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The vactines division of sanofi-avers Groop

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated} and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° 54314 (clinical batch) 105211
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CONTROLS ON SINGLE VIRUS HARVEST:

Polio virus Identification

Mathod

Cell strain used
Antiserum

Test on

Test off

Result

Pollo virus concentration

Method

Cell strain used
Tast on

Test off :
Virus concentration
Result

Bacterial and fungal sterility

Method used
Media

Temperatures

Volume tested

Inoculum per Steritest

Volume of medium per Steritest
Test on

Test off

Result

352_CC85_SP!_AE.dot /19.09.11

: Cytopathogenic effect neutralization
:Hep 2

: LEPINE type 2

: 23.10.07

1 30,10.07

. Posltive

: Cytopathogenic effect on sensitive cells

rHep 2
: 23.10.07
: 30,10,07
: 109:03 CCIDgg/m
. Conforms
: Membrane filtration
. Thioglycollate Soybean Casein
medium Digest medium
30-35° C 20-25°C
20 ml
10 mi 10 ml
100 m} 100 mi
18.10.07
05.11.07

No microbial growth
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Product Quality and Disposition Depariment The wecinies division of sanuff.aveartls Group
Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° $4314 (clinical batch) 106/211
******it****w***tt****ﬂ*‘k***w*ti******tt**t*i***W***W*****t**i*****w*tt*ii**'k**W|\'i*i*t*ti*il‘r*******i**iii******ii#**#it*#i*t**
Test for Mycoplasma by culture method
Method . Agar culture
Volume tested : 34 mi
Media used ; Hayflick solid
Hayflick semi-solid
B.0.B. solid
B.0O.B. semi-solid
Temperature of incubation :36x1°C
Fositive controls : M. pneumoniae and M. orale and A. laidlawii
Primary test
Test on . 22.04.08
Test off . 06.05.08
Subculture at 3 day
Test on : 26.04.08
Test off 1 13.05.08
Subculture at 7" day
Test on . 29.04.08
Test off : 13.05.08
Subculture at 14"day
Test on : 06.05.08
Test off : 20.05.08
Subculture at 21"day
Test on : 13.05.08
Test off 1 20.05.08
Result : No growth of Mycoplasma

ROXA NTEMILONE  CHRISTIAN BORMIMUE:
DIRECTORA TECKICA U DERAGY
SANNFI TENE §.4. SANPF PASTEIR §.4
352 CC5_SPI_AE.dot /19.08.11






Product Qualify and Dispesition Department

5
bl
i =~ :
g% d j “
e Y h %, ry
T T N Ty

S
7
The waccines divisee of sanoflasne

Diphtheria, tetanus, pertussis (acellular, compaonent),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° $4314 (clinical patch) .107!211
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CONTROLS ON CONCENTRATED PURIFIED VIRAL SUSPENSION:

Protein content

Methaod
Data
Result

D Antigen content

Method

Reference standard
Date

Result

Bacterial and fungal sterility

Method used
Media

Temperatures

Volume tested

Inoculum per Steritest

Volume of medium per Steritest
Teston

Test off

Result

Purity

Result

352_CC5_SPI AE.dot /19.09.11

Thioglycollate

: Spectrophotometry
: 22.10.07
: 79.66 pg/ml

: ELISA

1 28.1.99

: 29.10.07

: 2212 D Antigen U/ml

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

100 mi 100 mi

19.10.07

05.11.07

No microbial growth

: 0.036 pg of protein / D Antigen U
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Product Qualily and Dispesition Depariment

Diphtheria, tetanus, pertussis {(acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophllus
influenzae type b conjugate vaccine (adsorbed) lot n° $4314 (clinical batch) 108/211
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SINGLE HARVEST - Type : 2
Lot Number ;: FA287531

CELL:

Working Cell Bank : FA106611
Date of thawing ampoule of WCB : 20.09.07
Thawing ampoule amount : One ampoule
VIRUS:

Virus Working Seed lot : FA091251
Date of Inoculation 1 15.10.07

Date of virus harvest : 18.10.07

CRUDE HARVEST:

Storage : from 19.10.07 to 22,10.07
Volume 11604 L

Storage temperature 1 +5°C +3°C

SINGLE HARVEST:

Date of single harvest :22.10.07

CONCENTRATION AND PURIFICATION OF THE SINGLE HARVEST

DEAE Spherodex large column . lon exchange chromatography on 23.10.07
CL-8-B Sepharose column : Gel filtration on 24,10.07
DEAE Sphérodex smali column : lon exchange chromatography on 24,10.07

CONCENTRATED PURIFIED VIRAL SUSPENSION :

Manufacture date : 24,10.07
Volume 119 660 mi
Storage temperature :+5°C £ 3°C
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Product Quality and Disposition Depariment
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The waeeines division of sanolivevently Groap

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

influenzae type b conjugate vacecine (adsorbed) ot n® S4314 (clinical batch) 109/211
CONTROLS ON CELLS:
Observation
Method : Studied through a microscope
Celis : Vero, 142™ passage
Number of cells tested : 320*10° cells
Test on : 16.10.07
" Test off : 29,10.07
Result . Absence of cytopathic effect

Test for haemadsorbing viruses

Method

Number of vials tested
Type of red blood cells
incubation

Date
Result

Simian cells identification

Method
Iso-enzymes analysed

Reference cells
Date
Result

352_CC5_SPI_AE.dot /19.09.11

» visual Inspaction

'8

» Guinea-pig

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

1 29.10.07

: Absence of hemadsorption

. Isoenzymes analysis by |soElectric Focusing
: Lactate DeMHydrogenase

Phospho Gluconate Dehydrogenase
Glucose Phosphate |somerase

. Vero, MRC5, WI38, Hep 2
: 29.01.08
: Positive identification
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Product Quality and Disposition Bepariment

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),pollomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° S4314 {clinical bateh)
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CONTROLS ON SUPERNATANTS:

Test for extraneous agents
Vero cells

Method

Type of cells

Volume tested
Temperature of incubation
Test on

Test off

Result

Human diploid cells

Method

Type of cells

Volume tested
Temperature of incubation
Test on

Test off -

Result

Primary monkey kidney cells

Method

Type of cells

Volume tested
Temperature of incubation
Test on

Test off

Result

352_CC5_SPI_AE.dot /19.09.11
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: Studied through a microscope
: Vero

10 mi

:36+1°C

0 12.11.07

: 26.11.07

: Absence of cytopathic effect

. Studied through a microscope
: MRC5

» 10 mi

:36+1°C

; 22.01.08

: 19.02.08

. Absence of cytopathic effect

: Studied through a microscope
. Vervet Monkey Cells

: 10 ml

:36+1°C

: 30.10.07

: 13.11.07

. Absence of cytopathic effect
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Product Quality and Disposition Depariment The vaccirizs division of sanofi-zventls éﬁiup

Diphtheria, tetanus, pertussis (acelluiar, component},
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° $4314 (clinical batch) 111/211

************************ii*******************************i****************t**i***********t*********************ﬁ**************
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Test for Mycoplasma by culture method

Method . Agar culture
Volume tested 2 34 mi
Media used : Hayflick solid
Hayflick semi-solid
B.0.B, solid
B.Q.B. semi-solid
Temperature of incubation 1 36+1°C
Positive controls : M. pneumoniae and M. orale and A. laidlawii
Primary fest
Test on : 23.05.08
Test off : 06,06.08
Subculture at 3° day
Tast on : 26,05.08
Test off : 09.06.08
Subculture at 7" day
Test on . 30.05.08
Test off : 13.06.08
Subculture at 14"day
Teston : 06.06.08
Test off . 20.06.08
Subculture at 21"day
Test on : 13,06.08
Test off : 20.08.08
Resuit : No growth of Mycoplasma

Test for Mycoplasma by epifluorescence in cell culture

Method . DNA fluorescence staining

Cell used : Vero, 152" passage

Volume tested 1 mil

Temperature of incubation :36x£1°C

Positive control : M. hyorhinis and M. orale

Test on : 22,01.08

Test off : 29.01.08

Result : No Mycoplasma detected by epifluorescence

in cell culture

ROXANAMONTEMILONF & ﬂlSTU%i‘J}JUN!”"i:;UE':.?
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Product Quality and Dispesition Depariment

The vaccines drvison of sanefi-aveatis Group

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (Inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° 54314 (clinical batch) 112/211
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CONTROLS ON SINGLE VIRUS HARVEST:

Polio virus identification

Method

Cell strain used
Antiserum

Test on

Test off

Resuli

Polio virus concentration

Method

Cell strain used
Test on

Test off

Virus concentration .
Result

Bacterial and fungal sterility

Method used
Media

Temperatures

Volume tested

Inocuium per Steritest

Volume of medium per Steritest
Test on

Test off

Result

352_CC5_SP{_AE.dot /19.09.11
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: Cytopathogenic effect neutralization
» Hep 2

: LEPINE type 2

: 29,10.07

:06.11.07

. Positive

: Cytopathogenic effect on sensitive cells

‘Hep2
. 29.10.07
: 05.11.07 .
: 10893 CCIDg/m
: Conforms
. Membrane filtration
. Thioglycollate Soybean Casein
medium Digest medium
30-35°C 20-25°C
20 mi
10 ml 10 ml
100 mi 100 mi
24.10.07
07.11.07

No microbial growth
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Product Quality and Disposilion Depariment The vacvings Svision of sanellaveats Group

Diphtheria, tetanus, pertussls (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Hasmophilus
Influenzae type b conjugate vaccine (adsorbed) lot n° S4314 (clinical batch) 113/214

***********W***ii*t***i*********i**********************************i*ti*****ﬁ******ﬁ*******i******i***********i**********i****
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Test for Mycoplasma by culture method

Method . Agar culture
Volume tested : 34 ml
Media used : Hayflick solid
Hayflick semi-salid
B.O.B. solid
B.0O.B. semi-solid
Temperature of incubation 1 36x£1°C
Positive controls : M. pneumoniae and M. orale and A, laidlawil
Primary test
Test on : 23,05.08
Test off : 06.06.08
Subculture at 3° day
Test on . 26,05.08
Test off : 09.06.08
Subculture at 7" day
Test on : 30.05.08
Test off » 13,08.08
Subculture at 14"day
Test on . 06.06.08
Test off : 20.06,08
Subculture at 21"day
Test on :+ 13.06.08
Test off : 20.06.08
Result : No growth of Mycoplasma
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Product Quality and Disposition Department
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The vacrines division of sanofi-aweas Group

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° S4314 (clinical batch) 114/211
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*t

CONTROLS ON CONCENTRATED PURIFIED VIRAL SUSPENSION:

Protein content

Method
Date
Result

D Antigen content

Method

Reference standard
Date

Result

Bacterial and fungal sterllity

Method used
Media

Temperatures

Volume tested

inoculum per Steritest

Volume of medium per Steritest
Teston

Test off

Result

Purity

Result

352 CC5 _SP[_AE.dot /19.09.11

. Spectrophotometry
: 08.11.07
: 80.00 pg/ml
: ELISA
: 28.1,9%
: 05.11,07
: 2124 D Antigen U/ml
: Membrane filtration
. Thioglycollate Soybean Casein
medium Digest medium
30-35° C 20-25° C
20 ml
10 ml 10 ml
100 ml 100 mi
30.10.07
13.41.07

No microbial growth

: 0.0377 ug of protein / D Antigen U
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Product Quality and Disposition Depariment The vaccines division of sannfi-aveentis Grop

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis {inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed} lot n° $4314 (clinical batch) 115/211

******W****t*******************wi*it***i*******************tt********t***************it****l'*****i**************it*****i**i***
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SINGLE HARVEST - Type : 3
Lot Number ;: FA290835

CELL:

Woarking Cell Bank - FA106611
Date of thawing ampoule of WCB : 256.10.07
Thawing ampoule amount : One ampoule
VIRUS:

Virus Working Seed lot : FA109086
Date of inoculation : :19.11.07

Date of virus harvest : 22.11.07
CRUDE HARVEST:

Storage : from 23.11.07 to 26.11.07
Volume 115624 L
Storage temperature +5°C £ 3°C

SINGLE HARVEST:
Date of single harvest : 26.11.07

CONCENTRATION AND PURIFICATION OF THE SINGLE HARVEST

DEAE Spherodex large column ' lon exchange chromatography on 27.11.07
Cl.-6-B Sepharose column : Gel filtration on 28.11.07
DEAE Sphérodex small column : lon exchange chromatography on 28.41.07

CONCENTRATED PURIFIED VIRAL SUSPENSION :

Manufacture date 1 28.11.07
Volume :19 600 ml
Storage temperature :+5°C £ 3°C
ROX AM%NT EMILONE  GHRISTIAN (UM UEL
DIRECTORA TGiiGe v UERRLG)
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Product Quality and Disposition Department

The varcines divizioe of sanofi-avents Groop

Diphtheria, teténus, pertussis (acellul'ar, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus

influenzae type b conjugate vaccine (adsorbed) lot n° $4314 (clinical batch) 116/211
CONTROLS ON CELLS:
Observation

Method : Studied through a microscope

Celis : Vero, 142™ passage

Number of cells tested : 320%10° cells

Test on : 19.11.07

Test off : 03.12.07

Result : Absence of cytopathic effect

Test for haemadsorbing viruses

Method

Number of vials tested
Type of red blood celis
Incubation

Date
Result
Simian cells identification

Method
|so-enzymes analysed

Reference cells
Date
Result

352_CC5_SPI_AE.dot /19.09.11

: visual inspection

8

: Guinea-pig

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

: 03.12.07

: Absence of hemadsorption

: Isoenzymes analysis by |soElectric Focusing
. Lactate DeHydrogenase

Phospho Gluconate Dehydrogenase
Glucose Phosphate Isomerase

' Vero, MRC5, WI38, Hep 2
:10.06.08
: Positive identification
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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°® 84314 (clinical batch)

L2

CONTROLS ON SUPERNATANTS;

Test for extrangous agents
Vero cells

Method

Type of cells

Volume tested
Temperature of incubation
Test on

Test off

Result

Human diploid cells

Method

Type of cells

Volume tested
Temperature of incubation
Test on

Test off

Result

Primary monkey kidney cells

Method

Type of cells

Volume tested
Temperature of incubation
Test on

Test off

Result

352_CC5_SPI_AE.dof /19.09.11

: Studied through a microscope
. Vero

: 10 mi

1 36£1°C

: 14.01.08

: 28.01.08

. Absence of cytopathic effect

- Studied through a microscope
: MRCS5

10 ml

:36+£1°C

:12.02.08

: 11.03.08

. Absence of cytopathic effect

: Studied through a microscope
: Vervet Monkey Cells

10 ml

:36x1°C

1 15.01.08

. 29.01.08

: Absence of cytopathic effect
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