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Introduction

© Use of "Traditional Medicine (TM)"” has been
tremendous expanded globally and has gained

popularity.

© *The challenge is to ensure that TM is used
properly.

©*Scientific research and evaluation of TM is

increasingly needed to provide additional

evidence of its safety and efficacy (Reverse

Research Strategy a1n clinical > reverse pharmacology tag
Anslunane aspects 12U AMTFEABIGIUNUBEFRAT, FIANAIRAT,

Anthropology uuseainen, Ethnomedicine nanssuandwus)




Definition

Traditional Medicine (TM)

Traditional Thai Medicine
(TTM: procedure-based and herbal)

Herbal Medicine (HM)

HM is a plant-derived material or preparation with
therapeutic or other human health benefits which
contains either raw or processed ingredients from
one or more plants. In some traditions, materials
of inorganic or animal origin may also be present.




Definition

Herbal Medicine may include

« herbs (root, stem, leaf, flower, fruit, seed)

- herbal materials (fresh juices, gums, fixed oils,
essential oils, resins, etc.)

- herbal preparations : extraction, fractionation,
or etc., also made by steeping, heating,
alcoholic, honey, etc.

 finished herbal products : one herb or mixture

- Active ingredients : if unidentifiable, whole
herbal medicine is considered as one active
ingredient.




Principles and Guidelines for Evaluation

of Traditional Medicine

Basic principles:

- Research and development should guarantee the
“safety and efficacy as well as quality control™
of the traditional procedure-based therapies and
herbal medicines.

- The efficacy of TM should be evaluated in an
integrated manner of both treatment types. As TM
relies on a holistic approach.

- Knowledge and experience obtained through the
long history of established practices should be
respected.



Studies of Herbal Medicine*

Indigenous Formulas

« Observational study (for safety and efficacy, attitude)
* Descriptive, Case series, Case control, Cohort

* Phase 2A clinical trial (MTD, maximum tolerated dose/
regimen)

* Phase 2B clinical trial (safety and efficacy)

 Post-marketing surveillance (Pharmacovigilance)

New Herbs / Formulas

 Preclinical (in vitro /in vivo)

« Phase I clinical trial

« Phase 2A clinical trial

« Phase 2B clinical trial

 Quasi-experiment (Aynaaaslunused nANAIUANLLUEFSE)
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ตำรายา Traditional Thai Medicines.docx
ส่งเสริม แบ่งยาสมุนไพร.docx
Types of Herbal Medicine_Thai Law.docx
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คู่มือยาแผนโบราณ002.pdf
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WHO Guidelines

* Research Guidelines for Evaluating the Safety
and Efficacy of Herbal Medicines, WHO 1993

« Guidelines for the Assessment of Herbal Medicines,
WHO 1995

* General Guidelines for Methodologies on

Research and Evaluation of Traditional Medicine,
WHO 2000

* Operational Guidance: Information needed
to support clinical trials of herbal products,
WHO/TDR 2005

» Others e.g. WHO monograph on selected medicinal
plants, others.



WHO Guidelines

Research Guidelines for
Evaluating the Safety and
Efficacy of Herbal Medicines
(WHO 1993)

Ethical Considerations: Research
on human medicines must be
carried out in accordance with all
relevant ethical guidelines

(4 basic principles).

=




WHO Guidelines

Operational Guidance:
o spor i Information needed to
support clinical trials
of herbal products

(WHO/TDR 2005)

Chemistry-Manufacturing-Control (CMC)
Considerations for Herbal Products

Non-Clinical Considerations for Herbal Products
Clinical Considerarions for Herbal Products

Ethical Considerations in Clinical Trials with Herbal
Products:




Case Study #1

Andnanisalngsaainistadanazlian
ARALLAYATIY

Study Design: Experimental Research,
one arm, before and after assessment



Case Study H)

Uszdnanazanistidudutusiu (add on) u
n1s5ne1halsadiuL@sn (Efficacy of Curcumin
as combinatorial treatment for major depression)
Study Design: N33t d9nNaaaItlLugu 9
nRuAILAN laTuENaan (Placebo watlily)
UsziiiusesiuainisduLds, seauaini1sIanioia,
TLAUAMNTULTIURLNITNLAIADIAINTTIANY
a9, AmuEITalunslfianinm
1aeild, aarnmndiauasanuiisnalaludin,
Usziumaanaiaagaaden , NMsuseiiunieg
Wavufieinisg



Case Study 3

AsAnELuuguLRUnlagaI L TaULTALUNR
PadnshninnsEInufueniaan Tusilyais
ANUAUTRTAAFITEALAAUCase study 3 nsziiau.docx
Study Design: N33t d9naaadtluuguLasil
ARUAIUAN

AU1AEIALNY: 30 AU WAINTLLILY (AaNNTLLALIL
w49 100%) 2.5 a¥u/2ia9 NaINTELIAUVRAN
(°lmj mouavma) 2.5 nju/aia9

Aunn3uaar 2 a5y Wuszaznan 4 §lend



Case study 3_ชากระเจี๊ยบ.docx

Case Study H4

dnAnulaansdauasentinaunvainnanui’
lua&FNATFUA NG

sduuun1s3Iqe: AsdFadillunsdnnuusgdulad
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Case study 4 1asvn1siiaaiiutiariainnanaii.docx



Case study 4_โครงการวิจัยฉบับย่อหญ้าดอกขาว.docx
Case study 4_โครงการวิจัยฉบับย่อหญ้าดอกขาว.docx
Case study 4_โครงการวิจัยฉบับย่อหญ้าดอกขาว.docx
Case study 4_โครงการวิจัยฉบับย่อหญ้าดอกขาว.docx

Scientific Considerations
UsziduaT1uIneN@&6s

Scientific Validity:

- Rationale and Literature Review

- Research Design & Methodology

- Inclusion/Exclusion criteria

- Sample size

- Procedure and massager, dosage form,
regimen, route of administration

- Measurements

- Statistical Analysis



Ethical Considerations
U5l AUATUITEITTTU

Ethical Principles (Belmont Report)

- Respect for Persons
(informed consent, privacy, confidentiality,
vulnerability)

- Beneficence or Non-maleficence
(risk/benefit assessment, favorable)

- Justice
(inclusion/exclusion, randomization)

All of the fundamental ethical principles of human

participation in research apply equally to herbal remedies
and research involving these compounds (consent, equity,
favorable risks/benefits, experimental design must be sound).



Operational Guidance: Information needed

to support clinical trials of herbal products

. Chemistry—Manufacturing—Control
(CMC) Considerations for Herbal
bt oo Pro du cts

to support clinical trials

of herbal products

* Non-Clinical Considerations for
Herbal Products

* (linical Considerations for Herbal

Products

* Ethical Considerations in
Clinical Trials with Herbal
Products



- Operational Guidance: Information needed
to support clinical trials of herbal products

Chemistry-Manufacturing-Control (CMC)
Considerations for Herbal Products

. CMC of Herbal Product to be evaluated mimics that
for the traditionally-used formulation. Evaluation of
Herbal Products does not require purification to
known or single chemical constituent.

. Phase 1/2 trials, details on specification and
quality control of the product used are required,
GMP standards for CMC processes may not
required at this stage.




——2 Operational Guidance: Information needed
to support clinical trials of herbal products

Chemistry-Manufacturing-Control (CMC)
Considerations for Herbal Products

Information on herbal substance and herbal product
must be described [genus, spp., region and country of
origin, time of harvest, ...... solvent extraction, analytical
procedures, amount of active ingredient, chemical
fingerprint (analytical markers), lack of contamination,
etc.]

3. Phase 3 trials, GMP standards are needed.
Information on herbal substance and herbal product are
the same as for phase 2, but more stringent. GAP, GHP
reference batch and environmental impact statement
are required in addition.




Operational Guidance: Information needed
to support clinical trials of herbal products

Non-Clinical Considerations for

Herbal Products

1. Efficacy information searched from literature sources is
recommended. If information is insubstantial it is
necessary to perform new efficacy experiments.

2. Toxicities of the herbal products in prior human
experiences or existing animal data searched from
literature sources is recommended. Consider whether
additional non-clinical studies are needed.

3. Pharmacokinetics studies are technically difficult to
conduct. Also, the dosing regimen can be deduced
from traditional methodology. Therefore, non-clinical
PK is not absolutely required.




Operational Guidance: Information needed
to support clinical trials of herbal products

Clinical Considerations for
Herbal Products

Phase 1 studies in normal volunteers are generally
unnecessary for herbal traditional medicines. Traditional
dose regimens of herbal medicines conveys reasonable
confidence that these regimens can safely be administered
to small number of carefully monitored clinical subjects in
Phase 2 trials.

It is important to verify tolerance in phase 2 trial patients.
Both the literature review and the provisions in the protocol
to be performed should focus on safety parameters (CNS,
skin, musculoskeletal, GI, liver, kidney, CVS, hematology)




Operational Guidance: Information needed
to support clinical trials of herbal products

Clinical Considerations for

Herbal Products

Phase 3 trials should be undertaken only after dose-
ranging phase 2 data are available.

Inappropriate rejection of herbal medicines in phase 3
trial is owing to phase 2 studies did not preceed a
phase 3 trial and a suboptimal dose was used in phase
3 trial.



—— = Operational Guidance: Information needed
to support clinical trials of herbal products

Ethical Considerations in Clinical Trials
with Herbal Products

- Apply the fundamental ethical principles. All
research involving human subjects should be
conducted in accordance with ethical principles
contained in the Declaration of Helsinki, three
basic ethical principles (Belmont Report), laws
and regulations of the country, whichever
represents the greater protection for subjects.




——2 Operational Guidance: Information needed
to support clinical trials of herbal products

Ethical Considerations in Clinical Trials
with Herbal Products

- A well trained, ethical investigator is the best
assurance of patient safety in research.

- Skilled clinicians should be chosen as investigator to
assure prompt recognition and appropriate
treatment of any observed AE or worsening of a
pre-existing condition.



va Q/

Ussduinidusasliivana

UseiGuii REC siagiiansaun



Case#1: UszieusiagnNatsaun

1. mMswalne 38nsiiluacinels

2. ndngunfiAenAy efficacy way safety

2. lasitilugjune dmnuuiaunda’ly

3. Scientific Validity (Research Design, I/E,
etc. sample size, methodology)

4. ans&1u Risk/Benefit 5u'ldnsa‘ly

(favorable)



Case Studies #2, 3 &4
UssLaUNGaINaITaUN

1. Rationale ) )
2. Intervention (curcumin/aduau, 11N
ATYLAAU/UNNTELAEU, UaIaanu1) ANN1TAIUAN
AuauAINatiig 13 (CMC)
3. Safety information (dayanisTauleni1uy/
Aayan1s@ni preclinical)
4, finsdanTuaunnnaunda’lu (phase I
clinical trial is safety study, appropriate dose,
MTD = maximum tolerated dose)
5. Dosage regimen aunalafiRu1vsa‘la

A1vadnnUanale
6. Placebo wnnganma’li (guuasidnila 2 nv)
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Protocol

1.
2.
3.
4.
5.

6.

Rationale fitvamaliitneagwa 1 justify
ANTNUNIUITTUNTIU LULNEIWA

WA U TuAdaygamIuNIsAILANALATIN
@”ﬁﬁ’g}%ﬂsaztﬁuﬂawuLﬁﬂaamatﬁﬂowa, wasundas
NNIDAILAN

atayasuANllanit 119a toxicological
studies dnFuenanulwsibifilseian1sidanunu

Research design tilu RCT, double-blind ngu
AmIUANGEIE placebo agtedan placebo atindg'ls



oy Nwuliael

7. ‘Liszunisindenguiseannsiagideailuananssing

8. dumauidsfiunisidelud informed consent
process Aaun13¥in screening

O. au “danNasaura1ulzanssn” lugneag (dadideu
MUANAIAFITNUARLUD WIAEATUH1TRae9'ls)

10. LEAIANTIIAITUZUITIUTTE Tunauns

neaaad/tiuzaya tiua1niasesanisie
Li'l65un195usagann EC
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