Sanofi Pasteur
Vacuna antigripal tetravalente (virién fraccionado, inactivada)

antigeno de la cepa B. Por lo tanto, el método de SRID bivalente es el método de eleccion
determinacion del antigeno HA de las cepas B en las formulaciones tetravalentes.

En el futuro, para asegurar que el meétodo bivalente es capaz de detectar Ia posible disminucion del
antipeno B, se realizarén estudios forzados de degradacién pata el método cldsico y el bivalente
con las 3 nuevas combinaciones de cepas B provenientes de lotes comerciales, segin ¢l protocolo
que se presenta a contitiuacion. -

Protocolo de desradacidn:

El protocolo es similar al protocolo anterior, que se describe en la seccidn 3.2.3, la nica
diferencia es el nfimero de niveles de degradacion y el nimero de determinaciones (no se realizan
pruebas de 75 % de degradaci6n y se realiza solo una determinacion para el 100 % de
degradacion).

Las muestras de la formulacién tetravalente se prepararan mezclando los monovalentes
correspondientes a la formulacién trivalente habitual. La cepa B agregada se estudiard en 4 niveles
(mientras que la otra cepa B se mantiene intacta):

¢ Tres niveles de degradacion mediante tratamiento térmico para reducir el contenido de
antigeno HA: 25 %, 50 %y 100 % (es decir, totalmente degradado),

« Un nivel sin degradacién: 0 %.

Cabe destacar que, en el futuro, el contenido de antigeno HA en cada muestra del estudio de
degradaci6n para las cepas B se determinard mediante los métodos clasico y bivalente de SRID,
con dos pruebas independientes para cada resultado, excepto para la cepa B totalmente degradada,
para la cual se realiza una sola medicion.

En el fituro, se podrian realizar estudios de degradacion adicionales, si una nueva combinacion de
cepas B presenta un mayor nivel de reactividad cruzada que el experimentado antetiormente.

Cabe destacar finalmente que, en el futuro, paralelamente al método de SRID bivalente realizado
en el momento de la liberacién, el método clésico todavia se realizard en los tres primeros lotes de
PFAG de cada temporada, para mejorar el conocimiento sobre el fendmeno de reactividad cruzada
y la especificidad de los reactivos disponibles. El método de SRID clésico se cualificard mediante

.

14 verificacién de la linealidad y la exactitud para cada nueva cepa B o reactivos asociados.
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SANOFI PASTEUR wg

Working Seed Lot
A/California/7/z009
(NYMC X-17T9A)HIN1)

Batch: FA356399

Drug Substance
A/Callfornia/7/2008
(NYMC X-179A)(HIN1)

Batch: FA521583

Production Fiow Sheet - Batch S4457

Master Seed Lot
A/California/?/2009
(NYMC X-179A)HIN1} N
Batch: FA353744

Batch: FA492096

Batch! FA490508

Master Seed Lot Master Seed Lot Master Seed Lot

AfTexnss50/2012 B/Brishane/60/2008 B/Massachasetis/2/2012

YMC X-223A) (HIN2) (Victoris lineage) (Yamagaia linesge)

Batch: FA488262 Batch: FA338855 Batch: FA477285

Working Seed Lot Waorking Seed Lot Working Seed Lot
AfTexas/50/2012 . BiBrisbane/60/2008 B/Massachusetts/2/2012

(NYMC X-223A) (HIN2). (Victoria lineage) {Yamagata lineage}

v’
7 : _
Batch: FA413887

Drug Substaace
AfTexas/50/2012

(NYMC X-2234) (H3N2)

Batch: FA493954

Drug Substance
B/Brisbane/60/2008 . B,
(Victorin Huenge)
Batch: FA518528

Drug Substance
Massnchusetta/2/2012
(Yamagats lnedge)

Bateh: FAS25566

FINAL BULK

Batch: FDV(2329

FINAL 10T

Batch: 34457
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SANOFI g

QUALITY CONTROL CERTIFICAT
INFLUENZA VIRUS

Strain A/California/7/2009 (H1N1)pdmO09 ~ like
strain (A/California/7/2008, NYMC X-179A})

MASTER SEED LOT
Lot number: FA353744

Manufacturing date :  06.06.2009

sestde e et e sk v ek e e e de kol o

HAEMAGGLUTININ ANTIGEN IDENTIFICATION : Posltive
By Haemaggiutination inhibition test

GENERAL CONCLUSION : Conforms
Release date : 07.08.2009

Date : gﬁj /f//f

Quatlifi ed Per
//;..JW
g7

Product Quality and Disposition Department

Pare Indusiriel d’lncaeville, BP 101, 27101 Val De Reuil cedex, France ROXANA MONT IlK NE

Tél. : +33 (0)2.32.00.67.00 - Fax : +33 (0)2.32.09.87.57 - www.sanofipasteur.com BIRECTORA ‘GEQNIE A
SANGFI PASTEUR - Srige social 2, avenur Pont Pastew: 8307 Lyon, France - 8 A, au cipdal de M7 259 2438 - R G 8 Lyon B 348 405 370 - Code APE 2120 2 APCGDERNAL H .
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QUALITY CONTROL CERTIFICAT
INFLUENZA VACCINE

Strain A/California/7/2009 (H1N1)pdm09 - like
strain (A/California/7/2009, NYMC X-179A)

WORKING SEED LOT
Lot number : FA356399

‘Manufacturing date :  08,07.2009

Srdcdfedeiekdeiedek ok ek R ok kA ok ek

TEST FOR MYCOPLASMA BY MICROBIOLOGICAL : Conforms
CULTURE
By Culture method

"BACTERIAL AND FUNGAL STERILITY TEST : No microbial growth
By membrane filtration '

TEST FOR MYCOPLASMA BY EPIFLUORESCENCE : Conforms
IN CELLULAR CULTURE
By Inoculation to indicator cells and specific staining

NEURAMINIDASE ANTIGEN IDENTIFICATION : Positive

By RT-PCR

HAEMAGGLUTININ ANTIGEN IDENTIFICATION : Positive

By Haemagglutination inhibition test

INFECTIOUS TITER

By EID5S0 ' : 9 log10 EIDS0/mI

GENERAL CONCLUSION : Conforms

Release date : 05.11.2011 . /Aj

Date ; {)%‘;l 307, il

Qualified Person :

Tl Ry L:Zlﬁ__-i———*a-m*_a
§/,;?-£2:££Jﬂ141

/

" Product Quality and Disposition Department -

o

Pare Industrial &'lncanville, BP 101, 27101 Val D Reuil cedex, France
tél. : +33 (0)2,32.00.567.00 - Fax @ +33 (0)2.32.08.67.67 - www.sanofipastaur.com
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SANOFI = Y

QUALITY CONTROL CERTIFICAT
INFLUENZA VACCINE
(SPLIT VIRION, INACTIVATED)

Strain A/California/7/2009 (H1N1)pdmo09 - like
strain (A/California/7/2009, NYMC X-179A)

BULK
Lot number : FA521583

Manufacturing date : - 27.02.2014

Sedededeieiriedeiioioiedokededede e ookl

OCTOXYNOL -9 -CONTENT 1 668 ugiml
By HRPLG
HMAEMAGGLUTININ ANTIGEN IDENTIFICATION : Positive
By Magmaggiutinin Inhibition test ‘
HAEMAGGLUTININ ANTIGEN CONTENT : 234 (218 « 246) pg/m!
By SRID
RESIDUAL INFECTIOUS VIRUS : No residual Infectious virus
By Inoculation of eggs
BACTERIAL AND FUNGAL STERILITY : No microbial growth
By Membrane filtration
NEURAMINIDASE ANTIGEN IDENTIFICATION : Not performed
. By RT-PCR (performed on the first three monovalent bulk

batchas manufactured from any new
working seed lot)

NEURAMINIDASE ENZYMATIC ACTIVITY : Not.performed
By Enzymatic method ' (performed on the first three monovalent bulk

batches manufactured from any new
working seed lot)

GENERAL CONCLUSION : Conforms
Release date : 24.07.2014

Expiry date : 27.02,2016 s M

Date : df/{ay 26 . L0/¢
Qualified Person : y R —
P [ i

\

C»_ o
Prw}r@gity and Disposition Department

Parc Industriel § Inaarvite, BF 101, 27101 Val De Reull cadex. France

Tal +33(0)2320067 00 - Fax +33 {0}2 32 08 67 87 - www sanoflpasteur com ROXANA tg
SANCFI HASTEUR - Sga wicit 2 averue 2an! Padou: 80487 Lan flance - § A du saplal Ja 317 9 A0 E REGS hLywn @ HE 505 279 - Code APE 270 ¢ DIRE [ TQR '8 'I'¥
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SANOF| )

QUALITY CONTROL CERTIFICAT
INFLUENZA VIRUS

Strain A/Toxas/50/2012 (H3N2) ~ derived
strain used (NYMC X-223A)

MASTER SEED LOT
Lot number: FA488262

Manufacturing date :  28.02.2013

deedededededodk ddedede Jeok e s ik e ke ok

HAEMAGGLUTININ ANTIGEN IDENTIFICATION . Positive
By Haemagglutination inhibition test :

GENERAL CONCLUSION : Conforms
Relsase date : 04.06.2013

Date : / 47/ W/f

Quallﬂad Pefson !

A

-

Product Quality and Disposition Department

, f ) ‘_/tj e ST

Parc industriel ¢'incarville, BR 104, 27101 Val De Reuil cedex. France ROXANA
Tal. ; +33 (0)2.32.09.67.00 - Fax : +33 (0)2.32.00.67.67 - www.sanofipasteur.com BIRECTORATTEQNICA
HANGEL FASTEUR - S18ge docrml 2. averue Ponil Pasteur, 89567 Lyon, Frente < S A au copdai de 317 J99 242 € -RCS Lyon B9 505 470 Cove APE 21202 APODERADSN
SANOFI PRSIEUK S:A,







SANOF| g

QUALITY CONTROL CERTIFICAT
INFLUENZA VACCINE

Sfrain A/Texas/50/2012 (H3N2) — derived
strain used (NYMC X-223A)

WORKING SEED LOT
Lot number : FA4920_96

Manufacturing date :  14.03.2013

etk ek e fe e de oo e e e e

TEST FOR MYCOPLASMA BY MICROBIOLOGICAL : Conforms
CULTURE
By Culture method

BACTERIAL AND FUNGAL STERILITY TEST : No microbial growth
By membrane fillration '

TEST FOR MYCOPLASMA BY EPIFLUORESCENCE : Conforms
IN CELLULAR CULTURE
By Inoculation to indicator celis and specific staining

NEURAMINIDASE ANTIGEN IDENTIFICATION : Positive
By RT-PCR

HAEMAGGLUTININ ANTIGEN [DENTIFICATION : Positive
By Haemagglutination inhibition test

INFECTIOUS TITER
By EID50 110 log10 EIDSO/mI

GENERAL CONCLUSION : Conforms
Release date : 04.06.2013

" /é;; il 9.
vate: o) 30 BT

Qualified Persoﬁz '

Product Quality and Disposition Department

Pars Industriel d'ingarvillie, BF 101, 27101 Val Da Reuil cedex, France HOXANA MONTEM
Tel, : +33 (0)2.32.00.67.00 « Fax : 433 (0)2.32.00.87.87 - www.sanofipasteur.com DIMEGTOR
SINGEI FASTEUR - Bibge soclal 2. pvesue Pobt Pastil, §9347 Lyah Franse « S A v eapdal ge 317 D58 3 €. RE S Lyon B M 305370 - Coom APE FizB £ APGE
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QUALITY CONTROL CERTIFICAT
INFLUENZA VACCINE
(SPLIT VIRION, INACTIVATED)

Strain A/Texas/50/2012 (H3N2) - derived
strain used (NYMC X-223A}

BULK
Lot number : FA493954
Manufacturing date 19.04.2013

L s e L ]

OCTOXYNOL -9 -CONTENT
By HPLC :

HAEMAGGLUTININ ANTIGEN IDENTIFICATION
By Haemagglutinin inhibition test

HAEMAGGLUTININ ANTIGEN CONTENT
By SRID

RESIDUAL INFECTIOUS VIRUS
By Incculation of aggs

: BACTERIAL AND FUNGAL STERILITY
By Membrane filtration

NEURAMINIDASE ANTIGEN IDENTIFICATION
By RT-PCR

NEURAMINIDASE ENZYMATIC ACTIVITY
By Enzymatic method '

GENERAL CONCLUSION : Conforms
Releaseo date : 01.08.2014

Expiry date : 19.04.2016

: 624 pg/ml

: Positive

1 209 (204 - 214) pyg/ml

: No residual infectious virus

: No mierobial growth

i Positive
{performed on the first three monovalent bulk
batches manufaciured from any new
working seed lot)

: Prasence of heuraminidase activity
{performed on the first three monovalsnt bulk
batches manufactured from any new
working seed lot)

Date : [,/J’(é'e,f b Ki M/ 4 -‘

Qualified Persoql :

Prodyﬁfaﬁnd Disposition Department  { \

Barg indusing & Incarviie 8P 104 27101 Val De Reuil cagex. France
T +33{0)2 32006700 - Fax +33{0)2 32 09 67 67 - www sanafipasleur com

SANDH FAG B, Suge f0ud 2 avorug ol Fusles GIUG/ Lvon Taphg - 3 A ac bl de 0 UEARE RT § a8 345505 V0 Sen AR ML Mg G TOR
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SANOFI g

QUALITY CONTROL CERTIFICAT
INFLUENZA VIRUS

Strain B/Brisbane/60-2008 - like
strain (B/Brisbane/60/2008, wild type)

MASTER SEED LOT
Lot number : FA338855
Manufacturing date :  02.02.2008

A e h g kR R kS Ak

HAEMAGGLUTININ ANTIGEN IDENTIFICATION » Positive
By Haemagglutination inhibition test

GENERAL CONCLUSION : Conforms
Release date : 04.05.2009

Date : /édac ,47//%/5{

Qualified Person

-

-
”Product Quality and Disposition Department

Parc industriel d'Incarvifle, 8P 101, 27101 Val De Reuil cedex, France
Tél. : +33 (0)2.32.09.67.00 - Fax : +33 (0)2.32.00.87.87 - www.sanoflpasteur.com \ {
SANOFT PASTEUR - Sioge socinl 2. avenua Fonl Pasteur. 68387 Lyon, Francu - 3 A au capal de 117 268 248 €. RC § Lyon 8349 505 370 - Gode APE 12IF0 X AN A MOH Te [‘ ONE
CiRECTORE Tec ;
ARODERAD
SANOF! PASIEUR 5, 4,
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SANOF| s

QUALITY CONTROL CERTIFICAT
| INFLUENZA VACCINE

Strain B/Brisbane/60-2008 — like
strain (B/Brisbane/60/2008, wild type)

WORKING SEED LOT
Lot number: FA4%3887

Manufacturing date :  03.02.2011

RkAdRd AR Rik ik iRk hoiokok

TEST FOR MYCOPLASMA BY MICROBICLOGICAL : Conforms
CULTURE
By Culture method

BACTERIAL AND FUNGAL STERILITY TES‘i‘ . No microbial growth
By membrane filtration

TEST FOR MYCOPLASMA BY EPIFLUORESCENCE » Conforms
IN CELLULAR CULTURE
By inoculation to indicator ceils and spacific staining

NEURAMINIDASE ANTIGEN IDENTIFICATION : Positive
By RT-PCR

HAEMAGGLUTININ ANTIGEN IDENTIFICATION : Positive
By Haemagglutination inhikition test

INFECTIOUS TITER
By EID50 : 7 log10 EiD50/mi

GENERAL CONCLUSION : Conforms

Release date : 26.05.2011

Date : f/ég j(? /f Lol
Qualified Pm?gﬁ/ :

%ﬂuct Quality and Dispositi.on Department

Parc Industriel d'incanville, BP 104, 27 101 Val De Reuil cedex, France \
Tl . +33{0)2.32.09.67 00 - Fax : +233 (0)2.32.00.57 .67 - www.sanofipasteur.com A1l ONE
SANCELPASTEUR . S.49¢ pcta! 2. avérue Bonl Pasidui 83357 Lyal Finfct: B A aucaptalce 117209 248 €. RC & Lyoh 8 1% 505 370 - Code ABE 2100 ZROXAP‘A M T
DIRES T e TE 10 A
APODERAD
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SANOFI Y

- QUALITY CONTROL CERTIFICAT
INFLUENZA VACCINE
(SPLIT VIRION, INACTIVATED)

Strain B/Brisbane/80-2008 -~ like
strain (B/Brishane/60/2008, wild type)

BULK

Lot number

Manufacturing date

FA518528
27.01.2014

Sk itk Kk dek ededoede vk

OCTOXYNOL -9 -CONTENT
By HPLC

HAEMAGGLUTININ ANTIGEN IDENTIFICATIO
By Haemaggiutinin inhibition test

HAEMAGGLUTININ ANTIGEN CONTENT
By SRID

RESIDUAL INFECTIOUS VIRUS
By inoculation of eggs

BACTERIAL AND FUNGAL STERILITY
By Membranae filtration

NEURAMINIDASE ANTIGEN IDENTIFICATION
By RT-PCR

NEURAMINIDASE ENZYMATIC ACTIVITY
By Enzymatic method

GENERAL CONCLUSION : Conforms
Release date : 24.07.2014

- Expiry date : 27.01.2016

Pare Industriet d'lncarvitle, BP 101,
el + +33 (0)2.32.08.67.00 - Fax : +33 (0

SANOFI PASTEUR « Siige aoc1al 2, sverue Ponl Paduyr, 88367 Lyon. Frante -

: 638 pgiml

N : Positive

. 188 (178 - 198) yg/mi
: No residual infectious virus
: No microbial growth

: Not perfarmed

{parformed on the first three monovalent bulk
batches manufactured from any new

working seed lot)

: Not performed

{performed on the first three monovalent bulk
batches manufactured from any new

working seed lot)

4

, 20/%

Date : 7%& K%

Qualified Pefton :

S o

Product lity and Disposition Department

27101 Val De Reuil cedex, France

12.32.00.67.67 - www,.sanofipasieur.com
S A queapdal de F17 239 248 € -RC S Lyon B 348 505 218 . Gede AﬁEﬂ?OZROxANA MONT

ILONE
DIRECTORA TESHNIGA

APODERADA

SANOFI PASTEUR §, A







SANOFI ~  .p

QUALITY CONTROL CERTIFICAT
INFLUENZA VIRUS

Strain B/Massachusetts/2/2012

MASTER SEED LOT
Lot number : FA477285
Manufacturing date :  26.11.2012

Fofe dededede e de v dodedrdrdedededde s de i ke

HAEMAGGLUTININ ANTIGEN IDENTIFICATION : Positive
By Haemaggiutination inhibition test

GENERAL CONCLUSION : Conforms
Release date : 04.06.2013

Date : // /7 < /6

Qualif‘ed Pers

Product Quality and Disposition Depariment

Bare Industrlel d'ncarville, BP 101, 27101 Val Da Reuil cadex, France ROXAMNA )g- MILONE
Tel. . +33 (32.32.09.67.00 - Fax : +33 (0)2.32.09.67 67 - www.sanofipasteur.com DIRECTO R ¢ 1SA
BANOF! PABTEUR - Bbge socisl 2. avonue Fonl Pusteur. 53367 Lyon, Brance « § A sy capeal de 317 200 248 €. R G5 Lyon B 345 505 370 » Code APE 2120 Z APODERA D“
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SANOFI 5

QUALITY CONTROL CERTIFICAT
INFLUENZA VACCINE

Strain B/Massachusetts/2/2012

WORKING SEED LOT

Lot number ; FA480508

Manufacturing date : 28.02.2013

Ak ek kb R e e
TEST FOR MYCOPLASMA BY MICROBIOLOGICAL

CULTURE
By Culture method

: Conforms

BACTERIAL AND FUNGAL STERILITY TEST : No microbial growth

By membrane filtration

TEST FOR MYCOPLASMA BY EPIFLUORESCENCE
IN CELLULAR CULTURE
By Inoeulation to indicator colls and specifie slalning

: Conforms

NEURAMINIDASE ANTIGEN IDENTIFICATION
By RT-PCR

: Positive

HAEMAGGLUTININ ANTIGEN IDENTIFICATION

: Positive
By Haemagylutination inhibition test '

INFECTIOUS TITER
By E£1D50 110 log10 EID50/mI
GENERAL CONCLUSION : Conforms
Release date : 04.06.2013 % y ,
Date ! &zé‘/w j) / 2
Qualified Persdn !

W 2 patid -

e

Pare Industriel d'incarville, BP 101, 27101 Val De Reuil cedex, France

Tél. : +33 (0)2.32.09.57.00 - Fax : +33 {0)2.32.00.67.67 - www,sanofipasteur.com
SANQFI PASTEUR - Swqs sotal 2 avenue Pont Pasieus 39367 Lyon France  $ A gu capitl de 11T 252 245 € - RC S Lyon B 343 308 376 - Code APE 2120

_~~" Product Quality and Disposition Department

7N
\

N

ROXANA MONTEMILONE
DIREGT Wy VYed FCa
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SANOF| Y

QUALITY CONTROL CERTIFICAT
INFLUENZA VACCINE
(SPLIT VIRION, INACTIVATED)

Strain B/Massachusetts/2/2012

BULK
Lot number : FAb525568

Manufacturing date : 31.03.2014

Sedrdedededodedede e dedpde dededeeiedrie e e

OCTOXYNOL -9 -CONTENT : 819 pg/mi

By HPLC

HAEMAGGLUTININ ANTIGEN IDENTIFICATION : Positive

By Haemagglutinin inhibition test

HAEMAGGLUTININ ANTIGEN CONTENT ;188 (176 - 202) pgim

By SRID :

RESIDUAL INFECTIOUS VIRUS : No residual infectious virus
By Inoculation of eggs

BACTERIAL AND FUNGAL STERILITY ! No mieroblal growth

By Membrane filtration

NEURAMINIDASE ANTIGEN IDENTIFICATION : Positive

By RT-PCR _ {performed on the first three monovalent bulk

batches manufactured from any new
working seed lot)

NEURAMINIDASE ENZYMATIC ACTIVITY : Presence of neuraminidase activity

By Enzymatic method {performed on the first three monovalent bulk
batches manufactured from any new
working seed lot)

GENERAL CONCLUSION : Conforms
Release date : 30.07.2014

Expiry date : 31.03.201
xpiry date 016 Bate: ¢ (/ e L?‘/

Qualified Person
AT LH e{)/, r]’f../Z{,—y —
Proﬂuct‘Q’uahty and Disposition Department

Parg Industrie! d'Incavilie. BP 101, 27101 Val De Reuil cedes, France

H '|!
A N
Tel. 1 +33 (0)2.32.09.67.00 - Fex : +33 (0)2.32.09.67.87 - www,sancfipasteur.com ROXAN M\Qi\ EMILONE
SANOFI PASTRUK « Sidge sociat 2 avenue Fonl Pasteur 60357 Lvot Framte . S A au captalde 317230 286 R C S Lyon 8 H§ 505370 Sude ABE 2120 2 = RECTO R;‘ T gc"“ A
R A
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SANOFI PASTEUR &

4
F.
E | . Certificate of Analysis I
Product name : 481 ~ QIV - Split Virion Inactivated - Unidose Presentation
Batch : FDV02328
Step : Final Bulk Product
Manufacturing Date : 05/JUN/2014
Prior batch : FA483854 . Conform on 30/AUG/2013
FA518528 : Conform on 27/MAY/2014
FA521583 : Corform on 08/APR/2014
FAB25566 ; Conform on 18/JUL/2014
HNALBULKPRODUCT-HNALBULKPRODUCT
QUALITY CONTROL TESTS ACCEPTANCE CRITERIA RESULTS
Bacterial and fungal sterllity (by Na microblal growth Gonforms
membrang filtration)
Formaldehyde content (by 5 60 pg/ml. a7 ug/mL
spectrophotometry)
Poteln content (by Kjeldhal methad) S 600 pg/ml 319 pg/mL.
| OvalBirn eehtEn {5y ELISAT 2100 Ag/MmL . 10 ng/mkL
{Total pretein‘hermaggiutinin] ratlo {By &6 2
caloulation)
' Tho batch FDOV02329 was controlled accerding to the specifications descrlbed in the documant #Q_04062362/3.0
' Tﬁe results Gonform to the accaptance criteria above and apprmfad in document #Q_0402362/3.0
'mmMHmummMmMmmmmmmNmmmmmmmmmWWB
HEAD OF ARD Dominigue PETRE This is an electronic signature : 20/AUGR2014
EU
Name Signature 7 Date
Varsion number: 1 Page (i‘l

Hunof Pastewr Canpus Merigux 1541, svenue Marcel shaneus 80280 Marey Elala Franca T2l r33{0Y 37 37 01 00 Fax. #33(0)G4 37 37 48 54

. ‘ Y e
. ) . L iy sanol I gm s . s s A . :
Sanofi Pasteur Socigid anonyms au cagilal g 271 317 4408 Jiage Cperal 7 Avenus Bant 2aatels 39367 Lyon RGOS yon & 348 508 370 Oote APE HML\\ \
LONE

ROXANA MONTEM!
4 1
DIRECTORA TEENICA
APODERADA Y
SANQFI PASTEUR 8§, A,







SANOFI PASTEUR
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QUALITY CONTROL CERTIFICATE

QUADRIVALENT INFLUENZA VACCINE (Split

NAME OF THE PRODUCT Virion, Inactivated)

LOTN° 54457

PRESENTATION Syringe 1 dose 0.5 mL

DATE OF MANUFACTURE 08 July 2014

FINAL BULK N*® : FDV02329

BULKS N° : AfCalifornia/07/2009 ~ X-179A H1N1 FA521583.
AlTexas/50/2012 ~ X223A H3N2 FA493954,
B/Brisbane/60/2008 FA518528
B/Massachusetts/02/2012 FA525566

STORAGE CONDITIONS +5°C +/- 3°C = Do not freeze

CONTROLS SPECIFICATIONS RESULTS
Baoterial and fungal sterility (by No microbial growth Conforms

membrang flltration)

Appearance (by visual assassment)

pH {by potentiomaelric determination)
Extractable volume (by welghing)
Hemagglutinin identification/content
{by SRD) .

A/California/07/2009 - X-179A
{(H1N1)

AlTexas/50/2012 - X223A
(H3N2)

B/Brisbane/60/2008

B/Massachuseatts/02/2012

Endotoxins content {by LAL chromogenic
kinetic method)

Abnormal toxicity (by injsction into animals
(Ph. Eur. Protacol))

Colorless opalascent liquid | Conforms

6.8-76 7.5

0.52 mL - 0.52 mL - 0.52

At least nominal volume b~ 0.62 mL  0.51 mL

Positive identification for the
4 gtraing ,
Content :15 pg/dose (0.5 mL)
Positive

20 (17 ~ 23) ygidose
Positive

confidence limit {P=0.85) 18 (16 - 23) pg/dose
& 12 pgidose (0.5 mL) Positive

18 (17 - 19) pg/dose
Positive

17 (16 — 18) po/dose

< 100 |U/dose < 0.25 lU/dose

No sign of death or lliness
within 7 days after inoculation

Conforms

Batch released om; 08 Septembe\?\mti

T

Alice PADIEU-SEQU 1
R&D SQOQ -~ Clinical Batch Relea

Cempus Mérieux, 1541 avenue Marcel Mérieux, 89280 Marcy L'Etoile, France
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