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The undersigned submits this petition to the Commissioner of Food and Drugs to issue an
order in the form of administrative action.

A. Action requested

That the FDA insert, in 21 CFR Ch. 1(4-1-93 Edition) §640.3 (d) after the title "Therapeutic
bleedings," the words:

*Except for blood withdrawn from persons with iron overioad disease, whose blood
should not be stigmatized, but should be labeled solely 'volunteer donor’ in
accordance with 21 CFR Ch. 1(4-1-93 Edition) §606.121(5)."

B. Statement of grounds.

The stigma regarding hemochromatosis is based on the mythology that it was an infectious
disease. That mythology ended with the discovery that it was a non-infectious genetic
disorder (and the 1896 discovery of a diagnostic test for the hemochromatosis gene).

The purpose of stigmatizing therapeutic phlebotomy blood, including homozygous
hemochromatosis blood, is to protect the recipient against transmission of the donor's

disease(s).

21 CFR Ch. 1(4-1-93 Edition) §640.3 (d) now states:
Therapeutic bleedings. Blood withdrawn in order to promote the health of a donor
otherwise qualified under the provisions of this section, shall not be used-as a source
of Whole Blood unless the container label conspicuously indicates the donot's
disease that necessitated withdrawat of the blood.
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If, after the title "Therapeutic bleedings," the words "Except for blood withdrawn from
persons with lron overload disease, whose blood should not be stigmatized, but
should be labeled solely 'volunteer donor” in accordance with 21 CFR Ch. 1(4-1-93
Edition) §606.121(5)." are inserted, you will:

1) Save Americans with homozygous or heterozygous hemochromatosis
approximately $20, billion annually in “therapeutic phlebotomy" costs (at » $200 per
phlebotomy). Volunteer doncrs are not only charged nothing but alsc are given various
inducements to donate blood.

2) Completely eliminate the chronic problem of inadequate volunteer donor blood
in the US and ameng our Armed Forces overseas). The = 1.25 million Americans with
homozygous hemochromatosis alone will provide a minimum of 12 donations per year per
person, which is 1& miltion units per year.

It should be noted that the approximately 3 phlebotomies per year desirable for healthy
heterozygotes are prophylactic and not therapeutic; since healthy heterozygotes have
no disease. They just have elevated serum ferritin iron, which is especlally desirable
for most blood retipients, The = 30 million heterozygotes will provide a minimum of 3
donations per year per person, or 90 million units per year. This totals 105 million units
annually of American volunteer donor blood.

REFERENCES:

The above was discussed at the February 26-27, 1996, Iron Overload Expert Panel
meeting of the Centers for Disease Control (CDC) in Atlanta, GA, coordinated by Sharon
McDonnell, MD, MPH and Ray Yip, MD, MPH, and chaired by CDC's Rick Trowbridge, MD,
MPH. Participant Paul R. McCurdy, MD, Director, Blood Resources Program,
BRP/DBDR/NHLBIN!H provided the relevant sections of 21 CFR, Ch. 1.

Enclosed with this mailing is the agenda of the Centers for Disease Control meeting
(above) with list of barticipants, their addresses and telephone numbers. Summaries of
the proceedings are available from Dr. Sharon McDonneli of the CDC.

Also see:

1) A Simopoulos, V Herbert, B Jacobson: The Healing Diet (formerly Genetic Nutrition),
Macmillan, NYC, 1995,

2) V Herbert: Introduction and medicolegal considerations. In: V Herbert, Chair:
Symposium: Diagnosis 8 Treatment of Iron Disorders. Hosp Practice 1991,26 (Suppl 3):4-6.
3) V Herbert: Everyone should be tested for iron disorders. J Am Diet Assoc 1992;
92:1502-150¢.

4) V Herbert, S Shaw, E Jayatilleke. Vitamin C-driven free radical generation from iron.
J Nutr 1996:126(Supp! 4):12138-12208S.

C. Impact o i

1) Save Americans with homozygous or heterozygous hemochromatosis
approximately $2C, billion annually in "therapeutic phlebotomy" costs (at = $200 per
phlebotomy). Volunteer donors are not only charged nothing but also are given various
inducements to donate blood.
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2) Complately eliminate the chronic problem of inadequate volunteer doner blood
in the US and among our Armed Forces overseas). The = 1.25 million Americans with
homozygous hemochromatosis alone will provide a minimum of 12 donations per year per
person, which is 15 million units per year.

The ~ 20 miliien heterozygotes will provide a minimum of 3 donations per year per
person, or 90 million units per year. This totals 105 million units annually of American

volunteer donor blood.

D. Certification .

The undersigned cerifies, that, to the best knowledge and belief of the undersigned, this
petition includes all information and views on which the petition relies, and that it includes
representative datz and information known to the petitioner which are unfavorable to the
petition. -

DAt ﬂz/ e

Signature: Victor Herbert, M.D., J.D.

Name of petitioner: Victor Herbert, M.D., J.D.

Mailing address: " 130 West Kingsbridge Road
Bronx, NY 10468-3922

Telephone: © 718-364-5799;
718-579-1645

CA.FDA- KESSLER\phtebotomypet

cc.  Sharon McDonnell, MD, MPH; Ray Yip, MD, MPH, Rick Trowbridge, MD, MPH, CDC
Paut McCurdy, MD, Director, Blood Resources Program, NIH
Roberta Crawford, Sandra Thomas, David Snyder, Randy Alexander,
Iron Overload Diseases Asscciation (I0DA)
Margaret Krikxer, Hemochromatosis Research Foundation, Inc.
The Hon. Sen. Edward M. Kennedy
The Hon. Congressman John D. Dingell
John W. Rowe, MD, President, Mount Sinai Medical Center, NYC
Kenneth Kizsr, MD, Dept. of Veterans Affairs, VA Central Office, Washington, DC
The Hon. Donna Shalala, Secretary, DHHS
Philip R. Lee, MD, Ass't. Secretary for Health, USPHS
Marold Varmus, MD, Director, NIH
Director, Armed Services Blood Bank Program, Tacoma, WA
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Centers for Disease Control and Prevention
National Prevention Programs and Guidelines
Agenda
Panel va Iron Overload
February 26-27, 1996

The Centers for Discase Control and Prevention (CDC) has invited a panel of scientific
experts and other interested parties to assist us in thinking through key issucs in the development
of National guidelines und programs for iron overload diseases. This includes iron overload in
its carliest stages, a raere phenolypic expression with some abnormal laboratory findings to overt
penetrance, with full-blown clinical expression and grave illncss.

As an agency, we are considering recormmending universal screcning for iron overload of
all adulls every ten years. We ask this group to help us weigh issues relating to the science, the
policy and the problems inherent in such a far-rcaching recommendation.

We recognize we have 3 work in progress with our current guidelines and that consensus
among the group on many issues is unlikely. We do however, hope for a fair bhearing of all sides
of many tssucs.

The facilitator, Dr. Rick Trowbridge will keep the meeting moving between and within
sessions. For all sessions questions will be posed to the panel members. Time for observers to
ask or answer questions will be provided and in some circumstances the input of a specific
observer will be sought because of their expertise. Al proscntations will be held to 10 minutes
so that sessions have time for discussion.

‘The sessions are divided inw topics. Within topics we have tricd to pose very specific
questions that might help panel members consider the issue in depth and help us gain the input of
their experience. One risk of this process is that the overlap of clinical science and research with
public health may sometimes feel awkward. Wc are aware that individual exceptions to the
guidelines and commumity standards will always oceur. Each clinician or researcher will have a
casc that breaks the rale or doesn't fit with guidelines. Howcver, it is our job to extrapolate an
idea or program into gvery situation, including county health units, community hospitals and
Jarge rescarch institutions. Our nceds and viewpoint in public health may be very different than
what you as a pane} member or observer may normally consider. We hope you find this
perspective fun and interesting. Your input is deeply appreciated and will be of great use to our
agency and wc hope 1o all persons with the disease whether they are aware of it yel or not.

If you have any questions about these issues or the altached agenda feel frec to call me.
Please do consider this agenda preliminary and over the next week seme changes are cxpected.

Sincerely,

 SHaron MeDonmell MD MPH -~
CDC, Division of Nutrition and Physical Activity, NCCDPILIP



Monday February 26, 1996

12:30 pm:

12:40 pm:

2:40 pm:

3:00pm:

Opening statements and welcome to punel and participants by Frederick
Trowbridge MD MPH, Direclor Division of Nutrition and Ph ysical Activity,

CDC.

Session b: An Overview of the CDC guidclines:

a) How and why CDC came to this point. Plans from here. Ray Yip MD
MPH.
b) Overvicw of hemochromatosis issues. Linda Bradley PhD
<) The proposed screening, diagnositic and treatment algorithm. Sharon
McDannell MDD MPH
d) A cost effectiveness analysis of the CDC protocol. Anne Haddix PhD
¢) Discussion:
i) Problems with this approach or compelling reasons lor change?
it) Is there a way to enhance the effectiveness of scrcening?
ity  What critcria should be used for interpretation (men, women, age
groups).
iv)  Limitations of tests and concerns about performance ie biologic,
physiologic and puthologic variabilitiy.
Break and curbside coordination

Session JTI: Lﬁboratury issues in planning for Universat screening and [essons
leamned from Cholesterol and lead screening programs- Eric Sampson PhD

a) Discussion

i) Do we have the laboratory standards, accuracy, reliability in the
"real” wotld to suppori the test(s) of choice?

i) What background information and preparation needed regarding
laboratoty practices and variation hefore we can recommend
universaj screening?

b) Presentations

1) Arne Looker PhD -« Preliminary laboratory data reporting from
NHANESIIL _

if) Comments by Flaine Gunter MS on NHANESTH methods

<) New laboratory methods in consideration and practice
i) Pavid Witte MD - UIBC
H) Victor Tlerted MD)- holoferrilin

Discussion



$:30pm:

Break

Tuesday February 27, 1996

§:30 am;

10:10 am

10:30 am

12:00 pm:

1:30 pm

Session 1V: Disgnosis -- what is nceded?

4)

b)
<)

d)

Break

An elevated fasting TS -- what workup is needed for presumptive

hemochromatosis? Focus on younger agympiomatic patients.

The Kaiser experience. Vincent Felliti MD

Specific Questions for discussion:

i) The liver biopsy when, why, and why not?

ii) Phlebotomy as a diagnostic tool.

ifi) T there a place for other types of imaging MR1 and CT to answer
the samc or different questions?

The potential for the gene test as confirmation - New Developments in

genetics. More heip from Mice, Barry Rothenberg k@ £4 2

Session IV: Overview on Management

2)

b)
c)

d
e}

Lunch

Treatment parameters for continuous phicbotomy -- end points -
Symptoms, serum [erritin, anemia.

What should patients be advised to do or not do”?

Continuous phlebotumy, what are the side effects and how to prevent
them?

Blood —~ a trcatment, a benefit or a cost. Potential concerns and
possibilities for change in policy. Paul McCurdy MD, NTIT

How is a pint of blood from healthy hemochromatoic different
biochemitally than non-hemochromatoic. A case for the "super-donor”
and an improved cost-hene(il analysis.

Session V: Issues and wnputs

a)
b)

(General and specific comments on the CDC guidelines
Outstanding issues in iron overload that nced to be addressed
i} The public health point of view.

i) The clinical evaluation point of view,

it} The clinical management point of view.

Recommendations to CDC
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i) for research and development
i) for development and promotion of a National program

2:45 pm: Break
3:00 pm: Scssion VI: Implications of screening-- Economic and social issues.

u) Cuosts to patients for treatment, insurability and stigma.
b) Subjective costs and preparing society for more people with a diagnonsis.

Comments from the floor

4:00 pm: End mecting



Panel members and Participants
Iron overload Expert Committee

February 26-27, 1996
Atlanta GA
David Witte MD
Lab Control
1005 E. Pennsylvania Ave
Ottumwa lowa 52501

fax 515-682-8976
phone 515-684-4621

James Cook MD

Room 1417 Bell Memorial Hospital
Kansas University medical Center
3601 Rainbow Ave

Kansas City KA 66160-7233

phone 913-588-6077

fax 913-588-3996

Corwin Edwards MD

University of Utah

School of Medicine

50 N. Medical Drive

Salt Lake City UT 84132

phone 801-321-1050

fax 801-321-31850r 801-321-5767

Gary Brittenham MD
Division of Hematology
Metrohealth Medical Center
3365 Scranton Rd.
Cleveland OH 44109

phone 216-459-5807

fax 216-289-6394

Linda Bradley PhD

Foundation for Blood Research
P.O. Box 190

Scarborough Maine 047070-0150
phone 207-883-4131

fax 207-883-1527



6. Vincent Felliti MD
Southern California Permanente Medical Group
Dept. Of Preventive Medicine
7060 Clairemont Mesa Blvd
San Diego CA 92111
Phone 619-268-5454
fax 619-268-5580

7. Dr. Bob Labbe
University of Washington
8005 Sand Point Way NE, # A34
Seattle WA 98115
home - 206-527-4488
206-731-3930

8. Dr. James Barton
Suite G105 ACC
2022 Brookwood Medicat center drive
Birmingham Alabama 35209
fax 205-877-2039
phone 205-877-2880

9. Victor Herbert
130 West Kingsbridge Rd
Bronx, NY 10468
phone 718-364-5799
fax 718-562-9120

CDC and Audience members to be present:

Ray Yip MD MPH (770)488-4719

Ibrahim Parvanta MS (770)488-4335

Sharon McDonnell MD MPH (770)488-4788
Rick Trowbridge MD MPH (770)488-4721
Larry Grummer-3trawn PhD (770)488-4971
Geraldine Perry (770)488-4215

Bettylou Sherry (770)488-4806

Indu Alawathia (770)488-4865

Caryn Bern (770)488-4914

Centers for Digease Control and Prevention—
Mailstop K-25

4770 Buford Highway, NE

Atlanta, GA 30341-3724



Joanne Cono, MD, Birth Defects & Genetic Diseases (CDC same as above, Mailstop F-45)
(770)488-7123

Barbara Bowman PhD Acting chief of the Branch. Division of Environmental Health
Laboratory Sciences

Elaine Gunter MT(ASCP)

Chief, NHANES Laboratory

EHLS, NCEH, CDC

4770 Buford Highway, NE, MS-F-18
Atlanta, GA 30341-3724
(770)488-7938

(770)488-4609 (Fax)

Joe Boone - PHPPO - CLIA lab issues

Onno van Assendelft Md
0D, SRP, NCID, MS D-17
CDC

(404)639-3914
(404)639-3595 (Fax)

Anne Looker PhD- NCHS

Senior Research Epidemiologist
Div Health Examination Statistics
NCHS, Room 900

6525 Belcrest Rd

Hyattsville, MD 20782
(301)436-7072, ext 175
(301)436-3436 (Fax)

Eric Sampson, Director, Division of Environmental Health
Laboratory Sciences, National Center for Environmental Health

Randy Alexander

200 Williams Drive

Pickens, SC 29671

(864)878-8155

(864)878-8148 (Fax)

[OD Assoc. Member & Director of Development Congressional Liaison for Iron Overload
Awareness Patient & Advocate .. ..



Roberta Crawford - [ron Overload Diseases (I0OD)
433 Westwind Dr

North Palm Beach, FL 33408

Phone 407-840-8512 or 8513

Paul R. McCurdy MD

Director blood resources Program
BRP/DBDR/NHLBI/NIH

6701 Rockledge Dr.

Rockiedge 2, 10th floor Rm 101 38
Bethesda MD 20817

phone 301-435-0065

fax 301-480-1060

email Paul__McCurdy@nih.gov
home 703-354-5814

Dr. Barry Rothenberg W

PO 977

Del Mar, CA 92014-0977
fax 619-755-3435

phone 619-755-3309



