Product Quality and Bispesilion Department

Diphtheria, tetanus, pertussis (aceliular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus ‘
influenzae type b conjugate vaccine (adsorbed) lot n° 4314 (clinical batch) 59/211
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HEPATITIS B SURFACE ANTIGEN

Lot number : AC013

Date of manufacture

: May 12% 2008

Storage temperature 1+ 5°C+3°C
Expiry date T April 2011
(shelf life used at the time of the release of the batch)

Quantity: : 3,00097 g of proteins
CONTROLS :
Appearance

Method : Visual inspectioh

Date : May 26", 2008

Resuit : Opalescent, slightly cloudy and yellowish
solution
bH

Method : Glass elecirode

Date : May 27",

Result, : 6,9 - Conforms

Protein content

Method : Lowry
Date : June 19", 2008
Result : 1,61 mg/m! - Conforms

Identification of HBsAqg

Method : ELISA

Date : August 30™,2008
Result : Positive

Method : 8DS - PAGE
Date : August 30™,2008
Result : Conforms
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Product Quality and Disposition Depariment

The vatcines division of sanoli-avears Group

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine {(adsorbed) lot n° 54314 (clinical batch) 60/211
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HBsAq Content
Method

Date
Result

Carbohydrates Content
Method

Date
Result

Lipids Content
Method

Date
Result

Purity Content
Method

Date
Result

Percentage of HBsAg free monomer
Method
Date
Result

Bacterlal and fungal sterillty

Method
Media

Temperature

Inoculum per Steritest

Volume of medium per Steritest
Test on

Test off

Result

Bacterial Endotoxins
Method

Date
Resuit
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: ELISA
: August 30",2008
: 1,2 mg/mg of total proteins ~ Conforms

: Colorimetric assay
: August 30",2008
: 34 pg/mg of total proteins — Conforms

: Colorimetric assay
: August 30™,2008
: 0,7 mg/mg of total proteins —~ Conforms

: SDS - PAGE
. August 30™,2008
197 %

1 SDS - PAGE
: August 30,2008
: Less than 3 % - Conforms

Membrane filtration
Thioglycollate | Soybean-Casein
medium Digest medium
30-35° C 20-25° C
10 ml. 10 ml
100 mi 100 mi

May 13th, 2008
May 27th, 2008
No microbial growth - Conforms

: LAL — Gel clot
: Not Available
: <1 EU/M0pg of proteins- Conforms
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Product Quality and Disposition Depariment

Diphtheria, tetanus, pertussis (acellular, component},
hepatitis B (rDNA},poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° §4314 (clinical batch) 61/211
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Product Quality and Bispasition Department The vaccines division of sanofi- tavents Groap

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (mactlvated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° S4314 (clinical batch) 821211

****i*ttt**t*******t***l****************i*!iz*********************************ttit*t*******t***************t*******************
Lad

PRODUCTION FLOW SHEET

VERO CELLS

MASTER CELL BANK : A

WORKING CELL BANKS
LS10 - 27.10.88
FA106611 (LS11) ~ 29.04.02

Virus Type 1 (Mahoney) Virus Type 2 (MEF1) Virus Type 3 (Saukett)
Master Seed Lot Master Seed Lot Master Seed Lot
1011 2011 3011
intermediate Seed Lot Intermediate Seed Lot Intermediate Seed Lot
10112 20112 30113
Working Seed Lot Working Seed Lot Working Seed Lot
FA159761 FA091251 FA109086
l I |
SINGLE HARVEST SINGLE HARVEST SINGLE HARVEST
Type 1 Type 2 Type 3
FA285883 — FA285976 FA286930 - FA287531 FA290835 - FA292974

FA296701 - FA297937 FA279494

| | |

MONOVALENT MONOVALENT MONOVALENT
Type 1 Type 2 Type 3

FA291505 FA293397 FA300586
FA304026 FA288122

| |

TRIVALENT BULK
FA331636 .

e

ROXANAMONTEMILO ME GHHHTWJDUN&“‘ UL
DIRECTORA TEGHIGA SULERRDY

SANNRNPARTRHE & & %ﬂi\lrm PASTEIG S.A.
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Product Quality and Disposition Depariment The vatcines dvision of sanofi-aventis Group p

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B {rDNA),poliomyelitis (inactivated) and Haemophllus
influenzae type b conjugate vaccine (adsorbed) lot n® 54314 (clinical batch) 637211
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POLIOMYELITIS VACCINE (INACTIVATED)

MASTER CELL BANK -VERO CELLS-

Lot Number : A .

Strain Ceil

Supplier

Reference

Received

Aventis Pasteur reference

Master Cell Bank:

Aventis Pasteur reference
Preparation date
Storage temperature

352_CC5_SPI_AE.dot /19.09.11

: Cercopithecus aethiops kidney cells.

: American Type Culture Collection
" ATCC-CCL 81 at 124" passage

1 22.05.79

: ATCC-CCL 81 VERO F1415

: Cell Bank A at 129™ passage
:21.06.79
: liguid nitrogen
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Product Quality and Dispesition Depariment The vacines division of sanofi-aveatis CGrou p

Diphtheria, tetanus, pertussis {(acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine {(adsorbed) lot n° S4314 (clinical batch) 64/211

*********i******iﬁ*i***i**t***********t*****t*t**iiiﬁ****t****i*******************ﬁt*ﬁi***i**ti*************t**************t** )
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POLIOMYELITIS VACCINE (INACTIVATED)
WORKING CELL BANK -VERO CELLS-

Lot Number : L810

Master Cell Bank

Working Cell Bank :

Aventis Pasteur reference
Preparation date

Release date

Storage temperature

352_CC5_SP[_AE.dot /18.08.11

: Cell Bank A at 129" passage

: LS10 at 137" passage .
: 27.10.98

:18.12.00

: liguid nitrogen
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Pradioet Quality and Dispesition Depariment The vactines division of sanofi-avents Grasp

Diphtheria, tetanus, pertussis (aceilular, component),
hepatitis B {rDNA},poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n® 84314 (clinical batch} 65/211
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POLIOMYELITIS VACCINE (INACTIVATED)
WORKING CELL BANK -VERO CELLS-

Lot Number : FA106611 (LS11)

Master Cell Bank : Celi Bank A at 129" passage

Working Cell Bank :

Aventis Pasteur reference : FA106611 (LS11) at 137" passage
Preparation date : 28.04.02

Release date . 26,03.08

Storage temperature : liquid nitrogen

A
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Produoct Quality and Disposition Depsriment The vaccines dviska of sanofi-aventis Group

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine {adsorbed) iot n° S4314 (clinical batch) 66/211
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POLIOMYELITIS VACCINE (INACTIVATED)
MASTER VIRUS SEED LOT - Type 1

Lot Number 1011
Virus strain : MAHONEY type 1
Qriginal sfrain . 74/3-B3 - Pitman and Moore Company
Supplier : RIJKS Instituut Voor de Volksgezondheid (RIV)
Bilthoven - Netherlands
Received from supplier : 04.02.77
Cells used : Primary Monkey kidney cells of Erythrocebus
Patas
Preparation date :09.03.77
Release date :02.09.77
POLIOMYELITIS VACCINE (INACTIVATED)
INTERMEDIATE VIRUS SEED LOT - Type 1
Lot Number 10112
Master seed lot : 1011
Cells used : Primary Monkey kidney cells of Erythrocebus
Patas '
Preparation date :17.05.79

Release date | . 26.09.79 ( \ W
i ' e

\
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Product Quality and Dispesition Depariment The vaccines division of sanofi-svents Group

Diphtheria, tetanus, pertussis (aceliular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° 84314 (clinical batch) B87/211

****1\'****%ii*ti*******i**********l‘**'ﬁ*ii**********t**************ﬁh*****t************************i********k************R******
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POLIOMYELITIS VACCINE (INACTIVATED)
MASTER VIRUS SEED LOT - Type 2

Lot Number 2011
Virus strain : MEF 1 type 2
Original strain : 68/2-B3 - Statens Serum Institute, Copenhague
Supplier - RIJKS Instituut Voor de Volksgezondheid (RIV)
Bilthoven - Netherlands
Received from supplier : 04.02.77
Cells used . Primary Monkey kidney cells of Erythrocebus
Patas
Preparation date : 09.03.77
Release date : 02.09.77
POLIOMYELITIS VACCINE (INACTIVATED)
INTERMEDIATE VIRUS SEED LOT - Type 2
Lot Number 20112
Master seed lot : 2011
Cells used * Primary Monkey kidney celis of Erythrocebus
Patas
Preparation date : 07.05.79
Release date : 26.09.79 /g
R §A XMGNTEM!LL!NE CHAEISTIANDON UE
DIREGTORA TEGHLGA L UDERRD
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Product Quality and Disposition Depariment The vaccines division of sunoli-aveans Goap

Diphtheria, tetanus, pertussis (acellular, component},
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine {(adsorbed) lot n° S4314 (clinical batch) 68/211
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POLIOMYELIT!IS VACCINE (INACTIVATED)

MASTER VIRUS SEED LOT - Type 3

Lot Number 3011
Virus strain : SAUKETT type 3
Original strain : 74/2-B2 - Statens Serum Institute, Copenhague
Supplier ' RIJKS Instituut Voor de Volksgezondheid (RIV)
Bilthoven - Netherlands
Received from supplier :04.02.77
Cells used : Primary Monkey kidney cells of Erythrocebus
Patas
Preparation date :09.03.77
Release date 1 03.11.77
POLIOMYELITIS VACCINE (INACTIVATED)
INTERMEDIATE VIRUS SEED LOT - Type 3
Lot Number 30113
Master seed ot ; 3011
Cells used : Primary Monkey kidney cells of Erythrocebus
Patas
Preparation date ' :18.05.79
Release date . 16.10.79 i ),}/[
ROXANA RBADNTEMILORE GHFI!STJAI\JDE}N}!FE"’,*‘;UE;?
DIREBTORA YECIGA LU ERBLL
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Product Quality and Disposition Department The waccines division of sanofi-arencis Groy i

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis {inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed} lot n° $4314 (clinical batch) 69/211
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POLIOMYELITIS VACCINE (INACTIVATED)

WORKING VIRUS SEED LOT - Type : 1

Lot Number : FA159761

Working Cell Bank

Intermediate seed lot

Working seed lot

.LS10
110112

: FA159761

Cell amplification from 137" to 142™ passage  : 07.08.03 to 28.08.03
Number of passage between PSL and WSL 12

Preparation date
Release date
Storage temperature

352_CC5_SPI_AE.dot /19.09.11

' 06.09.03
1 15.04.04
1 £-35°C
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Product Quality and Disposition Department.

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
Influenzae type b conjugate vaccine (adsorbed) lot n° $4314 (clinical batch) 70/211
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POLIOMYELITIS VACCINE (INACTIVATED)

WORKING VIRUS SEED LOT - Type : 2

Lot Number : FAG91251

Working Cell Bank : Ls10
Intermediate seed lot - 20112

Working seed lot : FA091251

Cell amplification from 137" to 142" passage :13.09.01 to 04.10.01
Number of passage between PSL and WSL 2

Preparation date :16.10.01

Release date : 30.05.02

Storage temperature 1 £-35°C
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Product Quality and Dispasition Depariment
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The vatcines divivon of sanofiaeats Groap

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° 54314 (clinical batch) 717211
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POLIOMYELITIS VACCINE (INACTIVATED)
WORKING VIRUS SEED LOT - Type : 3

Lot Number : FA109086

Working Cell Bank

Intermediate seed lot

Working seed lot

Cell amplification from 137" to 142™ passage
Nurnber of passage between PSL and WSL
Preparation date

Release date

Storage temperature

352_CC5_SPI_AE.dot /19.09,11

:LS10

: 30113

: FA109086
:14.03.02 {0 03.04.02
12

:17.04.02

1 09.01.03

1 £-35°C
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The vaccines division of saosfiavents O

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis {(inactivated) and Haemophilus

influenzae type b conjugate vaccine (adsorbed) lot n° S4314 (clinical batch)

****‘*ﬁ*****************************iﬁi***i***********i**************l**i**ﬁ*************t**********************ﬁ**ik*********

*k

72211

SINGLE HARVEST (TYPE 1, 2 AND 3)

TESTS

ACCEPTANCE CRITERIA

ON CELLS

OBSERVATION

Absence of cytopathic effect due to
exfraneous agents

TEST FOR HAEMADSORBING VIRUSES

Absence of hemadsorption

SIMIAN CELLS IDENTIFICATION

Positive identification

ON SUPERNATANT

TEST FOR EXTRANEQUS AGENTS USING
CELLS

. VERO CELLS
. HUMAN DIPLOID CELLS
. PRIMARY MONKEY KIDNEY CELLS

Absence of cytopathic effect for each cell type

TEST FOR MYCOPLASMA BY CULTURE
METHOD

No growth of mycoplasma

TEST FOR MYCOPLASMA BY
EPIFLUORESCENCE IN CELL CULTURE

No mycoplasma detected by epifluorescence
in cell culture

SINGLE VIRUS HARVEST

POLIQ VIRUS IDENTIFICATION

Positive

POLIO VIRUS CONCENTRATION

> 107 CCIDgg/ml

BACTERIAL AND FUNGAL STERILITY

No microbial growth

TEST FOR MYCOPLASMA BY CULTURE
METHOD

| Na growth of mycoplasma

CONCENTRATED PURIFIED VIRAL SUSPENSION

PROTEIN CONTENT Eor purlty ratio calculation

D ANTIGEN CONTENT For purity ratio calculation

BACTERIAL AND FUNGAL STERILITY No microbial growth

PURITY (SPECIFIC ACTIVITY) Type 1: < 0.027 pg of protein/D antigen unit

Type 2 : < 0.0875 g of protein/D antigen unit

Type 3 : < 0.030 pg(of protein/D antigen upit ,

~

- ﬂ :
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Product Quality and Iispesition Depariment The vaccines divisian of sanofi-zeads Growg

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis {inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° 84314 (clinical batch) 73211

R A R v e g A Al R A AR R AR AR R AR R R AR AR R A AR R A R AR AR AR A h kR AR AR AR AR Rk R R Ak kb ARk Ak h AR ARRR AR ARk AR

L

SINGLE HARVEST - Type : 1
Lot Number : FA285883

CELL.: .

Working Cell Bank 1 FA106611
Date of thawing ampoule of WCB :16.08.07
Thawing ampoule amount : One ampoule
VIRUS:

Virus Working Seed lot : FA159761
Date of inoculation : 10.09.07

Date of virus harvest :13.09.07
CRUDE HARVEST:

Storage : from 14.09.07 {0 17.09.07
Volume :1500L
Storage temperature ' 1+5°C £ 3°C

SINGLE HARVEST:
Date of single harvest -+ 17.09.07

CONCENTRATION AND PURIFICATION OF THE SINGLE HARVEST

DEAE Spherodex large column : lon exchange chromatography on 18.09.07
CL-8-B Sepharose column : Gel filtration on 19.09.07
DEAE Sphérodex small column : lon exchange chromatography on 18.08.07

CONCENTRATED PURIFIED VIRAL SUSPENSION :

Manufacture date 1 19.09.07
Volume 19 600 ml
Storage temperature :+5°C + 3°C
ROXAN NrEMiLGi\IE CHR!‘%YI/L o
D'R &T%A T Gi'\.au}\ TEF{‘}}? FUF/
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Product Quality and Disposition Hﬁ;)'ari.mem

The vaccines divition of sanefi-aaads Group

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus

influenzae type b conjugate vaccine (adsorbed) lot n° 54314 (clinical batch) 74211
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CONTROLS ON CELLS:
Observation

Method : Studied through a microscope

Cells : Vero, 142" passage

Number of cells tested : 320*10° cells

Teston :10.09.07

Test off : 24.09.07

Result : Absence of cytopathic effect

Test for haemadsorbing viruses

Method

Number of vials tested
Type of red blood cells
Incubation

Date
Result

Simian cells identification

Method
Iso-enzymes analysed

Reference cells
Date
Result

382_CC5_SP|_AE.dot /19.09.11

: visual inspection

8

: Guinea-pig

: 4 vials, 30 minutes at 5°C £ 3°C
: 4 vials, 30 minutes at 20-25°C

: 24.09.07

: Absence of hemadsorption

' Isoenzymes analysis by IsoElectric Focusing
: Lactate DeHydrogenase

Phospho Gluconate Dehydrogenase
Glucose Phosphate Isomerase

: Vero, MRCS, WI38, Hep 2
: 04.10.07 :
: Positive identification

\

ROXAN
B

SANN

TORA TRGRIGH
FACTEIR & 4

\}{..’

WONTEMILONE GHRISTIAN DO g7
o SERRDY

SAWHE BPASTEIR §.A.



a—



Product Quality and Disposition Department

SQNOFi pas

The vascings divivian of sanofi-avents Droup

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis {inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° S4314 {clinical batch) 75211
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CONTROLS ON SUPERNATANTS:

Test for extraneous agents
Vero cells

Method

Type of cells

Volume tested
Temperature of incubation
Test on

Test off

Result

Human diploid celis

Method

Type of cells

Volume tested
Temperature of incubation
Test on

Test off

Result

Primary monkey kidney cells
Method

Type of cells
Volume tested

Temperature of incubation

Test on
Test off
Result

352_CC5_SPI_AE.dot /19.09.11

. Studied through a microscope
' Vero

: 10 ml

:36+1°C

: 26.09.07

: 10.10.07

. Absence of cytopathic effect

: Studied through a microscope
: MRC5

210 mil

1 36+1°C

: 15.01.08

: 12.02.08

. Absence of cytopathic effect

. Studied through a microscope
: Vervet Monkey Cells

: 10 ml '

1 36x1°C

: 30.10.07

:13.11.07

. Absence of cytopathic effect
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Product Quality and Disposition Deparfment The vaccinies division of sanoff-aventds Gisp
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Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine {adsorbed) lot n° $4314 (clinical batch) 76211

*********!‘************************************************1\'*****************9:***********************************t*************
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Test for Mycoplasma by culture method

Method . Agar cuiture
Volume tested 34 ml
Media used : Hayflick solid
Hayflick semi-solid
B.O.B. solid
B.0.B. semi-solid
Temperature of incubation :36+1°C
Positive conirols ' M. pneumoniae and M. orale and A. laidlawi
Primary test
Teston : 28.03.08
Test off 1 11.04.08
Subculture at 3° day
Test on : 31.03.08
Test off 1 14.04.08
Subculture at 7" day
Teston : 04.04.08
Test off . 18.04.08
Subculture at 14"day
Test on 1 11.04.08
Test off : 25.04.08
Subculture at 21"day
Test on : 18.04.08
Test off : 25.04.08
Result : No growth of Mycoplasma

Test for Mycoplasma by epifluorescence in cell culture

Method : DNA fluorescence staining

Cell used ' Vero, 152" passage

Volume tested 21 mi

Temperature of incubation :36+£1°C

Positive control . M. hyorhinis and M. orale

Test on :13.12.07

Test off : 20.12.07

Result : No Mycoplasma detected by epifluorescence

in cell culture

.
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