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YACCINES AND
DIAGNCGSTICS

Lot -——
Page --of -«
Prot, =ee-/--

Plasmid structural stability (Specification: Conforms to standard)

Method
Date of test
Result

Plasmid structural stability test

e e e

Plasmid sequence (Specification: Conforms to standard)

Method
Date of test
Result

Plasmid copy number (Specification: Report result}

Method
Date of test
Result

Bacteriophages (Specification: Conforms to standard)

Method
Date of test
Result

Template ID Number : 306168-03

Sequencing of coding region of plasmid

Plasmid copy number test

--—— copies/bacterium

Inoculation on plates and observation

. ..is Argenti
~ i, Sergio Imirtzign
10, de Asunios Regulatorios
ireelor Tcnico - MM, 11521

Apoderado

CONFIDENTIAL






CININGU. LWV INUY LW 1 B TP Wrive e

Doc Number: 3U6104, Version: 3, Legacy NUmMper: N/A
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DIAGNOSTICS

Production details of working seed

Natne and address of manufacturer

Lot of master seed used in manufacture
Working seed lot

Date of manufacture of working seed
Added preservatives in working seed

Storage conditions of working seed

Tests on working seed
Purity test (Specification: Absence of contaminants)

Method
Date of test
Result

Identity tests (Specification: Positive)

Method
Date of test
Result

Method
Date of test
Result

Vitality test (Specification: > 10 ® CFU/mL)
Method

Date of test
Result

Plasmid copy number (Specification: Reporf result)

Method
Date of test
Result

Template 1D Number : 306168.03

Dr, Lucie Jerontic
Direttor Tecnico
MN 14840

Lot -
Page --of -
Prot, —weef--

Novartis Vaccines and Diagnostics Srl
Bellaria - Rosia, 53018 Sovicille - Siena (Italy)

None

- 80+ 10°C

Inoculation on plates and microscopic observation

e e e

API identification

o o e e et i

Western blot

-----------------

- % 10 7~ CFU/mL

Plasmid copy number test

=== cOPY/bacterium
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VACCINES AND
DIAGNOSTICS

Lot ----
Page --of --
Prot, ---/--

MEN B RECOMBINANT PROTEIN 287 - 953 CONCENTRATED BULK LOT ——sememmememm

Production details of Men B recombinant protein 287 - 953 concentrated bulk

Name and address of manufacturer

Lot of working se¢ed used in manufacture
Date of thawing of working seed for manufacture
Date of inoculum

Culture media used in fermentation

Temperature of incubation
Date of harvest

Volume of harvest
Purification procedure
Date of manufacture

Volume of Men B recombinant protein 287 - 953
concentrated bulk

Expiry date
Approved storage period

Storage conditions of Men B recombinant proteit
287 - 953 concentrated bulk

Template ID Number : 306168-03

Sandoz GmbH
Biochemiestrasse, 10 — A-6250 Kundl (Austria)

e e i

Solution of PTK yeast extract, yeast extract,
sodium chloride, PPG, magnesium chloride
hexahydrate, calcium chloride, and glycerol,
supplemented with IPTG (induction)
34-38°C

Centrifugation, chromatography and ultrafiltration

o e o e

36 months

<-15°C {(protected from light)

A. Nova Argentina S.A
o FarM). Sergio Imirtzian
Gle. e AsuMos Reguiatorios
~odiracior Téonico - W.N; 11521
Aperdaradt

CONFIDENTIAL
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U NovaRrTIS
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Test on Men B recombinant protein 287 - 953 concentrated bulk

Identity test (Specification: Positive)

Method Western blot
Date of test S
Result e ———

Purity test (Specification: > 90 %)

Method SDS - PAGE
Date of test S
Result S— /)

Total protein content (Specification: 500 - 1100 meg/mL)

Method BCA
Date of test —rme—————
Resut  aeeeeeeceeeee—- mcg/mL

Endotoxin content (Specification: < 0.16 IU/mcg protein)

Method LAL test
Date of test ez
Result mmmemmmemmmmm- TU/ meg protein

Purity test (Specification: > 70 %)
Method SE-HPLC
Date of test SR

Result J— 7

Osmolarity (Specification: 600 — 750 mOsm/Kg) (*)

Method Eur. Ph/USP
Date of test e amam———
Result wnmammcmemmnmae MOSIVKE

Residual £ coli HCP (Specification: < 50 ppm) (*)

Method Ratio ELISA E. Colif protein
Dateoftest =0 asssessssco
Resuit msmaummmmaneas PPN

(*) Test performed at Novartis Vaccines andfDiagnostics - Italy
Novartis Argentina S.Q s Argentina S.A.
. . Dr. Lucio Jarancic . cdiny, Sergl @E
Template ID Number : 306168-03 Diractor Técnico ile. de Asumosl,g @ﬁ%’? 4L
MN 14840 sragtor TéohIco = M.N, 11521
Apoderado
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DIAGNOSTICS

Conductivity (Specification: 11000 - 14500 pS/em)

Method
Date of test
Result

pH (Specification: 6.5 -7.5)

Method
Date of test
Result

Bioburden (Specification: < 10 CFU/100 mL)

Method
Media
Volume tested
Date of test
Result

Ox - red ratio (Specification: Report result)
Method
Date of test
Result

Unspecified Impurities (Specification: < 9%)
Method

Date of test
Resuit

CERTIFICATION

, Lot ----
Page --of -
Prog, —-/--

Potentiometric

e PRV

Potentiometric

Eur, Ph./USP, membrane filtration
TSA

Record date beginning - date end
wmemannmecces CFU/100 mL

RP-HPLC

[ — %

SE-HPLC

[ —— %

1 herewith certify that Men B Recombinant Protein 287 - 953 Concentrated Bulk Lot No. swemr---—-- was
manufactured and tested according to the procedures approved by competent authorities and complies with
the quality requirements. This includes that, for any material derived from ruminants (bovine, ovine, 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 amending Directives 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 specifications or on data supplied in section 3 of this protocol as described in the EU
administrative procedure for OCABR.

Dr. ==memee-
Quality Operations / Qualified Person

Template ID Number : 306168.03

(] - A
84 Ciodirector Técnico - M.N. #1521
MN 14840 Aptderado
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U NOVARTIS

VACCINES AND
DIAGNOSTICS

Lot —=-e
Page «~0f «»
Prot. v/

SUMMARY PROTOCOL FOR PRODUCTION AND TESTING

OF RECOMBINANT MENINGOCOCCAL GROUP B PROTEIN 961¢

CONCENTRATED BULK
LOT ——memensmmem
Summary
Page
- Production Plan —
- E. coli starting material J—
- Men B recombinant protein 961¢ T —
concentrated bulk
PRODUCTION PLAN
E. coli

Strain BL21 (DE3) 961c¢L - K
Master seed

Men B recombinant protein 961c concentrated bulk
) Iy —

Farm. Sergic Imi IDENTIAL
Gte. de Asuntos Regulatorio

Codirgctor Técnico - MN, 11521
Apadarad

Nov
Template ID Number : 306168-03

MN 14840
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U NOVARTIS

VACCINES AND
DIAGNOSTICS

E. COLISTARTING MATERIAL

Production details of master seed

Name and address of manufacturer

E. coli strain

Master seed lot

Date of manufacture of master seed
Added preservatives in master seed

Storage conditions of master seed

Tests on master seed
Purity test (Specification: Absence of contaminants)

Method
Date of test
Result

Identity tests (Specification: Positive)

Method
Date of test
Result

Method
Date of test
Result

Vitality test (Specification: > 10 * CFU/mL)
Method

Date of test
Result

Lot a=--
Page ~-of -
Prot. —/—

Novartis Vaccines and Diagnostics Srl
Bellaria - Rosia, 53018 Sovicille - Siena (Italy)

BL21 (DE3) 961cL - K

None .

Liquid nitrogen

Inoculation on plates and microscopic observation

API identification

e o

Western blot

Inoculation on plates and colony count

e % 10 ™ CFU/mL

Plasmid retention (Specification: £ 10 % cells without plasmid)

Method Plasmid retention test
Date of test ammmsmuamanne ;
Result nammaanmnnaae 04 cells withgut plasmid
Wovar :
Novart Al
. ent Farkt. git Imirtzia
Template ID Number : 306168-03 Dr/Pvei m:,na S.A Gte. de Asunios Regulatori NEADENTIAL
Ditector Féenico Codirector Téchico - M.N. 11521

MN 14840

Apoderado
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U, NOVARTIS

VACCINES AND
DIAGNOSTICS

Lot ===
Page -of ~-
Prot. ---+/--

Plasmid structural stability (Specification; Conforms to standard)

Method Plasmid structural stability test
Date of test ——
Result S

Plasmid sequence (Specification: Conforms to standard)

Method Sequencing of coding region of plasmid
Date of test ——
Result S

Plasmid copy number (Specification: Report result)

Method Plasmid copy number test
Dateoftest e
Result mmmmmmmme--- cOpies/bacterium

Bacteriophages (Specification: Conforms to standard)

Method Inoculation on plates and observation
Dateoftest  ceseeeeeee
Resut  emmeemmeaee

Novartis Argentina

Novartis i Farm. Sergic Imirtzian
Dr. Luﬁ:,gi.:énic S.A, Gle. de Asuntos Regulatorios
Director Téenico Codirector Técnico - M.N. 11521

Template ID Number : 306168-03 MN 14140 APOIIRA0 ONFIDENTIAL
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VACCINES AND
DIAGNQOSTICS

Production details of working seed

Name and address of manufacturer

Lot of master seed used in manufacture
Working seed lot

Date of manufacture of working seed
Added preservatives in working seed

Storage conditions of working seed

Tests on working seed
Purity test (Specification: Absence of contaminants)

Method
Date of test
Result

Identity tests (Specification: Positive)

Method
Date of test
Result

Method
Date of test
Result
Vitality test (Specification: > 10 ® CFU/mL)

Method
Date of test
Result

Plasmid_copy number (Specification: Report result)
Method

Date of test
Resuit

Template 1D Number : 306168-03

Lot ===
Page —of --
Prot. —=—/--

Novartis Vaccines and Diagnostics Srl
Bellaria - Rosia, 53018 Sovicille - Siena (Italy)

None

-804 10°C

Inoculation on plates and microscopic observation

-------------

API identification

Western blot

Inoculation on plates and colony count

~-%x 10 ™ CFU/mL

Plasmid copy number test

mmmmemmmmmmma COPY/bacterium ;

Farm. [Sergio Imirtzian
tite. de Asuntos RegulatoriosTONEIDENTIAL
Madirector Técnico - MN. 1152
Aptderady
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U NOVARTIS

VACCINES AND
DIAGNOSTICS

Lot wwe-
Page --of ==
Prot. we=s/--

MEN B RECOMBINANT PROTEIN 961c CONCENTRATED BULK LOT =wmeemarmenna~

Production details of Men B recombinant protein 961¢ concentrated bulk

Name and address of manufacturer

Lot of working seed used in manufacture
Date of thawing of working seed for manufacture
Date of inoculum

Culture media used in fermentation

Temperature of incubation
Date of harvest

Volume of harvest
Purification procedure
Date of manufacture

Volume of Men B recombinant protein 961c
concentrated bulk

Expiry date
Approved storage period

Storage conditions of Men B recombinant protein
961c¢ concentrated bulk

Dr. Lucio Jeroncic
Director Técnico
MN 14840

Template ID Number : 306168-03

Sandoz GmbH
Biochemiestrasse, 10 — A-6250 Kundl (Austria)

Solution of PTK yeast extract, yeast extract,
sodium chloride, PPG, Magnesium chloride
hexahydrate, calcium chioride and glyceroi,
supplemented with IPTG (induction)
34-38°C

Centrifugation, chromatography and ultrafiitration

36 months

< -15°C (protected from light)

aolartis Argentingd
Earm. Sergio Imirtzial
Gte. de Asuntos Reﬁﬁulr\altc;r‘:%; l
i ~adirector Tecnico - MM
nting S A, Codire oty

CONFIDENTIAL
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VACCINES AND
DIAGNOSTICS

Lot «=--
Page --of —-
Prot. —=--f=-

Test on Men B recombinant protein 961c concentrated bulk

Identity test (Specification: Positive)

Method Western blot
Date of test S
Result e

Purity and integrity test (Specification: Purity > 90 %; Integrity > 70 %)

Method SDS - PAGE

Date of test s caemaann

Result Purity: JT— 72
Integrity:  =-me—msemacemns %

Total protein content (Specification: 1000 ~ 3000 mcg/mL)

Method BCA
Date of test S
Result mmmmmmmeemmene mCg/mL

Endotoxin content (Specification: < 0.16 TU/meg protein)

Method LAL test

Date of test _ —

Result mmmummmn—me--- [UJ/ mceg protein
Purity test (Specification: > 89 %)

Method SE-HPLC

Date of test mm———————n

Result . 74

Residual £ ¢oli HCP (Specification: < 50 ppm) (*)

Method Ratio ELISA E. Colif protein
Date of test ememm -
Result el 1]

Osmolarity (Specification: 240 — 360 mOsm/Kg) (*)

Method Eur. Ph./USP
Date of test ammsmm—————
Result SRO——Y o 11.) 41

(*) Test performed at Novartis Vaccines gnd Riagnostics - Iraly

arm. Sergic Imirk :
Gite. aé Asuntos Regutalofios

tie sadiresior Tecnico » M.

N,
Template 1D Number ; 306168-03 Apoterado CONFIDENTIAL
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U NOVARTIS

VACCINES AND
DIAGNOSTICS

Conductivity (Specification: 15000 - 17300 uS/cm)

Method
Date of test
Resuit

pH (Specification: 6.5 -7.5)

Method
Date of test
Result

Bioburden (Specification: < 10 CFU/100 mL) (*)

Method
Media
Volume tested
Date of test
Result

CERTIFICATION

Lot ----
Page --of -
Prot, ==/~

Potentiometric

e e e o

Potentiometric

Eur. Ph./JUSP, membrane filtration
TSA

——

Record date beginning - date end
senesmmmenamns CFU/100 mL

I herewith certify that Men B Recombinant Protein 96ic Concentrated Bulk Lot No. ssma===se--ammm was
manufactured and tested according to the procedures approved by competent authorities and complies with
the quality requirements. This includes that, for any material derived from ruminants (bovine, ovine, 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 amending Directives 2003/63/EC and

2004/27/EC.

In addition the OMCL performing OCABR has been notified of all relevant approved variations that have an
jmpact on product specifications ot on data supplied in section 3 of this protocol as described it the EU

administrative procedure for OCABR.

Dr, snascnss
Quality Operations / Qualified Person

(%) Specification effective from August 09, 2013. The specification for any b

2013 is to be considered as <17 CFU/I00

Template ID Number ; 306168-03

Novartis Argefitina S.A.
Or. Lucio Jsroncis
Director Técnico

Pate

arm, Sergio Imirfzia

Gte. de Asunios Regulatonos
Codirector Técnico - MPINBEOENTIAL
Apodersril

MN 14840
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VACCINES AND
DIAGNOSTICS

Lot -

Page --of
Prot, ----/--

SUMMARY PROTOCOL FOR PRODUCTION AND TESTING
OF MENINGOCOCCAL GROUP B OMV NZ

PURIFIED CONCENTRATED BULK

LOT -
Summary
Page
-ProductionPlan e
- N. meningitidis group B starting material e
- Men B OMV NZ concentrated bulk Lot coommmmaeeee e
- PRODUCTION PLAN

N. meningitidis group B
Strain NZ 98/254
Master seed
) O e ———

Working seed
U .

Men B OMV NZ concentrated bulk

rtis 8.
T Sergie Imirtzlan
Gle. de Asuniog Repuiater
Codirector Téomics - M.N, 115
Apederade CONFIDENTIAL
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