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Washington, D.C. 20201

Dear Dr. Wright:

The HHS Advisory Committee on Blood Safety and Availability met in Washington, DC on
January 9 and 10, 2008. The Committee heard from a number of authorities regarding current
risks of transfusion, available testing strategies and supplier capability for developing new tests.
We also heard reports on systems designed to inactivate a wide range of potential blood-borne
pathogens including toxicity data, clinical efficacy data from clinical trials and ongoing
European experience as well as a sammation of a recent Canadian consensus conference of
pathogen inactivation. The Committee felt that further development of these systems and a move
toward implementation is warranted. The Committee's resolution follows.

“The Advisory Committee on Blood Safety and Availability (ACBSA) finds that accumulating
evidence for the efficacy and safety of pathogen reduction warrants a commitment and concerted
effort to add this technology as a broadly applicable safeguard which additionally would provide
a reasonable protection against potential emerging infectious diseases. This would résult in a pro-
active, pre-emptive strategy that would broadly render most known agents non-infectious and
prevent emerging agents from becoming transfusion risks. To achieve this goal, government,
industry, blood organizations and public stakeholders need to work in concert to commit the
required financial and technical resources.

In particular, the Committee finds that:

a)

b)

Despite the overall safety of the blood supply based on credible scientific assessments,
unmet needs exist to further reduce known infectious threats to blood transfusion
recipients from infectious agents including bacteria, viruses, parasites, and prions.

The well-established strategy of implementing donor screening and testing subsequent to
the identification of infectious agents of concern to blood safety has inherent limitations
including the possibility for widespread transmission of disease before a new agent is
recognized or can be interdicted by specific methods.

The cost and complexity of agent-specific screening and testing is itself becoming a
barrier to further blood safety innovations. At the same time, business models do not
appear to favor continued aggressive investments in blood safety technologies.
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d) The anticipated high costs of pathogen reduction technologies would likely be offset

through the gradual elimination of some current blood safety interventions that would be
rendered redundant.

e) Because the agents of variant Creutzfeldt Jakob Disease (vCJD) and other prion diseases

cannot be inactivated in blood components, techniques to detect and remove these
infectious agents need separate consideration.

Pathogen reduction offers the following potential benefits:

L.
2.

3.

reduction of current risks of known infectious agents,

protection against the risk of emerging infectious agents including shielding the nation
from introduction of biological threats into our blood supply,

avoiding obligate blood recipient infectious risk before emerging infectious diseases are
detected and new assays are developed,

increase the availability of blood supply by avoiding unnecessary loss of blood donors as
an undesired outcome attributable to false-positive infectious disease tests and non-
specific donor screening strategies,

avoidance of the need to develop new screening assays for emerging and/or localized

infectious agents, and

mitigation of non-viral threats associated with blood transfusion, such as transfusion
related acute lung injury (TRALI), bacterial contamination, graft versus host disease
(GVHD) and human leukocyte antigen (HLA) alloimmunization.

Based on these findings, the Committee recommends that the Secretary:
a) Adopt as a high priority the urgent development of safe and effective pathogen reduction

technologies for all blood transfusion products and implementation as they become
available;

b) Provide resources to overcome current barriers to development and validation of

pathogen reduction technologies;

c) Ensure adequate safety monitoring of pathogen reduced blood products post- marketing

using an active national hemovigilance system, and

d) Ensure that other efforts to improve blood safety and availability are not compromised by

these efforts.

[ hope that this recommendation provides a clear sense of the Committee’s stance on this
important subject. The adaptation of pathogen reduction will bolster our nation's blood safety
capability. I would be happy to answer any additional questions you may have regarding the
recommendations. The Committee stands ready to aid in efforts or act as a forum for further
deliberation in order to move forward oh pathogen inactivation.

Sincerely,

e r—<

Arthur W. Bracey, M.D.
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Dr. Harvey Klein (Chief of the Dept. of Transfusion
Medicine, Special Assistant to the Director of Science for
Clinical Center for NIH)
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Our first speaker today is Dr. Klein, Harvey Klein. Dr. Klein is the Chief
of the Department of Transfusion Medicine and he's the Special Assistant to
the Director of Science for Clinical Center for NIH. He's a graduate of
Harvard and Johns Hopkins and he is Adjunct Professor of Medicine at
Johns Hopkins. He's coauthored more than 200 publications and is the
co-editor of Mollison's Transfusion Medicine. He has done a tremendous
amount of work in the field recognized by various awards. He will present to
us today on the review of the Canadian Consensus Conference on Pathogen

Inactivation.

DR. KLEIN: Thank you very much, Mr. Chairman. In the interest of full
disclosure, I would like to disclose first that I'm not a Canadian. That's a
politically neutral statement. And my second disclosure is that I've worked
for 35 years with Dr. Harvey Alter, who presented yesterday, so if my
opinions and biases seem similar to his, they're probably not random. Thank

you.

All right. Well, as we heard yesterday, there are a variety of ways that we
avoid risk in transfusion medicine, all the way from the donor history and
examination to testing, which is the bulwark to limiting exposures by using
the appropriate indications for transfusion. We haven't talked much about
that but it is a very important one. And yet despite these various ways of
limiting the risk, the infectious risk of transfusion, we saw just several years
ago as you heard yesterday the introduction of a new agent into the United
States, an epidemic which resulted in morbidity and mortality, as the result
of West Nile virus and certainly we could expect that this would happen and
will happen again because of the way that we deal with infectious agents
today. Now, this is the paradigm that you heard about yesterday, and I put
this on a scale of when tests appeared to safeguard the U.S. blood supply.
You can see that syphilis went back to 1938. Then there was a large
interval until around the early seventies when hepatitis B surface antigen

came into use and since then we have added numerous tests to safeguard the
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blood supply and despite this there are numerous agents either here or on
the horizon for which we could make an argument for test. Now, Dr. Steve
Wagner pointed out to me yesterday that if I were actually to use cost
instead of test, the curve would be a great deal steeper. Now, on the other
side, the pharmaceutical industry for plasma fractions has a different
strategy, that is, using methods to inactivate agents in the plasma fractions.
And using that particular strategy, looking at pooled plasma fractions, there
hasn't been a transmission that I know of, of HIV, HBV or HCV since 1987,
and in fact when the West Nile epidemic came to the United States, there
were no transmissions that we know of, of West Nile virus. So, we learned a
number of lessons I think from viral inactivation of plasma fractions, first
that the efficacy of the plasma fractions have been very well-maintained;
second, that we haven't seen toxicity now for many years; third, that
immunogenicity is an issue but it's seldom encountered; and that viral safety
could be achieved with methods that kill somewhere between six and seven
logs. The goal of pathogen inactivation in blood components initially was to
eliminate the transmission of viruses, particularly following the AIDS
epidemic, but there are secondary drivers such as bacteria and parasites, as
we heard yesterday, and there's also added value perhaps in eliminating the
risk of graft-versus-host disease and possibly even TRALI, depending upon
what technology is used. There are additional considerations for single
components compared to fractions. There's a higher viral concentration in a
single component that's infected than the large pool, perhaps. There are
more proteins to consider in fresh frozen plasma than saying just Factor 8
or Factor 9. There's a limited ability to purify. Cells are more fragile in
general than proteins, and bags for inactivation are not tanks. Now, there
are a variety of methods that you're going to hear about later today and I
want to emphasize that in the Canadian Consensus Conference we did not
consider any particular company's technology. What's the reason for slow
acceptance of inactivation in the United States? There are probably several.
As you heard yesterday, the safety of the volunteer blood supply is terrific in
the U.S. today. There isn't any inactivation method for all components. Our

surveillance and screening tests have really dealt very well with emerging
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pathogens. We got a test for West Nile virus, as you heard, in a year, bearing
in mind that there was already an existing test for West Nile virus when it
was introduced into the United States, although it was a research test.
Current technologies don't inactivate all agents, for example, small,
nonencapsulated viruses, spores, high-titer viruses, prions, so there isn't any
technology on the horizon that does it all. There's a potential risk, as we
heard, from residual chemical agents, and I think we're convinced that that's
relatively small. And then the big issue, of course, has been cost. So, last
March 29th and 30th, the Canadian governments, Canada, Hema-Quebec,
put together a consensus development conference using the NIH consensus
guideline. And we can put together a consensus development conference
when there's a lot of data available but not enough data to make an absolute
~ decision based on the data, so you ask for consensus. For example, you
wouldn't need a consensus conference to use insulin for type one diabetes but
if you wanted to talk about beta cell transplant, you probably need a
consensus conference. So, the topic was identified and background materials
were supplied. A steering committee crafted six questions, which I will show
you, identified speakers to provide backgrouvnd and appointed the consensus
panel, of which I was the Chair. The speakers much like yesterday and today
outline the issues and that took a day in Canada. The panel then deliberated
late into the night and produced a draft statement answering the six
questions. That statement was then presented to the public on the following
‘day and comments were gathered from the audience and comments were
solicited from those who weren't present. Over the next month or so the
panel revised and refined the consensus statement which has now been
published. And this is the consensus panel. I was the chairman, as I said. Dr.
Anderson is a hematologist, who deals with hemophilia and other
hematologic disorders. Marie-Josee Bernard is a lawyer by training but an
ethicist and a medical ethicist by practice.Dr. Richard Cable, another
American, has a long history of running regional blood centers, so he's a
transfusion consultant. Bill Carey is a patient who received multiple
transfusions over many years for chronic anemia. Jeff Hotch is an economist

who looked at cost-benefit issues; Nancy Robitaille, a pediatric hematologist
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