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)

The weomes divisun of sunofi-avensts Group

48/229
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HANSENULA POLYMORPHA

Working seed lot n°MWCB 230600BA

Master seed Iot
Preparation date
Release date

CONTROLS

Purity . Conforms

Identification ; Conforms

: MCB 1680600BA
: June 23", 2000
: June 29", 2001

Full integration of the vector : Conforms

Number of copies of the plasmid in the genome :Conforms
Integrated cDNA gene sequence :Conforms

Sequencing of the regions 3' and 5 ' :Conforms
Determination of the population of yeast cells containing the cloned gene: Conforms

The tests results show that working seed lot has the same characteristics as the master seed lot.
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Product Quality and Bisposition Repariment The waccines division 8 snofi-weents Group

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis {inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° S4312 (clinical batch) 49/229

************l\'*****************l***!‘***********************************Q********'k*****t******************t**t****************t***

HEPATITIS B SURFACE ANTIGEN

Lot n° AC002
Strain : K3/8-1
Working seed lot number : MWCB 230600BA
Date of reconstitution of working seed lot vials: October 30", 2007
Temperature incubation 12810 32°C
Harvest
Date of inoculation in last stage of fermentation : November 2™, 2007
Date of harvest : November 5", 2007
Volume : 50 liters
CONTROLS

Microbiological purity
Method : Direct Inoculation
Result : Absence of microbioogical contamination

Identification of Hansenulia Polymorpha
Method : Biochemical and microscopic Tests
Result : Conforms
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Product Quality and Disposition Department

The varcines domm of sanoltavsniis Gy

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

influenzae type b conjugate vaccine (adsorbed) lot n° $S4312 (clinical batch)

50/229

*********1**********94'k**i********'k*********ﬁ********'k**!r**'s\'*k*************************************‘k*************‘k********fr*****'k

HEPATITIS B SURFACE ANTIGEN

TESTS

SPECIFICATIONS

APPEARANCE

Opalescent, slightly cloudy and yellowish
solution

pH MEASUREMENT

6.5-7.5

PROTEIN CONTENT

1.05 ~ 1.80 mg/mL

IDENTIFICATION OF HBsAg

Paositive

Main bands of molecular weight around
23 kD, 46 kD and eventually 65 kD

HBsAg CONTENT

20.7 mg of HBsAg/mg of total proteins

CARBOHYDRATES CONTENT

<50 pg of carbohydrates/mg of total proteins

LIPIDS CONTENT 0.5 ~ 0.9 mg lipids/mg of total proteins
PURITY 295%

PERCENTAGE OF HBsAg FREE $3%

MONOMER

BACTERIAL AND FUNGAL STERILITY TEST | Absence of microbiat growth
BACTERIAL ENDOTOXINS <10 EU/dose

(i.e. 10 EU/10ug of proteins)
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Product Quality and Bisposition Depariment The vacvines division of sunofi-sventis Geoup

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n® $4312 (clinical batch) 51/229
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HEPATITIS B SURFACE ANTIGEN

Lot number : AC002

Date of manufacture
Storage temperature
Expiry date

Quantity:
CONTROLS :

Appearance

Method
Date
Result

&

Method
Date
Result

Protein content

Method
Date
Result

Identification of HBsAg

Method
Date
Result

Method

Date
Result

352_CC5_SPI_AE.dot /19.09.11

: December 7 2007
4 5°C + 3°C
: November 2010
(shelf life used at the time of the release of the batch)
: 3,152 g of proteins

: Visual inspection
: January 4 ', 2008
: Opalescent, slightly cloudy and yellowish solution

: Glass electrode
: January 4", 2008
: 6,9 - Conforms

: Lowry
: May 1 ¥, 2008
: 1,49 mg/ml - Conforms

: ELISA
: May 1%,2008
: Positive

: SDS - PAGE
: June 13", 2008
: Conforms
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Produet Quality and Bispasition Depariment

The vaccines division oF sunofi-aventis Growg

Diphtheria, tetanus, pertussis (aceliular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n® 4312 (clinical batch) 52/229
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HBsAg Content
Method

Date
Result

Carbohydrates Content
Method-

Date
Result

Lipids Content
Method
Date
Result

Purity Content
Method

Date
Result

Percentage of HBsAqg free monomer
Method
Date
Resuit

Bacterial and fungal sterility

Method
Media

Temperature

Inoculum per Steritest

Volume of medium per Steritest
Teston -

Test off

Result

Bacterial Endotoxins
Method
Date
Result

352_CCE _SPL AE.dot /19.09.11

: ELISA
: May 1%,2008
: 1,1 mg/mg of total proteins — Conforms

. Colorimetric assay
: May 1%,2008
: 39 ug/mg of total proteins — Conforms

: Colorimetric assay
: May 1%,2008
: 0,8 mg/mg of total proteins —~ Conforms

: 8DS - PAGE
: June 18" 2008
- 97 (yo

1 8DS - PAGE
- April 30™,2008
: Less than 3 % - Conforms

Membrane filtration

Thioglycollate | Soybean-Casein
medium Digest medium
30-35° C 20-25° C

10 ml 10 ml
100 ml 100 ml

December 14 1", 2007
January 2", 2008
No microbial growth - Conforms

: LAL -~ Gel clot

: January 15 ™, 2008

: <1 EU/20ug of proteins- Conforms
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Product Quality and Msposition Depariment

Diphtheria, tetanus, pertussis (acellular, component),
hepatltis B {rDNA), pollomyelltls {inactivated) and Haemophllus

352_CC3_SPI_AE.dot /19.09.11

STRAIN

K3/8-1

MASTER SEED LOT

MCB 160600BA

WORKING SEED LCT

MWCB 230600BA

HARVEST
ACQ07

HEPATITIS B
Surface Antigen

AC007

PRODUCTION FLOW SHEET
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Praduet Quality and Disposition Department The vaccines division of sancfi-aventis G I

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° 84312 (clinical batch) 54/229
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HANSENULA POLYMORPHA

Strain : K3/8-1

STRAIN
Name : Hansenula Polymorpha RB11
Origin : Rhein Biotech
Received : February 15™,2000
HANSENULA POLYMORPHA
Master seed lot n®° MCB 160600BA
Strain : IM K3/8-1

Preparation date
Release dats

CONTROLS

Purity . Conforms -

Identification : Conforms

: June 16%, 2000
: June 29', 2001

Full integration of the vector : Conforms

Number of copies of the plasmid in the genome :Conforms

Integrated cDNA gene sequence :Conforms

Sequencing of the regions 3' and 5 ' :Conforms

Determination of the population of yeast cells containing the cloned gene: Conforms

352_CC5_SPI_AE.dot /19.09.11

Ut onle PSS Dt e
AQHMIAMITERLNE G e
A SANORY RSA.






i_“ I\: P
SANOF DS
Product Qua!iL}' and 1)&‘;?{3&&1{3;1 [}éﬁﬂ ik The vaceines division of x&nur&xm [“FG Gﬁ?ﬂ}'l‘
Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis {inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° $4312 (clinical batch) 55/229
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HANSENULA POLYMORPHA

Working seed lot n""MWCB 230600BA

Master seed lot : MCB 160600BA

Preparation date : June 23™, 2000

Release date : June 28™ 2001
CONTROLS

Purity . Conforms

[dentification : Conforms

Fuli integration of the vector : Conforms

Number of copies of the plasmid in the genome :Conforms

Integrated cDNA gene seguence :Conforms

Sequencing of the regions 3' and 5 ' :Conforms

Determination of the population of yeast cells containing the cloned gene: Conforms

The tests resuits show that working seed lot has the same characteristics as the master seed lot.
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Product Quality and iMsposition Degartment The sarcines: dmia’.ln of sannfi-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) 56/229
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HEPATITIS B SURFACE ANTIGEN

Lot n® ACQ07
Strain : K3/8-1
Working seed lot number : MWCB 230600BA
Date of reconstitution of working seed lot vials: February 12", 2008
Temperature incubation 2810 32°C
Harvest
Date of inoculation in last stage of fermentation : February 15 ™, 2008
Date of harvest : February 18 ", 2008
Volume : 50 liters
CONTRCLS

Microbiological purity
Method : Direct Inoculation
Result : Absence of microbioogical contamination

Identification of Hansenula Polymorpha
Method : Biochemical and microscopic Tests
Result : Conforms
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Product Quality and Disposition Depariment

The vaccines division of sapofi-aventis Geoagp

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated} and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n® S4312 (clinical batch) 571229
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HEPATITIS B SURFACE ANTIGEN

TESTS

-SPECIFICATIONS

APPEARANCE

Opalescent, slightly cloudy and yellowish
solution

pH MEASUREMENT

85-75

PROTEIN CONTENT

1.05 - 1.80 mg/mL

IDENTIFICATION OF HBsAg

Positive

Main bands of molecular weight around
23 kD, 46 kD and eventually 65 kD

HBsAg CONTENT

20.7 mg of HBsAg/mg of total proteins

CARBOHYDRATES CONTENT <50 pg of carbohydrates/mg of total proteins
LIPIDS CONTENT 0.5 — 0.9 mg lipids/mg of total proteins
PURITY 295%

PERCENTAGE OF HBsAg FREE
MONOMER

=3%

BACTERIAL AND FUNGAL STERILITY TEST

Absence of microbial growth

BACTERIAL ENDOTOXINS

<10 EU/dose
(i.e. 10 EU/10ug of proteins)
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Product Quality and Dispasition Department

Sanofi pms?%

Diphtheria, tetanus, pertussis {acellular, component),
hepatitis B {rDNA),poliomyelitis {inactivated) and Haemophiius
influenzae type b conjugate vaccine (adsorbed) lot n° $4312 (clinical batch)
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The varcines divisien of sanofi-avenis Groop
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HEPATITIS B SURFACE ANTIGEN
Lot number : AC007

Date of manufacture
Storage temperature

Expiry date
Quantity:
CONTROLS :
Appearance
Method
Date
Result
pH
Method
Date
Result

Profein content

Method
Date
Result

Identification of HBsAg

Method
Date
Result

Method

Date
Result

352_CC5_SPI_AE.dct /19.09.11

: March 22™,2008
1+ 5°C+3°C
: February 2011

(shelf life used at the time of the release of the batch)

: 3,1336 g of proteins

: Visual inspection
: April 10™, 2008

: Opalescent, slightly cloudy and yellowish sclution

: Glass electrode
: April 10", 2008
: 6,9 - Conforms

. Lowry
» April 21%, 2008
21,46 mg/ml - Conforms

: ELISA
: April 21%,2008
: Positive

: 808 - PAGE

: August 22 ,2008
: Conforms
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Product Quality and Dispositien Department.

The vaceiries dvisian 6F sanoft-avennis Group

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

influenzae type b conjugate vaccine (adsorbed) lot n° S4312 {clinical batch) 59/22%
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HBsAq Content

Method : ELISA

Date : April 21 L 9008

Result

Carbohydrates Content
Method

Date
Result

Lipids Content
Method

Date
Result

Purity Content
Method

Date
Result

Percentage of HBsAg free monomer
Method

Date
Result

Bacterial and fungal sterility

Method
Media

Temperature

fnoculum per Steritest

Volume of medium per Steritest
Teston

Test off

Result

Bacterial Endotoxins
Method
Date

Result

: 1,2 mg/mg of total proteins — Conforms

: Colorimetric assay
: April 21%,2008
: 32 pg/mg of total proteins — Conforms

: Colorimetric assay
: April 21,2008
: 0,8 mg/mg of total proteins — Conforms

: SDS - PAGE
: August 22 2008
197 %

: 8DS - PAGE
: Aprit 22,2008
: Less than 3 % - Conforms

Membrane filtration

Thioglycollate | Soybean-Casein
medium Digest medium
30-35° C 20-25° C

10 ml 10 ml
100 mi ' 100 mi

March 25 ™, 2008
April 8™ 2008
No microbial growth - Conforms

: LAL - Gel clot
: April 9", 2008
: £1 EU/20pg of proteins- Conforms
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Preduct Guality and Bisposition Department . The vaccines division of sanofl-aventis Grou P

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

influenzae type b conjugate vaccine (adsorbed) lot n° 84312 (clinical batch) 60/229
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STRAIN
K3/8-1

MASTER SEED LOT

MCBE 160600BA

WORKING SEED LOT
MWCB 230600BA

HARVEST
ACO011

HEPATITIS B
Surface Antigen

AC011

PRODUCTION FLOW SHEET
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Product Quality and Hsposilion Department The vaccines division of sanofi-aventls Group

Diphtheria, tetanus, pertussis (acellular, component},
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n® 84312 (clinical batch) 61/229
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HANSENULA POLYMORPHA

Strain : K3/8-1

STRAIN
Name : Hansenula Polymorpha RB11
Crigin : Rhein Biotech
Received : February 15",2000
HANSENULA POLYMORPHA
Master seed lot n° MCB 160600BA
Strain : IM K3/8-1
Preparation date : June 16, 2000
Release date : June 29, 2001
CONTROLS

Purity . Conforms

Identification : Conforms

Ful! integration of the vector : Conforms

Number of copies of the plasmid in the genome :Conforms

Integrated cDNA gene sequence :Conforms

Sequencing of the regions 3' and 5 ' :.Conforms

Determination of the population of yeast cells containing the cloned gene: Conforms
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Product Quality and Bisposition Departiment. The vaccines division of sanofi-sventis Groug

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B {rDNA),poliomyelitis {inactivated) and Haemophilus
influenzae type h conjugate vaccine {adsorbed) lot n® £4312 {(clinical batch) 62/229
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HANSENULA POLYMORPHA

Working seed lot n°MWCB 230600BA

Master seed lot : MCB 160600BA

Preparation date : June 23", 2000

Release date : June 290% 2001
CONTROCLS

Purity . Conforms

Identification : Conforms

Full integration of the vector : Conforms

Number of copies of the plasmid in the genome :Conforms

Integrated cDNA gene sequence :Conforms

Sequencing of the regions 3' and 5 ' :Conforms

Determination of the population of yeast cells containing the cloned gene: Conforms

The tests results show that working seed lot has the same characteristics as the master seed lot.
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Praduct Quality and Disposition Depariment The varcines division of saoft-aventls Groug

Diphtheria, tetanu.s, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine {adsorbed) lot n° $4312 (clinical batch) 63/229
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HEPATITIS B SURFACE ANTIGEN

l.ot n® ACO11
Strain _ : K3/8-1
Working seed lot number : MWCB 230600BA
Date of reconstitution of working seed lot vials: March 18", 2008
Temperature incubation :28to 32°C
Harvest .
Date of inoculation in last stage of fermentation : March 21%, 2008
Date of harvest : March 24™, 2008
Volume : 50 liters
CONTROLS

Microbiological purity
Method : Direct Inoculation
Resuit . Absence of microbioogical contamination

Identification of Hansenula Polymorpha
Method : Biochemical and microscopic Tests
Result : Conforms
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Produet Quality and Disposition Department

The vaccmes fr.» 15800 ht .sanéi‘ FvEni (mnuy

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B {rDNA),policmyelitis {inactivated)} and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° $4312 (clinical batch) 64/229
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HEPATITIS B SURFACE ANTIGEN

TESTS

SPECIFICATIONS

APPEARANCE

Opalescent, slightly cloudy and vellowish
solution

pH MEASUREMENT

6.56-7.5

PROTEIN CONTENT

1.05 - 1.80 mg/mL

IDENTIFICATION OF HBsAg

Positive

Main bands of molecular weight around
23 kD, 46 kD and eventually 65 kD

HBsAg CONTENT

20.7 mg of HBsAg/mg of total proteins

CARBOHYDRATES CONTENT <50 ug of carbohydrates/mg of total proteins
LIPIDS CONTENT 0.5 - 0.9 mg lipids/mg of total proteins
PURITY 295% |

PERCENTAGE OF HBsAg FREE
MONOMER

£3%

BACTERIAL AND FUNGAL STERILITY TEST

Absence of microbial growth

BACTERIAL ENDOTOXINS

<10 EU/dose
(i.e. 10 EU/M0ug of proteins)
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Product Quality and Disposition Department The vaccines divisson of sanofi-aveats Groap

Diphtheria, tetanus, pertussis (acellular, component},
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophllus :
influenzae type b conjugate vaccine {adsorbed) lot n® 54312 (clinical batch) 65/229
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Date of manufacture
Storage temperature
Expiry date

Quantity:
CONTROLS :

Appearance

Method
Date
Result

pH

Method
Pate
Result

Protein content

Method
Date
Result

Identification of HBsAg

Method
Date
Result

Method
Date
Result

382,0C8 SPLAE.dot /19.08.11

HEPATITIS B SURFACE ANTIGEN

Lot number : AC011

: April 25,2008
'+ 5°C+3°C
: March 2011
(shelf life used at the time of the release of the batch)
: 3,13962 g of proteins

: Visual inspection
: May 8 ", 2008
. Opalescent, slightly cloudy and yeilowish solution

: Glass electrode
: May 8 ™, 2008
: 6,9 - Conforms

: Lowry
: June 18 ™, 2008
: 1,60 mg/ml - Conforms

: ELISA
- June 19 ™ 2008
: Positive

: SDS - PAGE
: June 18 ", 2008
: Conforms
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Produet Qllﬂ.ﬁt}‘ and E}iﬁpi‘;ﬁiﬂ'ﬂﬂ i?ﬁﬂ&ﬁﬁﬁ:ni The waccines S’Eﬂiﬁm of sanolb-aventis Groap

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine {adsorbed) lot n° 54312 (clinical batch) 86/229

HAREEREEAREEAREE AR A AR R RN TR A R AR AR R AR NN AR AN R A AR A AR AR AR AN AAAA R AR AR R TR AR Ak hkddedkh ke khhhd xRk ERhd ki htidhdkriiedh

HBsAqg Content

Method cELISA
Date : June 19 * 2008
Resuit 11,1 mag/mg of total proteins ~ Conforms

Carbohydrates Content

Method : Colorimetric assay
Date : June 19,2008
Result : 38 pg/mg of total proteins ~ Conforms

Lipids Content

Method : Colorimetric assay
Date : June 19 ™, 2008 '
Result : 0,8 mg/mg of total proteins — Conforms

Purity Content

Method : SDS - PAGE
Date : June 19 ™, 2008
Result C 97 %
Percentaqe of HBsAqg free monomer
Method : SDS - PAGE
Date _ : June 19 ™ 2008
Result . L.ess than 3 % - Conforms

Bacterial and fungal sterility

Method : Membrane filtration

Media : Thioglycoliate | Soybean-Casein
medium Digest medium

Temperature : 30-35° C 20-25° C

noculum per Steritest : 10 mi 10 ml

Volume of medium per Steritest 100 mi 100 mi

Test on : May 6 ™ 2008

Test off ; May 20 ", 2008

Result : No microbial growth - Conforms

Bacterial Endotoxins

Method : LAL — Gel clot
Date : May 7 ™", 2008
Result =1 EU/20ug of proteins- Conforms
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Peoduct Quai ﬁ.} and niﬁp(?ﬂi Lo Hfﬁﬁﬁf‘ffﬂmﬂ The vaccines division of mﬁﬁ;ﬂ‘i-avtﬁﬁﬁ Gfmz}i

Diphtheria, tetanus, pertussis (acellular, component),
hepatitis B (rDNA),poliomyelitis (inactivated) and Haemophilus
influenzae type b conjugate vaccine (adsorbed) lot n° $4312 (clinical batch) 87/229
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