
WHO recommendations on 
active drug safety management 

and monitoring (aDSM) for 
new drugs and regimens

Dennis FALZON, MD 
WHO/HQ  Global TB Programme, Geneva

USAID Bedaquiline Donation Program
Asia Regional Pharmacovigilance (PV) Workshop

Thailand - 25 April 2017



Objective of the presentation

- Outline the main components of the WHO 
framework for active TB drug-safety 
monitoring and management (aDSM)



2016

WHO guidance on treatment & management 
of drug-resistant TB, 1996-2016



Choosing the treatment regimen in patients 
with confirmed MDR/RR-TB

• Confirmed susceptibility or presumed effectiveness to all medicines in the 

shorter MDR-TB regimen (isoniazid resistance excepted)

• No exposure to >1 second-line medicines in the shorter MDR-TB regimen 

for >1 month

• No intolerance to any medicine in the shorter MDR-TB regimen and no risk of 

toxicity (e.g. drug-drug interactions)

• Pregnancy excluded

• Only pulmonary disease

• All medicines of the shorter MDR-TB regimen available to the programme

NO

Longer 

(individualized) 

MDR-TB regimens

Shorter MDR-TB 
regimen

YES
FAILING REGIMEN, DRUG INTOLERANCE, 

RETURN AFTER INTERRUPTION >2 MONTHS, 
EMERGENCE OF AN EXCLUSION CRITERION



“Bedaquiline may be added to a WHO-recommended regimen in 

adult patients with pulmonary MDR-TB” 

conditional recommendation, very low confidence in estimates of effect

Subject to the following 5 conditions:

1. Treatment under close monitoring  

2. Proper patient selection  

3. Patient informed consent

4. Treatment as per WHO recommendations

5. Active pharmacovigilance in place

BEDAQUILINE : WHO interim policy guidance (June 2013)



“Delamanid may be added to a WHO-recommended regimen in adult 

patients with pulmonary MDR-TB” 

conditional recommendation, very low confidence in estimates of effect

Subject to the following 5 conditions:

1. Proper patient inclusion

2. Treatment as per WHO recommendations

3. Treatment is closely monitored

4. Active pharmacovigilance in place

5. Patient informed consent obtained

-> October 2016 : may be used in patients 6-17 years

DELAMANID : WHO interim policy guidance (October 2014)



aDSM
“active and systematic 
clinical and laboratory 

assessment of patients on 
treatment with new TB 

drugs, novel MDR-TB 
regimens or XDR-TB 

regimens to detect, manage 
and report suspected or 

confirmed drug toxicities”

apps.who.int/iris/bitstream/10665/204465/1/WHO_HTM_TB_2015.28_eng.pdf



aDSM components

1. Clinical monitoring

– active and systematic clinical and laboratory assessment 
during treatment to detect drug toxicity and AEs

2. Management of AEs in a timely manner

3. Systematic and standardized recording and 
reporting of AEs

– Data collection to include safety data

– At least all SAEs reported and assessed for causality

– Close coordination between national TB and PV structures



aDSM “packages”

1. Core: requiring monitoring for and 
reporting of all serious adverse events 
(SAEs)

2. Intermediate: includes SAEs as well as 
AEs of special interest

3. Advanced: includes all AEs of clinical 
significance



aDSM eligibility
aDSM applies primarily to the following:

1. MDR-TB patients treated with bedaquiline, delamanid and 
other new medicines;

2. MDR-TB patients enrolled on treatment with novel regimens 
(including the shorter MDR-TB regimen);

3. All XDR-TB patients on second-line treatment, as these 
regimens usually include multiple repurposed drugs

Once coverage of these patient groups is reached, aDSM can 
extend to other MDR-TB patients on treatment



Seriousness
Seriousness involves any of the following: 
• death or a life-threatening experience;
• hospitalization or prolongation of 
hospitalization; 
• persistent or significant disability;
• congenital anomaly.

Events which do not result immediately in one of 
these outcomes but which might require an 
intervention to prevent it from happening may also 
be considered serious



f/u after treatment

Serial testing / screening for AEs

aDSM : cohort-based approach

Drug start Drug exposure

Death

Success

Loss to f/u

Change of 
treatment

Success

Serious AE

Other event



Clinical and laboratory testing schedule for aDSM



DATA ENTRY

PATIENT HISTORY

CLINICAL TESTS

GLOBAL aDSM 
DATABASE

SAE
notification



Data elements list – DRAFT sample



• A global aDSM database was created in 2016
• Coordinated by the Special Programme for Research 

and Training in Tropical Diseases at WHO Headquarters
(TDR) and the WHO/GTB

• The Luxembourg Institute of Health (LIH) is responsible 
for its day-to-day management

• National programmes and other bodies can report AEs 
to the database for patients treated with medicines 
which are new or repurposed for an indication other 
than TB

• Belarus has started to report

Global aDSM database

www.who.int/tdr/research/tb_hiv/adsm/en/



• Programme indicators 
• Causality assessment
• Signal detection
• Drug-safety profiles

What happens to the data ?



Key steps in aDSM implementation

Create a national coordinating mechanism for aDSM

Develop a plan for aDSM

Define management and supervision roles and responsibilities

Create standard data collection materials

Train staff on the collection of data

Define schedules and routes for data collection and reporting

Consolidate aDSM data electronically

Develop capacity for signal detection and causality assessment





www.who.int/tb/areas-of-work/drug-resistant-tb/treatment/



• The WHO DR-TB treatment policy updates aim to improve 
the assignment of patients to treatment regimens which 
can increase the likelihood of cure

• Important uncertainties remain on the effectiveness and 
safety of the treatment options, both regarding older and 
newer medications

• More evidence will be needed and new studies to ensure 
that treatment is better targeted according to the patient 
profile

• aDSM and the global aDSM database aim to document 
signals of previously unknown or poorly documented 
adverse events in patients on new drugs or novel 
MDR/XDR-TB regimens

In conclusion



How far are you from having aDSM up 
and running?

What main barriers have you 
encountered (if any)?

Would you consider reporting to the 
global aDSM database? 

Question to countries


