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YoWANNUN

Name of product

LOALIN (Advate®)

% o

yaiedAy

Active Substance(s)

gonlnAsn woan (Octocog alfa)

sunuUe

Pharmaceutical form

Powder and solvent for solution for injection

AIULLIY 250 1U, 500 1U, 1000 IU waz 1500 U
Strength
PAINNISUIUI8 Intravenous

Route(s) of administration

Y 19 ua = o
ﬂ@UQiﬁW‘ll@‘lluVlZL‘Uﬂu

Therapeutic indication(s)

Fausldnusngaiu SmpC

Treatment and prophylaxis of bleeding in patients with

haemophilia A (congenital factor VIl deficiency)

14 '

tauddaunusingluenaisniuerdiniulss vy

lgdmiushwazdesiunnsitonseanlugthelsadluilide 1o

msziAnanNTuIntate v lmasaudediviaiul adauaniiie

WAVSUAIVBVUNZLTEUAIS UL

AL IUNAWAVSUAIVD

1C 15089/60(NB), 1C 15090/60(NB), 1C 15091/60(NB),

1C 15092/60(NB)
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AMSUNEdYANYAlLAZANED

AE Adverse event

AUC Area under curve

CHO Chinese Hamster Ovary

EU European Union

GMP Good Manufacturing Practice

ICH International Conference on Harmonization

U International unit

IPD Individual patient data

PASS Post-authorisation safety study

PD Pharmacodynamics

Ph. Eur. European Pharmacopoeia

PICs Pharmaceutical Inspection Co-operation Scheme
PK Pharmacokinetics

PTPs Previous treated patients

PUPs Previous untreated patients

RMP Risk management plan

rDNA Recombinant DNA

rAHF recombinant Antihemophilic Factor (Recombinant)

rAHF-PFM recombinant Antihemophilic Factor Plasma/Albumin Free Method (ADVATE)

SmPC Summary product characteristic
SAE Serious adverse event

UsP United States Pharmacopoeia (USP)
VWF Von willebrand factor
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3189°UN15UTEEURUUA 1T
fastunzideusiuends ADVATE® (Octocog alfa)
iwviusvatunsideusifuen: 1C 15089/60(NB), 1C 15090/60(NB),
1C 15091/60(NB), 1C 15092/60(NB)
E-identifier: E6000030
(Manufacturing site: Baxalta Manufacturing Sarl
Route de Pierre-a-bot 111,Neuchatel , 2000 Swiss Confederation)

a93ufi 1 favnay 2560

daufi 1 umin  Part 1: Introduction

lsadeneonitedluilideilulsaniaiugnssu (Genetic x-linked recessive) fUeien1s
a0 ] <, aa o Aa A i 2 v v & & )~
Honeandievenenlu menaentin oluiziiidensentssfotudanaznaiuiile U19ATIENAl
deneantueiurzneluld vilvgthenndnsu fins vsededisnluiian lnalsadluilide 1o fin
1 (% @ @ A = 4 al A a a 1 [}
NTNNMEINTaden1Tulinveanae wiAwes VIl wazlsagluids O iinainseniesviatady
Y s = s (1)
Nsudesvendonfio unamas IX
Tud 2555 gUhegluiidslulssmalnenudssann 4,500 au 1,100 au Nawmegdeuiunis
Snwn Anludndnlaeyssana 1 deUszyng 13,000-20,000 au Tnenuitrelsadluiide o 19
o, . @)
YegnigUealuiiide U Ussanu 5 uih
. . 3 . Aa o W o a -~
Recombinant coagulation FVIII {u glycoprotein #iflanaun1sdniiesuasnsnaziilumilou
human FVIIl Tnausa post-translational modifications Aaneiiu plasma-derived molecule
activated FVIIl WU cofactor iU Factor IX viwitiniliudeu Factor X tJu activated Factor X @4
activated Factor X 1Wagu prothrombin 10w thrombin wag thrombin wWaeu fibrinogen 1Ju
L . =2 08 Ya < (3)
fibrin 39vilAARNTT clot Tu
Guideline for the management of hemophilia Y83 World Federation of Hemophilia
s2y11 M3tasiunisiiin bleeding 3nilu Gold therapy iiellasiunisvitanevesde Feeravinli
a 9/(4) a wa = a A 1 1 [ <3 [ v 1 [ A =
AiNsle - wwmansUURlseslumdsniausemelng wianssnwndu 3 seau laud n1sshwidied
9IMsIdeneanlulsIne 1UIa (treatment on demand) nssnwilosuiionnisidensen (early
treatment) wazn13snwedesiusinisidensan(prophylactic treatment) lngn1ssnwdnsu

Y 1 a’lj A 4 (5) a Y Xt S a o/ v A ~ v
AUrenguil Aon1si factor VIl nawnu WwinUaelsadluilide 1o Shuwilaenisivdeniionnde
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dmuseneuiivsznaulude clotting factor vaneiinTausia Factor VIl Lwiwuﬂzgmmiam%jaﬁa
15A (pathogen transmission) 91n¢lWden (doner) 1y HIV %50 Hepatitis virus 10usiu foundad
NSUILAENTEUIUNITARRDNIIRUGNTTU DNA technology \ieantyynisiin pathogen
transmission  KARAMI Factor VIl wuadu 3 S;u(é) laun

1. Factor VIl Juil 1 adalusiuaindailu cell culture uaziindayivluidenvesywely
funougaineifieaunsiues Factor Vil

2. Factor VIll fufl 2 afalusiuanuywdlu culture uslsidin albumin Tudunougadie

3. Factor VIll §uft 3 Usanidesvidelusiiuandn vdommudiidlusenitenisnanuay
funougatine

dwsuuszinelng wanswusilutiagiiude Factor VIl $ufl 1 uaz 2 ADVATE dailundnfasi
Factor VIII iq'uﬁ 3 fifinsWaunszUIuNSHERRIN Recombinate 1 Recombinate 14 bovine
serum albumin 191 culture medium wag human albumin \Uu stabilizer &Sy ADVATE 14l
nsldlusfurieidonandninionulunsyuiunndn wayld Trehalose 1y stabilizer v0315U 39

Jumadenuiislunissnwgtedluiibe e

dauil 2 unasuvesivansiloudniuen / Part 2: Summary of the dossier

o g o o . . . . .
2.1 Uszanarvadunziiounsuen (Type of marketing authorization application)
® Product type: guaudIgiudmunywd Ussinne1¥iingluad (new biological drug)
® Application type: Junzidsusinsuguuuidediuuiuy (stand alone application)
® Review method: UssiilusSugwuuge (abbreviated assessment) iasa1niis1gau
a v g = 13 S v oz g o @
Han1sUseiuatuinvesanamelsugatussansauanemduwdaduneausu (un-
redacted assessment report ) $3uUNTUsEYUANYRTEIMYNUTNBINITYINTLY

nsUszlunzifsusnsuedoiun 27 wgadnieu 2560
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2.2 ‘fllayjaﬁbﬂﬂ (Administrative data)

2.2.1 Wannue (Product)

YoNANN N

Name of Product: Invented name

®
LDRLIN

(ADVATE®)

o

YasdedALy

Active Substance(s)

INN: 8anlnéon Loan

Octocog alfa

AITALLIN

Strength

250 1U, 500 U, 1000 IU wag 1500 1U

n§ue1 Pharmaco-therapeutic

group ATC

Blood coagulation factors

ATC code: B0O2BD14

sukuue

Pharmaceutical form

Powder and solvent for solution for injection

PAIN1NITUIUI8

Route of administration

Intravenous

anwze

Drug Characteristics

L4818 dnvaarsazanendnanlalulid lilleynialeduy
(White to off-white lyophilized powder, clear and
colorless solvent for solution for injection, The
reconstituted solution is clear, colorless solution free

from foreign particles)

o/ I3 ¥
UsIYN N VI Type |
Packaging
YUIAUTIY* 1 naesUsznaumenn (vial) U39Ha8T Octocog alfa Tu

Package size(s)

U Type | Ussedvinazanglaun Sterile water for

injection Y1103 2 Laddns 911U 1 970
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2.2.2 wraawan (Source)

® %YauaziagvadituA1va (Name and address of the applicant for importation)
Usem vs (Ussalne) 31
@Y7 33/4 ATN/988 T 35 MeUaUNTLEULD01-04 91A15Ae U NLIBT WNTUA WIEIIU

9 AUUNTEIIM 9 LUV LURTIBVINY NIVWNNUAIUAT

o %mtazﬁagﬁlaﬂé’wﬁﬁﬂﬂﬁﬁﬁﬁlgﬂ (Name and address of the manufacturer(s) of the
dosage form)
Baxalta Manufacturing Sarl

Route de Pierre-a-bot 111,Neuchatel , 2000 Swiss Confederation

a o Y

= a v ° '

L ?I@LL@SVIE]Q‘UENE&N?IGWWI’]‘VIU']‘VILL‘U\?‘UiiQ
Baxalta Belgium Manufacturing S.A.
80 Boulevard Rene Branquart

Lessines 7860 Kingdom of Belgium

a &

® %Jouaziegvagnanniuiinvaulunisnsiaudesvivasituiinadlng

a o Y a

munszyluTouasNeguaHan v iuuussy

® FounanNsulnvaulunns Secondary packaging

eDe

a o Y a

muiszyluleuasiegvesiuaniihmiiutsuss

NANT5UTZIAU

Baxalta Manufacturing  Sarl  1uanufidnendnsasuilisueynmmaneluguuuy
biological medical products iamﬁﬂﬁ%‘umﬁmaammgmmwé’ﬂLﬂmsﬁ‘i‘%msﬁﬁiumimﬁmmmu
1M PIC/s Alvgseniulaziiona1siusesnsndniia (Certificate of GMP compliance of a

manufacturer) 3MNUSLNAAIALDSLAUA
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daufi 3 Lanmsﬁqu@mmw / Part 3: Analytical Physico-Chemical, Biological And

Microbiological Documentation

3.1 Drug substance
3.1.1 Manufacture

Y a

WWaM drug substance Ao Baxalta Manufacturing Sarl Route de Pierre-a-Bot 111

Y

[

CH-2000 Neuchatel Uszind Switzerland Sduneuniswan Factor Vill BDS il
1. Media preparation
2. Cell culture
3. Harvest collecting, filtration and dilution
4. Recovery and puirification
5. Filling, storage and transportation

Nan1sUsELEU

NSYUIUNSHAR drug substance HAuMINzay USEW Baxalta Manufacturing Sarl 1Ju

Y

AnaReNd@IAny LATUNITTUTEWMATATINADULINTTIUNITNES Hlena1snildesusewnnsgnuisnis

Tun1suasen (GMP) 9169 valid 3nUsEna @lnaswaus

3.1.2 Control of drug material

lunseuiunswaniinissey Specification for ADVATE bulk drug substance

NINTIAABUAIUYNABIVDIITNTIATIEN (Validation of analytical procedures) aanndasiu

« USP 24 <1225> Validation of Analytical Methods

« ICH Q2B, ICH Guideline on Validation of Analytical Procedures: Methodology,

Federal Register, Vol. 62, No. 96, May 19,1997; CPMP/ICH/281/95 — EMEA Dec 1996

« European Pharmacopoeia, current Edition

NanN1SUSELEU

HaUSEIUAMAINYBY ADVATE Bulk Drug Substance 31AFUNISHARTIUIU 36 JU NUIIATS

MUTDMNUANINTFIUAIET N1TATIVADUAINYNABIVBITNITIATIERIAUmMIzauLayla

AT
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3.1.3 Container closure system

ﬂ?%uzﬁI%U§iQ concentrated ADVATE bulk drug substance after purification fi®
Perfluoroalkyl Vinyl Ether Copolymer (PFA) 411aU53q 1000 ml Fauduwdin USP class VI

Usznoume 3 d@1u A
® Bottle — Fluorinated Ethylene Perfluoroalkyl Vinyl Ether Copolymer (PFA)
® Scal Plate/Cap insert — Polytetrafluoroethylene (PTFE)

® Screw-top closure — PFA
Nan15UsTIAY

HAUTEIUAMAIN container closure system faannlaunsg

3.1.4 Stability

NAABUANNAIAIUBY ADVATE bulk drug substance d1uau 5 lots  Aeld stability
protocols wosilulunin GMP uwaz ICH guidelines Tnednwiisly  recommended  uas
accelerated storage condition

Nan1sUTEIlu

mﬂmiﬂizLﬁuﬁmi‘mmaaummmamﬂwmmiﬂqﬂ%umauﬁwud’lﬁmmLmﬂzamm
1AIFIUTvun

3.2 Drug product

3.2.1 Manufacture

Baxalta Manufacturing Sarl, Neuchatel, Switzerland LﬁuamuﬁmammﬁwL%aguiusﬁ’umau
Formulation, Sterile Filtration and Sterile Filling, Lyophilization, Finishing operations &g
Baxalta Belgium Manufacturing S.A., Lessines, Belgium L‘ﬂuamuﬁwammﬁﬂL%ﬁ]gﬂiwffumau Batch

Release, Labelling, Packaging, Storage lngiiiunaunISHanAdil

1. Handling of ADVATE Bulk drug substance (Prior to Thawing)

2. Thawing of ADVATE BDS 3. Pooling of ADVATE BDS
4. Formulation of ADVATE 5. Dilution Procedure
6. pH Adjustment 7. Sterile Filtration

8. Filling and lyophilizer loading 9. Lyophilization
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10. Capping 11. Storage of lyophilized product

12. Sampling/sample distribution 13. Bulk packaging of the final drug product

14. Shipping
ﬁﬂﬁmU@u critical steps Wag Intermediate Tudumen In-process controls, sterile filtration Wag
Freeze-Drying

Nan15UsTiY

N3EUIUNINEARAZNITATUANNITHER (in process control) ianuminzanseusuld usem
Baxalta Manufacturing Sarl, Neuchatel ia¢ Baxalta Belgium Manufacturing S.A., Lessines Ju
amuﬁwémmﬁlﬁ%’uawmmﬁmm Biological medical products 195Un135UIRIIATFIUAN
VANNEIBNSTIAUNTEREIMNINASEIU PIC/S Tilneensu Tumine Biotechnology product

LazdleNANTTUTRINIHANTIA (Certificate of GMP compliance of a manufacturer) a1nUszina

Switzerland &g Belgium

Revision 003 [12/02/2561] Assessment report



wilh | 13

3.2.2 Qualitative and quantitative particulars of the constituents

M13199 1 gasdnFuen YeuazUSunaeshendrAyuwazdiuusznauluiuen

Yoaniiry/Todng” LaNE1581989* USunausianiag
(2 NadEn3)
fa8dNAsY
Octocog Alfa In-house 250,500,1000,1500 U
(rFVIIT)
dauusznau LONE1581994
A, d-Trehalos Ph. Eur.9.0, page 3823
L-histidine Ph. Eur.9.0, page 2654
Tris(hydroxymethyl) Ph. Eur.9.0, page 3851
aminomethane
Sodium Chloride Ph. Eur.9.0, page 3573
Calcium Chloride Ph. Eur.9.0, page 1912
Glutathione Ph. Eur.9.0, page 2815
(Reduced)
Polysorbate 80 Ph. Eur.9.0, page 3370
(Vegetable-derived)
Mannitol Ph. Eur.9.0, page 2978
SWFI Ph. Eur.9.0, page 3931
NaN15UsTEY

gnseinFugniiaumgaukazd U TENBUINIIATINADUANA LA IUDE 1IN AL
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3.2.3 Control of drug product

fnszuiunsmuaununInlagivum specification ¥8s ADVATE final drug product 91y
ICH Q6B e specification %uﬁ’u pharmaceutical development data, manufacturing
experience, stability data #1115 drug product specifications Usznausiig Appearance, pH,
identification, potency, purity, product-related impurities, content , particulate matter,

osmolality, bacterial endotoxin, sterility.

Nan1sUTEIu
°o & aca ¢ ! N . .
NINTFIUYIENIIFULALTDIATIZNUANUMALIZEN  WazkIU validation of analytical
procedures M4 Guidelines ICH Q2(R1) wag ICH Guidelines on validation of analytical

procedures

3.2.4 Container closure system
Container closure system for ADVATE final drug product Usznausg

® Glass vial mﬂmmﬁ'ﬁzqiu European Pharmacopoeia (Ph. Eur.) Section 3.2.1 “Glass
Containers for Pharmaceutical Use”, United States Pharmacopeia (USP) Section 660
“Containers — Glass” W Japanese Pharmacopoeia (JP) Section 7.01 “Test for Glass

Containers for Injections”

® A rubber stopper mwmﬁizﬂu Ph. Eur. Section 3.2.9 “Rubber Closures for
Containers for Aqueous Parenteral Preparations, for Powders and for Freeze-Dried
Powders” , United States Pharmacopeia (USP), Section 381 “Elastomeric Closures For
Injections” Wag Japanese Pharmacopoeia (JP) Section 7.03 “Test for Rubber Closure
for Aqueous Infusions”

® A crimp cap A combi-caps 20.25 X 7.5 Usznause crimp caps 3419 20 mm Way disk
1neild silver wag orange MNAIAU
NaN15UsTEY
1NATFIUNTULUTTEeNsUlY naUseliuganmnvurussedaduszuudn ik

acceptance criteria #13 packaging specification ImEJLﬁuvLiJmmmmgmuazaam%’ulﬁ
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3.2.5 Stability

1ANINAABUAINAIAITDY drug product lae “Final containers of twenty-two lots 89

[

ADVATE were investigated in the following long-term” A15@n®" stability mﬁu
® Study A : 24 months storage at refrigerated temperature of 5°C

® Study B : 9 months storage at room temperature of 25°C with 60% relative
humidity (RH)
® Study C: 18 months storage at refrigerated temperature of 5°C followed by
6 months storage at room temperature of 25°C/60% RH1
Nan13UIsLiu
Drug product 3 stability Fiinzaudenndony protocol, current GMP ICH guideline

[y

ey ASEAN stability guideline lnewfiaiundnsioueiionml 2-8 ssrnwadegaisaiuld 24

Wou widlowdsundndueiuiuigumgies (

Y

gl 25 esrueaided) anunsaulaliii 6

=}
bABY

agﬂwamsﬂmﬁuﬁmqmmw (Assessor’s conclusions on Quality)

HANTTIATIENTIVEBATDIT181UNANTUSEIUATUAL (un-redacted assessment report)
YaIannNeglsy suanIsheszmiudunuusuneazteiunvedine -ondeu wuiUssiiu
dfyrseteoniiad zyﬁﬁwam'aﬂszﬁ‘m%mwLLazmmﬂaamﬁ%aqmié’ﬁmﬂﬁmqmaLLaz%Lm%azga
dandnuds uazldinauslumsussguansiongivinumadnmslumsussidunsidousiiu
guiloTuil 27 wgadniou 2560 lngfiusyyuildniuin ADVATE Gufiu third-generation human
recombinant factor VIl fin1swdsy stabilizer 210 human albumin 1Ju trehalose u3Ewld
concern N13N1NAuAUYBLLUTHAU (protein aggregation) lneiin1snviun aggregation limit ag
naaeui1egly specification firvuauazseusuliviels Wesandoyadudasidonlosiudes
immunogenicity Lﬁamwaau%gawudﬁ Wiminansnaaeundeuslituadudetvastetmay

Tududuiussguiinnuiivaenedasiunanisuszdiudnaiu Jeasuledn lunmsudeyaduaunn

Ya3i5ULT ADVATE daainnitadiols
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d2uil 4 1PNaNSAUNSANEI IUNAIANAARIVSBERINAABY / Part 4: Non-clinical

documentation
4.1 Pharmacokinetic (ADME)

N13AN®YI pharmacokinetic profiles wag pharmacokinetic parameters LWUS8UABUTZWIN
Recombinate wag ADVATE 1u male Spraague-Dawley rats (studies 98008-PT-010 way 98008-

PT-031) wunldfiauusnasiusgeiitod Agnisaia

175797 2 Pharmacokinetic parameters 1U3gULfiBUsE1INe Recombinate wag ADVATE Tu male

Spraague-Dawley rats

t " Clearance rate
Test Item n AUC (U/hr/ml) MRT (hr)
(hr) (mUhr/kg)
RECOMBINATE | 17 5.90 + 1.50 1.54 +0.33 1.85 1 1.08 719X 177
ADVATE 15 6.75 + 1.65 1.55 + 0.47 2.44 £ 1.20 6331 19.0

4.2 Pharmacodynamics

In Vitro

N13ANEINAYDY ADVATE reconstituted 5 ml wag 2 ml sig factor IXa-cofactor
activity, thrombin sensitivity W8 thrombin generation in vitro HawuIMUsNIATIO SWFI lajdana
$ON13YIN1UVD ADVATE

In Vivo

N13AN®1 hemostatic efficacy WIULEUTE1INe ADVATE Wag Recombinate in
mouse model of severe hemophilia A (Studies 98008-PT-012 and 98008-PT-019) Wu11 W
ADVATE uag Recombinate significantly increased factor VIII activity in mouse plasma dle
\W3BuAU control group (inantesnda 1 1U/dL uminndn 19 1U/dY

4.3 Toxicology

Single-dose Toxicity
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nsnmaauly rats way rabbits Tagly saline control, ADVATE IV 475,1900,4750 U/

FVIII/kg WU “no treatment related effect”
Acute toxicity

lainuanuuanatalioIs Ui usEning Recombinate rAHF AU Hemofil T Taglsigvunn
£4 10000 1U/kg M4 intravenous, intraperitoneal 758 subcutaneous injection Tu rats, ferrets

ey dogs
Repeat-dose toxicity

fnsisyuiisusening Recombinate rAHF fiu Hemofil T Tu rats wag monkeys lainunns
AeYBIERInaes linuinendinane cage side observations, food consumption, body weight
changes, ophthalmic, clinical pathology, hematology, findings at urinalysis, gross necropsy

%39 histopathologic examinations WUNMSHANTUYeN activated partial thromboplastin time

'
v o aa A

pgslitdAgnsedAlolUIouBUaIN baseline SIUVIWU neutralizing anti-Factor VI

o

antibodies 14lu rats ay monkeys
Genotoxicity

f\]’mﬁi’faaga%ﬂ Recombinate rAHF @4iL@n9 negative ¢19 bacterial gene mutation assay,
Chinese hamster ovary cell chromosomal aberration assay %ﬂﬁﬁwé’ﬂgmﬁﬂwaﬂdw genetic
toxicity profile 983 rAHF-PFM uay Recombinate rAHF uana1eiu astudstennluiinsmagsu

genetic toxicity U89 rAHF-PFM

Reproductive and Developmental

Liifivoyanu animal reproductive toxicity #atuFedn rAHF-PFM aglu category C

Y

WULREeINU Recombinate rAHF

NanN15USSLU

£ ' a a

ToyamunIAaLNUeIinFue1 ADVATE Husvansnatazanaudinmandvaaumansiiieuirin

Y

sala

fundnsiount Recombinate Fudunansiasiniinsldunsuarslullagiu ADVATE @ study design @
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naaeslungudninaassnidnnufnuineusuwazietiols dn1sdamuuuiniiimingay uazliny
unexpected toxicity 31nNaNTinTiTIvganseunansUsziliuatufnvasananglsy uwae
NsUsERNAE eI IUI NI aInInTstumsussdiungiouiiSugiloTun 27 ngednieu

2560 WUIIANUTIUADAARDINUNANITUTELUT9AY
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daudl 5 NEIAIUNIIANEILUNYEE / Part 5: Clinical Study Reports

&1 ADVATE léduveTungidewidueiludoudld Ao treatment and prophylaxis of bleeding in patients with haemophilia A (congenital

factor VIl deficiency) lneideyaatiuayusiuandlunisned 3

A15197 3 NSANYIIIENIARTNGN

plasma/albumin-free
method :
pharmacokinetics (PK),
efficacy and safety in
previously treated
patients (PTPs) with

Haemophilia A

No. Study Objective Study design Intervention

1. ADVATE Clinical evaluation of | To demonstrate bioequivalence | Part 1 : double-blinded, randomized, | Part 1 : ADVATE pilot scale
Pivotal an advanced category | for rAHF-PFM and Recombinate | crossover pharmacokinetic | and Recombinate
study antihaemophilic factor | and to demonstrate efficacy | comparison of ADVATE produced at | Part 2 : ADVATE pilot scale
069901 prepared using a and safety for rAHF-PFM pilot-scale and Recombinate Part 3 : ADVATE (pilot

Part 2 : open-label, uncontrolled,
prophylactic treatment regimen for
evaluation of efficacy, safety and
immunogenicity of ADVATE (Pilot
scale) during a period of at least 75
exposure days (EDs)

Part 3 : double-blinded, randomized,

crossover pharmacokinetic

scale) and ADVATE

produced at full-scale
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comparison of ADVATE (pilot scale)

and ADVATE produced at full-scale.

ADVATE Evaluated the PK, To evaluated the PK, open-label, uncontrolled, | ADVATE in conjunction
continuous | safety,immunogenicity, | safety, immunogenicity, and prophylactic treatment regimen for | with a therapeutic
study and hemostatic hemostatic efficacy evaluation of efficacy, safety and | regimen (i.e., standard
060102 efficacy (open-label) (open-label) of ADVATE in PTPs | immunogenicity of ADVATE (Pilot | prophylaxis (25-40 IU/kg,
of ADVATE in PTPs continuing from study scale) during a period of at least 75 | 3-4 times per
continuing from study | 069901 exposure days (EDs) week),modified
069901 - 82 PTPs who completed treatment | prophylaxis (determined
on study 069901 were treated until by the investigator), or on-
the demand (determined by
licensed product was commercially the investigator).
available
ADVATE Plasma and albumin- | To assess the pharmacokinetics, | A multicentre, open-label, ADVATE at recommend
Pediatric free recombinant efficacy and safety of a plasma- | prospective cohort study of 53 dose of paediatric
study factor VIII free recombinant FVIII pediatric previously treated patients
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060101 pharmacokinetics, concentrate, ADVATE in (PTPs)
efficacy and safety in | children<6 years of age with
previously treated severe haemophilia A
pediatric patients
ADVATE Experience of ADVATE | To evaluate the A multicentre, open-label, pediatric ADVATE following 3
PUP study | rAHF-PFM in immunogenicity, efficacy and patients (<6 years) treatment regimens :
060103 previously untreated safety of ADVATE in pediatric - On-demand (OD)
patients and patients(<6 years) treatment
minimally treated - Standard prophylactic
patients with regimen (25-50 1U/kg, 3-4
Haemophilia A times/week)
-Modified prophylaxis (at
the discretion of the
treater)
ADVATE Surgical evaluation of | To evaluate the safety and A multicentre, open-label, ADVATE : Bolus injection
Surgery a recombinant factor | hemostatic efficacy of ADVATE | prospective evaluation with was given exclusively in
study VIII prepared using a administered by bolus or enrollment of 59 patients 47 procedures and Cl
069902 plasma/albumin-free | continuous infusion in Cohort of (+bolus injection) give in
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method : efficacy and
safety of ADVATE in
previously treated

patients (PTPs)

PTPs with severe to moderate
haemophilia A (=5 years),
undergoing surgical, dental or

other invasive procedures.

18 procedures

ADVATE
PASS study
: Meta-

analysis

Patient data meta-
analysis of Post-
Authorization safety
surveillance (PASS)
studies of haemophilia
A patients treated

with rAHF-PFM

To estimate the rate of
inhibitors and other AEs across
ADVATE PASS studies
(conducted in different
countries,between 2003 and
2013) by meta-analysing

individual patient data (IPD)

meta-analysing individual patient
data (IPD)

Primary outcome : de novo inhibitors
in severe PTPs with > 150 EDs
Secondary outcome : de novo
inhibitors according to prior exposure

and disease severity; other AEs; ABR
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msfinwmepdfinuusesnidu 3 du fie
1. fupuandanisndvaauaians (Clinical pharmacokinetic)

1.1 Pharmacokinetic comparison of ADVATE produced at pilot-scale and

Recombinate (Part 1 Pivotal study)

Study design : double-blinded, randomized in previously treated patients (PTPs) with

Haemophilia A

Recombinate (n=30) rAHF-PFM pilot (n=30)

Pharmacokinetic Mean Range Mean Range
ameter

AUC(048) (IUWdL) | 1515 970-2205 1533 876-2642
Cmax (IU/dL) 127 73-199 119 77-195
Adjusted recovery 2.35 1.47-3.89 240 1.54-3.88
(IU/dL per IU/kg)
Half-life (h) 11.39 7.89 - 18.12 11.98 6.74 - 24.70
MRT (h) 20.41 10.53 - 43.86 22.83 9.80 - 66.66
Vss (dL/kg) 0.59 0.35-0.91 0.60 0.33 -0.90
CL (dL/kg.h) 0.03 0.02 - 0.05 0.03 0.01 - 0.06
AUMC (IU.h*dL) 38343 10487 - 118065 52642 10527 - 283097

HANISANYINUIN ANWAENITTANDINFIAUAEAASIENING Recombinate wag ADVATE pilot &

bioequivalent fiu

1.2 Pharmacokinetic comparison of ADVATE (pilot scale) and ADVATE produced at

full-scale (Part 3 Pivotal study)

Study design : double-blinded, randomized in previously treated patients (PTPs) with

Haemophilia A

rAHF-PFM pilot (n=37) rAHF-PFM commercial (n=37)
Pharmacokinetic Mean Range Mean Range
parameter
AUC(0-48) (IU.h/dL) 1544 856 - 2216 1494 767 - 2392
Cmax (TU/dL) 129 89 - 206 123 87 - 169
Adjusted recovery 2.55 1.73-4.05 246 1.71 -3.41
(IU/dL per 1U/kg)
Half-life (h) 11.60 7.59 -15.03 11.72 8.14-17.34
MRT (h) 20.39 11.23 - 33.69 20.96 12.18 -41.04
Vss (dL/kg) 0.60 0.34-1.15 0.63 0.41 - 0.86
CL (dL/kg.h) 0.03 0.02 - 0.06 0.03 0.02 -0.06
AUMC (IU.h*dL) 38342 10004 - 92453 38573 10208 - 101434
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HANIANYINUIN ANWUENITITNOINFVIAUAIENTTZ1I18 ADVATE (pilot scale) way ADVATE

produced at full-scale 3 bioequivalent fiu

1.3 Pharmacokinetic comparison of ADVATE at onset and after at least 75 exposure

days (Part 2 Pivotal study)

Study design : double-blinded, randomized in previously treated patients (PTPs) with
Haemophilia A

Table 4: Summary of pharmacokinetic parameters with rAHF-PFM in study 060102

Parameters at onset of treatment* Parameters after at least 75
(n=13) exposure days# (n=13)

Pharmacokinetic Mean Range Mean Range
parameter
AUC(0-48) (IU.h/dL) 1313 876 - 2314 1262 831 -2731
In AUC(048)@ 7.14 6.78 - 1.75 7.09 6.72 -7.91
Cmax (IU/dL) 109 77 - 151 111 73 -151
Adjusted recovery 2.21 1.54 -3.02 2.20 1.46 - 3.06
(JU/dL per IU/kg)
Half-life (h) 11.10 8.38 - 17.96 10.89 9.24 - 13.92
MRT (h) 19.17 9.80 - 40.56 18.14 9.39 - 29.82
Vss (dL/kg) 0.64 0.42 - 0.90 0.68 0.43 -0.94
CL (dL/kg.h) 0.04 0.02 - 0.06 0.04 0.01 - 0.06
AUMC (1U.h%dL) 32990 10527 - 129569 28231 10065 - 100710

* rAHF-PFM pilot in Part 1 of study 069901
# rAHF-PFM commercial in Part 1 of study 060102
@ log transformed value of AUC(0-48)

HANIIANEINUI ANwUzNITHWeSINdvaaumanT2wIe ADVATE 7 onset Wag after 75 expose

days 31 bioequivalent fiu

1.4 Pharmacokinetic comparison of ADVATE between pediatrics and adult (ADVATE

Pediatric study and pivotal study)

Per protocol Mean £ SD

Pediatric Study

Age<6 years n=47

AUC 0-48hr lu*h/dL 1236 *+ 401 1534 + 436
Adjusted in vivo recovery, |U/dL per IU/k 1.90 £ 0.43 24105
Half-life,h 9.88 +1.89 12.0£4.3
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nan1sAnulugUaefinenesindt 6 vau wudn AUC wae half-life sndndlefieuriudling

HaagUNsAnwmeAdinduamauTRmMundyaaurans

AasanUAnIundyIaumansves ADVATE § pharmacokinetic parameter Wiguiinfiu
Recombinate dnwagynunduaauranives ADVATE 71 onset fiu after at least 75 exposure
days wuilsifmnuuandety fiflesnguitnedinergingt 6 Uil pharmacokinetic parameter
uaneinely Taemudn 3 AUC uag half-life shndndlewfisuiunguginering Sadumeama Tuns

wuzihlildenluvuefigauazldiningvglunguiiiedndinit 6 U

2. fnuuszanswa (Clinical efficacy)

finsAnumanatinfiatuayunisld ADVATE w3 octocog alfa wielddmsusnwuay
Josiunnzidensenludtiedluiide 1o nndzuiawilamesiaitin (treatment and prophylaxis
of bleeding in patients with haemophilia A (congenital factor VIIl deficiency)) Inanadns
(outcome) AN Az daUldve AR S uTAe

'
6 a2 A

O Leshwinnzaeneen (treatment of bleeds) lnsnaawsNfAny1Ae haemostatic efficacy

rating KaNTSAUALBIVBIIENaIMIIAnEeneanwAzlATU octocog alfa Lﬁamuqumw
Foneeantu (nsutseeniiu Excellent/Good, Fair, No response, Unknown) wagsiuau
ﬂ%gw’e)\‘imiaﬂ octocog alfa Ium'ammﬁamaaﬂ (number of infusions to achieve
hemostasis)

& e 2

o etaiiunnziaenssn (bleeding prevention) IngnadnwsiidnwiAe Annualised Bleeding

Rate (F1unsansiinidensenvedUledluiiide 1 Tu 1 U Alasu octocog alfa tite

Jaanunisiinaenoan)

Y o

= &
Han1sAnwasUladell

2.1 §the?lld octocog alfa Liesnwin1izidenesn (treatment of bleeds) WAsaUsEaNSHAYDY

. (% 1 (% < v A
81910 haemostatic response InginnisnauauasnaniIsineeanilusziufe Excellent/Good,
Fair, No response Wagd uIuATIvedNIsan octocog alfa lunsvgadenaen (number of

infusions to achieve hemostasis)

Revision 003 [12/02/2561] Assessment report



wilh | 26

2.1.1 ms@nwlugthegUledlumibe e Nilvseifnglasunisshwiunneu (previous

treated patients (PTPs))

M13149 4 : Haemostatic response TugUeglauide Lo Nilusziamelasunsinwunneu

[y

(Previous treated patients) LLasﬁssmummeLsﬁ severe/moderately severe haemophilia A

Tneld octocog alfa Hiesnwinne bleeding

Outcome/Study Pivotal 69901 Continuous 60102 Paediatric 60101
Excellent/Good 439 (86%) 673 (80.4%) 345 (93.8%)
Fair 61 (12%) 140 (16.7%) 18 (4.9%)
No response 1(0%) 1(0.1%) 3 (1.4%)
Unknown 9 (2%) 23 (2.7%)

HansAnwnud gUiengu PTPs Waldsu octocog alfa tesnwin1ie bleeding Usyinas 80.4-

93.8% MOUAUBIMUTIY Excellent/Good

M13199 5: Number of infusion to achieve hemostasis lugthedluilide 1o MUseIRnglasunis

[y

Snwunnou (Previous treated patients) LLazﬁimummeLiﬂ severe/moderately severe

haemophilia A Ingl#f octocos alfa Liiesnwin1az bleeding

Outcome/Study Pivotal 69901 Continuous 60102 Paediatric 60101
0 infusion 0 2 (0.3%) 0
1 infusion 411 (81%) 521 (62.2%)
328 (89.1%)
2 infusions 62 (12%) 216 (25.8%)
3 infusions 15 (3%) 23 (2.7%) 21 (5.7%)
4 infusions 22 (4%) 75 (9.0%) 19 (5.2%)

HaN3AnwInUd JUlengu PTPs Uszanal 88-93% Lasu Octocog alfa 1-2 infusions aunsang

AMg bleeding 1a

2.1.2 msanwlugthegUledlumibe e nliivsziRaglasunmssnwanneu (Previous

untreated patients (PUPs)) (study 060103)
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A13°97 6 : Haemostatic response Waz Number of infusion to achieve hemostasis Iuijﬂw%

luilide 1o MhifiusetRmelasunisshwiunneu (Previous untreated patients) Lagiisyaumanu

JULII severe/moderately severe haemophilia A lagld octocog alfa leshw1n1ig bleeding

Outcome PUP study

Haemostatic efficacy rating Excellent/Good 93%
Number of infusion to achieve hemostasis |1 infusion 69%
2 infusions 21%
bleeding episodes 633

AUrengu PUPs Lilalasu octocog alfa tiiesnwn1ig bleeding Uszanas 93% navausdluyis

Excellent/Good wazaulnegld 1-2 infusions d@1311301gYANE bleeding e

ayuHalunIsWWUI HaN1sRBVANBaN1TSNYINIERABBNMIY octocog alfa TugUle
severe/moderately severe haemophilia A 913 PTPs tiag PUPs Ehush/iajagﬂusm Excellent/Good

warld 1-2 infusions anunsangn bleeding la

2.2 gtheild octocog alfa talasiunisiianiizidanean (Prophylaxis) WaAId1LIUATINITAR

[

\eneenvewiedluilidy 1o Tu 1 U (Annualised Bleeding Rate) IngiinsAnwidigatiuayusiail

2.2.1 nM3An1 “A randomized comparison of two prophylaxis regimens and a paired

comparison of on-demand and prophylaxis treatments in hemophilia A management”
2.2.1.1 WiswSeuifieu efficacy 521319 2 prophylaxis regimens
O Standard prophylaxis : 25-50 IU/kg every 48 + 6 hr

O Modified prophylaxis : 20-80 IU/kg every 72 + 6 hr (PK evaluation for each

subject)
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HaN13AN®INUI1 N5 prophylaxis WUU standard prophylaxis wazlauuuysumuanyue

pharmacokinetics v045U8 (PK-tailored) wui1 matiin ABR LiunnssiueeaditdudAgyniaadis

(p-value>0.05)

AN519t 7: Wisuileun1siin ABR s21d19nsTi Standard prophylaxis Wy PK-tailored

Standard prophylaxis PK-tailored P-value

N 32 34
Mean ABR (+SD) 16+1.2 19+11 0.2588
1.0 (3.5) 2.0 (6.9) 0.1467

2.2.1.2 diawSouidiou efficacy 984 treat on demand WgUiu prophylaxis regimen

NANISANYINUIN

A 1404
1201
100 -

80

ABR

60 -
1 .
40 - .....

20 A

0..

Mean

.
-
....
-
-
1

On-demand

Standard
prophylaxis

NM5LALUL standard prophylaxis fnaan
A15LAA ABR  (reduction  annualized
bleeding rate) 1INAIINITIALUU on-

demand

2.2.2 ms@nwlugthedluilide 1o MuseiRmelasunisinuiunneu (Previous treated treatment)

LLazﬁﬁzﬁUﬂaﬂuguLLsa severe/moderately severe haemophilia A Tngld Octocog alfa etesiu

nMg bleeding (lun15@nw Trial-60102 wag Trial-60101)

Revision 003 [12/02/2561] Assessment report



wilh | 29

M13197 8 : Annualised Bleeding Rate lugtledluilide o Nilvseifnelasunisshwiunneu

(Previous treated treatment) wazdlse ”Uﬂ37u§uLL3\1 severe/moderately severe haemophilia A

Historical Systematic review AER in

Qutcome/Study Continuous 60102 (mean) Paediatric 60101(median)
Haemophilia A (FVIIl < 2%) **
Annualized Bleeding Rate Standard Prophylaxis 6 (0-44) 4(0-27.1)
Modified Prophylaxis 4.9(0-52.7) 4,35 (0-37.7) 6.4
Treat on demand 185 (2.3-52.2) 24.35 (8.963.2) 2

**Reference number in Swedish Gouncil on Health Technology assessment report, chapter 3.1.1

Imgle Octocog alfa etestune bleeding

agUna wuingthedluilae 1o AsyiRngldFunssnwinneu (previous treated
treatment) LLazﬁizﬁummquLm severe/moderately severe haemophilia A (Factor VIII level <
2%) I@&Jﬁ"alﬂﬁﬂaSﬂﬁjuﬁﬁmwmﬁmmmﬂﬁm spontaneous bleeding Wiai3euiiiau ABR wuin
ﬂ@jmmﬁ prophylaxis (standard prophylaxis waz modified prophylaxis) 49 ABR 4-6 afasiod) 3
ﬁaﬂﬂﬂ’mﬁjmﬁiﬁl,wu treat on demand 1fin ABR 18.5-24.35 aSasiad 97 systematic review
FIUTIUNSAN®INSLAA annualized bleeding rate Tupﬁﬂw haemophilia A (FVIII activity < 2%)
Wud']mjmﬁiﬁ orophylaxis \inaas 6.4 Adssed Iummgﬁmjmﬁiﬁuw treat on demand LAn ABR
22 aduied
HaasUn1sAneIeRdlinauUsEaNSHE

el octocog alfa lugUredluilidee ansadesiunisiiia bleeding lneiinidenasn
Ustanad 4.9-6 Aswviadine 1 A sio 1 U SsunAduaenguiiilenaniania spontaneous bleeding
Fofueniisadiusyavnatietosiunsin bleeding 1§ uazanmsinunsinvnnezdensenly
AUredluTEeLe wud1 nsnevauewethudlngjegluseiu Excellent/Good Ussna 80.4-
93.8% wazld octocog alfa 1-2 infusions @1130%en bleeding 161 Fauanai1 octocog alfa @1unse

AIUANNSAnEanoeNnlaf

Revision 003 [12/02/2561] Assessment report




wih | 30

3. aruAnulasndie (Clinical safety)

PMNNTNBNUNARETAIUs LA asILUA (Factor VIl inhibitor development) Tu
“ADVATE PASS study : Meta-analysis” wui1 §Uqe PTPs wUN1S3189IUNSHIATINIU 1 AW 970
favun 669 A Tuvaudl “ADVATE PUP study” Ssaunmsiinansiusiounamesuuslugig
PUPs wasanleisuenagnados 1 1u $1uau 16 Au 90 55 Ay Anlu 29.1% dwsudayasinishl

faUsgasdannsAnwinieaaiin agulanemisill
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A15199 9: a5 hiNsUsTasAnnUlY clinical trials

Table 2 Frequency of adverse drug reactions (ADRs) in clinical trials and from spontaneous reports
MedDRA Standard System Organ Class Adverse reaction Frequency’
Vomiting Uncommon
Skin and subcutaneous tissue disorders Prurifus Unconmon
Rash Uncommon
Hyperhidrosis Uncommon
Urticaria Uncommon
General disorders and adminisiration site Pyrexia Common
conditions Peripheral oedema Uncommon
Chest pain Uncommon
Chest discomfort Uncommon
Chills Uncommon
Feeling abnormal Uncommon
Vessel puncture site haematoma Uncommon
Fatizue Not known
Injection sife reaction Not known
Malaise Not known
Investigations Monocyte Count increased Uncommon
Coagulation factor VIII level decreased” Uncommon
Haematocnt decreased Uncommon
Laboratory test abnormal Uncommon
Injury, poisoning and procedural Post procedural conmplication Uncommon
complications Post procedural haemorrhage Uncommon
Procedural sife reaction Uncommon
Table 2 Frequency of adverse drug reactions (ADRs) in clinical trials and from spontaneous reports
MedDEA Standard System Organ Class Adverse reaction Frequency’
Infections and infestations Influenza Uncommon
Laryngitis Unconmion
Blood and lymphatic system disorders Factor VI inhibition® Common
Lymphangitis Uncommon
Imnmne system disorders Anaphvlactic reaction Not known
Hypersensitivity* Not known
Nervous system disorders Headache Common
Dizziness Uncommon
Memory impairment Uncommon
Syncope Uncommon
Tremor Uncommon
Migraine Uncommon
Dysgeusia Uncommon
Eve disorders Evye inflammation Uncommon
Cardiac disorders Palpitations Uncommon
Vascular disorders Haematoma Uncommon
Hot flush Unconmion
Pallor Uncommon
Respiratory, thoracic and mediastinal Dyspnoea Uncommon
disorders
(Gastrointestinal disorders Diarrhoea Uncommon
Abdominal pain upper Uncommon
Nausea Uncomon
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1%

nndeyatiaiunuin wmnsallifislszasdfiAnduaunsaseusuld 1l unexpected
pattern vpamansailiifisUszasd daunatnafesfinutes (common) fie pyrexia headache  uay
Factor VIl inhibitor #311551897uA"54AA Factor VIl inhibitor wuns51891unnsiin 1 Al
PTPs Tuvaiziigine PUPs fissnumsiiavdsannlduenetnatos 1 1fu Andu 29.1%

nansUszdussnanaenedeiusisunansUszlivatunuvasannmelsy 1ng octocog
alfa fimuvasnsdelunisld lainwu unexpected adverse event avudasasielunnuazglngll

wANFaiY uimsseiinseiauarAinaun1siin Factor VIl inhibitor Tugtae PUPs

Nan15USELAU

HaasUauUsEANSHaLazAuUasaienud lagunigUlglundy severe/moderately
severe haemophilia A 9zfinudsssionisiin spontaneous bleeding wazdeya systematic
review fi57UTINANSANINISAR annualized bleeding rate ’Lué’ﬂw Haemophilia A (FVIII
activity < 29%) wuiAniade 6.4 aduiol octocog alfa aunsnmuauMILAn bleeding 1# Tnednm
maindeneeniads 4.9-6 alwied uenaniedsdusyAvinalumsinunnnsdensentugied
luilide 1o lnensnevausswesUlsdiulnajeglusesiu Excellent/Good wazn153nenduau 1-2
adsanunsongaonndensenuasitasld Tusumnulasafstagiiu wusesunisia Factor Vil
inhibitor Tugtheng PTPs 1 518 wazgUhengy PUPs Aailu 29.1% dewvnauTdlafiuaunisinnis
sananiludinved risk management plan (RMP) Tngdnagluusginm Important identified risks

UaNINLOANUDINTIINIUTEAIADUY D819TU  pyrexia Way headache

INMTAATIERTIVEOATRYATAULAE I8 URANTUTEuRTUgavasaEmn Mgl sUlagNs
Uszgumaizgidoimgyiivinvmannslumsussiiiunsideusivedlotudl 27 nqedniou 2560
aguléin 81 Octocog alfa SifeyanisAnwmsaddn Tunguuseansiiaenndesiudovdduayil
foyaiifivmelunisaduayliideldindssavsnanudovddfivetunsdou Ao “Treatment and

prophylaxis of bleeding in patients with haemophilia A (congenital factor VIII deficiency)”
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HANTUTHIUMNENNTIANITAUELINUAIANLINT 1 nundianugneeamaneay wagla

wideyafidupnudsmnunisedisiuliuenansiiveiamiuyprainsnanisunmdiseusesndy

Nan1sUseIluaan

1. aainen

= a o s o w LY [ o £ = o v v & !
WAANNYIN VTN ‘lsiﬁ (UigLVlﬂvL‘VIEJ) 7100 a@ml’ﬂummamumwaumsum Iadunaneld

Tundosus5981 (UNIT CARTON) Sl518aziBenmuinausisnmsgu (Thai FDA 2009 7AWIN 3 389

n1sdnviaaInlazienalsnivgieUsznauNsTUNzIDsUAN U811 ASEAN Harmonization wag

fanuanza agulan

28MN81UUNEBIUTIIET (UNIT CARTON)

No. 978
1 IBN1SAn
2 gunuy

o

3 Yeswdny

4 AULSIAIYIED

5 JUNSHER
6 JUNER
7 Judueny

8  35nslvien

9  anmznisiAusny

=]

10 LIngluyy

a !

11 Youasyogvan

Y

12 YouaziegvednanmiaUsing

13 9AUNLAY

14 YSnaeniiuugi (nsdinguisnduiazinfeus)

15  Anfaun1uUsene

16 TUINUIIY

1 anumuizay
v v
v v
v v
v v
v v
v v
v v
v v
v v
v v
v v
v v
v v
n/a n/a
v v
v v
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4 JUMSNER v
5 Yudueny v v
6  Tenshien X v
7 UUIAUI v v

\/ e |
U NIDUANULKRUTEN
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Overall Benefit/risk assessment

MnMsUsziiulaeUssdiungly asuidndiuen ADVATE vwin 250 1U, 500 1U, 1000 IU
waz 1500 1U dousldfe “Treatment and prophylaxis of bleeding in patients with haemophilia
A (congenital factor VIl deficiency)” fUselewiniionnudes lngdaseinasin annualised
bleeding rate WAz haemostatic response adanpdasfudausldfinisuisviuaue ufivnns
Uszgunnziidormngiivinumanmslunsussiiunsidewsifuonileiui 27 waadneu 2560
Tnamsussiuluiirmadendu egslsfinumsldondafeseglunguasesunndfidoansy uas
Fosdinsiihse TaRnnuennslifislszasdiiddnyde Factor Vill inhibitor Ingtamznguiiae
previous untreated patient haemophilia A warenislifislszasadus Famauselatuauns
i’]’mmimmL?%méﬁ’qnéw?ﬁszqiﬁu Risk management plan Han15UselliudInaaanndesiuNanis

[ o v =)

WATRTIVEEATRINTIIBURaNIsUSEliuatudNTesannmelsUseydn ldnwudssinuddgynie

o

TofiviadAyninanenunn Ussdvinatazanuvasasdeveenlaiinsiivnnauasiuaslaya

WL RLLLED

=

JemsoydAnzidowiniue Wueimupuiey auuszniansznsae 9o 3 eunulagiu
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Risk

Important identified risks

Management

Planned Pharmacovigilance

Actions

[

LEUNNSALTUNSENSE T9ANY

Janany

Planned Risk Minimization

Actions

LHUNNTANLUNITANAINY

o
51N

Inhibitor Formation

Routine Pharmacovisilance

Activities

- Inhibitor Formation Form is
specific adverse event follow-up

forms

Additional Pharmacovigilance

Semiannual summary inhibitor
report Post Authorization Safety
Studies: Participation in The
European Haemophilia Safety
Surveillance (EUHASS) 060902
AHEAD-Study: ADVATE (Octocog
alfa) Hemophilia A Outcome
Database 061001 ADVATE
Hemophilia A Outcome

Database (AHEAD)

Section 4.4 of the SmPC

(Special warnings and

precautions for use)

“The formation of
neutralizing antibodies
(inhibitors) against the
factor VIl is known
complication in
management of individuals

with haemophili A....”

Section 4.8 of the SmPC

“Patients with haemophilia
A may develop neutralizing
antibodies (inhibitors) to

factor VIII. .....7
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Hypersensitivity

Routine Pharmacovigilance
Activities Pharmacovigilance

Hypersensitivity

- Questionnaire is specific

adverse event follow-up forms
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Section 4.3 of the SmPC

(Contraindications)

“Hypersensitivity to the
active substance or to
any of the excipients
listed in section 6.1 or to
mouse or hamster

proteins.”

Section 4.4 of the SmPC

“Allergic-type

hypersensitivity reactions,
including anaphylaxis,
have been reported with
ADVATE.

The  product

contains traces of mouse

»

and hamster proteins.....

Important potential risks

Lack of Effect

Routine Pharmacovigilance

Activities

- Lack of effect form is specific

adverse event follow-up forms

Section 4.4 of the SmPC

(Special warnings and

precautions for use)

“The formation of
neutralising antibodies
(inhibitors) against factor VI

is a known complication in
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the management of
individuals with haemophilia

A..”

Risk of medication error due

to new presentation

Routine Pharmacovigilance

Activities

None

Missing information

Risk of misapplication of

ADVATE

Routine Pharmacovigilance

Activities

Section 4.4 of the SmPC

(Special warnings and

precautions for use)

“For ADVATE reconstituted
with 2 mL sterilised water
for injections,
misapplication (intra-
arterially or paravenously)
may lead to mild, short
term injection site
reactions, such as bruising

and erythema.”

Revision 003 [12/02/2561] Assessment report




wil | 42

PART VI: SUMMARY OF ACTIVITIES IN THE RMP BY MEDICINAL

PRODUCT

VL1 Elements for Summary Tables in the EPAR
VI 1.1 Summary Table of Safety Concerns

Summary of Safety Concerns

Important identified risks Inhibitor formation
Hyvpersensitivity
Important potential risks Lack of effect

Risk of medication error due to new presentation

Important missing information

Risk of misapplication of ADVATE

VI 1.2 Tablz af On-Gaing and Planned Additional Pharmacovigilance

Studies/Activities in the Pharmacovigilance Plan

Protocel No. Study Title Milestones/ Milestones/ Study Status
Exposure Calendar
060902 AHEAD-Study: | -First Subject Q272011 Ongoing
ADVATE Enrolled
(Octocog alfa) P
Hemophilia A . Q42015
-Last Subject In
COutcome _
Database Q42017
-Last Subject Out
Q4/2019
-Completion of
Final Eeport
061001 ADVATE -First Subject Q22011 Ongoing
Hemophilia An Enrolled
Outcome
?atabisf}} -Last SubjectIn | Q2/2017
-Last Subject Out | Q1/2021
-Completion of Q3/2018

Final Eeport

V11.3 Summary of Post Authorization Efficacy Development Plan

Not applicable.
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VI 1.4 Summary Table of Risk Minimization Measures

Safety Concern

Rountine Risk Minimization Activities

Additional
Minimization
Activities

Inhibitor

Formation

Section 4.4 of the SmPC:

“The formation of neutralising antibodies
(inhibitors) against factor VIII iz a known
complication in the management of
individuals with haemophilia A These
inhibitors are usually IgG immunoglobulins
directed against the factor VIII procoagulant
activity, which are quantified in Bethesda
Units (BU) per ml of plasma using the
modified assay. In patients who develop
inhibitors to factor VIIL the condition may
manifest itself as an insufficient clinical
response. In such cases, it 1s recommended
that a specialised haemophilia centre be
contacted. The nisk of developing inhibitors
1s correlated to the extent of exposure to
factor VIII, the risk being highest within the
first 20 exposure days, and to other genetic
and environmental factors. Rarely, inhibitors
may develop after the first 100 exposure
days.

Caszes of recurrent inhibitor (low titer) have
been observed after switching from one
factor VIII product to another 1n previously
treated patients with more than 100 exposure
days who have a history of inhibitor
development Therefore, 1t 18 recommended
to monitor all patients carefully for inhibitor
occurrence following any product switch.

In general, all patients treated with
coagulation factor VIII should be carefully
monitored for the development of inhibitors
by appropriate clinical observations and
laboratory tests. If the expected factor VIII
activity plasma levels are not attained, or 1f
bleeding 1s not controlled with an appropriate
dose_ testing for factor VIII inhibitor
presence should be performed. In patients
with high levels of inhibitor, factor VIII

substitution therapy may not be effective and

None proposed
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other therapeutic options should be
considered. The management of such
patients should be directed by physicians
with experience in the care of patients with
haemophilia and factor VIII inhibitors.™

Section 4.8 of the SmPC

“Patients with haesmophilia A may develop
neutralising antibodies (inhibitors) to factor
VIIL If such inhibitors occur, the condition
will mamfest itself as an msufficient clinical
response. In such cases,_ it is recommended
that a specialised hasmophilia centre be
contacted.”

Hypersensitivity

Section 4.3 of the SmPC

Hypersensitivity to the active substance or to
any of the excipients listed in section 6.1 or
to mouse or hamster proteins.

Section 4.4 of the SmPC

“Allergic-type hypersensitivity reactions,
including anaphwvlaxis, have been reported
with ADVATE. The product contains traces
of mouse and hamster proteins. If symptoms
of hypersensitivity occur, patients should be
advised to discontitue use of the product
immediately and contact their physician.
Patients should be informed of the early
signs of hypersensitivity reactions including
hives, generalised urticana, tightness of the
chest, wheezing, hypotension and
anaphylaxis.

In case of shock, standard medical treatment
for shock should be implemented.

Dhue to the decrease in injection volume for
ADVATE reconstituted in 2 ml sterilised
water for injections, if hypersensitivity
reactions occur there is less time to react by
stopping the injection. Therefore, caution 1s
advised during mjection of ADVATE
reconstituted 1n 2 ml sterilised water for
injections, especially in children ™

None proposed
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Lack of Effect

Section 4.4 of the SmPC :

“The formation of neutralising antibodies
(inhibitors) against factor VIII 1s a known
complication in the management of
indrviduals with haemophilia A. These
inhibitors are usually IgG immunoglobulins
directed against the factor VIII procoagulant
activity, which are quantified in Bethesda
Units (BU) per ml of plasma using the
maodified assay. In patients who develop
inhibitors to factor VIII the condition may
mamifest itself as an insufficient clinical
response. In such cases,_ it is recommended
that a specialised haemophilia centre be
contacted. The nisk of developing inhibitors
15 correlated to the extent of exposure to
factor VIII, the risk being highest within the
first 20 exposure days, and to other genetic
and environmental factors. Rarely, inhibitors
may develop after the first 100 exposure
days.

Cases of recurrent inhibitor (low titre) have
been observed after switching from one
factor VIII product to another in previously
treated patients with more than 100 exposure
days who have a previous history of inhibitor
development. Therefore, 1t 15 recommended
to monitor all patients carefully for inhibitor
occurrence following any product switch.

In general_ all patients treated with
coagulation factor VIII should be carefully
monitored for the development of inhibitors
by appropriate clinical observations and
laboratory tests. If the expected factor VIII
activity plasma levels are not attained, or 1f
bleeding 1s not controlled with an appropnate
dose_ testing for factor VIII inhibitor
presence should be performed. In patients
with high levels of inhibator, factor VIII
substitution therapy may not be effective and
other therapeutic options should be
considered. The management of such
patients should be directed by physicians
with experience in the care of patients with

None proposed
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haemophilia and factor VIII inhibators.™
Section 4.8 of the SmPC

“Patients with haemophilia A may develop
neutralising antibodies (inhibitors) to factor
VIIL If such inhibitors occur, the condition
will manifest itself as an insufficient clinical
response. In such cases, it is recommended
that a specialised haemophilia centre be
contacted.”

Fisk of
medication error
due to new
presentation

Information in SmPC

None

Patients receive proper training prior to
recerving their first treatment of ADVATE
2ml for home use

Packaging for Advate was developed to
differentiate the 2 ml presentation from the 5
ml presentation so the potential for confusion
15 minimized.

Outer carton: The 2 ml presentation features
a purple background on the carton.

sWFI vial label: the 2 ml sWFI features a
label with white font on a purple
backeground, compared to dark blue print on
a white background in the 5 ml presentation.

MNone proposed

Risk of
misapplication of
ADVATE

Section 4.4 of the SmPC:

“For ADVATE reconstituted with 2 ml
sterilised water for injections, misapplication
(intra-arterially or paravenously) may lead to
mild, short term injection site reactions, such
as brising and erythema ™

None proposed
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ADVATE

Powder and
0 g alfa (; bi

Intravenous use, after reconstitution. Single u
Read the package leaflet before use.

Store in a refrigerator. Do not freeze. Can be stored at
temperature (up to 25°C) for a single pariod uptoBm

End of 6 month period, if stored at room temperature:
Us inme&me!yofwm:ihoumolraoonmm.

: e in the original package in order to
not use after the expiry date.

coa'gulanon factor Vlll)

h

ADVATE

Pammnmlomwﬂmhrhmlm
Octocog alfa (recomblnent human coaguiation factor Vi)

Contents: 1 vulwnhZSDonmoogall. 3
‘with 2 m| sterilised water for injections,
1 BAXJECT |l device.

ADVATE

Powder ana solyent for sourbon fqr injection 4.

g alfa ( coagulation factor VIll) |
‘lvnl 250|Uootooognlh approx. 125 U/
reconst 3 y
Spw@wﬂvﬂy npptoxA 000 - 10,000 IU/mg pr

Excipients: mannitol, sodium chloride, histidine, trehalose,
‘calcium ohlonde. trometamol, polysorbate 80, ghutathione

 Bangkok, Thailand

Manufactured by: Baxalta Manufacty
Route de Pierre-a-Bot 111, 2000 N
Switzerland

~ Imported by: Shire (Thailand) LTD,

gﬂmwuamna'aqm ADVATE 2u1a 250 1U
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ADVATE ETII] | ADVATE N ADVATERTHIN | sczsmsss

Store in a refrigerator. Do not freeze. Can be stored with 2 ml sterilised water for injections,
temperature (up p 1o 25°C) for & single period up to 6 m 1 BAXJECT Il device.

of 6 month period, if stored at room temperature:
immediately or within 3 hours of reconstituti

e in the original package in order to|
use u!:egr the %xp':;g date.

Pwder and sol i Pamu-nwlwewﬂmhh]wlon er an aolgem or 5
Octocog alfa (recombmam human eoaguhlion factor VIII) q alfa (r g factor VIIl)
y Imported by: Shire (Thaiand) LTD,
Intravenous use, after reconstitution. Single use on 1 vial: 500;0 ocnocog ﬂf‘. approx. 250 IU/m IBu‘:iymk.b'lYlmla;d
{Read the package lesflet before use. T Contents: 1 vial with 500 IU octocog affa, geo0 R ¢ . i
Specifig activity: approx. 4,000 - 10,000 IU/mg pro

sunmudnInaasen ADVATE vuan 500 IU
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ADVATE [y

Powder and solvent for solution for injection
Octocog alfa (recombinant human eoagulation factor Vi)

Intravenous afteneconsmubon Smgle se onl
Read the paclcage leaflet before use

Storelnarefngefator Do not freeze. Can be stored at roo Y
K’tamperature (upto 25°C)forasmgle period up to 6 months.

in the original package in order to p
il enn s

ADVATE [y

Powder and solvent for solution for injection
Octocog alfa (recombinant human coagulation factor VIl

Contents 1 vial with 1000 IU octocog alfa, 1 vie
‘with 2 ml sterilised water for injections,
1 BAXJECT Il device.

B AG
Jﬁ1_2"21 Vienna

ADVATE |

"Powder and solyent for solyfiop for injection
Octocog alfa (recombinant buman eoag factor VIII)

Imported by: Shire (Thailand) LTD,

gﬂmwuamndmm ADVATE vu1a 1000 IU
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ADVATE &

Powder and solvent for
QOctocog alfa (recombinant human ooagulalmrl factcr\ﬂll)

Intravenous use, after reconstitution. Single
Read the package leaflet before use.

Store in a refrigerator. Do not freeze. Can be stored at
temperature (up to 25°C) for a single period up to 6 months. 5

End of 6 month period, if stored at room temperature:
immediately or within 3 hours of reconstitution.

in the original package in order to protect from light.
nntuseaﬂe%mea(pwyggate_ 8 Csh

/ | LE-00-01119 E
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ADVATE [E

Nomgdh(reeonirmhrrmooag.hnnnhehr?l}

Contents: 1 vial with 1500 IU octocog alfa,
with 2 ml sterilised water for injections,
= 1 BAXJECT Il device.

Baxter AG B4
123; ienad [l
AT
Thaweanmmenia

ADVATE[

'Powder andesolvent for soluion for injection |
Octocog alfa(recombinant kuman coagulation laetor\ﬂll) [

1 vial: 1500 IU 8cfocog alfa, approx. 750
recon m.nlon
spe.,é activity: apprax. 4,000 — 10,000 IU/mg p

Emipimts: mannitol, sodium chloride, histidine, trehalose,
calcium chloride, trometamol, polysorbate 80, glutathione.
(reduced).

p out of the sight and reach of children.
cinal product subject to medical prescription.
.no.

(Shire

Manufactured by: Baxalta Manuf
Route de Pierre-a-Bot 111, 2000 N
Switzerland

Imported by: Shire (Thailand) LTD,
Bangkok, Thailand

sUnmuansnaasen ADVATE wuia 1500 1U

N\
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Ll top label / front side
Helveticalinotype-Bold
Helveticalinatype-Regular
Smallest point sized used: E
Average Text Size (Body Text):
25 | g8
73
g
top label / reverse side
N
Manufactured by :
JUnnLEAIRAINYINYT ADVATE wu1a 250 1U .
Shire (Thailand) LTD,
Bangkok, Thailand
base label / front side

position

___________________________
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Fonts used:

top label / front side
Smallest point sized used:
Average Text Size (Body Text): @
T0pt
o e 3 2 8 2
3 lenm Fhend " A o B
m .1 thowwarimerie 2 2
top label / reverse side
M g e
Eﬂﬂﬂﬂllﬁﬂﬂ%ﬁ'\ﬂ‘ﬂ')ﬂﬂ’l ADVATE 2% 500 IU Neuchatel, Switzeriand
e g
Bangkok, Thailand

base label / front side

position
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Fonts used:

Helveticalinotype-Bold
Helveticalinotype-Regular

Smallest point sized used:

Average Text Size (Body Text):
Fopt

Eﬂﬂ'lﬂllﬁﬂd%a'lﬂ‘ﬂ‘)ﬂﬂ'l ADVATE 2#¥#1% 1000 U

top label / front side

¥ “
ADVATE 1000 IU U g TE > E >
Powder for solution for i A E s = E s g
tion. Octocog alfa. IV use. =
Single use only. Read the Ao E m
p - g g
=] =
top label / reverse side
TN
Manufactured by :

Baxalla Manufacﬁlring Sarl,

Meuchatel, Switzerand

Imported by:
Shire (Thailand) LTD,
Bangkok, Thailand

base label / front side

position
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Fonts used:
Helveticalinotype-Bold
Helveticalinotype-Regular

Smallest point sized used:
40pt
Average Text Size (Body Text}:

top label / front side

Eﬂﬂ'lﬂllﬁﬂd%a'lﬂ‘ﬂ‘)ﬂﬂ'l ADVATE #1164 1500 U

o L4
ADVATE 1500 IU LA §$ % g g g
Powder for solution for i s - -
tion. Octocog alfa_ IV use. At = =
Single use only. Read the B - ™
package leaflet before use. AT @ @
Store 3-8 °C. e s g g
-no. Shire [ S

top label / reverse side

Manufactured by :

Baxalta Manufacturing Sarl,
Neuchatel, Switzeriand
Imported by:

Shire (Thailand) LTD,
Bangkok, Thailand

base label / front side

position
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Sterile water for injections
(Solvent for ADVATE)

Manufactured by Hameln pharmaceuticals
GmbH, Germany

. LE-00-01419 ¢Shire

gﬂmwuammmnmﬂ 21AINaTa18Uad ADVATE
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