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| i{c' ' JEPARTMENT OF HEALTH & HUMAN SERVICES . publicHealth Servics
i . : .
Food end
Orug Administagon
JAN. 9 1997 .
Mr. Fu Sheng Jin
Chinese Herb Center, Inc.
2025 I Street NW, Suite 507
Washington, DC 20006
Dear Mr. Jin:

This is in response to your letter of November 5, 1996 to Dr. Elizabeth Yetley at the Food
and Drug Administration (FDA). Your letter is in reference to a dietary supplergent-
product, “Hawthom Capsules.” :

Your letter requested a “certificate of free sale” that you interpret to mean “permission to
import to the United States of America.” A “certificate of free sale” is not required for a
product to be imported into the United States. Certificates of free sale are issued for
products produced in the United States that are to be exported for sale in other countries.

- Dietary supplements (except for their ingredients that are not dietary ingredients or that
are color additives) do not require premarket review or approval from FDA before they
can be imported for sale in the United States.

Your letter also appears to be intended to constitute the notification required by section
413(a)(2) of the Federal Food, Drug, and Cosmetic Act (the act). A notification under
section 413(a)(2) of the act is only required if you intend to market a “new dietary
ingredient.” A “new dietary ingredient” is defined in section 413(c) of the act as a
“dietary ingredient that was not marketed in the United States before October 15, 1994
and does not include any dietary ingredient which was marketed in the United States
before October 15, 1994.” Your letter indicates that this product was marketed in the -
United States before October 15, 1994. If this is true, a notification under section
413(a)(2) of the act is not required for this product. .
Your letter further appears to be the notification required by section 403(r)}(6) omée act
notifying the agency that you intend to make a statement of nutritional support for
Hawthorn Capsules. The label for your product, “Hawthorn (Shan Zha) Cholest-Down”
shows that you are making the following statement for this product.

“May help to decrease Cholesterol and Triglyceride.”
This claim does not come within the coverage of section 403(r)(6) of the act. We would

point out the section 403(r)(6) of the att makes clear that a statement included in labeling
under the authority of that section may not claim to diagnose, mitigate, treat, cure, or
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Page 2 - Mr. Fu Sheng Jin

prevent a specific disease or class of diseases. The statement that you are making for this
product suggests that it is intended to prevent, treat, or mitigate heart disease, in that it
claims that it “may help to decrease cholesterol and triglycerides.”

- A product that claims to “help decrease cholesterol and triglycerides,” but is not used in
the context of dietary management, is a drug within the meaning of section 201(g)(1}B)
of the act, and is subject to regulation under the drug provisions of the act. If you intend
to make a claim of this nature, you should contact FDA’s Center for Drug Evaluation and
Research (CDER), Office of Compliance, HFD-310, 7520 Standish Place, Rockville,
Maryland 20855.

Please contact us if we may be of further assistance.

Sincerely yours,

James Tanner, Ph.D.
Acting Director,
.Division of Programs and
Enforcement Policy
Office of Special Nutritionals
Center for Food Safety
and Applied Nutrition

Copies:
FDA, Center for Drug Evaluatlon and Research, Office of Compliance, HFD-300
FDA, Baltimore District Office, Office of Compliance, HFR-MA200

FDA, Office of the Associate Commissioner for Regulatory Affairs, Office of
Enforcement, HFC-200

ey’

Al



Nov,5.1996

Mr. Fu Sheng Jin

Chinese Herb Ceater, Inc.
2025 I Street NW Suite 507
Washington DC 20006

Tel: (202)775-1108

Dr. Elizabeth Yetley
Office of Spécial Nutrition
HFS-450

200 C Street, S. W. _—
Washington, D. C. 20204 1

Dear Dr. Elizabeth Yetley:

According to * Dietary Supplement Health and Education Act of 1994" Public Law 103-417, Now

I write a petitioner about hawthorn capsule (dietary supplement) to notice of structure/ function class
for 30 days post-market. Also I want to get “certificate of free sale “permission to import to the
United States of America .Although it has been delivered to the United State of America before
October 15,1994, we need to revise the™ hawthorn capsules * labehngagam.

Hawthorn Capsules
Manufactured by Sanming Pharmaceutical factory, Fujing, China

. Distﬁb‘uted by Chinese Herb Center, Inc.

I included following data for hawthomn capsule for you check it, If you have any questlons, Plase tell
me or write a letter to above addrws _

Sincerely Yours

Manager Mr. Fu Sheng Jin é
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A petitioner to FDA about Hawthorn capsule
A. Identity; Composition; Physical, Chemical and Organoleptic Characteristics

1. Name of Dictary supplemeat
a. Chemical pame; Cratacgus Pinnatifida Bge
b. Common name: Hawthorn Berry extract powder
¢. CAS registry number; not availabie

2, Chemical identity:
a. Structure formula: not available
b. Molecular weight: not available
¢. Molecular formula: not available

3. Organolcptic properties:
a. Appearance: powder
b. Color; brown
¢. Taste: not sour

4. Physical and Chemical properties:
a. pH:ND :
b. Melting point: ND
c. Water content: 1.3%
d. Solubility: soluble in alcohol and in water.

e. Specifications:

Hawthom extract is manufactured by Sanming Pharmaceutical factory. They sent 30 samples of hawthorn
extract powder (the batch nmumber 940105) for analysis, and-they received the certification from the
DepanmauofEmmnmemﬂHalm,FufmCmmmmgcdmammredpaapsdcmhsed
below.
(1) Content:
() Nutrition facts:

Serving size-1 capsule (contains 125 mg); Servapercapsulc

Amount per serving

Calories 0.6 Calories from fat 0.2

% Daily value*
0.04%

0.04%
0.03%
0.003%
0.02% .

Hawthom Extract Powder Capsule Petitioner )
Chinese Herb Center, Inc. 2025 Eye Street, NW Suite 507, Washington DC 20006
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(¢) Average amount of impurities, toxins and pesticides in oune of 30 sample of the Hawthorn extract
powder -

Arseaic (As)
Cadmium (Cd)
Mercury (Hg)
Nitrite )
Nitrate gy -
() Other toxias
Aflatoxia B1<Sppb

Myeotoxin. Nottobefoundmthc%mmplsofhamhomamaapowdcr
(@ No contaminated pesticides such as 666 and DDT in 30 sample of the hawthorn extract powder.
The amount of impurities and toxins and pesticides measured are lower than that specified in the FDA standard
(?) Compoaeats:

mhawthomadmpowdacommnsaataegohcaadandsomeﬂavorqmwpencaad.
and unsaturated fat acid such as oleanolic acid, and linoleic acid.

Method of measurement used in above tests:
1. Total Carbohydrate is measured by Ferriecyanide reduction method, method 939.03.
2. Protein is measured by Kjeldahl method, method 955.04D.
3. Total fat is measure by cther extraction method, method 960.39.
4. Other metals in hawthorn extract powder (plant) are measured by following methods:
Sodium, Phosphorus, Calcium (method 980.03)
Iron (method 975.03)
Magnesium (method 975.03)
Zinc (method 975.03) : I
Potassium (method 985.35) » g
Copper (method 975.03), A
Cadmium, Lead, and Mercury are measured by atomic absorption spectrophotometric method. -
Iodine is measured by bromide oxidation method.
Arsenic is measured by Silver salt methods.
Vitamin A, Vitamin E, Vitamin D, Vitamin B6, Vitamin B2, Vitamin B12, Niacin, Pantothenic
acid, and Folic acid are measured by high pressure liquid chromatographic method.
9. Carotene is measured by Spectrophotometric method. (method 941.15) ‘-
10. Vitamin C is measured by 2,6-dichloroindophenol Titrimetric method. (method 967.21)
11. Nitrite is measured by naphthalene hydrochloric acid diamino ethylene method.
12. Nitrate is measured by cadmium-platinum reduction method.
13. Aflatoxin Bl is measured by thin layer chromatographic method
14. 666, DDT, and organic phosphorus are measured by gas chromatographic method



All data have beea certified by the Department of Public Health, FuJian Medical University.
Al nutritional indexes of method numbers have boen referenced from * the methods of analysis for nutrition labeling *
1993 by AOAC INTERNATIONAL.
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B. Intended use; projected average daily intake of hawthorn; proposed labeling

L. Amount of hawthorn extract proposed for use in the United States
Projected marketing figures for hawthorn have not been determined at this time.

2. Intended usage

Hamhommetmpaﬂexsmtmdedforuscasadncmysupplcmenttohdplowsemmdlolmol

and triglyceride. .

3. Calculation of expected Intake and dally consumption of hawthorn cxtract powder:
From information givea by Sanming Pharmaceutical factory, the capsule is to be taken three times
a day, one capsule each time. Each capsule weights 120 mg, and this projects a daily consumption
of 360mg aud yearly consumption of 131.0 g for an adult.

4. Labeling

Recontmended wse
Take | capstles afier meal 3 times
a day.

INGREDIENTS:

Each capsde contsins 120 mg
hawthora extract powder.

Store st a coal & dcy location

No actificisl color, flzvors or
preservatives wre  mdded. No
aldiftves, Jllers, of krradistcd
Hechs arc wsed.

' Patont No. 87167580 1
wm

lﬂllllll!lﬁllﬂﬂllﬂlllll

~100% Natural Chinese Herbs

Hawthorn (Shan Zha) Cholest-Down

May help to decrease Cholesterol and Triglyceride*
' 100 Caps (120 mg each)
Manufactured by Sanmmg Pharmaceutical factory, Fujian, China
. Distritmted by Chinese Herb Products, Inc.
2025 Eye Street, NW Suite 507, Washiiigton, DC 20006

Like all patuyal geaerated pmducts, appesrance may vary from batch to batch,
*"This statement has oot been evaluated by the Food and Administration. This

pmdnctunmintmdedtodugnose.nui,aue,orpmwtmydbnsc.“

C. The Method and result of intended Effcct
32 patients presents hyperdipemia with average serum cholesterol greater than 6.2mmol/L and triglyceride greater than
1.84 inmol/L. Two measurements were taking during an one month trial period. Results are listed below:

32 patients with hyperlipemia before and after administrating hawthorn
Item Total Serur Cholesterol ' Serum Triglyceride
n=32 ) n=32
P value p<0.001 n<0.01
Before After Before . § After
X+i-S 6.24/-05 0.597+/-1.0 1.84+/-0.4 gsw- 1.4
=3
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Chart#1 Effect of Hawthorn Extract on lowering fipid chart *

' ‘[Effects of Hawthorn extract on lowering ﬁpiﬂ
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htmdedcﬁ'eawas&aabﬁshedbyabovcmmultspafomcdbymémamxfaaum. For the control group, there is no
significant difference in blood cholesterol and triglyceride before and afier the treatment, *Above data has not been
evaluated by the Food and Drug Administration now.
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K.’ Safety investigations (toxicological studies)

L Overall toxicity:

As cdrly as the 16th century, the most famous Chinese pharmacist, Shi Zhen Li, used hawthom berry to treat patients
for “food stagnancy and blood stasis," ailment caused by excessive dictary fat. This treatment has been kept till today
and its efficacy is further improved by modem scientific studics. (See chart #1 and refereace). Hawthom berry
(Cratacgus pinnatifida) is a wild, fruit-bearing trec growing in China, England and North America. Its berry with a
sour and sweet tastes is considered to be both a fruit and a herb. Eating raw hawthorn berries has an obvious
disadvantage, the most notable is its acidity which causes stomach up-set. Now Sanming hawthorn extract is
manufactured with an unique process that preserves and concentrates the richest cratacgolic acid of fresh hawthorn
berry. Already there are over millions people in the world taking Sanming hawthom extract every day. Also Sanming
mmemmmJMMMSWMQMMMMW
and people's responses to this product have been extraordinary due to its effectiveness and safety. Also it has been -
delivered to the United States of America before October 15,1994, Therefore it is considered as GRAS. .

According to reports based on research experiments using 5% slcohol extracts derived from two hundred selected
varicties of commonly used medicinal herbs, when said extracts were forced to male white mice using the Linchofield
and Wilcoxon method in order to determine the LD 50 of cach herd, the conclusive results showed that the average
LDSOwasZ,OOO—SOOOmﬂxgmms,mththccxoepﬂonofmeadxxAmnmuKuscnmﬁixandS!mcnStchhm Thus,
fwmoammmﬂyusedmcdianﬂher&aﬁfmh;ﬁcmfedo&gemfmﬂmbe:daﬁvdyhghforaperson
weighting 50 kilograms, LD 50 was approximately 250 grams; when take in normal dosage, most medicinal herbs have
almost no toxicity(see reference 5). Thcreoommendodmgcforhawthommraawﬂmgpudaythmdmgedocs

not present any safety concerns.

2. Acute toxicity test for Hawthorn Extract Capsule

Animal species: Little white mice, Kun ming species of average weight 18-20g, is supplied by Fulian Epidemic
Prevention Station. (license No. 94001, Certification by Min Medical animal Ceater, FuJian, China). The acute toxicity
mwmmwwmmmlowwymdwm&nmmm&mﬂMWE
No. 94005.

The acute toxicity experiment proved that one time ingestion of Hawthorn extract can not induce LD50 in mice. In the
second part of experiment, 20 white mice are divided two groups: 10 male and 10 female. They made with 20%
Hawthom extract solution (the maximum possible conceatration). The amotint of ingestion is calculated from 20% of
0.5ml/10g body weight every four hour for three times a day. For example, Mice body weight is 20g, each mice
received 0.6g hawthorn one day. After observing for 7 days, no toxicity reaction and deaths occurred at this maximum
dosage level. Above test shows that maximum daily dosage of 30g/kg of body weight/day in mice can be sustained for
an extended period. The dosages used in the toxicity studies are equivalent to 4167 times of clinic dosage (0.36g/day)in

'3. Long Term Toxicity Test for Hawthorn Extract

Animal species: big white mice (SD strain) used in the test are supplied by Sino-Britain Joint™ Shanghai
SIPPR/BK lid. Animal are 7 weeks old, male mice weight 82+7g , female mice weight 84+7g All mif£ are divided into
threc groups: nmegative, high dose, low dose, and males and females are distributed in each group.
Administrating method, dosage, and volume ingested for 60 days are listed in following table. '

3 Low Dosage

We fed mice according to above table every afteriioon for 60 days. There were no toxic reactions and abnormality
occurred in hematology (such as RBC count, reticular cells count, WBC count, Hb, platelet count and blood clot time);
There were no abnormal blood biochemical index (such as serum in AST, ALT, ALP, BUN, urea, total protein,
Glucose, Total cholesterol); and there were no pathological damage occurred in the body organs by pathologist,
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mmmmmmmmmemmmm
lymph node, etc. The high dosage group (big white mice) token hawthom powder is 486 times high than the clinic
dosage. The results of this study combined with the result of acute toxicity study proved the short term and long term
ufuydhmﬂmmmAnawmmmpmmbymeNcmengmmlogalSmdy&mdme
sanitation School. Tbar license mumber is 94005.

No oontammated pwtlada such as 666 and DDT in 30 samplc of hawthorn extract powder.

qy -
S. Microbiological examination of hawthorn extract powder:
Saomiag Pharmaceutical factory scat 30 samples of hawthorn extract powder to New Drug Pharmacological Study
Center of FuJian sanitation School for analysis and examination. Thcymcuvedﬁollowmgavaagcmhsmoncofm
mmplsofhzwﬂwmexn'actpowder

P I G T T L UL e o b {12
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sV Tycavhraiarathinostes LIS —;ﬁb—l( = ._‘ uu(u—u._iy._c h

— Not growin inthcenlme.

- ‘ YHELL ‘F'Q‘l Vitt

*mewmmammmmmmmmmm
Slaphylocoowsautws.and KF Streptococcus.

Reference:

1. Jamwes F. Balch, MD et al: 'mempﬂonfornmnﬂonalh&hng‘ppﬁ Avery publishing group Inc. 1990

2. Jethro Kloss: "Back to Eden* pp 155-156. Back family books publishing Co. 1988 -~

3. Lavon J. Dunne: "Nutrition Almane” pp 233-234 Nutrition Search Inc. 1990 .

4. JD Chen et al Hawthorn (Shann Zha) drink and its lowering effect on blood lipid levels in rats. 1995
5. Dr. William Chang: * Reference guide of commonly used herbal formilas®.1989. . Ef
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F. Proposed tol&anws
No tolerances are required to insure the safety of hawthorn because of its non-toxic nature,

G. Environmental Assessment
1. Date: November 5, 1996
2. Name of Petmoner' Chinese herb Center, Inc.

Addretsofl’etmona*

2025 Eye Strect, NW Suite 507
‘Washington DC 20006

Tel: (202)775-1108 ]

g e,

4. Introduction of hawthorn berry extract into Environment

The hawthorn powder extract capsule is manufactured in China for importation into the United States. It is consumed
in small quantities in houscholds across the country, under no circumstances this capsule will cause any eavironmental
pollution when discarded by consumer. The capsule is packaged in transparent gelatin capsule, and there are no direct
or indirect additives or irradiated herbs used in hawthorn extract powder. The amount of hawthorn extract consumed or
discarded in any one area will generate no toxicity and will have no impact on the local waste treatment system.

The hawthomn extract powder capsule is manufactured in China. The manufacture states that their manufacturing
process does not result in the emission of any pollutants of concern, and the process does-no harm to the eavironment.
The manufacturing process is carried out in conformance with all Chinese laws covering eavironmental safety, and

patent number for this product granted by the Chinese government is 87107890.1.

12



. Distributed by Chinese Herb Center, Inc. 2025 I St., NW #507 Washington, DC 20006 Tel: (202) 775-1108.
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" Consumer information leafiét
Smmghaw&anbmymadapadesmaﬂmqmdimmlmfordemsmgdmmd
wdmglwendawmﬁsuhghlymmdhaw&omapmlqymmemoyauﬁcbmeﬁmofwhoh
hawthornbatywxﬂmztsourtaste
Hawthomn berry history
As early as the 16th century, the mostﬁmousﬁ:meeephamzaast,ththh,usedhawﬂ:ombaryto
treat patieats for “food stagnancy and blood stasis®, ailmeat cansed by excessive dietary fat. This treatment has
been kept till today and its efficacy is further improved by modem scientific studies. (See chart and reference).
Hawthom berry (Crataegus pinnatifida) is a wild, fruit-bearing tree growing in China, England and North
America. lts berry with a sour and sweet tastes is considered to be both a fruit and a herb. Eating raw hawthom
berries has an obvious disadvantage, the most notable is its acidity which causes stomach up-set in some
people. Now Sanming hawthom extract is manufactured with an unique process that preserves and
concentrates the richest crataegin of the fresh hawthom berry. Already there are over millions people in the
world taking Sanming hawthom extrict every day. Also Sanming hawthom extract is delivered to many parts
of the world, such as Europe, Africa, America, Canada and Australia, etc., and people’s response to this
product have been extraordinary due to its effectiveness and safety.
Serving suggestion i -
Take 1 capsule three times daily with a glass of fresh water after meal. Aﬁeryouhavetakmthlspmduct

for four or six weeks, you should check serum cholesterol and triglycecides. If your serum cholesterol and

triglyceride decrease as illustrated*you may reduce to 2 capsules a day. If you develop excessive irritation,
please do not take the product before you consult with your physician or profiessional herbalist *This statement -
has not been evaluated by the Food and Drug Administration and this product is not intended to diagnose, treat,
cure, or prevent any disease. This product has been notified to FDA. Every bottle is sealed by Sanming
pharmaceutical factory for safety. Store at room temperature. Keep this dietary supplements out of the children.
This product is manufactured by Sanming Pharmaceutical Factory, Fujian, China. Fax: (598) 831-3131 and

|Eﬂ‘eas of Hawthorn extract on lowenng lxpldl

M~MORZR

Cholesterol | Triglyceride

ﬁ
Reference: --
1. Jamwes F. Balch, MD et al: "Prescription for nutritional healing" pp 54. Avery publishing group Inc. 1990

2. Jethro Kloss: "Back to Eden” pp 155-156. Back family books publishing Co. 1988

3. Lavon J. Dunne: “Nutrition Almane* pp 233-334 Nutrition Search Inc. 1990

4. I D Chen et al Hawthorn (Shann Zha) drink and its lowering effect on blood lipid levels in human and rats. 1995




PPERSHING PRODUCTS

17 Jan. 1997

James Tanner, Ph.D.

Acting Director,

Division of Programs and Enforcement Policy
Department of Health & Human Semoes (HFS-456
Food and Drug Administration

200 C Street SW

Washington DC 20204

Dear Dr. Tanner:

-

» 1
Thank you for your letter of January 9, 1997 conceming our statement regarding LDL-Lite. The product
will actually be marketed with a bookiet of recommended dietary management. We would therefore ask
that if this fact is highlighted more prominently, along with the removal of the heart symbol, would the
fabeling then be acceptable according to the relevant section of the act. '

We propose the change to the following:

*In conjunction with proper dietary management, you may reduce your cholesterol up to 15% in 4

Please be advised that we are going to change the name of the company - actually do away with
-Pershing Products and revert to operaung under the name of BioSphere technology, which is the

parent company.

Yours sincerely,
W
w 2
fan Hicks
President

Pt

Research and Development Office: 17991 Fitch e Irvine « CA 92614 « Tel: (714) 252 8191 « Fax: (714) 252 9379



