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Minutes of 57th me ng of CSC (20th May, 2025) l2

Dctail of Agenda Ilcm

CONI;II(MATION OF THE MINUTtsS OF THE 56'h CLINICAL STUDIES
COMMIT-I-EE MEETING
CI{AN'I7I{ENBWAI, OF' LICENSE TO AC'I'AS BA/BE CENTER, CLINICAL
'I'I{IAI, SI CII.O OR t,ABOIT.ATORY
N PPI,ICATION FOR LICENSE TO ACT AS CLINICAL TRIAL SITE FOR PHASE III
& IV FITOM PREMIUM MEDICAL COMPLEX, RAWALPINDL F. No.l5-711202+
C1'S.
AI'I)I,ICAT'ION FOR GI{ANT OF LICENSE TO ACT AS CONTRACT RESEARCH
OI(GANIZATION (CRO) FROM SCIENTIFIC RESEARCH SOLUTIONS. F.No. l5-
82i2025-CRO
NI)PI,ICATION FOR LICENSE TO ACT AS CLINICAL TRIAL SITE FROM
CIiN'fRN L PNRK TEACIJING HOSPITA LAHORE. F.No.l 5-l 2/2022-CTS
APPI,ICA]'ION FOR APPROVAL OF CLINICAL TRIAL SITE PHASE III- IV FROM
RI,]IIMA'TUL LII- ALAMEEN POSTGRADUATE INSTITUTE OF CARDIOLOGY
t.At Iot{E: F'. NO. I 5-81 /2025-CTS
NPI'I,ICATION FOR RENEWAL OF CLINICAL TRIAL SITE PHASE III. IV FROM
M I ]I)ICN RE I IOSPITAI- RA WAI-PINDI. F. NO. I 5 -39 I2O2I -CTS
N PPI,ICNTION FOR LICENSE TO ACT AS CLINICAL TRIALS SITE FOR PFIASE I
& PIIASE II STUDIES BY CIIUGHTAI LABORATORY, LAHORE, F.No.lS-
{1412022-C't',S

AI'I)I,ICATION FOR GRANT OF LICENSE TO ACT AS CONTRACT RESEARCH
Ol{Gn NIZATION (CRO) FROM KINGSBRIDGE BIOSCIENCES. F. No. t5-90/2025

APPI,ICNTION TO ACT AS CLINICAL TRIAL SITE FROM M/S AGA KHAN
tJNlVIll(SIl-Y MATIAI{I lLESllARCII & TRAINING CENTER, MATIARI TO ACT
n S CLINICAI-: l'RlAl- SITE FOR PI-IASE-Il CLINICAL TRIAL TITLED, "ABILITY
OI] I'I'ID VI]SI8 TO REDUCE EN EROPATHOGEN COLONIZATION AND
IMPI{OVI] I]NVIRONMENTAL ENTEROPATI]\.' IN PREGNANT WOMEN: A
PROoF OF CONCEPT AND PHASE II RANDOMIZED PLACEBO-CONTROLLED
I'RINI, IN BANGLADESH, PAKISTAN, ZAMBIA AND BURKINA FASO". F.
No.l5-78/2025-CTS
AI'I'II.OVAI, AND IIEGIS'[I{A1'ION OF CLINICAL TRIAL OR BA/BE STUDY
APPI,ICATION FOR API'ROVAL OF A CLINICAL TRIAL TITLED "A PHASE 28
ITNNDOMIZED. OPEN-LNI]EI- STUDY TO EVALUATE TI]E EFFICACY AND
SNIIII'|Y OF TOBEVIBART+EI-EBSIRAN COMBINATION THERAPY VERSUS
Btir.ljvrRl'rDE rN PAr{]'tctPANTS WrTH CHRONIC HDV TNFECTION (ECLIPSE
3) PI(OTOCOL NO.: VIR-CI'IDV-Y206", FI{OM AGA KHAN UNIVERSITY
I IOSPI'I'N L KARACHI ECLII'SE-3 Trial F. NO.03-68t2025-CT
APPI,ICATION FOR APPROVAL OF A CLINICAL TRIAL TITLED "A PHASE 3

I{NNI)OMIZED, OPEN-LABEL STUDY TO EVALUATE THE EFFICACY AND
SnH,'l'Y OF TOBEVIBAI{]' + ELEBSIRAN COMBINATION THERAPY IN
I)Ar(1'tCrpANTS WITH CHITONIC HDV INFECTRON (ECLIPSE l) V|R-CHDV-
v203'" FI(OM AGA KrrnN IJNTVERSITY TJOSPTTAL, KARACHI, (ECLIPSE-l
'l'rial) r.'. N 0.03-69 t 2025-C]- PS

N PPI,ICATION }TOR N PPROVAL, OF A CLINICAL TRIAL TITLED
.'COMPAI{A-IIVE EVAI-UA1'ION OF KA6 X-RAY HANDHELD CAMERA
VI]RSIJS CONVENTIONAL X.RAY TO SUPPORT THE DIAGNOSIS OF
I'IJI,MONARY TUBERCULOSIS (TB) THROUGH CHEST X-RAY", FROM AGA
KI INN UNIVERSITY HOSPIT KARACHI. F. NO.03.67 12025-CT
AI'PI,ICN'TION FOR APPROVAL OF A PHASE-I -II CLINICAL TRIAL TITLED "A
MI]I,'fICENTER, DOUBLE BLIND RANDOMIZED PLACEBO-CONTROLLED 2-
N I(M MIXED PHASE I / 2 CLINICAL TRIAL TO EVALUATE THE EFFECTS OF 2
I)I'OXY RIBOSE ON HEALING OF CHRONIC DIABETIC FOOT ULCERS", FROM,I.III] CIINTI]R FOR BIOEQUIVAI-ENCE STUDIES AND CLINICAL RESEARCH
(CI]SCIT) INTERNATIONAL CENTER FOR CIIEMICAL AND BIOLOCICAL
scnrNCES (rccBS UN I VEI(SITY OF KA RACI-I I. KARACH L l'. No.03-60 12024-CT

Evaluator
Page
No.

DD-CR-I 04-08

DD-CR-I 08-12

DD-CR-I 12-18

DD.CR.I l9-20

DD-CR-I 20-21

DD-CR-I 11-14

DD-CR-I 23-24

DD.CR.III 24-39

DD-CR-III 40-51

DD-CR-III 52-58

DD-CR-I 58-72
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3.5

3.7

3.6

APPLICATION FOR APPROVAL OF CLINICAL I'ITIAL T'I'TLED, "AN OPEN-
LABEL, RANDOMIZED, POSITIVE-CON'|ROLLED, PIIASE-I/II CLINICAL TI{IAL
TO EVALUATE THE SAFE'TY AND EFFICACY OF' PVA '|APIOCA PEARL
STARCH.BASED HYDROCEL IN ENHANCINC TFII] I-IEALING OF BUIIN
WOUNDS" FROM CB SC R-l CCBS. KA I{ACH I. F. No.03- 6t 12024-C'f
APPROVAL OF CLINICAL TRIAL TITLED "ABII-ITY OIT TIII] VEIII8 TO
REDUCE ENTEROPATHOGEN COLONIZAI'ION AND IMPI{OVE
ENVTRONMENTAL ENTEITOPATIIY IN PRECNANT WOMEN: A PI{OOF OF
CONCEPT AND PHASE II IiANDOMIZED, PLACEBO-CONTII.OLLED TI{IAL, IN
BANGLADESH, PAKISTAN, ZAMI]IA AND I]URKINA FASO" AND IMPOR'I
PERMISSION FOR VESI8, VANCOMYCIN, PLACEBO AND FECAI, SAMPLE
COLLECTION DEVICE (CAPSCAN). F. No. t)3-62t2024-C'l' (PS)
APPLICA'I'ION FOR APPROVAI- OF IIIOEQUIVALENCIT STUDY Tl'l'LED, "AN
OPEN LABEL, BALANCED, RANDOIvIIZED, TWO I'REA'IMrN'fS, TWO
SEQUENCES, TWO PERTODS, STNGLE DOSE, CROSS OVER, BTOEQUTVALENCE
STUDY OF TALOPEX (ESCTTALOPT{AM OXALATE) 20 r\IG 'r'ABLU'|S OF
ABBOTT LABORATORTES VET1SUS Crpr{ALEX (ESC||Ar.OPRAM OXALATE)
20 MG TABLETS OF LUNDBECK INC., UNDER FASTING CONDI'TION IN
HEALTHY HI.JMAN SUBJEC'|S", I{ECEIVED ITI{OM M/S CENTEI{ FOR
BIOEQUIVALENCE STUDIES AND CLINICAL RESEARCH (CBSCI{), ICCBS,
UNIVERSITY OF KARACHI, KARACHI. F. NO.l4-0712025-8E (PS)

(PS)

3.8

3.9

APPLICATION FOR APPROVAL OF BIOEQUIVALENCE STUDY'frTLED, "A
SINGLE CENTER, OPEN LABEL, BALANCED, ITANDOTVIIZED, SINGLE-DOSE,
TWO- PERIOD, TWO-SEQUENCE, TwO-wAY, CROSS-OVtrl{ ORAL
BIOEQUTVALENCE STUDY COMPARTNG BRETTLOR 90MG (1-rCAGrrELOr{)
TABLET MANUFACTURED BY THE HORIZON HEALI'I ICAI{E (PVT) LTD WITFI
BRILINTATM 9OMC (TICAGRELOR) TABLET MANUFACTURED BY
ASTRAZENECA IN HEAL'I'HY, ADUL'I SUt]JECI'S UNDI]II FASTINC
CONDITION.", RECEIVED FI{OM M/S CEN'tL1lt FOI{ TIOEQUIVALENCE
STUDIES AND CLINICAL RESEARCI-I (CBSCR), ICCBS, UNIVI]RSITY OF
KARACHI, KARACFIt. F. NO.r4-08/2025-rlE (PS)
APPLICATION FOIT APPROVAL OF CI-INICAL 'TRIAL 'I'I'I-LED,

"IMMUNOGENTCTTY AND SAFETY OF A r{ABTES VACCTNE (SErrUM-t-r(EE
VERO CELL), FREEZE-DRIED IN COMPAI{ISON WITH VEROI(AB@, IN A
SIMULATED POST-EXPOSURE PROPHYLAXIS I{EGIMEN IN I.IEALTI]Y
POPULATIONS AGED >1 YEARS: A RANDOMIZED, DOUBLE-BLIND, ACTIVE-
CONTROLLED PHASE III CLINICAL TRIAL". No. F'.03-70/2025-CT(PS)

3.10

APPLICATION FOR APPROVAL OF CI-INICAL TRIAL TITLED,
"TMMUNOGENICITY AND SAFETY OF A RABTES VACCINE (SEnUM-FR.EE
VERO CELL), FREEZE-DRIED IN COMPARISON WITH VEROr{^B@, rN A
SIMULATED PRE-EXPOSURE PROPHYLAXIS REGIMEN IN IIEALTI.IY
POPULATIONS AGED >l YEARS: A RANDOMIZED, DOUBLE-BLIND, AC'flVE-
CONTROLLED PHASE III CLINICAL TRIAL. NO. F. O3-7I/2025-CT(PS)

3.11

APPLICATION FOR APPROVAL OF CLINICAL TRIAL TI'TLED,
..IMMUNOGENICITY AND SAFETY OF A RABIES VACCINE (SEI{UM-FREE
VERO CELL), FREEZE-DRIED IN COMPARISON WITH VERORAB@, IN A
SIMULATED PRE-EXPOSURE PROPHYLAXIS REGIMEN IN HEALTHY
POPULATIONS AGED >I YEARS: A RANDOMIZED, DOUBLE-BLIND, ACTIVE-
CONTROLLED PHASE III CLINICAL TRIAL. NO. IT. O3-71/2025-CT(PS)

3.12

APPLICATION FOR APPROVAL AND REGISTI{ATION OF PIIASI] III CI-INICAL
TzuAL TITLED, "RANDOMIZED TRIAL TO EVALUATE AND COMPARE THE
IMMUNOGENTCITY AND SAFETY OF HEXAVALENT VACCINE IN HEALTHY
INFANTS lN A POLIO-ENDEMIC COUNTRY". F. No.03-73/2025-CT (PS)

DD-CII-II

4. Amendments/Miscellancous applications

4.1

APPLICATION FOR AMENDMENT IN ALREADY APPROVED
BIOEQUIVALENCE STUDY OF PERISPA (EPERISONE) 50 MG TABLETS
MANUFACTURED BY M/S PLATINUM PI{ARMACEU'TICALS (PVT) LIMITED,
KARACHI. COMPARED WITH MYONAL (EPETIISONE) 5OMG TABLETS
MANUFACTURED BY M/S EISAI CO. LTD.. JAPAN.IT'. NO. I4-0212022-BAII]E-S
(PS) n I

DD-CR-I

DD-CIT-II 7ll- t 0l

DD-CIT-I I 02-l 06

DD-CR-I 06-

DD-CIT-II tl2-tt7

117-123

12,1-127

72-78

I
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5.

4.2

5.1

<,

API,I(]N'I-ION FOR APPROVAI- OF PROTOCOL AI\IMEMDMENT VERSION 5.0
AND NSSOCIATED DOCUMENTS FOR ALREADY APPROVED CLINICAL TITLE
..N PFIASE II, RANDOMIZED, OBSEITVER-BLINDED, PLACEBO CONTROLLED
I'I(IAL TO EVALUATE THE SAFETY AND IMMUNOGENICITY OF I-IECOLIN @

IN III}\LTIIY PRECNANT WOMEN BETWEEN GESTATIONAL AGE 14-34
WIJI]KS AND NON-PRECNANT WOMEN OF 16-45 YEARS OLD''. IT.NO.O3-

I sstzozt-o
Misccllaneous Item

I(IIVISION OF FOLI-OWING CUIDELINES DEVELOPED UNDER THE BIO-
s'r'rJr)Y r{tJr.ES, 20 | 7 (r,-.No.03-3s/2023-DD(pS)):
i. Guidelines for Conduct of Clinical Research in Pakistan. (3'd Revision)
ii. Guidclines for Conduct & I{cporting of GCP Inspections (3'd Revision)

API,ICAI'ION }TOR RENEWALi EXTENSION OF DRAP APPROVAL FOR
NI,I{LNDY APPROVED CLINICAL TITLE "A PHASE II, RANDOMIZED,
OI}SIjI{VEI(-BLINDED, PLACEBO CONTROLLED TRIAL TO EVALUATE THE
SNIIEI'Y AND IMMUNOGENICITY OF HECOLIN @ IN HEALTHY PREGNANT
WOMI]N BETWEEN GESTAI'IONAL AGE I4.34 WEEKS AND NON-PREGNANT
woMEN OF l6-45 YEAI(S OI_D". F.NO.03-35/2023-CT

I nrqur:sl FoR coNSTDERATIoN REGARDTNG cRo - DRK IHARMA: SITE FEE
CI,IiNI(ANCE ISSUE IMPACTING OPERA AL AND PATIENT SAFETY
STANDARDS. F.NO.O8-07/2025-M ISC

5.J

DD-CR-II 127-140

*r,
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.,

57tl' meeting of the Clinical Studies Committee was held on 20th May, 2025 in the
Committce Room of Drug Regulatory Authority of Pakistan, NCLB Building, Prime Minister's
National Ilealth Complex, Park Road, Chak Shahzad, Islamabad. The meeting was chaired by
Mr. Abdullah, Director, Division of Pharmacy Services, DRAP. The meeting started with the
rccitation of the verses from the Holy Quran.

2. 'l'he meeting was attended in person by the following members:

S.

No
Name

Abclullah,
I)ircctor Phannac Services Division-DRAP

2
[)r. I]'aiza Bashir,
Chai Pakistan Health Research Coun Islamabad.
l)rol-. Dr. Mirza Tasawer Baig,
l)cpartment of Plrarrnacy Practice, Faculty of Plrarmacy,
/,iauddit'r University, Karachi and Clinical Pharrnacist at Dr.
Ziauddin I ital, Karachi Sindh
Mr. Malik Muhammad Asad,
l)cpu l)ircctor, Pharrn Services Division-DRAP

3. 'l'he following members attended the meeting online viaZoom

I)rof. Dr. Fazal Subhan,
I)cpa(ment of Pharrnacy, CECOS University of IT & Ernerging
Sc icnccs, I I tabad. Pcshawar ber Pakhtunklrwa
I'}rol-. I)r. Saeed Ahnrad Khan,
I)rol-cssor o[ Medicine Bolan Medical College Quetta presently
scrving as head of Medicine Department Jhalawan Medical
Collc Khuzdar Baluchistarr
Mr. Waqas Latif,
I)ata Analyst/Biostatistician in Quality Enhancement Cell
rO at the Universit of Health Sciences, Lahore, P b

I)r. Mahvash Ansari. Deputy l)irector, Mr. Hafiz Muhammad Umair Deputy Director and Mr.
Director assisted the Committee and the Secretary in

rding of minutes of the meeting.

/l

1

_)

Shalilat Ilussain I)arrish Dc^put)

;'rrcscntation o I thc agcrrda r,ld\r..o

fl

Designation

Ex-Officio Chairman

Member

Member

Ex-officio Secretary

Member

Mernber

Member

Minutes of 57th meeting of CSC (20th May, 2025) ls

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M



CONFIII.MATION OI.' MINUTES

CONFIRMATION OF TIIE MINU'IES OF' 'I'IIts, 56TII MII'II'I'ING OI'' CI,INICAI,
STUDIES COMMITTEE.

The 56tr' meeting of the Clinical Studies Committee was held on 29tr' Aprll 2025. 'l'hc drali
minutes of the meeting were shared with CSC members through cmail. The CSC mcmbcrs
submitted their consent and no corlments/queries were received from thc members.

2. Accordingly, fair minutes of the meeting were submitted to the Chairman (lS(l ltrr
approval and signatures. After approval of the minutes, decisions taken in the mecting wcrc
communicated to the applicants.

Minutes of the 56th CSC meeting were placed before the Committee for confirmation.

Decision: The CSC conlirmcd the minutcs ol'the 56rh mccting.

AGENDA ITEM-2: GRANT/RENBWAL OF LICENSE TO AC'I'AS llA/IlE CENTtllt,
CLINICAI, TRIAL CRO OIT I,ABOITATOITY

CASE No. 2.1:

APPLICATION FOR LICENSE TO ACT AS CI,INICAL TIIIAI, SI'I'E I.'OR PIIASI.] III
& IV FROM PREMIUM MEDICAL COMP ,EX (PVT.) I,1'I).. IIAWAI,PINI)I [-.No. I 5-
7U2024-CTS.

Application is received from Dr. Brig (R) Ishaq Ahmad Quresl'ri, Mcclical
Director, of M/s Premium Diagnostic Rawalpindi, 02 The Mall, Saddar Rawalpindi (lantt.,

wherein he has applied to act as Clinical Trial Site for phase III & IV clinical trials.'l'hc
application is on Form-l of the Bio-Study Rules 2017 with fee of Rs. 100,000/- submittccl vidc
slip number 79986585 dated l5tr' May 2024.

2. The application has been evaluated according pre- requisites as mentioned in lronr-l ol'

!h9 B!o;!!gdy Rylgg 2017, and as following are observations:
s
il. Required Documents / Information llcmarks

1..--.--. ....... . ... .. . ...-.-.

, Application on prescribed Form-l of The 
Attached' Bio-Study Rules 201 7.

' 2 prescribed processing fee Fcc ol Rs' 100'000/- subntittcd vidc slip tttttttbcr'
79986585 dated I 5't'May 2024.

Following documents are enclosed;

3

Particulars regarding the legal status of
the applicant i.e. in case of proprietorship
the names of proprietors and their
addresses, in the case of firrn the name
and names and addresses of its partners
and in the case of company the name and

s of the company and its directors)

SECP certificate of lncorporation, PllC l{egislration
Certificate, BS EN ISO 9001 :2015 attached.

Also Excise and Taxation Departrncnt Certificatc ol-

Registration, IHRA Registration Certificate, I(lCI ISo
900 l:2015, Taxpayer Certificate issucd to Prcnriurn
Diagnostic Center Islamabad attached.
Nanre of the F'irm is l)rcmiunr Diagnostic (lcnter as

per SECI' Ccrtificate of lncorporation and Excise antl
Taxalion Dcpartmcnt Ccrtilicatc of llcgistration and
Namc on F'orm-r 

" 
;,;; 

Vr,'icarion
Minutes of 57th meeting of CSC (20'h Ma1 l6
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4
l)ctails of prernises ir-rcluding layout plan
of the site.

I)ctails olthe section wisc equipment
and machinery required for the analytical
or bio-arraly'tical and clinical studies.

Names and qualifications o[the above
scctions alorrg with their staff.

l)ctails of the allied facilities associated
with the trial cerrter including ambulatory
scrviccs, emergency handling etc.

LJndetuking on stamp paper

required

The layout plan attached

5
Attached.

CVs attached

SOP for Medical & Fire Emergency and Natural
Calamities attached.

Attached

6

l

:i. 'l'he applicant vide letter No. nil dated 6tl'August,2024, in response to this Division's
lcttcr N<r. l5-1712024-C'fS dated 1't July, 2024 responded to the shortcomings in the application.
'l'hc clarillcations sought along with applicant's response is summarized as under: -

SI]OR'ICOM ING S COMM UN ICATED
Narrrc of the firm is Premium Diagnostic
(lentcr as per SECP Cerlificate of
lrrcorp<lration and Exercise and Taxation
I)eparlmcnt Certificate oI Rcgistration,
rvhcrcas name rncnlioned on Forrn-l is

l)r'curir"rrn Diagnostic clarification is

rccpr_i1c1d,

l{olc of a Al Ihsan Hospital and Mariam
Ilospital in this CTS need to be explained.

4. 'l'hc chairman CSC constituted the following panel of experts for inspection of Trial Site

Dr. Faiza Bashir Mcrlber CSC.
Malik Muhammad Asad Deputy Director Pharrnacy Services Division DRAP lslamabad
Shafqat I-lussain Danish Deputy Director Pharmacy Services Division DRAP Islamabad

5. 'l'he nominated panel inspected the premises on 27-03-2025. The inspection report is as
rcproduccd as undcr: -

./ l,anel rcport
CLINICAL TRIAL SITE (CTS) INSPECTION CIIECKLIST

Name ol.facility Premiunt Medical Comolex
Addres.; Moin Peslmwor Road Rawalpindi
OrgunizationT.ype: A Public O Notfor Profit lPrivate ZOther-
itlante of'Ou,ner / Proprietor: Dr. Ishaq Ahmed Oureslti
l)ate o/
i. Genertl
l,s lhis L"I'S a prinrary care, secondary care or
tertittry care .[acility? (llecord one in
observulions section

ion: 2

REPLY BY THE APPLICANT
Title of the proposed site is changed to "PREMIUM MEDDICAL
COMPLEX (PVT.) LTD" which is relocated to Javed Lane, Main
Peshawar Road Saddar Rawalpindi. Certificate of Incorporation
by SECP (lD No. 0222981) has been provided.

The hospital is equipped with an emergency setup for ambulatory
care and as affiliated with an Al- Ihsan Hospital and Mariam
Hospital to manage additional emergency patients a necessary.
Additionally the stakeholders of Premium Diagnostic Hospital
have established a diagnostic laboratory in Islamabad under the
same name Premier Diagnostic Laboratory therefore they provide
these about your services to both a Al -lhsan and Marine Hospital.

NAYes No O bse rvo li o tt s / Reco mmen dsl io ns

Tertiary Care

New license, no lrial conductedls this the ite C7-S

Minutes of 57th meeting of CSC (20th May, 2025) l7
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inv es t i gat or is lo cat e d) ?

ls the facility registered with the Healthcare
Commission?
If yes, is the certificate, available for review
and is valid?
ls there enough space available for proper
functioning for clinical trials?
Is there an outpatient facility?
If yes, On an average how many patients visit
per day?
Is there an inpatienl facility?
If yes, how many beds?

Hqve any clinical lrials been conducted at this
CTS in the past?

If ynt, how many clinical trials were
canducted?
Give details of the Pl as well as nature and
duration of the clinical trials.
How many other studies currently ongoing al
lhe site? lf yes, how many clinical trials were
conducted? Give details of the Pl as well as

nature and duration of the clinical trials.

/

ls there a pharmacy / dedicated investigational
Medicine dis pen s i n g ar ea?

If yes, does the CTS have required storage

facilitv for routine operation.s?
lf yes, does the CTS have required trial related
Inv estigat io nal P roduc t st or i ng fac i I ity?
(lnvestigational Product Provided by the
sponsor as per requirements ofthe protocol).
Does the CTS have Laboratory services?
lf yes, is in-hou.ge or cenlral?
Is there an X-Ray facility?
Ifyes, is it on-house or central?
Does the facility have an incinerotor? If yes,

document the average weight of Hospital
waste disposed of per month.
If No, does the facility, have a contract with a
Hospital w as te management Com pany?

,/

ii. Sludst Related Staff Yes No NA
Does the CTS have, any of the study related
personnel on staffi
-Pr incipal I nv es tigat or ( P l)
-Sub- I nvest igat or (Su b- P I )
-Coordinator
-Nurses
-Pharmacists
*Give details in remarks Seclion
Are CVs available for Key stalf menbers (Pl,

Sub-PI, Coordinator)
iii Etlucaliort and Traininp Yes No NA
Have CTS personnel received or are scheduled
to receive any offollowing trainings?
o GCP
o Trial related
o Safety reporting
o P harm acov igi I ance Tra i n i ng
o Other ,

available for slttdyAre training rficords
retated staff? Al\ \

New facility

Panel suggested itnprovctnents
regarding enlry/exit (occess) conlrol
an d env iron nten tal con tro ls.

Contract with waste monagement compotly

Obse rvo liott s / Recommen du li on s

Research nurse and pharntuc'isl
available

O b se rvati o n / Re co nune ndal io tt s

tvera
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Yes No NA O bse rvalio n / Reco mmendalions

Yes No NA O bservali on / Reco mmendatio ns

Yes No NA

Yes No NA O bse rvat i o n / Reconmrendalion s

,/

Securi4t ond conJidentiality is adequale to
unatrthorized access to records?

ls there sufficient space to store rnaterials,
archive records, equipment to function
p!9t29r

lre generators and/or UPS available utilized
ot the

ir,. Su.fel)t

ls there o system in place for personnel to
reporl any safely concern or incidenls?

v. Dula llundling procedures and
l/alidalion

Does the CTS have adequate lT facilities e.g.
(: inlernet available?
Is access lo computers limited by an individual
usernotne and passu,ord system (Clinical
llesearch leonl. members cctnnol share a user
name)'?

vi. Records unel Reporls

ls lhere s available document

2

2

l./ ),es, tlo access control systems to lhe area
exis! and are ional?
ls there a SOP or a system for the retention,

l!9!t[8 and destruclion records?
llow does the site ensure the Sponsor's
proprielory information is not disclosed to
tr n aut horized personn e l or extern al

ions?
vii. Records Relenliott urtd Archivol
ls lhere
ttrchivol

a dedicated facility/area for the
records?

ls thcre conlrol occess to the archivol
ls the environment of the facility ntonitored
ond conlrolled?
Is lhe relention tinte for records agreed with
the ?

ls there a method of electronic data archive (if
re,c1u ired)'?

llcmarks of inspection tcam:

'l'hc panel observed tlrat a common lift and passage was available for the O.T which was located on the
sarne floor where CTS was located. It was opined that this can pose a potential risk to the GCP at the
proposcd site for clinical trials, therefore the panel unanimously recommended to defer tlre site for further
inrprovcments in site's layout and operations.

Cone luding status of inspection / arrrrlication : ( Circle One)

l{ccommcndcd lbr approval
I)cl'crrcd for improvcmcnts

cndcd for rcjcction

Signature

l{ecom

Nanrc
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Inspector
Inspector
Inspector

Dr. Faiza Bashir
Malik Muhammad Asad
Shafqat Hussain Danish

6. The case was placed before the CSC for consideration.

Decision:
The CSC kecping in view the rccommcndations of thc inspcction panel del'crrcd thc

CTS Phasc III & IV locatcd at M/s Prcmium Mcdical Complex, lLawalpindi lbr l'urthcr
improvements in layout i.e. provision of dedicatcd/controlled cntry/cxit to the CTS.

7. The applicant has submitted CAPA vide letter dated 05'r' May 2025, fulfilling thc
requirements, relevant portion of reply is reproduced as under:

We are pleased to inform you that the recommended improvements to our designalecl clinicul
trial site have been duly implemented, and the Jloor has been dedicated exclusively fbr clinical
trial operations. In this regard the revised layout plan is attached has Annexure-,4 .for
concentration

8. The case was placed before the CSC for consideration. The Committee decided thc casc

as under:

Decision:
The CSC considcred and approvcd thc grant of liccnsc to act as Clinical 'l'rial

Site at M/s Prcmium Medical Complex,ll.awalpindi for Phase III & IV Clinical'l'rials.

CASE No.2.2:

APPLICATION FOR GRANT OF LICENSE TO ACT AS CON'I'II.ACT ITESI.]AIICII
ORGANIZATION (CRO) FROM SCIENTI FIC RESEARCII SOLU'IIONS. I,'. No. l5-
8212025-CRO GS).

Application is received form Maj. Gen (R) Rehmat Khan, CEO Scientific l{csearch
Solutions Rawalpindi Pakistan having business address Al-Shifa Children Hospital, Al-Sliifa
Trust Eye Hospital, Jhelum Road Rawalpindi, Pakistan wherein request has been made Ibr granl
of license to act as CRO. The site has been granted license No. CTS 0044 to conduct C'linical
Trails Phase II, III & IV. Ref. F. No. 15-1712022.

02. The application is on Form-l of the Bio-Study Rules 2017 with prescribed I'cc o1'Its
370,0301- submitted vide slip number 03691551581 dated 03-02-2025.

03. After initial scrutiny of application in accordance with the pre- requisites as mentioncd in
Form-I of the Bio-Study Rules 2017, the following observations are made:

S.

No.
uired Documents / Information arks

plication on prescribed Forrn-lll of The Bio- :Attached
1tudy Rules 2017

ibed processing fee tRs. 370,0301- submitted vide slip
,number 03691 55 1581 dated 03-02-2

J
iculars regarding the legal status of the
licant i.e. in case of names l
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of proprietors and their addresses, in the case of
firm the name and nanres and addresses of its
partners and in the case of company the name
and address of the cornpany and its directors
Details of prenrises including layout plan of the
s ite.

Dctails of the scction wise equiprnent and

ttached
4

ot provided.
pac!i1e1y,
Names and qualificati ons of management.

7 Underlaking on stanrp paper ot ded.

04. |urthermore, to address the potential conflict of interest as the same site is also a licensed
C-l'S. thc applicant has submitted a declaration that:

"Al-Shifa Research Centre will neither participate in any clinical trial project in
v,hich the inslilule CRO (Scientific Research Solutions) is acting as Contract Research
Organizalion (CRO), nor scientific research solutions will supervise any clinical trial
projecl thal is lo be conducted by Al-Shifu Research Centre. This decision has been made
lo avoid ony polenlial conflict of interest and to uphold the integrity and transparency of
i nst i tu t e research aclivil ies. "

05. Accordingly, the Chairman CSC constituted following panel for inspection on 2l't
lrebruary, 2025:

a. Mr. Malik Muhammad Asad, Pharmacy Seryices Division, DRAP, lslamabad.
b. Mr. Shafqat Flussain Danish, Pharmacy Services Division, DRAP, Islamabad

06. l'hc nominated conducted inspection of the proposed site on 26th February, 2025 and
sl-rarcd rcports. Inspection par-rel reports are reproduced as under:

CONTRACT RESEA ORGANIZATION INSPECTION CI.IEC KLIST
Nuntc offacility. Scientific Research Solutions (CROI
lrlrlress: Al- Shifa Eye Trust llosoital. Jehlum Road Rawalpindi.
Orgunization Type: - Public a Notfor Profitl Private n Other-
Nonte of Ou,ner / Proprie tor Moi. Gen. (R) Rehmot Khon
t\c ql ins ion: 26/02/2025
i. 0rgtniz,atiort ond personnel

Orgcmizalional chart exisls and
re prc,\ en ls I he organ izal ion?
'l'he 

.fbl I ov, i n g cle parl men t s crre n eeded.

' Clinical Operalions
' llegulatory
- I7'

Supporl l)eparlmenls
. IIIT
. l;inunce

accurately

lre ,ktb Descriplions
lvailable
Are

qll 'sonnel'?

lrainin records Available?

malrix /
curricula

established and

5

6

+ lre there personncl

Yes No NA Observations /
Recomntendations

I

/{rt
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docuntented for each individual?
Does the training program include new hire
training 'and re-qualificalion training .fo,
personnel?

Has personnel been Appropriately
trained to perfornt functions required by job
descriptions?
Is there a procedure to assess and document
personnel competency on an annual basis?

Have personnel received regulatory training?
GCP w
Others: Reseorch Methodologv

A I in Research
Protocol llritins etc.

Is. there a system in place for personnel to report
any sqfety concerns or incidents?
Are external contractors/vendors utilized? Are thev
qualified/ approved for use?

Is lhere an SOP that outlines this process'?

Is lhere a Quality Assurance Unit?
If yes, what are the roles of the Quality Control
and the Quality Assurance proup?
Does the Quality Assurance Unit perform audits,
trend metrics and report the results to the Senior
Management?

,/Is the Quality Assurance Unit independent from the
personnel engaged in the direction or conduct ofa
clinical trial?

Yes No NA
ii. Standtrd Operating Procedures / Methotls
1s tltere a governing SOP that outlines the
creation, revision, approval, dislribution,
document control and retirement of SOPs?
Is there a current index listing of the SOPs
available?
Is there a schedule for review of the SOPs?

Are the SOPs in locations where they are used?

Is there a system for documenting and handling
SOP/method deviations and CAPAs?
Is there a change control systent -fo,
SOP/Methods?
Does the Organization have SOPs to cover all the
aspects of clinical Operations e.g., Study
start up, Study Conduct and Study
C I os e ou t/C o nt pl et ion?

iii. Facilitv
Yes No NA

Is security and
Confidentiality adequate so as lo prevent
unauthorized access to records?
Is there sfficient space to store malerials, archive
records and for equipment to funclion properly?
Is the facility reasonably maintained and clean?
Is safety equipntent (e.g. Jire extinguishers etc.)
available? "A \ \

Yes, SOP Docunenl B

Observutions
Recommenclalions

Observotiotts
Recommendations
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rlvt is the ntaintained?
Does lhe Orgonizalion have a disaster recovery
plan that coyers all oreas of the facility including

and

4!-gr,!g ralors utilized at lhe il
iv. Dota handling Procedures and
Vulitlution

Compuler

Ls acces.s lo computers lintiled by an individual
ilsernume and password syslent (Organization
nerubers cannol share a username
Iloty i:; the computed netu,ork arid-- computer
svslettt|; ntain icable?
lre lharc ct compuler validation ntaster plan
unclior SOI's?
List conrputers systems and soflware utilized.
Validotecl'?

lre changes to compuler systems controlled ond
documented'?

Are racorrl,s o.[ compuler syslzm errors ntaintained
uttd int;esl

lre rccords of harclu,are mainlenance and repairs
nainluined'?
lre computers backed up roulinely to prevent loss
o/'daru '? Is there a
Jl; thcre a preventotive ntaintenonce program for
collpryle_( .l

vii. Records and
l)oes o tlocuntentolion conlrol syslem exist and is
/lrys!_ ionol'?

Is lhcre a SOP or a syslenr for the retention,
sletltge: ond deslruclion records?
Ilov, docs lhe sile ensure lhe sponsor's proprietary
informulion is not disclosed to unauthorized
personnel or e1e14ql or, izations?

viii. Record Retenlion ond Archivol
Is lhcra o cleclicaledfacility/area.for the archival of
records ?

Is there controlled access lo lhe archival
Lr tha enttironment o.f the focility monitored

ctnd controlled?
Is lhe procedure for archiving records outlined in
un SOP'.)

Is lhe retention linte records stzted in the SOP'?

Is there u melhod eIeclron ic clala orchival?
ix. Clirticul Study Site

(lllll/llic approval rs necessary -fo,
conrlrrcling the clinical trial at a site. If local
lllll/llrc il; not availoble NIIEC approval shall
covcr
l)ocs

tha sile
the ilit have an IllB/Ilic available?

ftSlLa rks 0f insncction

')

2

?

Yes No NA Observations
Recommendotions

Yes No NA Observations
Recommendalions

Yes No NA Observolions
Recommendations

Yes No NA Observations
Recommendations

\ {lt
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The cientific Re l.l hg.s

submitted Al-Shifa Eyes Trustls docLrments as their legal status along with the declaration of cqr_dlrc1 ql'
intergst (for being CTS at the same time). Therefore. it was advised to provide legal docurler115 l-o1 tfc
CRO (as a separate entity). Furthermore. there was sorne civil work being carried out at the sitc,_thqrpft4c'
the site is deferred for provision of required documents and completion of civil work.

Concludins status of insncction / apnlication :( Circle One)

Recommendcd for approval tr
Deferred for improvements Z
Recommended for rejcction tr

Name Signaturc
SienedInspector Malik Muhammad Asad

Inspector Shafqat Hussain Danish

07. Submitted for consideration and decision of the CSC, please

I)ecision: The CSC aftcr deliberation and on the rccommendation of thc inspcction
report, decided to dcfer the case for further improvemcnts as highlightcd in the inspcction
rcport.

08. Accordingly, shortcomings were shared through letter No. 16-5512025-CSC, datccl 07tr'

March 2025. Applicant replied vide letter dated 0710512025 and subrnitted the Cerlilrcatc o1'

incorporation by SECP bearing number 0287303 "Scienlific Research Solutions (Pvt.) Ltcl. "

09. It is observed that the applicant in this case, Maj. Gen. (R) Itehmat Khan is also thc
license holder for CTS-0044 (w.e.f. 16'h February 2024) which is a conflict of interest.

10. The case was placed before the Committee for consideration.

11. Proceedings:
During discussion it transpired that M/s Scicntilic Rcscarch Solution (CIfO),

Rawalpindi is operating in the premises of Al-Shifa Eye Trust llospital, Rawalpindi, which
is also an approved Clinical Trial Site (ASRC) license was granted to (Mr.) who is also thc
applicant in the instant application, and it prima-fascia is a Conflict of Intcrcst. It was
further deliberated that, during inspection of the sitc the applicant was adviscd to rcgistcr
the CRO as an indepcndent entify.

The has applicant presented certilicate of incorporation lrom SECI', lvhcrcin, M/s
Scientific Research Solution is listcd as a private limitcd company. Ilowevcr, the F'orm-I
mentions Maj. Gen. (R) Rehmat Khan as the CEO Director and subscribcr.

Decision:

The CSC considercd and deferred the case for rcsolution of potential conllict of
interest (in the ownership/ proprietorship Al-Shifa llescarch Ccntre and proposcrl Cl{O,
Scientific Research Solutions) and submi of rcvised documents accordingly

CASB No.2.3:
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AI'I'I,ICA'I'ION F-OR I,ICENSE TO ACT AS CLINICAL TRIAL SITE FROM
CITNTI{AL PAIIK TEACIIING IIOSPITAL, LAHORE. F.No.1 5-12I2022-CTS (PS)

Dr. Muhammad Ahmed, Director Clinical Trial Unit, Central Park Teaching Hospital,
Lahore has applied for of license to act as Clinical Trial Site for phase II. The application is on
Ironn-l of the Bio-Study Rules 2017 with fee of Rs. 100,000/- submitted vide slip
No.0e 1527953453.

2. It is submitted that application evaluated according pre- requisites as mentioned in Form-
I of thc l]io-Study Rules 2017, and as following are observations:

S.

No.
Rcquircd Documcnts / Information

Application on prescribed Forrn-l of The Bio-:
Study Rules 2017.

2 Prcscribed processing fee

Attached

Rs. 100,000/- submitted
No.09 I 527953453 dated Nil.

vide slip

ipment list of CTU- Central Park Teaching
pital attached.

Remarks

.,

r)afticurars regardi.g the regar status :l lT ff::iili"J ?:ffiil":'ffiH"3:ff:l[":1applicant i.e. in case of proprietorship the names,:-------.. -

or proprietors and trreir addresses, in th. ;;';;' llt::ry1?li?L' 
SECP licence and Memorandum

rr* r.r1e narne ano ,arres and address.t;; i,; of Associatio.n attached'

panners and in rhe case of company ,n" iu,r. lll,:9^^.Iealthcare 
commission Registration

and address ol the conrpany and its directorsf-"'- certificate attached'

4
Dclails of premises irrcluding layout plan of the Layout plan attached
sitc

ti

5

l)ctails of the section wise equipment and
machinery required for the analytical or bio-
analytical and clinical studies.

, Eq,
:Hos
a

6
Namcs and CVs of staff working in above rNames and CVs of Clinical Trial Team
scctions.

[)clails o

, attached

f the allied facilities associated wiflr the,
Waste Management Agreement and department7 trial center including arnbulatory services,
of Accident and Emergency attached

cmcrgency handling etc.

ll lJndertaking on stamp paper Attached.

3. Previously application for phase II was submitted by the applicant and panel was
conslitulcd vide this office letter F.No .15-1212022 DD (PS) dated 18th October 2022. The panel
visitcd the premises and recommended to reject the application but the report and any CSC
dccision is missing in tl-re file. The applicant has submitted the fresh application again. All
rclcvant documents are attached. Applicant has submitted that PK/PD Lab analysis will be done
by thc ccntral labs by the sponsor.

l'he following panel was constituted by the Chairman CSC for inspection of the site:
Dr. Jaida Manzoor Consultant Paediatric Endocrinologist, Chair /Head of Department
l'aediatric Endocrinology CH. UCHS, Lahore
Mr. Faisal Shehzad, Additional Director DRAP Lahore.
Mr. I-lafiz Muhammad Umair, Deputy Director (CTS-I), DI{AP, Islamabad.

4

insp[cted the CTS

SMinutes or5

and submitted the report which is reproduced as under: -5. 'l'he panel

7th meeting of CSC May, 2025) l1s

l.
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Name of facility
Address:

M/s Central Park Teachins H
3lKm Ferozeour Road. KahnaN Lahore.

OrganizatronType: PublicE NotforProfit / PrivateE Other-
Name of Owner / Proprietor: Mr. Tahir Javed Mr. Riaz Ahmad Chohan
Date of inspection t6-t0-2024

Observations / Ilccommcnclations

Tertiary Care Facility

PHCC Reg. No.-l{-21494

Existing facility is only sLrl'ficient lor
recruitment/enrolment of subjccts,
investi gatiorta I prod uct adrn i n istration, sarnp I c

taking and record keeping for Phase-ll clinical
trial. Space for trial sLrbjects (retention) ncccls

to be established/al located.

Approx. 200-250

600 Beds

New facility, no Phase-ll clinical trial has yc1

been conducted. CTU is already approvcd lor
conducti Phase-llI clinical trials.

CTU @ Central Park hospital has corlplclcd 4

Phase-lll clinical trial stLrdies.

Currently, following Phase-lll clinical trial
str"rdies are ongoing:
1. YS-002 (A Phase III, Randomizcd,
Comparator-Controlled, Doublc-ll lincl,
Multicenter Study to Evaluate thc
Immunogenicity, Safety and Lot to Lot
Consistency of Three Lots of a I'}IKA l{abics
Vaccine (Vero Cell) for
Human Use, Freeze-dried in Ilealthy AdLrlts
using a Post-Exposure
Prophylaxis schedule) - Follow-up Stagc
2. V20l_03 (A Phase 3, Randomizccl,
Observer-Blind, Controlled, Multiccnlcr,
Clinical Study to Evaluate Immunogcnicity
and
Safety of a Fligh-dose MF59-AdjLrvantcd

Quadrivalent SLrbLrnit Cell-derived lnllucnza
Vaccine (aQIVc I-lD) in Comparison lvilh a

non-ad vanted uadrivalerrt I(ecombinanl

i. General Information Ycs No NA
Is this CTS a prirnary care,
secondary care or tertiary care
facility? (Record one in
obServations section)
Is this the Cornposite CTS (Where
Principal investigator is located)?
Is the facility registered with the
Healthcare Commission?
If yes, is the certificate, available
for review and is valid?

Is there enough space available for
proper functioning for clinical
trials?

Is there an outpatient facility?
If yes, On an average how many
patients visit per day?
ls there an inpatient facility?
If yes, how many beds?

Have any clinical trials been
conducted at this CTS in the past?

If yes, horv many clinical trials
were conducted?
Give details of the Pl as well as

nature and duration of the clinical
trials.

N

How many other studies currently
ongoing at the site? If yes, how
many clinical trials were
conducted? Give details of the Pl as

well as nature and duration of the
clinical trials.

J \

Y
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lnfluenza Vaccine (QIVr) and an MF59
Adjuvanted Quadrivalent Subunit Egg-
derived Influenza Vaccine (aQIV), in Adults
Aged 50 Years and Older.) - Follow-up Stage.

3. LVRNA02I-III-01 (A Mnlti-center,
Randomized, B I inded, Placebo
controlled, Phase 3 Clinical Study to Evaluate
the Efficacy, Safety and Immunogenicity of
SARS-CoV-2
Bivalent mRNA Vaccine (LVRNA02I) as

Booster in Participants Aged 18 Years and
Older Who Cornpleted Primary/l Booster
Dose(s) of SARS-CoV-2 Vaccination) -
Close-out Stage
4. ALVOTECTT AVT06-GL-C01 (A
Randomized, Double-masked, Parallel-group,
Multicenter Clinical Study to Evaluate the
Efficacy and Safety of AVT06 Compared
with EU-Eylea@ in Subjects with
Neovascular (wet) Age-related Macular
Degeneration) - Close-out Stage
Improvernents were suggested in this regard:
l. Cornprelrensive Record Keeping
2. Inventory Management Systems
3. Proper Temperature and Humidity

Control
4. Security and Access Control
5. Documentation and Record Keeping
6. Adherence Monitoring
7. Labeling and Identification
8. Segregation of Products
9. Expiry and Disposal Procedures
10. Clean room and Biosafety cabinet for

dilutions etc. for investigational
products.

Following were the observations and
improvements were suggested in this regard:
l. No safety alarm system was in place.
2. Lack of air conditioning or

environmental control system.
3. IT facilities, archiving room and other

emergency arrangements were not
operational.

4. Biosafety cabinet was not functional;
area was not controlled/Clean room was
not maintained with respect to handling
of blood samples of subjects.

5. Equipment calibration record was not
available and log books were not
maintained.

ilt)

Continuous monitoring of temperature and
hurnidity is essential, with proper record for
monitoring any deviations.

Is therc a pharmacy /
investigational
dispcns!ng area?

dedicated
Medicine

lI ycs. does the CTS lrave required
storagc facility for routine
operations'/

II ycs, does the CTS have required
trial rclated Investigational Product
storing facility?
(lnvestigational Provided
by thc sponsor as requirements
of thc
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Does the CTS have Laboratory
services?

If yes, is in-house or central?
ls there an X-Ray facility?
If yes, is it on-house or central?
Does the facility have ar"l

incinerator? If yes, document the
average weight of Hospital waste

disposed of per month.
If No, does tlre facility, have a

contract with a Hospital waste
management Company?
ii. Studv Related Staff Yes No NA

Does the CTS have, any of the

study related personnel on staff?
-Principal Investigator (PI)
-Sub-lnvestigator (Sub-PI)
-Coordinator
-Nurses
-Pharmacists
*Cive details in remarks Section

Are CVs available for Key staff
members (Pl. Sub-PI, Coordinator)
iii Education and Training Ycs No NA
Have CTS personnel received or
are scheduled to receive any of
following trainings?
o GCP
o Trial related
o Safety reporting
o Pharmacovigi lance Training
o Other

Are training records available for
study related staffl

Security and confidentiality is
adequate to prevent unauthorized
access to records?

Is there sufficient space to store
materials, archive records,
equipment to function properly?
Are generators and/or UPS
available utilized at the facility?

iv. Safety Yes No NA

Is there a system in place for
personnel to report any safety
concern or incidents?

v. Data Handling proccdu
and
Com Validation \

Ycs No NA

Protocol related laboratory services shall bc

outsourced (local/foreign) as agrecd rvith
S sor

Central

They have an MoU with third party vcndor
AT waste managcmcnt

Observations / Ilccommcntlations
Dr. Muhamrnacl Ahmad, Director (C'l'tJ)
Dr. Ibrahim SiddiqLri, Assistant [)ircctor
(cru)
Dr. Muhamr:nad Zalran (lnvesti gator)
Dr. Fatima Rashced (lnvestigator)
Dr. Shazia Shakeel (lnvestigator)
Mr. Harnza Mahmood (Pharmacist)
Mr. Shazaib (Pharmacist)
Mayeda Aslam (Lab Technician)
Ezaz Almas Lrrse/Phlebotorn ist

Observation / llccom mcntlations

CTS personnel should be trainccl in critical
areas such as GCP. trial-related proccclurcs.
safety repofiing, and pharmacovigilancc.

No record of trainings for CTU staf'f on

updated Good Clinical Practices (GCP). (it)l'
& nt was available

New site, SOPs lor the purposc rrcccl to bc

developed and implemented.

However, SOPs rreeds to be well definccl and

keep the manual record more securely.

Clinical Trial site will be providcd rvith
back from h ira I

Observation / Rccommcndations

SOPs for the purpose need to be devclopcd
and implemented.

Observation / llccommcndations
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I)oes the CTS have adequate IT
lacilitics e.g. CompLrters, internet
ava ilablc?
ls acccss to computers linrited by
an individual username and
passrvord system (Clinical
I{cscarch team members cannot
sharc a user name)?

vi. llccords and Rcports

ls thcrc
docur-ne nt

space available lor

II yes. do access control systems to
thc arca cxist and are functional?

Is thcrc a SOP or a systenr for the
rctcr.rlion, storage, and destruction
ol rccords?

IIow docs the site ensure the
Sponsor's proprietary information
is rrot rliscltlsed to unarrthorized
pcrsonncl or external
organizations?

vii. Ilccords Ilctention and
Archival
ls thcrc a dedicated facility/area for
thc arcliival of records?

Is lhcrc control access to the
archival l-acility?

Is thc cnvironlnent of tlre facility
rnonilorcd and controlled?
ls thc rctention tirne for records
agrccd with the ?

Is tlrcrc a method of electronic data
archivc ( i l' requ ired)?

arks of ins ction tcam:

In conr;rliance to letler bearing No. l5-12I2022-CTS(PS), dated l0'r'October 2024,nominated inspection
pancl, cotlprisirrg of Dr. Jaida Manzoor (Consultant Pediatric Endocrinologist, Chair/Head of Department
Pedialric lrrrdocrinology Childrerr Hospital, UCHS, Lahore), Mr. Faisal Slrahzad (Additional Director,
I)R.AP. Lahore), Mr. Hafiz Muhammad Umair (Deputy Director, CTS-I, Plrarmacy Services Division-
DRAP, Islamabad), visited the prernises of M/s Central Park Teaching Hospital,3lKm Ferozepur Road,
Kalrna Nou, Lahore, olt l6'l' October2024.
'l'hc inspcction was focused on the Clinical Trial Unit (CTU) and associated facilities. Tlre inspection
lcarn conducted { thorough assessment of M/s Central Park Teaching Hospital's Clinical Trial Llnit
(C'l'tl). 'l'lrc kcy prcas covcrcd included the reception/waitirrg area, screelrirrg and consent rooms,

S Minutes of 57th meetins of csc (2oth May, 2025) 
W 

I 19

<'+-

Backup Data preservation and its integrify
must be included in SOPs.

Tlrere is no system for electronic database.

Yes No NA Obscrvation / Rccommendations

Facility is almost developed, however, some
minor points are required to be addressed
w.r.t. fixtures and security.

The panel suggested to ensure non-disclosure
of information to unauthorized personnel by
implementing fol lowing practices:
l. ConfidentialityAgreements
2. Data Access Control
3. Physical Security Measures
4. Data Sharing Controls
5. Monitoring and Audits

Yes No Na Observation / Rccommcndations

Facility is alnrost developed, however, some
minor points are required to be addressed
w.r.t. fixtures and security.

Air conditioners are yet to be installed

SOP is available. However, retention time for
records is agreed with sponsor.
The panel further advised to comply with
Good Docnmentation Practices (GDP) i.e. to
develop and implernent standard operating
procedures (SOPs) specifically tailored to
documentation requirements for clinical trials,
ensuring adherence to guidelines for record
accuracy, completeness, traceability and data
integrity during clinical trials.
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Research Pharmacy, IMP administration area, and emergency handling services, along with IT facilitics
and archiving rooms. Further, the panel reviewed hospital-related legal documents, PHCC rcgistration,
SECP registration, Standard Operating Procedures (SOPs), and Job Descriptions (JDs) of CTU stal['['hc
panel noted gaps/ shortcomings and discussed improvements in light of above given checklist with
respect to clinical trial-related activities.
Keeping in view the infrastructure, staff experience, qualifications, docurrtentation, and other lacilitics
available atthe CTU, the panel recommends to deferthe request of M/s Central Park Teaching Ilospital.
Lahore for Phase II clinical trials (except their PK/PD parts which will be responsibility of thc Sponsor)

and provide sufficient time to CTU management team for necessary improvements of their facility as pcr
the checklist i.e. to develop and implement a detailed facility improvement plan, ensuring allcritical areas

such as safety systems, environmental controls, and laboratory standards are met.

Concludins status of ins ncction / annlication :( Circle One)

Recommended for approval
Deferred for improvemcnts
Recommended for rejection

Name

Inspector:
Inspector:
Inspector:

Dr. Jaida Manzoor
Mr. Faisal Shahzad
Hafrz Muhammad Umair

6. The case was placed before the Committee for consideration

Decision

The CSC after deliberation and on recommendation of panel of experts, decided to deJbr the
case for further improvements and fulfilment of shortcomings noted in ils inspection report
clated I 6th October, 2024.

7. The shortcomings were communicated vide this office letterF.No.l6-5112024 datccl

31.10.2024. The applicant responded to the afore mentioned letter and submitted tlie CAI'}A vidc
letter dated 27tt' March,2025 fulfilling the shortcomings following wl'ricl'r a panel of iirspcctors
was constituted by the Chairman CSC on 2210412025 which was then re-constilutcd on

13tjs12025.

8. The nominated panel inspected the premises on 16.05.2025 and submitted thc rcport
Remarks of the inspection panel are reproduced as under:

Re@
The site is having dedicated pharmacy for the storage of IMPs. SOPs and lraininS4 record

of the CTS staff was also available. The panel suggested some improvements in the area
designatedfor transfer of trail subjects in case of emergency. The site is recommended to uct as

CTS Phase III ond IV clinical trials and Phase -ll Clinical trials except their PI(/PD part v,hich
will be performed by the sponsor (subject to GCP inspection before every Phase-II clinical trial).

g. Another application (F. No. l5-l2l2}2l - CTS) from Dr. Muhammad Ahmed, CNIC No.
31304-4798820-7, Director Clinical Trial Unit, Central Park Teaching Hospital, Lahorc lor
renewal of license (CTS-0049) to act as Clinical Trial Site for phase III & IV is also under
process where app$cation on Form-lll of the Bio-Study Rules 2017 along with fce of I{s.
100,000/- submitted[vide slip No.S19220390 was received by this office on 19tr'March, 2024.sv
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10. -l'he 
shortcomings were communicated vide this office letter F.No .15-1212021-CTS dated

26.04.2024. The applicant responded to the afore mentioned letter and submitted the CAPA vide
lcttcr dated I 5tl' May, 2024 fulfilling the shortcomings following which a panel of inspectors was
constitr-rtcd by the Chairman CSC on 0710612024 which was then re-constituted on 0711012024.

I l. 'l'he inspection report in the subject case was not received by this office, therefore the
Chairman CSC mandated the same panel as constituted for F. No. 15-1212022 - CTS to inspect
thc sitc for renewal of license to act as Phase-III-IV clinical trial site.

12. 'l'he case was placed before the CSC for consideration.

l)ctision:
'I'hc CSC considcrcd and approvcd the grant of license to act as Clinical Trial Site at

NI/s Ccntral Park 'fcaching Ilospital (Clinical Trial Unit), Lahore, for Phase III and IV
clinical trials and Phasc -II Clinical trials cxcept thcir I'I(PD part which will be performed
by thc sponsor (subjcct to GCP inspcction before cvery Phase-II clinical trial)

CAS[,] No.2.4:

APPI,ICA'I'ION F'OR API'ROVAL OF CLINICAL TRIAL SITE PI.IASE III. ry FROM
IIEIIMA'I't]I, LIL AI,AMEEN POSTGITADUATE INSTITUTE OF CARDIOLOGY

S.

No

I,AIIORI'. }.. NO.I U2025-CTS (PS).

l)r. Farid Ahmad Chaudhary Medical Superintendent Rehmatul Lil Alameen
l)ostgraduate Institute of Cardiology Lahore, has applied vide letter dated 1310112025, wherein
rcqucst has becn made for approval/registration of subject clinical trial site for Phase III and IV.
l'he application is submitted on prescribed Form-l of the Bio-Study Rules 2017. Fee of Rs.
12,5.030i- has bcen deposited vide challan No.01166401440, dated 2310112025.

2. lt is hrrlher submitted that that application is evaluated according pre- requisites as
mcntioncd in lrorm-l of the Bio-Study Rules 2017, following are the observations:

llcquircd Documcnts / Information marks

Application on prescribcd Fonn-l of the
AttachedIlio-Study Rulcs 2017.

[)rcscribcd processing fee
n deposited vide challan No.0l16640144

Particulars regarding the legal status of
thc applicant i.e. in case of
proprictorship the namcs of proprietors
and their addresses, in the case offirm
1hc narne and names and addresses of
its parlners and in the case of company
thc narnc and address of the company
and its directors).

Attached
iRehmatu

knarc),
l-lil-Alameen Post-Craduate Institute of
PESSI, Multan Road Lahore is a 50-beded

:Departrnents, with provision of Free State of the art Card
:facilities to PESSI (Punjab Employees Social S

llnstitution) Secured workers and their families and to the

Iublic.

for clinical trials to

2

J

4

5

6

red.

l|21

Dctails of prernises including layout
plan of the site.

I)ctails oIthe section wise equiprnent
and rnachinery required for the
analytical or bio-analytical and clinical

iu;i.i hospital staff is attached

;CVs a and

studics. i
Narncs arrd qualiftcations
r,anascrncnt'4[ 
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:

7

8

idetails of statf for the CTS is rcquircd..:--

ils of the allied facilities associated
the trial center including

bulatory services, emergency
andling etc.

of rcsearch nced to be provided.
ertaking on stamp paper

3. The Chairman CSC constituted a panel of inspectors on vide letter dated F. No. 15-

8112025 dated 19.02.2025, the premises was inspected by two members of the nominalccl pancl

oh 16.05.2025 and remarks of the panel are reproduced as under: -

Remarks of inspection team: -

Rc/brence to the letter No. I5-81/2025 dated 19.02.2025 the nontinoted panel visited the .site on
16.05.2025. The panel advised improvements in di/ferent areas of the CT-S as the site is not

fulfilling the uiteriq (GCP compliance) as outlined in the inspection checklist. T'hc .:itc i.r

the r efo r e defe ru e d for i mpr ove me nt s.

4. The case was placed before the CSC for consideration.

Decision:
The CSC on the rccommendation of thc inspcction pancl dcfcrrcd thc casc lor

improvcmcnts as highlightcd in thc inspection chccklist.

CASE No.2.5:

APPLICATION FOR RENEWAL OF CLINICAL TRIAI, SITE I'IIASE III- IV !'I{OM
MEDICARE IIOSPITAI, RAWALPINDI. F. NO.15-39/202I-CTS (I'S).

Prof. Rizwana Chaudhri, CEO Medicare Hospital Rawalpindi submitted an application
wherein request has been made for renewal of subject clinical trial site for Phase III and IV. 'l'hc

site was granted license to act as CTS Phase III & IV on 28-10-2021 (CTS0076). The application
is submitted on prescribed Form-III of the Bio-Study Rules 2017. Fee of Rs. 125,030/- has bcen

deposited vide challan No.6925957 1693, dated 08/1 0 12024.

2. It is further submitted that that application is evaluated according pre- requisites as

mentioned in Form-III of the Bio-Study Rules 2077, following are the observations:

S.

No.
uired Documents / Information

pplication on prescribed Form-l of the
io-Stu Rules 2017

rescribed processing fee 125,0301- has been deposited vide challan
.6925957 1693, dated 081 1012024.

'articulars regarding the legal status of the

I

Rcquircd
i(Ihe applicant in lrcr previous applicalion has statcd

icant i.e. in case of proprietorship the
of proprietors and their addresses, in

of its partners and in the of the hospital is single owner proprictorship,
y the name and address of proof of owrrership/land documents/ lcasc

and its directors ment and NTN certificate are not atlachcd)

i

Attached
)

I

lDocuments(SOI's) for the utilization of allied facilitics lirr
Itrial subjects (in case of SAEs) and thcir scope for thc

,Rcmarks
l-1- Ama;lled
I

I

J case of firm the name and names and
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4
Details of premises including tayout plan of httached
tlrc site.

l)ctails of the section wise equipmentand
rnachinery required for the analytical or bio- tAttached
arralytical and clinical studies. 

I

O Names and qualifications of the
managemel!.
Dctails of the allied facilities associated with
thc trial cerrter including arnbulatory
scrvices, emergency handling etc.

umcnts(SOPs) for the utilization of all
.facili ties for trial subjects (in case of SAEs)
itheir scope for the purpose of research need to

cd.

tt LJndertaking on stamp papel 
.. .. --

ttached

:]. fhe Chairman CSC constituted a panel of inspectors on vide letter dated F. No. 15-
3912021 dated 19.02.2025, the premises was inspected by the nominated panel on 16.05.2025
and rcrnarks ofthe panel are reproduced as under: -

Remorks of inspection teom: -
T'he panel recomntends renewal of license to act as Phase -III (trial spectfic) clinical

lrial sile exclusivelyfor I'm women study/trial.

4. -l-he 
case was placed before the CSC for consideration.

l)ccision:
'I'hc CSC considered and approved the grant of liccnsc to M/s Medicare Hospital

Ilawalpindi to act as Phasc -III (trial spccific) clinical trial site exclusively for I'm women
study/t'rial

CASI,I No.2.6:

API'I,ICATION FOR I,ICENSE TO ACT AS CLINICAL TRIA PHASE I

5

l

ttached

& PIIASII II STUDIES BY CIIIJGI'ITAI LABORATORY. LAIIORE. F.No.l5-0412022-
C1'S

z\pplication was received from Dr. Omer Rasheed Chughtai Director Operations of M/s
Olrughtai Lab,7-Jail Road Lahore, wherein he has applied to for grant of license to act as
Clinical 'frial Site Phase I-ll. Previously license to act as Clinical Trial Site Phase III -IV (CTS
00.51)wasissucdon 18.03.2021 whichhasexpired onlT.3.2024.Thisisafreshapplicationison
liorm-l of the Ilio-Study Rules 2017 along with fee of Rs. 125,0001- deposited vide slip no.
-s01655 1927 dated l0'h September,2024.

2. It is further submitted that that application is evaluated according pre- requisites as
nrcntioncd in Form-l of the Bio-Study Rules 2017, following are the observations:

S. No
Itcquircd Documcnts /
lnformation
Application on prescribed Porm-t
of The Bio-Study Rules 2017.

Remarks

Applicant has applied for renewal of license
(BAL-0002) for BA/BE Lab at the same

2

ises.

lPrescribed processing fee 125,000L ited vide s

Minutes of 5 ing of CSC (20th May, 2025)
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ated 1 September,2024

lars regarding the Iegal 
I

in case lAttacheof the applicant i.e
proprietorship the names of ;(lncorporated as diagnostic laboratory by SECI')

and their addresses, in

case of firm the name and
and addresses of its

and in the case of
mpany the name and address of

company and its d

ls of premises including lo;, uired
l

4
ayout plan of the site i(Layout plan of the ditl'crcnt lloors of laboratory

jare provided, howevcr a clcar layout plan for
Cl'S is reqy!r_ed)

rDetai
I

ls of the section wise
quipment and machinerv ails of machines with respcct to their bio-

uired for the analytical or bio- I application in clinical trials is

and clinical studies. uired.
ames and qualifications of the List of qualified tcchnical pcrsonncl along with

d

l

)
.

l

i

:

5

:6

I

1

l

gement.

ls of the allied facilities
m_ is required.
mcrgency Mcclical Scrvices not

iolsll_ogI?
:SOl'for 1l

ttached.

J

ated with the trial center
ing ambulatory services,

han etc.

ndertaking on stamp paper hed

In view of the above the proposals are submitted for kind consideration:
a) The applicant may be advised to rectify sltoflcomings.
b) Meanwhile, a panel of expefts may also be constituted for inspcction of the proposcd O'lS

4. Accordingly, after communication of shortcomings, the Chairman CSC constitutcd
following panel for inspection:

i. Mr. Nadeem Irfan Bukhari
ii. Mr. Faisal Shehzad

Mr. Hafiz M. Umair
iii. Mr.Zain UlAbideen

5. The panel visited the facility on 16tl' May 2025 and submitted inspection rcport rvith
following remarks:

Bemarks of inspection teom: -
The panel after inspection was of the opinion that the application to act as Phus'c-l & II

CTS at Chughtai Lab, Lahore may be rejected due to unavailability of Clinical Trial Site rclaletl

facilities as per prescribed checklist.

6. The case was placed before the CSC for consideration.

Decision:

The CSC on thc rccommcndation of inspcction panel considered and rcjcctcd thc
application of M/s Chughtai La 7-Jail Road Lahore to act as Phase -I & II clinical trial
site due to non-availability of facility as per prescribcd chccklist.

Minutes of 57th meeting of CSC (20th May, 2025) 124
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CASII No.2 7

APPI,ICATION I-OR GITAN'I' OF t,ICENSE TO ACT AS CONTRACT RESEARCII
OI{(;ANIZATION (CRO) FROM KINGSBRIDGE BIOSCIENCES. F. No. 15-90/2025
(cRo)).

Application is received form Anayat Rasool, CEO M/s Kingsbridge Biosciences (Pl't.) ttd
lslamabad business address Basement Plaza No. l9 Commercial 1 Naval Anchorage Islamabad
rvhcrcin rcquest has been made for grant of license to act as CRO.

7. 'l'he application is on Form-l of the Bio-Study Rules 2017 with prescribed fee of Rs.
370,030/- submitted vide slip number 505090398854 dated 25-02-2025.

3. After initial scrutiny of application in accordance with the pre- requisites as mentioned in
Iiorm-l of the Bio-Study Rules 2017, the following observations are made:

S. No. uired Documcuts / Information rks
Application on prescribed Form-lll of
The Bio-Study Rules 2017.

, Prcscribed processing fee 370,030/- submitted vide slip num
1505090398 854 dated 25-02-2025

Particulars regarding the legal status of
the applicant i.e. in case of
iproprietorship the names of proprietors I

and their addresscs. in the case o[ firrn 
:

the name and namcs and addresses of its
partners and irr the case of cornpany the 

i

name and address of the company and itsl
d irectors ).

luding layout plan ttached
rof the site.

Details of the scction wise equipment
and machinery.

Narnes and qualifications of
managemenl.

pAttached

4. In view of the above it is proposed that a panel of experts may be constituted for the
inspcclion of the proposed premises for the grant of license to act as CRO, if agreed, please.

Attached

.,

ttached
5

6
;Attached

.-5
'l-he Chairman CSC constituted following panel for inspection:
Malik Muhammad Asad, Secretary/Deputy Director-PS-DRAP.
Shalqat Hussain Danish. Deputy Director-PS-DRAP

(). 'l'lre nominated panel visited the facility on lTthMay 2025 and submitted inspection
rcport with following remarks:

Remurks ofU$pCcliott team: -
l'he panel after inspeclion was in opinion that the CRO layout need to be revised as per

ntininunt division required to perform activities, QMS section and SOPs need to be developed
tvith othcr required/related .facililies as per prescribed checklist and the CRO may be deferred
/or intytrrnemenl.

aced before the CSC for consideration.7. 'l'he case was

Minutes of 57th meeting of CSC (20th May, 2025) l2s
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Decision:

The CSC considcring thc inspcction rcport defcrrcd thc application ol' M/s
Kingsbridge Bioscicnccs (l'vt.) Ltd Islamabad to act as CRO lbr improvcmcnls as

highlighted in the inspection rcport.

CASE No.2.8:

APPLICATION TO ACT AS CLINIC AL TIIIAL SITE I,-ltOM M/S AGA KIIAN
UNMRSITY MATIARI IIESEAIICII & TITAINING CENTI,]n. MA'I'IAIU TO AC'l'AS
CLINICAL: TRIAL SITE FOR I'IIASE-II CLINICAL TIIIAL '[I'[LEI), "AI]ILI'I'Y Ol'
THE VE818 TO REDUCE ENTEROI'ATIIOGEN COLONIZA'I'ION AND IMI'ITOVE
ENVIRONMENTAL ENTEROPATIIY IN I,REGNANT WOMEN: A I,ROOH OI..

CONCEPT AND I'IIASE II RANDOMIZED PLACEBO-CONTITOLLED TITIAI, IN
BANGLADESII, PAKISTAN, ZAMBIA Al\D IIURKINA I,'ASO". l'. No.l5-78/2025-C'[S
(Ps).

Application was received from Prof. Dr. Zulfrqar Bhutta, Professor & For"urding

Director, Institute of Global Health & Development, Aga Khan University Karachi, for approval
of M/s Aga Khan University Matiari Research & Training Center. Matiari for Pl-rase-ll (llinical
Trial titled, "Ability of the VE818 to Reduce Enteropathogen Colonization and Improvc
Environmental Enteropathy in Pregnant Women: a proof of concept and Phase-II Randomizccl
Placebo-Controlled trial in Bangladesh, Pakistan, Zambta and Burkina Faso", the applicatior.r is

on prescribed Form-I of the Bio-Study Rules, 2017, along with prescribed processing fcc of I{s.
150,000/- deposited vide challan No. 716453966275, dated 05th September,2024 (for rcncwal ol'
the site).

2. It is submitted that application evaluated according pre-requisites as mentioned in lrorrn-l
of the Bio-Study Rules, summary of submitted documents is as follows:

Ilcmarks

Attached

Rs. 150,000/- dcposited vide chalian No.
716453966215, dated 05'r' September, 202,t (lor
renewal of the site).
+ Revised challan required for new application
need to be ided.

The Aga Khan University Order l9tt:l is

attached.
Certificate issued by Sindh Ilcalthcarc
Cornmission nccd to be provided.

Attached.

Attached list of cquipment is not fulfilling t'hasc-
I/ll clinical trials requirernents. (Trial design may
be reviewed and rna' bei the

CVs of staff is attached but dctails regarding on-
site PI are not providcd

lable Iacilitics at

S. No. Required Documents / Information

I
Application on prescribed Form-I of The Bio-
Study Rules,20l7.

1 Prescribed Fee

3

Particulars regarding the legal status of the

applicant i.e. in case of proprietorship tlre names of
proprietors and their addresses, in the case of firrn
the name and names and addresses of its paftners
and in the case of company the name and address

of the company and its directors).

4
Details of premises including layout plan of the
site.

5

Details of the section wise equipment
machinery required for the analytical or
analytical and clinical studies.

and
bio-

6
Names and qualifications of the above sections
along with their staff.

7 Details of the allied facilities associated with the Instead of details lffl)ar

Minutes of 57th meeting of CSC (20th May, 2025) l|26

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M



trial center including ambulatory services,
ernergcncy handl ing etc.

applied site a letter regarding Collaboration
Between AKU Research & Training Center,
Matiari, and Aga Khan Maternal and Child Care

Center (AKMCC), Hyderabad is attached.
Undertaking on stamp paper Attached

:i. Alier initial scrutiny following shortcoming observed:

Details regarding Site in-charge need to be provided, as Prof. Dr. Zulfiqar Bhutta and Prof.
Dr. Asad Ali and Certificate issued by Sindh Healthcare Commission needs to be provided.
Original challan (DRAP Copy) need to be provided.
Instead of details regarding available facilities at applied site a letter regarding Collaboration
Between AKU Research & Training Center, Matiari, and Aga Khan Maternal and Child
Care Center (AKMCC), Hyderabad is attached.
Details of the allied facilities associated with the trial center including ambulatory services,
emergency handling etc. need to be provided.

4. Accordingly, the Chairman CSC constituted following panel for inspection of the applied
sitc and approved the shortcomings:

Prof. Mirza Tasawer Baig
Director PS

Mr. Abdul Rasool Shaikh, please

5. Accordingly, inspection letter communicated on 2l't February 2025 and shortcomings
werc issucd on 27tt' March 2025.

6. Iteply was received from Prof. Dr. Zulfiqar Bhutta, Professor & Founding Director,
Institutc of Global Health & Development, Aga Khan University Karachi & Professor Dr. Syed
Asad Ali Chair, Department of Community Health Sciences the Noordin Noormahomed Sheriff
I;ndowcd Chair Professor of Pediatrics & Community Health Sciences. Wherein, F.R. is
subn-rittcd in relerence to this Division letter even No. dated 27tt'March2025. Applicant reply is
lcproduced as under:

Subject: ILESPONSE TO APPLICATION FOR APPROVAL OF IUI/S AGA KIIAN UNIVERSITY
MATIIIU |IESEARCH & TRAINING CENTER. MATIAN FOR PHASE-II CLINICAL TRIAL TITLED,
,,IR|I,Il'Y OF TI-IE VDB|B TO REDUCE ENTEROPATHOGEN COLONIZATION AND IMPROVE
I|NVI|IONMENTAL ENTEROPATIIY IN PKEGNANT WOMEN, A PROOF OF CONCEPT AND PHASE
II |TINDOMIZED PLACEBO-CONTROLLED TRIAL IN BANGLADESH, PAKISTAN, ZAMBIA AND
lt/lRKIN4 IIASO". F. lto. l5-78/2025-CTS (PS).

Deor Sir/Madam,

'l'hank you for your letter, F. No. l5-78/2025-CTS (PS) dated 07th February in response to our
opplication.

Your attention lo this application is appreciated and below are lhe responses to the shortcomings
comnrunicttted in thqt letter.

DRAP Contnrcnls

Details regarding the Site in charge need to
be provided, as Prof. Dr. Zulfiqar Bhutta
and Prof. Dr. Asad Ali and certificate
issued by Sindh Healthcare Commission

s'. Response

The CVs and PMC licenses of thefollowing are attached
in Annexure l.l

a. Dr. Zulfiqar Bhutta -
Training Center

I,rlKof Matiar,i 

.Research 

&

l\'o.

needs to be
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b. Dr. Syed Asad Ali - Principal lnvestigator
c. Dr. Sheraz Ahnted - Senior Manager Site.

The fficial clarification letter from Sindh llealthcure
Contmission (SHCC) is shared in Annexure 1 2. lt
clari/ies thal since Matiari llesearch & '['raining L'cnter
(MRTC) is a research /acilitv ancl does noL oparota us u
healthcare service provider .for general public, hcnce

SHCC regislralion oncl licensing process l.r not
on the services MRTC,

The original challan copy has been provided to l)llAP
with the initial application in October 2023, so tha cnpy
of license challqn and original fee adjustment chullon

are shared in Anttexure 02

The details regarding the available facilitics ut the
applied site are shared in Annexure 03

The details of the allied facilities associatetl vvirh the

lrial center, including ambulatory services, emergcncy
handling etc. are shared in Annexure 01

We appreciale your pronpt allention to this malter ond are available Jbr uny Jr,u"ther iuJitrnttrtiort or'

clarification you nruy require .

T'hank youfor considering this application.

Sincerely,

7. In reference to inspection panel letter issued on 3l't October 2024, the nominatcd pancl
member conducted inspection on lOth to lltl'December 2024 and shared reporls. lnspcction
panel reports are reproduced as under:

./ Panel report
CLINICAL TRIAL SITE (CTS) INSI'ECTION CIIEC]KI,IS'I'

Name of facility: Matiari Rcscarch & Training Centcr
Address: Near National Ilighway, Matiari, Sindh
Organization Type: - Public E Not for Profit ! Private E Other-
Name of Owner / Proprietor: Aga Khan University
Date of inspection: 04-04-2025

Observations / l{ecommendations
is a purpose-built research facility

(Dr. Asad Ali) is located in Karachi
I (Dr. Sheraz Ahmed) is located in Matiari

official clarification letter frorn Sindh Ilcalthcarc
ission (SIICC) is shared along. It claril'ics tha

ince Matiari Itesearch & Training Centcr (Ml{'l'C) is

research facility and does not operalc as a

Ithcare service provider for general public. hcncc
CC ion and I css ls no

Original challan (DRAP Copy) need to be
provided.

lu. lnstead of delails regarding available

facilities at applied site a letter regarding
Collaboration Between AKU Research &
Training Center, Matiari, and Aga Khan
Maternal and Child Care Center
(AKMCC), Hyderabad is attached.

lv. Details of the allied facilities associated
with the trial center including ambulatory
seryices, emergency handling etc. need lo
be provided.

i. General Information Ycs No NA

Is this CTS a primary care, secondary care or

tertiarycare facility? (Record one in

observations section)

Is this the Composite CTS (Where

Principal investigator is located)?

\

Is the facility registered with the Healthcare

Commission?

d /
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Il-ycs, is thc certificate, available for review
and is valid?

Is thcrc cnough space available for proper

lirn-ction in

Is thcrc an

'for clinical trials?

ent lacil

lf ycs, On an average how many patients visit
pgr!uv?
ls thcrc an inpatient facility?

]Iry, hou' nrany beds?

IIavc arry clinical trials been conducted at this

C'l'S in thc

Ilycs. horv rnany clinical trials were

conductcd?

(livc dctails of thc Pl as well as naturc and

duration of thc clinical trials.

Ilow rnany other studies currently ongoing at

thc sitc? IIycs, how many clinical trials were

conductcd? Givc details of the Pl as well as

ruatulc and duration of the clinical trials.

ls thcrc a phalrtracy / dedicated

lnvcstrgatto nal roducts ensln area?

Il ycs. dor:s the CTS have requircd storage

!q.,I_tv- for routine operations?
If ycs, docs thc CTS have required trial
rclalcd Invcstigational Product storing
lac i I it1,?

(lnvcstiglational Product Provided by the

sponsor as pcr rcquirerncnts of the

protocol).

[)ocs thc C'l'S have Laboratory services?

Ifycs, is in house or central?

(lcncral lnformation
Is thcrc an X-l{av lacilitv?
tl'ycs, is it on-housc or central?
l)ocs thc tacility have an incinerator? If
ycs, docunrcrlt thc average weight of
I Lqs_utal waste of month
IlNo. docs the facility', have a contract
rvith a Ilospital waste management

ii. Study lLclatcd Staff

I)ocs tlrc C'l'S havc, any of the study related

pcrsonncl on stal-l'l

-[)rincipal I nvcstigator (PI)
-Sub-l nvcstigator (Sub-PI)
-Coordinator

-Nurscs

-Pharrnacists.
*Givc dctails in remarks Section

Arc (lVs available lor Ke sta fl-

applicable on the services offered by MRTC.

I I Clinical trials were conducted. Details are given in
supporting documents.

02 other studies are currently on-going. I I clinical
trials were conducted. Details are given in supporting
documents.

In-house laboratory services of CTS are utilized for
sample collection only and for some storage at -80-
Central laboratory services of Aga Khan University
are utilized for sample processing and analysis.

Yes No NA Observations/Rccommendations

CTS does not have an incinerator; however. these
services are in contract with Aga Khan University

Yes No NA Observations/Recom mendations
CTS has all the study-related personnel listed below
stationed on the facility of MRTC:
-Sub-Investigator- Dr. Sheraz Ahmed
-Coordinato r-Dr. F ayaz Umrani
-Nu rses- Zubaida Zarneer, Gu lB ano Aij az, Aisha
Bano, Najma Talpur, Nazia Siyal
-Pharmacist-Alisha Memon

Ihe Principal Investigator is Dr. Syed Asad Ali,
stationed at Aga Khan University, Karachi.
CVs are shared in supporting documents
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members (Pl, Sub-PI, Coordinator)
iii Education and Training Ycs No NA

Have CTS personnel received or are

scheduled to receive any of following
training?

O GCP

o Trial related

o Safety reporting

o Pharmacovigilance Training

o Other
Are training records available for study related
staffl
Security and confidentiality is adequate to
prevent unauthorized access to records?
Is there sufficient space to store materials,
archive records, equipment to function
properly?
Are generators and/or UPS available utilized
at the facility?
iv. Safety Yes No NA

Is there a system in place for personnel to
report any safety concern or incidents?

Yes No NAv. Data Handling procedures and

Computer Validation
Does the CTS have adequate IT facilities e.g.

Corhputers, internet avai lable?

Is access to computers limited by an

individual username and password system
(Clinical Research team members cannot
share a user name)?

Records and Rcportsvt. Yes No NA

Is there space available for document storage?

If yes, do access control systems to the

area exist and are functional?

ls there a SOP or a system for the

retention, storage, and destruction of
records?

How does the site ensure the sponsor's

proprietary information is not disclosed to

unauthorized personnel or external

organizations?

n

vii. Records Retention and Archival lU\ Yes No NA Observations/llccommendations )

Obscrvations/llccom mendations
Trainings

al related training
Reporting

harmacovigilance Training

ficates and training records are shared

Observations / li.ccommendations
es, the SOP for safety reporting and
harmacov lance is shared

Obscrvations / llccommendations

Observations / Ilecommendations

OPs are shared

site protects sponsor-owned
on by mandating institutional

Minutes of 57th meeting of CSC (20th May, 2025) 130
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ls therc a dcdicated facilitylarea for the

archival ofrecords?

ls thcre control access to the archival facility?

ls thc cnvironment of the facilitv monitored
and controlled?

ls thc rctcntion time for records agreed with
the nsors?

Is thcrc a rnethod of electronic data archive (if
ircd

nem@
The panel recommends grant of license to act as trial specifrc clinical trial site subject to
provision of registrationfrom Sindh Healthcare Commission and approval of the study/trial.

Concludins status of insnection / aoplication :( Circle One)

Rec o m me nrl e tl fo r app r o v al /re ne w al.
D efc rra d .ftt r i ntp rove nrc n ls.
Reco m nrc nde d fo r reject io n.

Name Signature
Inspcctor
Inspeclor
Inspector

8. 'l'he case was placed before the CSC in its 56tl'meeting held on 29th April 2025. The CSC
decidcd the case as follows:

Dccisirin:
'I'he CSC keeping in view the rccommcndations of the inspcction panel deferred M/s

Aga Khan University, Matiari Research & Training Center, Matiari, Sindh to act a trial
spccilic Clinical Trial Site for "V8818 Clinical Trial'for provision of license/registration
from Sindh llealthcarc Commission.

9. Accordingly, the CSC decision was communicated to the applicant vide letter bearing
No. l6-56l2025-Csc,dated 06'h May 2025.

10. 'l'he case was placed before the CSC for consideration.

I)ccision:
'I'hc CSC considcrcd and deferred the case for submission of registration of the

applicd Clinical'l'rial Sitc (
Ilealth Carc Commission.

M/s Matiari Research & Training Center, Matiari) by Sindh

ProfDr. Mirza Tasawer Bais
lL4r Ahdullnh PS)
ll4r Abdul Rasool Sheikh
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AGENDA ITEM 3: APPROVAL AND REGISTRATION OF CLINICAL TITIAL OIT I}AN}T]
STUDY

CASE No.3.1:

APPLICATION FOR APPROVAL OF A CLINICAL I'IIIAI, 'I'ITLED ..A PIIASI] 2I}
RANDOMIZFD, OPEN-LABELJTUDY TO EVALUATE 1 E EF Y ANI)
SAFETY OF TOBEVIBART+ELEBSIRAN COMBINATION TI.IERAPY VEI{SUS
BULEVIRTIDE IN PARTICIPANTS WITH CI.IRONIC HDV INFECTION ruCLIIISI' 3)
PROTOCOL NO.: VIR-CIIDV-V206". FROM AGA KI.IAN UNIVERSI'IY IIOSPI'I'AL.
KARACIII, (EeLIPSE-3 Trial). F. NO. 03-68/202 5-CT OS)

Application was received from Dr. Saeed Hamid, National-Pl & Professor o[
Medicine Consultant Gastroenterologist Director, Clinical Trials Unit, Aga Khan Univcrsity,
Stadium Road, Karachi, received on l6tl' April2025. The request has been made for approval ol'
the subject clinical trial. Application is on prescribed Form-II, along with a fee of Rs. 245,000/-
deposited vide challan No. 60813404502, dated 03'd April, 2025.

2. The application is reproduced as follows:

Re: ClinicalTrialApplication -Phase 3 Study

Protocol Title: A Phase 2b Randontized, Open-label Study to Evaluate the Eficacy and SaJbt.y o/'
Tobevibart + Elebsiran Contbination Therapy versus Bulevirtide in Participants with Chronic IIDI'
Infection (ECLIPSE 3)
Protocol No.: YIR-CHDV-V206
Sponsor: Vir Biotechnologt, Inc.
EU CT No.: 2024-520062-54-00

For and on behalf of lhe sponsor, Vir Biotechnologt, Inc., we herewith submit a clinical trial application Jor the

ab ov e-ment ioned P has e 2 b pr ot ocol.

This application concerns a Phase 2b study evaluating the efficacy and safety of tobevibart (VIR-3434) *elebsiran
(VIR-2218) combination therapy compared with bulevirtide (BLV). The study will include adult participants - I I to
70 years with chronic HDV infection on nucleos(t)ide reverse lranscriptase inhibitor (NRTD therapy active against
HBY,
The primary 

"frt"ory 
endpoint for Part I is l-lDV RNA < LLOQ, TND at ltteek 48 in partic'ipunts retciviny4

tobevibart+elebsiranversus BLV. The primary endpointfor Part 2 is HDV RNA <LLOQ, TND 24 weeks ufier the

interruption of tobevibart+elebsiran. Parlicipants will be followed for 144 weeks following tobevibart*elebsiran
interruption to assess the durability of SVR The tolal sludy duralionfor each participant is planned to be up to 270
weeks.
The trial is prospective, mullicenter, randomized, open-label study and will be executed in accordance
with lhe protocol enclosed.

Bac k ground info rmal io n
Hepatitis D virus (HDV) is a defective, hepalolropic palhogenic agent depenclent on hepatitis B surface untigcn
(HBsAg) to complete its replication cycle and sustain infection. The global prevalence of HDV is estimated to be ut
least l2 million people worldwide.
Chronic HDV infection is the mosl aggressive form of viral hepatitis due to rapid progression to cirrhosis, liver

failure, hepatocellular carcinoma (HCC), and death. Resttlls from a recent meta-analysis examinin,g the associtttion
bitween HDV RNA detectability, liver morbidily and mortality showed that persons with detectable HDV RNA v,erc
at higher risk of experiencing liver-related events, including developing cirrhosis, HCC and undergoing liver
transplantation, and were at higher risk of mortality compared to those with undetectable HDV RNA.

Conversely, the loss of detectable HDV RNA is strongly associated with a lower likelihood to experient'e livcr-
related complications, and long-term
outcomes. HDV viral suppression is the

of HDV RNA is associated with more favourable clinical
indicative surrogate marker for intproved long-term clinical oulcomes

in patients with chronic IIDV
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lvailable treatment options for HDV infection are limited to pegtlated-interferon alpha (PEG-IFNa) and in some
regions of the world, BLV.
Additionally, there are a limited nuntber of investigational agents being studied and developedfor the treatment of
chronic IIDV infection, and some may have higher incidence of drug intolerability, frequent dosing, and/or drug-
drttg inleractions, further limiling their utility. With HDV viremia being strongly qssociated with progression lo
cirrhosis (in patients with or without alanine arninotransferase elevations), HCC, liver tronsplantation and liver-
related mortality, there continues to be an unmet need for therapies with improved efficacy to achieve and maintain
suppression ofvirentia (HDV RNA < LLOQ fiower lintit of quantificationJ, TND [target not detectedJ)

lnvesligoliottul Medicinal Products informotion

'l'he IMPs to be used in this trial are tobevibart, elebsiran and Hepcludex@ (bulevirtide).

Tohevibart (VlR-3434), a monoclonal antibody (mAb) targeting the antigenic loop of HBsAg, prevents viral entry
und uttnplexes circulating HBsAg to neutralize virions.

Elebsiran (VIR-2218) is a synthetic, chemically modified small interfering RNA (siRNA) targeting all hepatitis B
viral transcripts for degradation, including pgRNA, and is conjugated to a ligand containing 3 N-acetyl
golactosamine (GalNAc) residues tofacilitate delivery to the liver.

'fobevihurl + Elebsiron
'l'obevibart, a ntonoclonal antibody, and elebsiran, an siRNA, have complementary mechanisms of action and may
be additive in effecl. Additionally, as HDV viremia is reduced by elebsiran, tobevibart may be able to more easily
neulrali:c residual virus and prevent spread to uninfected hepatocytes. Contbination lherapy could offer a novel
slraleL)) to lreat chronic HDV infeclion.

Rulevirlide (Ilepcludex@), a virus entry inhibitor that targets lhe sodium taurocholate co-transporting polypeptide
(N1'C l)) receptor, received full approval on l8 July 2023 in the European Union (EU) for lreatment of chronic HDV
theraptt. Most patients on currenl lherapies do not achieve undetectable HDV RNA and normalization of ALT
( a I an i ne am i notransferase).
l;or a ./illl description of quality aspects of tobevibart, elebsiran and BLV and for a summary of safety and efficacy
data Jront all clinical and nonclinical studies with tobevibart, elebsiran and BLV, please refer to the tobevibort,
elebsirun lBs and BLV SnPC included with this application.

Auxiliury Medicinol Producls informatiort (AxMPs)

Nuclcosft)ide reverse transcriptase inhibitor (NRru) is a class of antiretroviral drugs used for the suppression of
lllll/. l'arlicipants will be on one of thefollowing NRTI therapies; tenofovir alafenamide (taken alone or as part of
/ixed-dose combinalion therapy), tenofovir disoproxil fumarate (taken alone or as part of fixed-dose combination
I h er u pt), or entecav ir.

Slutl.lt l.uhels

'l'he .study label documents submitted for review contain an incoruect protocol number in the document references. It
has nol been possible to amend this protocol number prior to submission. The sponsor confirms that the study labels
trill contain lhe correct protocol nuntber (VIR-CHDV-V206) when they are printed and notes that, in the label
1tt'oofi themselves a placeholder is includedfor this. The labels themselves qre therefore considered to be coruect.
l)leasc nole thal the entergency contacl details are omitted from the labels with this information being present on the
l) arl i c ipa n I I den t ifi ca t ion Card.

Sturl.y Desigtt

l)arlicipants will be randomized in a 2: I ratio lo receive tobevibart+elebsirqn or BLV active comparqtor.
I nlervenlion groups include:

. Arnt l: tobevibart (300 ntg) + elebsiran (200 ntg) SC QaIy; to be administered in the clinic

. /lrilt 2. BLf (2 mg) SC QD, to be dispensed in tlrc clinic and administered at honte

Sludy aJs5lgn includes a 6-week screening period, which may be extended to 7 weeks depending on laboratory
resulls availabiliry, a minimum of 96 weeks of the study interyention period, followed by eilher I44 weeks qf SVR

week sofety follow-up period.
planned to be provided to

wh r33

fbllov,-u1t or 144 weeks of coftinued study intervention through Week 240, and a 24-
,4/ier the study interventionJperiod, tobevibart+elebsiran combination therapy is

\Srr,", of sTth meeting of csc (20th May, 2025)
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participants via a post-study drug access mechanism to be defined in the future. Participants who decide not to
continue.receiving tobevibart*elebsiran after the study intenention period or who premalurely discontinue study
intervention (tobevibart+elebsiran or BLV) for any reason will enler a 24-week follow-up period after the ectrly

terntination (ET) visit for sdety assessments.

Study Population

Approximately 100 participants will be enrolled into the study in several countries. The trial populalion will
comprise adult male and non-pregnant, non-lactatingfemales aged>l8lo 70<years with chronic tlDl'' in/'cction,
both non-cirrhotic and cirrhotic up to METAVIR-F4/CPT-A, currently on NRTI therapy. Participants who./irl/il the

inclusion and exclusion criteria at screening are eligible for participation in this study.

B enefit/Ris k Assessnren t

Eetailed infonnation about the known, potential, and expected benefits and risks, and reasonably expected AEs of
tobeyibart and elebsiran may befound intherespective IB. For detailed information regarding benefits and risks o/
BLV, refer to the BLV approved product prescribing information.

Refe r ence S aIe ty I nfo r nru I i o n

Reference Safety Information, relating to the assessment of Suspected Unexpected Serious Adverse lleaclions
(SUSARI), is contained in Appendix I of theTobevibart lB edition 4, dated 30 Augttst 2024 and Appendix I of thc
Elebsiran IB edition 6, dated 30 August 2024 within the appended submission dossier. Reference SafeQ lnforntation

for Bulevirtide is located in the Summary of Product Characleristics seclion 4.8.

Independenl Duta Monitoring Comntitlee (IDMC)
This studywill be monitored by an IDMC, whichwill conduct periodic planned safety and 

"lfiro"y 
reviews of study

data, qd hoc safety review(s) as needed, as well as adjudicate laboratory ECT (defined in Section 8.4.6). Proceclural
details of the IDMC structure andfunction, frequency of meetings, and data plannedfor review is included in lhe
IDMC chqrter. The TDMC charter is included in the submission.

Anticipsled Annuol sufety reporl subnission tlote
The anticipated Annual Safety Report (ASR) submission dale, based on Development International
Birth Date (DIBD):

Tobevibart UIR-3434):
DTBD: 12 March 2020
Reporting period: l2 March through I I March
Latest DSURversion and date: No. 4, dated 29 April 2024

Elebsiran UIR-2218):
DIBD: 25 September20lS
Reporting period: 25 September through 24 September
Latest DSURversion and date: No. 6, dated li November 2024

Patient-facing documents an d eCOAs
Explanation on the use of Digital documents: The digital versions of Patient Brochure and Patient Guicle will be

avqilable on participants' mobile phone (if they wish) once they scan the QR code, which will be availahle on the

paper version of the same docuntent they receive during the site visit. The contenl is the same as of the papcr
document.

Expianation on the versioning of lhe patient facing docuntents: The Englislt source doutments ond the lorgct
language documenls have identical footer with respect lo version and date for easier crosscheck of usage o.f c'orrect
sponsor approved documents. The date of translation is captured in lhe lranslation certificate.

Explanation on the versioning of the eCOA documents: Once the translation is performed and system updoted, thc
target language documenl printed from the system for certification purposes displays lhe date from lhe syslent as

"Dote printed" (inside the docttment). This document is lhen certiJied (translation verificalion check) and translation
certificate issued identifuing the document in its file name with a dale the certification was perfonried.

Since dffirent translation vendors with different processes are used for patient facing documents and eCO,4, v,c

Minutes of 57th meeting of CSC (2Oth May, 2025) 134
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Insu runce
The prentium billfor the insurance is available and attacltedfor your records. The activation of the insurance
policy will commence once the payment is made. We anticipate that site activation will take approximately
four ntonth,s i.e. after all approvals and the import license are received. Therefore, the payment has not been
made yel, as the insurance coverage period would begin immediately upon payment, resulting in a loss of
covera?e tinte for 4-5 ntonths while approvals are still pending.

AS soon as we receive the DRAP approval and the import license, we will proceed wilh the paynent for the
insuranc'e as per the premiunt invoice.

NBC Approvals:
For NllC approval, please note that this is a parallel submisston, and the approval will be shared once
received during the review period.

In supporl of the clinical trial application please find enclosed the following supporting documentation:

Index No. List of Documents
Applicalion on prescribed form along with Fee

I Investigalor brochure
t.1 lnvestigator's Brochurefor Elebsiran(VIR-221 8), Edition6,dated30Aug2024
t.2 lnvestigator's Brochure for Tobevibart (VlR-3434), Edition 4, dated 30 Aug 2024

Su nt nr a ry of p r oduc t c ha rac le ris tic s He pc lude x I 7 Jul 2 0 2 31.5

2 Prolocol
VIR-CHDV-V206 Clinical trial protocol, Original. Version 1.0, dated l9 Dec 2024.2. I

2.2 Vl R-CHDV-V206- Protocol Signature Page (PSP) I 6Jan2025
3 Informed consent form

3.t VIR-CHDV-V206 Main ICF VI.OPAKI.0 I lFeb2025
3.t VIR-CLIDV-V206 Main ICF VI.OPAKI.0 I lFeb2025 ur & Tcert
3.2 l/lR-CHDV-V206 Liver Biopsy ICF VI.OPAKL) I lFeb2025
3.2 VIR-CHDV-V206 Liver Biopsy ICF VI,QPAKI.0 I lFeb2025 ur& Tcert
3.3 VIR-CI-lDV-V206 PBMC Substudy ICF' VI.OPAK 1.0 I 1Feb2025

VIR-CllDV-V206 PBMC Substudv ICFVI.OPAKI.0I 1Feb2025 ur& Tcert
Llll:CHDV-V206 Pregnant ICFV I .OPAK I .011 Feb2025

J.J

3.4
).4 l/lR-CHDV-V206 Pregnant ICFV I .OPAK I .01 I Feb2025 ur& Tcert
I List of Participating Countries (VIR-CHDV-V206 List of RAs 25 Feb 2025)
5 Phase of the trial

Quanlity of Investigational Product lo be imported or procured6
7 Sites ofthe trial

C.V of invesligalors8
8.1 CL/ - Dr. Saeed Hamid The Aga Khan University
8.2 CV - Dr. Zaighanr Abbas -- Ziauddin University Hospital

Ctr/- Dr. Ghias-un-Nabi Tayyab Central Park Teaching Hospital
CI1 - Dr. Rao Saad Au Khan - National University of Medical Sciences

8J
8.4
9 Ethical comntitlee opprovnl wilh complete composition of comntiilee i.e., Ntme

ond rlesignotiotrs of the members - pending approvols
9.t Ethics Review Commitlee Approval letler with menrbers list - The Aga Khan University
9.2 Ethics Review Contntittee Approval letter with ntembers list - Ziauddin University Hospital
93 Institutionol Review Board Approval letter with mentbers list - Central Park Teaching

Hospital
Instittttional Review Board and Ethics Commitlee Approval letter with nembers list -National University of Medical Sciences
Approval ft ont National Bioethics Comnritlee (PHRC)

94

l0
11 GMP/QP certificate alongwith Free Sole Certificale or Certificate of Pharmaceutical
Product (For locally manufoctured product GL,IP Cer,, COA of the Product and
Registralion Letter will be required)
Pre-clinical, clinical dala & Safety Studies ofElebsirent2. t

12.2 Pre-clinicol, clinical data, safety studies of Tobevibart
t3 Summnqt of lhe prolocol or synopsis

lnvestigator Brochure Summary - IB VIR-2218 Edition 6 (ELEBSIRAN)141
lnvestigator Brochure Sunrmary - IB VIR-3434 Ddition 4 OOBEVIBART)

l5 Adverse Eve nt Report ing fornr
. V I R-C I1 DV- l./ 2 06 _Safe ty Re p or t F o r m w i t h C R F c o m p I e t i o n gu ide I ilte
. VtR-CHDV-l/206 UBC Pregnancyform with Postnatalfollow up Dlgft

tr/ I .0_Draft
vo.l

No. of Patients to be enrolled at each center .^[t6
t7 Nante ofmonitors or clinical research associate sffi

Minutes of 57th meeting of CSC (20th May, 2025) l3s
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Evidence of resistralion in counlry of orisin Hepcludex (Bulevirtide)t8
19 Sample of label of Investigalional Product

. Master Label vial - VIR-22 I 8, version I .0 (PAK) dated 20 D 0C2021.

. Master Label vial - VIR-3434 vial Pakistan Label Text 8Apr2025.

. Master Label carton - Bulevirlide, version 2.0 dated 17Jan2025.

. Master Labelvial - Bulevirtide, version 2.0 (PAK) dated 17Jan2025.

5 Duration of trial

20 Undertakins on stamp paper

2t Palienl Fncing Molerials
21.1

2 t.1

ECLIPSE 3 Sludy_Aboltt Clinical Research Studies Brochurel/O I
G lobal(en)26Jan2025
ECLIPSE 3_About Clinical Research Studies Brochure VOI P,,lK(ur) 26 Jan 2025 &
Tcert

21.2
21.2

21.3
ECLIPSE 3 Hepatitis D Brochure VOI PAK(tt.
ECLIPSE 3 Study Online Advertisements Banners tr/Ol Global(en)26Jan2025

ECLIPSE 3 Study Hepatitis D Brochure VOI Global(en) 26Jan2025
') 26Jan2025 & Tcert

2 t.3
2 t.4

Adverlisentents Banners VOI PAK(ur) 26Jan2025 & Tcert

ECLIPSE 3 Study Online Advertisements Social Media Clinical Trial Posts VOI

Global(en) i0Jan2025

ECLIPSE 3 Online

ECLIPSE 3_Online Advertisemenls Social Media-Clinical Trial Posts VOI

PAK(ur)30Jan202 5 & Tcert
21.4

21.5 ECLIPSE 3 Study Patient Brochure VO I Global(en) 02Feb2U25
21.5 ECLIPSE j Study Patient Brochure VOI PAK (ur) 02Feb2025 & Tcert

21.6 ECLIPSE 3 Sndy Participant lD Card VOI Global(en)_26Jan2025
21.6 ECLIPSE 3 Participant ID Card VOI PAK(ur) 26Jan25 & Tcert

ECLIPSE 3 Sntdy Participant Study Gttide VU I Clobal(en)02Feb2O2521.7
2 t.7 ECLIPSE 3 Participant Study Guide VOI PAK(ur)-p2 Feb 2025 & Tcert

21.8 ECLIPSE 3 Study Thank You Card l/Ol Global(en) 26Jan2025
21.8
21.9
21.9
21.10

ECLIPSE3 ThankYouCard VU IPAK(ur) 26Jan25 &Tcert

ECLIPSE 3 Disital Patient Brochure VOI PAK(ur) l4Feb25 & Tcert

ECLIPSE 3 Study Visit Rentinder Card VU I

ECLIPSE 3_Digital Patient Brochure VU I Global(en) I 4Feb2025

) 26Jan2025
ECLIPSE 3 Visit Reminder Card VU I PAK: ) 26Jan25 & Tc'ert

21.10
2t.1I
21.1 I
21.12
21.12

ECLIPSE 3 Disital Participant Study Guide L'Ol PAKI

the SMPC Hepcludex 2mg (bulevirtide) PK(ur) 16Dec21 ur-PAK & Tcert.

eCOA

ECLIPSE 3 Study Disital Participant Study Guide VOI Global(en) I 1Feb2025

Extract ofthe SMPC Hepcludex 2mg
Exffact of,

') l4feb25 &Tcert
) UK(en) l6Dec24

22

22. I
22.1
22.2
22.2

V I R-C H DV-V2 06(EC L I P S E3 )C LDQ- H B V RT Le nUS3 0Jan202 5

VIR-CHDV-V206(ECLI PSE_3 ) EQ-SD-S LRTLenUS3UJan2025
V I R-C H D l/- V 2 06(EC L I PS E3 ) EQ- 5 D-S L RT L (Urdu) v I .0 & Tce r t

V I R-C H D V.I/2 06( EC L I PS,E3)C LDQ- H BVRTLP K(ur) 30Jan202 5 & Tcert

22.3
22.3
22.4
22.4

V I R-C H DV-V206(EC L I P 5 E3)TSQM-9 RT LenU S30Jan202 5

VIR-CHDV-V206eCOA Losin Sueens Enslish v3.109Dec2022 & Tcert
VIR-CHDV-V206eCOA Losin Screens Urdu v3 .009FE82023& Tcert
VIR-CHDV-V206eCOA Main Menu enUS 06Feb2025

V I R-C H DV-V206(EC LI PS EJ )TSQM.9 P a kis t anU rdud r a ft 0 4 - O c t - 2 0 2 I

22.5
22.6 V I R-C H DV- V206(EC L I PS E3 )Trai ning D iary RT Le n US3 UJan2 02 5

23 Miscelhneous
23. t
2 3.2

^ZJ.J
2 3.4
23.5
2 3.6

VIR-CHDV-V206 Study Physician Referral Letter VOI

I PSE 3) Study Arm Correction enUS 3UJan2O25
VIR-CHDI/-V206 (ECLIPSE 3) - Unscheduled Visit Activation gnUS !Ql94lQ25
VIR-CHDV-V206 (ECLIPSE 3) Visit Selection enUS 3OJan2025
VIR-CHDV-V206 ECLIPSE 3eCOADevice Label enUSU I

Globalkn)3OJan2O25
V I R-C H D l/-V2 06 Sndy I nfor nnt ion Slides VU I Global(en) l2Feb2O25
VIR-CHDV-V206(E;CL

23.7 V I R-C H D V- V 2 0 6eC O AG e ne r ic G e t t i nss t ar t e dG uideG G SG e n U S U2

VIR-CHDV-V206 Delesation Letter Pakistan, vl.U, 28 Jan 202523.8
23.9 VI R-C HDV-V206 List of On-Goins Studies 22Jan202 5

23.1 0 Vir ECLIPSE Prosram I DMC Charter Final vi . I - I 9Feb2U25 sisned
23.11
23.t2
23.1 3

VIR-CItDV-l/206 Rationale for collection of Ethnic

VIR-CHDVV2U6GCPElebsiran statement dated 2 I Jan 2025

Data, dated l0 Jan 2025
Vl R-C H DV- l/206- Jus tifica tion for the Gender Selection, dated l0 Jan 2025

23.1 4 VIR-CHDW206GCPTobevibart statement dated 2l Jan 2025

23.t5 Items to be imported to Pakislan N\\
23.t6 VIIt-CHDV-V206 ECLIPSE 3 Pharmacy Manual vi .020Feb2025 drlft \ \\\\,
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Il' Slrensllr Pocking size Tolol Q,uanlity Schedule
Tobevibart
(vrR-3434)

300 mg/vial Single use vial I vial: I dose Every 4 weeks

starting at Day I
(Q4tY dosing)

Elebsiran
(vrR-22 t8)

llulevirtide
(l'lepcludex)

200 mg/nL
at 0.5 mL

Single use vial 2vials:ldose Every 4 weeks
starting at Day I
(Q4W dosing)

2 mg/vial Single use vial in a kit
containing 30 vials

lvial=ldose
30vials: I kit

Every day storting qt
Day I (QD)

23.t7 Iqvia Solutions Pakistan (Pvt) Ltd. 2025 - Invoice
23 t8
23.1 9

Pakistan MTA l/lR-CHDV-V206 leadsite draft
All Pls CNIC

IP Detuils,

Quantity of the drug(s) to be imported:
Tolal medicine needs to importfor subjects are mentioned below

Assuntes participants randomize 2: I ratio to Arm I or Arm 2
Arm l 'l'obevibart + Elebsiranfor duration of study (ll participants)
Arm 2 ; Bulevirtide /br 48 weeks and then Tobevibort + Elebsiran for remaining duration (5
parlicipctnls)

IP Clalculation: Treatment Plan
Arm I: 'lithevihort + Elebsiran (l I participonts)
Assunres a 2-1tsqr time periodfor lhe import license.
2 years : 104 weel<s

104 v,eeks i 4 weel<s (Q4IV dosing) : 26 doses

IP No.
Pqlienls

of Per Pstient
Dose

Frequency Total

Tobevibart II 300 mg / dose Q4lY (26 doses over
2 years)

286 vials

Elebsiran il 200 mg / dose Q4LY (26 doses over
2 years)

572 vials

l'otal dosefor Tobevibart : I I x 26 : 286vials
Totol doseforElebsiran:As2vialsisequaltoldose,so26x2:52vials,forllpatients:llx52=
172 vials

Arm 2: Rulevirlide fttr 48 weeks and then Tobevibart + Elebsirsn for rcmaining durstiort of sludy
(5 participants)

Assuntes a 2-year time periodfor the import license
2 years : 104 weeks
Participanls dose on Bulevirtidefor 48 weeks
tl8 u,eeks' x 7 days/week = 336 days' x I dose/day (QD dosing) -- 336 doses
Participunts dose on Tobevibarl + Elebsiranfor 56 weeks (104 weeks -48 weeks : 56 weelq)
56 y,eeks / 4 weeks (Q4W dosing) : I4 doses

'['otal dosefor Bulevirtide: 5 Participants x 336 doses : 1680 vials
l6B0 viols / 30 vials per kit : 56 kits of Bulevirtide

IP No. of
Palienls

Per Pulienl
Dose

Frequency Tolal

Bulevirtide 5 2 ng / dose QD (336 doses over
48 weeks)

I680 vials
(56 kits)

Tobevibart J 300 mg / dose Q4W (14 doses over
56 weeks)

70 vials

Elebsiran 5 200 mg / dose Q4W (14 doses over
56 weel<s)

talviats
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Total dosefor Tobevibart : 5 Participants x l4 doses : 70 vials
Total dosefor Elebsiran : As 2 vials is equal to I dose, so l4 doses x 2 vials/dose : 28 vials. for 5

patients = 5 x 28 : 140 vials

llastage ond Danruge %o witt be 50%:

Tobevibart: 286 vials (Arm l) + 70 vials (Arm 2) = 356 vials
Tobevibart: 356 vials x 50% : 178 vials
Tobevibart Totol Import Quantity: 356 viuls + 178 viuls = 534 viuls

Elebsiran: 572 vials (Arm l) - 140 vials (Arm 2) : 712 vials
Elebsiran: 7I2 vials x 50% : 356 vials
Elebsiran Total Intport Quantity: 712 vittls + 356 vials : 1,068 vials

Bulevirtide: 1680 vials (56 kits) x 50% : 840 vials (28 kits)
BulevirtideTotallmportQuorrtity: l680vials (56 kits) + 840vials (28 kits):2520viols(84 kits)

Manufacturer's nsme tnd uddress as per COA and GMP & packoging site ond uddress:

Fisher Clinical Services Gmblt
Steinbuhlvueg 69 Allschu,il,
Swilzerlond
Fisher Clinicol Services, Inc. 699 N.

Wheeling Rd., Mt. Prospect, ll.,
60056
Fisher Clinical Services Gmbll
Steinbuhlweg 69, Allscht,vil,
Switzerland

Btrtch & Expiry:

IP Manufaclurins Lol Currenl E-rpiry Dole
Bulevirtide (Hepcludex)
Note: These are example
lot numbers & expiry
dates

I 0005988 05/2026
t 0006476 05/2026
I 0006478 05/2026
I 0007465 05/2026
I 0007463 07/2026
I 0007993 07/2026

Tobevibart (VIR-3434) VYWKO2 27-May-26
VYXGOI 02-Jan-27

Elebsiran (VIR-2218) I -FtN-4037 29-Nov-26
1-FrN-5094 20-Jun-27
I -FrN-6070 18-Jul-28

I -FtN-6070A I 8-Jul-28
t-FrN-6103 06-Aus-28

Atld it io n al I nfo r mati o n :

This is a competitive enrolnxent. The medicine or ready batch with the longest expiry date y'ill be

provided upon approval/import, contingent on the receipt of DRAP npproval. The hatch supplial will
originate from the same facility as specified in the submilted documentation, nruintaining lhe same
molecule and strength. However, the batch number or lot number nxay be subject to change al lhe time o.f

approval.

Sltould you have any queries regarding the enclosed application please feel free to conlact the
undersigned.

We lookforward to heoringfronx you as soon as possible.

Yours sincerely,

03. The details regarding the trial, sponsor & responsible party is as foll

Minutes of 57th meeting of CSC (20th May, 2025)

IP Manufaclurer Packaging Site
Tobevibart
(vrR-3434)

Vetter Pharma-Ferligung GmbH & Co. KG
Mooswiesen 2 882 14 Ravensburg, Germany

Elebsiran
(vtR-22 t 8)

Ajinomoto Althea Inc., (dba Ajinomoto Bio-
Pharma Services), I I 040 Roselle Street,

Sqn Dieso CA 9212 I USA

Bulevirtide
(Hepcludex)

Gilead Sciences lreland UC, IDA Business and
Technologt Pork Carrigtohill Co. Cork, Ireland
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i. Sponsor: Vir. Biotechnologt, Inc.
ii. Purposeoftrial: The purpose of the study is to (l) evaluate the efficacy and safety of

tobevibart+Elebsiran combination therapy compared with BLV, and (2) evaluate the efficacy of
tobevibart+Elebsiran in achieving SVR following tobevibarl+elebsiran interruption after 96 weel<s. The
primary efficacy endpoint for Part I is HDV RNA < LLOQ, TND at Week 48 in participants receiving
lobevibart+elebsiran versus BLV. An interim analysis may be conducted when at least 60% of participants
contplete Week 48 assessments. The primary endpoint for Part 2 is HDV RNA <LLOQ, TND 24 weelrs after
the interruption of tobevibart+elebsiran. Participants will be followed for 3 years following
lobevibart+elebsiran interruption to assess lhe durability of SVR.

lu,

Ilepatitis D virus (HDV) is a defective, hepatotropic pathogenic agent dependenl on hepatitis B surface
antigen (HBsAg) to complete its replication cycle and sustain infection. The global prevalence of HDV is
estimoted to be at least l2 million people worldwide.
Chronic HDV infeclion is the mosl aggressiveform of viral hepatitis due lo rapid progression to cirrhosis,
liverfailure, hepatocellular carcinoma (HCC), and death. Resultsfrom a recent meta-analysis examining
the association between HDV RNA detectability, liver morbidity and mortality showed that persons with
detectable HDV RNA were al higher risk of experiencing liver-relqted events, including developing
cirrhosis, HCC and undergoing liver transplantation, and were at higher risk of mortality compared to
those with undetectable HDV RNA.
Conversely, the loss of detectable HDV RNA is strongly associated with a lower likelihood to experience
liver-related complications, and long-term suppression of HDV RNA is associated with more fovourable
clinical outcomes. HDV viral suppression is the most indicative surrogate marker for improved long-term
clinical oulcomes in patients with chronic HDV infection.
Available treotment options for HDV infection are limited to pegtlated-inlerferon alpha (PEG-lFNa) and
in some regions of the world, BLV.
Additionally, there are a limited number of investigational agents being studied and developed for the
treatment of chronic HDV infection, ond some may have higher incidence of drug intolerability, frequent
dosing, and/or drug-drug interactions, further_limiting lheir utility. With HDV viremia being strongly
associatedwith progression to cirrhosis (in patfents with orwithout alanine aminotransferose elevations),
IICC, liver transplantation and liver-related mortality, lhere continues to be anunmet needfor therapies
v'ith improved fficacy to achieve and mainlain suppression of viremia (HDV RNA < LLOQ flower limit of
qttantdicationJ, TND [target not detected])

Quantity of IMPs required olong with justiJication:

o Quantity of the drug(s) to be imported:
Total medicine needs to intportfor subjects are mentioned below:

Assumes participanls randomize 2: I ratio to Arnt I or Arm 2
Arm l: Tbbevibart + Elebsiran for duration of study (11 participants)
lrm 2: Bulevirtide for 48 u,eeks and then Tobevibart + Elebsiranfor remaining duration (5
parlicipanls)

. IP Culculation: Treotnrcnt Plott
Arm l: Tobevibart + Elebsiran (l I porlicipsnts)
Assuntes a 2-year time periodfor lhe import license.
2 years : 104 weeks
104 v,eeks i 4 weeks (Q4W dosing) : 26 doses

IP
'l obevibarl
Elebsiran

'l'otal dose.[or Tobevibart : ll x 26 : 286 vials
?'otal doseforElebsiran:As2vialsisequaltoldose,so26x2:52vials,forllpatients:llx52

IP Slrenslh Pocking size Total Quantity Schedule
Tobavibart
(vilt-3434)

300 ng/vial Single use vial Ivial: I dose Every 4 weeks starting at Day I
(Q4L/ dosins)

Elebsiran
(vilt-22 t8)

200 mg/mL
at 0.5 mL

Single use vial 2vials: I dose Every 4 weeks starting at Dqy I
(Q4Wt dosins)

Bulev irt ide
(llepcludex)

2 ntg/vial Single use vial in a kit
containing 30 vials

lvial=ldose
30vials = I kil

Every day starting at Day I
(QD)

No. of I'alienls Per Pulienl Dose Frequencv Total
II 300 mg / dose 841,Y (26 doses over 2 ),ears) 286 vials
ll 200 mg / dose Q4W (26 doses over 2 years) 572 viqls

Minutes of 57th meeting of CSC (20th May, 2025) 
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172 vials

Arm 2: Bulevirtide for 48 weeks and lhen Tobevibart + Elebsiran for remaining duration of study
(5 participonts)

Assumes a 2-year time periodfor the import license
2 years = 104 weeks

Participants dose on Bulevirtidefor 48 weel<s

48 weel<s' x 7 days/week: 336 days' x I dose/day (QD dosing) : 336 doses

Participants dose on Tobevibart + Elebsiran for 56 weel<s (104 weeks -48 weeks : 56 weeks)

56 weeks / 4 weeks (Q4W dosing) : l4 doses

Totol
1680 vials kir
70 vials

I40 vials

Total dosefor Bulevirtide: 5 Participants x 336 doses : l680vials
1680 vials / j0 vials per kit : 56 kits of Bulevirtide
Total dosefor Tobevibart = 5 Parlicipanls x l4 doses = 70 vials
Total dosefor Elebsiran: As 2 vials is equal to I dose, so l4 doses x 2 vials/dose: 28 vials. for 5

patients : 5 x 28 = 140 vials

ll/astage and Damage % will be 50%:

Tobevibart: 286 vials (Arm l) + 70 vials (Arm 2) : 356 vials
Tobevibart: 356 vials x 50% : 178 vials
Tobevibort Totol Import Quantity: 356 vials + 178 viuls = 534 vials

Elebsirqn: 572 vials (Arm l) -- 140 vials (Arm 2) : 7 I2 vials
Elebsiran: 712 vials x 50% : 356 vials
Elebsiran Totul Import Quunlity: 712 vials + 356 vials: 1,068 viols

Bulevit'tide: 1680 vials (56 kits) x 50% : 840 vials (28 kits)
Bulevirtide Total Import Quantity: 1680 vials (56 kits) + 840 vials (28 kits) : 2 520 viols (84 kits)

a Manufacturer?s name and uddress as per COA ond GMP & packoging site und uddress:

a Batclt & Expiry:

IP No. of Patients Per I'olient Dose Frequency
Bulevirtide 5 2 mg / dose QD (336 doses over 48 weeks)

Tobevibart J 300 mg / dose 84If (14 doses over 56 weeks)

200 mg / dose Q4W (14 doses over 56 weeks)Elebsiran 5

IP
Vetter Pharma-Ferligung GmbH & Co. KG
Mooswiesen 2 882 l4 Ravensburg, Germany

Site
Fisher Clinical
Steinbuhlweg
Switzerland

Services Gntbll
69 Allschv,il,

Tobevibart
(vrR-3434)

Elebsiran
(vtR-22 t 8)

Ajinomoto Althea lnc., (dba Ajinomoto Bio-
Pharma Services), I I 040 Roselle Slreet,
San CA 92121 USA

Gilead Sciences lreland UC, IDA Business and
Technologt Park Carrigtohill Co. Cork, Ireland

Fisher Clinical Services, Inc. 699 N.

Wheeling Rd., Mt. Prospect, lL,
60056
Fisher Clinical Services Gntbl-l
Steinbuhlweg 69, Allschvil,
Swilzerland

Bulevirtide
(Hepcludex)

Manufoclurins LolIP Current E-rpiry Dale
I 0005988
I 0006476
I 0006478
t 000746s
I 0007463
I 0007993

Bulevirtide (Hepcludex) Note: These are example lot
numbers & expiry dates

VYWKO2

05/2026
05/2026
05/2026
0s/2026

27-May-26

07/2026
07/2026

VYXGOI 02-Jan-27
Tobevibart (VIR-3434)

t-FrN-4037
t -FrN-5094
1-FrN-6070

t-FrN-6070A

29-Nov-26
20-Jun-27
l8-Jul-28
l8-Jul-28\N\,/ J

Elebsiran (VIR-22 I 8)

Minutes of 57th meeting of CSC (20th May, 2025) 140
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l-FIN-6103 06-A

ir'. Numberof subjects to be recruited: In Pakistan 16 Subjects will be enrolled (Competitive
Dnrollment) 04 Subjects will be enrolled at each site (04 Sites)

v. Anticipated cost of the project: USD 438,104/-
vi. Stucly design & detoils:

Enrollmenl

I n terventional (Cl inical Trial)
In Pakistan l6 Subjects will be enrolled (Competitive Enrollment) 04

Subjects will be enrolled at each site (04 Sites)

4llocnlion Randomized
Inlcrventiott Model
Mtrskirts:

Parallel Assignment
Open Lobel

Mosking Descriplion None

Itrimary Purpose: Trealment

Conditiorts Hepatitis D Virus

vii. Arms and Interventi.ons:

'lit evaluale the long-term intpacl of
tobevibart-telebsiran on ALT in participants
with chronic HDV infection and the impact of
systematic lobevibart+Elebsiran interruption
per protocol on ALT
'l'o evaluate liver slffiess in participants with
chronic HDV infection after long-term
lreLttmenl
willt tobevibart*elebsiran and in participants
who syslematically inlerrupt
t o bev i bart+ el ebsiran treatm ent
7'o evaluate end stage liver disease outcomes in
porticipants with chronic HDV idection after
longlerm treatmenl with tobevibart*elebsiran
and in participants who systematically interrupt
lobevibart*elebsiran treatment per protocol

lit d.r.ress the antiviral effect of
tobevibarl+Elebsiran on serum HBsAg after
long-term treatment with tobevibart+elebsiran
and in participants who syslematically interrupt
I obev ibart+ elebsiran treatm ent

vlt.t, Overall Stucly Design:
T'his is a Phase 2b, prospeclive, multicenter, randomized, open-label study evaluating the efficacy and
so"fety o.f tobevibart+elebsiran compared with BLV in adult participants? l8 years with chronic HDV
infection on nucleos(t)ide ret,erse transcriptase inhibitor (NRTI) therapy active against HBV
l)articipants with chronic HDV infection who are non-cirrhotic (wilh any level of liver fibrosis) or have
compensated cirrhosis (CPT-A) will be randomized 2: I to receive
tobevibart (300 mg) + elebsiran (200 mg) SC every 4 weeks (Q4W), or BLV (2 mg) SC daily (QD) while on
background treatment with NRTI active against HBV. The randomization will be stratified by presence of
cirrhosis (non-cirrhotic or compensated cirrhotic) and screenin7 ALT (ALT <ULN or ALT> ULN).
Participants in Arm I who achieve HDV RNA < LLOQ, TND by Week 48 and maintain HDV RNA< LLOQ,
'l-ND between Week 48 and Week 96 will interrupt lobevibart+elebsiran starting at ll/eek 96 (last dose of
lobevibart+elebsiran at Week 92). Participants in Arm I who are not eligible to interrupt
lobevibart+elebsiran treatmenl will continue to receive tobevibart+Elebs(an as chronic therapyfor up to
240 weeks. All participants will continue to be monitored through labolatory and clinic evaluations as
detailed in the Schedule of Activities (SoA). Participants who meetlppecified criteriq may restart
robevibart+etebsiran. yh €$

Minutes of S)6i'eeting of CSC (20th May, 2025) I 41

I n le rve n ti o nlT reolmenl
. Change from baseline in ALT at Week 96, IAeek

120, Iileek 144, Week 192 and Week 240
o Change from baseline in ALT from

tobevibart+elebsiran interruption at Week 96 to
Week 120, Week 144, ltteek 192 and Week 240

o Change from baseline in liver stffiess as

measured by liver elastogrophy at Week 96,
Week 120, Week 144, lleek 192 and Week 240

o Incidence of decompensated cirrhosis (clinical
event or CPT scoreZ 7) by ll/eek 96, IVeek 120,
Ll/eek 144, Week 192 andWeek240

o lncidence of HCC and progression to liver
failure requiring transplantation or resulting in
death by Week 96, Week 120, lleek 144, Week
192 and llteek 240

t Categorical summary of HBsAg at llteek 96,
lYeek 120, Week l44,lVeek 192 andWeek240

. Change from baseline in HBsAg at Week 96,
Week 120, Week 144,I{eek 192 ondlVeek240
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tx-

Participants in Arm 2 (on BLV) will switch to tobevibart+elebsiran al lVeek 48 and continue to receite
tobevibart+elebsiran through the end of study.

Eligibility Criteria:

aPPIY:

. Age:
i. Adult men and women aged? 18 years (or age of legal consent, whichever is older) lo 70 years ctt tlte

time of signing informed consent
. Type of Purticipanl und Disease Cltqraclerislics

ii. Positive HDV antibody or positive HDV RNA PCR result for at least 6 months prior lo screening and
HDV RNA>S00 lU/mL at sueening.

iii. Non-cirrhotic or compensated cirrhotic liver disease (up to approxintately 50% of participants enrolled
will be CPT-A cirrhotic) at sueening.
A. Non-cirrholic as defined by liver biopsy ruith METAVIR FO-F3 or liver sti/fness (as measured by

elastography eg, Fibroscan@) < /5 kPawithin the l2 months prior to or at screening
B. Compensated cirrhotic as defined by meeting all criteria below:

a. Liver biopsy with METAVIR F4 or liver stiffness (as measured by elastography eg, Fibroscun@)?
I 5 and 25 kPa within the I2 months prior to screening

b.CPT score of 5 or 6, inclusive al screening
c. Compensated liver disease bqsed on Investigator assessmenl

o ll/eight:
iv. BMI? ISkg/m2 to40kg/m2

. .Sex and Contraceptive/Barrier Requirements
v. Female participanls musl have a negative pregnancy test or con/irmation oJ'postmenopausal stalus.

CBP participants must have a negative blood pregnancy test at screening and a negariva uritte
pregnancy test on Day l, cannot be breasl feeding, and must be willing to use highly effective nrethocls

of contraception (Section 10.6) 4 weeks before study intervention adminislration through 24 v,eeks

after the last dose of study inlervention. CBP participants must also agree to refrainfront egg donalion
and in vitro fertilization from the lime of study intervenlion administration through 24 weeks a/ier the

last dose ofstudy intervenlion.
vi. Male participants wilh CBP partners must agree to meel I of thefollowing contraceplion recltrirantants

from the time of study intervention adminislration through 24 vveeks after the last dose oJ studl'
interyenlion: vasectomy with documentation of listed for contraceplion for CBP parlicipants (Section

10.6). Mate participanls must also ctgree lo not donale spermfront lhe tinte offirst study intervention
administration through 24 weeks after the last dose of study intervention.

. Informed Consent
vii. Capable of giving signed informed consent as described in Section 10. 1.3, vhich includes conpliance

wilh the requirements and restriclions lisled in lhe ICF and in this protocol, inclusive of conconitant
therapy not permitted during the study outlined in Section 6.8.l.

o Other Inclusion Criteria
viii. On NRTI therapy against HBVfor at least 12 weeks prior to Day I or have HBV DNA <20 lU/ntl at

screening, and currenlly on locally approved NRTI therapy. Participanls ntust be on one of the

following NRTI therapies: tenofovir alafenamide (taken alone or as part of fixed-dose contbinution
therapy), tenofovir disoproxil fumarate (taken alone or as part of/ixed-dose combination therunl,), or
entecavir.

ix. Participants with hepatic impairment with co-ntorbid diseases requiring medication(s) musl be toking
the medication(s) without a change in dose for> 3 months prior to screening. All concontitant
medications must be approved by the CR0 Medical Monitor prior lo sludy enrollment.

x. l2-leqd ECG within normal limits; or, with no clinically signi/icant abnormalities at screening, as

determined by the lnvestigalor.
xi. Agrees not to donate blood during lhe duration of the study and for an additional 24 weeks a./ier the

last dose of sludy intervention.

Participants are excluded from the study if any of the follotving criteria apply
o Medical Conditions
l.
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iii.
iv.

ctssessment, or compliance with the protocol. Participonts under evaluation for a potentially
clinically significant illness (other than HBV/HDV coinfection) are also excluded.

B. Dfficulty with blood collection and/or poor yenous access for the purposes of phlebotomy.
C. Current or previous (within 24 months of screening) clinically identified hepatic decompensation

(eg, coagulopalhy, hyperbilirubinemia, hypoalbuntinemia, ascites, encephalopathy, yariceal
hemorrhage, hepatopulntonary or hepatorenal syndronte) or liver disease requiring paracentesis> I
lime per month or ntanaged with Transjugular Intrahepatic Portosystemic Shunt plocement.

D. Ilone marrow, peripheral blood stem-cell or solid organ transplantation
E. l'sychiatric hospilalization, suicide attempt, and/or a period of disability as a result of their

psychiatric illness within the last 5 years. Participants with psychiatric illness that is well-controlled
on a stable treatmenl regimenfor at least 12 months prior to randomization or has not required
ntedicalion in the last l2 ntonths ntay be included.

F. Malignancy diognosed or treated within 5 years (recent localized treatment of squamous or non-
ittttctsive basal cell skin cancers is permitted; duclal carcinoma in situ and cervical carcinoma in situ
is allowed if appropriately treated prior to screening); participants under evaluation for malignancy
are not eligible.

G. Significant drug allergt (such as anaphylaxis or hepatotoxicity)
One or nrore additional known printary or secondary causes of liver disease, other lhan hepatitis B or
hepalitis D (i.e., alcoholism, autoimntune hepatitis, malignancy with hepatic involvement,
hemochrontatosis, Wilson's disease, other congenital or metabolic condition affecting the liver,
congesl ive heart failure, elc).
Ilistory of clinically significant intmune contplex disease as determined by the Investigator.
Ilistory of anaphylaxis, allergic reactions, hypersensitivity, or intolerance to study drug, its
m e I ab ol it e s or exc ipien ts
Purticipants with active HCV (participants with HCV antibodies can be enrolled if screening HCV
IWA PCII test is negative).
Participants with HIV infection (participonts with HIV infection can be enrolled if CD4 T-cell counts
are> 500/ntm3 and HIV RNA PCR is below the lintit of detectionfor at least l2 months).
Participanls with HAy (participants who are HAV lgMpositive can be enrolled if asymptomatic and
IIAV'IgG positive).
Ptrrticipants with IIEV (participants v,ho are HEV lgM positive can be enrolled if asymptomatic and
illiV IgG positive). In cases where acute infection status connot be deterntined by serologies a serum
or stool HEV RT-PCR cctn be obtained. The participant is ineligible if PCR is positive.

Pr i o r/Co ttco mita nt Th e ro py
Current therapy or therapy within 24 weeks of screening with an immunomodulatory agent (eg, IFN-
a), immune checkpoint inhibitors, immunosuppressants (eg, disease modifying anti-rheumatic drugs),
cyloloxic or chentotheropeulic ogent, or chronic systenic corticosteroids (equivalent of I0 mg
preclnisone QD).
Any previous treatment with BLV.
Ileceipt of an investigational HDV antiviral (eg, lonafarnib, antisense oligonucleotide, IFN-lambda)
v,ithin 21 u,eeks or 5 half-lives (if known), whichever is longer, of first study intervention
adminislrotion or are aclive in the Follow-Up Period of another clinical study involving interventional
I'lDV treatnrcnt.
Petrlicipants ntust agree not to take part in any other investigational study at any time during their
participation in this sludy, inclusive of the Follow-Up Period.
lleceipl of elebsiran or any siRNA targeting HBV or HDV within 24 weeks of first study intervention
oclminislralion or experienced an ALT Jlare (ALT? 5 x LTLN) while receiving an anti-HBV or HDV
sillNA.
lleceipt o/ tobevibart or any antibody targeting HBV or HDV within
knou,n), yi,hichever is longer, offirst study intervention administaf ion.l
Diagnostic Assessments 

", 
tf

Perrlicipants with the following laboratory parameters at screeningr($
a. ALTZSxULN
b. Total bilirubin > 2.0 ntg/dl
c. Serum albumin < 28 g/L
d. Plotelet count I 60,000 /L

Minutes of 57th meeting of CSC (20th May, 2025)
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e. INR>1.5

"f. CrCl < 60 ml/min as estimated using Cockcroft-Gault /ormula
g. WBC Dffirential, Neutrophils < 1.0 x l0/ tL

o AdditionalExclusions
xyi. History or clinical evidence of alcohol or drug abuse wilhin 6 ntonths before screcning or u

positive drug screen at screening unless it can be explained by a prescribed medicalion (the

diagnosis and prescription ntust be approved by the Inttestigator). Cannabis use is permilletl.

5. The study will be carried out at mentioned sites comprising of following primary
objective(s);

Site(s)

Aga Khan University Hospital, Karachi cTS-0003
Dr. Ziauddin University Hospita[, Karachi crs-0086
Central Park Teaching Hospital, Lahore. cTS-0049
National University of Medical Sciences, Rawalpindi c'fs-O 103

Primary Outcome Measures:

To evaluate the safety of tobevibart+elebsiran and

BLV in with chronic HDV infection

Secondary Outcome Measures :

Incidence of TEAEs and SAEs through Week 48

Incidence of AEs, SAEs and lab abnormalities fronr time of
tobevibart+elebsiran interruption (Week 96) through Week

Week I Week 192 and Week 240

6. The details of the submitted documents are as under;

Remarks

Attached

Rs. 245,000/- deposited vide challan No. 608 13404502, dated 03

A 2025

Attachcd
o Elebsiran IB No. VIR-2218, Edition 6, Dated 30th August 2024.

(Page 25- 129 Corr.)
o Tobcvibart, IB No. VIR-3434, Edition 4, Dated 30th August 2024.

(Page 154-272 Corr.)
. HEPCLUDEX@ manufactured by Gilead Sciences lreland

d SmPC attached.
Attached.
Protocol VIR-CH DV-V206 Version- I .0 dated lgtl' December 2022t

Attached (English and Urdu).

PARTICIPANT INFORMATION SHEET AND CONSEIT.T
FORM AND AUTHORIZATION TO USE AND DISCLOSE
PROTECTED HEALTH INFORMATION (Page 428-51l)
OPTIONAL LIVER BIOPSY SUB-STUDY PARTICIPANT
INFORMATION SHEET AND CONSENT FORM (Page 512-
s37)
OPTIONAL PBMC SUB-STUDY PARTICI PANT
INFORMATION SHEET AND CONSENT FORM (Page 53ti-
560)
PREGNANT PARTICIPANT OR PREGNANT PAITTNEI( OI]
PARTICIPANT INFORMATION SHEET AND CONSENl'
FORM 561-589

To evaluate the long-term safety of
tobevibart+elebsiran in parricipants
with chronic HDV infection

Incidence of TEAEs and SAEs through Week 96, Week 120,

Week 144, Week 192 and Week 240
To assess safety after systematic tobevibart+elebsiran
interruption per protocol (Arm l)

To assess safety after systematic
tobevibart+elebsiran interruption per
protocol(Arm l)

DocumentS. No.

I
Application on prescribed
Form-ll

Prescribed Fee2

3 Investigator Brochure (s)

4 Final protocol

5

Informed consent and
partic ipant information
sheet (Urdu to English)

d
Minutes of 57th meeting of CSC (20th May, 2025) 144
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List of participating
countries

Belgium Bulgaria, France, Germany, Italy, Moldova, Mongolia, The
Netherlands, Romania, Spain, Ukraine, United Kingdom and Pakistan.

* CT application applied for registration at all above mentioned countries
NRAs.

6

1 Phase of trial. Phase - IIb
Quantity of drug/trial
material to be imported on
Form 4 under the Drugs
(lmport & Export) Rules,
1976 and application for
import of trial material.

Attached.

Site of the trial

i. Aga Khan University Hospital, Karachi.
ii. Dr. Ziauddin University Hospital, Karachi
iii. Central park Teaching Hospital, Lahore. (lnspection Pending)
iv. National University of Medical Sciences, Rawalpindi.

Institutional Review Board
(lRB) approval of sites
with complete composition
of committee i.e. names
and designation of
members.

IRB approval of following CTS are attached:
i. IRB/ERC approval of Aga Khan University Hospital, Karachi dated 06th

April, 2025 for a period of one year is attached (along with ERC
Composition).

ii. IRB/ERC approval of Dr. Ziauddin University llospital, Karachi dated
09'h April, 2025 for a period of one year is attached (along with ERC
Composition).

iii. IRB/ERC approval of Central Park Teaching llospital, Karachi dated
07th April, 2025 for a period of one year is attached (along with ERC
Composition).

iv. IRB/ERC approval of NUMS, Rawalpindi dated I lth April, 2025 for a
period of one year is attached (along with ERC Composition).

t0

!l

ti

L)

Approval of National Bio-
ethics Committee (NBC)

Not provided and inlormed that NBC approval provided ASAP. Application is
submitted under "Parallel Submission".

CV's of the lnvestigators

CVs of follorying (PI & Co-PI) expefts are attached
i. Dr. Saeed Hamid (National-Pl) AKUH

ii. Dr. Zaigham Abbas (Site-PI) Dr. Ziauddin University
iii. Dr. Ghias-Un-NabiTayyab (Site-Pl) CPTH
iv. Dr. Rao Saad Ali Khan (Site-PI) NUMS

l2

l3

CMP certificate along with
COPP & free sale
cerlificate of the
investigational product.

n

. BSE/TSE STATEi|ENT

. COA of following are attached:
o Certificate ol Pedigree for Hepcludex 2mg Vial
. COA of following are aftached:
o TSE/BSE Statement for VIR-3434
o Information on Free Sale Status ofTablets
. Clarification/lnlormation on Free Sale Status of Tobevibart (VlR-3434), Elebsiran

(VlR-221 8) and Bulevirtide
o Information on Free Sale Status of Lab Kits
. CMP Compliance Certificate is attached for M/s Ajinomoto Althea, lnc., 11040

ROSELLE STREET, SANDTEGO, 921 21- 1205, United States.
o Declaration Concerning EMA CMP Certificate for Ajinomoto Aithe4 Inc., San

Diego, Califonri4 USA.
. CMP Compliance Statement is attached for M/s Ajinomoto Althea, Inc. DBA

Ajmomoto Bio-Pharnra Services (Aji Bio-Pharma) along with FDA Establishment
ldentifier.

o Swiss Medic CERTIFICATE OF GMP COMPLIANCE for Fisher Clinical Services
GmbH, SteinbUhlweg 69, 4123 Allschrvil.

o Manufhcturer/Lnporter authorization for Fisher Clinical Services CmbH, Switzerland.
o QA and GMP Compliance Statement for Therrno Fisher Scientific, Pharmo Services,

7554 Schant: Rd., Allentovn, PA USA
. Glv'lP Certificate is attached /or M/s Fisher Clinical Services GnbH, Im llroerth 7,

l4/eil Am Rhein, 79576, Germany.
. Manufacturer/importer Authorisation/GMP Certificate is attached for M/s Fisher

Clinical Seruices GmbH, Cermany.
o Manufacturer's Authorisation - Investigational Medicinal Products for FISHER

CLINICAL SERVICES UK LIMITED
o Manufacturcr/lmporter Authorisation/GMP Compliance Certificate for Mis Vetter

Pharma-Fenigung GmbH & Co. KG, Mooswicsen, Ravensburg, Cermany.
o Manufacturer/lmpo(er Authorisation/GMP Compliance Certificate for M/s Vetter

Pharma-Fertigung GmbH & Co. KC, Moosr,r'iesen, Ravensburg, Germany.
. QUALIFIED PERSON'S DECLARATION EQUIVALENCE TO EU GMP FOR

INVESTICATIONAL MEDICINAL PRODUCTS MANUFACTURED IN THIRD
COtjNTRIES (Details resardins manufacturer and repackers)

M of 57th meeting of CSC (20th May, 2025) i4s_W
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Attached

Attached

Attached

Attached.
o Safety Reporting Form (Version- I .0)
. Serious Adverse Event Reporting Form (VIR-CIIDV-V206)
a Form ersion- 1.0

In Pakistan l6 Subjects willbe enrolled (Competitive Enrollment)
04 Sub will be enrolled at each site Site S

Hepdudex (bulevirtide) SmPC along with Market Authorization is

attached.

Not applicable

Attached.

6 Years 5 Months & l8 Globa

Artached

7. Applicant also attached following additional documents

ECLIPSE I Study COVER LETTER (About Clinical Research Studies) (English & Urdu)
ECLIPSE I Study COVER LETTER (Patient and Clinician Hepatitis D Brochure) (English & Urdu)
ECLIPSE I Study COVER LETTER (Online Advertisements (Banners) for Sites) (English & Urdu)
ECLIPSE I Study COVER LETTER (Online Advertisements (Social Media & Clinical Trial Posts) for Sites) (English &
Urdu)
ECLIPSE I Study COVER LETTER (Patient Brochure_V 1.0) (English & Urdu)
ECLIPSE I Study COVER LETTER (Participant lD Card) (English & Urdu)
ECLIPSE I Study COVER LETTER (Participant Study Guide) (English & Urdu)
ECLIPSE I Study COVER LETTER (Thank You Card) (English & Urdu)
ECLIPSE I Study COVER LETTER (Visit Reminder Card) (English & Urdu)
ECLIPSE I Study COVER LETTER (Digital Patient Brochure) (English & Urdu)
ECLIPSE I Study COVER LETTER (Digital Participant Study Guide) (Engtish & Urdu)
Package leaflet: lnformation for the patient, Hepcludex 2 mg powder for solution lor injection (English & Urdu)
The Chronic Liver Disease Questionnaire-Hepatitis B (CLDQ-HBV) (English & Urdu)
RTL Requirements English (English)
Health Questioner (Engtish & Urdu)
eCOA Login Screen Vir Biotechnology VIR-CHDV-V206 TSQM-9 RTL Requirements English US (E,nglish & l.Jrelu)

Device Login Screens (Engtish & Urdu)
Other online Screens (English & Urdu)
PI and Site PI's CNIC.
ECLIPSE I Study COVER LETTER (Physician Itelerral Lettcr-V 1.0) (English) il
Vir Biotechnology VIR-CHDV-V206 Study Arm Correction Requirements (English) tt
Vir Biotechnology VIR-CHDV-V206 Unscheduled Activation Requirements (Englisll fl
Vir Biotechnology VIR-CHDV-V206 Visit Selection Requirements (English) -S,
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Pre-clinical/cl in ical safety
studies

l5 Summary of Protocol

l6 Summary of Investigator
Brochure

t7
Adverse Event Reporting
Form

ilarruy r\ripL

l8 No. of patients to be

enrolled in each center

t9
Name of Monitors &
Clinical Research
Associate

IWs IQVIA Pakistan, Karachi is appointed as CRO for the trial,
following are the nominated monitor(s) for each city where
proposed CTS are available:

. Karachi:
o Ayesha Jarved.

o Nida Shafique
o Lahore:

o Muhammad Asif Abdullah Mir.
o Hasina Sarwar.
o Mahir Ahmad Khan

r lslamabad:
o Sadia Hashmi.
o Asjid All Arshad.
o Naila Khan.
o Sidra Rashid.
o Fatima Sirai

20
Evidence of registration in
country of origin.

2t Copy of registration letter
(if registered in Pakistan)

22
Sample of label of the
investigational product i
drug.

22 Duration of trial

23
Undertaking on Stamp
paper
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xxiv.
xxv.

xxvi.
xxvii.
xxviii.

xxix.
xxx.

xxxi.
xxxii.

xxxiii.

xxxlv
xxxv

xxxvi

GETTING STARTED GUTDE (English)
Letter of Delegation (Sponsor to lqvia) details of delegated powers/responsibilities are as follows
l,ist of On-Going Studies Investigating ELEBSIRAN (VIR-2218) and TOBEVIVART (VIR-3434)
INDEPENDENT DATA MONITORING COMMITTEE (IDMC) CHARTER (Final vl.l)
CONSENT TO ELECTRONIC DELIVERY AND EXECUTION OF DOCUMENTS
RATIONALE FOR COLLECTION OF ETHNIC DATA
JUSTIFICATION FOR TFIE CHOSEN GENDER SELECTION
Statenrent on GCP compliance
Details of ancillary items to be imported
Index # 23.15: Items to be imported into Pakistan
a, Investigational Product 

-Tobevibart 
(l/lR-3434) and Elebsiran (VIR-22 l8)

b. Conrparator Drug - Bulevirtide (Hepcludex)
c. Lab Kits
d. eCOA Devices - Tablets Apple iPad lOth Gen (A2757) - 2 pieces per site.
c. Patient Facing/Site Facing Materials - patient/site-facing materials referenced in Form II will be imported and

provided by the Sponsor.
PHn RMACY MANUAL (Version 3.0 dated 14 Jan2025)
Insurance (Prernium Bill from efu Life Insurance)
Material Transfer Agreement

8. Accordingly, technical documents of the trial communicated to all CSC members for
review through official email on24th April2025

9. The case was placed before the CSC for consideration.

Procccdings:
I'he CSC was appriscd the study has not yet been approved by the NBC. The expert

mcmbcrs opincd that the casc rcquires further deliberation rcgarding the study design and
cligibility critcria for rccruitmcnt.

Dccision: Thc CSC dccidcd to dcfer thO case for submission of NBC approval and
furthcr dclibcration.

10. It is submitted that applicanVPl shared NBC approval Ref: No.4-87A{BCR-1256124-
2511891, dated l5tr' May 2025, on lgth May 2025.

1 l. The case was placed before the CSC for consideration.

I'rocccdings:
Dr. Saced I"Iamid, National-Pl & Professor of Medicine Consultant

Gastrocntcrologist Dircctor, Clinical Trials Unit, Aga Khan University, Stadium Road,
Karachi, joined the mccting through Zoom link and explained the trial design, technical
aspccts ol'the combination therapy and its importance owing to the high prevalence of the
discasc in Pakistan. Regarding provision of standard level of care to the subjects the PI
statcd that, therc is as such no commercially available standard therapy for hepatitis D.
Ilorvcver, the participants rvill be providcd with the standard of care for Hepatitis B (as
Ilcpatitis D progrcsses in paticnts with Hepatitis B).

Ilcgarding thc commcrcialization and early acccss to novel therapy the PI responded that
this is a study comprising of six and a half years, where the participants will be given free
trcatmcnt and if willing the therapy will continue even after the trial.
'I'hc l'I re-assurcd the commitment for early access of registered medicine in Pakistan.

Decision:
'l'hc CSC after dclibcr{tion

Ilandomizcd, Opcn-Lab"d,,
decided to approve the Clinical Trial titled, "A Phase
dy to Evaluate thc Efficacy and Safety

2b
of

T
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Tobevibart+Elebsiran Combination Therapy Versus Bulcvirtide in Participants with
Chronic HDV Infection (Eclipse 3)" to be conducted at lbllowing Clinical I'rial Sitcs:

. Aga Khan University llospital, Karachi. CTS-0003

. Dr. Ziauddin Univcrsity Ilospital, Karachi CTS-0086
o National University of Mcdical Sciences, Rawalpindi. CTS-0f 03
o Central Park Teaching llospital, Lahore. CTS-0049

2. The Committee also approved following quantity of IMPs and auxiliary items to be
imported for the trial:

o IMPs
IP No. of

Pulienls
Per Patient
Dose

Frequency Total

Bulevirtide 5 2 mg / dose QD (336 doses over
48 weeks)

1680 vials
(56 kits)

Tobevibart 5 300 mg / dose Q4W (14 doses over
56 weeks)

70 vials

Elebsiran J 200 mg / dose Q4lry (14 doses over
56 weeks)

140 vials

Tolal dosefor Bulevirtide = 5 Participants x 336 doses : 1680 vials
1680 vials / 30 vials per kit : 56 kits of Bulevirtide
Total dosefor Tobevibart : 5 Parliciponts x l4 doses : 70 vials
Total dosefor Elebsiran : As 2 vials is equal to I dose, so l4 doses x 2 vials/dose = 28 vials. for 5
patients : 5 x 28 : 140 vials

Wostage and Damage % will be 50%:

Tobevibart: 286 vials (Arm l) + 70 vials (Arm 2) : 356 vials
Tobevibart: 356 vials x 50% : 178 vials
Tobevibart Total Import Quantity: 356 viuls + 178 viuls = 534 viuls

Elebsiran: 572 vials (Arm l) -- l40vials (Arm 2) = 712 vials
Elebsiran: 7I2 vials x 50% : 356 vials
Elebsiran Total Import Quantity: 712 viuls + 356 vials = 1,068 vials

Bulevirtide: 1680 vials (56 kits) x 50% = 840 vials (28 kitsl
Bulevirtide Total Import Quontity: 1680 vials (56 kils) + 840 vials (28 kits) : 2 520 viols (84 kits)

Manufacturer's nome and address as per COA uttcl GMP & pocktging sile ond address:

Site
Fisher Clinical Seryices Gmbll
Steinbuhlweg 69 Allsclnvil,
Swilzerland
Fisher Clinical Services, Inc. 699 N.

Il/heeling Rd., Mt. Prospect, lL,
60056
Fisher Clinical Services GmbH
Steinbuhlweg 69, Allschwil,
Switzerland

Auxiliary Items
Lab Kits
eCOA Devices - Tablets Apple iPad l0th Gen ( 57') - 2 picces per site (Total 08)
Patient Facing/Site Facing Materials - All pati g materials rcfcrcnced in I.'orm-ll
will be imported and provided by the Sponsor.

IP Manufuclurer
Tobevibart
(vrR-3434)

Vetter Pharma-Fertigung GmbH & Co. KG
Mooswiesen 2 882 l4 Ravensburg, Germany

Elebsiran
(vtR-22 t 8)

Ajinomoto Althea Inc., (dba Ajinomoto Bio-
Pharma Services), I I 040 Roselle Street,
San Diego CA 92121 USA

Bulevirtide
(Hepcludex)

Gilead Sciences lreland UC, IDA Business and
Technologt Park Carrigtohill Co. Cork, Ireland

a
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CASII No.3.2:

APPI,ICATION FOR APPROVAL OF A CLINICAL TRIAL TITLED ..A PHASE 3
ITANDOMIZED. OPEN.I,ABEL STUDY TO EVALUATE THE EFFICACY AND

2

OF TOBEVIBART + ELE N OMBINATI
PAR'I'ICIPANTS WITII CI{RONIC HDV INFECTION @CLIPSE I) VIR.CHDV.V2O3'"
}-ITOM AGA KIIAN UNIVERSITY HOSPITAL, KARACIII, (ECLIPSE-I Trial). F.
NO.03-69/202s-CT (PS)

Application was received from Dr. Saeed Hamid, National-Pl & Professor of
Medicine Consultant Gastroenterologist Director, Clinical Trials Unit, Aga Khan University,
Stadium Road, Karachi, received on l4th Aprl|2025. The request has been made for approval of
the subject clinical trial. Application is on prescribed Form-II, along with a fee of Rs. 245,000/-
deposited vide challan no.6783710789, dated 14th March,2025. The trial is also listed on U.S
National Trial Registry with identification number NCT06903338
(hrtp.t : //www. cli nic al trials. gov/s tubt/NCT} 6 90 3 3 3 8).

lle.

T'he application is reproduced as follows:
Clinical Trial Application -Phase 3 Study

l)rotocol 'fitle: A Phase 3 Randontized, Open-label Study to Evaluate the Efficacy and Safety of Tobevibart +
lilebsiran Contbination Therapy in Participants wilh Chronic HDV Infection (ECLIPSE l)
l)rotocolNo.: VIR-CHDV-V203
Sponsor: Vir Biotechnolog,,, Inc.
tiU C7' No.. 2024-5 I 59 I 9-22-00

For and on behalf of the sponsor, Vir. Biotechnologt, Inc., we herewith submit a clinical trial application for the
above-menlioned Phase 3 protocol.

'l'his application concerns a Phase 3 study inwhich it is proposed to evaluate the fficacy and safety of tobevibart
(VIR-3434) + elebsiran (VIR-2218) in participants with chronic hepatitis D virus (HDV) infection with elevated
alanine ciminotransferase (ALT) who are non-cirrhotic or have compensated cirrhosis (CPf-\, on nucleos(t)ide
reverse transcriptase inhibitor (NRfl) therapy active against hepalitis B virus (HBV). The trial is prospeclive,
ntulticenter. randomized, parallel- arm, open-label study and will be executed in accordance with the protocol
enclo:;ed. The total study duration for each participant is planned to be up to 270 weeks for Arm I and 282 weeks

.fbr lnn 2.

B ac k g ro u n d i nfo rm ili o rt
l{epatitis O virus (HDV) is a defective, hepatotropic pathogenic agent dependent on hepatitis B surface antigen
(l-lBsAg) to complete its replication cycle and sustain infection. The prevalence of HDV is estimaled to be at least l2
million people v,orldwide. Chronic HDV infection is the most oggressive form of viral hepqtitis due to rapid
progression to liver failure, cirrhosis, hepatocellular carcinoma (HCC), and death. Resulls from a recent mela-
analy.sis examining the association between HDV RNA detectability, liver morbidity and mortality showed that
persons with delectable HDV RNA were at higher risk of experiencing liver-related evenls, including developing
cirrhosis, hepatocellular carcinonta and undergoing liver transplantation, qnd were at higher risk of mortalitjt
compared to those with undelectable HDV RNA. Conversely, loss of plasmq HDV RNA in HDV seropositive persons
ls strongly associated with a lower likelihood to experience liver related complications, and long-term suppression
o/ HDV llNA is associoted with morefavourable clinical outcomes. HDV viral suppression is the most indicative
surrogote marker for improved long-term clinical outcomes in patients with chronic HDV infection. The goal of
chronic tlDV theraplt is to reduce HDV RNA to the lowest level possible while normalizing ALT.

Additionally, there are a limiled number of lnvestigational agents being studied and developedfor the treatment of
chronic IIDV Infection and some may have higher incidence of drug intolerability, frequent dosing, and/or drug-
drug inleraclions, further limiling their utility. With HDV viremia being strongly associated with progression to
cirrhosis (in patienls v'ilh or wilhout ALT elevations), HCC, liver transplantation qnd liver-related mortality. there
continues to be an unmet needfor lherapies with Improved efficacy to achieve and maintain suppression of viremia
(HDV llNA < LLOQ flower lintit of quantification), TND [target not detected)).

I nvest i grtli on al Med i ci n o I Prod u cts informati o n
'l-he I A4l's lo be used in this trial are tobevibart and eleSiran.
'l-obevibart (VIR-3434), a monoclonal anlibody (mAb) tPrgeting
and complexes circulating HBsAg to neutralize vrirorrq\

the antigenic loop of HBsAg, prevents viral entry
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Elebsiran (VIR-2218) is a synlhetic, chemically modified siRNA targeting all hepatitis B viral transuipts for
degradation, including pC RNA, and is conjugated lo a ligand containing 3 N-acetyl galactosamine (GulNAc)
residues tofacilitate delivery lo the liver.
Tohevibart * Elebsirun
Tobevibart, q monoclonal antibody, and elebsiran, an siRNA, have complementary mechanisms of a:ction and na1'
be additive in effect. Additionally, as HDV viremia is reduced by elebsiran, tobevibart may be able to ntore easilv
neutralize residual virus and prevenl spread to uninfected hepalocyles. Combination lherapy could o//br a noyel
strqteg) lo treat chronic HDV infection.
For afull description of quality aspects of tobevibart and elebsiran, please refer to the IMPDs includedu,,ith tltis
application. All appropriate GMP certifications and supporting documentation have been provided with this
applicationforyour reference. For o summary of safety and efficacy datafront all clinical and nonclinical studies
with tobevibort and elebsiran, pleose refer to the IBs included with this application.

Auxiliary Medicin al Product s info rnrulion (AxM Ps)

Nucleos(t)ide reyerse transcriptase inhibitor (NRTI) is a class of antiretroviral drugs used for lhe suppression of
HBV. Participanlswill be onone of thefollowing NRTI therapies: tenofovir alafenanide (taken alone or as port of'

fixed-dose combination therapy), tenofovir disoproxilfumarate (taken alone or as part of fixed-dose combination
t her apy), or enl ecav i r.

Study Design
Participants will be randomized 2: I to receive immediale lreatment with lobevibart (300 mg) + elebsiran 1200 ng)
SC 04W for 240 weeks (Arm I ), or I2-week delayed treatment followed by tobevibart (300 ntg) 'r elebsiran (200 tng)
SC Q4W for 240 weel<s (Arm 2). The randontization will be stratified by presence of cirrhosis (non-cirrhotic or
compens at e d c i rr hot i c).

Intervent ion groups include :

- Arnt I : tobevibart (300 mg) + elebsiran (200 mg) SC 0414/ starting at Day I
- Arm 2: tobevibart (300 mg) + elebsiran (200 mg) SC Q4ll/ starting at ll/eek l2

All participants will receive study drugs up to 240 weeks.

Stud)) Populatiot,
fhis is a globat studywith plannedparticipalionfrom qpproximately 60 siles in several countries including IilJ and
the US. The target sample size will be approximately 120 participanls. The sample size for Pokistan is

opproximately 28 randomized patients (45 screened). The trial population will be comprised of ntale and .[cmale
patienls Zl8 and go years of age with positive HDV antibody or positive HDV RNA PCR result for at leost 6

nionths prior to screening and HDV RNA > 500 lU/ml at screening and non-cirrhotic or compensaled cirrhotic liver
disease at screening.

B e n eli l/R i s k A s s e s s m e n t
The overall benefit-risk assessment of tobevibart + elebsiran is supported by studies in healthy participants,
parlicipants with chronic HBV infection, and participants with chronic HDV infection. The available dato collected
in tobevibart and elebsiran indicate clinical benefit in the target population given the dentonstrated efficaq, in l l Dl'
RNA suppression and ALT normalization (detailed information may befound in the tobevibart and elebsiran IBs).

Considering the measures taken to minimize risks to participants enrolled in this study, lhe potential risk,s

associated with tobevibart and elebsiran ore justified by the anticipated benefits that may be alforded to participants
with chronic HDV infection. The benefit-risk assessment supports further evaluation of tobevibart + elebsiran in lhis
study tofill lhe trrgent unmet needfor lrealmenl of chronic HDV infeclion.

Refe ren ce S ufe ty I rtfo r mal i o n
Reference Safety Information, relaling lo the ossessment of Suspected Unexpected Serious Adverse lleuctions
(SUSARI), is contained in Appendix I of the Tobevibart /8 edition 4, dated 30 August 2024 and Appendix 1 of the
Elebsiran l8 edition 6, daled 30 August 2024 within the appended submission dossier.
Independent Data Monitoring Committee (IDMC)
The study will be monitored by an IDMC, which will conduct periodic planned safety and efficacy revietvs u/ stttdlt
datq, ad hoc safety reviews as needed, as well as adjudicate Events of Clinicol Interest (ECl defined in Section 8.4.6
of the Protocol). Procedural details of the IDMC structure andfunction,frequency of nteetings, and data planned

for review will be included in the IDMC charter. lDMC charler is included in lhe subntission.

Anlicipated Annuil sufety reporl subnission dale:
The anticipated Annual Safety Report (ASR) submission date, based on Developnlenl Internalional llirth Date
(DrBD):
Tobevibart (VIR-j$a):

DIBD: l2 March2020
Reportingperiod: l2 March through I I March
Latest DSURyersiott and date: No. 4, dated 29 April
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Elebsiran (VIR-22I8):
DIBD: 25 September 2018
lleporling period: 25 September through 24 September
l,atest DSURversion and date: No. 6, dated ]3 November 2024

Insu runce
T'he premiunt bill for the insurance is available and attachedfor your records. The activation of the insurance policy
will contmence once the payment is made. We anticipate that site activation will take approximately five months
after all approvals and the import license ore received. Therefore, the payment has not been made yet, as the
insurance coverage period would begin immediately upon payment, resulting in a loss of coverage time for 5-6
monlhs v,hile approvals are still pending.

As soon as we receive the DRAP approval and the import license, we will proceed with the pqyment for the
ittsurunce as per lhe premiutrt invoice.

I'o I i e n l-ftt c i tt g docu nre nls o n d eCOAs

lixplanation on tlte use of Digital documenls: The digitol versions of Patient Brochure and Patient Guide will be
available on participants' mobile phone (if they wish) once they scan the QR code, which will be available on the
paper version of the same docunlenl they receive during the site visit. The content is the same as of the paper
document.

lixplanalion on lhe versioning of the patient facing documenls: The English source documents and the target
language docuntents have identical footer with respect to version and date for easier crosscheck ofusage of correct
sponsor approved documents. The date of translation is captured in the translation certificate.

Explunalion on lhe vetsiotting of lhe eCOA documenls: Once lhe translqtion is performed and system updated, the
target language document prinled from the system for certification purposes displays the date from the system as
"Dute printed" (inside lhe document) This document is lhen certified (lranslation verification check) and translation
certificate issued identifling lhe document in its file namewith a date lhe cerlification was perfortned.

Since citflbrenl tronslation vendors wilh different processes are used for Patient facing documents and eCOA, we
apologis€ .for not having unified method of identifying the documents.

lddition al I nfo rnaliotr
The Applicant hereby informs that the EuroQol S-Dimension S-Level (EQ-SD-sL), one of the patient reported
outcontes (PRO), will not be assessed during the conduct of the VIR-CHDV-V203 (ECLIPSE l) study. This study
does not inelude an active comparqtor; therefore, the EQ- 5D-5L, a standardized health related quality of life
(HRQoL) instrument used for describing and valuing heallh across dffirent populations, will not provide
meaningfill assessment. There are no new risks to participants due to the omission of the EQ-5D-5L, and the
protocol will be updated at next opportunity. The Chronic Liver Disease Questionnaire - Hepatitis B (CLDQ-HBV)
will be collected as planned to assess the HRQoL.

ln addition, v,e u,ould like to clarify that all nonclinical data referred to in the lnvestigator's Brochures as being
conducled to Good Laboratory Practice (GLP) standards was conducted in an Organisation for Economic Co-
operotion and Developnlent (OECD) country and therefore is consistent with the standards of OECD GLP.

In support of the clinical trial application please find enclosed the following supporting documentation:

Index No.
on 'ibed

LiST Documenls
with Fee

dated 30 A
In

Elebsiran 2024
I

t.1 Edition218,

brochure
Brochure

43Brochure Tobevibart Edition 4 dated 30 A 2024

Version 2 dated 07 Nov 2024

t.2

2.1

2

Invest
Prolocol
V I R-C H DV- V2 0 3 C I inical trial

Invesl Protocol P.2.2

3. t

J

3t

VIR-CHDV-V203 -

VIR-CHDV-V203
VIR-CHDV-V203

consent
ICF V3.OPAKI .0 i 8Dec2024
ICF V3.OPA 0 i8Dec2024&Tcert

Kl .0 I 8Dec2024).2
3.2

VI R-CHDV-V203
VIII-CHDV-V203 ICF

rc,
0l 8Dec2024 & Tcert
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3.3 VI R-CHDV-V2}3 Main ICF V4.OPAKI .0 i 8Dec2024
3.3 VIR-CHDV-V203 Main ICF V4.OPAK(ur)i 0 i 8Dec2024 & Tcert
4 List of participoting counties (List of RAs VIR-CHDV-V203_l SJan2025)
5 Phase & Duration of trial
6 Quantity of Invesligational Product lo be imporled or procured
7 Sites of the trial
8 C.V of investigators

8.t CV - Dr. Saeed Hamid - The Agp Khan University
8.2 CV - Dr. Zaigham Abbas - Ziauddin University Hospital
8.3
8.4 CV - Dr. Rao Saad Ali Khan - National University of Medical Sciences

CV- Dr. Ghias-un-Nabi Tayyab - Central Park Teaching Hospital

9 Ethical conmrittee upprovtl wilh contplete contposition of comnittee i.e., Nante
snd designalions of tlrc mentbers - pendinp tpprovuls

9.t Ethics Review Committee Approval letter with members list - T'he Aga Khan Universily
9.t

9.t

9.t

l0

Ethics Review Commiltee Approval letter with members list - Ziauddin University
Hospital
Institutional Review Board Approval letter with members list - Cenlral Park Teaching
Hospital
Inslitulional Review Board and Ethics Committee Approval letter with ntembers list -National University of Medical Sciences

Approval from National Bioethics Committee (PHRC)
1t GMP/QP certificate along with Free Sale Certificale or Certificate of Pharntaceutical

Product (For locally manufactured product GMP Cer., COA of the Product and
Re?istration Letter will be required)

12. I
t 2.2
t3

14. I

Pre-clinical, clinical data & Safety Studies of Elebsiran
Pre-clinicql, clinical data, safety studies of Tobevibart

lnvestigator Brochure Sttmmary - IB VIR-22 l8 Edition 6 (ELEBSIRAN)
Summary of the protocol or synopsis

14.2
t5 Adverse Evenl Reporl ing form

. VIR-CHDI/-V203 jsafety Report Form with CRF completion guideline_V1.0_Final

. V I R-C H D V- V2 0 3 _U BC P r e gnancy for m w i t h P os t nat a I fo I I ow
up FINAL eff 15JAN2025

I nv es t i gat or Brochure Sum m ary - lB VIR-3434 Edirion 4 (TOBEVIBART)

t6 No. of Patients to be enrolled at each center
l7
t8

Name of monitors or clinical research associate
S ampl e of I ab el of lnv es t igat ional P r o duct
. Master Label Vial VIR-3434 dated 20 Sep 2024
. Master Label Vial - VIR-2218 dated 29 Aug 2024

t9 Undertaking on stomp paper
20 Palienl Facin g Maleriuls

20. I ECLIPSE I About Clinical Research Studies Brochure V02 i3Dec2024 Global(en)
20. I
20.2

ECLIPSE I About Clinical Research Studies Brochure V02 l3Dec202!J4l("4 & lS94
ECLIPSE I Hepatitis D Brochure V02 Global(en) l6Dec2024

20.2 ECLIPSE I l-Iepatitis D Brochure V02 PAK(ur) l6Dec2024 & Tcert
20.3
20.3

ECLIPSE I Online Advertisements Banners V02 Global(en)_06Dec2024
ECLIPSE I Online Advertisements Banners V02 PAK(ur) 06Dec2024 &Tcert

20.4
20.4
20.5

ECLIPSE I Patient Brochure V02 PAK(ur) l9Dec2024 & Tcert
ECLIPSE I Participant lD Card V02 Global(en) 09Dec2024

ECLIPSE I Patient Brochure V02 Global I 9Dec2024

20.5 20.5 ECLIPSE I Participant ID Card V02 PAK(ur) 09Dec2024 & Tcert
20.6
20.6
20.7
20.7

20.6 ECLIPSE I Participant Study Guide V02

20.6 ECLIPSE I Porticipont Study Guide_Vq2 PAK(urI 20Dec2024 & Tcert

20.7 ECLIPSE I ThankYouCard V02 PAK(u) 06Dec2024 &Tcert

Global(en) _20Dec2024

20.7 ECLIPSE I ThankYouCard V02 Glqbal(en) _06Dec2024

20.8 20.8 ECLIPSE I Visit Reminder Card V02 Global(en) 06Dec2024
20.8 I 20.8 ECLIPSE I Visit Reminder Card V02 PAK(ur) 06Dec2024 & Tcert
20.9 20.9 ECLIPSE I _Online Advertisements Social Media & Clinical Trial Posts V02

Global(en) l9Dec2024
,,,G 20.9 ECLIPSE I _Online Advertisements Social Media & Clinical Trial Posts V02

9 Dec2024 & Tcert
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20.t0 20.10 ECLIPSE I Digital Participont Study Guide V02 Global(en) 07Jan2025
20.1 0 20. 10 ECLIPSE I _Digital Participant Study Guide V02 PAK(ur) 07Jan2025 & Tcert
20.1 I 20.11 ECLIPSE I Digital Pqtient Brochure V02 Global(en) 03Jan2025
20.1 I 20.1 I ECLIPSE I _Digital Patient Brochure V02 PAK(ur) 03Jan2025 & Tcert

21 2l eCOA
2t.1 2 l. I Diary(questionnaire) : CLDQ-HBV Vir_Biotechnolog_Vl R-CHDV

V203 (ECLIPSE I ) CLDS_-HBV enUS l9Nov2024
21 .1

2 t.2

2l.l Diary (questionnaire): CLDQ-HBV Vir_BiotechnologVlR-CHDVV203_(ECLIPSE_I
) _C L DQ H B V _P ak(ur) _3 0 Dec2 0 2 4 & Tcer t
21.2 Training diary: Vir_Biotechnologt_VIR-CHDV-V203_(ECLIPSE I)_Training
Diary enUS I 3Dec2024

21 .2 21.2 Training diary: Vir_Biotechnolog,t_VlR-CHDV-V203_(ECLIPSE l)_Training
Diary Pak(ur) 23Jan2025 & Tcert

2 t.3 21.3 MenuScreens: VIR-CHDV-V203 Main Menu enUS V2.0 08Dec2024
2 t.3
21.4

21.3 Menu Screens: VIR-CHDV-V203 Main Menu Pak(ur) V2.0 0l Jan2025 &Tcert
2 L4 Login Screens: eCOA Login Screens English v3. I 09Dec2022

2 t.4 2 1 .4 Login Sueens: eCOA Login Screens_Pak(ur)v3.1 _08Feb2023 & Tcert
22 22 Miscellaneous

22.1
22.2
22.3
22.4
22.5
22.6

22.1 ECLIPSE I Study Physician Referral Letter V02 Global(en) l7Dec2024
22.2 ECLIPSE I Phornacy Manualv3.0 l4Jan25
22.3 FKT VIR-CHDV-V203 MAN v2.0
22.4 Material Transfer Agreement
22.5 Insurance Premium Invoice
22.6 ltems lo be imporled into Pakistan

22.7 22.7 VI R-CH DV-V203 Delegation Letter Pqkistan
22.8

22.9

22.8
C R F : V I R-C H D V - V2 0 3 U n i qu e An n ot at ed _V I . 0 _1 9 Dec2 02 4
CRF: VIR-CHDV-V2}3 Unique Blank Vl.0 l9Dec2024
22.9 Outline of all active triqls with the sqme IMP, VIR-CHDV-V203_List of OnGoing
Studies 2l Nov2024

22.t0
22.1 I
22.t2

22.10 DSMB Charter, Vir ECLIPSE Program IDMC Chqrter Final vl.l l9Feb2025
22.1 I VIR-CHDV-V203 Rationale for colleclion of Ethic Data, dated I I Dec2024
22.12 VIR-CHDV-V203 Justification for the Gender Selection, dated Il Dec2024

22.1 3 GCP Elebsiran stotement dated 09 Sep 202
22.14 GCP 

-Tobevibart 
statement dated 09 Sep 2024

22.1 5

22.t6
22. 17

US Advarra Cenlrol EC Approval
MOLDOVA EC lnitial ApprovaL2125Febl2 en

MOLDOVA RA Initial Appr Letter 2025Feb l0 en

22.t8
22.t9

CANADA Approval Letter 20Mar2025
CNIC of all PIs

Slrengilt Prtckinp size Tolol Ouantitv Schedule
7'obev i bort (V I R- 3 4 3 4) 300 mg/vial Single use vial I vial: I dose Every 4 weels starting at

Day I
200 ntg/mL
at 0.5 mL

Single use vial 2viols: I dose Every 4 weel,s starting at
Dav I

IP Detnils:

IP

Elebsiran (VlR-2218)

Quantit-v of the drug(s) to be imported:
Totctl medicine needs to importfor subjects are menlioned below

IP Calculation: Treotmenl Plan
Assumes a 2-year time period for lhe import license.
2 years : 104 week.s

101 u,eeks /1 weeks (Q4W dosing) : 26 doses

IP
I\tlienls
No. of Per Patienl

Dose
Frequency Totol I

Tobevibart 28 300 ng / dose 84If Q6 doses over 2 years) 728 vials 71
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Elebsiran 28 200 mg / dose Q4W (26 doses over 2 years) 1456 vials

Total dosefor Tobevibart : 28 x 26 : 728 vials
Total dosefor Elebsiran : As 2 vials is equal to I dose, so 26 x 2 : 52 vials, for 28 patienrs :
28 x 52 = 1456 vials
lltastage and Damage % will be 50%:
Tobevibart: 728 vials x 50% : 364 vials
Tobevibort Total Import Quontity: 728 viuls + 364 vials : 1092 vials
Elebsiran: 1456 vials x 50% : 728 vials
Elebsiran Total Import Quuntity: 1456 vials + 728 viols: 2184 viuls

Manufacturer's name and address as per COA ancl GMP & packaging site ond oddress:

Batcl, & Expiry:

IP Lot Current Dale
VYWKO2 27- 26Tobevibart (VlR-3434)
VYXGOI 02-Jan-27
1-FtN-4037 29-Nov-26
I -FIN-5094 20-Jun-27
t -FIN-6070 l8-Jul-28

Elebsiran (VIR-2218)

t-FrN-6070A
t-FtN-6103

18-Jul-28
06-A

Additio nal I nfor matio n :

This is a competitive enrolment. The medicine or ready batch with the longest expiry datc will be

provided upon approval/import, contingent on the receipt of DRAP approval. The batch supplied will
originate from the same facility as specified in the subntitted docuntentation, ntaintaining lhe same

molecule and strength. However, the bolch number or lot nuntber nxay be subject to change at lhe tirue o/
approval.

Should you have any queries regarding the enclosed application please feel free to contact the

undersigned.

We lookforward to hearingfrom you as soon as possible.
Yours sincerely,

3. The details regarding the trial, sponsor & responsible party is as follows

Sponsor: Vir Biotechnologt, lnc.

Purposeof trial: This is a Phase j, prospective, multicenter, randomized, open-label study o./

immediate treatment wilh tobevibart+elebsiran compared to l2-week delayed lreatment follot'ed b1,

tobevibart+elebsiran in adult participants? l8 years with chronic HDV infection on nttcleos(t)ide reverse
transcriptase inhibitor @RfD therapy active against hepatitis B virus (HBV) This study will enroll
parlicipanls with chronic HDV infection with elevated ALT who are noncirrhotic (with any le'vel of liver
fibrosis) or have compensated cinhosis GPT-A) Participants will be randomized 2:l to receive inrmediate
treatment with tobevibart (300 mg) + elebsiran (200 mg) SC Q4W for 240 weeks (Arm l), or l2-week
delayed treatment followed by tobevibart (300 mg) + elebsiran (200 ntg) sc Q4W for 240 wee.ks (lrnt 2).

The randomization will be stratified by presence of cirrhosis (noncirrholic or compensated cirrhoticl. Up
to approximately 50% of parlicipants enrolled into the study will have compensated cirrhosrs (Cl'}'l'A).
Participants who prematurely discontinue study intervention will be followed for safety assessments .fbr 21

from the ET visit and be transitioned to the local standard of care /br chronic IlDV idection. T'he

t.

u.

IP Monufoclurer
Tobevibart
(vtR-3434)

Vetter Pharma-Fertigung GmbH & Co. KG
Mooswiesen 2 882 l4 Ravensburg, Germany

Elebsiran
(vtR-22 t 8)

Ajinomoto Althea lnc.
(dba Aj inonroto Bio-P harma Services)
I I 040 Roselle Street, San Diego CA 9212 I
USA

Fisher Clinical Services, Inc. 699 N.

Wheeling Rd., Mt. Prospect, IL, 60056

Minutes of 57th meeting of CSC (20th May, 2025) ls4
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purpose of the study is to evaluate the eficacy and safety of immediate versus delayed treatment with
tobevibart+elebsiran combination therapy. Chronic HDV infection is the most qggressive form of viral
hepatitis due to rapid progression to cirrhosis, liver failure, hepatocellular cqrcinomq (HCC), and death.
Results from a recent metq-analysis examining the association between HDV RNA detectability, liver
morbidity and mortalily showed that persons with detectable HDV RNA were ot higher risk of experiencing
liver-related events, including developing cirrhosis, HCC and undergoing liver lransplantation, and were
at higher risk of mortality compared to those with undetectable HDV RNA. This study will evaluate the

fficacy of tobevibart+elebsiran combination lherapy in participants with chronic HDV infection. The
primary efficacy objective is to evaluate the ability of 48 weel<s of tobevibart+elebsiran combination
therapy compared to 12 weeks of delayed treatment in achieving HDV RNA < LLOQ, TND and
norntalizing ALT. The key secondary efficacy endpoint is HDV RNA < LLOQ, TND at Week 48 in Arm I
versus at Week l2 in Arm 2. The primary safety objective is to evaluate the safety of tobevibart+elebsiran
contbination therapy. Hepatitis D remains an important medical issue in Pakistan. It has been reported that
the countryrwide prevalence of HDV infection in hepatitis B surface antigen (HBsAg)-positive individuals to
be 16.6% in Pakistan. So there is clear urgent unmet medical need of safe and effective new HDV treatment
drugs in Pakistan

The primary rationalefor this study is that evidence regarding the impoct of concuruent iron qnd calcium
supplententation on hematological and iron status during pregnancy is critically needed to inform the
development of a single antenatal supplement that would increase uptake of both interventions by countries
and intprove adherence by pregnant women. The World Health Organization (IltHO) curuently
recontmends daily iron and folic acid (IFA) supplemenlation with 30 mg to 60 mg of elemental iron and
400 mcg offolic acid during pregnancy (l). Compared to IFA supplementation, MMS (typically containing
13 lo I 5 micronutrients, depending on the formulation) improves maternal micronutrient status and
increases micronutrient transfer to lhe fetus (2-8). The most recent meta-anolysis of MMS compared to IFA
supplementalion revealed a significont reduction of l5% in low birthweight, To% in small-for-gestational
age (SGA),9%t in stillbirth, 19% in early preterm birth (PTB, <34 weeks'gestation), and\reaker evidence
of a 4% reduction in PTB (9, l0). Acknowledging this body of evidence, and that many countries are
trdnsitioning from IFA to MMS, the Il/HO updated its guidelines to recommend implementation of MMS
supplemenlolion in the context ofrigorous research (l l).

iii. Quuntity of IMPs required along h'itl, justitication:

IP Delails:

IP Slrengllt Packing size Total Quotttily Schedule
Tobevibqrt
(vilt-3434)

300 ng/vial Single use vial Ivial= I dose Every 4 weel<s

starting at Day I
200 mg/nL at 0.5
ntL

Single use vial 2vials: ldose Every 4 weeks

starlin{ at Day l
Iilebs iran
(VIR-22 t 8,

Quortlity of il,e drug(s) to he imported:
Tolal medicine needs to importfor subjects are mentioned below
IP Culculation: Treatment Plon
Assumes a 2)tsctv time period.for the intport license.
2 years - 101 weeks
l0l weeks /4 u,eeks (Q4W dosing) : 26 doses

IP No. of
Pnlienls

Per Potienl
Dose

Frequency Total

Tobevibart 28 300 mg / dose 84W (26 doses over 2 years) 728 vials
Elebsiran 28 200 ms / dose 84W (26 doses over 2 years) I456 vials

T-otal dose for Tobevibart : 28 x 26 : 728 vials
'lotal dosefor Elebsiran : As 2 vials is equal to I dose, so 26 x 2 : 52 vials,for 28 patients :
28 x 52 : 1156 vials
lVaslage and Dtmage % will be 50%:
T'obevibart: 728 viqls x 50% : 361 vials
Tobevibart Total Import Quantity: 728 viols + 364 vials : 1092 viats\ I I l^
Elah.siron: 1456 vials x 50% : 728 vials \t YIA
Iilehsiran Total Import Quantity: 1456 viols + 728 viols:2/8/ vrcffi -l Ul

\U t---+-_
\
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Manufacturer's nome and address as per COA and GMP & packoging site and address:

IP Munufacturer Puckttsins Site
Tobevibart
(vrR-3434)

Vetter Pharma-Fertigung GmbH &
Co. KG Mooswiesen 2 88214
Ravensburg, Germany

Fisher Clin.ical Services
GmbH Steinbuhlweg 69
A I I s c hw i l, Sw it z er I and

Elebsiran
(vtR-2218)

Ajinomoto Althea Inc.
(dba Aj inomoto Bio- P harma Serv ices)
I I 040 Roselle Steet,
San Dieso CA 92121 USA

Fisher Clinical Services, Inc.

699 N. Wheeling Rd.

Mt. Prospect, lL, 60056

Balch & Expiry:

IP Manufacturing Lot Current Expiry Date

Tobevibart (VIR-3434) VYWKO2 27-May-26
VYXGOI 02-Jan-27

Elebsiron (VIR-2218) t-FtN-4037 29-Nov-26
t-FIN-5094 20-Jun-27
t-FrN-6070 l8-Jul-28
t-FIN-6070A I 8-Jul-28
t-FtN-6r03 06-Aue-28

iv. Numberof subjectsto berecruited: Globally 120 Subjects will be enrolled 45 Subjects tt'ill bc

enrolled in Pakistan (Competitive Enrollment) Approximately I I Subjects will be enrolled at each site (04

Sites).

v. Anticipated cost of the project: USD 2,420,380/-
vi. Study design & cletails:

Study type I nt erv ent iona I (C I i nical Tr ial)

Estimated Enrollment
Globally 120 Subjects will be enrolled 45 Subjects will be enrolletl in
Pakistan (Competitive Enrollmenl) Approximately I I Subjects will be

enrolled at each site (04 Sites).

RandomizedAllocation:
Intervention Model: Parallel Assignment

None (Open label)Masking

Primary Purpose: Treatment

Conditions Hepatitis D Virus Infection

Officiol Title: A Sludy to Evaluate Tobevibart + Elebsiran in Chronic HDV Infection

vii. Arms und Intervenlions:

Inle rve nlio n /Treat me nl
Drug: Tobevibart
. Tobevibart administered by subcutaneoLts injection
. Other Names:

o VIR-3434

Drug: Elebsiran
. Elebsiran administered by subcutaneous injection
. Other Names:

o VIR-2218

Drug: Tobevibart
o Tobevibarl adntinislered by subculaneotts injeclion
o Other Names:

o VIR-3434

Drug: Elebsiran
c Elebsiran administered by subcutaneous injection
c Olher Nantes:

o VIR-2218

Eligibilily Criteria:
Inclusion Criterio:

Participant Group/Arm
Experimental: Arm I (Tobevibart +
Elebsiran) Participants will receive treatmenl
with tobevibart + elebsiranfor 240 weeks.

Experimental: Arm 2 (Tobevibart +
Elebsiran) Participants will receive
tobevibart + elebsiran after an observational
periodfor 240 weeks.

vur.
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o Male or female ages I 8 to 70 years at screening
. Chronic HDV infectionfor >/= 6 months
. On NRTI therapy against HBVfor at least l2 weel<s prior to day I or have HBV DNA < 20 IU/ml at

screening, currently on locally approved NRTI therapy
. Serum ALT > ULN and < 5x ULN
c Non-cirrholic or Compensated Cirrhotic Liver Disease at screening

Ilxclusion Criterio:
. Any clinically significant chronic or acute medical or psychiatric condition that mqkes the participant

u nsu i t a bl e for par t ic i pat ion.
o Histor! of significant liver diseasefrom non-HBV or non-HDV etiologt
o l'[istory of allergic reactions, hypersensitivily, or intolerance to study drug, its metabolites, or excipients.
o lTislory of anaphylaxis
t lIistory of immune complex disease
o Llislo7)of autoimmune disorder
o Histor! or evidence of alcohol or drug abuse within 6 months before screening or a positive drug screen at

screening unless it can be explained by a prescribed medication

4. 1'he study will be carried out at mentioned sites comprising of following primary
qbiqcltve(s);

S. No. Site(s)
I Aga Khan University Hospital cTS-0003
ll Dr. Ziauddin University Hospital, Karachi cTS-0086
lll Central Park Teaching Hospital, Lahore cTS-0049
lv National University of Medical Sciences, Rawalpindi. cTS-o103

Prirnary.Outcome M easures :

i. IIDV RNA < Lower Limit of Quantificatign (LLOQ), Target Not Detected (TND) and alanine
aminotransferase (ALT) normalization (ALT </: Upper Limit of Normal [ULN]) at Week 48 for Arm 1 vs
at Week 12 for Arm 2 [Time Frame: Up to 48 weeks] 

iii. [ncidence of Treatment-emergent adverse events (TEAEs) and serious adverse events (SAEs) through
Week 12 [Time Frame: Up to l2 weeks]

5. The details of the submitted documents are as under;

S. No. Documcnt Remarks

I
Application on prescribed
Form-ll

Attached

Prescribed Fee
Rs. 245,000/- deposited vide challan no.6783710789, dated 25m

March,2025
2

J Investigator Brochure (s)

Attached
. Elebsiran IB No. VIR-2218, Edition 6, Dated 30th August

2024. (Page 509-637 Corr.)
. Tobcvibart, IB No. VIR-3434, Edition 4, Dated 30th

August 2024. (Paye 638-756 Corr.)

Final protocol

Attached.
Protocol VIR-CHDV-V203, Version-2.0, dated 07th November
2024.

+ Financing & Insurance details should be part of protocol as per
ICH-GCP suidelines.

\

5

Informed consent and
parlicipant information sheet
(Urdu to English)

Attached (English and Urdu).

. OPTIONAL LIVER BIOPSY SUB-STIJDY PARTICIPANT
INFORMATION SHEET AND CONSENT FORM

. PRECNANT PARTICIPANT OR PREGNANT PARTNER OF
PAR'f ICIPANT INFORMATION SHEET AND CONSENT FORM

. PARTICIPANT INFORMATION SHEET AND CONSENT FORM AND
AUTHORIZATION TO USE AND D
INFORMATION

ISOLOSE PROTECTED HEALTH
l

6 List of participatine countries Canada, France, Germany, Georgia, ft4oldova, Mongolia, New
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Zealand, Romania, Turkey, Ukraine, United Kingdom, United
States and Pakistan.

7 Phase oftrial Phase - III

8

Quantity of drug/trial material
to be imported on Form 4

under the Drugs (Import &
Exporr) Rules, 1976 and
application for import of trial
material.

Attached.
IMPs along with ancillary items like kits and iPad for eCItF
will be imported.

9 Site of the trial

l0

lnstitutional Review Board
(lRB) approval of sites with
complete composition of
committee i.e. names and

desigrration of members.

Aga Khan University Hospital, Karachi.
Dr. Ziauddin University Hospital, Karachi (lnspection Pending)
Central park Teaching Hospital, Lahore.

IRB approval of following CTS are attached:
i. IRB/ERC approval of Aga Khan University Ilospital, Karachi datecl

28th February, 2025 for a period of one year is attached (along rvith
ERC Composition).

ii. IRB/ERC approval of Dr. Ziaucldin University Ilospital. Karachi
dated 05'h March, 2025 for a period of one year is attached (along rvith
ERC Composition).

iii. IRB/ERC approval of Central Park Teaching Ilospital, Karachi
dated 25th February, 2025 for a period ol one 1,ear is attached (along
with ERC Composition).

iv. IRB/ERC approval of NUMS, Il,awalpindi dated ll'h April. 2025 firr
a period of one year is attached (along rvith ERC Composition).

National University of Medical Sciences, Rar.valpindi.

l.

ii.
iii.
iv.

ll Approval of National Bio-
ethics Committee (NBC)

t2 CV's of the Investigators

l3
GMP certificate along with
COPP & free sale certificate
of the investigational product.

NBC approval Ref: No.4-87AIBCI{-1223 12411678, dated l0'r' April
2025.(for a period of one year)

CVs of following (PI & Co-PI) experts are attached.
i. Dr. Saeed Hamid (National-PI) AKUH, Karachi.
ii. Dr. Zaigham Abbas (Site-PI) Dr. Ziauddin University, Karachi
iii. Dr. Ghias-Un-Nabi Tayyab (Site-PI) CPTH, Lahore

r COA of follorving are attached:

r Certillcate of Conrpletion

o Certillcate ol'Cornpletion

o Certificate of Completion (For soflrvares)

o Certificate of Cornpletion (For iPads)

. GMP Compliance Statemcnt is attached for M/s Ajinonroto Althea, lnc. DBA
Ajmomoto Bio-Pharma Services (Aji Bio-Pharma) along with FDA
Establishment Identilier

. CMP Certificate is attached for M/s Fisher Clinical Services Pte Ltd.
Singapore. (Valid till 02'd July 2027)

r Manufacturer/lmporter authorization Letter of M/s Vetter Pharma-Fertigung
GmbH & Co. G(0RG100011586/LOC-100022677) Siluated at Vcttcr l)harrna-
Fertigung GmbH & Co KG (ORC I 000 I I 586 / LOC- I 00020834),
Mooswiesen 2, Untereschach, Ravensburg, Baden-Wuerttemberg, 882 14.

Germany.

. GMP Compliance Statement for Thcrmo Fishcr Scientifie, Phornn Services,
7554 Schant= Rd., Allentotvn, PA USA

. GMP Compliance Certificate is attached for M/s Ajinonroto Althea, Inc.,
1 1040 ROSELLE STREET, SANDTEGO, 92121-1205, Uniterl Stutes.

c GMP Certirtcorc is ottachedfor M/s Fislrcr Clinical Services CnhIl, Int
lVoerrh 7, ll/eil Am Rhein,79576, Gernony.

. GMP Ceflirtcou is attochedfor M/s Fislrcr Clinicol Services Gmbll, Murie-
Curie-Strasse I 6, Herten, Rheinleklcn (Bulen), 79618, Gernnny, G t'jS.

47.547872, 7.739966

o .Splss GMDP Compliance Certificute for M/s Fisher Clinical Servicrs
G mbll, SteinbUhiweg 69, 4 123 Allschrvil, Srvitzerland. (Page 498-.199)

. GMP Complirnce Certificate for NI/s Vettcr Pharma-Fcrtigung Cmbll &
Co. KG, Mooswiesen 2,88214 Ravensburg

o Germany.
. Importer licence issued by IISA, Singapore for NI/s FISIIER.CLINICAL

SERVICES PTE. LTD., Singapore.

. QA Statements by FISHEIT CLINICn L SERVICES GMBII hnWortlrl. 79576

iv. Dr. Rao Saad Ali Khan ire-P NUTVI

Well arn Rhei C

incli
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14
Pre-clinical/cl inical safety
studies

Attached in IB

t5 Summary of Protocol Attached.

l6 Summary of Investigator
Brochure

Attached

l7
Adverse Event Reporting
Form

Attached.
r Safety Reporting Form (Version-l.0)
o Serious Adverse Event Reporting Form (Version-l.0)
o Pregnancy Report Form (Version-1.0)

l8 No. of patients to be

enrolled in each center

Globally 120 Subjects willbe enrolled
45 Subjects will be enrolled in Pakistan (Competitive Enrollment)
Approximately I I Subiects will be enrolled at each site (04 Sites)

t9

20

2l

Name of Monitors & Clinical
Research Associate

M/s IQVIA Pakistan, Karachi is appointed as CRO for
the trial, following are the nominated monitor(s) for each
city where proposed CTS are available:

. Karachi:
o Ayesha Jawed.
o Nida Shafique

. Lahore:
o Muhammad Asif Abdullah Mir.
o Hasina Sarwar.
o Mahir Ahmad Khan

o Islamabad:
o Sadia Hashmi.
o Asjid All Arshad.
o Naila Khan.
o Sidra Rashid.
o Fatima Sira.i

Evidence of registration in
country of origin. Not appliqble as both drugs are not registered yet.

Copy of registration letter (if
resistered in Pakistan)

Not applicable

22

22

23

Sample of label of the
investigational product / drug.

Attached.

Duration of trial 6 Years & 23 Days. (Global)
Undertaking on Stamp paper Attached

6 Applicant also attached following additional documents:
Consent to Electronic Delivery and Execution of Documents (For Required hardware and software regarding
eConsent through desktop computers)
Information on Free Sale Status of Tablets (Apple iPad 1Oth Gen (A2757),)2 for each site.
Consent to Electronic Delivery and Execution of Documents (Guidance for Required hardware and software
rcgarding eConsent through mobiles)
Ajinomoto Aithea, Inc. DBA Ajmomoto Bio-Pharma Services (AjiBio-Pharma)
ECLIPSE I Study COVER LETTER (About Clinical Research Studies) (English & Urdu)
ECLIPSE I Study COVER LETTER (Hepatitis D Brochure_V02) (English & Urdu)
ECLIPSE I Study COVER LETTER (Online Advertisements (Banners) for Sites) (English & Urdu)
ECLIPSE I Study COVER LETTER (Patient Brochure_V02) (English & Urdu)
BCLIPSE I Study COVER LETTER (Participant ID Card) (English & Urdu)
ECLIPSE I Study COVER LETTER (Participant Study Guide) (English & Urdu)
ECLIPSE I Study COVER LETTER (Thank You Card) (English & Urdu)
ECI-IPSE I Study COVER LETTER (Visit Reminder Card) (English & Urdu)
Sociaf Media Posts (Unpaid social media advertisements and clinical trial posts for sites, l9 Dec 2024 lV02
Global(en)
ECLIPSE I Study COVER LETTER (Digital Participant Study Guide) (English & Urdu)
IICLIPSE I Study COVER LETTER (Digital Patient Brochure) (English & Urdu)
ECI-IPSE I Study (Questioner (Vir_Biotechnology_VIR-CHDV-V203_HBV_RTL) (English & Urdu)
IICLIPSE I Study (Vir_Biotechnology_VIR-CHDVV203_(ECLIPSE_l)_Training_Diary_RTL) (English &
tJrdu)
ECLIPSE I Study (VlR-CHDV-V203 Main Menu_(Mobile/TableUWindows))(English & Urdu)
ECLIPSE I Study (eCOA Login Screens_Urdu_v3.0) (English & Urdu) il
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xx. Subject Case Report Forms (UAT _19D8C2024_1.0 - UNIQUE)
xxi. Subject Case Report Forms (UAT_19D8C2024_1.0 - UNIQUE)
xxii. List of On-Coing Studies Investigating ELEBSIRAN (VlR-2218) and TOBEVIVART (VIR-3434)
xxiii. Independent Data Monitoring Committee (IDMC) Charter (Final V l. l)
xxiv. Consent to Electronic Delivery and Execution of Documents
xxv. Rationale for Collection of Ethnic Data
xxvi. Justification for the Chosen Cender Selection
xxvii. Statement on GCP compliance
xxviii. Electronic Record and Signature Disclosure
xxix. Statement on GCP compliance
xxx. Protocol Approval with Modifications
xxxi. Approval of a Clinical Trial on a Medicinal Product for Human Use (MOLDOVA) (Page 1473-'l476lI'age)
xxxii. No Objection Letter (Health Canada)
xxxiii. ECLIPSE Study COVER LETTER (for internal use by IQVIA and sponsor teams as instructions)
xxxiv. Pharmacy Manual (Version 3.0 dated 14 Jan2025)
xxxv. Central Laboratory Manual (Protocol Version 2.0 07-Nov-2024)
xxxvi. Material Transfer Agreement
xxxvii. Insurance (Premium Bill from efu Life Insurance)
xxxviii. Details of ancillary items to be imported
xxxix. Index no 22.6: ltems to be imported into Pakistan:

^. Investigational Product 
-Tobevibart 

(VtR-3434) and Elebsiran (VIR-22 I 8)
b. Lab Kits
c. eCOA Devices - Tablets Apple iPad lOth Gen (A2157) - 2 pieces per site
d. Patient Facing/Site Facing lVlaterials - All patient/site-facing materials rcfcrenced in Form-ll will bc importcd' and provided by the Sponsor.

xl. Letter of Delegation (Sponsor to IQVIA) details of delegated powers/rcsponsibilities are as follorvs:
Delegated responsibilities include:
a. To select clinical research sile (only DRAP-approved siles)
b. To carry out regulatory preparation and submissions and on-going conlact v,ith Regtlatory

. c. Authority and Ethics Commiltee lhrough The Aga Khan University Hospital.
d. To develop and maintain all monitoring aclivities concerning the Study as agreed wilh

_ e. Sponsor at clinical research sites selecled in Pakislan.

f To prepare and submit documents required by the Regulatory Authorities
xli. Letter of Delegation (Sponsor to IQVIA) details of delegated powers/responsibilities are as follows:

7. Accordingly, technical documents of the trial communicated to all CSC membcrs for
review through official email on22"d April2025.

8. The case was placed before the CSC for consideration.

Proceedings:
The expert members deliberated that the "material & methods" havcn't bccn

clearly chalked out in the submitted protocol. In furtherance the ovcrall study dcsign
requires more clarification regarding arms of the study and target population.
Clarification regarding mcthod for confirmation of prcgnancy is also not mcntioned in thc
protocol.

Decision: The CSC decided to defer the case for further deliberation.

9. The case was placed before the CSC for consideration

Proceedings:
Dr. Saeed Hamid, National-Pl & Prol'cssor of Medicine Consultant

Gastroenterologist Director, Clinical Trials Unit, Aga Khan Univcrsity, Stadium lload,
Karachi, joined the mecting through Zoom link and cxplained the trial dcsign, tcchnical
aspects of the combi revalcnce of thc
disease in Pakistan. subjccts the I'I

for hepatitis D.stated that, there is
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Ilowcvcr, the participants will be provided the standard of care for Hepatitis B (as
Ilcpatitis D progrcsses in paticnts with Hepatitis B).

llcgarding the commcrcialization and early access to novel therapy the PI responded that
this is a study comprising of six and a half years, whcre the participants will be given free
trcatmcnt and if willing the therapy will continue even after the trial.
'I'he PI rc-assured the commitment for early access of registered medicine in Pakistan.

Decision:

The CSC after dcliberation decided to approve the Clinical Trial titled, "A Phase 3
Ilandomizcd, Open-labcl Study to Evaluate the Efficacy and Safety of Tobevibart *
Elcbsiran Combination Thcrapy in Participants with Chronic HDV Infection (ECLIPSE
l)" to bc conductcd at following Clinical Trial Sites:

. Aga Khan University Ilospital, Karachi. CTS-0003

" Dr. Ziauddin Univcrsity I'Iospital, Karachi CTS-0086
o National University of Mcdical Scienccs, Rawalpindi. CTS-O103
. Central Park Teaching Ilospital, Lahore. CTS-0049

2. 'l'he Committee also approvcd following quantity of IMPs and auxiliary items to be
importcd for the trial:

. IMPs

II' Slrengllt Pocking size Tolal Quontilv Schedule
'l'obevibart

(vilt-3434)
300 mg/vial Single use vial Ivial = I dose Every 4 weelu

starting at Day I
Elebsiran
(vrR-2218)

200 ntg/mL at 0.5
mL

Single use vial 2vials: I dose Every 4 weeks

starting at Day I

Quuntity of the drug(s) to be imported:
'l'otal medicine needs to importfor subjects are mentioned below,
IP Calculation: Treatment Plan
Assumes a 2-year time periodfor the import license.
2 ),eors : 104 weeks
I01 weel<s /4 weeks (Q4W dosing) : 26 doses

IP No. of
P0tienls

Per Pstient
Dose

Frequency Total

Tobevibart 28 300 ms / dose Q4LY (26 doses over 2 years) 728 vials
El ebsiran 28 200 mg / dose 84If (26 doses over 2 years) 1456 vials

I.otal dosefor Tobevibart : 28 x 26 : 728 vials
fotal dosefor Elebsiran : As 2 vials is equal to I dose, so 26 x 2 : 52 vials,for 28 patients :
28 x 52 : 1456 vials
llastage and Dannge % will be 50%:
Tobevibart: 728 vials x 50% : 364 vials
Tobevibart Total Import Quantity: 728 vials + 364 vials : 1092 vials
lilebsiran: 1456 vials x 50% : 728 vials
Iilebsirun Total Import Quantity: 1456 vials + 728 vials = 2184 viols

Monufacturer's nome ond oddress as per COA ond GMP & packaging site and address:

IP Monufacturer Pockaging Sile
Tobevibart
(vrR-3434)

Vetter Pharma-Ferligung GmbH &
Co. KG Mooswiesen 2 882 l4
Ravensburg, Germany

Fisher Clinical Services
CmbH Stninbuhl-egl OO

Allschwil, Switzerland I
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Elebsiran
(vtR-22 I 8)

Ajinomoto Althea Inc.
(dba Aj inomoto Bio-P harma Serv ices)
I I 040 Roselle Street,

San Dieso CA 92121 USA

Fisher Clinical Services, lnc.
699 N. lltheeling Rd.

Mt. Prospect, IL, 60056

a Auxiliary Items
i. Lab Kits
ii. eCOA Devices - Tablets Apple iPad lOth Gen (A2757) - 2 pieces pcr site (Total 08)
iii. Patient Facing/Site Facing Materials - All paticnt/site-facing matcrials will be importcd and

provided by the Sponsor.

CASE No.3.3:

APPLICATION FOR APPROVAL OF A CLINICAL TRIAI, TITI,ED "COMI'AITA'I'IVF]
EVALUATION OF KA6 X-RAY CAMERA VERSUS CONVENTIONAI, X-
RAY TO SUPPORT THE DIAGNOSIS OF PULMONARY TUBERCULOSIS (1'I})
THROUGH CHEST X.RAY'" FROM A KHAN UNIVBRSITY IIOSPI'I'AI,.
KARACI.II. F" NO.03.67I2025-CT (PS)

Application was received from Dr. Muhammad Irfan, National-Pl & Profcssor,
Department of Medicine, Section Head, Pulmonary & Critical Care Medicine, Aga Khan
University Hospital, Karachi, received on 23'd April 2025. The application is on prcscribed
Form-ll, along with the prescribed processing fee of Rs. 245,000, deposited vide challan No.
0053 8897927, dated 27th March, 2025.

2. The application is reproduced as follorvs

Dear Sir,

Pleasefind enclosed applicationfor DRAP approval, having been approvedfrom the AKU Ethical Committae and
the NBC Approval submission, as per Form-ll wilh the tille:
"Comparative Evaluation of KA6 X-Ray Handheld Camera Versus Convenlional X-ray to support the diagnosis o./

Pulmonary Tuberculosis (TB) through Chest X-ray".

A total of 217 patients will be enrolled in the study. This trial is only being conducted in Pakistan and AKU is thc
only site. The study is estimated to last approximalely l2 months, given that the sample size is achieved. The
investigational product, REMEX-KA6, is a handheld, portable X-ray imaging device designed for rapid and e/Jicient
chest imaging. It serves as a cosl-effective and accessible alternative to conventional X-ray ntachine,s v,hile
maintaining high diagnostic accuracy. Device will be provided by sponsor of the study i.e. Martin Dow Pvt. l-td.

The project will be conducted according to the Declaralion of Helsinki (as revised in 1996) and lCll-GCl'j
guidelines. The safety of the trial subjects will be our major concern and no palient will be enrolled without u,ell
documented freely signed consent. The confidentiality of the trial subjects will be maintained as per locol and
int ernal io nal r e gul at io n s

Best Regards,

3. The details regarding the trial, sponsor & responsible party is as follows:
i. Sponsor: Martin Dow Specialties Pvt. Ltd.
ii. Purposc of trial: This study aims to address key gaps in the current TB diagnostic landscapc,

particularly the logistical, infrastructural, and cost challenges associated with traditional diagnostic mcthods
such as sputum analysis and large, stationary X-ray machines. Existing methods face lirnitations in rcmote,
under-resourced settings where access to proper infrastructure and skilled technicians may be scarcc. Thc
I(A6 X-ray Handheld Camera offers a transformative solution by making high-quality diagnostic irnaging
more accessible, portable, and cost-effective. By minimizing the need for large equipment and specialized
infrastructure, this device enables TB screening to be carried out in decentralized locations such as rural
homes and community health centers. This study will explore the operational efficiency, diagnostic
accuracy, and integration polpntial of the KA6 Camera in real-world settings, highlighting how its
deployment can help bridge tft gap between healthcare access and quality TB detection in undcrscrved
populations. ,a l\ -  

iii. Setectioncriteria S \Na/
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. Participants aged 18-65 years, suspected of tuberculosis based on clinical evaluation, requiring further
diagnostic imaging and Sputum XpeTUMTB Rif (Gene Xpert) Test.

. Capable of undergoing imaging procedures (e.g., X-ray, CT scan) without medical contraindications such
as implanted devices that interfere with imaging.

. Willing to provide a sputum sample for culture, especially if suspected of TB.

. Able and willing to provide informed consent. understanding the study procedures and risks.

. Willing to follow study procedures, attend scheduled imaging sessions, and complete satisfaction surveys.

. Participants should be in a stable medical condition, without acute exacerbations of other chronic diseases
(such as uncontrolled hypertension or heart failure) that may affect imaging quality or outcomes.

a

a

a

a

a

a

a

a

iv.

v.
vi.
vii.

I!xclusion Criteria
Patients already on anti-tuberculosis treatment, as this could interfere with diagnostic outcomes and
crossover design relevance.
Severe chronic respiratory diseases (such as advanced COPD or lung cancer) that could confound TB
diagnosis or affect imaging interpretation.
Pregnant women are excluded due to the potential risks associated with radiation exposure during imaging.
Participants who have a known allergy to any imaging contrast agents (if contrast imaging is used).
Acute illness, infections, or decompensated chronic conditions (like severe heart failure or uncontrolled
diabetes) that might make imaging sessions difficult or affect the study's outcome.
Inability to follow study procedures, adhere to scheduling, or complete satisfaction surveys.
Patients with pacemakers, metal implants, or other devices incompatible with imaging technology used in
the study.
Individuals with highly contagious active infections (apar1 from TB suspects) that might pose a risk to
study staffor other participants.

Quantity of IMPs rcquircd along with justification: 0l KA6 mobile X-ray device will be used
flor this study.

Numbcr of subjects to be recruited: 217 Subjects (Suspected TB Patients) willbe recruited).
Anticipated cost of the project: PKR 4.8 Million.
Study dcsign & details:

Study'I'ypc
'l'his study employs a cross-sectional, crossover, Validation study to evaluate the diagnostic performance of
the KA6 handheld X-ray carnera compared to conventional X-ray in detecting pulmonary tuberculosis (TB)
through chest imaging. Each participant will undergo both imaging modalities, with the sequence
potentially randomized to minimize bias. The observational nature of the study focuses on collecting data
rclated to diagnostic accuracy, image quality and ease of use for both techniques. The crossoyer design
allows for within-subject comparisons, reducing variability and improving the precision of the comparative
assessment between the two X-ray methods

Study Setting
'l'he study will be conducted in the outpatient department (OPD) at Agha Khan University Hospital,
Karachi, where patients with suspected tuberculosis (TB) frequently visit for evaluation and management.
'l'his setting provides a diverse population of patients at high risk for TB, ensuring a representative sample
for the study. The hospital is equipped with both conventional chest X-ray (CXR) systems and the
nccessary infi'astructure to suppoft the use of the handheld camera system for imaging. Trained
radiographers and a panel of experienced radiologists will be available to perform and evaluate the imaging
procedures. This setting allows for a controlled environment to compare the handheld camera system and
conventional CXR system in a real world clinical context.

Study Population
A total of 217 Suspected TB patients are to be enrolled in this study. Based on the 2021 World Health
Organization guidelines, chest X-rays for tuberculosis diagnosis have a reported sensitivity of 85-95% and
specificity of 89-96%o. To accurately estimate the sensitivity of a portable X-ray machine with a confidence
lcvel of 95%oo, we used OpenEpi to calculate the required sample size. Assuming a sensitivity of 83%
(within the lower OpenEpi determined that a
minimum of 217
'[his sarnple size diagnostic accuracy of the
portable X-ray m

Study Procedurcs
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Participants who visit the outpatient department (OPD) with suspected TB will be approached for consenl.

Upon obtaining informed consent, participants will be screened to determine their eligibility. 1'hosc who
fulfill the inclusion criteria and do not meet any of the exclusion criteria will be enrolled in tlre study.
Participants enrolled will undergo chest X-ray imaging using both a KA6 X-Ray handheld camera system

and a conventional CXR system. The KA6 X-Ray handheld camera system, specifically designed for
portable CXR imaging, and the standard CXR equipment in a radiology department will both be operated

by trai ned radiographers.

The imaging sessions for each participant will be conducted within a short time frame, typically on thc
same day, to minimize changes in clinical status. The order of imaging modalities will be randomizcd, and

each participant will serve as their own control. Radiographers will be blinded to the study hypothcsis. A
radiologist, also blinded to the imaging modality. will independently evaluate the in-rages using established
radiological criteria to assess the presence of TB and the quality of the images on a standardized scale .

To ensure the validity of the results and the findings of the chest X-rays, the screened patients will also

have to undergo the Sputum XperliMTB Rif (GeneXpeft) Test for testing the same day.
Additionally, participants will complete satisfaction surveys after each imaging session to comparc their
comfort and experience with both systems, the illiterate participant will be assisted by study coordinator in

the presence of an impartial witness in completing the survey. Radiographers will also completc

satisfaction surveys to assess the ease of use and operational efficiency of each system. All collectcd data,

including imaging, Sputum Test results, and satisfaction survey results, will be used to evaluate thc
diagnostic accuracy, image quality, inter-rater reliability, and user satisfaction of the handheld camera

system compared to the conventional CXR system.

4. The study will be carried out at mentioned sites comprising of following p-umary

objective(s);
Site(s)

Aga Khan University Hospital, Karachi CTS-0003

Primary Objective
To gauge the sensitivity and specificity of the KA6 X-Ray handheld camera system compared to the conventional
chest X-ray (CXR) system to support the diagnosis of pulmonary tuberculosis.

Secondary Objectives
o To evaluate and compare the quality of images produced by the handheld camera system and thc

conventional CXR system.
o To collect feedback from participants regarding their experience and comfort with the handhcld camera

system compared to the conventional CXR system.
e To gather feedback from radiographers on the ease of use of the handheld calnera systenr versus the

conventional CXR system.
Endpoints
Primary Endpoint

. Sensitivity: The proportion of true positive cases corectly identified by the KA6 handheld camera system

confirmed through cross reference, Sputum Xpert/MTB Rif (GeneXpeft) Test.
. Specificity: The proportion of true negative cases correctly identified by the KA6 handheld camera systern

confirmed through cross reference, Sputum Xpert/MTB Rif (GeneXpert) Test
Secondary Endpoint

o Quality of images produced by the KA6 handheld X-Ray camera system and the conventional CXR
system. as assessed by radiologists using a standardized scale

r Participant satisfaction survey comparing comfort and experience with the KA6 handheld X-Ray camera
system versus the conventional CXR system.

5. The details of the submitted documents are as under;
Rcmarks

Attached.
Not ded.

IB No . I{E'IVEX-KA6, Version-1, dated
2021.

Attached.
Protocol-KA6 X-

S. No. Document
I Application on prescribed Form-ll
2 Prescribed Fee

J Investigator Brochure (s) 
]

4 Final protocol { \
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5

Conventional X-ray for TB Detection, Version 1.2,
dated l5th Jan2025.
&
CRF Version 1.0, dated 22'd October 2024.

Informed consent and participant
information sheet (Urdu to Enelish)

ICF Version 1.2 dated l5'h January 2025 is
attached (English & Urdu)

6 List of panicipating countries Pakistan only

1 Phase oftrial

Phase-IV Post Market Surveillance
This study is a Phase 4 post-marketing study. The study is
designed as a cross-sectional, crossover Validation study to
evaluate the diagnostic performance of the KA6 handheld X-
ray camera compared to conventional X-ray in detecting
pulmonary tuberculosis (TB) through chest imaging. Each
participant will undergo both imaging modalities, with the
sequcnce potentially randomized to minimize bias. The
observational nature of the study focuses on collecting data
related to diagnostic accuracy, image quality and ease ofuse for
both techniques. The crossover design allows for within-subject
comparisons, reducing variability and improving the precision
of the comparative assessment between the two X-ray methods.
The study is anticipated to last for up to 34 Months.

Quantity of drug/trial material to be

imported on Form 4 under the
Drugs (lmport & Export) Rules,
1976 and application for import of
trial material.

Attached.
0l KA6 mobile X-ray device will be used for this
study.

9 Site of the trial
CTU Aga Khan University Hospital, Karachi
(crs-0003)

Institutional Review Board (lRB)
approval of sites with complete
composition of committee i.e.
names and designation of members.

IRB approvalof following CTS are attached:
i. IRB/ERC approval of Aga Khan University

Hospital, Karachi dated lTth January, 2025 for a

i period of one year is attached (along with ERC
Composition).

Approval of National Bio-ethics
Commiftee (NBC)

Approval reference letter No.4-87AIBCR-1212124-
2511418, dated l0'h March, 2025 for a period of One
Year is attached.

CV's of the Investigators

The CVs of following (PI & Co-PI) experts are
attached.
i. Dr. Muhammad Irfan (PI) AKUH
ii. Dr. Vaqar Bari (Co-PI) AKUI{
iii. Dr. Vaqar Bari PMDC Registration Letter & CITI-

I RCR Course
iv. Dr. Vaqar Bari PMDC Registration Letter & NIDA-

GCP Certificate

l0

t2

l3
GMP certificate along with COPP
& free sale certificate ofthe
investigational product.

The following documents are attached
i. Certificate of Manufacturer
ii. CE Certificate
iii. FDA Registration Certificate

t4 Pre-clinical/clinical safety studies Attached.
Summary of Protocol Attached.l5

t6 Summary of Investigator Brochure a

Adverse Event Reporting Form Attached.

No of patients to be enrolled in
each center.

217 Subjects (Suspected TB Patients) will be

recruited.

Name of Monitors & Clinical
Research Associate

M/s Metrics Research (Pvt.) Ltd., Karachi is
appointed as CRO for the trial. The following
are the nominated monitors:
o Usama Sulaiman (CRA at National Hospital &

Medical Center, Lahore)
o Jahanzeb Muhammad Khan (CRA at Creek General

Hospital, Karachi)

Details of the Site PI and their approval are not
attached.

t8

t9

20

t7

countqEvidence of registration in
of origin.

-fhe following docurnents are attached:
1 i. Certificate of Manufacturer a
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N/A

6. Technical documents shared with all CSC members for review through official email on
27th April2025.

7. After initial evaluation of the case it transpired that this is a Phase-IV clinical trial of a
medical device (not registered in Pakistan). Some of the observations after initial review are as

under: -
i. The device operates on the principles of X-rays and radiation emission therefore regulations by

PNRA (Pakistan Nuclear Regulatory Authority) need to complied.
ii. The exclusion criteria mentions "Participants who have a known allergt to any imaging contrasl

agents (if contrast inruging is used) " AND "Patients wilh pacentakers, ntetal implants, or other
devices incontpatible with imaging technologt used in the study". These need some clarillcation.

iii. The"(Jser Manual" mandates a"trained physician" to operate the hand held device bLIt it's not

clearly mentioned in the protocol. As a rnatter of practice, x-ray technicians are normally
involved in image acquisition in the hospitals.

iv. The details regarding training plan for operating the hand held device are also not provided.
v. Every patient enrolled in the study will have to be exposed to the radiation twice, the irnpact ol'

radiation hazard and steps taken for safety of subject needs to be firrther explained.
vi. Will the subject (after getting enrolled in the study) bear the cost of radiological investigation(s)

or further treatment or otherwise.

8. The case was placed before the CSC for consideration.

Decision: The CSC after considcration deferred thc case tbr thc submission of
followin g information/documents :

i. The device operates on the principles of X-rays and radiation cmission thercforc rcgulations by
PNRA @akistan Nuclear Regulatory Authority) need to complied.

ii. The exclusion criteria mentions "Participants who have a known allergy to any imaging
contrast agents (if contrast imaging is used)" AND "Paticnts with paccmakcrs, mclal implants,
or other devices incompatible with imaging tcchnology used in the study". fhcsc ncetl somc
clarification.

iii. The "User Manual" mandates a "trained physician" to operate the hand hcld devicc but it's not
clearly mentioned in the protocol. As a matter of practice, x-ray technicians are normally
involved in image acquisition in the hospitals.

iv. The details regarding training plan for operating the hand hcld dcvice are also not providctl.
v. Every patient enrolled in the study will have to be exposed to the radiation twice, thc impact of

radiation hazard and steps taken for safety ofsubjcct needs to bc furthcr explaincd.
vi. Will the subject (after getting enrolled in the study) bear thc cost of radiological invcstigation(s)

or further treatment or otherwise.
vii. Pregnancy testing policy for female subjects.

2. The CSC further decidcd and delegate its powers to the Chairman CSC to decide thc casc
accordingly after submission of above mention information.

9. Accordingly, the CSC decision was communicated to applicant vide letter bearing No.
|6-56/2025-CSC, dated 06th May 2025.In reference to the CSC decision, Dr. Muhammad lrfan.
N -PI &. Professor, Department of Medicine, Section Head, Pulmonary & Critical Carc

Aga Khan University Flospital, Karachi submitted reply received on l4th May 2025

ii. CE Certificate
iii. FDA istration Certificate

2t Copy of registration letter (if
registered in Pakistan)

22
Sample of label of the
investigational product / drug.

Attached.

22 Duration of trial 03-04 Months

Attached23 Undertaking on Stamp paper

reply is reproduced as under:

Minutes of 57th meeting of CSC (20th May, 2025)
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Suhject: Response to DRAP letter on 06 May 2025 F.No.(6-56/2025-CSC - Application for Clinical Trial
Approval Titled "Comparative Evaluolion of Ka6 X-Ray Handheld Cumers Versus Conventional X-Ray to
Support the Diognosis of Pulntonary Tuberculosis (Tb) Through Chest X-Roy", Ftom Aga Khan University
Ilospitol, Karqchi. F. NO.03 69/2021-CT (PS)

Please find below our response to the issues raised during the 56th CSC meeting held on
April 29,2025:

i. The device operutes on tlte principles of X-roys and rsdiation emission therefore regulalions by
PNRA (Pakistan Nucleur Regulatory Authorily) need lo complied.

Response: The device is CE- and FDA-registered and is already in global clinical use. The study will
be conducted at the Radiologt Department of Aga Khan University Hospital (AKUH), which is a
PNRA-Iicensed diagnosticfacility under license number M401(075) (attached). This ensures that the
site is already operating in accordance with PNRA's standards for radiation protection, equipment
safety, and staff training. Furlhermore, lhe device will be used strictly in compliance wilh PNRA's
"Regulatory Guide on Radiation Safety and Regulatory Requirements in Medical Diagnostic X-ray
Fac i I i t ies " (P N RA- RG -904. 08).

ii. The exclusion criteria menlions "Participants who hove a known allergt to any imaging contrusl
agents (if contrast imoging is used)" AND "Patiettts willt pacemakers, metal implanls, or olher
devices incontpolible with imaging lechnologlt used fu the stutly". These need some clariJication.
Response: We confirm that lhis study does not involve the use of conlrast imaging. The exclusion
crilerion referencing allerg,t to contrasl agenls was conservatively included as a precautionary
standard in the protocol template. Additionally, patients with pacemakers, melal implants, or other
devices will be excluded not due lo a contraindicalion with the KA6 device, but to prevent qny

potential image quality compromise. The KA6 device poses no known interference risk with such
devices.

iii. Tlte "User Monuol" nrundules a "lrained pltysicion" to operute lhe hand held device but it's not
clearly menlioned in the prolocol. As o mdlter of practice, x-ruy lechnicians are normally involved
in image acquisilion in the hospitols.

Response: The REMEX-KA6 User Manual specifies operation by a "qualified and trained clinician
with appropriate licensing" (Section 2.1), emphasizing adherence to radiation safety protocols due to
the device's technical and regulatory complexities. While the term "trained physician" is not explicitly
detailed in lhe manual, AKU-being registered with the Pakistan Nuclear Regulatory Aulhority
(PNRA)-follows strict PNRA guidelines and institutional SOPs that align with global standards.
Under PNRA's framework, certified radiologic technologists (X-ray technicians) are recognized as
qualified personnel to operate diagnostic X-ray equipment, provided they undergo rigorous training in
radiation safety, device-specific protocols, and exposure optimization. AKU's existing protocols
ensure lechnicians handling the REMEX-KA6 complete mandacturer-recommended training (Section
4.2). This approach bridges lhe manual's general terminologt with AKU's operational reality,
ensuring safe use while leveraging technicians'expertise in image acquisition under radiologist
oversight. By aligning with PNRA's regulalions, AKU guaranlees compliance with both nqtional safety
standards and the device's technical mandates, mitigatingrisks ofoverexposure or procedural errors.

iv. Tlte detuils regarding lraining plon for operuting the hondheld device are also not provided.

Response: A comprehensive training plan will be implemented prior to study initiation. All Study staff
will undergo formal, hands-on training conducted by lhe Sponsors technical experts. This will cover
device operation, radiation safety, quality assurance, and image handling. GCP Certification will be
required for all users prior to parlicipalion, and training records will be maintained and made
available for review.

v. Every patienl enrolled in the stutly will hsve to be exposed to the radiatiott lwice, the impact of
radialiott hazord ond steps laken for sofety ofsubjecl needs to befurther explained.

Response: The sludy involves parlicipants receiving two radiation exposures: one from a convenlional
X-ra1t qncl another fi'ont the REMEX-KA6 portable X-ray device. The cumulative radialion dose is
carefully managed to ensure safety,
(PNRA) guidelines and international
dose of approximately 0.01-0. I mSv,

Minutes of 57th mee
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KA6's maximum dose per exposure is 46. 12 pGym'(equivalenl to -0.05-0. I mSv). Combined, the
total dose (-0.06-0.2 mSv) remains well below PNRA's annual public dose limit of I mSv, posine
negligible risk of deterministic or stochaslic effects.

vi. lltill lhe subject (ufter getting enrolled in the stutly) bear the cost of rudiologicul investigation(s) or

further trcalnrent or olherwise.

Response: Study participant will nol bear any cost relaled lo imaging or study-specific procedures. All
expenses will be covered by the study budget. Forfurther treatment, the parlicipant will be rqferred as

per standard ofcare.

vii. Pregnancy lesting policy for fenrule subjects.
Response: As part of the screening and eligibility assessment, allfemale participants of chilclbeuring
potential will be asked about their pregnancy status during evaluation against the exclusion criteria.
If a participant reports being pregnant or is uncerlain about her pregnancy status, she will be

excludedfrom the study to ovoid any potential radiation-related risl<s.

Applicant attached License No.: M401(075), issued by PNRA, valid till 3l't August11.
2025.

12. The case was placed before the CSC for consideration

Decision:

-

Thc CSC aftcr dcliberation dccidcd to approvc the Clinical Trial titlcd,
"Comparative Evaluation of KA6 X-Ray I'Iandhcld Camera Vcrsus Convcntional X-Ilay to
Support thc Diagnosis of Pulmonary Tuberculosis (TB) Through Chest X-Ray" to be
conducted at M/s Aga Khan University Ilospital, Karachi (CTS-0003).

2. The Committee also approved following quantity of IMPs to hc imported for the
trial:

. 0l KA6 mobile X-ray device

CASE No.3.4:

APPLICATION FOR APPROVAL OF A PI{ASE.I -II CLINICAI, TRIAL TI'I'I,I'I) "A
MULTICENTER. DOUBLE BLIND RANDOMIZED PLACEBO-CONTROI,I,ED 2-
ARM MIXED PHASE 1 / 2 CLINICAL TRIAL TO EVALUATE TTIE EFFEC'I'S OI,' 2

DEOXY RIBOSE ON I.IEALING OF CHRONIC DIABETIC FOOT UI,CERS'" F'ITOM
THE CENTER FOR BIOEOUIYALENW,INICAL RESEAITCII
(CBSCR) INTERNATION
SCIENCES (ICCBS) UNIVERSITY OF KARACIII, KARACIII - 75270 PAKIS'I'AN.F"
No.03-60/2024-CT (PS)

Application was received from Dr. Muhammad Raza Shah PI & General Manager Ccnter
for Bioequivalence Studies and Clinical Research (CBSCR) International Center for Chemical
and Biological Sciences (ICCBS) University of Karachi, Karachi, dated 9'h October,2024,
wherein request has been made for approval of subject Clinical Trial. Application is on
prescribed Form-II, along with a fee of Rs.245,000/- deposited vide challanNo.09161963641.
dated 8th October, 2024. The trial is not enlisted on U.S. National Trial Registry.

Applicant inforrned that, it is a multi-center trial & will be conducted in Pakistan only.
sample size for Phase -I, is 37 subjects whereas 50 subjects for phase-ll. The proposcd study

are as under: -

i. Department of Plastic & Reconstructive Surgery/Mayo Burn Centre.
ii. Burn Centre, Pakistan Institute of Medical Sciences, Islamabad.

Minutes of 57th meeting of CSC (20th May, 2025)
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3. The details regarding the trial sponsor & responsible party is as follows:
i. Sponsor: Interdisciplinary Research Centre in Biomedical Materials (IRCBM) COMSATS

University Islamabad Lahore Campus, 54000, Lahore, Pakistan under HEC-British council
sponsored project.

ii. Rcsponsible Party: Jerry Zimmerman, Seattle Children's Hospital, Washington, USA.

iii. Purpose of trial: to evaluate the effects of 2-deoxy-D-ribose on healing of chronic diabetic
foot ulcers.

Primary Objective: To assess safety, tolerability and compare the effects of 2dDR-tulle gras
dressing to tulle gras placebo-control dressing.
Secondary Objective: To compare incidence of complete healing, incidence of 40%oo wound
healing, the cost-effectiveness of each treatment arm, the effects of 2dDR dressing to
standard of care dressing on wound-related quality of life, dressing properties in terms of
ease of application, complications (allergic response, bleeding, quantity of granulation,
malodor, leak, unexpected re- dressing, etc.) and patient compliance.

iv. Arms & Interventions:
Participant Grouo/Arm Intervention/Treatment

Placebo-control led Group Un medicated tulle gras with a secondary dressing of a layer of fluffy cotton gauze
(approximately 2cm thick) covered in a layer of cling-fiIm.
Mode of administration: The dressing will be applied on foot ulcer twice a week.

Normal dose intervention
Group

Normal dose 2dDR-medicated tulle gras with a secondary dressing of a layer of
f)uffy cotton
gauze (approximately 2cm thick; l0xl0 cm2l covered in a layer of cling-fiIm.
Dose: 46.25 mg (per l0x l0 cm2 dressing)
Mode of administration: The dressing will be applied on foot ulcer twice a week.

Super-normal
intervention Group

dose Super-normal dose 2dDR-medicated tulle gras with a secondary dressing of a layer
of fluffy cotton gauze (approximately 2cm thick) covered in a layer of cting-fiIm.
Dose: 138.75 mg (per lOxl0 cm2 dressing)
Mode of administration: The dressing will be applied on foot ulcer twice a week.

v of IMPs uired alon with ustification
IMl')s Plasc-l

2dD{ulle gras ress ng

2dDR+ulle gras
dressing (super norrnal

I)lacebo

IN{l's I'hase-lI

2dDR-1ulle gras
dressin

Placebo

vI. Number of subjccts to be recruited:
Phase I: 37 sub.jects will be enrolled.
Phase ll: 50 sub.jects will be enrolled.

Anticipatcd cost of the projcct: I,000,000/- PKR
Study dcsign & details:

a

vIt.
vllt.

Molecule Strength Pack Size Manufactur
er

TOTAL

2-Deoxy D-ribose Not described Not described Cotton Craft 404 sheets

2 Deoxy Ribose Not described Not described Cotton Craft 126 sheets

Normal Saline Idcntical in appearance, volume and smell as Active
Studv agent

404 sheets

Moleculc Strength Pack Size Manufactur
er

TOTAL

2 Deoxy Ribose Not described Not described Cotton Craft 630 sheets

Norrnal Saline Identical in appearance, volume and smell as Active
Study agent

630 sheets

Study type Interventional (Clinical Trial)

Estimated Enrollment
Phase I: 37 subjects will be enrolled.
Phase II: 50 sub.jects rvill be enrolled.o

Allocation Randomized

Intervention Mode
Description: ll

J
I

This is a multi-center, double-blind, randomized, placebo-controlled, 2-arm, mixed
phase l/2 clinical trial to evaluate the elfects of2-deoxy-d-ribose on healing ol
chronic diabetic foot ulcers.
In phase l, patients will be randomized into three groups i.e. placebo-controlled/ un-
medicated tulle gras dressing group, normal dose 2dDR-medicated tulle gras group.

and supernormal dose 2dDR- medicated
tulle qr-as-srouD in a ratio of 4:4:1. In phase 2, patients will be randomized into two

Minutes of 57th meeting of CSC (20th May, 2025) l5e
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groups i.e. placebo-controlled/un-medicated tulle gras dressing group and norrna
dose 2dDR-medicated tulle gras group in a ratio of l:1.

A meeting of DSMB rvitl be hetd to evaluate the safety of the Phase-l clinical tria
after 4 weeks of treatrnent-of the last sub.lcct (i.e.37 subject) enrolled in thc trial
Thereafter, the DSMB will submit their recommendations lbr the initiation ol

recruitment of Phase ll clinical trial to PI. Alter receiving recommendation liom the

DSMB, the PI will initiate the recruitment of the subiects in Phase ll clinical trial.
Masking: Double Blinded

Primary Purpose Treatment.

Official Title:
A Multicenter, Double Blind Randomized Placebo-Controlled 2-Arm Mixecl l)hase I

I 2 Clinical Trial To Evaluate The Eft'ects Ol 2 Deoxy Ribose On Ilealing O1

Chronic Diabetic Foot Ulcers

4. The study will be carried out at mentioned sites comprising of following primary
objective(s);

Site(s)
CBSCR-ICCBS, Karachi (CTS-0046)

Pri@
To assess safety, tolerability and compare the effects of 2dDR-tulle gras dressing to tulle gras placebo-control
dressing.

Secondary Outcome Measures:

To compare incidence of complete healing, incidence of 40%oo wound healing, the cost-effectivencss ol cach

treatment arm, the effects of 2dDR dressing to standard of care dressing on wound-related quality of lifc, dressing
properties in terms of ease of application, complications (allergic response, bleed, quality of granulation, malodor,
leak, unexpected re- dressing, etc.) and patient compliance

5. The details of the submitted documents are as under
RemarksS. No. Document

I
Application on prescribed
Form-ll

2 Prescribed Fee
Rs. 245,0001- deposited vide challan No.
09161963641, dated 8'h October, 2024.

Attached

J Investigator Brochure (s)
Attached.
IB Version No: 1.0, dated: l7 March2023

Final protocol

Attached.
BC-H Ec/-2dDR-phase I /2 (2023)l Protocol/ L0
Dated 04-04-2023
Unsigned Protocol is attached.

5

Informed consent and
participant information sheet
(Urdu to Enelish)

ICF Version 2.0, Dated 02"d April, 2023 is Attached

6
List of participating countries

Pakistan only

7 Phase of trial Phase-l & Phase-ll

8

Quantity of drug / trial material
to be imported on Form 4 under
the Drugs (lmport & Export)
Rules, 1976 and application for
imporl of trial material.

Attached

9 Site of the trial

The Center for Bioequivalence studies and
Clinical Research (CBSCR) International
Center for Chemical and Biological Sciences
(rccBS) (cr-0046)

l0

Institutional Review Board
(lRB) approvalof sites with
complete composition of I
committee i.e. names and Il
designation of members.<l\

IRB approval of following sites are attached:
ii. IRB/ERC approval of CBSCR-ICCBS, Karachi datccl

28th March, 2024 is attached. (Page 2 I 8-21 giCorr.)

iii. IRB/ERC approval of King Edward lVledical
University, Lahore datcd l3th Novenrber, 2023 is

attached. (P age 220 I Corr.)
iv. IRB/ERC approval of Shaheed Zulfiqar Ali Bhutto

Medical University, Islamabad dated 0l't September,
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2023 is attached. (Page22llCorr.)

* Composition of lRBs of following are not attached.
o King Edward Medical University, Lahore
. Shaheed Zulfiqar Ali Bhutto Medical University,

lslamabad

l1
Approval of National Bio-
ethics Committee (NBC)

Approval reference letter No.4-87AIBC-
1110/231376, dated 24th September 2024 for a period
of One Year is attached for Protocol Version 1.0

t2 CV's of the Investigators

CVs of following (Pl & Co-PI) are attached.
i. Prof. Dr. Raza Shah (National-Pl)
ii. Prof. Dr. Tariq Iqbal (Co-PI) (Plastic Bums &

Reconstructive Surgeon, Dean Surgery &Allied
SZABMU PIMS)

iii. Dr. Muhammad Mustehsan Bashir, Head Burn Center
KEMU/Professor of Plastic Surgery. (Co-PI)

iv. Dr. Muhammad Nasir, Critical Care Physician
Consultant and In-charge of ECU and ICU at Center
for Bioequivalence Studies and Clinical Research-
ICCBS, Karachi. (Co-PI)

v. Dr. Muhammad Yar (T.1.), Tenured Associate
Professor, Interdisciplinary Research Centre in
Biomedical Materials (IRCBM), COMSATS
University Islamabad, Lahore Campus, Pakistan (Co-
PI)

vi. Professor Sheila MacNeil, BSc (Hons), PhD
Department of Materials Science and Engineering,
Emeritus Prolessor of Biomaterials and Tissue
Engineering (Co-PI)

vii. Dr. Muhammad Rehan, Post- Graduate Trainee, in
'Burns and Plastic Surgery, at Burn Care Centre
(BCC), Pakistan Institute of Medical Sciences
(PIMS), Islamabad. (Co-PI)

,iii. Zunera Arshad, Research Assistant, Bums Centre,
Pakistan Institute of Medical Sciences, Islamabad.
(Co-PI)

ix. Mohammad Suleman Bajw4 MBBS, MD, Surgery
resident (preliminary) - Department of Surgery,
Montefiore Medical Center/Albert Einstein College of
Medicine (Co-Pf)

* Roles of above mentioned PI/Co-PIs is not
elaborated. Whereas, only one site is mentioned in
the application and PI/Co-PIs are from different
cities and countries.
** PI of the trial haven't required/mentioned
qualification for Clinical Trial Monitoring

l3
GMP certificate along with
COPP & free sale certificate of
the investigational product.

GMP certificate(s) of following are attached:
l. Licence of M/s Cotton Craft (Pvt.) Ltd, Lahore is

attached. (Page 255/Corr.)
2.CO A of 2-Deory-Dribose, Thyminose;2-Deory-Deffi

ropentose;2-Deory-Darabinose, issued by BIOSYNTH is

attached.
* GMP Certificate and CoPP are not provided.

l4 Pre-clin ical/cl inical safety
studies

Attached.

l5 Summary of Protocol Not provided separately,

l6 Summary of Investigator
Brochure

Not provided separately

t7 Adverse Event Reporting Form Attached.

l8 No of patients to be enrolled in
each center.

Phase I: 37 subjects will be enrolled.
Phase II: 50 subjects will be enrolled.

3. At once only one phase can be approved.

,r€ Name of Monitors & Clinical
g-Research Associate

. Dr. Shafiullah

. Sehrosh Naz Khan h
Minutes of 57th meeting of CSC (20th May, 2025) 171
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. Samreen Fatima

. Hamna Ahmed

. Ariba Javed
* Above mentioned monitors are employees of
CBSCR-ICCBS and trial site is ICCBS so employecs
of the same organization cant monitor the trial at the

same site where they are employed

20
Evidence of registration in
country of origin.

Not provided

2r
Copy of registration letter (if
registered in Pakistan)

Not provided

Attached but not proper for Clinical Trial.22
Sample of label of the
investigational product / drug.

23 Duration of trial 07 Months

24 Undenaking on Stamp paper Attached

:i* 
Quantity of investigational products to be used in tlte trial along with justiJication:

(Note: All the quantities ofthe investigational product should be procured from one single source)

Investigtlion al Product (2 dD R-tulle gras dressing)

For Pltase I: - (37 patients- 4:4:1, 16:16:5)

D For Normal Dose ---+Total no. of sheets of l6 patients: 16x24=384 sheets

Retention samplesfor archiving (5% of trial requirement): 384/100 x 5 : 19.2 (20 sheets)
Total no. of sheets for normal dose of l6 patients + retention samples for archiving : 384+20:404

D For Placebo Dose ---+Total no. of sheets of l6 patients: 16x24 : 384 sheets

Retention samplesfor archiving (5% of trial requirement): 384/100 x 5 : 19.2 (20 sheets)
Total no. of sheets for placebo dose of l6 patienls + retention samples for archiving : 384+20:404

D For Super Normal Dose ---+Total no. of sheets of 5 patients: 5x24 : 120 sheets
Retentionsamplesforarchiving(5%oftrialrequirement):120/100x5:6sheets
Total no. of sheets for super normal dose of 5 palients * retention samples for archiving : 120+6 : 126

For Phase II: - (50 patients- l:1,25:25)

D For Normal Dose +Total no. of sheets of 25 patients: 25x24 :600 sheets

Retention samples for archiving (5% of trial requirement): 600/100 x 5 : 30 sheets
Total no. of sheetsfor normal dose of 25 patients * retention samplesfor archiving: 600+30: 630

D For Placebo Dose Total no. ofsheets of25 patients: 25x24 = 600 sheets
Retention samples for archiving (5% of triol requirement): 600/100 x 5 : 30 sheets
Total no. of sheets for placebo dose of 2 5 patienls + retention somples for archiving : 600+ 30:630

Total no. ofsheetsfor normal dose: 1034
Total no. ofsheetsfor placebo dose: 1034
Total no. ofsheets for super normal dose: I 26

NOTE:
Reference of Latest ICII-GCP E6(R2) Guidelines
4.3 Medical Care of Trial Subjects

4.3.1 A qualified physician (or dentist, when appropriate), who is an investigator or a sub-investigator.fbr

uld ensure
signiJicont
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laboralory values, related to the trial. The investigator/institution should idorm a subject when medical
care is neededfor inter-current illness(es) of which the investigotor becomes qware.

1.3.3 It is recontntended that the investigator inform the subject's primary physician about the subject's
participation in the trial if the subject has a primary physician and if the subject agrees to the primary
phys ician be in g informed.

Reference of Guidelines lo Condnct Clinical Research in Pakistan.

7.1. Principal Investigator: Principal Investigator (PI) is the researcher, usually a doctor or other
healthcare professional, who assuntes full responsibilityfor a research study, including but not limited to,
the oversighl and training of research assistants, adntinistration of idormed consent, and protecting
parlicipant confidentiality and leads the clinical research along with the other members of the research
team, regularly ntonitors study participants'health to determine the study's safety and effectiveness. A PI
is primarily responsible for the preparation, conduct, and administration of a research gront, cooperotive
qgreeruenl, or other sponsored project in compliance with applicable laws and regulations and
institutional policy governing the conduct of clinical research. In case where application is for Clinical
Research of Medical Device or Alternate Medicine, a Clinician/Medical Doctor must be the part of the
study team or the case may be decided by the CSC.

After initial scrutiny/evaluation following shortcomings has been observed
* Composition of IRBs of following are not attached.

. King Edward Medical University, Lahore

. Shaheed Zulfiqar Ali Bhutto Medical University, Islamabad

+Monitors are employees of CBSCR-ICCBS and trial site is ICCBS so employees of the same organization can't
rnonitor the trial at the same site where they are employed

*Roles of PIiCo-PIs is not elaborated. Whereas, only one site is mentioned in the application and PI/Co-PIs are from
diffcrcnt cities and countries.

* PI of the trial hasn't required/mentioned eligibility (as described by ICH and relevant guidelines) for Clinical Trial
Monitoring

4. In order to avoid conflict of interest, the Secretary, CSC (being evaluator of the case) will
no1 parlicipate in voting.

'fhe case was presented before the CSC in its 52nd meeting held on 28th November5

2024.l'he Committee decided the case as follows:

l)ecision: The CSC after deliberation observed that there are t number of
shortcomings in the application and decided to defer the case for communication of
shortcomings to the applicant as discussed.

6. After detailed evaluation of the application following clarifications are sought by the
CSC expert members:

Composition of IRBs of following are not attached.
. King Edward Medical University, Lahore
. Shaheed Zulfiqar Ali Bhutto Medical University, Islamabad

Monitors are employees of CBSCR-ICCBS and trial site is ICCBS so employees of the same
organizatiorl can't nronitor the trial at the sarne site where they are employed
Itoles of PI/Co-PIs is not elaborated. Whereas, only one site is mentioned in the application and
I)l/Co-PIs are from different cities and countries.

,PI of the trial Irasn't required/mentioned eligibility (as described by ICH and relevant guidelines)
Clinical Trial Monitoring
Clinical Trial team is comprised of the following:
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a. Plastic surgeon
b. Burn specialist
c. Chemist (but no dialectologist and Pharmacist is included, clarification sought in this regard)

vi. The references provided are too old, latest being from 2019, clarification required.
vii. In the formulation Bees Wax, Petroleum products and cetosteryl alcohol are mentioned bLrt propcr

drug release study is not provided to confirm the permeation of 2 doxy D ribose from the gar.rze

dressing to the wound. There is a possibility of entry of the drug to systemic circulation that rnay

lead to toxicity.
viii. Majority of the preclinical studies shown in the dossier are conducted by researchers not part of

the team related to the development of foot dressing of 2 deoxy D ribose, for example, in the Rat

Cutaneous Wound Model conducted by Mac Neil & Yar group (no proper reference given in the

dossier). In this study freezed gelated hydrogels is used as a base of the drug whiclr docs no1

correlate with the bases used in the current study.
ix. In some preclinical studies future tense is used that shows that work will be conducted in luture

i.e. toxicity test, Principal of sensitization test.
x. The photomicrographs and graphs of the preclinical studies are not visible and difficult to rcacl.

Further, simple student T-Test is applied to the data where there are multiple groups in tlic
studies.

xi. An ideal DW model should progress toward reprehensibility, quantifiable interprctation.
therapeutic significance, and effective translation into clinical use. Proper animal model lor the

study for diabetic wound healing is the rat and mice models. No systematic in-vivo animal
study/studies are available in the dossier to support the clinical trials of tlre product lor thc
diabetic foot ulcer except:

a. Assessment of wound healing responses to 2 deoxy- D -ribose loaded into freeze gelated hydro-gel
using a rat cutaneous wound mode model- non-diabetic animals conducted by Prof MacNeil and Dr.
Yar groups in another study where freezed gelated hydrogel is used as a base.

b. In vivo evaluation of effect of 2-dDR on diabetic wound healing in the diabetic rat model was asscssed

by using a single application of 2- tlDR-looded alginale dressings? In lhis slttdy lhe ulginale dressing

is ttol lhe one proposetl in the sludy.

xlr'

xiii.

xiv.
a.

b.
c.
d.

e.

f.
ob.

The preparation is meat for healing the diabetic foot ulcer but the diabetic foot healing is not
mentioned in the objectives of the study.
In summary, this study is a collection of difference preclinical reports from different authors to
justify the clinical trials of 2 deoxy D ribose for diabetic foot ulcer without proper systcrnatic
relevant purposeful preclinical data. It is pertinent to mention that topical dressing can penneate
into the tissue and systemic circulation that may cause systemic toxicity.
Some of the untoward effects of angiogenic drugs are mentioned below:
An angiogenic agent will disseminate and induce unintended angiogenesis in adjacent and perhaps cvcn in

distant sites.
Increased Vascu lar penneabi lity
Induction of the development of functionally abnormal blood vessels

Triggering Growth of Ncoplasms: here is strong evidence that solid tumors require an angiogcnic
response to supply the nutrients required for growth beyond minimal size. Induction of angiogenesis
therefore provides an additional mechanism by which an angiogenic agent administered to treat tissue
ischemia could trigger the growth of dormant or in situ tumors independently of any direct effects that the
agent might have on tumor cell proliferation.
It has been demonstrated experimentally that prolonged exposure of skeletal muscle or myocardium to lrigh
local levels of VEGF or FGF family peptides can cause hemangioma like tumors and vascular
malformations. Also, certain normal tissues, notably the uterus, possess functional VEGF receptor tyrosinc
kinases; in fact, VEGF is mitogenic for uterine smooth muscle. It is therefore possible that the common
leiomyoma (fibroid) could at least theoretically respond to exogenous stimulation by growth factors.
Vasodilatation and Hypotension During Short-Term Administration of FGF and VEGF Proteins.
There is a lack of readily available animal models that sufficiently approximate human diabetic wound
healing, especially chronic wounds. Moreover, many of the preclinical animal studies to date have Ibcused

be adequate for the treatment of the multilactorial

for information and consideration. 'fhc

on monotherapies, an approach which seeps unlikely to
problem of diabetic chronic skin wounds.l

6. The case was placed before t[ef[Committee
Committee decided the case as under:]$\
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l)ccision: The CSC aftcr deliberation decided to defer the case for submission of
clarifi cation regarding following shortcomin gs :

i. Composition of IRBs of following are not attached.
. King Edward Mcdical University, Lahore.
o Shaheed Zulfiqar Ali Bhutto Medical University,Islamabad.

ii. Monitors are employees of CBSCR-ICCBS and trial site is ICCBS, employees of the same
organization can't monitor the trial at the same site where they are employed

iii. Roles of PVCo-PIs is not elaborated. Whereas, only one site is mentioned in the application
and PI/Co-PIs arc from different cities and countries.

iv. I'I of thc trial docs not have the required/mentioncd eligibility (as described by ICH and
rclcvant guidclines) for Clinical Trial Monitoring.

v. The Clinical Trial team does not include any dialectologist and pharmacist.
vi. 'fhe refcrenccs provided are from 2019 anter latest references may also be provided.
vii. Ilccs wax, petroleum products and cetosteryl alcohol are mentioned in the formulation but

proper drug release study has not been provided to confirm the permeation of 2 doxy D
ribose from the g uze dressing to the wound. There is a possibility of entry of the drug to
systemic circulation that may lead to toxicity.

viii. Maiority of the prcclinical studies shown in the dossier are conducted by researchers not
part of the tcam rclatcd to the development of foot dressing of 2 deoxy D ribose, for
cxample, in the Rat Cutaneous Wound Model conducted by Mac Neil & Yar group (no
proper rcfcrcnce given in the dossier). In this study freezed gelated hydrogels is used as a
base of the drug which does not correlate with the bases used in the current study.

ix. In some prcclinical studies future tense is used that shows that work witl be conducted in
future i;e. toxicity test, principal of sensitization test.

x. 'l'hc photomicrographs and graphs of the preclinical studies are not visible and difficult to
rcad. l'urther, simple student T-Test is applied to the data where there are multiple groups
in the studies.

xi. An idcal DW model should progress toward reprehensibility, quantifiable interpretation,
$lerapeutic significance, and effective translation into clinical use. Proper animal model for
thc study for diabctic wound healing is the rat and mice models. No systematic in-vivo
animal study/studics are available in the dossier to support the clinical trials of the product
for the diabetic foot ulcer except:

a. Assessment of wound healing responscs to 2 deoxy- D -ribose loaded into freeze gelated hydro-
gel using a rat cutaneous wound mode model- non-diabetic animals conducted by Prof MacNeil
and Dr. Yar groups in another study where freezed gelated hydrogel is used as a base.

b. In vivo evaluation of effect of 2-dDR on diabetic wound healing in the diabetic rat model was
asscssed by using a single application of 2- tlDR-loaded alginale dressings, whereas, in this study
alginale dressing is not proposed.

xii. Apparently the preparation is meant for healing the diabetic foot ulcer whereas the diabetic
foot hcaling is not mentioned in the ob.iectives of the study.

xiii. Topical dressing can pcrmeate into the tissue and systemic circulation that may cause
systemic toxicitv. Evidence of clinical safcty regarding the following possible untoward
clfccts of angiogenic drugs may be provided:
a. An angiogenic agent will disseminate and induce unintendcd angiogenesis in adjacent and

pcrhaps even in distant sites.
b. Increased Vascular permeability
c. Induction of the devclopment of functionally abnormal blood vessels
d. Triggering Growth of Neoplasms: here is strong evidence that solid tumors require an

angiogcnic response to supply the nutrients required for growth beyond minirnal
size. Induction of angiogenesis thercfore provides an additional mechanism by rvhich an
angiogcnic agcnt administcred to treat tissue ischemia could trigger the growth of dormant or
in situ tumors indcpendently of any direct effects that the agent might have on tumor cell
proliferation.

c. 1 lt has bcen demonstratcd experimentally that prolonged exposure of skeletal muscle or

I myocardium to high local levels of VEGF or FGF famity pcptides can cause hemangioma like

^ [ tumors and vascular malformations. Also, certain normal tissues, notably the uterus, possess
IJflunctional VEGF reccptor tyrosine kinases; in fact, VEGF is mitogenic for uterine smooth
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xlv,

xv

muscle. It is therefore possible that the common leiomyoma (fibroid) could at lcast thcoretically
respond to exogenous stimulation by growth factors.

f. Vasodilatation and Hypotension During Short-Term Administration of FGF and VEGI.'
Proteins.

There is a lack of readily available animal modcls that sufficiently approximate human diabetic
wound healing, especially chronic wounds. Moreover, many of the preclinical animal studics to datc
have focused on monotherapies, an approach which scems unlikely to bc adequate for thc trcatmcnt
of the multifactorial problem of diabetic chronic skin wounds.
The IIVIP need to be manufactured in GMP compliant facility, clarification in this regard is rcquircd.

07. Accordingly, the CSC decision was communicated to applicant vide letter No. 16-

5312024-CT dated 09th January 2025, yet response is awaited.

08. The case was placed before the Committee for consideration. The Committce dccidcd thc
case as under:

Decision: The CSC after deliberation decided to dcfer the case for submission of
clarification regarding following shortcomings (already communicated on 09'h January 2025:):

i. Composition of IRBs of following are not attached.
. King Edward Medical University, Lahore.
. Shaheed Zulfiqar Ali Bhutto Medical University, Islamabad.

ii. Monitors are employecs of CBSCR-ICCBS and trial site is ICCBS, cmployecs o[ tht' same

organization can't monitor the trial at the same site where thcy are employed
iii. Roles of PVCo-PIs is not elaborated. Whercas, only onc sitc is mcntioncd in the application

and PI/Co-PIs are from different cities and countries.
iv. PI of the trial does not have the required/mentioned eligibility (as described by ICII and

relevant guidelines) for Clinical Trial Monitoring.
v. The Clinical Trial team does not include any dialectologist and pharmacist.
vi. The references provided are from 2019 ante, latest references may also bc providcd.
vii. Bees wax, petroleum products and cetostcryl alcohol are mentioned in the formulation bu(

proper drug relcase study has not becn provided to confirm the pcrmeation of 2 doxy I)
ribose from the gauze dressing to the wound. There is a possibility of cntry of thc drug to
systemic circulation that may lead to toxicity.

viii. Majority of the preclinical studies shown in the dossicr arc conductcd by rcscarchcrs not
part of the team related to the development of foot dressing of 2 dcoxy D ribosc, for
example, in the Rat Cutaneous Wound Model conducted by Mac Ncil & Yar group (no
proper reference given in the dossier). In this study freezcd gelatcd hydrogels is usetl as a
base of the drug which does not correlate with the bascs used in thc currcnt study.

ix. In some preclinical studies future tense is used that shows that work will be conductcd in
future i.e. toxicity test, principal of sensitization test.

x. The photomicrographs and graphs of the preclinical studies are not visible and dillicult to
read. Further, simple student T-Test is applied to the data where there are multiple groups
in the studies.

xi. An ideal DW model should progress toward reprehensibility, quantifiable intcrpretation,
therapeutic significance, and effective translation into clinical use. Proper animal modcl for
the study for diabetic wound healing is the rat and mice modcls. No systematic in-vivo
animal study/studies are available in the dossier to support thc clinical trials of thc product
for the diabetic foot ulccr except:

a. Assessment of wound healing responses to 2 dcoxy- D -ribose loadcd into freeze gelated hydro-
gel using a rat cutaneous wound mode model- non-diabetic animals conducted by Prof MacNeil
and Dr. Yar groups in another study where freezed gelated hydrogel is used as a basc.

b. In vivo evaluation of effect of 2-dDR on diabetic wound healing in the diabetic rat model was
assessed by using a single application of 2- tlDR-loaded alginate dressirtgs, whereos, in this slutly
alginale dressing is not proposed.

xii. Apparently the preparation is for healing the diabetic foot ulcer whercas thc diabctic
foot healing is not mentioned in ofthc study.
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xiv

xv

xItt. 'I'opical dressing can pcrmeate into the tissue and systemic circulation that may cause
systemic toxicity. Evidence of clinical safety regarding the following possible untoward
effects of angiogenic drugs may be provided:
a. An angiogenic agent will disseminate and induce unintended angiogenesis in adjacent and

perhaps even in distant sites.
b. Increased Vascular permeability
c. Induction of the development of functionally abnormal blood vessels
d. Triggering Growth of Neoplasms: here is strong evidence that solid tumors require an

angiogcnic response to supply the nutrients required for growth beyond minimal
size. Induction of angiogenesis therefore provides an additional mechanism by which an
angiogenic agent administered to treat tissue ischemia could trigger the growth of dormant or
in situ tumors indepcndently of any direct effects that the agent might have on tumor cell
proliferation.

e. It has been demonstrated experimentally that prolonged exposure of skeletal muscle or
myocardium to high local levels of VEGF or FGF family peptides can cause hemangioma like
tumors and vascular malformations. Also, certain normal tissues, notably the uterus, possess
functional VEGF receptor tyrosine kinasesl in fact, VEGF is mitogenic for uterine smooth
muscle. lt is therefore possible that the common leiomyoma (fibroid) could at least theoretically
rcspond to exogenous stimulation by growth factors.

f. Vasodilatation and tlypotension During Short-Term Administration of FGF and VEGF
Proteins.

'I'hcre is a lack of readily available animal models that sufficiently approximate human diabetic
wound healing, especially chronic wounds. Moreover, many of the preclinical animal studies to date
have focused on monothcrapies, an approach which seems unlikely to be adequate for the treatment
of the multifactorial problcm of diabetic chronic skin wounds.
The IMP need to bc manufactured in GMP compliant facility, clarification in this regard is required.

2. l'urther it is decided to inform PI that fulfill all prerequisite within a month positively for
furthcr processing of thc application

09. Accordingly, the CSC Decision was communicated on 04th February 2025, yet response
is arvaited.

10. Application was placed before the 55th CSC Meeting, the Committee decided as follows

Decision: The CSC after dcliberation decided to defcr the case for fulfilment of
shortcomings, communicatcd on vide letter 04th Februaryr2025,

11. The PI vide letter reference No. nil dated 19th March, 2025 responded to the

shoflcomings/ observations which were communicated by this office vide letter F. No. 16-

5312024 CSC on 09/01/2025. The response is presented below: -
(ln order to avoid conJlict of interest, the Secretary, CSC (being evaluator of the case) will not participate in
voting,. )

PI Rcsponse:
'fhe composition of IRB of King Edward Medical University, Lahore and Shaheed Zulfiqar Ali Bhutto Medical
Univcrsit Islamabad are attached. I

the monitor and he is currently serving as an Associate Professor, at the Faculty of
Universi , LahorePharrnaccutical Sc S Pakistan from October 2023

l)I lLcsponsc:
Dr. Shafiullah will
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PI Response:
This is an opportunity for us to apologize for not having made this clear and to give some dialogue describing the
roles of the PI/Co-PIs.;

As a principle Investigator of the study, the role of Dr. Raza Shah is:

o Compilation and Submission of regulatory dossier
. Overall conduct ofthe study
o Training of staff for clinicalstudy
. Ensuring double blindness of the study
c Supervising and ensuring randomization of patients participating in the study
. Look after writing of protocol and report
Emeritus Prof Sheila MacNeil is a Co-PI on this application based on her long history of collaborating with Prof.
Yarand her experience of translating research to the clinic in the UK and India. She and Prof. Yar have playcd
leading roles in assembling a clinical team in Pakistan who are committed to developing low-cost, cl'lective
treatments for patients in Pakistan. Prof. MacNeil uses her extensive experience of translational research to hclp
guide this new study to take place in Pakistan safely and with full regulatory approval. Prof. Yar is thc lead

academic for this project receiving support on clinical matters from Prof. Mustehsan Bashir Head Burn unit
KEMU and Prof. Tariq Iqbal Head burn unit PIMS Islamabad and on regulatory approval from Prof. Raza Shah

CtsSRC Karachi University. The team assembled for this project have worked together productively since its
inception and are now looking forward to taking it into the clinic once for approval is received from DRAP etc.

Thank you for your observation. The submitted application specifies a single site that is Center Jor
Bioequivalence Sludies and Clitticul Research, Inlernalional Center for Chemical und Biological Sciences
(ICCBS), University of Kurachi, for the trial's primary activities, while the Co-PIs are from diflerent cities of
Pakistan (Islamabad and Lahore) and their sites will work as collaborative organizations. The collaborativc nature

of the research allows team members to contribute remote trvetheir

PI Response:
The PI of this trial, Prof. Dr. M. Raza Shah has extensive experience in DRAP and NBC-approved clinical trials
including clinicaltrials of COVID-19. The PI of this study led the DRAP and NBC approved Phase I clinicaltrial
of the Sinopharm Vaccine in Pakistan and successfully completed. The followings are the credentials of PI

related to Clinical Research:
l. The PI of this trial remained as PI of DRAP and NBC approved Clinical Trial for the treatment of COVII)- l9

patients with Traditional Chinese Medicine, entitled "Multi-center, Randomized, Double Blind and Placcbo
Controlled Clinical Trialon the Efficacy and Safety of Jinhua Qinggan Granules (JHQG) for the Treatment
of COVID-I9 Patients". The trial is successfully completed and the results of the trial are published in
leading international journal of high impact factor. (Annexure 2: NBC approval, DRAP opprovul,
Publication)

2. The PI of this trial also remained PI the DRAP and NBC-approved clinical trial entitled "A Randornizcd,
Double-blind, Positive-Controlled Study to Evaluate the Efficacy and Safety of Fuke Qianjin Capsulc in
Patients with Pelvic Inflammatory Diseases". (Annexure 3: NBC approval, DRAP upprovul, I'ublication)

3. The PI of this study also remained PI of the DRAP and NBC-approved clinical trial entitled "Randomizcd,
Double-Blind, Placebo-Controlled, Non-inferiority Clinical Trial on the Efficacy and Safety of l-loutou
Jianweiling Tablet in the Treatment of Chronic Non-Atrophic Gastritis." (Annexure 4: NBC approvol,
D RA P app rovul, Publicatio n)

4. The PI of this study is also acting as PI of NBC approved Phase I clinical trial entitled "A single Center,
Placebo-Controlled, Ascending Single-Dose Phase I Clinical Trial to Evaluate Safety, Tolerability and
Pharmacokinetics of RHN-001 in Healthy adult volunteers". (Annexure 5: NBC approval, DRAP approval)

5. The Pl of this study has conducted more than 28 Bioequivalence and PK studies in healthy voluntcers. l-he
Bioequivalence (BE) studies are a type of Phase I clinical trial. In BE (Safety, Pharmacokinetic) studics
comparative Safety and Pharmacokinetic of drug is evaluated in health volunteers. All the parameters thal are
needed for execution of Phase I (Safety, Pharmacokinetic, dose tolerability) clinical trial are practiced in true
spirit in BE studies. A wealth of knowledge about the clinical trial can be gathered by conducting BE studies.
GCP and GLP are practiced both in BE and Phase I studies of IND. (Annexure 6: List of BA/BE, PK stutlies
and approvals cottducted by PI)

6. The Pl of this study has participated in several GCP and GLP training courses needed to act as Pl. (Anne-rure
7: Training certilicfltes of PI)

7. The PI of this study has published more than 200 research articles in the area of Drug Delivcry and
Nanomedicine through which the PI has a wealth of knowledge about the clinical trials and

with the and the of the human 8..interactions of the dru

Minutes of ng of CSC (20th May, 2025)

to Dru

ilv

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M



Lisl of pablicatiorts irt Drug Delivery Therapeutic)
8. The PI of this study has also Published (with International Publisher Elsevier) five books in the area of Drug

delivery which increased in the depth of understanding of PI about the drug interaction with the body and
rcsponse of the body. The books are also available on Amazon and one of the books was declared the best
book of the year (2017) by HEC. The title of the books is given below;

i. Lipid-Based Nanocarriers for Drug Delivery and Diagnosis,
, Paperback ISBN: 9780323527293
ii. Nanocarriers for Cancer Diagnosis and Targeted Chemotherapy,

Paperback ISBN: 97801 28167731
iii. Metal Nanoparticles for Drug Delivery and Diagnostic Applications,

Paperback ISBN: 97801 281 69605
iv. Nanocarriers for Organ-Specific and Localized Drug Delivery

Paperback ISBN : 9780 I 28210932
v. Stimuli-Responsive Nanocariers for Targeted Drug Delivery

Papcrback ISBN: 97804 43223891
9. 'l'hc t'l of the study also remained as Member in the panel of inspectors for Evaluation of Clinical Trial Sites

frorrr Drug Regulatory Authority of Pakistan (DRAP). (Annexure 9: Lelters received from DRAP to act as
iuspeclor)

Conducted l0 Toxicological Studies,28 Phase-I Clinical Trials (BE and PK studies) along with 04 Phase-ll
andClinicalTrials les asevaluati for Multinational Pharma

PI llcsponse:
An .cndocrinologist Dr. Mammona Gias Assistant Professor at King Edward Medical University Lahore, is
includcd in teanr who is certified in the clinical setup to medicallytake care of diabetic patients. We are attaching
her CV as a reference. (Annexure l0: CV)

llere u'e arc providing all of our published papers references on 2-deoxy-D-ribose;
l. Yar, M.. Shahzadi, L., Mehntood, A., Raheem, M.1., Roman,5., Chaudhry, A.A., ur Rehman, 1., Douglas,,C.l.
and MacNeil, 5.. Deoxy-sugar releasing biodegradable hydrogels promote angiogenesis and stimulate wound
healing. A4aterials Today Communicalions, 2017. 13, pp.295-j05.
2.Azont, M., Dikici, 5., Roman, 5., Mehmood, A., Chaudhry, A.A., U Rehman, 1., MacNeil, S. and Yar, M.,Addition
of 2-deoDt-d-ribose to clinically used alginate dressings slimulates angiogenesis and accelerates wound healing
in diabetic rats. Journal of biomaterials applications, 2019. 3a(), pp.4$-a75.
3.Dikici,5., Mangtr, N., Claeyssens, F., Yar, M. and MacNeil,5., Exploration of 2-deoxy-D-ribose and l7p-
Estradiol as alternatives to exogenous VEGF to promote angiogenesis in tissue-engineered
constrttcts. Regeneralive medicine, 20 I 9. I 4(3), pp. I 79-l 97.
.1. Andleeb A, Dikici S, Wqris TS, et al. Developing affordoble and accessible pro-angiogenic wound dressings;
incorporation o.f 2 deoxy D-ribose (2dDR) into cotton fibres and wax-coated cotton fibres. J Tissue Eng Regen
l4ed. 2020; I 4: 973'988.
-t. Dikici, 5., Bullock, A. J., Yor, M., Claeyssens, F., &amp; MacNeil, S. 2-deory-d-ribose (2dDR) upregulates
vascular endothelial growth factor (VEGF) and slimulates angiogenesis. Microvascular Research,2020. 131,
t 04035.
6. Dikici, S , Yar, M., Bullock, A. J., Shepherd, J., Roman, 5., &amp; MacNeil, S. Developing lMound Dressings
Using 2-deoxy-D-Ribose to Induce Angiogenesis as a Backdoor Route for Stimulating the Production of Vasculor
Endothelial Growth Factor. lnternalional Journal of Molecular Sciences,202 1. 22(21), 11437.
7. Abid S, Zulfiqar S, Anjum MA, Bullock AJ, MacNeil S, Yar M. An alginate-Based tube gel delivering 2-deory-
D-ribose 'Biomaterials Astimulqlion wound heal Journql

PI Rcsponsc:

264-279.202 3,
,

Pl l(csponsc:
Over the ycars we have demonstrated that the sugar can be released from a variety of cariers when it came to
choosing a carrier for development of a project for treatment of diabetic ulcers. We selected wax coated cotton
dressings because they were already being used in Pakistan and we had an excellent, Pakistan-based company to
rvork with-Cotton Craft. We with Cotton Craft to develop a delivery system that ensured that a sufficient

several days in conducting this study, we looked at release ofthe sugar fromcluantily of sugar was released
mod tion of thep x coated cotton fibers and endedlain cotton fibers and from
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wax slightly to ensure release of sufficient sugar. This was published in this articlc;
(Andleeb A, Dikici S, lltqris TS, et al. Developing affordable and accessible pro-angiogenic wound dressings;
incorporation of 2 deoxy D-ribose (2dDR) into cotlon fibers and wax-coated cotton fibers. J Tissue Eng. Regen
Med. 2020; 14: 973-988.)
We were confident of the amount of sugar that needed to be released over a day to achieve stimulation of
angiogenesis based on several in vitro studies we have conducted and reported in this article;

(Dikici S, Aldemir Dikici B, Bhaloo Sl, Balcells M, Edelman ER, MacNeil S, Reilly GC, Sherborne C oncl

Claeyssens F (2020) Assessmenl of the Angiogenic Potential of 2-Deoxy-D-Ribose Using a Novel in vitro 3D
Dynamic Model in Contparison with Established In vitro Assays. Front. Bioeng. Biotechnol. 7:45 I .)

It was our intention not to change composition of this wax coated cotton-based fiber product which has bcen used
in Pakistan for the treatment ofburns and other injuries for at least 20 years.

The second point, the reviewers raise possibility of entry of the drug to systemic circulation that may lead to
toxicity-again. We conducted dose-response studies to the sugar to determine the range of concentrations of sugar
that were stimulated angiogenesis and whether there was indeed a toxic dose that could be reached.

On the basis of this we found the effective stimulatory response to be in the range of to be, but conccntrations
greater than actually inhibited cell proliferation.
Mindful of the need to ensure the safety of the sugar. We conducted toxicity testing experirnents in animals and
deliberately provided higher concentrations up to l5000mg/kg and results showed that all animals survivcd, and
nos of observed that ted tc of the exure I I ,s

PI Response:
As part of our collaboration, we have explored delivery of the sugar from a variety of carriers including
hydrogels. The sugar could be successfully delivered from a hydrogel, and we established that the sugar
stimulated angiogenesis in wounds in a rat cutaneous wound model.

(Yar, M., Shahzadi, L., Mehmood, A., Raheem, M.1., Roman, 5., Chaudhry, A.A., ur Rehman, 1., Douglas, C'.1. and
MacNeil, 5., Deory-sugar releasing biodegradable hydrogels promote angiogenesis and stimulate wound
healing. Materials Today Communicotions, 20 I 7. I 3, pp.295-305.)

We agree this hydrogel is not the material to be used in the current study- we changed to using a wax coatcd
cotton dressing because this was already addressing widely accepted for clinical use in Pakistan and we had a
commercial partner who was keen to develop this with us.

PI Response:
We apologize for talking about tests to be completed in the future. All tests have been completed and correction
has been done in the report.

PI Response:
We have attached much larger photomicrographs and graphs of the preclinical studies we have now subjected the
data to slightly more sophisticated statistics suitable for use of multiple groups, and these results are artached in
Annexure I I I2:
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l)l Rcsponse:
We agrec that it's very difficult to find an animal model that reproduces the complexity of diabetic wounds when
we made our initial observation that the sugar stimulated wound healing. It was on a healthy rat model with their
full thickness cutaneous wound.
Awarc that this does not mimic the problems of diabetes. We then went on to establish a diabetic wound healing
rnodcl and delivered the sugar using alginate dressings-this preceded are developing a relationship with Cotton
Craft to take this work to the clinic.
We did consider using alginate dressing, but when it came down to designing the study. We felt there was a
compclling argument to be made use addressing that already existed in Pakistan had been produced under drug
approved conditions and was well accepted by clinicians, especially as it gave us the opportunity of working with
a Pakistan-based to deve a low-cost dress to benefit in Pakistan.

PI Ilcsponse:
We arc very much aware of the suspension of clinical studies using topical applications of VEGF. In hindsight, it
appcars .that this response of large leaky vessels was due to the delivery of large unregulated concentrations of
VEGI:.
We have cstablished that the sugar leads up to regulation (temporarily) of VEGF. Also, rve have undertaken
cxtensivc toxicity testing and have not found any evidence ofadverse responses to the delivery ofthe sugar.

)fio
=---

Pl llcsponse:
Clarification on Study Objcctivcs
We would like to clarify that this study specifically investigates the healing of diabetic foot ulcers using 2dDR-
tulle gras drcssing compared to a placebo-control dressing.
The primary objective is to assess the safety, tolerability, and effects of 2dDR-tulle gras dressing compared to a
placebo-control dressing in the context ofdiabetic foot ulcer healing.
The sccondary objectives further explore: tri

. Thc incidence of complete healing and 40%o wound healing in DFUs.

. El-l'ccts oh wound-related quality of tife in patients with DFUs.

. I)rcssing properties, including ease of application, complications (e.g., allergic response, bleeding,
granulation quality, malodor, leaks, unexpected re-dressing), and patient compliance.

While the ter;m "diabetic foot ttlcer" was not explicitly stoled in the objectives, the study is indeed focused on
4.tsgsJ the DFUs.
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PI Response:
Wehgree there is a lack of readily available animal models that approximate human diabetic wound healing. We
suggest the approach we are proposing that of up regulating angiogenesis is a sensible approach to tackle poor
wound healing in diabetics where the blood vessels are quite commonly compromised and is worthy of carclul

PI Response:
We are providing details of the manufacture of the cotton dressing containing sugar by Cotton Craft in a GMP
compliant facility. cGMP certificate was provided with the application. All the dressings used in this project have

in the cGMP facil of the Cotton Craft.been I3:

12. The case was placed before the CSC for consideration.

Decision: The CSC aftcr considcration dccidcd to defcr the casc for I'urthcr
deliberations.

13. The case was placed before the CSC for consideration.

Proceedings:
Prof. Dr. Raza Shah (Ph.D. Organic Chemistry), Dircctor, ICCBS, Univcrsity of

Karachi, Karachi, joined the mceting through Zoom link and explaincd the trial dcsign,
technical aspects of the study. The CSC members commented on the establishment of
clinical equipoise for the Phase-I clinical trial since this is a placcbo controlled trial. Irhe l'}I
responded that placebo controlled group will receivc unmcdiated tulle gras with a

secondary dressing of a layer of lluffy cotton gavze (approximately 2cm thick) covcrcd in a
layer of cling film. The expert members of CSC (clinicians) opincd that thc Dtr'A being a
complication of uncontrolled diabctes can pose a potential threat to the subjccts if prompt
management with topical antibiotics/ antiseptics is evaded or dclaycd. Furthcrmorc, the PI
stated that in case a subject enrollcd in the placebo -+ontrolled group dcvelops somc
complication (wound management) he/she will be managed promptly.

14. The Committee decided the case as under:

Decision:

The CSC after dcliberation decided to reject thc Clinical Trial titlcd, "A
Multicenter, Double-Blind, Randomized, Placebo-Controlled, 2-Arm Mixed Phase I / 2
Ctinical Trial to Evaluate thc Effccts of 2 Dcoxy Ribose on Ilealing of Chronic l)iabctic
Foot Ulcers", due to following reasons:

i. The applicant couldn't justify the establishment of Clinical cquipoise whcrc thc
controlled arm will be administered a placebo bandage (without medication)

ii. None of the proposed site(s) are licensed to act as Clinical Trial Sites for l'hasc-I/Il
Clinical Trials

iii. M/s Cotton Craft is holding establishment licence (ELM-0015) for manufacturing of
registered product (Surgical Tulle Dressing Section). Whereas, approval of thc

: MDB/Concerned Authority for production of IMP has not be provided.
iv. The applicant is not qualifying the criteria as prescribcd in the "Guidclines for

Conduct of Clinical Research in Pakistan", e under thc Ilio-Stutly,2017.
v. The response of the PI to the queries of the , communicated vide lctter bcaring

F. No. 16-5312024 CSC, dated 0910112025 was not found satisfactory by the
Committce.
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CASE No.3.5:

APPI,ICATION FOR APPROVAL OF CLINICAL TRIAL TITLED. "AN OPEN-LABEL.
ITANDOMIZED. POSITIVE.CONTROLL PI.IASE.IflI CLINICAL TRIAL TO
I,IVALIIATE ]'tIE SAFFI,TY AND EFFICACY OF PVA TAPIOCA PEARL STARCH.
I}ASED I.IYDROGEL IN ENI{ANCING HEALING OF BURN WOUNDS'FROM
CBSCR-ICCBS. KARACIII.F. No.03-61/2024-CT (PS)

Application on the prescribed form along with fee is received from Prof. Dr. Raza Shah
PI of the trial, for registration of the above mentioned Phase I-II clinical trial at the International
Center for Chemical and Biological Sciences, Karachi.

Name of Active Ingredient(s):
l,vl Pearl Starch-Based + Curcumin
Study f111s;
"An open label, randomized. positive-controlled, phase-llll clinical tial to evaluate the safety and

PVA Pearl Starch-Bosed tn the cl bumwounds."
Stutly Duration: Approximately 3 weeks,

Sample Size:
Phase L' 36 palients u,ill be enrolled.
Phase II: 50 will be enrolled.
Study Oh.iectivesfor Phose I/II:
I)rintcrry objective(s): To evaluate the safety and fficacy of PVA Tapioca Pearl Slarch-Based hydrogel +
Curcumin to positive-controlled dressing 3MTM TegadcmlTM Hydrocolloid Dressing/Sofratulle.
Seco ndory o bjective(s) :
To contpare the incidence of adverse events in patients treated,tsith PV A lapioca pearl starch-based hydrogel +
Curcumin iersus posilive contol dressing i.e. 3t{M Tegaderm rM Hydrocolloid Dressing/Sofratulle as determined

the ton ients who odverse events.

Stutll, Desigtt:
'l'he slucly includes a Phase I part and a Phase II part.
7-reatmenl Durotion: The trealntent duration for eligible patients is 2 weel<s or until complele re-
epitheliolization of wound occurs. Eligible patients will be randontized andfollow up will be taken after I
week of inlervention.
Paticnts v,ill be randomized into two groups i.e. treatment group i.e. PVA Tapioca Pearl Starch-Ba,sed
Hvdrogel + Curcumin and positive-controlled i.e. 3;\,fIM TegadermTM l-fydrocol/oid dressing/
.\(tOurullc group in a ratio of l: l.
.,1 meeting of DSMB will be held to evaluate the safety of the Phose-I clinical trial after 14 day of
treatment of the last subject (i.e. 36 subject) enrolled in the trial. Therealler, the DSMBwill submit their
recommendotions for the initiation of recruitment of Phase-II clinical trial lo PI. After receiving
recommendation front the DSMB, the PI will initiate the recruitment of the subjects in Phase I I clinical
trial.
Ilousing:
T'here will no housing of the patients in this trial.
a) T'reatment Group
l.esl Product, Dose and lYfode of Administrqtion and duration:
PVA l'apioca Pearl Starch-Based Hydrogel + Curcumil l
L[ode of odntinistration: One sheet topically applied as a dressing, once daily. a dressingwill be applied

for ul lea.st

6-8 hburs/day.
a) Sheet dressings typically can be cut to fit the wound.
b) Positive-controlled Group

.1 Mf A4 7'e ga de r ntrM I (v dr o c o I /o i d Dr e s s i n g/ S ofr atu I I e

Mode of adntinistration: Dressing will be applied on burn wound site (at least 6-8 hours/ day).

o Sheet can be cut to the wound.
Cr
L

2.

.for Inclusion:
Age l8 ),ears or older

lhickness burn areas< l5%ml with individualor
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(determined by "Lund Browder Chart". the "Rule of Nines", or the "Rule of Palms).
3. There is no evidence of any other co-morbid condilion in the patients.
4. Patient has consent
C r iter ia for Exclus ion :
(l) Target wound has exposed hyalinc cartilage
(2) Burn wounds in the axillary or inguinal region, deep body folds, or a distinclive adipose tissue region
(3) Connective tissue disorder
(4) Totol bum surface area> l5ok
(5) Infected target wound
(6) Burns caused by chemicals. electricity or radiation
(7 ) C hronic hem odi alys is
(8) Steroid use

(9) Diabetes (ApeJ)
(10) Patients with known allergies to product containing aluminum, hydrogel or a history of contact dermatitis
(1 l) Treatedwith other agents before attend lo clinic (oil. tooth paste. betadine. riv,mol, etc.)

Simultaneous on in anolher clinical trial
Sample Collection:
Wound secretion or exudate will be collected bacterial culture.

Criteria for Evalualion :
The safety evaluation will be based on the assessment of reporled adverse events. Primary Outcome Measures:
Ll/ound healing [Time Frame: Up to 3 weeks]
Wound healing as determine by the time of complete re-epilhelization of the study area. Secondary Oulconte
Measures:
. Erythema [Time Frame: at the time of admission up to 3 0 minutesJ
The presence of erythema
. Pain score [Time Frame: at the time of admission up to 30 minutes and pl. week offollow-up] Pain score is

determined by VAS score ( I - 10, I is no pain l0 is severe pain).
Adverse events [Time Frame: At lhe lime of odmission up to 3 weeks o/'follo'uv upsJ

The adverse events in patienls lreqtedwilh PVA tapioca pearl starch-based hydrogel * Curarmin versus lto.sitive
control dressing i.e. 3AJTM TegademlTM Hydroco/loid Dressingl Sofral I tlle as determined by the proportion of

who adverse eventsl
Statistical Methods:
The Statistical Package for Social Sciences (SPSS/ will be used to onalyze data. Quantitative variables will be

expressed as mean* standard deviation/ median (!QR) and qualitative variables as frequencies (percentages). The
efficacy and safety will be assessed by intention to treat analysis (lTT). The p-value of less than 0.05 v,ill be

cons idered s t at is t ical ly s ignifi cant.
For incidence of healing. logistic regression will be used. The estimaled effect size is given as an odds ratio (Oll)
with confidence intervals (Cl).
Drug safety (SAE/AE) will be assessed by stralified analysis. The incidence of adverse eventl-' and changcs in
management plan will be analyzed by Chi-square test.

Simple regression analysis will be used for adjustment for lhe confounding variables.
Sample size:
Keeping the alpha of 0.05, beta oJ\.2, and a power o/0. 8, the sample sizefor each phase is as follows,
Phase-l: The sample size in Phase-l for each arm required is l6 patients, with 32 patients in total. Accountingfor
an estimated dropout rate of l0%. lhe total sample size would be of 35 patients. Rounding to an even rumber, the
sample sizefor the intervention and control groups becomes 36 (18+ 18).

Phase-2: The sample size in phase-2 for each arm required is 22 palients, with 44 patients in total. Accounting /br
an estimated dropout rate of l0%t. the total sample size would be of49 patients. Rottnding to an even nuntber, the

SEE the inlervention and conlrol becomes 50 5+2 5.

6. The case was placed before the Committee for consideration. The Committee decidccl thc
case as under:

Decision: The CSC aftcr delibcration and discussion decidcd to defer the casc for
complete evaluation.

7. Accordingly, the CSC decision was communicated to applicant vide letter No. 16-
5312024-CT dated 09'r' January 2025.

Remarks bv CSC Exnert Mcmbers
Inconsistency in the Narne of the Investigational Product (lP):

inconsistentl different sections of theThe name of the
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protocol and related documents. For example, some sections refer to it as "PVA Tapioca Pearl Starch-
Based Hydrogel," while others include "Curcumin" as part of the name. This inconsistency may cause
confusion and impact the clarity of the study documentation. Ensure that the IP is referred to using a
standardized and consistent name across all documents (e.g., "PVA Tapioca Pearl Starch-Based
Ilydrogel + Curcumin" if both components are integral to the product). This will help avoid ambiguity
.and maintain alignment throughout the protocol.

2. Title lssue:
The title of the study does not mention curcumin, even though it is highlighted throughout the protocol
as a key component of the intervention. To maintain consistency and accurately reflect the study's focus,
the title should include curcumin.

3. Operation Definition of Safety and Efficacy:
The protocol does not provide clear definitions or criteria for measuring safety and efficacy. For
exanrple:

' Safety: Specify the parameters to be used, such as the incidence of adverse events (AEs),
serious adverse events (SAEs), or any specific clinical indicators of safety.
' Efficacy: Define what constitutes successful wound healing (e.g., time to complete re-
epithelialization, reduction in erythema, or pain relief).

4. Samplc Size Calculation:
The protocol lacks critical information, such as the effect size estimate, which is essential for accurately
calculating the required sample size. Effect size can typically be derived from pilot studies, previous
rclated research, or expeft opinion. Without this, the validity of the sample size calculation is
questionable. Additionally, details about the assumptions used (e.g., variance, expected difference
bctween groups) are rnissing. Include a reference article or supporling data to justify the effect size and
other assumptions used in the sample size calculation.

5. Data Analysis:
The statistical analysis plan is incomplete. Key details are missing regarding how variables will be
measured and analyzed. Specify the statistical methods to be used in more detail, including how
outcomes like wound healing, erythema, and pain scores will be presented and analyzed. Add a plan for
handling missing data to improve the results. Also explain details of independent and dependent
variables for logistic regression analysis. Also, add details for single regression analysis.

6. Studies reporting the efficacy in burn wounds need to be presented for supporting the case.

7. Dosei arnount of curcumin contained in the dosage form is not specified
8. More information is required regarding form in which curcumin will be used in the dosage form

(purified extract or otherwise)
9. Furlher clarification is required regarding the outcomes of the study, rvhether being safety/ efficacy of

the drug or wound healing.
10. While the comparison between a standard and the treatment is made, base used is different in both of the

preparations. Clarification is sought in this regard.
I L More explanation regarding the effects of curcumin after incorporation into the sheet along with

hydrogel is required.
12. l-he IMP needs to be manufactured in CMP liant facili clarification is ired.

08. 'l'he case was placed before the Committee for consideration. In order to avoid conflict
of interest, the Secretary, CSC (being evaluator of the case) did not participated in voting. The
Committee decided the case as under:

Dccision: The CSC after deliberation decidcd to defer the case for fulfilment of the
shortcomings and querics observcd during the meeting.

09. Accordingly, the CSC Decision was communicated on 04th February 2025 and another
shorlcoming letter was also shared, yet response is awaited.

10. The case was placed before the CSC in its 55th meeting held on 28th February2025.The
Committee decided the case as follow:

l)ccision:
shortcom

CSC after deliberation decided to defer the case for fulfilment of
municated on vide letter 04th Februa,ryr2025.

1'tre

's-
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CSC's Comment-l:
'Cii,rintition'i;:,:so;Aht whetherllMP',tin tiiC' said study is "PVA Tapioca Pearl Starch-Based Hydrogel",

','Curcumin", or a combination of both. :.

PI Response:

The key focus of this study is the PVA-tapioca pearl starch-based hydrogel, which serves as an innovative
wound-healing matrix. While curcumin is included as an active pharmaceutical ingredient (API), it is alrcady

extensively studied and widely recognized for its anti-inflammatory, antioxidant, and wound-healing propcrties.

Given its well-documented efficacy and safety, curcumin is not the novel aspect of this research. Instead, the

primary objective is to evaluate the hydrogel itself as a therapeutic intervention, including its role as a delivcry
matrix for curcumin.

CSC's Comment-2:
': .ra,,t:t;.,,1.:)t t: t:arar. . .. .r.i::ir, rr .i . , r.,::r. I
Thdiitld o-f the'study does not mention "Curcumin", Justification is required

PI Response:

The title in its current form accurately represents the primary objective of the study-assessing the PVA-tapioca

pearl starch-based hydrogel for burn wound healing. While curcumin is not explicitly mentioned, the term "PVn-
tapioca pearl starch-based hydrogel" effectively encompasses the full formulation, as the study aims to evaluate

both the hydrogel's therapeutic potential and its role as a delivery matrix for curcumin. Additionally, curcumin's

inclusion and significance are thoroughly detailed within the study protocol, ensuring clarity and transparency.

Given this, we believe the title appropriately conveys the scope of the investigation with concisencss and

relevance, without omitting any critical aspect of the investigation.

.CSC's Comment-3:lr.,:

The. study'prot<icol d6es not provide clear definitions or criteria for measuring safety and efficacy

Pl Response:

The study protocol defines efficacy primarily through the healing rate, assessed using photographic image

analysis by an independent blinded evaluator. Complete wound epithelization will be the primary indicator o1

e{ficacy, cnsuring an objective and standardized assessment.

For safety, adverse events (AE) and serious adverse events (SAE) will be systematically recorded using

standardized adverse event reporting forms. The incidence of AEs/SAEs and any changes in the managerncnt

plan will be analyzed using stratified analysis and Chi-square tests, providing a robust approach to evah.rating

safety.

Additionally, secondary endpoints such as eryhema (graded on a predefined ordinal scale by an experienced

radiotherapist) and pain scores (measured using a l0-point Visual Analog Scale, VAS) further support thc

assessment of both safety and efficacy. These methods are widely accepted in clinical trials and ensurc a

comprehensive evaluation of treatment outcomes.

The protocol follows standard clinical trial practices in defining safety and efficacy, using objective and widcly
recognized assessment criteria.

CS.C's Comment-4: ,','

Justification ofthe sample size is required.

PI Response:

The sample size determination was based on statistical power calculations to ensure that the study has adequate
sensitivity to detect meaningful differences between intervention and control groups. The calculations were made
with:

Significance level (o) : 0.05 (5% probability of Type I error)
Power (l-B) = 0.8 (80% probability of detecting a true effect)
Beta (p) = 0.2 (20% probability of Type II eror)
For Phase-1, a sample size of l6 patients per arm (total 32 patients) was required. !o mmodate an expectcdL"

The PI vide letter reference No. nil dated 21't March, 2025 responded to the shortcomings/

observations which were communicated by this office vide letter F. No. l6-5412024 CSC on

O4lO2l2O25. The response is presented below: -

(ln order to avoid conJlict of interest, lhe Secretary, CSC (being evaluator of the case) will not participate in
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l 0% dropout rate, the total sample size was rounded to 36 patients (l 8 per group).

For Phase-2, a sample size of 22 patients per arrn (total 44 patients) was required. With a l0% dropout rate, the
linal sample size was rounded to 50 patients (25 per group).
The clrosen parameters for sample size calculation (o : 0.05, B : 0.2, power = 80%) are widely accepted in
clinical research, ensuring sufficient statistical power. These calculations ensure that the study has sufficient
statistical power to evaluate the primary endpoints, including wound healing, erythema, and pain scores, without
inflatin the risk of or fa ve results

FI Response:

Regarding studies on the efficacy of the proposed intervention in burn wounds, we would like to provide the

following clarifi cation:

We have conducted and presented detailed studies on the PVA-tapioca pearl starch-based hydrogel,
demonstraling its biocornpatibility, structural integrity, and suitability as a wound-healing matrix. The published

rcsults supporting its potential application can be retrieved at [Khalid, M., Jomeel, F., Jabri, 7., Jabbar, A.,
Salim, A., Khon, 1., & Shah, M. R. (2024). a-Terpineol louded, electrur, beum crosslinked polyvinyl
alcolrol/tapioca starch hydrogel sheels; fibricalion, charscterizstion und evaluoliot, of wound heoling
potenlial on a full thickness rcid burn wound. RSC advottces, 14(38), 28058-28076. (Annexurc 1)

Furthcrmore, curcumin's role in burn wound healing has been extensively documented in the scientific literature,
with numcrous studies highlighting its anti-inflammatory, antioxidant, and antimicrobial properties, which are

csscntial for tissue regeneration and wound repair. A number of these studies have been cited in the protocol.

While spccific studies on the cornbination of this hydrogel with curcumin have not yet been conducted, tlre

availablc cxper I evidence on the matrix and the well-established therapeutic potential of curcumin provide

a strong scientific for this investigation. Given the extensive prior research on both components, this study

evidence-based progression.
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statisticalThe tomethods usedbe for and suchoutcomespresentation

Pl Responsc:
'l'he study employs SPSS version 26.0 for statistical analysis, with the following methods applied to different
outcome measures:

l'rimary Outcome:
Wound Llealing rate will be determined using photographic image analysis, with evaluations by an independent

blindcd physician. Logistic regression will be used to determine the incidence of wound healing. Results will be

rcportcd as odds ratios (OR) withg5oh confidence intervals (CI) to estimate the likelihood of complete wound
cpithelization in the intervention vs. control group.

Sccondary Outcomcs:
Erythcma Assessment or Visual assessment by an experienced radiotherapist using an ordinal grading scale (0-9).
As an ordinal variable, erythema will be analyzed using ordinal logistic regression to assess treatment effects.
Data may also be presented as mean + standard deviation or median (lQR) depending on distribution.
I'ain Score Assessment will be measured using the Visual Analog Scale (VAS, l-10). Pain scores (continuous
variable) will be analyzed using an independent t-test (for normally distributed data) or Mann-Whitney U test (for
non-norrnally distributed data). Mean pain scores will be presented as mean + standard deviation (SD) or median
(IQR)

Safcty Outcomes: Adverse Events (AE/SAE)
Incidence,of adverse events will be recorded using standardized forms. Chi-square test will be used to compare
the frcqucncy of AE/SAE between groups. Stratified analysis will assess how different patient subgroups are

affectcd.

Sirnple regression analysis will be performed to adjust for potential confounders, ensuring unbiased treatment

effcct cstirnates.
-lhis approach ensures rigorous statistical evaluation, appropriate handling of different data types, and clear

rcporting of study results. the statistical tests selected for analyzing wound healing, erythema, and pain scores

align with cstablished rnethodo es in similar dermatology trials.

intervention in burn wodnds need to be
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CSC's Comment-7:

;Dose/amount of curcumin contained in the dosage,form needs.to be specified.

PI Response:

The hydrogel formulation in this proposed clinical trial contains l%o curcumin by weight, relative to thc volurre

of the polymeric solution used for hydrogel preparation. This concentration was selected based on literature

reports demonstrating curcumin's wound-healing efficacy while maintaining biocompatibility and stability within
the hydrogel matrix.

. ::.. .

form:in which curcumin will be used in the dosage form (purified
men

is required regarding the

PI Response:

Curcumin used inthe formulation is in the form of a purified extract dried to a powder. It is incorporated into the

hydrogel as a finely dispersed powder to ensure uniform distribution within the polymeric matrix.

is_required regarding the outcornes of the study, whelher being safety /efficacy of the drug or
. .:.. i t1,,, 

.

PI Response:

The proposed clinical trial aims to evaluate both the safety and efficacy of the investigational medicinal products

(lMPs). The study will assess:

Safcty - Monitoring for any adverse effects related to the hydrogel formulation and curcumin incorporation.

Ellcacy - Evaluating the wound-healing potential of the hydrogel, including clinical improvement in burn

wounds, healing rates, and overall treatment outcomes.

By assessing both aspects, the study aims to provide comprehensive data on the hydrogel's therapeutic potcntial

as a wound-healing matrix.

,While''the' comparison between a standard and the treatment is made, the base used is different in both of the

preparations, justifi cations is required.

PI Response:

The choice of comparator/standard in this proposed clinical trial is based on the available standard treatments in

the country. Curuently, there are no marketed PVA-tapioca or curcumin-based hydrogels for direct comparison.

Therefbre, the selected standard treatment serves as a clinically relevant benchmark to assess the hydrogel's

efhcacy and safety in burn wound healing. This approach ensures that the study outcomes remain meaninglul in

the context ofexisting therapeutic options.

Com ment-11:

lncom+at19.!r
reg.11di of curcumin theinto alsheet with ISeffectsthe hydrogelongng after

a..:):

PI Response:

The incorporation of curcumin into the PVA-tapioca pearl starch-based hydrogel sheet is expected to provide a

combinatorial therapeutic effect, enhancing the overall wound-healing potential. Both the hydrogel matrix and

cuicumin exhibit anti-inflammatory properties, contributing to a synergistic effect in reducing inflammation.
promoting tissue regeneration, and accelerating wound closure.

Hydrogel Matrix Contribution: The PVA-tapioca hydrogel acts as a biocompatible scaffold, maintaining a rnoist

wound environment, facilitating oxygen exchange, and supporting cellular migration and proliferation--,key
factors in efficient wound healing.

Curcumin's Role: Curcumin, known for its antioxidant, antimicrobial, and anti-inflammatory properties, enhances

the therapeutic potential of the hydrogel by reducing oxidative stress, modulating inflammatory pathways, and

supporting angiogenesis.

Expected Combined Effect: Tlre integration of curcumin into the hydrogel sheet is anticipated to result in

anceenh woundd h to ventionalcon treatments de lven l1lcurcu n n sustaineda lna cnealing by ng

increasing local bioavailabil ity, amplifying anti-inflammatory and regenerative effects

wound-healing efficacy, providing an effective therapeutic option lorThis combined approach aims to

burn injuries
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CSC's Comment-12:
The IMP needs to be manufactured in GMP clarification isiant fac

PI llcsponse:
IMP lirr this proposed clinical trial is being manufactured at Plot No. E-65, North Western Industrial Zone, Port

Qasirn, Karachi, which is GMP-compliant. The DRAP certification confirming GMP compliance was included in
the original protocol submission.

(See Annexure 2)

1 1. The case was placed before the CSC for consideration.

l)ccision: The CSC after considcration decided to defcr the case for further
dclibcrations.

12. The case was placed before the CSC for consideration.

Procccdings:
I'rof. Dr. Raza Shah (Ph.D. Organic Chemistry), Director, ICCBS, University of

Karachi, Karachi, joined the meeting through Zoom link and explained the trial design,
tcchnical aspccts of thc study. Thc CSC mcmbers raiscd many qucries regarding Drug
l)clivcry Systcm and nccd/importance of the trial, manufacturing process of the IP.

13. fhe Committee decided the case as under

Decision:

'l'he CSC, after deliberation, decided to reject the Clinical Trial titled, "An Open-
Labcl, Randomized, Positive-Controlled, Phase-I/II Clinical Trial to Evaluate the Safety
and Eflicacy of PVA Tapioca Pearl Starch-Based Ilydrogel in Enhancing the Ifealing of
llurn Wounds", due to thc following reasons:

i. None of the proposcd sites (s) are licensed to act as Clinical Trial Sites for Phase-IflI
Clinical Trials

ii. M/s Pak Electron Bcam Irradiation @vt.) Ltd., Karachi, holding establishment licence
(ELM-0033) is the proposed manufacturer for IMPs. Whereas, approval of the
MDB/Concerncd Authority for production of IMP has not be provided.

iii. 'I'he rcsponse of the PI to the queries of the CSC, communicated vide letter bearing F. No.
l6-5412024-CSC, datcd 0410212025 was not found satisfactory by the Committee.

iv. 'l'he applicant is not qualifying the criteria as prescribed in the "Guidelines for Conduct of
Clinical Research in Pakistan" made under the Bio-Studyr2017.

CASE No.3.6:

AI'I'ROVAL OF CLINICAL TRIAL TITL "ABILITY OF TIIE VE818 TO REDUCE
ENTEROPATTIOGEN COLONIZATIO N AND IMPROVE ENVIRONMENTAL
IrN'I'EITOPA'IIIY IN PREGNANT WOMEN: A PROOF OF CON
I{ANDOMIZED. PLACEBO-CONTROI, LED TRIAL IN BANGLADESIT. PAKISTAN.
ZAMI}IA AND BURKINA FASO'' IMPORT PERMISSION FOR VE818,
VANCOMYCIN. PLACEBO AND AL SAMPLE COLLECTION DEVICE
(CAI'SCAN. F. No. 03-62/2024-CT OS)

Dr. Syed Asad Ali, Professor of Community Health Sciences and Pediatrics and Chair
Departmcnt of Community Health Sciences, Associate Dean Research, MC, Pakistan, The
Noordin Noormahomed Sheriff Endowed Chair, Professor of Pediatrics and Community Health
Scicnces has requested for approval of subject cited Clinical Trial. Application was made on
prcscribed Form- (printed on hospital letter head), along with a fee of Rs. 200,000/- deposited

5644084761, dated 20th Feb,2O24vide Slip
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Sr. No.

I

2

3

4

5

6

7

8

9

l0

ll

t2

l3
l4

l5

l6

2. Reference to pre-paras regarding request for approval/registration of Clinical Trial,
application was assessed by the than Deputy Director (CTS-I) under the Bio Study Itules, 2017.
deficiencies were conveyed to PI vide letter No. F. 03-5612024-DD-PS dated 0l-07-2024.

3. Following were the queries or information/documents required:

DRAP
Provide following data related to VE-818.

a. Authentic pre-clinical studies and data of Phase-l trial
b. Toxicity studies (including reproductive toxicology), Genotoxicity studies, Carcinogenicity

studies, Mutagenic studies, Teratogenic studies and other Pharmacokinetic data inclucling
dosage selection.

c. Anti and immu studies.

Provide and Performance studies of Medical Device in women

Provide studies of V tn women
Provide clarification on protocol design for the use of antibiotic (Vancomycin) in healthy prcgnant
women in the absence of infectious disease as it will Antimicrobial Resistance AMR
As per submitted documents, proposed clinical trial steps like screening, ICF, administration of LPs and

collection of samples (pre and post administration) will be conducted at antenatal clinics / homes frorn
different union councils of Matiari District. As per Bio-Study Rules 20 17, Trial procedures can be done

on at licensed clinical trial si

Provide details of Gynecology & Obstetrics doctors in the Research team as Clinical Trial is to be

conducted on women.
a. Provide composition (names and designations) of lRB.
b. In IRB approval dated 2l " January 2024, many names have been mentioned without any relevance

to
Provide summ of Protocol
Provide summ of Inve Brochure.
Provide Names of Monitors and Clinical Research Associate
a. Provide GMP Certificates for following companies duly issued by regulatory authority

i. Manufacturer of Vancomycin.
ii. Manufacturer of VE818
iii. Manufacturer of Placebo

b. Provide ISO Certificates for following companies.
i. Manufacturer of CapScan
ii. Manufacturer of Stool collection tube
iii. Manufacturer of Saliva collection kit

Provide CoPP (Certificate of Pharmaceutical Product) or Free Sale Certificate or regulatory status lor
following products, duly issued by regulatory authority.
i. Vancomycin.
ii. vE8l8
iii. iCapScan
iv. Placebo
v. Stool collection tube
vi. Saliva collection kit

Provide labelof In Product.
Provide authorization of sor to the lnst itution for the conduct of clinical trial
lnsurance Statement is not present in the lnformed Consent Form (lCF). Therefore, provide insurancc
details (medical treatment cost in case of any SAE and compensation in case of any fatality) of subjects
and submit informed Consent Form as format of ICH GCP idelines.
a. List of tests to be conducted outside Pakistan with justifications and SOP for the transportation for

Biological samples.
b. b. List of tests to conducted in Pakistan with details of testin labo

4. In response to above mentioned letter No.
DRAP, Dr. Syed Asad Ali[ PI, AKUH, Karachi
attachments: [\

{$

F. 03-56/2024-DD-PS dated 0l-07-2024 from
responded with following letters along with
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ll

Subject: Response to DRAP Queries on Assessment of Clinical Trial Application "ABILITY OF VE8IB
TO REDUCE ENTROPATHOGENS COLONIZATION AND IMPROVE ENVIRONMENTAL
IINTEROPATHY IN PREGNANT WOMEN: A PROOF OF CONCEPT AND PHASE-IIRANDOMIZED
PLACEBO CONTROLLED TRIAL IN BANGLADESH, PAKISTAN, ZAMBIA, AND BURKINA
FASO" dated 29th July 2024.
Subject: Response to DRAP Queries on Assessment of Clinical Trial Application "ABILITY OF VESIB
TO REDUCE ENTROPATHOGENS COLONIZATION AND IMPROVE ENVIRONMENTAL
ENTEROPATHY IN PREGNANT WOMEN: A PROOF OF CONCEPT AND PHASE-II RANDOMIZED
PLACEBO CONTROLLED TzuAL IN BANGLADESH, PAKISTAN, ZAMBIA, AND BURKINA
FASO" dated 16th August 2024.
Subject: Response to DRAP Queries on Assessment of Clinical Trial Application "ABILITY OF VESIB.I'O REDUCE ENTROPATHOGENS COLONIZATION AND IMPROVE ENVIRONMENTAL
I]NTEROPATHY IN PREGNANT WOMEN: A PROOF OF CONCEPT AND PHASE-II RANDOMIZED
PLACEBO CONTROLLED TRIAL IN BANGLADESH, PAKISTAN, ZAMBIA, AND BURKINA
FASO" dated 23'd August 2024.

il1.

Sr,

5. Applicant has responded above letters as follows:

Subjcct: Responsc to DRAP Queries on Assessment of Clinical Trial Application
..ABII,I'[Y OF VESII} TO REDUCE ENTROPATHOGENS COLONIZATION AND
IMPITOVE ENVIRONMENTAL ENTEROPATHY IN PREGNANT WOMEN: A PROOF
OF CONCEI'T AND PIIASE-II RANDOMIZED PLACEBO CONTROLLED TRIAL IN
IIANGLADESII, PAKISTAN, ZAMBIA, AND BURKINA FASO" dated 29th July 2024.

DIIAP Comments Response
Provide the following data
rclated to VE-818.

A. Authenticpre-clinical
studies and data of
Phase-l trial

B. Toxicity studies
(including
reproductive
toxicology),
Genotoxicity studies,
Carcinogenicity
studies, Mutagenic
stud ies, Teratogen ic
studies and other
Pharmacokinetic data
including dosage
selection

C. Antigenicity and
immunogenicity
studies.

Pre-clinical Studies: VE8l8 has been shown reduce inflammation in
pre-clinical models of colitis via the production of immunomodulating
metabolites and regulatory T cells and displacement of Grant-negative
pathogens known to cause inflammation. Efficacy and strain
characterization studies demonstrated the lack overt toxicity in mice as

well as the absence of virulence factors and clinically relevant
antibiotic resistance genes. (refer to IB page l0-l l)
Phase-l Trial: VE8l8 was administered to 52 subjects, with 22
receiving a placebo. It was well tolerated with no severe adverse
events (SAEs) related to the drug.
Common adverse events (AEs) reported were headache oropharyngeal
discomfort, abdominal pain, abnormal gastrointestinal sounds, and
nasopharyngitis. Severe AEs
included apathy and deafness, which were likely unrelated to VE8l8.
Phase I trial results file have been attached. Please note VE8 l8 was
previously known as JNJ-67670187.
Toxicity Studies: Due to the commensal nature of the bacteria
comprising VESl8 and the lack of appropriate animal models that can

mimic the interactions between the microbiome and its host, traditional
toxicology studies were not conducted and have not been requested by
any regulatory agency for Vedanta's live bio-therapeutic products
(LBPs). Characterization of each individual bacterial strain in the LBP
is required to build a product safety profile. This includes antibiotic-
susceptibility, presence of virulence and antibiotic-resistance genes
(ARG) and assessing the risk of genetic mobility. This approach is
supported by regulatory agency interactions in the setting of other
investigational LBPs from Vedanta.
All I I bacteria in VE8 l8 have not been associated with infection, were
resistant to multiple antibiotics from various antibiotic classes and did
not contain virulence factors or clinically relevant ARCs in their
genomes. Taken together, this evidence points towards a favorable
safety profile. Importantly, VE8l8 showed no overt toxicity in mice,
and it was shown to be safe and well-tolerated in healthy adults.
Reproductive Toxicology: There are no appropriate animal models
for reproductive toxicology evaluation in the context of LBPs.
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2 Provide ' Safety and
Performance studies of
CapScan Medical Device in
pregnant women.

Therefore, safety in pregnancy was assessed by evaluating the
prevalence and abundance of
VE8 l8-related species in pregnant women across various geographies
including Pakistan. This analysis showed that VE8 l8 specics arc
common members of the microbiome of healthy pregnant worncn and
therefore, carry minimal risk. Supporting this, data from the AMANHI
study conducted in pregnant women from Pakistan showed that
VEBIS-species were correlated with positive pregnancy outcomes
(study attached).
Genotoxicity: Genotoxicity studies have not been conducted and have
not been requested for any regulatory agency for Vedanta's LIlPs.
Bacteria do not have the
same distribution properties as small molecules and therefore arc not
expected to interact with DNA.
Carcinogenicity, Mutagenic, and Teratogcnic Studies: No
carcinogenicity, mutagenic and teratogenic studies have bcen
conducted and have not been requested for any regulatory agency for
Vedanta's LBPs. The organisms in VEBIS represent commcnsal
bacteria residing within a healthy human intestinal microbiota and do
not have known carcinogenic, mutagenic or teratogenic potential.
Pharmacokinetic Data and Dosage Selection: Classical
pharmacokinetic studies are not applicable to this type of product.
However, in healthy-volunteers l4-daily doses of VE8 l8 alier
vancomycin pretreatment was the most optimal dose leading to Vll8 l8
intestinal colonization for
several weeks, which is key for efficacy. A short coursc of
Vancomycin before VE8l8 was required for abundant and durable
colonization, even at high doses (RTR-0027). ln this Phase I study,
VE8 l8 was well tolerated with few side effects, mainly gastrointcstinal
symptoms.

Antigenicity and immunogenicity Studics: The salety profilc ol'
VE8l8 indicates minimal risk of antigenicity. The strains in VES I 8 are

normal commensal organisms found in the human GI tract and have
been shown to be prevalent and abundant within the intcrnal
microbiome. In the intestine, they have been demonstrated to stirnulate
a population of FoxP3+CD4+ Treg cells in the colonic mucosa and
augment the production of secondary bile acids. These Treg cells and
metabolites are associated with the clinical effect of reducing colonic
inflammation in mouse models of colitis.
The CapScan device to be used in tlris study was succcsslully
implemented in EMP Trial I in Pakistan (AKU ERC number 2022-
6889 -22802), Bangladesh (icddr, b El(C number PR-22084) and
Zambia (TROPGAN ZAMRA Nurnber: DMS|7l9l22lcTl28). The 90
participants of these studies were also women in their second trimester
of pregnancy and no adverse events were observed. It was rvell

4q99pted by panicipants.
3 Provide Safety studies of

Vancomycin in pregnant
women.

Oral vancomycin is classified as a Pregnancy Category B drug by the
FDA. This classification indicates that animal reproduction studies
have not shown a risk to the fetus, and there are no adequate and rvcil-
controlled studies in pregnant women. It is poorly absorbed fi'orn the
gastrointestinal tract, leading to minimal systemic absorption. 'l'his

suggests a lower risk of fetal exposure compared to the intravcnous
formulation.
A study by Goyal et al. found that the pharmacokinetics of oral
vancomycin in pregnant women were consistent with non-pregnant
adults, indicating that dosing regimens used for non-pregnant patients
may also be applicable to pregnant patients (Goval et at 2022). Oral
vancomycin is generally considered to be safe in pregnancy and
lactation (ref) and it is routinely used during pregnancy ro trear CDI
without any safely concerns (Weiss et al2012).

4 Provide clarification on lVancomycin has been used pretty routinely in academic and industry
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5

studies for a decade or more as pretreatment before fecal microbiota
transplantation (FMT) or live bio therapeutic product (LBP)
administration.
Oral vancomycin was chosen because it is a narrow spectrum
antibiotic (activity against Gram-positive organisms only) and does not
have systemic absorption or action. Due to the short duration of the
treatment (i.e., 5 days), development of vancomycin resistance is
highly unlikely and if it were to occur, it'd be mostly a concern among
Enterococci and Staphylococci. Enterococci are a part of the human
gut microbiome but are not prevalent in LMICs. Staphylococci are not
intestinal dwellers and live predominantly on the skin.
ln populations where Enterococci are prevalent, vancomycin resistant
Enterococcus (VRE) colonization is not associated with vancomycin
treatment in ICU patients (Munck et al 2020) oi in patients being
treated for C. difficile infection (Stevens et at 2019). Broad-spectrum
antibiotics like azithromycin and cephalosporins carry a much higher
risk for developing resistance because they target Gram negative
pathogens (e.g. E. Coli, Klebsiella) which are highly prevalent in the
microbiome of adults and children from LMICs and can develop
resistance much more rapidly than Gram positives.

protocol design for the use of
antibiotic (Vancornycin) in
healthy pregnant wornen in the
absence of any infectious
disease as it will promote
Antimicrobial resistance

As per the submitted
documents, proposed clinical
trial steps like screening, ICF,
administration of IPs and
collection of
samples (pre and post-
administration) will
be conducted at antenatal
clinics/homes from different
union councils of Matiari
District. As per Bio-Study
Rules 2017, Trial
procedures can be done only at
licensed clinical trial site(s).

Given that this is a field-based trial involving a daily supplement,
collecting simple data such as survey responses within participants'
homes is justifiable. The collection of simple biological samples at
home is also reasonable due to the impracticality of regular site visits
for participants. However, all complex study-related procedures, such
as antenatal ultrasounds, will be conducted at the licensed clinical trial
site, aligning with regulatory requirements.

Provide details of Gynecology
& Obstetrics doctors in the
Research team as Clinical
Trial is to be conducted on
Pregnant women.

Dr. Sana Zahiruddin (FCPS) is a consultant gynecologist and is co-
investigator of this trial. She will be looking after all our referral cases

and will provide necessary treatment.
Dr. Ghulam Sugra who will i.re responsible for enrollment at Matiari
site has 20 years ofexperience in gynecology.
Dr. Waheeda has implemented maternal studies in Matiari and has
experience ofmore than l5 years.
Dr. Jabeen has more than 12 years of experience in Matiari and has
implemented AMANHI and PP sepsis projects.
Their CVs are attached to this submission.

a. Provide composition
(names and designations)
of IRB.

b. ln IRB approval dated2l-
Jan-2024, many names
have been mentioned
without any relevance to
study.

We are sharing the updated ERC commiftee members list. Members
are selected based on their specialty. From the list, it is obvious that it
covers areas from gynecology/obstetrics, pharmacy, radiology and
pediatrics. This trial has relevance to all these specialties.

Provide sumnrary of Protocol Summary of protocol is in Annexure I We are submitting it with this
response

Summary OF VE8l8, CapScan and Vancomycin updated in annexure
10.

Provide summary
investigator's Brochure.
Provide Names of Monitors
and Clinical Research
Associate

of

FHI Clinical had been selected by BMGF as a monitor for this trial. A
detailed description of CRO and its proposed monitoring visits are

shared in a letter.
a. Provide GMP Certificates
for following companies duly
issued by regulatory authority.

We have attached following documents: r

l. GMP certification from ANI Pharmaceltical
vancomycin). ll

s (manufacturer of

6

7

8

9

r0
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Manufacturer of Vancomycin.
Manufacturer of VE8l8
Manufacturer of Placebo
b. Provide ISO Certificates for
following companies
Manufacturer of CapScan
Manufacturer of Stool
collection tube
Manufacturer of Saliva
collection kit

2.The original FDA registration approval letter (Reg. # 050606) lrorn
the FDA/HHS for the Vancomycin - this serves as proof of regulatory
status

3. A memo from ANI's regulatory affairs director setting out lhcir
proof of ownership of the product originally registered as wcll as thc

registration of the product with the FDA.
4. The Standard Pharmaceutical Product Description. It links the

details up to the FDA registration number.

GMP of VE8 l8 and placebo manufacturer Vedanta is attached.

CapScan: manufacturer's ISO 13485:2016 certification attached

Stool collection: Sarstedt 2 ml screw cap tube, sterile (cal. no.

72.694.306). Manufacturer's ISO 13485:20 l6 certification and product
Declaration of Conformity attached.

Saliva kit manufacturing facility ISO 13485:2016 certification is

attached.

ll Provide CoPP (Certificate of
Pharmaceutical Product) or
Free Sale Certificate or
regulatory
status for following products
duly issued

by regulatory authority:
i. Vancomycin
ii. vE818
iii. CapScan
iv. Placebo
v. Stool Collection tube
vi. Saliva collection kit

The manufacturer of Vancomycin, ANI pharmaceuticals has applicd
for a CoPP from the FDA to further satisfy the requirements for
Pakistan. This apparently can take 10-20 days to receive fronr the
FDA.

Vedanta Biosciences Inc. a biotechnology company manufactures the
VE8 18 clinical stage drug substance and product at two Massachusetts

sites. The company adheres to current Good Manufacturing Practices
(CGMP) as specified by U.S. and international guidelines, though it
has not yet been inspected by the FDA. Each batch undergoes rigorous
testing, and a
Certificate of Analysis is issued for all drug substances and products.
Detailed statement ofjustification by the Vedanta company is attached.

The CapScan devices are used only in clinical research studies
approved by the respective institution's Ethics Committees (lltB.
ERC). The devices are considered by the approving IRBs as non-
significant risk devices and therefore do not require IDE approval in
the USA. Furthermore, exporting the non-significant risk device for
research clinical study can be considered permissible under F'DA
sections 801(e)(l). Justification is provided in annexure l3b and NSR
statement by CapScan is also attached.

EU Declarations of Conformity for the saliva collection kit and stool
collection tube attached.

12 Provide label of investigation
al Product

Label files are attached

l3 Provide authorization of
sponsor to the principal
investigator/institution for the
conduct of clinical trial.

Authorization letter is attached

t4 The insurance Statement is not
present in
the Informed Consent Form
(rcF).
Therefore, provide insurance
details (medical treatment cost
in case of any SAE and
compensation in case of any
fatality) of subjects and submit
informed Consent Form as per
format of ICH GCP guidelines

l5 a. List of tests to be conducted

All of our trial participants are covered under insurance (insurancc
email attached) Compensation details are provided in protocol scction
23.0 (page 50) and in trial consent is covered in possible risks and
discomfort heading (page 6)
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outside
Pakistan with justifications
and SOP for the transportation
for Biological samples.

b. List oftests to be conducted
in Pakistan with details of
testing laboratory.

Sample shipment SOP is shared. Justifications of tests outside Pakistan
is the lack of assay/facility/testing within the country.
Details of testing laboratory within Pakistan is IDRL in Karachi AKLJ.
Furlher information is mentioned in protocol on page 37.

Subjcct: Rcsponse to DRAP Queries on Assessment of Clinical Trial Application
..ABII,I'[Y OF VE81B TO REDUCE ENTROPATIIOGENS COLONIZATION AND
IMI,ITOVE ENVIRONMENTAL ENTEROPATI{Y IN PREGNANT WOMEN: A PROOF
0F CONCEPT AND PITASE-II RANDOMIZED PLACEBO CONTROLLED TRIAL IN
IIANGLADIISII, PAKISTAN, ZAMBIA, AND BURKINA FASO" dated 16th August2024.

Sr
Provide the following
data related to VE-818.

A. Authentic pre-
clinical studies
and data of
Phase-[ trial

B. Toxicity studie s

(including
reproductive
toxicology),
Genotoxicity
studies,
Carcinogenicity
studies,
Mutagenic
stud ies.
Teratogenic
studies and other
Pharmacokinetic
data including
dosage selection

C. Antigenicity and

immunogenicity
studies.

DRAP Comments Response
Probiotic administration is generally safe and well tolerated by pregnant women
with minimal risk to the developing fetus. ln the first clinical trial of the
Experimental Medicine Platform (EMP), we used the well-characterized
probiotic Vivomixx. No serious adverse events were observed that could be
attributed to the intervention.

ln this second trial in the EMP series, we will be testing VE818, which is
composed of bacterial strains that are naturally occurring commensals found in
the GI tract. VE8l8 is a probiotic categorized as a live bio-therapeutic product.
VESIS is designed to displace pathogenic bacteria while promoting the growth
of beneficial microbes, which are already present in the GI tract of pregnant
women.

All bacterial species in VE8l8 are members of the Clostridia class and are strict
obligate anaerobes, meaning they cannot survive outside the intestine due to the
presence of oxygen. ln the rare event of translocation into the bloodstream and
infection, multiple antibiotics of different classes have been identified that could
be used to target each of the VE8l8 strains.

Phase I clinical trial results are promising, demonstrating effective colonization
of VE8l8 strains with minimal adverse events, indicating its potential as a safe
and beneficial therapeutic option. Furthermore, a composition similar to VE8l8
has been shown to be safe and efficacious at reducing Clostridiodes dfficile
recurrence in patients suffering from C. dfficile infection (CDI).
(h ttps : //pu b m ed. n c b i. n I m. n i h. gov/3 7 0 6 0 5 4 5 /)

Detailed response Pre-Clinical Studies: VE818 has been shown to reduce
inflammation in pre-clinical models of colitis via the production of
immunomodulating metabolites and regulatory T cells and displacement of
Cram-negative pathogens known to cause inflammation. Efficacy and strain
characterization studies demonstrated the lack overt toxicity in mice as well as

the absence of virulence factors and clinically relevant antibiotic resistance
genes (refer to IB page l0-l l).

Detailed response Pre-Clinical Studies: VE8 l8 has been shorvn reduce
inflammation in pre-clinical models of colitis via the production of
immunomodulating metabolites and regulatory T cells and displacement of
Crant-negative pathogens known to cause inflammation. Efficacy and strain
characterization studies demonstrated the lack ovet toxicity in mice as well as

Minutes of 57th meeting of CSC (20th May, 2025) les

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M



-\N\-

the absence of virulence factors and clinically relevant antibiotic resistancc
genes. (refer to lB page l0-l l)

Phase-l Trial: VE818 was administered to 52 subjects, with 22 recciving a

placebo. It was well tolerated with no severe adverse events (SAEs) rclated to
the drug.
Common adverse events (AEs) reported were headache oropharyngcal
discomfort, abdominal pain, abnormal gastrointestinal sounds, and

nasopharyngitis. Severe AEs
included apathy and deafness, which were likely unrelated to VE8l8. Phase 1

trial results file have been attached. Please note VE8l8 was previously known as

JNJ-67670 I 87.

Toxicity Studies: Due to the commensal nature of the bacteria cornprising
VE8 l8 and the lack of appropriate animal rnodels that can rnirn ic thc

interactions between the microbiome and its host, traditional toxicology studics
were not conducted and have not been requested by any regulatory agency for
Vedanta's live bio-therapeutic products (LBPs). Characterrzation of cach

individual bacterial strain in the LBP is required to build a product safety
profile. This includes antibiotic-susceptibility, presence of virulence and
antibiotic-resistance genes (ARG) and assessing the risk of genetic mobility.
This approach is supporled by regulatory agency interactions in the setting of
other investigational LBPs from Vedanta.
All I I bacteria in VE8 l8 have not been associated with infection, wcrc rcsistant
to multiple antibiotics from various antibiotic classes and did not contain
virulence factors or clinically relevant ARGs in their genomes. Takcn together,
this evidence points towards a favorable safety profile. Importantly, VE8 l8
showed no overt toxicity in mice, and it was shown to be safe and well-tolerated
in healthy adults.

Reproductive Toxicology: There are no appropriate animal modcls for
reproductive toxicology evaluation in the context of LBPs. Therefore, salety in
pregnancy was assessed by evaluating the prevalence and abundance of
VE8l8-related species in pregnant women across various geographies includirre
Pakistan. This analysis showed that VE8 l8 species are common mentbers of the
microbiome of healthy pregnant women and therefore, carry minimal risk.
Supporting this, data from the AMANHI study conducted in pregnant womcn
from Pakistan showed that VEBI8-species were correlated with positivc
pregnancy outcomes (study attached).
Genotoxicity: Genotoxicity studies have not been conducted and have not bcen
requested for any regulatory agency for Vedanta's LBPs. Bacteria do not have

the
same distribution properties as smallmolecules and therefore are not expccted to
interact with DNA.

Carcinogenicity, Mutagenic, and Teratogenic Studies: No carcinogcnicity.
mutagenic and teratogenic studies have been conducted and have not been
requested for any regulatory agency for Vedanta's LBPs. The organisms in
VEBI8 represent commensal bacteria residing within a healthy human intestinal
microbiota and do not have known carcinogenic, mutagenic or teratogenic
potential.

Pharmacokinctic Data and Dosage Selcction: Classical pharmacokinctic
studies are not applicable to this type of product. However, in healthy-volunteers
l4-daily doses of VE8 l8 after vancomycin pretreatment was the most optirnal
dose leading to VE8 l8 intestinal colonization for
several weeks, which is key for efficacy. A short course of Vancomycin before
VE8l8 was required for abundant and durable colonization, even at high doses
(RTR-0027). ln this Phase I study, VE8l8 was well tolerated with few side
effects, mainly gastrointestinal

An and immun udics: The le ol' VEtl l8
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indicates minimal risk of antigenicity. The strains in VE8l8 are normal
commensal organisms found in the human Gl tract and have been shown to be
prevalent and abundant within the internal microbiome. In the intestine, they
have been demonstrated to stimulate a population of FoxP3+CD4+ Treg cells in
the colonic mucosa and augment the production of secondary bile acids. These
Treg cells and metabolites are associated with the clinical effect of reducing
colonic inflammation in mouse models of colitis.

Because of the safe profile of this product which basically includes healthy
bacteria that are already present in the GI tract of women worldwide, this trial
has already received regulatory approval from the regulatory body in
Bangladesh.
we are using the same device for this trial which was approved by DRAP for
EMP trial I (F.No. l6-3912023-CSC)

CapScan is a non-invasive, single use intestinal sampling device that can profile
human gut microbiome and metabolome under physiological conditions.

The safety of the Capscan device was evaluated in a clinical study involving l5
healthy volunteers, with no adverse events reported. The WCG IRB deemed
CapScan a non-significant risk device, eliminating the need for an FDA IDE.
Subjects, aged 22 to 64, ingested a total of 290 CapScan devices, all of which
were successfully recovered, confirming the device's benign safety profile. See
published article here:
(https://www.ncbi.nlm.nih.gov/pmc/articles/PMC I 0 I 9 I 8550

The CapScan device to be used in this study was successfully implemented in
EMP Trial I in Pakistan (AKU ERC number 2022-6889 -22802), Bangladesh
(icddr, b ERC number PR-22084) and Zambia (TROPGAN ZAMRA Number:
DMS/I/9122/CTl28). A total of 90 pregnant women in their second trimester of
pregnancy across 3 countries were administered 4 capsules each and no adverse
events were observed. All capsules were retrieved from the stool. The device
was well tolerated and well accepted by all the participants Although enrollment
and follow-up through birth has been completed for EMP Trial l, the study is
still ongoing as we are following up all participants and their infants up until I
year ofage. Therefore, these results have not been published yet.

Provide Safety and
Performance studies of
CapScan Medical Device
in pregnant women.

Provide Safety studies of
Vancomycin in pregnant
women.

Oral vancomycin is classified as a Pregnancy Category B drug by the FDA. This
classification indicates that animal reproduction studies have not shown a risk to
the fetus, and there are no adequate and well-controlled studies in pregnant
women. It is poorly absorbed from the gastrointestinal tract, leading to minimal
systemic absorption. This suggests a lower risk of fetal exposure compared to
the intravenous formulation.

Below is the link to the FDA Orange Book for Vancomycin hydrochloride
capsules.

Search for Vancomycin product code 50606.
https ://www. accessdata.fda. gov/scripts I cder / ob/ searchjroduct.cfm

Dctailed label information can be found here

httos:iidailvmed.nlm.nih.sovldailvmed/eetFile.cfm?setid=a078d9c2-f89c-4f9f-
8ded-60flb2983 c3 f&tvpe=pdf
Safety for pregnant women is mentioned on page 7.

Provide clarification on
protocol design for the
use of antibiolic
(Vancomycin) in healthy
pregnant women in the
absence of any infectious
disease as it will promote
Antim icrobial resistance

Oral vancomycin was chosen because it is a narrow spectrum antibiotic (activity
against Gram-positive organisms only) and does not have systemic absorption or
action. Due to the short duration of the treatment (i.e., 5 days), development of
vancomycin resistance is highly unlikely and if it were to occur, it'd be mostly a

concern among Enterococci and Staphylococci. Enterococci are a part of the
human gut microbiome but are not prevalent in LMICs. Staphylococci are not
intestinal dwellers and live predominantly on the skin.
ln populations where Enterococci are prevf lent, vancomycin resistant

Enterococcus (VRE) colonization is not associate$ rvith Yqqcqrnyg!! 1

J

4
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5 As per the submitted
documents, proposed
clinical
trial steps like screening,
ICF, administration of IPs
and collection of samples
(pre and post-
administration) will
be conducted at antenatal
clinics/homes from
different
union councils of Matiari
District. As per Bio study
Rules 2017, trial
procedures can be done
only at licensed clinical
trial site(s).

6 Provide details of
Gynecology & Obstetrics
doctors in the Research
team as Clinical Trial is
to be conducted on
Pregnant women.

7 a. Provide composition
(names and
designations) of IRB.

b. ln IRB approval dated
2l-Ian-2024, many
names have been
mentioned without
any relevance to

in ICU patients (Munck et a|2020) oi in patients being treated for C. difficile
infection (Stevens et at 2019). Broad-spectrum antibiotics like azithrornycin and
cephalosporins carry a much higher risk for developing resistance bccause they
target Gram negative pathogens (e.g. E. Coli, Klebsiella) which are highly
prevalent in the microbiome of adults and children fiom LMICs and can develop
resistance much more rapidly than Gram positive bacteria.
Several studies have shown that probiotic strain colonization is signilicantly
enhanced by pretreatment with 5 days of oral vancomycin. (Shen 20 l5; Uotrilev
2019; Dsouza2022).
ln Vedanta's Phase I study (Figure l3 of lB), administration of VE8l8 with
vancomycin pretreatment led to robust strain colonization. Among those
subjects who did not receive vancomycin pretreatment, no strains were detected
after 14 days of dosing with VE8l8. This benefit was also shown for V8303
(Dsouza 2022). lmportantly, strain colonization of the intestine is requircd for
efficacy.
Oral vancomycin has a favorable safety profile cornpared to other antibiotics,
including as treatment for CDI in pregnancy.
It has been used routinely in academic and industry studies for a decade or more
as pretreatment before fecal microbiota transplantation (FMT) or live bicr

therapeutic product (LBP) administration.
Oral vancomycin is being administered under carefully controlled
conditions with rigorous monitoring. The potential risks are mitigated
by the short duration and low dose, alongside comprehensive scrcening and
follow-up to monitor any adverse effects. The study design ensures that any
risks are outweighed by the potential benefits of reducing enteropathogen
colonization and im maternal and neonatal health outcomes
We have revised our protocol and informed consent, and ultrasound proccdures
will take place at the Matiari site. All stools collected fiom participants will be
processed at the Matiari site.

Dr. Sana Zahiruddin (FCPS) is a consultant gynecologist and is co-invesrigator
of this trial. She will be looking after all our referral cases and will providc
necessary treatment.
Dr. Ghulam Sugra who will i.re responsible for enrollment at Matiari site has 20
years ofexperience in gynecology.
Dr. Waheeda has implemented maternal studies in Matiari and has experience of
more than l5 years.
Dr. Jabeen has more than 12 years of experience in Matiari and has
implemented AMANHI and PP sepsis projects.

Their CVs attached to this submission.
We are sharing the updated ERC committee members list. Members are selccted
based on their specialty. From the list, it is obvious that it covers areas from
gynecology/obstetrics, pharmacy radiology and pediatrics. This trial has
relevance to all these specialties
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t2 Provide CoPP (Certificate
of Pharrnaceutical
Product) or Free Sale
Certifi cate or regulatory
status for following
products duly issued

by regulatory authority:
i. Vancomycin

ii. vE8l8
iii. CapScan
iv. Placebo
v. Stool Collection

tube
vi. Saliva collection kit

study
8 Provide summary of

Protocol
Summary of protocol is in Annexure I We are submitting it with this response.

9 Provide summary of
investigator's Brochure.

Summary OF VE8 I 8, CapScan and Vancomycin updated in annexure 10.

FHI Clinical had been selected by BMGF as a monitor for this trial. A detailed
description of CRO and its proposed monitoring visits are shared in a leffer.

We have attached following documents:
l. GMP certification from ANI Pharmaceuticals (manufacturer of vancomycin).
2.The original FDA registration approval letter (Reg. # 050606) from the
FDA/HHS for the Vancomycin - this serves as proof of regulatory status
3. A memo from ANI's regulatory affairs director setting out their proof of
ownership of the product originally registered as well as the registration of the
product with the FDA.
4. The Standard Pharmaceutical Product Description. It links the details up to
the FDA registration number.

Below is the link to the FDA Orange Book for Vancomycin hydrochloride
capsules.

Search for Vancomycin product code 50606.
(https :i/www. accessdata. fda. gov/scripts/cder/ob/searchjroduct. cfm)

GMP certificate issued by Vedanta Biosciences, the manufacturer of VES l 8 and
placebo, is attached, as well as the Statement of GMP compliance for one of the
VE8 l8 batches. As a clinical stage manufacture with no commercial product,
Vedanta has not yet been inspected by the FDA. Vedanta Biosciences is a
clinical stage microbiome company based in Massachusetts. Manufacturing of
VE8 l8 drug substance and drug product takes place at two Massachuseffs sites.

The company adheres to current Good Manufacturing Practices (CGMP) as

specified by U.S. and international guidelines. Each batch undergoes rigorous
testing, and a Certificate of Analysis is issued for all drug substances and
products.
Detailed statement ofjustification by Vedanta is attached.

CapScan: manufacturer's ISO 13485:2016 certification attached

Stool collection: Sarstedt 2 ml screw cap tube, sterile (cat. no. 72.694.306).
Manufacturer's ISO 13485:2016 certification and product Declaration of
Conformity attached.

Saliva kit manufacturing facility ISO 13485:2016 certification is attached

Provide Names of
Monitors and Clinical
Research Associate
a. Provide GMP
Certificates for following
companies duly issued by
regulatory authority.
Manufacturer of
Vancomycin.
Manufacturer of VE8l 8

Manufacturer of Placebo
b. Provide ISO
Certificates for following
companies
Manufacturer of CapScan
Manufacturer of Stool
collection tube
Manufacturer of Saliva
collcction kit

The manufacturer of Vancomycin, ANI pharmaceuticals has applied for a

Certificate of Pharmaceutical Product from the FDA to further satisfy the
requirements for Pakistan. ANI is expecting a response from the FDA on the

CoPP the week of August l9th.

Vedanta Biosciences is a clinical stage microbiome company based in
Massachusetts. Manufacturing of VE8 l8 drug substance and drug product takes
place at two Massachusetts sites. The company adheres to current Good
Manufacturing Practices (CGMP) as specified by U.S. and international
guidelines. Each batch undergoes rigorous testing, and a Certificate of Analysis
is issued for all drug substances and products.

Detailed statement ofjustification by Vedanta is attached.

The CapScan devices are used only in clinical research studies approved by the

respective institution's Ethics Committees (lRB, ERC). The approving IRBs
consider the devices as non-significant risk devices and therefore do not require

IDE approval in the USA. Furthermore, exporting $e non-significant risk
device for research clinical study can be considered fermissible under FDA
sections 801(eXl ). Justification is provided in Annexur{\l 3b and NSR statement
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l3 Provide label of
investisation al Product

t4 Provide authorization of
sponsor to the principal
investigator/institution for
the conduct of clinical
trial.

15 The insurance Statement
is not present in the
Informed Consent Form
(ICF). Therefore, provide
insurance details (med ical
treatment cost in case of
any SAE and
compensation in case of
any fatality) of subjects
and submit informed
Consent Form as per
format of ICH GCP
Guidelines

t6 a. List of tests to be

conducted outside
Pakistan with
justifications and SOP for
the transportation for
Biological samples.

b. List of tests to be
conducted in Pakistan
with details of testing
laboratory.

by CapScan is also attached.

EU Declarations of Conformity for the saliva collection kit and stool collcction
tubes are attached.
Label files are attached

Authorization letter is attached

All of our trial participants are covered under insurance (insurance email
attached). Compensation details are provided in protocol section 23.0 (page 50)
and in trial consent is covered in possible risks and discomfort heading (page 6).
We have now provided more details in the protocol.

Sample shipment SOP is shared.

Justifications of tests outside Pakistan is the lack of assay/facility/testing within
the country.

Details of testing laboratory within Pakistan is IDRL in Karachi AKU. |urthcr
information is mentioned in lon )l

Subject: Response to DRAP Queries on Asscssment of Clinical Trial Application
"ABILITY OF VESTB TO REDUCE ENTROPATHOGENS COLONIZATION AND
IMPROVE ENVIRONMENTAL ENTEROPATIIY IN PREGNANT WOMEN: A PI{OOF'
OF CONCEPT AND PHASE-II RANDOMIZED PLACEBO CONTROLLED TITIAI, IN
BANGLADESII, PAKISTAN, ZAMBIA, AND BURKINA FASO" dated 23'd AugustZll24.
We appreciate your thorough review of our clinical trial application and the opportunity to
provide additional information in response to point 12, we are attaching the CoI,P of
vancomycin.

6. Reference pre paras, remarks of evaluator are as follows:

Evaluator Remarks

Following data related to VE-81 8 is provided:
a. Authentic pre-clinical studies (provided) and data of Phase-l trial (JNJ-67670157)
b. Toxicity studies (including reproductive toxicology (not conducted), Genotoxicity studies (not

conducted), Carcinogenicity studies (not conducted), c studies (not conducted),
Teratogenic studies (not conducted) and other Pharmacokinet
conducted).

including dosage selection (not

and im tc stud ies not cond

List of tests to be
performed outside

Pakistan

List of tests to be
performed inside

Pakistan
ELISA Assays
Metagenomics

Lactulose/rhamnose (L/R) Assay
Metabolomics

Metatranscriptomics TaqMan Array Card Assays
Proteomics

Sr.
No.

t

c. Anti c
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ll

t2

l4

l4

l5

t6

7. The case was presented before the CSC.

Dccision: 'Ihe CSC after deliberation observed
shortcomings in thc application and dccided to defcr
shortcomings to the applicant as discusscd.

that there are a number of
for communication of

Safety and Performance studies of CapScan Medical Device in pregnant women: The device was used in
EMP I trail which is approved by DRAP.
Safety studies of Vancomycin in pregnant women: Pregnancy B category drug
As per submitted documents, proposed clinical trial steps like screening, ICF, administration of LPs and
collection of samples (pre and post administration) will be conducted at antenatal clinics / homes from
dillcrent union councils of Matiari District. As per Bio-Study Rules 2017, Trial procedures can be done only
at licensed clinical trial site(s). Furthermore, Matiari site (Matiari Research & Training Center, Matiari
operated under AKU) is not approved for above mentioned Clinical Study (Phase-ll).
Provided CVs evaluated for relevant experience/expertize in Gynecology & Obstetrics
Mcmbers list of IRB (names, designations & qualifications) provided
Summary of Protocol (Purpose of Trial) provided
Surnmary of Investigator's Brochure (IP, Vancomycin, CapScan) provided
Names of Monitors and Clinical Research Associate: FHI Clinical Inc, had been selected by BMGF as a
monitor for this trial.
GMP Certificates duly issued by regulatory authority:

i. Manufacturer of Vancornycin: Not provided
ii. Manufacturer of VE8l 8: Not provided (Only statement is attached)
iii. Manufacturer of Placebo: Not provided (Only statement is attached)

Stalcment: As clinical stage manufacturer. Vedanta Biosciences has not been insnected bv the US FDA

ISO Certificates for following companies:
i. Manufacturer of CapScan: Not provided (Only statement is attached)

Subiect: ComDanv statement resardins the non-sisnificant risk status of the CanScan intestinal
collection device.

ii. Manufacturer of Stool collection tube: ISO 13485:2016 No. 2247783, Valid till 0l-07-2025,
Declaration of Conformity
iii. Manufacturer of Saliva collection kit: ISO 13485:2016 No. FM 567041, Valid till 10-01-2026,
Dec laration of Conform ity

Provide CoPP (Certificate of Pharmaceutical Prgduct) or Free Sale Certificate or regulatory status for
following products, duly issued by regulatory authority.
i. CoPP/FSC of Vancomycin 250mg capsule provided (Certificate No. ZQJQ-GEQX, Valid till22-08-

2026). However, CoPP/FSC of Vancomycin l25mg capsule not provided.
ii. VIi8l8: Not provided
iii. CapScan: Not provided
iv. Placebo: Not provided
v. Stool collection tubc: Not provided
vi. Saliva collcction kit: Not provided

Provide label of Investigational Product.
Vancomycin 250mg = Provided (Vancomycin l25mg = Not Provided)
VE8l8: Provided
Placebo : Provided
Authorization of sponsor to the principal investigator/institution for the conduct of clinical trial provided.
Insurance details (medical treatment cost in case of any SAE and compensation in case of any fatality) of
subiects not provided.

List of tests to be conducted outside Pakistan with justifications and SOP for the transportation for Biological
samples is provided. However, they have not provided the names of laboratories along with the details
(Names with address, approvaI status in respective country, available testing facilities).
Approval of following documents from IRB & NBC missing:

i. Core Protocol, Version I . I, Date 03-05-2024
ii. Screening Permission Consent Form (E,nglish) V l.l
iii. Project Screening Permission Consent Fonn (Sindhi) V l.l
iv. E,nrolment Consent Fornr (English) V l.l
v. E,nrolment Consent Fornr (Sindhi) for observational group V l.l

vi. Enrolment Consent Form (English) for observational group V LI
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8. Accordingly, the CSC decision was communicated on 02nd December 2024, still responsc

is awaited.

9. The case was placed before the Committee for consideration. The Committee decidcd the
case as under:

Decision: The CSC after deliberation dccided to defer the case for fulfilmcnt of thc
shortcomings/deficiencies communicated on 02nd Deccmber 2024.

10. Accordingly, the CSC decision was communicated to applicant vide letter No. 16-

5312024-CT dated 09th January 2025, yet response is awaited.

ll. In reply to DRAP's letter No. l6-5312024-CT dated 09th January 2025, Prof. Dr. Syed

Asad Ali, Chair, Department of Community Health Sciences, Associate Dean Research, MC-
Pakistan, Professor of Pediatrics and Community Health Sciences, Aga Khan Univcrsity,
Karachi & Dr. Saeed Hamid, Director CTU, Aga Khan University, Karachi submitted their
response vide letter No. Nil dated 17-01-2025.

12. Their response to DRAP's queries is reproduced as follows:

Aga Khan University response

Toxicity Studies: Due to the commensal nature ol the bacteria
comprising VE8l8 and the lack of appropriate animal modcls that can

mimic the interactions betrveen the microbiome and its host. traclitional
toxicology studies were not conducted and have not been lcquested by
any regulatory agency for Vedanta's live bio-therapeutic products
(LBPs). Characterization of each individual bacterial strain in thc LBI,
is required to build a product sal'ety profile.
This includes antibiotic-susceptibility, presence ol virulencc ancl

antibiotic-resistance genes (ARG) and assessing thc risk ol'gcnetic
mobility. This approach is supported by interactions rvith the FDA and

the EMA in the setting of other investigational LBPs from Vedanta ancl

it is well established in the freld. All I I bacterial species in VE8l8 havc
not been associated rvith infection, rvere resistant to multiplc antibiotics
from various antibiotic classes and did not contain any virulence lactors
or clinically relevant ARGs in their genomes. Taken togethcr, this
evidence points towards a favorable saf'ety profile. lmportantly, VE8lll
shorved no overt toxicity in rnicc, and it rvas shown to be salc end rvcll-
tolerated in healthy adults.
Reproductive Toxicology: There are no appropriate animal moclcls lbr
reproductive toxicology evaluation in the context of LBPs. Thcrelorc.
safety in pregnancy rvas assessed by evaluating the prcvalencc ancl

abundance ofVE8l8-related species in pregnant women across various
geographies including Pakistan. This analysis shorved that VE8l tl
species are common members of the microbiome ol healthy prcgnant
women and therefore, carry minimal risk. Supporting this, data fiom the
Alliance for Maternal and Newborn Health Improvement (AMANFII)
study conducted in pregnant women liom Pakistan shorved that VE8l8-
species were correlated with positive pregnancy oulcontcs (str-rclv

attached-Annexure 2).
Genotoxicity: Cenotoxicity studies have not been conductcd ancl havc
not been requested for any regulatory agency for Vedanta's LBPs.
Bacteria do not have the same distribution propcrties as small
molecules and therefore are not expected to interact with DNA.
Carcinogenicity, Mutagenic, and Teratogenic Studies: No
carcinogenicity, mutagenic and teratogenic studies have becn conclucted
and have not been requested for any regulatory agency for Vedanta's
LBPs. The organisms in VE8 l8 represent commensal bacteria rcsiding
rvithin a healthy human intestinal microbiota and do not havc knou,n
carcinogenic, mutagenic or teratogenic potential.
Pharmacokinetic Data and Dosage Selcction: Classical
pharmacokinetic studies are not appticable to this type ol product.
Horvever, in healthy volunteers daily doses of VE8l8 lor l4 davs after
vancomycin pretreatment was the rnost optimal dose leading to VES ltl
intestinal colonization for several rveeks, rvhich is key for etlicac1,. A
short course of Vi in before VE8l8 r.vas uired lilr abundarrt

Sr.
No.

DRAP queries

I

Following data related to VE-S18 is provided:
d. Authentic pre-clinical studies

(provided) and data of Phase-l trial
(JNJ-67670187)

e. Toxicity studies (including
reproductive toxicology (not
conducted), Genotoxicity studies
(not conducted), Carcinogenicity
studies (not conducted), Mutagenic
studies (not conducted), Teratogenic
studies (not conducted) and other
Pharmacokinetic data including
dosage selection (not conducted).

f. Antigenicity and immunogenicity
studies (not conducted).
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and durable colonization, even at high doses (RTR-0027). In this Phase
I study, VE8l8 was well-tolerated with few side effects, mainly
gastrointestinal symptoms.
Antigenicity and Immunogenicity Studies: The safety profile of
VE8l8 indicates minimal risk of antigenicity. The strains in VE8l8 are
normal commensal organisms found in the human GI tract and have
been shown to be prevalent and abundant within the matemal
microbiome. In the intestine, they have been demonstrated to stimulate
a population of FoxP3+CD4+ Treg cells in the colonic mucosa and
augment the production of secondary bile acids. These Treg cells and
metabolites are associated with the clinical effect of reducing colonic
inflammation in mouse models of colitis.
Already providedSalety and Performance studies of CapScan

Medical Device in pregnant women: The
device was used in EMP I trail which is

Salety studies of Vancomycin in pregnant
wonlen: Pregnancy B category drug

annroved bv DRAP
Already provided

The proposed clinical trial processes including screening, ICF, initial
administration of LPs, ultrasounds will be conducted at the research site
of Matiari Research & Training Center, operated under AKU. The
center has license CTS-0035 to act as Clinical Trial Site by DRAP
which has expired, and its renewal application has been submitted to
DRAP (No. F. I5-35/2020-DD(PS)

2

3

4

As per submitted documents, proposed clinical
trial steps Iike screening, ICF, administration
of LPs and collection of samples (pre and post
administration) will be conducted at antenatal
clinics / homes from diflerent union councils
of Matiari District. As per Bio Study Rules
2017. Trial procedures can be done only at

licensed clinical trial site(s). Furthermore,
Matiari site (Matiari Research & Training
Ccnter, Matiari operated under AKU) is not
approved for above nrentioned Clinical Study
(Phase-ll).

Already provided

Already provided

Already provided

6

7

8

5

I'rovided CVs evaluated for relevant
experience/expertize in Gynecology &
Obstetrics.
Mernbers list of IRB (narnes, designations &
qualilications) provided.
Summary of Protocol (Purpose of Trial)
provided
Sumrnary of Investigator's Brochure (lP,
Vancomycin, CapScan) provided

Already provided

Already providedNan.res of Monitors and Clinical Research
Associate: FHI Clinical Inc. had been selected
by BMCF as a monitor for this trial.

l0

9

GMP Cerrificates duly issued by regulatory
autlrority:

i. Manufacturer of Vancomycin:
Not provided
ii. Manufacturer of VE8l8: Not
provided (Only statement is

attached)
iii. Manufacturer of Placebo: Not
provided (Only statement is

attached)
Statement: As clinical stage manufacturer.
Vedanta Biosciences has not been insoected
bv the US FDA

ISO Certillcates fbr tbllorving companies:
ii. Manufacturer of CapScan: Not

provided (Only statement is

attached)
Subiect: Companv statement regardins the
non-significant risk status of the CaoScan
intcstinal collection device,

ii. Manufacturer of Stool collection
tube: ISO 13485:2016 No. 2247783,
Valid till 0l-07-2025. Declaration of
Conlormity
iii. Manufacturer of Saliva collection
kit: ISO 13485:2016 No. FM 567041,

In the United States, the regulatory body, the Food and Drug
Administration (FDA) does not issue good manufacturing practices
(GMP) certificates or manufacturing licenses to clinical or commercial
manufacturing facilities. The FDA oversees and regulates commercial
drug manufacturing through inspections of commercial registered
establishments to ensure adherence current GMP regulations. Curently,
Vedanta does not manufacture commercial products and thus has not
been inspected by the FDA.
Vedanta is located in the state of Massachusetts, within the United
States. Please find our US Massachusetts Qualification Certificate
stating Vedanta is a legal entity qualified to do business.

Additionally, please find a QP certificate for VE202 that has been

included to this submission (Annexure 3). Vedanta has undergone an

audit by a European Union (EU) Qualified Person (QP) for the release

of other drug products into the EU, including VE202. The I I strains
present in VE8l8 are also part of the V8202 consortium and are

manufactured from the same cell banks. VE8l8 has not been used in
clinical trials within the EU, and therefore, a QP certificate has not been

issued lor this product.
Annexure 3:

a. The GMP Statement for Vancomycin is attached

b. The NDA (New Drug Application) and NDA status for Vancomycin
is attached.
c. The CMP for VE8l8 is attached.
d. The GMP for Placebo is attached.

Ie. Certificate of Registration, Certificate of Comptiance and Certit'icate

[ofAction for Capscan device are attached. .
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Valid till 10-01-2026, Declaration of
Conlormity

ll

Provide CoPP (Certilicate of Pharmaceutical
Product) or Free Sale Certificate or regulatory
status for follorving products, duly issued by
regulatory authority.
vii. CoPP/FSC of Vancomycin 250mg

capsule provided (Certificate No.
ZQJQ-CEQX, Valid till 22-08-2026).
However, CoPP/FSC of Vancomycin
l25mg capsule not provided.

viii. VE8l8: Not provided
ix. CapScan: Not provided
x. Placebo: Not provided
xi. Stool collection tube: Not provided
xii. Saliva collection kit: Not provided

t2

Provide label of Investigational Product.
Vancomycin 250mg : Provided
(Vancomycin l25mg = Not Provided)
VE8l8 = Provided
Placebo: Provided

l3
Authorization of sponsor to the principal
investigator/institution for the conduct of
clinical trial provided.

t4

Insurance details (medical treatment cost in
case of any SAE and compensation in case of
any fatality) ofsubjects not provided.

l5

List of tests to be conducted outside Pakistan
with justifications and SOP for the
transportation for Biological samples is
provided. However, they have not provided
the names of laboratories along with the
details (Names with address, approval status in
respective country, available testing facilities).

l6

Approval of following documents from IRB &
NBC missing:

vii. Core Protocol, Version l.l, Date 03-
05-2024

viii. Screening Permission Consent Form
(Engtish) V l.l

ix. Project Screening Permission Consent
Form (Sindhi) V 1.1

x. Enrolment Consent Form (English) V
1.1

xi. Enrolment Consent Form (Sindhi) for

f. Company statement regarding NSR for Capscan device is attachcd

A. We are not using product Vancomycin l25mg
B. Vedanta is located in the state of Massachusetts. rvithin the

United States. Please lind our US Massachusetts

Qualification Certificate stating Vedanta is a legal entitl,
qualified to do business. Additionally, please Iind a QP
certificate for VE202 that has been includcd to this
submission. Vedanta has undergone an audit by a European
Union (EU) Qualified Person (QP) for the release of other
drug products into the EU, including VE202. The I I strains
present in VE8l8 are also part of the VE202 consortiurn and

are manulactured from the same cell banks. VE8l8 has not
been used in clinical trials rvithin the EU, and therelbrc, a QP
certificate has been issued for this product (Anncxure 3).

C. The stool collection tube and saliva collection tube are simpll,
2ml and6ml plastic tubes respectively hence CoPP or FSC are
not available. Horvever, the declaration of conlbrmity is

attached and ISO certificates are attached. (Annexure4;
Annexure 4:

a. The certificate to do business in the Commonrvealth is

attached.
b. Free sale certil'icate fbr CAPSCAN is attachcd.
c. Declaration of Contbrmity fbr stool kit is attached.
d. Declaration of Conform fbr saliva kit is attached

We are not using product Vancomycin l25mg

Already provided

All of our trial participants are covered under insurance (insurance
emaiI attached-Annexure-5). Cornpensation details are providcd in
protocol section 23.0 (page 50) and in trial consent it is coverecl in

ible risks and discomfort head 6

The name and the complete address of the laboratory rvherc certain
tests will be performed are below:
Name & Address:
Suchitra Hourigan, MD
Investigator, Lasker Clinical Research Scholar
Chief, Clinical Microbiome Unit (CMU)
Laboratory of Host lmmunity and Microbiome
National Institute of Allergy and Infectious Diseases
National Institutes of Health
Building 50, Rm 551I 50 South Dr. Bethesda, MD,20892
United States of America.

Available testing faci lities:
. Metatranscriptomics
r Proteomics
r Cell Harvesting
o Metagenomics
r Metabolomics
. PAX Gene

uenc
Approval Letters for the IRB and NBC are attached. (Annexure-6)
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observational group V l. I
xii. Enrolment Consent Form (English)

DSMB charter is attached. Annexure-

v l.lfor observational
Notification and ition of DSMBt7

Sr.
No.

t0

J

')

4

Evaluator Remarks

Following data related to VE-818 is provided:
g Authentic pre-clinical studies (provided) and data ofPhase-l trial (JNJ-67670187)
h. Toxicity studies (including reproductive toxicology (not conducted), Genotoxicity studies (not conducted),

Carcinogenicity studies (not conducted), Mutagenic studies (not conducted), Teratogenic studies (not
conducted) and other Pharmacokinetic data including dosage selection (not conducted).

i. Antigenicity and irnmunogenicity studies (not conducted).
Salcty and Perfbrmance studies of CapScan Medical Device in pregnant women: The device was used in EMP I trait
rvhich is approved by DRAP.
Salety studies ofVancomycin in pregnant women: Pregnancy B category drug
Matiari site (Matiari Research & Training Center, Matiari operated under AKU) is not approved for above mentioned
Clinical Study (Phase-ll).

CMP Certificates duly issued by regulatory authority:
i. Manufacturer of Vancomycin: Not provided
ii. Manulacturer of VE8l8: Not provided (Only statement is attached)
iii. Manufacturer of Placebo: Not provided (Only statement is attached)

Statement: As clinical stase manufacturer. Vedanta Biosciences has not been inspected bv the US FDA

ISO Certillcates for lollorving companies:
iii. Manufacturer of CapScan: Not provided (Only statement is attached)

Subiect: Comnanv statement resardins the non-sisnificant risk status ofthe CaoScan intestinal collection device.
ii. Manufacturer of Stool collection tube: ISO 13485:2016 No. 2247783, Valid till 01-07-2025, Declaration of
Conformity
iii. Manufacturer of Saliva collection kit: ISo 13485:2016 No. FM 567041, Valid till 10-01-2026, Declaration
of Conformity

Provide CoPP (Certificate of Pharmaceutical Product) or Free Sale Certificate or regulatory status for following
products. duly issued by regulatory authority.
i. CapScan: provided
ii Stool coltection tube: Not provided
iii. Saliva collection kit: Not provided

Approval of follorving documents from IRB is attached:
i. MPICH2-ver L l 03-05-2024 -sa

ii. SAP_EMP_II_02.1 1.23 Berry_01.25.24_FINALV2 (Version 0.2)
iii. 01. Screening Consent Form English-Vl.l-03-05-2024-sa (Version l.l)
iv. 01. Screening Consent Form Sindhi-V1.1-03-05-2024 (Version l.l)
v. 05. Triat Consent lorrn English-Vl.l-03-05-2024-sa (Version l.l)
vi. 05. Trial Consent form Sindhi-Vl.l-03-05-2024 (Version l.l)
vii. 23. Trial Consent form English (for observational group) --Vl.l-03-05-2024 (Version l.l)
viii. 23. Trial Consent form Sindhi (for observationat group) -Vl.l -03-05-2024 (Version l.l)

Approval of following document from NBC is attached (No. 4-87NBCR-105012311774 dated 24-05-2025):
i. Core Protocol, Version Ll, Date 03-05-2024

Approval of following documcnts from NBC is missing:
i. Screcning Consent Form English-Vl.l-03-05-2024-sa (Version l.l)
ii. Screening Consent Form Sindhi-Vl.l-03-05-2024 (Version l.l)
iii. Trial Consent form English-Vl.l-03-05-2024-sa (Version l.l)
iv. Trial Consent form Sindhi-Vl.l-03-05-2024 (Version l.l)
v. Trial Consent form English (for observational group) --Vl.l-03-05-2024 (Version l.l)

Data and Safety Monitoring Board (DSMB) charter is evaluated. Following are the key features:
-l'hc MPICI-l-2 Trial will be managed by two committees:

i. Trial Managernent Group (TMG)
ii. Data and Safety Monitoring Board (DSMB)

l'he DSMB Charter (as per Core Protocol 2.1) describes its (a) Composition (b) Authority (c) Responsibitities.
The composition is as follorvs:
Prof. Sarah Saleem
Prol'. Sonrwe rva Sornrvc
Dr. Hermann Lanou

iJ:l;::llfl,t'ilJlil1", here that DSMB charter is as ol .o.. protocor 2.r. rrowever, proposed pr has

submitted Corc Protocol, Version l.l, Dated 03-05-2024. ^t\

vi. Trial Consent form Sindhi (for observational gro uo) -V l.l-03-05-2024 (Version l.l)

il

t6

t7
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The IRB approvalfor this amendment, highlighted
updated trial docuntents are attached d(nnexrre
shared with DRAP qs soon as available. Iq

13. The case was placed before the Committee for consideration. The Committee decided the
case as under:

Decision:
The CSC after deliberation and considering the response of the applicant deferred thc casc

for fulfilment of shortcomings and approval of proposed trail site (Matiari Research & Training
Center, Matiari operated under AKID for the conduct of Phase-II clinical trials.

14. Accordingly, the CSC Decision was communicated on 04th February 2025. Reply from
applicant received on26'h February and reproduced as follows:

Subject: Approval of clinical trial tilled "Ability of the V8818 to reduce enteropathogen colonization
and improve environmenlal enteropalhy in pregnanl |oonrcn: a proof-of-concept utttl Phuse-II
randomized, placebo-controlled trial in Bangladesh, Pukiston, Zambio, ond Burkina Filso" and Intport
permission for VE|18, Vancomycin, placebo, and fecal sample collection device (CapScan). Ir.No.03-
62/2024-CT (PS)

Dear Sir,
Thank you for your letter, F.No.03-62/2024-CT (PS) dated 18-02-2025 in response to our application.
The responses to the shortcomings mentioned in that letter are listed below.

I am also writing to formally request an amendment in the protocol of this study titled "Ability of VESl B
to reduce enteropathogen colonization and improve environmental enteropalhy in pregnant women; u
proof of concept ond phase II randomized placebo-controlled trial in Bangladesh, Pakistan, Zambia and
Burkina Faso" whichwas last amended on 23-11-2024 as version 1.2.

version ofamended protocol, sumnxary ofchanges and
l). Moreover, NBC approval is pending and u,ill be
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DRAP Commenls ResponsesSr.No.

I

data related to VE-818 rs

a. . Authentic pre-clinical studies
(provided) qnd data of Phase-l trial
(JNJ-67670 t 87)

b. Toxicity studies (including
reproductive toxicolog,t (not
conducted), Genotoxicity studies (not
conducted), Carcinogenicity studies
(not conducted), Mutagenic studies
(not conducted), Teratogenic studies
(not conducted) and olher
Pharmacokinetic data including
dosage selection (not conducted).

c. Antigenici4t and immunogenicity
slu d i es (not conducl ed).

Toxicily Studies: Due to the commensal nature of the
bacteriq comprising VE818 and the lack of appropriate
animal models that can mimic the interactions between the
microbiome and its host, lraditional toxicologt studies were
not conducted and have not been requested by any
regulalory agency for Vedanta's live biotherapeulic
producls (LBPs) Characterization of each individual
bacterial strain in the LBP is required to build a product
sofety profile. This includes antibiotic-susceptibility,
presence of virulence and antibiotic-resistance genes (ARG)
and assessing the risk of genetic mobility. This approach is
supported by interactions with the FDA and the EMA in the
setting of other investigational LBPs from Vedanta and it is
well estqblished in the field. All l1 bacterial species in
VE8l8 have not been associated with infection, were
resistant to multiple antibiotics from various antibiotic
classes and did not contain any virulence factors or
clinically relevant ARGs in their genomes. Taken together,
this evidence points towards a fovorable safety profile.
Importantly, VE8l8 showed no overt toxicity in mice, and it
was shown to be safe andwell-tolerated in healthy adults.
Reprotluclive Toxicologlt: There are no appropriate animal
models for reproductive toxicologt evaluation in the context
of LBPs. Therefore, safety in pregnancy was assessed by
evaluating the prevalence and abundance of VE8l9-related
species in pregnant women ecross various geographies
including Pakistan. This analysis showed that VE8l8
species are common members of the microbiome of healthy
pregnant women and therefore, carry minimal risk.
Supporting this, data from the Alliance for Maternal and
Newborn Health Improvement (AMANHI) study conducted
in pregnant women from Pakistan showed that VE8l8-
species were correlated with positive pregnqncy outcomes
(study already s hared).
Genotoxicity: Genoloxicity studies have not been conducted
and have not been requested for any regulatory agency for
Vedanta's LBPs. Bacteria do not have the same distribution
properties as small molecules and therefore are not
expected to interact with DNA.
Carcinogenicily, Mutogenic, and Teratogenic Studies: No
carcinogenicity, mutagenic and teratogenic studies have

been conducted qnd hwe not been requested for any

regulatory agency for Vedanta's LBPs. The organisms in
VE8l8 represent commensal bacteria residing within a
healthy human intestinal microbiola and do not have known

carcinogenic, mutagenic or teratogenic potential.
Pharnrucokirtetic Dutu and Dosage Selection: Classical
pharmacokinetic studies are not applicable to this type of
product. However, in healthy volunteers 14 daily doses

VE918 after vancomycin pretreatment was the mosl optimal
dose leading to VE8l8 intestinal colonization for several
weel<s, which is key for efficacy. A short course of
Vancomycin before VE8l8 was required for abundant and
durable colonization, even at high doses (RTR-0027). In this

Phase I study, VE8l8 was well-tolerated with few side
effec ts, m a i nly gast roint estinal sympt oms.

Antigenicily and Imnrunogenicity Studies: The safety

profile of VE8l8 indicates ntinimal risk of antigenicity. The

€Sei WOr Y'fidl hgmo r m a I c o m m e n s a I o r g a n i s m s 1fEgf, i n

the luman Cl'tract and have been shown lo be ircvalent+ inutes of 57th meetinB

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M



2

Safety and Performance sludies of CapScan
Medical Device in pregnant women: The

device was used in EMP I trail which is
approved by DRAP.

3
Safety studies of Vancomycin in pregnant
women: Pregnancy B cate4ory druR

4

Matiari site (Matiari Research & Training
Center, Matiari operated under AKU) is not
approved for obove mentioned Clinical Study
(Phase-II).

t0

GMP Certificates duly issued by regulatory
authority:
i. Manufacturer of Vancomycin: Not
provided
ii. Manufacturer of VE8 l8: Not provided
(Only stalement is attached)
iii. Manufacturer of Placebo: Not provided
(Only statement is attached)
Slolemenl: As clinicol stuee manufocturer,
Vednnto Biosciences has not been insoecled
bv the US FDA

ISO Certificates fo, the following
companies:

i, Manufacturer of CapScan: Not
provided (Only statement rs

attached)

Provide CoPP (Certificate of Pharmaceutical
Product) or Free Sale Certificate or
regulatory status for following products, duly
issued by regulatory aulhority.

i. CapScan: Provided
ii. Stool collection lube: Not provided
iii. Salivo collecliott kit: Not provided

t6

Approval of the following documenls front
NBC is ntissing:
iii. Screening Consenl Form English V

1.1 -03-05-2024-sa (Version 1.1)
iv. Screening Consent Form Sindhi V

I.I -03-05-2024 (Versiotr l.l)
v. Trial Consert Form Englislt V I.I -

03-05-2024-sa (Version 1. l)
vi. Trial Consent Form Sindhi V I.l -

03-05-2024 (Version I. I )

intestine, they have been demonslraled to stimulale a
population of FoxP3+CD4+ Treg cells in tlte c,olotric

mucosa and augmenl lhe produclion of secondat): bilc qcids

These Treg cells and melaboliles are associaled with rhe

clinical effect of reducing colonic inJlamntulittn itt ttttlu.tc

models colitis.

Already Provided

Already Provided

Applicationfor Phase-ll trial specific license oJ lvlotiari sire
(Matiari Research & Training Center, Matiuri operutad
under AKU) has been submitled and responses to DIL|P
queries over lhis application under letter Nc.F.15-35i2020-
DD have also been submitted on 21-02-2025
GMP Certificates: (Annexure 2)
Manufacturer of Vancontycin: CMP Statentent of ilNI
Pharmaceuticals is attached. Additionally, for Voncomycitt
NDA (New Drug Application) approval from Depurtntent of
Health & Human Services, US is attached.

Manufacturer of VE8 l8: The statemenl of GMP compliancc

for Vedanta Biosciences is attached. ln the United Statas,
the regulatory body, the Food and Drtrg Administration
(FDA) does not issue good manufacluring practices (GMl')
certificales or manufacturing licenses to clinical or
commercial manufacluring facilities. The FDA oversecs ctntl
regulates commercial drug manufacturing lhrotrglt
inspections of contmercial registered establishntents to
ensure adherence lo current GMP regulalions. Currentl.t'.
Vedanta does not manufacture commercial products ttncl
thus has nol been inspecled by the FDA.

Manufucturer of Placebo: PCI Pharma services has
declared Equivalent to EU GMP for placebo ntanufucturcd
by Vedanta Biosciences (attached). Additionalllt, CoA o/'
placebo is attached.

ISO Certificates for the following companies:
Manufacturer of CapScan; lSO certi/icate of l)hoeni-r
DeVentures, Inc., is attached.

Free Sale cerlificatefor Capscan is alreaciy provided.
ii & iii. Stool collection tube and saliva colleclion tube are
simple 2ml and 6ml plastic tubes respectively thal do rtot
require ony CoPP or free sale certificate ond can hc
procured locally in lab supplies.

The NBC approval for protocol antendments in Version l l
is attached. However, the NBC never specifies the docuntent
names being shared in their approval letters as IRll does.
The initial approval of this study protocol version I is

toofor your reference. (Annexure 3)
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vlt.

vut.

Trisl Consenl Form English (for
observational group) V l.l -03-05-
2024-su (Version I.l)
Trial Consent Form Sindhi (for
observationul group) V I.I -03-05-
2024 (Version I.l)

17

Data and Safety Monitoring Board (DSMB)
charter is evaluated. Following are the key
features:

i. Trial Management Group
OMG)

ii. Data and Salbty Monitoring
Board (DSMB)

The DSMB Charter (as per Core Protocol2.l)
describes ils (a) Composition (b) Authority (c)
Responsibilities.
7'he composition is as follows:
l)rofessor Sarah Saleent
Professor Somwe wa Somwe
Dr Hermann Lanou
l'rof Shariful Alant Jilani

It is pertinent lo ntenlion ltere thst DSMB
Clroile|s os per Core Prolocol 2.1.
llowever, proposed PI has submitted Core
I'rolocol, Version I.I, Dated 03-05-2024.

The core protocol version 2.1 as mentioned in DSMB
charter was an error.
Il is lo clarify that based on the recent core protocol, 1.2
(dated: 23-l 1-204) is the correct version. For which
updated DSMB charter is attached. (Annexure 4)

The protocol amendment for yersion 1.2:
Submitted to IRB on 27-01-2025 and its approval is
allached.
Submitted to NBC on 29-01-2025 and approval is awaited.
Submitting to DRAP along with this letter.

I appreciate your prompt attention to this n'tatler and am available for any further idormation or
clarifit'ution you ilny require.
'l'honk you for considering this application.

Best llegards,

15. Submitted for consideration and decision, please.

Case proccedings: -
'l'he t'}l of the trial Dr. Asad Ali joined the meeting online (via Zoom link) and responded to the queries

raiscd by the CSC members. The CSC observed that since this is a placebo-controlled trial and

pretrcatnrent with oral vancomycin (Pregnancy Cat. B) is required by the pregnant women posing the risk
associatcd with taking an antibiotic during pregnancy. Responding to that the PI said that oral
vanconrycin is not absorbed systemically and in case of placebo the normal flora of intestine gets

replenislred in a few weeks after the use of antibiotic. It was also pointed out that during enrolment
whether or not the subjects will be checked for the presence of bugs hypothesized to be responsible for
malnutrition, in the gut of the pregnant mothers. The PI responded that testing will be done and at least 2

of thc idcntified bugs need to be present in the microbiome as an inclusion criterion for enrolment of the

subject. Justification for pretreatment with antibiotic for placebo arm was also sought. The expert

members discussed to study the case in detail and present again in next CSC meeting.

Dccision: -

'I'hc CSC after threadbare discussion decided to defer the clinical study for further
dclibcration.

16. The case was placed before the CSC for consideration. The Committee discussed the case

and decided the case as under:

Procccdings:
The PI of the trial Prof, Dr. Asad Ali joined in-person along with Ms. Ammara

Muzamrnil as requested by him. The PI presented trial details and responded to the queries raised

by the CSC
observations:

The PI was asked to submit clarification and documents for following
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i. NBC approval for protocol version 1.2.

ii. Phase-I Clinical trial data on "Ability of the VE8l8 to Reduce Enteropathogen Colonization
and Improve Environmental Enteropathy in Pregnant'Women".

iii. Clarification for statement regarding exemption of GMP inspection of tlie manufacturer o['lMPs
by US-FDA with relevant statutory provision.

iv. Curent status of the regulatory approvals of trial in Bangladesh, Burkina Faso and Zambia.
approvals.

v. If trial is initiated at any site/country, provide DSMB annual report of the trial.

Decision: The CSC after consideration deferred thc case for provision of following
clarification:

i. NBC approval for protocol version 1.2.
ii. Phase-I Clinical trial data on "Ability of the VE8l8 to Rcduce Enteropathogen Colonizalion

and Improve Environmental Enteropathy in Prcgnant Womcn".
iii. Clarification for statement regarding exemption of GMP inspection of the manulacturcr of

IMPs by US-FDA with relevant statutory provision.
iv. Current status of the regulatory approvals of trial in Bangladcsh, Burkina Faso and

Zambia. approvals.
v. If trial is initiated at any site/country, provide DSMB annual rcport of the trial.

17" The applicant has submitted reply to the shortcomings vide letter dated l2tr'May, 2025.
which is ed as under:
S. No. DRAP Comments Ilesponses

I NBC approvalfor
protocol version 1.2

Attached in Annexure I

2 Phase I Clinical trial data
on "Ability of the VE8 I 8
to Reduce
Enteropathogen
Colonization and
Improve Environn I ental

Enteropathy in Pregnant

Women"

Please find below our detailed response to the Authority's comment
concerning the use of VE8 l8 in pregnant women with Environmental
Enteric Dysfunction (EEO) and malnutrition, while noting that the
investigational product was originally developed with a focus on
inflammatory bowel disease 0BO).
We would like to respectfully highlight the following points in suppo I 1 of
our trial application:

Phase I trial demonstrated a favorable safety and tolerability profile
in healthy volunteers:

As outlined in the Phase I Clinical Study Report (Prorocol
6767018718DI00I), VE8l8 (formerly JNJ- 67670187), a rationally
designed consortium of beneficial Clostridia strains, was evaluated in

healthy male and female participants across multiple dose levels and

dosing regimens. The product was generally well tolerated, with no

deaths, no discontinuations due to adverse events, and only a small
number of serious adverse events, which were assessed as unrelated or
unlikely to be related to the product. These findings suggesr that VE8 l8
may be suitable for fu I I her evaluation in other populations, incluciing
pregnant women, provided appropriate safeguards are in place.

l. The mechanism of action of VE8l8 is biologically relevant to EIiO
and maternal malnutrition:

VE8l8 is designed to support gut health by
outcompeting bacterial pathogens and promoting

ce

ell ccts
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bowel disease (lBO), they are also relevant to other
enteric conditions. EEO shares several key
pathophysiological features with IBO, including
chronic mucosa! inflammation, microbial dysbiosis,
high burden ofenteric pathogens and impaired gut
balTier function. Given these similarities, it is
scientifically reasonable to explore the potential
utility of VE8l8 in EEO, and related conditions
characterized by compromised gut health.
In collaboration with the manufacturer, the Gates
Foundation is working to ensure that, if proven
effective, VE8l 8 can be made accessible and
affordable for all mothers affected by EEO.

2. The Phase I study was designed to evaluate general
safety, not ind ication-specifi c eflicacy:
As outlined in Point I, the Phase I trial for VE8 I 8 was
conducted in healthy adult volunteers with the primary
objective of assessing safety, tolerability, the requirement
for antibiotic pre-treatment and phannacokinetics. This
type of study is not indication-specific and is commonly
used to establish a foundational safety profile that can inform further
investigation in various populations and

conditions.
While VE8l8 was initially developed in the context of
I 8D, the safety data generated in healthy volunteers
provides a rationale for evaluating the product in other
settings where the mechanism of action is relevant and the
potential benefit is high. lt is our understanding based on
FDA and EMA guidelines that regulatory fameworks
support this stepwise approach, in which safety is
established broadly before pursuing efficacy in specific
target populations. This pathway is especially critical for advancing
innovation in areas such as maternal and child
health, where unmet needs are significant and therapeutic options are

limited.

3.The proposed trial design includes appropriaterisk mitigation:
Our proposed study in pregnant women includes rigorous ethical
oversight, close safety monitoring, and appropriate inclusion/exclusion
criteria, all of which ensure that maternal and fetal health are

prioritized. The risk+o-benefit ratio remains
favorable in light of the unmet needs and the safety profile demonstrated

in the Phase I trial.

We hope this information helps clarify the scientific and ethical basis for

the proposed use of VE8 I 8 in pregnant women with EED and

malnutrition, in accordance with international research and regulatory

standards.

We appreciate DRAP's commitment to high standards of
safety and quality and wish to clarify the regulatory status of V8818 and

the acceptability of the GMP compliance
documentation provided.
Vedanta Biosciences does not hold a formal.GMP certificate is U.S. Food

and Drug Administration (FDA). This, howlver, is alignment with FDA
practice, as the agency does not routincly gfrtificates, particularly for

Clarification for
statement regarding
exemption of GMP
inspection of the
manufacturer of !MPs by
US-FDA with relevant
statutory provision.

J
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investigational products that are nc for clinical trials in the U.S. and
therefore not submitted under lnvestigational New Drug (lND)
application.
It is important to emphasize that Vedanta remains subject to
full FDA oversight under U.S. law. Specifically:

. The company is bound by the Federal Food, Drug, and Cosmctic
Act (FDCA), including

o Section 501(aX2)(B) [2] U.S.C. $351 (a)(2)(B)], which deems a

drugadulterated if it is not manufactured incompliance with
current Good

o Manufacturing Practices (cGMP); Section '704 [2] U.S.C. S374],
which grants FDA inspection authority over any U.S.-based drug
manufacturing facil ity.

. Additionally, Vedanta's operations are subject to the cGMI'}
requirements detailed in 2l CFR Parts 210 and 2l 1, which apply
to all human drug products, including those intended solely frrr
export.

In supporl of our application, we have enclosed two key documents
from Vedanta Biosciences :

I. GMP Certificate for Active Biological Substance
(VEEIE) - Signed by Vedanta's Director of Quality
Assurance, this document confirms that the VE8l8
active substance is manufactured in compliance with
the GMP principles of:
0 U.S. FDA 2l CFR Parts 210,211,600, and
610;
0 European Directive 2001120/EC;
0 PIC/S GMP Guide PE 009- I l;
0 ICH Guidelines Q7, Q8, and Ql0.
2. Statement of International GMP Compliance -
Signed by Vedanta's Vice President of Quality, this document attests thar
all operations, including manufacturing, warehousing, and quality conrrol,

adhere to FDA cGMP standards as well as international GMP norms,
even though the product is not currently regulated under an IND.
We also wish to inform you that the same investigational
product, VES 18, has been approved for clinical trial use by three
other national regulatory authorities -in
Bangladesh, Zambia, and Burkina Faso -after their
independent review and acceptance of these GMP
documents.
We therefore respectfully request that DRAP accept the
enclosed documentation as sufficient evidence of cGMP
compliance. Approval of this clinical trial will ensure that Pakistani
patients are included in high-quality global
research efforts, with full assurance of manufacturing
integrity and product safety.

The regulatory approvals of trial in Bangladesh, Burkina
Faso and Zambia are shared in Annexure 2.

4 Current status ofthe
regulatory approvals of
trial in Bangladesh,
Burkina Faso and
Zambia. approvals.

5 If trial is initiated at any
site/country, provide
DSMB annual report of
the trial

The DSMB meeting minutes of the initial meeting held on 27,h February
are shared in Annexure 3.

S.No. Response from applicant -

18. The applicant submitted reply and is as under

DIIAP Commcnts
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)

NBC approval for protocol version 1.2 attached in Annexure I Seen

The goal of the
treatment with JNJ-
67670187 in
clinical study
6767018718D1001
was to stimulate
immune Treg cells
in the colon to
reduce the intestinal
inflammation
characteristic of UC
and restore the gut
microbiome to a

healthy state both
male and female.
However,
justification with
scientific evidence
is required to
extrapolate the
findings/results of
that Phase-l study
to pregnant females
on given condition
in a Phase-II study.

The statement "The
safety data
generated in healthy
volunteers provides
rationale for
evaluating the
product in other
setting where the
mechanism of
action is relevant
and potential
benefit is high"
requires
justification with
scientific evidence
when there is no
Phase-l study
conducted on
pregnant females.
Furthermore, what
is the rationale
based on regulatory
frameworks
established under
FDA and EMA
guidelines that
strengthens this
concept?

Please find below our detailed response to the Authority's comment concerning the
use of VE8 l8 in pregnant women with Environmental Enteric Dysfunction (EED)
and malnutrition, while noting that the investigational product was originally
developed with a focus on inflammatory bowel disease (fBD).
We would like to respectfully highlight the following points in support of our trial
application:

Phase I trial demonstrated a favorable safety and tolerability profile in
healthy volunteers:

As outlined in the Phase I Clinical Study Report (Protocol
67670 I 87lBD 100 I ), VE8 I 8 (formerly JNJ-67670 I 87), a rationally
designed consortium of beneficial Clostridia strains, was evaluated in
healthy male and female participants across multiple dose levels and

dosing regimens. The product was generally well tolerated, with no deaths,
no discontinuations due to adverse events, and only a small number of
serious adverse events, which were assessed as unrelated orunlikely to be

related to the product. These findings suggest that VE8l8 may be suitable
for further evaluation in other populations, including pregnant women,
provided appropriate safeguards are in place.

l. The mechanism of action of VE8l8 is biologically relevant to EED and
maternal malnutrition:

VE8l8 is designed to support gut health by outcompeting bacterial
pathogens and promoting colonic regulatory T-cell function-mechanisms
that may help reduce intestinal inflammation and improve barrier integrity.
While these effects have been primarily explored in the context of
inflammatory bowel disease (lBD), they are also relevant to other enteric

conditions. EED shares several key pathophysiological features with IBD,
including chronic mucosal inflammation, microbial dysbiosis, high burden

of enteric pathogens and impaired gut barrier function. Given these

similarities, it is scientifically reasonable to explore the potential utility of
VE8 l8 in EED, and related conditions characterized by compromised gut

health.
In collaboration with the manufacturer, the Gates Foundation is working to
ensure that, if proven effective, VE8 l8 can be made accessible and

affordable for all mothers affected by EED.

2. The Phase I study was designed to evaluate general safety, not
indication-spccifi c cfficacy:

As outlined in Point l, the Phase I trial for VE8 l8 was conducted in
healthy adult volunteers with the primary objective of assessing safety,

tolerability, the requirement for antibiotic pre-treatment and

pharmacokinetics. This type of study is not indication-specific and is

commonly used to establish a foundational safety profile that can inform
further investigation in various populations and conditions.

While VE8l8 was initially developed in the context of IBD, the safety data

generated in healthy volunteers provides a rationale for evaluating the
product in other settings where the mechanism of action is relevant and the

potential benefit is high. It is our understanding based on FDA and EMA
guidelines that regulatory frameworks support this stepwise approach, in
which safety is established broadly before pursuing efficacy in specific
target populations. This pathway is especially critical for advancing
innovation in areas such as maternal and child health, where unmet needs

are significant and therapeutic options are limited.

3. The proposcd trial design includes appropriate risk mitigation:

Our d stu tn women includes ri ethical oversi

Minutes of 57th meeting of CSC (20th May, 2025) | 113

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M



close safety monitoring, and appropriate inclusion/exclusion criteria, all of
which ensure that maternal and fetal health are prioritized. The risk-to-
benefit ratio remains favorable in light of the unmet needs and the safety
profile demonstrated in the Phase I trial.

We hope this information helps clarify the scientific and ethical basis for the
proposed use of VE8 l8 in pregnant women with EED and malnutrition, in
accordance with international research and regulatory standards.

3

We appreciate DRAP's commitment to high standards of safety and quality and

wish to clarify the regulatory status of VE8l8 and the acceptability of the GMP
compliance documentation provided.
Vedanta Biosciences does not hold a formal GMP certificate issued by the U.S. Food
Administration (FDA). This, however, is in full alignment with FDA practice, as the ?

not routinely issue GMP certificates, particularly for investigational products that are
for clinical trials in the U.S. and therefore not submitted under an lnvestigational Neu
application.
It is important to emphasize that Vedanta remains subject to full FDA oversight
under U.S. law. Specifically:

o The company is bound by the Federal Food, Drug, and Cosmetic Act
(FDCA), including

o Section 501(a)(2XB) [2] U.S.C. $351(aX2)(B)], which deems a
drug adulterated if it is not manufactured in compliance with
current Good Manufacturing Practices (cGMP);

o Section 704l2l U.S.C. 93741, which grants FDA inspecrion
authority over any U.S.-based drug manufacturing facility.

o Additionally, Vedanta's operations are subject to the cGMP require rnents
detailed in 2l CFR Parts 210 and 2tl, which apply to all human drug
products, including those intended solely for export.

In support of our application, we have enclosed two key documents from Vedanta
Biosciences:

1. GMP Certificate fior Active Biological Substance (VE8l8) - Signed by
Vedanta's Director of Quality Assurance, this document confirms that the
VE8l8 active substance is manufactured in compliance with the GMP
principles of:

o U.S. FDA 2l CFR Parts 210,211,600, and 610;
o European Directive 200ll2llEC'
o PIC/S GMP Guide PE 009- I l;
o ICH Guidelines Q7, Q8, and Ql0.

2. Statement of International GIVIP Compliance - Signed by Vedanta's
Vice President of Quality, this document attests that all operations,
including manufacturing, warehousing, and quality control, adhere to FDA
cGMP standards as well as international GMP norrns, even though the
product is not currently regulated under an IND.

We also wish to inform you that the same investigational product, VE8 18, has been
approved for clinical trial use by three other national regulatory authoritics - in
Bangladesh, Zambia, and Burkina Faso - after their independent review and
acceptance of these GMP documents.
We therefore respectfully request that DRAP accept the enclosed documentation as

sufficient evidence of cGMP compliance. Approval of this clinical trial will ensure
that Pakistani patients are included in high-quality global research efforts, with full
assurance ofmanufacturing integrity and product safety.

4
The regulatory approvals of trial in Bangladesh, Burkina Faso and Zambia are
shared in Annexure 2.

5

The DSMB meeting minutes of the initial meeting held on 27,h February are shared
in Annexure 3.

tr trrs
19. The case was placed before the CSC for

Regulatory
approval frorn US-
FDA is nol
provided.

Director QA 'or
Vice l)rcsident

Quality, Vcdanta
Biosciences, USA
are not authorized
to issue statements

on GMP
Compliance under
Code of Federal
Regulations (CFR).

Moreover,
mentioned
provision of IrDCA
either don't exist or
are irrelevant to the
matter under
discussion.

Trial is yet not
started.

Trial is yet not
started.

Details of the
minutes regarding
trial design are not
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Proccedings:
Prof. Dr. Syed Asad AIi, Professor of Community I{ealth Sciences and Pediatrics,

Associate Dcan Rescarch, Professor of Pediatrics and Community Health Sciences, Aga
Khan Univcrsity llospital, Karachi, joincd the meeting through Zoom link and explained
thc trial dcsign, technical aspects of the study. Regarding GMP status of the IMPs
manufacturer i.e. M/s Vedanta Biosciences, the PI apprised the Committee that US-FDA
docs not issue GMP certificate for the therapeutic goods manufacture for export purpose
only. The CSC rccommcnded that the statement of the PI may be confirmed from US-FDA
through official correspondence. The PI was informed that, the GMP Certificate provided
by is issucd by the Director QA, which is not acceptablc. The proposed trial site (i.e.
Matiari llescarch Ccntcr) is not liccnsed to act as Clinical Trial Sitcs for the Clinical Trial.
During discussion regarding participants' safety and study design it transpired that
applicant has submitted a DSMB report, wherein, certain changcs in the protocol have
bccn rccommendcd. The Committce directcd the PI to submit the details of the proposed
changcs.

20. The Committee decided the case as under:

Dccision:

'I'he CSC after delibcration decided to dcfer the case for submission of following
docurncnts and clarifications:

i. Status of manufacturer GMP issued by US-FDA.
ii. Details of protocol amendments suggested by DSMB.
iii. Trial Site approval by the CSC.

2. 'l'he CSC furthcr directed to confirm GMP status of the IMP manufacturer from US-FDA
through email for confirmation that US-FDA does not issue GMP certificate for the
thcrapcutic goods manufacture for export purpose only.

CASII No.3.7:

AI}PI,ICATION FO API'ROVAL OF BIOEOUIVALENCE Y TITLED. "AN
BALAN TWO TREA

SEOUENCES. TWO ODS. SINGLE DOSE. CROSS OVER, BIOEOUIVALENCE
PEX SCITALO G TABLETS

OXALATE) 20 1VIGI,AI}OITATORIES RSUS CIPRALEX GSCITALOPRAM
I,UNDBECK IN NDITION

III-]MAN SI]I}JECTS,'. RECEIVED FROM M/S CENTER FOR BIOEOUIVALENCE
STUDIIiS AND CLINICAI, RESEARCH (CBSCR). IC I]NIVERSITY OF
KARACIII. KARACHI. . NO.l4-07l2025-BE (PS)

Application is received from Prof. Dr. M. Ptaza Shah, General Manager, Center for
tliocquivalence Study and Clinical Research (CBSCR), University of Karachi, Karachi, dated

24,h Ircbruary 2025 for registration of subject Bioequivalence Study, under the Bio-Study Rules

2017. along with prescribed processing fee of Rs.245030/- deposited vide deposit slip
numbcr 0352359, dated 24'n lrebruary 2025.

02. 'l'he summary of the proposed study is as under;

i. Study title: AN OPEN LABEL, BALANCED, RANDOMIZED, TWO TREATMENTS, TWO
SEQUENCES, TWO PERIODS, SINGLE DOSE, CROSS OVER, BIOEQUIVALENCE STUDY OF

TALOPEX (ES CTTALOPRAM OXALATE) 20 MG TABLETS OF ABBOTT LABORATORIES
VERSUS CTPRALEX (ESCITALOPRAM OXALATE) 20 OF LUNDBECK INC.,

IJNDER FASTING CONDITION IN HEALTHY HUMAN SU
MG TABLETS
BJECTq[-
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ll. Purpose of study: AN OPEN LABEL, BALANCED, RANDOMIZED, TWO TREATMENTS, TWO
SEQUENCES, TWO PERIODS, SINGLE DOSE, CROSS OVER, BIOEQUTVALENCE STUDY OF
TALOPEX (ESCITALOPRAM OXALATE) 20 MG TABLETS OF ABBOTT LABORATORTES
VERSUS CIPRALEX (ESCITALOPRAM OXALATE) 20 MG TABLETS OF LUNDBECK INC.,
UNDER FASTING CONDITION IN HEALTHY HUMAN SUBJECTS.
Investigational Product: TALOPEX@ (ESCITALOPRAM OXALATE) 20 MG 1'AIILETS
MANUFACTURED BY PHARMATEC PAKISTAN PVT. LTD. FOR N I]BO1'1'
LABORATORIES, Karachi.
Reference Product: CIPRALEX@ (ESCITALOPRAM OXALATE) 20 MG TABLETS OF LIJNDIIECK
INC. DENMARK.
sponsor: M/s ABBOT LABORATORIES 8rH FLOOR FAISAL HOUSE SHARH E FAISAL Karachi,
PAKISTAN.
Principal Investigator: Prof. Dr. Raza Shah, CNIC No. 422014178970-1, General Manager, Center for
Bioequivalence Study and Clinical Research (CBSCR), University of Karachi, Karachi.
Co-Principal Investigator: Dr. Naghma Hashmi (Co-PI)
Funding Source: IWs ABBOT LABORATORIES 8rH FLOOR FAISAL HOUSE SHARH E Fn ISAI-
Karachi, PAKISTAN.
Cost of the Project: Rs.57,60,000/-.
Subjects enrolment: 24 VOLUNTEERS.

The details of the submitted documents are as under;

Document Remarks

Application on prescribed form-
IIA. Application on Form - IlA(amended) is provided

2 Prescribed processing fee
Rs.2450301 deposited vide deposit slip number 0352359,
dated 24tt'February 2025 (The fee is not submitted ory tfi.c
prescribed fee chal I a n\.

Attached.

l. Investigational Product: TALOPEX(R)
(ESCTTALOPRAM OXALATE) 20 MG TABT.ETS
MANUFACTURED BY PHARMATEC PAKITAN Pvt.
Ltd for ABBOTT LABORATORIES, Karachi.

2. Refcrence Product:CIPRALEX@ (ESCITALOPIiAI\4
OXALATE) 20 MG TABLETS OF LUNDBECK INC
DENMARK

ATTACHED.
TABLETS

Formulation of Investigational j

INFORMATION LEAFLET (SMPC) IS PROVIDED

Pharmacodynamics
Pharmacokinetics
Investigational Product

and

] ATTACHED.
I PURPOSE:

O DETERMINE BIOEQUIVALENCE OF TALOPEX
Purpose of study defining ttre t(pSCtfeLOPRAM OXALATE) 20 MG TABLETS OIr
indication along with the lABBOTT LABORATORIES VERSUS CIPRAI,EX
anticipated cost of the project; (ESCITALOPRAM OXALATE) 20 MG TABLETS OF
andsourcesoffund ILUNDBECK INC., UNDER FASTING CONDITION IN

HEALTHY HUMAN SUBJECTS.
COST: 57,600,000 PKR
SOURCE: M/S Abbot Labs. (Pak) Ltd.

l.t l,

iv,

vi,

vii.
viii.

ix.
x.

03.

3

4

6

7

8

Name of Investigational Product
(including all available names;
trade, generic or INN name,
chemical code, etc.,)

Dosage Form of Investigational
Product

Product

of ATTACHED

S. No.

1

9

,THE CENTER FOR BIOEQUIVALENCE STUDIES ANt)
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l0

I I Final protocol

12

t4

2t

22

Institutional Review Board
(lRB) approval of sites with

l3 complete composition of
, committee i.e. names and

degiSnatlol of mem!er1,-

Approval of National Bio-eth
Comrnittee (NBC)

t5

16

t7

l8

l9

Pre-clinical or clinical data or rAttached.
safety studies : *Need to be reviewed by CSC experts.

Detail of the investigator
(Principal investigator, analysts,
and others along with CV)

PERIOD OF SEVEN (07) DAYS. BLOOD SAMPLES WILL BE
TAKEN UP TO 48.0 HOURS POST-DOSE

: Attached.
' Protocol Number:
ESTA- I 23-0337

i Dated 06.09.2024
Version 1.0

i *Need to be reviewed by CSC experts.

CVs of the following are affached:

l. Prof. Dr. M. Raza Shah (PI), General Manager, Center for
Bioequivalence Study and Clinical Research (CBSCR),
University of Karachi, Karachi. (Page 79-83/Con.)

2. Dr. Naghma Hashmi (Co-PI) (Page 84-88/Corr.)

: * PI's qualifications need to discussed

Attached.
IRB approval Ref. # Ref. # ICCBS/CBSCR/IEC/LET-006/2024 Date: 12-
ll-2024

-i
ics 

i

Attached.
NBC approval Rei No Rei N o.4-87 NBCR-I 188/241996, dated 09-01-
2025 ( lor a period ofone year).

Attached

BA/BE Study Site approval by enleE
DRAP

-c-0002

Informed consent (English and I Attached.
Urdu) i ll..,9qP!9rli._y_:1!v91,9,:ll:t:**.
Summary of the protocol or
synopsis (lnvestigational ---
Product) 

:

Adverse Event Reporting Form

Name of the monitor or clinical
research associate

Copy of GMP Certificate of lWs Pharmatec Pakistan (Pvt.)

Ltd. D- 86/,{ S.I.T.E, Karachi is attached (expired on 06'h

September 2026).
COA not provided
DML not provided

Details regarding reference , Tab Cipralex 20mg (Reg. No. 059035)
product (Country of origin, Country of origin: Denmark.
mode of purchase, shipment ' The mode of purchase will be: Direct Purchase (From Time

, procedure) along with any other Medicose, Karachi)
relevant documents if available Shipment procedure: ---

The proposed label of the
Attached

investigational product

FOR REFERENCE PRODUCT
, Sample Size=24

Investigational drug for clinical phase= 24 Tablets
For Retention/Archiving: 3 times of study drug= 24*t - ,rO
Tablets

Quantity of an investigational For Comparative Dissolution Profile=36*2=72 Tablets

pioduci to be used in th"e study For Certificate of Analysis=50*2=100 Tablets

along with justification r Total no..ofl Tablets: For clinical phase +Retention /Archiving+

1 Comparative Dissolution Profile +COA:24+120+'72+100= 316

20

Certificate of Analysis of Test
Product and GMP Cenificate or
Drug Manufacturing License of
the Manufacturer

4; 
Tablets'

,J Ron rEST PRoDUcr
ff Sample Size=24

$lnvestigational 
drug ro1 cl!i9{ p!1e= z!

Minutes of 57th meeting of CSC (20th May, 2025)
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For Retention/Archiving: 3 times of study drug: 24x5 : l2t)
Tablets
For Comparative Dissolution Proli le=36*2=72 Tablets
For Certificate of Analysis:50+2=100 Tablets
Total no. of Tabtets= For clinical phase +Retention /Archiving'l
Comparative Dissolution Profile +COA=24+120+72+100: 316
Tablets.

24 Undertaki ng on affidavit
, Attached.

._, 
(Need 

1o be provided again if PI changed)

04. After initial scrutiny the following shortcomings were observed:
i. Country of manufacturing site for the reference product is Denmark, whereas, it is submitted that it wilI bc

directly purchased from M/s Times Medicose Karachi (being registered in Pakistan).
ii. Drug Registration and CGMP for the investigational product is provided (M/s Phannatech Pakistan Pvt.

Ltd.) whereas the CoA and MA (M/s Abbot Laboratories Karachi) needs to be provided.
iii. The qualification of PI is not as per the conditions mentioned in the section 7.4 of the "Guidclines to

Conduct Clinical Research in Pakistan".
iv. Formulation of the investigational product needs to be provided.
v. In the study protocol (Page.25of57) 7.1 (v) Inclusion Crileria, says "Normal or insigni/icunt LCG",

clarification is sought regarding whether the performance and interpretation of ECG wilt be on site or
otherwise.

vi. In the study protocol (Page.32of57) 10. I .3.1 Subject Santple Analysis, details regarding process
validationfor bioanalysis using LC-MS/MS need to be provided.

(ln order to avoid conflict of interest, the Secretary, CSC (being evaluator of the case) will not participate in
voting.)

05. The case was placed before the CSC for consideration.

Dccision: The CSC after deliberation decided to defcr the casc for submission ol'
followings clarifi cation:

i. Country of manufacturing site for the reference product is Denmark, whereas, it is submitted that it will
be directly purchased from M/s Times Medicose Karachi (being registered in Pakistan)

ii. Drug Registration and CGIUP for the investigational product is provided (M/s Pharmatech Pakistan Pvt.
Ltd.) whereas the CoA and MA (M/s Abbot Laboratories Karachi) needs to be provided.

iii. The qualification of PI is not as per the conditions mentioned in the section 7.4 of the "Guidelines to
Conduct Clinical Research in Pakistan".

iv. Formulation of the investigational product needs to be provided.
v. In the study protocol 7.1 (v) Inclusion Criteria, says "Normal or insignificant ECC', clarification is

sought regarding whether the performance and interpretation of ECG will be on site or otherwise.
vi. In the study protocol 10.1.3.1 Subjcct Sample Analysis, details regarding process valiclation for

bioanalysis using LC-MS/MS need to be provided.

2. The CSC further decided and delegate its powers to the Chairman CSC to deciclc thc casc
accortlingly after submission of above mention information.

6. Accordingly, the CSC decision was communicated to the applicant vide letter bcaring
No. 16-56i2025-CSC, dated 06th May 2025. The applicant has submitted the response ro the
shortcomings vide letter dated l2th May,2025, which is reproduced as under:

Title""An orren label. balanced. randomized. two treatmcnts, two scquenccs. two
periods. sinele dose. cross ovcr. bioequivalence study of Ialapex@ (EscitaloDram oxalate)

f Abbott La ralex@

tablets of Lundbec fnc.. undcr fastins condition in hcal human subiccts."

Minutes of 57th meeting of CSC (20th May, 2025)
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PI's Response:
At Mis Time Medicos Karachi, Denmark manufactured Cipralex (Reference product) is available and hence
refercnce product will be procured from M/s Time Medicos Karachi.
Purchasing site: M/s Time Medicos Karachi
Manufacturing Site: L!ndbeck Inc.,Denmark
DRAP Short coming 2: Drug Registration and CGMP for the investigational product is provided (IWs
Pharmatech Pakistan pvt. Ltd.) whereas the CoA and MA (M/s Abbot Laboratories Karachi) needs to be
provided
PI's Response:
. CoA and MA are enclosed

DRAP Short coming 3:
The qualification of PI is not as per the conditions mentioned in the section 7 .4 of the "Guidelines to Conduct
Clinical Research in Pakistan".

l)I's llesponse:
As pcr the conditions mentioned in the section 7.4 of the "Guidelines to Conduct Clinical Research in Pakistan"
for the qualification of Pl"Princinol Investieotor (PI) is the researcher. usuollv o doctor or other healtltcare
nrofessionaf' this statement doesn't show that the PI must be a physician.

Similarly, in the section 4 of the ICH-GCP E6R2 that stated, the regulations do not require that the investigator
be a physician. The regulations require that sponsors select investigators who are qualified by training and

expcrience as appropriate experts to investigate the drug. The regulations do not specify the minimum
requirements nor do the regulations specify what qualifications an investigator must have in order to be

considcred qualified by training and experience to conduct a clinical investigation. Sponsors have discretion in
detcrmining what qualifications, training, and experience will be needed, based on the general recognition that
this would include familiarity with human subject protection (HSP) regulations (i.e.,21 CFR Parts 50 and 56)

and practices as well as good clinical practice (GCP) regulations (see 2l CFR Part 312) and standards (e.g., ICH
E6) for the conduct of clinical studies.

According to the regulations Prof. Dr. Raza as PI of the study possess extensive experience. He conducted ten
Toxicological Studies, twenty-two Bioequivalence (BE) and six Pharmacokinetic (PK) studies, four Phase-ll
Randornized Clinical Triat (RCT) on bronchitis, gastritis, pelvic inflammation and COVID-19 patients with
traditional Chinese medicine for Safety and Efficacy evaluation as Principal Investigator (PI) and lead the one

Phasc-l'l{CT of Sinopharm COVID-l9 vaccine and one Phase-III RCT of COVID-19 booster vaccine as country
PI in Pakistan. (List of studies are attached)

I ) 'Ihe Pl of this study has participated in a number of GCP and GLP training courses needed to act as PI.
(Training certificates of PI)

2) The PI of this study has internationally published (Elsevier) four books in the area of Drug delivery
which increased in depth of understanding of the drug interaction with the body and response of the

body. The books are also available in Amazon and one of the book was declared best book of the year by
IIEC. The title of the books is given below i.e.

l,

I I,

III

lv

Lipid-Based Nanocarriers fbr Drug Delivery and Diagnosis,
Papcrback ISBN: 9780323527293
Nanocarriers for Cancer Diagnosis and Targeted Chemotherapy,
Papcrback ISBN: 97801 28 167731
Metal Nanoparticles for Drug Delivery and Diagnostic Applications
l'aperback ISBN: 9780128 169605
Nanocarriers lor Organ-Specific and Localized Drug Delivery
Paperback ISBN:97801282 10932

3) 'l-he Pl of the study also remained as Member in the panel of inspectors for Evaluation of Clinical Trial
Sites frorn Drug Regulatory Authority of Pakistan (DRAP), Letters received from DRAP to act as

inspector)

The PI of the study also Awarded with an Edinburgh Certificate in Fellowship of Royal College of
Physicians.
'fhe PI of the study also Awarded with an International award for contribution to Chinese medicine

achievement award in medical science (2022)

The PI of the study also Awarded with certificate as an Expert Advisory Committee Member of the

International Traditional Medicine Clinical Trial Registry

4)

s)

6)

7) nan Universitv of Chinese

ty't.'
l'he PI of the study serve as a Visiting Professor of school of Pharmacy
Medicine

Minutes of 57th meeting of CSC (20th May, | 11s
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DRAP Short coming 4:
Formulation ofthe investigational product needs to be provided
Pl's Response:
Attached

DRAP Short coming 5: In the study protocol 7.1 (v) Inclusion Criteria, says "Normal or insignificant ECG",
clarification is sought regarding whether the performance and interpretation of ECG will be on site or otherwise.

PI's Response:
The ECG will be recorded before check out of period II and the interpretations of ECG will be made by

Cardiologist at same time befqry the checkout of study participantscompetent and skilled
DRAP Short coming -6:

In the study protocol 10.1.3.1 Subject Sample Analysis, details regarding process validation for bioanalysis using
LC-MS/MS need to be provided.
Pl's Response:
Process validation are added in the same section 10.1.3

All the documents are attached

7. The case was placed before the CSC for consideration.

Decision:

The CSC after deliberation decidcd to approve the Bio-Equivalcnce Study titlerl,
"An Open Label, Balanccd, Randomized, Two Treatments, Two Sequcnces, Two Pcriods,
Single Dosc, Cross Over, Bioequivalence Study of Talopex (Escitalopram Oxalatc) 20 mg
Tablets of Abbott Laboratorics Versus Cipralex (ESCITALOPRAM OXALATE) 20 mg
Tablets of Lundbeck Inc., under Fasting Condition in I.Iealthy Iluman Subjccts" to be
conducted at the Ccntcr for Bioequivalence Studies and Clinical Rcscarch (CIISCR)-
ICCBS, University of Karachi, University Road, Karachi. (BA/BE C-0002)

2. The Committee also approved following quantity of IMI's and auxiliary itcms to be
imported/procured for the study:

o REFERENCE PRODUCT (Cipralex (Escitalopram Oxalate) 20 mg Tablcts of Lundbeck
Inc.)
i. Sample Size=24
ii. Investigational drug for clinical phase= 24 Tablets
iii. For Retention/Archiving= 3 times of study drug:24x5: 120 Tablets
iv. For Comparative Dissolution Profilr36*2:72 Tablets
v. For Certificate of Analysis:50't2=100 Tablets
vi. Total number of Tablets= For clinical phase +Retention /Archiving+ Comparative Dissolution l)rofile

+CO A:24+ 120+7 2+ 100 : 3 I 6 Ta btets.

o TEST PRODUCT (Talopex (Escitalopram Oxalate) 20mg Tablets, Manufacturcd by
Abbott Laboratorics, Karachi.)
i. Sample Size:24
ii. Investigational drug for clinical phase:24 Tablets
iii. For Retention/Archiving: 3 times of study drug= 24x5 : 120 Tablets
iv. For Comparative Dissolution Profile:36*2:72 Tablets
v. For Certificate of Analysis=50'*2:100 Tablets
vi. Total number of Tablets: For clinical phase +Retention /Archiving+ Comparative Dissolution profilc

+co A=24+ 120+7 2+ | 00: 3 1 6 Ta btets.

3. The Com
manufacturer or
(amended)

mittce dirccted the PI to procure Test/fteference product directly ttom
its importcr and after procurcment submit all clocuments as per f,'orm-rlA

CASE No.3.8:

OF BI
EN RAND NGLE-

*A

TWO-W
SING

CATIO

OD
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BIOI'OUIVALENCE STUDY COMPAR G BRETILOR 9OMG OICAGRELOR),I'AI}I,ET MANUFACTURED BY THE H N HEALTHCARE OVT) LTD WITH
I}RII,IN'I'ATM 9OMG flICAGRELOR) TABLET MANUFACTURED BY
ASTRAZENECA IN IIE4LfHY, ADULT SUBJECTS UNDER FASTING
CONDI'I'ION.". RECEIVED FROM M/S CENTER FOR BIOEOUIVALENCE STUDIES
AND CLINICAL RESEARCH (CBSCR), ICCBS, UNIVERSITY OF' KARACHI.
KAnACrrr. F. NO.14-08/2025-BE (PS)

Application is received from Prof. Dr. M. Raza Shah, General Manager, Center for
lliocquivalence Study and Clinical Research (CBSCR), University of Karachi, Karachi, dated
21't l;cbruary2025 for registration of subject Bioequivalence Study, under the Bio-Study Rules
2017, along with prescribed processing fee of Rs.245030/- deposited vide challan
number 2574369276, dated 20't'February 2025.

2

J

IV

vi
vii

vlll
tx.

'l'he summary of the proposed study is as under;

Study title: A SINGLE CENTER, OPEN LABEL, BALANCED, RANDOMIZED, SINGLE-
DOSE, TWO- PERIOD, TWO-SEQUENCE, TWO-WAY, CROSS-OVER ORAL
I]IOEQUIVALENCE STUDY COMPARING BRETILOR 9OMG (TICAGRELOR) TABLET
MNNUFACTURED BY THE HORIZON HEALTHCARE (PVT) LTD WITH BRILINTATM
9OMG (TICAGRELOR) TABLET MANUFACTURED BY ASTRAZENECA IN HEALTHY,
ADULT SUBJECTS UNDER FASTING CONDITION.
Purpose of study: A SINGLE CENTER, OPEN LABEL, BALANCED, RANDOMIZED,
SINGLE-DOSE, TWO- PERIOD, TWO-SEQUENCE, TWO-WAY, CROSS-OVER ORAL
BIOEQUIVALENCE STUDY COMPARING BRETILOR 9OMG (TICAGRELOR) TABLET
MANUFACTURED BY THE HORIZON HEALTHCARE (PVT) LTD WITH BRILINTATM
9OMG (TICAGRELOR) TABLET MANUFACTURED BY ASTRAZENECA IN HEALTHY,
NDULT SUBJECTS UNDER FASTING CONDITION.
Invcstigational Product: Bretilor 90mg (Ticagrelor) Tablet manufactured by The Horizon
['lcalthcare (Pvt) Ltd Lahore.
llcfcrcnce Product: Brilinta 90mg (Ticagrelor) Tablet manufactured by AstraZeneca.

Sponsor: The Horizon [Iealthcare (Pvt) Ltd. Plot# 33 Sundar Industrial
Estate, Lahore
I,rincipal Investigator: Prof. Dr. Raza Shah, General Manager, Center for Bioequivalence Study

and Clinical Research (CBSCR), University of Karachi, Karachi.
Co-Principal Investigator: Dr. Naghma Hashmi (Co-PI)
F'unding Sourcc: The l-lorizon Healthcare (Pvt) Ltd. Plot# 33 Sundar Industrial Estate, Lahore.

Cost of the Projcct: Tentative cost 10,000,000 Rs

Subjccts enrolment: 44 SUBJECTS.

fhe details of the submitted documents are as under;

S. No. Documcnt i Remarks

Application on prescribed form-
IIA.

Application on Form - IIA(amended) is provided

2 Prescribed processing fee
Rs.2450301 deposited vide challan
number 2574369276, dated 20th February 2025.

' Attached

l. Investigational Product: Bretilor 90mg
(Ticagrelor) Tablet manufactured by The

Horizon Healthcare (Pvt) Ltd Lahore

2. Reference Product Brilinta 90mg
(Ticagrelor) Tablet manufactured by

neca

Dosage Form
Product

of Investigationat ATTACHED.
TABLETS

XI

J

Name of Investigational Product
(including all available names;

trade, generic or INN name,

chemical code, etc.,)

4
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5

6

l0

l3

l5

t6

t7

l8

Pharmacodynamics and
Pharmacokinetics of Investigational
Product

anticipated cost of the project and
sources offund

8 Proposed center for the study

9
Investigational design and study

ATTACHED.
Product Name: Bretilor 90mg Tablet
Master Formulation: Document No. MF/PRD/TA8-070
date l0-10-2023

ATTACHED

with BrilintaTM 90mg (Ticagrelor) Tablet manufactured by
AstraZeneca ir. healthy, adult subjects under fasting condition.
COST: Tentative cost 10,000,000 Rs

SOURCE: he Horizon Healthcare (Pvt) Ltd. Plot# 33 Sundar
Industrial
Estate, Lahore.

lnrp cpNreR FoR BtoEeurvALENCE sruDrES AND
]CLINICAL RESEARCH (CBSCR) INTERNATIONAL
]CENTER FOR CHEMICAL AND BIOLOGIC]NL
r SCIENCES (ICCBS) UNIVERSITY OF KARACIll.
; KARACHT. (BA/BE C-0002)

i A single center, open-label, randomized, single-dose, two-
I period, two-way, cross-over study. Subjects r.vill receive onc

Formulation of
Product

Investigational

I A single center, open label, balanced, randomized, single-
I dose, two- period, two-sequence, two-way, cross-over oral

Purpose of study defining the ' Bioequivalence study comparing Bretilor 90rng (Ticagrelor)
indication along with the i Tablet manufactured by The l-lorizon Flealthcare (Pvt) l.td

7

single dose per treatment period separated by a wash-out
period of seven (07) days. Blood samples rvill be taken up to

19.9,!"rry post-dose.

Attached.Pre-clinical or
studies

l1 Final protocol

Detail of the investigator (Principal
investigator, analysts, and others
along with CV)

Institutional Review Board (IRB)
approval of sites with complete
composition of committee i.e.
names and designation of members.

l4 Approval of National
Committee (NBC)

plan

t2

, _lNe:9 to be reviewed by CSC expens.

, Attached.

,Protocol No. CB(BABE)-053-TIC(U)-
jZ}24lProtocol/l .0
lDated 13.08.2024

] Version 1.0

, lN::d to b9 ieviewed by CSC experrs.

CVs of the following are atrached:
' 3. Prof. Dr. M. Raza Shah (PI), Ceneral Manager, Cenrer lbr
I Bioequivalence Study and Clinical Research (CBSCI{).

University of Karachi, Karachi.

4. Dr. Naghma Hashmi (Co-PI)
PI's qualifications need to discussed

Attached.
IRB approval Ref. # ICCBS/CBSCR/IEC/LET-00512024 Date: l2-
lr-2024

Bio-ethics i Attached.
NBC approval Refi Ref. No.4-87INBCR-il87/24/995. dared 09-0t-
2025 (for a period ofone year).

BA/BE
DRAP

Informed consent
Urdu)

(English

Summary of the protocol
is (Investigational Product)

Study Site approval b, 
i UOrrr -C_0002

-_ t-
Attached.

and i Doc. No# CB(BAB E)-0s 3 -TIC(B )-2024 I tCF (U)/ J .o
' Version Datei 13-08-2024
, *Need to be reviewed by CSC experts.

s'

OIr

Adverse Event Reporting Form A

Minutes of 57th meeting of CSC (20th May, 2025) | 122
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l9

21

Name of the monitor or .lini.ui-,
research associate

Cerlificate of Analysi
':'

s of Test iCOA (Bretilor 90mg Tablets Batch No 07525 dated

20
Product and GMP Certificate or
Drug Manufacturing License of the
Manufacturer

Details regarding reference product
(Country of origin, mode of
purchase, shipment procedure)
along with any other relevant
documents if available

t21021202s.)
DML provided

i GMP Certificate not provided

The proposed label
investigational product

Quantity of an investigational
product to be used in the study
along with justifi cation

i Tab Brilinta 90mg (Reg. No. 059035)

i Country of origin: USA.

I Manufacturing Site: Turkey (SRA Country)
i The mode of purchase will be: Direct Purchase (From
Time Medicose, Karachi)

I Shipment procedure: ---

Attached
*Complete label is required

I FOR REFERENCE PRODUCT
Sample Size=44
Investigational drug for clinical phas* 44 Tablets
For Retention/Archiving= 3 times of study drug= 44*3 - ,r,
Tablets
For Comparative Dissolution Profi l136*2:72 Tablets
For Certificate of Analysis:50*2=100 Tablets
Total no. of Tablets= For clinical phase +Retention
/Archiving+ Comparative Dissolution
Profi le +COA= 44+ 132+7 2+100: 348 Tablets.

FOR TEST PRODUCT
Sample Size=44
Investigational drug for clinical phase= 44 Tablets
For Retention/ Archiving= 3 times of study drug= 44,v3 : 132
Tablets
For Comparative Dissolution Profi le=36*2=72 Tablets

: For Certificate of Analysis:50+2=100 Tablets

'Total no. of Tablets= For clinical phase +Retention I

of the
22

23

. Archiving+

,+9o41+1

Comparative

32+72+loo:3
Dissolution Profile

48 Tablets

24 Undertaking on affidavit ; Attached.
I (Need to be provided again if PI changed)

4. After initial scrutiny the following shortcomings were observed:
i. Country of manufacturing site for the reference product is Turkey, whereas, it is submitted that it

will be directly purchased from M/s Times Medicose Karachi.
ii. CGMP for the investigational product needs to be provided.
iii. The qualification of PI is not as per the conditions mentioned in the section 7.4 of the

"Guidelines to Conduct Clinical Research in Pakistan".
iv. In the study protocol (Page.llof45) FOR POST STUDY ASSESMENT, says "ECG will be

recorded before check out Period 1L...", clarification is sought regarding whether the

performance and interpretation of ECG will be on site or otherwise.
v. Irr the study protocol (Page.llof45) BIO ANALYTICAL PROCEDURE, details regardingthe

technique / process validation for bioanalysis need to be provided.

(ln order to avoid conJlict of interest, the Seuetary, CSC (being evqlualor of the case) will not participate in
voting.)

5. The case was placed before the CSC for consideration.

Dccision: The CSC aftcr deliberation decided to defcr the case for submission of
followings clarilication:

i. Country of manufacturing site for the reference product is Turkey, whereas, it is submitted that
it will bc directly purchascd from M/s Times Medicose Karachi.

ll.

ll1.

active metabolite is t hours.

Clarification is sought rcgarding the bio-analysis for compilation of kinctic study results.
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iv. The metabolism of the drug is depending upon a liver enzyme (Cytochrome I'3A4). Clarilication
is sought whether any LFT or basclinc concentration of the said cnzyme will be pcrformcd
before the enrollment of the subject as it may vary among the population.

v. The qualification of PI is not as per the conditions mentioned in the scction 7.4 of thc

"Guidelines to Conduct Clinical Research in Pakistan".
vi. In the study protocol FOR POST STUDY ASSESMENT, says "ECG will bc rccordcd bcl'orc

check out Period II....", clarification is sought rcgarding whethcr the pcrformancc and
. interpretation of ECG will be on site or otherwise.

vii. In the study protocol BIO ANALYTICAL PROCEDURE, details regarding the tcchnique /
process validation for bioanalysis need to be provided.

2. The CSC furthcr decided and delegate its powers to the Chairman CSC to decide thc casc
accordingly after submission of above mention information.

6. Accordingly, the CSC decision was communicated to applicant vide letter bearing No.
|6-56/2025-CSC, dated 06th May 2025. The applicant has submitted the response to thc
shortcomings vide letter dated l2th May, 2025,which is reproduced as under:

Title"A sinsle center. orren label. balanced. randomized. se. two- neriod. two-
sequence. two-way. cross-over oral Bioequivalence studv comrraring Bretilor 90mg
(Ticasrelor) Tahlet manufactured bv The Horizon l-Iealthcarc ) Ltd with Brilintarll
90me (Ticaerelor) Tablct manufactured by Zcneca in hcalthy, adult subiccts undcr
faEtlng condition."

PI's Response:
At M/s Time Medicos Karachi, Turkey manufactured Brilinta (Reference product) is available and hcnce

reference product will be procured from M/s Kausar Medicos Karachi.
Purchasing site: IWs Kausar Medicos Karachi
Manufacturi Site: AstraZeneca

PIts Response:
Yes, LFTs will be performed before subject enrollment in clinical studies for drugs with hepatic melabolism

tests assess liver health, and subjects with abnormal results will be typically excluded, as liver impainnent
affect drug metabolism and skew the pharmacokinetic results.

No, measuring baseline CYP3A4 levels or activity is not typically uired because the study is not focuscci on
ism variability

For more detailed metabolic analysis, genotyping or phenotyping be added, but it's not paft ol'standard

Country of manufacturing site for the reference product is Turkey, whereas, it is submitted that it will be directly

DRAP Short coming 1:

from IWs Time Medicos Karachi

DRAP Short coming 2: The tvz of the reference (parent) drug is 7 hours, whereas, that of an active metabolite is
t hours. Clarification ts sought regardin -analysis for compilation of the kinetic study results.
Pl's Response:
To ensure accurate pharmacokinetic interpretation, the bioanalyical analysis include both analytes

o Quantify both Ticagrelor and its active merabolite separately.
o Use validated LC-MS/MS methods with appropriate LLOQs for both.
r Include enough time points post-dose (up to 48 hours typically) to define terminal elimination for both,

particularly the longer-lived metabolite.

needs to be

Short coming 3:
MP for the inve

The metabolism of the drug is depending upon a liver enzyme (Cyochrome P3,A,4). Clarification is sought
whether any LFT or baseline concentration of the said enzyme will be performed before the enrollment of the

Short coming 4:

lation.thesubject as it

PI's Response:
CGMP is attached
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ioequivalcnce or routine PK studies

PI's Rcsponsc:
As per the conditions mentioned in the section 7.4 of the "Guidelines to Conduct Clinical Research in
for the qualification of PI ",
t rojsls!_q!q!'this statement doesn't show that the PI must be a physician.

Similarly, in the section 4 of the ICH-GCP E6R2 that stated, the regulations do not require that the

invcstigator be a physician. The regulations require that sponsors select investigators who are qualified by
training and experience as appropriate expefts to investigate the drug. The regulations do not specify the
minimum requirements nor do the regulations specify what qualifications an investigator must have in order
to be considered qualified by training and experience to conduct a clinical investigation. Sponsors have

discretion in deterrnining what qualifications, training, and experience will be needed, based on the general

recognition that this would include familiarity with human subject protection (HSP) regulations (i.e.,21 CFR
Parls 50 and 56) and practices as well as good clinical practice (GCP) regulations (see 2l CFR Part 312) and

standards (e.g., ICH E6) for the conduct of clinical studies.

According to the regulations Prof. Dr. Raza as PI of the study possess extensive experience. He conducted

ten '[oxicological Studies, twenty-two Bioequivalence (BE) and six Pharmacokinetic (PK) studies, four
Phase-ll Randomized Clinical Trial (RCT) on bronchitis, gastritis, pelvic inflammation and COVID-19
paticnts with traditional Chinese medicine for Safety and Efficacy evaluation as Principal Investigator (PI)

and lead the one Phase-l RCT of Sinopharm COVID-19 vaccine and one Phase-lll RCT of COVID-I9
boostcr vaccine as country PI in Pakistan. (List of studies are attached)

8) The PI of this study has participated in a number of GCP and GLP training courses needed to act as PI.

('training ccrtificatcs of PI)
9) l'lre PI of this study has internationally published (Elsevier) four books in the area of Drug delivery

which increased in depth of understanding of the drug interaction with the body and response of the

body. The books are also available in Amazon and one of the book was declared best book of the year by
IJEC. The title of the books is given below i.e.

V. Lipid-Based Nanocarriers for Drug Delivery and Diagnosis,

Pa perback ISBN : 97 80323527 293
VI; Nanocarriers for Cancer Diagnosis and Targeted Chemotherapy,

Paperback ISBN: 97801 28167 731

Vll. Metal Nanoparticles for Drug Delivery and Diagnostic Applications
Paperback ISBN: 9780128169605

Vlll. Nanocarriers for Organ-Specific and Localized Drug Delivery
Pa perback ISBN:9780 I 2 821 0932

l0) fne PI of the study also remained as Member in the panel of inspectors for Evaluation of Clinical Trial
Sites from Drug Regulatory Authority of Pakistan (DRAP), Letters received from DRAP to act as

inspector)

ll)f.ne PI of the study also Awarded with an Edinburgh Certificate in Fellowship of Royal College of
Physicians.

I 2)'t-ne Pl of the study also Awarded with an International award for contribution to Chinese medicine
achicvement award in mcdical science (2022)

l3) f'ne PI of the study also Awarded with certificate as an Expert Advisory Committee Member of the

International Traditional Medicine Clinical Trial Registry

l4)'fne PI of the study serve as a Visiting Professor of school of Pharm Hunan University of Chinese

documents are attached

DRAP Shortcoming 5: The qualification of PI is not as per the conditions mentioned in the section 7.4 of the
"Guidelines to Conduct Clinical Research in Pakistan".

Mcdicine. Allthe
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DRAP Short coming -6:
In the study protocol FOR POST STUDY ASSESMENT, *ECG will be recorded before check out period

.II.......", clarification is sought whetherthe performance and interpretation of ECG will be on site or otherwise.

PI's Response:
The ECG will be recorded before check out of period II and the interpretations of ECC rvill bc rrrade by
competent and skilled Cardiologist at same time before the checkout of study participants.

DRAP Short coming -7:
In the study protocol BIO ANALYTICAL PROCEDURE, details regarding the technique process validation for
bioanalysis need to be provided.
PI's Response:
Details regarding the technique process validation for bioanalysis Response is mentioned on page no 38 of the
protocol.

7. The case was placed before the CSC for consideration.

Decisiop:

The CSC after delibcration decided to approve the Bio-Equivalence Study titlcd, "A
Single Center, Open Label, Balanccd, Randomized, Singlc-Dose, Two- Pcriod, 'I'rvo-

Sequence, Two-Way, Cross-Over Oral Bioequivalence Study Comparing Bretilor 90mg
(Ticagrelor) Tablet Manufactured By The florizon Ilealthcarc (Pvt) Ltd with BrilintarM
90mg (Ticagrelor) Tablet Manufactured By AstraZeneca In Ilcalthy, Adult Subjccts Undcr
Fasting Condition." to be conducted at the Centcr for Biocquivalcnce Studies and Clinical
Research (CBSCR)-ICCBS, University of Karachi, University Road, Karachi. (BAAIE C-
0002)

2. The Committcc also approved following quantity of IMI's and auxiliary itcms to bc
imported/procured for thc study:

o REFERENCE PRODUCT (BrilintarM 90mg (Ticagrelor) Tablet Manufacturcd Ily
AstraZeneca)
i. Sample Size:44
ii. Investigational drug for clinical phase: 44 Tablets
iii. For Retention/Archiving= 3 times of study drug:44x3 : 132 Tablets
iv. For Comparative Dissolution Profile:36*2=72 Tablets
v. For Certificate of Analysis:50*2:100 Tablets
vi. Total no. of Tablets= For clinical phase +Retention /Archiving+ f,smr.rative Dissolution profilc

+COA=44+ I 32+72+ I 00: 348 Ta blets.

. TEST PRODUCT (Bretilor 90mg (Ticagrelor) Tablet manufacturcd by 'fhc Ilorizon
Healthcare (Pvt) Lttl., Lahore.)
i. Sample Size:44
ii. Investigational drug for clinical phase: 44 Tablets
iii. For Retention/ Archiving= 3 times of study drug:44x3 : 132 Tablets
iv. For Comparative Dissolution Profile=3 6*2:72 Tablets
v. For Certificate of Analysis=50*2:100 Tablets
vi. Total no. of Tablets: For clinical phase +Retention I Archiving+ Qsrnr.rative Dissolution profile

+COA:44+ I 32+7 2+ 100= 348 Ta btets.

3. The Committec directcd the PI to procure Test/Refcrencc product dirccily firom
manufacturer or its importer and after procurement submit all documents as pcr l'orm-IIA
(amended)

CASE No.3.9:

N FOR APPROVAL OF CLINICAL TRI TII'I,ED.
CITY RABIES VA

ARI
HEAL

-FREII
TEI)

NS AGEI)

APPLICATIO
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2.

>l YIIIAIIS: A RANDOMIZF,D DOUBLE.BLIND ACTIVE-CONTROI,I,F"D PHASF], III
CL,INICAL TRIAL". No. F. 03-70/2025-CTOS)

Application Ref. No. Nil dated 2l-04-2025 was received from Dr. Ume
Sughra, Principal Investigator and Al-Shifa Trust Eye flospital, Jhelum Road,
Rawalpindi regarding subject cited above, wherein request they have requested for approval
of subject cited proposed Clinical Trial. Application is on prescribed Form-II, along with
prescribed processing fee of Rs. 245,000/- deposited vide challan no. 972948590, dated 19-
APlt-2025.

This clinical trial will be conducted only in Pakistan at Al- Shifa Research Centre, Al-
Shifa Trust Eye Hospital, Jhelum Road, Rawalpindi. The site is experienced in
conducted multiple global phase II, III studies and is registered with DRAP under
license number CTS-0044.

3. The details regarding trial, sponsor and responsible party is as under:

i. Sponsor: Sinovac (Chcngdu) Biotech Co., Ltd

Collaborators: DRK Pharma Solutions, Addrcss, lst Floor, Building No. I' The
Entcrprise l5 km, Multan Road, Lahore 53800, Pakistan

Purpose of trial: The purpose of this clinical trial is to evaluate the immunogenicity and
safety of the serum-free Vero cell-bascd rabies vaccine developed by Sinovac (Chengdu)
Iliotech Co., Ltd. in a post-exposure prophylaxis (PEP) schedule. The trial aims to
confirm that the vaccine induces a non-inferior immune response compared to the
WIIO-prequalified Verorab@ vaccine and demonstratcs a favorable safety profile in
both pediatric and adult populations

Quantity of IPs required along with justification: Following are the quantities that are

required for 390 participants in the study with the allowed 5%o extra buffer.

Sourcc(s) of IPs and Comparator/Ancillary products:

ItI.

lv

Frequency TOTALStrength Pack
Size

Manufacturcr No. of
Patients

Patient
Dose

II)s Molecule

260 of390 1.0 ml 5 r365llabics Vaccine
(Scrum-[rce
Vero Ccll), for
Iluman [Jsc,
F'rcezc-d ricd

Inactivated
rabics virus
antigen

22.5 IU
pcr 1.0

mL dose

0l vial
of
vaccine
powder
with
lml
solvent

Sinovac
(Chengdu)
Biotech Co., Ltd.

0.5 ml 5 685z2.5lU
per 0.5 ml
dose

0l vial
of
vaccine
powder
with 0.5
ml
solvent

Sanofi Pasteur 130 of390Inactivated
rabies virus
antigen

Verorab@
Vaccinc

Packaging site with addrcss: Sinovac (Chengdu) Biotech Co., Ltd. Adress: 618, Fenghuang Road, Shuangliu
P.R.China

v
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a Sinovac (Chengdu) Biotech Co., Ltd. Adress: No.6l8, Fenghuang Itoad, Shuangliu District,
Chengdu, P.R.China
Verorab@ (Sanofi Pasteur)a

vl. Wastage and Damage 7o (along with its justification):
Active: 1300 * 05o/o: 1365; Total Import Quantity: 1300 + 65 : 1365

Placebo/Comparator: 650 * 05% = 685; Total Import Quantity: 650 + 35 : 685

Other/Ancillary items to be imported for the trial: No Ancillary items are required for import.
Number of subjccts to be recruited:390 Subjects (Globally) and 390 Subjects in Pakistan.
(Study is only planned to be conducted in Pakistan
Anticipated cost of the project: 468,000/-USD
Study design and details:

10-May-2026

4. Details regarding applied Clinical Trial Sites comprising of prirnary and secondary
objective(s) of the trial/study

Primary Outcome Measures/objective(s):
i. To demonstrate the immunogenicity of Sinovac rabies vaccine is noninferior to the active-

controlled rabies vaccine (Verorab@) after postexposure prophylaxis (PEP) vaccination
_Secondary Outcome V
i. To compare the differences of immunogenicity indicators between Sinovac rabies vaccinc and

Verorab@ after PEP vaccination
ii. To evaluate the safety of Sinovac rabies vaccine.
Primary Endpoints:
i. Proportion of participants achieving a rabies virus neutralizing antibody(RVNA) titcr 20.5

IU/mL at Dl4 and D28 after the first-dose vaccinatiort, among susceptible participants
(RVNA titer <0.5 IU/mL before vaccination)

Secondary Endpoints:
i, I* g""r"t.i. ,"ean concentrations(GMCs) of RVNA titers at D 14, D28 and D42alicr thc

first-dose vaccination
ii. Proportion of participants achieving an RVNA titer >0.5 IU/mL at Dl4, D28 and D42 after

the fi rst-dose vaccination
Incidence of adverse reactions within 7 days after each-dose the vaccination
interval is less than 7 days, the actual interval shall

a

a

a

vu.

vlll.
lx.

a

Study type Randomized, Double-Blind, Active-Controlled, Phase III Clinical Trial
390Estimated Enrollment:

Allocation: 2 (Trial group) :l (Control group)
Intervention Model: lel Group design

Double Blind
To demonstrate the immunogenicity of Sinovac rabies vaccine is
noninferior to the active-controlled rabies vaccine (Verorab@) after
postexposure prophylaxis (PEP) vaccination.

Immunogenicity and Safety of a Rabies Vaccine (Serum-free Vero Cell),
Freeze-dried in Comparison with Verorab@, in a Simulated Post-exposurc
Prophylaxis Regimen in Healthy Populations Aged >l years: A
Randomized, Double-Blind, Active-controlled Phase III Clinical Trial

24-May-2025

Maskins:
Primary Purpose:

Official Title:

Estimated Study
Date:

Start

Estimated Primary
Completion Date:

ll-Mar-2026

Estimated Study
Completion Date:

S.No. Name and Licence No. of Site(s) Approval/Renewal Status as per
DRAP's Rccord

l. l-Shifa Research Center', Al Shifa Trust
Rawal cTS-0044

alid till l5-Feb-2027

il1.
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iv. Incidence of adverse reactions from the first dose to 28 days after the last-dose vaccination
v. Incidence of serious adverse events(SAE) from the first dose to 28 days after the last-dose

vaccination

5. The details of the submitted documents are as under:

S. No. Document Remarks
I Application on prescribed Form-ll Application submitted on 2l-APR-2025 on Form II

Prescribed Fee Prescribed Fee submitted on l9-Apr-2025 challannumber
97 2948590. Attachment available.

2

Investigator Brochure (s) Investigator's Brochure of Rabies Vaccine (Serum-free Vero
Cell) for Human Use, Freeze-dried version 4.0 Dated l5-
Dec-2024. Attach ment avai lab le

J

Final protocol
PRO-PVRV-sf-3002 Protocol of Phase III Clinical Trial (IM

PEP) Version 1.0 Dated 08-Jan-2025. Attachment available

Informed consent and parlicipant
information sheet (Urdu to English)

PRO PRO-PVRV-sf-3002 ICF (>18 years old and legal
guardians) Eng and Urdu Version L0 Dated 08-Jan-2025
PRO-PVRV-sf-3002 ICF (8-lTyears old) Eng and Urdu
Version 1.0 Dated 08-Jan-2025
PRO-PVRV-sf-3002 ICF (Pregnant Partner) Eng and Urdu
Version 1.0 Dated 08-Jan-2025
Attachment available.

4

5

Pakistan. The study is only planned to be conducted in
Pakistan.List of participating countries6

Phase Ill7 Phase of tria[.
<Mention following dctails>
Wastage and Damage 7o will be XX%o:

o Active: Active: 1300 * 05% = 1365; Total lmport

Quantity: 1300 + 65 = 1365 Freeze-dried powder
for solution for injection

o Placebo/Comparator: 650 'r' 05% = 685; Total
Import Quantity: 650 + 35 - 685 Freeze-dried
powder for solution for injection

Quantity of drug / trial material to be

imported on Form 4 under the Drugs
(lmport and Export) Rules, 1976 and

application for import of trial
material.

8

l-Shifa Research Center', Al Shifa Trust Eye Hospital
walpindi, CTS-0044 (Study is planned to be conducted at

ly one site).
9 Site of the trial

The IRB Approved the clinicaltrialon 27 Feb2025

o Prof. Dr. Wajid Ali Khan (Dean Pakistan Institute of
Ophthalmology Chief Medical Services Chairman
ERC)

. Prof. Dr. Nadeem Qureshi (HOD Reina and Chief
Consultant)

. Prof. Dr. Farah Akhtar (HOD Glaucoma)

. Prof. Dr Sumaira Altaf (HOD Pediatric and

Strabismus)
r Advocate Muhammad Umair (Advocate High court)
. Hafiz Main Muhammad (Religious Teacher)
o Dr. Muhammad Imran (Consultant General and

r included

n.Laparoscopic
letter and mposition attached.

l0

Institutional Review Board (lRB)
approval of sites with complete
composition of committee i.e.

names and designation of members.
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ll'
Approval of National B io-ethics
Committee (NBC)

t2 CV's of the Investigators

l3
GMP certificate along with COPP
and free sale certificate of the
investigational product.

14 Pre-clinicaVclinical safety studies

l5 Summary of Protocol

t6 Summary of Investigator Brochure

t7 Adverse Event Reporting Form

l8
No of patients to be enrolled in each
center.

19 Name of Monitors and Clinical
Research Associate

I
20 Evidence of registration in ^ l\country of origln. *S

The NBC submission is done on the 20'r' ol March 202-5

Attachment available.

CV and qualification documents are attached of following:
i. Dr. Ume Sughra (PI)
ii. Dr. Marriam Suleman (Co-PI)

Sinovac (Chengdu) Biotech Co., Ltd. has provided a

formal letter confirming compliance with Good
Manufacturing Practices (GMP). Thc Sinovac rabics
vaccine is currently under pre-approval review by thc
National Medical Products Administration (NMPA),
China. Attachment available.

Sinovac (Chengdu) Biotech Co., Ltd. Adrcss:
No.6l8, Fenghuang Road, Shuangliu District,
Chengdu, P.R.China

Verorab@ Manufactred by Sanofi Paslcur
(comparator). Approved by WIIO.

The clinical study showed that the immunogenicity of'this
vaccine was non-inferior to that of the 5-dose licensed
control vaccine, whether it was given according to tlic l)lit)
schedules of Essen (D0,3, 7,14,28) and .A.CIP fbur-doses
(D0, 3, 7, 14-28). The seropositive rate ofthe product rvas
l00o/o at 3 months afler the fulI course of vaccination. and
the seropositive rate remained above 9'7.5%o at 6 months
after full course. The results of immunogenicity support
the recommendations of WHO and national hcalth
department on the non-vaccination of re-exposcd persorls
within 3 months after full course.
Attachments are available for pre-clinical and clinica!
safety studies.

PRO-PVRV-sf-3002 Summary of Phase III Clinical 'l rial
(lM PEP) Version 1.0 Dare 08-Jan-2025
Attachment available.
Summary of Investigator's Brochure_Rabies Vaccine

(Serum-free Vero Cell) Version 4.0 Dated l5 Dec 202,1
Attachment available.
SAE form attachment available.

i. 390 Subjects will be enrolled at Al Shil-a Rcscarch Ccnrcr
Site.260 willbe in the trialgroup and 130 willbe in rhe
control group
l-9 year:90
l0-17 year:90
I 8-59 year : I 50
MT 60 year: 60

Total 390 subjects to be enrolled in Pakistan.
Total 390 Subjects to be enrolled globally.

will be conducted in Pakistan
DRK Pharma Solutions
Mobeen Amjad

ib Nawaz

Administrative Document of the National Medical
Products Administration. Attachment availablc.
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2l Copy of registration letter (if
registered in Pakistan)

Not Applicable (Not Registered in Pakistan)

22 Sample of label of the
investigational product / drug.

Primary Label and secondary label for export are

available along with the label to be used for
blinding.

22 Duration of trial I year

23 Undertaking on Stamp paper Undertaking submitted by Dr. Ume Sughra
Principal Investigator of the clinical study Dated
l6-Apr-2025

8

6. In addition to the documents listed in the checklist, the patient-facing documents have also

been submitted. Tlrese include the following:

i. Diary Card for first vaccination Version 1.0 dated 08-Jan-2025 Eng and urdu
ii. Diary Card for second vaccination Version 1.0 dated 08-Jan-2025 Eng and urdu
iii. Diary Card for Third vaccination Version 1.0 dated 08-Jan-2025 Eng and urdu
iv. Diary Card for Fourth vaccination Version 1.0 dated 08-Jan-2025 Eng and urdu

v. Diary Card for Fifih vaccination Version 1.0 dated 08-Jan-2025 Eng and urdu

vi. Participant Card Version 1.0 dated 23-Jan-2025 Eng and Urdu
vii. Trial Advertisement Version 1.0 dated 30-Jan-2025 Eng and Urdu

7 . Evaluator/Assessor remarks:
IJased on a complete evaluation of the submitted clinical and nonclinical data, including:

. The Investigator's Broclrure and Summary

. The Protocol of the Phase III clinical trial (PRO-PVRV-sf-3002)
Product: Rabies Vaccine (Serurn-Free Vero Cell), Freeze-dried

Sponsor: Sinovac (Chengdu) Biotech Co., Ltd.
'l'rial Phase Revicwed: Phase III (Pakistan, 2025); Previous Phase III (China, 2021-2022)
l'rimary Indication: Post-exposure prophylaxis (PEP)

Vaccinc'Iype: Inactivated, purified Vero cell rabies vaccine; serum-free, animal-origin-free

Following are the shortcomings need to be addressed by the applicant:

A. The product has undergone only a single Phase III clinical trial involving2040 participants

aged l0-60, There is no Phase I or II data available to demonstrate. Applicant is requested to
justify/address:

i. omission of Phase I and Phase II trials or provide Phase I or II data available to

demonstrate:
a) First-in-human safetY

b) Initial dose tolerance
c) Early immunogenicity trends

ii. was the rabies strain, cell substrate, and manufacturing process previously used in a

licensed product?
iii. Can the sponsor provide bridging data or prior clinical trial references?

iv. Platforrn equivalency or submit historical human safety data (e.g., from China's NMPA
or other authorities).

v. Provide rationale for generalizing Phase III results to broader populations (esp. pediatric

and elderly) without early safety trials.
vi. Prior licensed Vero cell rabies vaccine by same sponsor?

vii. Platform equivalency (same strain, process)? Not explicitly justified

viii. Extrapolation from other licensed products? Not documented

B. With respect to selection of Excipients
i. Are all excipients listed in pharmacopoeias or justified by literature?

ii. Are concerrtrations within acceptable safety and efficacy ranges?

C. With respect to Compatibility and Interaction Studies:

i. Drug--excipient and excipient-excipient compatibility data.

ii. Use of stress studies 1e.g., FTIR, O'SC, HptC) to identify i[teractions /h
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iii. Justification for buffering agents, stabilizers, preservatives, etc.
D. With respect to Formulation Optimization Process:

i. Description of the prototype formulations and the rationale for selecting the final vcrsion.
E. With respect to pre-clinical studies

i. GLP compliance certificates (pre-clinical studies)
ii. Species selection rationale
iii. Justification for dose selection
iv. Statistical analysis and clinical relevance of findings
v. Protective Efficacy in Animal Models

F. Notification of DSMB not provided (including composition and TORs)
c. GMP Certificate of IWs Sinovac (Chengdu) Biotech Co., Ltd.
H. COA of VERORAB@ Vaccine
I. GMP Certificate of M/s Sanofi Pasteur
J. Free Sale Certificate/CoPP of VERORAB@ Vaccine in country of origin
K. NBC approval for IB, Study Protocol and other study related documents etc.
L. Furthermore, the proposed site for the trial CTS-0044 is associated witllan eye hospital having

specialty departments for cornea, retina, glaucoma and cataract surgery. Although during thc
pandemic some Covid-vaccine trials have been conducted. However, rabies is a very high risk
condition with nearly 100% mortality rate. Details regarding emergency depaftment, (Dog tlitc
Clinic), ID Department and wound management etc. have not been presented in the application.

8. The case was placed before the CSC for consideration.

Decision:

The CSC after deliberation decided to defer the case for further dclibcration anrl
submission of reply by the PI regarding following shortcomings:

A. The product has undergone only a single Phase III clinical trial involving 2040 participants
agcd 10{0. There is no Phase I or II data available to demonstratc. Applicant is rcquired to
justify/address:

i. Omission of Phase I and Phase II trials or provide Phase I or II data available to
demonstrate:

a) First-in-human safety.
b) Initial dose tolerance.
c) Early immunogenicity trends.

ii. Was the rabies strain, cell substrate, and manufacturing process previously used in a
licensed product.

iii. Can the sponsor provide bridging data or prior clinical trial references?
iv. Platform equivalency or submit historical human safety data (e.g., from China's NMpA or

other authorities).
v. Provide rationale for generalizing Phase III results to special populations (pediatric and

elderly) without early safety trials.
vi. Prior liccnsed Vero cell rabies vaccine by same sponsor.
vii. Platform equivalency (same strain, process) not explicitly justified.
viii. Extrapolation from other licensed products not documented.

B. With respect to selcction of Excipients
i. Are all excipients listed in pharmacopoeias or justified by litcrature.
ii. Are concentrations within acceptable safety and efficacy ranges.

C. With respcct to Compatibility and Interaction Studies:
i. Drug-excipientandexcipient--excipientcompatibilitydata.
ii. Use of stress studies (e.g., FTIR, Dsc, HPLC) to identify interactions.
iii. Justification for buffering agents, stabilizers, preservatives, etc.

D. With respect to Formulation Optimization process:
i. Description of the prototype formulations and the rationale for selecting the final version.

E. With rcspect to pre-clinical studies
i. GLP compliance certificates (pre-clinical studies)
ii. Species selection rationale Iiii. Justification for dose selection ll
iv. Statisticat anatysis and ctinicat retevance of find,jq.l\
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v. Protective Efficacy in Animal Models
F. Notification of DSMB not provided (including composition and TORs)
G. GMP Certificate of l\Us Sinovac (Chengdu) Biotcch Co., Ltd.
Il. COA of VERORAB@ Vaccine
I. GMP Certificate of l\{/s Sanofi Pasteur
J. Frce Sale Certificate/CoPP of VERORAB@ Vaccine in country of origin
K. NBC approval for IB, Study Protocol and other study related documents etc.
L. Dctails regarding emergency dcpartmcnt, (Dog Bite Clinic), ID Department and wound

managemcnt etc. have not been presented in the application.

CASII No.3.l0:

API'I,ICATION FOR APPROVAL OF CLINICAL TRIAL TITLED.
..IMMUNOGENICITY AND SAFETY OF A RABIES VACCINE (SERUM.FREE VERO
CEI,I,). FREEZE.DRIED IN COMP WITH VERORAB@. IN A SIMULATED
PRE-EXPOSURE PROPIIYLAXIS REGIMEN IN IIEALTIIY POPULATIONS AGED
>1 YHARS: A RANDOMIZED IIBI,E. ,IND. A CTIVF],.CONTROI,I,ET) PHASE IIIDO

2

3

CI,INICAI, TRIAL. . F.03-7U2025-CTPS)

Application No. nil dated 2l-04-2025 from Dr. Ume Sughra, Principal
Invcstigator and Al-Shifa Trust Eye Hospital, Jhelum Road, Rawalpindi regarding subject

citcd above, wherein request they have requested for approval of subject cited proposed

Clinical Trial. Application is on prescribed Form-II, along with prescribed processing fee of
Rs. 245,000/- deposited vide challan no.87734612, dated l9-APR-2025.

'fhis clinical trial will be conducted only in Pakistan at Al- Shifa Research Centre, Al-
Shifa Trust Eye Hospital, Jhelum Road, Rawalpindi. The site is experienced in
conducted multiple global phase II, III studies and is registered with DRAP under

license number CTS-0044.

The details regarding trial, sponsor and responsible party is as under

Sponsor: Sinovac (Chengdu) Biotech Co.' Ltd

Coltaborators: DRK Pharma Solutions, Address, lst Floor, Building No. I' The

Ilntcrprise l5 km, Multan Road, Lahore 53800, Pakistan

llt. Purposc of trial: The purpose of this clinical trial is to evaluate the immunogenicity and

safety of the scrum-frce Vero cell-bascd rabies vaccine dcveloped by Sinovac (Chengdu)

lliotcch Co., Ltd. in a post-exposurc prophylaxis (PEP) schedule. The trial aims to
confirm that the vaccine induces a non-inferior immune response compared to the
WIIO-prcqualified Verorab@ vaccine and demonstratcs a favorable safety profile in
both pcdiatric and adult populations

tv. Quantity of IPs rcquired along with justification: Following are the quantities that are

required for 390 participants in the study with the allowed 5%o extra buffer.

bics Vaccine
rum-frcc

l.

lPs Patient
Dose

Frequency TOTALManufacturer No. of
Patients

Molecule Strcngth Pack Size

ml

1

3

v/,
819Sinovac

(Chengdu)
Biotech Co.,

260 of39022.5 IU
per 1.0

mL dose

0l vial of
vaccine powder
with I ml

Inactivated
rabies virus
antigcncro Cc for
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human use,
Freeze-dried

solvent Ltd.

Verorab@
vaccine

Inactivatcd
rabies virus
antigen

22.5 lU
per 0.5 ml
Cose

0l vial of
vaccine powder
with 0.5 ml
solvent

Sanofi Pasteur 130 of390 0.5 ml ) l0

Packaging site with addrcss: Sinovac (Chengdu) Biotech Co., Ltd. Adress: No.6l8, Fenghuang Iload, Shuangliu
Chen P.R.China

v. Source(s) of IPs and Comparator/Ancillary products:
Sinovac (Chengdu) Biotech Co., Ltd. Adress: No.6l8, Fenghuang Road, ShuangliLr District,
Chengdu, P.R.China
Verorab@ (Sanofi Pasteur)

vi. Wastage and Damage 7o (along with its justification):
o Active: 780 * 05yo = 819; Total lmport Quantity: 780 + 39 : 819
. Placebo/Comparator: 390 * 05%: 410 ; Total Import Quantity: 390 + 20 : 4lO
o Other/Ancillary items to be imported for the trial: No Ancillary iterns are required for irnport.

vii. Numbcr of subjects to be recruited: 390 Subjects (Globally) and 390 Subjects in pakistan. (Study is
only planned to be conducted in Pakistan

viii. Anticipated cost of the project: 390,000/-USD
ix. Study design and details:

Randomized, Double-Blind, Active-Controlled, Phase ltl Clinrcal'Irial

(Trial group) : I (Control group)

Group design

Blind

demonstrate the immunogenicity of Sinovac rabies vaccine is
inferior to the active-controlled rabies vaccine (Verorab@) after a

pre-exposure prophylaxis (PrEP) vaccination at D0, i , 28
'o demonstrate the immunogenicity of Sinovac rabies vaccine is

ferior to Verorab@ after a two-dose PrEP vaccination at D0. 7

nicity and Safety of a Rabies Vaccine (Serum-free Vcro Ccll),
in Comparison with Verorab@, in a Pre-exposurc

'rophylaxis Regimen in Healthy Populations Aged > I years: A
Double-Blind, Active controlled Phase III Clinical Trial

l-Mar-2026

ll-May-2026

4. Details regarding applied
objective(s) of the trial/study

Clinical Trial Sites comprising of primary and secondary

Pri mary Outcome Measures/obj ective(s):
i. To demonsffate the immunogenicity of Sinovac rabies vaccine is noninferior to the active-controllcd rabies

vaccine (Verorab@) after a three-dose pre-exposure prophylaxis (PrEP) vaccination atD1,7,28

Minutes of 57th meeting of CSC (20th May, 2025) | B4

Study type
Estimated Enrollment
Allocation:
Intervention Model:
Masking:
Primary Purpose:

Official Title

StartEstimated Study
Date:
Estimated Primary
Completion Date:
Estimated Study
Completion Date:

S.No. Name and Licence No. of Site(s) Approval/Renewal Status
as per DRAP's Record

Nr
Al-Shifa Research Center', Al Shifa
Trust Eye Hospital Rawalpindi,
cTS-0044

alid till l5-Feb-2027
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ii. To demonstrate the immunogenicity of Sinovac rabies vaccine is noninferior to Verorab@ after a
two-dose PrEP vaccination at D0, D7

Outcome M
i. To cornpare the differences of immunogenicity indicators between Sinovac rabies vaccine and Verorab@

after PrEP vaccination
ii. To evaluate the safety ofSinovac rabies vaccine.
Prirnary Endpoints:
ii. Proportion of participants achieving a rabies virus neutralizing antibody (RVNA) titer >0.5

IU/mL atD42 after the first-dose vaccination, among susceptible participants (RVNA titer
<0.5 IU/mL before vaccination)

iii. Proportion of participants achieving an RVNA titer 20.5 IU/mL at D28 after the first-dose
vaccination, among susceptible participants (RVNA titer <0.5 IU/mL before vaccination)

Secondary Endpoints:
VI The geometric mean concentrations(GMCs) of RVNA titers at D28 and D42 after the first-

dose vaccination
Proportion of participants achieving an RVNA titer >0.5 IU/mL atD28 and D42 after the
first-dose vaccination
Incidence of adverse reactions within 7 days after each-dose vaccination (lf the vaccination
interval is less than 7 days, the actual interval shall prevail)
Incidence ofadverse reactions from the first dose to 28 days after the last-dose vaccination
Incidence of serious adverse events(SAE) from the first dose to 28 days after the last-dose

vaccination

vlt

5. The details of the submitted documents are as under:

a

a

a

vllt

lx.
x.

Document RcmarksS. No.
I Application on prescribed

Form-lI
Application submitted on 2l-APR-2025 on Form
II

2 Prescribed Fee Prescribed Fee submitted on l9-Apr-2025 challan
number 877 34612. Attachment available.
Investigator's Brochure of Rabies Vaccine (Serum-
free Vero Cell) for Human Use, Freeze-dried
version 4.0 Dated l5-Dec-2024. Attachment
available

3 Investigator Brochure (s)

PRO-PVRV-sf-3003 Protocol of Phase III Clinical
Trial (lM PrEP) Version 1.0 Dated 08-Ian-2025.
Attachment available

4 Final protocol

5 Informed consent and
participant information sheet
(Urdu to English)

PRO PRO-PVRV-sf-3003 ICF (>18 years old and

legal guardians) Eng and Urdu Version 1.0 Dated
08-lan-2025
PRO-PVRV-sf-3003 ICF (8-17years old) Eng and

Urdu Version 1.0 Dated 08-Jan-2025
PRO-PVRV-sf-3003 ICF (Pregnant Partner) Eng

and Urdu Version 1.0 Dated 08-Jan-2025

Attachment available.

List of participating countries
Pakistan. The study is only planned to be

conducted in Pakistan.6

Phase III7 Phase of trial.

Quantity of drug / trial
material to be imported on
Form 4 under the Drugs
(Import and Export) Rules,

Wastage rnd Dnmage % will be XX%:
o Active: Active: 780 * 05% = 819; Total Import

Quantity: 780 + 39: 819 Freeze-dried powder for

\ solution for injcction

.dL . Placebo/Comparator: .390 
* O5o/o = 410 ; Total

8
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1976 and application for
import of trial material.

9 Site of the trial

10

Institutional Review Board
(lRB) approval of sites with
complete composition of
committee i.e. names and
desi gnation of members.

l1
Approval of National Bio-
ethics Committee (NBC)

t2 CV's of the Investigators

13

GMP certificate along with
COPP and free sale
certificate of the
investigational product.

Import Quantity: 390 + 20:410 F'rcczc'.dried
powder for solution for injection

-Shifa Research Centcr', AI Shifa Trust Eyc I lospital
lpindi, CTS-0044 (Study is planned to be conductcd at

one site)

The IRB Approved the clinicaltrial on 21 Feb2025
included

. Prof. Dr. Wajid AliKhan (Dean Pakistan
Institute of Ophthalmology Chief Mcdical
Services Chairman ERC)

. Prof. Dr. Nadeem QLrreshi (HOD Rcina ancl

Chief Consultant)
o Prof. Dr. Farah Akhtar (HOD GlaLrcoma)
. Prof. Dr Sumaira Altaf (HOD Pediatric ancl

Strabismus)
. Advocate Muhammad Umair (Advocate Iligh

court)
. Hafrz Main Muhammad (Religious'l'eachcr)
. Dr. Muhammad Imran (Consultanl. General ancl

Laparoscopic Surgeon.
pproval letter and IRB Composition attachcd.

The NBC submission is done on 1hc 20tl' of'
March 2025. Attachment available.

CV and qualification documents are attachecl of
following:

iii. Dr. Ume Sughra (PI)
iv. Dr. Marriam Suleman (Co-PI)

Sinovac (Chengdu) Biotech Co., I-td. has
provided a formal letter confirming compliancc
with Good Manufacturing Practices (GMI').
The Sinovac rabies vaccine is currently under
pre-approval review by the National Medical
Products Administration (NMPA), China.
Attachment available.

a

Sinovac (Chengdu) Biotech Co., Ltd.
Adress: No.618, Fenghuang Road,
Shuangliu District, Chengdu, P.l{.China

Verorab@ Manufactred by Sanofi Pasteur
(comparator). Approved by WFIO.

a

a
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t4 Pre-cl inical/clini cal safety
studies

t

The clinical study showed that the
immunogenicity of this vaccine was non-inferior
to that of the 5-dose licensed control vaccine,
whether it was given according to the PEP
schedules of Essen (D0, 3, 7,14,28) and ACIP
four-doses (D0, 3, 7, 14-28). The seropositive
rate of the product was
100% at 3 months after the full course of
vaccination, and the seropositive rate remained
above 97.5% at 6 months after full course. The
results of immunogenicity support the
recommendations of WHO and national health
department on the non-vaccination of re-exposed
persons within 3 months after full course.
Attachments are available for pre-clinical and
clinical safety studies.

l5 Summary of Protocol PRO-PVRV-sf-3003 Summary of Phase III
Clinical Trial (IM PrEP) Version 1.0 Date 08-Jan-
2025

Attachment available
16 Summary of Investigator

Brochure
Summary of Investigator's Brochure_Rabies
Vaccine (Serum-free Vero Cell) Version 4.0 Dated
15 Dec2024

Attachment available
t7 Adverse Event Reporting Form SAE form attachment available.

ii.390 Subjects will be enrolled at Al Shifa
Research Center Site. 260 will be in the trial
group and 130 will be in the control group
l-9 year:90
l0-17 year = 90
l8-59 year: 150

MT 60 year: 60
Total 390 subjects to be enrolled in
Pakistan. Total 390 Subjects to be

enrolled globally. (study will only be

conducted in Pakistan)

No of patients to be enrolled in
each center.

DRK Pharma Solutions
Mobeen Amjad
Aaqib Nawaz

l8

r9 Name of Monitors and Clinical
Research Associate

20 Evidence of registration in
country of origin.

Administrative Document of the National Medical
Products Administration. Attachment available.
Not Applicable (Not Registered in Pakistan)2t Copy of registration letter (if

registered in Pakistan)
22 Sample of label of the

investigational product / o*t
Primary Label and secondary label for export are

available along with the label to be used for
blinding. . ,

Duration of trial es I year
W.)

22
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23 Undertaking on Stamp paper

8

16-A 5

6. In addition to the documents listed in the checklist, the patient-facing documents have
also been submitted. These include the following:

i. Diary Card for first vaccination version 1.0 Dated 08-lhn-2025 Eng and urdu
ii. Diary Card for second vaccination version 1.0 Dated 08-Jan-2025 Eng and urdu
iii. Diary Card for Third vaccination version 1.0 Dated 08-Jan-2025 Eng and urdu
iv. Participant Card Version 1.0 Dated 23-Jan-2025 Eng and Urdu
v. Trial Advertisement Version 1.0 Dated 30-lan-2025 Eng and Urdu

7 . Evaluator/Assessor remarks:
Based on a complete evaluation of the submitted clinical and nonclinical data, including:

. The Investigator's Brochure and Summary

. The Protocol of the Phase III clinical trial (PRO-PVRV-sf-3003)
Product: Rabies Vaccine (Serum-Free Vero Cell), Freeze-dried
Sponsor: Sinovac (Chengdu) Biotech Co., Ltd.
Trial Phase Reviewed: Phase III (Pakistan, 2025); Previous Phase III (China, 2021r-2022)
Primary Indication: Pre-exposure prophylaxis (PrEP)
Vaccine Type: Inactivated, purified Vero cell rabies vaccine; serum-free, animal-origin-free

Following are the shortcomings need to be addressed by the applicant:
M. The product has undergone only a single Phasc III clinical trial involving 2040 parliciparrts

aged l0-60. There is no Phase I or l[ data available to demonstrate. Applicant is requested to
justify/address:

i. omission of Phase I and Phase II trials or provide Phase I or II data available to
demonstrate:

d) First-in-humansafety
e) Initial dose tolerance
f) Early immunogenicity trends

ii. was the rabies strain, cell substrate, and manufacturing process previously used in a
licensed product?

iii. Can the sponsor provide bridging data or prior clinical trial references?
iv. Platform equivalency or submit historical human safety data (e.g., from China's NMPA

or other authorities).
v. Provide rationale for generalizing Phase III results to broader populations (esp. pcdiatric

and elderly) without early safety trials.
vi. Prior licensed Vero cell rabies vaccine by same sponsor?
vii. Platform equivalency (same strain, process)? Not explicitly justified
viii. Extrapolation from other licensed products? Not documented

N. With respect to selection of Excipients
iii. Are all excipients listed in pharmacopoeias or justified by literature?
iv. Are concentrations within acceptable safety and efficacy ranges?

O. With respect to Compatibility and lnteraction Studies:
iv.Drug-cxcipient and excipient-excipient cornpatibi I ity data
v.Use of stress studies (e.g., FTIR, DSC, HPLC) to identify interactions

vi.Justifi cation for buffering agents, stabilizers, preservatives, etc.
P. With respect to Formulation Optimization Process:

ii.Description of the prototype formulations and the rationale for selecting the final version.
a. With respect to pre-clinical studies

vi. GLP compliance ccrtificates (pre-clinical studies)
vii. Species selection rationale
viii. Justilication for dose selection
ix. Statistical analysis and clinical relevance of findings

Minutes of 57th meeting of CSC (20th May, 2025)
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x. Protective Efficacy in Animal Models
R. Notification of DSMB not provided (including composition and TORs)
S. GMP Cerlificate of M/s Sinovac (Chengdu) Biotech Co., Ltd.
T. COA of VERORAB@ Vaccine
U. GMP Certificate of M/s Sanofi Pasteur
V. Free Sale Certificate/CoPP of VERORAB@ Vaccine in country of origin
W. NBC approval for IB, Study Protocol and other study related documents etc.
X. Iruflhermore, the proposed site for the trial CTS-0044 is associated with an eye hospital having

specialty departments for cornea, retina, glaucoma and cataract surgery. Although during the
pandemic some Covid-vaccine trials have been conducted. However, rabies is a very high risk
condition with nearly 100% mortality rate. Details regarding emergency department, (Dog Bite
Clinic), ID Departlnent and wound management etc. have not been presented in the application.

8. The case was placed before the CSC for consideration.

Dccision:

Thc CSC after delibcration decided to defer the case for further deliberation and
submission of rcply by thc PI regarding following shortcomings:

A. l'he product has undergone only a single Phase III clinical trial involving 2040 participants
agcd 10-{0. Therc is no Phase I or II data available to demonstrate. Applicant is required to
.justify/add ress:

i. Omission of Phase I and Phase II trials or provide Phase I or II data available to
demonstrate:

a) First-in-humansafety.
b) Initial dose tolerance.
c) Early immunogenicity trends.

ii. Was the rabies strain, cell substrate, and manufacturing process previously used in a
liccnscd product.
Can the sponsor provide bridging data or prior clinical trial references.
Platform equivalency or submit historical human safety data (e.g., from China's NMPA or
other authorities).
Provide rationalc for generalizing Phase III results to special populations (pediatric and
elderly) without early safety trials.
Prior licenscd Vero cell rabies vaccine by same sponsor.
Platform equivalcncy (same strain, process) not explicitly justified
Extrapolation from other licensed products not documentcd

lu.
tv.

v

vI.
vii.
viii.

B. With respect to selcction of Excipients
i. Are all excipients listed in pharmacopoeias or justified by literature.
ii. Are concentrations within acceptable safcty and efficacy ranges.

C. With respcct to Compatibility and Interaction Studies:
i. Drug--excipientand excipient--excipientcompatibilitydata.
ii. Use of strcss studies (e.g., FTIR, DSC, HPLC) to identify interactions.
iii. Justification lor buffering agents, stabilizers, preservatives, etc.

D. With rcspect to Formulation Optimization Process:
i. Description of the prototype formulations and the rationale for selecting the final version.

E. With respcct to prc-clinical studies
i. GLP compliance certificates (pre-clinical studies).
ii. Spccies sclcction rationale.
iii. Justification for dose selection.
iv. Statistical analysis and clinical relevance of findings.
v. Protective Efficacy in Animal Models.

F. Notification of DSMB not providcd (including composition and TORs).
G. GMP Ccrtificatc of M/s Sinovac (Chengdu) Biotech Co., Ltd.
II. COA of VERORAB@ Vaccine.
l. GMP Certificate of M/s Sanofi Pasteur.
J. Frcc
K. NBC

Minutes of 57th meeting of CSC (20th May, 2025)
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L. Details regarding emergency department, (Dog Bite Clinic), ID Dcpartment and wound
management etc. have not been presented in thc application.

CASE No.3.1l:

APPLICATION FOR APPROVAL AND REGISTRATION OF PIIASE III CI,INICAI,
TRIAL TITLED, "MULTI-CENTER. RAltDOMIZED. DOUBLE BI,IND ANI)
PLACEBO CONTROLLED CLINICAL IAL ON THE AND SAFETY OF .IINIIUA
OINGGAN (JIIOG) GRANULES FOR TIIE TREATMENT OF ACUTE UPPEII
RESPIRATORY INFECTION (WIND-IIEAT PATTERN. F. No.03-72/2025-CT (l'S)

Application for approval of subject Clinical Trial was received from Dr. Muhammad
Raza Shah, Director, CBSCR, International Center for Chemical & Biological Sciences,

University of Karachi, dated 14th May 2025. Wherein request has been made for registration &
approval of subject Clinical Trial. Application is on prescribed Form-II, with prcscribcd
processing fee of Rs. 245,OOO paid vide challan No. 30908938, dated 12th May 2025.

2. The case was placed before the CSC for consideration.

Dccision:

The CSC decidcd to dcfer the case for further deliberation.

CASE No.3.l2:

APPLICATION FOR APPROVAL AND REGISTRATION OF PIIASE III CLINICAL
TRIAL TITLED. "RANDOMIZED TRIAL TO EVALUATE AND COMPARE TIIE
IMMUNOGENICITY AND SAFETY OF VALENT VACCINE IN I'IEAI,TI{Y
INFANTS IN A POLIO-ENDEMIC COUNTRY". F. No.03-73/2025-CT (PS)

Application for approval of subject Clinical Trial was received from Dr. Ali Faisal

Saleem, Aga Khan University Hospital, Karachi, dated 28th April 2025. Wherein request has

been made for registration & approval of subject Clinical Trial. Application is on prcscribed
Form-II, with prescribed processing fee of Rs. 245,000 paid vide challan No. 5891280810.

2. The case was placed before the CSC for consideration.

Dgcision:

The CSC dccidcd to dcfer the case for further deliberation.

AGENDA ITEM 4: AMENDMENTS

CASE No.4.1:

APPLICATION FOR AMENDMENT IN ALREADY APPROVED BIOEOUIVAI,ENCT'
STUDY OF PERISPA (EPERISANE) 50 MG TABLETS MANUFACTURED I}Y M/S
PLATINUM PIIARMACEUTICALS GVT) LIMITED. KARACIII. COMPARED WITII
MYONAL GPERISONE) 5OMG TABLETS MANUFACTURED BY MiS EISAI Co.
LTD.. JAPAN. F. No. 14-02/2022-BAIBE-S (PS)

An application was forwarded by Dr. Badar Uddin Ujjan (PI of BA/BE Study), Institute of
Biological & Pharmaceutical Sciences (IBBPS), Dow Uni Ojha

| 140Minutes of 57th meeting of CSC (20th May, 2025)

of I-lealth Sciences,

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M

Abdul Q
adir

 A
ss

ist
ant D

ire
cto

r-I
 (M

IS
)

 Thursd
ay, 

05 Ju
ne, 2

025, 2
:31:48 P

M



Campus Karachi, dated 22"d Aprrl, 2025
approved BA/BE Study.

Wherein, application is amendment in already

2. It is submitted that the application was discussed in 47th CSC meetrng dated 22"d
December 2023, and the CSC decided the case as follows:

The CSC after detailed deliberation, decided the case as follows:
a. to approve the BA/BE Study titled, " Bioequivalence Study of Perispa (Eperisone HCI)

Tablet 50ntg, a single-dose, randornized, open-label, two-period, two-sequence, two
treatments, 2 x 2, crossover bioequivalence study of Perispa (Eperisone HCL) Tablet
50mg compared with Myonal (Eperisone HCL) Tablet 50mg in 34 healthy adult human
subjects, under fosting condition." to be conducted at IBBPS-DUHS, Ojha Campus,
SUPARCO Road, Karachi.

b. PI will provide details of reference product regarding Intport license, mode of purchase,
shipment details for record.

3. Accordingly, after finalization of the minutes of the meeting, the decision letter was
communicated vide letter bearing number F.No.|6-4712023-CSC dated 08th January 2024 and
aftcr approval registration letter of the subject BA/BE Study was issued on 11th January 2024.

4. I'he study (protocol version 2.0, dated 3'd July 2023) was approved for 34 subjects and
lor a maximum study duration of l5+4 days. The PI was further directed for submission of
details regarding the reference product and documents (e.g. Country of origin, mode of purchase,
shipment procedure, Import license) along with any other relevant documents.

-5. PI hasn't provided any details regarding IMPs (e.g. Country of origin, mode of purchase,
shipmcnt proccdure, Import license) and failed to conduct study within the stipulated time.

6. Application is reproduced as under:

llel, no. DU I IS/l Il BPS/N2025/04- I 47

T'O,

Date: April22,2025

'l'he l)cpttlt, Direcl or
(l I i n i c'ul Stu d i es Com m iltee,
l)rug llegulatory Aulhorily Pakistan
lslam0bad

Subiect. l)rotocol Amendment version 3.0 for DRAP Approved Bioequivalence Study of Perispa (Eperisone HCL)
't'ablet 50mg (Ref: F No. 14-02/2022- BA/BE-S (PS)

lles pect e d S ir/ M adant,

lleference to subject, v,e M/s Institute of Biological, Biochemical & Phqrmaceulical Sciences, DUHS, hereby
subntitting Protocol omendmentversion 3.0for DRAP approved Bioequivalence Study of Perispa (Eperisone HCI)
l'ablet 50mg Ref F. No. I 4-02/2022-BA/BE-S (PS) for your reference & record.

'Study 
'l'itle: An open-lobel, single-dose, fully replicated, two-sequence, four-period, tv)o-treatment

crossot)ar bioequivalence study of Perispa (Eperisone HCL) Tablet 50mg.

linclosed ple ase find the following:

l) A copy r{Change history.
2) A copy ofAntended Protocol version 3.0
3) A copy of Case Report Forrn.
1) A copy of Medical Screening Form. +

Minutes of 57th meeting of CSC (20th May, 2025) I L4L
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,S.No. SECTION DESCRIPTION OF CIIANGD BRIEF RATIONALE

0t Page I
Change of Protocol Version:
The version wqs previously
Version 2.0 which is now changed
to Version 3.0

To demonstrate lhe bioequivalence of a
highly variable drug, a fully replicated,
two-sequence, four-period, h4)o-treatment
crossover bioequivalence study ,s

required.

02

l. Protocol
Summary
2. Design
(ts t)

Study Title:
The study title was updated to
replace the "randomized, two-
period, 2x2 crossover" with 'fully
replicaled, two-sequence,

four-period, two-treatment
crossover" to reflect the revised
sludy des ien accurately.

The study design is revised to a fully
replicated, two-sequence, four-period
crossover to as.re.rs' within-subject
variability and apply reference scaled
cNerage bioequivalence (RSABE), which is

recommended for highly variable drugs
(HVDs) in the FDA (2013) and EMA
(2 0 I 0 ) bioequiva lence s.uidel in es.

03

l. Protocol
Summary
2. Blood
Sampling
Time
Points,
Total Blood
Volume
(2s 2)

Blood Sampling Tinte Poittts,
Toktl
Blootl Volunte, and Handlittg:
Addition of postdose l4'h hr. lime
point in the sampling schedule.
In this study, l6 ml of bloodwill be

collected during screening, 52 ml
during each period, and 8 ml for
study follow-up from each subject.
Therefore, a total op32 ml blood
volume will be collectedfrom each
subject during the whole study,
which is less than the amount of
blood donated in one voluntary
blood donation.

The blood sanpling tinte points qre revised
to ensure adequale characterization of the
pharmacokinetic (PK) profile of Eperisone
HCl, with suffcienl sampling around
Cmax, eliminalion phase, and half-life
(t%)

04

18.

Handling,
Storage,
Accountabi
lity,
Dispensing
&
Retention
Procedures

_fo,
Investigatio
nal
Medicinal
Products

Ilandlittg, Slorage,
Accounlability, Dispensing &
Retention Procedures "forInvestigalional Medicinal
Products:
18.5: The personnel responsible
shottld be stated as QA personnel,
Investigator, or Medical Officer
(Mo).

Adding a Medical Officer (MO) for
Investigational Product (fP)
administralion ensures palient sqfetlt
through immediate medical supervision
and emergency managenxent during
dosing. It fulfills GCP and regulatory
requirements -fo, physician oversight,
improves lhe accuracy of documentation,
and enables real-t i m e observation.

05

19.3

Laboratory
Tests

Page 26

La bo ru lo ry Tesls : Ser o lo gt
The HAV Total test removed from
screening. Hepatitis A antibody
IGM will suffice the need of
screening.

Since HA V IgM is olready included and is
ntore relevant for detecting acute infection.

06
l.Prolocol
Summary

Reslriclions:
Atcohol Test ro be conducted usiigbrea'lh"\K1''"-a

Breath alcohol testing provides imntediate,
non-invasive, and reliable results,
reJlecting the currenl blood alcohol
concentration (BAC) at lhe time of testing.
It is quicker and ntore praclical than urine
lesling, which may nol accurately
represenl real-time alcohol levels ctnd can
detect alcohol consunted hours earlier.

s)
6)

A copy of Informed Consent Form (Both Urdu & English)
A copy of Revised Sponsor CRO agreement.

7 . Change history of amended protocol version 3.0 is as follows
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08

07
I . Protocol
Sumntary

I . Prolocol
Suntmary

15. Study
Design and
llationale

t0 I . Protocol
Summary

8. After initial evaluation following shortcoming and clarifications need to submitted by the
PI

09

I

ii
iii
iv

Prescribed processing fee for the amendment need to be provided.
IRB/ERC approval for amendments.
NIIC approval for amendments.
'l'he study (protocol version 2.0, dated 3'd July 2023) was approved for 34 subjects with maximum study
duration of l5+4 days (as applied). Further it was directed to submit details regarding reference product and
documents (e.g. Country of origin, mode of purchase, shipment procedure, Import license) along with any
other relevant documents, but PI hasn't provided any details regarding IMPs (e.g. Country of origin, mode
of purchase, shipment procedure, Import license) and failed to conduct study within the stipulated time,
justification in this regard is required.

9. In the view of the above, the shortcomings letter was communicated to the applicant,
rcspollsc yet awaited.

10. fhe case was placed before the CSC for consideration.

l)ccision:

'l'he CSC aller dcliberation dcferred the case for the submission of the following:
l)rescribcd proccssing [ce for the amendment need to be provided.
lRII/ERC approval for amendments.
NllC approval for amcndments.
'l'hc study (protocol version 2.0, datcd 3'd July 2023) was approved for 34 subjects with maximum
study duration of l5t4 days (as applied). Further it was directed to submit details regarding
rcfcrence product and documents (e.g. Country of origin, mode of purchase, shipment procedure,
import license) along with any other relevant documents, but PI hasn't provided any details
rcgarding IMPs (e.g. Country of origin, mode of purchase, shipment proccdure, import license) and

i.

ii.
iii.
iv.

failcd to conduct study within the stipulatcd time, justification in this

Sequence of Invesligotional drug:
Sequence of giving invest igational
drug hos been changed to TRTR
and RTRT.

The sequence of administering the
investigational drug was changed to TRTR
and RTRT to align with the requirements
of a fully replicated, t'wo-sequence, four-
period, two-lreatment crossover design.
This adjustment ensures lhat each subject
receives both the test Q) and reference (R)
products twice, allowing for the
c al cu I at io n of w it h i n- s ubj e ct v a r i a b il ity for
both treatments.

Ilousittg:
Front l2 hours prior to dosing and
14 hours' post-dose in Periods l,
II, lll and lV, for a totql of ot least
26 hours in each period.
The total confinemenl period will
be 26 hours instead of 24 hrs. in
each period.

The addition of 14.00-hour time point is to
ensure adequate characterization of the
pharmacokinetic (PK) profile of Eperisone
HCl, with sufficient sampling around
Cmax, elimination phase, and half-life
(t%).

Sludy design, Slud)) rotionsle:
An open-label, single-dose, fully
replicated, t'rvo-sequence, four-
period, two-treatment crossover
bioequivalence sludy of Perispa
(Eperisone HCI) Tablet 50ntg.

The observed intra-subject variobility is
grealer than 50(%. Therefore, as per FDA
and EMA guidelines, this product falls
under the category of a highly variable
drug. To demonstrate the bioequivalence
of a highly variable drug, a fully
replicated, two-sequence, four-period,
two-treatment crossover bioequivalence
study ls required.

Safety monitoring:
Removal ofCOVlD-19 test because
it is not a ntandatory requiremenl
now.

Routine COVID-19 testing has been
removed from safety monitoring due to low
disease prevalence in the region.

Minutes of 57th meeting of CSC (20th May,
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CASE No.4.2:

APLICATION FOR APPITOVAL OF PROTOCOL AMMEMDMENT VE,RSION 5.0
AND ASSOCIATED DOCUMENTS FOR ALREADY AI'I'ROVIID CI,INICAI, 'I'I'I'I,E
..A PHASE II, RANDOMIZED, OBSEITVER-BLINDED, PI,ACEBO CONTITOI,I,EI)
TRIAL TO EVALUATE TIIE SAFETY AND IMMUNOGENICITY OF IIECOI,IN @ IN
IIEALTIIY PREGNANT WOMEN BETWEEN GESTATIONAL AGE 14-34 WI.]EKS

WOMEN OF 16.45 YEARS OLD". F.NO.O3.3 023-CT

Rational

Application is received from the PI of the trial Dr. M. Imran Nisar, Principal Invesligator,
Associate Professor & Vice Chair Research Department of Pediatrics and Child Health, 'l'he Aga
Khan University, Pakistan vide letter dated 2l't April, 2025 wherein a request for approval of
protocol amendment and associated documents has been made which is reproduced as under: -

In reference to the clinical trial as stated above, approved under registrqlion number CT-0058, I ant
writingtorequestyourapprovalforProtocolAmendntent5.0,dated2l March2025,andilsassocicrtecl
documenls.
This amendntent has also been submitted to the Aga Khan University Institutional Ethical llevietr
Committee (ERC/IRB) and the National Bioethics Committee (NBC) The opprovalfront the AKt, lill('
is attachedfor your reference, and the approval front NBC will be shared upon availability.
The fee for the protocol amendment (PKR 122,530/) has been submitted, and the receipt (No.
49758126386) is attached with the application

Below is the list of documents requiringyour approval:

Date
2l March 2025

28 March 2025

For your reference and records, the following documents are also submitted for your
consideration:
1. AKU ERC approval leuer (Dated: 16-Apr-2025)
2. Summary of Changes
3. Fee Receipt

The summary of changes is reproduced as under: -

A Phase II, Randomized, Observer-blinded, Placebo Controlled Trial to Evaluate thc
Safety and Immunogenicity of Hecolin@ in Healthy Pregnant Women between
Gestational Age 14-34 weeks and Non-Pregnant of l6-45 years old

5.0 l2lMar2025

I

Document Before After

SR //o. Document Effective Version
I I V I _H eco lin_P 00 I _P roto co I _V 5. 0 _2 I

MAR2025
Version 5.0

2 I V I _H eco I i n _P 00 I _C RF _V 5. 0 _B i I ingu
al 28Mar2025

Version 5.0

TITLE OF
STUDY:

IPROTOCOL
NUMBER:

IVI llecolin P001 VERSION
NUMBER/DAT
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Prolocol

2-5

Type
(eg.

Protocol,
ICF)

e for the
Change

IVl_Hecolin_P00 l_Protocol_V5.0 2 I Mar20
24

Protocol
version
and date
is
updated.

IVI_Hecol in_P00 I _Protocol_V 4.0 _25lun2
024

Please refer to the Table ofContent in page 2-
5

Protocol

Iundinr ABcn.rl

2-5

All,
Foote
r

I OF\ ft;|.ilh^ry / Bltct, Thdshd

Vni.E a.0.25 rutr 2014

ij,pa Pi;i;ri;ii I Brtcr . rker"'dhiAr;'i;;

t;;b. N;;b;; ;i"i-Dir.i

Proto
col
versio
n and
date
is
updat
ed.

Please refer to the Table ofContent in page 2-5 Page

numb
ers

are

updat
ed

Docume
nt

Type
(eg

Protocol,
rcF)

Page Before After

Ratio
nale
for
the

Chan
ge

All,
Foote
r

IV I_Hecol in_P00 I _Protocol_Y 4.0 251un202
4

I V l_Hecol in_P00 I _Protocol_V 5.0 2 lMar2024 Proto
col
versio
n and

date
is
updat
ed.

ruadinr Agcn.I:

\ r.rxr. lsdhr.nJ lr.t:

-.......Qrrs-.-....

ClFr ftihtrGryy / Bitcr,' nr3h6

Vd6 a-O.2J rn 201

iilibiii.ry, iOP;ililrn'irinBlBncf l'i];aii;- ---.'.-'-- '

1.Eio. J!.&..rd D.rt: : Vtu J-0,2l M! 2025

Proto
col
versio
n and
date
is

updat
ed.

Please reler to the Table ofContent in page 2-
5

Please refer to the Table of Content in page 2-5

*h

Page
numb
erS

are

updat
ed
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7 mg Microgram

PBMC Peripheral Blood Memory Cell

Peripheral Blood

Fg
rng
mL

Microgram
Milligram
Milliliter

PBMC
Mononuclear Cell

t0 Please refer to the list offigures in page

l0
Please refler to the list ofligures in page

l0

l5 Pregnancy-related AESIs include
hypertensive disorders of pregnancy
(gestational hypertension, pre-eclampsia,
pre-eclampsia with severe features
including eclampsia), intrauterine groMh
restriction, gestationaI diabetes mellitus,
pathways to preterm birth (premature
preterm rupture of membranes, preterm
labor, indicated preterm birth),
chorioamnionitis, antepartum/postpartum
hemorrhage, placenta abruption.

Pregnancy-related AESIs inclLrde

hypertensive disordcrs ol pregnancy
(gestational hypertension, pre-eclampsia,
pre-eclampsia rvith severe leatures
including eclampsia), intrauterine grou.th
restriction, gestational diabetes mellitus,
pathrvays to preterm birth (premature
preterm rupture of membranes, preterm
labor, indicated preterm delivery),
chorioamnionitis, autepartum/postpartum
hemorrhage. placenta abruption.

t7 Qualitative assessment of anti-HEV lgM
in breastmilk at delivery and among those
who become infected with HEV*

Qualitative assessr.ncnt ol anti-HEV IgM
in breastmilk at dclivery and in scrum
samples among those rvho become
infected rvith HEV*.

t7 * Additional blood samples
(approximately lOml for IgM testing and
HEV RNA extraction) may be collected
lor RNA genotyping in participants
diagnosed rvith IIIIV inlection. l'hc
detailed procedure is outlincd irr a

separate document entitled "Study-
Specific Procedure (SSP) lbr HEV RNA
Cenotyping".

t7 Preterm birth), preterm delivery),

20 3. Prior stillbirth or neonatal death, or
multiple (> 3) spontaneous abortions.

3. Prior stillbirth or
spontaneous abortions.

multiple (> 3)

Abbreviation
updated.

Pagc numbers
updated.

I'larnron izcd
A[]SI tcrnr l'or
matcrnal
participants
lrom indicatccl
preterm birth to
ind icatecl
pretcrrn
delivery.

Upclatcd to
harmonize rvith
SoE.

Blood sanrplcs
spcci lical l1

relarcd ro IIEV
i n lcclecl
participarlts
rvere adilccl.

I larrnonizccl
AESI terrn Ior
maternal
participants
fiom indicatcd
pretcnn birtlr to
ind icated
preterm
delivc
Neonatal death

has been

removecl lior.r.r

the exclusiorr
criteria. as it
may bc lcss
clirectly rclatccl

to thc outconlc
of the currcrrt
neonatal clcath.
In contrast.
other aspccts ol'
prior prcunancl,
historl, such as

stillbirth or
spontaneoLls
aborlion arc
consicleredl nlr46
directly relcvant
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pregnancy
outcome that the
rest ofthe
criteria are

maintained.
2t * Participants receiving placebo will be

provided with the 3 doses olHecolin@ or
other available adult vaccines after the
completion of infant visit to ensure equal
beneflt as the test vaccine group

* Participants receiving placebo will be
provided with the 3 doses of Hecolin@ or
other available adult vaccines after the
completion of infant visit, ensuring they
have an equal opportunity to receive
vaccination as the test vaccine group.

The wordings
were updated for
better clarity.

Information
updated

22 The sample size for evaluating and
comparing the pregnancy-related safety
events among recipients of two doses of
Hecolin@ and a placebo is calculated
using a precision-based approach. The
bounds of the relative risk (rate ratio) of
an event rate in the Hecolin@ group
divided by event rate in the placebo
group, is assumed as 0.67 to 1.5. The
sample sizes of 883 and 883 would
provide a trvo-sided 95oZ confidence
interval for the ratio of two event rates
with a width that is equal to 0.83 which is
0.67 and 1.5 when the estimated event
rates are 5% in each group and the ratio
of two events is l. The upper limit olthe
twosided 957o confidence interval of the
relative risk lies belorv the upper bound
(1.5). Given an event rate of 5%, the
sample size ol 883 pregnant participants
who received the Hecolin@ vaccine and
883 pregnant participants who received
placebo rvill provide a 957o confidence
interval with a rvidth equal to 3.39%
u,hich are 5.45%;o and 8.83% and a rvidth
equal to 4.86% which are 4.857o and

9.71%o, respectively. After accounting for
a -20%o dropout rate, the study would
require recruiting l, I 04 pregnant
participants who received the Hecolin@
vaccine and 1.104 pregnant participants
rvho received the placebo.

The sample size for evaluating and

comparing the pregnancy-related safety
events among recipients of two doses of
Hecolin@ and a placebo is calculated
using a precision-based approach. The
bounds of the relative risk (rate ratio) of
an event rate in the Hecolin@ group
divided by event rate in the placebo
group, is assumed as 0.67 to 1.5. The
sample sizes of 883 and 883 would
provide a two-sided 95olo confidence
interval for the ratio of two event rates

with a width that is equal to 0.83 which is
0.67 and 1.5 when the estimated event
rates are 5% in each group and the ratio
of two events is l. Civen an event rate of
5Yo, lhe sample size of 883 pregnant
participants who received IP will provide
a 957o confidence interval with a width
equal to 2.99%o which are 3.66%o and
6.65%o. After accounting for a -20%o
dropout rate, the study would require
recruiting 1,104 pregnant participants
who received the Hecolin@ vaccine and

1,104 pregnant participants who received
the placebo.

Ig M and the
relevant details
were added to
match with the
study end
points.

IL,h^

23 Laboratory Procedures/Evaluations for
immunogenicity assessment For
immunogenicity assessments, venous
blood from the pregnant/non-pregnant
participant, and infant blood sample
(umbilical cord blood, capillary blood by
heel stick and/or venous blood) rvill be

collected fbr measuring the anti-HEV
lgG antibodies. Whole blood will be

centrifuged to obtain serum after
collection. Sera obtained will be

aliquoted and stored at -20oC in the
central testing facility. Similarly,
breastmilk rvill be expressed by hand into
sterile containers and transported using
cold chain to a central testing lacility.
The breastrnilk rvill be aliquoted in
conical tubes, centrifuged and skim off
fatty layers and store at -20"C. Anti-HEV
IgG in both samples types (serum and

breastmilk) will be measured using
commercially available Wantai HEV IgG
ELISA assay (Beiiing Wantai Biological
Pharmacy Enterprise, Beiiing, People's
Republic of China) following
manufacturer's instruction (for serum)

Laboratory Procedures/Evaluations for
immunogenicity assessment
For immunogenicity assessments, venous
blood from the pregnant/non-pregnant 

I

participant, and infant blood sample 
I

(umbilical cord blood. capillary blood by 
I

heel stick and/or venous blood) will be I

collected for measuring the anti-HEV 
I

IgG and anti-HEV IgM antibodies. 
I

Whole blood will be centriluged to obtain I

serum after collection. Sera obtained will
be aliquoted and stored at -20oC in the
central testing facility. Similarly,
breastmilk will be expressed by hand into
sterile containers and transported using
cold chain to a central testing facility.
The breastmilk will be aliquoted in
conical tubes, centrifuged and skim off
fatty layers and store at -20"C. Anti-HEV
lgG in both samples types (serum and
breastmilk) will be measured using
commercially available Wantai FIEV IgG
ELISA assay (Beijing Wantai Biological
Pharmacy Enterprise, Beijing, People's
Republic of China) following
manufacturer's instruction (for serum) (
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and as described in the study SOP (for
breast milk): and results from quantitative
ELISA rvill be reported in WHO Units
(U/ml). This assay based on the principle
of indirect ELISA uses the dimeric E2
antigen which retains the conformational
epitopes present in HEV virions and in
the HEV 239 used for HEV vaccine. A
WHO reference serum will be used as a

primary reference serum and anti-HEV
IgC level determined after comparison
with WHO reference serum. A portion of
the blood from study participants will be

subjected to additional assays as part of
routine screening for pregnant women as

per the national guidelines/practice and

required by the study as described in the
study protocol. IVI Lab liaison will
provide lab quality oversight throughout
the study period to ensure high quality
results

and as described in the study SOP (lbr
breast milk): and results tiom quantitative
ELISA rvill be reported in WHO Units
(U/ml). Similarly, anti-HEV lgM rvill be

measured in both sample types (serum

and breastmilk) using commercially
available Wantai HEV lgM E,LISA assay

follorving the manulacturer's instruction
(for serum) and as described in the study
SOP (for breast milk). This assay based

on the principle of indirect ELISA uses

the dimeric E2 antigen rvhich retains the
conformational epitopes present in HEV
virions and in the HEV 239 used for
HEV vaccine. A WHO rel'erence serum
rvill be used as a primary relcrence serum
and anti-HEV IgG level determined after
comparison with WHO rel'erence serum.
A portion of the blood from study
participants rvill be sLrb.iected to
additional assays as part of' routine
screening for pregnant wonrcn as per the

national guidelines/practice and required
by the study as describcd in the study
protocol. IVI Lab liaison rvill provide lab
quality oversight throughout the study
period to ensure high quality results.

25 .t.J raaLf of sTl,oY ?t()cf,Dutf,/sxfDULa ol ar'atTs

Tlbk 2. ffilk dSr4 tuSdi*Edul. of Evdr l$E) Thbl.: S(bli..r'strrlyhi(nhtresl.dillroir!.ntr(Sorr

26 g.A full physical examination rvitl be

performed at screening, delivery (V5),
and UV, and targeted physicat
examinations will be followed for the
subsequent visits. h.Will be performed in
non-pregnant participants only.

g.Full physical examinalions rvill be
pcrformed at screening and dclivery (V5),
and targeted physical examinations rvill
be conducted during subscquent visits.
For unscheduled visit, an attending
physician rvill decide suitable physical
examination method based on his/her
judgement.
h. Will be perforrncd in non-pregnant
participants. For pregnant participants, if
V6 is scheduled 6 weeks or latcr after
delivery, a urine pregnancy test rvill be
per[ormed.

26 Trblc l. $udy PBtd4'gnduk oI l ycN fd o fer F EpNb T.bb l. SNdI P.eduB'Schdule of E\rurr for rolarr panrcircts

27 f. Full physical examination will be
performed at all scheduled visits. For
unscheduled visit, physician rvill decide
suitable physical examination method
based on his/her judgment.. g. Bayley
Scales of Infant and 'Ioddler

DevelopmentrM, lburth edition
(BayleyTM-4) will be used for
developmental assessment. (5) h.
Samples for immunogenicity assessment
rvill be taken from infants born from
pregnant immunogenicity subsets
(n:150) of arm I and 2. i. An infant
blood draw should be preferentially
obtained within 24 hours of birth if cord
blood is not collected at delivery, but is

permissive up to 72 hours post-delivery

f. Full physical examinations will be

performed at all schedulcd visits. For
unscheduled visit, an attencling physician
rvill decide suitable physical examination
method based on his/her judgment.
g. Bayley Scales of Infant and Toddler
DevelopmentrM, fourth edition
(BayleyrM-4) will be used for
developmental assessment. (5)
h. Samples for immunogenicity
assessmeut rvill be taken lrom inlants
bom liom pregnant immunogcnicity
subsets (n=150) ofarm I and 2.
i. An infant blood drarv should be
prelerentially obtained rvithin 24 hours of
birth it cord blood is not collected at
delivery, but is pennissive up to 7 days
post-delivery.

Winclorv lbr
del ivc11,

rv idc ne tl.

Details orr

targetcd
physica I

examinations
rvere acldccl.

LJrinc prcgrrancv
test is acldcd fbr
pregnant
participirlts. to

scrccn tl.rc

seconcl
pregnauc\,
befbrc rccciving
the thircl dose.

Visit rvindo*'
for inlant
participants is

rvidcncd.

Winclou'
lviclcncd lirr
sanrplcs related
to dclivcrr',
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The result showed that overall in 436
Hecolin@ recipients during or within 90
days before pregnancy, the rate of
spontaneous abortion was 87o compared
to 4o/o in the 484 Hepatitis B vaccine
(control vaccine) recipients (p=0.021).
And overall in 238 Hecolin@ recipients
during pregnancy, the rate ofspontaneous
abortion was 10.57o compared to 5.3%oin
the 292 Hepatitis B vaccine recipients.
No association was seen between
Hecolin@ receipt and fetal loss, stillbirth
or elective termination among women
vaccinated more than 90 days prior
IVI_Hecol in_P00 I _Protocol_V4.0_25Ju
n2024 CONFIDENTIAL Page | 34 to
date of LMP. This analysis is
unpuhlisherl. iv1 Vaccination coverage
and advt-'rse events following a reactive
vaccination campaign against hepatitis E
in Bentiu displaced persons camp, South
Sudan. Campaigns using Hecolin have
been implemented in South Sudan. Those
prioritized include residents aged l6-40
years in camps for internally-displaced
persons, including pregnant women. The
result indicated no evidence of increased
risk of fetal lost (spontaneous abortion or
stillbirth) arnong Hecolin@ vaccinated
rvomen. (39

The result showed that among pregnant
participants, the Hecolin@ group had a

higher risk of miscarriage (136 15.7%l ot
2407 pregnant participants) compared
with the control group, Hepa-B, a
hepatitis B vaccine (10213.9%) of 2604;
adjusted odds ratio l'54 [95% CI I 15-
2 081). (39) iv) Vaccination coverage and
adverse events following a reactive
vaccination campaign against hepatitis E
in Bentiu displaced persons camp, South
Sudan. Campaigns using Hecolin have
been implemented in South Sudan. Those
prioritized include residents aged 16-40
years in camps for internally-displaced
persons, including pregnant women. The
result indicated no evidence of increased
risk of fetal lost (spontaneous abortion or
stillbirth) among Hecolin@ vaccinated
women. (40)

The Bangladesh
study result
updated to
reflect the recent
publication
result.

Site extension
plan to include
Kharadar site for
enrollment is
added.

JJ

44 This trial will be conducted at Clinical
Trial Unit at Aga Khan University
(AKU) Hospital in Karachi, Pakistan.
The participants will be recruited from 4

referral centers under management ofthe
Department of Pediatrics and Child
Health of the Aga Khan University. The
delivery site rvill include Aga Khan
Hospital lbr Women and Children,
Kharadar.

This trial will be conducted at Clinical
Triat Unit at Aga Khan University
(AKU) Hospital in Karachi, Pakistan.
The participants will be recruited from 4

referral centers under management of the
Deparlment of Pediatrics and Child
Health of the Aga Khan University.
Based on the enrollment status, the
recruitment sites may be extended within
Karachi including Kharadar hospital. The
delivery site will include Aga Khan
Hospital for Women and Children,
Kharadar.

44 All laboratory assays including screening
labs and immunogenicity assessment will
be performed at AKU. Some tests may be
outsourced to other laboratories under the
responsibility of IVI if required.

All laboratory assays including screening
labs and immunogenicity assessment will
be performed at AKU. In the case of
home delivery, samples may be collected
at the referral sites or through home
visits. Some tests may be outsourced to
other laboratories under the responsibility
of IVl, if required.

Venue widened
in collecting
samples for
home delivery.

For the immunogenicity subset, the
participants' blood will be drawn before
and 4 weeks post each dose of IP
iniection. Breast milk and maternal blood
samples will be taken at delivery, 6
weeks. and 24 rveeks after delivery.

The final blood sample from the maternal
participant will be drawn 24 weeks after
the third dose injection. Breast milk and

maternal blood samples will be taken at
delivery, 6 weeks, and 24 weeks after
delivery.

The description
related to final
blood sampling
added for
clarity.

Figure I
relocated within
the section to
reduce blank
space.

A

",1, "J, -,"...1, *. "i.. "t, "J. .^.* "J" ":,
I

IiFl.v;iffi
BL*bB
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57 Neonates born from the maternal
participants who are

immunogenicity subset, umbilical
cord blood (approximately l0mL),
will be collected for immunology
assessment. (Venous blood I to 3 mt
or capillary blood by heel stick will
be collected if cord blood is not
available for collection rvithin 72
hours)

Any neonate unsolicited
AE/SAE/AESIs will be documented.

Information those are to be collected
related to delivery visit and

procedures including blood and

breast milk sampling rvill be

obtained rvithin 3 days window

a

a

o

Neonates born tiom the maternal
participants rvho arc

immunogenicity subset, umbilical
cord blood (approxirnately l0mL),
rvill be collected lbr immunology
assessment. (Venous blood I to 3 ml
or capillary blood by heel stick rvill
be collected if cord blood is not
available)
Any neonate unsolicitecl
AE/SAE/AESls rvill be documented.

lnformation those are to bc

collected related to delivery visit and
procedures including blood and

breast milk sampling rvill be

obtained rvithin I day at delivery,
but is permissive up to 7 days post-
delivery.

a

a

a

65 3. Prior stillbirth or neonatal death, or
multiple (2 3) spontaneous abortions.

3. Prior stillbirth or multiple (> 3)
spontaneous abortions.

80 Receipt of immunoglobulins and/or any
blood (including red blood cells, plasma
and/or platelets transfusion) or btood
products through 4 weeks after the last
study vaccination

Receipt of immunoglobulins and/or any
blood (including red blood cells, plasrna
and/or platelets transf'usion) or blood
products through 4 rvecks after the last

study vaccination (rvith the exception ol
safety subset).

86 Situations where an untoward medical
occurrence has not occurred (e.g.,
hospitalization for elective surgery, social
and/or convenience admissions)

Situations rvhere an untorvard medical
occurrence has not occurred (e g.,
hospitalization for elective surgery, social
and/or convenience admissions,
prophylactic phototherapy for
physiological iaundice)

87,89,1
0l

preterm birth preterm delivery

9l All medical events leading to
hospitalizations will be recorded and

reported as SAEs, with the exception of
hospitalization planned before inclusion
into the study, not a 24-hour stay or
emergency room visit or out-patient
treatment rvith no hospitalization.
Hospitalization for delivery represents
normal obstetrical care is not an SAE.

All medical events leading to
hospitalizations rvill be recorded and
reported as SAEs, rvith the exception of
hospitalization planned prior to study
inclusion, hospital stays ol less than I

day for non-pregnant participants, and up
to 3 days observation lor prcgnant
participants), emergency room visit or
out-patient treatment rvith no
hospitalization. Hospitalization for
delivery and/or post-partum/newborn
care as a part of normal obstetrical/infant
care is not an SAE. If'a pregnant

Windou
rvidcnccl lirr
postpartulll
samples fbr
deliven,.

Prior stillbirth
historr clclctcd
fiom cxclusion
cri tcria.

For saletl'
subset. taking
imrnr,rnoglobu lin
s and/or arrl'

bloocl or blood
procluct rvill not
be considcrccl as

receiving
prohibitccl
medication.
Dctails added

specilic to thc
pregnant/inlhnt
participants.

Harmonizcd
AE,SI tcrnr lirr
matcrnal
participants
from indicatcd
pretenn birLh to

indicatcd
preterm
deli
Specific
observational
pcriocl lirr
pregnant
participants is

added rel)ecting
clinicai practicc
at thc site. n lso.
considering thc
participants
being
pregnanl/newbor
n. details to
diltercutiate
hospitalization
due to abnorrlal
conditicln ancl

normal
postpartunl
condition is

added.
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93-94 10.2.2 Relationship to Investigational
Product

For all collected AEs, the investigator or
a qualified sub-investigator will assess

and determine the relationship of each

AE with the investigational product based

on his/her best medical judgement
considering plausible biologic
mechanism, temporal relationship of
occurrence after adrninistration of the
investigational product, identification of
possible alternative etiologies including
underlying disease, concurrent illness or
concomitant medication. The relationship
of vaccination to AE will be determined
based on the definitions below. {Madhi,
2020 #991

Definitely Related
. Follows a reasonable temporal

sequence from administration of the
test vaccine.

. Consistent with known actions of
the test vaccine or product class.

. Cannot be reasonably explained by
knorvn characteristics of the
maternal or infant participant's (as

applicable) clinical state, common
intercurrent illnesses, or other
treatments administered to the
maternal participant.

. May be confirmed by re-challenge
(if applicable).

. Strongest level of causality with
clear evidence linking the AE to the
test vaccine, and no altemative
explanations.

Probably Rclated
. Follows a reasonable temporal

sequence from administration of the
test vaccine.

. Based on known or suspected
actions of the test vaccine or product
class, a plausible mechanism could
exist.

. Cannot be reasonably explained by
known characteristics of the
maternal or inlant participant's (as

applicable) clinical state, common
intercurrent illnesses, or other
treatments administered to the
maternal participants.

. Maybe supported by a clinical or
laboratory evidence.

. Strong likelihood of causality but
lacks direct confirmation through re-
challenge or indisputable evidence.

Possibly Rclated
. Follows a reasonable temporal

sequence from administration of the
test vaccine.

. Based on known or suspected
actions ofthe test vaccine or product
class, a plausible mechanism could
exist.

. May be reasonably explained by
known charactcristics of the
maternal or infant participant's @(

The criteria for
causal
assessment were
added based on
the comments
from DRAP
(Pakistan
regulatory
authority) /
NBC.

I

Relationship to Investigational

For all collected AEs, the clinician who
examines and evaluates the participant
will determine the relationship of each
AE, with the investigational product based
on plausible biologic mechanism,
temporal relationship of occurrence after
adrninistration of the investigational
product, identification of possible
alternative etiologies including
underlying disease, concurrent illness or
concomitant medication. and his/her
clinical .ludgment. The relationship of
vaccination to AE will be determined
bascd on the definitions below. Not
related: The AE is clearly or most
probably caused by other etiologies such
as participant's underlying condition,
therapeutic intervention, or concomitant
therapy; or the delay between vaccination
and the onset of the AE is incompatible
with a causal relationship; or the AE
started belore the first vaccination.
Related: There is a "reasonable
possibility" that the AE rvas caused by
thc vaccine, meaning that there is
evidence or arguments to suggest a causal
relationship. The same definitions are

used fbr assessing the relationship
between vaccination and SAEs

t0.2.2
Product
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applicable) clinical state, common
intercurrent illnesses, or other
treatments adrninistercd to the
maternal subject; but the
Investigator dcems this tess likely
than test vaccine et'fect.

. Causality is suspected but not
strongly supported, and alternative
explanations remain plausible.

Unrelated/Unlikely'I'o Be Ilelatcd
. May or may not follorv a reasonable

temporal sequence from
administration of the test vaccine .

. No plausible nrcchanism based on
known or suspected actions ol the
test vaccine or product class.

. Readily explained by knorvn
characteristics of the maternal or
infant participant's (as applicable)
clinical state, common intercurrent
illnesses, or other treatments
administered to thc maternal sub.iect.

The defrnitions, Delinitely Related,
Probably Related, Possibly Related, can

be considered as advcrse drug reaction
(ADR) and Unrelated/Unlikely To Be
related can be considercd as Non-ADR
for analysis.

105 The sample size for evaluating and

comparing the pregnancy-related salety
events among recipients of two doses o[
Hecolin@ and placebo is calculated using
a precision-based approach. The bounds
of the relative risk (rate ratio) of an event
rate in the Hecolin@ group divided by the
event rate in the placebo group, is

assumed as 0.67 to 1.5. The sample sizes
of 883 and 883 rvould provide a trvo-
sided 95% confidence interval lor the
ratio of two event rates with a rvidth that
is equal to 0.83 rvhich is 0.67 and 1.5

when the estimated event rates are 5%o in
each group and the ratio of two events is
L The upper limit of the two-sided 95%
confidence interval of the relative risk
lies belorv the upper bound (1.5). Given
an event rate of 5oA, the sample size of
883 pregnant participants who received
the Hecolin@ vaccine and 883 pregnant
participants who receive placebo will
provide a 95oZ confidence interval rvith a

width equal to 3.39o/o which are 5.45%
and 8.83% and a width equal to 4.86%
which are 4.85%o and 9.717o, respectively

The sample size lbr evaluating and
comparing the pregnancy-related safety
events among recipients ol two doses of
Hecolin@ and placebo is calculated using
a precision-based approach. The bounds
of the relative risk (rate ratio) of an event
rate in the Hecolin@ group divided by the
event rate in the placebo group, is

assumed as 0.67 to 1.5. The sample sizes
of 883 and 883 rvould provide a trvo-
sided 95% conlldence interval for the
ratio of two event ratcs with a rvidth that
is equal to 0.83 rvhich is 0.67 and 1.5

when the estimated event rates are 5%o in
each group and the ratio of trvo events is
l. Given an event ftte of 5yo, the sample
size of 883 pregnant participants rvho
received the IP rvill provide a 95Yo

confidence interval rvith a rvidth equal to
2.99%o which are 3.66Yo and 6.65oh.

t07 The statisticat hypothesis for comparison
safety endpoint is:
. H0 (nult hypothesis): the bound of

AESIATm I /AESIArm2> 1.5
. Hl (alternative hypothesis): the bound

ofAESIArm I /AESIATm 251.5,
where Arm I and 2 represent pregnant
women receiving Hecolin@ and
placebo, respectivbly.

108 The Phase II study will be considered to
meet the primary immunogenicity
objective. the pregnant women group is
non-inferior to the non-pregnant women

The Phase II study rvill be considered to
meet the primary immunogenicity
objective. the pregnant women group is
non-inferior to the non-pregnant women

lnforrnation
updatcd

Rcmovccl thc
statements of
stati st i ca I

hypothcsis
test i ng.

Infbrmation
added
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r 08-
r09

r l0-
ilt

group if the lower limit of the 95o

confidence interval lies above non-
inferior bound 0.67. The non-inferior test
will be performed at a 2.57o significance
level using a one-sided test (equivalently,
a significance level of 57o using a two-
sided test). If the upper limit of the two-
sided 95% confidence interval of the
relative risk lies below the upper bound
(1.5), then it will be considered to meet
the primary safety obiective

group if the lower limit of the 95Yo

confidence interval lies above non-
inferior bound 0.67. The non-inferior test
will be performed at a 2.5o/o significance
Ievel using a one-sided test (equivalently,
a significance level of 5%o using a two-
sided test).
If the width of confidence interval is
within 0.83, then it will be considered to
meet the primary salety objective.

The FAS is a modified intention to treat
(mlTT) analysis set that includes all
participants rvho receive at least one dose
of Hecolin@ or Placebo and have at least

one post-baseline immunogenicity data
available. The immunogenicity endpoints
will be analyzed using the FAS.

The FAS is a modified intention to treat
(mlTT) analysis set that includes all
participants who receive at least one dose
of Hecolino or Placebo and have at least
one post-baseline immunogenicity data
available. The immunogenicity endpoints
will be analyzed using the FAS. A
sensitivity analysis using the FAS will be

conducted for the immunogenicity
endpoints.

Updated to align
with the analysis
described in
synopsis.

r08

The PPS is comprised of a subset of the
FAS who receive all their planned

administrations and who have no SMM-
assessed important protocol deviations.
The major protocol deviations are listed
in Section 7.2. l5 Protocol Deviations.
Participants excluded from the PPS will
be identified and documented before the
final database lock through the analysis
dataset review meeting.

Deleted
sentence to align
with analysis
described in
synopsis.

l'he PI']S is comprised of a subset of the
FAS who receive all their planned
administrations and who have no SMM-
assessed important protocol deviations.
The ma.ior protocol deviations are listed
in Section 7.2. l5 Protocol Deviations.
Participants excluded from the PPS will
be identified and documented before the
final database lock through the analysis
dataset review meeting. A sensitivity
analysis using the PPS rvill be conducted
for the immunogenicity endpoints.

The immunogenicity endpoints analysis
rvill be conducted on both the PPS and

FAS, and the sensitivity analysis using
the FAS will be conducted. For anti-tlEV
IgG ELISA, the GMC and GMFR with
its associated 95o/o Cl are calculated as

the antilogarithmic of the difference and

its 95% CI between the mean of the log-
transformed data in Arm I and that in
Arm 3 with adjustment for serostatus at
baseline and baseline titer in a general

linear regression model. The participants'
age will be ad.iusted lor the analysis if
there is a significant difference in age

between Arm I and Arm 3. The SCR
(seroconversion is defined as at least 4-
fold increase from baseline) difference
and its associated 95yo CI are calculated
betrveen the SCR in Arm I and that in
Arm 3.

Updated to align
with analysis
described in
synopsis.

The irnmunogenicity endpoints analysis
u,ill be conducted on the FAS and the
sensitivity analysis using the PPS will be

conducted. For anti-HEV IgG ELISA, the
CMC and GMFR with its associated 95olo

CI are calculated as the antilogarithmic of
the difference and its 95% CI between the
mean of the log-transformed data in Arm
I and that in Arm 3 with adjustment for
serostatus at baseline and baseline titer in
a general linear regression model. The
pa(icipants' age will be ad.lusted for the
analysis ilthere is a signilicant diflerence
in age between Arm I and Arm 3. The
SCR (seroconversion is defined as at

least 4-fold increase from baseline)
difference and its associated 95Yo Cl are
calculated between the SCR in Arm I and

that in Arm 3.

Added factors
that could
potentially
account for
differences.

The subgroup analysis will be carried out
to assess the immunogenicity and safety
depending on the baseline serostatus. The
potential difference in safety and

immunogenicity coming from gestational

age will be assessed for pregnant
participants by trimester sub-group
analysis

12.5.7 Additional Sub-Group Analysis

The subgroup analysis will be carried out
to assess the immunogenicity and safety

depending on the baseline serostatus. The
potential difference in safety and

immunogenicity coming from various
factors, including but not limited:
gestational age will be assessed fqr
pregnant participants by trimester suft
grouP analYsis 

V/r, _I

I 2.5.7 Additional Sub-Group Analysislil
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126 As the pregnant women show increased
respiratory rate by 2-4 breaths/minute, the
rates in grading has been adjusted.
Reference liom

As the pregnant women show increased
respiratory rate by 2-4 breaths/minute, the

rates in grading has been ad.iusted.

Relerence liom <l{escarch on vaccine
during pregnancy: Relerence values lbr
vital signs and laboratory assessments,

Vaccine. 2013 Sep 13;31(40):4264-
73(s7).
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CRF 6t

(ln order to avoid conJlicl of interest, the Secrelary, CSC (being evaluator of the case) will not participate invoting.)

(). 'l'he case was placed before the CSC for consideration.

l)ccision: 'l'hc CSC dcferred the case till the decision of the Sub-Committee on SAEs.

10. I'he meeting of Sub-Committee is scheduled on 20th May,2025. Recommendations will be
prcsented before the CSC.

I l. 'l-he casc was placed before the CSC for consideration. The Committee decided the case as

undcr:

Dccision:

'I'he CSC after dclibcration referring to the decision of sub-committee on SAEs
dccidcd to conduct a risk-based (triggered) GCP inspcction of the site and submit rcport
with clcar and candid rccommendations.

AGENDA ITEM-S: MISCELLANEOUS AGENDA ITEM

CASII No.5.l

REVISION OF FOLLOWING GUIDELINES IN REFERENCE TO DRAP's VIRTUAL
AUDI'I' (NOV-2024) BY W.H.O. FOR GLOBAL BENCHMARKING FOR LEVEL.III
NrII'IONAL REGULATORY AUTHORITY. (F.NO.08-39/202I-MISC (PS)):

It is submitted that, World Health Organization conducted DRAP's virtual audit in
Novcmbcr 2024 as per WHO-Global Benchmarking Tool for World Listed Authorities for level-
III. 'llough the Clinical Trial Oversight Tool got the highest (92%) implantation status among
othcr tools, the W.H.O. in its report developed a few more Institutional Development Plans for
the smooth functioning of the Clinical Trial Oversight.

2. IDPs related to guidelines are mentioned as follows:
o :'Guidelines to Contluct Clinicat Research in Pakistott" (3'd revision) has been revised

as per following GBT-IDPs.
i. CT-04.05 (Format for Progress & Final Report (CSR))
ii. CT-06.03 (Format for Progress & Final Report (CSR)

. "Guidelines for Conduct & Reporting of Good Clinicat Practice Inspections" (3'd

revision) has been revised as per following GBT-IDPs.

i. RI-03.01 (GCP Inspectors Competency Matrix)
ii. RI-03.02 (CCP Inspectors Job Description)
iii. RI-04.01 (GCP Inspectors Conrpetency Matrix)
iv. CT-O1 .06 (Risk Calculation & development of Risk-Based GCP Inspection Plan)

3. In this regard, the Pharmacy Services Division started the of revision of
ines on officialguidclincs and got approval from the CEO-DRAP for uploading of

lr. Cotr(odl.nllI.di(rdoE(l-6trrtdlntrotr)

.rl rr(Lr&r (*.dh.r r&rdd bt.F drrd b S.$r

B!r (&[L B\'l r1t6). B\'l (1\'lr).8l1', Updated
description for
concomitant
medication(Neo
nates) as no
vaccination is
performed for
infant.

websitc for comments.
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4. Submitted for information of the CSC and comments on the revised guidelines

Decision:

The CSC accedcd the revision of the guidclines.

CASE No. 5.2:

APPLICATION FOR RENEWAL/ EXTENSION OF DItAl'} APPROVAL I,'OR
ALREADY APPROVED CLINICAL TITLE "A PIIASE II, RANDOMIZIID,
OBSERVER-BLINDED. I'LACEBO CONTROLLED TRIAL TO EVAI,UATII TIII.]

WOMEN BETWEEN GESTATIONAL AGE 14-34 WEEKS AND NON-PRI.],GNAN'I'
woMEN OF 16-45 YEARS OLD". F.NO.03-35/2023-CT (pS)

The subject trial was approved by the CSC in its 41st Meeting held on 10tr'April.2023
and for a period of 2years with effect from 14th April, 2023. The PI of the trial Dr M. Imran
Nisar, Principal Investigator, Associate Professor & Vice Chair Research Departmcnt of
Pediatrics and Child Health, The Aga Khan University, Pakistan vide letter dated 1Stl' March,
2025 have applied for an extension in the trial duration. His request is reproduced as under: -

I am writing to request your approval for the extension of the clinical trial under Registrution No.
CT-0058, as titled above. The study was initially granted approval on April 11, 2023, Jitt'tt'o
years. Due to sonre unforeseen delays, the study inilialed on May 2, 2024, and thus could not lta
contpleted within the specified tinteline. To ensure its successful contpletion, we reqltest qn

exlension of DRAP approval for two years (April 2027). Kindly note that the miscellaneous fee
for this request has been subntitted r.mder Challan No. 8680891406
Please find detailed enrollment status & overall study progress in the attached reporl.'lo
sumntarize, as of February 25, 2025, a total of 1223 women have been enrolled at the Clinicul
trials unit GfU) at the Aga Khan University. This constitutes 51.8% of the enrollntent target of
2358 women. Among the enrolled, 1087 are pregnant women and I36 are non-pregnanl y)otnen.

Kindly find the following documents with the application;
l. Annual Progress Report
2. Initial DRAP Approval
3. Paid Challanform
4. A composite line-listing of the Serious Adverse Events (SAEs) and Adverse Events of Special Interest

(AESD reported till February 25, 2025.
We remain committed to ensuring compliance with Good Clinical Practice (GCP) and DllAI,
guitlelines.

2. The application was enclosed with copy of paid challan No. 49758126386 submitrcd lcc
of Rs. 122,530 on lTth April, 2025, annual progress report and line listing of SAE's.

Backproun of the case

The PI has periodically reported SAEs including deaths and fetal anomalies including IU growlh
retardation. The Chairman sub-committee on SAEs on the recommendation of the Chairman
CSC ordered to conduct triggered GCP inspection of the trial site which was carried out on
02.tt.2024.
Report of the said inspection was presented before the CSC in it 52nd meeting helcl on 28tr'
November, 2024, moreover, the PI of the trial vide his letter dated 07.11.2024 informed that thc
enrolment for pregnant Women Arm of the Trial is voluntary being paused.
Decision of 52nd CSC is reproduced as under: -

The CSC after deliberation acceded to the Triggered GCP Inspection Report of Clinical l'riat
titled, "A Phase II, Randomized, Observer-blinded, PlqcebdtControlled Trial to Evalucrte tlre
Safety and Immunogenicity of Hecolin@ in llealthy Pregnan\Women berween Gestationul lge
14-34 weeks and Non-Pregnant Wonten of 16-45 yearr rld" 

i\ "NN ,
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3. The annual report is reproduced as under: -

Study titlc

I)rotocol Numbcr
II tor

$plnlqt
Sitc Namc
DRAP Numbcr

of
Pcriod

Work Summary from May 15r2024, to February 25r2025
'l-he study initiated in Aga Khan Hospital Karachi, Pakistan on May 2,2024, aiming to enroll both
prcgnant and non-pregnant fernale participants. As of February 25,2025, screening activities at the
Clinical 'l'rials Unit (CTU) at AKU have involved 1534 women. Of these, 1223 participants have
bccrt successfully enrolled, comprising 1087 pregnant women and 136 non-pregnant women.
Itccrr.ritmcnt has achieved 50% of the total target, with ongoing efforts to complete enrollment. The
sunllary of screening and enrollrnent data is as below:

Table l Summary of screening and enrollment data

Scrccrr in

Lrnrollmcnts

Scrccn failures
[r*i tcnninated
Consent withdrawals

l)clivcry outcomes
Ol-thc 1087 enrolled pregnant women, 577 (53.08%) have delivered and the delivery outcomes are
givcn bclow:

Table 2: Summary of birth outcomes (15-May to 25-Feb-2025)

Totaldeliveries
t,ive births*
Neonatal deaths

Infant deaths

Stillbirlhs
Maternal deaths**
Terrn births
Preterm births GA <37 wee
Lou' birth we ht ht <2500

Safcty llcporting:
. Scrious adverse events (SAE):

o 197 SAEs have been reported for both the participant (mother) and infant participants.
o 73 SAEs have been reported (mothers) and 124 SAEs have been recorded for infant participants

. Advcrsc cvcnts of special interest (AES!:
o 556 AESIs have been reported for both the participant (mother) and infant participants.
o 240 AESIs have been reported for the participants (mothers) and 316 AESIs have been

rccorded for infant participants.
. [Jnsolicitcd adverse cvents (Unsol AE):

o 537 unsol AEs have been reported for both the participant (mother) and infant participants.

o 222 unsol AEs have been reported for the participants (mothers) and 315 unsol AEs have

been recorded for infant participants.
nole that the data included in this are based[)leasc

query resolutions. The final, clean data may reflect d

later as per
the adverse

A Phase ll Randomized, Observcr-blindcd, Placebo Controlled Trial to Evaluate the Safety
and Immunogenicity of [Iecolin@ in Ilealth Prcgnant Women Between Gestational Age 14-
34 Wceks and Non-Pregnant Womcn of l6-45 Years Old.

IVI Hecolin P00l
Dr. M. Imran Nisar
International Vaccine Institute
Aga Khan Hospital

lcr-oos8)n
Annual Progress Report (For Renewal of Approval)
May 2024- Feb 2025

Trial activity Total

1534

1223

276
26

l6

Outcome Total Percentage

577 53.08%
566 98.09%
t4 2.43%
4 0.69%
r0 1.73%
I 0.17o/o

44',7 77.47%
130 22.53%
r50 26.00%

Minutes of 57th meeting of

on live data which may be updaled
,ifferent event numbers. Sumrnary)lof
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events reported till 25-Feb-2025 is attached asAppendix 1.0_HEV P001;AE-ADSI line listing Cut
off 25Feb2025_AKU.

. Pregnancy Reports in Non-Pregnancy Arm (Arm 3)
Pregnancies were reported in two participants enrolled in Arm 3 (non-pregnant group), and their pregnancy
reporting forms have been submitted to ERC, NBC, and DRAP.

o ParticipantEM3-30029-1:
- Enrolled in Arm 3 on September 30,2024.
- Received two doses of the investigational product (lP).
- Pregnancy reported to DRAP on November 30,2024.

o ParticipantEM3-30048-l:
- Enrolled in Arm 3 on November 1,2024.
- Received the first dose of the investigational product (lP) on the sarne day.
- Pregnancy reported to DRAP on November 30,2024.

All necessary regulatory bodies have been notified, and further monitoring will be condr.rcted as pe r study
protocols.

Work Plan for the Upcoming Year
l. Completion of Enrollmcnt:

a. Participant enrollment is targeted for completion by August 2025.
2. Safety Monitoring & Adverse Event Managcment:

a. Enrolled participants will be closely monitored to ensure safety.
b. Any adverse cvents will be promptly identified and managed.

3. Regular Sponsor & Study Monitoring Mcetings:
a. Bi-weekly meetings with tlre sponsor (lVl) and study monitors will continue to review

study progress and address any challenges.
4. Follow-Up Visits:

a. Follow-up visits for enrolled participants and their infants will continue until
September 2026 to ensure comprehensive data collection and participant well-being.

The study remains on track, with ongoing recruitment, monitoring, and follow-up activities aligncd
with the planned objectives.

(ln order to ovoid conflict of interest, the Secretory, CSC (being evaluotor of the cose) will not porticipote in vating.)
9. The case was placed before the CSC for consideration.

Decision: The CSC after deliberation refcrrcd the case to thc Sub-Committcc on SAIIs
for detailcd evaluation of the "Annual Rcport" and line listing of thc SAEs rccordcd during
the trial.

10. The case was placed before the Sub-CSC on SAEs for consideration. The Sub-Committec
decided the case as under:

Decision of 3'd Su ommittce on SAEs

The Sub-committce on SAEs, considcring the "Annual Ilcport" and line listing ol'
the SAEs recorded during thc trial, rccommcnded to conduct a risk-based (triggcred) GCP
inspection of the site and submit report with clcar and candid rccommcndations.

ll. The case was placed before the CSC for consideration. The Committee decided thc casc
as under:

Decision:

The CSC after delibcration refcrr
decided to conduct a risk-based (triggerc
with clear and candid recommendations.

g to the decision of sub-committcc on SAIIs
GCP inspcction of the site and submit rcport
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CASIT No.5.3:

ITEQUEST FOR CONSIDERATION REGARDING CRO . DRK PIIARMA: SITE FEE
CLI,IAIIANCII ISSIIE IMPACTI NG OPERATIONAI, AND PATIENT SAFETY
S I'ANDARDS. (F.NO .08-07I2OZs.MISC (PS))

Application was received frorn Dr. Nida Hussain, CEO, Ziauddin University Clinical Trial Unit, Clifton,
Karachi, dated22d April2022 on the above cited subject. Application is reproduced as under:

SUBJDCT: Request for Considerotion Regarding CRO - DRK Pharma: Site Fee Clearance
Issue Impacting Operational and Patient Safety Standords

I Dr. l\'rida Hussain CDO ot Ws Ziauddin University Clinicol Trial Unit, having Clinical Trial
Site License No. CTS- 0086, would like to bring to your attention a matter of concern
regarding lhe Contract Research Organization DRK Pharnta, registered with DRAP under
llegistration No. CRO-000 1.

ZU-CTU previously collaborated with ORK Pharma on a clinical trial Titled "A phase III,
llandomized, comparator-controlled, double-blind, Multicenter study to evaluate the
immunogenicity, safety and lot to lot consistency of three lots of PIKA Rabies

' . Protocol No.; YS-002
. DIIAI' Approval Date: March 15, 2023
o DIIAP Reference No.: F.No.03-36/2023-DD-CT
. CT Registralion No.: CT-0053

lll trial-related activities at our site have been conducted in compliance with applicable
regulatory, ethical, and Good Clinical Practice (GCP) standards. The trial is now in its
closing phase, and all deliverables have been completedfrom our end.

Ilowever, despite repeated formal contmunications and follow-ups, DRK Pharma has yet to
clear the Site Managemenl Fees as per the executed Clinical Trial Agreement. This prolonged
clelay is not only causing significant operational challenges for our Clinical Trial Unit but
also has broader intplications on palient safety and standard of care.

Clinical tial site fees are critical to ensuring the smooth operation of the study, including
patient reintbursements, follow-up medical care, and the availability of necessary clinical and
salety ntonitoring resources. Non-payment jeopardizes our ability to maintain a high standard
of participant care and could undermine trust in the clintcal trial ecosystem.

We respectfully request DIAP b kindly take this nxatter into consideration and provide
guidance or assistance in ensuring that the CRO fulfills its financial obligations to our site in
uccordance with the agreement and ethical standards of clinical trial conduct.
We remain contmitted to upholding Good Clinical Practice (GCP) and DRAP guidelines and
appreciate your support in maintaining a transparent and accountable research environntent.

2. .l'he 
application was placed before the CSC for consideration. The Committee decided the

case as under:

Dccision:

'I'hc CSC considcring the request of the applicant decided to seek clarification from
M/s l)ItK I'harma Solution (CRO), Lahore, within t, positively. This will be
prcscnted before thc Committee in its forthcoming meeting.

END OF DOCUMENT
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