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Investigation and Study of Impurity
Guidelines for Natural Medicinal
Products

Pong Chang
Chung Hwa University of Medical Technology

ABSTRACT

Aim: Quality oriented R&D and manufacturing of natural medicinal
products (NMP) is essential for a successful marketing, and in turn may
help the promotion of product quality. The purpose of this research is
mainly collecting and realiazing related policies and impurity guidelines
or standards about NMP from the advanced countries. After comparison,
the impurity specifications and marketing strategy will be suggested to
NHP manufacturers, and as a reference for issuing related stipulations.
Eventually it may provide substantive help to internationalization of our
NHP industry.

Method: This study was carried out by 1) collecting impurity
specifications and standards from Pharmacopoeia and regulations issued
by advanced countries; 2) studying current available guidelines and
recording the analytical method of each specification if available; 3)
making checklist according to impurity guideline or standards; 4)
combining and analyzing all checklists; 5) suggesting a feasible standard
and strategy for international license application and marketing
authorization of NHP products.

Results & Discussion: Impurity specifications and standards
collected from six pharmacopoeia and ten regulatory agencies were
divided into five categories: residue solvents, heavy metals, residue
pesticides, other toxic chemicals (such as mycotoxins and dioxin, etc.) and
microbial contaminations. As a result and finding of this study, the
acceptance criteria of residue solvents issued by CN, EU, BR, US and JP
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are conformably adapted from ICHQ3C, and the tolerance for residue
pesticide in US, BR. EU, CA and AU are all the same. However, the
specification for heavy metals, other toxic chemicals and microbial
contaminations are still varies among different countries. It is suggested
that stakeholders should follow the acceptance criteria for those categories
of which a consensus has been made, and pay attention on the specific
impurities required by the countries of interesting. In addition, the
regulations for NMP are dynamic at this time, therefore, the regulatory
agency and R&D personnel need to get updated information quite often.
Since the regulations should be regarded as a minimum requirement, it is
suggested that the QC practice should take higher standards for a

long-term development and prosperous future of the NMP industries.
Keywords : Herbal Drug, Natural Medicinal Product, Health Product,

Impurity, Specification, Regulatory Submission, International
Marketing Application
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Guidelines ==

Q/s/E/MJ

The International Conference on
Harmonisation of Technical
Requirements for Registration of
Pharmaceuticals for Human Use (ICH)
http://www.ich.org/cache/compo/276-254-1.html

i B2 AR

K12

# %

Impurities in New Drug
Substances Q3A(R2)
(2006.10.25)

http://www.ich.org/LOB/m
edia/MEDIA422.pdf

oW m R
ENLA T E L S
FH¥ ~ qualification
(step 5)

Impurities in New Drug
Products Q3B(R2) (2006.06.02

)

http://www.ich.org/LOB/m
edia/MEDIA421.pdf

AR S A AT R SR
2 ~ F$ ~ qualification
(step 5)

Impurities: Guideline for
Residual
Solvents Q3C(R2) (2005.11)

http://www.ich.org/LOB/m
edia/MEDIA423.pdf

RFBAL R

(step 5)
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World Health Organization (WHO)

http://www.who.int/en/
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Annex 08 - Good
Manufacturing Practices:
Supplementary Guidelines
for the Manufacture of
Herbal Medicinal Products

http://www.who.int/medicinedocs/librar
y.fcgi?e=d-01ldedmweb--000-1-0--010
---4----0--0-10I--1en-5000-0--50-about
-01en-5000-01131-0011xyl4uDve9ee
80ca800000000459bc6¢2-0utfZz-8-0-
0---01001-001-110utfZz-8-0-0&a=d&c
gedmweb&cl:CLl.1.11.4.4&d=Jh298
e

Annex 11 - Guidelines for the
Assessment of Herbal
Medicines
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e

Basic Tests for Drugs -
Pharmaceutical Substances,
Medicinal Plant Materials and
Dosage Forms

http://www.who.int/medicinedocs/librar
y.fcgi?e=d-01dedmweb--000-1-0--010
---4----0--0-10I--1en-5000-0--50-about
-01en-5000-01131-0011xyl4uDve9ee
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e
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Quality Control Methods for
Medicinal Plant Materials

http://www.who.int/medicinedocs/librar
y.fcgi?e=d-01dedmweb--000-1-0--010
---4----0--0-10I--1en-5000-0--50-about
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Regulatory Situation of
Herbal Medicines - A
Worldwide Review

http://www.who.int/medicinedocs/librar
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---4----0--0-10I--1en-5000-0--50-about
-01en-5000-01131-0011xyl4uDve9ee
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WHO Guidelines on Good
Agricultural and Collection
Practices (GACP) for
Medicinal Plants 2003

http://lwww.who.int/medicinedocs/librar
y.fcgi?e=d-01dedmweb--000-1-0--010
---4----0--0-10l--1en-5000-0--50-about
-01en-5000-01131-0011xyl4uDve9ee
80ca800000000459bc6c2-0utfZz-8-0-
0---01001-001-110utfZz-8-0-0&a=d&c
=edmwebé&cl=CL1.1.11.4.4&d=Js492
8e
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WHO Monographs on
Selected Medicinal Plants -
Volume 1 1995

http://www.who.int/medicinedocs/librar
y.fcgi?e=d-01dedmweb--000-1-0--010
---4----0--0-10I--1en-5000-0--50-about
-01en-5000-01131-0011xyl4uDve9ee
80ca800000000459bc6c2-0utfZz-8-0-
0---01001-001-110utfZz-8-0-0&a=d&c
=edmwebé&cl=CL1.1.11.4.4&d=Js220
Oe
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WHO Monographs on
Selected Medicinal Plants -
Volume 2 2004

http://www.who.int/medicinedocs/librar
y.fcgi?e=d-01dedmweb--000-1-0--010
---4----0--0-10I--1en-5000-0--50-about
-01en-5000-01131-0011xyl4uDve9ee
80ca800000000459hbc6c2-0utfZz-8-0-
0---01001-001-110utfZz-8-0-0&a=d&c
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Singapore Health Science Authority
(HSA) http://www.hsa.gov.sg/index.html

e Center for Drug Administration (CDA)
http://www.hsa.gov.sg/html/cda/cda_org_chart.htm
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Introduction to the regulation of | http:/iwww.hsa.gov.sghtml | cpm ¢ # 3 4 4 ;
L /business/cda_cpm_overvi
health products in Singapore- ew html As< 5 ppm -~
Control of Chinese Proprietary Cu<150ppm ~ Pb<
Medicines 20ppm -~

Hg<0.5ppm ; #c2 3

KQ-E_

Guidelines on CPM Product
Approvals

http://www.hsa.gov.sg/html
/business/cda_cpm_guide
_product.html

Toxic Heavy Metals
and Microbial Limits

General Information on
Chinese Proprietary Medicine
(CPM) Control

http://www.hsa.gov.sg/html
/business/cda_cpm_info.ht
ml

CPM definition &
control

General Classification of Health
and Food Products

http://www.hsa.gov.sg/doc
s/ClassificationTreeFeb07

Classification Tree

(2007.02.01)

pdf.pdf
Guidance on Medicinal Product | http:/www.hsa.gov.sg/doc | s g 2o 2 2
. D s/DrugRegistrationGuideli
Registration in Singapore ne.pdf

Guidelines on the Control of
Cosmetic Products

http://www.hsa.gov.sg/doc
s/CCUGUIDE.V7A.pdf
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Health Canada

http://www.hc-sc.gc.ca/ahc-asc/index_e.html
e Health Products and Food Branch
ee Natural Health Products Directorate
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http://www.hc-sc.gc.ca/ahc-asc/branch-dirgen/hpfb-dg
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Natural Health Products
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At a Glance: A Regulatory
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Overview of the Natural
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(2004.01.15)
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ps/prodnatur/legislation/docs/
regula-regle_over-apercu_e.h
tml
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Natural Health Products
Regulations (2003.06.18)

http://canadagazette.gc.ca/pa
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96-e.html
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Finished Natural Health eq-paq,_e.htm T Mt P L BE
Products (2003.11) 223 EHFE
Product Licensing Guidance | http://www.hc-sc.gc.ca/dhp-m | z = 4y gg 2 2

ps/prodnatur/legislation/docs/|
icense-licence_guide_tc-tm_e
.html

509


http://www.hc-sc.gc.ca/dhp-mps/prodnatur/legislation/docs/regula-regle_over-apercu_e.html
http://www.hc-sc.gc.ca/dhp-mps/prodnatur/legislation/docs/regula-regle_over-apercu_e.html

¢ —‘?Eé%’ﬁiﬁ 5278 % 5P

- CERARMER S RT RHE N R

2007.11.10

Department of Health and Human

Botanical Drug Products
(2004.06)

uidance/4592fnl.pdf

Services
e Food and Drug Administration
http://www.fda.gov/
e Center for Drug Evaluation and
Research (CDER)
http://www.fda.gov/cder/
10 M 2 B P ima £
Guidance for Industry http://www.fda.gov/cder/g | 4 4. 2 OTC - NDA -

IND # 2

Guidance for Industry
ANDAs: Impurities in Drug
Substances (1999.11)

http://www.fda.gov/cder/g
uidance/2452fnl.htm#.

% ICHQ3A:
Impurities in New
Drug Substances.

Guidance for Industry
NDAs: Impurities in Drug
Substances (2000.02)

http://www.fda.gov/cder/g
uidance/3622fnl.htm

ICHQ3A: Impurities
in New Drug
Substances

Guideline for submitting

Drug Application for the
Manufacture of Drug
Substances (1987.02)

Supporting Documentation in

http://www.fda.gov/cder/g
uidance/drugsub.pdf
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Department of Health and Ageing

e Therapeutic Goods Administration
(TGA)

http://www.tga.gov.au/index.htm

Ministry of Health

e Medicines and Medical Devices Safety
Authority (Medsafe)

http://newzealand.govt.nz/record?recordid=22&&e=5
05#505
http://www.medsafe.govt.nz/

Australia New Zealand Therapeutic

Products Authority (ANZTPA)

http://www.tga.gov.au/tta/index.htm;
http://www.anztpa.org/
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Australian regulatory guidelines
for complementary medicines
(ARGCM)

http://www.tga.gov.au/docs FETRER 3 SE R
/html/argcm.htm

ARGCM Part |- Registration of
complementary medicines

http://www.tga.gov.au/docs

Section 6.1.3.2 s F
/html/argcm.htm#argcmpl
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ARGCM Part Il - Evaluation of
complementary medicine
substances
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The regulation of
complementary medicines in
Australia- An overview
(2006.04)

http://www.tga.gov.au/cm/c
mreg-aust.htm
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Microbiological Standards for
Medicines in the ANZTPA
(2006.07.27)
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Regulation of herbal substances
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Regulation of homoeopathic
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