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Acute and Long-‘Term Beta-Adrenergic
Blockade for Patients With
Neufm'cardiogenic Syncope

,‘\h L‘ﬁjmxd Yhu study by Cox et al. {1) on bets-adrenergic blockade
: 'iht:l‘de for neurocdrdmgcmc syncope. This study attempted to show

“that ‘patients’ who . pres«.med with ‘syncope and nedr syricope had
significantly fewer LplSDdeS of recurrcnt syricope and near syncope in

*-12.months of, follow- -up if the baseline: shnormal tilt fable-study: result

‘—normamed ona Tepeat atudy using | bet'a-blmkc themp) We had .

“several concerss with the study:
*The first concern was-the tift table proiocol used. More specificatly,
we woridered whéther the investigators frad assessed what their false
_positive rate of tilt ‘studics was in ‘normal subjects, given the relatively
short {10 miin) baseline study followed by an aggressive isoproterenol
ion protocot, ‘This s important because isoproterenot has been
~associated with an Inereused false positive rate (2} Second was the
“ibsence of a plamha arm, which-'we think was ethical in view of the
benign prognosis that these patiemts have.: This issue ‘hus obvious
clinical implications regarding the fieed for fong-term therapy. Third,
the inclusion of patients with near syncope was quc\tlonablc becaus it
“was never defined and may represent a “soft” ¢nd pumi that would be
difficult to measure. 1t would be inferesting to see whether therapy still
_appeiired to offer some clinical. benefit if only patients with recurrent
‘syicope were analyzed and-Orily recurrences of syncope were aceept-
‘able end pbints. The stated benefit of therapy for this scehario would
“be unlikely b CAUS % of patients had either near syncope or one
episode of syficope: Finally; the duration of follow-up-relative t6 the
frequency of feported episodes appeared truncated. More specifically,
d 12-month follow-up period would be inadequate in -many. of these
patients because their ‘event rate was not stated to be at least two
episodes/year without therapy. If most of the patients had episodes of
syneope years agart, a longer follow-up -petiod would be needed, and
the abitity to prove drug efficacy would be problematic,
© - In summiry, although we think that Cox-et al. (1) had a clinically
relevant hypothesis 1o test, the study design flaws noted here make the
‘stady results and conclusions difficult to accept.
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Repn'v

“\pon\c o the comments and. questions of Vigh and DeAntonio,
id ot estimate the Filse positive rate in normal subjects with.our
ocul 'Howwer, we follownd the prulocol of Almquxst et dl (l)

"

conteol group was 37 & 17 vears, which is significantly vounger than
our patieats (33 -+ 20 yeats for tlt-positive and 59 = 20 years for tilt
negative patients), Brignole et al. (2) studied 25 control patients with
an age distribution similar to ours (60 % 17 years) and observed a 4%
falsé positive rale, The study by Kapoor and Brant (3), using wprotocol
similar to ours, had 20 control subjects with & mean age of 25 years
(range 1810 37), which, again, is significantly younger than our patients
and. therefore cannot be considered an: appropriate; comparison bet -
cause vounger age has been associated with a hxghgr false pos:twe fite
in tilt festing (4). ‘
~ We did noi have a placebo arm in the studvv Beca ‘e most of the
patients Had undergone an extensive vmrkup for tecurrent symptoms «

~ without i definitive dingnosis or treatment, and given the severity of

the patients” symptoms, we did not consider it ethical to withhold

- treatment. We included patients with near syncope but--did not
- consider this a “soft end point™ because all patients referred had

symptoms so severe that their activities of daily living were significunily”
altered. Those patients who had ond episadé of syncope also had
multiple episodes of near syncope, and the onc episode of syncope was
associatéd with trauma (broken limb, fall requiring stitchesy or an
adverse event; Such as a car accident.

The event rate was not stated in the article, but recurrent symptoms
were present in patients for a mean of 6 months before the initial
evaluation. The duration of follow-up telative to the frequency of
teported episodes was truncated it | year beeause recurrences, when'

“they did occur, occurred within the first 12 'months. The follow-up

period exiended up o 48 months, but in the absence of events after 12
months there was no need to extend the period.
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The article bv Kloas ‘et al (1) in a recent sssue ot the Juumdi
concluded that i in patmm with sevgre .mrm mgurgnatlon and resal






