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of the phytochemical constituents of herbal
products in order to ensure the reliability and
reproducibility of pharmacological and clinical
research, to understand their bioactivities
and possible side effects of active compounds
and to improve product quality control. Thus,
several chromatographic techniques, such as
high-performance liquid chromatography, gas
chromatography, capillary electrophoresis and
thin layer chromatography, can be applied for
this kind of documentation [9, 19, 20].
Quality control consists of a regular check
of the quality of herbal medicines, and is
performed according to the specifications of
the product which details the requirements for
identity, purity and content of characterizing
compounds. The first step in assuring the
quality, safety and efficacy of herbal medicines
is identification of the plant species. The
botanical definition including; genus, species
and authority, should be specified to ensure
right identification of a plant. A definition
and description of the part of the plant from
which the medicine is made (e.g. leaf, flower,
root) should be provided, together with a
sign of whether fresh, dried or traditionally
processed material is used. The test methods
for quality control involve macroscopic and
microscopic examinations as the initial step
toward establishing the identity and degree
of purity of herbal medicines, and analytical
assessment using instrumental techniques.
Also, the quality control procedures on herbal
medicines comprise significantly the
determination of foreign matters
as well as tests for hazardous

contaminants such as pesticide

T-—
residues, arsenic and heavy 4“_3’

metals. In addition, total ash,
acid-insoluble ash, water-soluble
extractive and alcohol-soluble
extractive, moisture, impurities and microbial
content should be defined or limited.
The active and characteristic
constituents should be specified

and, if possible, content limits should
be defined. A method for identification

and, where possible, assay of the plant
preparation should be added. If identification
of an active principle is unlikely, it should be
adequate to identify a characteristic substance
or mixture of substances (e.g. “chromatographic
fingerprint”) to guarantee consistent quality of

the preparation [13, 15, 21].
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5- Ancient texts mention herbal medicines

for age-related diseases in particular memory
loss, osteoporosis, diabetic wounds, immune
and liver disorders, etc. for which no modern
medicine or just palliative therapy is presented
[7-10].

The regulatory processes of herbal medicines
differ greatly depending on the ethnological,
medical, and historical background of each
country. Herbs are considered to be nutritional
supplements in the United States and therefore
are subjected to a very limited type of regulation
while in Europe, medicinal plant products are
produced according to quality standards typical
for pharmaceutical products which can be
obtained just by prescription.

WHO guidelines for the assessment of
herbal remedies, adopted by the International
Conference of Drug Regulatory Authorities
in Ottawa in 1991, include the basic elements
of legislation designed to help those countries
wishing to develop a suitable legislation and
registration procedure for herbal medicines
used. WHO also has developed and issued a
series of technical guidelines such as; guidelines
for the assessment of herbal medicines; research
guidelines for evaluating the safety and efficacy

of herbal medicines; general guidelines for

methodologies on research and evaluation of

traditional medicine and guidelines for the
regulation of herbal medicines in the South-East
Asia region. Guidelines on good agricultural and
collection practices for medicinal plants, WHO
supplementary guidelines for the manufacture
of herbal medicinal products, and quality
control methods for medicinal plant materials
were also issued. Furthermore, for providing
scientific information on the safety, efficacy, and
quality control/quality assurance of widely used
medicinal plants the WHO has published three
volumes of the WHO monographs on selected
medicinal plants [7, 11-16].

Proper standardization and quality control
of raw material and the herbal preparations
themselves should be permanently carried out.
A most important step in the standardization
and quality control of herbal medicines is the
formulation of phytomedicine into suitable
dosage that will, definitely, guarantee the herbal
medicines are presented in more satisfactory
pharmaceutically well-designed dosage forms,
which are suitable for use and are money-
spinning. However, the source and quality
of raw materials play an essential role in
guaranteeing the quality and stability of herbal

preparations. Other factors such as: the use

of fresh plants, temperature, light exposure,
water availability, nutrients, period and time
of collection, method of collecting, drying,
packing, storage and transportation of raw
material, age and part of the plant collected can
significantly affect the quality and consequently
the therapeutic value of herbal medicines,
accordingly the composition of herbs based
drugs is somewhat variable [17, 18].

There are two types of standardization:
1- “true” standardization, where a definite
phytochemical or group of constituents is
known to have activity. Ginkgo with its 26%
ginkgo flavones and 6% terpenes is a typical
example. 2- Standardization that is based on
manufacturers guaranteeing the presence of
a certain percentage of marker compounds
which are chemically defined constituents or
groups of constituents which are of interest
for control purposes independent of whether
they have any therapeutic activity. This kind
of the determination, however, does not give a
complete picture of an herbal product, because
multiple constituents are usually responsible
for its therapeutic effects. These multiple
constituents may work "synergistically" and
could hardly be separated into active parts.

Thus, it seems to be essential to determine most
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Herbal medicine

(Why herbal medicines?, Regulatory aspects,
Standardization of herbal substances and quality control
for herbal medicinal products)

Dr. Ebtisam Al-Fadhli

As stated by WHO: “Herbal medicines are
finished, labeled medicinal products that contain
as active ingredients, aerial or underground
parts of plants or other plant material or
combination thereof, whether in the crude
state or as plant preparations. Plant material
includes juices, gums, fatty oils, essential oils
and any other substances of this nature. Herbal
medicines may contain excipients in addition
to the active ingredients. Medicines containing
plant material combined with chemically
defined active substances, including chemically
defined isolated constituents of plants, are not
considered to be herbal medicines”[1].

All over the world, herbal remedies have
been used. One significant system is traditional
Chinese medicine. Herbal remedies are also

well-known in Africa, South and Central

America, India, Indonesia and Pacific Islands.
Alternative therapies have been also used by
people in Arab region, who are believed in
spiritual healers, such as Syria, Morocco, Yemen,
Egypt and others. In Yemen for example, a
large number of medicinal plants have been
traditionally used to treat microbial infections
[2- 4].

Lately, the use of traditional medicine has
expanded worldwide, gaining popularity and
the world market for phytopharmaceuticals
is rising progressively. It is estimated that
25% or more of all prescriptions in some
manufacturing countries contain one or more
components derived from plants and the World
Bank estimates that trade in medicinal plants,
botanical drug products, and raw materials is

growing at yearly rate of between 5 and 15%.

On the other hand, pharmaceutical companies
have spent lots of time and money in developing
natural products extracted from plants, to
manufacture more cost effective remedies that
are affordable by the population [5, 6].

This interest in herbal remedies is owing to a
number of reasons;
1- The perception that natural remedies are
somehow safer and more effective than those
are pharmaceutically derived remedies. 2-
Dissatisfaction with conventional medicines
and a greater concern in alternative medicines.
3- The need to make health care affordable for
every one since a large proportion of the world's
population does not have access to conventional
medical treatment. 4- Improvements in the
quality, efficacy, and safety of herbal medicines

with the development of science and technology.
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TUESDAY, Jan. 30, 2018 -- Increasingly, people addicted to opioid
painkillers are using dangerously high doses of the diarrhea drug
Imodium (loperamide), either to get high or to help ease withdrawal.
So, on Tuesday the U.S. Food and Drug Administration said it>s putting
new restrictions on the packaging of the medication, dubbed by some as
«the poor man>s methadone.»

«When higher than recommended doses are taken we've received
reports of serious heart problems and deaths with loperamide,
particularly among people who are intentionally misusing or abusing
high doses,» FDA commissioner Dr. Scott Gottlieb said in an agency
news release.

Because opioid abusers are using the drug in greater numbers, the FDA
is requesting that makers «change the way they label and package these
drugs, to stem abuse and misuse,» Gottlieb said.

The FDA already slapped a warning on OTC loperamide labeling in the
spring of 2017, cautioning users about the dangers of misuse.

The latest changes relate to the drugs> packaging.

Specifically, packaging of Imodium should now only «contain a limited
amount of loperamide appropriate for use for short- term [«Travelers]
diarrhea according to the product label,» Gottlieb said.

For example, that might mean a package would only contain eight
2-milligram capsules of the diarrhea drug in a blister pack, the FDA said.

Responding to
Opioid Crisis,

FDA Puts More
Restrictions on

Imodium

The new rules will also seek to eliminate the sale of loperamide in large
bottles -- sales that typically occur via the Internet, Gottlieb said.

«The abuse of loperamide requires the purchase of extremely large
quantities,» he noted, and «today>s action is intended to change how
the product is packaged, to eliminate these large volume containers. We
know that many of the bulk purchases of these large volumes are being
made online through major online web retailers.»

One busy emergency room doctor said he>s witnessed the problem
firsthand, and «applauds» the FDA>s latest move.

«I most often encounter patients who abuse loperamide either to get
high or to self-treat symptoms of opioid withdrawal,» said Dr. Robert
Glatter, of Lenox Hill Hospital in New York City. «Many people view it
as low risk since they think it>s only medicine to treat diarrhea.»

«But those who abuse it to get high are gambling with their life, in
essence,» he said. «Simply put, escalating use may place you at risk for
an overdose. An overdose of loperamide can make you stop breathing,
drop your blood pressure, or even cause a fatal heart arrhythmia.»

But Glatter said even more can be done to curb this new danger.

«It also starts with education, and informing parents and teens via social
media platforms of the dangers of loperamide abuse,» he said.

There>s more on the opioid abuse epidemic at the U.S. National Institute
on Drug Abuse.

* Scientific administration
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SBDMA

Attention: Managers of Pharmaceutical Companies
Directors of Scientific Offices

Article 4 of the Pharmacovigilance Executive Regulations of the Supreme Board of Drugs, stipulates
that the company shall appoint a qualified person to follow up on drug safety. The QPPV shall be
responsible for monitoring the side effects of drugs manufactured by the company, Monitoring all
problems related to drug use and be responsible for providing the Board with the following:

1- Reports on drug side effects and problems related to drugs and medical appliances that have an
impact on the safety of the patient in Yemen in Arabic or English (Annex 1).

2- Periodic Safety Update Reports (list of requirements and forms of information entry tables (Annex
2)).

3- Drug safety reports for studies conducted on the drug which are registered funded by the company.
4- Reports on continuous evaluation of drug safety information after its registration and marketing.

5- Any additional information required by the Board to assess the benefits and risks of drug use,
including information about drug sales volume or the number of patients who used it.

Therefore, we hope that you will comply with the following:

1- All companies and scientific offices in the Yemeni market shall appoint a qualified person responsible
for pharmacovigilance (QPPV) and provide us with their contact details and CV.

2- The QPPV shall prepare standard operating procedures related to pharmacovigilance and safety at
the company in a way that includes a standardized systematic method to handle reports on side effects
and drug quality monitored by the company's employees, and methods of delivery to the QPPV. As well
as handling reports in terms of evaluation and conservation, and methods used to send these reports,
in addition to methods of submitting Periodic Safety Update Reports (PSUR) to the Board and providing
us with a copy thereof.

3- The QPPVshall train all the employees of the company on methods of reporting side effects and drug
quality, then he will and providing us with training records.

4- The QPPV shall be in constant contact with the Pharmacovigilance Department and shall provide
us with all their contact details to communicate and coordinate with them in this field. They shall also
provide us with the name and contact number of his/her designee in writing.

Companies or company agents operating in the Yemeni market must provide us with the above
requirements within a maximum of two months from the date of this circular.

For more information, please contact the Supreme Board of Drugs:

Sana'a—Al Jarda'- P.O. Box: 265 — Tel: 733651786 — 009671619173 — 770210538 — Fax: 619171

E-mail: ypc@sbd-ye.org
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