Product Quality and Eisposition Department

*

Sanofi pas

o U

The vaccines diviging of sanofi-aventis Group

Diphtheria, tetanus, pertussis {(acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemephilus
influenzae type b conjugate vaccine (adsorbed) Iot n° 54312 (clinical batch) 143/229
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MONOVALENT BULK - Type : 1
Lot Number : FA303359

Single harvest used
Date of inactivation
inactivation method

Date of manufacture
Voiume

Storage temperature

Monovalent bulk period of validity

Expiry date

CONTROLS:

Residual formaldehyde content

Method
Date
Result

Protein content
Method
Date
Rasult
D Antigen content
Method
Reference standard

Date
Result

Purity

Result

352_CC5_SPI_AE.dot /19.09.11

: FA295889 - FA297421
:17.03.08
: 0.88% (w/v) Formaldehyde, 37°C, 12 days

:17.03.08

1 260 550 m|

1 +5°C £ 3°C

: 3 years

: 17 MARCH 2011

. Spectrophotometry
: 25.03.08
. 84.62 pg/ml - Conforms

: Spectrophotometry
. 26.03.08
» 21.83 ug/mil

: ELISA

. 28.1.99

: 25.03.08

1 218 D Antigen U/mi

17,922 ng of protein @:\
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Praduct Quality and Pisposition Depariment

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

T}u: vaceines dinsmu of sanofi-aventis Geoup

influenzae type b conjugate vaccine (adsorbed) lot n° S4312 (clinical batch)
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Bacterial and fungal sterility

144/229

Method used : Membrane filtration

Media Thloglycollate Soybean Casein
medium Digest medium

Temperatures 30-35° C 20-25° C

Volume tested 20 ml

Inocuium per Steritest 10 ml 10 mi

Volume of medium per Steritest 100 ml 100 ml

Test on 19.03.08

Test off 02.04.08

Result No microbial growth

Inactivation kinetics

Method : viral titration of polio cytopathogenic effect on
sensitive cells
Cell strain used : Hep 2
Temperature of incubation : 36+ 1°C
Test on : 21,03.08
Test off . 28.03.08
TIME Do DO+24H | DO+ 48H | DO+ 72H | DO+ 96H
Titer 109.60 106.80 £102.30 £101.30 £101.30
(CCIDgp/ml)

Slope calculation

352_CC5_SPI_AE.dot /18.09.11

:-0.1521, Conforms
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Product Quality and [Msposition Depaciment

The vaccines division of sanofi-avenris Groug

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

influenzae type b conjugate vaccine (adsorbed) iot n° $4312 (clinical batch)

146/229
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Test for effective inactivation

Method

Cell strain

Volume tested
Virulence challenge

: Cytopathogenic effect on sensitive cells
: Vervet

: 3000 theorical human doses

: viral suspension (type 1, 2, 3)

about 100-300 CC|Dse/ml

Temperature of incubation
Date of inactivation (Day Q)

Day 9

End of inactivation date (Day 12)

137+ 1°C
- 05.03.08
:14.03.08
:17.03.08

Inoculation date Reading date .
dbemma il | At day | At14%day | At21%day
Ty et 60 07.05.08 14.06.08 | 21.06.08 | 28.05.08 oPE
f,‘gbn‘,‘::tfrsf;g:’ day 21.05.08 04.06.08
Dy 9 | | Vet vioet "oay 21.05.08 04.06.08
f,“;tx;:tfrs,lagezfday 28.05.08 11.06.08
Viativvdi 29.05.08 05.06.08 CPE
Inoculation date 'Reading date Result
L At 7"day | At14"day | At 21" day
Ry et o1 200508 | 27.0608 | 020608 | 1006.08 | gor
f,‘;?\‘,’:{tﬂrsfég:day 27.05.08 10.06.08 o
Day 12 3‘;‘;3:?2’3 f;é';mday 03.06.08 17.06.08 oo
\S,‘;bnfgt”_‘frsfg:f‘day 10.06.08 24.06.08 Jo
l’}é‘ﬁ\',iri"f\?fégfnge 11.06.08 17.06.08 CPE
Result : No cytopathic ef(e;c (CPE) ' /(

352_CC5_SP!_AE.dot /18.09.11







Product Quality and Disposition Depariment The vaccines division of sanofi-avents Group

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus '
influenzae type b conjugate vaccine (adsorbed) lot n® 54312 (clinical batch) 146/229
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MONOVALENT BULK - Type : 2
Lot Number : FA278342

Single harvest used
Date of inactivation
Inactivation methed

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
Result

Purity

Result

352 _CCS5_SP!_AE.dot /19.09.11

: FA272631 -FA274124
: 18.08.07
. 0.88% (w/v) Formaidehyde, 37°C, 12 days

:18.06.07

: 95 300 m

1 +5°C £ 3°C

: 3 years

: 18 JUNE 2010

. Spectrophotometry
: 18.07.07
: 87.79 ug/ml - Conforms

: Spectrophotometry
: 11.07.07
: 35.64 pg/mi

: ELISA

: 28.1.99

: 02.07.07

: 970 D Antigen U/ml

: 36.746 ng of prot ln\D Antigen U-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® S4312 (clinical batch)

147/229
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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

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

10 mi
100 mi

25.06.07
09.07.07
No microbial growth

: viral titration of polio cytopathogenic effect on
sensitive cells

Cell strain used i Hep 2

Temperature of incubation 136+ 1°C

Teston . 06.07.07

Test off :13.07.07

TIME DO D0+24H | DO+48H | DO+72H | DO+ 96H
Titer 1010.00 106.60 <1(2-30 <101-30 £101.30
(CCIDgg/ml)

Slope calculation

352_GC5_SPI_AE.dot /19.09.11

: = 0.1604, Conforms
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‘sanofi pastes?

Product Quality and Bisposition Departinent The vaccines division of sanofi-aventis Grog p

Diphtheria, tetanus, perfussis (acellular, component),
hepatitis B (rDNA),poliomyelitis {inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n°® S4312 (clinical batch) 148/229
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Test for effective inactivation

Method : Cytopathogenic effect on sensitive cells
Cell strain : Vervet
Volume tested : 3000 theorical human doses
Viruience challenge . viral suspension (type 1, 2, 3)
about 100-300 CCIDs/mi
Temperature of incubation :37+1°C
Date of inactivation (Day 0) : 06.06.07
Day 9 : 15.06.07
End of inactivation date (Day 12) : 18.06.07
Inoculation date Reading date
_ , Pt el At7Mday | At14%day | At21%day fit
primary test ho
Vervet — V1024 03.07.07 10.07.07 17.07.07 24.07.07 CPE
subculture at 7"day : no
Vervet — V1022 10.07.07 24.07.07 CPE
h
Day 9 subculture at 14"day no
y Vervet — V1023 17.07.07 31.07.07 CPE
subculture at 21%day no
Vervet — V1023 24.07.07 07.08.07 CPE
virulence challenge
Vervet - V1024 27.07.07 31.07.07 CPE
| Inoculation date Reading date , Result

At 7"day | At14"day | At21%day |

R e 022 1007.07 | 170707 | 240707 | 310707 | IS
3“ebr3§§tfr3f é;: e 17.07.07 31.07.07 CPE
Day 12 | | Subouiture fé;;m day 24.07.07 07.08.07 orE
f/i?;’g:tfrsfg: " day 31.07.07 14.08.07 o
e 02.08.07 07.08.07 | cpe

Result :No cytopathlc e(ffect (CPE) /g

aUMA WOTELONE CHRISTANDOALIEZ

DIRECTORA TR CLGEHADD
SANOFI-PASTELR S A %ﬂNﬂFl PASTEIR S.A.

\

352_CC5_SPI_AE.dot /19.09.11






Product Quality and Bisposition Depariment
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Diphtheria, tetanus, pertussis {acellular, component},
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° S4312 (clinical batch) 149/229
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MONOVALENT BULK - Type : 2
Lot Number : FA293397

Single harvest used
Date of inactivation
Inactivation method

Date of manufacture
Volume
Storage temperature

Monovalent bulk period of validity

Expiry date

CONTROLS:

Reslidual formaldehyde content

Method
Date
Result

Protein content

Method
Date
Result

D Antigen content

Method

Reference standard
Date

Result

Purity

Resutt

352_CC5_SPI_AE.dot /19.09.11

: FA286930 — FA287531
:17.12.07
1 0.88% (wfv) Formaidehyde, 37°C, 12 days

:17.12.07

: 96 800 mi

1 +5°C + 3°C

» 3 years

: 17 DECEMBER 2010

. Spectrophotometry
: 10.01.08
. 86.59 pg/mi - Conforms

: Spectrophotometry
: 08.01.08
: 30.54 pg/mi

1 ELISA

1 28.1.99

: 14.01.08

: 843 D Antigen Ufml
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Product Quality and Dispositien Depariment

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

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

The vaceines division of sanoli-avenrs Griag

150/229
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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

Membrane filtration

Thioglycoliate
medium
30-35° C

10 mi
100 mi

Soybean Casein
Digest medium
20-25° C
20 mi
10 mi
100 mi

20.12.07
03.01.08
No microbial growth

Method : viral titration of polio cytopathogenic effect on
sensitive cells
Cell strain used " Hep 2
Temperature of incubation : 36+ 1°C
Teston :11.01.08
Test off :18.01.08
TIME DO DO+24H | DO+48H | DO+ 72H | DO+ 96H
Titer 109.60 106.50 103-30 <101.30 <101.30
(CCID5q/ml)

Slope calculation

352_0CC5_SFPI_AE.dot £18.09.11

1= 0.1313, Conforms
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Product Quality and Dispesilion Department

Diphtheria, tetanus, pertussis (aceliular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° 54312 (clinical batch)
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Test for effective inactivation

Method

Cell sfrain
Volume tested
Virulence challenge

Temperature of incubation

Date of
Day 9

End of inactivation date {(Day 12)

inactivation (Day 0)

SANOFI pas?’féér

The wooines diviskon of sanofb-aventis Group

161/229

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

: viral suspension (type 1, 2, 3)

about 100-300 CCIDse/mi

1 37x1°C
1 05.12.07
:14.12.07
117.12.07

Inoculation date Reading date Resuit
o e At7"day | At14"day | At21%day [t
D e 51 270208 | 05.03.08 | 120308 | 190808 | (5
f,”e?\‘l’gltfr&aé;;day 05.03.08 19.03.08 P
Day 9 3thgtltfr31aé;;thday 12.03.08 26.03.08 OPE
Al T 5
Yrulence challenge 21.03.08 26.03.08 CPE
inoculation date Reading date Resulit

At 7"day | At14"day | At21% day

e 052 04.03.08 | 11.03.08 | 18.03.08 | 26.03.08

o
Day 12 | | Subculture at 147 day 18.03.08 01.04.08 o
f/fr"‘l’g:tfsfészfday 25.03.08 09.04.08 o
Viretiatuiesdi 28.03.08 04.04.08 GPE
Result

352_CC5_SPI AE.dot /18.09.11

: No cytopathic C?'Fect (CPE)
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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) 152/229
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MONOVALENT BULK - Type : 3
Lot Number : FA302425

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
Result

Purity

Result

352_CC5.SPI_AE.dot /19.09.11

: FA292452
:10.03.08
: 0.88% (wiv) Formaldehyde, 37°C, 12 days

:10.03.08

: 105 850 m

1 +5°C 12 3°C

: 3 years

: 10 MARCH 2011

. Spectrophotometry
: 14.03.08
: 84.78 pgfmi - Conforms

: Spectrophotometry
:13.03.08
:18.20 pyg/mi

: ELISA

:28.1.99

:25.03.08

1 024 D Antigen U/ml

V7773 00 oflp tein / D Antigen U - o Aforms

\ - ; '. TTOIAAE [aad
AOXANAMNTEMIONE  CHAUSTIAN DOMI SUEE
SANNFI ?AQNJR,S.A, SAN(E! PA‘\.T‘. .

.

/







