
Product Name: 

Dosage Form: 

Package Size: 

Material: 

Batch: 

Quantity: 

Expiry Date: 

Storage Condition: 

Release to: 

License Number: 

Certification 

Certificate of Compliance 

RABI PU R VIAL +AMP + 1N AU 

Vial 

1 

704138 

657011A 

18925 

29-FEB-2020 

+2
°

C to +8
°

C 

Australia 

AUST R 100582 

Issued by: 
GSK Vaccines GmbH 
Em

i

l-ven-Behring-Str, 76 
35041 Marburg 
Germany 

Manufacturing License No: 

DE_HE_Ol_MIA_2018_0021 

I hereby certify that the above information is authentic and accurate. This batch of product has 
been manufactured, includihg quality control ahd where applicable packaging/labeling in full 
compliance with the GMP requirements of the local Regulatory Authority and with the 
specifications in the Marketing Authorization of the importing country. The batch processing, 
analysis and where applicable pacl<aging records were reviewed and found to be in compliance with 
GMP. This includes that, for any materials derived from ruminants (bovine, ovine

1 
caprine) used in 

the manufacture and/or formulation of the batch of product specified above, all measures have 
been taken to demonstrate compliance with Directive 2001/83/EC and following amendments. 

Certificate Comment 

Manufacturing Procedure: 9000048565 
Quality Control Procedure: 9000054667 

Authorized by: 

Qualified Person 

Date/ Signature, 



Bundesinstitut fiir lmpfstoffe und biomcdizinische Arzneimittel 
Federal Institute for Vaccines and Biomedicines Paul-Eh rlich-1 nstitut 

Pa11I-Flirlich·lnslll111 Pm;Uar.h IJ 6320/ l ;in9N1 

GSK Vaccines GmbH 

Emil-von-Behring-Strar3e 76 

35041 Marburg 

Administrative Code: 

Certificate number: 

Date of issue: 

N2.01 .01 .0245 

4135/17 

21.12.2017 

EC/EEA OFFICIAL CONTROL AUTHORITY BATCH RELEASE TESTING CERTIFICATE 

FOR IMMUNOLOGICAL PRODUCTS 

Examined under Article 114 of Directive 2001/83/EC as amended by Directive 2004/27/EC (Immunological Medicinal 
Products) and in accordance with the Administrative Procedure for Official Control Authority Batch Release. 

Trade name: Rabipur 

INN/ Ph. Eur. name/ common name: Rabies vaccine inactivated 

Batch numbers and other 657011A-Z 
identification numbers 
associated with this batch: 

Type of container: Vial 

Total number of containers in this batch: 43.631 

Number of doses per container: 1 dose 

Date of start of period of validity: 12 October 2017 

Expiry date: 11 October 2021 

Marketing authorisation number: PEI.H.11793.01.1 and 60a/84 

Name and address of manufacturer: GSK Vaccines GmbH 
Emil-von-Behring-Str. 76 
35041 Marburg 
Germany 

Name and address of marketing 
authorisation holder if different: 

This batch has been examined using documented testing procedures that form part of a quality management 
system. This examination is based on either: 

- the relevant Note for Guidance for this product, or, in the absence of the latter, 
- the review of the manufacturer's protocol and the appropriate control laboratory tests as indicated in the 

marketing authorisation. 

This batch is in compliance with the approved specifications laid down in the relevant European 
Pharmacopoeia monographs and the above marketing authorisation. 
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of the German Federal Ministry of Health 

Paul-Ehrllch-StraOt 51-59 
63225 Langen 
Oeutschland / Germany 

Telefon / Phone +49 (0) 6103 77 O 
Fax +49 (0) 6103 77 1234 
>> www.pei.de 



Certificate of Analysis 

Batch Number: 

Date of Manufacturing: 

Start of  Shelf Life: 

Test 

Rabies glycoprotein 

pH -value 

Sterility 

Bovine serum albumine 

657011A 

08.09.2017 

12.10.2017 

Rabipur 1 Ds. 

Material Code: 

Expiry Date: 

Storage Condition: 

Specification 

7.3 <= Result<= 8,3 

Equal to PASS(= PASS) 

Result <= 50 ng/Ds 

Dissolution time and organoleptic properties 

Organoleptic properties Equal to PASS (= PASS) 

Dissolution time 

Potency test "' identity 

Potency test (geometric tnean) 

Lower fiducial limit(>= 25 %) 

Estimated potency 

Upper fiducial limft (<= 400 %) 

Endotoxin 

Residual moisture 

(= clear, colourless solution) 

Result <= 1 min 

Equal to PASS (= PASS) 

Result>= 2,5 IU/Ds 

Result< 25 IU/Ds 

Result<= 3,0 % 

Product Specification Reference: 274261 corres onds to 9000054667 

Approved By: 

Qualified Person 

Date: 07.05.2018 

Page 1 of1 

Issued by: 
GSK Vaccines Gmbli 
Emll -von-Behrlng-Slr. 76 
35041 Marburg 
Germany 

704138 

29.02.2020 

+ 2°G to+ 8°G 

Result 

15,64 IU/ml 

7,6 

PASS 

2 ng/Os 

PASS 

< 1 min 

PASS 

3,0 IU/Ds 

6,2 IU/Ds 

12,9 IU/0s 

< 1 IU/Ds 

1,4 % 
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General Chapter 

Rabipur
® 

Lot: 516 657011A-Z 

CERTIFICATION 

General Chapter Page 2 o[8 

I herewith certify that Rabipur® batch no. 65701 LA-Z was manufoch1red and tested according to the 

procedures approved by the competent authorities and complies with the quality requirements. This 

includes that, for any materials derived from ruminants (bovine, ovine, caprine) used in the manufacture 

and/or formulation offhe batch of product specified above,, all measmes l1ave been tal<ell to demonstrate 

compliance with Directive 200 l/83/EC and amending D.irectives 2003/63/EC and 2004/27/EC. 

ln addition the OMCL perfom1ing OCABR J1as been notified of all relevant approved variations that have 

an impact on product specification or on data supplied in this protocol as  described in the EU 

administrat[ve procedure for OCABR. 

Manufacturer: GSK Vacc.ines GmbH 

Emil-von-Behring-Str. 76 

3504 l Marburg-Germany 

Date 

Copying of 1his document '-"d giving i1 to others ind lhe ust or commllnication oft he: conhmis 1hereor. arc tor bidden witho11c cxpttt.s authori1y. Ofltnd\'!rs a,c llable to tbc payment or damages 
All rights arc. ,escrvcd i11 the , event of 1hc paten1 or the regiS1ration ora ut ili ly 01odc:I or de:iyn� 
Ensy Doc N'o. 500, Version OJ 
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OVERVIEW 
 

Identity Number  516 
Lot Numbers              
 Semi-Finished Lot 516 657011 
 Final Bulk 516 657010 
 

 

Manufacturer Name and Address GSK Vaccines GmbH  
 Emil-von-Behring-Str. 76  
 35041 Marburg – Germany  
  

Marketing Authorisation Number issued by EU PEI.H.11793.01.1 and 60a/84 
  

Site of Manufacture Marburg 
  

Trade Name Rabipur ® 
  

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

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

  

Volume of Single Human Dose / Type Of 
Container 1 mL / Vial   
  

Total Number of Containers 43631 
  

Date of Manufacture (Blending) 08.09.2017 
  

Start of Shelf Life 12.10.2017 
  

Expiry Date Semi-Finished Product (Filling Lot) 11.10.2021 
  

Storage Temperature +2 ºC to +8 ºC 
  

Composition of Single Human Dose:  
- Inactivated Rabies Virus 
  (Flury LEP) Potency 

≥ 2,5 IU  - TRIS (hydroxymethyl)-  
  aminomethan 

max 4,0 mg 

- Polygelin max 12 mg  - Potassium-L-Glutamate max 1,0 mg 
- Disodium Edetate max 0,3 mg  - Sodium Chloride max 5,0 mg 
- Sucrose max 100,0 mg    
  

Human Albumin used in the Production:  
- Lot Number Human Albumin 2876560007 
- Manufacturer of Human Albumin CSL 
- Date of Release by Manufacturer 20.05.2011 
- OMCL Certificate, see to attachment:  OMCL Certificate Human Albumin  
- Stage(s) in the manufacturing process in  
  which lot(s) is(are) used 

Cell Culture, Cell Controls, Virus Suspension 

  

Quality Control Procedure LSOP 9000054667 
  

Manufacturing Procedure LSOP 9000048565 
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MANUFACTURING FLOW 

 
 

Product Name   Lot No. 
    

Cell Cultures and  
Cell Controls  
593D 

  T324_1 
T324_2 
T324_3 
T324_4 
T325_1 
T325_2 
T325_3 
T325_4 
T327_1 
T327_2 
T327_3 
T327_4 
 

   
Virus Suspension  
593C 
 
Inactivated Virus 
Suspension 
593B 

  T324-1 
T325-1 
T327-1 
 

    
   

Antigen Concentrate  
593A 

  T324-1A 
T325-1A 
T327-1B 
 

   

Final Bulk   516 657010 
   

Semi-Finished Product   516 657011 
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SEMI-FINISHED PRODUCT (Filling Lot) 
 
Production Details for Semi-Finished Product, Lot No. 516 657011  
(Doc. No. 9000046070) 
 

Date of Filling 11.09.2017 

Date of Lyophilization 11.09.2017 

Type of Container Vial 

Number of Containers before Visual 
Inspection 43768 

Number of Containers after  
Visual Inspection 43631 

Filling Volume 1 mL 

Recommended Reconstitution Volume 1 mL 

 
 
Test Details for Semi-Finished Product, Lot No. 516 657011 
 

Dissolution Time and Organoleptic Properties  
(LSOP 9000054768) 

Method Resuspension of the lyophilized material according to leaflet and visual 
control 

Requirement Max. 1 min for solubilization; clear, colorless solution. Equal to pass. 

Date Result 
12.10.2017 Pass 

 
Sterility (LSOP 9000056366) 

Method Membrane Filter Method according Ph. Eur. and USP 
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 
On Off 

05.10.2017 19.10.2017 Pass 
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Potency and Identity (LSOP 9000054770) 

For details see attachment: Potency Test in vivo for Rabipur Lot 657011   
 
 
Further Tests 

Test Method Requirement Result Date 

Residual Water  
(LSOP 9000053147) 

Karl Fischer method 
according to Ph. Eur. max 3,0% 1,4 % 04.10.2017 

pH Value  
(LSOP 9000047122) 

Potentiometric 
determination 

according to Ph. Eur. 
pH 7,3 – 8,3 pH 7,6 28.09.2017 

Bacterial Endotoxins  
(LSOP 9000054775) 

LAL-Test according 
to Ph. Eur. 

Less than 25 IU 
per single dose < 1 IU/mL 02.10.2017 

Bovine Serum Albumin  
(LSOP 9000054759) 

Immunochemical 
method according to 

Ph. Eur. (ELISA) 

max. 50 ng per 
single dose 2 ng/Ds 05.10.2017 

Glycoprotein Content  
(LSOP 9000055019) 

Rabies glycoprotein 
(ELISA) 

None (results are 
collected for 

potential later 
correlation with 
the respective 
potency test) 

15,64 IU/mL 29.09.2017 

 

Method NIH Potency Test in Mice according to Ph. Eur. 

Requirement 

Two independent experiments 
At least 2,5 IU/dose  
(geometric mean value of two independent test) 
Confidence limits (P=0,95) 25% - 400% 

Date 
Potency Lower Confidence 

Limit 
Upper Confidence 

Limit On Off 
12.10.2017 09.11.2017 11,6 IU/dose 4,2 IU/dose 35,0 IU/dose 

20.10.2017 17.11.2017 3,6 IU/dose 1,3 IU/dose 9,6 IU/dose 

Geometric Mean 

21.11.2017 6,2 IU/dose 3,0 IU/dose 12,9 IU/dose 

Identity: The potency test serves as proof of identity. 
Specification: identical  

Result Pass 
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FINAL BULK 
 
Production Details for Final Bulk, Lot No. 516 657010  
(Doc. No. 9000046037) 
 

Date of Formulation                    08.09.2017 

Volume Storage Temperature Storage Time Approved 
Storage Period 

46,50 kg +2 ºC to +8 ºC 3 days ≤ 6 days 
 
Test Details for Final Bulk, Lot No. 516 657010 
 
 

Bioburden (LSOP 9000053339) 

Method Membrane Filter Method according Ph. Eur.  
Sample Volume: 100 mL / Medium 

Media Tryptic Soy Agar 

Requirement  ≤ 10 CFU / 100mL 

Before Sterile Filtration 

Date 
Result 

On Off 
08.09.2017 13.09.2017 0 CFU 

 
 

Sterility (LSOP 9000056366) 

Method Membrane Filter Method according Ph. Eur. and USP 
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. 

After Sterile Filtration 

Date 
Result 

On Off 
13.09.2017 27.09.2017 Pass 
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Glycoprotein content (LSOP 9000055019) 
Method ELISA 

Requirement 10,4 – 20,8 IU/ml 

Date Result 

14.09.2017 17,1 IU/mL 
 
 

 

 

COMMENTS 

N/A 
 
ATTACHMENTS 

Details on Potency Test 
Statement Human Albumin 
OMCL Certificate Human Albumin 
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RABIES ANTIGEN CONCENTRATE, Lot No. 593AT324-1A 
 
1. VIRUS SUSPENSION 
 
1.1. Production Details for Virus Suspension, Lot No. 593CT324 (Doc. No. 274053) 
 

Date of Inoculation of 4 Sub-Batches 16.03.2016 

Date of Harvest of Sub-Batches 21.03.2016 

Storage Temperature +2°C to +8°C 

Storage Time 11 h 15 min 

Approved Storage Time ≤ 24 hours 
 
1.2. Test Details for Virus Suspension, Lot No. 593CT324 
 

Sterility (SOP No. 102858) 

Method Membrane Filtration according Ph. Eur. and USP 
Random Sample: 25 mL / medium 

Media Thioglycollate Medium 
Soy Peptone/Casein Peptone Medium  

Requirement No growth. Equal to pass. 

Date 
Result 

Start End 

01.04.2016 15.04.2016 Pass 
 
Mycoplasma (SOP No. 102833) 

Method Cultivation Method according to Ph. Eur.  
Random Sample: 20.4 mL  

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

Requirement No mycoplasma detectable. Equal to pass. 

Date 
Result 

Start End 

08.04.2016 06.05.2016 Pass 
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Virus Concentration and Identity (SOP No. 103025) 

Method Virus Titration in Chicken Fibroblast Cell Culture 
Determination of Identity with Specific Antibodies 

Requirement 
Virus Titre: 106 0 TCID50/mL - 108 TCID50/mL 
Identity: Identical with Rabies Virus. Equal to pass. 

Date Result 

Start End Concentration Identity 

24.03.2016 29.03.2016 8.2 Log TCID50/mL Pass 
 
 
1.3. Production Details for Filtered Virus Suspension Lot No. 593CT324  

 (SOP No. 274054) 
 

Date of Filtration 22.03.2016 
 
 

1.4. Test Details for Filtered Virus Suspension, 593CT324 
 

Total Nitrogen (SOP No. 103347) 

Method High Temperature Analyzer 
Random Sample: 30 mL 

Requirement 0.8 – 1.2 mg/mL 

Date 
Result 

Start End 

29.03.2016 29.03.2016 1.1 mg/mL 
 

Beta-Propriolactone (SOP No. 243472) 

Method Gas Chromatography 
Random Sample: 3 mL 

Requirement 257 – 357 μg/mL 

Date Result 

13.04.2016 307 μg/mL 
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pH Value (SOP No. 102723) 

Method Potentiometric Determination according to Ph. Eur. 
Random Sample: 40 mL 

Requirement pH 7.2 – 7.8 

Date Result 

22.03.2016 pH 7.3 
 
 
 
2. INACTIVATED VIRUS SUSPENSION 
 
2.1. Production Details for Inactivated Virus Suspension, Lot No. 593BT324  

 (Doc. No. 274054) 
 

Date of inactivation 
Start End 

22.03.2016 23.03.2016 

Method of inactivation Beta-Propiolactone, 24 hours at +3ºC (± 1ºC), followed by 
2 hours at +37ºC (± 1ºC) 

Storage ≤ 4 days at +2°C to +8°C 

Volume of Harvest 288 L 
 
 
2.2. Test Details for Inactivated Virus Suspension, Lot No. 593BT324 
 

Residual Infectious Virus (SOP No. 103173) 
Method Test in Chicken Fibroblast Cell Culture; Fluorescence Microscopy 

Random Sample Min. 25 Doses of vaccine 

Requirement No viable (live) virus detectable. Equal to pass. 

Date 
Result 

Start End 
31.03.2016 25.04.2016 Pass 

 
Glycoprotein Content (SOP No. 100376) 
Method ELISA 

Requirement ≥ 0.52 IU/mL 

Date Result 

29.03.2016 2.62 IU/mL 
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3. ANTIGEN CONCENTRATE 
 

3.1. Production Details for Antigen Concentrate, Lot No. 593AT324-1A  
 (Doc. No. 274056) 

 

Date of Purification and Concentration 24.03.2016 

Method of Purification and Concentration Density Gradient Centrifugation 

Storage max. 24 months at ≤ -70°C 

Volume 1271 mL 
 
 

3.2. Test Details for Antigen Concentrate, Lot No. 593AT324-1A 
 

Sterility (SOP No. 102858  

Method Membrane Filtration according to Ph. Eur. and USP 
Random Sample: 10 mL / Medium 

Media Thioglycollate Medium 
Soy Peptone/Casein Peptone Medium  

Requirement No growth. Equal to pass. 

Date 
Result 

Start End 

31.03.2016 14.04.2016 Pass 
 
 
Glycoprotein Content (SOP No. 100376) 
Method ELISA 

Requirement 52 - 585 IU/mL 

Date Result 

29.03.2016 223 IU/mL 
 

 
4. COMMENTS 

 
N/A 

 
5. ATTACHMENTS 

 
N/A  
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RABIES ANTIGEN CONCENTRATE, Lot No. 593AT325-1A 
 
1. VIRUS SUSPENSION 
 
1.1. Production Details for Virus Suspension, Lot No. 593CT325 (Doc. No. 274053) 
 

Date of Inoculation of 4 Sub-Batches 18.03.2016 

Date of Harvest of Sub-Batches 24.03.2016 

Storage Temperature +2°C to +8°C 

Storage Time 21 h 03 min 

Approved Storage Time ≤ 24 hours 
 
1.2. Test Details for Virus Suspension, Lot No. 593CT325 
 

Sterility (SOP No. 102858) 

Method Membrane Filtration according Ph. Eur. and USP 
Random Sample: 25 mL / medium 

Media Thioglycollate Medium 
Soy Peptone/Casein Peptone Medium  

Requirement No growth. Equal to pass. 

Date 
Result 

Start End 

01.04.2016 15.04.2016 Pass 
 
Mycoplasma (SOP No. 102833) 

Method Cultivation Method according to Ph. Eur.  
Random Sample: 20.4 mL  

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

Requirement No mycoplasma detectable. Equal to pass. 

Date 
Result 

Start End 

08.04.2016 06.05.2016 Pass 
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Virus Concentration and Identity (SOP No. 103025) 

Method Virus Titration in Chicken Fibroblast Cell Culture 
Determination of Identity with Specific Antibodies 

Requirement 
Virus Titre: 106 0 TCID50/mL - 108 TCID50/mL 
Identity: Identical with Rabies Virus. Equal to pass. 

Date Result 

Start End Concentration Identity 

07.04.2016 11.04.2016 8.2 Log TCID50/mL Pass 
 
 
1.3. Production Details for Filtered Virus Suspension Lot No. 593CT325  

 (SOP No. 274054) 
 

Date of Filtration 25.03.2016 
 
 

1.4. Test Details for Filtered Virus Suspension, 593CT325 
 

Total Nitrogen (SOP No. 103347) 

Method High Temperature Analyzer 
Random Sample: 30 mL 

Requirement 0.8 – 1.2 mg/mL 

Date 
Result 

Start End 

29.03.2016 29.03.2016 1.1 mg/mL 
 

Beta-Propriolactone (SOP No. 243472) 

Method Gas Chromatography 
Random Sample: 3 mL 

Requirement 257 – 357 μg/mL 

Date Result 

13.04.2016 313 μg/mL 
 

Lot Release Prot pur, Lot 657011A-Z Page 14 of 59



Concentrate Chapter   
 

Rabies Antigen Concentrate Lot: 593AT325-1A Concentrate Chapter Page 3 of 4 

 
 
 
 
 
Copying of this document and giving it to others and the use or communication of the contents thereof, are forbidden without express authority  Offenders are liable to the payment of damages  
All rights are reserved in the event of the patent or the registration of a utility model or design  
Easy Doc No  310360, Version 06, Effective Date 24 11 2016 

 
pH Value (SOP No. 102723) 

Method Potentiometric Determination according to Ph. Eur. 
Random Sample: 40 mL 

Requirement pH 7.2 – 7.8 

Date Result 

25.03.2016 pH 7.4 
 
 
 
2. INACTIVATED VIRUS SUSPENSION 
 
2.1. Production Details for Inactivated Virus Suspension, Lot No. 593BT325  

 (Doc. No. 274054) 
 

Date of inactivation 
Start End 

25.03.2016 26.03.2016 

Method of inactivation Beta-Propiolactone, 24 hours at +3ºC (± 1ºC), followed by 
2 hours at +37ºC (± 1ºC) 

Storage ≤ 4 days at +2°C to +8°C 

Volume of Harvest 289 L 
 
 
2.2. Test Details for Inactivated Virus Suspension, Lot No. 593BT325 
 

Residual Infectious Virus (SOP No. 103173) 
Method Test in Chicken Fibroblast Cell Culture; Fluorescence Microscopy 

Random Sample Min. 25 Doses of vaccine 

Requirement No viable (live) virus detectable. Equal to pass. 

Date 
Result 

Start End 
07.04.2016 02.05.2016 Pass 

 
Glycoprotein Content (SOP No. 100376) 
Method ELISA 

Requirement ≥ 0.52 IU/mL 

Date Result 

05.04.2016 2.92 IU/mL 
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3. ANTIGEN CONCENTRATE 
 

3.1. Production Details for Antigen Concentrate, Lot No. 593AT325-1A  
 (Doc. No. 274056) 

 

Date of Purification and Concentration 29.03.2016 

Method of Purification and Concentration Density Gradient Centrifugation 

Storage max. 24 months at ≤ -70°C 

Volume 1271 mL 
 
 

3.2. Test Details for Antigen Concentrate, Lot No. 593AT325-1A 
 

Sterility (SOP No. 102858  

Method Membrane Filtration according to Ph. Eur. and USP 
Random Sample: 10 mL / Medium 

Media Thioglycollate Medium 
Soy Peptone/Casein Peptone Medium  

Requirement No growth. Equal to pass. 

Date 
Result 

Start End 

04.04.2016 18.04.2016 Pass 
 
 
Glycoprotein Content (SOP No. 100376) 
Method ELISA 

Requirement 52 - 585 IU/mL 

Date Result 

05.04.2016 217 IU/mL 
 

 
4. COMMENTS 

 
N/A 

 
5. ATTACHMENTS 

 
N/A  
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RABIES ANTIGEN CONCENTRATE, Lot No. 593AT327-1B 
 
1. VIRUS SUSPENSION 
 
1.1. Production Details for Virus Suspension, Lot No. 593CT327 (Doc. No. 274053) 
 

Date of Inoculation of 4 Sub-Batches 23.03.2016 

Date of Harvest of Sub-Batches 28.03.2016 

Storage Temperature +2°C to +8°C 

Storage Time 18 h 29 min 

Approved Storage Time ≤ 24 hours 
 
1.2. Test Details for Virus Suspension, Lot No. 593CT327 
 

Sterility (SOP No. 102858) 

Method Membrane Filtration according Ph. Eur. and USP 
Random Sample: 25 mL / medium 

Media Thioglycollate Medium 
Soy Peptone/Casein Peptone Medium  

Requirement No growth. Equal to pass. 

Date 
Result 

Start End 

05.04.2016 19.04.2016 Pass 
 
Mycoplasma (SOP No. 102833) 

Method Cultivation Method according to Ph. Eur.  
Random Sample: 20.4 mL  

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

Requirement No mycoplasma detectable. Equal to pass. 

Date 
Result 

Start End 

08.04.2016 06.05.2016 Pass 
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Virus Concentration and Identity (SOP No. 103025) 

Method Virus Titration in Chicken Fibroblast Cell Culture 
Determination of Identity with Specific Antibodies 

Requirement 
Virus Titre: 106 0 TCID50/mL - 108 TCID50/mL 
Identity: Identical with Rabies Virus. Equal to pass. 

Date Result 

Start End Concentration Identity 

07.04.2016 11.04.2016 8.2 Log TCID50/mL Pass 
 
 
1.3. Production Details for Filtered Virus Suspension Lot No. 593CT327  

 (SOP No. 274054) 
 

Date of Filtration 29.03.2016 
 
 

1.4. Test Details for Filtered Virus Suspension, 593CT327 
 

Total Nitrogen (SOP No. 103347) 

Method High Temperature Analyzer 
Random Sample: 30 mL 

Requirement 0.8 – 1.2 mg/mL 

Date 
Result 

Start End 

05.04.2016 06.04.2016 1.1 mg/mL 
 

Beta-Propriolactone (SOP No. 243472) 

Method Gas Chromatography 
Random Sample: 3 mL 

Requirement 257 – 357 μg/mL 

Date Result 

13.04.2016 311 μg/mL 
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pH Value (SOP No. 102723) 

Method Potentiometric Determination according to Ph. Eur. 
Random Sample: 40 mL 

Requirement pH 7.2 – 7.8 

Date Result 

29.03.2016 pH 7.3 
 
 
 
2. INACTIVATED VIRUS SUSPENSION 
 
2.1. Production Details for Inactivated Virus Suspension, Lot No. 593BT327  

 (Doc. No. 274054) 
 

Date of inactivation 
Start End 

29.03.2016 30.03.2016 

Method of inactivation Beta-Propiolactone, 24 hours at +3ºC (± 1ºC), followed by 
2 hours at +37ºC (± 1ºC) 

Storage ≤ 4 days at +2°C to +8°C 

Volume of Harvest 287 L 
 
 
2.2. Test Details for Inactivated Virus Suspension, Lot No. 593BT327 
 

Residual Infectious Virus (SOP No. 103173) 
Method Test in Chicken Fibroblast Cell Culture; Fluorescence Microscopy 

Random Sample Min. 25 Doses of vaccine 

Requirement No viable (live) virus detectable. Equal to pass. 

Date 
Result 

Start End 
07.04.2016 02.05.2016 Pass 

 
Glycoprotein Content (SOP No. 100376) 
Method ELISA 

Requirement ≥ 0.52 IU/mL 

Date Result 

05.04.2016 2.26 IU/mL 
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3. ANTIGEN CONCENTRATE 
 

3.1. Production Details for Antigen Concentrate, Lot No. 593AT327-1B  
 (Doc. No. 274056) 

 

Date of Purification and Concentration 31.03.2016 

Method of Purification and Concentration Density Gradient Centrifugation 

Storage max. 24 months at ≤ -70°C 

Volume 1271 mL 
 
 

3.2. Test Details for Antigen Concentrate, Lot No. 593AT327-1B 
 

Sterility (SOP No. 102858  

Method Membrane Filtration according to Ph. Eur. and USP 
Random Sample: 10 mL / Medium 

Media Thioglycollate Medium 
Soy Peptone/Casein Peptone Medium  

Requirement No growth. Equal to pass. 

Date 
Result 

Start End 

06.04.2016 20.04.2016 Pass 
 
 
Glycoprotein Content (SOP No. 100376) 
Method ELISA 

Requirement 52 - 585 IU/mL 

Date Result 

05.04.2016 219 IU/mL 
 

 
4. COMMENTS 

 
N/A 

 
5. ATTACHMENTS 

 
N/A  
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1. STARTING MATERIALS for Lot 593DT324 
 

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 
mentioned above 187 

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

23.01.1985 

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 Working 
Seed C26/13B-04 C26/13B-04 C26/13B-04 C26/13B-04 

Preparation Date of 
Working Seed Lot 10.03.2015 10.03.2015 10.03.2015 10.03.2015 

Passage Level from 
Master Seed Lot 1 1 1 1 

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

04.05.2015 04.05.2015 04.05.2015 04.05.2015 
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2. CELL SUBSTRATE FOR VIRUS PROPAGATION (Doc. No. 274048) 
 

Cell Culture System Chicken Fibroblast Cell Cultures 

Flock Number 20402 

Delivery Date of incubated Eggs 15.03.2016 

Manufacturing Date of Cell Culture 16.03.2016 

Nature and concentration of antibiotics 
used in production of cell culture 
maintenance medium 

Aureomycin (4.8 µg/mL) 
Amphotericin B (0.5 µg/mL) 
Neomycin Sulphate (242.2 µg/mL) 

Starting Material 

Identification and source of starting materials used in 
preparing production cells including excipients and 
preservatives 

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

PBS (pH7.2) SOP271810 029 029 029 029 

Trypsinization Medium 
SOP275550 073/03 

073/03 
073/04 

073/04 073/04 

FCS SOP222018 2220180040 2220180040 2220180040 2220180040 

Medium 3 + NaHCO3 
SOP271811 022/04 022/04 022/04 022/04 

Medium 3 + HSA 
SOP300719 053/11 053/11 053/12 053/12 

Size of Sub-Batch 71 L  71 L 71 L 71 L 

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

2.3 

Cells x 10
6
/mL 

2.3 

Cells x 10
6
/mL 

2.3 

Cells x 10
6
/mL 

2.3 

Cells x 10
6
/mL 

For details see attachment: Details on SPF Eggs to 593DT324 
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3. CONTROL CELL CULTURES, Lot No. 593DT324 

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

 
Ratio or Proportion of Control to  
Production Cell Culture 

5.7 mL sample volume out of 1.6 L cell concentrate 
per sub batch 

Period of Observation of Cultures 

Start 
(Date of Sampling) 

 

End 
(Date Control Cells 

handed to QC) 
16.03.2016 17.03.2016 

 

3.2. Test Details for Control Cell Cultures, Lot No. 593DT324 

 
Cytopathic Degenerations (SOP No. 104212) 

Method 
Microscopic Examination according to Ph. Eur. 
Random Sample: > 500 mL of the cultures used for manufacture of the 
vaccine 

Requirement No cytopathic degenerations or cytopathic effects detectable. Equal to pass. 

Date 
Result 

Start End 

17.03.2016 01.04.2016 Pass 

 

 

Hemadsorbing Viruses (SOP No. 103210) 

Method 
Test according to Ph. Eur. with Guinea Pig Erythrocytes  
Random Sample: ≥ 25% of the control cells after ≥ 14 days of incubation 

Storage Time and Temperature of 
erythrocytes (SOP No. 104540) ≤ 7 days after blood draw at +2°C to +8°C 

Incubation 30-60 min at +2°C to +8°C 
30-60 min at +20°C to +25°C 

Requirement No evidence of hemadsorbing agents. Equal to pass. 

Date 
Result 

Start End 

01.04.2016 01.04.2016 Pass 
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Extraneous Agents – Chicken Fibroblast Cells (SOP No. 104681) 

Method 
Inoculation of Chicken Fibroblast according to Ph. Eur.  
Random sample: At least 2 x 5 mL culture supernatant from the control cells 
for each cell culture system after ≥ 14 days of incubation  

Incubation +36°C (± 1°C) and +34°C (± 2°C) 

Requirement No signs of the presence of extraneous agents. Equal to pass. 

Date 
Result 

Start End 

01.04.2016 15.04.2016 Pass 

 
 
Extraneous Agents – Vero Cells (SOP No. 104682) 

Method 
Inoculation of Vero Cells according to Ph. Eur.  
Random Sample: At least 2 x 5 mL culture supernatant from the control cells 
for each cell culture system after ≥ 14 days of incubation 

Incubation +36°C (± 1°C) 

Requirement No signs of the presence of extraneous agents. Equal to pass. 

Date 
Result 

Start End 

01.04.2016 15.04.2016 Pass 

 
 

Extraneous Agents – Human Amniotic Cells Line AV3 (SOP No. 104683) 

Method 
Inoculation of Human Amnion Cells Line AV3according to Ph. Eur. 
Random Sample: At least 2 x 5 mL culture supernatant from the control cells 
for each cell culture system after ≥ 14 days of incubation 

Incubation +36°C (± 1°C) 

Requirement No signs of the presence of extraneous agents. Equal to pass. 

Date 
Result 

Start End 

01.04.2016 15.04.2016 Pass 
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Avian Leukosis Viruses (SOP No. 244413, 227575) 

Method 

Culture Method according to Ph. Eur. 
Random Sample: 5 mL culture supernatant from the control cells after  14 days 
of incubation; sample is incubated for 9-12 days before testing for avian leukosis 
virus. 

Requirement No avian leukosis viruses detectable. Equal to pass. 

Amplification in Cells ELISA 

Result Date Date 

Start End Start End 
01.04.2016 12.04.2016 20.04.2016 21.04.2016 Pass 

 
 
 

 
 
4. COMMENTS 

 
 N/A 

 
5. ATTACHMENTS 

 
Details on SPF Eggs to 593DT324 
Seed Virus Certificate of Analysis 

      

Lot Release Prot pur, Lot 657011A-Z Page 25 of 59



• 

• 

VALO B10Media 
GmbH 

VALD Control Certificate FO-DE-144.01 
BloM■ dl■ 

'"' � 

Consignee: 

Date of Delivery: 
SPF Eggs: 

GSK Vaccines Gmbh 
Marburg , 35006 

15.03.2016 
4120 

Formblatter 

Details of the consignment: [ Latest Sampling Date 

GOlttg ab 0110.12 

ROH 279051 0 4 7 7 

Seite 1/2 

1 �. MR7 ?01$ 

j 29.02.2016 

The following tests were carried out on samples of the above 
mentioned flock. No test result or clinical observation showed 
any sign of infection and the SPF status is confirmed to be in 
accordance with the valid EP: 

Testing 
Method Result 

Avian Adeno Viruses, group 1 
Avian Encephalomyelitis Virus 
Avian Infectious Bronchitis Virus 
Avian Infectious Laryngotracheltis Virus 
Avian Leukosis Viruses/antibodies subtypes A,B, J 
Avian Leukosis Viruses- P27 antigen 
Avian Nephritis Virus 
Avian Orthoreoviruses 
Avian Reticuloendotheliosis Virus 
Avibacterium paragallinarum 
Chicken Anemia Virus ( CAV) 
Egg Drop Syndrome Virus 
Fowlpox Virus 
Infectious Bursa! Disease Virus (IBDV) Serotype 1 

Serotype 2 
Influenza A Virus 
Marek's Disease Virus 
Mycobacterium avium 

Mycoplasma gallisepticum 
Mycoplasma synoviae 
Newcastle Disease Virus 
Salmonella pullorum 
Salmonella spp. 
Turkey Rhinotracheitis Virus 

Keys or slgns 

AGP 
ELISA 

ELISA 

ELISA 

ELISA 

ELISA 

E:"LISA 

ELISA 

ELISA 
CO/PM 

ELISA 
HI 

CO/PM 

ELISA 

VN 
AGP 

AGP 

CO/PM 

SPA 
SPA 

HI 
SPA 

BE 

ELISA 

N = negi!tlYO SPA :, Sol\Jm Plate AggfUIJflatJon PM = Post Mortem 
HI = Homagglutinauon-tnhlblt1on lest OE = Bactenotoglcal Elmmlnellon VN = Vl1us Neulralizauon Test 

N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 

AGP : Ag.,r-Gel-Procip1t.at1on Test r> = positive ELISA - Enzyme Linked lmmunoso,benl Asr.ay, 
EP = European Phannacopoela CO = Cllnleal Observatoon commortlal 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 will be reported to all related customers immediately. The eggs of this 
delrvery 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, 09.03.2016 

GXP COPY 
H 

1 5. MRZ. 2016 

Lot. Release Pl'ot. -ul', Lot 657011A-Z 

Anlage � ZL'm BPR 593-01 
c!er Cl1arge s��DT 3Z If-. 

�eite __±:_ \'Cn _1_ 

1 5. MRZ. 2016 
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VALO BioMedia 
GmbH 

VALD Control Certificate FO-DE-144.01 
8toMadt, 

G0ltig ab 01.10.12 

Consignee: GSK Vaccines Gmbh 
Marburg , 35006 

Date of Delivery: 15.03.2016 

SPF Eggs: 4120 

Flock Hatch Date Aae of Flock 
20402 25.05.2015 

4 c) 

Start of Start of No. of eggs 
incubation candling discarded 
07.03.2016 I!::; U l .' v� � 

/J (,, I s ;; 0 k. �..,.. 

- -

Formbliitter Seite 2/2 

Lavina Date number of eaas 
Cl. - D 1 <.)J 

LJSi0 
70,7 � 

% fertility No. of eggs 
delivered 

3,\ t.1 (..' O ') 

Incubation Frequency Incubation 
humidity of turning temperature 
85° ± 30% Every 60 100° ± 5% 
Fahrenheit minutes Fahrenheit 

Lot. Release Pl'ot. put', Lot 657011A-Z 

Date of delivery Flock to be used until 4 
weeks before slaughtering 

15.03.2016 08.08.2016 
14:00 Uhr 

ROH 279051 0 4 7 7 

1 5. MRZ. 2t6 

,\nlage S- zl!m r3PR 593-01 
der Cl1arge s��DT 3 2 � 

��i•e....3_ \'Cn _}_ 
1 5. MRZ, 1R 

GXP COPY 

f 5. MRZ. 2016 
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tl) NOVARTIS 
VACCINES AND 

DIAGNOSTICS 

Novartis Vaccines and Diagnostics GmbH 

Emil-von-Behring-Str. 76 

35041 Marburg 
Germany 

Certificate of Analysis 

Rabies Seed Virus with HSA 

Batch Number: C26/13B 

Date of Manufacturing: 08.04.2013 

Start of Shelf Life: N/ A 

Cell Controls 

Test 

Cytopathic effects 

Cytopathic degenerations 

Haemadsorption 

Haemadsorbing viruses 

Avian leucosis viruses 

Avian leucosis viruses 

Extraneous agents 

Chicken fibroblast cells 

Vero cells 

Human amnion cell line AV3 

Page 1 of3 

Issued by: 

Lot Release Prot put·, Lot 657011A-Z 

Material Code: 

Expiry Date: 

Storage Condition: 

Specification 

Equal to PASS 

(= no cytopathic effect 

detectable) 

Equal to PASS 

(=: no haemadsorbing viruses 

detectable) 

Equal to PASS 

(= no avian leucosis viruses 

detectable) 

Equal to PASS 

(=: no signs of extraneous agents) 

Equal to PASS 

(= no signs of extraneous agents) 

Equal to PASS 

(= no signs of extraneous agents) 

OKGU004 / OHGUOOS 

N/A 

$- 70°C 

Result 

PASS 

PASS 

PASS 

PASS 

PASS 

PASS 

System: LIMS 
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tl> NOVARTIS 
Novartis Vaccines and Diagnostics GmbH 
Emil-von-Behring-Str. 76 

VACCINES AND 
DIAGNOSTICS 

35041 Marburg 
Germany 

Certificate of Analysis 

Rabies Seed Virus with HSA 

Batch Number: C26/13B 
Date of Manufacturing: 08.04.2013 

Start of Shelf life: N/ A 

Virus Suspension 

Test 
Virus titer and identity 

Virus titer 

Identity 

Sterility 
Sterility 

Mycoplasma 
Mycoplasma 

Mycobacteria 
Mycobacteria 

Neutralized Virus Suspension 

Test 
Extraneous agents 

Chicken fibroblast cells 

Vero cells 

Human amnion cell line AV3 

Page 2 of3 

Material Code: 
Expiry Date: 
Storage Condition: 

Specification 

>= 6,0 log GKIDSO/ml 

Equal to PASS 
(= identical to rabies virus) 

PASS 

Equal to PASS 
(= no mycopfasma detectable) 

Equal to PASS 
(= no mycobacteria detectable) 

Specification 

Equal to PASS 

(= no signs of extraneous agents) 

Equal to PASS 
(= no signs of extraneous agents) 

Equal to PASS 
(= no signs of extraneous agents) 

Issued by: 

Lot Release Prot put·, Lot 657011A-Z 

OKGU004 / OHGU00S 
N/A 

:,; - 10
°

c 

Result 

7,0 Log GKID5o/ml 

PASS 

PASS 

PASS 

PASS 

Result 

PASS 

PASS 

PASS 

System: LIMS 
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l') NOVARTIS 
Novartis Vaccines and Diagnostics GmbH 
Emil-von-Behring-Str. 76 

VACCINES AND 
DLAGNOSTICS 

35041 Marburg 

Batch Number: 

Date of Manufacturing: 

Start of Shelf Life: 

Test 

Test in adult mice 

Test in adult mice 

Test in suckling mice 

Germany 

Certificate of Analysis 

Rabies Seed Virus with HSA 

C26/13B 
08.04.2013 
N/A 

Material Code: 

Expiry Date: 

Storage Condition: 

Specification 

Equal to PASS 
(= no signs of infection) 

Test in suckling mice Equal to PASS 
(= no signs of infection) 

Test in guinea pigs 

Test in guinea pigs Equal to PASS 
(= no signs of infection) 

Passage of organ suspension in cell culture: 
Chicken fibroblast cells Equal to PASS 

(= no signs of extraneous agents) 

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

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

Avian viruses 

Absence of avian viruses Equal t o  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 

Product Specification Reference: 100778 

Approval By: -(Qualified Perso 

Page 3 of 3 

Issued by: 

Lot Release Prot pur, Lot 657011A-Z 

Date: 

OKGU004 / OHGU00S 
N/A 
$ - 1o·c 

Result 

PASS 

PASS 

PASS 

PASS 

PASS 

PASS 

PASS 

PASS 

System: LIMS 
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1. STARTING MATERIALS for Lot 593DT325 
 

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 
mentioned above 187 

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

23.01.1985 

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 Working 
Seed C26/13B-04 C26/13B-04 C26/13B-04 C26/13B-04 

Preparation Date of 
Working Seed Lot 10.03.2015 10.03.2015 10.03.2015 10.03.2015 

Passage Level from 
Master Seed Lot 1 1 1 1 

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

04.05.2015 04.05.2015 04.05.2015 04.05.2015 
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2. CELL SUBSTRATE FOR VIRUS PROPAGATION (Doc. No. 274048) 
 

Cell Culture System Chicken Fibroblast Cell Cultures 

Flock Number 10506 

Delivery Date of incubated Eggs 17.03.2016 

Manufacturing Date of Cell Culture 18.03.2016 

Nature and concentration of antibiotics 
used in production of cell culture 
maintenance medium 

Aureomycin (4.8 µg/mL) 
Amphotericin B (0.5 µg/mL) 
Neomycin Sulphate (242.2 µg/mL) 

Starting Material 

Identification and source of starting materials used in 
preparing production cells including excipients and 
preservatives 

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

PBS (pH7.2) SOP271810 029 029 029 029 

Trypsinization Medium 
SOP275550 073/03 073/03 073/03 073/03 

FCS SOP222018 2220180040 2220180040 2220180040 2220180040 

Medium 3 + NaHCO3 
SOP271811 022/05 022/05 022/05 022/05 

Medium 3 + HSA 
SOP300719 054/01 054/01 054/02 054/02 

Size of Sub-Batch 71 L  71 L 71 L 71 L 

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

1.9 

Cells x 10
6
/mL 

2.2 

Cells x 10
6
/mL 

2.0 

Cells x 10
6
/mL 

2.0 

Cells x 10
6
/mL 

For details see attachment: Details on SPF Eggs to 593DT325 
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3. CONTROL CELL CULTURES, Lot No. 593DT325 

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

 
Ratio or Proportion of Control to  
Production Cell Culture 

5.7 mL sample volume out of 1.6 L cell concentrate 
per sub batch 

Period of Observation of Cultures 

Start 
(Date of Sampling) 

 

End 
(Date Control Cells 

handed to QC) 
18.03.2016 18.03.2016 

 

3.2. Test Details for Control Cell Cultures, Lot No. 593DT325 

 
Cytopathic Degenerations (SOP No. 104212) 

Method 
Microscopic Examination according to Ph. Eur. 
Random Sample: > 500 mL of the cultures used for manufacture of the 
vaccine 

Requirement No cytopathic degenerations or cytopathic effects detectable. Equal to pass. 

Date 
Result 

Start End 

18.03.2016 01.04.2016 Pass 

 

 

Hemadsorbing Viruses (SOP No. 103210) 

Method 
Test according to Ph. Eur. with Guinea Pig Erythrocytes  
Random Sample: ≥ 25% of the control cells after ≥ 14 days of incubation 

Storage Time and Temperature of 
erythrocytes (SOP No. 104540) ≤ 7 days after blood draw at +2°C to +8°C 

Incubation 30-60 min at +2°C to +8°C 
30-60 min at +20°C to +25°C 

Requirement No evidence of hemadsorbing agents. Equal to pass. 

Date 
Result 

Start End 

01.04.2016 01.04.2016 Pass 
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Extraneous Agents – Chicken Fibroblast Cells (SOP No. 104681) 

Method 
Inoculation of Chicken Fibroblast according to Ph. Eur.  
Random sample: At least 2 x 5 mL culture supernatant from the control cells 
for each cell culture system after ≥ 14 days of incubation  

Incubation +36°C (± 1°C) and +34°C (± 2°C) 

Requirement No signs of the presence of extraneous agents. Equal to pass. 

Date 
Result 

Start End 

01.04.2016 15.04.2016 Pass 

 
 
Extraneous Agents – Vero Cells (SOP No. 104682) 

Method 
Inoculation of Vero Cells according to Ph. Eur.  
Random Sample: At least 2 x 5 mL culture supernatant from the control cells 
for each cell culture system after ≥ 14 days of incubation 

Incubation +36°C (± 1°C) 

Requirement No signs of the presence of extraneous agents. Equal to pass. 

Date 
Result 

Start End 

01.04.2016 15.04.2016 Pass 

 
 

Extraneous Agents – Human Amniotic Cells Line AV3 (SOP No. 104683) 

Method 
Inoculation of Human Amnion Cells Line AV3according to Ph. Eur. 
Random Sample: At least 2 x 5 mL culture supernatant from the control cells 
for each cell culture system after ≥ 14 days of incubation 

Incubation +36°C (± 1°C) 

Requirement No signs of the presence of extraneous agents. Equal to pass. 

Date 
Result 

Start End 

01.04.2016 15.04.2016 Pass 
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Avian Leukosis Viruses (SOP No. 244413, 227575) 

Method 

Culture Method according to Ph. Eur. 
Random Sample: 5 mL culture supernatant from the control cells after  14 days 
of incubation; sample is incubated for 9-12 days before testing for avian leukosis 
virus. 

Requirement No avian leukosis viruses detectable. Equal to pass. 

Amplification in Cells ELISA 

Result Date Date 

Start End Start End 
01.04.2016 12.04.2016 20.04.2016 21.04.2016 Pass 

 
 
 

 
 
4. COMMENTS 

 
       

 
5. ATTACHMENTS 

 
Details on SPF Eggs to 593DT325 
Seed Virus Certificate of Analysis 
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• 

VALO BioMedia 
GmbH 

VALD Control Certificate FO-DE-144.01 
Blo114edl1 

G0ltig ab 01.10.12 

Formblatter Seite 1/2 

Consignee· 

Date of Delivery: 

GSK Vaccines Gmbh 
Marburg, 35006 

17.03.2016 

ROH 279051 o 4 7 9 

1 7. MRZ 

SPF Eggs: 4120 

Details of the consignment: �test Sampling Date �9.02.2016 

The following tests were carried out  on samples of the above 
mentioned flock. No test result or clinical observation showed 
any sign of infection and the SPF status is confirmed to be in 
accordance with the valid EP· 
Avian Adeno Viruses, group 1 
Avian Encephalomyelitis Virus 
Avian Infectious Bronchitis Virus 
Avian Infectious Lary ngotracheitis Virus 
Avian Leukosls Viruses/antibodies subtypes A,B, J 
Avian Leukosis Viruses - P27 antigen 
Avian Nephritis Virus 
Avian Orthoreoviruses 
Avian Reticuloendothelios,s Virus 
Avibacterium paragallinarum 
Chicken Anemia Virus ( CAV) 
Egg Drop Syndrome Virus 
Fowlpox Virus 
Infectious Bursal Disease Virus (IBDV) Serotype 1 

Serotype 2 

Testing 
Method Result 

AGP N 
ELISA N 
ELISA N 
ELISA N 
ELJSA N 
ELISA N 
ELISA N 
ELISA N 
ELISA N 
CO/PM N 

ELISA N 
HI N 

CO/PM N 
ELISA N 

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 Rhinotrache1us V1rus.;;_ _ _ _____ ___ _ ___ _ _ _ __ E_L_IS_A ______ N __ 

Key& of a1gm1 
N negabve SPA 

HI = Hemiggtu11nat100-lnhibllion Tesl BE 
AGP : Ao3r-Gel-Precip1tation Test P 
EP - European Pltdrmacopoera CO 

serum Plate Agg1u11nauon 
- &tctcrlologlcal Exnmmallori 
= POSIIIVe 
• c11nica1 OoseNauon 

PM Post Monem 
VN Virus NeuuabUIIIOO Test 
RISA = Enzyme Linked lmmunosorbent Assay 

commeraal test lot 

We hereby confirm that all VA LO 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 o f  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. 

Osterholz-Scharmbeck, 09.03.2016 

Anlage S zum BPR 593-01 
der Charge 5��0T 3 zS 
�cite -1::_ \'en _j_ 

g 1a GmbH 

y 

17.MRII 
Seice geprult ..-on (OASF) 

2 9. Marz 2016 
17. MR7. 

Lot Release Pro pur, Lot 657011A-Z 
KOrzel: 



• 

VALO BioMedia 
GmbH 

VALC Control Certificate FO-DE-144.01 
OloMedfa 

Goltig ab 01.10.12 

FormbUitter Seile 2/2 

Consignee: GSK Vaccines Gmbh 
Marburg , 35006 

ROH 279Uol O 4 7 9 
Date of Delivery: 17.03.2016 
SPF Eggs: 

Flock 
10506 

Start of 
incubation 

09.03.2016 
'5 � ,; 

Incubation 
humiditv 
85° ± 30% 
Fahrenheit 

Lot Release Prot 

4120 

Hatch Date 
20.04.2015 

Start of 
candling 
,,� I,,), l VI� 

� . .  

Frequency 
of turnina 
Every 60 
minutes 

AQe of Flock LayinQ Date 

'4) 
ol,j - 0 (; OJ 

lv•G,.. 

No. of eggs o/o fertility 
discarded 

<o '3 0 l.'J,b 

Incubation Date of delivery 
temperature 
100° ± 5% 17.03.2016 
Fahrenheit 14:00 Uhr 

Anlage 5 zum BPR 593_01 
der Charge 5Q3DT .Ji 5 
�cite 3 vcn J 

- -17.MRl D� 

pur, Lot 657011A-Z 

1 7, Hkt. 

number of eaas 

'-I =n o 

No. of eggs 
delivered 

I� -, L,} 

Flock to be used until 4 
weeks before slauahterina 
27.06.2016 

17. MRiil 

1 7, MR 

Selle geprOtt von (OASF) 

2 9. Marz 2016 

KOrzel: 
Page 37 of59 
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tl) NOVARTIS 
VACCINES AND 

DIAGNOSTICS 

Novartis Vaccines and Diagnostics GmbH 
Emil-von-Behring-Str. 76 
35041 Marburg 
Germany 

Certificate of Analysis 

Rabies Seed Virus with HSA 

Batch Number: C26/13B 
Date of Manufacturing: 08.04.2013 

Start of Shelf Life: N/ A 

Cell Controls 

Test 
Cytopathic effects 

Cytopathic degenerations 

Haemadsorption 
Haemadsorbing viruses 

Avian leucosis viruses 
Avian leucosis viruses 

Extraneous agents 
Chicken fibroblast cells 

Vero cells 

Human amnion cell line AV3 

Page 1 of3 
Issued by: 

Lot Release Prot put·, Lot 657011A-Z 

Material Code: 
Expiry Date: 
Storage Condition: 

Specification 

Equal to PASS 
(= no cytopathic effect 
detectable) 

Equal to PASS 
(=: no haemadsorbing viruses 
detectable) 

Equal to PASS 
(= no avian leucosis viruses 
detectable) 

Equal to PASS 
(=: no signs of extraneous agents) 

Equal to PASS 
(= no signs of extraneous agents) 

Equal to PASS 
(= no signs of extraneous agents) 

OKGU004 / OHGUOOS 
N/A 

$- 70°C 

Result 

PASS 

PASS 

PASS 

PASS 

PASS 

PASS 

System: LIMS 

Page 38 of59 



tl> NOVARTIS 
Novartis Vaccines and Diagnostics GmbH 

Emil-von-Behring-Str. 76 

VACCINES AND 
DIAGNOSTICS 

35041 Marburg 
Germany 

Certificate of Analysis 

Rabies Seed Virus with HSA 

Batch Number: C26/13B 

Date of Manufacturing: 08.04.2013 

Start of Shelf life: N/ A 

Virus Suspension 

Test 

Virus titer and identity 

Virus titer 

Identity 

Sterility 

Sterility 

Mycoplasma 

Mycoplasma 

Mycobacteria 

Mycobacteria 

Neutralized Virus Suspension 

Test 

Extraneous agents 

Chicken fibroblast cells 

Vero cells 

Human amnion cell line AV3 

Page 2 of3 

Material Code: 

Expiry Date: 

Storage Condition: 

Specification 

>= 6,0 log GKIDSO/ml 

Equal to PASS 

(= identical to rabies virus) 

PASS 

Equal to PASS 

(= no mycopfasma detectable) 

Equal to PASS 

(= no mycobacteria detectable) 

Specification 

Equal to PASS 

(= no signs of extraneous agents) 

Equal to PASS 

(= no signs of extraneous agents) 

Equal to PASS 

(= no signs of extraneous agents) 

Issued by: 

Lot Release Prot put·, Lot 657011A-Z 

OKGU004 / OHGU00S 

N/A 

:,; - 10
°

c 

Result 

7,0 Log GKID5o/ml 

PASS 

PASS 

PASS 

PASS 

Result 

PASS 

PASS 

PASS 

System: LIMS 
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l') NOVARTIS 
Novartis Vaccines and Diagnostics GmbH 
Emil-von-Behring-Str. 76 

VACCINES AND 
DLAGNOSTICS 

35041 Marburg 

Batch Number: 
Date of Manufacturing: 
Start of Shelf Life: 

Test 
Test in adult mice 

Test in adult mice 

Test in suckling mice 

Germany 

Certificate of Analysis 

Rabies Seed Virus with HSA 

C26/13B 
08.04.2013 

N/A 

Material Code: 
Expiry Date: 
Storage Condition: 

Specification 

Equal to PASS 
(= no signs of infection) 

Test in suckling mice Equal to PASS 
(= no signs of infection) 

Test in guinea pigs 
Test in guinea pigs Equal to PASS 

(= no signs of infection) 

Passage of organ suspension in cell culture: 
Chicken fibroblast cells Equal to PASS 

(= no signs of extraneous agents) 

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

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

Avian viruses 
Absence of avian viruses Equal t o  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 

Product Specification Reference: 100778 

Approval By: -(Qualified Perso 

Page 3 of 3 
Issued by: 

Lot Release Prot pur, Lot 657011A-Z 

Date: 

OKGU004 / OHGU00S 

N/A 

$ - 1o·c 

Result 

PASS 

PASS 

PASS 

PASS 

PASS 

PASS 

PASS 

PASS 

System: LIMS 
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1. STARTING MATERIALS for Lot 593DT327 
 

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 
mentioned above 187 

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

23.01.1985 

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 Working 
Seed C26/13B-04 C26/13B-04 C26/13B-04 C26/13B-04 

Preparation Date of 
Working Seed Lot 10.03.2015 10.03.2015 10.03.2015 10.03.2015 

Passage Level from 
Master Seed Lot 1 1 1 1 

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

04.05.2015 04.05.2015 04.05.2015 04.05.2015 
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2. CELL SUBSTRATE FOR VIRUS PROPAGATION (Doc. No. 274048) 
 

Cell Culture System Chicken Fibroblast Cell Cultures 

Flock Number 20402 

Delivery Date of incubated Eggs 22.03.2016 

Manufacturing Date of Cell Culture 23.03.2016 

Nature and concentration of antibiotics 
used in production of cell culture 
maintenance medium 

Aureomycin (4.8 µg/mL) 
Amphotericin B (0.5 µg/mL) 
Neomycin Sulphate (242.2 µg/mL) 

Starting Material 

Identification and source of starting materials used in 
preparing production cells including excipients and 
preservatives 

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

PBS (pH7.2) SOP271810 029 029 029 029 

Trypsinization Medium 
SOP275550 

073/03 
074/01 

074/01 074/01 074/01 

FCS SOP222018 2220180040 2220180040 2220180040 2220180040 

Medium 3 + NaHCO3 
SOP271811 

022/05 
022/06 

022/05 022/06 022/06 

Medium 3 + HSA 
SOP300719 054/05 054/05 054/06 054/06 

Size of Sub-Batch 71 L  71 L 71 L 71 L 

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

2.6 

Cells x 10
6
/mL 

2.5 

Cells x 10
6
/mL 

2.6 

Cells x 10
6
/mL 

2.1 

Cells x 10
6
/mL 

For details see attachment: Details on SPF Eggs to 593DT327 
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3. CONTROL CELL CULTURES, Lot No. 593DT327 

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

 
Ratio or Proportion of Control to  
Production Cell Culture 

5.7 mL sample volume out of 1.6 L cell concentrate 
per sub batch 

Period of Observation of Cultures 

Start 
(Date of Sampling) 

 

End 
(Date Control Cells 

handed to QC) 
23.03.2016 24.03.2016 

 

3.2. Test Details for Control Cell Cultures, Lot No. 593DT327 

 
Cytopathic Degenerations (SOP No. 104212) 

Method 
Microscopic Examination according to Ph. Eur. 
Random Sample: > 500 mL of the cultures used for manufacture of the 
vaccine 

Requirement No cytopathic degenerations or cytopathic effects detectable. Equal to pass. 

Date 
Result 

Start End 

24.03.2016 08.04.2016 Pass 

 

 

Hemadsorbing Viruses (SOP No. 103210) 

Method 
Test according to Ph. Eur. with Guinea Pig Erythrocytes  
Random Sample: ≥ 25% of the control cells after ≥ 14 days of incubation 

Storage Time and Temperature of 
erythrocytes (SOP No. 104540) ≤ 7 days after blood draw at +2°C to +8°C 

Incubation 30-60 min at +2°C to +8°C 
30-60 min at +20°C to +25°C 

Requirement No evidence of hemadsorbing agents. Equal to pass. 

Date 
Result 

Start End 

08.04.2016 08.04.2016 Pass 
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Extraneous Agents – Chicken Fibroblast Cells (SOP No. 104681) 

Method 
Inoculation of Chicken Fibroblast according to Ph. Eur.  
Random sample: At least 2 x 5 mL culture supernatant from the control cells 
for each cell culture system after ≥ 14 days of incubation  

Incubation +36°C (± 1°C) and +34°C (± 2°C) 

Requirement No signs of the presence of extraneous agents. Equal to pass. 

Date 
Result 

Start End 

08.04.2016 22.04.2016 Pass 

 
 
Extraneous Agents – Vero Cells (SOP No. 104682) 

Method 
Inoculation of Vero Cells according to Ph. Eur.  
Random Sample: At least 2 x 5 mL culture supernatant from the control cells 
for each cell culture system after ≥ 14 days of incubation 

Incubation +36°C (± 1°C) 

Requirement No signs of the presence of extraneous agents. Equal to pass. 

Date 
Result 

Start End 

08.04.2016 22.04.2016 Pass 

 
 

Extraneous Agents – Human Amniotic Cells Line AV3 (SOP No. 104683) 

Method 
Inoculation of Human Amnion Cells Line AV3according to Ph. Eur. 
Random Sample: At least 2 x 5 mL culture supernatant from the control cells 
for each cell culture system after ≥ 14 days of incubation 

Incubation +36°C (± 1°C) 

Requirement No signs of the presence of extraneous agents. Equal to pass. 

Date 
Result 

Start End 

08.04.2016 22.04.2016 Pass 
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Avian Leukosis Viruses (SOP No. 244413, 227575) 

Method 

Culture Method according to Ph. Eur. 
Random Sample: 5 mL culture supernatant from the control cells after  14 days 
of incubation; sample is incubated for 9-12 days before testing for avian leukosis 
virus. 

Requirement No avian leukosis viruses detectable. Equal to pass. 

Amplification in Cells ELISA 

Result Date Date 

Start End Start End 
08.04.2016 18.04.2016 20.04.2016 21.04.2016 Pass 

 
 
 

 
 
4. COMMENTS 

 
 N/A 

 
5. ATTACHMENTS 

 
Details on SPF Eggs to 593DT327 
Seed Virus Certificate of Analysis 
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• 

VALD 
BloMedle 

"- JI'✓ 
�T 

Consignee: 

Date of Delivery: 
SPF Eggs: 

VALO BioMedia 
GmbH 

Control Certificate FO-DE-144.01 

GSK Vaccines Gmbh 
Marburg , 35006 

22.03.2016 
4120 

Formblatter 
G0ltig ab 01.10.12 

Seite 1/2 

ROH 279051 0 4 B 1 
22.11 

Details of the consignment: 1..--L-a-te -st_S_ a_m_pl-in_g_D-at-e--.-
j
-01-.-03-.2-0-16----., 

The following tests were carried out on samples of the above 
mentioned flock. No test result or clinical observation showed 
any sign of infection and the SPF status is confirmed to be in 
accordance with the valid EP: 

Testing 
Method Result 

Avian Adena Viruses, group 1 
Avian Encephalomyelitis Virus 
Avian Infectious Bronchitis Virus 
Avian Infectious Laryngotracheitrs Virus 
Avian Leukosfs Viruses/antibodies subtypes A,B. J 
Avian Leukosis Viruses - P27 antigen 
Avian Nephritis Virus 
Avian Orthoreoviruses 
Avian Reticuloendotheliosis Virus 
Avlbacterium paragallinarum 
Chicken Anemia Virus ( CAV) 
Egg Drop Syndrome Virus 
Fowlpox Virus 
Infectious Bursal Disease Virus (IBDV) Serotype 1 

Serotype 2 
Influenza A Virus 
Marek's Disease Virus 
Mycobacterium avium 
Mycoplasma gallisepticum 
Mycoplasma synoviae 
Newcastle Disease Virus 
Salmonella pullorum 
Salmonella spp. 
Turkey Rhinotracheitis Virus 

Kevs Ofsigns: 
N = neg9tive SPA 
HI � Hemagglutlnallon-lnhlblUon Test BE 

AGP 
ELISA 
ELISA 
ELISA 
ELISA 
ELISA 
ELISA 

ELISA 

ELISA 

CO/PM 
ELISA 

HI 
CO/PM 
ELISA 

VN 
AGP 

AGP 

CO/PM 
SPA 

SPA 

HI 
SPA 

BE 

ELISA 

PM " Post Mortem 
VN = Virus Neutralizauon Test 

N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 
N 

AGP = Agar-Gel-Precipitation Test P 
EP = European Pharmacopoeia CO 

= Serum Plate Agglutinatlon 
"' Bacterfotoglcal Examination " poslUve 
"' Cllnlcat Observation 

ELISA c En2yme Unk&d lmmunosorbent Assay, 
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 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. 

Osterholz-Scharmbeck, 16.03.2016 

GXP COPY 

lease Protocol to Rabipur, Lot 657011A-Z 

Anlage 6- zum BPR 593-01 
der Charge 593DT 3 i l 
Selte � von 3 - -

mbH 2 2. MRUIJL. 
Selte goproft von (OASF) -

2 0. Aoril 2016 
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VALO BioMedia 
GmbH 

VALD Control Certificate FO-DE-144.01 

• 

BloM•III• 

-�· -� 

Consignee: GSK Vaccines Gmbh 
Marburg , 35006 

Date of Delivery: 22.03.2016 

SPF Eggs: 4120 

Flock Hatch Date Aae of Flock 
20402 25.05.2015 

u ,1 

Start of Start of No. of eggs 
incubation candlina discarded 
14.03.2016 ll.O�lu,.., 

/J q 1· "'S .... \ b .. � 

Incubation Frequency Incubation 
humidity of turning temperature 
85° ± 30% Every 60 100° ± 5% 
Fahrenheit minutes Fahrenheit 

• 

Salte geprOft von (OAsF) 

2 0. April 201� 

GXP COPY 

- -
2 2. MRZ 

Kar:zel: ease Pro ocol to Rabipur, Lot 657011A-Z 

Formblatter 

Layino Date 
0 '6 - ., .... OJ 

l.;;1t,, 

% fertility 

{1, � <y.., 

Date of delivery 

22.03.2016 
14:00 Uhr 

GOltig ab 01.10.12 

Seite 2/2 

number of eaas 

Li ;; ➔ D 
No. of eggs 
delivered 

lf ':J 7 °!> 
Flock to be used until 4 
weeks before slaughtering 
08.08.2016 

ROH 279051 o 4 8 1 

Z 2. MR 

Anlage S zum BPR 593-01 

der Charge 593OT JZ f 

Sette_!._ von L. 
2 2. MRZ 
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tl) NOVARTIS 
VACCINES AND 

DIAGNOSTICS 

Novartis Vaccines and Diagnostics GmbH 
Emil-von-Behring-Str. 76 
35041 Marburg 
Germany 

Certificate of Analysis 

Rabies Seed Virus with HSA 

Batch Number: C26/13B 
Date of Manufacturing: 08.04.2013 

Start of Shelf Life: N/ A 

Cell Controls 

Test 
Cytopathic effects 

Cytopathic degenerations 

Haemadsorption 
Haemadsorbing viruses 

Avian leucosis viruses 
Avian leucosis viruses 

Extraneous agents 
Chicken fibroblast cells 

Vero cells 

Human amnion cell line AV3 

Page 1 of3 
Issued by: 

ease Protocol to Rabipm·, Lot 657011A-Z 

Material Code: 
Expiry Date: 
Storage Condition: 

Specification 

Equal to PASS 
(= no cytopathic effect 
detectable) 

Equal to PASS 
(=: no haemadsorbing viruses 
detectable) 

Equal to PASS 
(= no avian leucosis viruses 
detectable) 

Equal to PASS 
(=: no signs of extraneous agents) 

Equal to PASS 
(= no signs of extraneous agents) 

Equal to PASS 
(= no signs of extraneous agents) 

OKGU004 / OHGUOOS 
N/A 

$- 70°C 

Result 

PASS 

PASS 

PASS 

PASS 

PASS 

PASS 

System: LIMS 
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tl> NOVARTIS 
Novartis Vaccines and Diagnostics GmbH 

Emil-von-Behring-Str. 76 

VACCINES AND 
DIAGNOSTICS 

35041 Marburg 
Germany 

Certificate of Analysis 

Rabies Seed Virus with HSA 

Batch Number: C26/13B 

Date of Manufacturing: 08.04.2013 

Start of Shelf life: N/ A 

Virus Suspension 

Test 

Virus titer and identity 

Virus titer 

Identity 

Sterility 

Sterility 

Mycoplasma 

Mycoplasma 

Mycobacteria 

Mycobacteria 

Neutralized Virus Suspension 

Test 

Extraneous agents 

Chicken fibroblast cells 

Vero cells 

Human amnion cell line AV3 

Page 2 of3 

Material Code: 

Expiry Date: 

Storage Condition: 

Specification 

>= 6,0 log GKIDSO/ml 

Equal to PASS 

(= identical to rabies virus) 

PASS 

Equal to PASS 

(= no mycopfasma detectable) 

Equal to PASS 

(= no mycobacteria detectable) 

Specification 

Equal to PASS 

(= no signs of extraneous agents) 

Equal to PASS 

(= no signs of extraneous agents) 

Equal to PASS 

(= no signs of extraneous agents) 

Issued by: 

ease Protocol to Rabipm·, Lot 657011A-Z 

OKGU004 / OHGU00S 

N/A 

:,; - 10°c 

Result 

7,0 Log GKID5o/ml 

PASS 

PASS 

PASS 

PASS 

Result 

PASS 

PASS 

PASS 

System: LIMS 
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l') NOVARTIS 
Novartis Vaccines and Diagnostics GmbH 
Emil-von-Behring-Str. 76 

VACCINES AND 
DLAGNOSTICS 

35041 Marburg 

Batch Number: 
Date of Manufacturing: 
Start of Shelf Life: 

Test 
Test in adult mice 

Test in adult mice 

Test in suckling mice 

Germany 

Certificate of Analysis 

Rabies Seed Virus with HSA 

C26/13B 
08.04.2013 

N/A 

Material Code: 
Expiry Date: 
Storage Condition: 

Specification 

Equal to PASS 
(= no signs of infection) 

Test in suckling mice Equal to PASS 
(= no signs of infection) 

Test in guinea pigs 
Test in guinea pigs Equal to PASS 

(= no signs of infection) 

Passage of organ suspension in cell culture: 
Chicken fibroblast cells Equal to PASS 

(= no signs of extraneous agents) 

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

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

Avian viruses 
Absence of avian viruses Equal t o  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 

Product Specification Reference: 100778 

Approval By: -(Qualified Perso 

Page 3 of 3 
Issued by: 

ease Protocol to Rabipur, Lot 657011A-Z 

Date: 

OKGU004 / OHGU00S 

N/A 

$ - 1o·c 

Result 

PASS 

PASS 

PASS 

PASS 

PASS 

PASS 

PASS 

PASS 

System: LIMS 
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� Version 5.0. Friday, 1 0  November 2017. 11:05:47 [+01 :00). Page 1 of 2 

Substance Rabies 
Method 9000054770-11  
Assay number 14 

Technician 
1.+ 2 .  lmmunislerung 12.1 0. + 19.10.2017 
Challenge 26.10.2017 
Testende 09.1 1.2017 
Tierart/Ueferant Mause/CR 

Standard 
Id. Referenz-Standard Id. 

WF-3 GLIMS-1D 
Ass. pot. 10,771U/ml Ass. pot. 
Doses· (1) Doses 

0.1ml 12/20 0.2ml 
0.02ml 7/20 0.04ml 
0.004ml 4/20 0.008ml 

0.0008ml 0/20 0.0016nil 

Remarks:Validirntskriterien (PD50, Ve,irauengrenzen, LD50, 
LlneariU!I/Parallelltlit} enlsprechen/�ehen-TTictlt den 
Anforderungen 

Sample 1 
657 011 
8990968 
?IU/ml 

(1) 
13/20 
13/20 
5/20 
0/20 

* * * * * 
* * 
* * * * *  

Model: r/n=(phi(x)) where x=c.+b•ln(dose) 
Design: CompJetely Tandomised 

Common slope(factor), b = 0.456340 (0.336456 to 0.576225) 
Correlation I r [: 0.926932 (Weighted) 

Weight function: w=n/(m�(1-m)) 
Theorellcal variance: 1 

Source of variation Degrees of freedom 
Preparations 1 
Regression 1 
Non -parallelism 1 
Noh-linearity 4 

Standard 2 
Sample 1 2 

Treatments 7 
Theoretical variance 
Total 7 

Standard 
Id. Referenz•Standard 
(IU/ml) Lower limit Estimate Upperlimij 
Potency 10.7700 10.7700 10.7700 
Rei. to Ass. 100.0% 100.0% 100.0% 
Rei. to Est. 100.0% 100.0% 100.0% 
IU/ED50 0.244269 0.504205 1.28139 
Rei. to Ass. 78.0% 198.3% 409.4% 
Rei. to Est. 39.3% · 100.0% 206.4% 

ID: GSK1/DEU 

Sum of squares 
0.777124 

39.2018 
0.0352694 
6.51602 
1.58530 
4.93072 

46.5302 

46.5302 

Id. 
(IU/ml) 
Potency 
Rei, to Ass. 
Rei. to Est. 
rnl/ED50 
Rei. to Ass. 
Rei. to Est. 

ease Protocol to Rabipur, Lot 657011A-Z 

Mean square 
0.777124 

39.2018 
0.0352694 
1 .62900 
0.792649 
2.46536 
6.6471 7  
1.00000 
6.64717 

Sample 1 
657 0'11 

lower limit Estimate 
4.19660 11 .5506 

? ? 

36.3% 100.0% 
0.0218766 0.0436518 

? ? 
44.9% 100.0% 

Chi-sauare 
0.777124 

39.2018 
0,0352694 
6.51602 
1.58530 
4.93072 

46.5302 

Uoper limit 
35.0449 

? 

303.4% 
0,0972852 

? 

199.5% 

Probability 
0.378 
0.000 
0.851 
0.164 
0.453 
0.085 
0.000 

c· .... ) 

(""*) 

�cf c 
�� --112. 
1 n. NOV. 7.�-
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&fff!!5&!j Version 5.0. Friday, 10  November 2017, 11 :05:47 {+01:00J, Page 2 of 2 

Substance Rabies 
Method 9000054 770-11 
Assay number 14 
Technician 
1.+ 2. lmmunisierun 
Challenge 
Testende 09.11.2017 
Tlerart/Lieferant Mause/CR 

All samples Standard Sample 1 
Referenz-Standard 657 011 

ID: GSK1/DEU 
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� Version 5.0. Tuesday, 21 November 2017, 09:13:21 (+01:00J- Page 1 of2 * * * * * 
* * 
* * * * * 

Substance Rabies 
Method 9000054 770-11 

�A_s_sa
_._

n ..... u'-m ..... bc...;e_r _ _ -+16 
Technician 
1 .+ 2. lmmunisierung 20.10. +27.10.2017 
Challenge 03.11.2017 
Testende 17.11.2017 
Tierart/Lieferant Mause/CR 

Standard 
Id. Referenz-Standard 

WF-3 

Ass. POi. 10.771U/ml 
Doses (1 l 

0.1ml 16/20 
0.02ml 9/20 

0.004ml 3/20 
0.0008ml 2/20 

Id. 
GLIMS-10 
Ass. pot. 
Doses 

02ml 
0.04ml 

0,008ml 
0.0016ml 

Model: r/n=(phi(x)) where :x=c. +b�ln(dose) 
Design: Completely randomiseq 
Weight function: w=n/(m'(1 -m)) 
Theoretfcal variance: 1 

Source of variation Degrees of freedom 
Preparations 1 
Regresslon 1 

Non-parallelism 1 
Non-linearity 4 

Standard 2 
Sample 1 2 

Treatments 7 
Theoretical variance 
Total 7 

Standard 
Id. Referenz-standard 
(IU/mll Lower limit Estimate Upper limit 
Potencv 10.7700 10.7700 10.7700 
Rei. to Ass. 100.0% 100.0% 100.0% 
Rei. to Est. 100.0% 100.0% 100.0% 
IU/ED50 0.121483 0.236260 0,504846 
Rei. to Ass. 198.1% 423.3% 823.2% 
Rei. to Est. 46.8% 100.0% 194,5% 

ID; GSK1/DEU 

Remarks:Validit!!lskriterien (PD50, Vertrauengrenzen. LD50, 
Uneariti'!VParalleliUlt) entsprecheh/e, ,l;,preehei'l"tl'ie,'1t den 
Anforderungen 

Sample 1 
657 011 
8990969 
?IU/mf 

(1) 
15/20 
7/20 

3/20 
1/20 

Sum of squares 
0.204591 

42.8993 
0.0221135 
1.87551 
1 .32509 
0.550420 

45.0015 

45.0015 

Id. 
(IU/ml) 
Potency 
Rei. ta Ass. 
Rei. to Est. 
ml/ED50 
Rei. to Ass. 
Rei. to Est. 

2 1. 

Common slope(lactor): b = 0.47991;;! (0.359391 to 0.600433) 
Correlation I r I: 0.978689 (Weighted} 

Mean sQuare Chi-square Probability 
0.204591 0.204591 0.651 

42.8993 42.8993 0.000 ("**) 
0.0221135 0.0221135 0.882 
0.468878 1.87551 0.759 
0.662546 1.32509 0.516 
0.275210 0.550420 0.759 
6.42878 45.0015 0.000 , ... ) 
1.00000 
6.42878 

Sample 1 
657 011 

Lower limlt Estimate Upper limit 
1.30785 3,61698 9.58192 

? ? ? 

'36'.2% 100.0% 264.9% 
0.0331815 0.0653198 0.147492 

? ? ? 
44.3.% 100.0% 196.9% 

-��f 
2 1. NOi/. 2fl1ill 
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&lff!!5!jfff Version 5.0. Tuesday, 21 November 2017, 09:13:21 [+01 :00]. Page 2 of 2 

Substance Rabies 
Method 9000054770-11 
Assa number 1 6  
Technician 
1.+ 2. lmmunlsierung 20.10. +27.10.2017 
Challen e 03.11.2017 
Testende 17.11.2017 
Tierart/Lieferant M�use/CR 

All samples Slandard Sample 1 
Referenz-Standard 657 011 

Executed by: 
--

culated by: Approved by: 

ID: GSK1/DEU 

ease Protocol to Rabipur, Lot 657011A-Z 

fa01JR C 
�� 2/2 

Page tJ.oP�i- lOl-



GSK Vaccines 
Berechnung der gewichteten 

Laboratory Test mittleren Aktivitat gem. Ph.Eur. und 
Vorgehen bei OOS-Resultaten bei Record 

LTR-Nr.: L TR-225189-06 
Aktivitatsbestimmungen 

Seile 1 von2 
Ca/cu/a/Jon of wo/gh(ed mean activity according to Ph.El!r. snd procedure 

SOP-Nr.: SOP-225189-06 In case of DOS-results In activi!y assays 

Labor I Bereich: Bioassays Laufende Test-Nr.: 35 225189-00000267 

1 Probe(n) (Sample (s)) 

Praparat: Rabies Ch.B.: 657 01 1 
Prod/JC : Batch-No.: 

LIMS-1D: 8990971 Lfd.-Nr.: entfallt 
L/MS-1D Running-No.: 

2 Prufung/Test (Assay/TesV 

Berechnung der Aktivitat (calculation of activity) 

Durch�efuhrte PrOfung: 
Assay pe ormed'. Tollwut-WirksamkeitsprOfung 
Nach SOP Nr.: 
Acc. SOPno.; 9000054770-1 1 

Kombinatlon der Ergebnisse aus V-Nr: Probit-Vorgangs-Nr: 
Mean of result of test no,. 

Probil colcu/allon no .. 

1 .  
Test-Nr. 1 4  N/A 

2. Test-Nr. 1 6  N/A 
3. N/A N/A 

Eraebnis: 
Resiil: G 2  tl 

Wirksamkeit 
Activity 

Unteres Konfidenzintervall Oberes Konfidenzintervall 

Berechnung durchgefOhrt 
Carcu!aUo11 <Jone tJy; 

Bemerkungen: 

Datum 
Dale 

Lower confidence Omit Upper confidence limit 

Unterschrift 
Signaiure 

Weitergabe sowie Vervlelfiiltigung dieser Unterlage, Veiwertung und Mitteil ung ihres lnhalfs nicht gestattel, soweil nicht ausdrOcklich 
zugestanden. Zuwiderhandlungen verpflichten zu Schadenersalz. Alle Rechte fOr den Fall der Patenterteilung oder Gebrauchsmuster­
Einlragung vorbehalten. 
LIMS Reportname 225189-00000267 User: CB 199233 Druckdatum: 1 1  :02 21-11 .2017 
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GSK Vaccines 
Berechnung der gewichteten 

Laboratory Test mittleren Aktivitat gem. Ph.Eur. und 
Vorgehen bei 00S-Resultaten bei Record 

LTR-Nr.: L TR-225189-06 
Aktivitatsbestimmungen 

Ca/cu/alion o.f weighted mean activity according to Ph.Eur. and procedure 
Selle 2 von 2 

SOP-Nr.: SOP-225189-06 Jn cnso of O0S-rosu/ts in activity assays 

Lapor / Bereich: Bioassays Laufende Test-Nr.: 35 22 51 89-0 0000267 

3 Ergebnis (Result) 

Pr:iparat Ch.-Bez. 
Prb<fvct Balch-No. 

Rabies 657 0 1 1  

Protokoll richtig ausgefullt und 
aepruft 
'/1Jo 1ecotd Is cor,ecUy n/Jed out 111KI checked 

LIMS-ID 
UMS-1D 

8990971 

LIMS-Eintrag 
�S-Entry 

r Ja ,... 'I 1Neln ,,. 

I 

Bewertung 
Assessment 

Pass' I J Fail 
I 

Unterschrift 
SJ9n"4ure 

VerantwortJlcher Mltarbelter/Supervisor llP•P"IJ,/b/Oopcr•lor I Sup&Nf.., 

Ergebnistabelle und Bewertung 9":}. /l /l, /( T gepruft, sofern zutreffend im LIMS 1-- --=-- - - --'- '--- -1--- - -­
eingetragen 
S11m1r1sry !able atld S';Se$-sn'W7I Elfe checked, I( yP/ic!),!e mto,�d Jn 
W,1S 

(siehe Tabelle) (Seo table) 

Der Test ist valide Te.st3vafkl 

lsiehe Tabelle) 
,�(J(J/011/f) 

AM erstellt 
Dovla//on I, fn/lfo/ad 

Ja Yes □ 

AM Nr,0/.A 
/DRNo) F \ 

Bemerkungen: 

Nein Mi)Q 

Datum 
Date 

Datum 
Date 

Verantwortlicher Mitarbelter/Supervisor Rm,onslblo opor,/or I Supc/Yftor 

Laborleiter/Suoervisor Hftadof lnbora(oty I Supentisor 

2 1 . NOV. 7.017 
Datum 

date 

Vetantwortlicher Mitarbeiter ROspQnslble opem/or 

Beurteilung 
Validation 

�I invalid 

Weitergabe sowie Vervielfalligung dieser Unterlage, Verwertung und Milteilung ihres lnhalts nfcht gestattet, soweit nicht ausdr0cklich 
zugestanden. Zuwiderhandlungen verpfllchten zu Schadenersatz. Alie Rechte fOr den Fall der Patenterteilung oder Gebrauchsmuster­
Eintragung vorbehalten. 
LIMS Reportname 225189-00000267 user: CB199233 oruckctatum: 1 1  :02 21.11 .2017 
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GSK Vaccines GmbH 
P.O. Box 1 630, 35006 Marburg, Gem1any 
Emll-von-Behring-StraBe 76, 35041 Marburg, Germany 
Tel! +49 06421 386 - 0  

Statement 

Final Release Group 
+49 6421 386 - 3977 
+49 6421 386 - 6111 
marburg. finalrelease@gsk. corn 

18.1 2.2017 

Human Albumin used in the production of Rabipur® batch 65701 1A-Z 

Herewith I confirm that the Human Albumin lots listed in the table below 
were used for production of Rabipur Lot 657011A-Z. The internal GSK 
Vaccines lot number and the respective supplier lot number including 
OCABR certificate reference are indicated. 

Lot Release Protocol to Rabipur Lot 657011 A-Z 

Lot Number Human OCABR Certification to 
Lot Number Human 

Albumin Human Albumin Lots 
Albumin (Baxter Bioscience/CSL (GSK Vaccines) Behring) 

2876560007 4362500025 
OCABR Certificate to filling 

�tno. 0381700034 

(Qualified Person) 

Vorsitzender des Aufsichtsrates: Emmanuel Amory, Geschaftsrohrung: Joellen Reutter {VOfSitzender} und Dr. Niklas Schier 
Sitz der Gesellschart Marburg Handelsregister. Marburg Nr. HRB 5629 

Bankvertlindung: BNP Paribas Fortis Bank SA/NV Koln, BLZ 37010600, Kto-Nr. 1361 2311 07, SWIFf: BNPADEFF, IBAN: DE27370106001361: 231 107 
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/j: 
sw1ssmedic OMCL Biologika 

Swiss Official Control Authority Batch Release Certificate 
for Medicinal Products Derived from Human Blood or Plasma 

STS 277 
ISO/IEC 17025 

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 
Article 1 1 4  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. Eur. name / common name: 

Lot number appearing on package: as given by manufacturer 

Other identification numbers associated with 0381700034 
this batch: 
Type of container: Bottle 
Total number of containers in this batch: 7558 
Nominal dose per container: 1 
Date of start of period of validity: 1 8/02/2011 
Date of expiry: 17/02/2014 
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 l!Sing 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 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/OCABR Contact Person 

Date of issue 20.05.2011 

�-rh ---., 
Certificate number: C-000979 �-d-.''!,;-�ei�ot°(,.:\ 

I i( ��\i ..-.:( -, 

I 

Schweizerfsches Heilmittellnstllul 
\ ,.,, / S,_ J lnstitut sulsse des produtts therapeut1ques \ .'� \. / ,� j page 1 of 1 

lstituto svizzero per gll agen� terapeuticl 1, :J' ,/ Ci"
./

. • 
Swiss Agency for Therapeuti c Products ', swf'.-5,-•e->1·c "�...._ J::, f l l  U. _, 
Swissmedic I Hallerstrasse 7 1  Postfach I CH-3000 Bern 9 1  www.swissmedic.ch I Tel. +41 3'f''322.02�H1Fax +41 31 322 02 
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Lot 152160C 

Page l of6 
Prot. 269/ 18  

SUMMARY PROTOCOL FOR PRODUCTION AND TESTING 

OF STERILE WATER FOR INJECTION 

FINAL PRODUCT 

Lot 152160C 

Name and address of manufacturer 

Proprietary name of product 

Final lot 

Type of container 

No. of final containers 

No. of doses of lyophilized vaccine to be 
reconstituted with each diluent final container 

Volume of single human dose of vaccine 
(after reconstitution with diluent) 

Date of start period of validity 

Expiry date 

Storage conditions of final product 

'l'emplate ID Number: 33346 1-02 

GSK Vaccines S.r.I. - BeUruia - Rosia 
53018 Sovicille - Siena (Italy) 

STERILE DILUENT FOR L YOPHILIZBD 
VACCINES 

1521 60C 

Ampoule 

54,501 

One 

l .O mL  

March J 8, 2015 

February 2020 

Do not freeze 

CONFIDENTIAL 



Lot 1 52 1 60C 
Page 2 of6 
Prot. 269/18 

FINAL BULK LOT 152160C 

Production details of final bulk 

Name and address of manufacturer GSK Vaccines S.r.l. - Bellaria - Rosia 
53018 Sovicille - Siena (Italy) 

Date of manufacturing (*) March 1 8, 2015 

Tests on final buU, 

Appearance (Specification: Colourless clear liquid) 

Method 
Date of test 
Result 

Nitrates (Specification: .:S 0.2 ppm) 

Method 
Date of test 
Result 

Visual examination 
March 25, 2015 

Colourless clear liquid 

Colorimetric 
March 25, 201 5 

< 0.2 ppm 

Total Organic Carbon (TOC) (Specification: Complies to Eur. Ph.) 

Method 
Date of test 
Result 

EW'. Ph. 
March 19, 2015 

Complies to Eur. Ph. 

(*) - The bulk preparation procedure consists on drawing, under aseptical condition, water for 
injection fi'om the take of

f 

point of the distribution Loop and sterilizing ii, by 0. 22 pm 
filtration, before transferring it into a sterile fmal bulk container. During the filling 
operations, the .final bulk container is continuously fed with 0.22 pm filtered water for 
injection, in order to maintain constant the inner volume. 

Template ID Number: 333461-02 CONFLDENTIA l 
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Heavy metals (Specification: S 0.1 ppm) 

Method 
Date of test 
Result 

Colorimetric 
March 26, 2015 
<O . l  ppm 

Conductivity (Specification: Complies to Eur. Ph.) 

Method 
Date of test 
Result 

Bioburden (Specification: S 10 CFU/100 mL) 

Method 
Media 
Volume tested 
Date of test 
Result 

Endotoxin content (Specification: < 0.25 IU/mL) 

Method 
Date of test 
Result 

Template ID Number: 33346).02 

Conductometric 
March 24, 2015 
Complies to Em. Pb. 

Inoculation on plates and colony count 
TSA 
200 mL 
Mar. 1 8 - Mar. 24, 2015 
o CFU/100 mL 

LAL Test 
Aptil 09, 2015 
< 0.06 ill/mL 

CONFIDENT/Al 
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FINAL LOT 152160C 

Production details of final lot 

Name and address of manufacturer GSK Vaccines S.r.1. - Bellaria - Rosia 
53018 Sovicille - Siena (Italy) 

Date of :filling 

Filled volume 

Type of container 

No. of final containers 

Tests on final lot 

March 18, 20)5 

1 .07mL 

Ampoule 

54,501 

Appearance (Specification: Colourless clear liquid) 

Method 
Date of test 
Result 

Visual examination 
March 25, 20 1 5  

Colourless clear liquid 

Acidity or Alkalinity (Specification: Complies to Em. Ph.) 

Method 
Date of test 
Result 

Colorimetric 
March 27, 20 1 5  

Complies to Eur. Ph. 

Oxidisable substances (Specification: Complies to Eur. Ph.) 

Method 
Date of test 
Result 

Template ID Number: 33346l-02 

Eur. Ph. 
March 3 1 ,  2015 

Complies to Eur. Ph. 

CONFIDENTLAL 



Lot l521 60C 
Page 5 of 6 
Prot. 269/18 

Chlorides (Specification: :S 0.5 ppm) 

Method 
Date of test 
Result 

Precipitation 
March 27, 2015 

< 0.5 ppm 

Residue on evaporation (Specification: :::: 0.004 %) 

Method 
Date of test 
Result 

Eur. Ph. 
April 07, 2015 
<0 .004 % 

Conductivity (Specification: Complies to Eur. Ph.) 

Method 
Date of test 
Result 

Ammonium (Specification: :::: 0.6 ppm) 

Method 
Date of test 
Result 

Sulphates (Specification: Complies to Eur. Ph.) 

Method 
Date of test 
Result 

Conductometric 
March 31,  2015 

Complies to Eur. Ph. 

Colorimetric 
Marcb 30, 2015 
<0.6 ppm 

Precipitation 
March 3 1 , 20 15  

Complies to Eur. Ph. 

Calcium and magnesium (Specification: Complies to Eur. Ph.) 

Method 
Date of test 
Result 

Template JO Number: 333461 -02 

Colorimetric 
March 30, 2015 

Complies to Eur. Ph. 

CONF!Dl!.'NT/Al 
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Withdrawable content (Specification: � J .0 mL) 

Method 
Date of test 
Result 

USP 
March 23,2015 

l . O mL 

-Patticu.late contamination: sub-visible particles (Specification: Particles � 1 0  µm: � 6,000/container 
Particles � 25 µm::::: 600/container) 

Method 
Date of test 
Result 

Endotoxin content (Specification: <0.25 TU/mL) 

Method 
Date of test 
Result 

Sterility (Specification: Sterile) 

Method 
Media 
No. of containeJS tested 
Date of test 
Result 

CERTIFJCA TION 

Bur. Pb._, method 1 
March 25, 2015 

Particles� 10 µm: 32/container 
PaJ.iicles;:: 25 µm: I/container 

LAL Test 
March 24, 2015 

<0.06 IU/mL 

Eur. Pb., membrnne filtration 
FTM and SCDM 
40 

Mar. 20 - Apr. 03, 2015 
Sterile 

I herewith ce1tify ihat Lot No. l 52160C of Sterile Water for Injection was manufactlU·ed and -tested 
according to the procedures approved by competent authorities and complies with the quality 
req uireme.nts. 

Date 
Quality Assurance / Qualified Person 

Template ID Number: 333461-02 CONFIDENT/AL 




