minimal discharge.

» Congestion and chemosis (swelling) with papillary reaction.
* May be acute and periodic in seasonal allergic conjunctivitis.
» Mild and chronic in atopic or perennial allergic conjunctivitis.

Treatment
» Allergen avoidance.

» Topical sodium cromoglycate drops during the allergy season is the mainstay
of treatment and is safe even if given for long periods.

Keratoconjunctivitis sicca
This is also called dry eye syndrome.

Key clinical features
e Burning, foreign body sensation, lack of tears.
» Occasionally excessive tears reacting to irritation.

* Common in premenopausal and menopausal women and collagen vascular
diseases.

* In PLHIV,may be a consequence of previous Stevens Johnson syndrome.
Common in HIV-positive children.

Treatment

» Give tear substitute such as carboxymethyl cellulose 0.5% drops or 1% gel-
tears naturale.

e Treat secondary bacterial infection, if present.

2 Gentamicin eye drops are on the WHO EML. An alternative is chloramphenicol eye drops.
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Manage red eye with pain

Acute angle-closure glaucoma

This is due to increased intraocular pressure that leads to impairment of the
functioning of the optic nerve and causes visual field loss, ultimately leading to
blindness. It is important to recognize and refer urgently for treatment to prevent
visual loss.

Key clinical features

* More common among Asians.

* Usually bilateral disease, but acute onset often unilateral.

* Sudden loss of vision with halos around lights — often worse in the evenings.
» Associated with severe headache, vomiting, eye pain.

» Stage of primary angle closure glaucoma.

» Evidence of ciliary congestion, lid oedema, hazy cornea, shallow anterior
chamber.

* A mid-dilated pupil (4 to 6 mm) that reacts poorly to light.
 Intraocular pressure is very high - eye feels stony hard on digital pressure.
* Fundoscopy - "cupping" of the optic nerve.

Treatment
» Urgent referral to specialist facility for further treatment.
« Start the following medication until the patient reaches referral centre:

 pilocarpine 1 drop (2% solution) every 10 minutes for 30-60 minutes, then 1
drop every 1-3 hours until intraocular pressure subsides, then 1 drop 4 times
daily; PLUS

» acetazolamide 250 mg orally stat, or IV if the patient is vomiting, then
continue oral acetazolamide 500-750 mg per day.

Corneal ulcer or infective keratitis

» Common cause of painful loss of vision with red eye.
* Very often follows trauma that could be trivial.

« Offending organisms include bacteria, fungi, virus (such as herpes or
facilitated by HIV immunosuppression).

Treatment
* Urgent referral to specialist

* Do not use steroids for a corneal ulcer as the infection may spread resulting in
corneal perforation.

» Start empirical broad spectrum antibiotic drops in all patients —
chloramphenicol or gentamicin eye drops 6 times daily.

Bacterial superinfection of the cornea secondary to trauma

» Diagnosis can be made by scraping margins of the ulcer and plating
for bacterial and fungal cultures. This should be done by a trained
ophthalmologist, using a microscope or loupe.
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Refer for specialist assistance.

» P. aeruginosa infection causes a ground glass appearance of the cornea, and
may lead to early perforation of the cornea.

» Staphylococcal infections are less dramatic, but may cause loss of vision.

Treatment
» Urgent referral to specialist facility.

« Initiate empirical antibiotic drops — chloramphenicol or gentamicin hourly or
any other available broad spectrum antibiotic drop until the patient reaches
the referral centre.

* Give supportive treatment with a mydriatic (atropine eye drops) and timolol to
reduce intraocular pressure.

« If there is not copious discharge, give an eye patch to rest the eye.

Fungal ulcers

* Fungal ulcers are commonly caused by filamentous fungi or yeasts (candida).

* May occur in those who work in rural settings or those engaged in agricultural
activity and in PLHIV.

Key clinical features
e Ulcers may follow trivial trauma.

* Symptoms may be mild even with large ulcers.
» Ulcers are dry, elevated, with feathery margins.

Treatment
« Urgent referral to tertiary level facility.

» Treat as in bacterial ulcers.

Herpetic ulcers

Herpes simplex virus (HSV) is a major cause of blindness worldwide from corneal
scarring and opacity after cornea infection, inflammation (keratitis), and ulceration.
See also Section 11.15.

Key clinical features
» Painful eye with blurred vision and discharge.
» Dendritic ulcers are seen on fluorescein staining of the cornea.

* May coalesce to form geographic ulcers (ameboid shape, often with dendritic
extensions at the edges).

e Are usually unilateral.
» Loss of corneal sensation if tested with wisp of cotton wool.

Treatment

» Refer urgently to tertiary level facility.

e Treat with topical aciclovir ointment and do not use steroids.

* If topical aciclovir ointment is not available, give oral aciclovir, 400 mg 5 times
daily.

» Administer supportive treatment with topical atropine.
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Corneal erosions
Key clinical features
» Areas of epithelial loss without infiltration.

» Usually follows trivial trauma — may be a history of contact lens use or even
fingernail trauma.

» Very painful.
* If history of trauma is present, rule out penetrating ocular trauma.

Treatment
» Evert eyelids to look for foreign bodies.

« Treat with antibiotic ointment (tetracycline) and rest with an eye patch.

» Refer to specialist care if there is non-healing or delayed healing, or recurrent
erosions.

» Never use traditional medicines.

10.12.3 Acute visual loss
» Acute loss of vision is usually secondary to posterior segment diseases.

« All require urgent referral to a specialist facility.
* These conditions may or may not be associated with pain.
e They are usually not associated with “red eye”.

DDx: Acute visual loss

Condition In favour

Central retinal artery occlusion | Sudden loss of vision
Painless
Fundoscopy — cherry red spot at fovea

Central retinal vein occlusion Visual loss less dramatic — painless loss of vision

Older age

Known hypertensive, sickle-cell disease or blood dyscrasias, or patient with
high intraocular pressure

Fundoscopy - retinal haemorrhages

Retinal detachment Photophobia, flashing lights, floaters

Recent blunt trauma or known sickle-cell disease
High myopia, aphakia

Poor or partial red reflex

Vitreous haemorrhage Visual loss mild to severe
Following diabetic retinopathy or retinal vein occlusion

CMV retinitis Fever
Signs of meningitis or pneumonitis

see Section 11.8 Fundoscopy — haemorrhagic retinal necrosis (“pizza” pie appearance) g
Very low CD4 (<100)

Visual loss may be slower in onset in early CMV disease and may not be
noticed by the patients until advanced

Ocular toxoplasmosis Unifocal in HIV-negative, multifocal in HIV-positive
Blurred or hazy vision with floaters — erosions may look like headlights in the

fog through the vitreous haze

Occurs with vitritis
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Condition

In favour

Optic neuritis

Females: Males=2:1

Unilateral rapid visual loss

Retro-orbital pain with eye movement

Associated with viral illness, multiple sclerosis, systemic lupus
erythematosis (SLE), post-meningitis — TB or cryptococcal

Acute congestive glaucoma

Sudden loss of vision

Severe headache and eye pain

Nausea and vomiting

Halos around light

Pupils mid-dilated, vertically oval non-reactive to light (sluggish)
Very high intraocular pressure >30 mmHg or eye feels hard on digital
pressure

Endophthalmitis

Sudden painful visual loss following intraocular surgery or penetrating
trauma or corneal ulcer

Red eye

Pus in the anterior chamber (hypopyon)

Inflammation of all inner layers of the eye

10.12.4 Progressive visual loss
» Painless gradual loss of vision may be a result of various causes.

» Diseases of the anterior chamber are usually amenable to treatment, while
diseases of the posterior segment require urgent referral.

DDx: Progressive visual loss

Condition

In favour

Cataract

Old age, history of trauma or as part of a systemic condition
May be unilateral or bilateral

Opacities seen

Fundoscopy — unable to see the fundus; red reflex obscured

Refractive errors

Common cause of visual loss in children
Improvement of vision with pinhole technique confirms refractive error

Corneal dystrophies

Painless loss of vision

Chronic open angle glaucoma

Late-stage visual loss

Cupping of optic disc on routine examination

Intraocular pressure may be raised or normal

Characteristic visual field changes on manual or perimetry are diagnostic

Hereditary macular
degeneration

Painless central loss of vision
Visual acuity decreased

Proliferative retinopathy
e.g. diabetes mellitus, sickle-
cell disease

Longstanding DM poorly controlled or known sickle-cell disease

Other risk factors: hypertensive, nephropathy, pregnancy

Fundoscopy: presence of microaneurysms, hard exudates, retinal oedema,
proliferative retinopathy

Eye problems
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Cataract

Key clinical features
» Opacification of the lens with decreased vision.

» Usually due to advancing age, but may also occur in younger population due
to trauma or systemic disease, or may be present at birth or early years.

 Clinically reduced clarity of lens, obscuring the view of the retina.

Treatment
» Referral to specialist for surgical extraction of the lens with intraocular lens
implantation.

Primary open-angle glaucoma

Key clinical features

* Important cause for irreversible visual loss.

» Early diagnosis of disease is important to prevent visual loss.
» Visual loss in late stages.

Treatment
» Referral to specialist facility for detailed evaluation and treatment.
 Start pilocarpine to lower intraocular pressure.

Refractive errors

* A common cause of gradual progressive reduction of vision.

» Improvement in vision with pinhole or spectacles likely indicates refractive
error.

* Regular and repeated screening, particularly in children and adolescents, to
allow timely detection and treatment.

» Short-sighted vision or myopia is the difficulty to see distant objects, while
near objects are clear.

» Far-sighted vision (hyperopia and presbyopia) is the difficulty to see near
objects. In presbyopia, this is due to loss of accommodation, often after 40
years of age.

» Uncorrected refractive errors are a common cause of headache.

Treatment
° Corrective lenses
° Repeated examinations throughout growth to prevent poor vision, if left
uncorrected.

Proliferative retinopathy

* This is a disease of the pre-capillary arteriole and venules of the retina.

 In diabetics, increasing duration of diabetes is the most important risk factor.
Poor glycaemic control, concomitant HPT, nephropathy, and pregnancy are
also significant risk factors.

* In sickle-cell disease, a history of multiple crises will increase the likelihood of
retinopathy.
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Treatment
 Stringent glycaemic control in diabetics.
* Regular eye checks - annually if possible.

* Referral to specialist centre for laser treatment if available; retinal
photocoagulation can be vision-saving.

10.12.5 Geographically confined eye diseases — onchocerciasis and
trachoma

Table: Geographically confined eye diseases

Condition Geographic area In favour
Onchocerciasis Onchocerciasis is found in 36 countries in Inflammation of the eye
Africa as well as in Guatemala, southern Associated skin findings (itching), skin
see Section 11.28 Mexico, some areas of Venezuela, small nodules fine papular rash
areas in Brazil, Colombia, and Ecuador; and | Lacrimation, photophobia and itching in eye
in Yemen. Early — night blindness, narrowed visual
field
Late — painful iritis or glaucoma
Trachoma Occurs globally. Easily visible corneal opacity over the pupil
Specifically in Africa: Algeria, Burkina Pupil margin blurred
Faso, Chad, Djibouti, Ethiopia, Gambia, Substantial prevalence in the community
Ghana, Guinea, Guinea-Bissau, Kenya, — with severe visual loss and potentially
Malawi, Mali, Mauritania, Mozambique, disabling trachomatous lesions such as
Niger, Nigeria, Senegal, Togo, United trichiasis and entropion (see trachoma
Republic of Tanzania, Zambia. grading system in text below).

Eastern Mediterranean: Egypt, Morocco,
Oman, Pakistan, Sudan, South Sudan,
Yemen.

South-East Asia: India, Myanmar, Nepal.
Western Pacific: Australia, Cambodia,
China, Viet Nam.

Americas: Brazil, Guatemala, Mexico.

Trachoma

Trachoma is the result of infection of the eye with Chlamydia trachomatis. Infection
spreads from person to person, and is frequently passed from child to child and
from child to mother, especially where there are shortages of water, many flies, and
crowded living conditions. Infection often begins during childhood then becomes
chronic. If left untreated, irreversible blindness typically occurs between 30 and
40 years of age, mainly in females.

Key clinical features

» Eversion of the eyelid shows red, swollen conjunctiva with follicles (whitish
dots 0.2-2 mm) or papillae (visible red dots), scars, which can ultimately
cause the in-turning of the upper eyelid (entropion trichiasis).

» Damage to the cornea resulting in corneal opacities.

» Other signs: limbal follicles (follicles at the upper edge of the cornea),
herbert's pits (small round clear windows at the upper edge of the cornea),
and pannus (gradual opacification of the of the upper part of the cornea).
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conjunctiva.

Simplified grading of trachoma disease®
* Trachomatous inflammation (TF): 5 or more follicles (at least 0.5 mm in diameter) on the upper tarsal

» Trachomatous inflammation intense (Tl) presents as inflammatory thickening of the upper tarsal conjunctiva
that obscures more than half of the normal deep tarsal vessels.

« Trachomatous scarring (TS): scarring (white fibrosis) of the tarsal conjunctiva.

« Trachomatous trichiasis (TT): at least one eyelash runs on the eyeball.

« Corneal opacity (CO): central corneal opacity that is so dense that at least one of the pupil margins is blurred.

Treatment

The WHO SAFE strategy* to eliminate trachoma and prevent blindness includes:

Surgery for trichiasis — corrective lid surgery

Antibiotics to treat Chlamydia trachomatis infection in diagnosed patients

Facial cleanliness and promotion of hygiene

Environmental improvement to reduce transmission of Chlamydia trachomatis

from one person to another.

* The mainstay of treatment is tetracycline ointment. Apply 1% ointment
directly to both eyes twice daily for 6 weeks

« Give oral azithromycin, 20 mg/kg up tol gm once a year as a family treatment
or community intervention.

» Refer patients with corneal opacity for specialist care.

10.12.6 Eye problems in patients with HIV infection

Ocular manifestations of HIV infection are very common and varied. Simple
infections and common eye diseases must be recognized, treated and differentiated
from sight-threatening problems that may require referral or specialist management.

These conditions are not specific to patients with HIV, but occur more commonly,
with greater severity, and often with atypical features

Anterior segment and adnexal eye problems in patients with HIV infection

DDx: Anterior segment and adnexal eye problems in patients with HIV

infection

Condition

In favour

Molluscum contagiosum*

Pearly white papules, central umbilication
Multiple lesions
Unusually large in patients with HIV and do not resolve spontaneously

Papillomata*

Skin coloured — hyperpigmented papules or warty lesions
Rough surface, on lids or conjunctiva

Herpes zoster ophthalmicus
see Section 11.45

Vesicular rash , dermatomal distribution — trigeminal nerve
Acute pain, can involve tip of nose (Hutchinson sign)
Can cause conjunctivitis, scleritis, keratitis, uveitis, glaucoma, nerve palsy

30 30 30

3 Trachoma simplified grading card with color illustrations. Available at http://www.who.int/blindness/causes/
trachoma_documents/en/index.html

4 Trachoma control: a guide for programme managers. WHO, LSHTM, and International Trachoma Initiative, 2006.
Available at http://www.who.int/blindness/publications/tcm%20who_pbd_get_06_1.pdf
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Condition

In favour

Conjunctival squamous cell
carcinoma*

Recent papular lesion with rapid increase in size, irregular surface and
margins

Grey/white rough foamy fungating appearance in interpalpebral zone
Differs from pterygium with smooth shiny epithelium

Tends to be very aggressive with recurrence if only simple excision used

Kaposi sarcoma*

Red purplish cauliflower-like lesion on conjunctiva or eyelid — can be flat or
nodular
Distinguish from subconjunctival haemorrhage

Kerato conjunctivitis sicca

Burning, dry, foreign body sensation
Cornea lustreless
Typical stain with Rose Bengal dye

* Refer to a specialist if molluscum contagiosum, papillomata (warts), conjunctival tumours, or

Kaposi sarcoma.

Herpes zoster ophthalmicus — see Section 11.45

Key clinical features

» Unilateral vesicles and blisters involving the eye
* More severe cases have corneal involvement
* May have an atypical presentation and involve both eyes

* May cause conjunctivitis, corneal lesions, keratitis, scleritis, uveitis, papillitis,
and, in rare instances, retinal necrosis

Treatment (all of the following as appropriate)
 oral aciclovir 800 mg 5 times daily for 7 days

* aciclovir 3% eye ointment applied into the eye every four hours

* antibiotic eye ointment (chloramphenicol)

 antibiotics for secondary skin infection if present

» analgesia — paracetamol or stronger analgesics if necessary (see Section 20)
* amitryptiline 25-50 mg before bed for neuropathic pain

» assess for complicated disease and refer.

Posterior segment eye problems in patients with HIV infection

* Most HIV-associated posterior segment diseases of the eye are associated

with visual loss.

» Loss of vision may be acute in onset and rapidly progressive.
 Early recognition and treatment will help in preventing irreversible loss of

vision.

« All HIV-positive patients with any visual complaints require urgent referral to

a specialist facility.
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DDx: Posterior segment eye problems in patients with HIV infection

Condition

In favour

Retinal microvasculopathy

Multiple cotton wool spots, haemorrhage
Microaneurysm

Asymptomatic

No visual loss

CMV retinitis

see Section 11.8

Painless loss of vision, large areas of retinal necrosis yellowish white, with
areas of haemorrhage or necrosis ("pizza pie" appearance)

No vitreous haze - fundi are clearly seen

Vascular sheathing — “frosted branch” appearance

Examine the other eye if this is diagnosed in one eye

CD4 <100 — occurs less commonly if >100 (look for other cause of
retinopathy)

Optic disc swelling

If bilateral with normal vision and reflex, then it is papilloedema
If unilateral with decreased vision, then it is optic nerve disease

Immune recovery uveitis

Follows CMV of the eye most commonly, but also associated with other
retinal opportunistic infections

Decreased vision of gradual onset with floaters

Recent initiation of ART

Can result in cataract, epiretinal membrane, retinal neovascularisation that
may threaten sight

Poor prognosis — focus on protecting the sight of the other eye

Chorioretinitis from
toxoplasmosis
see Section 11.40

Posterior uveitis, may be focal, or diffuse mimicking CMV
Serology for anti-CMV IgM if available to exclude CMV

10.12.7 Neuro-ophthalmic involvement from mass lesions, TB, or

cryptococcal meningitis

» TB and cryptococcal meningitis in HIV-infected patients can result in
papilloedema, papillitis, or ocular nerve palsies (see Section 10.10a) or may
present with other neurological presentations.

* As acute or progressive loss of vision can occur with TB and cryptococcal
meningitis, examine the eyes routinely after diagnosis.

» Papilloedema is not associated with early visual loss, but if long-standing,
may cause progressive visual loss.

 Papillitis is associated with acute visual loss.
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10.13 Painful joints!

In this section:

10.13.1
10.13.2

10.13.3

Clinical approach to a patient with painful joints
Diagnosis of single and multiple painful joints

DDx: Single painful joint — monoarthritis

» DDx: Multiple painful joints

Table: Characteristics of synovial fluid by diagnosis
Septic arthritis

Crystal deposition disease (gout, pseudo-gout)
Osteoarthritis

Rheumatoid arthritis

» Gonococcal arthritis

Symptom management

Most joint pain may be a result of chronic conditions of varying duration. However,
a substantial number of patients with joint problems require immediate and
ongoing care. Prompt treatment can help limit symptoms, prevent disability, and
improve outcomes. Follow a stepwise approach in the evaluation and management
of painful joints.

Both laboratory studies and diagnostic imaging can help to evaluate the joint and
the joint pain. At the initial evaluation, and at each subsequent re-evaluation, there
should be efforts to identify underlying conditions that may need disease-specific
management.

10.13.1 Clinical approach to a patient with painful joints

Step 1:

Step 2:
g Step 3:
Step 4:
Step 5:

Step 6:

Use Quick Check

to identify severe conditions that require immediate medical or surgical care. Generally, an acute onset
of joint pain with a prior trauma or appearance of warmth and swelling could indicate conditions such
as dislocation, fracture, or a septic joint that requires more immediate attention. Other indicators of
potential musculoskeletal emergency include constitutional symptoms (fever), numbness, or weakness.
Take a history and examine the patient.

Assess the patient’s HIV status.

Work through the differential diagnosis table.

Perform appropriate investigations.

Initiate treatment and monitor the patient’s response.

History

* Is there any history of trauma or injury?
* location of the pain:

o

one or multiple joints

° true joint pain, pain from nearby bone, ligament, tendon, bursa, muscle, or
referred pain.

» character of the pain:
° quality — burning, sharp, constant, intermittent

1 See also the manual Surgical Care at the District Hospital, Section 19. WHO, 2003. Available at http://www.who.
int/surgery/publications/scdh_manual/en/
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° factors which worsen or improve pain

° diurnal rhythm - worse in the morning and eases at night, or worsens at the
end of the day, unrelenting, or nocturnal.

onset and progression, joints that were affected first

symmetry of joint involvement
stiffness

swelling

limitation of motion

constitutional symptoms, such as weight loss, unexplained fevers, chills,
cough, night sweats.

associated problems:

° weakness or numbness of affected limb
° gastrointestinal, genitourinary or eye problems.

family history of joint disease and rheumatic conditions

history of immunosuppression — HIV, immunosuppressive medicines
drug history — particularly diuretics

history of tick bite.

Examination

Specific examination
Assess for:

erythema (redness) or ecchymosis
warmth
evidence of any infective focus - e.g. a septic wound, an ulcer

crepitus, laxity, gross deformity, tendon, or muscle dysfunction (tested by
resisted function)

joint swelling — hypertrophy or a joint effusion

sensory changes indicate possible neurological or vascular problems
range of motion (ROM)

ability to bear weight

c