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December 5, 2007

Kathleen Ellwood, Ph.D

Center for Food Safety and Applied Nutrition

U.S. Food and Drug Administration

Harvey W. Wiley Federal Building - Room 4A-026
5100 Paint Branch Parkway

College Park, MD 20740-3835

Dear Dr. Ellwood:

The Center for Science in the Public Interest requests that the Food and Drug
Administration take enforcement actions against manufacturers of dietary supplements
containing more than 5,000 IU (3 mg) of synthetic beta-carotene® (a precursor of vitamin
A) unless the labels of such products contain a statement warning consumers that
synthetic beta-carotene may cause lung cancer in smokers. Without such label
statements, those products are adulterated and misbranded in violation of 8§ 402(f) and
403(a) of the Federal Food, Drug and Cosmetic Act, 21 U.S.C. 88 342(f), 343(a).

l. There is Convincing Scientific Evidence that Beta-Carotene Supplements
Cause Lung Cancer in Smokers.

Last month, the World Cancer Research Fund and the American Institute for
Cancer Research (WCRF/AICR), after an exhaustive review of the scientific literature on
the effects of diet, nutrition, and physical activity on cancer, concluded that “The
evidence that beta-carotene supplements cause lung cancer in current smokers is
convincing.”?

The WCRF/AICR Panel characterized “convincing” evidence as “robust enough
to be highly unlikely to be modified in the foreseeable future as new evidence
accumulates.”

! The Daily Value (DV) for vitamin A is 5,000 IU or 3 mg of beta-carotene. The Recommended Dietary
Allowance (RDA) is 1.4 to 1.8 mg or 2,334 to 3,000 1U of beta-carotene for adult women and adult men,
respectively. Food and Nutrition Board, Institute of Medicine: Dietary Reference Intakes for Vitamin A,
Vitamin K, Arsenic, Boron, Chromium, Copper, lodine, Iron, Manganese, Molybdenum, Nickel, Silicon,
Vanadium, and Zinc. National Academy Press, Washington D.C. 2001, pages 117 and 92.

2 World Cancer Research Fund /American Institute for Cancer Research. Food, Nutrition, Physical

Activity, and the Prevention of Cancer: a Global Perspective. Washington DC: AICR, 2007, page 185.
(Attachment I)
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Their conclusion echoed a concern about beta-carotene supplementation
expressed in the National Institutes of Health (NIH) State-of-the-Science Conference
Statement on Multivitamin/Mineral Supplements and Chronic Disease Prevention in
2006. The NIH panel cited “disturbing evidence” that randomized controlled trials of
beta-carotene supplementation “found an increased risk for lung cancer in persons who
smoked cigarettes or who were exposed to asbestos.”

The NIH panel concluded: “We found no evidence to recommend beta-carotene
supplements for the general population and strong evidence to recommend that smokers
avoid beta-carotene supplementation.”?

In 2001, the Food and Nutrition Board of the Institute of Medicine concluded
“that beta-carotene supplements are not advisable for the general population. This
conclusion is based on a totality of evidence that includes several large-scale randomized
trials of supplemental beta-carotene. These trials indicate a lack of evidence of overall
benefit on total cancer or cardiovascular disease and possible harm in certain subgroups
such as current smokers or asbestos-exposed subjects.””

The United Kingdom’s Food Standards Agency warns its citizens that “Beta-
carotene supplements have been found to increase the risk of lung cancer developing in
smokers and in people who have been heavily exposed to asbestos at work.... The Agency
advises against taking more than 7 mg of beta-carotene supplements a day....People who
smoke or have been exposed to asbestos are advised not to take any beta-carotene
supplements.”

The evidence that beta-carotene supplements can cause lung cancer is based
primarily on two large randomized controlled trials:

e The Finnish Alpha-Tocopherol, Beta-Carotene Cancer Prevention (ATBC) Study
randomized 29,133 male smokers to 50 mg per day of vitamin E, 20 mg per day
of synthetic beta-carotene, or a placebo. Those supplemented with beta-carotene
had a 17% increased risk of developing lung cancer over the next five to eight
years. A follow-up study found that this increased risk disappeared three to six
years after supplementation stopped.®

® NIH State-of-the-Science Conference Statement on Multivitamin/Mineral Supplements and Chronic
Disease Prevention. Ann Intern Med. 2006; 145:364-371. Available at:
http://consensus.nih.gov/2006/MVMFINAL 080106.pdf (accessed November 30, 2007). (Attachment 11)

* Food and Nutrition Board, Institute of Medicine: Dietary Reference Intakes for Vitamin C, Vitamin E,
Selenium, and Carotenoids. National Academy Press, Washington D.C. 2001, page 371. (Attachment 111)

® http://www.eatwell.gov.uk/healthydiet/nutritionessentials/vitaminsandminerals/betacarotene/ (accessed
November 30, 2007). (Attachment 1V)

® Virtamo J, Pietinen P, Huttunen JK, Korhonen P, Malila N, Virtanen MJ, Albanes D, Taylor PR, Albert P;
ATBC Study Group. Incidence of cancer and mortality following alpha-tocopherol and beta-carotene
supplementation: a post-intervention follow-up. JAMA. 2003 Jul 23;290(4):476-85.


http://consensus.nih.gov/2006/MVMFINAL080106.pdf
http://www.eatwell.gov.uk/healthydiet/nutritionessentials/vitaminsandminerals/betacarotene/

e The U.S. Beta-Carotene and Retinol Efficacy Trial (CARET) randomized 18,314
men and women with a history of smoking or asbestos exposure to a combination
of 30 mg of beta-carotene and 25,000 1U of retinol (vitamin A) or a placebo. This
trial was stopped 21 months earlier than planned because those supplemented
with beta-carotene and retinol had a 28% increased risk of developing lung cancer
and a 17% increased risk of death from all causes. A follow-up study six years
later (after cessation of taking the supplements) found that the incidence of lung
cancer was still 12 percent greater in the beta-carotene and vitamin A group,
although that was not statistically significant.’

Products containing large amounts of synthetic beta-carotene are readily
available. National brands include:

Nature Made Beta-Carotene (25,000 1U)
Nature’s Bounty Beta-Carotene (25,000 1U)
Source Naturals Beta-Carotene (25,000 1U)
Now Foods Beta-Carotene (25,000 1U)
KAL Beta-Carotene (25,000 1U)

Vitamin Shoppe Beta-Carotene (25,000 1U)
Schiff Beta-Carotene (25,000 1U)

GNC Beta-Carotene 15 (25,000 1U)®

All of those products contain 25,000 1U or 15 mg of synthetic beta-carotene (see
Attachment V). The ATBC and CARET studies tested 20 mg and 30 mg a day,
respectively, dosages only slightly higher than what’s found in those supplements,
leaving little or no margin of safety. However, it is not known what level of synthetic
beta-carotene is safe for smokers. That may be why the UK’s Food Standards Agency
advises smokers not to take any beta-carotene supplements. (Normally, when food
additives and other chemicals are regulated, a ten-fold or greater safety margin is
included if limits are set).

1. Supplements with High-levels of Synthetic Beta-Carotene are Adulterated
Unless Their Labels Bear a Warning to Smokers.

Dietary supplements are adulterated if they present a “significant or unreasonable
risk of illness or injury”” under ordinary conditions of use, if no conditions of use are
suggested or recommended.® Given that an NIH panel and other authoritative health

" Goodman GE, Thornquist MD, Balmes J, Cullen MR, Meyskens FL Jr, Omenn GS, Valanis B, Williams
JH Jr. The Beta-Carotene and Retinol Efficacy Trial: incidence of lung cancer and cardiovascular disease
mortality during 6-year follow-up after stopping beta-carotene and retinol supplements. J Natl Cancer Inst.
2004 Dec 1;96(23):1743-50.

8 Attachment V.

9 EDCA § 402(f)(1)(A)(i) and (ii), 21 U.S.C. § 342(F)(1)(A)(i) and (ii).



bodies have concluded that there is no evidence to recommend beta-carotene supplements
for the general public and strong evidence to recommend against its use in smokers, the
risks outweigh the benefits.’® Therefore, without an appropriate warning to smokers,
high-dosage beta-carotene supplements are adulterated.

Because there is no evidence available establishing what level of beta-carotene
supplementation is safe in smokers, we suggest that this warning be required on any
products containing more than the Daily Value of 5,000 IU or 3 mg.

I11.  Supplements with High-levels of Synthetic Beta-Carotene are Misbranded
Unless they Bear a Warning to Smokers.

Under the FDCA, a food (including dietary supplements) is “misbranded” if its
label is “false or misleading in any particular.”** Congress provided that, in determining
whether a product is misbranded because of misleading labeling, it is necessary to
evaluate whether the label “fails to reveal facts material in the light of . . . representations
[made] or material with respect to the consequences which may result from the use of the
article. . .*> Furthermore, Congress specifically encouraged the FDA to require warning
labels when appropriate.*® Thus, in the absence of a warning statement on the label, beta-
carotene products are misbranded. FDA should, therefore, take enforcement action
against products not bearing appropriate warnings.

The FDA can expeditiously take the enforcement actions we urge by issuing an
industry letter and/or publishing a notice of enforcement policy in the Federal Register,
followed up by warning letters to any company failing to comply.** We recommend the
following label notice:

U.S. FOOD AND DRUG ADMINISTRATION NOTICE: High-
potency beta-carotene supplements increase the risk of lung cancer in
smokers and people who have been heavily exposed to asbestos. The FDA
advises against taking more than 5,000 IU of beta-carotene a day.

1969 Fed. Reg. 6853 (Preamble to Rule Banning Use of Ephedra) (Feb. 11, 2004).
1 FDCA § 403(a), 21 U.S.C. § 343(a).
2 EDCA § 201(n), 21 U.S.C. § 321(n).

13 See § 403(s)(2)(E) of the Act, 21 U.S.C. § 343(s)(2)(E).

14 Under its general authority, the FDA has “authority to promulgate regulations for the efficient enforcement of this
Act....” FDCA § 701(a), 21 U.S.C. § 371(a). Congress has given the FDA explicit authority to require that
manufacturers provide key additional information beyond what is already required to appear on product labels if the
additional information is necessary to prevent adulteration or misbranding. The failure to disclose the link between
beta-carotene and cancer in smokers is an omission of a material fact that renders such products adulterated and
misbranded.



When the FDA takes action, it should issue a press release to alert consumers to the
problem. If any of the companies now marketing high-potency beta-carotene
supplements, or if additional companies in the future, fail to provide a warning label on
their products, the Agency should propose rulemaking to require a warning label on
synthetic beta-carotene supplements containing more than 5,000 1U per recommended
daily dosage.

IV.  Conclusion
For the foregoing reasons we request that the FDA take enforcement action to
prevent the sale of adulterated and misbranded supplements containing high levels of

synthetic beta-carotene unless such supplements bear warnings that beta-carotene can
cause cancer in smokers.

Sincerely,

David Schardt
Senior Nutritionist

llene Ringel Heller
Senior Staff Attorney
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tube defects in offspring. Four small, short-duration
studies of folic acid, with or without vitamin B,,, to prevent
cognitive decline in older adults found no effects (19).

Three trials tested selenium supplementation to prevent
cancer. In two Chinese trials, selenium decreased liver
cancer incidence in patients at high risk because of
either a family history of liver cancer or hepatitis B
exposure status (20). The reports of these trials, however,
lack many important details. The third selenium trial was
conducted in men and women who had a history of
skin cancer (21). It found no decrease in skin cancer but
reported reductions in total deaths from cancer and in
the incidence of lung, prostate, and colorectal cancer
(outcomes the study was not designed to investigate).

Multiple studies demonstrate that calcium increases
bone mineral density in postmenopausal women but by
itself does not decrease fracture risk. Vitamin D alone
does not increase bone mineral density or decrease
fracture risk, but it does work in combination with calcium
to decrease the risk for hip and nonvertebral fractures
in postmenopausal women. Vitamin D and calcium
may increase the risk for kidney stones. The single trial
that tested the effect of calcium supplementation and
vitamin D on colorectal cancer risk found no effect,

but the doses may have been inappropriately low (22).

Few trials of individual or paired vitamins and minerals
for the prevention of chronic disease produced beneficial
effects. We found no evidence to recommend p-carotene
supplements for the general population and strong
evidence to recommend that smokers avoid f-carotene
supplementation. In combination, calcium and vitamin

D have a beneficial effect on bone mineral density and
fracture risk in postmenopausal women. On the basis
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Beta-Carotene, 25,000 1U, 250 Softgels

Super Speclala!
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- Shopping Cart Categories > Antl-Oxidants > Bata Carotensg
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0 ttems in cart firands AF > Now Foods > Now Foods, Vitaming > Now Foods, Vilaming A & U

Subtotal: $0.00 Now Foods, Beta-Carotene, 25,000 1U, 250 Softgels

* 1488 Product Code:
UPC Code:

Package Quantity:

Our price. $8.38
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of $6.61 (440

¥ Amino Acids

* Anti-Oxidants :

® Aromatherapy, Essential
Oils

* Condition-Specific
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® Enzyme Formulas
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* Homeopathy
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NOW-00312

733739003126
250 Softgels

0.22 Ibs

* Minerals )
¢ Probiotics, Acidophilus Deseription
* Sports, Fitness &
Athietic

¥ Superfoods ;
» Vitamins Gl, urinary and respiratory tracts.”
* Beauty & Bath
* Books Suggested Use
* Calcium
* Digestive Enzymes As a dietary supplement, take 1 softgel 1-2 times daily, preferably with meals.
* Discontinued Products
# Dried Fruit, Extracts

= EFA Omega 369

Suppdement Facls

Beta Carotene is converted into Vitamin A in the body. It performs antioxidant functions which regular Vitamin A does not.
Beta Carotene and Vitamin A are essential for the maintenance of healthy epithelial tissue, which is found in the eyes, skin,

(EPADHA) Supplement Facts

* Effervescent

Serving Size 1 Softgel

* Facial Care

) Amount Per Serving %DV

* Hair & Scalp
5 Herbal Teas Vitamin A (100% as Beta-Carotene) 25,0001V 500%

* Medicinal Mushrooms

Diher ingredients

“ Multi-Herbs

* Nasaf Health Soybean Oil, Gelatin, Vegetable Glycerin, Water.

“ New Products

* Nutritional Bars Contains no sugar, salt, starch, yeast, wheat, gluten, corn, milk or preservatives.

* Nuts, Seeds, Grains

“ Al
Home AboutUs  Contact  Shipping  Privacy international Suppliers  FAQ  Service Ratings » t-i‘éh{; i
http://www.iherb.com/ProductDetails.aspx?c=1&pid=1108&at=0 11/16/2007
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Vitamin L;f @Q {}m

(866) 958-8855

> Vitamins > Vitamin A > Vitamin A >

| 1 Search: Bota-Garotens 28,000 1U
By: Kal
(Product Key Word, or UPC UPC Code: 021245548324
Code. Select Brand Below)
All Brands Price: $5.19
% Shop
Categories
Brands :
Products =
# Your Basket ‘ Retail | %
Items in Basket: 0 . Form Size Price O:f Our Price Qty Buy In Cart
Subtotal: $0.00
Sofigel 50 799 35 §6.99 1 Bul
Description: Beta Carotene 25000 IU Vitamin A activity, antioxidant vitamin A
rich, dietary supplement. » Provides nutritive support for healthy
skin, bones, teeth and eyesight ¢ Beta-Carotene nutritive support
for antioxidant protection of cell membranes » Easy-to-Swallow
SoftGels ¢ High-Potency Contains no added: Yeast, Wheat, Corn,
Milk, Egg, Glutens, Sugar, Artificial Colors, Starch or
Preservatives.
Size: 50ct 25000iu Softgel
Directions: As a dietary supplement, take 1 softgel daily with a meal or a
glass of water.
Serving Size: 1 Softgel 50 Servings per container
Ingredients: Amount per serving: % Daily Value: +
Vitamin A (from 100% Beta-Carotene) 25,000 1U 500%
Key to Ingredients:
~ = Daily Value not established.
+ = Percent Daily Value is based on a 2,000 calorie diet.
1 = Values differ depending on age
+ = Values differ depending on age
Other Ingredients: Gelatin (softgel), soy oil, glycerin, vegetable oil, lecithin, beeswax
Other: See product label for more information.

http://www.vitaminlife.com/product-exec/PNAME/Beta_Carotene_25_000_IU/product i... 11/16/2007



Beta Carotene by Vitamin Shoppe - VitaminShoppe.com

Be sure to select Super Savel

Sign Up for Ema
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SEARCH w»

Vitamin Shoppe Our’Price:
Beta Carotene

300 Softgels $17.59
Strength: 25000IU '
Serving Size: 1

VS-1073 #1037153

Availability: Ships within 24 hours.

Quantity: 1

£8.44 %
FREE SUPER SAVER SHIPPING
¥ 2017.92 t
on orders of $99 or more. seg
details
Read Product Information
,,}?rmt this page E-mail this page
Supplement Facts
Serving Size 1
Servings Per Container 300 Softgels
Amount Per % Daily
Serving Value
Vitamin A (As 100% Beta Carotene) 25000 IU 500%

* Daily value not established

Directions:
As a dietary supplement, take one (1) softgel daily, preferably with a meal.

Cither Dngradiends:
Soybean oil, gelatin, vegetable oil, glycerin, yellow beeswax. Contains Soy.

Does Mot Contain
Yeast, Wheat, Salt, Dairy, Citrus, Fish, Preservatives, Artifcial Colors or Flavors
Added.

Warnings:
STORE IN A COOL, DRY PLACE. KEEP OUT OF REACH OF CHILDREN. TAMPER

Customers who bought this
product aiso bought...

E-400Iu
V5-1026
300 Softgels

Our Price:
$25.79

B-Complex 100 Caps

VS5-1055
300 Capsules

Qur Price:
$32.59

Flax Seed Ol Certified
Organic
- VS-1228

300 Softgels

Qur Price:
$18.99

Also Available In:

Beta Carotene (2500071 - 100
Softgels

More Beta Carotene products

http://www.vitaminshoppe.com/store/en/browse/sku_detail jsp?id=VS-1073 11/16/2007



Beta-Carotene by Schiff Products - VitaminShoppe.com Page 1 of 2

FREE ¢
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SEARCH

Schiff Products

Beta-Carotene List Price $10.59 More Beta Carotene products
90 Softgels Sale Price

Strength: 250001U $9.53

Serving Size: 1 - More products from Schiff
SB-1039 #1113084 Quantity: 1 Products

Availability: Ships within 24 hours.

» Read about Beta Carotens
in our Health Guides

FREE SUPER SAVER SHIPPING

on orders of $99 or more. see £4.57t
details ¥ 1093.28 t

Read Product Information

% Print this page ' E-mail this page

Supplement Facts
Serving Size 1
Servings Per Container 90 Softgels

Amount Per % Daily
Serving Value
Vitamin A (100% As Beta Carotene) 25000 1U 500%

* Daily value not established

Diractions:
As a dietary supplement, take one (1) softgel daily.

Sxther Ingrediends:
Carrot Oil and softgel (soybean oil, gelatin and glycerin) and purified water.

Drons Mot Contain:
Added sugar (sucrose, fructose, lactose), salt (sodium chloride), yeast, wheat,
gluten, milk, preservatives, artificial colors or flavors. '

Warnings:
This product is not intended to diagnose, treat, cure or prevent any disease.

http://www.vitaminshoppe.com/store/en/browse/sku_detail jsp?id=SB-1039 11/16/2007
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GNC Beta- Carotene 15 We Alse Recomumend

$13‘99

- Beta-Carotene © $11.19 Details
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GNC Women's Ultra
Mega® without iron
and iodine

. Multivitamin

4§31, 99

+ Details

Be BUY NOW! MO PAYMENTS FOR 95 DAYE
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As a dietary supplement, take one capsule daily. GNC Women's Ultra
Mega® Bone Density

Supplement Facts Multivitamin

Serving Size 1 soft gel capsules E 4 $14.§9 -

Bervings Per Container 360 $26.99

Amgunt Per Sarving Yo DY + Details

Yitamin & (100% as beta-Carctene) ZRGOO.GO T BD0%

Other Ingredients: Soybean Oil, Glycerin, Gelatin, Partially Hydrogenated Corn
Oit

No Sugar, No Starch, No Artificial Color, No Artificial Flavors, No Preservatives,
Sodium Free, No Wheat, No Gluten, No Dairy, Yeast Free

Storage Instructions: Store ina cool dry place.

Warning: After opening, keep tightly closed in refrigerator or other cooi place.

GHC-470G ¢ Contact Terms & Conditions Privacy Statement About GNC Investor Rala

Affliges

i
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