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J Assumptions/Scope/Disclaimer

A Assumptions: Audience has a basic
understanding of RDC 4.6 OnSite and Multt
Arm study design and Crossover Study Design

A Scope: RDC 4.6.
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J Basic:Chinese medicine theory

A According to Chinese medicine theory, a syndrome is a group
of associated signs and symptoms described in terms of Yin
and Yang, Qi, and Xue (blood)

Acupuncture is also based on Chinese medicine, where nerves
located at specific points in the human body can represent
pl aces where nNnQi 0o can circul at

A These points are also associated with specific herbal
treatments, or Traditional Chinese Medicines are used to
re-balance Qi and Xue

Chinese medicine has always regarded cancer as several
different diseases rather than a single disease.

A In some cases, Western physicians are beginning to
recognize this as well (e.g. Andrew Weil, M.D.)

>

>
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High - Level Background: of
J Traditional Chinese:Medicine:

A TCMs or Traditional Chinese Medicines are any kind of
medical treatments which are known historically in China,

but are generally classified a

conventional (someti mes <call eo

A Can include Acupuncture, Moxibution, Chinese Massage,
Qigong

A Purposes of this discussion are around Chinese Herbal
Medicines

A Chinese medicine remains popular in China where traditional
herbal preparations are estimated to account for 307 50% of
the total medicinal consumption.
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S

High - Level Background of TCMSs:
Useand Controversy:in-Us

©2010 DBMS Consulting, Inc. Unauthorized Duplication is Strictly Prohibited

Chinese medicine has also been gaining popularity in the West.
A Mostly marketed as dietary supplements; not as strictly
regulated by FDA in US.
Also questions about safety and proper use of TCMs
A Ephedra, Ginseng. Note that US FDA ban on Ephedra
specifically excludes TCM preparations of Ephedra.
A http://www.quackwatch.com

Historically, there has not been a large amount of funding for TCM
double-blind trials to prove efficacy. This leads to some
controversy over the use and usefulness of TCMs.
Also controversy over use of endangered animals in the
preparation of TCMs.
A This practice is not legal in China and most of the world, but
still occurs illegally.

Presented by: Liu, Singh
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Highh-LevetBackgraundiof TCMs:
J Altemative: Medicmes

A However, some nalternative medi ci
correlation between the use of TCMs when used in conjunction
with conventional medical treatments.

A According to Dr. Andrew Weil: "[A common denominator
among those HIV-infected individuals who never get AIDS is]
the commonest thing is the use of Chinese herbal medicines....
Specifically Chinese. Not necessarily one thing, but a variety of
Chinese herbal therapies that are believed to enhance
| mmunity. €é& Of the people that
well, a common theme is that they've used TCM -- especially
combinations of Chinese herbs. o
A http://findarticles.com/p/articles/mi_mOISW/is_2002_April/ai_84211120/

A Andrew Welil, MD, on Chinese Medicine for HIV & AIDS- Interview with
Andrew Well

A Townsend Letter for Doctors and Patients, April, 2002 by Lily G. Casura
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High Level' Background < of TCMSs:
J Commercially: developed Drugs

A According to wikipedia: Chinese wormwood (ginghao)
was the source for the discovery of Artemisinin, which
IS now used worldwide to treat multi -drug resistant
strains of falciparum malaria, and is also under
Investigation as an anti-cancer agent.

A From this, Novartis was developed Coartem, first
registered in 1998, which contains artemether and
lumefantrine. The Active Ingredient Arthemether was
developed by the The Shanghai Institute of Materia
Medica, a subsidiary of the Chinese Academy of
Sciences.

A REFERENCEttp://www.knowledgeatwharton.com.cn/index.cfm?fa=vie
wfeature&articleid=1802&languageid=1
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Highh Levek! Backgroundnd TCMs: Commercially
| develepea pléecdanincBio Diaindg (¢2al o Dr ugs

Aln 2004, US FDA publ i shed nGui

Botani cal Drugso, which i1 s an
successfully modernized and has a clear pharmacokinetic
profile.

A Significant because this allowed Botanical Drugs to
contain MORE THAN ONE Active Ingredient. This means
the ingredients could be extracted as a whole, and not
Individually isolated and tested.

A In 2006, MediGene, a German biotech firm, obtained US
FDA approval for Veregen, a botanical drug that is extracted
from green tea leaves for genital wart treatment. This
proved it was possible to get Botanical (multi Al) herbal

drugs approved and commercially marketed in the US.

A REFERENCEttp://www.knowledgeatwharton.com.cn/index.cfm?fa=vie
wfeature&articleid=1802&languageid=1
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S

Highh Levek! Backgroundnd TCMs: Commercially

develepea plécdanicBio Diandg (Gal o Dr ugs

Hutchison MediPharm has 2 drugs based on TCMs:

A HMPL-004 for the treatment of Crohn's disease and Ulcerative
Colitis, expected 2011 in US

A HMPIL-002, a treatment for head and neck cancer, expected
2013 in US

Tasley Pharmaceutical has 1 drug based on TCMs:

A Compound Danshen Dripping Pill, (CDDP), Derived from
Danshen (the dried root of Salvia miltiorrhiza) and two other
plant ingredients for cardiovascular diseases.

A Danshen is a TCM which has been used in China for increased
blood circulation and relieving chest pain.

REFERENCENttp://www.knowledgeatwharton.com.cn/index.cf
m?fa=viewfeature&articleid=1802&lanquageid=1
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High - Level Background: Chinese
J government:Funding in ' TCM

A Lot of focus/funding on promoting the
TCM study recently.

A Created great opportunities in Clinical DM
market in China.
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S

Challenge of evaluating-efficacy of
TCMs: inrstandard:-chnical trial-designs

A

A

Chinese medicine practitioners prescribe herbal medications to
rectify disharmony in a patient's system.

A This means prescribing something to increase something
positive in the human body, not necessarily to offset a specific
symptom or disease

A study of 19 different Ginseng trials with both positive and
negative efficacy results shows that the clinical trials did not
consider Qrdeficiency or Qi-tonic (increase) as a factor of the
actual trial result.

A Possible these are EXPECTED results of Ginseng, but not
necessarily positive results from a clinical trial perspective.

REFERENCE: Study designs of randomized controlled trials not based on Chinese
medicine theory are improper 25 February 2009; Chinese Medicine 2009, 4:3
doi:10.1186/1749-8546-4-3

http://www.cmjournal.org/content/4/1/3
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Challengejef evatuatingzefficacy: of
J TCMssinrstandardzchnical trialzdesigns

A This is a different approach than identifying a specific
compound/Al, administering a precise dose, then measuring a
direct effect on a specified lab test measurement, checking for AEs
and performing patient Follow-up for some specified time after.

A Dr. Weil: nTraditional Chinese
evil and supporting good. Modern western medicine is mainly
about expelling evil. | think my role as an integrative
oncologist I s to support the go

A http://www.drweil.com/drw/u/ART03060/Treating -CancerWith-Integrative -
Medicine.html

A Possibly, the efficacy of TCMs in clinical trials could be evaluated
more accurately if the Qi and Xue conditions of the patients could

be considered in the trial conditions or randomizations themselves

(group together like Qi and Xue patients and then apply

treatments, for example).
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Multi® .- Arm Crossover. Trial' Designs which
may be useful for TCMs:‘Dasing for
J Botanical Medicines

A Given the number of different factors driving TCM-based
research, Crossover trial designs could be useful (beyond
pure Longitudinal Designs) in the following scenarios:

A 1) Conventional Clinical Trials to identify dosing levels for
Botanical Medicines based on direct extract of TCM core
iIngredients:

A These are the conventional trials being performed today
for the commercial drugs based on TCMs already sited.

A Multi-Arm crossover could allow patients to increase
dosing in different arms in the same study depending on
whether or not there is an directed measured
Improvement

A Example: reduction of tumor sizes with increased dosing
over time with HMPL-002

©2010 DBMS Consulting, Inc. Unauthorized Duplication is Strictly Prohibited Presented by Liu, Slngh

14



OHSUG 2010 San Antonio:  Business Value of Flexible Studies for Traditional Chinese Medicine Trials in China Oct 2010

Multi® .- Arm Crossover. Trial' Designs which
may be useful for TCMs:‘Dasing for
J Botanical Medicines

A Given the number of different factors driving TCM-based
research, Crossover trial designs could be useful (beyond
pure Longitudinal Designs) in the following scenarios:

A 1) Conventional Clinical Trials to identify dosing levels for
Botanical Medicines based on direct extract of TCM core
iIngredients:

A These are the conventional trials being performed today
for the commercial drugs based on TCMs already sited.

A Multi-Arm crossover could allow patients to increase
dosing in different arms in the same study depending on
whether or not there is an directed measured
Improvement

A Example: reduction of tumor sizes with increased dosing
over time with HMPL-002 without significant AEs
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S

Multit - Arm Crossover. Trial Designs: which
may be useful for TCMs:‘Oncology Trials

2) Oncology based trials where symptoms of chemotherapy are
treated by TCMs

A Crossover from ARM with conventional treatment to TCM
treatment, where conventional treatment is not effective (or
reversed)

A Crossover to combination treatment where one treatment is
not effective

3) Oncology based trials where TCMs are used as potential
combination therapy with conventional treatments

A Crossover from ARM with only conventional treatment where
there is not a significant reduction in tumor size to combination
treatment with TCMs.
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Multiti-AnmrCrossevernviriallDesigns: wihich
may\be asefukforl TCMS: (Comparison of
| TCMsstaeachather

A 4) In considering the cases with Qi1 and
Xue both have to managed at the same
time, combinations of TCMs need to be
studied together

A Crossover one TCM which treats Qi
conditions with another that treats Xue
conditions, for patients which exhibit BOTH
symptoms midstream in a trial.
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rios ‘Possiblein

A Include screencaptures with DCI| Book
Rules for each of the 4 scenarios
described in the previous slides
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