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Pioglitazone use and heart failure in people
with type 2 diabetes and pre-existing CVD

eart failure is a
common co-
morbidity in type 2

diabetes, with an occurrence

. rate of 8—20 %. Aggressive
oot i, TiSK factor management
é/:rndc/(?fugh Hospital, - confers a reduced risk for heart

failure; while factors such as

ischaemic heart disease, diabetes duration and
elevated serum creatinine levels are recognised
predetermining factors. The Prospective
pioglitAzone Clinical Trial In macroVascular
Events (ProActive) enrolled people with type 2
diabetes and CVD and thus at high risk of heart
failure. Heart failure has been recognised as
a potential adverse effect of glitazone therapy,
thus any therapeutic benefit of pioglitazone
may have been offset by a higher incidence of
heart failure.

The study summarised alongside (Erdmann
et al, 2007) analysed the heart failure cases
reported during ProActive and evaluated the
effect of pioglitazone treatment on morbidity
and mortality. 5238 patients were enrolled in
ProActive, with New York Heart Association
grade -V heart failure being an exclusion
criterion. A serious heart failure event occurring
during the study was defined as heart failure
requiring hospitalisation, prolonged hospital
stay, was fatal/life threatening or resulted in
persistent incapacity.

More people on pioglitazone (5.7 % versus
4.1 %; P=0.007) experienced such an event
during the study, mortality was, however,

similar for both groups (0.96 % versus 0.84 %;
P=0.64). All-cause mortality was lower for
those individuals receiving pioglitazone (26.8 %
versus 34.3 %), while fewer of the pioglitazone
group also went on to have a primary (47.7 %
versus 57.4 %; P=0.059) or main secondary
end point (34.9 % versus 47.2 %; P=0.025).

The results show that while there was an
increase in serious heart failure associated
with pioglitazone therapy, this did not appear to
result in an increase in morbidity and mortality.
Indeed, the subsequent event rate that included
the most serious outcomes associated with
heart failure — all cause mortality, Ml and stroke
— was lower in pioglitazone-treated individuals
with heart failure. The mechanisms behind the
heart failure associated with pioglitazone, and
indeed all glitazone therapy, is unclear but may
be due to PPAR-gamma mediated renal tubular
sodium and fluid retention, rather than a direct
detrimental effect on myocardial function.

The results of this analysis suggest that
while pioglitazone may exacerbate heart failure
in susceptible individuals, this did not translate
into increased cardiovascular morbidity and
mortality and did not diminish the potential CV
benefits associated with pioglitazone therapy
seen in the ProActive study. Therefore when
considering pioglitazone therapy in routine
clinical practice optimising the risk—benefit
profile for such an intervention requires an
assessment of a person’s heart failure risk prior
to initiating therapy.
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The ProActive was a multicentre
double-blind placebo-controlled
trial in 5238 people with type 2
diabetes randomised to placebo
or pioglitazone. This study looked
at the serious heart failure
cases reported during ProActive
and examined the effects of
pioglitazone on morbidity and
mortality.
Serious heart failure was
defined as heart failure requiring
hospitalisation, prolonged hospital
stay, was fatal/life threatening or
resulted in persistent incapacity.
During the study more individuals
taking pioglitazone suffered
serious heart failure than those
on placebo (5.7% versus 4.1%;
P=0.007). However, mortality due
to heart failure was similar for both
groups.
All-cause mortality was lower in
the pioglitazone group and fewer
of those taking the drug went on to
have a primary or main secondary
end point (P=0.1338; P=0.593;
P=0.025; respectively.
The proportion of individuals who
had non-serious heart failure was
significantly higher in the pioglitazone
group (P=0.0007).
The results of this investigation
show that while pioglitazone can
cause serious heart failure in those
using the agent, the level of morbidity
and mortality was comparable with
placebo.
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