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Renjing Tu, Executive Director

Shenzhen Qianrenren Sci. & Tech. Development Co., Ltd.
203, 85 Taining Road, Shenzhen, Guangdong

P.R. China 518029

Dear Mr. Renjing:

This is to inform you that the notification, dated November 25, 2005, you submitted pursuant to 21
USC. 350b(a)(2)(section 413(a)(2) of the Federal Food, Drug, and Cosmetic Act (the Act)) was filed
by the Food and Drug Administration (FDA) on December 7, 2005. The notification concerns the
substance called “QRR-1” which you assert is a new dietary ingredient.

According to your notification, “QRR-1” will be a combination of these nine herbal ingredients which
are listed by their English names: Radix Clematidis; Radix Angelicae Pubescentis,
Rhizoma et Radix Notopterygii, - Radix Saposhnikoviae, - Radix
Gentianae Macrophyllae, Radix Angelicae Sinensis, Rhizoma Chuanxiong, —
.. Cortex Eucommiae, . Radix Achyranthis Bidentatae. The conditions of use that will be
suggested or recommended on the label are the following: “Take- capsules ————— three times
daily, after meal. Do not exceed recommended daily intake.” “The total daily intake of 'QRR-1"is

”

Under 21 USC.350b(a), the manufacturer or distributor of a dietary supplement containing a new dietary
ingredient that has not been present in the food supply as an article used for food in a form in which
the food has not been chemically altered must submit to FDA, at least 75 days before the dietary
ingredient is introduced or delivered for introduction into interstate commerce, information that is the
basis on which the manufacturer or distributor has concluded that a dietary supplement containing
such new dietary ingredient will reasonably be expected to be safe. FDA reviews this information to
determine whether it provides an adequate basis for such a conclusion. Under 21 USC.350b(a)2), there
must be a history of use or other evidence of safety establishing that the new dietary ingredient, when
used under the conditions recommended or suggested in the labeling of the dietary supplement, will
reasonably be expected to be safe. If this requirement is not met, the dietary supplement is considered
to be adulterated under 21 US.C.342(f(1)B)because there is inadequate information to provide
reasonable assurance that the new dietary mgredlent does not present a significant or unreasonable risk

“of illness or injury.




Page -2- Mr. Renjing

Your notification concerning “QRR-1” does not comply with the requirement of 21 CFR 1906 and is
incomplete. For example, the clinical study conducted with QRR-1 which you mention in your cover
letter dated November 25, 2005, is not included in your notification.

FDA is unable to determine whether the scientific studies cited in your notice provide an adequate
basis for a conclusion that the dietary supplement will reasonably be expected to be safe because the
information contained in your notice is incomplete. If you market your product without submitting a
notification that meets the requirements of 21 CFR 1906 (http:/www.cfsan.fda.gov/~Ird/cfr190-6.html),
or market your product less than 75 days after submitting such a notification, your product is
considered adulterated under 21 US.C. 342(f(1XB) as a dietary supplement that contains a new dietary
ingredient for which there is inadequate information to provide reasonable assurance that such
ingredient does not present a significant or unreasonable risk of illness or injury. Introduction of such
a product into interstate commerce is prohibited under 21 USC.331(a) and (v).

Your notification will be kept confidential for 90 days after the filing date of December 7, 2005.

After the 90-day date, the notification will be placed on public display at FDA’s Docket Management
Branch in docket number 955-0316. Prior to that date, you may wish to identify in writing specifically
what information you believe is proprietary, trade secret or otherwise confidential for FDA’s

consideration.

If you have any questions concerning this matter please contact Linda Pellicore, Ph.D., at (301) 436-2375.

Sincerely yours,

=

Susan J. Walker, M.D.
* Director
Division of Dietary Supplement Programs
Office of Nutritional Products, Labeling
and Dietary Supplements
Center for Food Safety and Applied Nutrition
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Re: Pre-marketing Notifi catlon to US FDA on the new dietary mgredlents of QRR-

Division of Standards and Labeling Regulations
Office of Nutritional Products, Labeling, and Dietary Supplements (HFS 820)
Center for Food Safety and Applied Nutrition, FDA .

5100 Paint Branch Parkway, College Park, MD, 20740-3835 it ./5 / ﬁ DH e

Telephone Number: (301) 436-2371 C T e
Nov. 25, 2005

Dear Madam and/or sir,

We hereby present you information regarding patent pending QRR-1, a new dietary supplement, which we intend

to market as a dietary supplement in US temporally under the name of QRR-1.

QRR-1 contains 9 different herbals; which all has been used alone or in combination with other herbals for -
different purposes in China and other countries for centuries. Generally each individual herbal are safe.in the
traditional use. However, there are sporadic unexpected adverse effects while overdosing or misused. The dosage
of the individual herbal in QRR-VI is weight below the recommended low end dosage by the Chinese

Pharmacopoeia 2000:

QRR-1, the combination of the 9 herbals, has been used in China for more than 20 years. There was no significant

side effect observed. In our clinical study, QRR-1 has potential to promote good health particularly on joints
' without significant side effeét, hereby mitigating the needs. for expensive chemical or biological drugs. Although
the clinical studies aimed for efficacy, in combination with the toxicity information of the individual herbals, we

conclude that QRR-1 is safe at the recommended dosage for human use.

We forward you herewith the Notification to US FDA on the new dietary supplement of QRR-1. QRR-1 will not

be market in US for 75 days-after you receive this notification.

Please contact us should you have any question regarding the enclosed Notification. . \g q
g 2

05

Sincerely yours,

‘Renjing Tu, Executive Director
Shenzhen Qianrenren Sci. & Tech: Development Co., Ltd.
203, 85 Taining Road, Shenzhen, P. R. China 518020
Email: renjing. tu@163.com '
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Pre-market Notification to US FDA on the new dietary supplement:

QRR-1

Shenzhen Qianrenren Sci. & Tech. Development Co., Ltd.

' “Nov. 25,2005
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1. The name and complete address of the manufacturer or distributor of the dietary supplement
that contains a new dietary ingredient, or of the new dietary ingredient

.

Shenzhen Qianrenren Sci. & Tech. Development Co., Ltd.
203, 85 Taining Road, Shenzhen, Guangdong

P.R. China 518020

Email: renjing_tu@163.com

2. The name of the new dietary ingredient that is the subject of the premarket notification,
including the Latin binomial name (including the author) of any herb or other botanical

Chinese Pin Yin English Name Latin Name

R Al Wei Ling Xian Radix Clematidis Clematis chinensis Osbeck
Clematis hexapetala Pall.
Clematis manshurica Rupr.
Wi Du Huo Radix Angelicae Pubescentis  Angelica pubescens Maxim. F. bisercata Shan et Yuan
IETE Qiang Huo Rhizoma et Radix?\lotopterygii Notopterygium incisum Ting ex H. T. Chang
Notopterygium forbesii Boiss.
7 1R Fang Feng Radix Saposhnikoviae Saposhnikovia divaricata (Turcz.) Schischk.
£ Qin Jiao Radix Gentianas Macrophyllac  Gentiana macrophylla Pall.
Gentiana straminea Maxim.
Gentiana crassicaulis Duthie ex Burk.

Gentiana dahurica Fisch.

HA Dang Gui Radix Angelicae Siﬁensis Angelica sinensis (Oliv:) Diels
ms Chuan Xiong Rhizoma Chuanxiong Ligusticum chuanxiong Hort.
AP Du Zhong Cortex Eucommiae Eucommia ulmoides Oliv.

B i Niu Xi Radix Achyranthis Bidentatae ~ Achyranthes bidentata Bl.

3. A description of the dietary supplement or dietary supplements that contain the new dietary
ingredient including:

(i) The level of the new dietary ingredient in the dietary supplement; and

Chinese Pin Yin English Name Dosage used Dosage recommended in
Chinese pharmacopoeia

BRW - WeilLing Xian Radix Clematidis 6-9g

bLibe Du Huo Radix Angelicae Pubescentis . 3-9¢

JEiE Qiang Huo Rhizoma et Radix Notopterygii 3-9¢

B Fang Feng ‘ Radix Saposhnikoviae 4.5-9g

%3‘1, Qin Jiao Radix Gentianae Macrophyllae . 3-9g

ELE] Dang Gui Radix Angeiica,e Sinensis 6-12g

mg Chuan Xiong Rhizoma Chuanxiong . 3-9g

iy Du Zhong ‘Conex Eucomr.niae

L3 S NiuXi Radix Achyranthis Bidentatae . T T




The total daily intake of QRR-1 is

(ii) The conditions of use recommended or suggested in the labeling of the dietary
supplement, or if no conditions of use are recommended or suggested in the labeling of the dietary
supplement, the ordinary conditions of use of the supplement;

The actual labeling is not yet defined. Following is the ordinary conditions of use of the
supplement:

Take - capsules —————— three times daily, after meal. Do not exceed recommended daily
intake. ’ .

Warning: Consult your health care professional prior to use if you have or suspect a medical

condition or are taking prescription drugs. Do not use if you are pregnant or lactating. Not for use
by individuals under the age of 18 years. ’

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

4. The history of use or other evidence of safety establishing that the dietary ingredient, when used
under the conditions recommended or suggested in the labeling of the dietary supplement, will
reasonably be expectéd to be safe, including any citation to published articles or other evidence
that is the basis on which the distributor or manufacturer of the dietary supplement that contains
the new dietary ingredient has concluded that the new dietary supplement will reasonably be
expected to be safe. Any reference to published information offered in support of the notification
shall be accompanied by reprints or photostatic copies of such references. If any part of the

material submitted is in a foreign language, it shall be accompanied by an accurate and complete
English translation;

4.1 Radix Clematidis (B RAll) -- is the dried root and rhizome of Clematis chinensis Osbeck,
Clematis hexapetala Pall. or Clematis manshuriac Rupr. (Fam. Ranunculaceae). Chemical
constituents: Anemonin, Anemonol, Coumarin, Kaempferol, Clematoside A, A’, B and C.

History of Use:

The roots were obtained from the Jiansu, Anhui, Zhejian, Shandong,‘ Sichuan, Guangdong, and
Fujian provinces of China. It was first listed in the Kai Bao Ben Cao(in year 973).

L. Route, schedules, and dose of administration
According to the Chinese Pharmacopia(2000), it is usually 6-9g.
IL. Traditional geographical areas and populations in which such use occurred.

Since it was first listed: in the Kai Bao Ben Cao(in year 973), it have been used mainly used



/////

IIT. A description of similarities and/or differences between the traditional preparation and the
proposed clinical formulation .

It has been used for arthritis in alcohol infusion and powder, but not in the current set formula.

4.2 Radix Angelicae Pubescentis (¥%) -- is the dried root and rhizome of Angelica pubescens
Maxim. F. biserrata Shan et Yuan. (Fam. Umbelliferae). It is also called Pubescent angelica
root. -Chemical - constituents: angelol, angelione, glabralactone, bergapten, osthol,
umbelliferone, scopoletin, angelic acid, tiglic acid and palmitic acid, etc.

History of Use:

The roots were obtained from the Hubei, Sichuan and Jianxi provinces of China. It was first listed
in the Shen Long Ben Cao Jing(around year 25-200).

1. Route, schedules, and dose of administration
According to the Chinese Pharmacopia(2000), it is usually 3-9g.
IL. Traditional geographical areas and populations in which such use occurred.

Since it was first listed in the Shen Long Ben Cao Jing(around year 25-200), it have been used
mainly used through out China by the Chinese population.

III. A description of similarities and/or differences between the traditional preparation and the
proposed clinical formulation

It has been used for arthritis in alcohol infusion and powder, but not in the current set formula.

4.3 Rhizoma et Radix Notopterygii (36¥% ) —is the dried stern tubers of Notopterygium incisum
Ting ex H. T. Chang and Notopterygium forbesii Boiss.

History of Use:

The 'tubcrs were collected in the Qinghai, Sichuan, Yuannan, Gansu, Hubei and Shanxi provinces
of China. It was first listed in the Yao Xing Ben Cao(around year 627-649).

I. Route, schedules, and dose of adm,inistration. '
According to the Chinese Pharmacopia(2000), it is usually 3-9g.

’ ILT radilti}onal geographical areas and populations in which such use ‘oggurred._



Since it was first listed in the Yao Xing Ben Cao(around year 627-649), it have been used mainly
used through out China by the Chinese population.

III. A description of similarities and/or differences between the traditional preparation and the
proposed clinical formulation '

It has been used for arthritis in powder, but not in the current set formula.

4.4 Radix Saposhnikoviae (B -- dried root of Saposhnikovia divaricata (Turcz.) Schischk.
(fam. Umbelliferae). Chemical  constituents: = deltoin, . 5-O-methylvisamminol,
4’-O-B-glucosyl-5-O-methylvisamminol, psoralen, bergapten, xanthotoxin, imperatorin,
cimifugin, prim-O-glucosylcimifugin, hamaudol, sec-O-glucosylhamaudol, etc.

History of Use:
The roots were obtained from the east-north of China, and inner mongulia, HeBei, Shangdong,
Henan, Shangxi, Shanxi, and Hunan provinces of China. It was first listed in the Shen Long Ben -

Cao Jing(around year 25-200).

1. Route, schedules, and dose of adminjstration
According to the Chinese Pharmacopia(2000), it is usually 4.5-9¢.

I1. Traditional geographical areas and populations in which such use occurred.

Since it was first listed in the Shen Long Ben Cao Jing(around year 25-200), it have been used
mainly used through out China by the Chinese population.

1L A description of similarities and/or differences between the traditional preparation and the
proposed clinical formulation -

It has been used for arthritis in powder, but not in the current set formula.

4.5 Radix Gentianae Macrophyllae (Z71) -- dried root of Gentiana macrophylla Pall,,

| Gentiana straminea Maxim., Gentiana crassicaulis Duthie ex Burk. and Gentiana dahurica
Fisch. (fam. Gentianacease). Chemical constituents: Gentianine, Gentianidine, gentiopicroside,
sweroside, swertiamarin, gentianal '

History of Use:
The roots were obtained from the Helongjian, Liaolin, Inner Mongulia, Hebei, Shangxi, Shanxi,

Henan, Ninxia, Gansu, Xinjiang, and Sichuan provinces of China. It was first listed in the Shen
Long Ben Cao Jing(around year 25-200). :




I. Route, schedules, and dose of administration
According to the ChinésePharmacopia(ZOOO), it is usually 3-9g.
IL. Traditional geégl‘aphica.l areas and populations in which such use occurred.

Since it was first listed in the Shen Long Ben Cao Jing(around year 25-200), it have been used
mainly used through out China by the Chinese population.

IIl. A description of similarities and/or differences between the traditional preparation and the
proposed clinical formulation '

It has been used for arthritis in powder, but not in the current set formula.

4.6 Radix Angelicae Sinensis (2}H) -- dried root of Angelica sinensis (Oliv.) Diels. family
Umbelliferae. Chemical constituents: ligustilide, Butylidene phthalide,
n-Valerophenone-o-carboxylic ~ acid, A& 2,4-Dihydrophthalic anhydride, scopoletin,
umbelliferone, 7-hydroxycoumarin, carvacrol, falcarinol, etc.

History of Use:

The roots were obtained from the Gansu, Yuannan, Shanxi,, Sichuan, Hubei and Guizhou
provinces of China. It was first listed in the Shen Long Ben Cao Jing(around year 25-200).

L. Route; schedules, and dose of administration
According to the Chinese Pharmacopia(2000), it is uéually 6-12g.
II. Traditional geographical areas and populations in which such use occurred.

Since it was first listed in the Shen Long Ben Cao Jing(around year 25-200), it have been used
mainly used through out China by the Chinese population.

11 ‘A description of similari_ties and/or differences between the traditional preparastion and the
proposed clinical formulation '

It has been used for arthritis in powder, but not in the current set formula.

4.7 Rhizoma Chuanxiong (JI|%) -- dried stem tubers of Ligusticum chuanxiong Hort. (Fam.
Umbelliferae). Chemical constituents: mainly phthalides, such as 4-hydroxy-butylphthalide,
ligustilide, butylidenephthalide, butylphthalide, neocnidilide, cnidilide, senkyunolide A, and
others such as chuanxingzine, chuanxingol,- tetramethylpyrazine, chrysophanol, sedanonic
acid, etc.



History of Use:

The tubers were obtained from the Sichuan and Yuannan provinces of China. It was first listed in
the Shen Long Ben Cao Jing(around year 25-200).

I. Route, schedules, and dose of administration
According to the Chinese Pharmacopia(2000), it is usually 3-9g.
II. Traditional geographical areas and populations in which such use occurred.

Since it was first listed in the Shen Long Ben Cao Jing(around year 25-200), it have been used
mainly used through out China by the Chinese population.

I A description of similarities and/or differences between the traditional preparastion and the
proposed clinical formulation

It has been used for arthritis in powder, but not in the current set formula.

4.8 Cortex Eucommiae (#LfH) -is the dried bark of Eucommia ulmoides Oliv. (fam.
Eucommiaceae). Chemical constituents: Gutta-percha, iridoids, aucubin, harpagide acetate,
ulmoside, geniposide, geniposidic acid, etc.

History of Use:

The barks were obtained from the Sichuan, Shanxi, Hubei, Henan, Guizhou, Yunhan, Jianxi,

Gansu, Hunan and guanxi provinces of China. It was first listed in the Shen Long Ben Cao

Jing(around year 25-200).

1. Route, schedules, and dose of administration

According to the Chinese Pharmacopia(2000), it is usually 6-9 g.

II. Traditional geographical areas and populations in which such use occurred.

Since it was first listed in the Shen Long Ben Cao Jing(around year 25-200), it have been used
mainly used through out China by the Chinese population.

HI. A description of similarities and/or differences between the traditional preparastion and the
proposed clinical formulation y

It has been used for arthritis in powder, but not in the current set formula.
_ 4.9 Radix Achyranthis ‘ Bidentatae (4H) - dried root éf"{Aghyranthes bidentata Bl.(fam.

o



o g \
Amaranthaceae). Chemical constituents: Triterpenoid saponins, ecdysterone, inoteosterone,
inokosterone, epiecdysterone, and rubrosterone, etc.

History of Use:

The roots were obtained from the Henan province of China. It was first listed in the Shen Long
Ben Cao Jing(around year 25-200),

1. Route, schedules,y and dose of administra‘cion
According to the Chinese Pharmacopia(2000), it is usually 4.5-9g.
II. Traditional geographical areas and populations in which such use occurred.

Since it was first listed in the Shen Long Ben Cao Jing(around year 25-200), it have been used
mainly used through out China by the Chinese population.

III. A description of similarities and/or differences between the traditional preparastion and the
proposed clinical formulation

It has been used for arthritis in powder, but not in the current set formula:



4.1 Publications -

4.1.1. Chinese pharmacopeias(2000) dosage indicated
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. Modé?ﬁ?"ﬁarmacology and Clinic of Traditional Chinese Medicine(2004) translation

Radfx Clematidis

1. Fresh Radix Clematidis caused one case of allergic dermatitis. Place pounded Fresh Radix
- Clematidis on the affect region. After 12 hours, the patient felt itches around neck. Erythema
and blister appeared later. The symptom was released after taken cyproheptadine and Ve.

2. Radix Clematidis overdosing caused stomach bleeding. After boiling 70g Radix Clematidis,
take the supernatant and add 250g yellow rice wine. It was taken at a draught before sleep. In
the second day morning, the patient felt dizzy together with burning heat and pain sensation
around stomach and kind of numbness of .the extremities. The patvient prepared and taken
another medicine with 80 g Radix Clematidis by the same method. Around 4 pm in the ..
afternoon, the patient felt the pain around stomach worsen and spitted blood. The bleeding
might be associated with the ingredients like Anemonol, Sterone and Saponin, etc from Radix
Clematidis in stimulating mucosa and anti-coagulating effect.

3. Radix Clematidis in combination with Radix Aconiti Lateralis Preparata causing toxic effect.
Around 10 minutes after taken the combination of Radix Clematidis and Radix Aconiti
‘Lateralis Preparata, 6 patients had distending epigastralagia; nausea and vomiting several
times, cold sweat, acratia of extremities and dizziness. Around 6 hours later, the symp‘tom was
completely remised. -

-Our comments are:

The above mentioned cases of adverse reaction were mainly due to using Fresh Radix Clematidis,
overdoing or in combination with known toxic herbals. Those situations are not in the .
recommended usage for QRR-1. '






~*Mlodern Pharmacology and Clinic of Traditioﬁal Chinese Medicine(2004) translation
Radix Angelicae Pubescen’tis

Toxicity

The LDs, for Xanthotoxin and Bergapten i.m. in rat are 160 and 945mg/kg respectively.

Our comments are:

In general, Radix Angelicae Pubescentis is safe to use in human for a long time. There was no
LDso reported on Radix Angehcae Pubescentxs
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"™ Modern Pharmacology and Clinic of Traditional Chinese Medicine(2004) translation
Rhizoma et Radix Notopterygii
Toxicity

Taking the maximum concentration and allowable volume of the water soluble part of Rhizoma et
Radix Notopterygii, p.o. 12g/kg in mice and observed for 72 hours. There was no abnormal
reaction. There is another report'that the maximum tolerance dose p.o. was 40g crude drug/ kg; the
maximum tolerance dose ip. was 12.5g crude drug/kg. For ethanol extract of Rhizoma et Radix
Notopterygii po, the maximum tolerance dose was 75g crude drug/kg. After 10ml/kg 2% injection
of Rhizoma et Radix Notopterygii, which is about 125 times the clinical dosage, i.v. in rabbit,
there was no abnormal reaction observed. The LDs, for the essential oil of Rhizoma et Radix
Notopterygii po in mice was 6.64ml/kg.
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Modern Pharmacology and Clinic of Traditional Chinese Medicine(2004) translation

Radix Saposhnikoviae
| Toxicity

~ The LDsj of the decoction of Radix Saposhnikoviae p.o. for mic‘e,is 213.8+35.4g/kg, i.p. for mice
are 37.18+8.36g/kg and 300.46 £ 76. 57g/kg.

The LDsg of the water extract of Radix Saposhnikoviae i.p. for mice-is 112.8ﬂ:8.06g/kg. The LDs
of the ethanol soaker of Radix Saposhnikoviae i.p. for mice is 11.8+1.90g/kg and i.s. for mice is
59.64+12.75g/kg. The LDso of the ethanol extract of Radix Saposhnikoviae i.p. for mice is

26.83+6.78g/kg, The LDsg of the primary ethanol extract of Radix Saposhnikoviae i.p. for mice is
47.25+10.14g/kg. ‘

Adverse reaction

‘There was a repoft on one case of allergic reaction caused by Radix Saposhnikoviae. It was
disappeared after ceasing the drug. There was also a report on one case of allergic dermatitis
caused by Radix Saposhnikoviae.
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Modern Pharmécology and Clinic of Traditionai Chihesé Medicine(2004) translation .

Radix Gentianae Macropflyllae :

Acute Toxicity;

The LDsg of Gentianine p.o. and i.p. for mice ére 480.0+6.7 and 350.0:l:12.3mg/kg respectively,
p.o. for rat is 420-520mg/kg, p.o. for dog is 240mg/kg or i.v.‘ 80mg/kg. There was no significant -

adverse reaction observed after p.o. 100mg/kg once a day for three days in both monkey and cat.

Subacute toxicity

There was no change in appearance after Gentianine i.p for rats 50, 90 and 120 mg/kg, once a day

for 4 days. However, at the pathologic sections, proteins were observed in glomerulus and renal
tubules. Some animals had lung edema.

Adverse reaction

When using Gentianine for rheumatoid arthritis 100mg oral, there were some gastroenteric
reaction, like nausea, vomiting etc.
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Modern Pharmacology and Clinic of Traditional Chinese Medicine(2004) translation
Radix Angelicae Sinensis
Toxicity

The minimum lethal dose(MLD) of the liquid extract of Radix Angelicae Sinensis is 30-90g crude

drug/kg. MLD of the liquid extract of ‘the leaves of Radix Angelicae Sinensis is 100g crude
drug/kg.

The LDsy of Radix AngelicaeSinensis'i.v. in mice is-100.6g/kg. The toxic reaction was crawl -
quietly, depressive respiration, and convulsively di¢. There was also reported that the LDsp of
Radix Angelicae Sinensis i.v. in mice is 80g/kg and 1.71g/kg for Sodium Ferulate. The essential
oil of Radix Angelicae Sinensis i.v. 1 ml/kg can lower the blood pressure of anesthetic animal and
depress the respiration. The ether extract of Radix Angelicae Sinensis has stronger toxicity, 0.06
and 0.02 ml/kg could cause dog and cat death respectively.

While in toxic death, there was large amount of watery secretion in the respiratory tract.
Oceasionally there was titanic convulsion, breath stop prior to heart beat. -

Adverse reaction

Normally Radix Angelicae Sinensis is not toxic and there is very little adverse reaction in clinical
application. Few 'patients took over dosed tincture and sedative of Radix Angelicae Sinensis, they

felt fatigue and sleepy Occasmnally patients have skin itches, stomach upset, but both of them
were quire minor. '

Whlle mjectmg the essent1al 011 of Radix Angehcae Slnen31s at some acupomts there was some
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Modern Pharmacology and Clinic of Tradltlonal Chinese Medicine(2004) translation
Rhizoma Chuanxiong
Toxicity

Using death as target, according to principal of drug accumdlation apparent- pharmacokinetics
parameters of orally and i.p. injecting the essential oil of Rhizoma Chuanx10ng in mice were
measured. The results are:

_, LDso(i;p.)=517.51:E9~0.01mg/kg; Using 290mg/kg i.p. injecting, the apparent pharmacokinetical
process of body remain amount fits in the type I open model, Ke¥O.466h’1, tin(ke)=1.5h.
LD50(oral)=2982.37+345.12mg/kg. ~ Using = 1548mg/kg  ip.  injecting, the apparent
pharmacokinetical process of body remain amount fits in the type I open model, Ke=0.24h'1,
ti2(ke)=2.8h. For oral administration, the relative bioavailability is 17.5%. The LDs, of the water
extract of Rhizoma Chuémxiong i.p. and im. in mice are 65.86 and 66.42g/kg. The LDsy of
Chuanxiongzine i.v. in mice is 239mg/kg. while p.o. giving mice 5 or 10 mg/kg Chuanxiongzine
daily for 4 weeks, there was no abnormality on body weight, blood tesi, liver and renal functions,
and pathohistorical examinations. While p.o. rat 1.5 or 3 g/kg extract of Rhizoma Chuanxiong for
21 days, piloerection was observed after a week. There were bloody attachments around the nose.
There were also salivatiqn symptom. In the urine of higher dosage »g_rc'),up, there was a significant
increase in acetylated glucose aminidase activity. In blood, the Hb and red cell specific volume
was sig_niﬁcantly decreased, but platelet volume was significantly v'inereased. The maximum
hemolytic point and hembl_y‘tic end point were significaritly decreased. In the biochemistry tests,
phospholipids, total cholestol, ¢~ amylases, Ca®* were increased, and Total bilirubin, Lactate
dehydogenase, K', and CI decreased In liver, alkaline phosphatases, Glutamic- Oxalacetic
Transaminase, Lactate dehydogenas _ecreased The histopathological test has not discovered any
abnormahty The wexght of livers in the both groups has increased.




oy g

™




R T——

Modem Pharmacology and Clinic of Traditional Chinese Medicine(2004) translation
« Cortex Eucommiae
 Toxicity

Each group of 6 Mice p.o. 15, 25, 50g/kg decoction of fried Cortex Eucommiae or 15g/kg
. decoctibn of Cortex Bucommiae, or 50g/kg ethanol extract of Cortex Eucommiae once per day for
5 days. There was no death occurred. The LDso for ip. mjectmg the ‘decoction of Cortex
Eucommiae in mice was 17.30+0. 52g/kg, Mice were intravenous injected with the 50g/kg
decoction of Cortex Eucomrmae or fried Cortex Eucommiae. In 5 days, there was one death
among the 6 mice. ' '

The subacute toxicity test has demonstrated that rat p.o. the 3.5g/kg water or 1.75g/kg ethanol
extract of Cortex Eucommiae once a day for 21 days. There was no differences among all groups
of the animals regarding appetites, blood test, liver function, and renal function in comparing with
the normal control group. Dogs were i.p. 30ml 35% decoction once a day for 22 days. It was
“tested that there was no pathologic changes among liver, spleen, heart. However, there was slight ..
degeneration on epithelial cells of renal tubules. There was similar observation with guinea pigs
and rats.

The LDs, for the Wéter extract of the leaves of Cortex Eucommiae 8.64+0.59g/kg. Rats were p.o.

3.5g/kg or 1.75g/kg of the ethanol extract of the leaves of Cortex Eucommiae once a day for 21
days, there was no significant toxic effect observed.






Modern Pharmacology and Clinic of Traditional Chi;;se Médicine(2004) translation
Radix Achyranthis Bidentatae
Toxicity

The LDs, is different among the Radix Achyranthis Bidentatae - produced in different area while
i.p. administration. - ‘

The LDs; of ecdysterone i.p. in mice is 6.4g/kg; inokosterone is 7.8g/kg. While p.o. the LDsy
more than 9g/kg. . '

The 541 ether extract of (I) Radix Achyranthis Bidentatae, (II) alcohol treated Radix Achyranthis
Bidentatae, (III) salt treaté_d Radix Achyranthis Bidentatae (equivalent to 250 mg crude drug) can .
cause inflammatory reaction on mice ear skin. The ethanol extract of (I) has no effect on CHL
_cells in terms of chromosome mutation rate in the concentration between 0.04-125 mg/ml. While

p.o. 15g/kg in mice and p.o. 10g/kg in pregnant mice, (I) (II) (IIl) have no effect on mice bone
marrow cell micronucleus and early pregnancy.



Clinical study on Anti-Rheumatoid Arthritis Liquor (ARL)

“linical Data
ubjects

- »atients with active rheumatoid arthrltls according to the classification criteria of
- American- Arthritis - Coﬂege without other significant medical conditions were
aited. There 40 patients were recruited, 7 male and 33 female. Their ages were
1 28-67 years old with average of 46.8 years old. The disease duration of the .
=nts ranged from 0.4 to 13 years. All the patients had previously taken a variety of
Jr'an,ti-:rh‘eumatijc herbal medicine, but there was no improvement or just in relapse.

Treatment

'y patients assigned randomized to treatment with ARL or active control. Safety
- compliance were monitored every 2 weeks with complete outcome evaluation at 4,
-ad 12 weeks. Observe group, 20 patients, was treated with ARL (30ml/d). It was
:n before sleep or equally divided to be taken in the morning and evening. In the
- 2n time, active control group, 20 patients, was treated with the combination of
- thotrexate (once a week, 7.5 mg) Mian IV (a TCM receipt contain 28 ingredients,
ouse made medlcme for RA in this hospital, one preparation per day) and one
~AID, such as F enbld Arthrotec, etc. The combination is one of the best treatments
-RA in our clinic in terms of both safety and efficacy.

.. Qutcome measurements




and 100% 1mprovement (RSO R75 énd RIOO) were used as stat1s’ucal endpoint for
efficacy. .

The side effects were observed and recorded including stomach pain, stomach burning,
headache, rash, drug tolerance, and hepatic and renal function, and blood routine tests,
etc.

1.4 Statistics

t-test was used to analyze the significance of the dlfferences between the observe
group and active control group.

2. Results
All patients were completed the scheme. There was no dropout occurred.

2.1 Comparison of the treatment effects of the Herbal composition (ARL) and MTX,
see the table 1. ‘

Table 1. Comparison of the treatment effects of the Herbal composition(ARL)

and MTX
Time(week) Effect(improvement) ARL(number(%)) MTX (number(%))
50% 5 (25) * , 0
4 75% 10 (50) * 0
100% 5 (25) % ' 0
cae e 50% 2 (1) R 8 )
8 75% 6 (30) *- 5 S0
100% 12 (60> * 0
: . 50% o . 1 (5)* | 9(45) R
12 ‘ 75% e 6 (30) He S e
' 10,0% - 13 (65) * E 0




2.2 Comparison of the time requifed for improvement of the Herbal cbmposit_ion(ARL)
and MTX, see table 2.

During the drug administration periods of the both groups, there was significant
gastrointestinal reaction, allergy, changes in hepatic and renal function and blood
cytologic abnormality.

3. Discussion

~Table 2. Comparison of the time required for improVexﬁent of ARL and MTX

Group R50(week) R75(week) RlOO(week)
ARL 441,145 3.240.90* TPr
UTX 15.245.43 27.7410.5 47.2410.7
“P<0.001

.3 Side effects

During  the observation periods. of the both groups, there was no apparent..
gastrointestinal reaction, allergy, and changes in liver, kldney function and blood
cytologic changes observed.

3. Discussion

Rheumatoid arthritis is a chronie inflammatory disease that primarily affects the joints
and surroundmg tissues but also affects other organ systems within the body. It is a
systemlc d1sorder

o Pharmacothgr,apx for RA consists of _non~ster01dal anu-mﬂammatory:drugs (N SAIDS)




world.

Methotrexate usually‘requires 12-24 weeks to show some clinical effect and long term
usually 1-3 years administration. Because of long term administration, there are
always somewhat toxic and side effects toward blood, liver and kidney, etc.

In this clinical trial, it was shown that ARL required shorter time to show clinical '
effectiveness. Four weeks after administration, it was able to make 50% RA patient to
have 75% improvement on signs and symptoms (R75) and 25% RA patients to reach
R100; Eight weeks after administration, 25% RA patients reached. R75 and 60% RA
patients reached R100. For the combination of oral methotrexate and NSAID, 12
weeks after administration, 45% RA patients reached R50; 26 weeks after
administration, 40% RA patients reached R50 and 50% RA patients reached R75; 52
- weeks after administration, 75% RA patients reached R75 and 25% RA patients
reached R100. The efficacy differences between the two groups was extremely
significant, P<0.01.

For the time required to improve the signs and symptoms of RA patients, ARL
required 1-4 weeks to reach R50, 3.2 weeks for R75, and 4-12 weeks for R100. In
contrast, the combination of methotrexate and NSAID required 8-12 weeks to reach
R50, 20-32 weeks for R75 and 52 weeks for R100.

Through our clinical observatlon there were no severe toxic and side effects observed
in the ARL group. The patients who wete not v d to‘drink alcohol can equally divide
the amount of drug into two, and take them separately in the mormng and evemng

4. Conelusmn

Based A n_ thls chmcal trlal ARL isa fast actmg drug for RA ’1t is: able to: let 65% of

each RIOO Itis clear supe han the m NSAID combmatlon
, her long term efficacy need to be furth ’ A o




Clinical study on Anti-Rheumatoid Arthritis Capsule (ARC)

‘Anti-Rheumatoid Arthritis Capsule (ARC) is a capsule made of the extract of several
botanicals. In several decade clinical applications, it has been shown the efficacy and
safety in the treatment of rheumatoid arthritis on a case by case basis.

In previous clinical trial, the basic efficacy and safety were observed of the alcohol
solution of the drug. To assess the basic efficacy and side effect of ARC, the capsule
form of the samedrug, in RA patiénts, an open, randomized and active controlled
clinical trial was carried out.

Outpatlents with active rheumatmd arthritis, according to the classification criteria of
the. American Arthrms College, without other significant: med1ca1 ‘conditions were
recruited. Patlents ass1gned randomized to treatrient with 'ARC or ‘dctive control.

Safety and compliance were monitored every 2 weeks with complete otitcome
evaluation at 4, 8, and 12 weeks. :

36 typical active RA patients were selected and randomly divided into two groups.

Observe group, ‘18 patients, was treated with ARC (4 capsules t.i.d., each capsule is
about 0.3 g). In the mean time, active control group; 18 patients, was treated with the
combination of Methotrexate (once a week 10 mg) Fohc ac1d (dally, 5 mg) and

All the patlents we, ‘
as elther RSO R75 ‘




4 During the observation, psychoneurological symptoms self-sensed by patients;
gastrointestinal symptoms; blood pressure; routine blood and urine tests; liver and
renal function test were performed. There was no abnormal reaction reported from
both the patients and the lab test in the ARC group; however in the active control
group, there are 3 paﬁents complained about stomachalgia.

Table 1. The results of the trial.

Observation Improvement  Observe Group MTX Group

Period (weeks) (%) Number(%)

4 50 8(44.5) 2(11.1)
75 0 0
100 a 0 0

8 50 5(27.8) 201
75 6(33.3) 0
(100 0 0

12 50 0 10(55.5)

75 | 11(61.1) i eV |




A case study

The patient is a 53 years old male farmer with about 20 years RA history. At that time, only
diclofenac rectal suppository was used. He has used many different drugs which he can not recall
during his disease duration. '

'On 24 Feb, 2003, he was blood tested -and hand picture taken. _

ESR: 24mm/h, RF Ig G IgM and Ig A: all negative. ASO: negative(50, normal<200IU/ml). ,
The patient complained long duration morning stiffness, rest pain, fatigue and apparent swelling
on his hand. He was most of time staying in bed. ' :

The patient started to take our herbal drug 70 ml/day besides the continuation of diclofenac rectal
suppository. oo

On 3 March, 2003, as the swelling of his hands was remarkably shrunken, photo of his hands were |
taken.

On 19 May, 2003, the patient revisited and his blood was tested. .

We were told that his moming stiffness disappeared. There is no pain and swollen joint in his
hands. However, his knee was swelling"aﬁa ‘pain- now, so diclofenac rectal suppository is
continued. When stop using diclofenac, only knee joints are in pain.

He is now raising pigs.

Blood test: RF: negative(10.9, normal <15IU/ml), ESR: 48(n0'rmal<1v5mm/h),, Blood Uric acid:
649.5umol/L(normal: 150-420umol/L) |

A week later, the herbal drug was discontinued.

On August 8, 2003, we have taken the picture of the hands again(please see the attachment). We
weré told that his morning stiffness disappeared. There is no pain and swollen joint in his hands.
However, his knee was swelliﬁ'g and pain now, so diclofenac rectal suppository is continued.
‘When stop using diclofenac, only kiice_ | |

ee joints are in pain.










5. The signature of the: person designated by the manufacturer or distributor of the dietary |
supplement that contains a new dietary ingredient.
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