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ABBREVIATIONS

ADR/AR Adverse drug reaction/Adverse reaction

aDSM Active TB Drug-Safety Monitoring and Management

AE Adverse event

Bdq Bedaquiline

CA Causality assessment
Cfz Clofazimine

DIm Delamanid

DR-TB  Drug-resistant tuberculosis

FDA Food and Drug Administration
Gfx Gatifloxacin

MDR-TB Multidrug-resistant tuberculosis
Mfx Moxifloxacin

NTP National Tuberculosis Programme
PMDT Programmatic Management of Drug-Resistant Tuberculosis
PV Pharmacovigilance

SAE Serious adverse event

SLD Second-line drug

B Tuberculosis

umMcC Uppsala Monitoring Centre

WHO World Health Organization

XDR-TB Extensively drug-resistant tuberculosis
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INTRODUCTION

Myanmar is one of the 30 high burden countries for TB, multidrug-resistant (MDR) TB and TB/HIV."
To implement an effective strategy to combat and control TB/MDR-TB, the NTP has developed a
5-year National Strategic Plan for Tuberculosis 2016-2020 (NSP)? that includes the programmatic
management of drug-resistant TB (PMDT) as one of the key interventions. Management of drug-
resistant TB (DR-TB) is challenging due to prolonged treatment duration, costly regimen, and side
effects of the drugs that lead to poor treatment adherence. New and innovative strategies are
needed to address these challenges.

Recently, WHO has approved the use of new anti-tuberculosis (TB) medicines, Bedaquiline (Bdq)
and Delamanid (DIm) under certain conditions.®>“ Moreover, a shorter regimen for MDR-TB that
includes repurposed drugs, such as clofazimine (Cfz) and moxifloxacin (Mfx) has been approved
and recommended by WHO in the Drug-resistant TB guidelines, 2016 update.® The introduction
of new and repurposed TB medicines, some given at higher dosages than previously used, and
some drugs with potentially additive toxicity given in combination, prompts the importance of
active pharmacovigilance (PV) system for patients on TB treatment. Additionally, for HIV patients
on treatment, some of the new TB drugs have been observed to manifest drug-drug interactions
with certain anti-retroviral medicines.

To address this issue, the WHO Global TB Programme (WHO/GTB) and the Essential Medicines
Products department drew on the input of technical partners to develop the concept of active
TB drug safety monitoring and management (aDSM), defined as the “active and systematic
clinical and laboratory assessment of patients while on treatment.” aDSM applies to patients
on treatment with new anti-TB drugs, new MDR-TB regimens, including the shorter treatment
regimen, and extensively drug-resistant TB (XDR-TB) regimens.® The purpose of aDSM is to
detect, manage, and report suspected or confirmed drug toxicities in a timely fashion. A feedback
mechanism to care providers needs to be in place for their knowledge and needed action for
patient management.

" World Health Organization. WHO Global Tuberculosis Report, 2016. WHO-Geneva. WHO/HTM/TB/2016.13

2 National Strategic Plan for Tuberculosis 2016-2020, National TB Programme, NTP, Myanmar.

3 The use of bedaquiline in the treatment of multidrug-resistant TB WHO-Geneva. Interim Policy Guidance, WHO- Geneva,
2013. WHO/HTM/TB/2013.6

4 The use of delamanid in the treatment of multidrug-resistant TB WHO-Geneva. Interim Policy Guidance WHO- Geneva,
2014. WHO/HTM/TB/2014.23

5 WHO treatment Guidelines for drug-resistant tuberculosis, 2016 update. WHO- Geneva, 2016. WHO/HTM/TB/2016.04
6 Active tuberculosis drug-safety monitoring and management: Framework for implementation. WHO- Geneva, 2015.
WHO/HTM/TB/2015.28
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Upon the request of the NTP, the Technical Officer, Technical Support Coordination (TSC) Global
TB Programme (GTB), WHO (Geneva) conducted an aDSM mission on 2-6 May 2016.” The
current national PV system in Myanmar for all diseases involves spontaneous reporting of adverse
events (AEs) by voluntary reporting of health care workers. This has been managed by the Food
and Drug Administration (FDA)/Drug control section although with limited human resources. An
AE Reporting Form (in Myanmar language) is in place but with limited implementation, and with
no TB-related AE reports submitted as of yet. Bdg and DIm were introduced in the country in
March 2016 through the EndTB project implemented by the NTP, Aung San TB Hospital and
MSF-Holland. The PV system of the EndTB project is an advanced package with reporting of
serious AEs (SAEs) plus AEs of special interest and clinical significance (see Definitions). While
an advanced package is relevant in a project or research study context, programmatic aDSM
implementation with a more simplified system is more appropriate in the NTP where resources
are limited, in order to scale it up more widely.

7 Active TB drug-safety monitoring and management (aDSM) for treatment of MDR/XDR-TB using new or repurposed
drugs in Myanmar: Debriefing, aDSM mission, Myanmar 2-6 May 2016, WHO.

National Tuberculosis Programme
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DEFINITIONS

1.

Active drug-safety monitoring and management (aDSM): active and systematic
clinical and laboratory assessment of patients while on treatment. aDSM applies to
patients on treatment with (a) new anti-TB drugs, such as Bdg and DIim; (b) new DR-TB
regimens, such as the shorter (or 9-month) MDR-TB regimen; or (c) XDR-TB regimens
on new/repurposed drugs, in order to detect, manage and report suspected or confirmed
drug toxicities.

Adverse event (AE): any untoward medical occurrence that may present in a TB patient
during treatment with a pharmaceutical product, but which does not necessarily have a
causal relationship with this treatment.

Adverse drug reaction (ADR): a response to a TB medicine that is noxious and
unintended, and which occurs at doses normally used in humans.

Causality assessment: the evaluation of the likelihood that a TB medicine was the
causative agent of an observed adverse reaction.

Serious adverse event (SAE): an AE which either leads to death or a life-threatening
experience; to hospitalization or prolongation of hospitalization; to persistent or significant
disability; or to a congenital anomaly. SAEs that do not immediately result in one of these
outcomes but which require an intervention to prevent it from happening are included.
SAEs may require a drastic intervention, such as termination of the drug suspected of
having caused the event.

AE of special interest: AE documented to have occurred during clinical trials and
for which the monitoring program is specifically sensitized to report regardless of its
seriousness, severity or causal relationship to the TB treatment

AE of clinical significance: AE that is either a) serious (SAE), b) of special interest,
c) leads to a discontinuation or change in the treatment, or, d) is judged as otherwise
clinically significant by the clinician

Signal: reported information on a possible causal relationship between an adverse
event and a TB medicine, the relationship being unknown or incompletely documented
previously or representing a new aspect of a known association

OBJECTIVES OF aDSM

The overall objectives of aDSM are to reduce risks from drug-related harms in patients on second-

line (SL) treatment for DR-TB and to generate standardized aDSM data to inform future policy

updates on the use of such medicines. aDSM aims to detect, manage, and report suspected or

confirmed drug toxicities in a timely fashion.

National Tuberculosis Programme



10 Active TB Drug-Safety Monitoring and Management (aDSM)

PURPOSE AND SCOPE of the aDSM Manual

The purpose of this aDSM Manual is to provide a step-by-step guide to programmatically
implement a sustainable aDSM system in line with the WHO-recommended aDSM Framework.?
This Manual will be applicable to patients on 1) new and repurposed drugs, 2) new DR-TB
regimens such as the shorter treatment regimen, and 3) XDR-TB regimens. This document
will describe the detection, active monitoring and management of DR-TB patients using clinical
and laboratory assessment, as well as recording and reporting of SAEs.

ESSENTIAL ELEMENTS OF aDSM
There are three essential elements of aDSM to achieve the above objectives:

1. Active and systematic clinical and laboratory assessment during treatment to detect
drug toxicity and AEs. There are ways to help health providers do this step.

a. Observe and listen to patients. The detection of AEs is primarily dependent upon
reporting from patients, nurses, doctors, counsellors, etc. At every DOT encounter,
health workers should ask the patient and family members about clinical symptoms
of common AEs including nausea, vomiting, peripheral neuropathy, skin rash,
psychiatric disturbance (headache, anxiety, depression, irritability, behavior change),
hearing loss, jaundice, vestibular toxicity (vertigo, ataxia, hearing loss), and symptoms
of electrolyte wasting (muscle cramping, palpitations). All healthcare professionals
involved must be trained on adverse event screening.

b. Perform routine clinical assessments, e.g., for treatment adherence and tolerance,
psychosocial support and consults with the psychiatrist, ophthalmologist, HIV
specialist, etc. Clinical follow-up with the MDR-TB physician for all patients is at a
minimum of 2 weeks after the start of MDR-TB treatment, then monthly until the
treatment completion.

c. Schedule regular laboratory screening, even if the patient has no specific complaints,
e.g., creatinine, ECG, liver function tests, etc. Regular laboratory monitoring detects
occult adverse effects. Laboratory tests and procedures related to treatment should
be available and accessible to patients, free of charge.

8 Active tuberculosis drug-safety monitoring and management: Framework for implementation. WHO- Geneva, 2015.
WHO/HTM/TB/2015.28
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Annex A shows the schedule of clinical and laboratory tests for patients on new and
repurposed drugs and the shorter treatment regimen (STR). As Bdg and DIm, Mfx,
and Cfz may induce QT prolongation, ECG monitoring is essential. Challenge TB
recently issued recommendations on the measurement of QT prolongation.®

Management of AEs in a timely manner. Early detection of signs and symptoms
is key to proper management of AEs that significantly impacts patient well-being,
overall treatment acceptance, and adherence. Management includes measures taken
to alleviate the signs and symptoms of adverse reactions with careful individual case
review, such as: a) reassurance, if AE is minor b) lowering the dose of the offending
drug, c) stopping the drug, d) drug replacement; e) providing ancillary medications and f)
other interventions (surgery, transfusion, psychological support, etc.). Ancillary medicines
should be available and accessible to patients, free of charge.

For AEs that need additional evaluation and/or medical treatment, a treatment decision
algorithm or severity grading may help clinic staff in decision-making, allowing a more
objective way of approaching symptoms (Figure 1) and laboratory test results (Figure 2).
The main sources of severity grading are the Division of Microbiology and Infectious
Diseases (DMID) and Common Terminology Criteria for AE (CTCAE)."® A set of Severity
Grading Scales using simple categories of Mild, Moderate, Severe and Life-threatening
are provided in this document (Annex E) for selected common AEs (taken from the end

TB Guide for TB patient management).

Figure 1: Serverity grading of a symptom (vomiting)!% 12

Condition term

Grade 1

Grade 2

Grade 3

Grade 4

Vomiting

1 episode in 24 hours

2-5 episodes in 24
hours

>6 episodes in 24
hours or needing IV
fluids

Physiologic conse-
quences requiring
hospitalization or
requiring parementer-
al nutrition

9 Guidance on requirements for QTc measurement in ECG monitoring when introducing new drugs and shorter regimens
for the treatment of Drug-resistant Tuberculosis, ver 0.4, 25 Apr 2017. USAID, KNCV Tuberculosis Foundation, Challenge
TB. http://www.challengetb.org/publications/tools/pmdt/Guidance_on_ECG_monitoring_in_NDR.pdf

"°version5.0;date, 14-Nov-2016, DMID Nov 2007 and CTCAEv.4.03 14-Jun-2010. https://www.google.com.ph/search?q=D-

MID+Severity+grading&oq=DMID+Severity+grading&ags=chrome..69i57.18194j0j7 &sourceid=chrome&ie=UTF-8

cessed 4 Apr 2017)

(ac-

" End TB clinical and programmatic guide for patient management with new TB drugs, ver 3.3, 25/11/2016. Partners in
Health, IRD, MSF, UNITAID
'2 Clinical monitoring of AEs and management of adverse drug reactions, Multi-partner training package on active TB drug
safety monitoring and management (aDSM), July 2016

National Tuberculosis Programme
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Figure2. Severity grading of a laboratory test result (SGPT level)'® !

Condition term

Grade 1

Grade 2

Grade 3

Grade 4

Alanine Aminotrans- 1.1-
ferase (ALT or SGPT)

Increased

<2.0x ULN

2.0-<3.0x ULN

3.0-8.0x ULN

>8 x ULN

General definitions apply for parameters not included in the given severity grading for specific

signs and symptoms of the different organ systems in the DMID and CTCAE cited above.

Table 1. General definitions for parameters of AEs not provided in the
DMID and CTCAE table*

4 N

Grade 1 MILD

Transient or mild discomfort
(<48 hours)

No medical intervention/
therapy required

(

Grade 2 MODERATE

\

Mild to moderate limitation
in activity - some assis-
tance may be needed

No or minimal medical in-
tervention/therapy required

4 N

Grade 3 SEVERE

Marked limitation in activity,
some assistance usually
required

Medical intervention/thera-
py required, hospitalization
possible

4 N

Grade 4
LIFE-THREATENING
Extreme limitation in activ-
ity, significant assistance
required

Significant medical inter-
vention/therapy required,
hospitalization or hospice
care probable

Certain references for clinical management of AEs are available. The PMDT Companion
Handbook, 2014™ contains comprehensive guidance on the management of various AEs
commonly encountered during MDR-TB treatment. The relevant parts of the Handbook are

enumerated below.

Table 2. Parts of the WHO Companion Handbook providing clinical guidance

2014 WHO

Companion Topic

Handbook
Chapter 11 Management of adverse effects and pharmacovigilance
Annex A4.1.5 | “How-to” guide on the use of Bdqg in MDR-TB treatment Monitoring and managing patients receiving Bdq
Annex A4.2.5 | “How-to” guide on the use of DIm in MDR-TB treatment Monitoring and managing patients receiving DIm
Annex 7 Management of electrolyte imbalance
Annex 8 Management strategy for hearing loss

132014 Companion Handbook to the WHO Guidelines for the programmatic management of drug-resistant TB. WHO-HQ.
WHO/HTM/TB/@014.11 http://apps.who.int/iris/bitstream/10665/130918/1/9789241548809_eng.pdf

National Tuberculosis Programme
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The EndTB clinical and programmatic guide for the patient management with new and repurposed
TB drugs' also provides management guidance for peripheral neuropathy, myelosuppression,
prolonged QT interval (example below), optic neuritis, hepatitis, hearing loss, acute kidney injury,
hypokalemia, hypomagnesemia, and hypothyroidism.

Figure 3. Severity grading and management of QT prolongation'? 3

Severity Grade 1 Grade 2 Grade 3 Grade 4
grade MILD MODERATE SEVERE LIFE-THREATENING
Prolongation | QTcF 450-480 ms QTcF 481-500 ms QTcF>501ms on at least | QTcF>501 or >60 ms
of QTcF 2 separate ECGs change from baseline

and Torsade de pointes
or polymorphic
ventricular tachycardia
or signs/symptoms of
serious arrhythmia

Action Monitor closely; at Monitor more closely; Stop the suspected Stop the suspected
least weekly ECG at least weekly ECG; causative drug(s). causative drug(s).
until QTcF has check electrolytes and Hospitalize and replete | Hospitalize and replete
returned to Replenish as needed electrolytes as electrolytes as
grade 1 or less necessary. necessary.

3. Standardized data should be systematically collected and reported for any detected
SAE. These will eventually be used to characterize the types of SAEs, assess the safety
of treatment, and inform future policy on the use of these medicines.

LEVELS OF aDSM MONITORING

There are three levels of aDSM monitoring that may be used in programs depending on the
human resource capacity, namely:

1. Core package: requires monitoring and reporting of all SAEs*

2. Intermediate package: includes SAEs and AEs of special interest*
3. Advanced package: includes all AEs of clinical significance*

* See above for definition

The NTP in Myanmar will implement the core package of aDSM and, therefore, will monitor and
report only SAEs. However, as resources become available and as the NTP decides, aDSM
may be expanded to include monitoring of other AEs that are of clinical significance or of special
interest to the programme, as part of comprehensive aDSM.

4 EndTB clinical and programmatic guide for the patient management with new TB drugs, version 3.3, 25/11/2016. Part-
ners in Health, Medecins sans Frontieres, IRD, UNITAID

National Tuberculosis Programme
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IMPLEMENTATION STEPS OF aDSM

There are 8 WHO recommended steps in the programmatic implementation of aDSM.* Ideally,
all 8 steps are in place before patients are enrolled in treatment with new drugs and regimens
including the shorter treatment regimen and the XDR-TB regimens. However, this may not always
be feasible. Steps 4 and 5 are the most essential to be in place before any patient enrolment

OCCurs.
Table 3. Key steps in implementing aDSM

1 Create a national coordinating mechanism for aDSM

2 Develop a plan for aDSM

3 Define management and supervision roles and responsibilities
4 Create standard data collection materials

5 Train staff for collection of data

6 Define schedules and routes for data collecting and reporting
7 Consolidate aDSM data electronically

8 Develop (or use existing) capacity for signal detection and causality assessment

1. Create a national coordinating mechanism for aDSM.

The National Core Committee foraDSM (NCCA) of Myanmar was created on 6" May 2016
during the WHO aDSM mission. It has the responsibility of oversight and coordination
of aDSM activities at the national level. It is composed of members with scientific and
clinical expertise for MDR-TB care and for management and communication, such as
funding and advocacy. They will be trained on drug safety monitoring, including causality
assessment.

National Tuberculosis Programme
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Table 4. National Core Committee for aDSM (NCCA)

Agency Representative(s)
1. Drug Control Section, Food and Drug Director
Administration (FDA)
2. Clinical Professors* Professor & Head, Dept of Respiratory Medicine, University of Medi-

cine 1, University of Medicine 2, University of Medicine Mandalay

3. NTP National Program Manager

4. TB Specialist Hospitals — Department of | Medical Superintendents of Aung San TB Hospital and Patheingyi
Medical Services Hospital
Partners*:

5. MSF (Holland)
6. WHO

7. FHI360

Note: * The aDSM Workshop in March 2017 specified the clinical professors to include 2 from Yangon and 1 from
Mandalay; FHI360 was added to the list of partners.

2,

Develop a plan for aDSM.

The National aDSM Implementation Plan'® of Myanmar was drafted with the assistance
of WHO following an assessment of the country situation and a wide consultation with all
relevant stakeholders. It has been endorsed by the NTP and approved by the NCCA. The
plan clearly described what should be done in each of the steps in aDSM implementation.
Financial support for the implementation of the plan is through the NTP /FDA or other
stakeholders.

Define management and supervision roles and responsibilities.

The NCCA will exercise national oversight and coordination of aDSM activities through
regular coordination meetings among its members (6 monthly and ad hoc, when needed).
Atentative pre-agreed schedule for meetings is recommended, e.g., the 3@ Wednesday of
the month, so as to keep this in the calendar of the members. The NTP aDSM Focal Point
with support from CTB or any other partners will arrange the NCCA meetings including
sending of invitations to members and providing minutes of the meeting.

With NTP being a lead member of the NCCA, the NTP Program Manager will designate
an NTP aDSM Focal Person to coordinate aDSM activities together with partners, and
ensure that the key steps are in place prior to the start of patient enrolment. The FDA

5 Annex 3. National aDSM Implementation Plan of Assessment on Drug safety monitoring and management for the treat-
ment of DR-TB using new and repurposed drugs Myanmar, 2-6 May 2016, WHO.

National Tuberculosis Programme
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Director will likewise designate an FDA aDSM Focal Person to work together with the
NTP aDSM Focal Person in coordinating aDSM activities. The current NTP and FDA
aDSM Focal Persons have been trained on PV during the Asia-Pacific PV Course in India
in January 2017.0ther opportunities for training should further strengthen the capacity of
NCCA members.

The Clinical Professors who are members of the National DR-TB Expert Committee, and
other designated members, will provide clinical advice for AEs that cannot be managed in
the MDR-TB Centres, and will be responsible for causality assessment, after undergoing
training by experts in this field.

Monitoring and supervision of the programmatic implementation of aDSM is an important
task for the NCCA. The committee will oversee the monitoring of the two essential
indicators out of four aDSM indicators suggested by WHO (Annex B). The two essential
indicators, namely a) coverage (rate of enrolled patients covered by aDSM); and b) SAE
rate among patients treated and monitored for aDSM will be used to monitor aDSM
programmatic implementation given the current limited resources.

Create standard data collection materials

WHO, the Clinton Health Access Initiative (CHAI), and other partners will provide support
in data collection and M & E.

The forms related to aDSM are as follows:
a. Modified NTP MDR-TB Treatment Card (DR-TB Form 01) (Annex C)

The six-page NTP MDR-TB Treatment Card, based on the WHO recommended
template, is the standard card used for all DR-TB patients enrolled in treatment. For
aDSM purposes, some revisions have been made on the original Treatment Card,
which are as follows:

» Page 1. Added abbreviations for new and repurposed drugs; modified table for
DST

 Page 2: Provided 4 columns for liver function tests (LFT) [bilirubin, alkaline
phosphatase, aspartate aminotransferase (AST) and alanine
aminotransferase (ALT)]

 Page 3: Provided separate tables; the first table (as continuation of the table
on page 2), 3 columns for electrolytes, added columns for albumin and
lipase, and a new table for ECG/ QTc, and audiometry for follow-up.

« Page 4: added one column for follow-up month and year (mm-yy).

National Tuberculosis Programme
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» Page 5: Updated the column heading with new and repurposed drugs; a new
table to record the issues, discussion and decision by Expert Panel.

* Page6: Included a comment box, outcome categories with new categories
(moved to either conventional regimen or individualized regimen);
added a table to record patients’ information during 2 years after
completion of treatment.

b. Form for Reporting of Serious Adverse Event

This form is a simplified version of the MSF SAE Form developed by WHO with
inputs from the NCCA members, and is now being used by the focal MSF-H doctor
for the EndTB Project in Aung San TB Specialists Hospital (ASTSH). This form is to
be filled out by the MDR-TB Hospital physician every time an SAE is detected during
the course of treatment. This form will be used to alert the NTP and the NCCA, and
will also be sent to the Region/State DR-TB Committee for their information and
clinical inputs. The Reporter/ the attending (on duty) clinician from the Hospital /
MDR-TB centre will enter all available information at the time of reporting, and will
submit the form within 24 hours from SAE detection. All other missing information in
this form will be filled out and transmitted to the NCCA within 72 hours.

For now, all data collection forms are paper-based, and should be kept on-site, and filed
for electronic data entry in the future (when an aDSM electronic database is developed).

5. Train staff for collection of data

The training will cover, mostimportantly, data collection (which happens both in the hospital
when the patient is still confined, and in the out-patient setting after discharge), reporting
flow, as well as the basics of aDSM, clinical monitoring and management, causality
assessment, and signal detection. Training participants will include those involved in
direct patient care, in providing clinical advice, performing causality assessment and
signal detection, and in supervision and monitoring of both hospitalized and ambulatory
phases of treatment.

6. Define schedules and routes for data collection and reporting

Under the core aDSM package, reporting is mainly for SAEs detected and identified while on
treatment either in the MDR-TB hospital or in the community during the ambulatory phase.

A. The hospital or MDR-TB Centre submits the SAE Reporting Form (Annex D) within
24 hours of SAE detection by email to the following:

National Tuberculosis Programme
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a. Region/State DR-TB Committee: This is to inform the Committee of the SAE,
and to seek technical assistance, be it for programmatic or clinical management
purposes.

b. NCCA: The NTP Program Manager needs to know the SAE, and will supervise
the NTP aDSM Focal Point (who is copy furnished with the SAE Form) in quickly
reviewing the entries of the SAE Form for completion, consistency and accuracy.

The NTP aDSM Focal Point verifies with the hospital reporter any unclear information.
Within 72 hours, all information in the SAE Form must have been completed and
received by the NTP aDSM Focal Point.

The NPT aDSM Focal Point will forward the completed SAE Form by email to the
following:

a. Clinical Professors who are members of the NCCA and the National DR-TB
Expert Committee and to the other members of the NCCA for their information,
their review and clinical inputs, if and when necessary.

b. All members of NCCA

c. The FDA Director with a copy furnished to the FDA aDSM Focal Point. The
Director and/or the FDA Focal Point may ask questions or clarification to the
NTP aDSM Focal point about the SAE.

d. The Department of Medical Services

The NTP aDSM Focal Point will then schedule and convene a meeting among the
Clinical Professors to perform causality assessment on the SAE within 15 days from
SAE detection.

The NTP aDSM Focal Point enters the data to the National aDSM Database within
72 hours as soon as all details are verified from the hospital or MDR-TB Center.

The NTP aDSM Focal Point transmits the data to the Global aDSM Database in
WHO to aDSM-database@who.int within 30 days of SAE detection.

. The Global aDSM team will make verifications to the NTP aDSM Focal Point, as

need, and will enter the data to the Global Database. Feedback will be given to the
country, after a certain agreed period of time.

Two-way communication is maintained between the FDA and the Department of
Medical Services, and between the NTP and Department of Medical Services.

National Tuberculosis Programme
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Figure 4. Reporting Flow for SAE, Myanmar

Global aDSM database
. Reviews entries sent by the NTP and verifies unclear information

. Enters data into the global aDSM database

( National Core Committee for aDSM (NCCA) )

NTP Program

Manager and aDSM Clinical Professors/

FDA Director and FDA

aDSM Focal point
* Reviews the SAE Form and

Focal Point
Reviews the SAE Form for

Expert Committee,
MSF & others

* Provide clinical input, as

completion, consistency

discusses concerns with
NTP aDSM Focal Point

and accuracy and verifies needed

with hospital reporter ¢ Perform Causality

Enters data to the database

4—;

Assessment

Transmits data to global
aDSM database

All NCCA Members
A * Provide oversight to aDSM activities
» Meet regularly to discuss aDSM concerns
- '/
v Region/State DR-TB Committee
Department of * Provides immediate programmatic
Medical Services & clinical input, as needed
\/

Hospital/MDR-TB Center (District level and above)
» Identifies SAE and fills out the SAE Form

National Tuberculosis Programme



20

Active TB Drug-Safety Monitoring and Management (aDSM)

Consolidate data electronically

The Clinton Health Access Initiative (CHAI) for DR-TB patients is assisting the NTP in
creating a national electronic database for DR-TB patients. The elements of the aDSM
database are to be incorporated into this DR-TB Database, rather than be developed
independently as a separate one. The creation of the electronic aDSM database should
not duplicate the work being done for the existing databases, and should be interoperable
with the existing data management system. The electronic aDSM database will ensure
standardization and safekeeping of data.

The paper-based SAE Form received by the NTP should be entered regularly to the
National Database by the NTP Focal Point in a format linked with the Global aDSM
Database sharing the same key variables to facilitate data transmission and contribution
of the data from the country to the Global Database.

A list of key variables to be collected for the WHO central aDSM database and a data
dictionary may be found at http://www.who.int/tdr/research/tb_hiv/adsm/en/. It collects
anonymized individual patient data for all SAEs from PMDT. WHO and CTB are helping
facilitate the link between the group working on the National Database with the Global
Database.

Management of data in electronic form is necessary and will facilitate sharing of data as
well as generation of indicators and analysis that will be useful to assess the coverage of
aDSM activities and to summarize the overall AE experience of monitored patients.

Develop capacity for signal detection and causality assessment

The ultimate purpose of systematic data collection within aDSM is to enable causality
assessment for the SAEs, determine the frequency and rates of occurrence and detect
signals. Clinical experts in M/ XDR-TB management may attempt to establish relationships
between drugs and ADRs; however, performing causality assessment is a separate
process requiring expertise. The physicians involved in M/XDR care will undergo training
on causality assessment which will enable them to conduct causality assessment for
every SAE reported. Signal detection will be a function that will be requested from external
experts.

ROLES AND RESPONSIBILITIES

The roles and responsibilities in aDSM focus on key stakeholders involved in the clinical

management and public health management for DR-TB patients at the national, regional and

hospital levels. These are discussed in Step #2 above and summarized in the next 2 tables.
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Table5. Responsibilities for aDSM implementation

aDSM Component

Formation of national aDSM coordination mechanism

Development of the aDSM Implementation Plan
Tools for data collection

Development of aDSM Manual

Training plan for all staff involved in aDSM

Collection of data

Communication, coordination and follow up of all data collected

from the sites

Data review

Transfer of cleaned and validated data to Global Databases

Causality assessment

Analyse data and provide feedback to health centres and clinicians

Lead responsibility

NTP, FDA, Expert Committee
NTP with support from WHO
NTP with support from WHO
NTP with support from FHI360
NTP with support from FHI360
Hospital sites/ MDR-TB centres

NCCA (NTP aDSM Focal Point)
NCCA (NTP aDSM Focal Point)
NTP aDSM Focal Point

NCCA (Clinical Professors)

NCCA through causality assessment, and NTP

The table below summarizes the steps and timelines for SAE reporting in Myanmar

Table 6. Summary of steps and timelines for SAE reporting, Myanmar

SAE event SAE Form

detected filled out and
submitted

SAE Report SAE Form

Form received at
the national level

completed with
all details, upon
verification with

the hospital/
MDR-TB
Centre reporter;
meeting for CA
scheduled
SAE entry to All entries of
National SAE Form en-
Database tered to National
aDSM Database
Clinical Meeting
Professors’ conducted for
meeting and CA, and
causality Causality
consensus consensus
made
CA report Feedback to the
completed NTP and the
hospital

National Tuberculosis Programme

Hospital (treating)
physician

NTP aDSM Focal
Point

NTP aDSM Focal
Point

NCCA Clinical
Professors and
other designated
partners

NTP aDSM Focal
Point

NTP aDSM Focal Point Within 24
adsm.ntp.myanmar@gmail.com hours or
(to send to NTP Program 1 working
Manager) day of SAE
detection
Clinical Professors and all Within 72
members of the NCCA including hours of
FDA, and to the Department of SAE detec-
Medical Services tion for initial
reporting, then
follow-up
National aDSM Database Within 72
hours of SAE
detection
NTP Within 15
days of SAE

detection or
during month-

ly meeting
WHO Global aDSM database  Within 30
aDSM-database@who.int days of SAE
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CAUSALITY ASSESSMENT

Causality assessment (CA) is an integral part of clinical management. In TB, evaluating the
likelihood that a TB medicine was the causative agent of an observed adverse reaction forms
part of clinical evaluation. While the details of the systematic method of conducting CA may not
be familiar to the practitioner, the overall approach is not too different from the clinical practice
followed when evaluating any patient on treatment.'®

CAinvolves making an attribution or describing the relationship between the AE and an exposure
by a physician or any other health care professional with the right expertise which forms part of
clinical monitoring and management. This determination must be recorded both in the patient’s
medical record as well as in a case report form. For aDSM, CA should be made primarily at the
country level and by consulting the relevant data sources close to where the event occurred.
Attributing a relationship requires a systematic process and is one of the main reasons why data
are collected in aDSM. CA once done attributes a level of certainty between the event and the
exposure, ranging from certain to unrelated.

CAis conducted by the Clinical professors of the NCCA, who also comprise the National DR-TB
Expert Committee, with the participation of other designated members. CA should be conducted
using a systematic tool provided later in this section, involving inputs from the panel of experts
beyond the treating physician. The steps in doing CA are as follows:

- The hospital site provides all details relevant to the SAE to the national level (within 24
hours to the NTP and FDA aDSM focal points)

- The hospital site will forward all other details to the NTP aDSM Focal Point (within 72
hours from SAE detection) in the Case Summary section of the SAE Form, including the
following key data elements:

a) medical history (including concomitant disease),

b) other risk factors (social factors, alcohol use, substance abuse, etc.),
c) details of drugs taken: names, doses, routes,

d) start and stop dates and indications for use,

e) description of adverse event, including clinical description, baseline, monthly and ad
hoc laboratory results, and date of onset / end and

f) evolution of event, severity, seriousness, and outcome.

- The NTP aDSM Focal Point forwards the completed SAE Form to the Clinical Professors
and all who are involved in CA, and other NCCA members

6 aDSM training package (training slides prepared by KNCV Tuberculosis Foundation, Management Sciences for Health
(SIAPS), Médecins sans Frontieres, World Health Organization / Global TB Programme Special Programme for Research
and Training in Tropical Diseases (TDR) at WHO Headquarters, July 2016 http://www.who.int/tdr/research/tb_hiv/adsm/
training_adsm/en/ ((accessed on 2 Feb 2017)
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- The NTP aDSM Focal Point schedules a CA meeting within 15 days from SAE detection.

- Prior to the meeting, each member of the CA team will individually review the SAE Form
guided by the WHO-Uppsala Monitoring Centre (UMC) Causality Algorithm or the Naranjo
ADR probability scale.

- During the CA meeting, the individual CAs will be considered until a NCCA Causality
Consensus is arrived.

The goal for CA is to decrease inter-individual differences in the assessment of a given event,
classify the likelihood of a relationship between the drug and the event, and improve scientific
evaluation. CA cannot prove the connection between the drug and the AE, nor can it quantify the
contribution of a drug to the development of the AE. AEs are rarely specific to the drug, and often
case reports involve suspected adverse drug reactions that may never be proven.

Some questions to ask to guide the process of CA include the following:
1. Is there a convincing relationship between the medicine and the event?

2. Did the medicine actually cause the event, or was it caused by other TB medicines, or
medicines for other diseases, or by drug-drug interaction?

3. Is the AE the effect of the TB disease itself or of a co-morbidity?
Some of the criteria to guide the process of CA include the four below:
1. The association in time between the drug administration and the event.

2. The pharmacology and pharmacokinetics: including previous knowledge of side effects,
features of the event, site of reaction, dose-response effects (dose reduction; effect of
re-exposure); as well as known actions of the drug.

3. Medical plausibility: including characteristic signs and symptoms, laboratory tests,
pathological findings

4. Likelihood or exclusion of other causes

There are instruments for the systematic performance of CA, namely the WHO-Uppsala
Monitoring Centre (UMC) algorithm (Table 7) and the Naranjo ADR probability scale, but
country preference is the UMC algorithm.

The WHO-UMC algorithm has been developed as a practical tool for the assessment of case
reports, and is basically a combined assessment taking into account the clinical-pharmacological
aspects of the case history and the quality of the documentation of the observation. Since PV is
particularly concerned with the detection of unknown and unexpected adverse reactions, other
criteria such as previous knowledge and statistical chance play a less prominent role in the
system. The various causality categories are listed in Table7."”

7 The use of the WHO-UMC system for standardised case causality assessment. The Uppsala Monitoring Centre https://
www.who-umc.org/media/2768/standardised-case-causality-assessment.pdf (accessed 20 May 2017)
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SIGNAL DETECTION

A signal is a reported information on a possible causal relationship between an AE and a TB
medicine. Either the relationship was previously unknown or incompletely documented (e.g. a
new aspect of a known association)

Signal detection is an important process to improve knowledge on the new TB medicines
and complete the safety profile of a new drug. When monitoring AEs, it is important to look
beyond already known adverse reactions and biological pathways. Previously unknown or rare
associations may occur, especially for new and repurposed drugs. Reports of AEs to the global
aDSM Database is expected to improve the likelihood of picking up more signals.

A signal is worth investigating when the data quality is reliable, several reports show a credible
and strong relationship between event and drug, and the event is of sufficient importance or
interest (either to require regulatory action, to require advice to prescribers, or for scientific /
clinical purposes).

The features of a signal include the following: a) usually >1 event with a similar, strong relationship
to a medicine (“certain” or “probable “). Events coded as “possible” can be used as supporting
evidence; b) a cluster of unexpected deaths coded as “possible” forms an exception to the general
rule and will need to be taken seriously; c) occasionally, a single event (“certain” or “probable”) -
notable for its severity, seriousness or distinctiveness.

Signal detection can add knowledge to the drug safety profile of an agent which describes the
benefits, risks and toxicity of a given TB drug or regimen, specifying any known or likely safety
concerns, contraindications, cautions, preventive measures and other features that the user
should be aware of to protect the health of a TB patient.
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ANNEXES

Annex A

Annex B

Annex C

Annex D

Annex E

Clinical, bacteriological and laboratory monitoring during MDR-TB treatment RR-/
MDR-TB patients

Programmatic indicators of aDSM

MDR-TB Treatment Card (DR-TB Form 01) modifications

NTP Form for Reporting Serious Adverse Event (SAE)

Severity Grading Scales and suggested action of selected common AEs

National Tuberculosis Programme



27

(a1 @bus|ieyd ‘AONM ‘divSn) £10Z 994 02 ‘61°0 1o ‘sisojnotaqny juejsisal-Brup Ajoalsuaixe/-iinw
10 Juawieal} ay) Joj suswibal Japoys pue sBnip mau Jo UoRONPOJIUI By} 40} BpInb [eojuld pue onewwelbold ouBuUSL) 4

Manual for Tuberculosis Medicines and Regimens

+ 21N} N2 UBYAA UOISIOADI JO 8SBO U] | UOISIaA8I JO ‘Juswieal) Jo € yiuow Ag 8in}no + Jo 8sed U] IS anisod aamnd 4t (w9 | 9
' ’ ‘wy ‘wy X7 )N Y H) 1Sa | |
9
1sa o
Ag g1-4aW Jo pady Aq |1S pue D O} SOUE)SISSI OU PAMOYS BUI|9SE] PUE ‘UOISIBAUOD JBYE 8IN}NJ + JO 8SED U] N vd1-1S | 4
g1-4¥ pue + ainjnd Usyp o
|
pejeaipul Ajjeaiuno §| M HY/ELIN @UadX |
3
Zl 8 9 Ssyuon Auyuopy IS aimny | L
o]
Zl 8 9 SYuon Algpuopy N Jeswg M
pajeapul Ajieouo 20y pe pue ‘yjuow 9 Aleng 20y pe pue ‘yjuow 9 Aleng Reu-x 1s8yD
SE pue ‘Z] @ 9 Syjuop r
(Ip/B*e>) uiwungje moj yum o (3 ‘x4
XHN ‘wig ‘bpg) sbnup Buibuojoisd | suo uey) aiow Buiaieoal syusied ul uonusye [elpads :8joN
posu oN N 903 pesl-¢L
121D pue XiN‘wia . e 1
10 bpg UO J1 904 Pe pue ‘ALuop ,00y pe pue ‘Ajyjuow Usy} ‘4z X9 v
o]
98U 0 91e01pUl U 91e01pUl U pz1 0 (Heyo _
P N PojEIpUL USUM PojEIpUL USUM /pue 3 wis)-Buoj uo §| | Eleylys| pue s,us|jdBUS) [eNnsIA J_
[ d !
a|qejoalui-isod yuow o)
pasau oN 9% ¢ ‘a|qeoslul uo ajym Ajyiuop a|gejoalul uo ajiym Ajyiuojy IS Answolpny
Z1 % 9 SYuon Aluzuopy Aluzuopy IS Wbrem
papaau . (2d'9 spoaye epis
SE PUE Z| 3 9 °C SO Ayuopy | uerdisAud Yaw Aq Alyuow ‘asyunosus | O Alans je Aleq IS ‘swodWAS) UORENIEAS [EDIUID
ST LTI LR (d9) aseyd uonenunuo s3] JuoljenjeA
juawjeal) Jjaye dn-mojjo4 dd 4 fienuguod jsajjuolenjeny

grUawiidaa 19110ys ayl pue sgnip pasodindads

pue Mmau uo juawieanl g1-4ax/-IN Sulinp (Aiojeioqge| pue |eaiSojoriardeq ‘|eatul])) ajnpayads SuloNUoN—- ¥ XINNV

National Tuberculosis Programme



Active TB Drug-Safety Monitoring and Management (aDSM)

28

‘uignaiiq o i

Jaddn ay} Xz pue ‘s] 47 |ewJou jo jwi| soddn 8y} Xg< a.1e s] 47 JI Bnup pajoadsns anuijuoosiq “siiieday |esia yum syuaied
10} S)99M -] AJBAS UBY] ‘Yluow IsJl} BY) IO} SHeaM Z-| AJaAa Jojuol\ ‘bpg uo yi pue ‘eanisod-AlH 4 Ajlyuop “sineday
J0 swoydwAs yym Jo ‘jo ysu je syusned pue ‘7 pabuojoid uo syusied 1oy (syuow ¢-| Aieas) Buuojuow d1polsd -S4 ;
S9OUBQJNISIP UOI}ONPUOD pue WyjAys pajoadsns 1oy ooy pe - 993 ,

. . (uswom Bureagp|iyo Joy)
pajeolpul ji ‘jeaday pajeolpul i ‘jeaday N 1501 AoueuBoig
sauljepinb weiboid SalV [euoleN o} Buipioooy M (+ AIH #1) Junod $ao
pajedIpul ji ‘yeaday pajedIpul ji ‘yeaday N AIH
Juasaid ale sIojoe) YsH §| ADH-hue pue BysqH
UIWIOJB\ pue pz o | ¥y pue pz uo sjualjed ul SISopioe o1oe]| jo dn 3Jom 1o pajesipul usypn pioe opjoeT]
S10J0B} 3SII UO paseq pue ‘opp Jo |pp ‘13 ‘Pz ‘bpg Buiaieoal syuaned o} uojuape [epadg ase|Awe/ased| wniag
pajeoipul UsypA pajeoipul Usypn w|g uo i syyuow z A1eng IS ungge wnieg |
S|
pajeoipul A|[ea1ulo i uayy ‘(SYd INOYNM JO UlM) O}F YlIM Ji ‘9 PUB ¢ SyjuowW «(HSD) | o
T T : : R r auowuoy Bupenwis-plolAy 1
v
pajeoipul §| X319 BuIAl®o8l §I pue sullaseq Je pajendd Ji AlYJuop IS asoon|9 | Y
o
Q@ 40} pajedipul (LODS /1Y 'LdOS/LSY) | 8
pajeolpul Aljeolulo Ji Ajleoiulo se pue Alanenb jses| 1y NG o4 pajeatput Ajledjulo se pue Ajyiuon M sowAzus Jon | V
1
dojanap sajjewlouge O3 Aue Jl jeaday "wig Jo bpg uo i Ajyjuo w|q Jo bpg uo y| wniojeo
pajedipul usym .
Juasalid s| ejwaeleyodAy j| | juasaid s| elwsalexodAy j| pue wnisaubew wniag

sjuaijed ysuU-ybly Joyjo pue soijegelp ‘pajodjuI-AlH Ul SHoeMm ¢-| AloAg

pajeoipul §| wiq Jo bpg uo sjiym dojanap saiijewlouqe 993 Aue Ji jeadey M swnissejod
|qejoafur uo ajiym Ajyyuop

paIEOIPUI Y sjuaned ysu-ybiy Jayjo pue sonagelp ‘pajodjul-AlH Ul Syoam ¢-| Alang A LouInEsID
a|qeyoalur uo ajiym Ajyyuopy

pz7 uo yi Ajjeroadse ‘pajesipul | sje|eleld

pajediput | pajeolpul i uay Aiet pzuoy| | s||edo poojq 8y ‘ulqojbowaH

AJyuow ‘auipnAopIZ Uo J| ‘pajel

1 40 Ajypuow uay} ‘| yuow uo Ayeam ‘pz uo 4 "pajedipul §|

sieak g 1o} uopajdwod
juswjeal Jaye dn-mojjo4

(d9) @seyd uonenunuon jsajjuoijenjeAny

National Tuberculosis Programme



29

Manual for Tuberculosis Medicines and Regimens

(Aungesip
‘suonesijejdsoy ‘Juswssasse Jo pouad
‘syjesp) ay} Buunp NsQe ul
awooino papnjoul sesed g| Jo
ojeolpu| ‘eseyd Jaquinp :iojeulwouaq
uoleAlasqo ‘SJUSAD
yuawyeay 3sod 9SJoApE SnoLes
ay) Buunp pue 2JoW 10 8UO Yjm JUaAd (leuoydo
JusWINIoaI J9)sibal WySQe juswssasse jo pouad 9SJoApE SnoLes uor}
juaijed jo pouad :lojeuiwousq uoipodoud ay) Buunp NsS@e ur  Aue ypm pSQe ul -eoynens
ay) Buunp J9)s1bal ySQe ‘slaquinu awo9ino Aq papnjoul sesed g Jo  papnjoul sjuaied JNQ)  SJUSAS BSIBApPE
payndwod aq o] syjuow ¢ AdN % dIN :JojesoquinN o)njosqy ‘dnoub uebio Ag Jaquinp :JojesaquinN a1-Han/-dy (¢ |enuassy snouas
‘(Aoueubaud se
yons juswiesal)
O Meys Jaye
Buidojanap "Hoyoo
uous}Io sAep ul abuel 8y} Jo Jaquiaw yoes
uoisnjoxa ‘dn a|ienbuaul 10} BUOP S| UOI}E|ND[BD
MOJ|0} 0} SSO| pue [eAsa)ul ay] "bnup 1ebue) 8y}
‘pajie} Juswieal) uelpaw buiddoys ayy jo ajep
‘paIp ‘ss@00ns ‘uone|nojes ayy pue bBnup jab1e) B
‘6°9) Buiddoys 8y} ul papnjoul U}IM Juswieal} Jo Je)s Bnip
10} UOSEdI AdN B sjuaned jo buiddoys 10 @)ep a8y} usamiaq 1obuey Buiddols (ssao0.d)
Aq Anens syuow g dLN :[euonen J9)sibal \NSae JaquinN 10} UOSEaY sAep uj jJuaiayip ayl o} awl] (g jeuondp  ssaudje|dwo)
‘sae
e Joj 9|qibije atom
OUYM pUE JuBISSOSSE
Jo pouad ayj buunp
juawieal) }obie) uo
aseyd paue)s saseo g| Jo
uoljeAlasqo Jaquinp :iojeulwouaq
juswieal)-jsod "J9)s16a1 ‘JusWSSasse
8y} ul jou Inq (AdN) @nuad Juswieas) g1 Jo pouad ayj buunp
JuswWiINIoaI 90ue|I61n00 aul|-puodas INSQ® ul papnjoul  Buuojuow juans
Jo pouad ewJeyd 1Jojeuiwouaq uojpodoud juswieal) }o6J1e} U0 LIOYOD Ul papnjoul
ay) Buunnp |euoneu pue 19)s1bal WSQe ‘slaquinu paue)s seseo g Jo  sjuaned g1-4aAW (ss@20ud)
payndwod aq o] syjuow ¢ d1N :|leuonen :JojesoquinN o)njosqy QUON Jaquinp :iojesaquinN /4 1ebuel () |enuassy abesano)
S31ON LNIWSSISSY RENLER! §304n0s sv NOILVOIdILVYLS NOILLVINOIVO oz<m~__>_m<Wz_>_:z JONVL SSV10
40 doly3d viva a3ass3aydx3 HOLVOIaNI ~40dINI

(¥10Z ‘saulapIND OHM) INSQE 40} S103edipul dOnewwesSold — g XINNY

National Tuberculosis Programme



Active TB Drug-Safety Monitoring and Management (aDSM)

30

‘(a1qissod

10 8|qeqoud
‘ulenao) juabe
aAl}eSNed ay) se
juswieal} }obie}
ay) sjsabbns
(ebusjjeyoal
‘abua|ieyosp
‘B-9)
Juswssasse
Ajjesneo Jaye
pauodal aq

0} AluQ "uiebe
paje[nojes jou
SIJNSQe 8yl
Buunp jusied
awes ayj ul
sinoal YAy
Jejnonued e yi
‘(sjuaned ay} Jou
pue ¥yayv ey s!
juswainsesw
4O jun ayy)
pandwos syQY
|eJonss aney
Aew jusied
awes ay}
‘Juswiyeay) Jobiey
ay} 0} peinquue
uonoeal yoea

Joj auop si
uone|noles
ay] -eseyd sKep ul abueu
uoneAIaSqo a|ienbiajul J1 0} pajnquye
juswyealjsod pue [eAss)ul ¥ay 8y} Jo 1asuo
ay} Buunp pue uelpaw pajos)ep 181l U} Jo Juswieal) juswjeal)
JUSWYINIOBI ‘uone|noles a}ep 8y} pue juswies) 1obue} ay) ypm yobue} ypm
juaned jo pouad |y} ul papnjoul 1ob1e) 89U} JO LIEJS JO  pajeInosse sYAY pajeroosse
ay} Buunp syQV jo a)ep ay} usamiaq Jo yuswdojanap suoloeal
payndwod aq o) syjuow 9 a1usd NSae 19181601 NSAE JaquinN dnosb uebio Ag  sAep ul @ouaiayIp ay o} awi] (§ leuondo asIanpy
S310N LNINSSISSY BELER $324nos SY NOILVOIdILVYLS NOILVINDO1VI n_z<m_m_\_,_mum_z_>_32 JONvL SSV10
40 do3ad viva a3ass3ydx3 HOLVOIGNI -40dWI

National Tuberculosis Programme



31

Manual for Tuberculosis Medicines and Regimens

A...v..................v........v......v.......%lﬁmovmmv
uowIday PyYIQ

(Svd s 03 xJ17) #1-21 /(Svd $D 031 XJ1 Z 3wy) 8-9 ]

(sD 03 X1 7Z) $1-21 /(sD 03 Xy71 Z 3wy) 8-9 ]
uawWISay Juaunedl], parepuels

91BUR[NAR[) /UI[[DIXOWY = A[)/XWY

duIwIZejo[) = zJJ
pijozaul] = pz|
pruewre[d(q = wiq
auiimbepag = bpg

BN d1jAdI[esoutue-d = Syd
QULIASO[IAD =SD)
dpluweuolyyg =03y

pajeurwelu0d=y ‘o[qudedsns=5 ‘queisisai=y

( )bi| wp |yuy /upy| o3g/0id

Vid q d H S] req

3[NSaI ON .10 PI[eAUT STIUBISISAI I NG/ (+) GLIN = LL
‘JUEISISAL JIY = YY ‘PAIVAIAP GLIN = L ANSal ON / pifeau] = | ‘4L ON = N

[nsaa ad-x

| 1L | 0 | L | 1 N |
s
°NO A0 sajaqeI(q

Aderay aaniuasaad a[ozexown-0d = 14D

UIDBXO[JIXOJN =XJ]N
UIDBXO[JOADT =XJTT
wauadotay = wdpy
woauadiw] = wd]
upAwoarde) =wy)
upeIWy =Wy

sbn.p aulj-puosas

(suozejadeory ], =yL,)
upAwoydang =5
aprweuizelfd =7,
[oanquietyy =y
unidwery =y
pizeruos| =H

sbn.p aulj-3s.an

suonvlAa.1qqp bniq

ON [J SeA[] ¢Alsnoraaad s3nap aul[-puodas pasp

‘Adesay) [e11A010I0UE = [V

:A3109ds ‘saf J]

awonng

(suonera- (reak diysumoy/-oN
a1qqe Snap nd ‘umoujun 41 diysumo],
ur) uowisoy J1) 93P 1IRIS snoldld

saposida Juauea) sIso[nd.Iaqn) SNoIAdIJ

— /7 /7 :uonensidaljo areq

wrequinu uonensiSal g1, YA

:}[nsay 1ed-x jo areQq

w1os1azedng [0Qq

L19p1A0Id L,O{ JO dweN

(1o woj g1-¥a)

JNWNVYYI0Ud SISOTNIYIAN.L TVNOILLYN

T/ /7 #kea N[O AL LdD uo pauels
— - 119U /AN
/= /oA NO AQ LAV U pauers d/eus 04
synsay /7 /7 3s:joaeq Hoqua) uoneniu] qg.-4diN
umouyun[] N[J A[J] :2uop 3unsel ATH
:ouoyd
uonew.Iojul AJH
(o1
dnou3 uonensidal ur 31y Jou sa0p oym juaned 'q
4L pareany
Arsnoraaad Jo swodIno/uswiidas umousup) "e) 190 | £ :Ssaappy
asdey[] omped[] NAT uawiday J9I0 Z'9 ,
osdey ] on[Ed[] N10] Uowidoy paepuers 19 :911s oy1ads ‘Areuowrnd-eaxa jj
JuauIean) g -y N Joje Jusunealy, | 9
yog ] Areuownd-enxy ] Areuowng ] :@01S
MU Y] osde@y | g
WM[] MI[J 2ueunea. jo ainfrej 1ajejusuneaiy, | 4 ‘(wo) 8oy :(83) ySrom enug
W[ NI dn mofjoj 01 ssof 19k JUBUNILDI], | ¢ /7 /mpauqjoaeq 8y
W NI 191I9AU0D-UON | 7
O | A0 WO x9S
MIN | T
dnoas uonensioy oN WEN

ple) jusuneal], gL-4AN

suawiSa) mau pue ‘sSnip mau Suipnjpul (TO w04 g1-4a) p4ed Juswieadlgl-4aiN-d XINNY

National Tuberculosis Programme



Active TB Drug-Safety Monitoring and Management (aDSM)

32

9z

SC

i

€

w

1z

0z

61

81

LT

91

ST

12

€l

4"

11

01

S)nsay XD

14

!

sisougelq

HSL

poY 1N
wnisg

d)

1V

ISY

SOUd [

uiqnaig

1S3, UOTDUN JAIT

auUIUNEII)
Wnag

valg

Surpein

‘o d[dures

aeq

Suipern | ‘o) aydures

aeq

Imn)

Adoasoxorpy Jeaws wnnds

oN
Iuop

National Tuberculosis Programme



33

Manual for Tuberculosis Medicines and Regimens

92 92
14 14
7z 7z
€z €t
144 (44
1z 1Z
0z 0z
61 61
81 81
JAS IAS
91 91
ST ST
2t i
€1 €1
143 141
a8 jas
01 01
6 6
8 8

L L
9 9
S S
¥ i
3 ¢
[4 14
T T
sisougelq sisougeiq
1eg 1] Teg 1y ‘oN JIesng +8) w8 B ‘0N
s3urpurg wetgorpny (su) o1d sButpuy 504 ed YaIM asedr] S pooig $9)4]0.129[F WINIdS aed Jauop

National Tuberculosis Programme



Active TB Drug-Safety Monitoring and Management (aDSM)

34

use} Jou s8NIP = ¢f ‘pasiatadns Jou = N ‘Pantasqo ApoauIp = A :s9X0q Y UL NIEJ

9C

S¢

¥e

€

(44

12

0¢

6l

81

L1

91

ST

4

€l

4"

—
—

f=1
—

NN T | n|O| N 0D

()]
1y3rom

0€

67

87

LT

9z

ST

(4

€2

(o4

1z

0z

61

81

LT

91

ST

14

]

(4%

115

0T

AK-urw

sfeq

S
=z

YN

:(yauour 1ad duif au0) $HNYA 40 NOLLVYLSININAY

National Tuberculosis Programme



35

Manual for Tuberculosis Medicines and Regimens

uoIspnaq UOISSNISI(] pue Sanss| aeq
SUOISII9(] PUE UOISSNISI(] [dued /aanIumo) g1-4d
(sasop Suruaaa pue urwtou :Apnoy 1 = pq ‘Aep e aduQ = po)
(N/Xavs | Ap | wdy u)
‘sjudwiwo) | /xwy | /dwp | syd | wia | bpg | z | pz1 $) oF (( )od|/wy/s| 1 / H aeq

:(s8n.1p Jo uonessad pue ‘9desop jo adueyd ‘asop jo Ayuanbauy ‘(3w a3esop pue pairels Juswieal arep) NIWIDTY I-4AN

National Tuberculosis Programme



Active TB Drug-Safety Monitoring and Management (aDSM)

36

\
[eatup) x| eamym) Jeaus aeQ
JuduIIean) Jo uondduwod 1a)ye dn mojjof yuow ,§7
[eatup) X0 | amyn) Jeaug aeq
JuduIea.) Jo uonajduiod 1a)je dn mojjof yiuou g1
[eatup) X0 emym) Jeaus aeQ
JuduIIean Jo uonddwod 1a)ye dn moyjo4 yuow ,71
[eatuip) M| eamyn) Jeaug aeq
JudueaN Jo uona[duod 1315 dn moy[od yiuow ,9
UaWIdaY PazI[enpIAIpUI 03 PIAOJ
UAWISAY [BUONUIAUOI 0} PIAOJ
peojenjeAa J0N
dn MO[]0] 033507
pald
pated
pasardwo)
pain) y
areq (suo 3p2112) SwoNQ SJUSIL0Y)

National Tuberculosis Programme



Manual for Tuberculosis Medicines and Regimens

ANNEX D — NTP Form for Reporting Serious Adverse Event (SAE)

National Tuberculosis Program

Ministry of Health and Sports (MYANMAR)

Form for Reporting of Serious Adverse Event

Date of Report( / /

All dates must be filled in as

(dd/mm/yyyy)

Is this report a new event? Yes No

Give date when initial SAE form sent ( / /

Give date of follow-up SAE form last sent (

)
/

1. Patient Details

Full Name

Age (yrs)

pre/XDR/MDR -TB registration number

Treatment Center

Address and phone number

Weight (Kg)

Date of Birth (
Sex M / F

Height (cm)

LMP (

/

/

/

Is patient pregnant Yes No

2. Details of Serious Adverse Event

Provisional Diagnosis

Date Event Started - ( /

Description of Event

Why is the event considered serious?

(O Death Life Threatening

O Persistent/ Significant disability

Hospitalization OR prolongation of hospitalization OR ICU/HDU

(O Congenital Abnormality Others ( SPECIfY  )ivriiiiiiiieee e

3. Suspected Medicine (s)

Name (Generic name)

Total daily dose

Date started Date stopped

Continues Vv

4. Action Taken

Responsible Drug

5. Outcome of Serious Adverse Event

Date

O Medicine withdrawn

(O Recovered/ resolved

O Dose reduced

(O Recovering/ resolving

(O Dose not changed

(O Recovered with sequelae

O Dose interupped

(O Not recovered/ not resolved

O Unknown

O Died

O Unknown

National Tuberculosis Programme
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National Tuberculosis Program
Ministry of Health and Sports (MYANMAR)

6. Details of suspected drug Drug 1 Drug 2 Drug 3

Brand Name
(formulation/ dosage form)

Generic Name

Name of manufacturer,
country of origin

Batch No

MM Reg: no

Expiry Date

7. Co-morbidities

(O IHD Hypertension Other Heart Disease (Specify)......ccceeveeerruenaee DM Renal disease

(O Viral Hepatitis Alcoholic Hepatitis Other Liver Disease (specify) . Peptic Ulcer/ Gastritis

(O HIV Opportunistic Infection(s) (specify) ... Last CD4/VL & date ....

(O Bronchial Asthma COPD Other Lung Disease (specify)... ... Other (specify) ...

(O None

8. Concomitant Medicine (s)

Name (Generic name) Total daily dose Date started Date stopped Continues v

9. Relevant Laboratory/ Investigation Results(s) - Clinical

Laboratory Test Date done Normal Value (unit) | Patient's result (unit) Comment

10. SOURCE OF REPORT

Name of Reporter .......ccocoeeeeeeieiveeeeeecceecce e
Address .....cccoccviiiiiiiiiii

DESIZNATION .iiiiiie ittt email ......

Signature .......ccceiviiiieiiinnen. Date coeeereieee e Tel NO. et

National Tuberculosis Programme
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Active TB Drug-Safety Monitoring and Management (aDSM)
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