Product Quality and Disposition Department

Diphtheria, tetanus, pertussis (acellular, component),

The vaccines division of sanofi-aveniis Geoup

hepatitis B (rDNA)},poliomyelitis {inactivated) and Haemophilus

influenzae type b conjugate vaccine (adsorbed) lot n° 54314 (clinical batch)
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TETANUS TOXOID
Lot n° FA298985

Strain

Working seed-lot number
Storage temperature
Approved storage period
Volume

Single harvests :

Medium used

Date of reconstitution of seed lot ampoule(s)
Date of inoculation

Date of harvest

Date of inactivation (formaldehyde)

CONTROLS

identity test

Method : tetanus floculation
Date : 10.03.08

Result : positive

Bacterial purity

Method : Gram coloration
Date: 06.02.08

Resuit : conforms
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Product OQuality and Disposition Depariment The saccines division of sanofi-aventis Group

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA},poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° 54314 (clinical batch) 221211
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TETANUS TOXOID
Lot n° FA301562

Strain 1 1472-C
Working seed-lot number : FA229010
Storage temperature 1+ 5°C+3°C
Approved storage period 1 112 days
Volume : 446.50 liters

Single harvests :

Medium used : Massachussets

Date of reconstitution of seed lot ampoule(s) : 04.02.08

Date of inoculation . 07.02.08

Date of harvest :14.02.08

Date of inactivation (formaldehyde) : 03.03.08
CONTROLS

ldentity test

Method : tetanus floculation
Date : 18.03.08
Result ; positive

Bacterial purity

Method : Gram coloration
Date: 13.02.08

Result : conforms
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Product Quality and IMsposition Bepariment

Diphtheria, tetanus, pertussis (acellular, component),

hepatitis B (rDNA},poliomyelitis (inactivated) and Haemophilus

influenzae type b conjugate vaccine {(adsorbed) lot n°® 54314 (clinical batch)

The vareines division of sanoffaventis Growp

23/211
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TETANUS TOXOID
Lot n° FA302464

Strain

Working seed-lot number
Storage temperature
Approved storage period
Volume

Single harvests :

Medium used

Date of reconstitution of seed lot ampoule(s)
Date of inocuiation

Date of harvest

Date of inactivation (formaldehyde)

CONTROLS

Identity test

Method : tetanus fioculation
Date : 27.03.08

Result : positive

Bacterial purity

Method : Gram coloration
Date: 27.02.08

Result ; conforms
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: 1472-C

. FA228010
:+5°C+3°C
. 112 days

: 419.45 liters

. Massachussets
1 15.02.08
:21.02.08
: 28.02.08
:17.03.08
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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® S4314 (clinical batch)
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PURIFIED TETANUS TOXOID
FA309471

TESTS

SPECIFICATIONS

PROTEIN NITROGEN CONTENT

For antigenic purity calculation

FREE FORMALDEHYDE CONTENT

For formulation (used for formulation in final
bulk product where appropriate)

FLOCCULATING TITER

For antigenic purity calculation

ANTIGENIC PURITY

> 1000 Lf/mg of protein nitrogen

BACTERIAL AND FUNGAL STERILITY

No microbial growth

ABSENCE OF TOXIN (SPECIFIC TOXICITY)
AND IRREVERSIBILITY OF TOXQID

survival

No tetanus symptom and at least 93 % of
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Product Quality and Disposition Depariment ‘I"h: sascisses division of sanofi-asentls Gusp

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° 54314 (clinical batch) 251211
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PURIFIED TETANUS TOXOID
Lot n° FA309471

Working seed Lot n° : FA246159 — FA229010
Tetanus toxold -\ 98985 | FA301562 | FA302464
Lot number :
Volume used
. 419.25 446.5 419.45
{liters) :
Veolume . 62,500 liters
Storage temperature :+5°C +3°C
Date of manufacture 1 19.05.2008
Expiry date 119 MAY 2011
Approved storage period : 3years
CONTROLS
Protein nitrogen content
Method : Kjeldahl after trichloracetic acid precipitation
Date 1 27.05.08
Result : 2.60 mg/ml

Free formaldehyde content

Method : Nash
Date . 28.05.08
Result : 37.23 pg/ml

Floceulating titer

Method . Floceulation in comparifén with in house
reference
oete 209508 HUXHN\MUI TEMILONE GHR!%T!AND b
Result : 4500 Lf/ml DiHEETGﬂ/‘ TECHIGA ot ““’gg' .
SANMF PASTENR 8.4, SANUF! PASTEIT: ~,,
Antigenic purity A
Date : 04.07.08 \
Result : 1731 Lfimg of protein nitrogen - Conforms
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Product Quality and Disposition Depariment The vacciries division of sanoff-aveadls Girnup

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (mactwated) and Haemophllus
influenzae type b conjugate vaccine (adsorbed) lot n° 84314 (clinical batch) 26/211
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Bacterial and fungal sterility

Method : Membrane filtration

Media : Thioglycollate Soybean casein
digest

Temperatures : 30-35°C 20-25°C

Volume tested : 20 mi

Inoculum per Steritest : 10 mi 10ml

Volume of medium per Steritest : 100 mi 100 mi

Number of inoculated Steritest : 1 1

Test on : 21.05.08

Test off : 04.06.08

Result : No microbial growth - Conforms

Absence of toxin (specific toxicity)

Animals : Guinea-pigs

Number of animals 5

Lf of toxoid injected per animal : 2000

Route of injection : Subcutaneous

Test on : 04.06.08

Test off : 25.06.08

Result : No tetanus symptom and at least $3%

of survival - Conforms

Irreversibility of toxoid

Concentration of the toxoid solution ; 20 Lf/ml 20 Lf/ml
Incubation period
Temperatures : 5°C+3°C 37°C
Date of beginning : 03.06.08
Date of end X 15.07.08

Test in animals

Number of guinea pigs injected : 5 | 5
Route : Subcutaneous
Volume injected 5ml | 5ml
Date of inocuiation 16.07.08

Date of end of observation 05.08.08

Result

352_0C5_SPI_AE.dot /19.09.11

No tetanus sympto a‘pd at least 93% of
survival - Conforms
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Product Quality and Bisposilion Peparlment The smccines division of senofi-zantis Lrosp

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine {adsorbed) lot n° 54314 (clinical batch) 271211
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Product Quality and Dispesition Department Tiv: vacines division of sanefi- a\rﬁn-;mmp

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine {adsorbed) lot n° 54314 (clinical batch) 28/211
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STRAIN

1691

MASTER SEED LOT

0305988
i |
WORKING SEED LOT WORKING SEED LOT
FA220626 FA299007
BORDETELLA PERTUSSIS BORDETELLA PERTUSSIS
HARVEST HARVEST
FA301349 FA350679
NATIVE PURIFIED PERTUSSIS NATIVE PURIFIED FHA
TOXIN EA351898
FA301350
ADSORBED PURIFIED ADSORBED FHA
PERTUSSIS TOXOID FA60425
FA326714
PRODUCTION FLOW SHEET
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Product Quality and Dispoesition Depmiment The vascines divisios: af saroh dEHt
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Diphtheria, tetanus, pertussis {acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° S4314 (clinical batch) 297211
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BORDETELLA PERTUSSIS

Strain : Bordetella pertussis 1591

STRAIN
Name

Origin

Received
Institut Mérisux number

: Pillemer 134

: Dr NW. Preston
University of Manchester
England

: 07.03.69

1M 1591

BORDETELLA PERTUSSIS

Master seed lot n° 030598B

Strain number
Preparation date
Release date

CONTROLS
Purity
identification
- Morphology

- Growth characteristics

1591
: 03.05.98
:16.10.98

- Biochemical characteristics

- Antigenic characteristics / N
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Product Quality and Bisposition Department Téw vaccines division of sanoft-zventis famgp

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis {inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° 84314 (clinical batch) 30/211
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BORDETELLA PERTUSSIS

Working seed lot n° FA2206826

Master seed lot . 030598B
Preparation date . 30.09.05
Release date +07.12.05

CONTROLS

Purity

Identification

- Morphoicgy

- Growth characteristics

- Biochemical characteristics
- Antigenic characteristics

The tests results show that working seed lot has the same characteristics as the master seed lot.
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Product Quality and Disposition Depariment

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

influenzae type b conjugate vaccine (adsorbed) lot n° 54314 (clinical batch) 31211
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BORDETELLA PERTUSSIS

Working seed lot n° FA299007

Master seed lot : 030598B
Preparation date :18.01.08
Release date : 26.09.08

CONTROLS

Purity

Identification

- Morphology

- Growth characteristics

- Biochemical characteristics
- Antigenic characteristics

The tests results show that working seed lot has the same characteristics as the master seed lot.
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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)

L

321211
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Bordetella pertussis harvest

Lot n® FA301349

Strain : 1591
Working seed lot number : FA220626
Date of reconstitution of working seed lot ampoules: 28.02.08

Medium used : 88-8AT
Temperature incubation :36°C +/- 1°C
Harvest
Date of inoculation : 05.03.08
Date of harvest : 07.03.08
Volume : 1236 liters
CONTROLS
Bacterial purity
Method : Gram staining
Result : Gram negative bacilli
Bordeteila pertussis harvest
Lot n° FA350679
Strain . 1591
Working seed lot number : FA299007

Date of reconstitution of working seed lot ampoules: 15.05.09
Medium used : 88-8AT
Temperature incubation 1 36°C +/- 1°C

Harvest
Date of inoculation
Date of harvest
Volume

: 20.05.09
' 22.06.09
¢ 1232 liters

CONTROLS

Bacterial purity
Method

352_CC5_SPI_AE.dot /19.09.11

: Gram staining
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Product Quality and Disposition Department The vaccines division of sanofi-aseats Group

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA)},poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine {adsorbed) iot n° $4314 (clinical batch) 33/211
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Result  : Gram negative bacilli
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Product Quality and isposition Deparhment

The varcing division of sanofi-aveaitls Group

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

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

34/211
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NATIVE PURIFIED PERTUSSIS TOXIN

TESTS

SPECIFICATIONS

PROTEIN CONTENT

For calculation

SDS-PAGE

Electrophoresis profile comparable to the
profile of the reference (5 bands between 30
and 14 kDa)

PERTUSSIS TOXIN IDENTIFICATION

Positive

CLUSTERING ACTIVITY ON CHO CELLS

Cytopathic activity (CPU/ug of protein) > lower
confidence limit (P = 0.95) of cytopathic
activity of the reference.

HAEMAGGLUTINATING ACTIVITY

20 000 ~ 500 000 HAU/mg of protein
IHA with cholesterel : < 20 %

352_CC5_SPI_AE.dot /19.09.11
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Product Quality and Msposition Department
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sanofi pasté:

The vaceines dixision of sanefeavensis Group

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

influenzae type b conjugate vaccine (adsorbed) lot n® 54314 (clinical batch)

35/211
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NATIVE PURIFIED PERTUSSIS TOXIN

Lot number : FA301350

Date of manufacture
Storage temperature
Expiry date

Volume

CONTROLS :
Protein content

Method
Date
Result

SDS-page

Method
Date
Result

Pertussis toxin identification

Method
Date
Resuli

: 07.04.2008

1+ 5°C +3°C

: 07 APRIL 2012
1 13.000 liters

: Spectrophotometry
. 10.04.08
: 1046.48 pg/ml

: Polyacrylamide Gel Electrophoresis

:24.04.08

: Electrophoresis profile comparable to the profile
of the reference (5 bands between 30 and 14 kDa)
- Conforms.

: Double Diffusion in Gel
:16.04.08
. Positive - Conforms

Clustering activity on Chinese Hamster Qvary cells

Method : Clusters Assay on CHO Celis
Date . 07.05.08
CPU/ug
Reference 90/518 102400
Product 204800
Resuit : Conforms

352_CCB_SPI_AE.dot 19,0011
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Product Duality and Disposition Depariment . Thevaceines dvision of sanoft-awetis f:mnp

Diphtheria, tetanus, pertussis {acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine {adsorbed) iot n°® $4314 (clinical batch) 36/211
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Haemagqlutining activity

Method : Haemagglutination of goose red blood cells by PT
Date : 23.04.08
Resutt : 76691 HAU/mg

IHA with cholestercl : 0 % - Conforms
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Produet Quality and Disposition Department The saczines division of sasofi-aventls Groap

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophiius
influenzae type b conjugate vaccine {adsorbed) lot n° S4314 (clinical batch) 371211
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ADSORBED PURIFIED PERTUSSIS TOXOID

TESTS SPECIFICATIONS
PURIFIED PERTUSSIS TOXOID IN SOLUTION

PROTEIN CONTENT 50 - 180 pg/mi

BACTERIAL ENDOTOXINS < 3 500 Ul/mg protein

RESIDUAL GLUTARALDEHYDE CONTENT | < 8 ug/m!

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 TOXQOID |2 95% 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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Product Quality and Dispesition Depariment The vaccines division of sanofi-aventis Group

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° $4314 (clinical batch) 38/211

**********‘k********ﬁ****i‘k“*******************************************s\*************'k'k**t*************************************
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ADSORBED PURIFIED PERTUSSIS TOXOID

Lot number : FA326714

Date of manufacture _ :17.10.2008

Storage temperature 1+ 5°C+3°C

Expiry date :17 OCTOBER 2012
Volume . 35.801 liters

PURIFIED PERTUSSIS TOXOID IN SOLUTION :
CONTROLS :

Protein content

Method . Specirophofometry
Date :16.10.08
Result : 118.12 pg/ml - Conforms

Bacterial endotoxins

Method : LAL

Date : 27.10.08

Result : <4,23 |U/mg of protein
Residual glutaraldehyde content

Method _ . Spectrophotometry

Date : 28.10.08

Resuit : <2 pg/ml — Conforms

Antigenicity

Method tELISA
Date : 31.10.08
EU/mg of protein
Lower confidence limit (P=0.95) of the specific activity of SP batches 24.5
Product 50.3
Result : Conforms
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Product Quality and Disposition Department
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The waecines division of sagofi-aventis Group

Diphtheria, tetanus, pertussis {aceliular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° 84314 (clinical batch) 397214
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Clustering activity on Chinese Hamster Qvary cells

Method
Date
Resuit

Irreversibility 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
. 07.01.09
: No cytopathic effect

: mice CD1 - Female

. Intraperitoneal

: 2 human doses (1ml)
:21.11.08

12 my hfstamine hase
: Intraperitoneal
: 26.11.08

: 27.11.08
: 2 95% of survival - Conforms

ADSORBED PURIFIED PERTUSSIS TOXOID :

CONTROLS :

Aluminium content

Method
Date
Resuit

pH

Method
Date
Result

Pertussis identification

Method
Date
Result

352_CC5_SPI_AE.dot/19.09.11

: Complexometry
. 28.10.08
. 0.98 mgAl/mg of protein - Conforms

: Glass electrode
1 27.10.08
: 6.69 - Conforms

: Double diffusion in Gel
. 30.10.08 N
: Pasitive - Conforms '
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