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You asked fbr a "what if" position paper, if it was derided to withdraw plasma derived 
products from the market, if'a donation had been used, which later was found to have come 
groan someone not meeting the donor exclusion criteria re Cu), : , or having been diagnosed has 
having CJI. . Please see below. 

CREUTZELD JAKOB DISEASE AND PLASMA DER .VEI BLOOD P.R yDFC`I° s. 

POSSIBLE CONSEQUENCES OF WITHDRAWAL OF MED.I.C!N "S CO .F dNNC 
PLASMA DERIVED PRODUCTS 

F Plasma derived blood products tray= he used for their physiological activity, and be the 
recognised active ingredient in a pharmaceutical product. These include coagulation factors 
Factor Vu, Factor- .IX, Factor VII, Factor . III, fibrinosten, prothrombin complex and anti-
thrombin. III. There may be others which are used on a much more restricted basis [eg alpha- 
I -proteinase inhibitor]. 

2. Albumin may be used as a plasma. expander, butt it is also used as a stabihser in other 
biological p:roduci s. These products include classical biologicals like vaccines and hormones, 
but in additional the products of biotechnology. Hence rDNA made Factors VIII are stabilised 
with albumin. There are no licensed if.)NA. Factor IX products, Some GM-CSF type also 
have albumin included in their formulation.. 

3. If albumin is not included as an active, but as an e Fcipient it would not be possible to 
idcn, 1f 1 the products that eumai.€ e.d a particular sourcce,<`" manufacturer of the albumin used 
1 a art*t MCA computerised rcc.ords, t i.ernce if there were a recall of components of fractions 
~aaade i'rom Fa "Cily positive pool`' there would he ire} easy way of geth.ng a list of affected 
l.roiiu :tat: which could then be imt ,tigatcd by ICA re particular ntanuthcturers, to see if the, 
m~phcated batches. s. rot ralhu>n€in had been used in product Ihrrnulation. 

4. In the absence of batch :release for products made 
.by 

;.DNA technology, neither NI SC nor 
other Control Authorities would not have any batch recoxds which could be inspected. 

Manufacturers would have to he alerted generally to he issue either by the blood component 
supplier concerned, or possibly the. I1JVEMLA.. The latter is more likely to receive 
uncontrolled ill informed publicity. These are the administrative problems which might arise if 
withdraw=als were made. 

S. The recall or quarantining of vaccines, may not only affect unused bulks which could 
represent many thousands or millions of doses he. filed and issued product. Vaccines .-grad 
other biological products would be recalled from the distribution train. With. the increased 
tendency to have multi-antigen vaccines, any recall is likely to afTect not only the component. 
formulated with the albumin, but the other components, which might as single components not 
be directly affected by the "C."..1'17 albumin". That clearly would be a major news item. If the 
recall were limited to supplies in the professional distribution chain, patients might later query 
why product in their possession was not withdrawn, and replace with "safe" product. 
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6. Where one blood product manufacturer is affected by a ('it) donor, one cannot assume that 
there will alternative supplies readily available. As happened in the 1994., when  Baxter 
withdrew product, closely followed by the American Red Cross - two manufacturers •ere. 
affected in dose succession Presumably it is possible in the USA Cr a single " l.) donor-" to 
have given donations over a period to different bl.aodtplas€-rra collect cn organisations, 
supplying different commercial/public fractionator, le idi.ip to just such a situation., 

7, In France in 1994 there 10'C D donationf' events 5 were fare ilia] t I.) I HGH: associatted, 
and the others presumably were sporadic. 77% ot` the Factor IX produced during, that ear 
was withdrawn, 71% of 5 gram iv immunoglobulin was withdrawn n. About 20° of'thc 
albumin 20% was withdrawn. 

9. In the report of the FDA ad hoc group  meeetirtu on C" f I) and blood in June 1O9,  it is stared 
that the 'CJ 'CJD donation" meant that the A:merictmr Red Cross withdrew l0 ' of available. 
product. That organisation supplies 50`a of ,he Amer ican market it was stated. On the basis. 
that the Americans ta.l discovered 1 Cii) donors" in 1',94, and the French 13, and that CJD 
reporting is internntiuntdly inrerocd, pry surnabiv due to increased awareness, it is likely that a 
h.g lh: :r p ircutage of` material riaal ay € e candidates for withdrawal in future. 

9. The implications of a "CID donor being discovered on the size of any withdrawal is 
diicult to judge,. since it is based on many unimo' on . The major factors would be the number. 

of donations given per year. and the number of y ears over which donations had been given, 
and whether the resulting lalastna pools had gone into products with a presumed quicker 
turnover eg co-agulation and irmraurao lobulin products, or whether fractions eg albumin had 
zone into longer lasting bulks eg 1.au4en vaccine concentrates. 

10 If the donor was hyperimmune, and plasramapheresed reaularly, it is likely that all current 
batches of that product eg anti-D iamnuno lobuii.n , vcruld be candidates for recall It is 
possible that it would take 2-6 months to make anl1l test rep aeen e€rt stock fiurrr scratch. It is 
possible that batch failures could increase the problem of resupply It could even longer if 
decontamination of plant and equipment is required. Espc.ciapiy if that. process a «.s has to be 
validated.. 

it if there is only one licensed supplier of a hyper-immune globulin, that may raise  the issue 
of obtainin supplies from unlicensed sources for possibly 2-0 months or more. if the failure ot" 
supply was from a commercial manufacturer, it could affect several countries at grace. 
requiring replacement supplies all at the same time. That %x,ould lead to shortage of sn ppiy, 
which would become public. It is possible that American based rrn,anutbct:carers would Idol 
obliged to give their home market priority when allocating any f esh supplies, 

12. Even if the UK were not minded to recall product, if that manufacturer was called upon to 
recall product in other countries, that would mean that the U. would need to consider the 
implications of not withdrawing product. and being r:=sat step with regulatory action elsewhere. 
The media might criticise the less strict action taken by the \=4CA<< M, 

13 Irrespective of licensing authorities 

view 

this 

manufacturer might decide to withdraw 

product, creating a 

shortage. 

Adverse publicity 

might fbfow as 

in 12 above. 
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14, BPI. have indicated in general tertras that a plasma pool could represent 2 Mega units of 
Factor VIII, and Iii 250 Kg of albumin and 50Kg othmmunogiobulins. I.fone makes the 
assumption that the „CJD donor" has given. 5 donations which are independently blended into 
different pools, then the amount with increase by x5. 

15. 11 there are I in l€_O6 TJD suff rers" in the population that means that potentially there 
are likely to 50 in the UK tier annum. The number of blood donors are about 2 4 million ie 
2,4 CJD donors" in the 1" X. What number that would represent in the eligible: donor 
population age 1865' (i1 ° n an age bias,  most donors are in the age range 2.S -1 , brit
awed 4-h5 is about 3P ofthe panel, so the incidence might be higher in the hood donor 
population That makes no special allowance far familial or intro enic cases, whi€_'. i might be 
considered increase the figure, if a worst case soenar€o is being drawn. up. Currently donors 
on average donate l' .3 1 .3 donations ear to the UK The position with c: pa€prnc rc rl 
suppliers would be ve.r, different with donation [ex pl asmapherisisi being as frequent as every 
2 weeks. That suggests commercial suppliers are more vulnerable to a single CJD donation". 

1 6.
 Ifpr Dduct €s v. thdrawn and that precipitates a supply crisis, that raises the issue of product 

being re .sanerk possibly with labels or patient infbrm ition leaflets explaining the theoretical 
risk ofCJD transmission via `.p. . Ell'1 lr,4J ll p . du€ is ; which would 1_a,-€ t p be balanced against 
the therapeutic benefit. Such a moec vt. ould cal into tluestion the credibility of'the licensing 
system. Equally ifa parallel is lr4ak.i ith HP ' ;and 1ICV transmission via blood products- it 

could be he'd that MCA should have learn from the tars sic+€as experience and withdrawn ' •erV 
thing. I ± rwaa- . nonwB fie HCVI t. .. ansrrar stow was recognised as being transmitted by 
blood and blood p,  oduets,.It became an issue when a test was available, and whether it should 
be adopted, even when its reliability was wippu vei. With .HIV presurnabl it would be 
considered. that haemophiliacs should haven, been made aware_ of the risk as it emerged, or atw 

risk product should have been. ,,rithdrawn, even if it not possibPe to substitute a known "safe" 
one Nothing was known of the properties of the HIV virus to take steps to safeguard the 
blood product supply. With C.11I") exclusion crin aw ate in farce, but if they are vitiated no 

withdrawal action is to he taken If the public perception with Cl. was that no action was 
inappropriate, then MC _VVD(A 1 t i,•w,lit be accused of not learning Pont previous blood product 
transmission incidents. 

17. `there could be implications for clinical trials using biological products. I believe there is 
CT . for a wound healing product, which uses platelets. These being a cellular element of 
blood might be considered to more of a potential. CiI) transmission. risk, Alt trrorr_ is not 
licensed in the UK, but it contains interferon poduced from cultured le.ucoc4test It: soulcd be 
interesting to know that the FDA would do if the Ietrcyc ca es were from a "Crib donor , 
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.19. In 

summary it. 
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Childhood vaccines could be affected. Shoo es could raise the ptohlern of re4ssuc, which 
apparently can: be countenanced in the USA. 

John Sloggem, 
:McMJBiols, 
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