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Rabipur® Lot: 516 616011A-Z General Chapter Page Zof 7

CERTIFICATION

I herewith certify that Rabipur® batch no. 616011A-2 was manufactured and tested according to the
procedures approved by the competent authorities and complies with the quality requirements. This
includes that, {or any naterials derived from ruminants (bovine, ovine, caprine) used in the manufacture
and/or formulation of the batch of preduct specificd above, all measures have been taken to demenstrate
compliance with Dircctive 2001/83/EC and amending Dircctives 2003/63/EC and 2004/27/EC.

In addition the OMCL performing OCABR has been notified of all relevant approved variations that have
an impact on product specification or on data supplicd in this pretocol as described in the EU
administrative procedure for OCABR.

Manufacturer: GSK Vaccines GmbH
Emil.ven-Behring-Str. 76
35041 Marburg — Germany

OS5 ., 04 20(L

Date ' Name and Signature Qualificd Person

bigaly signes o RN |
DN: =899896 +
CN U=CR,

OU=pegapie, DC=novartis, DC=com
Reason: | am approving this document,
Date: 2016.04.13 12:48:51 +02:00

Confirmatory Electronic Signature

Copying of (his documcat and givi g it (o others and the use or communicstion of (ke contents thereof, are forbidden without express suthorit y. @fendersace liable to the payment of damages.
Allcightsare resecved in the event of the patentorthe regizcation of & wlitity wodel or design
Managed Dociiuent No. 310384, Yersion 05, Effective Dare 03.11.2415
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OVERVIEW

Identity Number

Lot Numbers
Semi-Finished Lot
Final Bulk

Manufacturer Name and Address

Markeung Authorisation Number issued by EU
Site of Manufacture
Trade Name

International Non-Proprietary Name (INN)/
Ph. Eur. name

Volume of Single Human Dose / Type Of
Container

Total Number of Containers

Date of Manufacture (Blending)

Start of Shelf Life

Expiry Date Semi-Finished Product (Filling Lot)
Storage Temperature

Composition of Single Human Dose:

- Inactivated Rabies Virus  >2,5IU
(Fhury LEP) Potency

- Polygelin max 12 mg

- Disodium Edetate max 0,3 mg

- Sucrose max 100,0 mg

Human Albumin used in the Production:
- Lot Number Human Albumin

- Manufacturer of Humnan Albumin

- Date of Release by Manufacturer

- OMCL Certificate, see to attachment:

- Stage(s) in the manufacturing process in
which lot(s) is(are) used

Quality Control Procedure

Manufacturing Procedure

516

516616011 :

516616010

GSK Vaccines GmbH
Emil-von-Behring-Str. 76
35041 Marburg — Gernany

60a/84

Marburg

Rabipur ®

Inactivated Rabies Virus (Fhary LEP) Rabies
Vaccine for Human use Prepared in Cell Cultures

1 mL / Vial

48036
22.01.2016
18.02.2016
18.02.2020
+2 °C to +8 °C

- TRIS (hydroxymethyl)- max 4,0 mg
aminomethan

- Potassium-L-Glutamate max 1,0 mg

- Sodium Chloride max5,0mg

2436950017, 2436950020, 2876560005,
2876560006

Baxter, CSL

25.08.2010, 02.08.2011, 30.10.2013, 25.02.2014
OMCL Certificate Human Albumin

Cell Culture, Cell Controls, Virus Suspension

SOP 274261
SOP 274404

Copving of this docurnen) and giving :1 te others and the use or commmaication of the contents thereof, are forbidden withont express authorty Offenders are kiable to the paymest of damages
Allri ghe are reserved in the event of the patent or the registration of a utility model o r design
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MANUFACTURING FLOW

Product Name Product No. Lot No.

Cell Cultures and OR2D005 593D T192 1
Cell Controls 593D T192 2
593D T192 3
593D T192 4
593D T233 1
593D T233 2
593D T233 3
593D T233 4
593D T235 1
593D T235 2
593D T235 3
593D T235 4

Virus Suspension OR2C005 593C T192-1
593C T233-1
593C T235-1

Inactivated OR2B005 593B T192-1
Virus Suspension 593B T233-1

593B T235-1 V

Antigen Concentrate OR2A005 593A T192-1B
593A T233-1A
593A T233-1B
593A T235-1A V

Final Bulk OMGZ005 516 616010 {

Semni-Finished Product OMGZ925 516 616011 <f

Copving of this docurnen) and giving :1 te others and the use or comumairation of the contents thereof, are forbidden withoat express authorty Offenders are kiable to the paymest of damages
Allri ghie are reserved in the event of the patent or the registration of a utility model o r design
Managed Document No 310384, Version 95, Effective Date 03 11 2015

Lot Release Protocol to Rabipur, Lot 616011A-Z Page 4 of 63



General Chapter

Rabipur® Lot: 516 616011A-Z

General Chapter Page § of 7

SEMI-FINISHED PRODUCT (Filling Lot)

Production Details for Semi-Finished Product, Lot No. 516 616011 (Doc. Neo. 226797)

Date of Filling 2201.2016 V
Date of Lyophilization 22012016

Type of Container Vial

Numbe;’ of Containers before Visual 48242

Inspection

N.u'mber qf Comalners after 43036

Visual Inspection

Filling Volume 1mL
Recommended Reconstitution Volume 1mL

Test Details for Semi-Finished Product, Lot No. 516 616011 V

Dissolution Time and Organoleptic Properties (SOP No. 103207)

Resuspension of the lyophilized material according to leaflet and visual

Method
control
Requirement Max. 1 min for solubilization: clear, colorless solution. Equal to pass.
Date Result
18022016 Y SV 4

Sterility (SOP No. 102858)

Method Membrane Filter Method according Ph. Eur.
Sample Volume: Number of final containers according to Ph. Eur.
Media Thioglycollate Medium
Soy Peptone / Casein Peptone Medium
Requirement No growth of microorganisms during and after incubation. Equal to pass.
Date Result
esu
On Off =
01.03.2016 15.03.2016 Pass W
Copyin g of this documen) and giving it % others and the uee or ication ofthe thereof, are forbidden without express authorty Offenders are liable to the paymest of damages

All rigtte are reserved in the event of the patent or the registration of a whlity model or desien
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Rabipur® Lot: 516 616011A-Z

General Chapter Page 6 of 7

Potency and Identity (SOP No. 103208)

w

Method NIH Potency Test in Mice according to Ph. Eur.
Two independent experiments
. At least 2.5 IU/dose
Requirement . :
(geometric mean value of two independent test)
Confidence limits (P=0.95) 25% - 400%
Date P Lower Confidence | Upper Confidence
On Off . Limit Limit
18.02.2016 | 17.03.2016 5.9 IU/dose 2.710/dose 12.8 IU/dose
02.03.2016 30.03.2016 4.7 1U/dose 1.710/dose 13.1 1U/dose
Geometric Mean
31.03.2016 5.4 IU/dose‘, 2.9 [Wdose ¥ 10.1 IU/dose
Idensty: The potency test serves as proof of identity. ' 3
Specification: identical Gesnll has V

For details see attachment: Potency Test in vivo for Rabipur Lot 616011

Further Tests

(SOP No. 102723)

according to Ph. Eur.

Test Method Requirement Result ‘ Date
Residual Water Karl Fischer method . g M 4
(SOP No. 225207) according to Ph. Eur. mars: 78 LedA | G022
Potentiometric >
I Valne determination pH7.3-8.3 pH 7.7 M 05.02.2016

Bacterial Endotoxins

LAL-Test according

Less than 25 10U

the respective
potency test)

. < 022

(SOP No. 103220) to Ph. Eur. per single dose LI “i 00102.2016
" ) . Immunochemical T
g(gi? ;ﬁeiggllé‘lbumm method according to m:il 513 gﬁ Sger 5 ng/Ds 10.02.2016
' ) Ph. Eur. (ELISA) g
None (results are
collected for

Glycoprotein Content Rabies glycoprotein potential later o R
(SOP No. 100376) (ELISA) correlation with REPINES/NE, ; IHE20NE

9

Copwing of this docurnen) and giving :1 te others and the use or commmaication of the contents thereof, are forbidden withont express authorty Offenders are kiable to the paymest of damages
Allri ghie are reserved in the event of the patent or the registration of a utility model o r design
Managed Documen No 310384, Version 95, Effective Date 03 11 2015
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Rabipur® Lot: 516 616011A-Z

General Chapter Page 7 of 7

(FINAL BULK)
Production Details for Final Bulk, Lot No. 516 616010 (Doc. No. 236027)
Date of Formulation 22.01.2016
. . Approved
Volume Storage Temperature Storage Time Storane Period
50.288 L +2°Cto +8°C 0 days <6 days
Test Details for Final Bulk, Lot Neo. 516 616010
Sterility (SOP No. 102858)
Method Membrane Filter Method according Ph. Ewr.
Sample Volume: 20 mL / Medium
Media Thioglycollate Medium
Soy Peptone / Casein Peptone Medium
Requirement No growth of microorganisms during and after incubation. Equal to pass.

Before Sterile Filtration

Date
On Off

Result

11.02.2016 25.02.2016

Pass {

After Sterile Filtration

Date
On Off

Result

11.02.2016 25.02.2016

Pass V

Glycoprotein content (SOP No. 100376)

Method ELISA
Requirement 10,4 —20.8 TUJ/ml
Date Result
02.02.2016 17.6 TU/mL V
COMMENTS
NA
ATTACHMENTS

Details on Potency Test
Statement Human Albumin
OMCL Certificate Human Albumin

Copyin g of this documen) and giving it % others and the uee or ication ofthe thereof, are forbidd

withont express authonty Offenders are liable to the paymest of damages

All Tigtte are reserved in the event of the patent or the registration of a whlity model or desien
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Concentrate Chapter

Rabies Antigen Concentrate Lot: 593A T192-1B

Concentrate Chapter Page 1 of 4

RABIES ANTIGEN CONCENTRATE, Lot No. 593A T192-1B

1. VIRUS SUSPENSION

1.1. Production Details for Virus Suspension, Lot No. 593C T192

(Doc. No. 274053)

Date of Inoculation of 4 Sub-Batches 07.04.2015
Date of Harvest of Sub-Batches 13.04.2015
Volume of Harvest 287 L

Storage Temperature

+2°Cto +8°C

Storage Time

00 h 03 mun

Approved Storage Time

<24 hours

1.2. Test Details for Virus

Suspension, Lot No. 593C T192

Sterility (SOP No. 102858)

Membrane Filter Method according Ph. Eur.

Method Sample Volume: 25 ml. / medium
Media Thioglycollate Medium
Soy Peptone/Casein Peptone Medium
Requirement No growth of microorganisms during and after incubation. Equal to pass.
Date
Result
On Off )
16.04.2015 30.04.2015 Pass V

My coplasma (SOP No.

102833)

Culture Method according to Ph. Eur.

AR Random Sample Volume: 20.4 mL
Fluid Mycoplasma Medium 2, Fluid Mycoplasma Medium 3, Mycoplasma
Media Agar 2, Mycoplasma Agar 3. Frey Bouillon. Friis Bouillon, Frey Agar,
Friis Agar
Requirement No mycoplasma detectable. Equal to pass.
Date
Result
On Off
14.04.2015 12.05.2015

Pass {

Copying of this document and giving it % others and the uee or cc
Allrigite are reserved in the event of the pateat or the regH

Lot Release Protocol to Rabipur, Lot 616011A-Z
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gitration of a utility model or design

thereof. are forbidden withont express authority Offenders are liable to the paymsat of damages

Managed Document No 310360, Version 03, Effective Date 19 02 2016
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Concentrate Chapter

Rabies Antigen Concentrate Lot: 593A T192-1B

Concentrate Chapter Page 2 of 4

Virus Concentration and Identity (SOP No. 103025)

Method Virus Titration in Chicken Fibroblast Cell Culture
Determination of Identity with Specific Antibodies
S— , Virus Titre: 10°° TCIDsg/mL. - 10% TCIDg 'ml.
cquiremen Identity: Identical to Rabies Virus. Equal to pass.
Date Result
On Off Concentration Identity
16.042015 20.042015 7.7 Log TCIDsp'mL ¢ Pass I

1.3. Production Details for Filtered Virus Suspension Lot No. 593C T192
(SOP No. 274054)

Date of Filtration 13.04.2015

1.4. Test Details for Filtered Virus Suspension, S93C T192

Total Nitrogen (SOP No. 103347)

Nitrogen Determination (High Temperature Analyzer)
Method )
Sample Volume: 30 mL.
Requirement 0,8—-1,2 mg/mL
Date
Result
On Off
14042015 15.04.2015 1.1 mg/mL
Beta-Propriolactone (SOP No. 243472)
Gas Chromatographic Deterination
——— Sample Volume: 3 mL
Requirement 257 =357 pg/mL
Date Result
05.05.2015 314 pg/mL
Copying of this document and giving it % others and the uee or cc ion ofthe

thereof. are forbidden withont express authority Offenders are liable to the paymsat of damages
Allrigtte are reserved in the event of the pateat or the regitration ofa utitty model or design
Managed Document No 310360, Version 03, Effective Date 19 02 2016
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Rabies Antigen Concentrate Lot: 593A T192-1B Concentrate Chapter Page 3 of 4

H Value (SOP No. 102723)

Method Potentiometric Detennination according to Ph. Eur.
Sample Volume: 40 mL
Requirement pH7.2-1738
Date Result
13.04.2015 pH7.3

2. INACTIVATED VIRUS SUSPENSION

2.1. Production Details for Inactivated Virus Suspension, Lot No. 593B T192
(Doc. No. 274054)

On Off
Date of inactivation f
13.04.2015 14.04.2015 r

Beta-Propiolactone, 24 hours at +3°C (+ 1°C), followed by
2 hours at +37°C (= 1°C)

Method of inactivation

Storage <4 days at +2°C to +8°C

2.2. Test Details for Inactivated Virus Suspension, Lot No. S93B T192

Residual Infectious Virus (SOP No. 103173)

Method Test in Chicken Fibroblast Cell Culture; Fluorescence Microscopy
Sample Equivalent to min. 25 Doses of the Vaccine
Requirement No live virus detectable. Equal to pass.
Date
Result
On Off N
23.04.2015 18.05.2015 Pass V

Glycoprotein Content (SOP No. 100376)

Method ELISA
Requirement >0,52 I0/mL
Date Result
21.04.2015 1,95 1U/mL w
Copying of this document and giving it % others and the uee or tion ofthe thereof. are frbidden withomt express authority Offenders are liable to the paymeat of damages

Allrigite are reserved in the event of the pateat or the regtration of a utihty model or design
Managed Documen No  310360. Version 03, Effective Date 19 02 2016
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Rabies Antigen Concentrate Lot: 593A T192-1B Concentrate Chapter Page 4 of 4

3. ANTIGEN CONCENTRATE

3.1. Production Details for Antigen Concentrate, Lot No. S93A T192-1B
(Doc. No. 274056)

Date of Purification and Concentration 15.04 2015

Method of Purification and Concentration | Density Gradient Centrifugation, 9 h. 35000 rpm

Storage < -70 °C, max. 24 months

Volume 1272 mL

3.2. Test Details for Antigen Concentrate, Lot No. 593A T192-1B

Sterility (SOP No. 102858)

Method Membrane Filter Method according Ph. Eur.
Sample Volume: 10 mL / Medium
Media Thioglycollate Medium
Soy Peptone/Casein Peptone Medium
Requirement No growth of microorganisms during and after incubation. Equal to pass.
Date
Result
On Off
20.04.2015 04.05.2015 Pass V
Glycoprotein Content (SOP No. 100376)
Method ELISA
Requirement 52 - 585 IU/mL
Date Result
21.04.2015 169 IU/mLV

4. COMMENTS

N/A

5. ATTACHMENTS

NA

Copying of #his document and giving it %o others and the uee or commmnication of the contents thereof. are forbidden withont express authority Offenders are liable to the paymsat of damages
Allrigtte are reserved in the event of the pateat or the regtration of a utihty model or design
Managed Doaumen) No 310360, Version 05, Effective Date 19 92 2016
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Rabies Antigen Concentrate Lot: S93A T233-1A Concentrate Chapter Page 1 of 4

RABIES ANTIGEN CONCENTRATE, Lot No. 593A T233-1A
1. VIRUS SUSPENSION

1.1. Production Details for Virus Suspension, Lot No. 593C T233
(Doc. No. 274053)

Date of Inoculation of 4 Sub-Batches 10.07.2015
Date of Harvest of Sub-Batches 16.07.2015
Volume of Harvest 283 L
Storage Temperature +2°Cto +8°C
Storage Time 18 h 29 mun
Approved Storage Time <24 hours

1.2. Test Details for Virus Suspension, Lot No. 593C T233

Sterility (SOP No. 102858)

Method Membrane Filter Method according Ph. Eur.
Sample Volume: 25 mL. / medium
Media Thioglycollate Medium
Soy Peptone/Casein Peptone Medium
Requirement No growth of microorganisms during and after incubation. Equal to pass.
Date
Result
On Off )
22.07.2015 05.08.2015 Pass V

My coplasma (SOP No. 102833)
Culture Method according to Ph. Eur.

AR Random Sample Volume: 20.4 mL

Fluid Mycoplasma Medium 2, Fluid Mycoplasma Medium 3, Mycoplasma
Media Agar 2, Mycoplasma Agar 3. Frey Bouillon. Friis Bouillon, Frey Agar,

Friis Agar
Requirement No mycoplasma detectable. Equal to pass.

Date
Result
On Off
28.07.2015 25.08.2015 Pass P
Copying of this document and giving it % others and the uee or cc ion ofthe thereof. are forbidden withont express authority Offenders are liable to the paymsat of damages

Allrigtte are reserved in the event of the pateat or the regitration ofa utitty model or design
Managed Document No 310360, Version 03, Effective Date 19 02 2016
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Concentrate Chapter Page 2 of 4

Virus Concentration and Identity (SOP No. 103025)

Method Virus Titration in Chicken Fibroblast Cell Culture
Determination of Identity with Specific Antibodies
E— t Virus Titre: 10°° TCIDsg/mL. - 10% TCIDg 'mlL.
cquirenien Identity: Identical to Rabies Virus. Equal to pass.
Date Result
On Off Concentration Identity
23.07.2015 27.07.2015 7.4 Log TCIDsy/mL Pass ¢

1.3. Production Details for Filtered Virus Suspension Lot No. 593C T233
(SOP No. 274054)

Date of Filtration 17.07.2015

1.4. Test Details for Filtered Virus Suspension, S93C T233

Total Nitrogen (SOP No. 103347)

Nitrogen Determination (High Temperature Analyzer)
Method )
Sample Volume: 30 mL.
Requirement 0,8—1,2 mg/mL
Date
Result
On Off
21.07.2015 2207.2015 1.1 mg/mL
Beta-Propriolactone (SOP No. 243472)
Gas Chromatographic Deterimination
——— Sample Volume: 3 mL
Requirement 257 = 357 pg/mL
Date Result
07.08.2015 309 pg/mL
Copying of this document and giving it % others and the uee or cc ion ofthe

thereof. are forbidden withont express authority Offenders are liable to the paymsat of damages
Allrigtte are reserved in the event of the pateat or the regitration ofa utitty model or design
Manaped Documen No 310360, Version 03, Effective Date 19 02 2016
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Concentrate Chapter Page 3 of 4

H Value (SOP No. 102723)

Method Potentiometric Detennination according to Ph. Eur.
Sample Volume: 40 mL
Requirement pH7.2-1738
Date Result
17.07.2015 pH7.3

2. INACTIVATED VIRUS SUSPENSION

2.1. Production Details for Inactivated Virus Suspension, Lot No. 593B T233

(Doc. No. 274054)

Date of inactivation

O

Off

i
17.072015 f

o

18072015 ¥

Method of inactivation

Beta-Propiolactone, 24 hours at +3°C (+ 1°C), followed by

2 hours at +37°C (= 1°C)

Storage

<4 days at +2°C to +8°C

2.2. Test Details for Inactivated Virus Suspension, Lot No. 593B T233

Residual Infectious Virus (SOP No. 103173)

Method Test in Chicken Fibroblast Cell Culture; Fluorescence Microscopy
Sample Equivalent to min. 25 Doses of the Vaccine
Requirement No live virus detectable. Equal to pass.
Date
Result
On Off N
30.07.2015 24.08.2015 Pass V

Glycoprotein Content (SOP No. 100376)

Method ELISA
Requirement >0,52 I0/mL
Date Result

28.07.2015

227 lU/"mLV

Copying of this document and giving it % others and the uee or cc

Allrigite are reserved in the event of the pateat or the regH
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Concentrate Chapter

Rabies Antigen Concentrate Lot: S93A T233-1A

Concentrate Chapter Page 4 of 4

3. ANTIGEN CONCENTRATE

3.1. Production Details for Antigen Concentrate, Lot No. 593A T233-1A
(Doc. No. 274056)

Date of Purification and Concentration 21.07.2015

Method of Purification and Concentration | Density Gradient Centrifugation, 9 h. 35000 rpm

Storage

< -70 °C, max. 24 months

Volume

1274 mL

3.2. Test Details for Antigen Concentrate, Lot No. S93A T233-1A

Sterility (SOP No. 102858)

Method Membrane Filter Method according Ph. Eur.
Sample Volume: 10 mL / Medium
Media Thioglycollate Medium
Soy Peptone/Casein Peptone Medium
Requirement No growth of microorganisms during and after incubation. Equal to pass.
Date
Result
On Off
23.07.2015 06.08.2015 Pass (

Glycoprotein Content (SOP No. 100376)

Method ELISA
Requirement 52 -585 IU/mL
Date Result
28.07.2015 177 1U/mL v

4. COMMENTS

NA
5. ATTACHMENTS

NA
Copying of this document and giving it % others and the uee or cc ion ofthe thereof. are forbidden withont express authority Offenders are liable to the paymsat of damages
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Rabies Antigen Concentrate Lot: 593A T233-1B Concentrate Chapter Page 1 of 4

RABIES ANTIGEN CONCENTRATE, Lot No. 593A T233-1B
1. VIRUS SUSPENSION

1.1. Production Details for Virus Suspension, I.ot No. S93C T233
(Doc. No. 274053)

Date of Inoculation of 4 Sub-Batches 10.07.2015
Date of Harvest of Sub-Batches 16.07.2015
Volume of Harvest 283 L
Storage Temperature +2°Cto +8°C
Storage Time 18 h 29 mun
Approved Storage Time <24 hours

1.2. Test Details for Virus Suspension, Lot No. 593C T233

Sterility (SOP No. 102858)

Method Membrane Filter Method according Ph. Eur.
Sample Volume: 25 mL. / medium
Media Thioglycollate Medium
Soy Peptone/Casein Peptone Medium
Requirement No growth of microorganisms during and after incubation. Equal to pass.
Date
Result
On Off )
22.07.2015 05.08.2015 Pass 7

My coplasma (SOP No. 102833)
Culture Method according to Ph. Eur.

AR Random Sample Volume: 20.4 mL

Fluid Mycoplasma Medium 2, Fluid Mycoplasma Medium 3, Mycoplasma
Media Agar 2, Mycoplasma Agar 3. Frey Bouillon. Friis Bouillon, Frey Agar,

Friis Agar
Requirement No mycoplasma detectable. Equal to pass.

Date
Result
On Off
28.07.2015 25.08.2015 Pass 7
Copying of this document and giving it % others and the uee or cc ion ofthe thereof. are forbidden withont express authority Offenders are liable to the paymsat of damages

Allrigtte are reserved in the event of the pateat or the regitration ofa utitty model or design
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Concentrate Chapter

Rabies Antigen Concentrate Lot: 593A T233-1B

Concentrate Chapter Page 2 of 4

Virus Concentration and Identity (SOP No. 103025)

Method Virus Titration in Chicken Fibroblast Cell Culture
Determination of Identity with Specific Antibodies
E— t Virus Titre: 108° TCIDsg/mL. - 10% TCIDg 'mlL.
cquirenien Identity: Identical to Rabies Virus. Equal to pass.
Date Result
On Off Concentration ' Identity
23.07.2015 27.07.2015 7.4 Log TCIDsy/mL Pass

1.3. Production Details for Filtered Virus Suspension Lot No. 593C T233
(SOP No. 274054)

Date of Filtration 17.07.2015

1.4. Test Details for Filtered Virus Suspension, S93C T233

Total Nitrogen (SOP No. 103347)

Nitrogen Determination (High Temperature Analyzer)
Method )
Sample Volume: 30 mL
Requirement 0,8—-1,2 mg/mL
Date
Result
On Off
21.07.2015 2207.2015 1.1 mg/mL
Beta-Propriolactone (SOP No. 243472)
Gas Chromatographic Deterimination
——— Sample Volume: 3 mL
Requirement 257 = 357 pg/mL
Date Result
07.08.2015 309 pg/mL
Copying of this document and giving it % others and the uee or cc ion ofthe

thereof. are forbidden withont express authority Offenders are liable to the paymsat of damages
Allrigtte are reserved in the event of the pateat or the regitration ofa utitty model or design
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Lot Release Protocol to Rabipur, Lot 616011A-Z
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Concentrate Chapter

Rabies Antigen Concentrate Lot: 593A T233-1B

Concentrate Chapter Page 3 of 4

H Value (SOP No. 102723)

Method Potentiometric Detennination according to Ph. Eur.
Sample Volume: 40 mL
Requirement pH7.2-1738
Date Result
17.07.2015 pH7.3

2. INACTIVATED VIRUS SUSPENSION

2.1. Production Details for Inactivated Virus Suspension, Lot No. 593B T233

(Doc. No. 274054)

Date of inactivation

On

Off

17.07.2015

18.07.2015

Method of inactivation

Beta-Propiolactone, 24 hours at +3°C (+ 1°C), followed by

2 hours at +37°C (= 1°C)

Storage

<4 days at +2°C to +8°C

2.2. Test Details for Inactivated Virus Suspension, Lot No. 593B T233

Residual Infectious Virus (SOP No. 103173)

Method Test in Chicken Fibroblast Cell Culture; Fluorescence Microscopy
Sample Equivalent to min. 25 Doses of the Vaccine
Requirement No live virus detectable. Equal to pass.
Date
Result
On Off
30.07.2015 24.08.2015 Pass w

Glycoprotein Content (SOP No. 100376)

Method ELISA
Requirement >0,52 I0/mL
Date Result

28.07.2015

22710mL Y2

Copying of this document and giving it %o others and the uee or communication ofthe contents thereo f. are forbidden withont express authority Offenders are liable to the paymeat of damages

Allrigte are reserved in the event of the pateat or the repn

petration of a ability model or design
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Concentrate Chapter

Rabies Antigen Concentrate Lot: 593A T233-1B

Concentrate Chapter Page 4 of 4

3. ANTIGEN CONCENTRATE

3.1. Production Details for Antigen Concentrate, Lot No. 593A T233-1B
(Doc. No. 274056)

Date of Purification and Concentration 21.07.2015

Method of Purification and Concentration | Density Gradient Centrifugation, 9 h. 35000 rpm

Storage

< -70 °C, max. 24 months

Volume

1274 mL

3.2. Test Details for Antigen Concentrate, Lot No. S93A T233-1B

Sterility (SOP No. 102858)

Method Membrane Filter Method according Ph. Eur.
Sample Volume: 10 mL / Medium
Media Thioglycollate Medium
Soy Peptone/Casein Peptone Medium
Requirement No growth of microorganisms during and after incubation. Equal to pass.
Date
Result
On Off
23.07.2015 06.08.2015 Pass f

Glycoprotein Content (SOP No. 100376)

Method ELISA
Requirement 52 -585 IU/mL
Date Result
28.07.2015 184 10/mL V

4. COMMENTS

NA
5. ATTACHMENTS

NA
Copying of this document and giving it % others and the uee or ication of the thereof. are forbidden withont express authority Offenders are liable to the paymsat of damages

Allrigtte are reserved in the event of the pateat or the regtration of a utibdy mo del or design
Managed Documen No 310360, Version 05, Effective Date 19 02 2016
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Concentrate Chapter

Rabies Antigen Concentrate Lot: S93A T235-1A Concentrate Chapter Page 1 of 4

RABIES ANTIGEN CONCENTRATE, Lot No. 593A T235-1A
1. VIRUS SUSPENSION

1.1. Production Details for Virus Suspension, I.ot No. 593C T235
(Doc. No. 274053)

Date of Inoculation of 4 Sub-Batches 15.07.2015
Date of Harvest of Sub-Batches 20.07.2015
Volume of Harvest 257 L
Storage Temperature +2°Cto +8°C
Storage Time 14 h 14 nun
Approved Storage Time <24 hours

1.2. Test Details for Virus Suspension, Lot No. 5§93C T235

Sterility (SOP No. 102858)

Method Membrane Filter Method according Ph. Eur.
Sample Volume: 25 mL. / medium
Media Thioglycollate Medium
Soy Peptone/Casein Peptone Medium
Requirement No growth of microorganisms during and after incubation. Equal to pass.
Date
Result
On Off
23.07.2015 06.08.2015 Pass?

My coplasma (SOP No. 102833)
Culture Method according to Ph. Eur.

AR Random Sample Volume: 20.4 mL

Fluid Mycoplasma Medium 2, Fluid Mycoplasma Medium 3, Mycoplasma
Media Agar 2, Mycoplasma Agar 3. Frey Bouillon. Friis Bouillon, Frey Agar,

Friis Agar
Requirement No mycoplasma detectable. Equal to pass.

Date
Result
On Off
28.07.2015 25.08.2015 Pass 7
Copying of this docume ot and giving it %o others and the uee or ication ofthe thereof. are forbidden withont express authority Offenders are liable to the paymsat of damages

Allngie are reserved in the event of the patent or the regitration of a atility mo del or design
Managed Doaumen) No 310360, Version 05, Effective Date 19 92 2016
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Concentrate Chapter

Rabies Antigen Concentrate Lot: S93A T235-1A

Concentrate Chapter Page 2 of 4

Virus Concentration and Identity (SOP No. 103025)

Method Virus Titration in Chicken Fibroblast Cell Culture
Determination of Identity with Specific Antibodies
E— t Virus Titre: 10°° TCIDsgmL. - 10% TCIDg 'mlL.
cquirenien Identity: Identical to Rabies Virus. Equal to pass.
Date Result
On Off Concentration ’ Identity
23.07.2015 27.07.2015 8.0 Log TCIDsy/mL | Pass W

1.3. Production Details for Filtered Virus Suspension Lot No. 593C T235
(SOP No. 274054)

Date of Filtration

21.07.2015

1.4. Test Details for Filtered Virus Suspension, S93C T235

Total Nitrogen (SOP No. 103347)

Nitrogen Determination (High Temperature Analyzer)
Method )
Sample Volume: 30 mL
Requirement 0,8 —1,2 mg/mL
Date
Result
On Off
28.07.2015 29.07.2015 1.1 mg/mL
Beta-Propriolactone (SOP No. 243472)
Gas Chromatographic Determination
——— Sample Volume: 3 mL
Requirement 257 =357 pg/mL
Date Result
07.08.2015 322 pg/mL

Copying of this document and giving it % others and the uee or
Allrigtie are reserved in the event of the pateat or the repn

ation ofthe

Managed Doaumen) No 310360, Version 05, Effective Date 19 92 2016

Lot Release Protocol to Rabipur, Lot 616011A-Z

jon of a utility model or design
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Concentrate Chapter

Rabies Antigen Concentrate Lot: S93A T235-1A Concentrate Chapter Page 3 of 4

H Value (SOP No. 102723)

Method Potentiometric Detennination according to Ph. Eur.
Sample Volume: 40 mL
Requirement pH7.2-1738
Date Result
21.07.2015 pH7.3

2. INACTIVATED VIRUS SUSPENSION

2.1. Production Details for Inactivated Virus Suspension, Lot No. 593B T235
(Doc. No. 274054)

. o On Off
Date of inactivation
21.07.2015 22.07.2015
Pr N ‘) Cr 2 0
Method of inactivation Beta-Propiolactone, 24 hours at +3°C (+ 1°C), followed by

2 hours at +37°C (= 1°C)

Storage <4 days at +2°C to +8°C

2.2. Test Details for Inactivated Virus Suspension, Lot No. 593B T235

Residual Infectious Virus (SOP No. 103173)

Method Test in Chicken Fibroblast Cell Culture; Fluorescence Microscopy
Sample Equivalent to min. 25 Doses of the Vaccine
Requirement No live virus detectable. Equal to pass.
Date
Result
On Off &
30.07.2015 24.08.2015 Pass W

Glycoprotein Content (SOP No. 100376)

Method ELISA
Requirement >0,52 I0/mL
Date Result
28.07.2015 223 inL ¢/
Copying of this document and giving it % others and the uee or cc ion ofthe

thereof. are forbidden withont express authority Offenders are liable to the paymsat of damages
Allrigtte are reserved in the event of the pateat or the regitration ofa utitty model or design
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Concentrate Chapter

Rabies Antigen Concentrate Lot: S93A T235-1A

Concentrate Chapter Page 4 of 4

3. ANTIGEN CONCENTRATE

3.1. Production Details for Antigen Concentrate, Lot No. S93A T235-1A
(Doc. No. 274056)

Date of Purification and Concentration 23.07.2015

Method of Purification and Concentration | Density Gradient Centrifugation, 9 h. 35000 rpm

Storage

< -70 °C, max. 24 months

Volume

1274 mL

3.2. Test Details for Antigen Concentrate, Lot No. S93A T235-1A

Sterility (SOP No. 102858)

Method Membrane Filter Method according Ph. Eur.
Sample Volume: 10 mL / Medium
Media Thioglycollate Medium
Soy Peptone/Casein Peptone Medium
Requirement No growth of microorganisms during and after incubation. Equal to pass.
Date
Result
On Ooff
27.07.2015 10.08.2015 Pass ¢

Glycoprotein Content (SOP No. 100376)

Method ELISA
Requirement 52 -585 IU/mL
Date Result
28072015 191 UmL 3

4. COMMENTS

N/A
5. ATTACHMENTS

N/A
Copying of this document and giving it % others and the uee or cc ion ofthe thereof. are forbidden withont express authority Offenders are liable to the paymsat of damages
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Starting Material and Control Cell Chapter

Rabies Lot: 593D T 192 Starting Material and Control Cell Chapter Page 1 of 5

1. STARTING MATERIALS for ANTIGEN CONCENTRATE Lot 593A T 192

1.1. Master Seed

Virus Strain used to prepare licensed

Rabies Vaccine Rabies Master Seed Virus Flury LEP

Lot No. of Master Seed C25/83
Preparation Date of Master Seed Lot 1983
No. of Passages between two seeds

. 187
mentioned above
Date of approval of protocols indicating
compliance with the requirements of the 2901.1985

relevant Ph. Eur. Monographs and with
the Marketing Authorization

Annex 2 of the WHO Technical Report Series

WHO Reference 658, 1981, page 54 - 88

1.2. Working Seed (Doc. No. 101508)

Sub-Batch 1

Sub-Batch 2

Sub-Batch 3

Sub-Batch 4

compliance with
the requirements
of the relevant
Ph. Eur.
Monographs and
with the
Marketing
Authorization

Lot No. of C26/11D- C26/11D- C26/11D- C26/11D-
Working Seed |04 04 04 04
Preparation Date |24.07.2014 24.07.2014 24.07.2014 24.07.2014
of Worlang Seed

Lot

Passage Level 1 1 1 1

from Master Seed

Lot

Date of approval |24.09.2014 24.09.2014 24.09.2014 24.09.2014
of protocols

indicating

WSL C26/11D approved 20/01/2015, PM-2014-04464

Copying of #his document and Eiving it % others and the e or commmni cation of the contents thereof. are forbidden without express authority Offenders are lisble to the payment of dama ges

All Tigte are reserved in the event of the patent or the registiation of a whlity model or design
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Starting Material and Control Cell Chapter

Rabies Lot: 593D T 192

Starting Material and Control Cell Chapter Page 2 of §

2. CELL SUBSTRATE FOR VIRUS PROPAGATION (Doc. No. 274048)

Cell Culture System

Chicken Fibroblast Cell Cultures

Flock Number 10306
Delivery Date of incubated Eggs 06.04.2015
Manufacturing Date of Cell Culture 07.04.2015

seed

Population doubling level (PDL) of
produced cells when inoculated with virus

2,2/2,4/2,412,6Cellsx 105mL

Nature and concentration of antibioscs used
in production of cell culture maintenance

Aureomycin (4,6 mg/mL)
Amphotericin B (0,46 ng/mL)

medium Neomycine Sulfate (229 ng/mL)
Identification and source of starting materials used in preparing
Starting Material production cells including excipients and preservatives
Sub-Batch 1 Sub-Batch 2 Sub-Batch 3 Sub-Batch 4
S
Is)gi.ggll{;la) 022 022 022 022
Toypsization Medium 042/01 042/01 042/01 042/01
ggimvo - 0037 0037 0037 0037
18\40‘33;‘;‘11’831 ;r NaHCO, 016/04 016/04 016/04 016/04
Niedim 3+ HISA 030/08 030/08 030/09 030/09
Size of Sub-Batch 71L 71L 71L 71L

For details see attachment: Details on SPF Eggsto S93D T 192

Copyin g of this document and Eiving it % others and the uee ox commmni cation of the contente thereof. are forbidden without express authority Offemders are Lisblle to the payment of dama ges
All Tigte are reserved in the event of the patent or the registiation of a whlity model or design
Maraged Doaumend No 31036, Version 97, Effective Date 14192015
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Starting Material and Control Cell Chapter

Rabies Lot: 593D T 192 Starting Material and Control Cell Chapter Page 3 of 5

3. CONTROL CELL CULTURES, Lot No.593D T 192

3.1 Production Details for Control Cell Cultures, (Doc. No. 274048)

Ratio or Proportion of Control to

_ 1 L of pooled 284L (4x71L) Cell Culture
Production Cell Culture

On Ooff
(Date of Sampling) (Date Control Cells
Period of Observation of Cultures handed to QC)
07.04.2015 08.04.2015

3.2 Test Details for Control Cell Cultures, LotNo.593DT 192

Cytopathic Degenerations (SOP No. 104212)

Microscopic Examination according to Ph. Eur.

Method Random Sample: At least S00 mL of the control cells used for vaccine
manufacturing

Requirement No cytopathic effect detectable. Equal to pass.

Date
Result
On Ooff
08.04.2015 24.04.2015 Pass 7

Hemadsorbing Viruses (SOP No. 103210)

Test according to Ph. Eur. with Guinea Pig Erythrocytes (1bc)

Method Sample Volume: At least 25% of the control cells after incubation for at least
14 days

Storage Time and Temperature of rbc
(SOP No. 104540)

< 7 days after blood withdrawal at +2 to +8°C

30-60 min at +2 °Cto +8 °C

Incubation 30-60 min at +20 °C to +25 *C
Requirement No haemadsorbing viruses detectable. Equal to pass.
Date
Result
On Off
24.04.2015 24.04.2015 Pass w

Copyin g of this document and Eiving it % others and the uee ox commmni cation of'the contente thereof. are forbidden without express authority Offenders are Lisblle to the payment of dama ges
All Tigte are reserved in the event of the patent or the registiation of a whlity model or design
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Starting Material and Control Cell Chapter

Rabies Lot: 593D T 192

Starting Material and Control Cell Chapter Page 4 of §

Extraneous Agents— Chicken Fibroblast Cells (SOP No. 104681)

Inoculation of Chicken Fibroblast Cells
Method Random sample: 2 x 5 mL of control cells supernatant incubated for at least
14 days
Incubation +36 °C (x1 °C) and +34 °C (2 °C)
Requirement No signs of extraneous agents. Equal to pass.
Date
Result
On Off
24.04.2015 08.05.2015 Pass V

Extraneous Agents — Vero Cells (SOP No. 104682)

Inoculation of Vero Cells
Method Random Sample: 2 x S mL of control cells supernatant incubated for at least
14 days
Incubation +36°C(x1°C)
Requirement No signs of extraneous agents. Equal to pass.
Date
Result
On Off
24.04.2015 08.05.2015 Pass V

Extraneous Agents —Huinan Amnion Cells Line AV3 (SOP No. 104683)

Inoculation of Human Amnion Cells Line AV3
Method Random Sample: 2 x 5 mL of control cells supematant incubated for at least
14 days
Incubation +36°C (£ 1°C)
Requirement No signs of extraneous agents. Equal to pass.
Date
Result
On Off
24.04.2015 08.05.2015 Pass {

Copyin g of this document and Eiving it % others and the uee ox commmni cation of'the contente thereof. are forbidden without express authority Offenders are Lisblle to the payment of dama ges
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Starting Material and Control Cell Chapter

Rabies Lot: 593D T 192 Starting Material and Control Cell Chapter Page 5 of 5

Avian Leukosis Viruses (SOP No. 244413, 227575)

Culture Method according to Ph. Eur.
Random Sample Volune: 5 mL supematant after incubation for at least 14 days

Method

Requirement No avian leukosis viruses detectable. Equal to pass.

Amplification in Cells ELISA
Date Date Result
On Ooff On Off
24.04.2015 05.05.2015 11.05.2015 12.05.2015 Pass v?

4. COMMENTS
N/A
5. ATTACHMENTS

Details on SPF Eggs to 593D T 192
Seed virus certificate of analysis
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[ VALO BioMedia
GmbH
vALO Control Certificate FO-DE-144.01
o eadim
° 1\:“ ’ 5 Giiltig ab 01.10.12
™ Formblitter Seite 1/2

Consignee: Novartis Vaccines and Diagnostics GmbH
Marburg , 35006

GXP COPY
6. AP, 2015

Details of the consignment: [Latest Sampling Date 123.03.2015 ]

Date of Delivery: 06.04.2015
SPF Eggs : 4120

The following tests were carried out on samples of the above Testing

mentioned flock. No test result or clinical observation showed Method Result
any sign of infection and the SPF status is confirmed to be in

accordance with the valid EP:

Avian Adeno Viruses, group 1 AGP N
Avian Encephalomyelitis Virus ELISA N
Avian Infectious Bronchitis Virus ELISA N
Avian Infectious Laryngotracheitis Virus ELISA N
Avian Leukosis Viruses/antibodies subtypes AB, J ELISA N
Avian Leukosis Viruses — P27 antigen ELISA N
Avian Nephritis Virus ELISA N
Avian Orthoreoviruses ELISA N
Avian Reticuloendotheliosis Virus ELISA N
Avibacterium paragaliinarum CO/PM N
Chicken Anemia Virus ( CAV) ELISA N
Egg Drop Syndrome Virus HI N
Fowipox Virus CO/PM N
Infectious Bursal Disease Virus (iBDV) Serotype 1 ELISA N
Serotype 2 VN N

Influenza A Virus AGP N
Marek's Disease Virus AGP N
Mycobacterium avium CO/PM N
Mycoplasma gallisepticum SPA N
Mycoplasma synoviae SPA N
Newcastle Disease Virus HI N
Salmonella pullorum SPA N
Salmonella spp. BE N
Turkey Rhinotracheitis Virus B ELISA N

Keys of signs:

N = negalive SPA = Serum Plate Aggiutination PM = Post moritem

Hi = Hemagglutination-Inhibition Test  BE = Bacteriotogical Examinatioti VN = Vius Neutralization Test

AGP Agar-Gel-Precipitation Test P pogitive ELISA Enzyme Linked ImmunosorbentAssay,
EP = European Pharmacopoeia co = Clinical Obseivation commercal test kit

We hereby confirm that all VAL @ SPF flocks from which we have supplled SPF eggs during the
last four weeks are still in accordance with the requirements of the valid EP. Any change of the
status of the flocks will be reported to all related customers immediately. The eggs of this
delivery have been collected within 7 days prior to the date of departure from our farm. The
origin of the eggs is the Federal Republic of Germany.

Anlage "7~ zum BPR 593-01
Osterholz-Scharmbeck, 01.04.2015 der Charge 5.93D7 32

_lgna urear VALU biolviedia GmbH

Seite 4 von 2

06. AR, z'nﬁ-

ROH 279051 _0 390

06 APR. 2015 -
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VALO BioMedia
Y GmbH
VALO? Control Certificate FO-DE-144.01
BloMedie
| Gliltig ab 01.10.12
g Formblatter Seite 2/2
Consignee: Novartis Vaccines and Diagnostics GmbH

Marburg , 35006

Date of Delivery: 06.04.2015
SPF Eggs : 4120
Flock Hatch Date |Age of Flock Laying Date number of eggs
0306 18.08.2014 3 4 23 E::T 4530

Start of Start of No. of eggs % fertility No. of eggs

incubation [candling discarded delivered

29.03.2015 [C¢.CY Zu:¥ A

Incubation |Frequency |Incubation Date of delivery |Flock to be used until 4

humidity of turning temperature weeks before slaughtering

85°+ 30% |Every60 100° £ 5% 06.04.2015 02.11.2015

Fahrenheit |minutes Fahrenheit 14:00 Uhr

o
ROH 279051 _°0%
06. APR, 2015 -
|
’# zum BPR 593-01 ‘
([
gt 5.3 DT 492 GXP COPY
der Charge -—""_'—'-'—'—-——"‘ BE APR 7[“5
Seite _ 2 von = —
06, APR. 2015 -
Lot Release Protocol to Rabipur, Lot 616011A-Z Page 30 of 63




— e -

( ‘ N O VA R T l S Novartis Vaccines and Diagnostics GmbH
Emil-von-Behring-Str. 76
VACCINES AND 35041 Marburg
DIAGNOSTICS Germany

Certificate of Analysis

Master S“éc_ad—\lirus und Working Seed Virus {(Flury LEP)

Batch Number: €26/11D Material Code: OKGUO004 / OKGUO0O0S
Date of Manufacturing: 20.01.2012 Expiry Date: N/A
Start of Shelf Life: N/A Storage Condition: <-70°C
Cell Controls
Test - ____Specification Result
Cytopathic effects
Cytopathic degenerations Equal to PASS PASS

(= no cytopathic effect
detectable)
Haemadsorption

Haemadsorbing viruses Equal to PASS PASS
(= no haemadsorbing viruses
detectabie)
Avian leucosis viruses
Avian leucosis viruses Equal to PASS PASS

{= no avian leucosis viruses
detectable)
Extraneous agents
Chicken fibroblast cells Equalto PASS PASS
{= no signs of extraneous agents)

Vero cells Equal to PASS PASS
(= no signs of extraneous agents)

Human amnion cellline AV3 Equal to PASS PASS
(= no signs of extraneous agents)

Page 1of 3
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!, NOVARTIS

VACCINES AND
DIAGNQOSTICS

Novartis Vaccines and Diagnostics GmbH
Emil-von-Behring-Str. 76

35041 Marburg

Germany

Certificate of Analysis

Master Seed Virus und Working Seed Virus (Flury LEP)

Batch Number: €26/11D Material Code: OKGU004 / OKGUO0D5
Date of Manufacturing: 20.01.2012 Expiry Date: N/A
Start of Shelf Life: N/A Storage Condition: <-70°C
Virus Suspension
Test Specification Result
Virus titer and identity
Virus titer >= 6,0 Log GKID50/ml 7.3 Log GKIDsg/ml
Identity Equal to PASS PASS
(= identical to rabies virus)
Sterility
Sterility Equal to PASS PASS
Mycoplasma
Culture method Equal to PASS PASS
(= no mycoplasma detectable)
Indicator cell culture method Equal to PASS PASS
(= no mycoplasma detectable)
Mycobacteria
Mycobacteria Equal to PASS PASS
(= no mycobacteria detectable)
Neutralized Virus Suspension
Test ____ Specification B Result
Extraneous agents
Chicken fibroblast cells Equal to PASS PASS
(= no signs of extraneous agents)
Vero cells Equal to PASS PASS
(= no signs of extraneous agents)
Human amnion cell line AV3 Equal to PASS PASS

(= no signs of extraneous agents)

Page 2 of 3

Lot Release Protocol to Rabipur, Lot 616011A-Z
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!y NOVARTIS

VACCINES AND
DIAGNOSTICS

Novartis Vaccines and Diagnostics GmbH
Emil-von-Behring-Str. 76

35041 Marburg

Germany

Certificate of Analysis

Master Seed Virus und Working Seed Virus (Flury LEP)

Batch Number: €26/11D Material Code: OKGU004 / OKGUO0O0S
Date of Manufacturing: 20.01.2012 Expiry Date: N/A
Start of Shelf Life: N/A Storage Condition: £-70°C
Test Specification Result
Test in adult mice
Test in adult mice Equal to PASS PASS
(= no signs of infection)
Test in suckling mice
Test in suckling mice Equal to PASS PASS
{= no signs of infection)
Test in guinea pigs
Test in guinea pigs Equal to PASS PASS
(= no signs of infection)
Passage of organ suspension in cell culture:
Chicken fibroblast cells Equal to PASS PASS
(= no signs of extraneous agents)
Verocelis Equal to PASS PASS
(= no signs of extraneous agents}
Human amnion cell line AV3 Equal to PASS PASS
{=no signs of extraneous agents)
Avian viruses
Absence of avian viruses Equal to PASS PASS
(= no avian viruses detectable in
the allantoic and yolk sac liquid)
Neutralisation of Rabies-Seed Virus
Neutralisation of Rabies-Seed Virus  Equal to PASS PASS
Product Specification Reference: 10
Approval B :- Qualifie Date: R e = .
EP J ; (2,02, 20 4K
Page 3 of 3
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Starting Material and Control Cell Chapter

Rabies Lot: 593D T 233 Starting Material and Control Cell Chapter Page 1 of 5

1. STARTING MATERIALS for ANTIGEN CONCENTRATE Lot 593A T 233

1.1. Master Seed

Virus Strain used to prepare licensed
Rabies Vaccine

Lot No. of Master Seed C25/83
Preparation Date of Master Seed Lot 1983

Rabies Master Seed Virus Flury LEP

No. of Passages between two seeds

mentioned above 187
Date of approval of protocols indicating
compliance with the requirements of the 20 01.1985

relevant Ph. Eur. Monographs and with
the Marketing Authorization

Annex 2 of the WHO Technical Report Series

WHO Reference 658, 1981, page 54 - 88

1.2. Working Seed (Doc. No. 101508)

Sub-Batch 1 Sub-Batch 2 Sub-Batch 3 Sub-Batch 4

Lot No. of C26/13B- C26/13B- C26/13B- C26/13B-
Working Seed |04 04 04 04

Preparation Date [10.03.2015 10.03.2015 10.03.2015 10.03.2015
of Worlang Seed
Lot

Passage Level 1 1 1 1
from Master Seed
Lot

Date of approval |04.05.2015 04.05.2015 04.05.2015 04.05.2015
of protocols
indicating
compliance with
the requirements
of the relevant
Ph. Eur.
Monographs and
with the
Marketing
Authorization

WSL C26/13B approved 20/01/2015, PM-2014-04464

Copying of #his document and Eiving it % others and the use or commmnication o fthe contents thereof. are forbidden without express authority Offenders are Lisblle to the payment of dama ges
All Tigte are reserved in the event of the patent or the registiation of a whlity model or design
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Starting Material and Control Cell Chapter

Rabies Lot: 593D T 233

Starting Material and Control Cell Chapter Page 2 of §

2. CELL SUBSTRATE FOR VIRUS PROPAGATION (Doc. No. 274048)

Cell Culture System

Chicken Fibroblast Cell Cultures

Flock Number 10407
Delivery Date of incubated Eggs 09.07.2015
Manufacturing Date of Cell Culture 10.07.2015

seed

Population doubling level (PDL) of
produced cells when inoculated with virus

2,6/2,4/25/3,0Cellsx 105mL

Nature and concentration of antibioscs used
in production of cell culture maintenance

Aureomycin (4,6 mg/mL)
Amphotericin B (0,46 ng/mL)

niedium Neomycine Sulfate (229 pg/mL)
Identification and source of starting materials used in preparing
Starting Material production cells including excipients and preservatives
Sub-Batch 1 Sub-Batch 2 Sub-Batch 3 Sub-Batch 4
S
Is)gf,,(gf&a) 024 024 024 024
Toypsization Medium 049/02 049/02 049/02 049/02
ggimo T 0038 0038 0038 0038
18\40‘33;‘;’11’831 [ NaHeo; 017/08 017/08 017/08 017/08
Niedim 3 ¢ HSA 039/09 039/09 039/10 039/10
Size of Sub-Batch 71L 71L 71L 71L

For details see attachment: Details on SPF Eggsto S93D T 233
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Starting Material and Control Cell Chapter

Rabies Lot: 593D T 233 Starting Material and Control Cell Chapter Page 3 of 5

3. CONTROL CELL CULTURES, Lot No.593D T 233

3.1 Production Details for Control Cell Cultures, (Doc. No. 274048)

Ratio or Proportion of Control to

_ 1 L of pooled 284L (4x71L) Cell Culture
Production Cell Culture

On Ooff
(Date of Sampling) (Date Control Cells
Period of Observation of Cultures handed to QC)
10.07.2015 10.07.2015

3.2 Test Details for Control Cell Cultures, LotNo.5S93DT 233

Cytopathic Degenerations (SOP No. 104212)

Microscopic Examination according to Ph. Eur.

Method Random Sample: At least S00 mL of the control cells used for vaccine
manufacturing

Requirement No cytopathic effect detectable. Equal to pass.

Date
Result
On Ooff
10.07.2015 24.07.2015 rass W

Hemadsorbing Viruses (SOP No. 103210)

Test according to Ph. Eur. with Guinea Pig Erythrocytes (1bc)

Method Sample Volume: At least 25% of the control cells after incubation for at least
14 days

Storage Time and Temperature of rbc
(SOP No. 104540)

< 7 days after blood withdrawal at +2 to +8°C

30-60 min at +2 °Cto +8 °C

Incubation 30-60 min at +20 °C to +25 *C
Requirement No haemadsorbing viruses detectable. Equal to pass.
Date
Result
On Off
24.07.2015 24.07.2015 Pass w
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Starting Material and Control Cell Chapter

Rabies Lot: 593D T 233

Starting Material and Control Cell Chapter Page 4 of §

Extraneous Agents— Chicken Fibroblast Cells (SOP No. 104681)

Inoculation of Chicken Fibroblast Cells
Method Random sample: 2 x 5 mL of control cells supernatant incubated for at least
14 days
Incubation +36 °C (x1 °C) and +34 °C (2 °C)
Requirement No signs of extraneous agents. Equal to pass.
Date
Result
On Off
24.07.2015 07.08.2015 Pass {

Extraneous Agents — Vero Cells (SOP No. 104682)

Inoculation of Vero Cells
Method Random Sample: 2 x S mL of control cells supernatant incubated for at least
14 days
Incubation +36°C(x1°C)
Requirement No signs of extraneous agents. Equal to pass.
Date
Result
On Off
24.07.2015 07.08.2015 Pass V

Extraneous Agents —Huinan Amnion Cells Line AV3 (SOP No. 104683)

Inoculation of Human Amnion Cells Line AV3
Method Random Sample: 2 x 5 mL of control cells supematant incubated for at least
14 days
Incubation +36°C (£ 1°C)
Requirement No signs of extraneous agents. Equal to pass.
Date
Result
On Off
24.07.2015 07.08.2015 Pass (
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Starting Material and Control Cell Chapter

Rabies Lot: 593D T 233 Starting Material and Control Cell Chapter Page 5 of 5

Avian Leukosis Viruses (SOP No. 244413, 227575)

Culture Method according to Ph. Eur.
Random Sample Volune: 5 mL supematant after incubation for at least 14 days

Method

Requirement No avian leukosis viruses detectable. Equal to pass.

Amplification in Cells ELISA
Date Date Result
On Ooff On Off
24.07.2015 03.08.2015 05.08.2015 06.08.2015 Pass

4. COMMENTS
N/A
5. ATTACHMENTS

Details on SPF Eggs to 593D T 233
Seed virus certificate of analysis
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| VALO BioMedia
! GmbH
ALO § Control Certificate FO-DE-144.01
BioMpedie
| Giitig ab 01.10.12
Formblatter Seite 1/2
Consignee: Novartis Vaccines and Diagnostics GmbH
Marburg , 35006
. GXP CO
Date of Delivery: 09.07.2015 '
SPF Eggs : 4120 09. JuLI 2015
Details of the consignment: [Latest Sampling Date 22.06.2015 4\
The following tests were carried out on samples of the above et
mentioned flock. No test result or clinical observation showed Methocgi Result
any sign of infection and the SPF status is confirmed to be in
accordance with the valid EP:
Avian Adeno Viruses, group 1 AGP N
Avian Encephatomyelitis Virus ELISA N
Avian Infectious Bronchitis Virus ELISA N
Avian Infectious Laryngotracheitis Virus ELISA N
Avian Leukosis Viruses/antibodies subtypes A B, J ELISA N
Avian Leukosis Viruses — P27 antigen ELISA N
Avian Nephritis Virus ELISA N
Avian Orthoreoviruses ELISA N
Avian Reticuloendotheliosis Virus Anlage i zum BPR593-01 g5 N
Avibacterium paragallinarum der Charge 593DT CO/PM N
Ctiicken Anemia Vifus ( CAV) Seite 7 von 2 ELISA N
Egg Drop Syndrome Virus — —— HI N
Fowipox Virus 08, JUL! 2013 CO/PM N
Infectious Bursal Disease Virus (IBDV) Serotype 1 ELISA N
Serotype 2 VN N

Infiuenza A Virus AGP N
Marek's Disease Virus AGP N
Mycobacterium avium CO/PM N
Mycoplasma gallisepticum SPA N
Mycoplasma synoviae SPA N
Newcastle Disease Virus HI N
Salmonella pullorum SPA N
Salmonella spp. BE N
Turkey Rhinotracheitis Virus ELISA N

Keys ofsigns:

N = negative SPA = Serum Plate Agglutination PM = Post Mortem

al = Hemaggiutination-Inhibition Test BE = Bacteriological Exarnination VN =

AGP = Agar-Gel-Precipitation Test P = positive ELISA =

e Y e PG EETS P RSIMABPOEIS TG ~""="Clmicar Ubservation ' T

We hereby confirm that all VALO SPF flocks from which we have supplied SPF eggs during the
last four weeks are still in accordance with the requirements of the valid EP. Any change of the
status of the flocks will be reported to all related customers immediately. The eggs of this
delivery have been collected within 7 days prior to the date of depaiture from our farm. The

origin of the eggs is the Federal Republic of Germany.

Osterholz-Scharmbeck, 01.07.2015 ROH 279051 £355
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Control Certificate

GmbH

VALO BioMedia

FO-DE-144.01

4 Giltig ab 01.10.12
Formblitter Seite 2/2
Consignee: Novartis Vaccines and Diagnostics GmbH GXP COPY ‘
Marburg , 35006 09, JuLl 2015

Date of Delivery: 09.07.2015 ;
SPF Eggs : 4120 Anlage _7__zum BPR 593-01
der Charge 593DT 222
Seite_/_von<__
09, Jut
Flock Hatch Date | Age of Flock Laying Date number of eqggs
10407 28.07.2014 23.)2u. 0C.
“3 1015 4330
Start of Start of No. of eggs % fertility No. of eggs
incubation | candling discarded delivered
01.07.2015 [©9.03 2015
6°° i 33 7.8 Yuo9q
Incubation |[Frequency |incubation Date of delivery | Flock to be used until 4
humiditv ofturning temperature weeks before slaughtering |
85°+ 30% |Every 60 100° +5% 1 09.07.2015 05.10.2015 . )
Fahrenheit [ minutes Fahrenheit 14:00 Uhr

ROH 279051 0355

B9, JULI 2015
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(' N OVA RT [ S Novartis Vaccines and Diagnostics GmbH
Emil-von-Behring-Str. 76
VACCINES AND 35041 Marburg
DIAGNOSTICS Germany

Certificate of Analysis

Rabies Seed Virus with HSA

Batch Number: C26/13B Material Code: OKGUO004 / OHGUQO05
Date of Manufacturing: 08.04.2013 Expiry Date: N/A
Start of Shelf Life: N/A Storage Condition: <-70°C
Cell Controls
Test Specification Result
Cytopathic effects
Cytopathic degenrerations Equal to PASS PASS
{= no cytopathic effect
detectable)
Haemadsorption
Haemadsorbing viruses Equal to PASS PASS

(= no haemadsorbing viruses
detectable)
Avian leucosis viruses

Avian leucosis viruses Equal to PASS PASS

(= no avian leucosis viruses
detectabie)

Extraneous agents
Chicken fibroblast cells Equalto PASS PASS
(= no signs of extraneous agents)
Vero cells Equal to PASS PASS
(= no signs of extraneous agents)
Human amnion cell line AV3 Equal to PASS PASS
(= no signs of extraneous agents)
Page 1o0f3
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) NOVARTIS

VACCINES AND
DIAGNOSTICS

Germany

Certificate of Analysis

Novartis Vaccines and Diagnostics GmbH
Emilvon-Behring-Str. 76
35041 Marburg

Rabies Seed Virus with HSA

Batch Number: C26/138 Material Code: OKGUO004 / OHGU0O0S
Date of Manufacturing: 08.04.2013 Expiry Date: N/A
Start of Shelf Life: N/A Storage Condition: <-70°C
Virus Suspension
Test Specification Result
Virus titer and identity
Virus titer >= 6,0 Log GKIDSO/ml 7.0 Log GKIDs5o/ml
Identity Equal to PASS PASS
(= identical to rabies virus)
Sterility
Sterility PASS PASS
Mycoplasma
Mycoplasma Equal to PASS PASS
{= no mycoplasma detectabie)
Mycobacteria
Mycobacteria Equal to PASS PASS
(= no mycobacteria detectable)
Neutralized Virus Suspension
Test Specificatian Result
Extraneous agents
Chicken fibrobiast cells Equal to PASS PASS
(= no signs of extraneous agents)
Vero cells Equal to PASS PASS
(= no signs of extraneous agents)
Human amnion cell line AV3 Equal to PASS PASS
(= no signs of extraneous agents)
Page20f3
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(' N OVA RT l S Novartis Vaccines and Diagnostics GmbH
Emil-von-Behring-Str. 76
VACCINES AND 35041 Marburg
DIAGNOSTICS Germany

Certificate of Analysis

Rabies Seed Virus with HSA

Batch Number: C26/13B Material Code: OKGU004 / OHGUO0O0S
Date of Manufacturing: 08.04.2013 Expiry Date: N/A
Start of Shelf Life: N/A Storage Condition: <-70°C
Test Specification Result
Test in adult mice
Test in adult mice Equal to PASS PASS

(= no signs of infection)
Testin suckling mice
Test in suckling mice Equal to PASS PASS
(= no signs of infection)
Test in guinea pigs
Test in guinea pigs Equal to PASS PASS
(= nosigns of infection)

Passage of organ suspension in cell culture:
Chicken fibrobiast celis Equal to PASS PASS
(= no signs of extraneous agents)

Vero cells Equal to PASS PASS
(= no signs of extraneous agents)

Human amnion cell line AV3 Equal to PASS PASS
(= no signs of extraneous agents)

Avian viruses
Absence ofavian viruses Equal to PASS PASS
{= no avian viruses detectable in
the allantoic and yolk sac liquid)

Neutralisation of Rabies-Seed Virus

Neutralisation of Rabies-Seed Virus  Equal to PASS PASS

Product Specification Reference: 100778

Approval By: Date:

ALO DY, 4 -

Page 3 of 3
System: LIMS
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Starting Material and Control Cell Chapter

Rabies Lot: 593D T 235 Starting Material and Control Cell Chapter Page 1 of 5

1. STARTING MATERIALS for ANTIGEN CONCENTRATE Lot 593A T 235

1.1. Master Seed

Virus Strain used to prepare licensed

Rabies Vaccine Rabies Master Seed Virus Fluiy LEP

Lot No. of Master Seed C25/83

Preparation Date of Master Seed Lot 1983

No. of Passages between two seeds

mentioned above 187
Date of approval of protocols indicating
compliance with the requirements of the 20 01.1985
relevant Ph. Eur. Monographs and with | =
the Marketing Authorization
5 . .
WHO Reference Annex 2 of the WHO Technical Report Series

658, 1981, page 54 - 88

1.2. Working Seed (Doc. No. 101508)

Sub-Batch 1 Sub-Batch 2 Sub-Batch 3 Sub-Batch 4

Lot No. of C26/13B- C26/13B- C26/13B- C26/13B-
Working Seed |04 04 04 04

Preparation Date [10.03.2015 10.03.2015 10.03.2015 10.03.2015
of Worlang Seed
Lot

Passage Level 1 1 1 1
from Master Seed
Lot

Date of approval |04.05.2015 04.05.2015 04.05.2015 04.05.2015
of protocols
indicating
compliance with
the requirements
of the relevant
Ph. Eur.
Monographs and
with the
Marketing
Authorization

WSL C26/13B approved 20/01/2015, PM-2014-04464
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Starting Material and Control Cell Chapter

Rabies Lot: 593D T 235

Starting Material and Control Cell Chapter Page 2 of §

2. CELL SUBSTRATE FOR VIRUS PROPAGATION (Doc. No. 274048)

Cell Culture System

Chicken Fibroblast Cell Cultures

Flock Number 10306
Delivery Date of incubated Eggs 14.07.2015
Manufacturing Date of Cell Culture 15.07.2015

seed

Population doubling level (PDL) of
produced cells when inoculated with virus

30/2,4/2,9/2,5Cells x 105mL

Nature and concentration of antibioscs used
in production of cell culture maintenance

Aureomycin (4,6 mg/mL)
Amphotericin B (0,46 ng/mL)

niedium Neomycine Sulfate (229 pg/mL)
Identification and source of starting materials used in preparing
Starting Material production cells including excipients and preservatives
Sub-Batch 1 Sub-Batch 2 Sub-Batch 3 Sub-Batch 4
S
Is)gf,,(gf&a) 024 024 024 024
Toypsization Medium 050/01 050/01 050/01 050/01
ggimo T 0038 0038 0038 0038
18\40‘33;‘;’11’831 [ NaHEo; 017/06 017/06 017/06 017/06
Niedim 3 ¢ HSA 038/01 038/01 038/02 038/02
Size of Sub-Batch 71L 71L 71L 71L

For details see attachment: Details on SPF Eggsto S93D T 235

Copying of this document and Eiving it % others and the use o1 commmni cation o f'the contents thereof. are forbidden without express authority Offenders are lisble to the payment of dama ges
All Tigtie are reserved in the event of the patent or the registiation of a whlity model or design
Maraged Doaumend No 310362, Version 97, Effective Date 14192015

Lot Release Protocol to Rabipur, Lot 616011A-Z

Page 45 of 63




Starting Material and Control Cell Chapter

Rabies Lot: 593D T 235

Starting Material and Control Cell Chapter Page 3 of §

3. CONTROL CELL CULTURES, Lot No. 593D T 235

3.1 Production Details for Control Cell Cultures, (Doc. No. 274048)

Ratio or Proportion of Control to
Production Cell Culture

1 L of pooled 284L (4x71L) Cell Culture

On Ooff
(Date of Sampling) (Date Control Cells
Period of Observation of Cultures handed to QC)
15.07.2015 16.07.2015

3.2 Test Details for Control Cell Cultures, LotNo.5S93DT 235

Cytopathic Degenerations (SOP No. 104212)

Microscopic Examination according to Ph. Eur.

Method Random Sample: At least S00 mL of the control cells used for vaccine
manufacturing

Requirement No cytopathic effect detectable. Equal to pass.

Date
Result
On Ooff
16.07.2015 31.07.2015 Pass {

Hemadsorbing Viruses (SOP No. 103210)

Method

Test according to Ph. Eur. with Guinea Pig Erythrocytes (1bc)
Sample Volume: At least 25% of the control cells after incubation for at least
14 days

(SOP No. 104540)

Storage Time and Temperature of rbc

< 7 days after blood withdrawal at +2 to +8°C

30-60 min at +2 °Cto +8 °C

Incubation 30-60 min at +20 °C to +25 °C
Requirement No haemadsorbing viruses detectable. Equal to pass.
Date
Result
On Off
31.07.2015 31.07.2015 Pass V
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Starting Material and Control Cell Chapter

Rabies Lot: 593D T 235

Starting Material and Control Cell Chapter Page 4 of 5

Extraneous Agents— Chicken Fibroblast Cells (SOP No. 104681)

Inoculation of Chicken Fibroblast Cells
Method Random sample: 2 x 5 mL of control cells supernatant incubated for at least
14 days
Incubation +36 °C (£1 °C) and +34 °C (2 °C)
Requirement No signs of extraneous agents. Equal to pass.
Date
Result
On Off
31.07.2015 14.08.2015 Pass l

Extraneous Agents — Vero Cells (SOP No. 104682)

Inoculation of Vero Cells
Method Random Sample: 2 x S mL of control cells supernatant incubated for at least
14 days
Incubation +36°C{(x1°C)
Requirement No signs of extraneous agents. Equal to pass.
Date
Result
On Off
31.07.2015 14.08.2015 Pass ¥

Extraneous Agents —Huinan Amnion Cells Line AV3 (SOP No. 104683)

Inoculation of Human Amnion Cells Line AV3
Method Random Sample: 2 x 5 mL of control cells supematant incubated for at least
14 days
Incubation +36°C (£ 1°C)
Requirement No signs of extraneous agents. Equal to pass.
Date
Result
On Off
31.07.2015 14.08.2015 Pass (

Copyin g of this document and Eiving it % others and the uee ox commmni cation of'the contente thereof. are forbidden without express authority Offemders are Lisblle to the payment of dama ges
All Tigtie are reserved in the event of the patent or the registiation of a whlity model or design
Maraged Doaumend No 31036, Version 97, Effective Date 14192015

Lot Release Protocol to Rabipur, Lot 616011A-Z

Page 47 of 63




Starting Material and Control Cell Chapter

Rabies Lot: 593D T 235

Starting Material and Control Cell Chapter Page S of §

Avian Leukosis Viruses (SOP No. 244413, 227575)

Method

Culture Method according to Ph. Eur.
Random Sample Volune: 5 mL supematant after incubation for at least 14 days

Requirement No avian leukosis viruses detectable. Equal to pass.

Amplification in Cells ELISA
Date Date Result
On Ooff On Off
31.07.2015 10.08.2015 18.08.2015 18.08.2015 Pass r

4. COMMENTS
N/A
5. ATTACHMENTS

Details on SPF Eggs to 593D T 235
Seed virus certificate of analysis
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- g R - a * VALO BioMedia
GmbH
VALO Control Certificate FO-DE-144.01
RioMedlo — — )
Glitig ab 01.10.12
Formblatter sete ¥2
Consignee: Nevartis Vaccines and Diagnostics GmbH o
Marburg , 35006 GXP COPY
Date of Deiivery: 14.07.2015 o |
SPF Eggs : 4120 L4, JULH 201 -
Details of the consignment: [Lﬁast Sampling Date_']_zs.os.éms —l

The following tests were carried out on samples of the above Testin

mentioned flock. No test result or clinical observation showed Metho?j Result
any sign of infection and the SPF status is confirmed to be in

accordance with the valid EP;

Avian Adeno Viruses, group 1 AGP N
Avian Encephalomyelitis Virus ELISA N
Avian Infectious Bronchitis Virus ELISA N
Avian Infectisus Laryngotracheitis Virus ELISA N
Avian Leukosis Viruses/antibodies subtypes A8, J ELISA N
Avian Leukosis Viruses — P27 antigen ELISA N
Avian Nephritis Virus ELISA N
Avian Orthoreoviruses ELISA N
Avian Reticuloendotheliosis Virus ELISA N
Avibacterium paragallinarum CO/PM N
Chickenn Anemia Virus ( CAV) ELISA N
Egg Drop Syndrome Virus HI N
Fowipox Virus CO/PM N
Infectious Bursal Disease Virus {IBDV) Serotype 1 ELISA N
Serotype 2 VN N

Influenza A Virus AGP N
Marek's Disease Virus AGP N
Mycobacterium avium COo/PM N
Mycoplasma gallisepticum SPA N
Mycoplasma synoviae SPA N
Newcastle Disease Virus HI N
Salmonelia puliorum SPA N
Salmonel'a spp. 513 N
Turkey Rhinotracheitis Virus - - ELISA N B

Keys of signs:

N = negalve SPA = Serum Plale Agglutinalion PM = Post Mortem

Ht = Hemagglutination-Inhibition Test BE = Bacler/ological Examination VN = Vins Neutralization Test

AGP = Agar-Gel-Piecipitation Test P = positive ELISA = Enzyme Linked Immunosorbent As.gay

P = European Phairmatopoela co = Ciinical Obsesvalion commercial test kit

We hereby confirm that all VALO SPF flocks from which we have supplied SPF eggs during the
last four weeks are still in accordance with the requirements of the valid EP. Any change of the
status of the flocks wilt be reported to ail related customers immediately. The eggs of this
delivery have been collected within 7 days prior to the date of departure from our farm. The
origin of the eggs is the Federal Republic of Germany.

Osterholz-Scharmbeck, 08.07.2015 ROH 279051 0357
&) 201
Anlage 7 2um BPR 593-01 , :
LO BioMed bH
der Charge 593DT _72° L
Seite _1_von _<_
74 w0 a0 [
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T vALO BioMedia
GmbH
Control Certificate FO-DE-144.01
Gittig ab 01.10.12
Formblatter Seite 2/2

Consignee:

Novartis Vaccines and Diagnostics GmbH

Marburg , 35006

Date of Delivery: 14.07.2015

SPF Eggs : 4120

Flock Hatch Date |Age of Flock Laying Date number of eggs
10306 18.08.2014 [ DL RO

Start of Start of No. of eggs % fertility No. of eggs
incubation | candling discarded delivered
06.07.2015 |7~ . [ : .

s = Ge Inc e SR
Incubation |Frequency Incubation Date of delivery |Flock to be used until 4
humidity of turning temperature weeks before slaughtering
85° 1+ 30% |Every 60 100° + 5% 14.07.2015 02.11.2015
Fahrenheit | minutes Fahrenheit 14:00 Uhr

-2

Anlage _” _zum BPR 593-01
der Charge 5930T 22>

Seite _<_ von _<_
T s
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(' N OVA RT [ S Novartis Vaccines and Diagnostics GmbH
Emil-von-Behring-Str. 76
VACCINES AND 35041 Marburg
DIAGNOSTICS Germany

Certificate of Analysis

Rabies Seed Virus with HSA

Batch Number: C26/13B Material Code: OKGUO004 / OHGUQO05
Date of Manufacturing: 08.04.2013 Expiry Date: N/A
Start of Shelf Life: N/A Storage Condition: <-70°C
Cell Controls
Test Specification Result
Cytopathic effects
Cytopathic degenrerations Equal to PASS PASS
{= no cytopathic effect
detectable)
Haemadsorption
Haemadsorbing viruses Equal to PASS PASS

(= no haemadsorbing viruses
detectable)
Avian leucosis viruses

Avian leucosis viruses Equal to PASS PASS

(= no avian leucosis viruses
detectabie)

Extraneous agents
Chicken fibroblast cells Equalto PASS PASS
(= no signs of extraneous agents)
Vero cells Equal to PASS PASS
(= no signs of extraneous agents)
Human amnion cell line AV3 Equal to PASS PASS
(= no signs of extraneous agents)
Page 1o0f3
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) NOVARTIS

VACCINES AND
DIAGNOSTICS

Germany

Certificate of Analysis

Novartis Vaccines and Diagnostics GmbH
Emilvon-Behring-Str. 76
35041 Marburg

Rabies Seed Virus with HSA

Batch Number: C26/138 Material Code: OKGUO004 / OHGU00S
Date of Manufacturing: 08.04.2013 Expiry Date: N/A
Start of Shelf Life: N/A Storage Condition: <-70°C
Virus Suspension
Test Specification Result
Virus titer and identity
Virus titer >= 6,0 Log GKIDSO/ml 7.0 Log GKIDs5o/ml
Identity Equal to PASS PASS
(= identical to rabies virus)
Sterility
Sterility PASS PASS
Mycoplasma
Mycoplasma Equal to PASS PASS
{= no mycoplasma detectabie)
Mycobacteria
Mycobacteria Equal to PASS PASS
(= no mycobacteria detectable)
Neutralized Virus Suspension
Test Specificatian Result
Extraneous agents
Chicken fibrobiast cells Equal to PASS PASS
(= no signs of extraneous agents)
Vero cells Equal to PASS PASS
(= no signs of extraneous agents)
Human amnion cell line AV3 Equal to PASS PASS
(= no signs of extraneous agents)
Page20f3
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(' N OVA RT l S Novartis Vaccines and Diagnostics GmbH
Emil-von-Behring-Str. 76
VACCINES AND 35041 Marburg
DIAGNOSTICS Germany

Certificate of Analysis

Rabies Seed Virus with HSA

Batch Number: C26/13B Material Code: OKGU004 / OHGUO0O0S
Date of Manufacturing: 08.04.2013 Expiry Date: N/A
Start of Shelf Life: N/A Storage Condition: <-70°C
Test Specification Result
Test in adult mice
Test in adult mice Equal to PASS PASS

(= no signs of infection)
Testin suckling mice
Test in suckling mice Equal to PASS PASS
(= no signs of infection)
Test in guinea pigs
Test in guinea pigs Equal to PASS PASS
(= nosigns of infection)

Passage of organ suspension in cell culture:
Chicken fibrobiast celis Equal to PASS PASS
(= no signs of extraneous agents)

Vero cells Equal to PASS PASS
(= no signs of extraneous agents)

Human amnion cell line AV3 Equal to PASS PASS
(= no signs of extraneous agents)

Avian viruses
Absence ofavian viruses Equal to PASS PASS
{= no avian viruses detectable in
the allantoic and yolk sac liquid)

Neutralisation of Rabies-Seed Virus

Neutralisation of Rabies-Seed Virus  Equal to PASS PASS

Product Specification Reference: 100778

Approval By: Date:

ALO DY, 4 -

Page 3 of 3

System: LIMS

e o [
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GSK Vaccines Wirksamkeitspriifung: Tollwut-impfstoffpriifung
Qualitdtskontrolle SOP Nr.: 103208-09
Probit-Proaramm Vorgandas-Nr.: 10114
Testnummer: )
Standardsubstanz: WEF-3
Sollwert: 10,77 L.LE./ml
Prifprédparat: Rabies
Ch: B 616 011
Lag./Temp.:
Bemerkung (LIMS-ID): 4479286
Impfdosis: 1,00 mi
Infektityses Agens:: Tollwut-Challengevirus
Ch.B.: 080212
LD 50/ Tier: 100
Probanden: Mé&use:NMRI (CR-Sulzfeld)
Immunisierungsdosis: 2x0,5mlip.
Belastungsdosis: 0,03 mlic.
Testdaten:
Testbeginn (Immunisierung).  18.02.2016/25.02.2016
Belastung: 03.03.2016
Testende: 17.03.2016
Dateineingabe: Graf
Stendardsubstanz; WF-3
Dosis Reagenten Probanden
PD50: 8,2915 400.0000 pi 17 18
20.0000 pl 16 20
4.0000 14 5 20
0.8000 pi 1 19
Priifpraparat: Rabies Ch. B. 616 011
Dosis Reagenten Probanden
PD50: 15,2197 100.0000 Ll 18 20
20.0000 ul 11 20
4.0000 ul 7 20
0.8000 pl 0 20
Ergebnis zu Vorgangsnummer 10114
Spezifikation (laut Prafungsvorscherift):
Wirkungsquotient x Sollwert: 5,87 LE./ml 5,9 LE./Dosis
95 % Konfidenzintervall: Untere Vertrauens-Grenze: 269 LE/ml 2,7 |E/Dosis
Obere Vertrauens-Grenze: 12,80 LE./ml 12,8 |E./Dosis

Validitdtskeiterien (PD50. Vertrauensgrenzen, LD50. Linearitét/Parallelitit) - entsprechen / sntsprechon.aicht - den
Anforderungen und die Rohdaten aus dem LTR (R obanden) wurden auf Richtigkeituberprutt—

Marburg, den  04.00. 4 &

Unter

iter Labor Bioassays)
[ Prifpréperat—entspriententsprieht nicht—den-Anforderungen e/ defé | 1o oMg-
30.02. A6

Marburg, den

Unterschrift {Labormanager bzw. Vertreter)

Wirksamkeitsprufung Nummer: 10114 Substanz: Rabies
Probit fur Windows 2.5.1, Vorlage: STDPROBE.RTF

Druckdatum: 18.03.2016 10:31:54

Seite: 1 von 2 Vorlage Version 1.0
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GSK Vaccines Wirksamkeltspriifung: Tollwut-impfstoffpriifung
Qualitatskontrolle SOP Nr.: 103208-09
Probit-Programm Vorgangs-Nr.: 10131
Testnummer: 7
Standardsubstanz: WE-3
Sollwert: 10.77 LE./ml
Priifpraparat: Rabies
Ch.B. 616 011
Lag/Temp.
Bemerkung (LiMS-ID): 4473287
Impfdosis: 1,00 mi
Infektidses Agens:: Toilwut-Challengevirus
Ch.B. 080212
LD 50/ Tier: 121
Probanden: M&use.NMRI (CRSulzfeid)
Immunisierungsdosis: 2x05mlip.
Belastungsdosis: 0.03mli.c.
Testdaten:
Testbeginn (Immunisierung).  02.03.2016 /03903.2016
Belastung: 16.03.2016
Testende: 30.03.2016
Dateineingabe: CGraf
Standardsubstanz: WF-3
Dosig Reagenten Probanden
PD50: 1,8237 100. 000Qul 20 20
20.0000 pl 16 20
40000 1 20
0.8000 pl 9 20
Priifpraparat: Rabies Ch. B. 616 011
Dosis Reagenten Probanden
PD50: 4,2025 100.0000 p 19 20
20.0000 p 14 19
4.0000 9 20
0.8000 pi 5 20
Ergebnis zu Vorgangsnummer 10131
Spezifikation {laut Priifungsvorschrift):
Wirkungsduotlent x Sollwert: 467 |E./ml 4,7 LE./Dosis
95 % Konfidenzintervall: Untere Vertrauens-Grenze: 1,66 |E./ml 1,7 |E./Dasis
Obere Vertrauens-Grenze: 13,15 LE./ml 13,1 |L.LE./Daosis

Validisétskriterien (PD50. Vertrauensgrenzen, LD50. Linearitét/Parallelitéit) - entsprechen / erteprechern-nichs -den
Anforderungen und die Rohdaten aus dem LTR (Re robanden) wurden auf Richtigkeit-tberprift—

35405 AGC

Marburg, den

Untersch iter Labor Bioassays)

= -

n_ ol arov |

Marburg, den 01 APR. 2016

bzw. Vertreter)

Druckdatum: 31.03.2016 08:53:37
Vorlage Version 1.0

Wirksamkeitspriifung Nummer: 10131 Substanz: Rabies
Prabit fir Windows 2.5 1, Varlage: STDPROBE RTF

Seite: 1 von 2
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: Berechnung der gewichteten

GSK Vaccines mittleren Aktivitdt gem. Ph.Eur. und Labor atory Test

Vorgehen bei 0OS-Resultaten bei Record
Aktivitassbestimmungen ,
LTRNr.: LTR-225189-06 . ‘ ’ Seite 1 von 2
Calcuiation of weighted mean activiy according to PhEur. and procedure
SOP-Nr.: SOP-225189-06 i case of OOS-1esulls in activityassays
Labor / Bereich:  Bioassays Laufende Test-Nr.: 9 225189-00000174

1 Probe(n) (sample (s))

Priparat: Rabies Ch.B.. 616 011
IU.J&S-ID: 4479289 L_Jndm;ﬁr.:6268057

2 Priifung/Test (Assay/Test)

Berechnung der Aktivitat (caiculation of activity)

Rurchgefinrte Prifung: ' Tollwut-Wirksamkeitspriifung

Assuy per

BB N 103208-09

Kombination der Ergebnisse aus V-Nr: Probit-VorgangS-Nr:

Mean of result oftest no. Probit calculatioRs o

1. 6 10114
2 7 10131

3. / /

Ergebnis: | g4 12/ Dewis | 1,3 1E/ Dosis A0A 1E / Des's
Wirksamkeit Unteres Konfidenzintervall | Oberes Konfidenzintervall
Activity Lower confidence Amit Upper confidence firmt

Berechnung durchgefihrt Datum Unterschrift
73

Cakutation dome Datc 3 1 ¥ O 3 . 2 0 1 6 Signature

Bemerkungen:

Weitergabe sowie Vervielfiltigung dieser Unterlage, Verwertung und Mitteilung ihres Inhalts nicht gestattet, soweit nicht ausdriicklich
zugestanden. Zuwiderhandlungen verpflichten zu Schadenersatz. Alte Rechte fur den Fall der Patenterteilung oder Gebrauchsmuster
Eintragung vorbenhalien.

LIMS Reportname 225189-00000174 User: GRAFHA1 Druckdatum: 10:06 31.03.2016
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Berechnung der gewichteten

GSK Vaccines mittleren Aktivitdt gem. Ph.Eur. und Laboratory Test
Vorgehen bei OOS-Resultaten bei Record
Aktivitatsbestimmungen .
LTR-Nr.: LTR-225189-06 Calcutation of weighted mesn activity according ta PhEur. and procedure SRR VR
SOPNI.: SOP-225180-06 incase of O0S-resus in activity assays
Labor / Bereich:  Bioassays Laufende Test-Nr.:. 9 225189-00000174

3 Ergebnis (resut)

- M n Bewertun Beurteifun
Prf?rgj?:rat csrlic‘haﬁoz_ ‘ LlL[l‘!‘t‘ﬁgIlD || e LISM En‘:"nn'tyrag Aasessmenlg ,| Valation g
Rabies 616 011 4479289 || om: [pern || Fass | sar || vaid [ e
Protokoll richtig ausgefiillt und 34,07 AL
glerocorlgc comectly fied out aind checked Datum Unterschrift
Date Srgnature
Verantwortlicher MmrbenterISuperwsor
Responsible operalw / Siparvisar
Ergebnistabelle und Bewertung A0 AGC
geprift, sofern zutreffend im LIMS =
Datum Unterschri
seu’:gagwet:u!;aé aes!:ssmwxarvmeckwa Fapplicabie edered in Date Signature
LIMS
. Verantwoitlicher Mitarbeiter/S upervisor
‘(swhe Tabelle) Responsitia operator / Supervsor
{Soeiadle)
Der Test ist valide 01 APR. 2016
TRestls vakid .
[siehe Tahelle) Datum |
60 {ablg,
Laborteiter!Su erv:sor
of latoratory sor
AM erstellt 34.07 .46
Das~ationix intYeted i |
Datum nterschrift
Ja Vel D Nein No date Signature
&“ﬂri' Verantwortlicher Mitarbeiter
Respensible epevater
Bemerkungen:

Weilergabe sowie Vervielfilligung dieser Unterlage, Verweitung und Milteilung ihres Inhalts nicht gestaltet, soweit nicht ausdriicklich
zugestanden. Zuwiderhandlungen verpflichten zu Schadenersatz. Ale Rechte fur den Fall der Patenterteilung oder Gebrauchsmuster-

Eintragung vorbehalten.
LIMS Reportname 225189.00000174 User. _ Druckdatum:  10:06 31.03.2016
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Z-V110919 1077 “ndiqey 03 [0901044 3s€3[2Y 30|

€9 Jo g6 3jed

Rohies 0bAG 0AA Mittelwertberechnung SOP 225189-06
A B C F G | H | [ | J

1 |EuPharm 6.2

2

3 | Activity (IE / Dose)

4 | Lower limit Il B

5 |Upper limit 1 -

6 + + —+ — —

7 |M _ 1,7699 15412 ! 1,6555 2 0.0131

8 |Lower limit (M) 0.9895 05068 S —

9 |Upper limit (M) 2,54%4 25764 . L _

10 | df o 0 0 0 0 0 g

11 |t 1,9600 19600 1,9600 1,9600 1,9600 1,9600

12 |L {iength of Cl) 1,65699 2,0696 '

13

14 | Weight (6.2.3) 6,3148 35874 - 99022 0,3178 |

15 | Mrweighted 6.2 3) 11,1763 5,5288 1,6870 1,0642 2,3098

16 | Activity with Cl 5,4033 2,8984 10,0729

17 | | ] . ] '_ il

18 |Chisqg (6.2.2) 0,0433 0,0763 0,1197 0,7294T homogeneous

19

20 |Intra-assay 01584 02788 |

21 |Inter-assay 0,0131 0,0131 \ |

22 | Weight (6.2.4) 58332 34287 I 9.2599 03286 |

23 [M(weighted6.2.4) 10,3239 52811 Il 16852 10280 23425

24 | Activity with CI { 53937 2,7954 10,4069

25 L

26 |Final (IE / Dose) 54033 2,3984 10,0729 3,4753

(\-u(.d\wct .0 A6
%e?{c\(% L LOY. L

Atias EDMS
Excel Container Marburg Gedruckt am: 31.03.2616 0927
1D; 2131919 Version: Seite 1 von 1 Datei SOP 22518306 Anlage 2_ESS 2131919-01 MittelwertBerechnung EuPhag_2N_5xis / A




GSK Vaccines GmbH
P.0. Box 1630, 35006 Marburg, Germany

Emil-von-Behring-Strale 76, 35041 Marburg, Germany

Tel: +49 06421 386 - 0

Statement

Final Release Group

+49 6421 386 — 2850
+49 6421 386 - 6111
marburg.finalrelease@gsk.com

05.04.2016

Human Albumin used in the production of Rabipur® batch 616011 A-Z

Herewith | confirm that the Human Albumin lots listed in the table below
were used for production of Rabipur Lot 616011A-Z. The internal GSK
Vaccines lot number and the respective supplier lot number including
OCARBR certificate reference are indicated.

Lot Release Protocol to Rabipur Lot 616011A-Z

Lot N:’;:)bef.““ma“ Albumin Human Albumin Lots
(GSK Vuarglcii]nes) (Baxter Bioscience/CSL
Behring)

OCABR Certificate to filling

2435950017 LAOSDO77AA lot no. LAOSDO77A
OCABR Certificate to filling

2438950020 LA10D172AA lot no. LA1OD172A
2876560005 OCABR Certificate to filling

AFPRDIRIE ot no. 2096400013
OCARBR Certificate to filling

2876560006 4362500015 lot no. 2096408015

(Qualified Person)

Vasitaender des Aufsichlsrales: Istvan Kiraly, Geschiftsfihiung: Jochen Reuller {(Varsilzender), Thaomas Baur und Dr. Mklas Schier
Sitzder Gesellschaft: Marburg Handelsregister: Marbuig Nr. HRB 5629
Bankverpindung: BNP Faras Foitls Bank SAMNV Kaln, BLZ 370 106 00, K1o-Nr. 1361 2311 07, SWIF T: GEBADE33. iBAN: DE27370108001361231107
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Blanche Lane
(= ) South Mimms

Pofters Bar

Lusdd

T

\ 0
NIBSC ) '
R Hert*ordshire EN6 3QG

TSTUNG

Acentie of the Heaith Piotection Agency 1476 Uniled Ktngdom

EC/EEA OFFICIAL CONTROL AUTHORITY BATCH RELEASE CERTIFICATE FOR MEBICINAL PROBUCTS
DERIVED FROM HUMAN 8LOOD OR PLASMA -Finished Product

Examined under Article 113 of Directive 2001/83/EC a% amended hy Directive 200427/EC Mcdicnel Producis Jerived from Human
Blood or Plasmta) and in accordance with the Administiative Procedures finr Official Ceontrol Amthority Bach Release.

{<sved by: INFARMUED, Pertugal

NIBSC Reterise Cerificate Number: 10/1 5230 A —_1
Pinduct 1rade narne: Albumina 23% P/V, Solucaode Alhumina Humauva 100mt N
Imzﬁwionn;.l;o spivprietry nume PhlEur inane or common nime: Human Afbumin 23%

Bareh/ion or filling harchilor number: LANDGTIA

Type of fmal containe as delined by CPMP {II/3583/91: Bottle

Numnber of tinal contdiners i1 harchfio: 9289

Neminal dose per coantainer: I

Daee of stan of erind of validliy: 36th May 2009

Dae otexpiry: 30th A pril 2012

EC/EEA Maiketing Authorization Nuaber: 3917184 (PT)

Name and adercss of Manubicwirer: Baxter Healthcare Cerporation
4501 Colerado Boutevard,

Los Angcles, Culiforria 9639. US A

! b o . - (ter Med i i B
dame and address 6f EC/EEA Markeling Awhiaization Baxter Medico Farmiceutica Lda

iwolder If citierent from the manutcurer: Sirrra Besiness Park. Zone fndustrial da Ahranheira,

Editicio Nu. I0. 2710.089 Sintra, Porvegal

This bach has been examiaed nsing decwanented procecive 2 forming pan of a guality aysiemn accrediled t ISOAEC 17025, AN (ests may trot he acare:dited
Tes:s may inchade those for which accredina iy clamad tinder the bovinds of our fiexible scope of acciedtation

Accrediled tests are shown in the TCKAS Schedule of Aceredirtion.

This exiamingtion is based on vither

- The velevant Note for Guidasie of this preduct, or in ils. abscnce.

— The review of the nianufociures’s prowece! ond the approprinte centred labormery tosts s indicated i die Murbiwing Auliodsarien upplication

Alltke eonssimeut plasang pools have heen tected byan EUWEEA OMCL for virological markers. Testing noz tadenziken hy NIBSC is eniside the scope
of cair UKA S aceredied sysrem.

1708 batch is in compiiance wi tite approved specificatians faid down inthe retevant Europran Manaacopoek monegiaphs and ihe ahove Markenng
Authorization and is relased.

Date of Issue: 35eh Aygust 205@

At authotized signatory tor the Nenional Institute fior 8iological Siandatds and Conu'ol.

Fon CRO-BBU version 3 131%eb 2007 Page 1 of |
National Institate for Biclagical Standards and Controt - Assuring the quality of biotogical medicines AN
Tel +44 {0)1707 641000 Fax +44 (0)1707 641050 www.nibsc.ac.uk &
A World Heaith @rganization Labaratery for Biclogical Standards gfg;gi*z'gg:,ﬁ'n
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A0
NIBSC

A centre of the Health Protection Agency

Blanche Lane

South Mimms

Potters Bar
Herifordshire EN6 3QG
United Kingdom

TTITTTT
AL e |

EU/EEA OFFICIAL CONTROL AUTHORITY BATCH RELEASE CERTIFICATE FOR MED(CINAL PRODUCTS
DERIVED FROM HUMAN BLOOD OR PLASMA -Finished Product

Examined under Article 114 of Directive 2001/83/EC as amended by Directive 2004/27/EC (Medicinal Products derived from Human
Blood or Plasma) and in accoidance with the Administrative Procedures fer Official Contro! Authority Batch Release.

NIBSC Release Certificate Number: 1172 H5189 A
Product trade name: Alhumina 25% P/V, Solucao de Albemina Humana 100ml
[ntemational n o e-propriesty name, Ph.Eur, name or common name: Humaa Albumin 25%
Batch/lot orfilling baschfiot number: LA10D172A
Type of final eentainer: Bottle
Number of final containers in batch/lot: 8523
Notminal dose per container: 1
Date of startof period of validity: 9th December 2019
Date of expiry: 30th November 2015
EU/EEA Marketing Authorization Number: 3917183 (PT)
[ssued by: INFARMED, Portugal
Name and address of Manufacturer: Baxter Healthcare Corporation
4501 Cotorado Boulevard,
Los Angelcs, Catifornia 90039, USA
Name and address of EU/EEA Marketing Authorization BaxterMedico Farmaceutica Lda
holder if different from the manufacturer: Sintra Business Park, Zoue Iadustrial da Abrunheira,
Edificto No. 10, 2710089 Sintra, Portugal

This bakch has been examined using documented procedures forming part of a quality system accredited to ISOIEC [7025. All tests may not be accredited.
Tests may include those for which accreditation is claimed under the bounds of our fiexible scope of accreditation.

Accredited tests are shown in the UKAS Schedule of Accreditation.

This examination is based on either:

- The relevant Note for Guidance of this product. or in its abtence.

-~ The review of the manufacturer’s protocol and the appropriate control laboratory tests as indicated in the Marketing Authorisation application.

All the constituent plasma pools have beentested by an EU/EEA OMCL for virological markers. Testing 110t undertaken by NIBSCis outside the scope
of our UKAS accredied system.

This batch isin compliance with the approved specifications laid down in the reievant Furopean Pharmacopoeia menographs and the above Matketing
Authorization, andis released,

Date of Issue: 2nd August 201 1

An authorized signatory for the Natonal Institute for Biological Standards and Conwol.

(Form CRO-B8U version 4 04 Jan 2011) Pagel of t

National Institute for Biological Standards and Control - Assuring the quality of biological medicines
Tel+44(0)1707 641000 Fax+44(0)1707 641050 www.nibsc.ac.uk L
A World Health Organization Laboratory for Biological Standards gﬁgﬂiﬁggﬂ

Lot Release Protocol to Rabipur, Lot 616011A-Z Page 61 of 63



/ .
swissmedic

OMCL Biologika

STS 277
ISO/EC 17025

Swiss Official Control Authority Batch Release Certificate

for Medicinal Products Derived from Human Blood or Plasma
According to EU/EEA Guidelines and the MRA Switzerland - EC, Annex 1, Chapter 15

Swiss Agency for Therapeutic Products, Division Laboratories OMCL, CH3000 Berne 8. Switzerland

OFFICIAL CONTROL AUTHORITY BATCH RELEASE CERTIFICATE - Finished Product

Examined under the Swiss Federal Law on Therapeutic Products of December 15, 2000, in accordance with
Articte 114 of Directive 2001/83/EC as amended by Directive 2004/27/EC (Medicinal Products derived from
Human Blood or Plasma) and the Administrative Procedure for Official Control Authority Batch Release.

Trade name

Albumin CSL 25%

International non-proprietary name /
Ph. Eur. name f common name:

Lot number appearing on package:

Other identification numbers associated with
thisbatch:

Type of container:

Total number of containers in this batch:
Nominal duse per confainer:

Date of start of period of validity:

Date of expiry:

Marketing authorisation number in Switzerland:
Name and address of manufacturer:

Name and address of marketing authorisation
holder:

Human albumin solution

as given by manufacturer

2096400013

Botile

7710

1
21/07/2013
20/07/2016

52476

CSL Behring AG
CH-3014 Bern

CSL Behring AG
CH-3014 Bern

This batch has been examined by the OMCL Biologika using documented procedures which form part of a
quality system which is in accordance with the ISO/IEC 17025 standard. This examination is based on the

relevant Note for Guidance for this product.

All the constituent plasma poois have been tested by an OMCL for virological markers,

This batch is in compliance with the approved specifications laid down in the relevant European
Pharmacopoeia monographs and the above marketing authorisation and is released.

Signed

Name and function of signatory

Scientific Expert for Blood Products/OCABR ContaL

v

Date of issue

30.10.2013

Certificate number:  C-003813

Schweizerisches Heifmittelinstitut

Inslitut suisse des produits thérapeuliques
Istituto svizzero per gli agenti terapeutici
Swiss Agency for Therapeutic Products

page 1 of 1

Swissmedic | Hallerstrasse 7 | Postfach | CH-3000 Bem 9| wwwswissmedic.ch | Tel. +41 31 322 02 11 | Fax +41 31 322 02 12
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swissmedic SRl

Swiss Official Control Authority Batch Release Certificate
for Medicinal Products Derived from Human Blood or Plasma
According to EU/EEA Guidelines and the MRA Switzerland - EC, Annex 1, Chapter 15

Swiss Agency for Therapeutic Products, Division Laboratories OMCL, CH-3000 Berne 9, Switzerland
OFFICIAL CONTROL AUTHORITY BATCH RELEASE CERTIFICATE - Finished Product

Examined under the Swiss Federal Law on Therapeutic Products of December 15, 2000, in accordance with
Atticle 114 of Directive 2001/83/EC as amended by Directive 2004/27/EC (Medicinal Products derived from
Human Blood or Plasma) and the Administrative Procedure for Official Control Authority Batch Release,

Trade name Albumin CSL 25%

International non-proprietary name / Human albumin solution

Ph Fur name / common Name-

Lot number appearing on package: as given by manufacturer

Other identification numbers associated with 2096400015

this batch:

Type eof container: Botlle

Total number of containers in this batch: 7645

Nominal dose per container: 1

Date of start of period of validity: 14/12/2013

Date of expiry: 13/12/2016

Marketing authorisation number in Switzerland: 52476

Name and address of manufacturer: CSL Behring AG
CH-3014 Bern

Name and address of marketing authorisation CSL Behring AG

holder: CH-3014 Bern

This batch has been examined by the OMCL Biologika using documented procedures which form part of a
gualty system which is in accordance with the ISOfIEC 17025 s¥andard. This examination is based on the
relevant Note for Guidance for this product.

All the constituent plasma pools have been tested by an OMCL for virological markers.
This batch is in compliance with the approved specifications laid down in the relevant European
Pharmacopoeia monographs and the above marketing authorisation and is released.

Signed

Name and function of signatory
Scientific Expert for Blood Products

Date of issue 25.02.2014

Certificate number;:  C-004407

Schweizerisches Heilmitielinstitut

Institut suisse des produits thérapeutiques page 10of 1
Istituto svizzero per gli agenti terapeutici

SWISS Agency 70r | nerapeitic Froducts

Swissmedic | Hallerstrasse 7 | Postfach | CH-3000Bern & | wvwswissmedic.ch | Tel +41 3132202 11 | Fax +41 3132202 12
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