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Stopping Plavix Abruptly May Result in a
Rebound Effect ... Anincrease in adverse events

resulting in myocardial infarction and/or death occurred
in the first 90 days after stopping Plavix

A study reported in the February 6, 2008 issue of the
Journal of the American Medical Association reported
the possibility of a rebound effect after stopping
Plavix. Rebound effects are a known phenomenon
with some drugs; beta-blockers for example. Blood
pressure and heart rate may increase when beta-
blockers are discontinued abruptly. When Plavix is
stopped, new platelets are formed. “If the drug is
abruptly stopped, the bone marrow needs some time
to catch up. It will still be making new platelets that
are ultra aggressive because clopidogrel (Plavix) has
been on board. Considering the platelet life span of
about 10 to 14 days, we need to be sure that these
new aggressive platelets are at least partially
inhibited”.
Current guidelines are based on the findings of the
CURE trial where Plavix was given for a
predetermined time and then discontinued. The
duration of therapy depends on the type of treatment
the patient has received. For example, patients with
drug-eluting stents should be treated for at least 1
year with Plavix, whereas the guidelines suggest
therapy from 1 month to 1 year in patients with acute
coronary syndrome who are treated with a bare metal
stent or medically.
The study reporting a rebound effect examined data
on 3137 patients (98% males) with a mean age of 66
years who had been discharged from a hospital with
a diagnosis of myocardial infarction or unstable
angina. The mean duration of Plavix therapy was 302
days. The researchers noted outcomes following
discontinuation of Plavix at 90 day intervals (i.e. 0-90
days, 91-180 days and 181-270 days). The greatest
risk of adverse effects occurred in about 60 % of
patients within the first 90 days following Plavix
discontinuation and decreased to about 22% at 91 to
180 days. Rebound effects in 6 —10% of patients
occurred between 181-270 days.
More study is needed to determine the optimal
Plavix withdrawal strategy. Some
suggestions include tapering the dose
and/or adding or increasing the dose of
ASA. Another option might be to continue
with Plavix therapy where tolerance and
cost is not a factor.

March 2008
Omeprazole-Clopidogrel Interaction

A small double-blind placebo-controlled trial in
France studied the effect of the administration of
omeprazole (Losec) and clopidogrel (Plavix) on the
therapeutic effectiveness of Plavix. It is well known
that some patients have a diminished response to
Plavix. The 140 patients in the study received a 300
mg loading dose of Plavix followed by 75 mg daily.
Patients were randomized to receive Losec 20 mg
daily or placebo for 7 days. At baseline the platelet-
reactivity index (PRI) was about 83% in both groups.
At 7 days the PRI was 39.8% in the placebo group
compared with 51.4% in the Losec group. The author
concluded that Losec “significantly reduced the
platelet inhibitory effect of (Plavix)”. Both drugs share
the same metabolic pathway (cytochrome P450). It is
not known whether this finding is clinically significant.

Suggestions to Counteract

Antipsychotic-Induced Weight Gain
...Metfarmin and lifestyle modification most effective

Weight gain with atypical antipsychotics is common.
To counteract weight gain Chinese investigators tried
measures such as lifestyle changes (dietary
education & partially supervised exercise) and/or
metformin (750 mg daily). The patients had gained
more than 10% of their baseline weight after taking
either clozapine, olanzapine or risperidone and were
randomly assigned to lifestyle change or taking
metformin, both lifestyle change and metformin or
neither (i.e. placebo). The greatest weight loss (mean
loss of 4.7 kg) after 12 weeks occurred in the lifestyle
change plus metformin group. Metformin alone
produced a weight loss of 3.2 kg while lifestyle
change alone resulted in a weight loss of 1.4 kg. The
placebo group had a mean weight gain of 3.1 kg. In
all but the placebo group, a decrease in insulin
resistance was associated with a decrease in weight.

Research Briefs ...

e Allopurinol in daily doses of 200 mg or more was
found to be the drug most commonly associated
with Stevens-Johnson Syndrome.

e A sublingual flu vaccine in mice is very effective.
Human trials are next but probably years away.

e Sanofi seeks approval in Europe for a new type
of intradermal flu vaccine targeting the elderly.






