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» Procurement Requirements of CM
Products

Quality Assurance * In-house Sample Testing
* In-house Quality Monitoring
Mechanism

* CM Toxicology & Safety Media
Monitoring

Pharmaco-vigilance « Herbal Adverse Events / Poisoning
Sentinel System

* Drug Information Service on CM

» Use of CM in HA hospitals

Clinical Application « Research Focus in Meeting Clinical
Needs

Knowledge Sharing and ° Knowledge database .
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Procurement Requir
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’LCM Ordinance

* Wholesale licence in CHM
* Wholesale licence in pCM
* Manufacture licence in pCM

CM Ordinance >
* pCM registration

CM Ordinance

* pCM labeling requirement

requirement
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Protection of Endangered
Species of Animals and

Plants Ordinance

e Convention certificates
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In-house Sample Te:
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Factors for Risk Stratification
1. Toxicity e.g Sch 1 CM in CM Ordinance

' e\k Leve, Of C@ 2. Specific CM in Chinese Pharmacopeia (CP) with safety
()

@ concern e.g. herbal markers for authentication

3. Local surveillance data e.g. reported poisonings /
ADRs in HK

4. Volume of use

Specific Tests

1. Authentication and quality

Medium |
/ ~40% / 2. Safety
/ a) Heavy metals, pesticide, microbial
;’ limits
b) Aflatoxins

c) Intrinsic toxic ingredient(s) in CM
d) Others requirements by HA, e.g.

® Toxic contaminants: aconitine,
atropine, aristolochic acid...

® Dyes and foreign matters (e.g
auramine O) @ ERYSS
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Standards and Me ‘a S | f
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Laboratories involved:-
1.Laboratory accredited through HOKLAS
2. Institutions involved in the establishment of the HKCMMS
Standards Methods Tests
<] < 1. Authentication and quality
L /cRE 2. Safety
HOKLAS a) Heavy metals, pesticide, microbial limits
<] b) Aflatoxins
-m c) Intrinsic toxic ingredient in CM

Not |
Detected <j

i -

......

* HOKLAS: Hong Kong Laboratory Accreditation Scheme

CP: Chinese Pharmacopeia : - HOSFITRT
HKCMMS: Hong Kong Chinese Herbal Medicine standards



In-House Quality

CM Pharmacy

All
stakeholders

» CM clinics - Pharmacy as gatekeeper
» Communicate to Chief Pharmacist’s Office (CPO), HA

 Evaluation and assessment of the situation

 Assigning of action index (e.g. keep in view, batch suspension)

» Sourcing of alternatives

» Risk communication and logistics arrangements with suppliers & frontline

«Stakeholders: CM clinics, HA (e.g. CM department, HA Toxicology Services,
HA hospitals with AED)
* Risk communication / risk alert
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CM Toxicology and;@af’éy’%dga

Lannn
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« Daily monitoring via global & local news / websites

China

* Risk communication with stakeholders, e.qg.
— CM Toxicology & Safety Media Monitoring (H &5 & Z- 2 ie

ﬁbq@)
Tt Foea
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« Early signal detection for local hazard identification & risk

assessment
— HA Toxicology Services (HA Toxico-intelligence Team)



Herbal Adverse Events'/ Pmso:n#\g. §en Ene_léyétem_ |
f-,_._-,ﬂ-' 2 3 —

o Established in Aug 2004
« CM-related adverse events / poisoning notification in HA

 Work closely with the HK Department of Health on
Important public issues (Hong Kong Poison Control
Network -HKPCN)

 Adverse events reported provide valuable information
and signal clinical significance areas

 ldentify herbs with potential toxicity for literature review,
database development and research
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Enquires from western and Chinese
medicines professionals in HA,
mainly clinicians

Enquiries mainly involve:

— Adverse reactions and toxicities
of CM

— Interpretation of CM prescriptions
— ldentification of processed herbs
— Herb-drug interactions

— Legislations and regulations on
CM
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Novel Approac

Use of Cﬂ’&k H. Hﬁéﬁiﬁ;@

Wk
/ R N

Assessments on ., =

Expert Panel

» Toxicologist,

« Clinicians from various specialties (e.g. oncologist cardiovascular, liver, renal)
« Clinical pharmacologist

 Pharmacists

 CM experts (e.g. practitioners)

 Academia

Risk Rating:
Well-defined Risk High, Moderate, Low, No Reported
Stratification Matrix .
Level of RISk

Quality of I ] 1] \Y; ReCommendatiOnS:

Good 2 | 2 | 2 * Impact on clinical effects

Fair 2 2 3 3 . . .

coor s T3 3 |3 * Use in at-risk patient group(s)

17 an risk 2= moderale fisk S7low sk « Concurrent use with certain drug(s) or
Local Experience & specific monitoring (e.g. TDM, INR)
Clinical Management ST
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Research Focus in. Meetlr:g;!:hnlcal Needs

(1) Herb-induced Uﬁr Inl_uex (HILaI’)'Netwo?E( "

Objectives
 Create a registry of carefully documented HILI cases in patients under HA
* |dentify risk factors and clinical outcomes of HILI

Process

1. Pilot study in 08/09 -- identified culprit hepatotoxic herbs by ruling out
underlying causes and through literature review

2. Herb-induced Liver Injury Network (HILIN) formed in 2009 -- to conduct
a prospective study (paper published in 2011*)

Consists of:-
 Hepatologist

» Toxicology expertise (clinicians from Poison Centre and
Toxicology Reference Lab)

 Pharmacist (western medicines & Chinese medicine)
3. Use of scientific soring system in clinical setting
* RUCAM - Roussel Uclaf Causality Assessment MetthgD

*Nin, C. T., Cheung, W. I., Ngan, T., et al., Causality assessment of herb-induced liver injury using multidisciplinary approach and
Roussel Uclaf Causality Assessment Method (RUCAM). Clin Toxicol (Phila), 2011. 49(1): p. 34-9.
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Research Focus*ﬁi/l et] _

(2) Systematic Reviews ¢

 Objectives of the Study

— To identify any clinical and theoretical interactions of commonly used herbal
medicines with drug groups of paramount concern in the HA

— To determine the interactions identified in terms of the mechanisms of action,
degrees of severity and levels of evidence

» Evidence-based Process

— Blind parallel evaluation by University group and HA group
— Refer to expert panel if consensus cannot be reached

Evaluate the level of evidence and degree of severity of each
interaction, and accordingly compile the level of significance

University Group HA Group
|

----- > Expert Panel <€ ===

ERENSS
HOSFITAL
AUTHORITY

— Drug groups: anti-cancer drugs, drugs for CVS, metabolic syndromes, CNi etc.
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Background -

The HA& Crug-herb Interactions Database is developed through joint collaboration by the Hospital Authority and academic institution{s) wi
strong background in western medicines and Chinese medicines (CM) education and research,

The Ha Drug-herb Interactions Database is aimed to provide information on adwverse drug-herb interactions {DHI) to healthcare profession:
on specific drug groups, based an the latest published information from bath English and Chinese databases at the time of data extractic
and with a lewel of significance {LOS) rating assigned {Refer to Table 1. Lewvel of Significance). The rating 1, 2, or 3 denotes the LOS frc
highest to lowest, whereas an asterisk would be indicated for which adverse drug-herb interaction was not known or studied {e.g.
toxicity of the drug-herb combination was not studied despite a beneficial effect on its efficacy might have been demonstrated).

With the information retrieved, only primary data was assessed; therefore, reviews that describe an interaction but cited the origir
sources were excluded; howewver, the original source referred to was included. Jadad scores would be assigned to randomized controlls
trials (RCT) as a determinant of the quality of RCT. While a set of criteria was developed for the evaluation of the relevant drug-he
interaction information and its level of significance, critical appraisal examining the articles was not performed. As the focus of the databa:
i= primarily on Chinese medicines that are commonly used by the people in Hong Kong, information relating to health food or supplemen
may not be found in this database.

DHI reports

Reviewed information would be reported as a unique pair of drugis) and herb{s) with 3 LOS rating assigned on the potential interaction,
brief summary, and the reference(s) used.
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TN
Sample of HDI report

Interaction of CM / Herbal Medicine(s) with Anticancer Drug(s)

o = —

Chinese medicine / herbal medicines

Drug name L Drug(s) CM / Herbal Medicine(s) / (Compound)
T |

Irinotecan Hypericum perforatum, St. John’s wort

L.evel of Severity of Adverse DHI Level of Evidence
Level of e« 5 "

Sianificance = | L) g 25—

Tevel of

O Insignificant / Uncertain O D

- O Not known O E
— Effects: The combination of St. Jolm's wort' with irinotecan may decrease the drug
N efficacy of irinotecan i various Jeells and animal models as well as cancer

patients.
. . + . =

The combination of St. John wort’  with irinotecan may  affect the

pharmacokinetics of irinotecan.

= Mechanisi

=

i
Mechanism

Managemgnt:  Concomntant adnumstration of wmotecan and St. Jolm's wort' should be avoided.

Moderate

—
Man ag em e nt Summary:

The combined treatment of irinotecan and St. Jolm's wort” was wmvestigated in several annnal and
human stdies. Resnlts showed that minotecan-induced intestinal damage, pro-inflammatory )
eytokine production and intestinal epithelial apoptosis were attenuated by the pretreatment of St. M|Id
Joho's wort (SJW). These inhibitions of pro-imnflammatory eytokines and intestinal epithelinm
™ apoptosis partly explained the protective effect of STW against irinotecan-induced diarrhea (1).
However, other recent studies reported that although the co-admmmstration of SIW with innotecan
. . resulted m lesser toxicity induced by irinotecan, the maxinmum plasma concentration {(Cy,.) of InS|gn|f|Cant /
Dl sScussion irinotecan and SN-38 (active wetabolite of irinotecan) had significantly decreased afler a long tenm
exposure to SIW for consecutive 14 days (2, 3). Similar results were obtained from another low Uncertan’]
quality RCT, in which two patients had colorectal cancer. two had Iung cancer and one had
sarcoma, that the plasma levels of SN-38 m patients were simuficantly reduced by 42% followmg
co-treatment of irinotecan and STW (4).

\

Not known
Reference(s):
1. Hu ZP, Yang XX. Chan SY, Xu AL, Duan W. Zhu YZ, et al. St. John's wort attenuates
irinotecan-induced diarrhea via down-regulation of intestinal pro-inflammatory eyvtokines and
N— mnbition  of wmtestmal epithehal apoptosis. Toxicology &  Apphed Phannacology.
References J/ 2006;216(2):225-37.
2. Hu Z. Yang X. Ho P-L. Chan E. Sui YC. Xu C. et al. 51. John's wort modulates the toxicities
and pharmacokinetics of CPT-11 (Irinotecan) m rats. Pharmaceutical Research. 2005:22(6):902-
14.
3. Hu ZP. Yang XX, Chen X. Cao J, Chan E, Duan W, et al. A mechamstic study on altered
pharmacokinetics of irinotecan by 5t John's wort. Current Dmg Metabolism. 2007:8(2):157-71.
4. Mathissen RH, Verwey I, de Bruyn P, Loos WI, Spanreboom A Effects of St Jolm's wort on
irinotecan metabolism. J Natl Cancer Inst. 2002 Ang 21:94(16):1247-9. (Tadad Score: 1)
T8t John's wort: Hyperici Perforati Herba (B 55
Data extraction: May 08 M
Updated: Jan 11 (v.1) Prepared by Dept. of Pharmacology & Pharmacy, HKU HIOSPITAL
AUTHORITY

Reference: Tatro - DS ed. Drug Interaction Facts: The Authority on Drug interactions. Facts and Comparisons Publishing Group. 2006
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Chinese
Medicine

Home > Herbal Toxicology > Chinese Herbal Medicine

HA Herbal Toxicology Database

About This Task Force jte Home - About this Database

Database

Background

By Chinese Medicines have been used for thousands of years and have long been
By Ingredients regarded by the Chinese as a relatively safe modality of therapy. With increased
Products utilizztion in the community, there is an increase in awareness of reported
poisoning in local hospitals. In addition, the recent development in Chinese
Medicine opens up a new sphere of interest in Chinese Medicine, in particular
herbal toxicology.

Frontine dinical staff of the Hospital Authority are trained to practice Westemn _

Handbook on Tomco]oglcal Aspect: of System Action/Symptoms Ingredient Medicines and have litte experience in handiing the toxicology issues of Chinese Medicines. Furthermore, there is alack

of suitable references on this subject in the practice of Westem Medicine. The paucity of published information on the

modern medicine practice.

Chinese Medicines subject is particularly true with b antidoting of Chi ing in the context of

o Structure of Database
Reference

General Gl

Treatment Decontamination

Traditional

Use

Glossary

example, Radix Salviae Miltiorrhizze (P42, Dan shen), according to Traditional Chinese Medicine theory, invigorate
blood flow i of blood (i ). Animal studies show Dan shen to have anti ion effect, thus

a2

Task Force on Clinical Toxicology (HA) N/
[Members : clinicians, pathologists, toxicologists and pharmacists]
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Search Tips

Phrases

Keywords

AND

Keywords

(OR)

Keywords

NOT

About | Search | Ei:r:h_l;leiﬁ | eKG

|[ Search ]

Examples: "E8", "danggui", "blood pressure"

Examples: B 8 (withaspacein hetween the words)

Examples: B OR%®

Examples: H NOTH, E -

B8 (with no space in between thewords)

scalp acupuncture, scalp AND acupuncture, scalp +acupuncture

spleen OR stomach

cholastercl MOT high, cholastercl - high

Contact us | Disclaimer | Copyright | ¢ Hospital Authority. All Rights Reserved




Synonyms Table of CMs

PN 22 #2010k & ELHY §% (869%E); P EARE(9,0127E)

Chinese

Chinese

Latin name Latin plant name Pinying
name plant name
RADIX ET RHIZOMA Panax ginseng C. A.
& &
AZ GINSENG A2 Mey. Renshen
A& | FOLIUM GINSENG A& ,\P/Iaér;ax ginseng C.A. | panshenye
15 CATECHU S CV?%Cla catechu (L.f.) ErCha
FOLIUM ET ALEE Murraya exotica L.
NEE CACUMEN THE Murraya paniculata JiuliXiang
MURRAYAE (L .) Jack
Aspongopus -
NE& ASPONGOPUS NE & chinensis Dallas Jiuxiangchong
— — Canavalia gladiata
J15 SEMEN CANAVALIAE | J]& (Jacq.) DC Daodou
— RADIX ET RHIZOMA — Panax notoginseng Sanai
= NOTOGINSENG = (Burk.) F. H. Chen .
=H® | HERBA SAURURI =l Saururus chinensis | o1 sicao

(Lour .) Baill.




LEEL EREEER

- WayForward

I :5, :r. ._\_

B2
rhealth — [EEGECRNE %50 e

S TRERR

Chinese
Policy Address 2014 Medicine
Hospital

Hong

Kong

Certified 2014
Materia
Medica

/ @M

HOSPITAL
AUTHODRITY



END



