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Safety alerts on Rosiglitazone

Background: Safety alerts and withdrawal of newer drugs
in a wide spectrum of patients have become a common
phenomenon. Such events have occurred many times in
the past. Certain examples include the COX 2 inhibitors,
Nimesulide, Cisapride etc.1 After a period, either the
controversy dies or the drug gets withdrawn from the
market. Developing countries mainly follow the lead of the
developed giants in matters of drug marketing and
withdrawal.

Safety alerts on Rosiglitazone: Rosiglitazone is a
Thiazolidinedione derivative used in the management of
Diabetes. The United States Food and Drug Administration
(US FDA) has approved this drug for the management of
type 2 Diabetes Mellitus (DM) as an adjuvant.2 Recently
there has been a lot of arguments regarding the safety of
Rosiglitazone. A major safety concern was raised when a
meta-analysis concluded that Rosiglitazone was associated
with a significant increase in the risk of myocardial infarction
and the risk of death from cardiovascular causes.3

On 21st May 2007, the US FDA issued a safety alert regarding
the cardiovascular safety of Rosiglitazone and advised
patients taking Rosiglitazone, especially those who are
known to have underlying heart disease or who are at high
risk of heart attack to talk to their doctor about this new
information as they evaluate the available treatment options
for their type 2 diabetes.4 However, another group of
investigators has commented on the potential weaknesses
of the meta analysis.5

What does the evidence say regarding safety profile of
Rosiglitazone?  A retrospective cohort analysis (n=139)
demonstrated that significantly more patients required

medical intervention for treatment of congestive heart failure
(CHF) during the 6-month period after rosiglitazone was
added to their insulin-containing drug regimen compared
to the 6-month period before rosiglitazone was added to
therapy.6

Another double-blind trial involving 224 patients with type
2 DM and CHF with New York Heart Association (NYHA)
Class I or II, found that treatment with Rosiglitazone was
associated with more cardiovascular events than placebo.7

Rosiglitazone is also known to cause other side effects such
as lipid abnormalities and blood toxicity.

Are other thiazolidinediones safe? It is also important to
note that such a problem of cardiovascular related effects
is seen not only with rosiglitazone but also with other
glitazones.  Pioglitazone use has caused plasma volume
expansion and pre-load induced cardiac hypertrophy. It is
not recommended to be used in patients with NYHA class
III and IV cardiac status.8

Pioglitazone increased the reported rate of heart failure
compared to placebo in the PROactive trial (PROspective
pioglitAzone Clinical Trial In macroVascular Events). The
PROactive trial was a multicenter, international, prospective,
double-blind study that followed patients with type 2 DM
with prior macrovascular disease for an average of 34.5
months.9

Pharmacovigilance in Nepal: The concept of ADR
monitoring and Pharmacovigilance is new to Nepal.
However, the Department of Drug Administration (DDA),
Kathmandu, which is the national drug regulatory authority,
has taken steps to establish an ADR monitoring program.
Recently, Nepal has been given full member status by the
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Uppsala Monitoring Center, Sweden; the WHO
Collaborating Center for International Drug Monitoring. The
Ministry of Health and Population has designated DDA as
the national center for ADR monitoring.10 At present, there
are two regional centers which are active in
Pharmacovigilance; one is at Manipal Teaching Hospital,
Pokhara and the other at the Institute of Medicine,
Tribhuvan University, Kathmandu. The ADR reports from
these centers are sent to the DDA and from there to the
Uppsala Monitoring Center, Sweden.

Implications of safety of Rosiglitazone for
Pharmacovigilance in Nepal: Although there are several
controversies regarding the safety of this drug, there is no
information on the safety profile of this drug in Nepal. This
drug has been approved by the DDA and is widely
prescribed. The following questions still remain
unanswered;

· What is to be done for the patients who are already on
this drug?

· Is it a problem only with Rosiglitazone or even with
other drugs of the same category like Pioglitazone which
are also available in Nepal?

· What are the data on the basis of which these drugs
were approved in Nepal?

· Were any safety measures taken by the ‘Nepalese drug
regulatory authority’ regarding this new class of
antidiabetic drugs?

While the answer for most of the questions are unavailable
at this point of time, the responsibility now lies in the hands
of Pharmacovigilance centers of Nepal to generate safety
profile for use of this drug in the Nepalese population in
general and informing physicians by reporting adverse drug
reactions.  A group of authors have already stressed upon
the need for Pharmacovigilance in Nepal.11 The controversy
about Rosiglitazone further stresses the importance of
Pharmacovigilance.
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