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Generalizability from well-designed RCTs underpin

their scientific strength

TO THE EDITORS: A recent commentary by Nezhat et al’
attempts to draw conclusions regarding the results of a
prospective randomized study (Laparoscopic Approach to
Cervical Cancer trial) that demonstrated lower disease-free
survival in patients who undergo minimally invasive radical
hysterectomy compared with the open approach.” In
response, we aim to highlight how the fundamental principles
of study design and analysis have been overlooked by
Nezhat et al. The design strength of randomization in a well-
conducted clinical study ensures that all factors, both
measured and unmeasured, are balanced among the groups
being compared and guarantees that comparisons give
unbiased and consistent estimates of the true underlying
differences.” Heterogeneity in surgical experience is inevi-
table; while being controlled for by randomization, it also
preserves the generalizability of the result. Surgical volume,
although potentially impacting on outcome, would, by
randomization, be balanced between the groups and add
strength to the external validity of the results, particularly
because, contrary to the implication in the commentary, the
volume was not uniformly distributed across the participating
surgeons. Additionally, the Laparoscopic Approach to Cer-
vical Cancer trial was indeed stratified by site (a surrogate for
surgeon) and stage of disease.

The suggested multilevel adjustment by Nezhat et al'
would be an exercise in statistical acrobatics that would
provide a limited and confusing interpretation of the result-
ing analyses. Limitations include (1) the results being
anchored to the choice of model(s) selected, the appropri-
ateness of which are never evaluated, (2) the distribution of
factors being adjusted in the trial having little resemblance to
the distribution in the wider surgical population, (3) the
assumption (incorrect) that all heterogeneity can be explained
by statistical adjustment, (4) potential numeric non-
convergence/instability in the fitting process, and (5) intro-
duction of missing values in the analyses when some of the
factors being adjusted for are missing.

A further advantage of randomization, aside from the sci-
entific rigor in study design, is the ability to perform unad-
justed analyses that rely only on minimal assumptions.
Although this may provide conservative estimates, it is
underpinned by a robust design and strong scientific principles
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and provides a clear interpretation of the study results. The
suggested post-hoc adjusted analysis is 1 of many possible
approaches and, as with multiple comparisons, the risk of the
selection of that method of adjustment that would support
preconceived views is always present. The basic principle of
clinical research dictates that new standards of care and
changes in patterns of practice should be supported by well-
conducted and adequately powered randomized trials.
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There is nothing scientific about surgical randomized
controlled trials (RCTs) when investigators do not take into
consideration differences in surgical skills in the performance
of a new complex procedure and adjust for it or if they cannot
ensure that the new procedure was performed appropriately.
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Contrary to the claim of Robledo et al,' results from such
faulty RCT designs are not generalizable. They opined that
the randomization in the Laparoscopic Approach to Cervical
Cancer (LACC) trial ensured balance among measured and
unmeasured confounders between the 2 comparison groups.”
We disagree. First, it is difficult for any surgical RCT to
provide any such balance because it is impossible to blind or
mask a surgical procedure or perform a “sham” surgery; the
unblinded nature of surgical RCTs inevitably leads to an
unmeasured observer bias. Second, Robledo et al assume that
the surgeons had similar expertise or similar variation in
expertise in performing both procedures. This assumption is
unreasonable for a new complex surgical procedure such as
minimally invasive radical hysterectomy.

As we explained in our Viewpoint article,” the LACC in-
vestigators had several choices to correct for differences in
surgical skills; sadly, they did not follow any of the available
choices so that the minimally invasive arm of the study was at
a disadvantage. The RCT design could not have compensated
for varied or suboptimal surgical skills and techniques in
performing the minimally invasive procedure.

Robledo et al' characterized our suggestion of addressing
surgical variability via individual center reporting, based on
multilevel models, as “statistical acrobatics.” Our suggestion is
a pragmatic one. In their letter, they admitted that the surgical
volume was not distributed uniformly across the participating
surgeons and therefore centers. In the LACC trial, cervical
cancer recurrences occurred in only 14 of the 33 centers.”
Should the remaining 19 centers, which had no recurrences,
change their practice based on the results of the 14 centers
when surgical proficiency has not been taken into serious
consideration in the performance of the minimally invasive
radical hysterectomy?

Cerebroplacental ratio and estimated fetal weight,

the 2 different yardsticks

TO THE EDITORS: We read with interest the work of
Akolekar et al' and agree with the authors in that cere-
broplacental ratio (CPR) as a stand alone measurement is
unable to predict adverse perinatal outcome accurately, unless
it incorporates extra information that is provided by esti-
mated fetal weight (EFW), maternal characteristics, and
future biochemical markers. In this regard, the accuracy of
CPR has become a question of debate because the reported
prediction ability for adverse perinatal outcome (APO) and
intrapartum fetal compromise (IFC) by different groups
presents notable variations. In our opinion, several aspects
regarding the accuracy of CPR in the prediction of APO
deserve to be commented.

Despite the reported low accuracy, CPR and middle cerebral
artery Doppler, are the only ultrasonographic parameters that
change before late-onset stillbirth” and placental abruption,’
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which confirms that fetal cerebral vasodilation, and not weight
restriction, represents the initial answer to the late unbalance
between placental supply and fetal demands. A phenomenon that
is related more with subacute cardiorespiratory decompensation
than with chronic nutritional disorder that causes progressive
weight loss.

In addition, when dealing with CPR prediction, we should
consider that the existence of a low CPR only reflexes a
reduction of the placental reserve, which is translated into
a higher possibility of abnormal cardiotocography. This
might explain the reason that CPR performs better at pre-
dicting cesarean delivery for fetal compromise and worse at
predicting severe APO with encephalopathy and extremely
low fetal acidosis, because they probably are related more
with severe and unpredictable intrapartum events that cannot
be anticipated by means of prepartum hemodynamics.
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