amersham pharmacia biotech
‘To whom it msy concern

ON ANIMAL DERIVED MATERIALS TN THE MANUFACTURE OF
17-0448-00 ' Cylodex™ | CELL CULTURYE MEDIA

The only use of animal derived components in the manufacture of Cytadex |
chromatouraphy media is in the manufactare of the base material raw dextran. The raw
dexion is further processed (o Pextrin substances used also for medicinal products
intended far injections. These medicinal products arc and hava been during many years
heen extensively used throughowt the world.

Animal-derived compenenis in raw materdal In the production of Dextran substances

The manufactaring of Dexiran praducts, used for both clinigal andd lechnical applications,
at Amersham Fharmacis Diotech AB involves Ihe two production siles al StalTansiorp and
Lippsaln, Sweden.

The raw dextean is manulaciured in o fermentation plant in StaManstorp, & change in raw
materials, comprising exclusion of the animud-derived components Tryplon and poreine
Liver Bratii, in the inacalum substeaie lor preduction of inocuium culture for Lenconosion
mesenferpides has heen introduced.

Anether change, introduced consurrently, comprises the exciusion of al! sources of animal
origin when growing the bagierius for new working cell banks.

These changes have been validated W assure the consistency in process performanee and
product guality.

The enly animal-derived component in the production of dextrun that now remuins is the
skim-milk powder neling as eryo-protective agent at le lyaphilisation of new cell banks.
This skim-mitk pavaler comesponds ta level o less than 0O ppovin the final Irextrin btk
substanees,

The country of origin for his skim milk powder i USA, Milk is rot a speciiied fsk
material as defined iy Commission Deeision 97/5334/EC and is also unlikely o present any
tisk of contamination accordimg to the Buropean Pharmcopocia monagraph Producis with
risk of transmiliing agents of ardmal spobgi(ore: Bncephalepathies. The supplier intends 1o
submil an application for a Certilicaie of Suilubility ne luey than mid-September, 2000,

The changes in Stallanstorp were fnally introduced 1 regutar production of dexivan in
1597 and are fully implemented for all bwrches of Dextran substmees manu fotured after |
January 2000 (lat rembers > 28 1800),

Y The fsst twao digits (-00) of the code number includes all the differcai
packaging sizes,
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Dextran subsiances manufaciures before Juneacy 1, 2006

lior hatches mannlaciured hefore January 1, 2000 was the above mentioned Tryptone and
porcine Liver Broth used,

Tryplone is derived from milk. This sourecs is not defined ag specificd risk malerial as
defined in Cominission Decision $W334/EC

The teyplone used is, as of December 1996, manufictured rom anirmels originating from
countries free from bovine spongiform encephalopatiiy (BSE) as declaced by the supplicr,
The countrics of arigin for the tryptone are Ausiralia, New Zenatind andd USA. The supplicr
intends Lo submil an application for o Certifiate of Suilability no tater than mid-September |
2000,

Uppsitla, Sweden, August 235, 2000
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[.ena Hellquist
Reguintory Support







GE Hédlthéare

Animal Origin Statement

Regarding animal derived materials in Cytodex 1 surface
microcarriers

Product: Code Number:
Cyltodex™ 1 17-0448-xu%

- refers to ali pack sizes

Based on the information below it is hereby stated that Cytodex 1 surfoce
microcarriers do not contain, and is not derived from, specified risk motenut as
defined in Regulation {(EC) No 999/2001 {as amended). o

One of the raw materials used for manufacture of Cytadex 1 microcarriers is
dextran. Thisis the only raw material in the manufacture of the mentioned
praducts containing animal derived materials.

After January 1, 2000

A change in raw matericls, comprising exclusion of the animal-derived
components tryptone and liver infusion broth, in the inoculum substrate for
production of inoculum culture for Leuconostoc mesenteroides has been
introduced. The only animal derived component in the production of dextran, after
January 1, 2000, is the skim milk powder acting as o cryo-protective agent at the
lyophilization of new cell banks. The country of origin for this skim milk powder is
USA. More information on the skim milk is found below.

8efore January 1, 2000

During the manufacture of one of the raw materials, native dextran, minute
amounts of broth containing extracts from porcine liver liver infusion broth) anc
bovine tryptone (Bacto Tryptone), are added to the stock culture of Leuconostoc

mesentaroides.

Millc is the bavine component of the liver infusion broth. The countries of origin for
the milk are Australia, New Zealand and USA. The porcine material is sourced from
USA, Canada and Italy,

Tha countries of origin for the tryptone (Bacto Tryptone! are Australia, New
Zealand and USA.
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GE Healtheare

Skim mitk powder is used as cryo-protective agent gt the lyophilization of new ceil
banks. This skim-milk powder corresponds to level of less than 0.01 ppm in the

final Dextran bulk substances. The country of origin for this skim milk powder is
USA.

The milk for liver infusion broth, tryptane and skim miik are sourced from animals
"either deemed fit for human consumption or deemed healthy" as stated by the
supplier, BD Diagnostics, USA. This information is in agreement with the European
guideline "Minimising the risk of transmitting onimal spongiform encephalopathy
agents via human and veterinary medicinal products (EMEA/610/01- Rev 2)",
Certificates of Suitability are not relevant for these raw materials,

It should be added that, during manufacture, dextran is subjected to several
dengturing processes: : : o
- fractionation at an ethanol concentration of 40% for g minimum of
- 32 hours |
- ireatment at pH 1.3 at 85°C for a minimum of 10 hours
- spray drying- inlet air temperature 230°C

Uppsala, Sweden, August 29, 2006

GE Hedithcare Bio-Sciences AB
Regulatery Affairs

Lena Hellquist
Senior Reguiatary Affairs Manager
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Module 3 — Quality
3.2.8 DRUG SUBSTANCE

Monovalent pools of inactivated
poliomyelitis vaccine, NVi

Doc. ENG-30963-Celite

577.01

Replaces: -
Date: 28 February 2008
Drafted by: RvB

Page 1 of 1

Celite 577

Specification Requirement
Identity

Chemical tests

Total ash <0.50%
Particle size < 40,0 pm
pH <790
Microbiological properties
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Module 3 — Quality

Inactivated poliomyelitis vaccine,
suspension for injection

Doc ENC-51065-Guanin
hydrochloride.01

Replaces: -

Date: 28 February 2008
Drafted by: RvB

Page | of']

Guanine hydrochloride

Specification Requirement
Identity

Melting point 2 300 °C
Chemical tests

Total ash <0.05%
Total impurities <2%
Content = 09.0%
Microbiological properties
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3,2.8.2.8. Mongovalent pools of inactivated poliomyesiilis vaccine, NVi

| NVI
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The animals {Cynomolgus monkeys (Macaca fascicularis)} used for monkey
kidney cell preparation were tested and complied according to the foliowing

tests:

Specification Reguirement

Anfibodies fo
- Herpesvirus simiae (B virus)  negative
- §Vv40 negative
- Foamyvirustype 1,2 and 3 negative

Tuberculosis (Mantoux reaction) negative

Physical condition no signs of illness

In a frequency of once per year, the monkeys were tested for the absence of
antibodies against the agents mentioned in the table. Just prior to the kidney
perfusion, these tests were repeated, with the exception of SIV.

Specification Requirement Validity resuit
Antibodies to:

- SIV negative 12 mornths

- Foamy negative 14 days

- Herpes simplax virus*  negative 14 days

- 8V 40 negative 14 days

- Polyoma negative 14 days
M. tuberculosis (Mantoux test) negative 14 days

Physical conditicn no signs of illness
Patholcgy no abnormalities

* as indicator for HV simian B
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Mongvalent pocls of inactivated peoliomyelilis vaccine, NVi
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Monkey and

The monkey kidney cells were tested and complied accerding to the following

reguirements:

Control cell cuitures:

Test

Tast for CPE
and
haemadsorbing
viruses

Extraneous
agents

Extraneous
agents

Mycobacteria

Wethod

According to Ph. Eur. 2.5.16.
CPE is assessed by
microscopical examination.
Addition of guinea-pig red
blood cells.

According to Ph. Eur. M-0214
Test in rabbit kidney cell
cultures.

According to Ph. Eur. M-0214
Test in cercopithecus kidney
celi cultures

According to Ph. Eur, 2.6.2
[noculation in Loewenstsin,
7H10 and Tween-albumin
media.

Requirement

No avidence of CPE or
haemadsorbing agents is
found,

No evidence of Herpes-8
virus or other adventitious
agents is found

No evidence of SV40 or
other adventitious agants is
found

No growth of mycobasteria
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3.2.5.2.3 - Control of Materials
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CERTIFICATE OF ORIGIN STATEMENT

Produst Description: Trypsin 11250
Catalogue Number: 27250

This is to certify thai the above mentioned product has the following source snd origin:

Source Drizin
Porcine Pancieas (IS A/Canada
Lactose UsSA

We cah confirm that USA and Canada are considered to be free of BSE/TSE.

1 /’L i *tk

Debbie Hamilton i
Quality Syslems ¢

Arephsridad Mo DIMF Aearipnd
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3.2.5.2.3 - Control of Materais

GIBCO™

Irwitrogen Coxpamtion

Raw Material Technical Information

Product: Trypsin 1:250
Raw Materia) Part #: 340-7072 (Used in all GIBCO brand Trypsin sclutions)
Source; Porcine Pancreas
Country of Origin: US or Canada
. Country of Manufacture: Canada

Manufacturing Process:

Floy ghart of mayufactiring process X

' Flow chart of menufacturing process.

Manovalent pools of inactivaled poliomyelitis vaccine, NV

l#cﬁvatnd Extruci

. Aﬁc:ﬁcaaid" [Acidie Extract (ph 3) ‘ pH'ad ustmeui io §
Hxmacton | vt :
‘ : Activaior 24 rs @ 10° .
36bes 610°C ‘ S .
TR Sql.]jhﬂlc n '
. - Presipitatios -
.  Spandanization - u pHAS
- —- tandardization — " Vacwam Gven o ;
Trypsin 1:250 L & , | Dried Powder ., Drying. Arunontum Sulphats
4 — . .y e o+ Precipitate
lactose . T 55.60°C B :

diluent addidon 24:36 hrs

Manufacturing notes:

« The bovine lactoss used to adjust the sctivity of trypsin powder is of US origin. This
lactose is refined from hovine milk and derived from healthy animals in the game

used during the processing,

of irvadiation 2ccompanies sach lot of Trypsin Invitrogen recelves.

Regulatory Information: ‘

conditions as milk collected for hursan consumption. Mo other ruminant materials are

The raw powder Trypsih 1:259 is then iradiated at a minimum of 25 kGY. A certificate

“The bovine lactose and-trypsin itselfare excluded from the scope of the Note for Guidance on
"Minimizing the risk of tranamitting animal Spongiform encephalopathy agents via human and

veterinary medicinal products”

Additional Information:
Pancreas Collection

(Revision February 2001, EMBA/410/01-Final).

. Pork Pancreas glands are collected in USDA licensed pork slaughter plants under the inspection
of USDA veterinarians. Pigs are subjected to ante- and post-mortem inspection, and glands are

saved only from animals judged acceptable for hurman consumption.
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3.2.8.2.3 : Monavalent pocis of inactivated poliomyelitis vaccine, NVI

HyClone Maw Zaaipnd
Gmokoros Famm

441 O Highway

B.(3, Box 850
Tautanga, Hew Zadiand

Product: DONOR BOVINE SERUM
Coliected snd Processed in New Zealand
Custom Filbered for NVI

Calalog#: SH3A1248.01 Manufacture Date; GCT/ 2008
Lot#: DRKO265 Bxpiration Date!  OCTU/2014
Filtration: 0.2 pm Sterie Filtered Total Batch Volume: 10347 1.

CERTIFICATE OF ANALYSIS

Test/{Method) Specification Units Results
S Endotoxin x5 EU/mL <{.08
- {Umudus Ameboryta Lysane-Gal Clot,
Currene USP and EP}
_,7 Heemoglobin (Spectrophoiometric) <4 mg/dL 2

Sterility Testing (Ph. EUR, 2.6.1)
{Cumrent USF and EP)

Bactarly and Fungl No Growth No Growth
Virus Testing (Ful EMEA)
Flusrescant Antibody
Blustngue Not Detected Not Detected
Bovine Adengvirus Not Detected Not Detected
Bovine Parvovirus Not Detacted Not Debeched
Boving Respiratory Syncytial Virus Mot Datected Not Detected
Bavina Viral Diarrhosa Virus Not Detected Not Detected
Boving Leukemia Virus Not Detected Not Detecied
hables Not Detected Not Detected
: Reonvirug Not Detected Mot Detacted
Cytepathogenic Agants — &.g. 1BR Not Detectad Not Detected
Huemadsorbing Agents - e, PI3 Not Detected Net Detected
Bovirie Virus Diarrhosa Virus
[Pra-fradiabion)
‘ } Interference/Cotviparative Titration Mo Interference Na Irterferencs
Bovina Virus Diarrhoea Vina
{Post-Trradiation)
Interference/Comparative Titratlon No Interferance Mo Interference
- iradiation Dosa 25-3% kGy 27,533,058
_ pH For Information Qnly 8.02
Osmaolality {ph. B 1.2.35) 240-340 mGsm/kg 269

Pege L o 2

Phone! + b4 T 546 0225 Tod Free; §00-522-5355 IrMaman wiad hyclona oo
Foyr + 84 7 548 1298 Emad; bodihyclons.com
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Monovalent pools of inaclivated poliomyelitis vaccing, N\ MWCB-7-gonor-bg

HyClood Naw Zealard
@ Crnokeras Fam
441 Qe Highway
P.O. Box 568
Tauranga, New Zeaiand

Product: DONOR BOVINE SERUM

Coitected and Processed in New Zealand

Custom Filterad for NVI
Catalog#: SH3A1248.01 Manufacture Date: OCT/ 2064
Lots#; DRKO2ZH55 Explration Date:  OCT/ 2811
Fitratlon: 0.2 uni Sterile Flitered Total Batch Volume: 1034.7 L

CERTIFICATE OF ANALYSIS

Test/(Method) Specification Units Results
Total Protein > 35 mg/mL 89
Albumity For Information Cnly g/al 3.58
Alpha ~ 1 Glohuitn For Infomation Only gfdl 0.27
Alphas - 2 Globulin For Information Only a/dL. 0,99
Beta Gobulin For Information Cnly gidl 1.55
Gamma Glebulin For Information Qnly gldL 0.74

Tha rew materlal used {6 produce this batch of serum has been sourced exclusively Frem
clinicaily healthy cattle which wens born and maintainad in & country which js officially recognised
as baing fres from Bovine Spongiform Encephalopathy (BSE), namsly Naw Zesalsnd

The rew matetlal used was not derived from animais
- Which have died on the famm, Inclutding nawborn animais or foaluses,
«  Which have baan killed lo sradicale epizaotic diseases. '

- Showing any clinical signs and/for laslons of contagious disegses for humanas, or for
reagons of residues, were deciared unfit for human consurmption,

Tha raw matertals used were sourced from animals frea from Tubercliloals, Laptosplrazis,
Brucsllosis, Blustongus and Bovine Leukamia Virua, The donor animale gre screened regulardy
for thege Infectious agents unleas the country of orgln Is decinred to be free from thesa agentz by
ihe current GIE. The sourca herd 18 not vaccinaied against these agenls,

Souih Paclfic Sera has bean grantad a Cerlificata of Sultabllity t the Europesn Phaermasopsels
Monagraph for New Zeslend Sourced Doner Baving Serumn. The current carlificate R1.CEF
2000-341 is included,

S
Caroline Newcombe
QAIQC Manager

Page 2 0f 2

Phonat + 64 7 548 (228 Toll Free! 800-522-5358 inlernel: W hydione.com
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HyClone New Zeajang
Omnokoroza Fprm

444 Qid Highway

£.0 Box 008
Tsuranga, Neaw Zasland

Product: DONOR BOVIME SERUM
Collectad and Processed in Naw Zealznd
Custom Filtered for NVI

Catalog#: SH3IA1248.01 Manufecture Date; OCT/2006
Lot DRKB265 Expiration: Datet  QCT/204%
Fillration: 9.2 pi Sterile Flltered Total Batch Volume: 1034.7 1
BIOCHEMICAL ASSAY
Tast Lot Value 1
Alkaling Phosphatasa 133 U/t
Biodd Urea Nitrogen 10 mg/dl
Calcm 4.7 mg/dL
Chicride a8 mmol/l
Cholestercl 168 mag/dL
Creatinine 1.2 mg/di.
Gluecose a8 mg/dL
Glutamk: Oxaloacetic Transaminase (5GOT) 59 L/L
Glutamic Pyruvie Transaminase (SGPT) 61 L !
Inorganic Phosphorus 65  mg/dl
Lactate Dehydrogenase {LDH) 2743 UL
Potassium 45  mmol/L
Sodium 136 mmol/i
Specific Gravity . 1.00372 g/ml,
Tota Bilirubin <0.1  mg/dl

Fhorw: + 64 7 548 0228 Toll Fraa: 300-322-5355 Insermal; wawwsbpclona, cam
Fax « 847 848 {208 Emall mfoghycione.com







