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Integrative Medicine: a term gaining
popularity in the past decade

Pubmed search “integrative-medicine”, 79,365 hits up to 18-07-24

2
« Phase 1: 1951-1986 <10 (1-6 per annum)
« Phase 2: 1987-1998 in tens (15-72 p. a.)
« Phase 3: 1999-2011 in hundreds (100-960 p. a.)
 Phase 4: 2012-2020 in thousands (1120-8821 p. a.)
« Phase 5: 2021-2023 in tens of thousands (10190-10433, p. a.) .I
Q ------------------------- * -------...

1951 1951-1986 19992011 2012-2020 2021 2025
Phase.1,.<10.p.2 :

Integrated-medicine: similar trend fewer use; 2902 hits by 18-07-24
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Is this a new era just begun?
Or is it an unsustainable campaign?



It depends.

It depends on what to integrate and how




Integrative Medicine (IM)
The definition by the WHO

The April 2024 Draft WHOQO traditional medicine strategy (2025-
2034) for consultation:

Integrative Medicine is:

m an interdisciplinary and evidence-informed approach

m aimed at achieving whole-person health and well-being

m by using a respectful combination or fusion of biomedical

and traditional and/or complementary medical knowledge,
skills and practices.

J“respectful” was removed in the Sept. 2024 version
submitted for approval by the WHO Executive Board.



Respectful could be subjective.

However, for a sustainable future, it is
essential for IM to be respectful.

This essentially means that TM R&D
and practice must safeguard scientific
integrity & rigor, by following
objective good practice standards
and guidelines.



GP-TCM RA regards integration a central strategy P Y
for innovation and emphasizes that integration must = @l@
be built on Integrity, esp. good practice. s S
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The quest for modernisation of traditional Chinese medicine.
Xu Q, etal. BMC Complement Altern Med 2013;13:132 (>230 citations)




GP-TCM defines good practice as striving for
consensus while respecting differences

It is compliance with commonly
accepted guidelines in biomedical
R&D and health sciences, including

(EQUATOR), journals (COPE) and
regulators (ICH)

general guidelines for scientists  [—

|t also means good practice guidelines &
standards of specific fields, e.g. TCM,
often covered by EQUATOR extensions

« GCCP2.0 (cell study)

 PREPARE, & ARRIVE2.0
(animal study)

« CONSORT (RCT)

« PRISMA (systemic review)

« MIQE (PCR)

« SAGER (Sex and Gender); and

« GATHER (Accurate and
Transparent Health Estimates
Reporting)

Main topic of
this talk...

m  Uzuner H, et al. Traditional Chinese medicine research in the post-genomic era: Good practice, priorities,
challenges and opportunities. J Ethnopharmacol. 2012;140:458-68 (>100 citations)

EQUATOR: Enhancing QUAIity and Transparency Of health Research. https://www.equator-network.org

COPE: The Committee on Publication Ethics guidelines: https://publicationethics.org

ICH: International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use:

https://www.ich.org



https://www.equator-network.org/
https://publicationethics.org/
https://www.ich.org/

Grey et al. Nature 2024;632:26-28.

The Committee on Publication Ethics (COPE) guidelines:
https://publicationethics.org

— They include 15 sets of guidelines, 49 flowcharts and 788 case
studies.

— Although COPE is not a regulatory body, this global, publisher-funded
organization holds much sway with journals and publishers. It provides a
range of guidance on publication integrity, covering issues such as how to
participate in peer review, how to respond to data fabrication and when to
retract a paper.

— Endorsed by >14,000 journals; they agree to adhere to its ‘principles
of transparency and best practice in scholarly publishing’. Publishers

routinely advertise their membership as evidence of their commitment to
publication integrity.

— Endorsement is easy. Implementation takes much more efforts.


https://publicationethics.org/

TM-specific good practice guidelines & standards
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Who publishes more internationally harmonised standards?

International Standardization Organization (ISO)

= fry AL 2H 2N

World Federation of Chinese Medicine Societies (WFCMS)

JLIREENIER

World Health Organization (WHO)

H: T 2H2ZH

e International consortia (e.g. GP-TCM, EQUATOR, etc)
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ISO/TC 249
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+ 2009-2023, ISO has collaborated = 2009-20234F > ISO Ll BL&E
ey
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processing procedures of TCM 17H"H:n—;r_‘ﬁkﬂm’3‘_i%:‘ ZEHE
raw materials & products; N L2 Y EPRiREo

» >30 ISO drafts are being = >30[F bR IELE ] L AR
developed.

For details, please visit:
https://www.iso.org/committee/598435.html



ISO is a partner preferred by the Chinese government in its efforts
promoting internationalization of TCM standards
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WFCMS partners with ISO and also publishes its own standards

LI L > \s <A1 L3 = JL— <
R EXEISOR £ Z (R F, IR &R EFRERE

No WFCMS ErtrE SR (=22 by Nov. 2022)) % faitiE)

22 | SCM 54-2020 FZ54b 77 E 5K (TCM prescription) 2022-08-23
21 | SCM 54-2020 FZ5iEFIZESK (Dispensing) 2022-08-24
20 | SCM 54-2020 25 ZA =5k (Delivery) 2022-08-24
19 | SCM 55-2020 FZ4FIARZEE >k (Decoction and taking) 2022-08-24
18 | SCM-C 0039-2020 ;B 54T §h s yT 38 2022-05-05
17 | SCM-C 0014-2019 ¥EAEHIENR (FEH) RS SIS EANSE 2022-05-05
16 | SCM-C 0011-2018 2 JE AR 2022-05-05
15 | SCM0051-2019 EHfrh EnieS 12 RS IISE 2022-05-05
14 | SCM-C 0008-2017 B 73z 2022-04-28
13 [ SCM0050-2019 Efrh EInie2 B IR ISE 2022-04-28
12 | SCM0041-2014 R R E A FERHAZR K H 2022-04-28
11 | SCMO0027-2019 JFZLR AL (Liangcha herbal drinks) 2022-04-28
10 | SCMO0026-2019 sZ5H 7 EF A ARIRIENSE 2022-04-28
9 SCMO0024-2018 FrA(L FIZh i »EANE K (Standardised decoction-making centre) | 2022-04-28
8 SCMO0023-2019 B R AR IEEISE 2022-04-28
7 SCMO0020-2017 h[E A iR EIR S =5k 2022-04-28
6 SCMO0018-2017 EfrH Elif RSB Is = PERR 2022-04-28
5 SCM0012-2014 EFrH EE TN S EEISE 2022-04-28
4 SCMO0010-2012 53R EZEF iz O RTE 2022-04-28
3 SCMO0008-2011 E[frA EE T W ARERFRDRERE 2022-04-28
2 SCMO0004-2010 iZFTi% B S RS HrA 2022-04-28
1 SCMO0003-2009 57 HREE= AR} (CMD 7)) EEME 2022-04-28

Please visit: http://www.wfcms.org/index.php/list/52.html

LLLS



WFCMS drafts, e.g. Network Pharmacology Evaluation Method

WRBIERESR, LMK AEFIFNTE

Li S, et al. WFCMS Specialty
Committee of Network
Pharmacology.

Network Pharmacology
Evaluation Method
Guidance - Draft.

World J Tradit Chin Med

Prof. LI Shao 2021;7:146-54
Tsinghua University httpS ://WWW.thcm . net/text.as
Chair, WFCMS Specialty p?2021/7/1/146/310934

Committee of Network
Pharmacology


https://www.wjtcm.net/text.asp?2021/7/1/146/310934
https://www.wjtcm.net/text.asp?2021/7/1/146/310934

WHO standards in acupuncture nomenclature and
benchmark series on TM training & practice (2022):
acupuncture, tuina, Ayurveda, and Unani.

DS RAE UESR. EZE. HEEEEFES

Updates and future reporting - Traditional medecine
Report by the WHO Director-General. 75th WORLD HEALTH ASSEMBLY. 12 April 2022
https://apps.who.int/gb/ebwha/pdf files/WHA75/A75 42-en.pdf



https://www.google.com/url?sa=t&rct=j&q=&esrc=s&source=web&cd=&ved=2ahUKEwi5nPPCx-j_AhUVhFwKHcplDfsQFnoECA8QAQ&url=https%3A%2F%2Fapps.who.int%2Fgb%2Febwha%2Fpdf_files%2FWHA75%2FA75_42-en.pdf&usg=AOvVaw2ldAleSmXwxijyysuN--n4&opi=89978449

WHO Standards of TM terms and translation
B AL S| NEREZARIEFFRGFREL

* WHO international standard terminologies on traditional
medicine in the Western Pacific Region. 2007

* WHO international standard terminologies on traditional
Chinese medicine (2022) and traditional Indian medicines
(siddha, ayurveda, unani (2023)

WHO standardises TM diagnosis, bringing it in ICD-11
HDEAREXEREEFZCH, FREEFANERERRTEER

WHO. Chapter 26. Supplementary Chapter Traditional Medicine
Conditions - Module I. ICD-11. International Classification of Diseases

11th Revision; The global standard for diagnostic health information.
1999; in effect, Jan. 2022.

https://www.who.int/teams/integrated-health-
services/traditional-complementary-and-integrative-medicine



WHOQO guidelines on TM research & evaluation and herbal
GMP was the foundation of the FP7 GP-TCM collaboration

- DARAERE LMK I G EEESESE~E

« WHO General Guidelines for Methodologies on Research and
Evaluation of Traditional Medicine. 2000; p1-74 (>1000 citations)

 WHO Guidelines for Selecting Marker Substances of Herbal
Origin for Quality Control of Herbal Medicines (2017)

« WHO Guidelines on Good Herbal Processing Practices for
Herbal Medicines (2018)

« Guidelines on Good Manufacturing Practices for the

Manufacture of Herbal Medicines (2018)
o replacing the 2007 WHO Guidelines on GMP for Herbal Medicines.

https://www.who.int/teams/integrated-health-services/traditional-complementary-and-integrative-
medicine (accessed 02/10/2024)



https://www.who.int/teams/integrated-health-services/traditional-complementary-and-integrative-medicine
https://www.who.int/teams/integrated-health-services/traditional-complementary-and-integrative-medicine
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Good Proctlce in TCM Reseorch N the Post-
genomic Era (GP-TCM, 2009-2012)

faZEREAR KA EZDHRAR LK

= A €1m project funded by the W”wﬁ% & %n% (SINO-EU GP-TCM WORKSHOP)
European Commission, under its
7t Programme Framework

‘3!/0,,

o
/‘
C/')A s0

m 25 countries, 110 institutions &
enterprises, >200 members

m Aimed at promoting EU-China
collaboration in modernisation of
TCM research

Uzuner H, et al. TCM research in the post-genomic era: good practice, ING'S
priorities, challenges and opportunities. J Ethnopharmacol. 2012;140:458- College
SEVENTH FRAMEWORK 68 . LOND ON

PROGRAMME © Copyright 2011 All Rights Reserved, Halil Uzuner, GP-TCM Consortium.




Prof. Kelvin Chan Prof. Pierre Duez Prof. Monique Simmonds

University of Sydney University of Mons Royal Botanic Gardens

Chan K, et al.

Good practice in reviewing and publishing studies on herbal
medicine, with special emphasis on traditional Chinese medicine
and Chinese materia medica.

J Ethnopharmacol. 2012;140(3):469-75.
(203 citations)

World Flora Online - The WFO Plant List

https://wfoplantlist.org/plant-list ING'S

College
SEVENTH FRAMEWORK LOND ON

PROGRAMME © Copyright 2011 All Rights Reserved, Halil Uzuner, GP-TCM Consortium.



https://wfoplantlist.org/plant-list

Consensus-based reporting guidelines for Phytochemical Characterisation
of Medicinal Plant extracts (ConPhyMP) m@ibr@’

GEEMEE. B%. 1BE. kEaimEE 0

* Heinrich M, et al. Best Practice in the chemical characterisation of extracts used in
pharmacological and toxicological research: The ConPhyMP Guidelines. Front Pharmacol.
2022;13:953205.

A strategic overview of levels of requirements for phytochemical analysis of different types of extracts

Pharmacopeial
Type of Extract compliance
characterisation

4 5 y \

| Triple chemical ! Single chemical ‘ Compliance with
Regu lated fingerprinting, each fingerprinting, 3 Pharmacopeial
Prof. Michael Heinrich

botanical ::::c::‘:nog:aor::ters "Q'Z?.:f.?;f.‘}?,,";?f{‘ Ziiifﬁiii(.on of
University College London drugs Quantification of at least two justified the actives (if
least two justified known) or profile
‘ markers J A J of markers
ConPhyMP offers an online S ek Single chemical
o 0 o ngerorinting, eac fin rinting, 3
interactive tool for what is Un- RN S ffacead raceaters
. . | etection Quantification of at
needed in the reporting regulated s least two ustified
. uan ion of a markers
pharmacology, toxicology e,
and clinical effects of
herbals: Less
. studied
https://ga-online.org/best- or new
practice/



https://ga-online.org/best-practice/
https://ga-online.org/best-practice/
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Prof. Zhaoxiang Bian
Chair, Clinical Studies
Interest Group
GP-TCM RA

CONSORT Extension for Chinese Herbal Medicine Formulas
2017: Recommendations, Explanation, and Elaboration.
Cheng CW, et al; CONSORT-CHM Formulas 2017 Group.
Ann Intern Med. 2017;167(2):112-121.

(186 citations)
A

Flower A, et al.
Guidelines for randomised controlled trials
investigating Chinese herbal medicine.
J Ethnopharmacol. 2012;140(3):550-4.

(96 citations)




Hugh MacPherson
Professor of Acupuncture Research
University of York

Revised STandards for Reporting Interventions in Clinical Trials of
Acupuncture (STRICTA): extending the CONSORT statement.
MacPherson H, et al; STRICTA Revision Group.

Acupunct Med. 2010;28:83-93.

(1565 citations)

|

Standards for reporting interventions in controlled trials of
acupuncture: the STRICTA recommendations.
MacPherson H, et al.

Complement Ther Med. 2001;9:246-9.

(262 citations)



g cguUQ TOr 600 minable & searchable guidelines

network https://www.equator-network.org/reporting-guidelines/

S
Reporting guidelines for

main study types

U

> @trials CONSORT  Extensions

Observational

CONSORTR:-Equator W2 1] —3f 4 ° J535 & 4h studies STROBE  Extensions
— (== == = H A= Systematic reviews PRISMA Extensions
N ,‘2‘% ’ﬁ._l!;:z l_-=|'5___| _.% ﬁ 1EHE I—-:"E—J \ , H ETXE}I_‘%%[P%@ IIIII Study protocols SPIRIT PRISMA-P

bl_i_% %g’mm% E/‘JEE‘:E @ Eyq E ° Diagnostic/prognost

ic studies STARD TRIPOD
CONSORT is part of the Equator network, which Case reports CARE Extensions
publishes a series of guidelines and extensions Sl

guidelines AGREE RIGHT

aimed at enhancing the quality and transparency of
various types of health research.

Qualitative research SRQR COREQ

Animal pre-clinical

studies ARRIVE

Quality improvement

studies SQUIRE Extensions
Economic

evaluations CHEERS



e SEEEAMEBEUHEX

CONSORT extensions (n=35): Cutting-edge and relevant!

Six extensions directly related to TM:
* Acupuncture (STRICTA),

« Cupping (STRICTOC),
» Tuina/Massage (STRICTOTM),

 Herbal interventions

 Chinese Herbal Medicine Formulas A
- N-of-1 and N-of-1 TCM E
(B EBE W A k)

(Single patient, multiple cross-over design)

https://www.equator-network.org (accessed 15/08/2023)



https://www.equator-network.org/reporting-guidelines/consort-stricta/
https://www.equator-network.org/reporting-guidelines/standards-for-reporting-interventions-in-clinical-trials-of-cupping-strictoc-extending-the-consort-statement/
https://www.equator-network.org/reporting-guidelines/standards-for-reporting-interventions-in-clinical-trials-of-tuina-massage-strictotm-extending-the-consort-statement/
https://www.equator-network.org/reporting-guidelines/consort-herbal/
https://www.equator-network.org/reporting-guidelines/consort-chinese-herbal-medicine-formulas/
https://www.equator-network.org/reporting-guidelines/consort-extension-for-reporting-n-of-1-trials-for-traditional-chinese-medicine/
https://www.equator-network.org/
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Innovative RCTs of great relevance to TCM

o basket (#% 1), umbrella (j<:), Platform (3

Basket: One drug for
2 or more disorders

.43) trials

Basket trial

Umbrella trial

Multiple diseases

Common targeted
intervention(s)

Single disease Multiple targeted

interventions

. Tgld(rvt1 %
‘Ti) Tgtdtwt2>T
~

Targeted intervention 3 '

<21

beza |
Cd

1%

Platform trial

Interim analysis

[ ]
Standard-of-care > T
- N
ore o
\ Intervention 1
N e )
~— Intervention 2 >
New arm
introduced

Ability to drop arms early and
Flexibility to add new arms

To
=3

Interim analysis Final analysis
2 I —

»:l\—» /.M.\—I

i

Intervention 4 S =
B

RS

Umbrella &
Platform:
2 or more
drugs for the
same disorder

https://www.equator-network.org (accessed 15/08/2023)


https://www.equator-network.org/
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Extensions on more ‘“real-world like” RCTs:

i
\ ‘ ﬁ Illllll.““‘

- Artificial intelligence ( A\ T2 f¢ e W}Z”

SN

J‘}ﬁﬂl . &%

« De-centralized trials (= 51,00V A S2)

« Adaptive designs G& W3

 Pragmatic trials (SE301E G AR ZE)

« Cluster & stepped wedge cluster (4255355 ~ IMYBREEE )

https://www.equator-network.org (accessed 15/08/2023)



https://www.equator-network.org/
https://www.equator-network.org/reporting-guidelines/spirit-artificial-intelligence/
https://www.equator-network.org/reporting-guidelines/consort-ehealth-improving-and-standardizing-evaluation-reports-of-web-based-and-mobile-health-interventions/
https://www.equator-network.org/reporting-guidelines/consort-pragmatic/
https://www.equator-network.org/reporting-guidelines/consort-pragmatic/
https://www.equator-network.org/reporting-guidelines/the-adaptive-designs-consort-extension-ace-statement/
https://www.equator-network.org/reporting-guidelines/the-adaptive-designs-consort-extension-ace-statement/
https://www.equator-network.org/reporting-guidelines/consort-pragmatic/
https://www.equator-network.org/reporting-guidelines/consort-pragmatic/
https://www.equator-network.org/reporting-guidelines/consort-cluster/
https://www.equator-network.org/reporting-guidelines/reporting-of-stepped-wedge-cluster-randomised-trials-extension-of-the-consort-2010-statement-with-explanation-and-elaboration/
https://www.equator-network.org/reporting-guidelines/reporting-of-stepped-wedge-cluster-randomised-trials-extension-of-the-consort-2010-statement-with-explanation-and-elaboration/

g cguUQ TOr 600 minable & searchable guidelines

network https://www.equator-network.org/reporting-guidelines/

A cross-sectional study of the —
endorsement proportion of Reporting guidelines for
reporting guidelines in 1039
Chinese medical journals. Obcorvations

Duany, et al. BMC Med Res studies SIECES S

Systematic reviews PRISMA Extensions

MethOdO/- 2023 ; 23 : 20 . Study protocols SPIRIT PRISMA-P

Diagnostic/prognost

« By 2022, 24.1% endorsed fo studies SARD  TRIPOD

Case reports CARE Extensions

CONSORT; 0.8% endorsed Ciicat practic
CONSORT extensions. guidslines AGREE  RIGHT

Qualitative research SRQR COREQ

e 14.8-17.2% endorsed STROBE, e e
PRISMA, STARD, CARE:

studies SQUIRE Extensions

. <0.7% endorsed SPIRIT, comuations  CHEERS
TRIPOD, AGREE and RIGHT:

main study types

Randomised trials CONSORT Extensions
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Guidelines implementation is still far from satisfactory EEONIBDIOAY

Shepherd A, Brunckhorst O, Ahmed K, Xu Q.
Botanicals in health and disease of the testis and
male fertility: A scoping review.
Phytomedicine. 2022;106:154398.

* Only 9%-23% provided information on voucher
samples, botanical authentication, extraction
methods and chemical profiling!



527 s R 52 0S5 S R AR R ING'S
Poor guideline implementation in RCT's LONDON
published in the past 5 years

Only 38% RCTs registered RCT protocols;

Only 38% RCTs reported concealment of allocation and
blinding of personnel involved in the trial.

Only 43% RCTs reported ADR satisfactorily.
Only 72% RCTs reported randomization methods.
Only 78% RCTs reported ethical approval, but this was only

40% in those published in Chinese.

Most RCTs reported written consent— only 2 RCTs published
iIn Chinese did not report informed consent.

Shepherd A, et al. Phytomedicine. 2022;106:154398.



Conclusions & Discussions

2 Great progress has been made in the past decade In
developing harmonised international guidelines & standards:

- GP-TCM, ConPhyMP and CONSORT guidelines on herbal
naming, QC, extraction & clinical studies.

- WHO guidelines on TM terminology & diagnosis, herbal
GMP, nomenclature, training & practice of acupuncture, etc;

- 1ISO and WFCMS collaborated in publishing ~100
standards of TCM products;

- WFCMS guidelines on TCM prescription, dispensing,
delivery, decoction and taking, network pharmacology...

Q These and many other general guidelines for scientists
(CONSORT), publishers (COPE) and regulators (ICH) should
be endorsed and implemented to safeguard quality of IM R&D.



Dr Qihe Xu (4% 3 31])

King's College London
Weston Education Centre
London SE5 9RJ
UNITED KINGDOM

qithe.xu@kcl.ac.uk
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