
DEPARTMENT OF HEALTH & HUMAN SERVICES
FOOD AND DKL’G ADMINISTRATION

Public Health Service

Date

From

. OCT - I I999 .: ,,..I i .,“ ‘,‘, J I ./” 3 ~ .ii : ,: .i *’
Senior Regulatory Scientist, Regulatory Branch, Division of Programs & Enforcement Policy
(DPEP), Office of Special Nutritionals, HFS-456

Subject 75-day  Premarket Notification for New Dietary Ingredient

TO Dockets Management Branch, HFA-305

Memorandum

New Dietary Ingredients:
Firm:
Date Received by FDA:
90-day Date:

Huperzine A
Solgar Vitamin and Herb
September 30, 1999
December 28, 1999

In accordance with the requirements of section 413(a)(2) of the Federal Food, Drug, and
Cosmetic Act, the attached 75-day  premarket notification for the aforementioned new dietary
ingredient should be placed on public display in docket number 95S-03  16 after December 28,
1999.

kzp-ly-
Robert J. M ore, Ph.D.



DEPARTMENT  OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Washington, DC 20204

OCT - I 1999 .- ,_P. __ . .: -

Ms. Karla LaSasso
International Registration Coordinator
Solgar Vitamin and Herb
500 Willow Tree Road
Leonia, New Jersey 07605

Dear Ms. LaSasso:

This is to notify you that your submission pursuant to section 413(a)(2) of the Federal Food,
Drug, and Cosmetic Act (the Act) dated September 28, 1999, concerning the marketing of a
substance that you assert is a new dietary ingredient (i.e., Huperzine A) was received by the
Food and Drug Administration (FDA) on September 30, 1999. Your submission will be kept
confidential for 90 days from the date of receipt, and after December 28, 1999, your
submission will be placed on public display at Dockets Management Branch (Docket No.
953-03 16). Commercial and confidential information in the notification will not be made
available to the public.

Please contact us if you have questions concerning this matter.

Division of Programs and Enforcement Policy
Office of Special Nutritionals
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SOLGAR  VITAMIN AND HERB
W O R L D  H E A D Q U A R T E R S
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September 28, 1999

Office of Special Nutritionals (HFS-450)
Center for Food Safety and Applied Nutrition
FOOD AND DRUG ADMINISTRATION
200 C Street, S.W.
Washington, D.C. 20204

RE: Premarket Notification For A New Dietary Ingredient

Dear Sir/Madam:

In compliance with Dietary Supplement Health and Education Act of 1994,
Solgar Vitamin and Herb hereby makes its official Premarket Notification for a
new Dietary Ingredient, Huperzine A. Accordingly, enclosed please find two (2)
copies of this Notification.

Please be advised as follows:
I. The name and address of the manufacturer is:

Solgar Vitamin and Herb
500 Willow Tree Road
Leonia, New Jersey 07605 USA

2. The name of the new Dietary Ingredient is:
Hupenine A

3. A description of the dietary supplement:
Dietary supplement Huperzine A is the alkaloid
compound extracted from the herb Huperzia serrata
present in tablet form.

(a) the level of the new dietary ingredient is:
50 mcg per tablet

(b) the conditions of use suggested on the label are:
Suggested Use: As a dietary supplement
for adults, one (1) to four (4) tablets daily,
preferably at mealtimes, or as directed by
a healthcare provider.
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September 28, 1999
Page Two

Enclosed please find documentation that establishes this dietary ingredient,
Huperzine A, when used under the conditions suggested on the label, will
reasonably be expected to be safe. This documentation includes a Certificate of
Analysis, toxicity information, review articles and efficacy studies. Additionally,
in support of this Notification, Solgar includes by reference correspondence dated
August 25, 1997 from John P. Troup, Ph.D., Vice President Scientific Affairs of
GENERAL NUTRITION CENTER (GNC) and the supporting documentation
annexed thereto. In addition, reference is made to correspondence from James
Tanner, Ph.D. of the Office of Special Nutritionals responding to said letter.

Thank you for your time and attention to this matter. If you have any
questions or comments, please do not hesitate to contact the undersigned.

Very truly yours,
SOLGAR VITAMIN AND HERB

+!iaL~&.~>

Karla LaSasso
International Registration Coordinator

Enclosure

Certified Mail - Return Receipt Requested (PO35906605)





CERTIFICATE OF ANALYSIS
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TOXICITY INFORMATION



-.,-From:  James K. I-rance  IO: L;afl  bXmano

E

WILHE RESOURCES
Phone: (800) 779-5545 15036 U? 106th Street, Lenexa,  KS 66215 FAX: (913) 438-5544

Date: Wednesday, July 29,199s Pages: 1

To: Carl German0
Solgar Vitamin & Herb Co. Inc.
Fax: 201-944-7351

From: Jim France
Wilke Resources, Inc.
Fax: 438-5554

Subject: Huperzine A Toxicity Information

Our Chinese pharmaceutical manufacturer of the natural extract, Hupenine A, has provided us with
the following results of inhouse animal toxicity testing for this product:

Acute tests showed that Hup A will cause ChE inhibition poisoning if it is taken a at
very high dosage by mouse, rat, rabbit and dog. In mice, the LD50 (ig) = 5.2 mg/kg ,

LD50 (iv) 1 = O-63 w/kg, and LD50 tip) = 1. 8 mgkg whije  in rats the LD50 (ig)
=25.9  mg/kg, LD50 (iv) = 2.55 mg/kg, and LD50 (ip) = 5 mg/kg. The toxicity of
HupA, however, is much lower than Physostigmine. In mice via IP testing, the
treatment index (LD50/EDso)  is 23.1 for Hup A , 8.6 for Neostigmine, and 3.8 fop
Physostigmine. In rats via IV testing, the treatment index is 72.9 for HupA, 34.0 for
Neostigmine, and 7.2 for Physostigmine.

In a subacute toxicity test, two dosages were used to treat dogs - 0.3 mg/kg and 0.6
mglkg. After a period of 180 consecutive days of Hup A treatments, no clear side
effects were found in any of the treated animals. The dosage used in this test was 45
times higher than the recommended clinical dosage. Other toxicity tests were aiso
conducted, including mutagenic and teratogenical tests, with no effects found.
Therefore, Huperzine A is a safe and very effective new herbal extract.

While we find the above results to be indicative of Huperzine A’s safety, we are asking the
manufacturer to expand on the statement that “no clear side effects were found.” Specifically, we are
asking how this was determined and what tests if any were done on the liver, kidney, and heart to
support this statement.

It is also important to note that the above refers to the natural herbal extract, (-)Hupenine  A in its
98% plus purity form. Lower percent extracts will potentially contain additional plant chemicals that
may or may not be toxic. In addition, this information does not relate to any synthetically prepared
form of huperzine A which differs dramatically in reduced efficacy compared to the natural extract.

If you have any questions, please don’t hesitate to call Jim France at (800) 779-5545.
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WZWKE RESOURCES
15036 W. 106th She!, Lenera KS 662IS

P. 1

Date: Monday, July 20,1998

To: Carl German0
Solgar  Vitamin & Herb Co. Inc
Phone: 201-944-2311
Fax: 201-944-7351

From: Jim France
WiIke Resources, Inc.
Phone: 913-432L5544
Fax: 438-5554

Pages: 1

Subject: Huperzine-A  (98%)

Wii Resources has developed sourcing for a high purity (98%) Huperxine-A  which  i: soa alkaloid
extracted from herb Hupeti serrata  HuperxheA has demonstrated an excellent potential fbr memory
enhancement  as related to Benign Senescent Amnesia aud, more importautIy, Alzheimer’s Disease.

Akheimer’s  disease is believed to be attributed to aging and, as the population lives longer, it is becoming
a common ailment among the elderly. Ten percent of the US population hetweeu the ages of 80 and 85
reportedly suffer from Alzheimer’s with the percentage  increasing to 25% for those over 85 years of age.
AIzheimer’s  is a’ chronic and progressively degenerative neurological disorder characterized by dementia and
Jehavioral  symptoms that severely reduces the quality  of life of both the victim and the immediate family.

It has been shown that a severe deficiency of choline acetyl transferase  and a decrease in the synthesis of
acetylcholine  represent the most prominent aeurochemical  changes that occur with Akheimer’s. The
concentration ‘of acetylcholine, however, can be increased by inhibiting the reduction of the enzyme
acetylcholinesterase  (AChE), thus relieving certain symptoms such as cognition. A number of such inhibitors
have been developed and two of which, tacriue (Cogues)  nd doneperil  (E2020;  Aricept) are FDA approved
for the symptomatic treatment of mild-to-moderate Akbeimer’s diise in the US.

Research in China has revealed that Huperzine-A is a potent reversible inhibitor  of AChE. Further
studies at Weizmann Institute of Sciences in Rehovat;  Israel and Gerogetown University in Wa&iugton
suggest that Huperxiue-A is even more potent that either tacrine or donepexil.  As reported in the Journal of
the American Medical Association on March 12, 1997, Hupexzine-A  appears to be more selective and
possibly less  toxic that either of the FDA approved drugs. Compared to tacrine and donepezil, Hupenioe-A
has a longer half-life aud the AChE-HupA  complex has a slower rate of dissociation, which may make it a
more efIective  therapeutic agent.

Reports from China, where an estimated lOO,OOO people have been treated with HuperxincA,  further
support the contention that the extract has low toxicity. In fact, since the herb is a traditional Chinese
medication and used for generations, it may be reasonably believed to be safe without excessive application
and marketed as a dietary supplement under DSHEA.

Huperzinc-A is available via Wilke Resources from the original Chinese pharmaceutical manufacturer in
powder form with a minimum purity of 98Oh. The literature reports that the effective daily dosage for the
98% pure product to be in the 100 to 200 microgram range. Based on a delivered selliig  price of US%750.00
per gram, the ingredient cost for a single individual’s one month’s supply wouId  range from S2.25 to S&SO.
This could easily translate into a retail price of St5 to S3O for one month’s supply. The current prescription
pricing for one month’s supply of donepezil  and tacrine is around $100 and S117-S234  respectively.

Huperzine-A (98Oh)  is priced as foUows:  (1) l-9 grams - S75O/gram;  (2) 10 to 99 grams = 37OO/gram;
and 1OO grams or more = S65O/gram  (priciug includes air freight; all applicable duties aud taxes are the
responsibility of the buyer). Payment must be ma& in advance of shipment with the understanding that the
customer can  return a given order within 10 days of receipt for a full refund. AlI shipments are by air aud
are fully insured. Additional information is being sent via FEDEX. If you have any questions, please call Jim
France at (800)  779-5545  for more informatiou.
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This document contains copyrighted material which maybe
viewed at:

DOCKETS MANAGEMENT BRANCH
FOOD AND DRUG ADMINISTRATION

5630 FISHERS LANE, ROOM 1061
ROCKVILLE, MD 20852


