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Cerebralcare Granule®, a compound Chinese medicine,
prevents Blood Brain Barrier dysfunction and brain damage
induced by focal ischemia in rats.
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accelerated mouse (SAM).
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A Traditional Chinese Medicine Knowing to Improve Micro-Circulations
Proven to be Effective in Stable Angina Therapy

He Sun'2, Zhixin Guo!, Naifeng Wul, and Xijun Yan

1. Tasly Group, Co. Ltd., Tianjin, China 300410,
and Tasly Pharmaceuticals, Inc., Rockville, MD, 20850, USA
2. School of Pharmaceutical Science and Technology, Tianjin University, China

It is long hypothesized that improved micro-circulation in the heart will have several
clinical benefits, include helping to prevent and treat MI, assists the relief of acute angina,
repairs and protect injured heart cells, and may also produce long term benefit in patient with
chronic stable angina (CSA). Dantonic®, a Traditional Chinese Medicine with 2 herbs
knowing, in addition to other pharmacological activities, both to significantly improve
micro-circulations in the heart in laboratory animal models, was clinically tested for its
anti-anginal efficacy.

The phase 2 clinical trial was conducted in the USA in male and female patients aged 18
to 80 years with moderate chronic stable angina pectoris - Canadian Cardiovascular Society
Angina Class 2 or 3 - with a well-documented medical history of myocardial infarction or
significant coronary artery disease with noninvasive or angiographic confirmation and
symptoms that support the diagnosis of chronic angina and/or a history of an abnormal
exercise response limited by angina and/or electrocardiographic changes. The -clinical
endpoints were the change of treadmill excise duration (TED) at the end of week 4 and week 8
after the initiation of therapy using the Standard Bruce Treadmill Excise Protocol. Study
protocols were IRB approved and submitted to FDA.

Study results demonstrated that 187.5mg Dantonic® administered in a twice daily
dosing regimen provided a significant clinical (>30 additional sec.) and statistical (p<0.05)
therapeutic benefit on TED relative to placebo at trough on both the end of week 4 and week 8.
The improvement of TED at trough was greater than at peak suggest the maximum
pharmacodynamic effect does not depend on drug concentrations. The possibility of training
effect (the trough ETT was took place the following day after the peak ETT) was not
supported by data from placebo group which has same TED on both peak and trough days.
The 2 bio-markers, BNP was found to be greatly and continuously reduced, compared with
placebo, since the first visit after baseline. A slight decrease of Lp-PLA2 with Dantonic® dose
was observed at day 14 compared to placebo, followed by a greater fall from day 28. Other
secondary endpoints, such as decrease in weekly frequency of angina, decrease in weekly
on-demand nitrate use, were all consistently appointing to exactly the same direction with
clinical and statistical significances. No treatment related SAEs were reported.

It is concluded that Dantonic® is safe and effective in the treatment of stable angina and
protects the heart cells from angina injury in these patients. It is indicated that the
mechanism of its anti-angina effects and clinical treatment profiles are neither similar to
those of nitroglycerin nor those of beta-blockers, and may, at least partially, contributed from
the significantly improved micro-circulations in the heart after extended therapy.
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Application of the Cauterization in Treatment of Chronic Tonsillitis

Sun Haibo and Leng Hui
The Affiliated Hospital of Liaoning University of Traditional Chinese Medicine

Objective: To evaluate the effectiveness and safety of the cauterization in
treatment of chronic tonsillitis through multi-center clinical study.

Methods: Two hundred and twenty patients with chronic tonsillitis were enrolled,
half of them were treated by cauterization, while the other half received
erythromycin as control. The serum level of IgG, IgA, IgA, and C3, as well as acute
phase reactant proteins (APRPs) o 1-AGP, « 1-AT and Tf were determined before
and after treatment. The morphological examination of the local tissue was
conducted by both light and electron microscopy.

Results: After following up for more than one year, it was observed that the
efficacy and recurrence in cauterization treatment group was 94.55% and 9.09%,
respectively, while in erythromycin treatment control group, 82. 72% and 87.27%,
with significant difference.

Conclusion: The method of cauterization for treatment of chronic tonsillitis is
obviously superior to erythromycin with respect to inflammation relief, immune
function retaining, needlessness of anaesthesia, almost painlessness and very low
recurrence. It is feasible for both adult and child patients, and has nice prospects

for application in clinic.
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Cerebralcare Granule®, a compound Chinese medicine, prevents Blood Brain
Barrier dysfunction and brain damage induced by focal ischemia in rats

Ping Huang!3, Yu-Ying Liu!:3, and Jing-Yan Han?!.2.3

LTasly Microcirculation Research Center, Peking University Health Science enter,Beijing,
China.2Department of Integration of Chinese and Western Medicine, School of Basic
Medicine Sciences, Peking University, Beijing, China.3Key Laboratory of Microcirculation,
State Administration of Traditional Chinese Medicine, China.

Objective: Ischemic stroke is one of the devastating diseases that most
compromise the human species. Reperfusion injury induced by recanalization
thepapies after focal cerebral ischemia remains a significant challenge.Loss of the
integrity of the blood brain barrier (BBB) and brain swelling is a potentially lethal
complication of reperfusion in human stroke. Therapeutic recovery of BBB
disruption represents a novel promising approach to reduce brain injury after
stroke. Cerebralcare Granule (CG) is a compound Chinese medicine for the
treatment of cerebrovascular diseases. Our previous studies showed that CG
attenuates the cerebral microcirculatory disturbances and brain injury by its
antioxidant capacity and anti-apoptosis pathway in global ischemia-reperfusion
(I/R) model. However the effect of CG on BBB injury and its underlying
mechanism in focal ischemia are unclear. Therefore, we investigated the
ameliorating effect of post-treatment with CG on cerebral microcirculatory
disturbances and BBB injury induced by focal I/R in rat.
Materials and Methods: Male Sprague-Dawley rats underwent one hour of right
middle cerebral artery occlusion (MCAO) flowed by 3 hours or 6 days of
reperfusion. CG (0.4g/kg, 0.8g/kg) was administrated orally after 3h reperfusion
for the first time, and animals received the same dose of drug every 24h until the
6th days. The cerebral microcirculation was observed, including cerebral venular
diameter, red blood cell velocity in cerebral venules, leukocytes adhesion and
albumin leakage. Cerebral blood flow was measured by laser Doppler perfusion
imager. Brain infarct, brain edema and neurological scores were evaluated. BBB
permeability was assessed by detecting the concentrations of Evan’s blue in the
brain tissue. The pathological changes of BBB ultrastructure were observed by
electron microscope. The tight junction protein ZO-1, claudin-5, JAM-1, occludin
and caveolae-specific protein caveolin-1 in endothelial cells were detected by
western blot.
Results and Conclusion: MCAO reperfusion elicited obvious microcirculation
disturbance, a large infarct, edema and BBB injury. CG significantly alleviated
these insults and neurologic deficits with a 3-hour therapeutic window in the
transient model of focal cerebral ischemia. Moreover, it seemed that at least part
of the anti-edematous effects of CG is accomplished through restoration of BBB
disruption by up-regulating the tight junction protein ZO-1, claudin-5, JAM-1,
occludin and down-regulating caveolin-1 expression in endothelial cells. The data
of the present study provide a new possible approach for acute stroke therapy.
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Neuroprotective effect of morroniside on focal cerebral ischemia in rats

Wen Wang, Houxi Ai, Li Zhang

Xuanwu Hospital of Capital Medical University; Key Laboratory for Neurodegenerative
Diseases of Ministry of Education, Beijing 100053, China

Cornus officinalis Sieb. et Zucc., known as Shan-zhu-yu in Chinese, has been used
to treat cerebrovascular disease and diabetes in Traditional Chinese Medicine for
a long time and morroniside is the main component of Shan-zhu-yu. In this study,
we examined whether morroniside could protect ischemia/reperfusion- induced
brain injury by minimizing oxidative stress and anti-apoptosis. Morroniside was
intragastrically administered to rats in doses of 30, 90 and 270 mg/kg/day,
starting 3 h after the onset of middle cerebral artery occlusion. The behavioral
test was performed by using the Zea-Longa scores, Prehensile Traction score and
Ludmila Belayer score. Rats were sacrificed 3 days after ischemia occurred. The
infarction volume of brain was assessed in the brain slices stained with 2, 3,
5-triphenyl tetrazolium chloride. Cortex tissues were also used for determination
of malondialdehyde levels, glutathione levels and superoxide dismutase. The
treatment with morroniside significantly improved Zea-Longa scores and
Prehensile Traction score at the doses of 30, 90 and 270 mg/kg, increased Ludmila
Belayer score and reduced the infarction volume at the doses of 90 and 270 mg/kg.
Morroniside (30, 90 and 270 mg/kg) treatment significantly decreased the level of
malondialdehyde and caspase-3 activity by colorimetric analysis in ischemic
cortex tissues. Morroniside (270 mg/kg) treatment significantly increased the
content of glutathione, enhanced the activity of superoxide dismutase, but
decreased the caspase-3 expression by Western-blot analysis in ischemic cortex
tissues. These findings demonstrated that morroniside could notably protect the
brain from damage induced by focal cerebral ischemia which might be related to

morroniside antioxidant and anti-apoptotic properties in the brain.
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Decreasing pro-inflammatory cytokine and reversing the immunosenescence with
extracts of Pu-erh tea in senescence accelerated mouse (SAM)

Liang Zhang 2b,Ke Zhang 2, Xu Ma 2,Wan-fang Shao ¢,
Li-feng Yuan ¢, Peng-feiTub, Zhi-zhong Ma &b

a Department of Natural Medicines, School of Pharmaceutical Sciences,
Peking University Health Science Center, Beijing 100191, PR China
b School of Basic Medical Science, Peking University, Beijing 100083, PR China
cCollege of Long Run Pu-erh Tea, Yunnan Agriculture University, Kunming,
Yunnan 650201, PR China

Abstract

Immunosenescence mainly manifesting as progressive decline of adaptive
immunity, and chronic inflammation with aging, was demonstrated to be the main
factor responsible for infections, cancer and autoimmune conditions in the elderly.
Senescence-Accelerated Mouse (SAM) was used to study the protective effects of
Pu-erh teas on the elderly. The senile-prone sub-strain, SAM-P8 mice were
administered individually with ripened or crude Pu-erh tea by 125, 250 or 500
mg/kg. The results showed that Pu-erh teas significantly increased the fractions
of naive T lymphocytes, CD8+CD28+ T lymphocytes and NK cells in the
peripheral blood, and decreased the levels of IL-6 in aged mice. These data
suggested that the Pu-erh teas could reverse the immunosenescence by restoring
the immune deficiency and decreasing pro-inflammatory cytokine. Then it implied
that long term drinking of Pu-erh tea may be beneficial for the aged population in

term of increasing the body’s resistance to infection and cancer.

Keywords: Immunosenescence; Naive T lymphocytes; NK cells; Interleukin-6;

Pu-erh tea; Immune function
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E-mail : info@yamada-pc.co.jp
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