Product Quality snd Disposition Department
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The vacrines division of exnofi-sweatly Group

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

influenzae type b conjugate vaccine (adsorbed) lot n° §4314 (clinical batch) 1307211
CONTROLS ON CELLS:
Observation

Method . Studied through a microscope

Cells : Verg, 142™ passage

Number of cells tested 1 320%10° cells

Test on : 02,07.07

Test off : 16.07.07

Result : Absence of cytopathic effect

Test for haemadsorbing viruses

Method

Number of vials tested
Type of red biood cells
Incubation

Date
Result
~Simian cells identification

Method
iso-enzymes analysed

Reference cells
Date
Result
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: visual inspection

'8

: Guinea-pig

: 4 vials, 30 minutes at 5°C + 3°C
: 4 vials, 30 minutes at 20-25°C
:16.07.07

: Absence of hemadsorption

' |soenzymes analysis by IsoElectric Focusing
: Lactate DeHydrogenase

Phospho Gluconate Dehydrogenase
Glucose Phosphate |somerase

: Vero, MRC5, Wi38, Hep 2
' 04,10.07
: Positive identification
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Product Quality and Disgosition Department The vaeciries divisions of sanofi-aventis Groupi

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B {rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° $4314 (clinical batch) 1311211
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CONTROLS ON SUPERNATANTS:

Test for extraneous agents

Vero celis

Method : Studied through a microscope

Type of cells : Vero

Volume tested ;10 ml

Temperature of incubation 1 368+£1°C

Test on : 23.08.07

Test off . 06.02.07

Result : Absence of cytopathic effect
Human diploid cells

Method . Studied through a microscope

Type of cells » MRC5S

Volume tested ;10 ml

Temperature of incubation :36x1°C

Test on ; 30.08.07

Test off : 27.09.07

Result . Absence of cytopathic effect

Primary monkey kidney cells

Method ' Studled through a microscope
Type of cells . Vervet Monkey Cells

Volume tested : 10 mi

Temperature of incubation :36+x1°C

Test on 1 18.09.07

Test off : 02.10.07

Result : Absence of cytopathic effect

ROXANAMDNTEMILONE - GHRISTIAN LOMIr -t~
DIRECTORA TEGMIGA APCDERRLG |
SANNFI BASTFUR 8.4,  SAROR PASTR -
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Product Quality and Disposition Depariment The vactines ds» Eon of gamnf‘ gvEpiti mep

Diphtheria, tetanus, pertussis (acellular, compenent),
hepatitis B {rDNA},poliomyelitis (inactivated) and Haemophllus
influenzae type b conjugate vaccine (adsorbed) lot n° S4314 (clinical batch) 132/211
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Test for Mycoplasma by culture method

Method : Agar culture
Volume tested : 34 ml
Media used : Hayflick solid
Hayflick semi-solid
B.0.B. solid
B.0.B. semi-solid
Temperature of incubation 1 3621°C
Positive controls : M. pneumoniae and M. orale and A. laidlawii
Primary test
Test on : 12,02,08
Test off ; 26.02,08
Subcuilture at 3° day
Test on : 15.02.08
Test off : 29.02.08
Subculture at 7" day
Test on : 19.02.08
Test off : 04.03.08
Subculture at 14"day
Teston . 26.02.08
Test off 1 11.03.08
Subculture at 21"day
Test on . 04.03.08
Test off  11.03.08
Result : No growth of Mycoplasma

Test for Mycoplasma by epifluorescence in cell culture

Method : DNA fluorescence staining

Cell used : Vero, 150" passage

Volume tested :1ml

Temperature of incubation :368+1°C

Positive control : M. hyorhinis and M. orale

Test on : 06.12.07

Test off 1 13.12.07

Result : No Mycoplasma detected by epifluorescence

in cell culture
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Produoet Quality and Disposition Deparbnent
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The vaccines division of sanofiaveatls Graup

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),potiomyelitis (inactivated) and Haemophilus 7
influenzae type b conjugate vaccine {adsorbed) lot n® 54314 (clinical batch) 133/211
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CONTROLS ON SINGLE VIRUS HARVEST :

Polio virus identification

Method

Cell strain used
" Antiserum

Test on

Test off

Result

Polio virus concentration

Method

Cell strain used
Test on

Test off

Virus congentration
Result

Bacterial and fungal sterllity

Method used
Media

Temperatures

Volume tested

Inoculum per Steritest

Volume of medium per Steritest
Test on

Test off

Result

352_CC5_SPI_AE.dot /18.09.11

: Cytopathogenic effect neutralization
:Hep 2

: LEPINE type 3

. 24,07.07

: 31.07.07

: Positive

. Cytopathogenic effect on sensitive cells
' Hep 2

: 24,0707

: 31,07.07

: 108:60 CCID50/mI

: Conforms

Membrane filtration

Thioglycollate Soybean Casein

medium Digest medium
30-35°C 20-25° C
20 mi
10 mi 10 ml

100 ml 100 mi
12.07.07
26.07.07

No microbial growth
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Product Quality and Disposition Depiriment ﬂn: waccines division of saneflaventis Geaug

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n°® 84314 (clinical batch) 1341211
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Test for Mycoplasma by culture method

Method : Agar culture
Volume tested 1 34 ml
Media used : Hayflick solid
' Hayflick semi-solid
B.0.B. solid
B.0.B. semi-solid

Temperature of incubation :368+1°C
Positive controls : M. pneumoniae and M. orale and A. laidlawii
Primary test

Test on : 12.02,08

Test off : 26.02.08
Subcuiture at 3° day

Teston : 15.02.08

Test off 1 29.02,08
Subculture at 7" day

Test on : 19,02,08

Test off : 04.03.08
Subculture at 14"day

Test on : 26,02.08

Test off : 11.03.08
Subculture at 21"day

Test on ; 04.03.08

Test off 1 11.03,08

Result : : No growth of Mycoplasma

RUKRQ‘ MOWTEMILONE  GHIISTIAN Gumr: .
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Product Qualily and Disposition Depariment

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis {inactivated) and Haemophllus
influenzae type b conjugate vaccine {adsorbed) lot n° $4314 (clinical batch) 135/211

*********W****tt*ti‘**********************************i**i****************t***‘k***************"***t***‘\'*ti*******i*ﬁ***********

*h

CONTROLS ON CONCENTRATED PURIFIED VIRAL SUSPENSION:

Protein content

Method
Date
Result

D Antigen content

Method

Rafarence standard
Date

Result

Bacterial and fungal sterllity

Method used
Media

Temperatures

Volume tested

inoculum per Steritest

Volume of medium per Sterltest
Test on

Test off

Resuit

Purity

Result

352_CC5_SP|_AE.dot /19.09.11

. Spectrophotometry
. 23.07.07
: 65,67 pg/mi

: ELISA

. 28.1.99

: 16.07.07

» 3990 D Antigen U/m|

Membrane filtration

Thioglycoliate Soyhean Casein

medium Digest medium
30-35° C 20-25° G
20 mi
10 mi 10 ml

100 mt 100 ml
16.07.07
30.07.07

No microbial growth

: 0.014 pg of protein / D Antigen U

DIRECTORA TEGHIGA
SANCF| PIGTRHR S, SANGH PAReer. .






Produet Quality and Disposilion Depariment

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

influenzae type b conjugate vaccine {(adsorbed) lot n° $4314 (clinical batch) 136/211
MONOVALENT BULK {TYPE 1, 2 AND 3)
TESTS ACCEPTANCE CRITERIA

RESIDUAL FORMALDEHYDE CONTENT

80 + 30 pg/mi

PROTEIN CONTENT

For purity calculation

D ANTIGEN CONTENT

For purity calcutation

PURITY

< 50 ng of protein/D antigen unit

BACTERIAL AND FUNGAL STERILITY TEST

No microbial growth

KINETICS OF INACTIVATION
DAY 0
DAY 24H
DAY 48H
DAY 72H
DAY 96H

SLOPE CALCULATION (D0, DO+24H,D0+48H)

The infectious titer drops in linar mode

Type 1 : within -0.1187 and -0.1758
Type 2 : within -0.0955 and -0.1890
Type 3 : within -0,1090 and -0,1933

TEST FOR EFFECTIVE INACTIVATION :

DAY 9
DAY 12

No cytopathic effect during amplification process
No cytopathic effect during amplification process

352_CC5_SPI_AE.dot /19.09.11
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Product Quality and Disposition Department
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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)

137/211
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MONOVALENT BULK - Type : 1 -
Lot Number : FA291505

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_CCS5_SP!_AE.dot /19.09.11

- 16.187 ng of proteik AD Antigen U - C

: FA285883 — FA285976
: 19.11.07
: 0.88% (w/v) Formaldehyde, 37°C, 12 days

:19.11.07

: 250 300 mi

»+8°C + 3°C

' 3 years

: 19 NOVEMBER 2010

. Spectrophotometry
: 29.11.07
: 89.04 pg/ml - Conforms

. Spectrophotometry
: 04.12.07
: 22,99 pug/mil

 ELISA

1 28.1.99

: 03.12.07

: 1420 D Antigen U/ml

ROXANAMONTEMILONE  GHRISTIAN Liui
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Product Qualily and Disposition Depariment The vaccines division of sanoli-sves Group

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

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

138/211

nnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnn

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

nnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnn WAk ki kkkdokd

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

10 mi
100 ml

21.11.07
05.12.07
No microbial growth

Method : viral titration of polio cytopathogenic effect on
sensitive cells
Cell strain used i Hep 2
Temperature of incubation 1 36x1°C
Test on :07.12.07
Test off : 14.12.07
TIME po DO+24H | DO+48H | DO+ 72H DO + 96H
Titer 108.20 10490 £102.10 £101.30 £101.30
(CCIDg/ml)

Slope calculation

352_CC5_SP|_AE.dot /19.09.11

1 - 0.1479, Conforms
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Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus

influenzae type b conjugate vaccine {adsorbed) lot n° 84314 (clinical batch)

1391211
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Test for effective inactivation

Methed

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 CCIDse/ml

Temperature of incubation $ 37+ 1°C
Date of inactivation (Day 0) ; 07.11.07
Day 9 116.11.07
End of Inactivation date (Day 12) : 19.11.07
Inoculation date Reading date Result
e AtT"day | At14"day | At21%day |00
primary test no
Vervet — V1044 16.01.08 22.01.08 29.01.08 05.02.08 CPE
subculture at 7""day no
Vervet - V1048 22.01.08 05.02.08 CPE
h
av 9 subcutture at 14"day no
Day Vervet — V1046 29.01,08 12.02.08 CPE
subculture at 21%day no
Vervet — V1048 05.02.08 19.02.08 CPE
virulence challenge
Vervet V1044 07.02.08 14.02.08 CPE
Inoculation date Reading date Result
| At7"day | At14"™day | At21™ day |
primary test :
Vervet — V1046 22.01.08 29.01.08 056.02.08 12.02.08 CPE
subculture at 7" day ‘ no
Vervet — V1047 29.01.08 12,02,08 CPE
o | | subculture at 14" day no
Day 1 Vervet - V1048 05.02,08 19.02,08 CPE
subculture at 21% day no
Vervet - V1048 12.02.08 26.02.08 CPE
viruience challenge
Vervet ~ V1046 14,02.08 19.02.08 CPE
Result :No cytopathlc(eff ct (CPE)

352_CC5_SP]_AE.dot /19.09.11
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Product Quality and Disposition Depariment The vaccinies divion of stnofisaventis Geip

Diphtheria, tetanus, pertussls (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° $4314 (clinical batch) 140/211

***i**************i***t*********************w*****it***i***********************W******i**t*********t****i****************'ﬁl\'i**

ik

MONOVALENT BULK - Type : 1
Lot Number : FA304026

Single harvest used
Date of inactivation
Inagtivation 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_SP|_AE.dot /19.09.11

: FA296701 -~ FA297937
+ 31.03.08
: 0,88% (w/v) Formaldehyde, 37°C, 12 days

: 31.03.08

. 254 200 ml
 +5°C £ 3°C

' 3 years

: 31 MARCH 2011

: Spectrophotometry
: 10.04.08
: 88.18 pg/m! - Conforms

: Spectrophotometry
: 15.04.08
: 21,00 pg/mi

s ELISA

: 28.1.99

: 03.04.08

. 1 364 D Antigen U/ml

115,396 ng of protein LD brfioen W %ﬂﬁ Do
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Product Quality and Disposition Depariment

The vaceies divison of ﬁﬂc:ﬁ-ﬂfmg m‘rup

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

influenzae type b conjugate vaccine (adsorbed) lot n° §4314 (clinical batch)

1417211
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Bacterial and fungal sterility

Method used
Media

Temperatures

Volume tested

Inoculum per Steritest

Volume of medium per Sterltest
Test on

Test off

Result

inactivation kinetics

Membrane filtration
Thioglycoilate Soybean Casein
medium Digest medium
30-35°C 20-25° C
_ 20 mi
10 ml 10 m!
100 ml 100 ml

04.04.08
18.04.08
No microbial growth

Method : viral titration of polio cytopathogenic effect on
sensitive cells
Cell strain used :Hep 2
Temperature of incubation 136 £ 1°C
Test on : 04,0408
Test off +11.04.08
TIME DO DO+24H | DO+48H | DO+72H | DO+ 96H
Titer 10930 105.00 5102.20 <101.30 £101.30
{CCIDggn/ml)

Slope calculation

352_CC5_SPI_AE.dot/19.08.11

:-0.1479, Conforms
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Product Quality and Disposgition Department

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

influenzae type b conjugate vaccine (adsorbed) lot n° $4314 (clinical batch)

SANOFi o le,

The vaecines division of sanofi-sveaius {aroop

1421211
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Test for effective inactivation

Method

Cell strain
Volume tested
Virulence challenge

Temperature of incubation
Date of inactivation (Day Q)

Day 9

End of inactivation date (Day 12)

. Cytopathogenic effect on sensitive cells
: Vervet
: 3000 theorical human doses

. viral suspension (type 1, 2, 3)

about 100-300 CCIDs/ml

137 1°C
: 19,03.08
: 28.03.08
1 31.03.08

inogutation dats

Reading daie

Resmt

At7"day | At14"day | At 22" day
| %Tfewﬁosz 27.05.08 03.06.08 | 10.06.08 | 18.06.08 ChPOE
oo
Dayg | | Suboulture f;;;mday 10.06.08 24.06.08 oPE
f,i?;’gfﬂ’&ag:g"dday 18.06.08 02.07.08 o
| Urulence chelonge 19.06.08 24.06.08 CPE
Inoculation date Reading date
At7"day | At14"day | At 21% day
P 064 11.06.08 | 18.06.08 | 2506.08 | 02.07.08 | -
f/i‘:\‘fgt'tﬂ"ﬁfég:day 18.06.08 02.07.08 e
Day 12 f/‘;?\f:ltfr&la;;:m day 25.06.08 09.07.08 e
Virulenae ehalenge 03.07.08 09.07.08 CPE
Result : No cytopathic e .ct\' PE)
ROXAl UNTEM!LDNF PR Llrgii\lllf“\‘iijlhlfz
DIECTORATEGHK, e
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Product Quality and Disposition Depariment

The vagamnes dmsxm ﬁf saﬁé!* pactites Geoip

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA},poliomyelitis (inactivated) and Haemophllus
influenzae type b conjugate vaccine (adsorbed) lot n® 54314 (clinical batch) 143/211
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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:;

Residual formaldehyde content

Method
Date
Resuilt

Protein conient
Method
Date
Result
D Antigen content
Method *
Reference standard
Date
Resuit
Purity

Result

352_CC5_SPI_AE.dot /18.08.11

: 36.2301 ng of protél

: FA286930 - FA287531
0 17.12,07
: 0.88% (w/v) Formaldehyde, 37°C, 12 days

1 17.12.07

196 800 mi

+5°C £ 3°C

: 3years

: 17 DECEMBER 2010

: Spectrophotometry
1 10.01.08
. 86.59 pg/ml - Conforms

: Spectrophotometry
: 08.01.08
: 30.54 pg/ml

: ELISA

: 28.1.99

:14,01.08

: 843 D Antigen U/mi

/ D Antigen U - Copfgrms







Praduct Quality and Bisposition Depurdnent

sanofi pgsteur

The wactines drvision of o

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

influenzae type b conjugate vaccine (adsorbed) lot n° $4314 (clinical batch)

1441211
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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
Thioglycollate Soybean Casein
medium Digest medium
30-35° C 20-25° C
20 ml
10 ml
100 ml

10 mi
100 ml

20,12,07
03.01.08
No microbial growth

Method : viral titration of pollo cytopathogenic effect on
sensitive cells
Cell strain used : Hep 2
Temperature of incubation :36+£1°C
Test on :11.01.08
Test off :18.01.08
TIME Do DO+24H | DO+48H | DO+72H | DO+ 96H
Titer 10°-80 108.50 103:30 <101.30 £101.30
{CCIDgp/ml)

Slope calculation

352_CC5_SP{_AE.dot /15.09.11

: - 0.1313, 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® S4314 (clinical batch)
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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)

145/211

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

: viral suspension (type 1, 2, 3)

about 100-300 CCIDse/ml

37+ 1°C
. 05.12.07
:14.12.07
:17.12,07

The vaccines disision of snofi-aventds Geoup

Inoculation date

Reading date

Result

At 7T"day | At14"day | At21%day
P 051 27.02.08 | 050308 | 120308 | 19.03.08 | IS
f/iﬂltfr&a;g:day 05.03.08 19.03.08
Day o | | Subeuliure at 147day 12.03.08 26.03.08
suboulture 3l 26%d8y | 49.03.08 02.04,08
Vorver S V08T 21.03.08 26.03.08 CPE
Inoculation date Reading date Result
' At7Vday | At14"day | At 21% day :
D 052 04.03.08 | 11.03.08 | 18.03.08 | 2503.08 | oo
Suboulture 2 ;’: day 11.03.08 26.03.08 |11 i Je.
Day 12 f‘/‘g:\‘,:g,!tﬂrsfggfhday 18.03.08 01.04.08 ope
\S/“e?fjg{tfr&a;szfday 25.03.08 09.04.08 oPE
M 28.03.08 04.04.08 CPE
Resuit : No cytopathic effect (GPE)
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Praduct Quality and Disposition Depariment The waecings division of sunsfi-aventis Group

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

influenzae type b conjugate vaccine (adsorbed) lot n° S4314 (clinical batch) 146/211
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MONOVALENT BULK - Type : 3
Lot Number : FA300586

8ingle harvest used
Date of inactivation
Inactivation method

Date of manufacture
Voluma
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

: FA290835 - FA292974
1 25,02,08
: 0.88% (wiv) Formaldehyde, 37°C, 12 days

: 25,0208

1 207 500 mi

 +5°C £ 3°C

' 3 years

. 26 FEBRUARY 2011

: Spectrophotometry
: 03,03,08
. 85.93 pg/m! - Conforms

. Spectrophotometry
1 04.03.08
: 22.87 pg/mi

: ELISA

. 28.1.98

. 28.02.08

: 1 063 D Antigen U/mli

: 21.527 ng of proteirny/
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Product Quality and Disposition Department The saccines dovision of sanali-avens f;i‘imp
Diphtheria, tetanus, pertussis (acellular, component},

hepatitls B {rDNA),poliomyelitis (inactivated) and Haemophilus

1477211

influenzae type b conjugate vaccine (adsorbed) lot n° 54314 (clinical batch)
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Bacterial and fungal sterility

Method used

Membrane filtration

. Thioglycollate

Media Soybean Casein
medium Digest medium

Temperatures 30-35° C 20-25° C

Volume tested 20 ml

Inoculum per Steritest 10 ml 10 m

Volume of medium per Steritest 100 mi 100 mi

Test on 27.02.08

Test off 12.03.08

Result No microblal growth

Inactivation kinetics

Method 1 viral titration of polio cytopathogenic effect on
sensitive cells
Cell strain used : Hep 2
Temperature of incubation » 36+ 1°C
Test on : 29.02,08
Test off . 07.03.08
TIME Do DO+24H | DO+48H | DO+ 72H | DO+ 96H
Titer 10820 105.30 <102.00 £101.30 <101.30
(CCID5g/ml)

Slope calculation

352_CCh_SPi_AE.dot /18.08.11

- 0.1500, Conforms
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Prodnet Quality and Bispogition Department

The vaccines division of sanefi-sveontis Groop

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (Inactivated) and Haemophlius

influenzae type b conjugate vaccine (adsorbed) lot n° 84314 (clinical batch)

148/211
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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)

. Cytopathogenic effect on sensitive cells
: Vervet

: 3000 theorical human doses

: viral suspension {type 1, 2, 3)

about 100-300 CCIDse/mi

137+ 1°C
+13.02.08
:22,02.08
: 25,02.08

Inoculation date Reading date
i o At7"day | At14"day | At 21%day
e 058 20.04.08 | 06.05.08 | 13.05.08 | 20.05.08 | 1O
w:{:;:tgr&a;g;“ @ | 0e.05.08 20.05.08 CPE
Day 9 _3?;::#?3133;:‘“”33’ 13.05.08 27.05.08 Jo
f,""ebrggitfr&ag::mday 20.05.08 03.06.08 o
Cé‘if,‘l?"f\??c?ﬁg"ge 23.05.08 28.05.08 CPE
ln_qu__J__E_gtion date Reading date
o) At7"day | At14"day | At21%day |
e 060 06.05.08 | 13.05.08 | 20.05.08 | 27.05.08
e ;h day 20.05.08 03.06.08
Day 12 | | Suboulture at14%day | g 05,08 03,08,08
3‘;"rjgltfr31a;:215tday 27.05.08 10.06.08
Viatde 29.05.08 05.06.08 CPE
Result : No ¢ytopathic effect (GPE)

352_CC5_SPI_AE.dot /19.09.11
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Product Quality and Disposilion Departnient

The vactines :ﬁ; e of sanaf' geEhlis ( 0

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n® 84314 (clinical batch) 149/211
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MONOVALENT BULK - Type : 3
Lot Number : FA288122

Single harvest used
Date of inactivation
Inactivation method

: FA279494
»15.10,07
: 0.88% (wiv) Formaldehyde, 37°C, 12 days

Date of manufacture 1 15.10.07
Volume ;63640 m|
Storage temperature +5°C £ 3°C
Monovalent bulk perlod of validity : 3 years
Expiry date .16 OCTOBER 2010
CONTROLS:
Resldual formaldehyde content
Method » Spectrophotometry
Date : 25,10.07
Result . 90,32 ug/ml - Conforms

Protein content

352_CC5_SP|_AE.dot /19.09.11

Method : Spectrophotometry

Date : 25,10,07

Result : 22.04 pg/ml

. D Antigen content
Method  ELISA
Reference standard : 28.1.99
Date : 27.11.07
Result : 1 260 D Antigen U/ml
Purity

Result » 17.495 ng of protein / @ Antigen U - Conf

ROXBNA MONTEMILONE GHRI'%TMN DM'”;LLEK
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Product Quality and Bisposition Department

The vaccines division of sanol-aventis Group

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

influenzae type b conjugate vaccine (adsorbed) lot n° $4314 (clinical batch)

150/211
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Bacterial and fungal sterility

Meathod used
Media

Temperatures

Volume tested

Inoculum per Steritest

Volume of medium per Steritest
Test on

Test off

Result

Inactivation kinetics

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

10 ml
100 m!

17.10.07
31,10.07
No microbial growth

Method » viral titration of polio cytopathogenic effect on
sensitive cells
Cell straln used : Hep 2
Temperature of incubation 1 36£1°C
Test on 19,1007
Test off : 26,10.07
TIME DO DO+24H | DO+48H | DO+ 72H | DO+ 96H
Titer 109.60 10590 £102:20 £101.30 £101.30
(CCIDgo/m)

Slope calculation

352_CC5_SPI_AE.dof /19.09.11

' «0.1542, Conforms
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