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Questions & Issues

in an era when mainstream WM is faced with emerging CM

Public & Industries

| am taking drugs x, y and z.
Can | take herbal medicine?

One, due to fear of side-
effects of WM drugs despite
being high effective, insists
to take CM herbal medicine.

There is no public database
on HDI that is Chinese-
oriented.

WM & CM Professional

This patient presents with
symptom A. Is it herb-related?

What is the scientific basis to
separate the administration of
herb and drug by at least 2
hours?

WM: | have not received
training on CM herbs.

CM: | prescribe herbal
medicine according to CM
principles. My traditional CM
training does not include HDI.



Herb-Drug Interaction Chinese Reference Standard:

A Public Service & Industry Development Based on Clinical
Surveillance & Literature Review
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Clinical Risk Management

 CM drug related issues reporting

[ Qua_lllty_ & Bafety ] [ Notification for Poisoning Incidents ]
Monitoring System

[AIRS ][ Incident reporting ]
system

* HA Hospitals / Clinics
* HA Toxicology

HA Staff CMCTRS CMCTRS i
¢ Pharmaco- ¢S Toxico- A Services (HATS)
Incident CM Quality ~ ~ _vigilance _¢ llg%, 4 HA Poisoning
Reporting reporting : ! Reporting
T Iy siieieiin- s, s —i——
CM Department quary > Chief Pharmacist’s Office (CPO)
\l/ Preliminary assessment / action \I/HA Internal Notification
/ Procurement Subcom Expert Panel / / HATS Expert Panel I + co-op Expertise /
\ssus Alert Impact
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Batch Suspension No /low impact Y
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HAHO Director(s) - D(CS), D(Q&S)
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HA Major
Response Plan
Y
| Product / Patient recall ]

Level of Response:

Reporting / Surveillance -- Pharmaco- / Toxico-vigilance

Level | -- Alert/ Monitoring
Level 11 -- Major Response Plan

Action Index (Al):

0 — quality reporting that doesn’t diminish therapeutic effect
1 — quality reporting that may diminish therapeutic effect but doesn’¢

cause harmful effect
2 — quality reporting that may cause harmful effect



Search Methodology

Search literature on specific toxicity Search literature on herb-drug

Interactions

36 English databases 4 Chinese databases %

(Ovidsp platform) o? RV %5 2y | 2 ;];Je % 4 major databases

* Medline ey B - * Natural Medicines Comprehensive

* Embase v FEp T &:}7‘;1)3. 5 Database

* Cochrane library ¥ B UK BB E o * Micromedex - Drug Interactions

* EBM reviews *F A ELEET K g * Micromedex - (AltMedDex®)

°* . Iy B < * HA Drug-herb Interactions Database
Y \ 4 g A 4 4
~4,000 papers (Eng) ~1,000 papers (Chi) ~300 papers

Screen papers for human evidence

v

Screen human evidence

~80 papers / ref ~120 papers (Eng / Chi)
(Eng & Chi) ‘1'

~60 papers
(Eng)

A\ J

Formulate reports on ~30 herbs
Formulate reports on ~60 herbs

~60 papers (Chi)
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[ NATURAL MEDICINES

COMPREMENSIVE DATABASE

Unbiased, Scientific Clinical Information on Complementary, Alternative, and Integrative Therapies

- - sverity
High Possible Unlikely igh = Life threatening or severe impairment possible
Moderate ) _ N ) .
Mild oderate = Moderate impairment or significant discomfort possible
Insignificant

L Lo . . ild = Mild impairment or mild discomfort possible
EBE - Do not use combination; contraindicated; strongly discourage patients

from using this combination; a serious adverse outcome could occur. . _ . ) L
g significant = Drug levels may be affected, but a clinically significant interaction is

Moderate = Use cautiously or aveid combination; warn patients that a ot likely.
significant interaction or adverse cutcome could occur.

lBE - Be aware that there is a chance of an interaction; advise patients to

watch for warning signs of a potential interaction. Close Window

vel of Evidence
Likelihood of Occurrence ! ERvatrt BN
Likely = Clinical research indicates that this interaction is likely to occur in most Level Definition

patients. High-quality randomized controlled trial (RCT)
High-quality meta-analysis (quantitative systematic review)
Nonrandomized clinical trial
Nonquantitative systematic review
Lower quality RCT

Clinical cohort study

Case-control study

Historical control

Epidemiologic study

Consensus

Expert opinion

Anecdotal evidence

In vitro or animal study

Theoretical based on pharmacology

Probable = Clinical research or pharmacokinetic studies in humans suggests that
this interaction will occur in a significant portion of patients.

Possible = Clinical research, pharmacokinetic data in humans or animals, or in vitro
research suggest that this might occur in some patients.

Unlikely = Clinical research, pharmacokinetic data in humans or animals, or in vitro
research suggest that this interaction can occur, but is not likely to occur in many
patients.
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DEFINITIONS

Documentation:

DEFINITIONS
Severity:

Controlled studies have clearly established the existence of the =
interaction

Excellent

- Good Documentation strongly suggests the interaction exists,
: : but well-controlled studies are lacking
Contraindicated
Fair Available documentation is poor, but pharmacologic

The drugs are contraindicated for concurrent use.

Unknown

considerations lead clinicians to suspect the interaction exists,
or, documentation is good for a pharmacologically similar drug

Unknown

Major

The interaction may be life-threatening and/or require medical intervention
to minimize or prevent serious adverse effects.

PRINT & CLOSE X
Moderate

The interaction may result in exacerbafion of the pafient's condition
and/or require an alteration in therapy.
Minor

The interaction would have limited clinical effects. Manifestations may
include an increase in the frequency or severity of the side effects but
generally would not require a Major alteration in therapy.

Unknown
Unknown.

PRINT & CLOSE X




Introduction Drug List Search eKG

Loveld of 't g Table 1. Level of Significance
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Severity AL L SIS T
High Potentially lite thieatening o1 capable of causing permanent damage
Moderate May cause deterioration in the physiological | clinical status. Diug levels or effects will be affected, a
clinical significant interaction s likely,
Mild Clinical mild impaitment or mild discomfornt possible. Diug levels o1 effects maybe affected, a clinical
significant interaction bs probable.
Insignificant Diug lovels or effects maybe affected, but a clinical significant interaction ks not likely ' uncertain,
Uncertain
Not known Adverse DHI not studied or no proven adverse DHI shown

Level of Evidence
A High quality RCT or meta-analysis (quantitative systematic review)

B Non-randomized clinical trial; non quantitative systematic review; lower quality RCT: clinical cohort study:
case-control study, historical control; epidemiologic study

c Case series, more than one case report
D Consensus of expert panel
E Anecdotal evidence (single case report); in vitro or animal study; theoretical based on pharmacology: A or

B without statistical data analysis



Risk-stratification Methodology

. - Meta- lysis of RCT
Level of evidence - A e

I a - At least one well designed non-R CT
b — At least one well designed experimental trial

Quality (validity,
applicability, size etc of
studies) of the IV Opinion from panel of experts
information

]| Case, correlation, and comparative studies.

Severity of reaction

Expert opinion



Risk Stratification Matrix — Herb X

Level of
Evidence

Quality of I

studies

IV

Fair 2 2

Poor i 3

Recommendation

Other remark

1 = high risk
2 = moderate
risk

3 = low risk

4 =No
reported risk



Recommendations on Use of Chinese Medicines in
ICWIM Pilot Project

* Toxicity
— Risk Rating on CM Toxicity (by Physiological Systems):

« e.g. “High”: f1'& (Hypertension, tachycardia, may prolong QTc if
taken with QT interval-prolonging drugs)

* Herb-Drug Interaction
a. Risk Rating on Herb-Drug Interactions (by CM Class):
. e.g. “Moderate”: 1% with Warfarin (May increase INR)

b. Risk Rating on Herb-Drug Interactions (by Drug Class):

* e.g. “Low”: Antihypertensives with T & (May reduce
effectiveness of antihypertensive drugs)
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Strategic Intents & Partners
Short, Medium, and Long-term
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