S - EVALUATION OF MEDICINAL PRODUCTS (EMEA)

Ad hoc working party on Creutzteldt-Jakob disease and

Blood derivatives

ofs, on February 13th

At the request of the UPMF, a meeting was held i Brug

1995 1o discuss the risk of CID transmussion via blood derivatives,
The composition of the group was the bliowing:

M. Pocchiart, Istituto superviore di Sanita, Roma, italy,

AL Bierregaard, National board of Health, Copenhagen, Danmark,
3 Dormont, Service Sante des Armee, Paris, Frange,

P Horaud, Institut Pasteur, Faris, France,

. Dobbelagr, Institut d hvgiene et epidemiologie. Brussels, Beiglum

stitut dhygene of epdéminiogie, Brussels, Belgium

L Sisholm, Medical product Agency, Uppsala, bweden,

Purves, Medicine Control Ageney, London, UK

po—n.

I, Lower, Paud Ehrlich Institut, Langen, Germany,

o,

I ovan der Moordaa, University of Amsterdam, Amsterdam, NL

CPMP: G Vicars, Istituto superiore di Sanita, Boma, {taly, - Chalrman

i-H Trouvin, French Medicines Agency, Pars, France, Rapporteur

1
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AT Assessment ropor pared Dy the rapporteur was arculated fwo weorks in

;idwﬂme. This assessmen: report has been extensively disvussed and used as a

masis for the following report to the CPME

Risk of Creutzfeidt-Jakob dispase fransmission via medicinal
products derived from human plasma”

T+ I TRODUCTION

As a precautionary rmeasure, since March 1994, France has been recalling trom

the market a large number of batches of p&as«‘mm«daréwegi madicinal pmdua%s tor

which blood donors have been rdentitied as at visk for Crevtzielde-lakob disease
(G (see below) Already, mud 1991, baiches of immimﬂgéfsbu%mﬁ and factor

Vil pr@p&ra‘!iaﬁz‘; were withdrawn in Germany for the same reasons.

Some US companies, recently imitiated, Tat the recomume

alvurnin and

FOAT woridwide market withdrawal of batche

munoglobuling because, post donaton, a blood donor was diaenosed as
& ¥ F

having OJ0 Thess withdrawals call into doubt the satere of plasma-derived

;*:‘a;sd doks arsd, i addition o ;?:'smim:*z: of demand and supphe, create a great deal

1ivorm the markst,

There 15 thus a need to harmonize the Buropean position on the risk of CJD

transmmission via medicinal products derived from human plasma.

The main points are to decide whether or not there 15 a risk of CJD transmussion
via plasma-derived products andd, o recessary, fo propose additional measures

for blood donor selectinn and /or recall of batches.
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2 BCIENTIFIC BACKGROUND

21 Creutzfeldi-dakob dissase

AN & ransmussible suba

ritrad

vative dmease ot the o

e E?“‘ 3 ‘i"s“{ﬂ:% DHETERRIVE

nervous svatem charactenzed by dementia (and/ or cerebells

svridrome), and (s

rially ratal. The pathophvsiology of the disease is not vet cleariv understaod

utnvolves an accurnulation in the brain of a protein classically named PrICip

¢ oor PriPresy this s an abrormal conformation of a normal host cedis

surface proten, Fri%e, that is maindy found in neurones.

The causative is being intensively investigates i hvpotheses

have been proposed invoiving either an unknown virus or a new class of

trarsmmzssible agent Infectivity s resistant to standard mears of sterilization,

including heat, formaldehvde, 7% ﬁiham:}%f UV light and itonization, The

ellular material

infectious agent is generally considered to be associated with ¢

are very rare; t

SRORIANEOUS Cases woidence - ca. 1 case per million inhabitants

£

per vear - s everdy distributed worldwide and has remained stable for many

vears, with the exception of HC Ca5ES.

.y

LI

tienis

P CASES Are ST B RO ratly ds »."s_&*;“ i

cver B Farmalial cases, with autosomal sﬁc‘“@.‘&ﬁs\r;‘- I vounger patients

(ra. 43-30-vear old) and represent 3t 10% of natural o2 There 18 no clear

s

demonstration of horizontal ransmission of sporadic or familial D

1.2 tatrogenic transmission

jatrogenic cases have involved transterral of mdectous hurman  material

fextracted piruitary hormones, cornea or dura-mater) or neurosurgery using

rarnunated instrumenis, cases of abrogenic fransmussion have mvolved

[ 834

entral rervous system.
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fnsatrogense CHEDL the farm of the disease {mental Jdetenioranon or corebeliar

z‘~:j; m‘ir(m'fze} and the incubation pernod depend on the source ot imtechion. Whaen
ntaminanon occurs by a peripheral route, the climical features of jatrogenic

radic cases.

D

cases are distinet from most of

fordew

L : P SOV VNSV TS s
TSR, particularty ovine sorapie, have been studied
e

according to the concentration of the infectious material. The central nervous

Fhe Jdifferent tvpes oof

wsing vartous experimental models. The different tissues have been o

system is considered to have the highest infectivity titer {the agent accumulates

i the braind.

There s general agreement on the stmiarty between experimental ammal

Fa

models and human ThEs. The BEC classitication could thus also apply o human

fissues. White blood cells can be placed in category HE dow muectiviy), wheroas

stng s in category 1Y {(no detectable infectivitvy The lack of accumulation of

15

£

Has
the infectious a figi“"!"a‘i in body fHuids could account for the lack of reporte

infectivity.

2-3 Hisk of transmission via blood and plasma-derived products

this assessment repor: deals oniv with the

kven thou plasma derivatives, the

HMond transfusion Jdata st be taken

to account. There have been no reporis of
CID rransrassion via blood products (trarsfusion) and/or plasma-derived
meticingl products {e.g. atbumin and coagulaton factors] and 4 is not known
whether CID can be transmitted by blood. However, the small number of
observations is a limiting factor and all that can be said is that the risk, if it exists,

5 extremely remote.

Mo odata on CJD wansmission via plasma-derived products are avadable in the

terature, despite the extensive use of such products 1} i well

dentified groups

- for fongsterm treatment and i)

Copatients, 11} in many case r patients under

close medical surveillance. For instance, manv heemophiliacs have been

.
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recerving blood transtusions and, more recentdy, coagud

since childhood.
here wono peport of U0 v the hemophi Ale Cne shoabd

rermivad that an other situatons, such as priuitarv-deried human growth

hormone 0 children or pituitarv-denved  gonadetrophins  in women

rranwmission and infection have detected (a number of vounyg adults fewer
than 6 worldwide- reated with human extracted pituitary growth hormone,

have developed CID)

Fhe absence of reported UL cases among haemophuliacz s in favour of the

satety of plasma-derived products. Despite increasing use of blood products in

medical practices the CHD prevalence has remained stable in those BEC countries

where a surveillance system is active.

Whole plood and bulty coats from chinically diagnesed CID patients have been

repotied to fransmut infection o aramals but ondy when administered directiv
inte the brain, In contrast, all atternpts at transmussion via blood from D
patients to chimpanzess or other non human primates via peripheral routes have

beern unsuccessiul,

In conclusion, there 1 no evhdencs ¢

denved products. There are insudtic
compietely.
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3. {puestions addressed and conwlusions

totlowing gquesti fransmission via plasma-

lerved products were addressed by the group

a3 Should the tollowing subjects, wwho are at a higher nisk of developing CJD, be

excluded from blood donation ?
Jonors having been treated with extracted human pituitary hormones
- doners with a family case of CHD (famulial or sporadic)

- donors having recelved a human tissue transplant (dura-mater graft or
embolism, cornea, other).

by Is there evidence for a risk of CJD transmission via plasma medicinal products

< Should batches of plasma-derived products be withdrawn whenever post.
donation information indicates that a donor

- has been treated with exiracted human pitusiary hormones

- has a family case of CID (famibal or sporadic)

- has received a hwman tissue trareplant Jura-mater graft or embolizm,
cornea, other}

- has developed a U1D

a)y With respect to exclusion criteria 1or donor, it has been suggested that reliance

‘wif irdioiduals

e placed on the decision ot the

g Hhe past been breated iy iels o

¥

veoa fanndy ustory o;" However, rurther

retlection should be conduced regarding the ot donors having

TELEr 07 ¢

received graft or embolismm with do nea-gratt it s noteworthy that

7T Westterey Cirous, Canary Wharll UK - London E1S 4HEB, England
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i e deard . P s R T T o ‘. .
such ortenon would e dithicult APHY N alaris practoy Nesulte o

siscussion should be ransmitted to Council of Burops tor coordinanon,

s wvidence on the risk ot

Yith resped nssion, the £

b o dhe sjEest i

4

ded that plasma and plasma-derived products, 1 no

[0
%fgaicifzmngsic;agia: evidence ¢ avatlable abour the rsk of transmussion )

perimentai data do not support the risk of ransmission.

With reference to the recall of batches of plasma-derived products from

plasma pools incorporating a Jdonation corsidered as at risk, the group

conciyded that there was no reason for recall, whatever the origin of the risks.

% 3
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