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‘here there are viruses, and the worry about any procedure

hat might contribute to virus, that might escape into the

environment.

-y. patient that goes in, probably the first 10 or

.5 patients that are treated would see no transplantation, I

.hink should know that there will be a chance that they may

)e quarantined. Their spouse should also sign informed

:onsent, and the health care workers who work with them

;hould sign the informed consent.

I think that they need to have a set period of

:ime in the hospital, are they going to stay one week or are

:hey going to stay three or four weeks, and they will be let

Jut maybe when you find that there is no shedding of the

7irus .
:

These things have to be laid out. This has to be

~ very unique informed consent document.

DR. AUCHINCLOSS: My recollection is that you had

some material about informed consent in the initial

guidelines. Will this, in fact, be developed further in

your new version?

DR. SIEGEL: I can’t speak to what the new version

will look like, but it is certainly an area that we have

been addressing throughout, and I take Abbey’s Meyers’

comments very seriously. Those are all issues I think that

are appropriately part of the process.
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We also learned from Jeff Getty a lot of things he

elt should have been part

DR. AUCHINCLOSS:

o your question about the

of the process.

Karen, did the specific answer

heterotopic--what I mostly got

as a sense of, boy, somebody had better come in with a

lretty clearly defined group of patients and a pretty

:learly defined rationale, and then we would start thinking

lbout it because it is not something that is currently much

)n our radar screen, is that too much of an overstatement of

/here you were there?

DR. SIEGEL:

)eople unhappy, I have

At the risk of making a lot of hungry

a question that we haven’t asked, but

: would be interested in hearing the committee’s thoughts on

Lt.
-.

It occurs to me that as we have discussed this

issue of how much preclinical data we need to have a

reasonable chance or presumption of a reasonable chance of

wccess or perhaps a reasonable chance of benefit, and we

~ave heard at least several say that has to be compared with

zhe alternative, expected outcomes given currently available

therapy to the target population, that maybe one of the

things we should be collecting data on as we are approaching

Aoing these experiments in the not too distant future would

be collecting data on that latter point.

For example, one thing that could be done now--and
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1 wonder what people might think about that--would be to

identify the criteria for any given type of transplantation

experiment one wanted to do to identify whether it’s

hemodynamic criteria or size criteria or arrhythmia criteria

or whatever, and then prospectively identify patients on

waiting lists who achieve these criteria, and not intervene

obviously because there is no clinical trial, but follow

those patients and collect data on what outcomes are in 1999

with currently available therapy that potentially could be

very useful when one then brought the protocol and said,

well, our experience with this patient population is, in

fact, a 50 percent mortality in 60 days or some such.

I wonder also, having heard--I haven’t thought

this through much--but having heard some of Dr. Vanderpool’s
-.

comments, whether, in fact, one might also gain from

discussing with this population their thoughts and attitudes

about how they would react to the potential future

availability of a xenotransplantation option with all of its

attendant risks.

DR. AUCHINCLOSS: My recollection is that there is

some data now in the literature that speaks to the point

about how potential patients might feel about

xenotransplants, and the correlation is pretty steep. The

sicker they are, the more they think it is a good idea.

DR. SIEGEL: In terms of the idea of identifying a
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pecific prognosis, given a specific entry criteria, you

ould do that at the very hospitals that you were going to

[o the trial or similar hospitals.

DR. AUCHINCLOSS: I think you could, and it seems

-easonable.

DR. SIEGEL: Other members of the

70U all find that data useful when we bring

committee, would

the protocol to

rou, and it is some number of months or years?

DR. AUCHINCLOSS: Well, I think that the point

:hat you are basically making is that if you are offering,

in particular, the bridge xenotransplant for a selected

Jroup of patients, however defined, you and we, the

committee, will feel much more comfortable if we do have

~ome data about that specific population that has been
-.

iefined as to what would happen to them with current absence

of therapy. That is what you are saying.

DR. SIEGEL: Right. I guess I heard from Dr.

YIcGregor, for example, that we do have data about a

population that will die in three to four days, but I have

also heard some discussion, including from Dr. Michler,

maybe that is not

first, so whoever

have .

quite the best population to go into

the population is, it would be nice to

DR. AUCHINCLOSS:

would be a good idea for a

Whatever the

sponsor to be

population is, it

able to show us

MILLER REPORTING COMPANY, INC.
507 C Street, N.E.

Washingtonr D.C. 20002
(202) 546-6666



ajh

1
.~.

2

3

4

5

6

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

-.

204

ome data about what happens to that population with today’s

herapy.

DR. VANDERPOOL: Don’t you think we can agree on

hat ? I think that is what we do need. We have talked a

ot about general issues. Can we be specific, population

pecific and xenotransplant benefit and harm specific and

ry to

rith a

mound

start matching the benefits and harms of a regimen

particular population, and that particular case

which we could do some specific ethical thinking.

At that

~alters said, are

me they going to

point, then, you need to ask what Leroy

these people going to be fully conscious,

be able to hear and understand informed

:onsent, and so on, but I think at this point we are looking

it more specific possibilities with populations, with

)articular types of interventions, with the harms and

)enefits including both longevity and quality of life, and

:hat is what I would want to hear in order to move forward,

Out not at this point. I am reluctant to move forward

tiithout that kind of specificity.

DR. PARADIS: I just wanted to address Dr.

Siegel’s question. We, about a year and a half ago,

exactly that kind of a study, looking at patients in

started

heart

failure who would be eligible for these types of studies.

We had gotten approximately 20 different centers

in Europe and the U.S. , and what happens is that as you
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was

by the time we would have recruited

:nough patients for it to make sense, the types of

herapies, especially medical therapy and LVADS, et cetera,

rould have changed so much that the data was not really

raluable anymore.

so, this is the real problem with these types of

:tudies where you have got a very, ver~ limited number of

)atients.

DR. AUCHINCLOSS: Robert?

DR. MICHLER: I think additional information could

>e garnered from transplant centers and looking at those

?atients who are not candidates for allotransplantation, in
:

>ther words, patients who were referred for transplantation,

Out for whatever criteria--that data is available from many

centers, and I would be surprised that it would be that

Iifficult.

We have looked at it when I was in New York at

Columbia and published on it, and other centers have also

published on it, so there is historical data. I am not

quite sure where the inherent problem resides with trying to

accumulate data on patients who were referred to a center

and were excluded because we have to go through a formal

evaluation process.
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John, you may wish to comment on your center.

DR. CONTE: I also am a little surprised because

here are significant numbers of patients.

r 200 patients a year we see referred for

Out of the 100

a transplant, I

ould say at least 25 to 30 percent of them are not

andidates, and in that 25 to 30 percent, I would say there

s probably going to be 10 percent who might be eligible for

ome type of alternative therapy.

DR. AUCHINCLOSS: Members of the FDA, I am

,eginning to move into a closing comments

:ignal me that you have some other things

o address.

I did want

subcommittee who are

)een outstanding for

to thank the members

here today. I think

mode unless you

that you want us

of the

your expertise has
--

these two days, and your counsel has

)een wise, and it has also been a lot of fun to interact

/ith you and what I have found repeatedly, both with this

subcommittee and the parent committee, to be honest and fair

md thoughtful interactions that have really been a lot of

:un.

I also want to thank the FDA that I think has put

:ogether a superb program, puts tough questions to us, and I

think has been superb in being the defender of the public

Welfare in the very largest sense, and outstanding in

leading the public debate on this xenotransplantation issue.
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I also particularly want to thank Gail Dapolito,

when I get things right up here, it is usually because

has been telling me what to do , whispering in my ear,

she is also just a terrific “can do. “ If you call her

p and say, Gail, can we do this, she always fixes it, and

verything works out perfectly, SO, Gail, thank YOU verY

~uch.

Thank you all very much, and that will conclude

his session.

[Whereupon, at 1:14 p.m., the meeting was

Ldjourned. 1

---

--
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