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Appendix 4: Batch analysis of Vero master ceil banks
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Summary of preparation of Celi Seed and Manufacturers Waorking Cell Bank (MWCE]
and tests performed on the MWCE

MASTER CELL SEED -
Code

Ontained from
Date

CELL SEED

Code

Date

Murmber of subcuitivatons
Passage number

Call doublings

Number of ampoules
Cellsfampoule

MwWCE
Code

M subcultivations in monolayer cultures
Cali doublings in monsiayar cultures

Nr subcuitivations in microgarriar cultures
Cell doublings in microcarrier culiures
Nurnber of frozen ampoules
Valume/ampaule

Celisfampoule

Yiabilivy

Vero cells, WHO seed 124th sassage,
Oct. 1987

ECCAC

August 1930

Verg 132th-A2
G31290

2 imonolayeri
136

8.0

30

itx10°

Verg-MWEE UCC €1-02 passaga 141,

200381 (p rdin EREL 130 DT
3 Ja.0-2"
5.2

2

7.3

171

15 ml

£ 300 x ict

= 90%

TESTS PERAFOAMED ON MWCB laccording [0 WHO TRS 748, 1887, Annex 3, £.83.1C

Test

Test for stedlity

Test for mycoplasma

Tast lor absence of adventitious agents
Test for identity

CONCLUSION

QATE

)
§ M&’\\-

Head l.aboratory for

Inactivatad Virus Vaccinas

Result

satisfactory
satisfactory
satisfacrary
Cercopithecus calls

Mégats reigvant requiremernts

320244

7
Dr G.vhrf Steenis

Head Laboratary for

Contol of Biological Products
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Batch analysis data of Vero master

ummary protocol VERQO Master cellbanic

Manufacturer

Name manufachirer
Adldress of manufactuzer

Note

Master Cellbank: VERO-MWCD-2 = GCC 0104

£ NVT (Netherlands Vacsine Tnstinte)
: PO Box 457
13720 AL Bilthaven,

The Metherlands

This cellbank has been preduced in the carly 90's by the RIVM as 8 working cellbank and was originatly
reviewed and released in Qetober 1993 {release protocal added to this summnry balch protecal). In order ta
ascertain & sufficient supply of VERO cells for IPV production it was decided that this working zellbank shoukl
be nppraded o 2 master ceilbank. Pastly based on this new status several wts on tie cellbank have been

repeated ar initisled.

‘This document summarizes the most recet data, generated in 1991-199 and in 2001.2007.

Cell source

Maste Cell Bank no
Obuained from
(btaihed in

Cuitlvation to abtain an intermediate zell seed

Batch number

Date

Ceils are subcultivated rvo finies in monelayer culurds.
Nurmber ofcell doublings

Number of ampoules frozen

Cells per ampounle

Passage number

Cultivation 14 obtatn a working cell bank

Batclt number

Date

Cells are subguttivaled three fimes in monolayer cultures.
Number of ecl} doublings

Cell are subcultivated two times in microcabtior tultures.
Mumber of celt doublings

Mumber of ampoules frozen

Yolumo per ampoule

Cetls per ampoule

Yiabiliy

Passage pumiber

Setum for ¢eli cultures

Origin of serum used
Baich no®

WO VERO seed, 134% passage, October 1987
1BECACC
* Augusi 1990

: Vera; 134%-A2
i 03-12-t590

130
130

i
1138

s Vero-MWCR-2, U~CC 91.04
125-12-199]

X

2 7.0
1193

[ ET|
HESER
H= i
HIE

* foctal call donar hovine
1 SF 00517
SF 80428 SD 901004

18 November 2004

Page 1 of 4

I

/






AR :
. \ S 2 Slel o e
3.28.2.3, Maonovaient pools of inactivated poliomysiitis vaccine, NV Bateh analysis data of Vero master cell ban&s\fﬁ\r_;:,"‘ﬁ&,

. NVI
nedel s vacein ingeiuue

ummary protocel VERQ Master ceilbank

Master Cellbank: VERO-MWCR-2 = UCC 9i-04

Tests perfarmed on cell bauk

Sterility test

Methad T(43C-5e13

Media : Thioglycollaie; Trypton Soya Brath
Temperature 1303270 20-23°C

inocutum o ml 0 mi

Daie of test 1 2G-02-1993

Result : Passed

Test for myeoplasmas

Method : {170-8t-MP)
Media : PPLO agar and broth,

: Chanock agar ang broth
Date 1 05-03-1593
Resuit : Passed

Test for absence of eylopathogenic and haemiadsorbing viruses

Method : {46C-11Y-1)
Date i 18.02-1993
Result i Passed

Test fn rabiit kidney cell cultvres

Method P(HIC-IPV-0R)
Date 1412081
Resull t Passcd

Test in YERO cell cultures

Methad S {(A6C-IPV.OL}
Date : 08-03-1993
Result : Passed

Test in cercepithecus kidney ceB cullures

Method L{46C-IPV01Y
Dale 08.03-1001
Result . Passed

‘Test in MRUS cefl culiures

Method LEARCAPVAL
Date £ 0031993

Result t Passed

18 Moveher 2004 Page 2ol d
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NVi

tedderlinds vaceih mgimm
u

mmary protecol VERO Master cellbank

Test far ideniity
Muthod

Daic

Resull

Mathod
Dalc
‘esult
Method

Date
Result

Cverall conciusion

Tests parformed on high passuge

Master Cellbank: YERGMWEE-2 = UCC 9104

+ Authentikit "Coming"
L 08-03-1993
T Monkey cercopilhecus species

: DNA fingerpring
1 03-03-2002
* identical 1o sandard vero DNA

: Momhnlogy

1 23-05-2002

+ unifarm eell type; identical o 85LICS38 VERG
cetls.

* VERO exlls

The following tests are performed an passage 154

Co-cuitivation on Vero el cultures

Mehed
Cbservatioh period
Result

Date

Coenltivation on MRCS cell cultures

Muthod
Observation period
Result

Dale

Co-gultivation on Cereopithecus cel! enlluets

Meod
Observativn periad
Result

Date

Test In suekling mice

Methed

Daie of Intentation -
Volurme inaculpted
Period of ahservation
N0 of mice inoculaed
Na®, of mice died < 24 1
No. of mize died > 24 1
Resuit

t According fo Ph it 522 (17G.CC-01)
2] days

: No extrancous agunts fonnd

: 36-06-2001

¢ Agcording to Ph. Bur; 5.2.3 [17C-CC.01)
121 days

' No exiTaneous agenss foand

1 26-006-200]

t Accordlng to Ph. Bur,; 5.2.2 {VIC-CC-04)
i 21 days

: No extraneous apents fouhd

t 26-06-2001

* According to P, But,; $3,3 (17C-Cel-02)
¢ £1-09-200

POimse

;28 days

HY
12
U

¢ nio evitkence of infietion

18 November 2004
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MVI

neileriands vaeen ingimu
H

m'mary protoco! VERO Master cellbank

Testin adell niice

Method

Date af inocviation
Volume inoculaied
Period of nbservation
No®, ol mice inaculated
No®. of mice died > 24 h
Resuly

Test in §PF cgas

Method

Number of egps in each test

Date of inocularion alfunioic caviry
Period of obsecvation

Date of inocudation yolk sac

Periad of observation

Number of embryos surviving the test
Result

Test in Cercopithecus cell cnllures
Method

Observation period

Result

Dete

Masrer Celibank: VERQ-MWCR-2 = UCC 9§.04

3 According ta Ph. Bur: §.2.3 (17C-Cel -03)
1 26-06-2001

(b mdim

28 days

HY

H

: Ao evidenee of infection

| Acegrd
ERL]

: 10-09-2061
:9days

: 04-09.200
10 days

19

tno evidence of infection

e Ph Lo, 5.2 070-Cel-07)

+Accarding o Ph. Bue; 3.2.3 (17CiPv-01)
¢4 days
: No extranecus agerts found

: 03-07-2001

The foliowing wsis are performed on passage 156

Absence of retrovirusses
Methed

Result

Dawe

Absence oi retroviral reverse iranseriplase aclivity

Methnd
Diate test am
Date test ofl’
Result

Absence of Simian Imunodefieiency Yirus

Method
Date test on
Date test oll
Result

: According 1o i, Eur; $.2.3 Eleztron Microscopy
: No endogenous virus panicles found
: Maych 2003

: According 1 Ph, Eur,; 5,23 {PERT assay)
: 15022001

:14-02-2003

i 0o setvily detevied

* Aceending to Ph, Eur. 5.2.3 {PCR}
1 13-02.2003

7-02-2003

¢ free i detes lable 51V

1R Movember 2004
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NVI

ciberlsads vaeci i
relertsads aecin Lot ary protogal VERO Master ceflbank

! Master Celtbank: VERO-MWCE 2 = U6C 9104

Absenze of SImian T-celi Leukenia Yirus

: Method : According to Ph, Eur.; 5.2.3 {PCR}
i Date test on - 13-02-2003

B Date test off’ 1 25-02-2003

! Resul : free of detectable STLY

Test {or tumarigenicity

Method : According 1o Ph. Ear; 5.23 (17C1pva02)
Date of ineculation 1 02-12-2002

Volume inoculated : 0.0 mise

Period of observation 121/ B4 days

Mo®, ol rats inoculated i

MNa®, of mis died due to aspecilic veasons 1

Result : no evidenge of tumorigenicity
Remarks:

Refercnce is made to relevant pans of the current Ph. finr, references hetween brackets are to current internal SOF's
of NV,

Crrrent means the version thal was valfd al the date the tests have been perfonme,

18+11-2604: additian of two serum batches used during prociuction, 25 a comection of an omission frof: the past.

Conciusion

Certification by person taking overn)] responsibitity for production and controi of the master cell bank VERO,
I certify that lat number Vero-MWCR-2, JCC 91-04 of this master ecll baak meets the reguitements of e
Europern Pharmacopoeia {manograph 3.2.3) and/or WIIO monographs wheze applicable.

Reviewed by: Gualified Yerrant

L.C. Sundermann D, L.C.Sundetmann

Initials Signature

Dare

Date LAY

8 Wovember 204
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| NVI
e e oy pintazol VERN Masier 2ellhank

Master Ceilbank: VERO-MWCB-2 = UCC 91-04

‘ Original RIYM pratocol on which MWCB-2 was released ns working celibank
|

m
! NINVRY
. rasaaren for | BUKSINSTITUUT YOOR YOLKSGEZONDHEID EN MILIEURYGIENE

é mon arg savioament | NATIONAL INSTITUTE QF PUBLIC HEALTH AND ENVIRONMEMTAL PROTECTICN
SUMMARY PROTOCOL OF VERQ CELLS

Summary of preparation of Cell Sced and Manufacturers Working Cell Bank
{MWCR-2) znd tests performed an MWCR-2,

MASTER CELL SEED

eode Yero cells, WHO seed §34th passage,
Ocr. 1987

' ohtained [rom ECCaC

: date august 1950
CELL SEZD
coide Yern 134ih-A2
date 031290
number of subcultivationg 2 (monolayer)
Passage number 136
Cell doublings 340
Nutmnber of ampoulas Fruzen 30
Cells/smpoutc 10 xI066
MWCB-2
code Vero-MWECB-2,

UCC 91-04, passuge 14}, 23-12-93
{ampoules fabeled passape 138)
nr. suhcult.in monelayereuliures 3

TESTS PERFORMED OM MWCB-2

Test fur absence of adventitiouy agents
Test for [dendty

CONCLUSION
DATE (311083,
Dr.E.C Bewvery

Heud Laboratory For
Inactivated Yiral Yaccines

Cehl dmzbhlngs in monolayercultures G

Ar. subcult.in migtocarriercultres 2

Cel} doublings in microcarriereuitirey 7.0

Number of ampoules frotes 193
Volume/ampaule 15 mi
Ceitsampoule X I00 1 106s
Viahility 2% %

{actto WHO TRS 745,1987, Annex 1,p.93- 107

Test Result
Test for sieritiy satisfactory
Test for Mycoplasma saustactory

satisfactory
Cercopithecus speciss

Mects relevant gp w.-. anm
04-10-93 j

L G.ovan S:erm‘:
Head Quality and
Regulatory Alfairs

18 November 2004
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BOBINCO By FAX  31~%2-153130 PAGE &4
: ' P E=15-01 ) va0

DONGR BOVIN

Bocknek Ltd,
165 Bethridge Road
Rexdale, (Toronto) Ontarlo
Canada, MW 1N4
Tel; 416-745-079¢
Telax: 06-989310

- Fax: 4167455043

E BERUM

CERTIFICATE oF ANALYSIY

LGT NG: B2 901004

- TRETS ‘ REBULTS Tigrg RESULTS
STERILTTY 7EsTs (V.|| passep PHOBPHORUS, ... ...2,02 mmel /1,
MYGO/UREAPLASMA...,.,...Nacnwrvz POTASSIUM.....,..€. & el /1L
VIRUSES | anh........,.nzonwrva BGOT, .., . ... .. 87 U/L

- IBR...........NEGA?IVE SGPT vuyvyyy,, .02l U/L

Pl-a..........unoawzvx BODIUM, ..., 137 mmol/L

ENDOTOXIN.....p......O.4 ng/mil UREA.......,,.,.3.3 mmal/L,
BILIRUBIN.....‘...-..., mmal/L TOTAL PROTEIN..., 59 /L
CALCIUM...........‘..2‘36 mmal/L ALBUMIN,..,,3% g/L
CROLBSTERQL..........2.57.mmollh GLOBULINSG...34 g/ b
cazarrnrnm...........lzl umel /1, Pl i, 0..T7.5
onuccsE...............0.2 mmel/L HEMOGLGEIN,,,,,.120 L
LDH..................1191 U/t SFECIFIC QRAVITY 1.039 g/ml

&3]

Notwat (1) BACTERIA AND ruNei, (2) LAaCTarg DEHYDROGENASE,
A

ALPHA, BETA, AND GAMM

KELL QROWTH EROMOTION (DI1PLOTD ARD BETERPLQID CELLEY

PLATING EF?ICIENCY................

9 - 10 P.OPULRTION DOUBLINGS TN THHEE SUBCULTIVATIONS,

CELL TOXIGITY

_aian.....-i1n-u...|a-.

GROWTH PRCHOTING QUALITY RATING. ...

RI

. BLOOD. FOR

DONOR ROVINE SERUM

S8TERILIZED.
FACILITIES ANpD
(CANADA)

pare:_gkcsy. :
Barbara rogter

TRAFFIC MANAQER

FROCESSING AND TEST

PROGUCTION
COLLECTED FrRON YOUNG, HEALTHY BTEERS XEPT IN ISOLATION,
ARE ENOWN To "B FREE OF BLUE~TDNGUE, {@~FEVER, I
-LEPTOSPIROSIB, LEUKCE]S, BRUCELLOSTIS,

BY METHODE AFPROVED

PEE L ra gy

o0 PREBED,
++0 2 PASBED,

R T T

.. NORE,

<EXCELLENT.

LR B U

BEEN RKSEPTICALLY
THE 8TEERS
BOV INE-SPONGTPORM

HAg

ING HRS pEEN ORRRIED oOUT
BY ¥.D.A.

IN
{Us) anp H.2.,B,

.

Adolf von ge fried, Pn.p.

QUALITY CONTROL HANAGER

CAIF SA
Dral Bernarda Belay

CofDireglors Tecnica
ML 1548

i,

O
aveshigactone
Dra. Mariz

"rmaceunticas 5.A,
rnards Seley
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- Agncullure
e Canada

| Foed Productonand  Direction .générale. '
) : Inspeclion Branch Production el inspection des aliments
AGRICULTURE CANADA
FCQOD PROD. & iNSP. BRANCH
10077G YONGE 5T, e
AICHMOND HILL, OMT, L4C 1T7 e Hudne ttiecence

bl My tetereme e

: This is to certify that from documentary evidence received, the
i following described shipment of donor bovine serum was produced
‘ from animals originating and maintained in the province of
Ontaric, Canada. The said bovines wexre kept within an isolation
unit, and did not come in contact with any other bovines. The
animals were health monitored by a qualified vetexinarian. Blue
tongue,Foot and Mouth Disease, Rinderpest, Bovine Spongiform
Encephalopathy, Bovine Pleuropneumonia, and Rift-Valley-Pever
have not been diagnosed in the Province af Ontario.

Description: One Hundred & Twenty-eight (128} only
boxes containing:
765 x 800 mls, Lot SD 901004 of
Sterile Donor Bovine Serum

Consignor: Bocknek Ltd.,
165 Bethridge Road,
Torentoe, Ontario. Canada

MW 1N4
X fo00 MooucTiey
Consignee: R.TL.V.M., AND WSPECTION 1esmich
Le Brandenburgerweg 75b, crﬁg:;jlg”g“

3721 Mk Bilthoven,
Amsterdam, Holland

ZHQ b fe DifA—

0fficial ffaﬁérinaria.n oM P
¥ood Production and InspectQSEQigﬂ%h

€
E'& AGRICULTUzE
CANADA
CERTIAICAT oRsici
Liiioe YN

i

DRECNION Ginfragt

FROOULIION (1 HSHETION
ot AI\KV

March &, 1991.
Date

' CAIF SA
Car}ada { Dr . Bernards Belay

o-Direciora Tecnica
M.M. 15.148

oeeutcas 5.4,
& FRards Em’.-y}'
zdla
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STERILE FETAL:BOV

.
‘CANADA

1654 BETHRIDGE ROAD, REXDALE, ONTARID, CANADA, MW N4

ANSERA INTERNATIONAL INC.
ORIGIN

I
R R DB SR

C

CERTIFICATE

DERAI T TO 88 TRUR AND CORKECY TO YHEHERT GF

CONCHERNING THE ORICTH OF THE MERCHANDESE AMD
FISAER CROWLEDIR AND BELIES,

L1158 UNUIERITIMGD HAS BXAMINED THE
WANUFACTURER'S 'HYOILE OR SHIPPRR'S AMVTIAVT
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MATERIAUX GRGANIOUES
SIATERIAUX CRGANIOUES

ORGANIC MATERIAL 5
et e NV Y

CERTIFICATE OF ANALYSIS

PRODUCT; STERILE FETAL BOVINE SERUM

LOT {: ST-8-04-24

e GIBF
Batch analysis dala of Vero master cell banks.C ;\_Ji_f;n.. -

Y
N (\f N,

Bocknek Lid.
165 Bathridge Roadl
Rexcale, (Tromay Galer
Canada, MO hd

CTel #16: 7450745
Telex: 0690031
Fav: 416745040118

'I;HE' FOLLOWING TESTS WERE PERFORMED OH THE ABOVE LoT.

TEST

STERILITY PASSED
ENDOTOXIN

CELL CULTURE SUITABILITY

RESULT

0.025 ng/mi

PASSED
HYCOPLASMA & UREAPLASMA NEGATIVE
BYD FREE OF CYTOPATHIC avn
IIR NEGAT Iy
F1d NEGATIVE
TOTAL PROTEIN 18 21

¢§ﬁ;4g&z£:1;22543211“

LABORATORY MANAGER

J#J PAUL HATFENDEN

75

. /
i T4
reenting ge
e FArmareGlicas Y. :
st A o
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MATERIAUX GRGAMIQUES : : Bocknek Ltd,
— 165 Bethridge Road

Bocknek ’ ) 'Rexdale,'(Tc:ron[o) Ontario

X Canada, M9W N4
ORCANIC MATERIALS Tel: 416-745-079¢4

- Telex: 06-589219

Fax: 416-745-8843

FETAL BOVINE SERUM
CERTIFICATE OF ANALYSIS

fiacyyc] : RESULTS. I£5Ts : BESHLTS
STERILITY TESTg=1>, . ... PASSED FHOSPHORUS. ., .. ... 2,35 minal £L
HYCO/ UREOPLASMA. .. . .. .. NEBATIVE POTASSIUM, ..., .. vee 1349 mmal sl
VIRUSES: BVl e L NEBATIVE Eic e IR 5% UL

IRR..... Shae e W MNEGATIVE SEPT i & LIAL

Fl=e i U NEBATTVE SOnIUN. . ... e [32 mmed /i
LNDOTOX TN, .., ... 02 rigsml L &5 mmel /L
BILIRUBIN.,..,, ., 4 tmal /L TOTAL PROTEIN, ... .. 37 g/L

o CALRIUM. . L uslu L. L4y amal /L ALBUMIN, ..., . 23 g/L
CHOLESTEROL. ..... o.8g mmol /1 BLOBLLING o5, 14 g,
C:F!EATININE.,...“. 284 umal /L pPH. oo ., Ctacene .., T
SLUCESE.., .. ... .. B.2 mmel /L HEMOGLOBIN. ., . ... .. ZEC mg L
LDHe=2 o, 4ad Uyt SFELCITIS SRAVITY. .. 1,62 o m
~MOTeEs L -] BACTER TS A FLimesx , I3 el TaTE DEHYDEDEENA\?—IL{,
(< F] AL B a, BT, AND @A

GELL BROWTH FROMOTION LDIFLDID AND HETERGFLOID CELLE)
FLATING EFFICIENGY. ., L .u,u.. ... .. . e . FABSED
4 = 10 POFULATION DOUBLINGS IN THREZ SUBCULTIVATIONS. . ... ... passes
SELL TOXICITY,...... .. R e, .. HONE
LROWTH PROMOTING QUAL 1TV ROTING. . ouiiiinn o oa, .., e CERCELLERT
ORISIN

THIS BEELM Hag BEEN DERIVEDL Fhom BLDOD ASEPTICALLY COLLECTED IM Cap
ABATTOIRG, AND PROCESSED 1w FACILITIES WITH me 2% APPROVEDR nv [

AT IAN
A
ARl HLP, g, (ZaNADAY .

NN =

DATE:

- A BT

Farbara Fostar . 1 - P T -
i FIC MaNasEs:,

iay
lora Tecnica
15.14R -

9]

<

o
o
=5

erada \
UME 259378525
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Appendix 7: Batch analysis of poliomyelitis working seed lots

MVI

awderlands vaccin instlinu

Summary protocoi Peliomyelitis Working Seedlot
Working Seedlot: 03/1/B5

Type: |
Manufacturer
Name manufacturer : NVT {Metherlands Vaceine Tnstiuste}
Address of manufacturer 1 PO, Box 11
1 3721 MA Bilthtven,
The Metherlands

Cell substrate
Type of eeil eulhars used 1 Vero
Manufacturers Working Cell Bank no. i MWCR-5 (02UVC-029)
Ceil culture code mumber 1 03vC030
Cultivation
Cells are subcultivated three times o microcarrier cullures.
Tumber of cel| doublings 108
Amount of conirol cells set aside LB % 107 éelis
Serum for cel cultures
Origin of seram used . : donor hovine foctal calf
BRatch no® 1 ED20312 SFO1021
Tests performed on control cells
Test for absence of cyiopathogenic und haemadsorbing viruses
Method s According o Ph, furl; 2,6.16 (17C-1PV-v01)
Date 2 17-02-2003
Result : passed
Test in cell cuitures
Method : i According to Ph. Eur.; M-0214 (17C-[FV-01)
Date of test start 1 03-03-2002

finish 4+ 25-03-2003
Result - Pagsed
‘Test for identity
Method ¢ Auibentikil "Corning”
Date : T 04-03-2002
Result P VERO gelis
Virus siraln
Type 1
Sirain used i Maohouney
Otigin and soutce strain i 5 Halk
Master scedlot P PM L4
Tale of preparation 1 5802456
Parent seadiot LRV 21046
Date of preparation £ 12-08-10g!
22 Soplember 2003 ] l’ny_t--]_(;rrﬁ
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3.2.8.23

Manovalent pools of inactivated poliomyelitis vaccine, NVt Baich analysis WSI's.01

NVI

nederlands vactia nsslouut

Summary protoeol Polomyelitis Working Seedlot

Waorking Seedlov 03/1/B5

Type: 1
Virus harvest
Date of inoculatton of cells with virus + 21-02-2003
Date of virus harvest 1 23-02-2003
Volume: 1601
Special observations on virus harvests :None
Secdlol no®. C03DS
Filling and freezing of scedlot
. Fillng date 07-03-2003
Volume fiited ’ (75 ml 750 ml.
No®, of containers _ ) 1400 38
Freczing dates . 1 07-03-2003
Storage a1 -70°C o
! . .
Tests on virus harvest / seediot
Tests are performed either on the virus harvest fas buik) or on the filled seedlor,
Tdentity test
Method ) T 1ICIPV06
Dale 1 17-03-2003
Result T type i
Virus concentration
Method 1TCAPV-13
Date . : 110322003
Result (log CCIDS0 per ml) 1838
Sterillty test
Method 1 17C-Sler
Media : Thiaglycollaie Tryplon Soya Broth
) Temperature 130-35°C 20-25°C
’ Inocuium i 10 ml 16mi
Date of lesi slart 112-03-2003
linish 1 26-03-2002
Result : Passed]
Test for mycoplesmas
Method TC-8t-MB-0)
Media s PPLO agar and broth,
: Chanock agar and broth
Date of test start : i 15-03-2003
finish : 22-04-2003
Result : Passed

22 September 2003

Co-Difeciora
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3.2.8.2.35 Monovalent pocls of inactivated pollomyelitis vaccing, NVI

NVI

mederlands vaeehn nscliuut

Batch analysis WSL's. 01

Summaty protocel Peliomyelitis Working Seedlot

Working Seedlot 03714135
Type: |

Test for mycobacteria

Method

Media

Period of observation

Date of test start
finish

Result

Test in Vero cell cultures

Method

Total vohune inoculated

Observation period

Dale of les! slar
finish

Result

Test In MRCS celf culiures

tMethod

Total velume inocculated

Chservation period

Date of test slart
finish

Result

Tesl in adult mice

Method

Date of inocviation
Volume inoculated
Period of observation
No®. of mice inoculated
Mo of mice died > 24 h
Resuit

Test in suckling mice

Meihed

Date of inacuiation
Volume inoculsted
Peried of observation
Ho®, of mice inocutated
No®. of mice died <24 k
No”. of mice died > 24 h
Result

i According to Ph. Fur.; 2.6.2 {17C-MB)

: Loewenstein, Middlebrook; Tween aibumln

156 days

: 18-03-2003

; 14-05-2003
: Passed

: According to Ph, Eur.; 2.6.16 {17C-Potic-2v-02)
: 50 mi

+ 14 days

1 19-03-2003

+ 02-04-2001

: Mo extraneous agenis found

+ According to Ph. Bue.; 2.6.16 {170-Palio-ZV-07)
150 ml

: 14 days

1 19-03-2003

1 02-04-2003

1 No extraneous agents found |

: According to Ph. Eur.; 2.6.16 {17C-PSV-01})
+ 03-06-2003

;003 mlic/ 0.5 mlip
;21 days

210
IRY
: 1o evidence of infection

: Accarding 1o Ph, Bur,y 2.6.16 (17C-PSV.02)
1 03-04-2001

10,01 mlie /6,1 mlip

14 days

121

]

10

: no avideace of infection

" Sarnple has been treated by washing steps lo remave antibiotics prior fu the test for myeobactetia

22 Septerber 2003

Puge 3 6l 4

/ ALF SA

( Dra.{Bernarda Belay
| Co} irectora Tecmca
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325723, Monaovalent poels of inactivated poliomyseiitis vaccine, NVI Batch analysis WSL's.04

NVI

nedeslands vaceln nsrirper

Summary protecel Poliomyetitis Working Seedtot
Working Seedloi: 03/§/B5

Type: |
Test in guinea-pigs
Method : : According to Ph. Cur.; 2.6,16 (17C-PSV-03)
Date of inoculation . : 29042003
Voluine inoculated . :S5mi
Period of observation 142 days
Ne®. of guinea-pigs inoculated S
Ne®, of guinea-pigs died > 24 h 0
Result : ne evidence of infection
Remarks:
Conclusion

Certification by person laking averall responsibility for procuction and control of the Paliomyclitis Warking
Seedlot

{ certify that Jot number 03/1/B5 of this Poliomyelitis Working Seeriol meets the requivements of the European
Phannacopeeia (manograph 0214) and/or WHO monegraphs where applicable. :

Reviewed by: Qualified Person:

J. Westendorp : Drs. L.C.Sundermann

Initials : Signature ! QL/—

Date : 2L D? -00 Date L2 R s B

22 September 2093 Page 4 ofd







3.2.8.2.8.

Manovalent pools of inaclivated poliomyelitis vaccine, NVI Batch analysis WSL's.01%

NVI :

nederlands vacein instiouuc

Summary protocol Poliomyelitis Working Seedlot

Working Secdlot: 01/2/35
Type: 2

Manufacturer

MName manufacturer
Address of manufacrurer

Cell substrate

Type efcell cubture used
Manufacturers Working Cell Bank no.
Cell culture code number

Cultivation

Cells are subcwtivated theee times in microcarrier cultures.

Number of cell doublings
Amount of contral cells set aside

Serum for ceil culiures

Origin of serum used
Batch no®

Tests performed on control cells

i NV1 (Netherlands Vaccine Institwe)
: P.O. Box 11 :
1 3721 MA Bilthoven,

The Netherlands

: Vero )
 MWCE-2 (UCC91-04)
: GIUVCo24 :

2102
2 1.5 x 107 calis

: donor bovine foetal calf
+ SDO0404 SF9i021

Test for absence of cytopathopenic and haemadsozrbing viruses

Method
Date
Result

Test in cell cultures

Method

Daie of test start
finish

Rasult .

Test for Identity

- Method -
Date
Result

Virus strain

Type

Strain used

Qrigin and sowrte strain
Masler secdlot

Date of preparation
Parent seedlot

Date of preparation

+ According to Mh. Fur,; 2.6,16 (17C-1PV.V.01)
: 03-09-2001
: passed

: Accarding to Pl Eur.: M-0214 (17C-IPV-01)
: 24-09-2001

; 29-10-2001

: Passed

: Authentikit "Coming™

1 02-11-2001

: YERO cells

12

: MEFI

: 551 Kopenhagen
tF451

1 5640316

CUPY 9107

1 26-08-1081

22 September 2003
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3.2.5.23

Monovalen! pocis of inactivated poliomyelitis vaccine, NVi

NVI

nederlands vacein inseicuur

Summary vrotocel Poliomyelitis Workine Seediot

Batch anatysis WSL's, 01

Working Seediot: 01/2/55

Type: 2
Yirus harvest
Dare of inoculation of cells with virus 1 07-09-2001
Date of virus harvest : 05-09-2001
Volume 1601
Spevial observations on virus harvests i None
Seedlot no®. 1017285
Filling and freezing of seedlot
Fillng date L 24. 10200
Volume filled 50 mi 500 ml
No®. of containers 1400 40
Freezing dates i 25.10-2001
Storage a1 ~70°C
Tests on virus harvest/ seedlot
Tests arve porformed either on the virus harvest (as buik) or on the filied seedlot,
Identity test
Melhed L 17C-IPV-046
Date 1 20-11-2001
Resuit ihpe 2
Yirus concentration
* Method P 17C-iPV-13

Date 1 05-02-2002
Result {log CCID30 per ml) 1833
Sterility lest
Method 1 17C-Ster
Media ; Thiog!ycollate Trypton Soys Broth
Temperature 130-35 °C 20:25°C
Tnoculum S 10ml 16 mt
Date of test starl 1 30-10-2000

finish B3 112001
Result : Passed
Test for mycoplasmas
Methed 1 17C-S-MP-0]
Media 2 PPLO agar and broth,

: Chanock agar and broth

Dale of test slarl 1 15-61-2002

finish i 18-02-2002
Resuly : Pagsed

22 Seplember 2003

Page 2 o4

narda Belay
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3.2.8.23 Monovalent poois of inactivated pefliomyelitis vaccine, NVI Batch analysis WSL's.01

NVI

nederlands vaeein instiwae

Summary protocol Poliomvelitis Working Seediot
Working Seedlot: 91/2/85

Type: 2
Test for mycobacteria )
 Method : According to Ph, Bur.; 2.6.2 (17C-MBY

Media : Loewenstein; Middlebrook; Tween athumin
Period of observation : 56 days
Date of test start 1 26-10-2001

fimish 12§-12-2001
Result : Passed
Test in Vero eell eultures

. Method ! According to Pl Bur; 16,18 (17C-Polic.ZV 00}

Totai valume inoculated 150 m ’
Qbservation period t 14 duys
Dale of test statt 1 20-06-2002

finish 1 04-07-2002
Result i No extrancous agenits lound
Test in MRCS cell euléures
Method + According to Ph. Eur; 2,616 (17C-Polio-£V.02)
Total valume inoculaled P50 mi
Obsarvation period L 14 days
Date of test start 1 20-G6-2002

finish 1 4.67-2002
Result 1 No extraneous agenls found
Test fn aduli mice
Method ¢ According to Ph Fur 2.6.16 (170-PSV-0)
Date of inocuiation 120-11-2001
Volume inoculated 003 mlic/8.5mlin
Period of observation 121 days
No®, of mice inoculated 110
No®, of mice died > 24 0
Result ; no evidence of infection
Test in suckling mice
Method ’ 1 Accarding 1o Phy Bur 2616 (1IC-PSVng)
Drate of inoculation :29-11-2001
Yolume inaculated 10.01 mlic/8.) miip
Peniod of observation 114 days
No®, of mice inogulared . D2t
No®, of micg died <24 h Tl
No®, of mice died > 24 h 9
Result s no evidence of infection

" Snmplc has been treated by washing steps to remove antibiotics priov to the test for mycobacteria

72 Sc-m::m'uer 2003 Page Jold
/’\\\
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/ CAIF SA

| Dra. Bernarda Belay
Co-Directora Tegnics
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3.2.52.3. Monovalent pools of inactivated poliomyelitis vaccine, NV Batch analysis WSL's.01

NVT

aedarlandy vaciin inseitwnt

Summary protocol Poliomvelitis Working Seedlot
Warking Seediot: 01/2/D8

Type: 2
Test in guinea-pigs
Method  According to Ph. Eur; 2.6.16 (17C-PSV-03)
Date of inoculation 2 27-14-2001
Volume inoculated LS ml
Period of observation : 42 davs
No®, of guinea-pigs inoculated 05
No®. of guinea-pigs died > 24 h L0
Result : 1o evidence of infection
Remarks:
Conclusion

Certifigation by person taking overall respansibility for production and controi of the Paliomyelitis Working
Seedlot,

[ certify that fot number 01/2/B3 of this Poliomyelitis Working Seedlol meets the reguirements of the Europesn
Pharmacopoeia {monograph 0214) and/or WHO monographs where applicable.

Reviewad by: Qualified Person:

1. Westendorp . Drs. L.C.Sundermann

R e
Initials . %\"j Sipnature :—“‘M

Date . 2Ty o0 Dute  27-04-0 3

22 Seplember 20073
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3.2.523.

Monovalent poots of inactivated poliomyalitis vaccing, NVI - Balch analysis WSL's.01

NVI

nedeelands vacein insrituue

Summary protocol Poliomyelitis Working Seedlot
Working Seedlot: 61/3/05

Type: 3

 ‘Manufacturer

Name manufacturer : NVT Netheriands Vaceine Institute)

Address of manufacturer PO, Box I

1 3721 MA Bilthoven,
The Netherlands

Cell substrate

Type of cell culture used .  Vera

Manufacturers Working Cell Bank no. MWER-2 (UCCH10d) &

Cell caloes code number LRIV CO2T :

Cultivation

Celis are subcultivated threc times in microcardier culiures,

Mumber of cell doublings 1103

Amourd of contral cells sct aside 126 107 cells

Serum (or cell cuttures

Origin of serum used : donor bovine loetal call

Batch no® : SD00404 SF91021

Tests performed on control cells

Test for absence of cytopathogenic and haemadsarbing viruses

Muathod
Date
Result

Test in ceil cultures

Method

Late of test start
finish

Result

Test lor identlty

Method:
Date
Result

Virus strain

Type.

Strain used

Origin and source srain
Masler seediot

Date of preparation
Parent seediot

Date of preparation

+ According to Ph. Bur.; 2.6.16 (17CAPV-V-01)
: 17-69-2001
: passed

» According to Ph, Eur; M<0214 () 7C-IPV-01)
+ 09-10-2001

1 05-11-2004

; Passed

+ Authentikil "Coming”
1 02-11-2001
s VERO cells

]

s Saukelt

: 551 Xopenhagen
L TTV26)
164711430

UV 01.08

: 09-09-1091

22 Seplember 2003
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3.2.8.23 Monovalent pools of inactivated poliomyelitis vaccine, NVI Batch analysis WSL's. 0%

"NVI

o nederlands vadefn bnstitune

Summary protocel Poliomyelitis Working Seedlot
Working Seedtot: 01/3/85

Type: 3
Virus harvest
Date of inoculation of celis with virus 1 21-09-2001
Date of virus harvest 1 23-09.2001
Volume H O
- Special observations on virus harvests 1 Nonhe
Seedlot no®, 101/3/B3
Filling and Ireezing of secdlot
Filing date ; 01-11-200%
Volume filled 150 ml 300 mi
No®. of containers 1200 91
Freezing datcs : 01-11-2001
Storage at—70°C
Tests on virus harvest / seedlot
Teris are performed either on the virus harvest fos bulk) or on the filled secdlot.
Tdentity test
Method L 17CIPV-06
Date : 04-12-2001
- Result thypel
Virus concentration
Method T 17C-IPV-13
Dute ’ 1 05-02-2002
Result (log CCIDS0 per mi} :8.55
Sterility test
* Methad 1 17C-Ster .
Media : Thiogtycollate Trypion Soya Broth
1 Temperature ’ 130-35°C 20-25°C
Inoculum ) 110 ml 10ml -
Date of test slart 1 06-11-2004%
finish : 20.11.200%
Result . 1 Passed
Test for mycoplasmas
Method L VIC-S-MP-0
Media : PPLC agar and broth,
: Chansek agar and broth
Date of tesi start i 15-01-2002
finish + 18-02-2002
' Result » Passed
22 September 2003 Page 2ol 4
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323823 Monaovalent pocls of inactivated poifomyelitis vaccing, NVi - Batch analysis WSL's.01

"NVI

nedeslands vaceln insticnat

Summary protocol Poliomyelitis Working Seedlat

Working Seediot 01/3/BS
Type: 3

Test [or mycobacteria

Method

Media

Petiod of observation

Date of test start
finish

Result

Test in Yero ceil cultures

Method

Total volume inoculated

Chservation period

Date of test start
finish

Resull

Test in MRCS celi enltnres

Method
" Total volume inoculnied
Observation penod
Date of test slart
finish
Result

Test in adull mice

Method

Date of inoculation
Volume inoculated
Period of observation
MNo®, of mice inoculated
No®, of mice died > 24 h
Rasuit

Test in suckling mice

Method-

- Diste of inoculalion
Vohune inoculated
Period of abservation
No®, of mice indcuizted
No®. of tnice died <24
No®, of mice died = 24 h
Result

i Azcording lo Ph. Ewr; 2.6.2 (17C-MBY

1 Loewenstein; Middlebrook; Tween albumin
: 56 days ’

D 13-11.2001

+ 1001220602

: Passed

i Aceording to Ph. Eor 2,6.16 {(17C-Polio-Zv-02)
:50ml .

i 14 days

1 20-06-2000

: 04.07-2002

: No exiraneous agents found

+ According to Ph. Cur.; 2,616 (17C-Pokin-ZV-02}
150 ml -

1 14 days

1 20-06-2002

1 04-07.2002

: No exmaneous agents found

: According to Ph. Bur.; 2.6.16 (17C-PSV.01)
: 05-02-2002

10.03 mlic/ 0.5 miip

+ 21 days

210

]

. no evidence of infection

: Aceording to Ph. Bur. 26,16 (1 7C-PSY-03)
+04-02-2002

00U mb i/ 0.0 mlip

14 days

121

1

10

' no evidence of infeclion

' Samplc has been tealed by washing steps 1o remnve antibiatics prior to the test for mycobacteria

22 September 2083
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3.2.5.2.3.

Monovalent pools of inactivated policmyelitis vaccine, NVI

L NVI

aeder|zads vacein institvuc

Batch analysis WSL's.01

Summary protocol Policmyelitis Workinp Seedlot

Working Secdlot: 01/3/BS
Type: 3

Test In guinea-pips

Method

Date of inoculation

Volume noculated

Peried of ohservation

No®. of guinea-pigs inoculaled
Na®. of guinea-pigs died > 24 h
Result

- Remarks:

Conclusion

i According to Ph. Eur.y 2.6.16 (17C-PSV-03)
1 24-01-2002

S ml

142 days

'35

H

; no svidence of infection

Certification by person taking overalt responsibility for production and conirol of the Paliomyelitis Working

Seediot.

T certify that lot number 01/3/B3 of this Poliomyelitis Working Seedlot reets the requirements of the European

Pharmacopoeis (morograph 0214) and/or WHO monographs

*Reviewsd byt

J. Westendomp

Initials :_}tﬂﬁ e tamn

Dawe HEA og-o}

wherg applicable,

Qualified Person:

Drs. [..C.Sundermann

7 .
Sipnedire : Q/Zm e

Dae L 32-oq-e

22 Sepiember 2003
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2.3 Monovalent pools of inactivated poliomyelitis vaccing, NVI '

| NVI

nederlands vaccin instituut

batch-analysis-MWCB-7.0%

Summary protocol VERQ Working celiback
Working Cellbank: VERO-MWCB-7 .

Manufacturer

Name manufacturer
Address of manufacturer

Production of the working cellbank

Master Cellbank
Date of production
Passage number

Cultivation to obtaln a working celi bank

Batch number

Date

Cells are subcultivated two times in microcarrier cultures.
Number of cell doublings

Number of ampoules frozen

Volumne per ampoule

Cells per ampoule

Viabitity

Passage number

Serum for cell cuitures

Origin of serum used
Batch ne®

Tests performed on cell bank

: NV1 (Netherlands Vaccine Institate)
: P.O. Box 457
3720 AL Bilthoven,

The Netherlands

$ VERO-MWCB-2 = UCC 91-04
1 23-12-1991
1141

: VERO-MWCB-7
1 27-11-2608

(8.6

;477

18 ml

tappr. 160 X 10*
: appr. 100 %

: 143
! Foetal Calf doner bovine
TATG106 TOY DRK 0265

Sterility test
Method : According to Ph. Eur.; 2.6.1
Media : Thioglycollate; Trypton Soya Broth
Temperature :30-32¢°C 20-25°C
Date test on 1 29-06.2009
Date test off 1 20-10-2009
Result : Passed
o~
NVI CAIF SA
: aederlands vacein lnetionat Dra BEFHarda 59!‘3}1
- Ga-Direciors Teonica
DU 5 7. spmpr Zos0 M. 15 1ap
Pamat 727 DASF
. UOME I _A gt
Certified Copy veshigadones Farmacaunedy S 4.
Na. Marls aﬁerf‘i?'s B&jay
Apsderad
mxﬂj;j;;{ 925 .
03-muet-2010 Pape 1 of 5
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32523 Monovaient pools of inactivated poliomyelitis vacgine, NVI halch-ana[ysis—MWCBJ‘mﬁ\ i(
‘ WD SR
. S ,

| NVI )

aederlands yacein fnstituuc

Summary protocol VERO Working cellbank

Working Cellbank: VERO-MWCB-7

Test for mycoplasmas

" Method:
Media

Dateteston
Date test off
Result

: According to Ph. Eur,; 2.6.7
1 PPLO agar and broth,

: Chanock agar and broth

1 20-02-2009

: 25-03-2009

: Passed

Test for absence of cytopathogenic and haemadsorbing viruses

Method
-Date test on
Date test off
Resule

Test in-rabbit kidney cell cuitures

Method
Date test on
Date test off
Result

Test in cercopithecus kidney cell cultures

Method
Date test on
Date test off
Result

- Test In MIRCS cell cultures

Method
Date test on
Date test off
Result

Test for identity

Method
Date
Resuit

» According to Ph. Eur.2.6.16;
: 08-12-2008

1 07-01-2009

- Passed

1 According to Ph. Eur2.6.16; -
1 22-04-2009

: 06-05-2009

: Passed

: According to Ph. Eur.2.6.16;
122-12-2008

:12-01-2009

: Passed

: According to Ph. Ewur.2.6.16;
$22-12-2008

» 21-01-2008

: Passed

: Authentikit “Corning”
D 11-12-2008
: Monkey cercopithecus species

NVI

nederfands raccin Instimaut

Ratui o % - gy - 20/

Paraaf, B2
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| NVI

nederlxnds vaccin instituur

Monovalent pools of inactivated poliomyaelitis vaccine, NVi

Summary protocol VERO Working celibank

Working Cellbank: VERO-MWCB-7

Method
Date test on
Drate test off
Result

Method
Date
Result

Over ali conclusion

Tests performed on bigh passage

: DNA fingerprint

1 27-03-2009

: 05-06-2069

: identical to standard vero DNA

: Morphology
1 22-05-2009
: VERO Celis

: VERO cells

The following tests are performed on passage 156

Co-cultivation on Vero cell cultures

Method -
Observation pericd
Result

Date

Co-~cultivation on MRCS cell cultures

Method
Observation period
Result

Date

Co-cultivation on Cercopithecus cell cultures

Method
Observation period
Result

Date

Test In suckling mice

Method

Date of inoculation
Volume inoculated
Period of observation
No® of mice inoculated
No®, of mice died <24 h
No®. of mice died > 24 h
Resuit

NVI

nederiznds vaccin Instimat

: According to Ph. Eur.; 5.2.3
: 28 days

: No exiraneous agents found
:14-04-2009

! According to Ph. Eur,; 5.2.3
: 28 days

: No extraneous agents found
: 14-04-2009

t According to Ph. Eur; 5.2.3
: 28 days

: No extraneous agents found
2 14-04-2009

¢ According to Ph. Bur.; $.2.3
: 06-10-2009

1 0.1 mlsc

1 28 days

;10

10

0

:no evidence of infection

CAIF SA
Barnarda Belay

Catum: g 3-8~ J0/0

Parsaf: - il
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