18th Meeting of
Consortium for Globalization of Chinese Medicine (CGCM)

Regional Report from Hong Kong

Prof Vivian Taam Wong JP
FFPH, FRCP, FRCOG, FHKAM, FHKIloD
School of Chinese Medicine, LKS Faculty of Medicine, HKU

8 Aug 2019




Content

» HILI in Hong Kong Hospital Authority 2005-2018 (HKMJ 2019)

» Herb-Drug Interaction Database/Guideline 2018

» Policies and Opportunities in Chinese Medicine Development




Content

» HILI in Hong Kong Hospital Authority 2005-2018 (HKMJ 2019)

» Herb-Drug Interaction Database/Guideline 2018

» Policies and Opportunities in Chinese Medicine Development




HILI in HK Hospital Authority 2005-2018

herb-induced liver injury

Suspected case of

Pharmacist/herbalist/ Toxicology laboratory
Chinese medicine o Examine biological samples
practitioners for potential hepatotoxic

« Interpret herbal formula substances

« Assess the appropriateness
of the use and dosage of

e Look for adulteration
o Identify potential

every individual herb hepatotoxin
Multidisciplinary Causality ¢ Hemre e
Assessment Method
(MCAM) in HILI e T T

® Review the temporal relationship of herbal
use and the onset of symptoms

e Review the natural course of the disease

* Investigate the nondrug causes of liver disease

® Assess the quantity and quality of previous
publications on individual herb with potential
hepatotoxicity

e Causal assessment using standardized
terminology of causal relationship

Consensus meeting

e Finalize the likelihood of causality of individual
case as “highly probable,” “probable.”
“possible,” “unlikely,” and “excluded”

Causality assessment of herb-induced liver injury using multidisciplinary approach and
Roussel Uclaf Causality Assessment Method (RUCAM). Clin Toxicol (Phila). 2011
Jan;49(1):34-9..




HILI in HK Hospital Authority 2005-2018

Multidisciplinary Consensus on Causality Assessment Method(MCAM):

- Pharmacist & CMP interpret herbal formula, assess formulation &
dosage with literature search

- Toxicology Lab tests herbal products for adulteration and hepato-
toxin; patient blood, urine samples for toxic metabolites

- Hepatologists assess temporal relationship (latency), natural course
of disease with exclusion of alternative causes (non-drug)

Causality assessment of herb-induced liver injury using multidisciplinary approach and Roussel Uclaf Causality Assessment Method (RUCAM).
Clin Toxicol (Phila). 2011 Jan;49(1):34-9..




HILI in HK Hospital Authority 2005-2018

MCAM Inter-rater agreement 80% but RUCAM vs MICAM 50%, because :

- Contamination, adulteration, hepato-toxin, complex
mixture identified by experts

- MCAM consensus score by percentage of likelihood vs
RUCAM with empirical levels

- Subjective: RUCAM inter-rater, test-retest reliability by
same rater is unsatisfactory

- Paucity of high quality scientific data : RUCAM gives one
point for published reports

Causality assessment of herb-induced liver injury using multidisciplinary approach and Roussel Uclaf Causality Assessment Method (RUCAM).
Clin Toxicol (Phila). 2011 Jan;49(1):34-9..




HILI in HK Hospital Authority 2005-2018

HK Hospital Authority Poison Information Centre/Toxicology Service 2019:

2005-2007 2014-2018

0.18/100,000 0.13/100,000

Underestimated the mild ones and the delayed ones

— Uncertain herb exposure history
— Unavailable herb formula

— Multiple herbs; adulteration

— Variation in quality of herbs




HILI in HK Hospital Authority 2005-2018

Way forward:

- Clinical toxidromes, local botany (morphology,
biochemistry), toxicology identification

- More specific tests, molecular markers such as
keratin 18 & microRNA

- Epidemiological big data/ multi-center large
scale prospective study

- Registry of HILI, CMILI a la DILIN from Spain, US
NIH; FDA’s Liver Toxicity Knowledge Base (LTKB)

Poisoning by toxic plants in Hong Kong: a 15-year review. Hong Kong Med J. 2019 Apr;25(2):102-112.
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Herb-Drug Interaction Database/Guideline - 1

* Comprehensive literature search = ~5000 papers
¢ Information extraction

e Critical appraisal of positive findings = human evidence
in ~300 papers + supportive in-vivo + in-vitro evidence

Limit number of herbs
can be used 232 - 323

* Consensus meetings + invited clinical experts =83 herbs
* Consensus on recommendation = 87 recommendations

* Endorsement

HDI4 A %/##F % + warfarin

Level of
Evidence Level of

Evidence

Relevance | I d v | I " v
Relevanc
e
Good

Fair 5 1 2 2 2
Fair |8 2 3 3

Poor 2 Poor 2 3 3 3
Recommendation

Recommendation Use alternative CHM if possible.

If the concurrent use cannot be avoided, routine monitoring & weekly
monitoring of INR
until 2 weeks after ing the CHM s ded

Other remark

Other remark




Herb-Drug Interaction Database/Guideline - 2

* Toxicity
A ° 5 h erbs - )tf}‘%ﬁ Xanthii Fructus, *Rg:numntﬁ Fructus Immaturus,
{E_[ E% Polygoni Multiflori Radix
Moderate - imitati
: ¢30 herbs Dc_Js_e limitation o
risk — Clinical + laboratory monitoring
* HDI
J 61 herbS - %‘m PheﬂodendriChinensisCortex,%@ Coptidis Rhizoma
— = increase blood cyclosporin concentration
No reparé?d tox / 181 herbs — Avoid the combination
A ‘
2
* Immunosuppressant — cyclosporin, tacrolimus B 3
« Warfarin * Sex hormones c
. H '
* Anti-platelet * Theophylline Evidence A
« Anti-diabetes * Calcium-channel blockers

. . * Better quantify risk associated with herb-drug co-use
Anti-virals * Corticosteroids * Good-practice guidelines established for 4 levels of herbs in IM
* Laid down principles for collaboration between WMP and CMP
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Opportunities 1, 2
- Policy to use HK as a launching platform for CM & IM
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-  Belt & Road countries - > 100 TCM Clinics
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Opportunities 3, 4

- Greater Bay Area healthcare network for business & medical tourism.

RIS [ B A

- New listing relaxation for biotech companies

PR L T

New Main Board Listing Rules:
® permit listings of biotech issuers that do not meet any of

H K E x the financial eligibility tests of the Main Board ......

i }! § a Fﬁ @ specific guidance on the listing eligibility for pre-
profit/pre-revenue biotech issuers that produce
/ pharmaceuticals......




Opportunities 5, 6

- 0.5Bn seed funding for CM +
: 2018 -19

> A Applied research & knowledge exchange,
g 2% ) /,
SIS, AT X 8ilE
iﬁ =k =a
5 r |

> B. Helping local CM traders with the production
& registration of Chinese proprietary medicines.
A BT
> C Cross-market co-operation F2iji 54 1F
> D. CM specialization ZFl 7E/E

- ITC, HKSTP, Healthcare Technology, BUD, export marketing (32 5Bn)
f—lz%%ﬂ%ﬂﬁﬁ Tﬁiﬁ%’ﬁfi
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Relative melanin content
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https://www.hkstp.org/zh-hk/how-we-serve/incubation-programmes/incu-bio/

Vision

Be a World Hub in high quality Chinese medicine

products, services, training and development.
AR PBERE. B BHHEAL




