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HyClone New Zealand

: - =] Qmokeroa Farra
oy 441 QId Highway
- i & P.0 Box 058

Teuranga, New Zealand

Product: DONOR BOVINE SERUM
Collected and Processed In New Zealand
Custom Flitered for NVE

Catalog#: SH3A1248,01 Marrfacture Data: OCT/2006
Lot#: DRK0265 Expiration Date:  OCT/2011
Filtration: 0.2 um Sterile Filtered Total Batch Volumea: 1034,7 L,
ELECTROPHORETIC PROFILE
L Electrophoratic Region %TP
Albtinirs 50.0
. Alpha - & 3.8
' Alpha - 2 139
Bata 219
Gamma 10.4
»

Phorig: + 84 7 540 0228 ToX Frea! 800-522-5358 Intemal wweds, iyelone.com
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oterigenics.
CERTIFTCAT D'IBRANIATION N* 95816
BEWLIE VAN BESTRALING Hr,
CERTIFIECATE OF IRRATIATION K¢
STZRIGENICS Brlgita (Flauras) s, Zoalng uduririet B-6220 certiia avoir badté dact vsa instlistions s
reyannament paincs (pobalt-60) i base da Mottarisabion dweloitstion deliveds m epplication de FAR dg (2
0218 2002 par PAgenica PAdérals da Canidls Nuolbalm ef ra conformitd avee les pormes BN 352 2 130 11157,
STERIGEMICY Balghios (Fsuril) nv, Yenlng ndostried B-6320 vorkbaart door middel ven
(eabalt80) fp hebbsn babmodgld in hue inrkcliingen watrwar ecs uilbethprvecgunning werd belmmes o
) toepaning ven hat KLB. van 12 mmart 2002 door het Fadwnal Agentschap voor Nuclealr Contole 20 :
Y evsreakpmtig oat normon EN £52 an 350 11137,
SrEIGGRMICS Belgiom (Flourts) 1.5, Zoking tndurtzlel B-6220 certifizs the treatmemt by ghoms kadiatag ’
{soball-60) ot e plant secordiog to s lcnea dalivered i complianea ta the Balgiin Royal Deani of Mch 17, !
2002 by tha Paderal Agency Sor Nusdear Contre] and bn scoprdanes with norms BN 482 and 1SC 11187,
Polrr In corapte de +PHEBID
Voar ritsaing van H
Fov the accornt of H
Las oolis suyivmnis ¢ nomibee 1 ¥é COLIS DONGR BOVINE SARURL NZ
Do volgida collt : perdal H
Pollowlnp pareely | quantity :
&f. 5 : ; .
R4f. STERIGENICS: 345 % 2 ‘;/,'[/‘f/ﬂ /;,f/?\{/m i/ l/( |
Idondtficalion suvut déelaration du elisnt | SHSALILA1ANVE ‘ 7 74
Tdantifisatia volgans verXiaring van de Xlant 1 Produck Lot N° DRY0R4% M]({ / “é ,--p;/ i
Identifization following the deafamtion of the tmtomer ¢ 1006 L S 7 L LAt g
< ‘ ' 2 -, / 1w
i) Repaqtls duns lo nltse e wajiamant numdintdes | § 354826 4 354851 : //ﬁ,"&, /
L Verdeeld in da gromnemenda behendolingseasnhanden : =
Divlded fnm the numbered treatad 1mity t
Dsis dimedintion :
Bateaflogxdapy : lo/ognoY Flavrus, je 13 uln 2007
Trouddixtion date ; ]
Dots grrantia 721,52 kGy min
Gowsarbtrgde doals 133,04 ¥3y max
Ourmdeed dogo of !
. ABOUXTY
,? O Tngdnivor Asmrence Quafiik

A+ L TR

Sﬁwmu
Jonivg 8 Fonren
RN BT 408 TS 3 00 34 Rar + AT B M

Paga S of 12






MWCB-7-donor-bovi

Manovalent pools of inactivated poliomyelitis vaccine, NVt

3.2.8.23

1%

P,

520571

13 Juis 2007 13:72

HETE0 S STV

IETY GSEeE e iy e E]

L2 LIS RN LT £5H 5§ REE LY ~ASROORRR NS e

LSS0 B Yl 3 B9 Emt A5 BNCEIEISNGN ~ J ENCTER) R51081
N Samoey Loy Y| o R
: AL TR 1

T/ HO2 WOLRND 12 2N WSS SNAOS OO 88012008

"|FEAAGF IRGUENL 130 [ W cof pevniae Ao st ad) A preeBagy o2 vogeed

V3 IRoR Z0] 1100 q lrarivell 1L
tapdy oge Aypoomteo] e | mon (peddug A pampaAva]  sequoiandi | aguirny jo mey - | eury
Bi.niﬂlm
w2y WB@y ppy g Aedey T N SAVOOEIIN mevml Murbag LI Proftanioe
LS Rty YhRyuRyr Ig i b Y LRVRL 1S3 e, g
SRONT g SYIIHE  rrsdsen TWELIHD | Tsrecnns
BSELOLL BEY ..im.. nnerEs
ﬁﬁﬂwﬂ e WNEEe e R SecaY]
02338 STMnE "R SN0 TN
Ut a2 b TAN TN itk THRAZNAN DNROT LSNP BN E LY
RO e R ] SIVHOY BN EE ]
Sty OM Tt SOINEGIHER soneronE]s
ol LUBIYG a2 TapatinnSamiry BB MR R Dva
MY ebag VA Saegog Opg
N
zgmgguzgnﬁrﬁﬁsﬁwﬁg £7AON AMIAT IS0 L= ]
e







3.2.8.2.3 Monovatent pools of inactivated policmyelitis vascine, NVi

(3. duis 2007 13:23 LRI B A7

Sterlgenics FleuTus singls Dose Sheet (AerODE Vers, 4.3.0h) (Carrant dats)

Sheat iD: B0OYOIMS-OT RIS of fitting: 4,54 %
Operaton Pascal QUERTINMONT Ciin
Mede: Mosaure (maan BGd) Con
Entry: BE4Y £33 n DL IDERSHOL S .
Oabbraina 0! C20O0T08/18.060 34 w A BRRPSTHYERAT
' Balch Typo): 4634 JN {Semi~ Rod Pormar) Ct = 0294675304356
W, L (o B4 [0 = -0,5733444886068
Remge-. {xBy)y: 8.0 Mazgirs 77 Ves
Ranga-H kGy) 500 Masr T (um)
Rat. mean BGL: 0.0 Contrad mode: Baep-bawa
Ry Curr. mwen BGD: D.O Slandsrd 1)
L Rat, UCTY (%:): 4.0 Tempsraturs [0
Made ot ftBng Log(RI=T1Log{P) - Z
-« e i
ameiet Pl BID Cof ABE Y AEYT  Dome  Mesn  UOTY Baq e i
b {veet B4 oV povdwd oy ;
ETTE BADE  RARE  AEI%Y M i :
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" Sterigenics,

CERTIFICAT D'IRRADIATION [N° Y6457
BEWLIS YAN BESTRALING Nr.
CERTIFICATE OF fRRADIATION N¢

STERIGENICS Belgium (Fleurus) 5.4, Zoning industriel B~6220 certifie avoir traité dans ses installations par
rsyonnement gamma (cabalt-60) sur base de l'auterisation d'explaitation déliviée en opplicstion de FAR. du 12
mars 2002 par FApence Fdddrale de Contrdle Nuclésire eten conformité avee Jes normes EN 552 et 1SS 3 1337,

STERIGENICS Belgivm {Flevrus) n.v. Zoning industriel B-6220 verklzart door middel van gemmasiralen
{cobalt-80) te hebben bchandeld in haar inzichtinges waarveor cen uitbetingsvergunning werd bekemen in
toepassing vad het KB, van 12 mast 2002 door het Federaal Agenwschap voor: Nucleaire Comrole en
overeerkomstig met noymen EN 352 en IS0 11137,

STERIGENICS Belgium (Flenrus) s, Zoning Industriel B-6220 certifics the treatment by gamma irradiation
(cobalt-60) at its plant aceording to the licence dellvered In compliance 1 the Belgian Royal Decree of March 12,
2002 by the Federal Agency for Nuclear Conmal 4nd in accordance with narms EN 552 and ISO 11137,

Peur le compte de :
Voor reketiing van !
Fot the account of '

. YProduit mainienn & 1'état eongelé pendant Virradlstion — Product kept frowen durisg lecadiation”

Les colis suivants : nombre + 1 earton DONOR BOVINE SERUM P

De volgende ealli : dantai ! o~ 4

Fallowing parcels : quantity v . /5 ,Q’f/(,»m /ﬁj{,p/s LA T
REL STERIGENICS: 8659 / A o ad

N ”m,ﬂé(%& {2\‘ L

Tdentification suivant déclaration da client 18H3A 1248.02 Vil

[dentificatle valgens verklaring van de klan : Preduct Lat N®: DRK0265 ‘/,V// N /, LY

Identification following the dealaration of the customer : T e e i

Répurnig dens les unités de raitement numérotées :
Verdeeld in de genummerde bebandelingseenhenden 1 370872
Divided inta the numbered treatad units ;

Date dirradiation :

Bestrelingsdatum L 14707/07 Fleurus, Je 16 juillet 2007
Irmdistion date :

Dase garantde £ 26,36 kGy min

Gewaarborgde dosis $31,79 kGymax
Guaranteed dase of :

Fartis
Biarlganics Buigium (Raurus) .3, 18AN BE7S230004025051 !
Zonisgg |ndustriel wi-E220 Plrumis Swil] Coda 13 !
v perpenlcs som <Tel: +32 71 B1 00 34 ~ Fust + 32 71 £ 53 82 . Lrédit e 7 PagaBofil
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Sterigenics Flaurussingle Dose Sheet (AerODE Vers. 4.3.08) (Current data)

Sheat 10: S2007/07/15-04 RMS of fittiig: 1.4 %
Operator: Anne BOUXIN Cs=
Mede: Measure {mean BGd) Ca=
Enby: 8688 Ca=-02058350276342
Colibratlon 1D: C2007/03/18-00 C2 =0.5567478753817
Balch (Typs): 4034 JN (Seml - Red Perspex) G1=0.2541873304338
W, L. {nm): 540 C0 =-0,8733444555606
Renge-L kGy): 5.0 Measure T 7 Yes
Range-H (xGy): 50.0 Mean T(um)
Ref. mean BGD: 0.0 Contral mede: Beep-besp
Curr.mean BGD: 0.0 Slanderd T!
Ral, UCTY (*4): 4.0 Temperaturs {"C):
Macde of fitting Log{R)=I{Log{D)}
L Nota:
dample-N* Pasition BGR  Cel  A3S T [A-BUT  Doea  Mean  UCTY Rog.s8ases
(pm) {Vem)  (By) MGy} (kQrkaz  {KGy)
P087Zb ) 0788 12504 24181  26.85 3
370872h 8873 281BD0 26748 179 304

-
S2007/07115-04 pager 1 DS-ISF-OP-LAB-021 rov. 0 -
7 nag LA = o A /
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/ Syl
SR Tt '
e o COUNDL  COIFL
1 ) ., OF §y BEY
Eurspens Directorata for the Quality of Medicines
Ceetiflestion Unit
Cortifiente of sultabiiity
Ne. R1-CEP 3000-341-Rev 00
‘ 1 Name of the subsianges
Y 2 DONCR BOVINE SEROM.
p .
3 Name of holder: ‘ o
4 BOuUTH PACIHC SEpA LMoTED -
5 Blue Cliffs Rd 24 S
6 NZ - 8790 Tirnay
T Site of production;
8 BouTa Pacymc SeEra Lovmrren
9 Blue Cliffs Rd 24
HH NZ « §79C Timan
1 THIZ CRRTWICATE SUPLASEDES THE PRRYVIOUS CERTIFICATE
12 R{O-CEP 2000-34L-Ruy 2
13 Afer examination of the information provided on the. arigin of raw material{s) and type of
14 iissve(s) used and on the manafactuting process for thix substance on the site of produation
15 mentioned sbove, NZ, - §790 Timaru, we certify that the substance DONOR BOVINE SRR
16 meets the criteria deseribed in tho current version of the monograph Products with rlsk of ,
a 17 transmitting agents of animal ipongiform encephalopathles 5o, 1483 of the Buropssn {
18 Pharmacopocla, current edition including supplemena.
[ 1# < zountry of erigin of source materials: New Zealand
)
: 20 - natwe of anlrmal ssoes used in manufacture: Denor bovine blood H
21 The submitted dossier must be pdated after any significant change that may aller the quallty,
22 safety or efticacy of tho subatance, or that may alter the sk of transmitting anival spongiferm
21 encephalopathy agents,
24 Manufactura of the substance shail take plass in accordancs with a suitable quality assurence
25 system such as GMP and 180 9002, and in accordancs with the dossier submitted.
26 TFeilure to cormply with these provisions will render thit certificaie vold.

27 The certificats s valid provided that thers has been no delerioration in the TSE siatus of the
28 country{les) of arigin of the source material,

A e AT L

Postal Addreesy: 224 Avonisa de Colmar {antrance rig Bcheriz) 8.7, 807 ~ F 57020 Strastourg Cedest §
Teluphane: 04584430 30 Fax 01,88, 415771 ~ Web tw ; hitpivwss, phaie,orn

]




~



3.2.8.23 Monavalent pocis of inactivated peliomyalitis vaccine, NV

2% This cenlficars is renewed from 11 May 2006 according lo the provisions of Resolution AP-CSP
30 (935 as amended, and of Disective 2001/83/EC znd Direative 2004/82/EC and iny subsequent
31, omendment, and the related guldelines.

A ; ines \

A/f\,,::z

Y Dr. A. ARTIGES
T Director of the Quality of Medicine:

i
|
e ‘
i
. 1
Strasbourg, 11 May 2006 I
i
i
DECLARATION OF ACCESS tie be filled in by the cevelficars holddr under halr owa risponaililtiog i
S0UTH PATIFIC SBRA LIMETED. 2t holder of tid pertdficatw of suiubiily
R1-CEP 2000-341-Rev 00 for DONOR BOVING SERUM
|
s

{nszne of the pharmacenrival company)

1a nea the abave-mesnilgred cuzsifica of Juitability In suppont of their applisationts) for thw foliowing Myrkuting
Altherlrallon(a) [seme of prodici's) and markaring mumbar(s}, Jf knows)

Tha holsr alzo canifies that 1o sigalficant changes o the operations as deseribed in the CHP dossier fuve beaa
made since (he graating of Bt vorsian of tha cont ficais,

Dte and Signatare (of the CEP holdrry :
i

i

4

Pogtil Addreaa: 228 Avanua de Colmar {entrancd rt Bohantzf B.5, 907 —~ F 8703 Strapiioury Codex 1 j
Teiephona: 03,88.41.30 30 « Fax 03.88.41,27.71 - Wb sils : htipsherwt, pheut.org :
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NEW ZEALAND FOQD SAFETY AUTHORITY
Ministry of Agriculture and Forestry

Certxfzcate number / Referenticnummer van het certificaat NZLZB6T/HYCLONE /7235
Animatl Health C:c::l"rmc:f:-xte1 ! Diergezondheidscertificaat!
16. 1 Processed b]ood and biood products for pharmaceut;ca. or technical use - cattie sheep, goais, pigs

Namgz and address of consigner / Naam en adres van de alzendar: Exporiing country / Land van verzending NEW ZEAT ‘\I‘D
oML . ‘ ) : D G y o NEW ZEALA
‘ ) ‘ ompetent authority ! Beveegde instantie FOOD SAFFETY
Hyelane Akliebolag L AUTHORITY
Omokeroa Farm . : o ’
441 Oid Highway . —
TAURANGA o } ' ‘ +|} Place and Country of Depariure Date / T
NEW . ZEALAND. ) . Deslination / Plaals an land van Verschepingsdaium !
Narmé and address. of consignee/ Naam en adres van degene voor wle da bes%e.m—mmg ' 11-Jan-2007 i
rending Is beclemd: Brussels, Belgiues 4+ o
Perbio SClenchV : . o - Means O!traﬁspor‘il‘Per Placa of Loading ! staats var ;
Industriezone 11 . o e . veproermicdel: lakrg: .o 5
! . : Air, Cathay Pac&ﬁc, CXx1i08 Auckiand, New Zaaland :
Industrielaan 27 . ' Port of Inspection | Porl of Discharge S
9320 hlembodegem - A’l]st S : . inspectichaven: . L. Dnischépinghaucn? }
BELG U?VI e : . Zaventem [VBR] Zavenlen [VRR! i
tem [ Number ang- kmd of packages f Description of producu Produciomschrijving Net welght/
Eenbeid .| Aanlal en soort varpakkinged, Netiogewnshi
R E?{ltlé:; Frozen Fillered \Im Zealand Donar Bovine Serum, 500mbL botiles,  SH3A1248.02, 20
R 0285 .
3776 -Bottles Frozen rutemd ‘Qew Zealand New Bom’ CdifScrE‘ml/,MEA 3000mL bolﬂes smosau P N AT
T DRDO244 . ”iw
3. 112 Bottles Frozen rlltEI cd Ncw Zeal md }roctal Bov g’;m, 1000mL botties, SI 30%06 03, ' 12 itr
L 'DQL0229 o § _
A ‘27_ Packagcs In Total 4 Pokketlen in totaal © @V . Total Weight / Tolast 35T
L, . T - gewichls !
Specles 1 Dier's'uari; e e B Idanun’b“a{ﬁdn Marks i Markiekens tef idemilicatn Confalter (& Seéal) Numbers / Conlalner & !
(1 3) Bovmc SHeL e, Tl Not Apphcablc ‘ : (Z2gel) nummers! i
¥ : B Mot Applicable - o
=Prncesslng Premisas IVanuemngspwdalsen - T o B
{13y BBP? Hyslone Aldieboiap,. I'AUT{ANGA LNEW ZEA.., AN ) ) o B R
I Produetion.Dale{s) [ Productiedalum/a . I i _'_ty,_::::;""‘”"’ i
Sy 26-00t2006 . . L ' R ' i "“*—-x___p____:f:,_ﬂfw— |
’ (2%5 APT'2006 . i L . i | e B l
SHEEE Nov 200“ s ‘ ' . i !A/ e E

Héanh"Anestation,rGemndhgiasv'er_kiafsng ..

- The. arumal products heraln dascnbeci compiy with the relevant New Zealand animat health éianda‘rds and requlramants which hava been

. recognised as ‘equivalent1d the European Communhity standards and requiremeénts as prescribed in Council Decisnon A7HIEC,
-Zpacifically’In accordarice with the Animal Products Act 1885, { Die hierin baschreven dierifke producted voldden san de-desbelreflends Rarmea pe
~voorschrifter van N|euw Zesland op hal gébied Van de diergezondheld die als gelikweardig ziin erkend aan de normen en voorschrifien van de Eurdpese Ger-w niihap
die Zijn vaslgesteld in Besluit 87/132/EG van de Raad, Zij moeten-mel name voldoen aan de Animal Praducts Ac{van 1858

I This product doas not. contain and Is not derivad from bovine, ovine and caprine matertals nthar than those c‘pr!ved fram animals Hom,
continuousiy, reared and sfaughtered in New Zealand / it Eroduct baval geen maleriaal zoals hieronder orschreven en is dasi nlelven alkomslig maledaa!
afkumsng van runderen s:hapen en goien, ¢ dis njat geburen ononderbroken gehoudeﬂ &n geslicht ziin in de valpende landen New Zesiand

1. This healll corificate I: I’nwnlnﬂmry pUrposes only Thy amc;nlhnalm certificals sl sccompany uu =nl\:|gnm|:nl untlt it feathes e berdbrlnlur\mﬂ yo:{ ar whon the otficisl cerilZleaty is itpund et b
iha conslgnmany, it mudl bi availabla in the bardst inspectlon potl ol srival and'Lhe sigibility rausi he lelad, 7 O g jialtlend besieend viar veteinaln dotlnndzn
pagondheidscerific psl mael de yanding wergazciad tolin de qy-nsln:pe:tﬁ:pe:i &l mpel wonneet felwadl algmnvm nadel de 2ending re2dsls v:r‘.ml:kel\ brzghikhaar bp\ n e gunmnecbnw by asnkomsl van de 1an
¢al pewval moael gngmrw Documant verklariag sjn ingevid ,

i;
RREAL
% ﬁ

r” R LR L L e I R )
l Inar)_an. yaw Zoaland Governmani /

rap-Zoelandse regering

.—a'

: f
Done al / Gedam fe ngnalure of ofﬂcnpl vé

MT MAUNGANUI New ZeaFand

Handtekening amblelikg v@g\ﬁa’v s
Dra B-@rna.da Balay
DF nich

Lo

O;h' op "
10-Jan=2007 ,
o Nama, tille a

APRIS.4







/7

If-f ru;’ﬁ@l | '(_'}\ ..:_\‘

‘32524 Mongvalant pools of inactivated poliomyelitis vaccine, NVi MWCB-T-foe!a\j'g?‘)l‘@l
. . {/
) i
REVISED-CERTIFICATE OF ANALYSIS
FETAL BOVINE SERUM-GAMMA IRRADIATED
LOT NQ, A70106-7018 CATA;OGUE A15-701
DATE OF MANUFAGTURE A EXPIRY ;
ug 01, 2006 DATE Aug 201t | VOLUNE | 4400 L
TEST TEST METHOD SPECIFICATION RESULT
Sterility USP «71> No evidence of microbial growth | No evidence of microblal growih
Mycoptasma Large Volume Diract Culture Not detected Not delected
Mycoplasma FDA Points to consider 1993 Not detected Nol delecled
BVD 9 CFR 143,53 Not detecled Not detectad
HA 9CFR 113.53 Not delacted Nol delectad
CPE 9CFR 113.563 Not detactad Not delected
Bavine Parvo SCFR 113.53 Not detected Not delectad
Bovine Adeno 3 9CFR 113.53 Not delected Not detected
Bovine Adeno 5 9CFR 113.53 Not detected Not detactad
BRS&V gCFR 113,53 Not detected Not detected
] REO Virus 9CFR 113.53 Nol datectad Not deteclad
S Rables 9CFR 113.53 Nof detected Not delecled
o Blue Tongue 9CFR 113.53 Not detected Not detected
BVD Interference EMEA =1.0lcg - 0.6iog
BLV ELISA Not detected Nol detecled )
Endotoxin USP <85> Gel clot <10.0 EUfml 0.1 et mi
Total Protein Bluret <459 35 g/l
Alburain Gel Eleclrophoresis As reportad 15.9 ol
Globulins Gel Electrophorasis As reported 19.5 gfl.
Bilirubin Diazo As reported 2.5 umoifi
ALT international Federation of Clinical Chemlstry As reported 4 L
AST International Federation of Clinical Chemistry As reported 26 UL
LEH Gay's Lactate As reported 368 UL
Chalesteral Ch°|95;:|g$;§;?:§§:§;esEero' As reported 0.70 mmolfL
Glucose Glucose oxidase/Peroxidase As reported 49 mrooi/l.
Urea Urease/glutamate dehyrogenase As reported 5.3 rmolil
Crealinine Alkaline Picric Acid As raporied 215 umebl
Sodlum lon Selective Electrode As reported 133 mmoiit. |
Potassium lon Bslective Electrade As reported 13.2 mmol/l.
Y Caiclum Cresolphthalein Complexone As reported 3,52 mmol/L
Phosphorus Ammonium Moiybdate As reported 3.3 mimolil.
Osmolallty Freezing Point Depresslon As raparied 303 mmaliL |
Serum Identity Cuchtarlony Boving Bavine
Hemogtobin Specirophofomelric < 25,0 mg/di. 18.8 ~ mgldL
pH Digital pH Meter §.80~8.20 7.31
Specific Gravity Refractometer > 1.020 g/mL 1.028 gfml
Plating Efficiency Diplold Cell Line Pass Pass
Population Diploid Cell Line Pass Pass
Doublings
Cell Toxicity Diploid Csli Line None None
Growth Promotion Diploid Cell Line > 80% of In-house control 917 %
Appeararnice Visuai Ciear yeliow-amber Cleai yellow-smber

PAA Laborataries inc.

STATEMENT OF ORIGIN
THIS SERUM HAS BEEN DERIVED FROM BLOOD ASEPTICALLY COLLEGTED i APPROVED ABATTOIRS. THE SERUM WaS ASEPTICALLY PROCESSED AND FILTER STERILIZED IN CANADA, IN A
FAGHITY REGISTERED WITH MEDICAL DEVICES (1.5.) AWG FOLLOWING GUIDELINES OF F.D.A. [LL5.) AKD H,P.B. [CANADA). THE COUNTRY OF ORIGIN OF THE CRUDE BLOOD 15 CANADA,

Tel: 416 744 8594 |
Fax: 416 744 8401

TFebruary 21, 2007

K el

145 Bathridge Road
Elobicoks, Ontario

Toll Free: 1 802 470 8277
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YETERINARY CERTIFICATE
FOR PRODUCTS TO BE USED FOR TECHNICAL PURPOSES INCLUDING PHARMACEUTIGALS,
INVITRO DIAGNOSIS AND LARORATORY REAGENTS, BUT EXCLUDING SERUNM OF EQUIDAE, .
INTENDED FOR DISFATCH TO THE EURGPEAN COMMUNITY

Notg for the Importar:  This cestificate le onty for veterinary purpoeas and has ta ascompany the
" wonslgnmant untll K reaches tha barder Inspoction post.

1. CONTIGNGR [NAME AND FULL ADDRESS] T VETERWARY CERTIACATE B
PAA LABORATORIES INC, N0 TMAM-2007 £)g CORIGMNAL
145 BETHRIDGE ROAD ' 5. DRIGIN OF THE BLOOD PRODUCTS
ETOBICOKE; GNTARIQ CANADA MBW 14 ad COUNTRY:  CANADA
' . az CODE OF TERRITORY: GA~01
2. CONBIGNEE {NAME ANC FULL ADDRESS) 4, COMPETENT ALUTHORITY
BODINGE €0 . CANADIAN FOOD INSPECTION AGENCY
U GOVERNMENT OF CANADA
3721 MA BILTYHOVEN / HOLLAND
[ . CEBTINATION OF THE BLOOD PRGOUCTS & PLACE OF LGADING
51EUMEMBERSTATE:  HOLLAND 145 BETHRIDGE ROAD
&2 NAME AND ADDRESS OF THE GEETIMATION: _ FTORICOKE ONTARID CANADA
A3 CONBIGNEE ABOVE
T WEAHS T THANSPORT AND CONEIGRENT ] 74 NATURE OF PAGGOING:
PLASTIC BOTTLES
7.4 LORAY RAIL EHILGR AIRCRAETY 7.5 NUMBER OF PACKAGES: 200 X 4.
7.2 NUMBER OF SEAL (IF APPLICABLE): 7.6 NET WEIGHT: | 240 KG
7.3 REGISTRATION NUNMBER. SHIP NAME OR FLIGHT NUMBER | 7,7 LOT/BATGH PRODUCTION HEFERENGE NUMBER.
NIA ATHI06-7019
L IGENTIFICATION OF THE BLOGD FRODUGTE
B.1 NATURE OF THE BLDOD PRODUCTS: STERILE FETAL BOVINE SERUNM GAMMA IRRADIATED
B.2 SPECIES OF ANIMALS FROM WHICH THE BLOOD PRODUCTS DERIVE: BOVINE
8.3 ADDRESS AND REGIS TRATION NUMBER OF THE APPROVED ESTABLISHMENT:
PAA LABORATORIES ING,
145 BETHRIDGE ROAD, ETOBICOKE ONTARIO CANADA MW 1N4
REGISTRATION NUMBER: 8PT-02
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Coertifieate of suitability
b ©. RI-CEP 2000-093-Rev 01

Name of holder:
PAA LABORATORIE
145 Bethridpe Road % .
CDN - M9W IN4 Eto -‘.u-

Sites of production;
PAA LABORATORIES INC,
145 Bethridgo Road I
CDN - M9W N4 Btobicoke, Ongtiae. i

PAA LABORATORIES Pry. Lap, 50
66 Riverside Place

Brisbane Facility Unit 2 e o
AUS - (IBA-4170 Morningside, Queensla 2

PAA LABORATORIFS Pry, L1n,

46 Steel Place
AUS - GBA~4170 Morningside, Queensland
THIS CEXTIFICATE SUPERSEDES THE TEICATE
RI-CEP 20410-093-RE
After examination of the information provided on the o aterial(s) and type of

mentioned sbove, CDN - MOW 1N4 Btobicoke, Ontario and AER ;ﬁ{ : ";wo Momingside,
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spongiform encephalopathies no. 1483 of the Buropean Pharmacopoc:a, ‘ngg
supplements.

— countries of origin of souree materials: United States of Americsf;u
Canada.

— nature of animal tissues ugsed in manufactore:  Foetal bovine blood.

The submitted dossiet must be updated after aay significant change that may altéi’
safety or efficacy of the substance, orthat may alter the risk of transmitting asima! 8535z

encephalopathy agents.
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TOTAL MINIMUWM DOSE DELIVERED:  30.5 kGy
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IRRADIATION START TIME & DATE: 1918 U ALEH
[RRADIATION FINISH TIME & DATE: 2016 C w4007
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3.2.8.2.3 Control of Materials
Ceriificate of anaiysis for Sepharose CL-6B
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CERTIFICATE of
ANALYSIS

Product:

Sepharose @ CL-6B
Lotnor 243329

Code Numbar;

17-0160-05

Analysis:

Seleclivity; Kay
test with dextran iracltions

Mp = 200 600
50 000
10 000

Flow tate ot Ap/ll=15
G prer hour

Particle size distribution
voluma sharg within 45-165 ;m;%

Determination of cationic interactions
10 Gytochrome C per mlb gef bed

Microbial contamination
microorganism per mL suspension

Limiig:

100-200

3

min, 95

<

L

max. 8

max. 104

Analysis and limils according to! AS 45-6000-42 Ed.IAM

Results:

0.30
0.49
0.72

Bate of approval: 1506.08.28

FPharmacia Biotech AB
Quality Assurance

Tssuad by

CALF BA
Mg, Bernarda Beigy

CA-Oneciata Teonite
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Pharmacgia AS No. 042:10
Lffecrive; 1988-0C%-0%
Pharmacia LKB Blotechnaiogy Supersedes AS FC 542:%
AMALYTICAL SPECIFICATICNS \
|
|
1
SEPH.AROSER CL-6B
Item No: 17-0160-00
Description: 8e2ad formed cross-iinked acarose gel. For
gel filtration and afffinity chromatography.
Supplied as a, suspensien in ethanel, 22 vol %
Test Tolerance limits Test methed i

Flew rate at ap/L = 15
Column: 5 em 1.d.
Bed height 10 cm

Particle slze
distribution

Function

Porosity, dextran

Unspecific adsorption
mg Cytochrome C
per 100 mL gel bed
Microblal
contaminaticn

Checked:

Anna-Britta Krantz

Manager Quality Documentatlion

100~200 cm per hour

280 vol b within 45-165 um

To pass test

Mw rav

181 000 0,23 - 0,41
40 700 G,42 - 0,58
9 300 G,68 - C,81

£0,8

2 . .
max. 107 microorganisms
per mL suspension

Approved:

]
4

Srgen Lonngren
Vice President
Research and Deve

4
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Sepharose is a registered trademark cf Pharmacia AR
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Appendix 2: Tumorigenicity of the WHO Vero cell bank

Report o n_vive tumo eni
testing of the W.H.0, VYero gell
ste eed t

RIVHM Bilthovesn, April 1989
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Report of in vive tumorigenicity testing of the W H.O. Vero cell Mascer

Seed ‘1ot

by- RIVM

Summary
Samples of the. WHO Master Vero cell seed lot were tested for

tumerigenicity in entithymoeyte globulin- {AT8)-treated new-bern rats

-according to current WHG Requirements {W.H.0. TRS na. 745, 1987 pp.93-107).

The cells were received at passage 134 and further cultivated to be tested
at passage level 156, i.e. more than 10 population deublings beyond the
maximum passage level permitted for production. They were also tested at
passage level 139 for comparison., As positive contrel Hela cells and as
naegative contrel HRCS human diploid cells were used.

Vero cells at passage level 156 induced small non-progressively
growing nodules at the injection site. Thase nodules, consisting of
accumulations of Vero cells and stroma, were still grossly vislble at the
end of the three-week observation period. No metastasis was observed in
lymph-nodes, lungs, kidneys, liver, brain and other tissues of rats
inoculated with Varo cells at this passage level. Vero cells at passage
level 139 induced small nodules at the site of injection thab regressad
after the first week, Histologically morphologic structures resembling
those cbserved at the injectien site in rats inoculdted with passage 156
cells wers however present in all racs incculated with passage 139 cells.
Signs of metsstasis were not observad in ratz inoculated with passags 139
cells,

Hel. aells, used a2 posltive conttol, it contrast wich Vers
cells, Induced Vero cells, progressively pgrowing tumors at the sice of
injection in all inoculated animals, and extensiva matastasis in lunga and
some other tissues,

MRC5 cells Induced mo grossly visibie nodules but histelegically at
least one animal showed an mecumulation of cells at the sitve of injaction,
which probably repreasnted preliferated MR65 celle, Signs of metastasis

ware not obseyved,

/ cALF
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Introduction

At the request of WHO cthe W.H.0. Vero cell Master Seed lot was
examined for tumorigemicity. In the letter from the Institut Merieusx,
accompanying the samples (Annex 1) it was stated that the cells were at the
134th passage and that the maximum passage level permitted for production
is the 150th, According te WHC Requirements {W.H.C. TRS no. 745, 1957
pp.100), the testing has to be- carriad out at least ten population
doublings beyend the maximum passage level used Ffor production. As the Varn
tells could be passaged at weekly intervals using a 1:4 split a cell
doubling number of 10 beyond the 150 th passage would ba raasched at the
155¢h passage. It was therefore decided to perform the test at the 156th
passage l.e. approximately 12 ¢ell doublings beyond the 130 passage. n
additien to the required positive control, for which Hels cells were usad,
it was thought desirable to compare the 156th passage level also with the
same Vero cells but at a lower passage level and with a negative comtbre:,
i.e. a non-tumorigenic diploid cell line. MRCS?cella ware employed a&s such,
At passage 139 sufficient cells (i.e. 10 % 107) would be cbrained to
perform the test.

For technical reasons the testing had to be dome in two parts with
testing on the 1356th Vero cell passage (and Hela cells) first, followed
some weeks later by a test on the 139th passage in combimation wilth MRC5

cells, also including Hela cells as cenbrol.

Haterials and Methods
Cell. lines

Vero cells of the cell bank described as "Vero Cells - W.H.0, Seed
134ch passage - Oct, 1987" were received From Iustitut Merieuwx. The sample
consisted of three ampoules marked. 1866, 1869 and 1889 as indicated in the
accompanying letter (Annex 1). The cells were cultured in Eagles Minimai
Essential Medium with non-essential amincacids and glutamine (MEM),
supplemented with 10% feral bovine serum (FBS), Ampoule 1866 was thawn and
seeded on April 28, 1988. On April 29 it was noticed that very few cells
had attached. On April 29 ampoule 1863 was started using a smaller tissue
culture vessel. A confluent monolayer was reached after 11 days. The cells
could from then on be subcultured at weekly intervals using a 1:4 splie

until the 156th passape was reached, Rats were inosulated with this passage

!
'&
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on October 10, 1988, together with HeLa cells as positive control, Ampouls
1888 was seeded on October 12, 1988 and after four passages as passape 13%
inoculated into rats on November 11, with MRC5 (p.d.1. 32) cells as
negative control and Hela cells as positive control,

Hela cells were from the frozen RIVM stock passage 174 of proven
tumorigenic petential.

MRC5 cells were obtalned at p,d.l. 15 from Dr. J.P.Jacobs, NIBSC,
South Mimms, Potters Bar, England and passaged at weekly Intervals in MEM
with 10% FBS applying a 1:2 split uncil p.d.1. 32. '

Cells were subcultursd by removing medium from the culture and adding
0.23% trypsin and 0,025% EDTA in phesphat buffered saline, without caleium
.and magnesium. The culture was then incubated at 37°G untill celis were
detached. Gountings of viable cells were made with trypan blue and eell
concentration was adjusted to 10? living cells per 0.2 ml fer

tumorigenicity testing

Rats

Qutbrad Wistar (RIV-TOX) rats were from the SPF breeding unlt of tha
RIVM,

Tumorigeniclty testing

The testing was c¢arried according to WHO Requirements (¥.1,0, TRS nr.
745, 1987, pp.93:107) and essentially as described previously (Annex 23,
The cells were suspended {n MEM and inoculatéd subeutaneously (s.c,) In the
sbdominal (umbilical) tegion in volumes of 0.2 ml, containing 10? 2ells,
pet rat on day 0, The new-born rats were inoculated s.c. with 0.1 al ATC on
days 8, 2, 7 and 14 and wers observed for thres weeks, Developing nodules
were meagured weekly at the tws largest perpendicular diameters. At the end
of the threa-week observatlon period the animals were sacrified and
examined for gross lasions, especially metastatlic tumors. Orpans, including
lung, kidney, liver, axillary lymph-nedes if they could be found, site of
Injection as vequired and, in additlon, brain and on occasion other tissues
were fixed in formalin and prepared for histological. examination. Tissue

sections were stained with hematowylin and eosin,

S ALF SA
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Wala.cells : Tumor devélopment in rats inoculated with 107 Hela cells, ’
used. as pbsitive controls: ln comparison with passage. 156 Vero cells, is
summarized in Table 4, ALl ten animals injected with Hela cells develeped
gross nodules at the injection site, that, in contrast to nodules in
ariimals injected with Verc ceils, grew clearly three-dimensionaiiy and
progressively durlng the three-week observation peried, Wnen sacrified at
the end of the three-waek obszervation period all ten animals showed
numercus metastatic processes In the lungs (in some animals to the extent
that hardly any normal lung tissue remained) and five of the ten animals
also in the regional (axillary) lymph nodes. Histological examination thers
were no signs of mecastasls Im liver, kidoeys, spleen, {or heart, as far as
examined) but some of the animals showed metastatlic brain lesions. Tumers
at sites of injection and metastatic tumors coensisted of densely packed
epithelial type cells and showed numerous mitoses, In some tumors there was
more or less extensive mecrosis, sthers showed formation of bone or
cartlilape.

All rats inoculacd with Hela cells, used as positive contrels in tha
test for tumorigenicity of the WHO Vero tell seed at passage level 139 and
MRC. cells, developed progressively growlng tuwmors at the injectlom slte
(Table 5). Lung metastasls wae observed ln two animals and lymph node

metascasly in three. Two of the animals died during the third week of the
test,

HRGSceIJs i Only one of the 10 rats, inoculatad with LO?

HRGS cells, uged
a3 negative control substrate, showed an Indication of a possible noduls at
the end of the first week of the tast (Table 6), There were nt indicatiots
of nodule formation at the end of the second of third week, Histaloglcal
examination of the Injection sites showed a small elreumseribed nodule,
posslbly of oeriginating in the injection HR05 cells in one animal and in
one other animal (no.5) a more extensive accumulation o¢f cells rathepr =/
uniform typs, These celle sometimes Appeatred to infiltfate betwean museies
fibers at the injection site, The ¢ells most probably originated from the
injected MRG cells, Mitotie fipures were very rars. No slgns of metastasls
were observed histologically or macrescepically In any of the tissues
examlned, including lung, 1liver, kidney, spleen, brain o other tissues
examined.
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3.2.5.2.3. Monovalent poals of inactivated poliomyelitis vaccine, NVl Tumorgenicity of the Vero cell bank.01 L\

Comment _

The results of in the present study on Verc cell tumorigenicity were
in general similar to those repoxted in earlier studies (Van Steenis en Van
Wezel, Develop. Biol.Standard.50, pp.37, 66, 1982, and Levinbook et al.
J.Biol.Standard. 12, 391-3%8, 1984). Vero cell passage 156 induced in the
present study nedulaes that remained grossly vislble during the three-wesk
test period whereas the nodules induced by passage 139 regressed after the
first week of observation. Nodule formatien has been noted to vary from
experiment to experiment and it cammot he excluded that the observed
d{fference it reiated to variations in the test system., Levinbook and
coworkers also noted a similar difference between Vero cells of passage 140
and Vero cells of passage 149 and higher however. They ascribed this
difference to an increasing tendency towards tumerigenicity at higher Vero
cell passages, although, as in the present study, thase authors noted no
differences in histomorphologic appearance betwzen Vera rell accumulations
of lower and higher passage at the site of injection. The differences
vbserved in the prasent study could tharefore reflect changes Ln behaviour

of Vero cells with increasing passage as suggeésted by Levinbook et al.

In conclusion:
Verc cells of the W.H.0. Vero Cell Master seed lot at passage level

156 did meet requirements of non-progressive growth and absence of

Hetastasis [n antithymocyte-ctreated new-borm rats.
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Monovalent pools of inactivated poliomyelitis vaccing, NI

Table 1

Tumorgenicity of the Vero ceil bank.01

Summary of results of jn vive tumorigenfcity testing of the wHO Varo cell Master-celd

aeed in ATG-treatsd new-born rats in comparison kith Hela cells and HRE_ cells

Cell type

Hean nodule dimensions (mm}

at site of Infection

2
Hetastasis frequency )

Week 1 week 2 Heek T
Vero passage 156 3.vx2d 5.9 x 3.6 5.0.-x 5.9 0710
(10-1#-88)”
Vero passage 139 2.0 % 1.6 arr
(1‘1-‘11-&5)
Hela 174 &  x2.6 10.8 x 7.5 13.3 x 1.7 10710
(i0-14-88)
Hela 74 B I I -9 11.2 x a.5 16.2 x 11.9 LYL:]
.(11-11-85)
HRCS - - 010
€11-11-83)
12

Date of Inoculation

)

Humber of animals with metestases / number surviving at end of 23-day

observation period
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3.25823 Menovalent pools of inactivated poliomyelitis vaccine, NVI Tumorgenicity of the Vero cell bank.04

table 5

Tumor development in ARTG-treated mew-born racs following the subeutaneous Injectls

T
L % 10 Hela cells per animal (Experiment 2)

| Cell cype Rat no, Nodule dimensions (mm) at site Metastasis (macrosc.) presgent

of Inisction at_end of each waek

Week 1 Week 2 Week 3 L.node lung

Hela 174 1 §x6 8x8 5 %3 . .
" 2 S x5 10 x 10 12 % 8 + -
" 3 10 % 8 4 % B 27 % 17 . . -

" 4 8 x 8 il x 9 14 x 8 - +

" 5 7 x5 15 = 8 22 x 14 + B

" 6 6 x5 16 x 9 14 x 9 - 1+

" 7 o lbx b 3 x 8 8 x 8 - .

" 8 17 x 8 13 = 8 28 x 23 - -

Mean dimensions 2.1x6.46 11.9%x8.5 16.2x11.9







Tumorgenicily of the Vera cell bank, 0%/
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3.2.5.2.3. Monovalent poois of inactivated poliomyelitis vaccine, NV!

Appendix 1: Preparation of the WHO Vero cell bank

s s
ST TN -
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Burcreon Coledchon
of Ceh CLiires

FACSIMILE TRANSNHISSION

Tao: Dr Tiny van der Velden -
BRIV -
From: Dr Bryan Bolton No of Pages: -4
EBECACC
Fax Ng: 0031302742971 Date: 2! June, 1999
Priority: Normal Ref.:

[FFaAX ILLEGIBLE OR INCOMPLETE PLEASE TELEPIJONE +44 1980 612511

Taar Dr Velden

Enclosed arc copies of the results of the tesling caried out on the WHO Vero Cell Bank, The zopy of
ooe of the test sheets is very poor but it's the best ] can find,

Please let me kuow if that is the information require.

Yours sincerely .
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Tt Bryau Bolton

Marketing Manager -
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3.2.8.2.3. Monavalent pools of inactivated poliomyelitis vaccine, NVI

P2 “TEUR MERIEUX Sérums et Vaceins

A Avmrase Maces! Mérfoux
EBIHO MARCY L'ETDILE FRANCE

T CERTIFICAT BE CONTROLE
QUALITY CONTROL RELEASE.

PRODUIT |

PRQCUCT * VERU CELLE ~ WHO WORKING CELL BANK

Lot 87-10

EPREUVE RESULTAT
LABORATORY TESTING RESULT

Tests in eqgs

. Allanto'ic cavity
. Chorio allante’ic membrane
+ Yalk sac

© SATISFACTORY !
tSATISFACTORY :
i SATISFACTORY

Tests on cell cultures

Intact cells coculture with :

i Human dipleid cells ¢ 1 BATISFACTORY e
+ Primary menkey kidnay ceils Y SATISFACTORY
Oisrupted cells coculture with :
. Human digioid cells ' ¢ SATISFACTORY =t
y Primary monkéy kidney calls ¢ SATISFACTORY i

Tests for Tumorigenicity

Tast in vive {Hewbourn rat immunodepressed)

" eTestin-vitro (373 assay system)

Electron microscepy examinatfon

: SATISFACTORY
¢ SATISFACTORY

In prograss

Tests 7or endogenous virus encornavirus

and retrovirus {electron microscopy examination
after BUOR induction) ¢ SATISFACTORY
Tests for retrovirus (Viral reverse ftranseriptase

after BUDR induction} : SATISFACTORY

DATE LOB JUME 1990

SIGNATURE 1 O L. PEYRONM
Directeur des Services
de Contraies

——
e
=

éﬁ,ﬂ»zzﬁxf””/_-j::’ ;

ALE SA

ernarga BeidY

’//’133
//T) Elrec\ora Tecnivh
15.148

e
},—




.



Manovalent pools of inactivated poliomyelitis vaccine, NVi

,

SA~TEUR MERIEUX Sérums et Vaccins

1541 Aveckra Marcsl Mbriaok
FR2A0. MAFCY LETDILE FRANCE '

T CERTIFICAT DE CONTROLE
QUALITY CONTROL RELEASE -

PRODUIT | .
PROQUGCT - - YERD CELLE - WHO WORKING CELL BANK
- LOT Y8710
EPREUVE ) . , RESULTAT
LABQRATORY TESTINMNG RESULT

CONTROL AT THE LEVEL QF THE W.C.B. (137e passage)

Control af cells

Sl

,_l\l\‘f.

WHO cell bank version 04
N

Test for haemadsorbing viruses 1 SATISFACTORY
Identity test {Iscenzyme analysis} ¢ SATISFACTORY - Conform
Test for sterility 1 SATISFACTORY
Tast for cuitivable mycoplasma 1 SATISFACTORY
Electron micrascopy axaminatien ’ i In progress- =
Control of superpatant
Tasts on cell cultures : &

. ¥ero cells i SATISFACTORY -

« Human diploid cells © SATISFACTORY

. Primary monkey kidney cells 3 SATISFACTORY
Test for cultivable mycoplasma ¢ SAITSFACTORY
Test for mycoplasma Hyorhinis ; SATISFACTORY
CONTROL_10 PDL AFTER THE PRODUCTION LEYEL { £ 150e passaqe)
Fests in animals
Intramuscular route incculation

. Suckling mice ¢ SATISFACTORY

" . Mice 1 SATISFACTORY

. Gufnea-pigs - : SATISFACTORY

+ Rabbits 1 SATISFACTORY
Intracerebrally route inoculation :

. MHice . : SATISFACTORY

.
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10 adull mage " ” o :
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10 smbryonated chick esasz . N .-
N _—
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