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23rd April 1.991. 

Dr. F. Rotblat, 

Room 151.1, 
Modicinea Cohtrol Agenoy, 
Market Towers, 
1 Nine E1ms Lane, 
London SW$ 5NQ. 

Doer Dr. Rotblai;, 

Further to our recent telephone conv?rsation I am enclosing further 
copies cf vol.uuea 6 and 7 for KryobulL:! (0215/0027) which contain the 
Parmaca1oglrra1/Tnxjeo1og1cn.l and Cli.n:cal.Expert Reports. 

In addition ropicb e the following Ve.-ietiivns are enclosed: 

Felba (0215/0020.21) date, 4th July 1990 
vl,nromplex. (Ga,15/0000. v- ed GSth September 1990 

Both those Veriatione deal with leaf1pr. c:hangea intended to standardise 
the U.K. texts with those in use e1,cwhere. They are not primarily 
1 i r'::te3 to the changes in ;.he. method ::f manufacture but were submitted at 
the same time. 

The Jeri at<_ona whi e-h deal with the introduction of vapour heating are 
dated 3rd July 1990 ( ba) and 20Th Leptember (Prot.".romplex), 

To Answer the ether point I-  aired, clinical data vn rrothrompiex is 
;•ent.ained within the Intcrnc tlut:ai Far.ror Safety Study discussed in more 
detail in the Kryobulin applicnt;ion end the latest evaluation dated May 

• 1990 was forwarded with our letter of 15th November ly9U. 

Aa far• as lreibia 1 r:oncr.rned, the en':1Oesed urtiC--le by Hiltgartner et al 
"Efficacy and Safe..i.y of Vapour heated Anti. Inhibitor Coagulant Complex 
in Hemophilia Patients" h?as barn published since our application was 
cornpi.led. This provides Comparative data between the vapour heated 
product and the dry heated pro~1uct confirming equivalent efficacy. 

'-e r,  bel tevc a comment• may be helpfu in c -clati.vr, tv the extra hour vapour 
heating for the Facto; IX eeonccntrates, Feiba end Prothromplex. 

1c +•. L-v uvvia ,ruin ,.,ne rnternationai rector bafety Study there is no 
l.boretory or clinics.1 ev1dcnce of viral transmission of the parameters 

• tectcd iri 1_his study conduc.trd in ncrordance with ISTH guidelines. 
Thii we would argue confi.ri.v the r.TfecLivenese of the viral inactivation 
process applied to Kryobulin, i.e. 10 hours vapour heating at 60°C. 
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Our own prer,1thical experience showed Chet Factor IX CorloeriLretes are 
Capable of withatendine all l ddl l:i,niij ltPt^inA of 1' hn ~r .iat..~.,- homing a4: 

O"C which is not; tvlerat;et in is Factor VIII concentrate without 

atabi11sers. Acrordingiy, therc:for-e, in line with.Immuno's policy of
vir•n3 inactivation i_trv::vnnc.- to lndividuol products, the 

Additio.nol 1 hour vapour heating has ruuLincly been applied. 

WQ are, of course, warc of the work carried out by MannucCl in Uie mid 

1980.9 impl1cating the vapour heated product in Hepa.itia transmission. 

Sincc our application WAR Ruh,,i1:.tji.. however, furthor work hsc boon 

published and this ie avmmtrrised in tho attached document entitled 
"Recent Aspects of Hepatitis Sarety with Respect to Kryobulin Vapour 

This does, therefore, tend to add weight Lu uur argument that the vapour 

heating process Ele applicd to our Factor VIII C:vn rtratc is an 
effective viral inacrAvatiori prcc:cszs. 

I must .apologise for the length of t:hie, Letter and Tor inturducing new 

data at this utagc, however as T believe you have not yet started your 

aaeetctnent and ao. thcst aro fairly impor•tent topics, I trust you will 

vn8erotand our reaoonl•ng. 

Yours sincerely, 

for IMMUNO LIMITED 

A. Nicholson M.Sc,, 

• Director. 
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