
would provide valuable informa­
tion on the potential effect of cor­
onary angioplasty on the progres­
sion and/or regression of coronary
artery disease in dilated and non­
dilated arteries.
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Bias in Case-Control Srudies of

Calcium Antagonists

We agree with Kaplan's argu­
ment I that patients prescribed
calcium amaganists in arecent
case-contral study by Psaty and
colleagues 2 had a higher base line
risk for acute myocardial infarc­
tion than patients prescribed ß
blockers ar diuretics. Controlling
for differences in clinical charac­
teristics that infiuence choice of

drug and risk of acute myocardial
infarction is critical to assuring the
validity of risk estimates in any
study. not just case-control studies.

Kaplan overemphasizes the
need for comparability between
cases and controls. Case-control

differences arise naturally as a
result of the higher incidence of
disease in people who possess
predisposing characteristics. En­
forced comparability. through
matching of cases and controls. is
an excellent technique for recti-

fying possible biases. as are meth­
ods of statistical adjustment. Both
matching and adjustment require
that the prognostic information
that was available to prescribing
physicians be incorporated into
the study. The real questian is
whether the quality of information
from the medical record in the

study by Psaty and colleagues was
sufficiently high to contral con­
faunding. Analogous cansidera­
tions apply ta prospective cohort
studies.

Dr. Kaplan defers adecision
on the safety of calcium channel
blockers until the results of ran­
domized controlled trials are

available. Unfortunately. public
apprehension about calcium chan­
ne I blockers J may affect the suc­
cess of patient recruitment and re­
tention in trials such as The

Antihypertensive and Lipid-Low­
ering Treatment to Prevent Heart
Attack (ALL HAT)."' Rather than
dis miss da ta from observational
studies as .. fiawed" because of
potential bias. it seems preferable
to explore the bias empirically and
account for it in the interpretation
of study results.
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Long QT Syndrome Associated
With Syndactyly in a Female

We read with great interest the

report by Marks er all of 2 female
patients with the new association
of syndactyly with the long QT
syndrome. The same authors 2 had

described similar cases originally,
but only in males. Their patients
were also noted to have intermit­
tent 2: I atrioventricular block as
weil as congenital cardiac abnor­
malities. We wish to draw atten­
tion to the fact that our observatiun
of syndactyly of the hands and feet
associated with the long QT syn.
drome in a black female infant had
already been pubJished in 1992.3
This child also had a patent ductus
arteriosus. which was the cardiac
lesion noted in the 3 males and in
I of the 2 females documented bv
Marks et al.1.2 There was no e,J­
dence of 2: I atrioventricular bloc:,
in the electrocardiogram and Hoi·
ter recordings in our patient. HO\v­
ever. she did have episodes of si­
nus bradvcardia (50 to 55 beats/

min ). The final outcome of our pa­
tient is unknown. as she was lost
to follow-up.
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Considerations About Plasma

Fibrinogen Concentration and the
Cardiovascular Risk: Combined

: Evidence from the GRIPS and
i ECAT Srudies

According to findings from the
recently published European Con­
certed Action on Thrombosis and

disabilities (ECA T) study I fibrin­
ogen is strongly and indepen­
dently associated with the risk af
myocardial infarction and sudden
death, particularly in patients with
preexisting coronary artery dis­
ease (CAD). In this group of pa­
tients. the relationship of plasma
fibrinogen levels to the incidence
of acute coronary syndrome was
stronger than that of low-density
lipoprotein cholesterol. which
seems to be in contrast to the find­

ings of other prospective stud-
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Avoiding Unnecessary
Radionuclide Exercise

Stress Testing
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The recent artiele by Stein et
al, I ealling attention to the high
proportion of . 'not-indicated" ra­
dionuclide exercise stress tests

( RnEST). provided a timely illus­
tration of the overuse of expensive
medical technology. Their sug­
gestion. however, that patients re­
ferred for RnEST by non-cardi­
ologists first undergo cardioJogy
consultation, is by no me ans the
most cost-effective strategy for re­
ducing the overuse of the proce­
dure. Screening of llll RnEST re­
quests by a dedicated cardiologist
charged with the task of making
sure that approved requests con­
form to an established practice
guideline would reduce the over­
all proportion of not-indicated
tests from the 52% found by Stein
et al to 0%. Because 36% of the
cardiologists' referrals were not­
indicated, the strategy of prior car­
diology consultation would re­
duce the proportion only to 36%,
and the cost of cardiology consul­
tat ion is far greater than the cost
of the expert screening of a re­
quest form according to a guide­
line.
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FIGURE1. GRIPS 10-year follow-up:
Event-free survival curves for fatal or
nonfatal myocardial infarction or
sudden coronary death (acute coro­
nary events) in the fifth (broken line)
or first to fourth (solid line) quintile of
the plasma fibrinogen distribution re­
lated to the duration of follow-up.
Solid line, fibrinogen <432 mg/dl;
broken line, fibrinogen >432 mg/dI.

Muenster. G~rmany

second half of follow-up (years 6
to 10) (odds ratio 1.03; 95% CI
0.87 to 1.21). (3) No signifieant
association between fibrinogen
and the development of ehronie
CAD without aeute myoeardial
infarction was found in the GRIPS
study population.

In accordance with reeently
published pathophysiologie find­
ings,4 these epidemiologic and
clinical data from ECA TI and

GRIPS3 give support to the hy­
pothesis that fibrinogen is a par­
ticularly important risk factor for
acute coronary events in patients
with overt CAD or asymptomatic
but already existing coronary le­
sions. This may infer that inflam­
matory processes are involved in
atherogenesis. as was also SUQ­

gested-by a significantly increas;d
risk of acute coronary events at
higher serum coneentrations of C­
reactive protein in the ECA T
study.' Thus, plasma fibrinogen
concentrations merit partiClJiar at­
tention in standard diagnostic and
therapeutie strategies for second­
ary prevention of myoeardial in­
farction to come.
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ies.:·J However. these studies 2.3

were performed on subjects with­
out clinically overt cardiovascular
diseases at study entry. This may
indicate that fibrinogen is effec­
rive in promoting mechanisms for
.:ute coronary occlusions on the
blSis of otherwise induced preex­
isting coronary sclerosis rather
than on the chronie process of cor­
onary atherosclerosis itself.

We tried to support this hy­
pothesis by considering some re­
cent findings from the Goettingen
Risk Incidence and Prevalenee

<:,tudy (GRIPS),.1 a prospective
Jhort study of 5,790 men aged 40

,0 59.9 years without eardiovas­
cular diseases at baseline.

Based on 5- and 10-year fol­
low-up investigations (response
rate 97.4% ), the relation between
fibrinogen and the incidenee of
aeute ~oronary events (fatal and
nonfatal myocardial infarction as
":ell as sudden coronary death: n
, 299) was characterized by the

r'oIJowing findings: (I) The an­
nual ineidenee of aeute eoronary
events was markedly inereased
from 14/year in the earlier part of
the follow-up period to 27 /year in
the latter half of the follow-up pe­
riod tor subjeets from the lower -+

quintiles of the fibrinogen distri­
lution «432 mg/dl). In eon­
:rast. for subjeets - from the fifth
quintile, it deereased from 10
events/year during the first to 9
events/year during the later 5
years of the observation period.
Aeeordingly, the event-free sur­
vival eurves (Figure I) in sub­
jeets with normal and elevated 11­
0rinogen levels are nearly the
iame during the se co nd half of the
follow-up period. (2) The ad­
justed odds ratio per eaeh increase
of I SD in the fibrinogen level was
I AO (95% eonfidenee interval
[CI] 1.17 to 1.69) during the first
5 years in subjeets without CAD
at baseline (GRIPS). A very sim­
ilar odds ratio of 1.30 (95% CI
'.07 to 1.61) was found in pa­
ients with preexisting CAD stud­

ied in ECA T after the 2-year fol-
low-up ofthis study. In the GRIPS
eohort, however. the independent
assoeiation between fibrinogen
and the ineidenee of aeute coro­

nary events was lost during the


