Aminorex to Fen/Phen: An Epidemic Foretold In comparison with the IPPHS study, which dealt with
To the Editor: pulmonary hypertension, the evidence implicating fen/phen in

| read the article by Alfred P. Fishmawith interest. He refers the pathogenesis of the left-sided cardiac lesions is on less solid
to “an unexpected outbreak of valvular heart disease related tofooting# The cause-and-effect relationship between fen/phen and
the use of anorectic agents” and implicates the combination of the cardiac lesions is based on relatively small numbers of
fenfluramine and phentermine as the cause of this outbreak. HePatients, inconsistent protocols, and variable diagnostic tech-
states that the fen/phen combination “enables high levels of Niques. However, the similarity between carcinoid valvular
circulating serotonin to reach the left side of the heart” and, in 1€Sions on the right side of the heart and the fen/phen-associated
commenting on the similarity between the cardiac valvular |esions on the valves of the left side supports the idea that
lesions in patients taking fen/phen and carcinoid syndrome, he IMpaired pulmonary clearance of serotonin caused by phenter-

states that “in both instances. the lesions are attributable to mine may enable inordinate concentrations of serotonin to reach
inordinately high concentrations of serotonin in the blood.” He the left side of the heaftHowever, as in the case of carcinoid

explains the disparity between the presence of left-sided lesions/€SIoNS: it may well be that high levels of serotonin are not the
in fen/phen patients and their absence in patients with carcinoid sole mech_anlﬁm. Flor exargple, %lrect leffects of fenfllljramlnhes clm
syndrome by a hypothetical diagram suggesting that both fenflu- [)eeC?nFi/tglr\?el(;] the valves and on the pulmonary vessels might also
ramine and phentermine impair the pulmonary clearance of .

: ; : : Dr Pollick’s letter raises 3 issues. The first is a mater of
serotonin and permit “abnormally high concentrations of seroto- _— X
nin to reach the left side of the heart.” definition. In my view, the unexpected occurrence of valvular

Although there may have been an outbreak of uncontrolied heart disease in 24 healthy women qualifies as an “outbreak.

research papers and abstracts (at the last count, there were 2Tfh iielcé)(%j ?)nf[esit:]ogormglr;;z?ts dtggssfgt'ftlgﬁgﬁﬁtgf aiéffntﬁ?]gy

such reports) an_d legal symposia on the propose_d assoclations, .+ that if millions were to ingest fenfluramines, the prevalence
between anorectic drugs and left-sided valve regurgitation, to my o \.aylar heart disease in a ratio of 1:1000 would soon rise
knowledge, as a busy cardiologist and echocardiographer, | amg, nentially to epidemic proportions. The third question, ie,

not aware of any outbreak of disease per se. My experience is 54t levels of circulating serotonin, can be debated. In contrast
borne out by the only large-scale epidemiological stdydate, to the letter by Redmon etéhat is cited, more extensive studies
in which the number of patients with idiopathic cardiac valve 1, simonneau et aindicate that dexfenfluramine does increase
disorders was 6 of 2371, 5 of 6532, and O of 862 for patients pjooq |evels of serotonin.
prescribed fenfluramine, dexfenfluramine, and phentermine, re-  a major point of my article is that impaired clearance by the
spectively. Although fenfluramine and dexfenfluramine have |yngs would allow inordinate concentrations of serotonin to
been shown in some (but not all) studies to be associated with reach and damage the left side of the heart. Dr Pollick questions
mostly hemodynamically nonsignificant valvular regurgitation,  the levels of serotonin that were achieved by fen/phen. More to
phentermine, when taken alone, has not been shown to causehe point would be the demonstration of high levels of serotonin
valvular regurgitatiors. Although the theory regarding serotonin  in the blood of those who developed left-sided cardiac lesions.
uptake seems very appealing, studies have shown no increase inynfortunately, this information is not available. Also unknown is
circulating serotonin in patients taking fenfluramine alone or in  whether phentermine allows high concentrations of fenfluramine
combination with phentermine. to reach, and act directly on, serotonin receptors on the left side
; of the heart.
Charles P&'ggli(éa’}/lgi’rgcrlgr As the qu_estions abov_e indicate, taking f_uII stO(_:k of the
Department of Non-Invasive Cardiology _pharmacologlcal, metabollc_:, cle_ara_nce, and blochemlca! behqv-
Good Samaritan Hospital iors of egch of the anorexigenics is a complicated affair. This
Los Angeles, California complexny underscores thg need to reserve such agents for the
' morbidly obese and to remind all concerned that the safest and
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