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CASE REPORT 

Fenfluramine-Induced Unstable 
Angina Pectoris 

INTRODUCTION 
Fenfluramine is an amphetamine
related anorectic drug marketed in 
Canada under the trade name Pond
era!® by Servier and Pondimin® by 
Robins. 1,2 It exhibits a hypoglycemic 
effect independent of the effect on 
weight in non-insulin dependent di
abetics.3 This paper reports the de
velopment of unstable angina in an 
obese woman with non-insulin de
pendent diabetes mellitus (NIDDM) 
shortly after the initiation of fenflu
ramine therapy. 

CASE 
On December 31, a 56-year-old, 86 
kg woman was admitted to the co
ronary care unit with the onset of 
chest pain. She had a 22-year history 
of NIDDM. Earlier in the month 
(December 6-15), she had been hos
pitalized for control of her diabetes. 
To reduce weight, she was started 
on fenfluramine (Pondera!®) 60 mg 
at bedtime. She also received gly
buride 2.5 mg daily and her blood 
glucose levels were reduced to the 
7-8 mmol/L range. Six days after her 
discharge, she began to have sharp, 
stabbing chest pains with trivial ex
ertion which were relieved with rest. 
At times, these pains were also as
sociated with dyspnea and palpita
tion. As a result of a verbal cardi
ology consult on Dec. 24, the patient 
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was started on diltiazem 60 mg tid 
and E.C. ASA 325 mg daily. The 
fenfluramine was discontinued. 
However, she continued to expe
rience chest discomfort, even at rest, 
and upon advice from her family 
physician presented to the emer
gency department on December 31. 

On examination, her blood pres
sure was 160/80 mmHg, her heart 
rate was 54 beats/min, and her 
jugular-venous pressure was 1cm 
above the sternal angle but there was 
no hepato-jugular reflex. She had 
normal Si, S2 heart sounds, no S3, 
but S4 heart sounds. The remainder 
of her examination was unremark
able. All laboratory work was nor
mal. There were no cardiac enzyme 
changes and the ECG showed no 
ischemic changes. 

The patient had a history of hypo
thyroidism. She did not have any 
previous history of cardiac problems 
with the exception of mitral valve 
prolapse diagnosed 10 years earlier. 
However, she did have many cardiac 
risk factors: diabetes, a positive fam
ily history, mildly elevated choles
terol levels, obesity and a positive 
smoking history (although she had 
quit five years earlier). She denied 
any history of hypertension and also 
denied orthopnea but regularly slept 
on two pillows. She had no paro
xysmal nocturnal dyspnea, cough, 

nausea, vomiting or abdominal pain. 
A diagnosis of fenfluramine

induced unstable angina was made 
by the attending cardiologist. He
parin and nitroglycerin were added 
to her regimen and the dosage of 
diltiazem was increased. 

On January 1, in the CCU, she 
had one episode of chest pain. She 
was lightheaded and vomited. Her 
heart rate was 40 beats/min, and 
blood pressure was not measurable. 
She responded to nitroglycerin sub
lingual 0.3 mg. Medical manage
ment was optimized and the rest of 
her hospital stay was unremarkable. 

Prior to discharge, she had an 
exercise stress test which was non
diagnostic and a 2-D echocardio
gram which was normal. She was 
discharged home on diltiazem 90 mg 
qid, nitroglycerin ointment 1 l /2 
inches tid, E.C. ASA 325 mg daily, 
I-thyroxine 0.1 mg daily, and glybu
ride 2.5 mg bid. Three months later, 
as an out-patient, the patient had a 
stress thallium scan. The exercise 
treadmill portion was again non
diagnostic but the thallium scan 
showed a minor inferior wall stress
induced perfusion defect. It was 
learned through her endocrinologist 
that, in mid-January, the patient had 
reinstituted fenfluramine therapy on 
her own as her diabetes was again 
out of control and she refused to 
consider insulin therapy. 
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DISCUSSION 
Fenfluramine is both pharmacolog
ically and clinically different from 
the amphetamines but it is a struc
tural amphetamine derivative. The 
appetite-suppressant activity of fen
fluramine involves the central sero
toninergic system, while that of am
phetamine depends on the integrity 
of the noradrenergic and dopaminer
gic systems.3 Notably, fenfluramine 
lacks the usual central stimulating 
effects of amphetamines and, in fact, 
often causes drowsiness. 1.2 

Amphetamine and its derivatives 
have been associated with several 
different cardiovascular adverse 
reactions: acute hypertension, myo
cardial infarction,4,5 cardiomy
opathy,6 sudden death,7 acute vasos
pasm8 and intracerebral hemor
rhage.9,10 Amphetamine acts by re
leasing noradrenaline from sym
pathetic nerve endings and, as cate
cholamines can cause myocardial 
damage by increasing myocardial 
oxygen demand or by causing pla
telet aggregation, this may be a pos
sible mechanism for the cardiovas
cular adverse effects.4 

Fenfluramine has been associated 
with cardiovascular and autonomic 
adverse effects such as palpitation, 
hypotension, hypertension, fainting, 
sweating, chills and blurred vision.2 

Chest pain has been reported2 in 
addition to several cases of pulmo
nary hypertension.2,11 ,12 Pulmonary 
hypertension may be the result of 
fenfluramine-induced release of se
rotonin in the pulmonary vascula
ture.13 Serotonin causes active con
striction of smooth muscle in the 
walls of both small pulmonary veins 
and arterioles.14 

The effect of fenfluramine on en
dogenous serotonin may also explain 
the ischemic symptoms in this pa
tient. In the cardiovascular system, 
serotonin classically causes direct 
vasoconstriction of most cutaneous, 
visceral and cerebral blood vessels, 
while the blood vessels of skeletal 
muscles are dilated. 15,16 (No infor
mation specific to the coronary ves
sels was found.) Serotonin also has 
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positive inotropic and chronotropic 
effects of varying intensity on the 
heart. These result from a direct 
action on cardiac tissue and an in
direct action mediated by the release 
of norepinephrine. 15 Occasionally, 
the interplay between autonomic re
flexes and the direct action of se
rotonin in the coronary bed can in
itiate the coronary chemoreflex 
(Bezold-Jarisch reflex) leading to 
profound bradycardia and hypoten
sion.15,16 In a patient with multiple 
risk factors and possibly some 
asymptomatic underlying ischemic 
disease, it is conceivable that the 
introduction of fenfluramine therapy 
could precipitate symptoms of dys
pnea, palpitations and chest pain. 

It is acknowledged that the admin
istration offenfluramine and the sub
sequent events (i.e., unstable angina 
pectoris) may be unrelated. The pa
tient had several predisposing car
diac risk factors, but she had no 
previous history of hypertension or 
ischemic cardiac disease. The thal
lium scan showed a small area of 
inferior wall ischemia. This is indic
ative that her symptomatology in 
hospital was cardiac-related and in
ferior wall ischemia correlates well 
with her clinical symptoms of chest 
pain, bradycardia and hypotension. 
Furthermore, the temporal relation
ship between the initiation of fen
fluramine therapy and the onset of 
symptoms is highly suggestive. 

Another interesting aspect of this 
case is the use of fenfluramine as 
an adjunct to sulfonylurea therapy 
in a patient with inadequately con
trolled NIDDM. Weight reduction 
alone often results in improved glu
cose control in NIDDM patients. 
However, more specifically, fenflu
ramine has been shown to exhibit a 
hypoglycemic effect independent of 
producing weight loss. Several au
thors have reported a lowering of 
blood glucose and an improvement 
in glucose tolerance in patients with 
NIDDM following fenfluramine 
treatment.3,17,18 This may be due to 
an increase in insulin sensitivity and 
enhanced insulin clearance.5 

Fenfluramine was quite effective 
in bringing this patient's blood glu
cose levels under control. Once the 
medication was resumed, she con
tinued to be maintained on an anti
ischemic regimen; this could explain 
why she did not have a recurrence 
of her unstable angina. 

CONCLUSION 
This is believed to be the first report 
of an association between fenfluram
ine therapy and unstable angina pec
toris. Although there are difficulties 
in establishing cause-effect relations 
in adverse drug reactions, this case 
meets the criteria for a "possible" 
or "conditional" adverse drug reac
tion report 19 and is categorized as 
such when using the algorithm deve
loped by Naranjo et al2° This report 
demonstrates the need for conscien
tious drug surveillance even of long
time marketed agents. ~ 
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