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Name of product

Rabivax-S®

Yafendfgy

Active Substance(s)

Inactivated rabies virus Pitman-Moore strain oo

Jukuue

Pharmaceutical form

Powder and solvent for solution for injection

AU Not less than &.& IU/ml
Strength *AAUAANNLSINU U USEw Al teenin o 1U/ml
PBINNTUIWEN Intramuscular %38 Intradermal injection

Route(s) of administration

Yy 1 g ya £ o
GUQ'U\‘IGLGUVI"U@GUﬂVIgL‘UEJu

Therapeutic indication(s)

Faudldiiusngau Package leaflet

Indicated for the prevention of rabies in children and adults. It can
be used before or after exposure, as a primary immunization or as
a booster dose
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ddl o uniuagasun1suseidiu / Part e: Introduction and summary review
A o unasUvasiveneleusniuen / Part b: Summary of the dossier
b.oUssanivetunsfous$us (Type of marketing authorization application)
©.o Gi’fa;ﬂaﬁ?lbﬂﬂ (Administrative data)
©.o.0 HARAMN (Product)
b.lolo LaINER (Source)

druf o Laﬂmiéf’lu@mmw / Part en: Analytical (Physico-Chemical, Biological And

Microbiological Documentation

en.@Drug substance
o.@.e Manufacture
a.e.l0 Control of drug substance
en.@.en Container closure system
om.e.c Stability

en.lo Drug product
o.o.e Manufacture
o.o.lo Qualitative and quantitative particulars of the constituents
en.o.en Control of drug product
on.lo.@ Container closure system
on.o.& Stability

ayunanTsUTEEUAUANAIN (Assessor’s conclusions on Quality)

1 d‘ v = = v ¢ .. .
AUN & WnNaSAIUMSANUNaRANAARIYS BaRINAana / Part & Non-clinical documentation

&.® Pharmacokinetic (ADME)
&.lo Pharmacodynamics

&.en Toxicology
NANTUIZIIU

il & tenansiunsnuluuyed / Part & Clinical Study Reports
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NanN1TUTLLUY &
g o unudaniseuides (Risk management plan) oo
Nan1suTZIURaIN e

HAN1FUTEWONAN IV EMTUUTEVIVULALYABINTNNITUNNE o

Overall Benefit/risk assessment Mo
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ABSUNBHANYAILAZAED

BP
BSA
ELISA
e-CTD
EVA
GLP
GMP

British pharmacopoeia

Bovine Serum Albumin content
Enzyme-Linked Immunosorbent Assay
electronic Common Technical Document
Ethylene vinyl acetate

Good laboratory practices

Good manufacturing practice
Intradermal

Intramuscular

Indian pharmacopoeia

The Maximum Tolerable Dose

The No Observed Adverse Effect Level
Pre-exposure prophylaxis
Post-exposure prophylaxis

Patient information leaflet

Purified Vero Cell Rabies Vaccine

Risk management plan

Ribonucleic acid

Serum Institute of India Pvt. Ltd.
Summary Product characteristic
Sterile water for injection

United state pharmacopoeia

World Health Organization
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$189UNaN5UTHIUATUA51 TS
fvatunziduusiuenie Rabivax-s © (Purified Rabies Antigen)
Invilag nasdaEsuMIUTENaUNMINEAAMTIUA W
A1UNUAMENTINNITIINITUALET NTENTINEISITUEY

dull o Untuazazun1sUsElU / Part o: Introduction and summary review

> 6.0 130

® wggan1n guRn1sal spu1eInen

Tsafivaiiati (Rabies) Wulsafnidovesszuutszamaindn igau (Zoonosis) linanide
rabies virus wae rabies-related virus udu RNA virus Tu family Rhabdoviridae, genus
Lyssavirus wuiﬁlué’witﬁmgﬂé’wum Tdnunuazdmidn rabies virus annsadlsaldlaedniides
anseumanevila nunszaneegifeunnnimeavedlsa JuAndulymansisuguiiddny (o)
Jadu life-threatening neglected zoonotic disease Aaselduansvesdn iiande Wolita
yintannsofndedauldlnensgndnifidulsn fn dau B danenssdudin un videfmddd
UIALNG Lﬁ??aia%’aazLﬁmﬁmumﬂ%ﬂuu‘%nmmaﬁgﬂﬁm uéﬁ‘m’]ﬂﬁ’uv‘z&jjaawi’hgﬂmmﬂiga'm Wag
spuulsvamdunans dedausmuagyiliaseuarlvdundninuieung (o) AUaRzilanns
hyperactivity, excitable behaviour, hydrophobia (fear of water) U8z aerophobia Mé’ﬂmﬂﬁ?u o-
o 5u;§ﬂw%ﬁa%‘3mﬁawm cardio-respiratory arrest ()

qﬁfsuLﬁuwwzﬁﬁ’]ﬁ@%qmaﬁmﬁaﬁwqﬂfﬂﬁﬁ TAENUTIINAT €% VBINTTIENU AN
nslauaifata luusasdfinsenunisiadevareviiuaulundy endemic countries Tnsiame
LauLeNENUAZIETy 1NN €o% vesmsTeuntluinfiongiinit e¢ U warsieauves WHO
U woew WU dlideTInanlsafivaiuilszunn ¢xooo ausal (m)

dwdudsemalne lsafvavirdadulsafadeniengueinsfiiianssyureguameunsie
Y0eUszHTURs NTULIINTIUT unsszuialunduauvioyumuldognesnia fuaenguidagn
IadugUrenguiisefadnnuwagdnsdUasmelsaihse Taivatiatn U we. beas - beoo Wy
N1 @0 518 (&)

> oo 81

Tsafiwgtiuiidulsafaidohdafiannsadnwuasdesiulilnenisdniadu (vaccine-
preventable) Jadul#ainnistindie Rabies virus AAnnmamzndestneiBninams dudogn
inactivated rouflagiundadionsziulisameatapiduiusiedel farsinil Tne Mechanism of
action A® “Rabies vaccine induces the formation of protective antibodies to rabies virus,
thereby providing active immunity to rabies virus”

Rabivax-S \utriusnvuasdestulsafivatathviamils naslnetindelisavesgivans
ﬁuﬁ: Pitman-Moore strain mbec-vero 41 inactivated e beta-propiolactone mﬂﬁuﬁﬂlﬁdaa{m
wnzideslu vero cells faflanuuaonfouasdamuuians wanfusidnaslng Serum Institute of
India Pvt. Ltd. (SIPL) Usgineduisie
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nsantatutesiulsnfivaiiatnanusnyhld o uwuu fo dadhnd e (ntramuscutan)
wazdanluiamids (Intradermal) wusesnlallu o Useian (o) Ao

®. N3N TATUNBUNTAUREERT (Pre-exposure immunization) LLuzﬁwé’m%’w:IﬁﬁﬂmuLﬁ'm
somsgndniin (high-risk occupations) \tu naund dmdhiiivhaudetuidolafueda
ShteaiiendVluiiuiiidenudesionisindosaiasn

. NM3AAIATUNSINTFURART (Post-exposure prophylaxis) AITANYINANNELDIAUS LI
FiffunaunaTiuil (extensive washing and local treatment of the wound) dmsunsaniaTuuas
AU NIusenislasu rabies immunoglobulin (RIG) Lﬁa{]aﬂﬁuﬁdﬁaﬁ’lﬁ Central nervous
systern adasfiansaninnuidsslumsindeseidue Tnsutmy Recommended wos WHO
d193U Post-exposure prophylaxis 79
713190808 Categories of contact and recommended post-exposure prophylaxis (PEP)

Categories of contact with suspect rabid animal Post-exposure prophylaxis measures

Category | — touching or feeding animals, licks None

on intact skin

Category Il — nibbling of uncovered skin, minor Immediate vaccination and local
scratches or abrasions without bleeding treatment of the wound
Category Il - single or multiple Immediate vaccination and

transdermal bites or scratches, licks on broken administration of rabies

skin; contamination of mucous membrane with | immunosglobulin; local treatment of the

saliva from licks, contacts with bats wound

Clinical trials

Rabivax-S %138 SIIPL’s Purified Vero Cell Rabies Vaccine (PVRV) d¥8yan1s@nyinienatin
b NMsAndmTUaTuayuUsEavananisnseRulaAuiuuedsanig (efficacy and immunogenicity)
wazANUaennY (safety) Ao

@. Phase | study : A Randomized, Open Label, Active Controlled, Phase | Clinical
Study to Assess the Safety and Immunogenicity of SIIPL’s Purified Vero Cell Rabies Vaccine
(PVRV) in Healthy Adults as a Pre-Exposure Immunization

. Phase II/Ill Study : A Randomized, Open Label, Active Controlled, Phase II/Ill
Clinical Study to Assess the Safety and Immunogenicity of SIIPL’s Purified Vero Cell Rabies
Vaccine
(PVRV) in Patients with Potential Rabies Exposure

Efficacy

ngal Pre-exposure &nauves Subject Tunguiilé¥u SIIPL PVRV IM %3 SIPL PVRV ID vi3e
Verorab® IM 31 seroprotective (antibody titres > o. & IU/ml) luiunnsineiusgrsiitiedfy (not
significant) ﬁﬂﬁ?u%WUjﬂ Purified Vero Cell Rabies Vaccine ¥84 SIIPL ﬁﬂmauﬁa high protective
immune response Tu pre-exposure prophylaxis of rabies, regardless of whether administered
IM or ID
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ﬂﬁjm Post-exposure SIIPL PVRV IM Lag SIPL PVRV ID 1715\‘1 Category Il exposure LLay
Category IIl exposure linan1snszdugillisaslunii (non-inferiority) ﬂfjuméf‘?u Rabipur® IM T
AT o 1T a’lmiamzé}:ﬂﬁﬁ@ Seroprotection (anti-rabies neutralizing antibodies >o.¢&
IU/ml) wagsestuantibodies §3asiieTuil o, b uay <o 10an1530TATU Tauansdn “SIPL PVRV
S highly immunogenic vaccine dlgliane IM and ID” usitsiiszozansinnusana il

Julunu Recommendations for inactivated rabies vaccine for human use produced in cell
substrates and embryonated eggs booe Fadu specific guideline @13U Rabies vaccine U494
World Health Organization #24@ Clinical evaluation of rabies vaccines Soq immunogenicity
studies ﬁizq’j’l “For post-exposure prophylaxis regsimens, the following schedules for
antibody testing are recommended as a minimum: days o, e, bs or mo, «o, exo, moo”

Safety

SIPL PVRV ialsiving intramuscular %38 intradermal with or without HRIG wuingUaed
anaaensty (safe) uagnusiosn (tolerable) Miidlalina WHO recommended PrEP w38 PEP
regimen Iuﬁz\fﬂaa category I lLag lll exposures

Conclusion

Rabivax-S vaccine {uindudifidauslddmsu “prevention of rabies in children and
adults. It can be used before or after exposure, as a primary immunization or as a booster
dose” wamsAnuvsadtinatiuayui aduilivssaninalunisnseduniienie anmnsolddmsy
{{{Jw‘ﬁa pre-exposure LAY post-exposure A indication Tlvedutunzdey TouanIUAIL
UaensenuigUieanlng Safe uay Tolerable sianslasuingu

Meiin1sAneImenaiinues Rabivax-s fdesiindesszezinaivesnisinuliduluay
WHO recommendation fstiugn98991nuacuddensinnnis (&) i@uen1nsn1sannIuLdsves
foyanisanwindslsiiiosme fe Avualviiueyginiidimaniasiiadu Rabivax-S lannzguns
wanfinnuusalitesndt o 1U/ml indaszimalnouasdedldiunisiusesiunisudn (ot release)
INNIIINIMansnIsLnduias Uil Inactivated rabies virus (Pitman-Moore Strain sbec) L
o8N 0.0 IU/ml aLdunisfinniuaiuvasndslunisldelasfnniuein1 sl il szasd nuy
intensified / stimulated reporting LagA1tiun1s@nyiiiiedaniunisiinsedugddudy
(immunogenicity) Iu;ﬁlﬁ%’u Rabivax-S IM uaz D Ingdamufuszeznalitosnin o U wiour
FBNUNARDAIINUANENTTUNTO M SHare L TuY Y

duil o unasuvesArvensiloufiuen / Part le: Summary of the dossier

.0 Uszininvatunsifousiiuen (Type of marketing authorization application)
Product type : mumu‘i’jﬁmwmmwuw ﬂsvmwmm’ma (biological product) ¥tiningu
Application type : sjumsuaéuumLU&Jum'ﬁumemﬂaLmJSULLUU (Stand alone application)
Review method : Usgifiudnsugnuuuiay (Full assessment) Iﬂ&JQL%EJ’J%’]QJﬁ’]EJMEJﬂUiBLNu
AUAAIN non-clinic uae clinic

.o ‘fl'agafl"?‘lﬂ (Administrative data)
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Name of Product: Invented name

Rabivax-S®

Yafgdfigy

Active Substance(s)

Inactivated rabies virus Pitman-Moore strain elvec

AULLIY Not less than . IU/ml

Strength *tvuslirnuussivdanluussmalngldsng e 1U/ml
nquen Rabies vaccines

Therapeutic Class/ ATC code JoelBGoe

FUnuUs Powder and solvent for solution for injection

Pharmaceutical form

FDININITUTNNTYN

Route of administration

Intramuscular %38 Intradermal injection

Anwazen
Drug Characteristics

[

Ha815IUgeEUIINUN MasraesInaudmiudnatliine ¥aing
la Feonv1iiiuy
(Milky white friable mass which upon reconstitution with SWF

gives a clear milky white fluid)

U3 IR Type | wiaunaaawid Type | USTIlUNERINTEAY
Packaging
YUIAUTIY* VI3 (vial) type | UTSPIATUTTANIUINTINGE o id T1UW ©

Package size(s)

30 Uagnasawi (ampoule) type | UTTRUEWINAEAE NABAGY
.0 1AdaAT 31U o viaan F1ussqlundainseay (monocarton)
nABdar o ¥n wazussy/liussylunaensen1uag o monocartons

o.lo.lo WAIAINARN (Source)

wob.e HouAYaLLYl

@) %auazﬁag}%aapﬁ?juﬁwa (Name and address of the applicant for importation)

U39 lulelunia 9110 agkawil ecca A58N/408 dYN ood (BAYIF) ALY FULIM LN «

Aua s 91600 LWed Jmdn aynsusnig Ussme g Wsdnd olo-ace-sicale

bl §NEneId1533U (Rabies vaccine)

@) %auazﬁagmaaﬁwﬁmmﬁ']L‘%ﬁ]gﬂ (Name and address of the manufacturer(s) of

the dosage form)

Serum Institute of India Pvt.

Ltd. 8¢avil boel/lo M3j#l Hadapsar danin/iles Pune-coo

ob, Maharashtra UsenaduLae

o) VoUALTIoY YBIINAATIINNTINTILUIUTIY
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(swaziBonmuszylulenaziioguesinanendniag)

«) Touazioguasnaniisuinveulunisnsradesvsaruiiesiviing

(swaziBonmuszylulenaziioguesinanndniagl)
o.o.lo.6n Eﬁwﬁmﬁ’aﬁﬂazmﬂ (diluent) Sterile water for injection

®) %GLLazﬁagﬁaﬂéwaﬁ Sterile water for injection

Sovereign Pharma Pvt. Ltd. Survey No. &o/e-&, Kadaiya Village, Nani Daman -

oo, UseneduLie

)] %aLLazﬁagl:%aeﬂjﬂauqmqmnﬂW%aﬂ Sterile water for injection

.e) Serum Institute of India Pvt. Ltd. EJE‘J:La?JﬁI Lo/ 1/1331‘171" Hadapsar 3913a/4iie Pune-

€o® obw, Maharashtra UsgineduLae

o.lo) Sovereign Pharma Pvt. Ltd. Survey No. &o/e-<, Kadaiya Village, Nani Daman -

nxobeo, UTLNADULAY

Nan1sUsIY

UM Serum Institute of India Pvt. Ltd. Wuanuiindneusmiagdu Aldsuounnuanen
d5a3Uluguuuu vaccines injectable, injection 33uBalAsuN1IsUTBIRTEIUNUMENLNQITIBNNS
firlunsudne uaziienanssusesnisnandia (Certificate of GMP compliance of a manufacturer)
nUszmABULAY TnsuTenlanuunilu e-CTD Suuspsuan

U3t Sovereign Pharma Pvt. Ltd. WuanuiléSusugmnanuagzdving Small volume
parenterals (ampoules, liquid vials, lyophilized vials waz prefilled syringes) lasun1ssuses
LATT AT NLNSTIEN TR lUNSHANLAZ oI UTEINISHANTIA (Certificate of WHO-GMP
compliance of a manufacturer) anUsgimasuinelnsusenlawuuuilu e-CTD 1S8uUs8Ua?

faiimvetunsidouiiuiouiufl mo Ausiou wewo f3usygIMTtuuUMIUTBTIYY

v A a ax a A a !
‘ViuqaaLL?WNNaﬂ'ﬁ‘W"ﬂ'ﬁﬁﬂllf]mﬁﬁ']u’lﬁﬂ']{LUﬂ'ﬁNamEJ"IGU'ENaﬂ”I‘UV]Nam871‘149’]7\‘11]53L'VWT (GMP

v Al

clearance) AMenaanlAsUNTaENFTNYT A1UNUANLNTIUNITOIMITHAZYN  LiBLEAIDINTSE

1nsgIunIsURURIVIasNAuLnsguIsnistunsuaneniveruldneludsemelne

daufl o Laﬂmiéhu@mmw / Part e: Analytical Physico-Chemical, Biological And

Microbiological Documentation

em.e Drug substance
am.e.6@ Manufacture

ANER drug substance l9sUnNT135UTRIMALATIRARUNINTEIUNIHAR Tananvitadesuses
WNTPINIBNMsIUMINGRLT (GMP) 7164 valid MNUsemeduLRg NseUIun1THERRIUS working cell

bank 2ud4 final bulk dANLINEANIHEATINTEUINNNTAIUANNITHEAR drug substance Lag
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identification of critical steps in process and control U4 process validation Tusging

nszuaunsas vliiulaladnnisuads drug substance xasgiuseusule

am.e.lo Control of drug substance

(% o
Y Y

in13A9uR specification U84 purified rabies antigen MUUATGILATIZY TINVITTURDUNS
Validation of analytical procedures

Wan91nG Sns¥UIUANS Consistency and analysis of batches vesustaznsnagoy lng
batch ﬁi‘iﬂumiﬁﬂmﬂu batch ﬁﬁﬁlﬂi‘ﬁu Preclinical and phase | clinical batches, Batch for
stability study, Phase II/1ll clinical and validation batches

a3 Internal working reference standard (In-house) 16 calibrated AU international
reference standard Iﬂﬁﬂqﬂ‘] batch 984 purified rabies antigen asgnnNAddU antigen content Wiy
fiu reference standard

Nan15UsEIU

finsivun  specification T IATIEUATNITATINADUANLYNABIVBITTNTIAATIZVVDS
drug substance HulumuanasgIuiveniu wanisadeUNUTY KIuAINATiivue Sinnsvii
consistency and analysis of batch lagwuin N batch i1 consistency ﬁmiﬂ’m@m Transmissible
Spongiform Encephalopathies (TSE) Tu origin of raw material Taglaisun135uses certificate of
suitability 990 EDOM dsiuFeasulét dundinasuiunisndn uaziSaunumsnan drug substance
A faunssmunazaiiaye
am.e.m Container closure system

purified rabies antigen Uiiﬁﬂﬁuﬁﬂﬁﬁ"ﬁ]’m Ethyl Vinyl Acetate (EVA) A3 @0 AT i
qm‘wgﬁ - DIAILYALTEE %Qﬁﬂwmsﬁumm%uwﬁﬁ;L“fJuVLiJm:u USP Class VI requirements

Nan15UsEIY

Purified Rabies Antigen iAvlunuuzussafisinunmliunnsgiuamdorimuaves USP
Class VI requirements in1sma@au leachable wag extractable of EVA bags laguSevluuLenans
COA, compatibility study way extract information lngran1snAaaUEUEUIN purified rabies
antigen anunsasiusneldnelfianuazszezinandinivun

a.0.c Stability

NIINAFDUAINUAIFIVEY purified rabies antigen (Vero) ﬁ?iwﬁﬂu Ethyl Vinyl Acetate bag
Tuang

@. Real time stability study performed (o-c°C)

. Accelerated condition stability study at e&+e°C

NsUsTu U batches fiveaay srewiian anzuarmnsdwesfldveaauanuas
ANy purified rabies antigen W‘Uﬁﬁﬁmmmmzammummgm ICH Q&C guideline WagNang
VAAOUNUT MR QTR LA
e.lo Drug product



W | 11

a.lo.e@ Manufacture

a (% 6

NARAY Rabivax-S 914 rabies vaccine Wag sterile water for injection inTUIUNITHER
LAZADIUTNERTIA LATUNI3TUTBIINITFIUAUMANNUIIONITNRLUNISHES wazditonanssusednis

'
a =

NARYIA (Certificate of GMP compliance of a manufacturer) 91AUsZNABULAY

en.lo.lo Qualitative and quantitative particulars of the constituents

719197 o gnsAnFuen YauavdiuusenauluiiSuen
Yooy A Ing’ L@N&a1531989%

Inactivated rabies virus In-house standard

Pitman-Moore strain mbec

Inactivated rabies virus In-house standard

Pitman-Moore strain mwec

Glycine IP boed, p.ocan-ecana, BP boen,& Ph. Eurlwoee,
ed.,, «.0, p.bboz-boox
Sucrose BP woee,& Ph.Eur. boeb, ed., .o, p.mooc-moo&

Human Serum Albumin (HSA) | IP boee, p.mmoc-ammos BP boeel, Ph.Eurlboes,
ed.,, «.0, p.booo-boole USP o, p.lobob, In-house

standard

Sterile water for injections IP boed, ploaca-baxo, BP boe,& Ph. Eur.lboes,

ed., «.0, p.oxame

Nan1sUTELU

ansvhsusTianunzauLaE LU TENBUINTATITER UAMANENATE TUAIF TN
goUSU (971999911 Ph Eur , BP, USP wag in-house specification)

fiinavane sterile water for injection AUNINTFIU IP IAsn1InnaauLay specification
witlouriu BP way Ph.Eur 3samnsageusuls

mnmManvUfoalsafivgiuthvesnsumunilsn U bees Tdouuzihi Jaduiilidadily
Aamiledesiinnnuuss (antigenic value) 8819808 0.0 IU/o.e ml fatunisimunliarunseiigidh
ilutssnalnglisinn o 1U/ml Salemumianyay

e.lo.en Control of drug product

iin1siuue specification U84 rabies vaccine inactivated (freeze dried) MuuaIoILATIZR
ﬁ%umaumi Validation of analytical procedures 3am%ﬂﬁﬂssuauﬂﬁ consistency and analysis of
batches Y8IARZN1INAADU

Iu%umau control of drug product ﬁmsmuam impurities ﬁawmﬁm%‘u W Impurities i
a9 AAluNSEUIUNTT (Process related impurities) wa Impurities fionaiAnlundnsdosi (Product

related impurities)
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Nan1sUTELu

in13fmun specification 333LATIEMLAZN1INTIADUAIUYNABIVEITTNTIATIEN VB
drug product Lﬁuiﬂmmmmg’mﬁaaﬁu Gi’famuaﬁ]’m Certificate of analysis of the final product
WUT HAuALNsRIUA wenaniiin1snageu impurities TLAATUAINNTEUIUNTHANLEE
Wanfus nan13@nyInuin impurities oglutnausiiveusuld Tn15A2UAN Transmissible
Spongiform Encephalopathies (TSE) i manufacturing process lnalasun155use9 certificate of
suitability 110 EDQM Lilothdeyautuszneunisiiansun iliideldiinszuiunisudn drug
product fianuminauuaziniede

il laenadestuuumanauoilsefivaiioth T eees voansunuaulsn
Fatvuslanuuswesmdadaeifiidhulussmalnedesitosnii a.o 1U/ml wazdadldsunis
$U093UN1IHEN (Lot release) INNTUINIAIENSNISWNNELIAL Inactivated rabies virus (Pitman-
Moore Strain mbew) AIUKSILITRENTT o.o 1U/ml lngdSusugnlawuudaisusesvasninlily
dossier [T8UTOYLAD

.. Container closure system

rabies vaccine inactivated (freeze dried) Uiiﬁﬂu U.S.P Type | vial 9u9 .o mL Unsaey
stoppered with grey butyl rubber closure tag seal 728 aluminium flip-off seal
fnmeaeunarUseiliu packaging materials Wuluanu SOP maa;limémimmaauﬁaﬁ
®. Testing of glass vials for injectable preparation
. Testing of rubber closures (Rubber stoppers)
en. Testing of flip-off aluminium seals

Nan15UsEIY

NAUIZHUAMAINANYULUTIY V8BS Rabies vaccine inactivated (Freeze Dried) wiulunwuey
ussyitaamldmsgIumL USP Type | finsnadeunuitiiu acceptance criteria s
packaging specification ﬁqﬁumﬁuusﬁiﬁﬁmiﬁ;wﬁmﬁmsﬁ%ﬁaﬁmmmmzau

a.lo.& Stability

VAOUANLAISITBY Rabies vaccine inactivated (Freeze Dried) §117u e batches 71 @nie
long term (o-z°C) ; Testing intervals o, e, o, &, @b, e, &, mo and be months WAy accelerated
(0&+0°C, ©0%+&% RH) ; Testing intervals @, ®,m and » months

HANSVIAFBUAIUAITINUT 71 real time condition (o-=°C) HARSMUITANLAI o 1oy
Tuwausdi accelerated condition wuiinnuadafi o Weu

NAFDUANIUAIAIVDY sterile water for injection 474U e batches 7 anz long term
(no+°C, D&%+&% RH) NUIMLAIUAIRT Do AU by accelerated (€o+e°C, el&%+&% RH)
WuNIAUAAT b e

NAFOUANUAIRIVOINARAUINNTE  reconstitution 91U o batches  lna@ne
reconstitution time Migamafl o-<°C Tur91981 0o,es WA alo 21313 WUi1 Wd3 reconstitution
e SWI HARAUIEANLAIT ol Falu9
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NanN15UsTIY

drug product in1sMAaeY stability finzauny recommendation 83 WHO fluuz il
VndoUBgTias o lots fiunan different bulks luanag long-term stabilities studies under real
condition Wa¢ accelerated testing Feanefildnndoudiaenndosmu ASEAN stability guideline
7 storage condition, minimum time period Wag number of batches lagwui1 dloviuluanioy
lo-5°C U o Lo wAnfasitinseglunasifisousy

FatuTSvoou Ty I HEN SN mo Weu WeRinsanmudeyanuin nanfaei
ALANIATIUARLANLDIYTIUTIvRB YN FrueguesHARANTT mo iReuTeinnumnyan

SWI finsmeaeu stability 7isnzaum1y recommendation 189 WHO fiwuziiliaaay
9819108 o lots luan17g long-term stabilities studies under real condition Way accelerated
testing Feaneiilinaasussaonndoaniy ASEAN stability guideline W4 storage condition,
minimum time period k&g number of batches lagwuI dleuAuTuaniae moxw°C, &% +t&%
RH U1 oo LAou mamﬁmsﬁﬁqmagﬁluLﬂmsﬁﬁaam%’u

drug product n3&l reconstitution AN1INAABU stability FivunzaunIL recommendation
283 WHO fiuuziilvivageusgatios  lots fiunann different bulks Mamavaamﬁamm ASEAN
stability gwdellne Imwm%mamwammu b-°C WANSUITAUAIIT oo Hlu9

mumwsuaaumﬂmuummaqmammsﬂuwﬂmimﬂumwm reconstitution Ge SW i
o Falug il Wafiansanmutayanuin mammwmmmmmamqumumqmswmaaigzw 9l
AULAUE AL

a@wamsﬂmﬁué’mqmmw (Assessor’s conclusions on Quality)

Qﬁ-/d L%

ﬁ]ﬂﬂllﬁmL“UEJ’J“U%U‘UiuLll‘LWluL‘UEJ‘LW]"ITU‘EJ’]@WUﬂmﬂ’]WLLauﬂﬂﬂchﬁ’J’N}ﬂ i’JlIVN'JLﬁi’]u‘MLWZJLG]SJ

Y 9
[ [

G]']iJ‘Ui‘U‘VILLﬁu“U@ﬂ’]‘MU@?JENVLVIEJ/ENLGUEJu ‘W‘U‘UiuLﬂuaﬂﬂiy}‘Vﬁ@“U@ﬂﬂ?ﬁﬁﬁﬂﬂﬂﬂﬂﬁ@@@?ﬂﬂmﬂﬂw A

<

Y

WA oust Rabivax-S vaccine wafutungdousuuvudadindunidowasiionds fmuseuusadu
“not less than . IU/ml” §381389013 WHO recommendation usinuin lidenadefiuuuimis
nuUfuRlsafivatiuth U beex vosnsuaunulen Afvuely Sadufivatutndadnimidsiesd
ALY (antigenic value) 881308 0.0 1U/0.0 ml luraeiivsuifiuniedetnaddnyifinasosu
AR ALY mw%ﬁmlﬁ%&mﬂizLﬁu%’amé’maﬂﬁELG’?J'mesz%'EJU%’aEJLLé”J FousniUsuiudd i
AsvyununssuMsIvInwdmAnsnmsiiefinnsan lédeasui
Tsafiwatiutdulsaifiszfuanuguussvie life-threating neglected zoonotic disease
ffuduitnissnnddyiarannsoteielvisudindold feideniaisiniades “Post
exposure prophylaxis for rabies with antiserum and intradermal vaccination” Fadunisanuilu
fnfiduiaidornaiildfunisfigaiifadelsafivadatede wednanisfnnassnuh e
favun eoo 118 imumsnenuideiaes auuswesiaduiilifianninan Mortality 1§ fo
o0 IU/ml idgmgnanyi flenadesunniiasannsasuiunisinyiluguuuudld nsfinuni
Anwluuszmalnededaiu endemic area waglé¥umsaifiusilunsans Lancet fahdddudngiu
maAmnsidunansanenuides uasndileliaonadastuuumaneU foRlsefvaiioth 3 bede



Wik | 14

YoansUAIUANLTA ANENTINNTIEUeaTUd uT¥nimun Release specification Y84 Inactivated
rabies virus (Pitman-Moore Strain mbe) 101 “not less than e.o 1U/ml”
AMEVAIUTENlaTuran1siansanFedaniledemsusesvesindnitasdandniue indy
Rabivax-S tawizgunisnaniifinnuusalitdesndt o 1U/ml andsssmelne Sauddidervanui
ansooeniuld waziumsliuTimivsesiasintmanfusiindu Rabivax-S lowizgunsnani
AULIIlideendn o IU/ml wasdoalasuni1ssusasiuni1snan (lot release) 31

NFUINIAARTNITLINNE WAL TUAUTEANAIRINET? ®)

UBNINUNANAUNDYLUTEWINNAILUATIVIATIENAIDINTIINYNUADIUUAIING NTU
ANYIFNEATNIINTENNE REUTENLALENIA1SUTBIIN1L T8 UR DA TNIUANENTIUNITO NS HAY
g1nevasnlanedasuses

' a Y = A o ¢ . .
49U & LPNANTATUNISANEN IUNADANAABINIDENINAADY / Part & Non-clinical

&.e@ Pharmacokinetic (ADME)

“Currently, no specific pharmacokinetic studies that is acceptable under the relevant

regulatory guidelines”
&.la Pharmacodynamics

“Currently, no specific pharmacodynamic studies that is acceptable under the

relevant regulatory guidelines”
.o Toxicology

fnsAnwiiieUsediuanuduldldvesnisiiniiwinen wWield Rabies Vaccine Inactivated
(Freeze dried) lngagunanisnail
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ผลวิเคราะห์จากสถาบันชีววัตถุลงวันที่ 1/11/2008 และบริษัทแนบเพิ่มแล้วตาม sequence 06 ก่อนที่ทะเบียนจะได้รับการอนุมัติ
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Toxicology Studies Result

No clinical signs, mortality,
Study type Animal Route Dosage Testing schedule (Day) treatment-related local reactions.
Mouse IM 255 1U Day 0 No treatm.ent related ch?nges in
Acute Toxicity body weights, cumulative net
Rat M 5111V Day 0 body weight gains and food
Rat IM 2551U DayQ,3,7,14,21 & 28 intake.
Repeated Dose Rabbit D 5 51U Day0,3,7, 14828 No laboratory parameters were
affected due fto study drugs.
Local Tolerance No treatment-related changes
Toxicity Rat 1D 0.51U Day0,3,7,14&28  gross or microscopic changes on
autopsy.
No vaccine related incidence of
Prenatal malformations or  variations
developmental Rat IM 2.5lU Day5, 12, 18 of gestation (external, visceral and skeletal)
toxicity study were observed in fetuses of these
animals.

=
Acute toxicity

Anwnlu mice lnglw single dose UM o.¢& 1U (0.¢ mU/mouse) Mg IM Tvwiadu o
Lifi']ﬁi%’luwwé nansAnwInUT vuneildlunisinunilddsnasie mortality, clinical sign, body
weight, food consumption wag gross pathology 1ae) The Maximum Tolerable Dose (MTD)
11NN b.&& IU /mouse
Repeated dose

Anwnlu rat Tnelsenlu auim o.ee 1U 119 IM $1u7u b A% (il o, o, o, 0, be WAL be)
lainu clinical signs, mortality, treatment-related local reactions. n1sAnwliiiinase body
weights, cumulative net body weight gains, food intake, laboratory parameters gross 5o
microscopic changes on autopsy. The No Observed Adverse Effect Level (NOAEL) 117N
o.&& IU/rat

Anwnlu rabbit Tngliely 411 o.¢ 1U (o.&m ml) 19 IM $710U € A%s (Uil o, o, o, o
way ) linu clinical signs, mortality, treatment-related local reactions. ns@nwlaifinase
body weights, cumulative net body weight gains, food intake, laboratory parameters gross
%39 microscopic changes on autopsy. The No Observed Adverse Effect Level (NOAEL)
117N o.& IU (o.&e) ml)/rabbit
Local tolerance toxicity

fnwly rat 10l o.¢ IU/rat (oo ml) M9 intradermal $1uau & ASa Tl clinical signs,
mortality, treatment-related local reactions ns@Anw1lifinase body weights, gross or
microscopic changes at the site of injection on autopsy

Prenatal developmental toxicity

Ainwlu pregnant rats fiuun o.¢ mUrat (day & of gestation), @ ml/rat (o.¢ ml on day
& Wiy day eb of gestation) and e.& ml/rat (o.&¢ ml on day &, el LAy ec of gestation) (VUM
Ao o, b wag o Wirvesueldluingud) linuiriaduiinase malformations %3e variations
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(external, visceral and skeletal) Tu fetus rabies vaccine inactivated (freeze dried) 9U9 o.¢&
ml, @ ml and e.¢ mU/rat ldnun1siin teratogenic

Nan13UTELU

f\]’muaﬁgﬁa’smﬁyﬂizLﬁuﬁnzLﬂEJuﬁ’l%'UEnﬁ’]uw'%ﬂﬁﬁﬂ a3Ule91 rabies vaccine inactivated
(freeze dried) # study design maaqiuﬂejuﬁ’miwﬂaaaﬁﬁﬁﬂmuﬁsau%’mam%ﬁaléf NSANEIAY
NN AN1TTANILLLINIL GLP (Good Laboratory Practice) fumnzan wazlinu unexpected
toxicity fetuisag lonansduniaatnannsoseusuls
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daunl & nansinun1sAnwluayed / Part &: Clinical Study Reports

A5199 I8 NNSANWIILNIIPALNET

Rabivax-S lagumaetungiisussueludeusld Ae “For the prevention of rabies in children and adults. It can be used before or after

exposure, as a primary immunization or as a booster dose”
Inevoyaatiuayuiuandlunsned o

No. | Author Study Design Subjects/ Primary Objective(s) Intervention Outcome
/ Year place .
® | Phase | The KEM A healthy Indian adults aged ex-&o years | Treatment group: Efficacyg>
| study | Hospital Randomized | Primary objective : Group @ received @ ml D‘;;"‘“"“'gﬁfg'; (T\‘I'ji;)((’\g)ofpliﬁr&:‘;;h 9530(;](115’;?;7)
Research , Open To assess the safety, tolerability and of SIIPL PVRV IM (n= Day 7 0.55 0.64 0.52
Centre, Label, reactogenicity of three doses of SIIL’s o) (0'427.'906'64) (0'5;.'2%79) {0'4;‘6%60)
Pune, India. | Active purified Vero Cell Rabies Vaccine (PVRV) | Group lo received o.e pve! (194, 4.52) (248.4.27) (253, 340)
Controlled, | administered via intramuscular and ml of SIIPL PVRV ID (n= Diyes (6,371'_%_67) (5_0%_177_39) (593?_%_32)
Phase | intradermal route as a pre-exposure ®o) oronp/is) Gronpl i pvatuclD 0108
Clinical prophylaxis in healthy adult subjects. Control group: Safety:
Study Secondary objective : To assess the Group e received o.& o. Lommon AUR - headache, arthralgia, myalgia

immunogenicity of SIIL’s Purified Vero
Cell Rabies vaccine (PVRV).

ml of Verorab® IM
(n=bo)

asthenia, fever, shivering, nausea and faintness

. Adverse event : unsolicited events, urinary tract

Infection, hematuria, anaemia, hyperbilirubinemia,

pyuria
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ขอแค่สั้นๆ ตาม stydy synopsis in 5.3.5.1 

SIIPL PVRV was immunogenic when given as 0.1 ml by ID route and 1.0 ml by IM route as 3 doses regimen on day 0, 7 and 21 as pre-exposure immunization. All subjects achieved protective titers (RVNA titer >= 0.5 IU/ml) after 3 doses. The GMTs were similar across groups. 
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ขอแค่สั้นๆ ตาม synopsis in 5.3.5.1 

Most of subjects had mild side effects and resolved without any sequelae and without requirement of any concomitant medications. Few unsolicited adverse events, unrelated to study vaccines were also reported. One SAE with criteria being in patient hospitalization for urinary tract infeciton was reported. The SAE was unrelated to the study vaccine and resolved without any sequelae. SIIL’s PVRV vaccine when
given as 1 ml by IM route and 0.1ml by ID route
as pre exposure immunization on D0, D7 and D21 was safe, well tolerated with no significant reactogenicity. 
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Phase
/111
Study

The medical
schools in
Vellore,
Behrampur,
Mumbai,
and
Mandya,

India.

Open label,
randomized,
Multi-
centric,
active-
controlled

study

Patients with Category Il potential rabies
exposure, Patients with category Il potential
rabies exposure

Objective . To demonstrate non-inferiority
of PVRV of SIIL to Rabipur® in producing
serum rabies virus neutralizing antibody
(RVNA) activity on Day e when administered
as Post-Exposure Prophylaxis (PEP) following
category Il potential rabies exposure.

. To demonstrate non-inferiority of PVRV of
SIIL to Rabipur® in producing serum RVNA
activity on Day e« when administered with
HRIG as Post-Exposure Prophylaxis (PEP)
following category Il potential rabies
exposure.

on. To determine safety and tolerability of
PVRV of SIIL as PEP following category ||
potential rabies exposure.

&. To determine safety and tolerability of
PVRV of SIIL when administered with HRIG as
PEP following category Il potential rabies

exposure.

Treatment group:
Group @ PVRV of SIIPL
IM group

Group b PVRV of SIIPL
ID group

Control group:
Group e Rabipur® IM
group

(o study groups and @
control group with

@@ allocation)

Efficacy: @

ummary o. S 0l serum I\ or Category 11 dubjecls
Day Statistic Group IA Group IT1A Group IITA
(N=27) (N=27) (N=29)

Day 0 GMC 0.25 0.27 0.25

Day 7 GMC 2.02 226 1.64

Day 14 GMC 20.57 20.99 16.01

Day 28 GMC 30.22 27.93 26.59

Day 42 GMC 27.64 25.40 29.45

Summary of GMCs of serum RVNA for Category III Subjects
Group IIB Group IIIB

Day Statistic | Group IB (N=29) (N=31) (N=27)
Day0 |GMC 0.25 0.25 0.25
Day 7 GMC 1.55% 1.34 1.03
Day 14 |GMC 16.47 19.46 14.13
Day 28 |GMC 22.50 23.20 22.14
Day 42 |GMC 24.61 24.38 26.24

“Day 7 - Group IB Vs IIIB: p = 0.0253 (ANCOVA Mixed Model)

Safety:
®. Common : pain, erythema, edema, pruritus

induration
e-Adverse event : asthenia, headache, myalgia,

dizziness, arthralgia, faintness, fever, nausea,

abdominal pain and shivering.
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ขอสั้นๆ ตาม synopsis in 5.3.5.1 

Group I had seroprotection (anti-rabies neutralizing antibodies >= 0.5 IU/ml) on day 7, all subjects in all groups had seroprotection with only 2 doses of vaccine and seroprotection was maintained through days 14, 28 and 42. SIIL PVRV when given by IM or ID route with or without HRIG was non-inferior in terms of immunogenicity to control vaccine when given by IM route when given as per WHO recommended PEP regimen in subjects with category II and III exposure.   
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Systemic adverse event

และขอเพิ่มว่า most of them were mild. No severe events were reported. All of them resolved without sequelae. 
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ขอเพิ่มว่า Most of them were mild. No severe events were reported except for one event of pruritus. All of them resolved without sequelae except for one event of pain, outcome of which not know as subjects were lost to follow up. 
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nsaneauadinuuseandu o a1y =
o. AuUUsEaNSHa (efficacy) Way N15LAR immunogenicity

1n13An® o clinical controlled trials Inadn circulating rabies neutralizing activity #2g
38 RFFIT (rapid focus fluorescence inhibition test) Faduluausi WHO wugih
“Immunogenicity should be assessed using one of the two serological assays : RFFIT or FAVN
> Toei

ﬂﬁjiﬁi o (Investigational vaccine) : Subject 165U PVRV of SIIPL IM

ﬂ&j;ﬁi o (Investigational vaccine) : Subject la5U PVRV of SIIPL ID
: Subject 1A5U Verorab® IM (Phase | study) #3®

Rabipur® IM (Phase II/1ll Studly)

naudl m (Reference vaccine)

®.e Phase | study

Study title : A Randomized, Open Label, Active Controlled, Phase | Clinical Study to Assess
the Safety and Immunogenicity of SIIPL’s Purified Vero Cell Rabies Vaccine (PVRV) in Healthy
Adults as a Pre-Exposure Immunization Tagdandulu Day o, of uay be NanN1SANNIE

Geometric Mean Titers (GMT) of RVNA with 95% CI (IU/ml)
Day Group I (N=17) | Group II (N=20) | Group III (N=17)

Dav 7 0.55 0.64 0.52

& (0.47. 0.64) (0.51, 0.79) (0.46. 0.60)
2.96 3.26 3.69

Day 21 (1.94, 4.52) (2.49. 427) (2.53, 5.40)
7.82 6.12 8.45

Day 42 (631,9.67) (5.06, 7.39) (6.93, 10.32)

*Group II vs. Group III: p-value 0.0198

Geometric Mean Titers 489 RVNA 138161197 5e1nausazngy lwiuil o, be way o kil
ANULANANAUBEHITEAAYNNETA TNengun b wag o lwiui <o NaNuwane1eiuegl

a1 19ada (p-value o.cox) waliinaunnasluniseddn

dyUnanIsAnen

Purified Vero Cell Rabies Vaccine 483 SIIPL ﬁ@mﬁuﬂ’ﬁ high protective immune

response 11 pre-exposure prophylaxis of rabies, regardless of whether administered IM or ID

®.o Phase II/1ll Study
Study title: A Randomized, Open Label, Active Controlled, Phase II/1ll Clinical Study

to Assess the Safety and Immunogenicity of SIIPL’s Purified Vero Cell Rabies Vaccine

(PVRV) in Patients with Potential Rabies Exposure Nan15Ane1#ail
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sUMNLkand Study design ¥4 Phase II/1ll study @

Figure 1: Overall Study Design:

Screening & Enroiment
of eligible subjects

Subjects: Healthy individuals > 5 years who had a
potential WHO Category Il or Category Ill rabies
exposure.

IM: Four 1Iml doses on days 0, 3, 7, 14, and 28
ID: Two 0.1 mLdoses on days 0, 3, 7, and 28 (2-2-2-0-2).

Patients with the Category IIl exposures also received
Berirab HRIG (20 1U/kg) on day 0.

GowlA ) [ GroupllA Grow A
PVRVOISIL | | PVRVOfSIL | | Rabipu® M
M D (n=30)
(n=30) (n=30)

Grow B GrowlB ) ( Grow IIB
PVRVofSIL | | PVRVfSIL | | Rabipu® M
M D +HRIG
+HRIG +HRIG {n=30)

(n=30) (n=30)

JUAMNUARY Geometric mean titers 484 serum RVNA dwsug{Uae Category i

Summary of GMCs of serum RVNA for Category II Subjects
Day Statistic Group IA Group IIA Group IITA
(N=27) (N=27) (N=29)
Day 0 GMC 0.25 27 0.25
Day 7 GMC 2.02 2.2 1.64
Day 14 GMC 20.57 20.99 16.01
Day 28 GMC 30.22 27.93 26.59
Day 42 GMC 27.64 25.40 2045

JUAMUARY Geometric mean titers 84 serum RVNA dwsugUae Category I

Summary of GMCs of serum RVNA for Category IIT Subjects
Group 1I1B Group II1B

Day Statistic | Group IB (N=29) (IN=31) (N=27)
Day 0 GMC 0.25 0.25 0.25
Day 7 GMC 1.35* 1.34 1.03
Day 14 |GMC 16.47 19.46 14.13
Day 28 |GMC 22.50 23.20 22.14
Day 42 |GMC 24.61 24.38 26.24

*Day 7 - Group IB Vs IIIB: p = 0.0253 (ANCOVA Mixed Model)

sUMNLARY Ratio 89 RVNA GMC #i Day o« #6738 RFFIT
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J
Primary outcome GMC ratio
SIIL PVRV IM to Rabipur® IM SIIL PVRV ID to Rabipur® IM
Category Il exposure 1.28 1.31
Day 14 (98.75% CI 0.86, 1.92) (98.75% CI 0.88, 1.95)
SIIL PVRV IM + HRIG to Rabipur® IM + HRIG SIIL PVRV ID + HRIG to Rabipur® IM + HRIG
Category lll exposure 117 1.38
(98.75% CI 0.80, 1.69) (98.75% CI 0.96, 1.98)
agunan1IsAnen

@. SIIPL PVRV IM uag SIIPL PVRV ID ﬁgﬁué’ﬂaa Category Il wag Category Il Tinan1snszAugil
serum rabies virus neutralizing antibody (RVNA) activity i Day e liieglunin (non-inferiority)
ﬂﬁjmmﬁ% Rabipur® IM

b. GMC 71 days o, @, o<, b 4% nau Uy category Il exposure Wag category Il exposure
#AL#5U SIPL PVRV IM, SIPL PVRV ID %38 Rabipur® IM lsiunnsnstusgnafitudfynisadn onviu
day &/ Ndx SIIL PVRV IM + HRIG group #u GMC &3n31 Rabipur® IM + HRIG agaiitidfityns
@0d (p=o.olo&e) LLGi"Lﬁ,qummmemqmmaﬁﬂ

o, 1@ GMC 103Ul o WU 303ATu b dose Subject a’m’liaﬂiumﬂmﬂm Seroprotectlon (anti-
rabies neutralizing antibodies >o.& IU/mL.) “VN on ﬂau BazdIAsIZAUNNIUN o, be UaE o VD3
n33nTATY Jauansin “SIPL PVRV 10u highly immunogenic vaccine Luaiwmwm IM and ID”

agUnan1sAneAU Efficacy Wag immunogenicity
Purified Vero Cell Rabies Vaccine 483 SIIPL ﬁ@mamﬁa high protective immune
response 11 pre-exposure prophylaxis of rabies, regardless of whether administered IM or ID
SIIPL PVRV IM wag SIIPL PVRV ID ﬁ'ﬂ Category Il exposure gy Category Il exposure
Tnamsnisnsdunilaisioslundn (non-inferiority) nauitlé3u Rabipur® IM Tag @ o 1 awnsa
ﬂizﬁﬂﬁﬁ@ seroprotection (anti-rabies neutralizing antibodies >o.¢ IU/ml.) 33uansi1 “SIIPL

=

PVRV 1Ju highly immunogenic vaccine Lﬁ@lﬁﬁgﬂmﬂ IM and ID”

. AuANNUaanNY (Safety)

o.e Phase | study

Study title : A Randomized, Open Label, Active Controlled, Phase | Clinical Study to Assess
the Safety and Immunogenicity of SIIPL’s Purified Vero Cell Rabies Vaccine (PVRV) in Healthy
Adults as a Pre-Exposure Immunization NanSANET

No. AEs Type of AEs Area of AEs Symptom

Local reaction bz events - Pain at injection site : erythema,

pruritus, induration, and oedema
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(=

Total
eolb& AEs

Solicited @@ AEs

Systemic reaction s

events

- Headache, arthralgia and myalgia
- Asthenia, fever, shivering, nausea

and faintness

Unsolicited & AEs

(mild in severity and

unrelated to vaccine)

- Urinary tract infection, hematuria,

anaemia, hyperbilirubinemia, and

pyuria

.o Phase II/1ll Study
Study title: A Randomized, Open Label, Active Controlled, Phase II/1ll Clinical Study

to Assess the Safety and Immunogenicity of SIIPL’s Purified Vero Cell Rabies Vaccine
(PVRV) in Patients with Potential Rabies Exposure Nan15Anu1#ail

No. AEs Type of AEs Area of AEs Symptom
Local reaction o - Pain, erythema, edema, pruritus and
events induration
Total Solicited ool AEs | Systemic reaction b - asthenia, headache, myalgia,
oo AEs events dizziness, arthralgia, faintness and

fever
- nausea, abdominal pain and

shivering

Unsolicited o&
AEs

- abdominal pain, chills, induration,
peripheral swelling, swelling,
tenderness, nasopharyngitis, upper
respiratory tract infection, wound
complication, myalgia, dizziness,
headache, cough, erythema, pruritus

and rash

ayunan1sAnedtu Safety
SIPL PVRV 18114 intramuscular %38 intradermal with or without HRIG wudgUaesl

anuUaense (safe) wagnusos (tolerable) MAuialniu WHO recommended PEP regimen lu

HUae category Il wag Il exposure oM shifiaUsvasAneinvunaalasuinduagulanad
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=

SUMNLART D1NTShINIUTEAIAAINASIY Rabivax-S vaccine

System Frequency Adverse reactions
General disorders and | Very common (> 1/10) Fever, asthenia, pain,
administration site induration. ervthema. ocdema,
conditions pruritus.

Common  (=1/100. < | Shivering.

1/10)
Nervous system | Very common (> 1/10) Headache. dizziness. faintness.
disorders
Musculoskeletal and | Verv common (= 1/10) Arthralgia. myvaleia.
connective tissuc
disorders
CGastrointestinal Very common (> 1/10) Abdominal pain.

disorders Common (=1/100, < | Nausea.

L1y

NaN15UsTIY

NnuAfTemasuedinmiunmsiesgiifinduauiunuasdermunvedine /ondy
WU NRUUIEYINT N1T1TLMB5UAZTEN15IA outcome Tun13finw Phase | wag Phase I/l im3y
bALNZ AL LLGiWUUi%ﬁWﬁiyﬁ@ SLYLLIAILATNISARANNATDINITANEY “A Randomized, Open Label,
Active Controlled, Phase II/1ll Clinical Study to Assess the Safety and Immunogenicity of SIIPL’s
Purified Vero Cell Rabies Vaccine (PVRV) in Patients with Potential Rabies Exposure” Faidu
%’aaﬁaé’mﬂﬁﬁﬂﬁﬁmia@mmmﬁm immunogenicity iUl o, o, o, be kar o TIMTTELIAT
N3ANYT o Tu szeziiatnananlidiluluniu recommendations for inactivated rabies vaccine
for human use produced in cell substrates and embryonated eggs wo o« Fadu specific
guideline 115U Rabies vaccine 484 World Health Organization %3¢® Clinical evaluation of
rabies vaccines 1384 immunogenicity studies ‘ﬁiz‘lﬁ’] “For post-exposure prophylaxis regimens,
the following schedules for antibody testing are recommended as a minimum: days o, e <,
& Or Mo, ®o, eo, Moo’

UiEmieTua i fintandn Antibody titers measured by RFFIT on Day <l (after
administration of first dose of vaccine on Day o) were very high (> b& IU/ml) than the level
of > o.& IU/ml required to provide the seroprotection in all the study groups in both category
Il and category lll exposure participants. Since the GMTs for Rabivax-S IM and Rabivax-S ID were
comparable to Rab|pur IM group, it is very Ukety they will per5|st for very long” N‘tJi BN ]
ﬂmﬂiy%mmum%mmm LwawmimwamawuwwmmL‘W:ul,ﬁm ‘vmiuéu:ummﬁ 3¥9U antibody titer
‘1/1 day &b lada@ansadu immune correlates of protection ‘VlLLammﬂiza‘mﬁwam\‘iﬂauﬂlﬁﬂﬂam&
Tngvnsiwmesibiannsafuduissyavananisaain (clinical efficacy outcome) 11 Patients with
potential rabies exposure a¢iTRnsonluiuil mwo 6 Fardunsldsesu antibody titer 71 day <o
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iendu surrogate marker mimmmvamLLavluLwmwamvmmLﬂumaﬂ%'luLLamUivawﬁmaiuwma
é’uﬂ’awawwausummaaLﬂuiﬁﬂmul,mLLavLUuaumwmmm

91NU3TENIB¥IN1515049 “Post exposure prophylaxis for rabies with antiserum and
intradermal vaccination” gadun1snuluftsfiduiadennatailésunisigaiifindelsaiiv
qiathase wardinamsfnwmenuil fheimn eoo 38 linumsnesnudidedinas euuse
vosTaduilifanunsaan Mortality I #ie e.o IU/ml §ifsamaynanni1 dlematdesunniiazansa
ﬁWLﬁuﬂwsﬁﬂwﬂugﬂLLuuﬁlé’ nsanwianwludsznelnededodu endemic area warlésunis
ANNNLLINTENT Lancet

FeiuAddndngrunaivinisiiiunesnisanamndswesdeyansinuniidiliifivme Ao
vl ESusyamitadnfariiadu Rabivax-S lavnggunsnanifinnuusdlsidesndn e 1U/ml
ndszmalneuariedaiunsiusessunsndn (ot release) INNTUINGIMAATNITUNNESULAAZ T
1% Inactivated rabies virus (Pitman-Moore Strain mbec) lilagn1 o.o IU/ml wagadunis
ammmmmﬂaa@ﬁﬂiumﬂ%sﬂ@aammmmmﬂﬁﬁwiumﬁLL‘U‘U intensified /stimulated reporting
WiaummmumimmLwammmmimmummmmu (immunogenicity) Tugffil#3u Rabivax-S IM
waz 1D Tngdamuduszeznailifosnit o U ndeumenunasediinaunaenssunsensuway
pndusvey  Fuanuvasasevendndne ldnunissisaueinisldusefasdfisreusade

unexpected ADR Tu clinical trial
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d9Ui b UNUIANIIAULEBY (Risk Management Plan)

HANSUTEAIULAUNTTANITAMALINUAIANUINT o NUITAVNgNFRIMNIZaY wazld
WdeyafiuanudewiuasieisuliluenasiiverdmsuyeainsninisunmdSeusasuda

Nan1sUseLuaann

®. 21N
aaneit U3t luTeluna $adm Saviililudwetunsidouiiuen daduaaneldlundes
53981 (Unit carbon) S5 BazBeanuINUTILNATEIL (Thai FDA booe NMAHUN m 1309 N33
aanuasenansiAusLileUsEnaunsT Uz auf3usanL ASEAN Harmonization wagiiana
winzay agUladed
281NYIVUNEBIUTIYE (UNIT CARTON) ‘I;IgﬂﬂéENUiiﬁ; monocarton Wag «o

monocartons

No. ¥ i AR AL
= Y

®  UBNIIAN / /

SR NTY / /

o Fafedfgy / /

€  ANULIIEIEIAY / /

&  JUMTHER / /

b TUNER / /

o Judueny / /

s / /

=Y

«  @A1ITNISIAUINWN / /

oo Launzidau / /
= A Yo

@6  UVDLASVIDYUDINIUDULN / /
= A Y a1

oo  WDUATNDYVDINNANANUTEINA / /

om  UDANUNLAY X /

oc  USinagfiwuni (nsdlnguinmfuuaziniious) n/a n/a

o ALABUMUUTENA / /



oo  YUINUITY

/ 3 MIelANULANNTAY

n/a linedaaniumdanusyiiy
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aa1ng1a1uly (INNER LABEL) (A wisuaannenauiatdn wudlutiu e 9151987) Wuaain

VINUAIUTTYIATU Rabivax-S VUAUTIIVINGE o dose

No.

>}

&)

Y]

P0D
FaN15A"
YordAy

[y

AULLIIFEERTY
JUNTTHER
Tudueny

aa v
35n1sleien

VUIPUITY

IS A A
/ U AIBUANMULNUTEU

n/a lidedaenumdanusyiiiy

AAULRUTEU

aane1a1ulu INNER LABEL) (@suaainenauiatan nuiliiiu e 9151910) Wuaain

napAkMUTIYEYIarate (SWI) d1sU Rabivax-S YuInussvasnat o Jadans

No.

v v

NIV

= Y
YBN1IAN

YoRwIEAY

[

AN TIFILEARY
JUNITHER
Tudueny

Anslen

VUIMNUTIY

= A A
/U BIDUANHULUUTEU

=
4

X

AINULNUTEU
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n/a Wneivestuimdenusywiu

NaN15USLLIIUENEISAIN UGN UUSEBIVY

lNasAiue Rabivax-S TsUluuteyasdmsiuussunvu (patient information leaflet)
PIL wansiasaniideyagnsies AsUiU  d@enndesiulenasiiugdmsuyaaInTnIansunng
uazHansUszduenanssuann Winatn wazadin ngldaguarszddriifisnsufiluns
1o usrsnsIveey user testing luaulny auuszna o8, Sosumensdaviienansiaiue
be@s Jaimuntoululiuounymi user testing lonansmiugUsensuildueyianiely el

wou waslasuludfy

nan1sUssLdiuang1sMiuedmuyAaINIMIINISUNNG

HanNsUsTueNanIiiueNN 8Ing wdmSuYAAINTNIINITLINIE Wuheuaniasull
ANUARAARIUNANISANYIAUAMAIN WIAATN wazadiln lngldasudeyadidynumainsmienis
wngaass ielvinisldengniesuazaumnxg
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Overall Benefit/risk assessment

NnuABemaUsziiungdouiifussunuam wirdlnuazaddinues Rabivax-S
fUsziliuliinsinanisUszfiusuiudeyanisinns agulain lseivadutudulsafifsesu
AINUTULTITTA life-threating neglected zoonotic disease garuni1sainsauAauiadulsaiiy
gt lulssmelnedmusgifusses IafuduiinisinnddgiitrausatePidlitufndeld
fedudteriulonialunindhdansinvvesireiidaiefivatetlulssmdlnsuasfinaiulads
AunUsEAnBRaLazAIUaeafeaINN1slENEn farid Fnausinsnsananuidssesdoya
Msfnfidlsiiiome fe Mmusliffueyanaindndnsiasiindu Rabivax-S lamefunsnanid
ANULsIlideundn o.o IU/ml sl semalnenasfadlasunissusessunisndn (Lot release) 310
nsuAngmaninIskmeusiazsuliidl Inactivated rabies virus (Pitman-Moore Strain mbow) Liitiag
A1 .o 1U/ml Suduinasnisananudssluyaeideyannuusseinisdnindufivgivtig
Aavidsfiegnasnin vadaenadosiuuuimiasufolsefivatdad T vees vosnsunuauln
w¥ouisniunsmumasnsinnuasasafeaulsenadiinnuanen TIN50 M WALEN
Sewdninasinisinnuauuasndondndarismudnunzaandss Tngfeadanueulaon e
Tunasldenlns@nniueinsllisUsz@asAlLuy intensified /stimulated reporting 5189118
mﬁﬂw%ﬁaammmmiLﬁmzﬁugﬁﬁuﬁ’u (immunogenicity) 114!;3‘171'15% Rabivax-S IM tag 1D lny
fnudusvznaliiosn o U wieuimenusasodiniuauznssunsesuaze duszes

fedudofinrsavdngiusazdeyalunimaiuveaii3u Rabivax-S vaccine wuindiuselow
wileaundes Juszaniamuazaulasadeludeusld Ao “For the prevention of rabies in
children and adults. It can be used before or after exposure, as a primary immunization or as
a booster dose” wananin1suiENlFiuaun1sTan1saudssdanaindassylilu Risk
management plan mseysiangiousfusndusmuauiivey Tnefliteuly Ae

o. Mamgaomumenia (smerunaviendin) vienhenuresssiisdonridy

b. AmualiuTEnindinansusiadu Rabivax-S lamzunsuanifinuusslitesnd
o.o IU/mlundsuseinalneunaziaslaiunisiusoasunisudn (lot release) 91
nsuIneA1ansn1swnndliid Inactivated rabies virus (Pitman-Moore Strain mbec) A3
o8N el.o 1U/ml

an. AnsueuUasnsielunisldulagfnnueinislinessasduuy intensified /stimulated
reporting AUAIUD @.c.en SMP protocol fiauelu eCTD

<. suflumsfnwifiefinnunsiinsziugiiduiu (mmunogenicity) Tuglésyu Rabivax-S
M uag ID TneRnnuidussesnalaitosndt o U ndouiinenunadediinauauznssunsems
wazenduszes 1eauidanuiide e.c.m SMP protocol fiauslu eCTD

& a5IRdaulena1sMAveIdmsulsEnvu Inemsnaaeulseaninmnisiviveyavesloya
s1fuguslan (user-testing) tteUszidiunnandlatonansidveneutiluldass wazsioauna
meluliiiin ob ieundalasuluddymstunsdoumuen

o. dedoyauazdifunisauununisinnisanuidssivienldiaus Tu eCTD aude
®.c.o Risk Management System Imﬁagﬂmmaﬂmmuu
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LONE15D1999

o &0 duniIed Ssened A des. LeUfiRlunisguasnwgtiengndniin wasnstesiu
l3Afiwgiutn Mammal bite and Rabies Prevention pdtindesfulsafivatiutn aamuanind
annwalng. (M3desiulsaivgiviuaznisguasnugiisnmendiduialsafivaivii (Rabies

Prevention and Post-Exposure Rabies Treatment)):c&-o.

b, UNTINGIREUTRNR. UNAIHEUNIANNIEUTEVINU. beem(lsaivaiuyi).

on. Organization WH. Media centre rabies. WHO Media centre. boeel(Fact sheet).
€ NIENINETITUAY adR. IULazdnTUImelsarse T U na. beas - beoo.
bE&o-b&oo.

&. Supawat Chutivongse, H. W., Chalida Supich, George M. Baer, Daniel B. Fishbein
(ecwo). "Postexposure prophylaxis for rabies with antiserum and intradermal vaccination."
THE LANCET: Gelo-ce.
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uudnnisaandes (Risk Management Plan (RMP)) d$u Rabivax-S agulédail

MANUINT o
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[

Risk

Important identified risks

Management

Planned Pharmacovigilance
Actions
WAUNTIANEUNTSEN T2 I9AY
Uaanny

Planned Risk Minimization
Actions
LLNUﬂWiVT']L‘auﬂ'ﬁaﬂﬂ'ﬂ&ltﬁﬂﬂ

Injection site reactions
such as pain,erythema,
oedema, pruritus and

induration

- Routine pharmacovigilance
activities will be carried out as
stated in part Il (Routine
pharmacovigilance system at SiI)
- A Phase IV study is planned

with active surveillance of AEs

- Sections “Adverse Reactions” of
Package Insert have information on
this safety concern

- Other routine risk minimization
measures including the prescription

only status of the product

Systemic reactions

such as fever, shivering,
faintness, asthenia,
headache, dizziness,
myalgia, nausea, abdominal

pain and arthralgia.

- Routine pharmacovigilance
activities will be carried out as
stated in part Il (Routine
pharmacovigilance system at SlI)
- A Phase IV study is planned

with active surveillance of AEs

- Section “Adverse Reactions” of
Package Insert have information
on this safety concern

- Other routine risk minimization
measures including the
prescription only status of the

product

Important potential risks

Anaphylactic reactions
including allergic or

hypersensitivity reactions

- Routine pharmacovigilance
activities will be carried out as
stated in part Il (Routine
pharmacovigilance system at SlI)
- A Phase IV study is planned

with active surveillance of AEs

- Section “Adverse Reactions”,
“Warnings” and “Precautions” of
Package Insert have information on
this safety concern

- Other routine risk minimization
measures including the prescription

only status of the product




Medication Errors

- Routine pharmacovigilance
activities will be carried out as
stated in part Ill (Routine
pharmacovigilance system at Sll)
- A Phase IV study is planned

with active surveillance of AEs
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- Section “Warnings”,“Precautions”
and “Dosage and Administration”
of Package Insert has information
on this safety concern

- Other routine risk minimization
measures including the prescription

only status of the product

Missing information

Use in
Immunocompromised

population

- Routine pharmacovigilance
activities will be carried out as
stated in part Il (Routine

pharmacovigilance system at SlI)

- Section “Contraindication” of
Package Insert has information on
this safety concern

- Other routine risk minimization
measures including the prescription

only status of the product

Use in HIV positive
individuals

- Routine pharmacovigilance
activities will be carried out as
stated in part Il (Routine

pharmacovigilance system at SlI)

- Other routine risk minimization
measures including the prescription

only status of the product

Use in pregnancy and
lactation

- Routine pharmacovigilance
activities will be carried out as
stated in part Il (Routine

pharmacovigilance system at SlI)

- Section “Pregnancy and
Lactation” of Package Insert has
information on this safety concern
- Other routine risk minimization
measures including the prescription

only status of the product




V.3

Summary table of risk minimization measures
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Safety concern

Routine risk minimisation

Measures

Additional

minimisation measures

risk

Important Identified Rusk: | Sections “Adverse Reactions” of | Not applicable
Injection site reactions such | Package Insert have information
as pam, erythema, oedema, | on this safety concern.
pruritus and induration. Other routine risk mimmisation
measures mcluding the
prescription only status of the
product.
Important Identified Rusk: | Section “Adverse Reactions™ of | Not applicable
Systemic reactions such as | Package Insert have mformation
fever, shivering, faintness, | on this safety concern.
asthenia, headache. Other routine risk mimmisation
dizziness, myalgia, nausea, — including the
abdominal pam and prescription only status of the
arthralgia. product.
Important Potential rnisk: | Section “Adverse Reactions”, | Not applicable
Anaphylactic reactions | “Warnings™” and “Precautions™ of
including allergic or | Package Insert have mformation
hypersensitivity reactions. on this safety concern.
Other routmne risk minimisation
measures mcluding the
prescription only status of the
product.
Important Potential Rask: | Section “Warnings”, | Not applicable

Medication Errors.

“Precautions” and “Dosage and

Adminmistration™ of Package Insert
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Safety concern

Routine risk minimisation

INneasures

Additional

minimisation measures

risk

has information on this safety

COoncern.

Other routine risk minimisation

measures meluding the

prescription only status of the

product.
Missing information: Use in | Section “Contraindication” of | Not applicable
Immunocompromised Package Insert has information on
population. this safety concern.

Other routmne risk muinimisation

measures mcluding the

prescription only status of the

product.
Missing information: Use in | Other routme risk minimisation | Not applicable
HIV positive individuals. measures mecluding the

prescription only status of the

product.
Missing information: Use in | Section “Pregnancy and | Not applicable

pregnancy and lactation.

Lactation™ of Package Insert has

information on  this

safety

COoncern.

Other routine risk minimisation

measures meluding the
prescription only status of the

product.
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1 dose - 1 ml
Rabies Vaccine Inactivated (fFreeze Dried)

Each dose of 1 ml contains : RABIVAX'S

Inactivated Rabies Virus (Pitman-Moore Strain 3218-

VERO adapted and grown on vero cells, inactivated by using
B - propiolactone) not less than 2.5 IU

Reconstitute with 1 ml Sterile Water for Injections.

Dose: 1 ml by inframuscular injection or 0.1 ml by intradermal injection.
Use immediately after reconstitution. Store between 2° and 8°C.
Read the package leaflet carefully before use.

ARAIN

LIAUANALAY

TS mzgnmNe g

Keep out of reach of children. Reg—Ne: samin( g N
Manufactured by : MFG. LIC. NO. : 10 2 oo og
SERUM INSTITUTE OF INDIA PVT. LTD.  200XXXXX/0 8 < L sg*&
212/2, Hadapsar, Pune 411 028, INDIA (01)0BIOXXXXXXXXXX & O = Ul e

FUMNLEAS 2a1NTIALAIVTITIATY Rabivax-S YUIAUTIININGE o Lhd
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1 mi

ySTEF!ILE WATER FOR INJECTIONS

DILUENT/ DILUENTE / DILUANT / SOLVANT / SOLVENTE

RABIES VACCINE

1 ml for 1 dose NOT TO BE FROZEN
DO NOT USE IF ANY PARTICULATE MATTER IS SEEN X
Manufactured by : MFG. LIC. NO.: DD/L/458
& SERUM INSTITUTE OF INDIA PVT. LTD. >
at: Survey No. 46/1-4, Kadaiya village, Nani Daman - 396210 >o<
Reqd. Off.: 212/2,Hadapsar, Pune - 411 028, INDIA ®
3 o
23 B. NO. : =
g MFG. : oy
& EXP.: 5
P e e

FUMNLEAS aannvasaLmMUusTIngvaraedmsuIaTu Rabivax-S BUIAUTIINEARE ©
iadans




E 1dose- 1 ml

Rabies Vaccine Inactiva

RABIVAX-S

prepared on vero cells

S-XVAIEVY

3, Sentarons oy

»
1, SERUM INSTITUTE OF INCIA FVT, LTD.

- T122. Hacigier. Pl 471 008 WO

MFG. LIC. NO.: 10 vacchn Doagee
Feg No

B.No
Mg
Exp.

pas e

Rabies Vaccine Inactivated Freez bred)

RABIVAX-S |

prepared on vero cells

1 dosa -1 ml

a o, Mmoncch e 3y e
11447 8) SERUM INSTITUTE OF INDWA -
s 3

W 21202, Miackonas, Pune 411 020

Each doge cf | wd contans

Nactraatod Rabees Vieus (PRInan Mooio Sian 3218 YERD scotod
A Fowen 00 Yoo crlle. nacivised by g § - prog clacioned

ek lnss than 2.5 |

Fooonsituto with | mi Sterfe Wivler kor Ingechore

Dose | 1ol by stamusodar ingsason o 0 1 ol by sadamal njectcn
Usa immadaisly alor seconsiton

Si0r¢ Sawean 2" and 8°C

Ennet hn packnpe fandal mareb 4 faborn e Thes paet rvwlaine
Keap out of mach of chidon o ovo duomt
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RABIVAX-S

FUMNLEAS Ba1NNABIUTITIATY Rabivax-S 31U o IR Waztgwharagdmivavangingu

U @ HaBe
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W 90 x 1 dose - 1 ml combipack cartons
Rabies Vaccine Inactivated (Freez Dried)
Each dose of 1 ml contains:

Inactivaed Rabies Virus (Pitman-Moore Strain 3218-

VERO adapted and grown on vero cells, inactivated by

using [5 - propiolactone) not less than 2.5 1U

Reconstitute with 1 ml Sterile Water for Injections

Dose: 1 mi by intramuscular injection or 0.1 mi by intradermal injection.

Use immediately after reconstitution. Store between 2° and 8°C.

Read the package leaflet carefully before use. Keep out of reach of children.
Each combipack carton contains: One vaccine vial and one diluent ampoule

é;“\’ Manufactured by: MFG. LIC. NO. : 10
l &IE SERUM INSTITUTE OF INDIA PVT. LTD.

212/2, Hadapsar, Pune 411 028, INDIA )
Reg. No.:
B.No: fnl
MFG : Amma
EXP : Waow :s'u"mm.\ *»
t*furu 2002000000

a U v a . U
sUnUEAS 2anTUANEBIUTIVIATU Rabivax-S YUIAUTTINGBIAY o monocartons






