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Objection 47 Further i for rtatioo s r srirecl to slf w that the rrsk f 

c'f ~ 'xtra rras 

ad+~entl:tirrrs viral cerrtasnznatittra from trraterials of biokgacai origin rased its ell ctrlr rre has beeorarirairtrisedeg. screenirs .=sa le nt rs trfsource matetiats and infcrrrraticttt no validation of vi r i vati ra prceses. 3ovthe products should not be sou rc fromw  It rrlshere tarrraittant prmins have been fed unless ad e tuately j IfIed An asstarance is required that the origin of hatches of bovine Asa errs is clearly doc :mented, 
pvrase l to on the screeaain l:9etectitrrsttr ttrsarrrt of source matetsafs of hi€rlo9ieai origin used in the culture of Master Working CellBanks 81 are presented as Attachment 47-1, Tables I - . 

As can be seen, these biological Materials were sourced fr atraUSA, Australia, New ZeaLanti and Canada, As stated to the original apptacatiafrr al of theme couatre are cerassidered tra be B E free. The United Stares Dep nent of Agriculture (USDA rasairstairrs that there have been to reponeri cases of SE in the United States, therefore, feed practices need not be leg ased. 1t should he noted that it is areepteJ practce per USD, to i.o w rurrrmnant protein in cattle feed. Therefore grey a small percentage, legs than 0.6% of the total food producct, may consist of ruminant feed. 

The origin of bate i s of bovine materials that are collected from U D4 certified (or egar.rvalent collection centers nave a quaiiti , vererirsarg> surgeon inspector always present, It should also benoted that Petal ovine Serum ( iS), as of December 1992, has been s,ourked exclusively from Australia. 

The Company has conducted audits to enure traceability of all b;avineasoourced comnjenta back to the geographicall location of the source herd. Source material from European herds will not be us , ocuneiyatinn of traceability is maintained on tote at axter, Hyland. 

The origin of donors of humans plasma tar he ,mete rained becauseplasma rs collects in accordance with FDA CFR req riremersts. Plasma is tested in ac .rordance with current FDA specifications(i.e. far HBsAg; anti.H1V-l'2, anti _ fVl; 

€idle validations is on the efficacy Of beat.trearments wire not available from: all su7piiers, although i1 should be noted that heat. treatmerttas (e ,. 10 hours at 60CC for albumin 'j are consistent with &t acteptr l iitdu ;try standards, 

Testing of ea wh of the hrcictgical materials is as indicated on each table nclude in s tta;l acre£ 47l - 
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CPMP Ctncertatio g14; Antihaeatophilic Factor Response to Pharmaceutical obj t.ions, Marsh 199 
(Hnrr€arz) Method ortoo le that Purified 

Part II C2,2 Mrarod*rsnl Antibody Column 
For Nj j 

Objection 47 The EC Guidance 11113298/91-EN, BS E, thcan, risk categorco ies 
ga} 

'Itinued which can be applied to the caanstituent5 of the F i ed'attrh. These risk categories are stated in the tables found in Attachmerat 4741. 

There is no detjnitIve evidence regarding the tract rrtissi t9 of spongiforrra en epbaJopathks intea~-spetles, (Le., human 
an artafl through the human blood route and no evidence of transrraissi n of BSE from bovine sources to humans by any route, A recent rep~rtr tFsr otad, et ai., lbe Lancet January 23, 1993) cited labsrr°arory and epidemiological evidence that the risk factor of Cr eldtT

lamb disease O) via the blood route is of life or no significance, his publication, found in r teat te rra,-rat 7-2, cites the infusion of 300 ml whole blood from a dID pat$ent into a chimpanzee, resulting in the Animal having remiaaed CJDfre for rears, Also the incideatee of dID in pat h °ink received whole blood tray. sfusions was statistically uivl intidec in the rota r i ieati
erat to the 

this r multiplep populatio , It is also dnteresting that art cites  blood donors (1 pea°so donated blood up to $0 times) who later developed 'dD. In the 9 to 23 years subseque to these donations there has been no evidence of rst caste incidence of dID in localities where these CjD fe:;;ted mu?tiple donors resided at the time of donation. 

Summarising the currently available inffrmation:

. The biologicaj coortstitttents used by HIand in l 15 are of very low caiegorio riel: with regard to BE. 

2. It is most likely that goat and cattle spuegifaorms are not transferrable to hump , 

3. It is most likely that prEnn-related disuses are not transmitted by blood or plasma-  derived produc ,

4: The materials used are at a veer low concentration level in the mAb purif ,tion prac s and occur at a point in production which is signitican°t, y 
separated from the finished product. 

In view  of the above, the Company believe that, while compliance to e istirsg control measures is essential, there is not a need to auhere full compliance with the SE Note for Guidance_ 
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Bovine materials used in the manufacture of the ?toAb are 
sourced from Australia, New Zealand USA and canada, it is 
stated that 535 has not been reported in these countries 
However 0. % ruminant feed can be added to the diet in the 
USA. It may added in Canada as well. There is no ban an the 
;use of ruminant feed in the USA, Since it is believed the it 
was ruminant feed which spread E, this practice is not 
acceptable. Material should be sourced from animals _rtifie . 
as not fed ruminant feed. 

The view put forward that there is no evidence +f SSE 
transmission to humans is not convincing, since it is too 
short a time from exposure to possible manifestation in hula 
for any view to be taken about transmissibility, Th e
experience with the use o.f pituitary derived materials and 
duramater , which lead to CJD transmission, suggests a err 
of upto 7_5 years incubation is possible. 

Experimentally blood cell fractions have been shown to 
transmit CJD, but it has not been recorded clinically. Iv 
if transmission of ence halo athies across species harriers 
are at very low levels, the rise of 555 suggests it could b 
possible, ie sheep to cattle . 

€.. 

Foetal calf serum is now sourced from Australia acceptable 

The bovine insulin is sourced from Australia were ruminant : 
feed is not used acceptable 

uman --1 components - tranferrin is obtained from suitabl 
screened donors, pasteurised at 6O0C xlO hrs after triple O.11i 
filtration. NO statement is made about the absence of 
stabilisers during the pasteurisation stage. No virus removal 
validation data are available, but some are quoted for bovine 
transferrin. The same data are quoted for both this source of 
tra.nsferrin and '~transferrin [holoi from the USA or Canada 
Confirmation is required that the "RLl components" 
transferri,n r Vendor Ventres] ar pasteuriced in the abse: of sta: ilisers. 

Bovine serum albumin [Canadian source; is pasteurised at 600
wIG hr in the absence of stabilisers, No specific viral 
inactivation data are available. The Issue of 535 removal is 
not covered. 

n assurance is required that the aaserum albumin 
(pancreatic?)", is seurce4 from cattle not fed rwsisant feeds 
The fractionation precess should be given as a fully annotated 
flow diagram. Details of any filtration stages should be 
given, 
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Con threat I Scwn Sp al Tr> tt  °ior EEC 
(Of . MF- r) ~ ~ .. 

€ s lctME-t$ 
specter out V tar Risk 

Serum Albumin Bovine Canada Wakak 6OC for 10 hours i IV 
(pancreatic) stabilizing agents present) 

Tested by Manufacturer according to 9 CF . l 13,53 (Negative for VD; .M R„ Pt)} 

Mnutc rfaM from source plasma by cold et fo  tractiontttion, a proceas very similar to that dried 
ar c oiereiaily to menufacture human. elbumin. Heat treatment of at1humin solutions for 6)C for 10 

f€a urs is recognised to be virucidat manufacturer has no peciti viral validation data, 

Refer to Certificate of Analysis, in Attachment 49-1, 

C 

_ _ I' 
I4itS F4ZP~ ti or t:Cl?E r otN5 £ 47pkFTL)E~ Tiht iNfs p'KfPp'K3E R KY TI 7t3E jt nW 4 O- &.&XT1 R Hte e$.d7at;.AeE f.:O Ibse {)N. 

DO NOT COt'Y * nn rw urTi wiTn yr wRrr I N €`ET Q551f t. 

M H RA0034873_026_0004 



'.able 

24th T5 YE ts$$ NT CN $'MN C+JNf:16ii .Ri_ 4,ND P6£ rt 7aii:£RatY INM)6&MAT:{3P'd 0 M(3 N EBE i {iCM& t':r«Kid k{# fl * DO t X' (0I OR L~i§`i'xmITE.. %I motJT W64q'i"f?A1

M H RA0034873_026_0005 


