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WFH Global Forum -
Executive Summary

More than 100 participants from around
the world gathered in Montreal for the
second WFH Global Forum on the
Safety and Supply of Hemophilia
Treatment Products. The forum included
representatives from major regulatory
bodies, leading scientists, specialists, cli-
nicians in the field, leaders from hemo-
philia societies, and representatives of
commercial and not-for-profit producers
of blood products.

Discussion focused on the two critical
issues of variant Creutzfeldt-Jakob dis-
ease (VCJD) and the recombinant prod-
uct shortage. As outbreaks of bovine
spongiform encephalopathy (BSE)
spread in Europe and now in Japan, and
new cases of vCJD are being diagnosed,
the bleeding disorders community is
becoming very concerned with this
threat. Issues addressed at the forum
included: can vCJD be transmitted by
blood? What is the level of risk? What
measures are being taken to minimize
risks? Has communication about vCJD
been effective or alarmist?

The recent recombinant shortage, which
began in March 2001, has become the
primary concern for the community as
patients are forced to switch products,
treatment regimes are altered, and sur-
geries and other procedures are being
postponed. Discussions focused on what
the cause and effects of the shortage
were, and how shortages can be avoided
in the future.

Different points of view on various
issues were presented, including those of
industry, treaters, regulators, and
patients. In his opening address, Brian
O’Mahony, President of the World
Federation of Hemophilia, said the goal
of the meeting was not to change view-
points, but to bring new perspectives
into an open and constructive dialogue
on the issues.

To encourage participation and give
everyone a say in the discussion, each
participant had an electronic voting pad
to capture audience opinion on the
issues. To determine the impact of the
discussion on people’s opinions, the
same questions were asked at the begin-
ning and end of a session. On some
issues, different groups of participants
(patients, regulators, industry, etc...)
were asked to vote separately, which
revealed some interesting differences.
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Transmissibility of vCJD

One of the most important concerns for
the hemophilia community is whether
vCJD is transmissible by blood.
Scientists, treaters, and other presenters
shared the latest information with forum
participants.

There is no epidemiological or experi-
mental evidence of vCJD transmission
through blood transfusion or use of plas-
ma-derived products, explained Larisa
Cervenakova (The American Red Cross
Holland Laboratory). However, data she
presented on her experiments with mice
inoculated with blood components from
vCJD-infected mice did show that the
disease was transmissible by blood
under laboratory conditions in some
instances. Noting that these data were
not conclusive, Dr. Cervenakova told the
audience that she looked forward to
additional data, which she hoped would
help answer the question of whether or
not blood from patients with vCJD is
infectious.

Charles Waller (Plasma Protein
Therapeutics Association, Europe) said
there is no evidence that people with
pre-clinical or clinical CJD, including
vCJD, carry infectious prions in their
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blood or have transmitted infectious pri-
ons through any blood products. Despite
the mounting evidence that vCJD is not
transmissible through blood products,
Mr. Waller stressed, the industry contin-
ues to treat the theoretical risk as a real
risk.

Wolfgang Schramm (Ludwig-
Maximilian University Hemophilia
Centre) agreed, stating that the transmis-
sion of vCJD via plasma seems unlikely
since the agent is almost completely
eliminated during the production
process. Although it is never possible to
create complete safety, Prof. Schramm
contended that the blood supply is the
safest it has ever been. Still, from a
treater’s perspective, it is critical to bal-
ance safety measures with supply con-
cerns, he said. Hemophilia is a life- and
limb-threatening disease that necessitates
that real risks must be balanced, and that
includes the risks attendant upon product
shortages, he said.

This subject generated much discussion
and debate. A number of participants
cautioned against being overly optimistic
regarding the evidence on vCJD trans-
mission so far. It is too soon to say, con-
clusively, that the results of real cases of
vCJD patients are reassuring, another
participant said, while stressing that the-
oretical studies have been much less
reassuring.

There was a marked change in opinion
of patients on whether vCJD can be
transmitted through blood products. At
the start of the session, 22 percent of
respondents agreed that vCJD could be
transmitted through blood products, but
at end of the session, 43 percent agreed.
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Other issues addressed the need to learn

“With regard to the risk of more about TSEs.

transmission of vCJD via

replacement therapy, are you Ana Padilla (World Health Organization)

very concerned, concerned or described the WHO’s activities on

not concerned.” vCJD, including a project for the devel-
opment of international reference materi-

Beginning of session: als for the diagnosis and study of human
TSEs (both spCJD and vCJD).

Very concerned: 11% Considerable progress has been made in

Concerned: 62% the development of laboratory tests for

Not concerned: 28% the detection of the pathological protein
(PrP=), she reported, but the predictive

End of session: values of these assays in terms of TSE
infectivity have not been independently

Very concerned: 13% confirmed.

Concerned: 64%

Not concerned: 22% During the open forum session, Glenn

Pierce (National Hemophilia
Foundation) noted that the link between

“In the light of evidence cur- prions and infectivity is unclear.
rently available, do you Participants had wide-ranging opinions
believe that vCJID can be on whether prions caused vCJD. One
transmitted through the infu- likened doubting the link between prions
sion of coagulation factor and vCJD to governments claiming that
concentrates?” they don’t know what causes AIDS.
Another suggested that although prions
Beginning of session: are the likely culprit, there is still a pos-

sibility that vCJD may be a virus.
Non-patients:

Yes: 13%

No: 55? Assessing and

Don't know: 33% Minimizing Risk

Patients:

Yes: 2204 Discussion about assessing and minimiz-

No: 28% ing risk focused on techniques for evalu-

Don’'t know: 50% ating risk in times of uncertainty and the
difficulty, for regulators and others, of

End of session: predicting future outcomes. “We are
forced to live with the reality that we

Non-patients: cannot make decisions that eliminate all

Yes: 13% risk for all patients,” said Bruce Evatt

No: 55% (Centers for Disease Control and

Don’'t know: 33% Prevention, and WFH Vice-President
Developing World).

Patients: .

Yes: 43% Risk Assessment

No: 29%

Don’t know: 35% Dr. Evatt set the stage by providing an

insightful comparison on risk assessment
comparing CJD and vCJD with HIV at
similar points in their respective crisis
timelines. He also provided some
encouraging working assumptions on the
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risk of vCJD. He noted that the peak of
BSE in Europe is predicted to occur
between 2002 and 2005, and that the
highest risk of plasma donor infectivity
is in the U.K., France, and possibly
Japan. In addition, he reported that cur-
rent methods for producing factor V111
are expected to clear three to six logs of
infectivity and factor 1X manufacturing
methods should clear seven logs.

Overall, participants did not perceive
vCJD to be as serious a threat as HIV.
By the end of the session, 88 percent of
those in the audience voted that they did
not perceive vCJD to be as dangerous as
HIV was in 1982.

Do you feel that vCJID poses
the same threat to the hemo-
philia community as HIV did
in 19827

Beginning of session:

Yes: 7%
No: 82%
Don't know: 10%

End of session:

Yes 5%
No 88%
Don’t know 7%

Judging the relative risk in the face of
numerous unknowns is the difficult task
regulators face, said Manfred Haase
(European Agency for the Evaluation of
Medicinal Products). Risk analysis is a
scientific evaluation of the probability of
occurrence and the magnitude and sever-
ity of the effect. In areas of uncertainty,
he noted, there should be a balance
between the need for clinical data to
evaluate risks and the avoidance of
delays in making available efficacious
medicinal products to patients in medical
need.

Francine Décary (Hema-Québec) elabo-
rated on the process of making decisions




regarding risk, using the example of the
Canadian province of Quebec as a case
study. The recommendation on the pre-
cautionary principle of the Commission
of Inquiry on the Blood System in
Canada was the motor for decision-mak-
ing. The recommendation calls for the
principle of safety to transcend other
principles and it also states, “The bal-
ancing of the risks and benefits of taking
action should be dependent not only on
the likelihood of the risk materializing
but also on the severity of the effect if
the risk does materialize, on the number
of persons who could be affected, and on
the ease of implementing protective or
preventive measures. The more severe
the potential effect, the lower the thresh-
old should be for taking action.”

When asked to weigh the relative risk of
vCJD versus shortages of factor concen-
trates, 95 percent of participants, and
91 percent of patient group representa-
tives, felt that shortages were a greater
risk to people with hemophilia.

“Based upon current informa-
tion, which do you think is a
greater risk to people with
hemophilia?”

All participants:

vCJD 5%
Shortages of factor
concentrates 95%

Patient groups only:

vCJD 9%
Shortages of factor
concentrates 91%

Minimizing Risk

Deferring blood donors who are at risk
of being infected with vCJD has been
the primary approach for minimizing the
risk of vCJD in the blood supply. This
was an issue that received much atten-
tion, given the U.S. Food and Drug
Administration’s recently revised guid-
ance. However, speakers and partici-

pants addressed a variety of other issues,
including steps in the manufacturing
process of blood derivatives that remove
TSE agents.

Dorothy Scott (U.S. Food and Drug
Administration) discussed vCJD risks in
donors, which were taken into account
when the FDA developed new donor
deferral guidelines. In predicting results
of various deferral actions, different
measures have different effects upon
supply, but equivalent safety outcomes,
she said. There was particular concern
about the effect on plasma derivative
supplies of a ban on donors who lived in
Europe for five years or more. An
exception to the pan-European donor
deferral was made for donors of source
plasma for plasma derivatives, she
explained, because manufacturing of
these products includes steps that have
been shown experimentally to remove
TSE agents.

In his presentation, Albert Farrugia
(Australian Commonwealth Therapeutic
Goods Administration and member of
the WFH Task Force on TSES) said that
the FDA’s policy has an enormous
impact on regulators worldwide. He said
it was reassuring that the FDA has made
a distinction between fresh and fraction-
ated products.

He also warned against limiting donor
deferrals to Europe, pointing to the
alarming arrival of BSE in Japan last
year. Dr. Farrugia said it might be neces-
sary to extend donor deferrals to people
from other geographic regions. He sug-
gested the most important question is not
where there is BSE, but where it may be.

However, he highlighted the difficulty of
limiting the unknown risk of vCJD
through donor deferral, which leads to
ever-increasing levels of product loss.
He illustrated this point using the exam-
ple of distribution of infected meat and
bone meal (MBM) from the U.K. into
Asia and other countries, which could
introduce BSE in those countries.
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During discussion, it was acknowledged
that those countries that imported MBM
from the U.K. are starting to see BSE in
their own cattle. It was agreed that this
is a risk and that entry of TSEs into the
food chain needs to be studied more
closely.

Regulatory process

In reviewing the regulatory process, Dr.
Farrugia noted that plasma products are
very heavily regulated and dominated by
the FDA in North America and the
EMEA in Europe. He described the sec-
tor as “disproportionately regulated”
given the actual risks involved, but con-
ceded that this was a response to public
pressure based on historical events.

In less-resourced countries, there is a
tendency to accept the assessments and
decisions of the FDA and EMEA,; this is
undesirable, Dr. Farrugia said, because it
does not take into consideration impor-
tant local issues and discourages the
development of independent regulatory
authorities. Regulation, however, plays
only one part in issues around blood
products; market forces are also very
important.

There was a general call from partici-
pants for more harmonization.
However, during his presentation, Jan
M. Bult (Plasma Protein Therapeutics
Association) said harmonization of stan-
dards is a long way off, and called for
debate in this area to be based more on
science than politics. The introduction of
new regulations has to be carefully bal-
anced against the potential impact on
supply, Mr. Bult concluded.

One of the recommendations from the
first global forum was that the WFH pre-
pare a regulatory guide to provide assis-
tance to product prescribers, purchasers,
and regulators. The guide is underway
and will cover aspects of hemophilia
treatment products, licensing arrange-
ments, and guidance on good practices,
and will include a glossary of terms. It is
scheduled to be released in July 2002.
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Communicating Risk

The issue of how to communicate risk
was addressed from the point of view of
patient organizations and treaters. The
questions under discussion were how,
what, and when to inform patients about
risk. It was almost unanimously agreed
that patients have a right to know if they
have been exposed to contaminated
blood products.

There continues to be wariness among
patients about information coming from
government and regulators, noted
Gordon Clarke (European Haemophilia
Consortium, a regional office of the
World Federation of Hemophilia), who
presented the results of a survey that he
had conducted of national hemophilia
organizations in Europe. He stressed that
people with hemophilia want more direct
information and more face-to-face
opportunities to ask their own questions.

David Page (Canadian Hemophilia
Society and WFH Vice-President NMOs
and Youth) raised the question of what
role a patient organization has in terms
of policy decisions and assessing risk.
He called on patient organizations to
ensure consultation and to communicate
with members about safety and supply
issues. He called on blood authorities to
open up to those who are most affected
by policy decisions.

Paul Giangrande (Oxford Haemophilia
Centre and WFH Vice-President
Medical) and Simon Taylor (U.K.
Haemophilia Society) gave two perspec-
tives — the treaters’ and the patient
group’s — on the issue of informing
patients if they are exposed to vCJID-
contaminated blood products. They
recounted an incident last year involving
hemophilia treatment products in the
U.K. containing plasma from a donor
who developed vCJD, and how the two
groups dealt with informing and reassur-
ing patients. Dr. Giangrande noted that
future incidents such as these are
inevitable, and the community must be
prepared to deal with them.

At the end of the session, more than 90
percent of participants agreed that peo-
ple with hemophilia who received con-
taminated clotting factor concentrate
should be informed.

“Given the current state of
knowledge, do you think a
person with hemophilia who
has received a factor concen-
trate manufactured with plas-
ma from a donor later diag-
nosed with vCJD should be
informed of the fact?”

Yes 93%
No 7%

Supply Issues

The causes, effects, and long-term out-
comes surrounding the recent product
shortage were the main issues discussed.
Participants also reported on the supply
situation around the world and shared
potential remedies for future supply
crises.

By July 2001, Dr. Evatt reported, the
shortages had grown so acute that many
began to fear patients might die in emer-
gency situations. However, inventories
improved by November and Dr. Evatt
projected that supplies would continue to
rise through 2002. The situation, he con-
cluded, underscored the need for open,
frank discussions involving all con-
cerned parties.

Mr. Bult addressed some of the difficul-
ties of trying to predict shortages. The
PPTA could only make predictions based
on publicly available data, he said.
Moreover, some things are just not pos-
sible to predict. Mr. Bult noted that man-
ufacturing is only one stage in the
process, and stressed the need to exam-
ine collection and product distribution
issues as well.

Theo Evers (European Plasma
Fractionators Association) contended
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that the limited number of recombinant
product suppliers creates supply vulnera-
bility, as does the dependency on the
supply of starting material. Market
mechanisms are not sufficient to ensure
adequate product supply, and there is a
real need for strategic provisions to
reduce vulnerability and prevent short-
ages, he stressed.

H. Marijkeala van den Berg (Van
Creveld Clinic-National Hemophilia
Center) provided a treater’s perspective
on supply issues. Home treatment, pro-
phylaxis, and longer life expectancies
for people with hemophilia, coupled
with safety concerns, have all con-
tributed to increased demand for recom-
binant products, she said. She stressed
the need to determine more exact infor-
mation on dosage as well as to deter-
mine the cost-effectiveness and broader
implications of specific therapeutic
approaches.

The supply problems experienced in the
developed world in the last year were
put into perspective by Prof. Hu Ching-
Li (Shanghai Second Medical
University), who spoke on supply and
treatment issues in China. Based on the
estimated number of people with hemo-
philia requiring treatment, he said that
China needs 2,775 million International
Units (IU) of factor VIII concentrates
annually. The number of units available
is 15 million.

Providing a patient group perspective,
Mark Skinner (National Hemophilia
Foundation) said the situation caused by
last year’s shortages was a “sobering
step backwards” for patients in the U.S.
He cautioned against neglecting supply
issues in future. Mr. Skinner recom-
mended continuing to enhance the dia-
logue between regulators and manufac-
turers, and he warned that there is a real
possibility of future shortages since the
United States is still largely dependent
on a single supplier for recombinants.

During the open forum session, facilita-
tor Ashok Verma (Hemophilia
Federation India) noted that worldwide
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shortages caused by prophylaxis are cre-
ated in the northern hemisphere, he said.
Such shortages can be much more dan-

gerous to the developing world although
they originate from the developed world.

Participants discussed whether or not
the recent supply crisis would lead to
new thinking about modifying recom-
mended dosages and the consensus
seemed to be that it would not. Several
participants said the shortage was an
emergency situation that caused artificial
reductions with potential detriment and
little or no benefit.

Next steps

There was overwhelming agreement
among participants that another global
forum should be organized by the WFH
to maintain dialogue on key issues for
the global hemophilia community. The
next forum is proposed for 2003.

The WFH is grateful to its patron,
Jan Willem André de la Porte,
who provided funding for the
WFH Global Forum on the Safety and Supply
of Hemophilia Treatment Products.
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Session 1:

Variant CJD - The State of Affairs

Opening Address

Dr. Peter Jones, WFH Executive
Committee member and chair of the
forum, welcomed participants and
expressed his hope that this forum would
be as productive and informative as the
first WFH Global Forum on the Safety
and Supply of Hemophilia Treatment
Products.

Brian O’Mahony, President of the World
Federation of Hemophilia, noted that the
forum was a unique opportunity to look
at sensitive and contentious issues, with
open and constructive dialogue. He
emphasized that the meeting’s purpose
was not to change views but to bring
new perspectives and promote discus-
sion.

Facilitator Simon Taylor of the U.K.
Haemophilia Society outlined the proce-
dure for group discussions. He explained
that the WFH would publish proceedings
of this forum, and noted that no com-
ments other than the speakers’ formal
presentations would be attributed. He
encouraged participants to be open and
frank. Participants would have the
opportunity to express opinions on a
series of questions at various times
throughout the forum using electronic
voting system, he added.

To start off the forum, he asked the fol-
lowing questions:

With regard to the risk of
transmission of vCJD via
replacement therapy, are you:

Very concerned: 11%
Concerned: 62%
Not concerned: 28%

In the light of evidence cur-
rently available, do you
believe that vCJID can be
transmitted through the infu-
sion of coagulation factor
concentrates?

Non-patients only:

Yes: 13%
No: 55%
Don’t know: 33%

Patients only:

Yes: 22%
No: 28%
Don’t know: 50%

WFH Global Forum
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Experimental Transmission
of vCJD Through Blood
Components

Larisa Cervenakova,
The American Red Cross Holland
Laboratory

Dr. Cervenakova presented the latest
results of the Holland Laboratory experi-
ments on transmission of vCJD. She
began by stressing that there is no epi-
demiological or experimental evidence
of vCJD transmission through blood
transfusion or use of plasma-derived
products. Moreover, Dr. Cervenakova
said, the blood of animals with the natu-
ral transmissible spongiform
encephalopathies (TSEs) — scrapie of
sheep and bovine spongiform
encephalopathy of cattle — has never
been demonstrated to be infectious when
inoculated into experimental animals,
and the blood of experimentally infected
laboratory animals contains significantly
lower levels (105 times) of infectivity
compared to the brain.
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Previous studies of TSE infectivity in
the blood of experimental mice were
conducted using the Fukuoka-1 strain of
human TSE, which originated from a
patient affected with genetic form of
TSE, called Gerstmann-Straussler-
Scheinker disease, Dr. Cervenakova
explained, while her ongoing experi-
ments used a strain of mouse-adapted
vCJD. Evidence from the Fukuoka-1
strain experiments would be cited for
comparison purposes, she said.

The experiment was designed by using
brain of a mouse euthanized at the clini-
cal stage of the disease (courtesy of Dr.
Moira Bruce, Institute for Animal
Health, Edinburgh, Scotland, United
Kingdom) that had been previously inoc-
ulated intracerebrally and intraperi-
toneally with a 10% homogenate pre-
pared from brain tissue of a deceased
individual afflicted with vCJD. A new
group of animals was inoculated intrac-
erebrally with 1% brain homogenate
from a vCJD-infected mouse. After 154
days the first animal from that group
died from the disease and others showed
signs of the disease. All mice were euth-
anized after 157 days following inocula-
tion and their blood was collected and
separated into components. Brain tissue
was harvested and assayed for the pres-
ence of abnormal prion protein using
immunoblotting assay.

It was interesting to note that the incuba-
tion period shortened upon secondary
transmission of vCJD, said Dr.
Cervenakova, just as it had in earlier
experiments with other strains of TSEs,
including BSE strain. Experimental data
also indicates that the incubation period
for Fukuoka-1 is much shorter than the
incubation period for vCJD, regardless
of whether Swiss or RIIl mice are used.

Dr. Cervenakova further noted that the
characteristic pattern of PrP27-30 (abnor-

11
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mal, proteinase K-cleaved form of prion
protein) from the brain of infected mice
is specific for Fukuoka-1 and vCJD
strain, and remains unchanged in Swiss
and RIII mice.

Whole blood was divided into red blood
cells, buffy coat, platelet-rich plasma,
platelet concentrate, and platelet-poor
plasma. All of these components were
inoculated intracerebrally and intra-
venously, with the exception of platelet
concentrate, which was only inoculated
intracerebrally.

In mice inoculated with buffy coat from
vCJD-infected mice at the clinical stage
of the disease, Dr. Cervenakova
observed, infection can occur at different
times after inoculation. In animals inoc-
ulated intracerebrally, three of 17 mice
developed the disease, while two of six
animals inoculated intravenously devel-
oped the disease. Low levels of infectiv-
ity have been also detected in platelet-
rich and platelet-poor plasma of clinical-
ly ill vCJID-infected mice using both
intracerebral and intravenous route of
inoculation.

Dr. Cervenakova compared data of this
experiment with previous experiments,
and found that the level of infectivity in
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Experimental TSE Transfusion Studies

Source of Recipient Number of Number of Study
Inoculum Species Transfused Positive Conducted
Animals Animals
spClD Chimpanzea 3 Q MIH
Fukucka-1 Maosa 20 1 ARC & NIH
263K Hamster 4THD a VAME & ARG
G1LD i}
BSE Shaap 21 1 lAH, LIk
v D Mouse 62 HD? ongoing ARC
a2 Lhe

! - blood from animals inocwlated with 130 bras homdagenale
"= bleod from animals inoculaied with blood components

buffy coat of vCJD mice is lower than in
Fukuoka-1-infected mice.

Analysis of combined data on blood
transfusion studies from various labora-
tories was also presented by Dr.
Cervenakova. In a historical study con-
ducted at LCNSS, NIH (Bethesda,
Maryland, U.S.A.) none of three chim-
panzees transfused with units of blood

from sporadic CJD patients developed
the disease. Low efficiency transmission
was achieved in experimental studies
using rodents: one of 21 mice transfused
with blood from Fukuoka-1-infected
mice developed the disease; three of 47
hamsters transfused with blood from ani-
mals infected with high-dose 263K
scrapie strain developed the disease,
while there was no disease transmission
by transfusion of blood collected from

hamsters infected with low-dose of the
Data on Inoculation of Buffy Coat from agent. There was a report on transmis-
CJD-infected Mi sion of the disease by transfusion of
v -inrecie ice blood from a sheep experimentally (per
Blood Companent/ # Infected/  Post-inoculation orally) infected with bovine spongiform
Route of Dilution 4 |noculated Time encephalopathy. Dr. Cervenakova report-
Inocul n Ani ed that a number of mice were trans-
e trberes (days) fused with blood from vCJD-infected
linical Bh o st mice at the Holland Laboratory, but no
Clinical Phase (23 weeks) data were available yet.
MR :g 3?';5? = Dr. Cervenakova concluded that the data
a0 i :g wo. collected in the current study using
\ ) -4 E'E;J 504 vCJD agent are consistent with previous-
niravenous 140 |}.fl1 " :EHE ly collected data using Fukuoka-1 and
- : BSE agent. The infectivity levels in
Praclinical Phasa (17 weaks) blood components of mice infected with
Intracarabral 1-4 111 468 vCJD do not appear to be different from
that for the Fukuoka-1 strain. She also
Intravanaus 1:12 212 468 noted that the level of infectivity in
buffy coat is higher than in plasma at the
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clinical stage of the disease.




Dr. Cervenakova looked forward to
additional data, particularly from ongo-
ing mice and primate studies, which she
hoped would help answer the question of
whether or not blood from patients with
vCJD is infectious.

The Risk of vCJD in Blood
Products — Global
Regulatory Response

Albert Farrugia,

Australian Commonwealth Therapeutic
Goods Administration and World
Federation of Hemophilia

The main influence on the global regula-
tory response to vCJD, Dr. Farrugia con-
tended, is the U.S. Food and Drug
Administration’s decisions and therefore
it is necessary to examine the recently
published Guidance for Industry.

According to the FDA Guidance:
“...until suitable donor screening tests
are available, the FDA is recommending
interim preventive measures that we
deem to be prudent based on the avail-
able scientific data and the evolving state
of knowledge regarding these diseases.”
Dr. Farrugia described this as a “revolu-
tionary” statement for a regulatory
authority. He noted that the FDA appears
to be saying that they may reintroduce
the excluded donors once reliable
screening testing is available. This, he
maintained, is a modification of the stan-
dard approach of regulators, which is to
have a tripod of measures composed of
selection, screening, and inactivation of
the relevant pathogen. This would result
in a revision of current principles which
may well be desirable.

The Guidance, he continued, also con-
tends that the vCJD epidemic in the
United Kingdom continues to increase.
The most recent evidence, he noted, sug-
gests that the vCJD epidemic is peaking
and creates room for hopeful optimism
that the worst of the crisis has passed.

Dr. Farrugia also presented evidence of

the rates of BSE in Europe, contending
that the BSE epidemic is not homoge-
neous, and varies from region to region.
He noted that the rates of BSE in
Switzerland had appeared to be falling in
1998, when the Swiss began to test
apparently healthy cattle; that resulted in
a large jump in the number of cases and
created widespread public concern.
However, he added, the rates appear to
be falling again.

Dr. Farrugia presented a copy of an
American Red Cross news release from
January 18, 2001. He maintained that the
American Red Cross’s unilateral declara-
tion of the need for further tightening of
the ban on blood donors who had visited
the U.K., France, and Western Europe
forced the FDA to revise its position.
That position was based on the preva-
lence of BSE in those particular areas.
However, he insisted, the most salient
question is not where there is BSE, but
where it may be. Dr. Farrugia pointed
out the alarming arrival of BSE in Japan
last year.

It is inconsistent, he said, to exclude
Japan from donor deferrals. He present-
ed data on the level of exports of meat
and bone meal from the European Union

WFH Global Forum
on the Safety and Supply of Hemophilia Treatment Products

to other countries. There has been a high
density of meat and bone meal penetra-
tion in Asia, Dr. Farrugia noted, which
creates a potential for recycling of BSE-
infected material. As a result, he reiterat-
ed, it may be necessary to extend donor
deferrals to people from other geograph-
ic regions — a possibility that the FDA
had already conceded, he added. This
highlighted the difficulty of limiting the
unknown risk of vCJD through donor
deferral, which leads to ever increasing
levels of product loss.

Dr. Farrugia also pointed out the lack of

harmonization among regulatory authori-
ties about what constitutes a “European”
country. Political geography is having an
effect on health policy, he said.

He said it is reassuring that the FDA has
made a distinction between fresh and
fractionated products. There is strong
evidence that plasma fractionation elimi-
nates high levels of TSE infectivity, he
observed.

Dr. Farrugia presented a summary of the
various measures for donor deferral,
which are in place in various European
countries. He noted that this information
was available on the WFH web site.

vCdJD in the UK

Frabable — |Frobable - Confirmed  Total
still alive  |mwaiting
P
|2000 - Year to Juna |7 [5 5 T
2001 - Year to Juna 10 2 |5 o i
2000 - whale year 5 28 28
F001 - whaole yaar ] 20 20
BSE in Europe
|December 2000 May 2001 |Dec 2001
Eire 561 638 811
Faortugal [481 545 597
Switzerland 364 374 403
France _ 23z 302 499
Garmany 12 57 138
Spain |2 |38 a2
Belgium 14 |27 |65
Netherlands & 14 25
Italy B 0 14 50
|Lenmark s 4 B
Luxembourg 1 1 [1
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Among the ongoing issues that regulato-
ry authorities are still grappling with is
the spread of universal leukocyte pro-
duction of all collected blood, Dr.
Farrugia said. This is driven by the idea
that removing white blood cells will
reduce the levels of infectivity, he
explained. However, he contended that
the evidence suggests that is not the
case. Plasma processing creates cross-
contamination issues because the blood
product industry is global, he noted,
which creates enormous implications for
product supply.

Dr. Farrugia concluded by reminding
participants that regulators react to
events; they don’t shape them. He also
restated the enormous impact that FDA
policy has on all regulators worldwide.
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World Health Organization
Activities on vCJID

Ana Padilla,
Health Technology and Pharmaceuticals
Cluster, World Health Organization

Dr. Padilla described the World Health
Organization (WHO) project for the
development of international reference
materials for the diagnosis and study of
human TSEs (both spCJD and vCJD). It
is a complex and difficult project, initiat-
ed in 1999 with the cooperation of vari-
ous international partners and research
institutes, she stated.

Dr. Padilla explained that she worked in
a program dealing with quality assurance
of biological products. The main interest
was how to facilitate the development of
detection tests for TSEs; this amplified
the need for global harmonization in
evaluating process validation data, and
the specific need for reference reagents
and reference panels. In recognition of
those needs, the WHO formed a working
group on international reference materi-
als for the diagnosis and study of TSEs.
The objective of that group is to prepare
reference materials that will advance the
development of diagnostic tests for TSEs.

Dr. Padilla outlined the specific terms of
reference for the working group:

« the selection and characterization
of candidate materials which could
serve for the preparation of interna-
tional reference materials;

« the development of protocols for
calibration of those materials for
WHO collaborative studies;

« the harmonization of procedures
for the classification and nomencla-
ture of PrP* typing in human cases;

« and the examination of issues con-
cerning the appropriate use of pro-
posed reference materials.

Considerable progress has been made in
the development of laboratory tests for
the detection of the pathological PrP
protein (PrP*), Dr. Padilla said.
However, she added that the predictive
values of these assays in terms of TSE
infectivity have not been independently
confirmed. Therefore, a correlation with
bioassays from animal models is still
required. As a result of these factors, the
group is currently considering several
different types of reference materials.
They include human TSE brain-derived
materials (calibrated in a WHO collabo-
rative study), rodent-adapted strains of
TSE agents, human TSE blood-derived
reference materials, and spleen-derived
reference materials.

To date, the group has developed human
brain homogenates that were prepared
from samples taken from four brains
supplied by the CJD surveillance unit in
Edinburgh. One was from a neurologi-
cally normal subject, one from a vCIJD
patient and two from sporadic CJD
patients. The homogenate has been
divided into 2,000 vials and will be used
in in vitro and in vivo assays, Dr. Padilla
said.

Preliminary data indicate that the vCID
material is suitable for both in vivo and
in vitro assays. However, both spCJD
samples presented the unexpected coex-
istence of two different glycotypes (one
Type 1, one Type 2).
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Dr. Padilla explained that once the mate-
rials have been examined using a range
of procedures, it will be possible to
establish a correlation between in vitro
and in vivo experiments (that is, the
same reference material can be used).
The material can also be used for cali-
bration, by distributing the reference
material to various laboratories conduct-
ing experiments.

A WHO collaborative study has also
been undertaken to define a harmonized
PrPs detection protocol, Dr. Padilla
stated.

The working group is also studying
human TSE blood-derived materials, in
order to facilitate the study of diagnostic
methods and validation processes. Dr.
Padilla observed that the development of
blood reference material would be very
difficult, because of the absence of the
detection of infectivity of PrP* in human
blood. Rodent-adapted TSE strains pro-
vide another approach, but some diffi-
culty remains as there is disagreement
on the appropriate spike preparation
used in various protocols.

The group has already initiated a harmo-
nized protocol for the collection of blood
from humans with CJD for use in the
investigation of blood-based diagnostic
tests, Dr. Padilla said. Consultations on
the protocol are in progress.

Dr. Padilla summarized a number of
other activities in which the WHO is
currently involved, and invited partici-
pants to access more complete informa-
tion at the WHO web site:
http://www.who.int/biologicals.




Variant CJD - The State of
Affairs from an Industry
Perspective

Charles Waller,
Plasma Protein Therapeutics
Association (Europe)

Mr. Waller began by stressing that indus-
try takes all potential risk very seriously.
Although the risk of vCJD is theoretical,
it is being treated as a real threat and
taken very seriously, he stated.

There is no evidence that people with
pre-clinical or clinical CJD, including
vCJD, carry infectious prions in their
blood or have transmitted infectious pri-
ons through any blood products, Mr.
Waller emphasized. There are humerous
studies with classical CJD and various
studies underway with vCJD, and none
has indicated infectivity through blood
products, he said. Mr. Waller cited two
recent articles in the Lancet, reporting
that researchers could not detect any
infectivity in the blood of vCJD
patients.*? There is increasing circum-
stantial evidence that is encouraging, he
added, while reiterating that industry
continues to take all possible precau-
tions.

The U.K. provides a microcosm of the
overall issue, Mr. Waller said. Despite
the use of U.K. plasma and many mil-
lions of transfusions, there is still no evi-
dence of any vCJD transmission. He

1, M.E. Bruce, I. McConnell, R.G. Will,
J.W. Ironside (2001) Detection of vari-
ant Creutzfeldt-Jakob disease infectivi-
ty in extraneural tissues Lancet
358:208-209

2 J.D.F.Wadsworth, S. Joiner, A.F. Hill,
T.A. Campbell, M. Desbruslais, P.J.
Luthert, J. Collinge (2001) Tissue dis-
tribution of protease resistant prion
protein in variant Creutzfeldt-Jakob
disease using a highly sensitive
immunoblotting assay Lancet 358:
171-80

conceded that several patients who died
of vCJD had received transfusions, but
none of their infections was traced back
to their donors. Moreover, there have
been no cases of CJD or vCJD detected
among recipients of blood or plasma
from donors who were, subsequently,
known to have vCJD. Mr. Waller
stressed that to date, there has been no
evidence in the U.K., where 99 percent
of all cases of BSE and 96 percent of all
vCJD have been reported, that vCJID has
been transmitted through blood or blood
products.

Mr. Waller noted that eight vCID
patients had received transfusions, but
none had been traced back to a donor
identified with CJD. Fourteen patients
with vCJD donated blood and eight
vCJD patients had their donations traced
to 22 recipients, none of whom devel-
oped vCJD, he added. There have also
been eight confirmed donations from
vCJD patients that were pooled for frac-
tionation; however, Mr. Waller noted
that none of the thousands of product
recipients has been identified with vCJD
to date.

Despite the mounting evidence that
vCJD is not transmissible through blood
products, Mr. Waller reiterated, the
industry continues to treat the theoretical
risk as a real risk. The industry is taking
numerous steps to ensure the safety and
supply of blood products. These steps
include the sponsorship of relevant
research and the sharing of data, which
Mr. Waller described as an important
and positive development.

Beyond research, Mr. Waller said, the
industry is attempting to communicate
the most recent, accurate information as
widely and comprehensively as possible,
using workshops, direct mail, publica-
tions, and its multilingual web site
(www.plasmatherapeutics.org).
Industry’s approach is to involve con-
sumers and encourage the free flow of
information to create a good understand-
ing of the issues and challenges
involved, he said. Various precautionary
actions are being taken, but it is neces-
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sary to strike a balance between the
competing demands of safety and sup-
ply, he concluded.

The State of Affairs —
Treater Perspective

Wolfgang Schramm,
Ludwig-Maximilian University
Hemophilia Centre

Treaters want to help their patients while
avoiding any potential problems for
them, stated Prof. Schramm. He stressed
the importance of taking responsibility
for all hemophilia patients — not just the
20 percent who are well treated, but also
the 80 percent throughout the world who
receive poor treatment.

Prof. Schramm noted that there are cur-
rently more than 100 cases of vCJD in
the U.K., three in France, and one in
Ireland. Extrapolations using the current
model, he contended, suggest that there
could be hundreds of new cases in
France and Germany in the near future
through primary infection via the food
chain. More alarmingly, it is still not
known how and if secondary infections
from human to human may occur, Prof.
Schramm added. Data from the German
Hemophilia Registry, which has been
tracking patients since 1982, has still not
seen any co-occurrence of hemophilia
and vCJD, he reported.

Prof. Schramm described the strategy
that has been adopted by the German
authorities regarding vCJD. The trans-
mission of vCJD via plasma seems
unlikely, since the agent is almost com-
pletely eliminated during the production
process. Even if the vCJID agent is trans-
missible via blood transfusion, the risk
would be eliminated once a reliable
screening test is developed, he said.

From a treater’s perspective, it is critical
to balance safety measures with supply
concerns, Prof. Schramm said. There are
various options to reduce the risk of
vCJD transmission through transfusions.
These include: the use of the safest pos-
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sible blood products available (optimal
use); the development of reliable diag-
nostic tests to screen blood donations for
vCJD infection; the exclusions of some
persons from the donor pool; and leuko-
cyte depletion in the production process-
es of erythrocyte and thrombocyte prod-
ucts.

Concurrently, there are options that can
ensure the provision of a sufficient long-
term supply of blood and blood prod-
ucts, Prof. Schramm explained. These
include: the critically indicated applica-
tion of blood product (optimal use); pro-
moting advertising for the recruitment of
donors; motivation campaigns for donor
recruitment; and the revision of exclu-
sion criteria.

There is still no documented evidence of
any person with hemophilia having clas-
sical or variant CJD, Prof. Schramm reit-
erated, despite many studies from the
U.K., U.S,, and other countries.
Although it is never possible to create
complete safety, Prof. Schramm con-
tended that the blood supply is the safest
it has ever been. Hemophilia is a life and
limb-threatening disease which necessi-
tates that real risks must be balanced,
and that includes the risks attendant
upon product shortages, he said.

Prof. Schramm urged participants to
consider the degree of safety that is opti-
mum, particularly in developing coun-
tries where supply is a serious issue and
where it is often very difficult to collect
sufficient donations to produce plasma-
derived products.

Traditionally, he concluded, we measure
cost-benefit and cost-utility in economic
terms. It would be more meaningful if
human issues such as quality of life
became part of those equations, he said.
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A Patient’s Perspective
of vCJD

Gordon Clarke,
European Haemophilia Consortium

Mr. Clarke presented the results of a sur-
vey that he had conducted of national
hemophilia organizations. Although the
survey was short and straightforward,
only 12 member organizations respond-
ed, a response rate of only 29 percent, he
commented.

There are several possible explanations
for the low response rates, Mr. Clarke
observed. A number of countries view
the theoretical risk of vCJD as less
important than how to access treatment
“in real time.” At the other extreme,
there are a growing number of countries
that have moved to a nearly 100 percent
recombinant supply, so they’re less con-
cerned about blood-borne infections.
Finally, many organizations just find
themselves with too much to do and too
few resources, he said.

Mr. Clarke presented a summary of the
responses to his survey.

1. Do you consider your national
member organization to be:

Very well informed? 2
Adequately informed? 9
Poorly informed? 1

2. From which sources have you
received information?

Government 5
Hemophilia doctor 9
Other doctor 2
WFH/ EHC 12
Other (Internet, media, BPL) 5

3. Has the information been:

Timely? 8
Informative? 12
Comprehensive? 6
Understandable? 9
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4. Are there other views you
would like to hear?

WFH/ EHC

Scientists

Doctors

Regulatory bodies
Government

Other (pharmaceuticals, other
countries) 2

~N NN~ o

5. What questions about vCJD are
most frequently asked by your
members?

 We get almost no reaction on this
matter, probably due to almost
100 percent use of recombinant
products.

« Are government, scientists, and
doctors telling the truth?

» Why can’t we all just have recom-
binant product?

« Is the product used in our country
safe?

« Can we get certain assurance that
product is safe to use?

« Is there any difference in safety
between plasma and recombinant
products?

* Are blood donors tested for
vCJD?

» How dangerous is infection from
blood products?

» Will vCJD be a problem like HIV
in the future?

* Are there cases of vCJD in our
country?

» What are the signs of vCJD?

6. What steps has your national
hemophilia organization taken to
distribute information to members:

Seminars/expert speakers 2
Newsletter articles 8
Explanatory letter 4
Agenda at members’ meeting 6
Web site articles 7
Other (brochure, etc.) 1




Clearly, the message from patient organ-
izations is to “keep the information
flowing,” Mr. Clarke said, and to
improve the information exchange
between countries. There continues to be
wariness among patients about informa-
tion coming from government and regu-
lators, he noted. He stressed that patients
want more direct information and more
face-to-face opportunities to ask their
own questions. Moreover, they want the
information to be useful and understand-
able, and they want their national hemo-
philia organizations to do more to bring
answers to their members, he stated.

Discussion

Simon Taylor summarized his impres-
sions of the presentations. He objected
to the use of the term “theoretical risk.”
To describe risks as theoretical, he con-
tended, is to attempt to dodge the real
issue. There is a risk — the matter for dis-
cussion is how big the risk is and what
should be done about it, he said.

Mr. Taylor invited questions or com-
ments from the floor.

One patient participant suggested that
patients would feel more comfortable if
each vial of treatment products or pack-
aging listed the source of the plasma.

A regulator in the audience noted that
plasma source is required information
for every regulatory authority. However,
others remarked that most patients have
no access to regulatory data. Several
participants expressed support for pro-
viding source information on every bot-
tle.

A participant from a developing country
said he was angry that U.K. meat and
bone meal had been exported to so many
countries, including Asia. He asked Dr.
Farrugia if donor deferral policies should
take into account people who have con-
sumed these products. Dr. Farrugia
replied that it should be a consideration.
However, he noted that in all cases the
exporters claim that the meat and bone
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meal was not used to feed cattle or live-
stock. He also noted that if the process
were carried to its logical conclusion, all
of those who may have consumed meat
or bone meal at risk of BSE contamina-
tion would need to be excluded from
donations, which means excluding near-
ly everyone.

Another participant expressed her sur-
prise that people are so confident when
they declare that there has been no evi-
dence of vCJD transmission so far. She
stressed that the time frame for research
has been so short, that it is difficult to
cite any reliable epidemiological evi-
dence with confidence. She also ques-
tioned the efficacy of using spiking
material for testing, suggesting that not
enough is known about the actions of
infective prions in the blood.

Other participants echoed her concerns.
One noted that it is too soon to say, con-
clusively, that the results of real cases of
vCJD patients are reassuring, while
stressing that theoretical studies have
been much less reassuring. Another
audience member stressed that it is
important not to become complacent.
Remember the experience of hepatitis C,
which remained dormant for years, he
urged.

Mr. Taylor asked participants to recon-
sider the questions they answered at the
beginning of the session, to see if the
presentations had changed their percep-
tions in any way.

With regard to the risk of
transmission of vCJD via
replacement therapy, are you:

Very concerned? 13%
Concerned? 64%
Not concerned? 22%
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In the light of evidence cur-
rently available, do you
believe that vCJID can be
transmitted through the infu-
sion of coagulation factor
concentrates?

Non-patients responded:

Yes: 12%
No: 53%
Don’t know: 35%

Patients responded:

Yes: 43%
No: 29%
Don’t know: 35%
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Session 2:
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The Decision-making Process — A Question of Risk

Before introducing the speakers for the
second session, Simon Taylor gave a
breakdown of the participants at the
forum: approximately 30 industry repre-
sentatives, 20 medical practitioners, 20
patient groups, and 10 regulators.

Participants voted on the following ques-
tions.

Do you feel that CJD poses
the same threat to the hemo-
philia community as HIV did
in 19827

Yes: 1%
No: 93%
Don’t know: 3%

Do you feel that vCJID poses
the same threat to the hemo-
philia community as HIV did
in 19827

Yes: 7%
No: 82%
Don’t know: 10%

Is History Being Repeated?
A Comparison of
vCJD with HIV

Bruce Evatt,

Centers for Disease Control and
Prevention and World Federation of
Hemophilia

Dr. Evatt compared CJD and vCJD with
HIV at similar points in their respective
crisis timelines — HIV in 1982, CJD in
1998, and vCJD in 2001. He began by
contrasting CJD with HIV. Dr. Evatt
noted that HIV was a new disease in
1982, whereas CJD was an old one in

1998. At the time of each crisis, the dis-
ease was caused by an unknown agent;
but the CID numbers were stable, while
the HIV numbers were increasing. HIV
had an unknown incubation period, was
present in people with hemophilia, and
was known to be transmitted in blood.
CJD had a known incubation period, it
had not been detected in people with
hemophilia, and there had been no
known blood transmission. Knowing the
incubation period is important to esti-
mating the extent of the epidemic.
Finally, HIV lacked animal models,
while CJD does not. As more data accu-
mulates, there is growing confidence
that CJD is not being transmitted
through the blood supply.

Dr. Evatt then compared vCJID with
HIV, as well as with CJD, according to
the same characteristics. During the cri-
sis times, both vCJD and HIV were new
diseases caused by an unknown agent,
with increasing numbers of infected
patients. Both diseases had unknown
incubation periods. Despite the absence
of human blood transfusion-transmission
cases, VCJID — unlike CJD — appears to
have a transfusion-transmission risk in
animals. In addition, the vCJD agent is
found in many more tissues of infected
patients than is the CJD agent, including
such tissues as lymphoid tissues, which
contain blood cells. This presence of the
vCJD agent is of particular concern in
relation to the potential for blood infec-
tivity, but further study is needed on pri-
ons in lymphoid tissue. Finally, the incu-
bation period of vCJD is shorter in
experimental animals than that of CJD,
suggesting a more virulent organism
than CJD.

The result of the comparison between
vCJD and HIV is not as encouraging as
that between CJD and HIV. Thus the
estimation of the relative number of
donors in the plasma pool, estimation of
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the titer of infectious agent in a donor,
and potential for manufacturing process-
es to remove the agent are needed to fur-
ther evaluate the risk of vCJD infection.

Dr. Evatt next discussed assumptions
that scientists are following in their work
with vCJD. It is predicted that the peak
of BSE in Europe will occur between
2002 and 2005. The highest risk of plas-
ma donor infectivity is in the U.K. and
France, and possibly Japan. Current
methods for producing factor VIII are
expected to clear three to six logs of
infectivity, and methods for manufactur-
ing factor 1X should clear seven logs,
greatly increasing safety. To date in the
U.K., eight donors with vCJD were
traced to 22 recipients of blood products.
None of the 22 has developed CJD.

In the developed world, concern is
focused on product safety, while avail-
ability remains the number one issue in
the developing world. “We are forced to
live with the reality that we cannot make
decisions on donor exclusions which
eliminate all risk for all patients,” Dr.
Evatt concluded.

Assessing the Risk of
vCJD: A Decision-making
Model

Francine Décary,
Hema-Québec

Dr. Décary used the example of Québec,
Canada, as a decision-making model for
assessing the risk of vCJD. On October
15, 1998, a report from the Bayer
Advisory Council on Bioethics on CID
was made public. Recommendation 20
stated, “That persons who at any time
since 1980, have resided in a geographic
area with a significant incidence of BSE
or nvCJD not be permitted to contribute
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blood or plasma until the hypothetical
risk of accepting donations from such
persons can be evaluated.”

Canada’s blood suppliers, Health
Canada, and other stakeholders met to
evaluate the situation. They made three
observations: there was no current scien-
tific evidence that vCJD could be trans-
mitted by blood; deferring donors who
had resided in the U.K. could create risk
to Canada’s blood supply; and the travel
habits of Canadians were unknown. It
was decided that a large deferral would
be problematic, but a rapid loss of three
to five percent of donations could be
withstood. A survey of donors found that
donors in Québec were less likely to
have travelled to the U.K. than donors in
the rest of Canada. Hema-Québec, the
blood supplier for the province, felt
comfortable that excluding these donors
would not threaten the blood supply, Dr.
Décary said.

In April 1999, it was decided to defer all
donors who had spent a month or more
in the U.K. since 1980. This would lead
to a three percent loss in donations,
which was judged an acceptable risk to
the blood supply because it would bring
a risk reduction of 70 to 85 percent. It
was also decided to exclude from frac-
tionation the plasma of any donor who
had spent time in the U.K. since 1980.
This would lead to a five percent reduc-
tion in plasma supply and a risk reduc-
tion of 100 percent for Hema-Québec
plasma. In October 2000, the same
approach was used for donors who had
spent six months in France in the same
period.

Dr. Décary described the governance
framework for making such decisions,
including risk management policy and
decision-making policy implementation.
The recommendation on the precaution-
ary principle of the Commission of
Inquiry on the Blood System in Canada,
presided by Justice Krever, was the
motor for decision-making. The recom-
mendation calls for the principle of safe-
ty to transcend other principles and it
also states, “The balancing of the risks
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and benefits of taking action should be
dependent not only on the likelihood of
the risk materializing but also on the
severity of the effect if the risk does
materialize, on the number of persons
who could be affected, and on the ease
of implementing protective or preventive
measures. The more severe the potential
effect, the lower the threshold should be
for taking action.”

She concluded: “Taking into account
that the vCJD challenge was presented
to the new operators of the blood supply
in Canada just two weeks after their
startup, it is important to recognize the
contribution of Justice Krever’s recom-
mendation 2(e), which has served as a
template to make decisions in the con-
text of uncertainty.”

Risk Assessment from a
Hemophilia Organization’s
Perspective

David Page,
Canadian Hemophilia Society, and
World Federation of Hemophilia

Mr. Page asserted that hemophilia organ-
izations have a unique role to play at all
stages of the risk assessment process by:

« identifying issues that are impor-
tant to users of blood and blood
products;

« consulting with those who have the
most to gain or to lose as a result
any eventual decision;

« contributing to the analysis and
adoption of policies that are consis-
tent with the priorities of the popu-
lation; and

» communicating with patients and
the public in ways that they can
understand.

Who does a hemophilia organization
represent? The first constituency is its
members, but Mr. Page also questioned
the organization’s responsibility to other
disease groups and the public in general.
“Can a hemophilia organization demand
action to minimize risk to its own mem-
bers, knowing that this could increase
risk to others?” He concluded that a
hemophilia organization must consider
the effects of its actions on broader poli-
cy issues while not losing sight of its
primary responsibilities. It is worthwhile
to build coalitions with other blood-user
groups to share knowledge and skills.

He highlighted the importance of build-
ing up its expertise and credibility in the
blood system. Hemophilia organizations
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must make blood safety and supply
issues a top priority internally, Mr. Page
said. He recommended cultivating a core
group trained and informed on the issue,
and ready to work with other stakehold-
ers.

Maintaining credibility is difficult, espe-
cially with one’s own members, he
noted. Because of HIV and hepatitis C,
many people with hemophilia now
believe that no matter how remote the
threat, it will become a reality. Mr. Page
discussed the case of a Utah donor diag-
nosed with CJD in 1998. Some products
using his plasma were sent to Canada.
Health Canada originally quarantined all
implicated blood products, then released
the products on Christmas Eve, with the
support of the Canadian Hemophilia
Society (CHS), based on its assessment
that the risk of classical CIJD was mini-
mal. However, medical and scientific
opinions on the actual level of risk were
split and many patients reacted in panic.
The CHS was accused of caving in to
the pharmaceutical industry. The CHS
spent six months trying to put the risk
into perspective, Mr. Page said.

The CHS actions were based on scientif-
ic risk analysis as well as a set of values:
transparency, autonomy of the person,
and greatest benefit, least risk. “The
challenge is to focus on the real risk.
Hepatitis B led us to underestimate HIV.
HIV blinded us to hepatitis C. Now
vCJD is absorbing us, while 75 percent
of people with hemophilia in the world
go without treatment,” he said.
Moreover, “many of those that do
receive care are treated with cryoprecipi-
tate that is not even virally inactivated.”
Mr. Page concluded by calling on the
blood authorities around the world to
open up to those who have the most to
lose from any policy decision.
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A Regulator’s View of Risk
and Risk Assessment
(EMEA)

Manfred Haase,

Paul Ehrlich Institut and the European
Agency for the Evaluation of Medicinal
Products (EMEA)

The principal purpose in the regulation
of medicinal products is to make avail-
able safe and effective products, of good
quality, which provide benefits that out-
weigh their risks, stated Dr. Haase. This
is easier said than done, because it is dif-
ficult for licensing authorities to make
such a judgement.

Dr. Haase discussed risk analysis as it
applies to determining the level of
acceptable viral risk. Risk analysis is a
scientific evaluation of the probability of
occurrence and the magnitude and sever-
ity of the effect. In areas of uncertainty,
such as emerging threats, risk analysis is
a difficult but necessary exercise. Where
uncertainty exists, a precautionary
approach should be taken. Precautions
must be proportional to the degree of
uncertainty and take into account the
expected benefits of the product. This is
complicated, and a science-based
approach is warranted, said Dr. Haase.

Benefit-risk assessment for individual
medicinal products takes into account
general public health issues and individ-
ual patients. Immunocompromised indi-
viduals and children should get particu-
lar attention. In the evaluation of prod-
ucts, the objective of the quality data is
to demonstrate that a product of good
and consistent quality is produced, and
that potential safety issues arising from
manufacture are avoided or minimized.

Safety information will be derived by
extrapolation from non-clinical data and
from the overall experience with the use
of a new medicine. Evidence of efficacy
is provided by clinical studies. Ensuring
safety in special populations means
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investigating risk for different patient
groups, he stated.

In Europe, sites where products are man-
ufactured have to hold a marketing
authorization and have a satisfactory
recent inspection showing compliance
with good manufacturing practice
(GMP). The Committee for Proprietary
Medicinal Products (CPMP) may request
good clinical practice (GCP), good labo-
ratory practice (GLP), and pharmacovig-
ilance inspections. At the time of granti-
ng a marketing authorization, there is a
substantial body of data on the product’s
quality, safety, and efficacy. The size and
validity of the database is crucial, said
Dr. Haase, while noting that the quality
of inspections in Europe is improving.

There should be a balance between the
need for clinical data to evaluate risks
prior to marketing authorization and the
avoidance of delays in making available
efficacious medicinal products to
patients in medical need. Clinical trials
give more substantial assurance on effi-
cacy compared to safety, as a very large
number of subjects are required to rule
out rare adverse reactions.

During clinical trials, populations are
defined by strict inclusion and exclusion
criteria. Larger and less-well-defined
populations are likely to be exposed to
products with time. The larger exposure
will lead to adverse reactions and inter-
actions.

Risk Assessment from a
Regulator’s Perspective
(FDA)

Dorothy Scott,
FDA Center for Biologics Evaluation
and Research

A major challenge of risk assessment is
weighing the risk of disease transmission
by products versus the risk of limited
supply, especially in a worldwide con-
text, stated Dr. Scott. Another pitfall is

21



the tendency to interpret results of risk
assessments as facts. Risk assessments
should estimate the worst case, but
should also provide outcomes for a
range of assumptions. Assessing the
cost of taking precautions to reduce risk,
e.g. “collateral damage,” is also a chal-
lenge.

Dr. Scott discussed vCJD risks in
donors. It is entirely unknown whether
human blood is capable of vCJD trans-
mission at a low frequency. Estimates
of how many people may be at risk of
having vCJD may not be precise, due to
lack of information about the vCJD epi-
demic. Some unknowns include incu-
bation time, and distribution of vCJD in
the population. The highest numbers of
cases are in the U.K. and France, and are
related to beef consumption. Food chain
controls are important in preventing
humans from contracting vCJD, she stat-
ed. The role of secondary exposure
through the blood supply is unknown at
this time.

She then reviewed the FDA's risk assess-
ment process leading up to the new
donor deferral guidelines. The precau-
tionary principle has no status in U.S.
law, Dr. Scott said, but it is especially
applicable where adverse effects may
emerge long after exposure, and when
risks that are carried forward into the
future cannot be eliminated or reduced
except at the time of exposure.

In predicting results of various deferral
actions, it was found that different meas-
ures had different effects upon supply,
but equivalent safety outcomes. The
evaluation of donor deferral scenarios
helps regulators to optimize safety meas-
ures, while minimizing the chance that
dangerously low supplies will occur. In
addition to new donor deferral guide-
lines, the U.S. encouraged a national
donor recruitment campaign and institut-
ed a system to monitor adequacy of the
blood supply.

There was particular concern about the
effect on plasma derivative supplies of a
ban on donors who lived in Europe for
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Donor Deferrals: Phase |
(British beef exposures)
Anticipated Implementation
May 31, 2002

* > 3 months residence in U.K. 1980 - 1998

« = §vyears France 1980 - present (vCJD cases; 5-
10%: British beef consumption)

* = G months on certain military bases (up to 35%
British beel consumption)

Donor Deferrals: Phase |
Anticipated Implementation
May 31, 2002

Iranstusion of blood, platelets, or plasma in the UK.
1980 - present

Transfusion-transmission: small, still short-term
lookback studies negative now, single BSE/sheep
expenmeant positive; prevalence vCJD in UK.
unknown but could be high

Donor Deferrals: Phase ||
Anticipated Implementation
October, 2002

* = 5 years residence/ftravel Europe, 1980 - present

* European countries: USDA 21 CFR »o (Oman not

included; Gibraltar added)

= New additions to list by guidance

= ** Source plasma donors not deferred **
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five years or more. Furthermore, plas-
ma derivative manufacturing includes
steps that have been shown experimen-
tally to remove TSE agents. Based upon
these factors, an exception was made to
the pan-European donor deferral for
donors of source plasma for plasma
derivatives.
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Risk Assessment — Industry
Perspective (PPTA)

Jan M. Bult,
Plasma Protein Therapeutics
Association

For industry, dedicated donors are cen-
tral to risk assessment and the decision-
making process, Mr. Bult said.
Initiatives by the Plasma Protein
Therapeutics Association (PPTA) and
industry to include appropriate donor
groups have included public education,
working in a robust regulatory environ-
ment, good centre location, the use of
well-crafted questionnaires, employment
of experienced professionals, state-of-
the-art testing technology and deferral of
donors who spent time in certain geo-
graphic locations.

Mr. Bult questioned practices that he has
seen with mobile public sector collection
units operating at campsites in France
where donors had to wait in the heat for
a long time. PPTA initiatives include a
donor motivation campaign, and using
plasma from North America and Europe
for fractionation. The use of an “invento-
ry hold period” means that donations can
be traced and rejected up to 60 days
after collection as the result of post-
donation information.

Mr. Bult then discussed nucleic amplifi-
cation technology (NAT). The advan-
tages of NAT are reduction of the virus-
related window by early detection of
highly viremic donations. Methods for
the inactivation and removal of
pathogens have to be effective, validat-
ed, and robust, Mr. Bult stated. PPTA
has collaborated with others in the scien-

Integrated Safety Approach

(Schematic)

Inveneery Mansgement
[Rwnariom Sem

vemimg (A
I'liusma Poal Testing

"-:L nufacnuring of Flasma Dervalives
Purrfication {vims renmswal)

= Fopulation
High
Dicsnnr Sebecism
s
B
'-'_‘ MO Sorsening (Seralogyh
= / /
Very Linw

Vs [nactivalion Slop
N

Processing

tific and regulatory communities to sup-
port improved validation. In the years to
come, new standards for NAT will come,
providing standardized technology and
language.

Quality control and quality assurance are
extremely important. PPTA members
have used a third-party review to ensure
that the correct systems are in place, and
this adds another layer of protection.
Manufacturers are responsible for active
pharmacovigilance, traceability of prod-
ucts, batch recall standards operating
procedures, and patient notification. An
example is the Patient Notification
System as it currently exists in the U.S.

International harmonization of regulato-
ry requirements is a long way off, Mr.
Bult said. He called for the debates in
this area to be more on science than pol-
itics. He cited the decision in Japan to
defer any donor who had lived in a
country with significant BSE, or one
case of vCJD, or an increase in TSE.
This decision was made before BSE was
found in Japan. He wondered whether
the implemented policy will impact the
collection practices in Japan. Other
countries potentially face a similar
conundrum, as the extent of the spread
of BSE becomes clear.
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Regulatory requirements and voluntary
industry initiatives together ensure that
today’s plasma protein therapies have
achieved the highest margin of safety
ever. Risk of transmission is negligible
for enveloped and non-enveloped virus-
es, and remains theoretical for vCJD.
The introduction of new regulations has
to be carefully balanced against the
potential impact on supply, Mr. Bult
concluded.

Discussion

Simon Taylor initiated the discussion,
which focused on the trade-off between
measures that are intended to increase
safety, and their impact on supply.

A clarification was requested on the case
of the Utah donor. David Page said albu-
min from the donor was used in the
preparation of recombinant factor VIII.
There was also clarification on the con-
cept of holding donations before using
them.

It was noted that the donation rate in
Canada and Quebec is not high in com-
parison to other