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ABSTRACT

Background: Phosphodiesterase 5 inhibitors such as sildenafil was originally
developed for angina treatment, then discovered to have significant effect on erectile
dysfunction. Sildenafil claimed to have high safety profile, but there are reports of
serious adverse drug reactions (ADRs). Glibenclamide is an antidiabetic drug under
sulphonylurea class. Sulphonylureas are the most prescribed oral hypoglycemic
agents in Malaysia. Sibutramine is a serotonin, norepinephrine and dopamine
reuptake inhibitor. It was used in obesity treatment and was withdrawn from the
market in 2010. In Malaysia, PDE 5 inhibitors, glibenclamide & sibutramine are the
most common poison found in the cancelled traditional complementary products
within 2008-2013. There are limited knowledge whether this products are associated
with ADRs.

Objective: This study aims to determine and compare the trends of ADR reporting
of PDE 5 inhibitors, glibenclamide, and sibutramine in Malaysia, Australia and

Canada.

Method: Data of ADR reports of PDE 5 inhibitors, glibenclamide and sibutramine
ADR reporting were collected from the Malaysia National Pharmaceutical Control
Bureau (NPCB), Australia Therapeutic Goods Administrations website and Health
Canada website. All data were collected from 2008-2014 for PDE 5 inhibitors and
glibenclamide, and 2008-2012 for sibutramine. Then, the data were transferred onto
data collection forms and ADR terms were classified according to Medical
Dictionary for Regulatory (MedDRA). All ADRs were identified whether known or
unknown ADR based on product information. Descriptive analyses were carried out

by using Microsoft Excel software version 2013.

Result: Generally, there is a decreasing trends of PDE 5 inhibitors ADR reports in
Malaysia, Australia and Canada from 2008 to 2014. Nervous system diorders, eye
disorders and cardiovascular disorders are the common ADRs reported associated
with PDE 5 inhibitors. Blindness is the similar ADRs reported in all three countries.
For glibenclamide, there is an increasing trend of ADR reports in Malaysia, but a

decreasing trend in Australia and Canada. Gastrointestinal disorders, nervous system



CHAPTER ONE

INTRODUCTION

1.1 Background study
1.1.1 Phosphodiesterase 5 inhibitors

For decades, researchers has taking an interest in the potential pharmacotherapeutic
use of Phosphodiesterase 5 inhibitor (PDE 5 inhibitor) ! PDE 5 is an enzyme that
catalyze the formation of cyclic adenosine monophosphate (cAMP) and cyclic
guanosine monophosphate (cGMP). Both cAMP and c¢cGMP are the second
messenger of nitric oxide (NO). NO stimulate the relaxation of the smooth muscle
surrounding the blood vessel and causes vasodilation 2. PDE 5 enzyme is expresses
in the lungs, platelet, heart, vascular smooth muscle and corpus covernosum in the
penis . PDE 5 inhibitors inhibit the degradation of cGMP, thus maintaining the
effects initiated by NO which is vasodilation ).

In 1980s PDE 5 inhibitors are originally developed for the treatment of angina and
hypertension . However, during the clinical trial, PDE 5 inhibitors show greater
effects on erection of the penis . In 1998, the first oral PDE 5 inhibitor, sildenafil
was approved by the United State Food and Drugs Administrations (FDA) to treat
erectile dysfunction . Consequently, about 177 million of sildenafil prescriptions
have been recorded over 170 countries all over the world . Sildenafil is one of the
recreational drugs that have been used excessively without proper indications and
prescriptions [!]. Many people who consume sildenafil because of sexual satisfaction,

to impress sexual partner or merely curious about sildenafil’s effect [,

Sildenafil is not an over the counter drugs. However, due to advance technologies,
sildenafil can be obtained through private prescription from the internet ). In the
United Kingdom, sildenafil is found to be used along with methamphetamine and
ecstasy in a club for sexual satisfaction purposes [*!. In Malaysia, the majority of men
who have erectile dysfunction do not seek for pharmacological treatment [¢!. Fear of

the possible side effects of pharmacological treatment and embrassment are the



