
FAc'e:: viii — Ap:', r•:1 sY r Pt- r ^rr.+.1, se'. r.r.•T~•-1.

1. This submission concerns the application for a oroduct licence under 

the F.edicinee Act 1965 by !,amour Pharmaceutical Coc-ary Limited in 
re^?ect 

of Factorate, their brand of the antihaemophilic factor (Factor 
ViII). 

The application was considered by the Cormittee on Safety of A'edicinee 

(CSI{) at their meeting in November 1915; they advised th^t a product licence 

sho:.ld be Franted subject to the acceptance by the company of certain 

conditions. Ito -'ction hac yet been taken on this advice. 

St':.'•:A?Y OF APPLIe.1•'TO;F. 

2. Armour Pharmsceutical Co., Limited ruhmitted a product licence 

application for Factorate on 2 April 1-975. The application states tr-.t:-

(a) Fh,nuf_cture and labelling takes place at the factory in I11inuis 

MA, of the applicant's American parent, Armour Pharmaceuticals, Inc. 

(b) pastorate is ennufactured from fresh frocen hymn p1-ma which when 

tested is found to be negative for hepatitis B AntiCen activity.' 

(c) 'uman plarma for this purpose is supplied by blood collection clinics 

licensed by the 1•S Food and Drug P;drinistra-ion (~.A) and by 

non-licensed clinics (that is to say clinics o:tnide the VSA). 

Both licensed and unlicensed clinics are _re required to com^ly with 

the Code of Federal Re'iictio;c a:Tect.ir., the supply of human 

pl':r.ta. 

(d) Each donation is checked for freedom from hepatitis associated antigen 

by r^dioimmuno ?^ray and each batch of blood fraction is . 

subject to batch relea-e rroced:rres in accordance with the rules 

1 --?id c::n by the Fureau of Blolocica of the FDA. 

(e) L-bellin.- will contain a :J-rnina to the effect t':=t t-e product 

is ^repsred from pooled human plasma and that despite careful 

selection of donors it r..^; contain c-jnrn-tive --ents of viral 

hepatitic. (timil'r wa^nip a•spe'r on ot'-Cr cc '»hy'o products). 

C~., - P., . . -• i 

3, i ',on t'.e reco^rendativ+n of their Sub-Cc^nittee on Biolo. ei L 

aicCa, ^, '-ci ,.1 t int a :::duct I.:rc ncs ':e r l , •b, :ot to the follanin:-

(a) F~rthcr detnils --ek.ng •'rovi-ad by the a;u,licart as to the meta:cd 

of .arzcy, the rtandard used and the calibration, and as to botch 

rs:'redu .ibi?.ity. 

(b) m., rollcr,iru conditions their observed:-

(!) I:; a :•t.aid be rev=' bo too 13':P^c der or, 
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• (1) The nwrber of r'onationr from which pl_rna is pooled for 
the manufacture of each batch of product. 

(ii) The rcaron3 for and rate of rejection of donors or donations, 

centre by centre. 

(2) The potency of the ;roducts to be expreroed in international 
unite. 

(3) The product it to be stored at a temperature of 60 centigrade or below. 
(4) Product labelling is to be in accordance with the P.ritish Ph'rmacopneia 

for dried human Ant ihaemoohilic Fraction. (See annex A). 
(o) Each batch of the product would be subject to the batch releare procedure. 

Under this the licensing authority has power to .-sk for the submission 
of sar,nlee of pnd protocols for each batch and to is—one re:.rictions 
on the sale of the batch until the samples have been teeted and 
the protocols examined by the rational Institute of Biological tandarda 
and Control(Fia'SC) at N^mpoteed. 

I::C A CTIC1d. 

The normal act+on on receipt of ma:•ice by the Co -.•.ittee in these 
circumstances would be to invite the company to ascend their application - 
to ircorror-te the condition roposed. If they creed a licence w.,uld then 
be issued on this basis. If the applicant did not a,Rree the conditions could not 
be enforcer withort first giving the coo-'any the opportunity of appearing 
before or raking written representationSto the Committee. 

5. In view of the ;'inieter,s interest action on the lines has not yet 
been ta.sn and ue have con;idered w;tether any other ocr;ditions would he 
appropriate. 

6. A re- recent eti-.,e cf :rI"'C h-- :ecentl, r vi.n,'.ted the fraction,_tion 
p'-ant but there h'a been no formal inr~ action by D! S either of the plr•nt 
or of the -re:rires unod for collection. In the li:ht of ex,eri.enco of 
inapectica of other companies producing blood products in the USA it in not 
considered that tine and money would be well spent in in9nect_ng the clinir•.s 
where blood i^ co:l~cted. In--'cctorc could be :.own only the beat ar:d even 
the rnrct airht be run hi-hly efficiently on the ray of visit. ::bile an 
experienced inspector night deduce the truth t"ere can be no cert^inty of 

to --lire 4ye •' 1 'clo•:.: ro'u,.F.a of i r. e:nrc (;Cl • 
2ro:: tL t be cataired fron plasma t -•'•.en under the worst carcnnctancc:, 
and any otec:ive ;n:rure3 so.ld be sc:iievad by other reins. 
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7. The applicants are of high repute as manufacturers. Visits need 

only be r do to the fr-t^tier^ti^n•rl'nt in order to verify the ability 

of the quality control staff to carry out the necessary tests and 
assays 

and, in cases of dubiety, to verify the records held at the centre 

and to ascertain that information supplied to the licensing authority 

in the UK is substantially correct. 

8. The applicant has been required, in accordance with section 19(3) 

of the Act to give an undertaking to hermit the premises to be 
inspected 

by or on behalf of the licencin&authority. If a licence is ranted, 

inspection visits can therefore be undertaken at any time to Armour's 

premises. 

9. This undertakinf does not however extend to premises not belonging 

to i.rmour (in the MA or not) where the donations are taken. It might 

be prudent to secure a similar undertaking on the inspection of such 

premises. 

10. Both the renufseturinv premises and the collection centres (hereever 

situated) are subject to inspection by the FDA. There are however •rounds 

for doubting ::nether the strinfent provisions of is law are in fact 

fully enforced. In this connection Dr Theodore Cooper, US Assistant Secretary 

for Health, has written to the CO about US procedures (A':; 7C B) and it 

sho.H be ,orsible in the ensuing correspondence to obtain further information 

on this point. 

11. It may be worth considering whether limitations should be placed 

on the so,scea from which blood it obtained. 

12. One -cucibility we.:ld be to authority the marketing of the product only 

if it is derived from blood liven by volunteers without r',yrnent. It is 

understood that over 50. of blood wren in the T A is riven voluntarily. 

It seems likely however that a restriction of thin nature would affect the 

economics of the supply arrangements and would be unacceptable to the 

applicant. in any c+so it might be difficult to snow that in f,ct blood 

from amid donoru it necenaarily less r,"e thin "r•m wnn-'id donors. 

13. in alternative aporo-•.ch would be limit the sources renrejhicslly. 

^e ltc^rce c:uld :+'.1:•'e to m ,+•erinl ,)t. tai,cI oitho'r ^.. —

(1) licensed clinics in the USA. 

(2) Certreo in other nvrad countries, naeoific^lly appro;vod by the CF 

licenrilg authority. 
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14. On this basis, ep-roval would be given in respect of other 

countries if sufficient was known of the local conditions innluding 

erforce-ert arran-esents to Cive come confidence in the nroduct. 

The point is that in the USA each clinic must be rpecifically licensed 

and therefore presumably some check is carried out. For collecting 

centres ortnide the US: all that is known is that they are open to 

inspection by the Bureau of Biologics, but/view of the dirtances involved 
it is unlikely that all centres are inspected regularly, if at all. 

15. Such a condition could be combined with the condition envisaged 

in para 9 as to the urnlertahing to allow inspection of donation centres, 

the approval under Tara 13(2) being conditional on the giving of such an 

unnert•.-king. 

16. Fore gain, it is possible that the applicant would be unwilling 
to accept such a condition far cor,ercial re sons but the limitation 
would appear to be practicable, 

C^:12AL CC"Dr tol:S. -

17. There are a' :,re-'eat re ilntion3 undo:the Therapeutic Sub^t-'nces 
Act (T5a) about the zu^nufacture of blood 'rcducts.. These r:ere made nnny 
years ago, but were not of any practical effect until importation be6an — 

becaure they were not re~-rrded as legally binning on the Crown, the only 
effective supplier. They cover bssic rer,-'irementn, including the 
medical supervision of collection and c:cen%irg the health of donors. 

In this respect they are more stringent than the U.S. 

re;ulations but in general they are much leas detailed and do rot incorporate 
references to ncdorr. test rec-uiressents. 

13. These T rc vl-ticns are in any care ..bout to be cu-err.edec by new 
provisions under the 'cdicines ^,:t and it ;ears de-:irable that the o-"ortunity 
shor.ld be tarn to -ive effect to more u to drte and c,ecifie rer:,irerents 
on the general lines of the L5 re--ul--.tions. In so far no the nreducts are 

already ;'-b.00t to there rcrul,tiors, this will rake no practical difference 
but it will ossict in dealing with ,rcdu:t!- imported direct into the
Cron countrie3 ct::a t,'n the U.S.A. 

19. m^roe her c-- __ , . _ . t r3 in rc rtcd 
:actnr VIII trd t.... .... .. r :lone arc u -' ccnai)[r,tion. wi,f 

p'rtieulere are giv..n in :t . :): C. 
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20. In addition Factor VIII is now available from the UK National 

Blood 'transfusion Service. Until recently the Medicines Act controls 

were not applied formally to NTS production. Arrangements for its 

application were promulgated in the Summer of 1975; these involved 

administrative measures in England and Wales and formal licensing in 

Scotland. In fact however at the present moment no formal action under 

the Medicines Act has been taken in respect of the preparation of Factor 

VIII. Although it is not suggested that anything is amiss in this connection, 

it must be borne in mind that some embarrassment might arise if an applicant 

were to ask whether the UK product had received the same scrutiny as his 

product. 

21. If any of the additional requirements mentioned in this 

submission are to be added to the Armour licence it would clearly be right 

to impose the same conditions in respect of other similar products. New 

general requirements as contemplated in pass 18 would achieve this result. 

Alternatively the companies could be asked to accept the conditions 

individually and if they did not action could be taken umler Section 28 (3)(h) 

of the Medicines Act to vary the licences on the grounds that the standards 

are no loeger satisfactory. 

MAi i I?S FOR DI.'CISIOIT. 

22. It seems necessary first to decide whether a visit of inspection 

should be carried oat before determining the licence application. If, as 

suggested in para 6, it is agreed that no visit should be made at this stage, 

decisions are sought as to whether the company should be asked, in addition 

to the conditions proposed by the CST4, to agree that — 

(a) Plasma should be ohtainod only from donor centres in the USA, 

or in other crnmtries specified in respect of which the licensing 

authority is satisfied as to the arrangeaents (para 13).. 

(b) DHyS Inspectors may visit collecting centres (parse 9 and 15). 
23. The Minister of State is asked to agree that subject to the company 

accepting the conditions proposed by the C m and..ccaditions (a) & (b) above, if he 

Conei,tera then appropriate, a product licence should be granted accordingly. 

24• Agreeaent is also nought to the preposition that, as outlined 
in para 21,zuch eonditionm cho ld be applied to other licence holders. 
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