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Product Quality and IMsposition Departmest

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (fDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° 84312 (clinical batch) 1531229
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Bacterial and fungal sterility

Method used : Membrane filtration

Media . Thioglycollate Soybean Casein
medium Digest medium

Temperatures 30-35° C 20-25° C

Volume tested 20 ml

Inoculum per Steritest 10 ml 10 ml

Volume of medium per Steritest 100 ml 100 mi

Test on 12.03.08

Test off 26.03.08

Result No microbial growth

Inactivation kinetics

Method

: viral titration of polio cytopathogenic effect on

sensitive cells

Cell strain used : Hep 2

Temperature of incubation 136+ 1°C

Teston . 21.03.08

Test off : 28.03.08

TIME Do DO+24H | DO+48H | DO+ 72H | DO+ 96H
Titer 109.30 10580 | 10230 | 510130 | 510130
(CCIDg/mi)

Slope calculation
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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 (adsorbe

d) lot n® S4312

--------------

Test for effective inactivation

Method

Cell strain
Volume tested
Virulence challenge

Temperature of incubation
Date of inactivation (Day 0)

Day 9

End of inactivation date (Day 12)
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(clinical batch)

154/229

: Cytopathogenic effect on sensitive cells
: Vervet
: 3000 theorical human doses
- viral suspension (type 1, 2, 3}
about 100-300 CCIDse/ml

137
1 27.
: 07.
:10.

+1°C
02.08
03.08
03.08
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Inoculation date

Reading date

Resuit

i At7Thday | At14"day | At 21%day [

Ay e 565 20.04.08 | 06.05.08 | 13.05.08 | 20.05.08 | IS5

subculture at 7"day no
S a0 06.05.08 20.05.08 o

th

Day 9 | | Subcullure &t 14day 13.06.08 27.05.08 e

subculture at 21%day no
S oo 20.06.08 03.06.08 o
e 23.06.08 28.06.08 CPE

Inoculation date Reading date Result
S R At Thday | At14"day | At 21% day

D 1080 ' 06.05.08 13.06.08 | 20.05.08 | 27.05.08 | o

subculture at 7" day no
Vervet - V1061 20.05.08 03.06.08 CPE

th

Day 12 | | Suboulture at 14702y | 20.05.08 03.06.08 Je.

subculture at 21% day no
Vervet - V1062 27.08.08 10.06.08 CPE
Vence oo e 20.05.08 05.06.08 CPE

Result :No cytopathic(eff t (CPE) /ﬁ /[
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Product Quality and Dispositien Department. The vuscires divisian of samofi-seeni Foup

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophllus
influenzae type b conjugate vaccine (adsorbed) ot n® 54312 (clmlcal batch) 155/229
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MONOVALENT BULK - Type : 3
Lot Number : FA300586

Single harvest used
Date of inactivation
Inactivation method

Date of manufacture
Volume
Storage temperature

Monovalent bulk period of validity

Expiry date

CONTROLS:

Residual formaldehyde content

Method
Date
Result

Protein content
Method
Date
Result
D Antigen content
Method
Reference standard
Date
Resuit

Purity
Result

352_CC5_SPI_AE.dot /19.09.11

. FA290836 — FA292974
: 25.02.08
: 0.88% (w/v) Formaldehyde, 37°C, 12 days

: 25.02.08
: 207 500 m|
+5°C 1 3°C
. 3years
. 25 FEBRUARY 2011

: Spectrophotometry
: 03.03.08
: 85.93 ug/ml - Conforms

: Spectrophotometry
: 04.03.08
1 22,67 pg/mi

: ELISA

. 28.1.99

: 28.02.08

1053 D Antigen U/ml

~
. 21.527 ng oLir tein / D Antigen U - OQ/L[ms
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Product Quality and iMsposition Department

Diphtheria, tetanus, pertussis (ac'ellular. componeént),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus

influenzae type b conjugate vaccine (adsorbed) lot n® 84312 (clinical batch)

The vaccines divigon of sinofiaventis Geoup

158/229
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Bacterial and fungal sterility

Method used
Media

Temperatures

Volume tested

Inoculum per Steritest

Volume of medium per Steritest
Test on

Test off

Result

Inactivation kinetics

Method

. Thioglycollate

Membrane filtration

medium
30-35° C

10 ml
100 ml

Soybean Casein
Digest medium
20-25° C

20 mi

10 ml
100 ml

27.02.08
12.03.08

No microhial growth

» viral titration of polio cytopathogenic effect on

sensitive cells

Cell strain used : Hep 2

Temperature of incubation 136 1°C

Test on :29.02.08

Test off : 07.03.08

TIME Do DO+ 24H | DO+ 48H | DO+ 72H | DO+ 96H
Titer 10820 106.30 £102.00 $101.30 £101.30
(CCIDgp/ml)

Slops caloulation
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The vaccines division of sinofl-aventis Group

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis {(inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° §4312 (clinical batch)
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Test for effective inactivation

Method

Cell strain

Volume tested
Virulence chalienge

Temperature of incubation
Date of inactivation (Day 0)

Day 9

End of inactivation date (Day 12)

: Cytopathogenic effect on sensitive cells

s Vervet .
: 3000 theorical human doses
- viral suspension (type 1, 2, 3)

about 100-300 CCiDsg/ml

: 37+ 1°C
1 13.02.08
:22.02.08
: 25.02.08

157/228
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Inoculation date

Reading date

Result

; At7"day | At14"day | At21%day
059 20.04.08 | 06.05.08 | 13.05.08 | 20.05.08 | {5
subculture at 7"day “ 1 no
Vervet — V1060 06.05.08 20.05.08 CPE

h
Dav 9 subculture at 14"day no
Y Vervet — V1060 13.05.08 27.05.08 CPE
subculture at 21%'day no
Vervet — V1061 20.05.08 03.06.08 CPE
iatrivad 23.05.08 28.05.08 CPE
[noculation date Reading date Result

; Fr e e | At7"day | At14"day | At21%day |
f,g?“vi?_tﬁoso 06.06.08 13.06.08 | 20.06.08 | 27.05.08 | ~pe
subculture at 7" day no
S s 061 20.05.08 03.06.08 cpe
subculture at 14" day ho

Day 121 | Varvet — V1061 20.05.08 03.06.08 cpE
subculture at 21 day no
Vervet - V1062 27.05.08 10.06.08 CPE
Vinulence harenge 29,05.08 05.06.08 cPE
Result : No cytopathic/effect (CPE)
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Product Quality and Bisposition Depariment

The waccines division of senoft-aventls broup

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

influenzae type b conjugate vaccine (adsorbed) lot n° 54312 (clinical batch)

158/229
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CONCENTRATED TRIVALENT BULK

TESTS SPECIFICATIONS
pH MEASUREMENT 6.8-75
RESIDUAL FORMALDEHYDE CONTENT | < 100 ug/ml
BOVINE SERUM ALBUMINE CONTENT < 100 ng/mi
BACTERIAL ENDOTOXINS CONTENT < 50 |U/ml

BACTERIAL AND FUNGAL STERILITY TEST

No microbial growth

D ANTIGEN CONTENT
Type 1
Type 2
Type 3

240 - 560 D antigen units/ml
48 - 112 D antigen units/ml
192 - 448 D antigen units/ml

TEST FOR EFFECTIVE INACTIVATION

No cytopathic effect
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Product Quality and Bispositton Depar{ment

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophllus
influenzae type b conjugate vacclne (adsorbed) lot n® $4312 (clinical batch)

The vaccines divigon of sanofi-avenns Group

159/229
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CONCENTRATED TRIVALENT BULK

Lot Number : FA327604

Date of manufacture : 29.10.08
Storage temperature 1 +5°C £ 3°C

Expiry date : 29 OCTOBER 2010

Composition
FORMULA - THEQRETICAL COMPOSITION PER ML

Type 1 (MAHONEY) . 400 D units

Type 2 (MEF-1) » 80 D units

Type 3 (SAUKETT) 320 D units

INGREDIENTS Lot number Volume (liter)

Monovalent type 1 FA303359 98.522

Maonovalent type 2 FA278342 24.248

' FA293397 0.568

Monovalent type 3 FA302425 63.898
FA300586 28.030

199 Medium FA318872 83.733
FA318873

APPROXIMATE TOTAL VOLUME 298.300
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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° $4312 (clinical batch)

CONTROLS :

pH measurement

Method
Date
Result

Residual formaldehyde content

Method
Date
Result

Bovine serum albumin content

Method
Date
Result

Bacterial endotoxins content

Method
Date
Result

Bacterial and fungal sterility

Method used
Media

Temperatures

Volume tested

Inoculum per Steritest

Voiume of medium per Steritest
Teston

Test off

Result

352_CC5 SPI_AE.dot /18.09.11
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160/229
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: Glass electrode
: 03.11.08
: 712 - Conforms

. Spectrophotometry
: 04.11.08
1 57.42 pg/mi - Conforms

: ELISA
: 05.11.08
: <3.9 ng/ml - Conforms

: LAL
: 03.11.08
: <0.50 |IU/ml - Conforms

Membrane filtration

Soybean Casein

Digest medium
20-25° C

medium

30-35° C
20 ml

10 ml 40 ml

100 m! 100 ml

31.10.08
14.11.08
Conforms
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Preduct Quality and Bisposition Depariment

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

D Antigen content

The vaccines division of sanofi-aventis Group

161/229
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Method t ELISA
Reference standard :11/67/07
Date :03.11.08
D Antigen unit/ml
Type 1 Type 2 Type 3
Product tested 477 83 326
Result : Conforms

Test for effective inactivation

First test

Method
Cell strain

Volume tested
Virulence chalienge

Temperature of incubation

Test on
Test off

Result

prlmary test

: Cytopathogenic effect on sensitive celis
: Vervet
: 3000 theorical human doses

: viral suspension (type 1, 2, 3)

about 100-300 CCIDse/ml

» 37 £1
:19.11.08
:10.12.08

°C

Inoculation date

Reading date

| Result

At T"day

At 14%day

Vervet — V1084 19.11.08 26.11.08 | 03.12.08
f/ﬁg:tfrmts:hday 26.11.08 10.12.08
\S/léﬁgltgrsfgz;: e 10.12.08 24.12.08
Vet oo | 101208 24.12.08
virulence challenge 11.12.08 18.12.08 p—

Vervet - V1084
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Product Quality and iMsposition Department

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

influenzae type b conjugate vaccine {adsorbed) lot n® 84312 (clinical batch)

The vaccines division of mnodi-aventis Lrrup

162/229
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Second test
Method : Cytopathogenic effect on sensitive cells
Cell strain : Vervet
Volume tested : 3000 theorical human doses
Virulence challenge : viral suspension (type 1, 2, 3)
about 100-300 CCIDse/ml
Temperature of incubation 37+ 1°C
Teston :09.12.08
Test off 1 30.12.08
tnoculation date Reading date Result
| At7day | At ta%day | AL21
etin day
primary test
Vervet — V1085 09.12.08 16.12.08 | 23.12.08 | 30.12.08 | no CPE
subculture at 7"day ' e
Vervet — V1086 16.12.08 30.12.08
subculture at 14"day .
Vervet — V1086 23.12.08 06.01.09
subculture at 21%'day -
Vervet — V1086 30.12.08 13.01.09
virulence challenge
Vervet — V1085 30.12.08 05.01.09 CPE

Result

: No cytopathic effect (CPE)
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Product (uality and Disposition Depariment. The vaccines division trfs;maﬁ-avtmiﬁ'{ifg:p

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B {rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed}) lot n° 84312 (clinical batch) 163/229
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Product Quality and DMsposition Department The vaccines division of wnofi-aveny .nfﬁ_

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

mfluenzae type b conjugate vaccme (adsorbed) lot n° §4312 (cllnlcal batch) 164/229
PRODUCTION FLOW SHEET
Strain Strain Strain
1472-C 1472-C ' 2164
I | I
Master seed lot Master seed lot Master seed lot
221091 221091 141098
Working seed lot Working seed lot Working seed lot
FA229010 FA123048 FA214908
| | ]
Tetanus protein Tetanus protein Haemophilus
type b
FA269029 FA254260 polysaccharide
FA240998
| | |
Concentrated Concentrated Haemophilus AH
tetanus protein tetantus protein polysaccharide
derivative
FA280431 FA289726 FA300558
L |
L

Haemophilus polysaccharide
conjugate
{concentrated bulk)
FA316432
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Product Quality and Bisposition Depariment

50

i,

Diphtheria, tetanus, pertussis {acellular, component),
hepatitis B (rDNA),poliomyelitis {inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed} lot n° S4312 (clinical batch)
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HAEMOPHILUS INFLUENZAE
Strain : Haemophilus Influenzae 2164

STRAIN
Name : Haemophilus influenzae type b ~ strain 1482
Origin : Dr John ROBBINS (FDA)
Bethesda —~ Maryland 20014
Received :12.12.75
Institut Mérieux number :IM 2164
HAEMOPHILUS INFLUENZAE

Master seed lot n° 141098

Strain number
Preparation date
Release date

CONTROLS

Purity
Identification
- Morphology

- Growth characteristics

IM 2164
14,1098
:11,09.01

. Biochemical characteristics

- Antigenic characteristics
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