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They had to be sold into other scrapie-nonitored fl ocks.
That was the thing. They could not sell any of the origina
dnmports. They could sell progeny into other scrapie-
certification fl ocks. So there were nine sold.

O these nine animals sold, there were seven ram
Lambs. We did go out and contact the owners and purchase
all those and destroyed all those animals, took sanples.
"There were two ewe | anbs and another ram lanb sold to
@anot her prem se. Because there were ewe |anbs that |anbed
in this flock, we asked the owner and purchased this entire
flock as well, again with the transm ssion of scrapie.

These sanples have been tested fromthis flock and
there was no evidence of disease. But there were three
actual progeny into this third flock.

[Slide.]

QG her product, cheese, was sold throughout the
United States. These were predominantly East Frisian mlk
sheep. They were manufacturing cheese, especially the
larger farm and selling throughout the United States
Then, prior to the quarantine, there were 45 carcasses that
went for human consunpti on. I will talk nore about those.

[Slide.]

This is just to show you the breakdown. They cane
in in 1996 but didn't start lanmbing until '97 because they

were young when they cane in. This is a breakdown of how
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1 [fmany | anmbs, when they went and the poundage. The poundage |
e .- 2 [ffput on here just to give you an idea of the age. So they

3 {lwoul d be six nonths or |ess.

4 The last two shipnents that went for slaughter, we

5 flwere able to bring the carcasses back after the European

6 JlUnion opinion and then we destroyed those, or the last two

7 || shi prments.

8 So where did they go? Were did these go? They

9 ffwere sold at two |local stores, |ike nomand-pop outlets.

10 | They were sold off-farm None were sold through the

11 Jfinternet. 10 percent of the sales off the farmwent to

12 || friends, acquaintances and tourists, and the fanmly and

13 |Jftheir attorney consuned the product. They are in court with

k‘14 us, how, too.

15 [Slide. 1

16 What happened after the quarantine? W bought

17 fall, then, the culled, sick, picked up the deads. In these
18 || situations, in order to mlk sheep, | just want to explain,

19 g you have to keep breeding them So they produce young and
20 Jf then they produce the mlk. So we did get a |lot of

21 goffspring in the nmeantime from when they went under

22 Hquarantine; in fact, over 300.

23 But what the USDA did with those is we purchased
24 B them like we were the slaughter outlet because you cannot

25 {f have a quarantine--that, by the way, was applied by the

|
1
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State of Vernont--unless you give an outlet. gg we

purchased them like a slaughter outlet and incinerated the
car casses. So we have been doing that ever since. Anything
that was older, that was culled, sick or died, we sanpled it
and then incinerated the carcasses.

The results? On histology, we found in sone of
these vacuol ated neurons, astrocytosis and neuronal
degener ati on. By regulation, in the USDA, we have to have,
for TSE, scrapie diagnosis, four confirmed |esions for
hi st ol ogy. Most of the sheep had one of the lesions, two of
the | esions. One had three, but none had all four. So
there was no regulatory basis that we could act upon these
sheep.

There was capillary electrophoresis, again, | just
want to enphasi ze. But this has been tal ked about publicly
and, also, in court. There were bl ood-positives on sone of
these sheep and that was done, even though the test is under
devel opnent, at the request of one of the owners who said,
"Test nmy sheep because | think it wll clear them.®

Lo and behold, we did have six sheep that cane
back bl ood-positive. We took brains, then, from those sheep
that were positive by the CE and tested those under our
reginme of testing, and four of those tested positive by the
Western bl ot anal ysis. That was done by Dr. Richard
Rubenstein, wth whom we have a cooperative agreenent, at
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the Institute for Basic Research in Staten Island, New York.

The Western blot done by actually had a little
hearing of its own. Wuld you like to see the Wstern blot,
the conmttee? You have to click in the mddle. | couldn't
figure out how to cut and paste this on.

Wiy don't we go on. Then | wll come back and try
and get it up there for you to take a | ook at.

[Slide.]

So what happened? This happened in July of this
past summer, the Year 2000. W approached the owners--at
ichat tine, there were the three flocks in existence, the one
with the ewe |anbs and these other two--to ask them to
wvoluntarily depopul ate the flock.

By the way, the entire time from when they started
izo be under quarantine and even prior to that, we had asked
themif they wanted to sell the flocks to us and that we
would pay for the flocks, just to renmove the risk. They
chose, at that tine, not to do that. So, even up to before
this, they were asked if they would depopul ate those fl ocks.

Then, after the positive diagnosis with the
'Western blot, because that is, for us, a legally binding
‘test, the owners were asked one nore tinme to voluntarily
‘depopul at e. The small flock, the one with the progeny, did
.agree, so those sheep were renoved, as | told you earlier.

Then, on July 14, the Secretary of Agriculture
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decl ared an extraordi nary energency. That is what we need,
in the USDA, in order to seize property. So an energency
order had to be declared for us to obtain noney. Orders
were then issued by the Departnent to seize the flocks, ¢{nhe
two flocks.

[Slide.]

One of the things here, now, | wll talk'to about
is what it is we found. The tests that we have run, so the
hi stol ogy, the immnohi stochem stry and the Wstern bl ot,
they don't differentiate between different strains or
vari ants of scrapie from BSE. So these tissues would, too,
then have to go in nouse bioassay. So we don't really know
what di sease we are dealing with here.

It was naned this atypical, because of the
hi stology. W had Gerald Wlls fromthe UK [ook at the
hi stology and that is one of the ways he described it; "TSE
of foreign origin." The foreign origin cane into play
because these sheep cane in as groups and there was no
exposure to U S. animals or U S product.

[Slide. 1

What happened next is really history because it
really played in the nmedia. The two owners went to court
for a tenporary restraining order. The judge denied the
tenporary restraining order, as | said. There was even a

hearing on the Wstern blot test. He did not grant the
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tenporary restraining order

However, he asked them to voluntarily conply.
They did not. So then we had to go back to court and ask
for a notion for an order to conply and for the judge to
rule on the nerits. So we filed final briefs at the end of
Decenber and we are waiting on a court decision

By the way, they have been maintained, again under
quarantine and under surveillance, with the same protocols
in place, that anything that dies, anything is renoved, we
get and sanpl e.

How about if | try and bring that Western bl ot up?

That is all | have.
[ Appl ause. ]
DR BROM:  Thank you, Linda. W wll |ook for

the Western. One question, Linda, and that is in the

history, had there ever been a prior case of scrapie on

those farns, ever, before the inported sheep cane?

DR DETW LER: | should have probably tal ked about
the history of the flocks. They came out of about ten
different flocks in Belgium and the Netherl ands.

DR BROMW: No; | am nore interested, actually, in
the U. S

DR. DETWILER: Oh. w~no, no. They were brought in
for different prem ses where we had no reports of ever

havi ng sheep there, nor were they commngled w th anything

M LLER REPORTI NG COWPANY, |INC.
735 C Street, S.E
Washi ngt on, D. C. 20003- 2802
(202) 546-6666




af

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

207

here. They were brought in as separate groups for this
pur pose.

DR. BROMWN: So, essentially, it is virgin pasture

DR DETWLER Correct; at least to the best of
our know edge.

DR. BURKE: Wat is the reluctance on the part of
owners to voluntarily depopul at e?

DR DETWLER They do not believe, and | am just
par aphrasing so--they do not believe that there is a problem
in these flocks. I will give you a history--1 think that
m ght help, too--on the situation in Europe. W did go back
and try and get a lot of information. W haven't been that
successful of getting information from the governnment. W
have requested it, but they have said they have got their
hands full with other things right now

One of the things that we did find from just
getting other data from sources like the veterinarian that
signed the health certificates, that they were fed
concentrate. So we do know that, that they were fed
concentrate nmade in local mlls that did produce both
rum nant and non-rum nant feed, although we have
certifications that said they didn't include rum nant neat
and bonemeal in the feeds at |east since certain anmounts of
times when the feed bans went into place.

so we have those, but there is a likelihood, in

M LLER REPORTING COWPANY, |NC
735 C Street, S E.

Washington, D.C. 20003-2802
(202) 546-6666




af

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

208

Europe, of cross-contamnation. They did cone in with
scrapie certification statenents, that they had been

nmoni t or ed. But even now, since that time, we have found
t hat sone of them have not been nonitored as long as they
nay have seened to have been. So there is sonme question,
even on exposure to scrapie.

[Slide.]

This is the Western bl ot. | couldn't get the
ot her Dbl ock. He had that on a separate one, the fourth
sanple, on a different one. ['"'m sorry. | got one to go but
| couldn't get the other one, to bring it with ne.

DR RRUSI NER: Coul d you explain--

DR DETW LER I can only explain the three
positives because this is Rich's stuff. These, | think, are
two sheep fromthere that he did call no--these three, he
caused positive. And then, over to the side, are sone of
the controls.

So these three, at |least what Rich explained in
court, were the three that he called positive. These two
were also sheep, as | recall, from the fl ocks. You know
what? | don't know nmuch about Western bl ot. Bob Roher, he
hel ped with the thing and the Western, so he probably could
answer nore, or you can talk to--

These, | believe, are controls.

Any ot her questions?
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DR. ROCS: Two questions. First, how nany other

flocks were inported during this w ndow.

DR DETWLER  That's it.

DR ROCS: Oh; this is it?

DR DETWLER  This is it.

DR ROOS: The second is how did these come to
your attention? Wre there sick animals or you pursued them
because you know them cane in?

DR DETWLER  Wen things change, one of our jobs
is to nmonitor what is changing in science and what is
changing in the world. One of the things we noticed, as the
sci ence changed in ’'96--oh, by the way. That is a good
poi nt you bring up. At the end of '96, when the publication
of Foster's paper that showed that it was not only in brain
and spinal cord, when it was in spleen, then we thought,

"Oh, oh; it mght be--" and the paper suggests that nmaybe
if BSE becanme natural in sheep, that it could spread |ike
scrapie and then feed bans wouldn't control it.

So we, again, shut the door at the end of '96 to
all sheep and goat inports with the exception of going back
to the same countries, Canada, Australia and New Zeal and

DR BROM: Thanks very much, Linda

The next presentation is entitled, efforts to
contain and elimnate chronic wasting disease from farned
cervids given by Dr. Creeknore of the APH S staff, USDA
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Efforts' to Elimnate a Program to Elimnate cwp

from Farned Elk

DR. CREEKMORE: Thank you.

[Slide.]

I amreally not going to be able to talk too much
to you about products, so, in terns of products and
distribution and where they have gone, what we have
di scussed this norning is the best information that we have
ri ght now. But | was asked to give a USDA APH S Veterinary
Services overview of our efforts to initiate the program to
elimnate CAD from the farned-el k industry.

I will probably go really quickly through these
first few slides because nmuch of this was covered already
this nmorning and | don't want to bel abor things that we have
al ready been through. But I would like to give you a little
bit nore information on our surveillance efforts to date in
the farned-el k industry as well as where we are with this
devel opment of a program

[Slide.]

Dr. Mller summarized what we know about the
distribution of this disease in free-ranging deer and elk
and the fact that we have an endemic area that is fairly
wel | defined. However, what | want to nove on to is how
recently we have found CAD in farnmed-elk herds in nultiple

states in the U S. and Canada. He al so depicted that but |
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naybe will show it to you in a bit different way.

[Slide.]

CW was first detected in the farned-elk industry
inthe US. in South Dakota in 1997. Since then, the
di sease has been identified in thirteen farmed-elk herds in
Eive different states. The |ast positive farnmed-elk herd
vas identified in late April of this year in Colorado. At
chis point, nine of these elk herds--or, actually, excuse
ne, of last year, April of last year in Col orado.

At this point, nine of these elk herds have been
depopul ated or have gone to slaughter in testing.

[Slide.]

Six were from South Dakota, one in Mntana, one in
Col orado and one in Nebraska. That |eaves four herds that
are remaining, one in South Dakota, one in Colorado, one in
Nebraska and one in Cklahoma. Also, as was nentioned this
morning, the one herd that is left in South Dakota is slated
to be depopul at ed.

[Slide.]

USDA' s support of surveillance has included both
farmed and free-ranging cervids. Dr. MIler included our
efforts to support farmed-elk surveillance in his summary
this norning. In terns of farmed cervids, we, USDA APH S
have tested about 2,500 animals since the latter part of

1997, so starting with our fiscal year '98, which would be
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starting in Cctober of '97.
As you can see, surveillance nunbers have
l i ncreased each year. The 339 figure represents from Cctober

j'through Decenber of this year.

[Slide.]

Many of the subm ssions have been from the North
«Central states and nost have been from farned-elk
coper ati ons. The nunbers of subm ssions are sonewhat
reflective of states that have initiated surveillance or
ccertification prograns. So far, there has been very little
ssurveillance in the farmed-deer industry. CW\D has not been
dqidentified in deer from the farned-deer industry yet but we
ireally need to be doing surveillance to have assurance that
@it is not there.

W are trying to encourage increased surveillance
:in both the farned-el k and deer industries and surveillance
will be a key conponent of the proposed herd certification
‘program However, efforts have been hanpered by the absence
of a national program as well as the lack of indemity.

[Slide. 1

Key areas of USDA APH S Veterinary Services focus
.and response regardi ng program devel opnment have been
‘prioritized based on resolutions from the U S. Aninal Health

.Associ ation or the USAHA This association has requested

.action from federal and state agencies to address the CWD
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i Ssue.

In 1998, USAHA reconmended a nodel program for
surveillance control and eradication of CAD in donestic elk.
This nodel was for use by the states as a tenplate for their
CWD prograns and it was a nodel that was devel oped by the
North American Elk Breeders Association. It is what Dr.
Zebarth described to you this norning.

They created this nodel in association with the
states and others including sone state wildlife agencies and
USDA representatives.  Then, in 1999, USAHA requested that
USDA and the states develop a CW herd-certified status
program for farned-el k based on this NAEBA nodel .

[Slide.]

In response to the 1999 USAHA resol ution, USDA
APHI'S has begun to devel op such a program In the past
year, we have subnmitted a budget for a CAD program as a new
line itemfor FY 2002, so that would be starting in Qctober
of 2001. At this point in the process, the submtted budget
will be enough to establish a framework to support a CWD
program for captive elk but won't be adequate to cover
i ndemi ty.

Then, in ternms of program devel opnent, itself, in
March of last year, we brought together a Veterinary
Services CWD study group. This group took the NAEBA nodel
and revised it. Li ke the original nodel, our VS revision
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included certification with increase in status based on
surveillance as the basis for the program

However, the revision encouraged the nore
aggressi ve approach of depopulation of positive herds rather
than quarantine as the primary response. This revised
program devel oped by the VS study group was then taken to a
group we called the National CAD Wrking Goup for'input.
That was in June of |ast year.

This group was conposed of stakehol ders including
representatives of the farmed-cervid industry as well as the
exotic wildlife industry, state agriculture and wildlife
agencies, university and USDA ARS representatives. The
objective of this neeting was to obtain input on the
framework of the certification plan that we had adapted from
't he NAEBA nodel

That objective was net and a revised plan was
jproduced. We took this nost current draft back to the
original VS study group, back to the national working group
«circulated it to federal and state veterinarians, industry
@associ ations and representatives, producers as well as to
ot hers and asked for input which we have received.

What | would like to do now is briefly sunmarize
ithe framework of the proposed program

[Slide. 1

The APHI S proposed program is designed to address
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the farmed-elk industry and it will use a herd certification
program as its basis. The basic requirenments for
participation in the herd certification program wll include

fencing to enforce separation from free-ranging cervids,
animal identification and herd inventory wth annual
verification, diagnostic surveillance of all deaths of
ani mal s over sixteen nonths of age.

Herd status woul d be based on the nunber of years
of such surveillance with no evidence of CWD. Her d
additions would be allowed from herds with the sane or
greater status and a positive herd diagnosis would be based
on post-nortem brain testing perfornmed by the National
Veterinary Services Laboratory or NVSL-approved
| aboratori es.

[Slide.]

If a positive herd is detected, the preferred
option in the proposed program is depopul ation of the herd
w th paynent of indemity. An alternative option is a five-

year quarantine with selective depopulation of high-risk

animals if they are able to be identified. In the case of a
quarantine, it would be required for a herd plan to be
devel oped. This herd plan would include inspection with

renoval and testing of any clinical suspects, surveillance
of all deaths that occur in the herd, aninmal 1D and
inventory and additional fencing requirenents.
M LLER REPORTING COWPANY, |NC.
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If a herd is a traced-forward or traced-back herd,

[ there are also requirenments. For a traced-forward herd, the

preferred option is renoval of the trace animal wth
testing. If that traced-forward animal is negative, then
the herd enters the certification program for further
survei | | ance. If the animal is positive, that herd is
treated as a positive herd.

Then, also, an option for a quarantine, as |
described, for a positive herd is possible. Then, for a
itraced-back herd, a five-year quarantine with a herd plan as
1 described above.

The industry, at this point, has requested that,
:@as we continue to develop the federal CAD program that we
lbouild into the program a prohibition on the sale of velvet,
ineat or other food products from quarantined herds.

[Slide.]

In ternms of interstate novenents, within this
plan, we want the states to be able to have the disease
‘Legally reportable and have ability to quarantine for the
«disease if it is detected. Wth this particular program as
proposed, the producer will have to be a participant in the
herd certification program to be able to nove his or her
animals interstate.

In lieu of a national program a nunber of states
have instituted CAD prograns and many others are in the
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process of developing prograns simlar to that | just
described--in other words, based on the NAEBA nodel or on
the USDA proposed program nodel . Dr. MIler also covered
ichat a bit this norning.

So, various levels of surveillance and
certification of herds currently exist in some states.
There is basic underlying support for the USDA CWD program
fromthe industry and others and, for the nobst part, there
seems to be basic agreenent that a program is badly needed
and that this proposed program provides a good framework to
take further in the process.

[Slide.]

USDA APH'S will continue to support surveillance
of farmed and free-rangi ng cervids. W plan to continue to
support devel opnent of inproved diagnostic tests and other
research. W plan to continue the process of developing a
mut ual framework for CWD epidem ol ogi cal data-collection
needs on a national and international basis and, in
Septenber of this |last year, we began this process by
convening state, federal and Canadi an epideniol ogi sts and
veterinarians working on CAD epidem ology to share
information on current CAD work and information needs.

In addition, we wll continue the devel opnent of
the national COAD program

[Slide.]
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At the USAHA neeting this past year, in Cctober,
we presented the proposed program in a resolution requesting
tktat USDA APH S continue to develop and inplenent a federal
program for the eradication of CAD in farmed-elk with the
provision of indemity was passed. |N response to this 2000
USaHA resolution, the VS CAD study group wll be neeting
again in February of this year to create a final draft of
the proposed program taking into account and incorporating
imput as appropriate so that the process of drafting
regulations may begin.
W plan to inplenent this programin FY 2002 or
sstarting Cctober of 2001.
| would be happy to answer any questi ons.
[ Appl ause. |
DR FREAS: Since our chair is out of the room
can we hold the questions and go on to the next speaker.
T here is one nore speaker. \Wen our chair is back, he wll
lead the discussion of the questions, if you are going to
stick around, Dr. Creeknore.
Qur next speaker is Dr. Robert More speaking on
wegulation of rumnant materials in U S dietary
supplements.
Regulation of Ruminant Materials in US. D etary Supplenents

DR. MOORE: My nane is Robert More. I am Chi ef

of the Dietary Supplenents Branch in the D vision of
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ccmpliance and Enforcement in the Center for Foods at FDA.
[Slide. 1

| have been asked to summarize the current
information that we have concerning the status and the use
of: ani mal -derived ingredients including those of bovine
0lrigin in dietary suppl enments.

| have several take-away points that | want to
just communi cate up front. First, FDA is the responsible
federal agency for regulating the safety of dietary
supplements and the agency has the regulatory and |ega
authority and tools to act against unsafe products.

Dietary supplenents may lawfully contain sone
ani mal -derived tissues and such products, both of donestic
and foreign origin, are known to be nmarketed in the United
States. The information that we have from domestic and
import inspectional activities indicates that nobst bovine-
derived ingredients do not originate in areas in which BSE
has been identified.

Fourth, FDA recognizes that there are energing
public-health issues that it may need to consider wth
respect to the use of these both bovine and other animal-
derived ingredients in dietary supplenments

[Slide. 1

I first want to talk about sone of the basic |ega

definitions and the framework that applies to dietary
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supplements since the 1994 anendnents. There are many
lietary suppl enments being marketed in the United States that
rontain ani mal -derived ingredients. Wth sone exceptions,
nost of these products appear to be lawful in that they
ippear to contain dietary ingredients that are defined in
Section 201 (ff) (1) of the Food, Drug and Cosnetic Act as
amended by the 1994 Dietary Supplenment Health and Education
Act.

DSHEA, which | wll sinply refer to as DSHEA,
rather than saying it each time, defined the term "dietary
suppl enent" to nean, in part, that it is a product that
vould contain several naned ingredients; a vitamn, a
nineral, an amno acid, an herb. But the definition also
states that legitimate dietary ingredients include "a
dietary substance for use by man to supplenent the diet by
increasing the total dietary intake of that substance."

[Slide.]

Finally, it also defined dietary ingredient to
include a concentrate netabolite constituent extract or
conbi nation of anything previously named in that section of
the statute. Wiat the term "dietary substance" neans,
however, is not addressed directly in the statute or in the
| egislative history that acconpanies it.

Therefore, the term nust be defined in accordance

with its common, usual neaning. W have tentatively
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interpreted that termin the statute using an understandi ng
of the ordinary neaning of the words that were included by
Congress in the definition; nanely, that dietary neans if
you go to a Webster's, or a Random House, or pick a source,
dietary neans "of or relating to the diet.n

The term "diet" means an organisms usual food or
dri nk. The word "substance" generically refers to; "that
whi ch has nmass, occupies space and can be perceived." So
when you take that in the context of the statute, the term
froma legal point of view, a dietary substance sinply neans
‘the common-sense understanding of the term

It neans substances customarily used as human food
or drink. Many ani nal -derived tissues and substances,
therefore, arguable fit within that combn neani ng.

[Slide. 1

I would like to take a few mnutes to briefly
summari ze the general regulatory framework that exists for
suppl enment s. But, first, | want to dispense with one
m sconcepti on. FDA has anple statutory authority to
regul ate suppl enents. DSHEA did not free dietary
suppl ements from federal oversight. The 1994 | aw did anend
the act such that supplenents are subject to a regulatory
framework that is different from that which existed before
the 1994 anendnents and is sonewhat different than the

regul atory framework that applies to other foods, which |
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will sinply refer to as conventional foods, for lack of a
better term

In a general sense, the current regulatory
Eramework is based on postnarketing oversight by the agency.
There is generally no premarket review or approval by FDA
needed before any dietary supplenent may be marketed in the
United States unless the product contains what the' statute
defines as a "new dietary ingredient" or it nmakes a claim
that causes it to be subject to regulatory as a new drug or
under the newdrug or under the health-claim provisions of
t he act.

[Slide.]

Products enter the marketplace based on a
nanufacturer's determnation that its products are safe.
Additionally, nothing in the statute requires that the firm
share with us the information that is the basis upon which
it has concluded that its product is safe. VWil e the
government does not have to determine that a product or an
ingredient is safe prior to it being nmarketed, except for a
new dietary ingredient, we have the responsibility to
moni tor the marketplace and devel op evidence and information

that would enable us to act against unsafe products that are

identified postnarketing.

[Slide. 1

So, to market a dietary supplenent that includes
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‘ian ani mal -derived ingredient, 3 firm sinply nust conply with
|

ﬁis a dietary supplenent legally as defined in the act.

the basic rules that apply to marketing any other dietary

suppl enent . First, it must insure that the product actually

This nmeans that, anong other things, it nust
fcontain a "dietary ingredientas | defined earlier, that it

g does not contain substances that are prohibited by'other

| sections of the act--for exanple, products that have

i previously been authorized for investigation as drugs or
:substances that have already been approved as drugs--and
fthat it doesn't violate certain other excul sionary criteria-

{--for exanple, that it is represented as a conventiona

Second, the firm nust insure that the product is
fsafe, not only that it is safe within the nmeaning that it
zisn't inherently harnful but that it also is safe in other
ways, that it is not contaninated with adulterants, it

1 doesn't contain pathogenic m croorgani sns, and so on.
Third, it nust |abel the product properly. The

Labeling, at a mininmum nust include the disclosure of each

Jingredient in the product by its common or usual name

| neaning the dietary ingredient nust be identified in terns
that a typical consuner would imediately be able to figure
¥out what the dietary ingredient is.

In practical terns, a mninum requirenent for

M LLER REPORTI NG COWPANY, | NC.
735 C Street, S.E

Washi ngton, D.C. 20003-2802
(202) 546-6666




af

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

224
ani mal -derived ingredients would be to identify the species

of origin in the layman's term for the tissue being used.

For exanple, one exanple--and | am not saying that everyone
in the marketplace, by the way, is doing this to our
satisfaction, but the term "bovine products" that use bovine
testicular tissues, that would be the appropriate term
rather than making up a nane |like orchic.

You can go down every tissue in the aninmal body
and there is a sort of nade-up nane that has neaning to sone
part of the consum ng public but perhaps not all.

[Slide.]

It is wthin this regulatory franmework that
dietary supplenents may contain dietary ingredients that
originate in animals. |n general, there are four broad
categories of animal-derived dietary ingredients that we are
aware of in the marketplace, ingredients that sinply are
animal tissue, substances that have been extracted from an
ani mal tissue of some type, jngredients that are not tissues
out are from animals, things such as eggs, mlk, colostrum
things of that nature.

Then, of course, there are ingredients from other
ani mal s. Bovi ne-derived ingredients are certainly not the
only non-plant materials used in supplenents. \ws are awnare
>f everything from fish incrustation, birds, reptiles, fish

i nsects and everything el se. So the issue of the risks
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associated with aninal-derived ingredients perhaps are not

solely limted to those of bovine origin.

Keep in mnd, however, that these are broad
categories. Not everything in each of them would be
eligible to be a dietary supplenent, renenbering that one of
the defining requirements is, js an article that is the

usual food or drink of man.  so not everything that is of or

conmes out of an animal necessarily is part of the usual food

for drink of man

[Slide.]

A wide variety of animal tissues is used in

jsupplenents. These include glands such as the adrenal or

dpituitary. They can be organs, liver, brain, lung, what

{have you, and various other tissues such as velvet antler

d vhich we have heard about and bl ood.

As | have nentioned, aninal-derived ingredients

are not limted to bovine sources only. Suppl enent s

j:ypically contain tissues from sheep, pigs and other

 nanmmal s. Finally, as | also said, they also contain things

fsuch as nilk, colostrum eggs and their constituents and

| -hat the typical conposition of those things has been
§ nani pul ated, such as by vaccination or immunization of the
fanimal it is comng from
[Slide.]
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Dietary supplenents nay also contain substances
that were derived from an ani nmal -sourced raw materi al . Sonme
exanpl es of these include glucosamne, which is typically
obtai ned from bovine trachea, sphingolipids that have been
isolated from animal neural tissue, and isolated proteins
obt ai ned from bovine spinal tissue and other substances and
an array of netabolite from other tissues.

They also include specific proteins that have been
isolated from bovi ne bl ood.

[Slide.]

As of this date, FDA has not pronul gated
regul ati ons governing the use of aninmal-derived ingredients
in dietary suppl enents. However, we have taken severa
:actions intended to mnimze the potential that bovine-
«derived ingredients from aninmals from BSE countries do not
find their way into supplenents.

First, FDA, since BSE was identified in Britain
and the issue cane to the forefront, has issued severa
Letters to the industry on the topic. The letters explain
the agency's policy on the use of bovine-derived ingredients
originating in BSE-positive countries; nanely, that no such
tissue may be used lawfully in a dietary supplenent because
tissues that may contain the causative agent of BSE in
cattle presents a significant or unreasonable risk to
consuners of the product and the product is, therefore,

MLLER7§§T??iwge;?1§AEr I NC.

Washi ngt on, D.C. 20003-2802
(202) 546-6666




af

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

227
adulterated within the neaning of the act.

The letter strongly advised firns using such
ingredients that they should devel op plans or processes that
will insure that such tissues are not used. FDA has
reissued those letters periodically as new devel opnents have
arisen and to keep the industry aware and focused on the
I ssue.

The issue is specifically addressed al so, the use
>f bovine-derived materials, jpn our conpliance program that
serves as the guidance to our inspectional conponents in the
Eield offices.  The conpliance program contains guidance on
>riority issues that the agency wants addressed by its
i nspectors and requires inspectors to investigate, during
routi ne inspections of supplenment manufacturers, if they use
>ovine-derived ingredients, to identify the types of
ingredients and to determ ne whether nanagenent has
devel oped a program to insure that such ingredients don't
lerive from a BSE-positive country.

FDA has also issued an inport alert that provides
‘or the automatic detention and refusal of entry of any bulk
aterial, bul k bovine-derived material, from any BSE country
/hich, at this tine, consists of all of the countries in
lurope and then a few other countries scattered around the
iorld in which BSE has been identified.

It also provides for the automatic detention
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without physical examination, of any shipnment of any

Ei ni shed product, dietary supplenment or other food, that
contains a bovine-derived ingredient that originates in a
BSE-positive country. Those finished products are refused
entry unless the firm can provide docunentary evidence that
the tissues were sourced from animals that did not
originate, reside or were slaughtered in a BSE-positive
country.

[Slide.]

The information that we have on the use of animal-
derived ingredients cones mainly from our inport and
donestic inspectional activities. First, the information
from our donmestic establishnent inspection program suggests
that the bulk of the bovine-derived material currently
marketed in the U S is sourced either fromthe U S. sources
or from New Zeal and, Australia and Argentina.

W are not aware of any sources of origina
material being originated from Europe. W also know that
there is some export of U S.-sourced materials abroad where
it is processed and returned or is used as the raw materi al
for the manufacturer of constituents; for exanple, U S. Dbeef
tracheas exported to Spain and other countries in Europe
where, then, the glucosamne or chondroitin is extracted out
and then reexported to the United States for incorporation
into foods.
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The information we have, while limted, seens to
indicate that nost firns have a plan or a process in place
to provide sone degree of assurance that their ingredients
are not originating in BSE countries.

[Slide.]

As | nentioned at the outset, the question, can
FDA act against products, is yes. The statute provides a
variety of nmeans that the agency can act depending on the
circunstances and the scientific information we have at
hand. First, we can use our authority to refuse entry to
inmported products that are adulterated or that appear to be
adul terat ed.

Second, the act provides for direct action against
a particular product or class of products if it is
adulterated within the nmeaning of one of the provisions of
the acts that we enforce. Third, the statute provides FDA
the authority to pronmulgate regulations to insure that
products are safe or that they are manufactured in
accordance with practices that would mnimze the risks that
t hey woul d pose.

That authority to issue good manufacturing
practices was specifically conferred by DSHEA The agency
is devel oping proposed rules for that that, depending, may
or my not be published soon--1 nean, depending on what the
incomng admnistration decides what is a priority.
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Finally, the agency can always issue guidance--in
t he absence of regulations, can issue guidance and conduct
nanufacturer or consunmer outreach to respond to particul ar
safety issues in the interimwhile it undertakes either
enforcement or rulemaking to put regulations in place.

Thank you.

[ Appl ause. 1

DR. BROM\: Thank you very much, Dr. More. Wuld
you be able to stay for a little bit?

DR MOORE: Yes.

DR BROM: I would like Dr. Moore to stay and not
ask him questions now, but have what | believe is a single
presentation fromthe floor. Then we will open the issue to
di scussi on.

Open Public Hearing

DR. FREAS: W are opening the open public hearing
now. W have received one response to speak in this
afternoon's open public hearing. That is from Dr. Scott
Nor t on. If Dr. Norton is here, would you please cone
forward. You can either use the podium or the m crophone,
whi chever is your choice.

DR NORTON: I am Scott Norton and | am a
physician in the Washington D.C area. I am here speaking
as a private citizen today.

 first becane concerned about the presence of
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tissues from rumnant aninmals in dietary supplenents about

six nmonths ago and expressed ny concern in a letter that was
published in New England Journal of Medicine in July of Year
2000.

A couple of the products that | had |ooked at, and
examned their labels, that raised these concerns | brought
in right here. I will just read some of the organs that are
found in one that is called Male Power. peer antler
pancreas, orchic--despite what we just heard that the FDA
prefers the term "testicular tissue" to be witten on the
| abels, | have never seen a dietary supplenent say
"testicle." They always say "orchis" or "orchic" which may
sound rather flowery to the etynologically inpaired--thynus,
adrenal, heart, |ynph node, prostate, spleen and pituitary.
There are actually seventeen organs in that particul ar
product .

There is another product that is called Brain
Nutrition that tells us that it is vitamns and mnerals
essential for inportant brain function. It does not mnention
that there is any glandulars on at |east the bold print.

But if you look at the small print on the back, we |earn
that it has brain extract and pituitary extract, raw, in
t here.

We know that many of the organs that can be found

in the dietary supplenents do fall in that list of organs
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that are suspect for contamination with TSEs, the labels, in
nearly all cases, identify neither the animl source nor the
geographic location from which the organs were derived. |
have seen one line that did specify from New Zeal and cattle
but no other manufacturer will list either the species or

t he geographic |ocation.

The FDA's and the USDA' s inport alerts that we
just |earned about prohibit the use of these organs in
foods, nedicines and nedical devices. But ny reading of the
alert, 17-04, suggests that DSHEA does allow sone |oopholes
for these tissues to possible slip in.

I will just read from 17-04 that we heard. O the
first page, it says that, "This alert does not establish any
obligations on regulated entities.” | love seeing
legislation that starts out with that caveat.

Then it says, further, "The USDA regul ations do
not apply to bovine-derived materials intended for hunman
consunption as finished dietary supplements." W also |learn
that the prohibition, or the inport alert, is limted to
bulk lots of these tissues, conpleted tissues, from BSE-
derived countries. It does not nmention if it is not a bulk
import or.if it is raw materials rather than finished
materi al s.

Further, we know that it is strongly recomended
but not actually prohibited in the |anguage here. So | have
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not taken the assurances from that inport alert that Dr.
Yoore was trying to convey to us.

So, in sum dietary supplenents sold in the United
States often contain rum nant tissues from undi scl osed
sour ces. Personally, | am rather squeanish and | don't
think I would be eating prostate or testicle or pituitary,
out I amalso a little bit wary of consum ng products wth
those glands, not just out of personal repugnance but sinply
out of a health concern.

So ny question to the advisory committee is this;
is my caution reasonable and, if it is, should we take
further efforts to inform or even protect, the American
public from such exposure.

| was curious about Dr. Mdore's renarks. | sensed
two nessages. One was the initial reassurance that FDA has
the regulatory authority but then | also learned that it is
the manufacturer's responsibility to provide those
assurances, that the FDA doesn't actually inspect.

I think that the FDA conmm ssioners from Harvey
Wylie to David Kessler would say that that track record has
proven itself.

Thank you very nuch.

[ Appl ause. ]

DR. BROM: Thanks, Dr. Norton.

Commttee Discussion
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DR BROM: We now open a discussion, if there are
10 other public declarations, conments. W open the
committee di scussion. Before you go, Dr. Lurie, | wanted to
ask, since Dr. Norton brought up three specific points on
the--was it a legislative--was it 17-04? |t had a nunber on
it, whatever, the docunent from which he quoted

The quotes seemto be in flat contradiction to
shat Dr. More suggested and | would like that ironed out in
public. Sonebody has misinterpreted or not interpreted far
enough and | don't know who that is.

So, Dr. More, could you possibly respond to the
specific sentences that were read? Thank you

DR MOORE: The inport alert contains a guidance
to FDA field personnel. It does not establish any
requi rements or create any rights or obligation. Those are
standard disclainers required under other admnistrative
acts that govern the agency's regulatory thing. That is
sinmply the agency cannot inpose binding things on a
regul ated entity w thout doing notice and coment
rul emaki ng.

Import alerts are not done under notice and
comment rul emaki ng. So that is why that disclainmer is in
there, to make that explicit. One has to read any |ega
docunent in its entirety. Wile the initial part, the
charges, apply to bulk ingredients, when one goes to the
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gui dance section, it is explicit to the inspectiona
agencies that this applies also to finished products that
contain specified risk nmaterial

So it applies to bulk and finished even if the
charges, as they are witten on the opening page, use the
word "bulk."

Wiat was the third? You said there were 'three?

DR NORTON:  The wording that you quoted, and that
| read also, just uses the phrases "recommended" and
"strongly recommends,” but it does not seemto have any
absol ut e bi ndi ng.

DR MOORE: It doesn't because it is guidance. As
| said, it is a guidance. For FDA to inpose binding
requirements on the industry, one nust do notice and comment
rul emaki ng. This is not notice and comment rul emaking.
Therefore, it is a guidance. One cannot order soneone to
do--that is the very nature of the word "guidance."

DR, NORTON: I think it is that prospect of a
| oophol e which we see, for exanple, just in the |abeling of
the testicle versus orchic, whether conpanies can, perhaps,
use their own preferences for the |abeling where they m ght
be able to use their own preferences for the purchasing,
again, 1in sort of contradistinction to the guidance

DR MOORE: A firm can always choose to ignore a

law, a regulation or a guidance. It is a mtter of FDA,
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with the resources available to it, to pick and choose those
things it is going to act on based on what poses, at that
monment, the greatest public-health safety threats

To the extent that firnms are using |abeling,
identity statenments to identify products that naybe woul dn't
be the common or usual nanme the agency would prefer probably
is not the type of violation of a regulation or act that the
agency is going to devote resources to given that there are
ot her issues that we would devote those resources to that
have a direct public-health threat at that tine.

So we are going to focus on safety, our resources
on safety issues first. These nore technical violations of
the act are going to be dealt with on a sonmewhat | ower
priority.

DR,  BROMN: | think, in general, what Dr. Norton
is saying is what the commttee has been aware of about
ot her products, too. Qui dance is the preferred, it would
seem nechanism or neans by which the FDA seeks to insure
safety. Wile it is true that one flaunts sonething that is
suggested as opposed to sonething which is a law, at their
owmn peril, | suggest that the peril to flaunt a law is
substantially greater than the peril to flaunt a
reconmendat i on.

So | don't think there is an argunent there. |

have quite a ot to say about this subject, but, Dr. Lurie
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go ahead.

DR LURIE: The debate, actually, remnds ne a
little bit of what the singer Tom Waits said about religion
whi ch was, "There are a lot of religions and they can't al
be right. But they mght just all be wrong."

I would like to thank Dr. Norton for what he has
done here. I think it was extraordinarily brave of himto
wite this letter and | think that the interaction we have
just seen is that, in fact, in this case, one religion is
right. Dr. Norton is right here

In fact, there is no teeth, whatsoever, to what
the FDA can do in this area. He is absolutely right that
gui dances are liable to be flaunted and the experience of
this very conmttee at our last, or next-to-last, neeting is
that sone of the regulated industries have done just that.

Wien the FDA passed its guidance with regard to
sourcing of materials for injection, inplantation and the
like, to not source them from BSE countries in '93, we
di scovered that the regulated industries spent about seven
years flaunting precisely that.

So there is no assurance here. | find, frankly,
the assertion by FDA that they have "adequate regul atory
authority" in this area is incredible

It is incredible because there is no guarantee of

|'safety except that which the self-interested nanufacturer
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mght, itself, provide. There are no regulations on good

| manuf acturing practices and there is certainly nothing on

| of fi cacy.

If that is what we call adequate regulatory
authority, | just don't understand. Furthernore, if the
| i ssue is safety, the FDA knows well that it |ost a case out

vvest somepl ace of 34 people killed by Ephedra. Even 34

Il bodies, let alone the potential for illness about which Dr.

Norton is concerned, were not enough to result in the change

[ of the regul ation of Ephedra.

So this is a tremendously worrying area. | gagree
that, at present, there nmay be no evidence of harm but Dr.
Norton has well indicated a real hole in the regulation not
only here with respect to BSE but with regard to dietary
supplements nore generally.

DR DETWLER My | just, at least, correct one

:hing, and then I will tell you how you can--Dr. Norton

{ nentioned about the USDA. There is no exenption for dietary

suppl enent s. There is for cosnetics. There is for gelatin.
3ut there is no exenption for dietary supplenents.

I will tell you one thing, though. In inportation
and what happens with inportation, uyuspa if it is bulk
oroduct, our regulations can keep out organs and tissues of
rum nant origin. That is a given. If it is labeled with
products of runminant origin, we don't regulate end use. W
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lon’t regul ate end use.

Qur regs is the material comng in. If it is
Label ed as rumnant-origin comng in, then our system can
>ick it up and keep it out, with the exenptions of certain
-issues going for cosnetics, but then CFSAN has a systemin
olace there for cosnetics. Then gelatin, as this comittee
r1as | ooked at the issue of gelatin, those are our two
exenpti ons.

The dietary supplenents, since they are |abeled
vith certain tissues, we can keep them out. However, if the
Labeling is such where that is not apparent--that is what
nappened in the vaccine issue--we don't know-there is no
aay in our system and maybe this is what you are alluding
to--there is no way in our systemto pick that up. W have
no mechani sm that says we know, the USDA knows, what is in
t here.

But there is no exenption in the 9 CFR for dietary
suppl enent s.

DR NORTON: That's wonderful. | feel good to
hear that but | just know that what | can obtain fromthe
USDA' s website it says, for exanple, since 1991, the USDA
has prohibited the inportation in the US. of certain
tissues and organs from rumnants from countries where BSE
exi sts.

Then it goes on to that 9 CFR 94.18. But then, at
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the end of the paragraph, it says, "The USDA regul ations do

not apply to inports of bovine-derived materials intended
for human consunption as either finished dietary-supplenment
products or for use as ingredients in dietary supplements."”

DR, BROM: The other point that could be made
here is that sonething which--

DR DETW LER This is not the USDA's; is it?

DR NORTON: That is the FDA's inport alert 17-04
that cites the USDA.

DR. DETW LER I just want to correct--this is not
the USDA’s.

DR BROM: Let ne say sonething here and that is
that it strikes me that if the FDA is depending on the USDA
to be the prinmary stop gap, then that is punting the ball
If it is a question of the port authority stopping naterial
that mght be a risk in terns of its presence in dietary
supplements, that is probably not the ideal solution

It is nice that the USDA gets in on the act. It
is a little disquieting to think that the USDA has the
primary role in the act. | bring to the commttee's
attention just a case that we published as part of our
i atrogeni c di sease paper a few nonths ago. | thought it
woul d be instructive.

It is an anecdote, but it was the case of a wonman

in Massachusetts, several years ago, who died from CID.
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After the fact, it was discovered that she had been taking a
dietary supplenent for a year or two or three before--nore
than that, actually. She had been taking dietary

suppl enents for years.

That is probably not uncommon either. | think
probably it was, in fact, a case of sporadic CID but it was
a little worrisome to learn the ingredients of what she was
t aki ng. She was taking a half a gram of brain, of bovine
origin, which, on the label, said was "inported," as though
this was a nerit.

It was not specified from what country it was
inmported but it was specified that it had been specially
processed to retain all its natural purity and its potency.
Here is a lady who is taking half a gram of brain for years,
not knowi ng the origin of the brain, at a tinme when BSE was
rampant .

As | say, there is no indication that the two were
rel at ed. But it was a little troubling to realize that this
had occurred. Brain is a favorite substance in nmany dietary
suppl enent s. And pituitary is a favorite substance in many
di etary suppl enents. God knows what they do, in terns of
i nprovi ng human heal th. But | think there is a rea
consideration that they mght do the reverse.

That is one of the reasons why | hoped, and now

have gotten the opportunity, at least to bring into the
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public domain certain concerns about these suppl enents.
M5. OLI VER My nanme is Janice Qdiver. | am from
IFDA's Center for Food Safety. | would just like to comment

on a couple of things and a couple of conments that have
been made.

Wien Bob was commenting on di et ary- suppl erment
regulation in terms of BSE comng in from countries and how
we regulate it comng from other countries, he was not
conmenting on DSHEA and its regulatory authority all the way
across the board. That woul d have taken much |onger. He
lhad a very snmall presentation on it.

The inport alerts that we have are guidances to
our field. The primary focus, because it is easier to do,
is looking at bovine ingredients that mght be coming in
from BSE countries. That is in the bulk.

There are two ways for doing that. One i s USDA,
and sone of it is done through USDA The other is that
conpani es, through Custons, have to notify FDA of any food
products or other products that are coming in, and so we get
notified. Qur inspectors, then, are notified of those
things and automatically detain them  They are not allowed
into the country.

That is what the inport alert does. It is
automatic for notifying the investigators and inspectors.

The products are also included in there that are dietary
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supplements if they cone from BSE-originated countries and
have bovi ne ingredients.

As you said, there are a nunber of products that
are on the market, and | think two were pointed out, that

don't have the source. They should have the source on them

They are not required to have the country of origin for
bovine ingredients or for any ingredients on the list. It
is only when they cone in that they know that or when we go
to the inspections of establishnents to find out where do
they get their ingredients and what do they get.

| just wanted to clarify those things that you
were talking about before. That is an inport alert which is
not a regulation. There are two parts to it. The first

part you read was very clear. | looked at it again this

nmorning and it is very clear dealing with the bulk
i ngredi ents.

The second part is, basically, saying, if you get
dietary ingredients in, or a dietary supplement from a
country that has BSE, then you are to call the Center for
Foods. There is a contact in there. It basically ends up
being an automatic detention. That is what happens. They
are detai ned.

DR NELSON: But the nunber of countries that are
endem ¢ for BSE are changi ng.

M5. OLI VER Yes.
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DR, NELSON\: How qui ckly--1 mean, you nust always

be behind the risk, given the BSE situation?

MS. QLI VER It originally said U K It has been
updated several times as it has been--1 don't have the |ist
of countries. Bob has it. It includes all of Europe and it
i ncl udes a nunber of other countries, so it has been updated
since additional information has cone in. That is‘what has
happened. It includes the new BSE countries as the
i nformati on cones from USDA

DR NELSON:. Wiy is there no requirenment that it
is on the label? That doesn't mnake sense--where it cones
fronf

M5. CLIVER: There isn't any. | can't answer why,
but there is no requirenent that it be on the |abel where
the specific ingredients conme from

DR BROMN: Linda, would it be okay to share a
couple of--information about possible |oopholes to this from
| ast week's neeting, or not?

DR DETW LER: The one thing that | do--there are
| oophol es. | am not going to say that--but | don't want
people to be m sl ed. If it is brought to our attention, we

do have the regulatory authority to keep it out, other than

the exenptions that | said. So that is where | really
wanted to make it clear. [''m sorry. | get defensive about
t hat .
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But there is nothing in our regs that exenpts
dietary supplenents per se, if it has those. But, again, we
have to know about it. See; we have to know what is on
there in order to prevent that. | think that is where we
don't have--like, for animal vaccines; that is one thing

that comes under our jurisdiction: So we do require, just
like the FDA, for human vaccines, the list of things and
what is in there.

DR BROWN: Maybe | could just ask you what is the
way station for determining what, in fact, is in a package
or a bulk or anything. The first people that see it, when
it comes into this country, | think you said were the

Custonms and I mm gration people. They are responsible for
categorizing it according to what docunentation they have.

DR DETW LER That's correct; yes.

DR. BROMN: One of the categories is
m scel | aneous.

DR DETW LER This was sonething Bob probably
coul d address because that is something that he brought up
yest er day. I am not sure if that applied just to the
products. Maybe he could clarify that.

DR. BROMN: Even before he does, you renenber the
wonderful story that was told about a bul k shipnment of a
material that was |abel ed pesticide. | am just recounting
this to indicate what can happen. An alert Custons and
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Imm gration officer |ooked at the size of this thing and
said, "That is an awful big package for pesticide."

He opened it and it turned out to be neat and
boneneal . It was neat and bonemeal because it was going to
be spread on ground to prevent grazing by deer who hate the
smell of neat and bonemeal. That is the kind of thing that
Pprobably doesn't happen but very rarely, but it can happen

If we are depending on sawy Custons and
I'mmgration officers as our first line of defense, it is a
very nice line of defense to have but it seens to ne there
sught to be one or two closer to the FDA

DR. DETWLER  That was a conbination of Custons
and USDA. Just to give our guy credit.

M5. OLIVER  May | say one nore thing--Janice
Oliver--on the closer--and on the thing that you were
tal ki ng about where sonmething is brought in under another
nane. Over this past year, there was a initiative, a
presidential initiative, in which FDA and Custons basically
put into place a plan and the devel opnent of additiona
rules and additional safeguards really to target bad actors,
which is really what you are targeting about.
| There has been additional surveillance. There is
addi tional secured storage, additional civil noney

penal ties. There are a nunber of things to go with that.

am just acknow edging that that can happen and we are
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putting into place, as has Custons, additional things to try

to have that not happen. That is different than when things
are identified when they cane in and they are identified to
custons and rightly identified and we do sonething with

t hem That is a second part of the story.

DR BROM.  The use of blocking inports is
certainly one approach to mmintaining the safety of the
product . But anot her approach, of course, is requiring the
producers of the product to docunent, in a satisfactory way,
the authenticity of what they are telling you

My understanding is that the FDA really cannot do
cthat under the present law, npot in the way they can do it
vith other products including other food products; that is,
sou ask a nanufacturer, you suggest it to a manufacturer,
you gui de the manufacturer, say, "It would be awfully good
if you did this and we certainly recomend that you do do
it; do you do it?" and the manufacturer sends back a letter
and says, "Yes.*"

You put the letter in a file. | woul d be nmuch
nore assured if | knew that there was sone nechanismin
>lace that was actually used by the FDA to authenticate and
docunent the truthfulness of this industry's response to
sour gui dance.

It just seens to ne that you ought to hold--I
‘an’t say that you ought to hold, because maybe you don't
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have the authority to hold, but it just seenms to ne a
logical thing to hold this industry to the same standards of
safety that you hold every other industry to.

DR CLIVER A couple of inpressions. First of
all, it was clear to me when the dietary supplenments |aw was
passed that it was the intent of Congress to nake it as
difficult as possible for FDA to do the things that they had
al ways done with drugs, for exanple; no proof of efficacy,
safety is sort an epheneral concept there. Beyond t hat,

t hough, as far as division of responsibilities anong the
various agencies is concerned, it gets very difficult, at
the federal level especially, to build in redundancy.

The fact that USDA APH S has a specific
responsibility for what conmes in at a port that may be of
animal origin or that mght have agents of aninmal or plant
di sease, yeah; we could |ook for backups on that. But it is
not our place to reinvent government. This is the way
gover nnent wor Kks.

There is an inauguration going to happen tonorrow.
W may find governnent being reinvented on very short notice
here but | bet that sone of the things we would nost like to
see happen are not going to.

So we are in a situation where we are worKking
within a system and we need to provide as good guidance that

may have sone scientific basis, as we can. I think that is
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what we are being asked to do. Personally, | wonder about
calling sonmething an herbal supplenent that has all these
ani mal products in it. That strikes me as clearly

m sl abel i ng. But, beyond that, just the fact that we don't
explicitly outlaw-including eye of newt or w ng of bat
doesn't necessarily nean that the public isn't being
protected with reasonable certainty.

DR. BROMW: You can. I would add only to that--I
think you are absolutely right --that we also have a little
part in reinventing governmnent. And that is what we are
doi ng.

DR MOCRE: I would address two issues. \Wat we
can do is to limt the availability or to take action
agai nst a substance. W can do- -with the authority that
Congress has given us in the statute. If the statutory
authority doesn't exist, FDA as a regulatory agency, can't
dub itself with that authority. That is a legislative fix
to the extent that you may not be perfectly satisfied with
sone of the elenments in our statutes. It is Congress that
is the appropriate part of the federal governnent that can
change that |aw, not FDA

The second is regarding the authority for identity
and to docunent source. Clearly, our view is that authority
exi sts. It is authority that exists probably in the parts
of the statute that gives us the legal authority to inpose
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good manufacturing practices.

To the extent of what types of records we can
require the industry to keep, whether or not we have access
to those records, are |egal questions that are way beyond
the tinme we have here.

We have been working on good manufacturing
practices. They are witten. They are at the Ofice of
Managenent and Budget. \Wen, if or what they do with them
is out of our hands. W have gone as far, under the
Adm ni strative Procedures Act, as we can go at this point to
address these issues. It is a matter, now, of, once that
proposal is released for publication in the Federal Register

and the rul emaki ng process noving on.

DR. BROMN: | don't want anybody in the roomto
think that I, personally, am putting the FDA on the
def ensi ve. I think the FDA, as you say, is doing about as

much as it can. What | had hoped would be to put on the
public record a sentinent which desires nore. | think
probably the FDA feels the sane way.

DR PRUSI NER: I wonder if we could just take a
few mnutes--1 don't want to drag this out because it is
probably not--it nmay not be what you think is appropriate
but | think it is appropriate in the sense that it is really
illustrative. I would like to see the FDA comment on this.

If we take a specific dietary supplenent that is
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sold. Let's just take one. \Wat we have heard about are

these sort of lots of stuff in one. Let's tal k about

nmel atonin for a nonent because here is sonething that |arge
nunbers of people are taking. There are books that are
witten about this. This is a real fad.

In many European countries, you can't even buy it,

for whatever reasons; it is not clear to ne. In the United
States, it is freely avail able. | can tell you that | think
the stuff works. It does good things for jet lag and, after

trying it a few tinmes and becom ng convinced it works, then
sonmeone says to me one day, "You know, this stuff is all
extracted from bovine pituitaries."

| threwit all out. So the next thing | do is |
start to investigate where does the stuff come from  Then |
amtold by the manufacturers in the United States, at | east
one of them that it is all synthetic. Then, if you |ook on
the labels, it says, "HPLC-analyzed," whatever this neans.

I would Iike to know if we have any information
about sonmething like this as a specific instance of
sonet hi ng where we-- everyone on this comrmittee, | am sure,
woul d not want to have nelatonin extracted from bovine
pituitaries whether it is in the United States or whether it
is from Europe, especially from Europe, flowing into the
consunmer market . Tons of this stuff is being purchased and
used.
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1 DR BROMN: Let's follow up with that specjfic

2 |exanple. You say the label or the manufacturers say it is
3 || synthetic. | suppose a synthetic substance could be

4 |linported from Europe. So suppose we have this exanple,

5 |lmelatonin, said to be synthetic, inported from Europe. Is
6 |[there any docunentation to indicate that the synthetic is
7 |[really synthetic? |Is it manufactured sonewhere in a

8 | factory?

9 Is there any validation of what is on a |abel or
10 |[do you sinply trust what is on the |abel and what the

11 [ manuf acturer says.

12 DR, BOLTON: | think that is an excellent
~ 13 | questi on. I think a recent exanple of that goes back the
14 |term "organic" in ternms of organic foods. Is there a

15 || definition of synthetic or natural that is used and accepted
16 ||by the FDA or any regulatory agency that has actual meani ng?
17 DR PRUSINER  This gets anplified in Dr. More's
18 | presentation about, let's say, glucosanm ne. W have U. S.
19 |[materials going to Spain, being extracted in Spain, maybe
20 |[extracted in a plant that is extracting glucosam ne from
21 || Eur opean ani nal s. Then it is cleaned by whatever process
22 |[they decide to clean it by and then they start extracting
23 |materials fromthe US., and they return these to the U S.,
24 Especially in the case of the prions which are so
) 25 |difficult to inactivate, how good is the cleaning process?
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DR BOLTON: | have an additional question about
that. What is the assurance that additional locally sourced

tracheas are not added into that nmanufacturing process, thus
boosting the yield, if you will, but being returned to the
IU.S. as being produced from U.S. -sourced raw material ?

DR, McCURDY: Are there'data to indicate how many
grams, or whatever, of infected brain are likely to infect
an organism either aninmal or man, when taken orally?

DR BROM: If I amnot mstaken, and | can be
corrected, | think a half a gramis enough in a cow, orally;
in other words, one good dietary-supplenent pill.

DR McCURDY: What | am driving at is the question
we are asked is really not do we wish to regul ate these
;things com ng in. I think the statenents about difficulties
.in regulating things in the future or near future for new
regul ati ons were probably accurate.

But | think that we could exhibit some quite
reasonabl e concern about blood donors who are taking dietary
suppl enents that contain a certain ambunt of unspecified-
forigin brain, brain-related, brain and pituitary material
If they have done this for nore than a sniff or sonething
like that, then, perhaps, they should be deferred as bl ood
donors.

That is probably worse than spending six nonths in

the U K
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DR. BROMN: That is exactly right. | think that

.s why the discussion has apparently been on things that are
ot directly related to these questions because, in order to
hink about deferrals for blood donors who are taking
lietary supplenents with things |ike bovine brain in them
.t is very inportant that we know that those products are
safe.

I think we have heard enough to suggest that they
nay not be.

DR McCURDY: There is one other item that needs
:0 be considered and that is what proportion of blood donors
are doing this; that is, how nmany blood donors would you
Lose, and | don't know what the denographics--there is
fairly good information on the denography of blood donors.
[ have no idea what the denpbgraphy of people who take these
suppl ements is. Maybe they are old nen like me and aren't
yoing to be bl ood donors anynore.

DR. BROM: The wording of the question is not as

demandi ng as the wording of other deferral questions; that

is, the question here is "consider recommending."” W are
not even recommending at this point. W are saying to the
FDA, please think about this. It is worth thinking about.

DR. DETW LER: One point about brain from Europe,
and Jean Philippe is still here, those are considered

specified risk material and it is not correct to be
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ealing with that data and these issues and the concern in a
ore dedicated fashion.

I think what we know now is that we are concerned
bout this, that we don't think it is as regulated as it
hould be but what | am not sure about is, in fact, how nuch
ovine central-nervous-system product really is on the
hel ves at the noment or has been over the last five years.

I think we need to know that. Now, maybe we can''t
"igure it out exactly, but | think we could change the
inecdote. We could figure out where nelatonin cones from
ind get that data and have it returned to conmttee because
. think that is a very inportant piece of information in
rder to guide us in our actions and the |evel of our
oncern.

DR. BROMN: I can tell you from having visited a
shop locally that sells nutritional supplenents that about a
juarter of the nutritional supplenents on the shelves
ontained brain or pituitary. There is a lot of brain out
here, nunber one.

The other matter is that we do already ban the
i nportation, for exanple, of brain. And brain is being
i ngest ed.

DR. ROCS: But renenber, Paul, there are plenty of

people in the United States who have brain regularly and

want to do that.
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DR. BROWN: But we don't inport it. W can't

import it from Europe.

DR ROCS: The inportation is, yes, to nme, the
i ssue. How much of what you see on the shelf is inported
central nervous system

DR BROMN: Wat | amtrying to say, Ray, is that
we did not require a systenmatic epidemologic study of ciD
in people who eat inported brain from Europe before banning
its inport. W just didn't do it. To require that woul d
set a different standard for nutritional supplenments than it
does for brain--and | use brain because it is orally
i ngest ed. W obviously don't do it for blood.

| am not arguing with you in terns of yes, it
woul d be nice to have this data, but we have certainly acted
without--

DR ROOS: No; there are two issues. One is
whet her one should ban it, and | agree with it. aAnd the
other is should one be concerned about individuals who have
ingested it and who have known dietary histories that m ght
be nore worrisonme than spending six nonths in U K It is
that issue which really relates to deferral practices here
by the FDA that | think we need a little bit nore data on.

| agree with the ban.

DR. BROMAN: One source of that data, and | don't

t hi nk anybody is here from the European CJD Surveill ance--
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DR. BROM: That is exactly right. | think that

3 why the discussion has apparently been on things that are
>t directly related to these questions because, in order to
ni nk about deferrals for blood donors who are taking
ietary supplenents with things |ike bovine brain in them
t is very inportant that we know 'that those products are€
afe.

I think we have heard enough to suggest that they
ay not be.

DR McCURDY: There is one other item that needs
0 be considered and that is what proportion of blood donors
re doing this; that is, how many blood donors would you
ose, and | don't know what the denobgraphics--there is
‘airly good information on the denography of blood donors.
- have no idea what the denography of people who take these
supplements i s. Maybe they are old nen like ne and aren't
joing to be bl ood donors anynore.

DR BROMN: The wording of the question is not as

| emanding as the wording of other deferral questions; that

is, the question here is "consider recomending." W are
not even reconmending at this point. Ve are saying to the
FDA, please think about this. It is worth thinking about.

DR. DETW LER One point about brain from Europe,

and Jean Philippe is still here, those are considered

specified risk material and it is not correct to be
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wcinerated; correct? O destroyed? Brain and spinal cord
ad other high-risk tissues in Europe?

DR, NORTON: In tomorrow norning's British Medica
surnal, which has appeared on-line today, there is an
rticle called "U.S. Takes Precautions against BSE." One
aragraph says, "Even though the U S. and U K governnents
an the practice of feeding cattle products to cows, in the
arly 1990s, sone U K renderers continued to manufacture
nd ship contam nated neat and bonemeal around the world.
ritish export statistics show that thirty-seven tons of
eal made from offal was sent to the United States in 1997,
ell after the U S. governnent banned inports of such risky
ieat. The ultimate use of these inports has not been
dentified."

That will appear tonorrow norning.

DR DETW LER: That actually was in The New York
imes. That is a direct quote out of The New York Tines
irticle. W called the reporter on that. That statenent,
:he thirty-seven tons, was taken out of the U S
jeographical BSE Ri sk Assessnment. \WWat they didn't put in
-here, in the statenent, was the renainder of the GBR is at
chat time, the big labeling for that category in the U K
oecause it was illegal for themto ship it to us fromtheir
own I egs. It is illegal for us to get that.

W did go and try and trace that so that wasn't
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correct on there. But we did inport feather neal out of the,

UK at that time, but the big labeling, and it is right in
the GBR, says that there was a big catch-all category from
t hat .

DR PRUSINER  Can you translate that?

DR. DETW LER I"'msorry; it has been a long two

days. They have a category--this is from their export

statistics. It is flowers, neals, and what not. The not es
on there to say that it was illegal there. Britain was not
shi ppi ng that product out. It was illegal to send it into
the U S., however, it could contain--that category was

other; flowers and poultry and non-manmalian protein.

At that tinme, it was still okay to inport to the
United States poultry and feather neal which we had done.
We had sone shipnents.

DR ROCS: I guess we have heard about the |egal
aspects of this fromthe FDA and the ingredients of two
products which were vaguely noted and concern about
nmel atonin, and your anecdotal report, Paul. But all of
t hese are anecdotal . I would like to say what we really
need is data, if we can get it.

In other words, how often has bovine central-
nervous-system product come in or how often is it comng in
Now. Is that able to be identified or known even by
figuring out what is bovine product by analysis and then,
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dealing with that data and these issues and the concern in a
nore dedi cated fashion.

I think what we know now is that we are concerned
about this, that we don't think it is as regulated as it
should be but what | am not sure about is, in fact, how nuch
oovine central - nervous-system product really is on the
shel ves at the nonent or has been over the last five years.

I think we need to know that. Now, rmaybe we can't
figure it out exactly, but | think we could change the
anecdot e. We could figure out where nelatonin cones from
and get that data and have it returned to conmittee because
| think that is a very inportant piece of information in
order to guide us in our actions and the |evel of our
concern.

DR BROMN: I can tell you from having visited a
shop locally that sells nutritional supplenments that about a
guarter of the nutritional supplenents on the shelves
contained brain or pituitary. There is a lot of brain out
there, nunber one.

The other matter is that we do already ban the
importation, for exanple, of brain. And brain is being
i ngest ed.

DR, ROCS: But renmenber, Paul, there are plenty of
people in the United States who have brain regularly and
want to do that.
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DR BROM: But we don’t inport it. W can't

inmport it from Europe.

DR. ROCS: The inportation is, yes, to me, the
I ssue. How nuch of what you see on the shelf is inported
central nervous system

DR.  BROMN: Wiat | amtrying to say, Ray, is that
we did not require a systematic epidemologic study of CID
in people who eat inported brain from Europe before banning
its inport. W just didn't do it. To require that woul d
set a different standard for nutritional supplenents than it
does for brain--and | use brain because it is orally
i ngest ed. We obviously don't do it for blood.

| am not arguing with you in terns of yes, it
would be nice to have this data, but we have certainly acted
without--

DR ROCS: No; there are two issues. One is
whet her one should ban it, and | agree with it. And the
other is should one be concerned about individuals who have
ingested it and who have known dietary histories that m ght
be nore worrisone than spending six nonths in U K It is
that issue which really relates to deferral practices here
by the FDA that | think we need a little bit nore data on.

| agree with the ban.

DR BROM: One source of that data, and | don't

t hi nk anybody is here from the European CID Surveillance--
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lthey have about, | don't know, 500, 600, 700, maybe 1000
«ccases of CID for which extensive dietary histories were
taken throughout Europe. | am pretty sure one of the
questions was dietary suppl enents.

That would just be one source of information. It
wouldn’t be definitive but at least it mght give an idea of
what you are talking about; that is, is there any
wrel ati onship between dietary suppl enents--on the other hand,
t-hey probably couldn't ask if the people knew what the
«di etary suppl ements contai ned.

They m ght have been arrow root instead of brain.
So it probably is not information that is avail able anywhere
xqin the world

DR BURKE: I don't know what the word "banned"
ineans yet because we have heard several interpretations of

ivhat a ban is. If we knew today that somebody was

cdimporting, still, fromthe United Kingdom brain that was

(yoing into nutritional supplenments and it wasn't being
1>icked up at inportation, do either the FDA or the USDA have
¢any powers to do anything about that?

DR DETW LER Yes. | f you found sonething that
came in, we would have the power to go back, if we had found
sonething on the shelf, to go back. The cosnetics or the
'gelatin; those are the only ones we don't--to go back and
trace that back, to take action
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DR BURKE: Wat would be the actions that would
be possi bl e?

DR DETWLER It depends on the circunstance. |If
it was brought in versus admnistrative, and that is the
most |ikely action, versus a crimnal action

DR BURKE: So there is sone authority there in
existence today.

DR LURI E: That is if you knew.

DR. BROM: But it is interesting that it is USDA

authority.

DR. DETWLER  Right. That is it exactly, if you

knew But that was the point. You said if we found it;
right?
DR, BURKE: That was the question
DR LURIE But the point is you mght not know.
DR. DETWLER  Absolutely.

M5, COLI VER FDA has authority, too, to take it
of f the market. W have it on an inport alert which
basically says we deny entry on certain charges. I'f it cane
into the country, we would--we would have to know about it,
obviously. Ve would seize it. W would ask for it to be
recalled. W would do those things. W are talking about
t he BSE.

DR. BOLTON: What obligation is there of the

manuf acturer to docunent and inform the FDA or the uspa of
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the source of the raw materials in these products? |s there
any obligation?

DR DETWLER  That is where | said before, those
things for human use, other than neat which conmes under the
neat inspection, but for human use, those things don't cone
under our authority to docunent what is in them

DR BOLTON: So if | am a manufacturer of a
suppl enent and | have a bottle on the shelf that does not
say where the raw materials cone from and |I don't have to
docunent that and | don't have to inform anybody, how w |
you find out?

M5, QLI VER There are two things that we do. It
is not fool proof, but | can answer that question for how we
find out. One is on inported products that conme in, if it
has a bovine ingredient, we will, froma BSE country--it is
comng froma BSE country--we will detain it and we wll
require that they provide us the source of that information
as long as we know about it.

If we go on inspections and it is one of the
things that Bob was saying, one of the things that we have
our inspectors do during inspections of dietary-supplenent
manufacturers is, if a bovine ingredient is being used by
the firm we ask that they find out the source of the bovine
i ngredient and where it is comng from

So they determ ne that. But the manufacturer
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does--

DR BROM:  wuld you run that by again, please,
one nore tine?

V5. QLI VER Yes. The manufacturer--

DR BROM:  The whole of that sentence.

M5. QLIVER  GOkay. Going from the imports. On

the inported products, we have a directive, an inport alert,
to our field that when the product cones in, and we have to
be notified of entry of dietary supplenents, whether it be
in bulk or whether it be as a finished product. If we are
notified of it, and USDA is also one criteria for the bulk
ingredients- -if we are notified, we are to detain them which
is denying entry. W do not allow it entry froma BSE
country.

If it is an inporter and it is froma BSE country

and it has nultiple ingredients on it, sonme of which are

bovine origins, we wll ask the inporter to determine for us
where that has cone fromor we will deny it entry unti
t hen.

If, during an inspection, and | say during an
i nspection because we do not require it of everybody, during
>ur inspections of dietary-supplenent nanufacturers, one of
the itens that we have for the inspectors to check during
the inspections is if bovine ingredients are used in the
dietary supplenents, to check the source. They are checking
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to see if it has cone froma BSE country. That is what they
are doing.

Now, we do not inspect every country regularly, if
you cone back to ask what we do. But that is what we do
during the inspection.

DR BROM:  What if Spain, or let's say what if a
manuf acturer in this country using bovine brains, say, has
it processed in Spain. Perhaps it cones from Spain. And
then they send it to Canada. And then Canada runs it across
the country on a train?

MB. QLI VER That was one of the things that Bob

Moore tal ked about earlier. He had a nunber of things that
he tal ked about in the slides and what we have found out in
i nspecting dietary-supplenent nmanufacturers is that sone
products are shipped either fromthe United States, from
Canada, somewhere else to be further processed and that we
need to further look into what controls are needed and do
some additional work in that.

DR BROMN: | agree, but--go ahead.

DR BOLTON: So, for exanple, if a conmpany was
using a bovine brain extract that was inported from Mrocco,
say, there is no guarantee that that material mght not have
actually originated in the United Kingdom the brains being
sent to Mdrocco, ground into a paste, bottled and shipped
from Morocco. Here it would look like they cane from
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Morocco

M5. QLI VER The information we would have is the
source information that was either provided by the inporter
or was provided by the processor.

DR BROMN: | don't think the commttee is
expecting the FDA to act as policenen and to detect ocut-and-
out fraud, dishonesty,

MS. QLI VER Ri ght.

DR. BROM: W& know that, but what | am getting at
and what | think sonme of the other nenbers of the commttee
are getting at, is that there is a spongy quality to the
precauti ons.

M5. QLIVER Al | amtrying to do is clarify what
we have and what we don't have. | amnot trying to say it
is a fail-safe thing. W did not bring everyone here from
the Ofice of Dietary Supplenents or otherwi se to provide
all the information for sonme of the questions that you are
aski ng.

We provided information on |ooking at the controls
for BSE that are comng into the country. W did go
further. One of the things we are going to do after this
committee is go back and | ook at, again, what additiona
t hi ngs besi des what we are doing do we need to do

DR LURIE: The two kinds of authority you

nenti oned were, one, in effect, the l|abeling which you have
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al ready shown can be eluded, at least in principle, by
transshi pnent . The second was inspection. | guess ny
guestion to you is how many of these dietary-suppl enent
manuf acturer plants have you actually inspected?

What | am struck by is we are worried about the
definition of organic--was that the expression? | am
worried about the definition of the word "milligram" pecause
the variation in the anmount of these substances from drug to
drug, from batch to batch, is enornous as it is.

So what kinds of inspections, really, are you
doing and what fraction of places have been inspected?

M5. OLIVER | can't give you that. The people
who would give you that information are not here with ne
today, that would have the information. W can certain
provide that |ater. | just don't have it offhand.

DR DETW LER | think one of the points here, and
| heard it a little from FDA, but just from the governnent
agencies, | think it is really inportant to take away--as
Dr. Cliver said, we can only do what the authority of
Congress gives us to do. YU can even see with the Vernont
sheep, that is exactly why we are in court because soneone
is challenging that we don't have the authority to do it.

I think we are all facing that, that we get
chal | enged nore and nore. And so that is one thing that |

think is inportant take-honme for the conmttee.
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DR. BROMN: I don't think anybody disagrees wth
| at .
DR CLI VER I was just going to say, apropos of
s:inventing governnent, though, it is all a matter of rigor.
Some years ago, | wote a piece proposing that FDA and USDA

get together and ban ingredients fromthe U S. food supply.
>u may have missed it. It was published in the Journal of
rreproducible Results. But, all the sanme, | think that
ould get the job done.

DR BROM: Shucks.

DR ROCS: I think one aspect that wll fuel FDA's
bility to act and give it authority is if we know how well,
r poorly, things presently ran. In other words, for
onething like Stan's nelatonin, Or sone of the drugs we
aw-in other words, if, in fact, We could denonstrate that
ovine central nervous system was, in fact, on the shelf,
verhaps that would drive hone the nessage here and the
:oncern and al so provide sone of the authority as well.

DR. BROM: You have seen two bottles. It is out
-here, Ray. I don't know how many bottles we have to bring
n.

DR ROOS: W know that it is central-nervous-
system tissue. But is that from U K or local?

DR BROWN: Ah; fromthe U K  That is another
I ssue.
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DR. ROCS: Anybody can get central nervous system

.ocally here and it is up to people if they want to take it

Y not .

DR BROMN: Right; but a lot of the discussion
surrounded the idea that it is |abeled bovine. Maybe the
sountry of origin isn’t specified and maybe it could cone
romthe UK and it is a hell of a thing to try and figure

ut, under present |aw and authority, what the truth of

hose statenents is.

DR. ROCS: I think it is a good epidem ol ogica
tudy.

DR BROWN: I would also respond to Linda, just as
. responded to Dr. diver, if sonebody doesn't nmake a noi se,

iwothing happens. So just to say we can only do what we can
io and not try to do nore doesn't fly with ne.

DR. DETW LER That was not ny point | was mnaking.
[t was the point to get that on the record again as the
smphasis here that that is sone of the--

DR BROMN: Ri ght.

DR DETW LER That was not ny point to give that
as an excuse to all of us. | have actually cone here and

asked the commttee to nmake recommendations to help us get

support.
DR BOLTON: | think it is worth putting on the

record that at least I, personally, as a conmttee nenber,
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believe that the USDA and the FDA do need the authority to

do nore. If it is Congress that needs to act, then they
should ook into it.

DR NELSON: If we voted yes to this question,
woul dn't that send a nessage that this is an area that has
been negl ected or not adequately dealt with, or spongy or
whatever, that the FDA needs to look into wthout saying--

DR BROMN: Certainly together with the
transcript, | think that is true.

DR NELSON: I think the Congress mght get the
message if we found out that half of our blood donors are
taking dietary supplenments and we don't know where the hell
we are comng from

DR McCURDY: That was going to be ny point. |
think we could probably bring this to closure by sinply
maki ng a recommendation or indicating that we are deeply
concerned about the |ikelihood that blood donors would be
taking orally sufficient brain-derived nmaterial to be of
potential risk for CID.

DR. BROM: One way to begin to bring it to
closure is to go ahead and vote on question 1, which we can
do, now, | think.

DR. DAVEY: Just one last coment, along wth what
Paul has said, | think that | would agree with Dr. Roos that

we need to get data on the suppl enents. VWhat ever we can get
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that nakes sense at this point would be useful for
committee, | think.

W al so need data on blood donors in ternms of what
they are taking and how nuch of it before we can even begin
to address the problem because it is going to be a huge
oercentage of donors. Before we nove on to that, which we
are not, we have to have those data in hand.

DR. BROMN: Ri ght. | want to remnd the comittee
and reread the question; should the FDA be sufficiently
concerned about the suitability of any blood donors
ootentially exposed to TSE agents of animals to consider
recommendi ng deferral. W are not voting on recomendi ng
deferral. W are voting on considering it.

DR BELAY: Wy don't we take out that last part
of the sentence?

DR BROM: Because | think it is an inportant
part of the sentence to leave in. That's why.

DR. BELAY: | agree with what Dr. Roos is saying.
This is because we don't know how many donors--

DR BROMN: How nuch of the sentence do you want
to take out?

DR, BELAY: Just the last part.

DR. BROM:  That could be two-thirds, or two
wor ds.

DR BELAY: No, no; the part which starts with "to
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consi der recomendi ng deferral."

DR. BROWN: Should the FDA be sufficiently
concerned about the suitability of any blood donors
potentially exposed to TSE agents of aninals?

DR. BELAY:  Yes.

DR BROM:  Sufficiently concerned to do what? Tq
consi der reconmendi ng deferral.

DR. M CURDY: I think that is accurate.

DR. BROMN: I think we are going to vote on the
guestion as witten.

DR McCURDY: Yes.

DR ROCS: It is not recomending deferral. It is
just considering it. So | think it is a little spongy.

DR BROM:  Ray?

DR ROCS: I will give it a yes.

DR DETWLER | just want this broad thing
because sheep scrapie is not known to--1 don't know, would
that--1 guess the FDA can sort that out; right? Because we

have al ready had that.

DR FREAS: Is that a yes or a no?

DR DETW LER: That is a yes.

DR EWENSTEIN:  Yes.

DR BURKE: Yes, but it seenms that the FDA is
already considering it.

DR McCURDY: Yes.
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DR FREAS: Is Dr. Gay'lor here? No?
DR NELSON: Yes.
DR BOLTON: Yes.
DR BROM Yes.
DR BELAY: Yes.
DR CLI VER Yes.
DR LUR E: Yes.
DR WLLI AMVS: Yes, but with the sane caveats

about U.S. -derived TSEs.

DR PRUSI NER: Yes.

DR, FREAS: That was thirteen yes votes.

DR BROMN: Thirteen to zero. The second
guestion; if so, which animal TSE agents present or inported
into the USA, what types of product and intensity--has that
been crossed out of the final--should be or inported into.

I's that right, Dave? |s Dave still here? That didn't get
revised in tinme?

DR ASHER: Qve us a second here.

DR. BROM: O accidentally inported; right? If
so, which aninmal TSE agents present in the US A or
accidentally inported, what types of product and what
intensity of the exposure should be of concern?

| don't know if any of us can talk about intensity
of exposure, but we could probably nake sone coment about

what types of product, which animal TSE agents present in
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what types of product.

Beth, you were concerned about that and so were
you| Linda. You were saying that you don't think scrapie is
one such TSE. We would all agree about that.

DR DETWLER  Yes; it is thinking this whole big
ithing, with the thing of possible exposure if you eat sheep
|
| or what not, here, that you have a huge--

DR BROMN: No, no; | agree. There is 250 years,

lat |east, of epidemologic evidence that scrapie does not
i pose a direct human pathogenic risk. There is direct
l

§ evidence in spades that BSE does, and there is the pot enti al

| for sonething like elk velvet antlers, too. W just have no

lidea. W don't know.
But if the commttee has any other suggestions
about--those are the only animal TSEs | am aware of. M nk

don't seem to be present in nutritional supplenents--that |

DR BELAY: Dr. Brown, the only animal TSE that |
woul d be concerned about under question 2 would be BSE

DR BROM: That is, obviously, the mjor concern.

DR BELAY: I would say the only concern that |
woul d have.

DR NELSON: But, actually, which countries are at
risk is changing and | am not sure how well even regulations
are keeping up wth the change.

M LLER REPORTI NG COVPANY, | NC
735 C Street, S. E.

Washington, D.C. 20003- 2802
(202) 546- 6666




af

10

11

12

13

14

15

16

17

18

19

20

21

22

22

24

273
DR. ROCS: Wiy shouldn't we be concerned about

wronic wasting disease? W basically discussed that we had
saxy little information about it, so it is certainly of
potential concern

DR. BROMN: | agree. For the present, we have no
Jea if it is a concern or not, but we all know that BSE is
concern. So it seens to nme a logical answer to question 2

ould be BSE in BSE countries. That is the agent and that

s the area.

DR, NELSON: In neural tissue? Wich tissue?
DR BROMN: It doesn't say which tissue. I's that
new one?
DR. BOLTON: It says what types of product. |
eard the thinking on scrapie. |, personally, would not eat

heep brain.

DR NELSON: No: | wouldn't either.

DR BOLTON: 'Even if it was fromthe U S in a
scrapie-free flock, | probably would not. I would be a
.ittle concerned about a dietary supplenent that was nade

irom CNS tissue of sheep or bovines, even if they were

sourced in the U S
DR BELAY: But the question doesn't address
vhether or not we should consume--or consunption of brain.

The question specifically nentions whether or not we should

consi der deferring donors who have consuned this product.
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itensity of exposure should be of concern.

DR. BELAY: It is related to question No. 1.

innot be taken w t hout

question 1.
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It

DR, BROWN: So what we are mainly concerned about
3 BSE brain.

DR BELAY: That's correct.

DR BROM: That would be at the top of the list.
nd possibly brain, period, as a kind of unattractive
utrient.

DR. LURIE: Paul, maybe | am again, confused
bout these questions, but | understood, when | | ooked at

hese questions, that

1 and 2 actually applied to these

hree specific products that were identified for us under

ssue 4 which were products derived from deer

and el k, the

'ermont sheep and the dietary suppl enents.

DR BROM: No, no: ny reading is that this is a

strictly independent issue. I ssue 4 has nothing to do with
i ssue 3.

DR LURIE: No, no, no; that was issue 4. That is
i ssue 4. It says, "the following will be discussed."

DR BROM: On;

DR LUR E:

the TSE agents.

Yes.

M LLER REPORTI NG COVPANY, |INC
735 C Street, S. E
Washi ngt on, D. C.

20003- 2802

(202) 546-6666

Ri ght




af

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

275
DR BROM: So we have the full basket of agents

to think about but we don't have to nake it global; that is,
we don't have to say, "Yes; it has to be mnk
@ancephal opat hy, BSE and scrapie."™ W can pick and choose.

| DR LUR E My point is | thought we only had to
choose from these three. That is the way | understood it.

DR. BROM: It is animal TSE agents. That is

‘fglobm, any ani mal TSE agent. But there are not nany.

DR NELSON: Three is rum nant-derived tissues.

1 .So that would be the BSE.

DR. EWVENSTEI N: | take the point that is being
| nade. I think the FDA is directing us at a couple of very
‘specific poi nts. I think it is fair to include, as our

] chief concern, these dietary supplenments which | find

astounding in terns of their risk given the fact that we
saw, even the data that Linda presented, if you want to give
a sheep BSE, you give thema half a gram That is what you
were giving every day to that patient you took a |ook at.

DR BROMN: No; | did not give that. No, no.

DR EVEENSTEI N: That is what "one" was giving to
that patient that you were asked to | ook at. But | think
there are specific questions. In other words, if soneone is
heavily involved in this industry, if they eat deer or elk
meat, 1f they had cheese made from these Vernont sheep,

think those are questions that we should address, even if
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the answer is we don't want to have an answer right now to
the FDA.

| think the FDA is asking us to address those
sspecific risks.

DR, ASHER: VYes; it would be helpful if you would
address exposures to chronic wasting disease, the Vernont
sheep and dietary suppl enents. You al ready know that we are
concerned about all exposures to BSE agent. The only
concern IS whether there are ways in which it can enter the
WUnited States through these products.

You woul d be wel cone to address scrapie but that
was al ready addressed a year and a half ago at sone |ength
and no concern was expressed about dietary exposures, of
which we have a very long and reassuring experience.

DR. BROMN: Is the commttee agreed that BSE is
t-the prine villain as a potential danger?

DR. BOLTON: Can we include in that the
possibility that undifferentiated scrapie in sheep, at this
ttime, may be BSE? It is going to take sone tinme, | guess,
tzo docunent whether that is, in fact, scrapie in those sheep
or whether that is BSE in sheep.

At that time, does that becone BSE in sheep or
does it becone sone other nonencl ature?

DR DETW LER | think only tinme wll tell. |
don't think we can predict that.
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DR BROM: But, happily, there is no denonstrable

infectivity in any dairy product in any TSE So that is a
good thing.

DR. DETW LER: That was the product--the broad
di stribution was the cheese.

DR. EVENSTEI N: | think," to try to cone to
closure, on the Vernont flap, as you called it, | think that
ve can try to be reassuring in that the products that cane
out probably are very low risk products even though we don't
fully understand the nature of the infection, itself.

So | think the part that | am struggling wth,
secause | don't know enough about it, is the sort of deer-
and- el k- neat exposure. Do we consider, at this point, that
is sufficient enough if sonebody has consuned |arge anounts
>x 1S in that industry to worry about them being potential--

DR BROM:, It wouldn't be the neat. It would be
the velvet antlers because that is what would be in the
suppl enent s. Just substitute "velvet antlers"” for "meat.”

DR EVEENSTEI N: Ckay, but are we--

DR BROMN: W are just talking about dietary
suppl enent s. Therefore, deer and elk neat would not be at
I ssue.

DR EVENSTEI N: Wy are we just talking about
dietary supplenents? Point 1 deals wth all deer and elk

i ssues.
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“ DR BROM: | may be wrong.

DR ASHER: Please address all exposures to
«hronic wasting disease, potential exposures.

DR EVENSTEI N: Paul , point 3 was then focussing
on the dietary supplenents, bput | think the issue had to do
with the CDC’g presentation on the young CIJD exposures and
whether there was any possible connecti on. | think that is
the point that the commttee should address one way or the
other.

DR. BELAY: The BSE situation is different because
we have enough anple evidence that BSE is actually a human
jpat hogen whereas, in chronic wasting disease, we do not have
;:any evidence that chronic wasting disease is a human
j9athogen.

It does not necessarily nean that there will never
loe a human pat hogen, or it wll never be transmtted to
Inumans, but we do not have enough evidence to start
:Eormul ating policies.

DR BROMN: That brings us back to the origina
:idea that we don't have any indication that blood is

cinfectious either but we are deferring for six nonths. It

«Jets back to the deferral, if you have stayed in Col orado
for six nonths. If you follow |ogical consistency |ong
enough, you get very illogical

DR LEITMAN: But we do have new variant. W know
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that it has crossed the species barrier in the case of BSE

And we have no data to support that O will cross the

species barrier. In fact, the little data we have from

Cohee's study suggests that it is unlikely to do so. so |

think it is a different group with respect to individuals

who have been exposed to CWD and eaten el k neat and our

| evel of concern at present.

DR BROMN: | agree. And, incidently, we need, |
think, unless the FDA stipulates that we have to, | think
this part of the question--that is, so-called question 2,
does not nerit a vote. It merits discussion which is what
i s happeni ng. O herwi se, we have to vote on every tissue,
each disease, and | don't think we are capable of doing
t hat .

DR McCURDY: It seens to ne that we have
i ndi cated that the Vernont sheep tissues and material that
have been consuned are |ow risk. It seens to nme that, wth
CWD, nost of the neat is |ow risk. | think | would be
unhappy at encouraging, or not discouraging, people from
eating brain of brain products from CAD ani nmal s. | j ust
don't know how to deal with antlers. | guess the antlers
may be dealt with on the basis of the nunber of individuals
that m ght be exposed and express sone concern about that.

But | don't know--

DR BROM: And that is going to take an extended
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trip to South Korea.

DR. McCURDY: No, thanks.

DR DAVEY: Paul, | think we just want to make
sure the conmttee has the direction we are going clearly in
m nd. | am concerned about what | have heard today. This
is disturbing about the supplenents, for sure. | took ny
gl ucosami ne this norning.

I think to tie this all the way down to deferring
bl ood donors is getting a little bit ahead of the gane.

What we need to be focussing on is regulating dietary
suppl enents and the concerns we have about that instead of
j unpi ng ahead and saying we are going to have to consider
deferring blood donors at this point.

That is a huge step and | think we ought to be
very cautious before we nake that--even a consideration of
that. Qur consideration, now, should be getting data about

regul ati ng these suppl enments.

DR BROMN: | agree, but that was not,
unfortunately, what we were asked to do. | have no input in
terms of what we are being asked to do, but | think the gist
of using blood donors., in a sense, was a mechanismto open

up the entire issue to public discussion
Therefore, we are not asked to do what nost of us
would really like to do which is to get the dietary-
suppl enent people to get their act together and tell us
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exactly what is going on. Rather, the window into that area
is blood donors. | think that is the rationale.

DR. DAVEY: I am not sure that is the right w ndow
to be | ooking through right now

DR. BROWN: But it is the only one we have.

DR ASHER: It might be 'helpful if you attenpted
to keep the discussion of the various exposures separate.

It would nmake it easier for us to intuit your opinions on
them There is no reason why a conclusion has to be drawn.
I think that the agency now appreciates the |evel of concern
:@and al so appreciates the |level of uncertainty. That ni ght
loe sufficient for our needs.

DR. BROWN: Do you want us to consider each of the
«di seases now?

DR ASHER: Yes.

DR BROMN: Paul --was it Paul or Linda--there were
izwo expressions that chronic wasting disease, per se, gs--
110; excuse ne-- the Vernmont sheep issue, that anything having
izo do with Vernont sheep was extrenely low-well, low risk
and not to worry, no matter what the products. The products
that were w despread were cheese.

DR BOLTON: What about the aninmals, thenselves?

DR DETW LER I"m sorry?

DR BOLTON: Eventually, the aninmals wll either

«di e or be destroyed. Products derived from their eventual
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dem se, are we considering those as well?
DR DETWLER  (nh; you nean the eventual denise?
DR BOLTON: Yes.

DR DETW LER: Ch; the eventual demse, they wll

either go up sonme chimey or through a sodi um hydroxide
di gester.

DR EVENSTEI N: So if we are going to run through
three questions, then the first one, which seens the
easiest, is a decision that fol ks who have been exposed to
t hese Vernont products do not have to be deferred. That
seens to be the black-and-white question. That would be ny
opi ni on.

DR BROM:  Wile we are at that, does anyone
disagree with that? Are there any dissenting ideas? Al
right; we have disposed to Vernont sheep

DR LURIE: I want to add sonething to Vernont
sheep. I think that the scenario laid out by Linda is very
WOr ri somne. I think as long as we have been using this
committee as a sort of the bully pulpit to make our concerns
clear, 1 think it would be helpful to have the conmttee on
record as fully supporting what the USDA has been trying to
do in this area.

DR FREAS: If I could add to that, our charge and
mssion, as this comittee, is to nmake recommendations to

FDA on FDA policies. W really are stepping outside of our
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bounds of the nmission of this committee. Advice is very
bood. Even good advice is very welconme to the right place.

| honestly think, in light of the mission and the
large of this conmittee, for us to nmake recommendations
:her than to the Conm ssioner of FDA, we are stepping out
£ our bounds.

DR, BROMN: The jury will disregard the |ast
sclaration. W have dispensed with the Vernont sheep and
ow we are on to--we haven't dispensed with the Vernont
heep?

DR BURKE: | amafraid we haven't. The rationale
ight be this way. The Vernont sheep are the closest thing
hat we have. If we were to make a hierarchy of all of the
ther agents available to us, the Vernont sheep appear to be
s close, perhaps, to BSE as another agent.

Thus far, we have said that the BSE agent is the
me that we know has gone cross-species and, therefore, the
one that would be nost closely related to that, neaning
sheep that might be infected with a BSE-1ike agent, would
Logically be the next nost worrisone thing.

I am not saying that that is sufficient grounds
Eor deferral from donation, but just as a logical tree, that
would make the nost sense to ne.

DR BROMN: | think the point is well taken. |

think the only thing that really tenpers it is the products
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it hat were distributed.

DR ROCS: There were forty-five carcasses that
were sold for human consunption but, as | heard, sonme of it
went to the attorney.

DR DETWLER  Just to put perspective, it was
muscle neat that was sold and it was of | anbs.

DR, BELAY: I would like, also, to bring to your
:attention that we are allow ng people who have spent |ess
tthan six nonths in the UK to continue to donate blood. So
izhe question would be is the risk com ng from people who
lhave eaten the Vernont-sheep product a higher risk than what

we have been allowing fromthe U K ?

DR McCURDY: Paul, | think, again, trying to put
xqit in perspective, | wouldn't recomrend anybody who had been
ecating brains from these sheep donate blood. | think they

should worry, but my information is that nobody has eaten
.any brains.

DR DETW LER No brai ns.

DR BROM: That is what Linda said. It was
strictly neat. Not only strictly nmeat, it was young neat.

DR M CURDY: Strictly nmeat and cheese. Young

‘meat and cheese. Those are | ow ri sk.

DR BROMN: Ri ght.
DR EVEENSTEI N: | understand, at best, these risk

.assessnents are sem-quantitative. They are probably just
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qualitative, but | think if you |look at what Dr. Belay was

saying, just taking everything together, the total anmount of
exposure to any one donor in the US., the kind of product
that was consuned, et cetera, | think that this falls bel ow,

and if we are using six nonths in the UK 35 some

threshold, and | know it is sort of an arbitrary threshold--
but, if we are using that, this seens to be falling bel ow
that level, at least from what we know right now

W have to nmke sone sort of decision. Ei t her we
| are going to start tracking these people down who had sone
lof this cheese and say, you can't donate, or they can
| donat e. I think we have, probably by consensus, agreed that

t hey can. It seens like you can justify that on these sort

jof qualitative grounds.

DR DETW LER: One other issue on the cheese, just

| because | know CDC, when they were requested for assistance

here on mlk and cheese, is that mlk and cheese, by WHO or

Jany mlk and m|k-products for known TSEs are not know to be

f associated with infectivity. So this would open this whole

i ball of wax on mlk and cheese from Europe, actually, which

DR BROM: D spense with Vernont.
DR BURKE: Wth logical consistency; thank you.
DR. BROMN: The next issue, then, is chronic
Vvvasting di sease. I think everybody would agree that that is
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in the mddle of this triplet of hierarchies.
DR WLLI AVE: | would just to say, and the
conmm ttee has already said, that there is no scientific

evidence that OAD is recogni zed as a human pat hogen. Then,

to make the junp, that, then, people will get it and then
Lransmit it via blood, | think, going a little bit too far.
DR BROMN: Is there a sentinment to put chronic

wasting disease in the sanme |lowrisk category, then, as the
Jernont sheep? Are they similarly unrisky? You are you
think it probably is.

DR McCURDY: Except for neural tissue.

DR PRUSI NER: | just think we know so little
:@about chronic wasting disease that we don't know how to
think about it. I think that is really what we ought to
ssay.

DR. BROMW: Except we could probably say it is not
2 good idea to eat brain, | would inmagine, from say, an elk
izhat died wth chronic wasting disease.

DR, PRUSI NER: I woul dn't disagree.

DR. WLLIAMS: And those are the recomendations
that are given

DR BROMN: R ght.

DR BOLTON: Just to echo, | guess, what | said
earlier, the fact that we voted that there is no evidence
that it is a human pathogen does not nean that there is
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Lvidence that it is not a human pathogen. So it is still an
bpen questi on.

DR EVENSTEI N: Excepting that, | think, we then
-i11l have to assign a risk. W have to, at |east,
stermine that the risk is sufficiently high that we would
ant to defer donors. | don't think, speaking for nyself,
hat we have crossed that threshold at this point.'

DR BROM: Wiat it seens to ne we are saying is
hat the risk in chronic wasting disease and the products
here from the risk in Vernont sheep and the products there
rom both are likely to be snmall, but they are absolutely
ndeterminate on present know edge whereas, the risk of BSE
yroducts IS both denonstrable and finite.

Does that give the FDA enough gui dance?

DR ASHER: Yes.

DR BROMN: Does anyone on the committee have any
Further remarks to nake?

DR. EVWENSTEIN. The only thing is--well, 1 guess
xve have all said it before, but I would really urge the FDA
to prioritize these products--and | know that they don't get
to approve them ahead. of tinme so that they, then, have to
>rioritize what supplenents to go after

I don't suggest that they haven't already done
this, but I would certainly think that the sense of this

advisory conmittee is to prioritize those products that we
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now have brain and neuronal tissue conmng from cows of
nknown origin as high on the Iist of those that should be
nspected carefully.

DR BROM: Dave?

DR ASHER: That answered it part of the way. It
.s our take, then, that you are encouraging us to collect
ore information because of the concern that the BSE agent
ould be entering the United States in dietary supplenents
ontaining rumnant materials of unknown origin.

DR BROM\: That cones to the end of a very packed

wo days of neetings. I think I can speak for Ray and for
tan. | certainly speak for nyself that, after five years
s chairman of the this commttee, | want to thank every

ember here present and past for their intelligence, their
atience, their comon sense and they have nmade ny
‘hairmanship a pl easure.

Thank you.

DR. FREAS: Thank you, Dr. Brown.

[ Appl ause. 1

[ Whereupon, at 4:25 p.m, the neeting was

adj our ned. ]

M LLER REPORTI NG COWPANY, | NC.
735 C Street, S E

Washi ngt on, D.C. 20003-2802
(202) 546-6666




