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Introduction:

The Pharmacovigilance newsletter provides the latest
information on the safety of medicine, vacccines & regulatory
decisions of the Directorate General of Drug Administration
(DGDA), the national pharmacovigilance center of Bangladesh.
It is one of the important means of communication with
the pharmacovigilance stakeholders of Bangladesh and
international organizations.

This newsletter includes the status of the AEFI reporting of
COVID-19 vaccines, National AEFI Advisory Committee for
COVID-19 vaccines, trainings, coordination with different
stakeholders and the regulatory decisions and actions.

It also includes the outcomes of the 12th Adverse Drug
Reaction Advisory Committee (ADRAC) meeting.

Regulatory framework of Pharmacovigilance:

BangladeshGovt.haspublishedaGazetteforPharmacovigilance,
Clinical Trial and Lot Release which mandates the National
Regulatory Authority (DGDA) for conducting these functions.
Along with National PV Guideline, Guideline for AEFI
Surveillance the Pharmacovigilance Protocol for COVID-19
Vaccines has been developed by DGDA with the assistance of
USAID MTaPS. The protocol describes the procedures of AEFI
reporting system, investigation, causality assessment and
risk management. It also includes the structures and Terms
of Reference (ToR) of different levels of committees. It can be
found on DGDA website (www.dgda.gov.bd).
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Online AEFI Reporting System for COVID-19 Vaccines:

On DGDA website an online AEFI reporting system for COVID-19 vaccines has been created with the help
of USAID MTaPS and WHO. Following is the user manual and steps to access the system.

In the web browser {Chrome /Firefaxfinternet Explorer/or any) wrilte or copy and pest this bolow
It rnet address ar LIRL:

hitp /ffcovidlOpy deda. gow. boddadmin-loasin

Yo will Tind below we bhpoo e

Inzert usarname and password (n he felds showing on the webpage.

Username s your email address (The omail address is what you are using now to check this user
rmarual),

Passvword: 1284567H

After login this below page will come containing yvour name at the top right corner.

5 trared Fract ahbileare whbone A

User names

For accessing the entry form click on s Add Cowviad-19 Vaccine Informartion

For checking the report, check the left menu where you will find a menu named as

Click on it and you will get the option [Ra I EoCE TR B B B = | F=Ta L |

From there you will be able to check your desired report for preview and print,

STEP-1:
Go to Login Link: http://covid19pv.dgda.gov.bd/admin-login

STEP-2:
Enter respective user name and password (In the separate input box) and then click on “1% 35" Button
to enter to the user dashboard.
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DGDA Online Dashboard (as on 30 June 2021)

carvid 1 9pv.dgda.gov.bd/dashboard
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Number of AEFI Reports for COVID-19 Vaccines
(Jan-2021 to Jun-2021)

DGDA online platform
Total number of cases 458
Serious 25
Non-Serious 433

Gender-wise Trending of AEFI reports
for COVID-19 vaccines

M Male M Female




Trend of AEFI reporting through DGDA Online platform
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Division wise online AEFI reports for COVID-19 vaccines
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Committees for COVID-19 vaccines

Committee/ Cell Name

Numbers of
Meetings

Numbers of reports evaluated

(Jan 2021 to Jun 2021)

458

19

Sylhet Mational

Soures @ DGOA &3 on 30 June 2021

Remarks

Pharmacovigilance &

conducted

Vaccines

the vaccination safe

COVID-19 Safety Surveillance 06 458 (Primary evaluation)

Cell

BIStFICF/CIty Corporation AEFI 50 25 SAEs (Investigation) Twice for each case
ommittee

Divisional AEFI Cau§allty 15 25 SAES (Causality Assessment Total Decisions-42

Assessment Committee using worksheet)

National AEFI Advisory Overall assessment and eeemikier

Committee 07 for COVID-19 07 necessary decisions for making De c?si ons—1y 3

|
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Total reported AEFI vs. serious cases for COVID-19 vaccines

N =458
25 (6%) SERIOUS AEFI (N=25)
16 u Death B Hospitalisation & recovred
14

14
12 11
10

8

3]

4

433 (94%)
2
4]
. N Death Hospitalisation & recovred
= Serious Non Serious

Source® DGOA Website a3 on 20 bune, 2021 and Serious ALF) Line List

Classification of 25 SAEs for COVID-19 vaccines

Causality Assessment Classification m

A) Coincidental, i.e. Not related to vaccination 17

B) Vaccine Product Related Reaction 05

C) Immunization Anxiety Related Reaction 02

D) Indeterminate 01
(Temporal relationship is consistent but there is insufficient evidence)

Total Serious AEFIs 25

Investigation of a Cluster serious events following COVID-19 vaccines at Gopalpur,
Tangail founds no relation of the occurrence with the vaccines
. % | , RN =T




Snapshot of the Meeting of the National AEFI Advisory Committee for COVID-19 Vaccines :
Supported by USAID MTaPS

l

List of Regulatory Decisions taken by the National AEFI Advisory Committee for
COVID-19 Vaccines (March-June/2021):

A letter to be sent to program manager-EPI for ensuring waiting
2"d meeting on | room, AEFI medical room and medicines (Adrenaline, Phenergan &
04 Mar 2021 Oradexon etc.)/kit for SAE management in all vaccination centers of
the country.

Implemented

Vaccinees suffering from acute illness/uncontrolled disease
for example diabetes, pressure, lungs, kidney or heart-related
complexities etc. should not be considered for vaccination rather after [ Implemented
attaining normal condition they can be vaccinated. A letter to be sent
to program manager-EPI for giving instruction to the concerned.

3" meetingon 15
Mar 2021

Cluster Adverse Event was considered because of consecutive
three death cases identified at Gopalpur sub-district, Tangail after

th
@ ETEEREY administering  Oxford-Astra-Zeneca vaccine manufactured by

. m:reg(r)]gi Sl Serum Institute of India. For a thorough investigation with a view to Jip ez
identifying the root cause, the vaccination program at the said sub-
district was recommended to suspend temporarily.
In response to the consecutive three death cases observed at Gopalpur
sub-district on 21 March and 25 March 2021 with Covishield vaccine, a
four-membered investigation committee was formed as follows:
SI Name of the officials & Designation Role
4th (Emergency 1 [ Dr. S.M. Alamgir Hossain, Chief Scientific Officer, Convener
4 | meeting) on 29 IEDCR, DGHS, Dhaka Implemented
Mar 2021 2 | Dr. Md. Akter Hossain, Deputy Director, DGDA, Member
Dhaka
3 [ Dr. Tanvir Hossain, Deputy Program Manager, EPI, Member
DGHS, Dhaka
4 | Representative, WHO (IVD) Member

b



4t (Emergency

meeting) on 29
Mar 2021

To avoid probable SAE, in which health condition the vaccination will
not be considered/before vaccination what are the matters need to
be ensured seriously ----a big size poster has to be prepared and dis-
played in a convenient place of all the vaccination centers. Text and
design of the poster will be developed with the help of WHO that will
be approved by DGHS.

Implemented

4t (Emergency
meeting) on 29
Mar 2021

The committee recommended to do postmortem of the patient that
was brought dead at hospital after COVID-19 vaccination.

Implemented

5t meeting on 8
Apr 2021

To ensure valid diagnosis upon appearing any serious AEFI, according
to the symptoms some medical tests like Chest X-ray, CBC, RBS, ECG,
ECO, COVID-19 Test, etc. or some other tests if recommended by con-
sultant/physician for example CT Scan (brain) for unconscious patient
are needed--—-a letter to be sent to the Director General of Health Ser-
vices for giving instruction to the concerned. At the same time EPl and
WHO will be notified in this.

Implemented

5% meeting on
8 Apr 2021

To avoid serious AEFI, if vaccine recipients get infected with
COVID-19 or having symptoms like fever, cold, breathing
difficulty, cough, sore throat, body ache, diarrhea etc., it was
recommended not to vaccinate them. Upon getting negative
result through RT PCR test of the COVID-19 infected patient,
at least one month they need to wait for vaccination and this
publicity has to be on mass media (for example, TV, radio,
daily newspaper, poster) for awareness. A letter to be sent
to the Director General of Health Services and EPI for giving
instruction to the concerned.

Implemented

6™ meeting on
30 May 2021

All the DGDA Officers of District offices and City Corporation
areas will be sent a letter /office order to engage them more
in the relevant committees/offices/officials for enhancing
AEFI reports for COVID-19 vaccination and to strengthen
Pharmacovigilance activities.

Implemented

10

6™ meeting on
30 May 2021

After vaccination if any Breathlessness, Severe Headache,
Swelling or/and Abdominal pain develop (with i n 4-30 days)
the Brain MRI, CBC with Platelets and D-Dimer will be done
for detecting TIS (if any) in future. EPI will be notified to take
measure in this regard.

Implemented

11

6™ meeting on 30
May 2021

Union Sub-Centers can refer any persons suffering from comorbidity
& diseases complexity to any better health facilities for vaccination
and better management (to avoid any unwanted occurrence).

Implemented

12

7" meeting on 16
Jun 2021

To avoid Conflict of Interest, the name of the National AEFI Expert
Review Committee for COVID-19 Vaccines will be changed to the
National AEFI Advisory Committee for COVID-19 Vaccines, and by
omitting ‘Serious AEFI Review’ or ‘Causality Assessment’from the TOR
of the said committee, the necessary amendment will be executed.
The Chairperson of the committee will take necessary measures on
this.

Implemented

13

7" meeting on 16
Jun 2021

Blood pressure of the vaccinees having history of hypertension
should be tested prior to COVID-19 vaccination. If the blood pressure
appears to be uncontrolled, vaccine will be given after attaining the
condition normal.

Implemented

—
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Coordination Meeting with Different Stakeholders for Vigilance of COVID-19 Vaccines:

Several coordination meetings was conducted with National AEFI Advisory Committee, Divisional
Causality Assessment Committee and the District/City Corporation AEFI Committee for COVID-19
vaccines, including EPI, MIS, WHO, USAID MTaPS and other stakeholders.




Coordination meeting with DGHS (EPI & MIS) and WHO
at DGDA on 22 June 2021

Partnership with EPI

EPI of DGHS ‘ VL Department of DGDA

« Provides training and captures | « Arranges training, captures ADE & AEFI (for other vaccines)
AEFIreports for routine vaccination | reports from all sources.
programs from subnational and

national levels following Guideline. | Scrutinizes, primarily evaluates the cases, place SAEs in the

Technical sub-committee (TSC) for causality assessment.

» Collects investigation reports
from Dist/CC Committee for|® Placesallthereviewed serious ADR&AEFIinthe ADRACincluding

serious cases and place in the| EPIcasesforregulatory decisions.

AEFI Expert Review Committee for

Causality Assessment. « For COVID-19 vaccines provides/arranges training with EPI &

WHO for reporting, investigating & causality assessment related

« Sends reports-information to personnel.
DGDA for placing in the ADRAC for

regulatory decision. « Captures online AEFI reports for COVID-19 vaccines, communicates

respective AEFI committees for collecting Investigation and

. For COVID-19 vaccines EPI| causality assessment reports.
provides training & materials and
involves own channel including
HCPs for AEFI reporting.

« Places the serious AEFI cases in the National AEFI Advisory
Committee for COVID-19 vaccines and communicates for
regulatory actions as necessary.

MoU has been signed for coordination and collaboration between DGDA and EPI




Signing Ceremony of MOU with EPI in presence of DG of DGHS and DGDA:

Training on Pharmacovigilance and Online AEFI Reporting System for
COVID-19 Vaccines:

The training was held on 22-23 February 2021 inaugurated by DG, DGDA and the Line Director and
program manager of EPI. Participants from all the 08 divisions attended the training. The training was
facilitated by USAID MTaPS program jointly with WHO. A total of approximately 1000 participants got the
training. Practical demonstration from the participants were also conducted successfully.




Pharmacovigilance training (virtual)
for DGDA (national & sub-national) Management staff on 06 June 2021
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Committees for drugs and other vaccines

Numbers of Numbers
Name of the Committee/ Cell AR of reports
conducted evaluated
(in 2020) (in 2020)
Adverse Drug Reaction Monitoring (ADRM) 06 563 Scrutinizing &
Cell Primary evaluation
Technical Sub-Committee (TSC) (Causality
Assessment of SAEs using WHO causality 01 175 .
assessment tools) Two meetings
of TSC & One
ADR Advisory Committee (ADRAC) meeting of ADRAC
(Discussion on TSC's opinion, International 01 83 held in 2021.

Organization’s safety decisions, signals etc.
for regulatory recommendation)

#




12th ADRAC Meeting Discussions and Decisions

ADRAC @3 s3ov 518 WHO Pharmaceuticals Newsletters, Issue No. 1, 2, 3, 4, 5 & 6, 2020; Issue
No. 1&2, 2021 (Drug safety information) @ asif¥re sfesrr Sare e afsfaam wfrafwre [feg w83«
fRES FEorF/qrel eSS Frale 8 IFMa GG AH-ICHFA Ao TAge a1 =W | ADRAC F95
famafife vl Satem faw [ifre witmar Faws frgeee! Fraie o2 =7

SL Name of
medicine

‘ Indication ‘ ADR

Regulatory action/ recommendation
taken by other NRAs

1 | Clozapine

Schizophrenia

Serious bowel
complications
(Reference: US
FDA,

USA: The FDA has strengthened the
existing warning that constipation
caused by clozapine (Clozaril®, Fazaclo
ODT® and Versacloz®) can progress to

28 January serious bowel complications.
2020)

2 | Montelukast Allergic rhinitis psychiatric Singapore. The Health  Sciences
effects Authority (HSA) hasannounced that they
(Reference: are working with the product registrants
HSA, of montelukast containing products

10 December
2020)

to update the local package inserts to
include the risk of neuropsychiatric
adverse effects.

3 | Pirfenidone

Idiopathic
pulmonary fibrosis

Serious liver
injury

(Reference:
MHRA,

16 November
2020)

United Kingdom: The MHRA has
announced that existing warnings
of hepatotoxicity in the product
information for pirfenidone (Esbriet®)
will be strengthened to include the risk
of clinically relevant drug-induced liver
injury.

4 | Carbamazepine

Epilepsy, diabetic
neuropathy,
trigeminal
neuralgia and
bipolar disorders

Severe
cutaneous
adverse
reactions.
(Reference:
HSA,

10 December
2020)

Singapore: The HSA has reminded
health-care professionals to verify the
HLA-B*1502 status before starting
carbamazepine treatment in new
patients of Asian ancestry, due to the risk
of severe cutaneous adverse reactions
such as Stevens-Johnson syndrome and
toxic epidermal necrolysis (SJS/TEN).

5 | lbrutinib

Cancers such

as mantle cell
lymphoma (MCL)
and chronic
lymphocytic
leukaemia (CLL)
particularly

for patients

with relapsed
conditions.

Increased risk of
cardiac failure
(Reference:
SFDA, 2020)

Saudi Arabia: The SFDA has released a
new signal communication describing
the potential risk of cardiac failure
associated with the use of ibrutinib.

h



New Actions/ Decisions

WHO Pharmaceuticals Newsletters, Issue No. 1, 2, 3, 4, 5 &6, 2020; Issue No.

1&2,2021 (Drug safety information) « e=sifre srar fefers frmafde vl “om

ADR @3 fezenz w@ee 30 smeted PIL Upgrade s ey 132 efsdmzrs =@

T 41 T 8

a) Clozapine mRw @i% Fifer 27 1 *~xedits Serious bowel Complication =t
QIs]

b) Monteleukast e [feg TRfve w3 TR e efsfea I T,
¢) Pirfenidone @7 ¢ Serious liver injury «= 3% 7,

d) Carbamazepine wre sl e femmet efeferar e Stevens Johnson
Syndrome e Toxic Epidermal necrolysis 4= 3ife 7z, 9=

e) Ibrutinib @3 =@ Increased risk of cardiac failure 9z 3fs 7wz |

‘ Responsibilities

DGDA,
MAHs
ADRM Cell

No. | (years)

Timeto

Age Sex| Indication Drugs Doses mg |ADRs reported| onset

Signal published in WHO Newsletters reviewed in 12*" ADRAC meeting:

™ =%y 7’7 SR e @b e - (/TF FIEME I Fluorouracil (Single) TR
@94l IR Positive Re-challenge @1 W4res izt elfsfer f2eorca Bradycardia ' 3% ez 3t @t
T | ADRAC-GF SO FO Fluorouracil (Single) Tt Bradycardia 33 faafs ficavat swres @x4ita
PIL-« ool R Bradycardia Sard T4 &y IR WG (GT) IARCE TSR FATR
AR |

Positive
dechallenge Rechallenge

Positive

(days)
66 | F Colqnadeno- Fluorouracil (S) | 960mg | Bradycardia 0 Yes Yes
carcinoma
56 | F |Gastric cancer |Fluorouracil (5) Bradycardia 1 Yes Yes
Fluorouracil (S) :
42 | F |Gastriccancer |Cisplatin (C) 1B 8 8 e el 0 Yes Yes
mg 75 mg | Headache
Docetaxel (C)




New Actions/ Decisions
Probable and Possible Case reports «3 @ Tes 7f2 94 T, oS qKe
fATATS =ieT (It @ R Qe e o 941 201 |

ADRAC-AT 5% ©F FO[Y RS AW Fae-R et ¢

Responsibilities

ADRM Cell

Technical Sub-Committee (TSC)-te Serious AE Reports Ttk Mandatory
Fields (7a«: Medication start date, Medication stop date, Event start date,
Event stop date @3z Event details Ze7iin) 7z w1 ST feil-4 i e zre
273 | Yellow Card/AEF| #3099 47 WR@ @féFieR 9535 41 T |

DGDA,
ADRM Cell
MAHSs, HCPs

W (37 &34 Drugs,Vaccines AR2I34 (Fd @1 Adverse Event #Ifeifire e
<ot ADE/AEF] report Form <3e%3% 834 2 sfamerad ADRM Cell-¢
(gieers fafare 79 Stakeholders-TF 4@ (479 e 20 | RPN 74T e &
ARG AGCTOAS PG 87 1 T |

DGDA,
ADRM Cell
MAHSs, HCPs,
Development
Partners

feonfoe T Events €3 @ 1@ [@dl/oy ewited & [
(AP SELATE S 1 20 |

ADRM Cell
MAHSs, HCPs

eI feTITabIa/ATaReT=Itad ey fefere $aued Periodic Safety Update
Reports (PSUR)-&IT (6T (¥t TG @ e w2y Sty & 1t o 1ef¥i2
efoDT F$F fIve =1 20 |

DGDA,
ADRM Cell
MAHs

4SRNl ADE At aifes sieey [ifeg goeirer ¢ wives ses
O3 e, e, N3AR [fey e Rein aumme A @i
I a1 g fees AfEBmacs Yellow card =ReeR ey et speifest
A

DGDA,
ADRM Cell
HCPs, DPs

WHO-GBT Interim Benchmarking Audit €3 =tz (Observation) S
Conflict of Interest «eI e ADRAC S773taa Sy Sy J9R0E
ZBIRAPTR A (99 1 =S |

DGDA
MoHFW




Ministry of Health reformed the Adverse Drug Reaction Advisory Committee (ADRAC)

AR T W @
- '

de w8 i e ey
5 & Ty ol Fesi H#
T r n
N ALy Y
wemm fitey wal
www, had g Il
§ 53 BTG MG
S A, B0, 8000 X i 033, 08 ofi

b I
T & fe, e 6 e e T conyaody [ wTEON Bg. oo, 0000 by o,
b oh-bh HPNE el ssen e Bge oo S vt g sRRe wnr mm
Aidvorss Drisg Roaction Advisory Comnsittes (ADRAC) Mg i a0 500

o, | wreteees Awe s ween wrel ww. | saes |
o4 | weres a0 g Pnee s, S niam b Stom vimE L owmer |
ou, | EhEfTE 5 I T P E Rt R e
ea, | “aoms [eTeE, Ty seery, vk v |
. | nme wisifea vy s THTR utet e
o | EOEHE 8 (A1 FTad B4, SRR ATRCa AT e, amay o sl | o
afiren Tedlener, v |
a4, | an Tiesrs an, felee wones & ma, fosrerd yfommel o "o
sraturrte 15T, wthliSmr e wenr® war
b | WU, Lled b aree, e : i
23, | 54, Wicth Bve,_ ote (VR b B
o, | TR, et e e v feefmrer, W) | e
s, | e ofy elee s el seiwe amimes st e e | o
aflagoe e, |
sy | wmes e e, wrers e (e, 5 ooEer amw, B I
s | a2 weha, mam daees, aaTaam, Sy gema alog, wne®, ww | e
" [Fha e, fon e, o paea s flgem a0ea, 14 s
s, | w0 P, o wnk et s | wm
b | mewtamndie, £1mme alicer anrmens (e, v |
[ w1, | e e T L (T, 1 [ e
[ S | Wwes AT SN A DT (4T 8T [
v | R e Seelmies Jw gy fvpe sl vy | e e
it 2

ob, | R TEae, guaa ey, w4 alieys, veaA, we
oy | FEEEE aenme Fae fag 20 e

ot el
s The Committer will assess Lhie causalily of serious adverse events svaluatod
by the Technical Subs Committes of ADRAC
iy The Committee will make recommendations to the lcensing autharity i nagss
[or nocessary reqalatory action based on ADR roparis dita
fhiy  The comamitie will develop and foview the mechanism of collection AlHs
Information & strategy of compilation

(M Fra

s N il )

)

.

i) The committee will mest quarterly sl DSDA and formulate safety
infarmatice needed for the hoalth professionals o minimise ridk of drugs

w1 Lommiltee will provide secessary rcommendations to DGDA on the basss of
safely infarmativevregulatory decisinn of [alersational Authoritiesfgencies
publlished in WHO siwsdetter ar ather portani journals

i The Committes will co apt any member or expert if necessary

v g oSl oaia e o aae 9 e i e e

il

]

(TR
"y
O e qnna
v i
e hm:\nw’a.'r,
E-mad draged ] dbid gov b

5h W MGk

.00, 8600 33,0, 0300 -HEUR ) i i
L UEE
Y

A s 6 SRR e e (owTh e

e, Tt et Taelimny weeny o ' cfiem el 5By oo Rl

ey, vEelEes, vy sy Seoesa wien, seul me

o3, slefem ¥ fue ), Y o i iy 4 ¥y AFTR UYL, W)

o, S0, EE e 0w 5 orrand e Bire

of, “foime (TRTlem, vy &Ry <, W e

oh,  weiwEr vgtalle |

e N . - i

o Toiivine ME W 4 vl sfiew, puwts, el peees oo o rd D HERTT
I B

o3, Foron e, v o o we ey, afeetred T Fel s waten Wy

b0, W, 0T I rifle, i Mot e e, ug e g, v e 3

b r,_r_#s 1“-5":1" s =, v o OLA E :-"H TN Yy wniy W)

B I-:""sli'll"":i‘i Fud fop wtuly ;:-h:{:_ b ] e '-‘E_':'«'.'"'Ii-ljl'ﬂ-' rl‘!'ﬂﬂ'-.‘-, e

se wfimafy




Pharmacovigilance Department arranged /participated a series of training and awareness
programs on PV systems and scale up with the support of USAID MTaPS :

Training program on Pharmacovigilance, its importance and Scale up: With Hospitals




Training program on PV and online AE reporting system: With Different Stakeholders

a kv (RN | [ LI ™ 1 - % & i | a
O m g = 880 a0

A You oo pEasEting R i I b o ey o i %




DGDA Celebrated the World Patient Safety Day, 17 September 2020.
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Pharmacovigilance & COVID-19 Safety Surveillance Cell of DGDA visited the AEFI
management room and reporting arrangement at National Institute of Cancer Research & Hospital
(NICRH), Mohakhali on 07 Feb 2021 (starting day of vaccination nationwide)
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Pharmacovigilance Inspection/Visit to the stakeholders

DGDA team visiting pharmaceutical companies
(Incepta & Healthcare) to monitor PV systems

Femmmasimigbonie (Fv] fives
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PV team visiting Kurmitola 500 bed General Hospital
and Janata traders (HAM)




