sanofi pastsgs

Product Qliﬂ!i!,j and Bisposifion Department ‘ The vaceines division of sanofaveatis Geaup

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B {rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n® 84312 (clinical batch) 36/229
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ADSORBED PURIFIED PERTUSSIS TOXOID

TESTS SPECIFICATIONS
PURIFIED PERTUSSIS TOXOID IN SOLUTION
PROTEIN CONTENT 50 - 180 pg/ml
BACTERIAL ENDOTOXINS < 3 500 Ul/mg protein

RESIDUAL GLUTARALDEHYDE CONTENT | <8 pg/ml

ANTIGENICITY Specific activity (EU/mg of protein) > lower
' confidence limit (p = 0.95) of the specific
activity of SP batches

CLUSTERING ACTIVITY ON CHO CELLS No cytopathic effect

IRREVERSIBILITY OF PERTUSSIS TOXQID |2 86% of survival
ADSORBED PURIFIED PERTUSSIS TOXOID

ALUMINIUM CONTENT 0.6 - 1.4 mg Al/mg of protein
pH ' 6.2-8.2

PERTUSSIS IDENTIFICATION Positive

BACTERIAL AND FUNGAL STERILITY No microbial growth
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The vazeines division of sooft-avends Group

Produet Quality and Disposition Depariment

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

influenzae type b conjugate vaccine (adsorbed) ot n° 84312 {(clinical batch) 371229
ADSORBED PURIFIED PERTUSSIS TOXOID
Lot number : FA329595
Date of manufacture :18.11.2008
Storage temperature :+5°C +3°C
Expiry date : 18 NOVEMBER 2012
Volume : 35.6 liters
PURIFIED PERTUSSIS TOXOID IN SOLUTION :
CONTROLS :
Protein content
Method : Spectrophotometry
Date :14.11.08
Result :118.14 pg/ml - Conforms
cterial endotoxl
Method ' LAL
Date » 26.11.08
Result : 633 IU/mg of protein
Residual glutaraldehyde content
Method . Spectrophotometry
Date . 24.11.08
Result : <2 pg/ml - Conforms
Anﬁgenicitz
Methed » ELISA
Date :21.11.08
EU/mg of protein
Lower confidence limit (P=0.95) of the specific activity of SP batches 24.5
Product 60.1
Result : Conforms
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Product Quality and Dispositton Depariment

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

The vzerines division of soofi-avestis Grosp

influenzae type b conjugate vaccine {adsorbed) lot n® 84312 (clinical batch) 38/229
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Clustering activity on Chinese Hamster Ovary cells

Method
Date
Result

[rreversibility of pertussis toxoid
Injection (Day 0)

Animals and sex

Route

Dose tested per mouse
Date of injection

Histamine challenge (Day 5)
Challenge dose per mouse
Route
Date of injection

Reading date (Day 6)
Result (+5°C and +37°C)

: Clusters Assay on CHO Cells
. 22.12,08
: No cytopathic effect

: mice CD1 - Female

: Intraperitoneal

: 2 human doses (1ml)
: 20.02.09

. 2 mg histamine base
. Intraperitoneal
. 25.02.09

: 26.02.09
: > 95% of survival - Conforms

ADSORBED PURIFIED PERTUSSIS TOXOID :

CONTROLS :

Aluminium content

Method
Date
Result

pH

Method
Date
Result

Pertussis identification
Method

Date
Resuit_
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: Double diffusion in Gel '\'\
1 27.11.08 L
: Positive - Conforms

: Complexometry
: 25.11.08
1.0 mgAl/mg of protein - Conforms

: Glass electrode
©25.11.08
: 6.95 - Conforms

mea\m ONE GHHHTIA%E g:gg:@.u&'z
pATEH 2 f%L\Nf';éi"bn.: “ir 8.5

ROXANAL
%gmm 8.4

DIREC






Product Quality and Disposition Plepariment

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

influenzae type b conjugate vaccine (adsorbed) lot n° S4312 {clinical batch)

The waccines division af sanofi-aventis Group

397229
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Bacterial and fungal sterility

Method
Media

Temperatures

Volume tested

Inoculum per Steritest

Volume of medium per Steritest
Test on

Test off

Resul{
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:' Thioglycollate
medium
30-35° C

10 mi
100 ml

20 ml

Membrane filtration

Soybean Casein
Digest medium
20-25° C

10 mi
100 ml

20.11.08
04.12.08
No microbial growth - Conforms
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Preduct Quality and Bisposilion Department

The vacrnes dvision of moafbavenss Geoup

Diphtheria, tetanus, pertussis {acellular, component),
hepatitis B (rDNA},poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n°® S4312 (clinical batch) 40/229
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NATIVE PURIFIED FHA

TESTS

SPECIFICATIONS

PROTEIN CONTENT

For caiculation

SDS-PAGE

Electrophoresis profile comparable to the
profile of the reference (one major band at
about 220 kDa > 70 % of total and some
minor bands)

FHA IDENTIFICATION

Positive

CLUSTERING ACTIVITY ON CHO CELLS .

No cytopathic effect

HAEMAGGLUTINATING ACTIVITY

200 000 — 2 500 000 HAU/mg of protein
IHA with cholesterol : > 80 %

382_CC5 SPI AE.dot /19.09.11

AOKANAMONTENILONE - CHRISTIAN UMM <L

A TECHLA 2yl TERA
SDgN(E} Egﬁg\‘fgiﬁ SA  SANOR PASTEUR 8.A







Tl

The vaccines division of sitofi-aventis Grogs

Praduct Quality and IMsposilion Departmuent

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n® $4312 (clinical batch) 41/229
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NATIVE PURIFIED FHA

Lot number : FA290642

Date of manufacture : 45.11.2007

Storage temperature 1+ 5°C +3°C

Expiry date : 15 NOVEMBER 2011
Volume : 66.4 liters
CONTROLS :

Protein content

Method : Spectrophotometry
Date 1 29.11.07
Result 1 1364.66 mg/ml
SDS-page
Method : Polyacrylamide Gel Electrophoresis
Date :06.12.07
Result : Electrophoresis profile comparable to the profile of

the reference {one major band at about 220 kDa > 70
% of total and some minor bands) - Conforms

FHA identification

Method : Double Diffusion in Gel
Date 1 04.12.07
Resuit : Positive - Conforms

Clustering activity on Chinese Hamster Ovary cells

Method : Clusters Assay on CHO Cells
Date :12.12,07
Result . No cytopathic effect
Haemagalutining activity
Method . Haemagglutination of goose red blood celis by PT
Date :18.12.07
Result : 612128 HAU/mg
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Product Quality and IFsposition Department The wastines division of sanefi-aventis 0o ‘*BEE“&

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n® 84312 (clinical batch) 42/229
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ADSORBED PURIFIED FHA

TESTS SPECIFICATIONS
PURIFIED FHA IN SOLUTION
PROTEIN CONTENT 350 ~ 2 100 ug/ml
BACTERIAL ENDOTOXINS < 150 Ul/mg of protein
ANTIGENICITY Specific activity (EU/mg of proteins) > lower

confidence limit (P = 0.95) of the specific
activity of SP batches

ADSORBED PURIFIED FHA
ALUMINIUM CONTENT 0.6 - 1.4 mg Al/mg of protein
pH 6.2-8.2
FHA IDENTIFICATION Positive

RESIDUAL DERMONECROTIC ACTIVITY No necrotic reaction (++++) or marked
haemorrhagic reaction (+++) in any of the
suckling mice 72h after injection - conforms

BACTERIAL AND FUNGAL STERILITY No microbial growth
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Product Quality and I¥sposition Depariment

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated} and Haemophilus _
influenzae type b conjugate vaccine (adsorbed) lot n° $4312 (clinical batch) 43/229
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ADSORBED PURIFIED FHA

Lot Number : FA308424

Date of manufacture 1 25.04.2008
Storage temperature :+5°C+3°C
Expiry date : 25 APRIL 2012
Volume : 54,86 liters
PURIFIEb FHA IN SOLUTION :

CONTROLS :

Protein content

Methed : Spectrophotometry

Date . 22.04.08

Result : 1010.84 ug/mi - Conforms
Bacterial endotoxins

Method : LAL

Date : 29.04.08

Result : <4.95 [U/mg of protein

Antigenicity

Method  ELISA
Date 1 22.05.08
| EU/mg of protein

Lower confidence limit (P=0.95) of the specific activity of SP batches 385
Product ET]

Result : Conforms
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The vacwines division of sanofi-aventts Group

Praduct Quality and IMsposition Department

Diphtheria, tetanus, pértussls (acellular, component),

hepatitis B (rDNA},poliomyaelitis (inactivated) and Haemophllus
Influenzae type b conjugate vaccine (adsorbed) lot n° 84312 (clinical batch) 44/229
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ADSORBED PURIFIED FHA :
CONTROLS : |

Aluminium content
Method
Date
Resuit

pH
Method
Date
Result

FHA identification

Method
Date
Result

Residual dermonecrotic activity
Method
Test on
Test off
Result

Bacterial and fungal sterility

Method
Media

Temperatures

Volume tested

Inoculum per Steritest

Volume of medium per Steritest
Test on

Test off

Result
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: Complexometry
: 05.05.08
: 1.08 mg Al/mg of protein — Conforms

: Glass electrode
: 30.04.08

: 6.40 - Conforms

: Double Diffusion in Gel
. 27.05.08
: Positive « Conforms

: Specific toxicity
: 18.10.10
:21.10.10
: Conforms
: Membrane filtration
: Thioglycollate Soyhean Casein
medium Digest medium
30-35° C 20-26° C
20 ml
10 ml 10 m!
100 ml 100 mi
29.04.08
13.05.08

No microbial growth - Conforms
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Product Quality and Dispesition Department The vaccines division of snofi-aventis Gruuap

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis {(inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n® $4312 (clinical batch) 45/229
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Product Quality and Bisposition Deparbment The varcings division of sanoft-avents Groug

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis {inactivated) and Haemophilus
influenzae type b conjugate vaccine {adsorbed) lot n° $4312 {clinical batch) 48/229
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STRAIN

K3/8-1

MASTER SEED LOT

MCB 160600BA

WORKING SEED LOT
MWCB 2306C00BA

HARVEST
AC002

HEPATITIS B
Surface Antigen

AC002

PRODUCTION FLOW SHEET
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Product Quality and Bisposition Departinent : The vaseines ofivision oF sanefi-aventis Grow i

Diphtheria, tetanus, pertussis {acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine {(adsorbed) lot n° 54312 (clinical batch) 471229
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HANSENULA POLYMORPHA

Strain : K3/8-1

STRAIN
Name : Hansenula Polymorpha RB11
Origin : Rhein Biotech
Received : February 15,2000
HANSENULA POLYMORPHA
Master seed lot n° MCB 160600BA
Strain 1 IM K3/8-1
Preparation date - June 16", 2000
Release date : June 29%, 2001
CONTROQLS

Purity . Conforms

Identification : Conforms

Full integration of the vector : Conforms

Number of copies of the plasmid in the genome :Conforms

Integrated cDNA gene sequence :Conforms '

Saquencing of the regions 3' and 5 ' :Conforms

Determination of the population of yeast cells containing the ¢cloned gene: Conforms
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