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Key Summary Points

This letter is written in response to the
article, ‘‘Influences of Gender on
Intravenous Nalbuphine Actions After
Major Abdominal Surgery: A Multicenter
Study,’’ in which female patients were
demonstrated to be statistically more
responsive than male patients to the
postoperative analgesic effects of
intravenous nalbuphine.

The main finding of this study is the well-
established clinical fact that kappa opioid
nalbuphine can produce gender-
dependent analgesia and antianalgesia in
patients with postoperative pain.

This letter also points out severe issues in
this study that might have confounded
interpretation of the results, such as the
inclusion of different types of surgeries, the
existence of possible factors influencing
postoperative pain assessment, expression
and comparison of results, power of the
sample size, and others.

The authors argue that addressing these
issues would improve the transparency of
this study.

To the Editor,

In a randomized double-blind comparative trial
including 64 male and 63 female patients
undergoing major abdominal surgery, Ayad
et al. [1] evaluated the influences of gender on
postoperative analgesic efficacy of continuous
intravenous nalbuphine with two different
dosages. They showed that females were more
sensitive than males to the analgesic effects of
nalbuphine. In fact, that the kappa opioid nal-
buphine can produce gender-dependent anal-
gesia and antianalgesia in patients with
postoperative pain is a well-established clinical
finding [2]. Furthermore, we noted several
issues in this study that would have made the
interpretation of their results questionable. We
wish to invite the authors to comment.

First, this is a randomized controlled trial
with a small sample; each arm only includes
31–32 patients. All patients underwent major
abdominal surgery, but at least seven types of
operations were performed, including hernia
repair, urological, gastric, colorectal, hepatobil-
iary/pancreatic, small bowel, and splenectomy/
omental procedures. Because the severity of
postoperative pain is mainly dependent on the
type and site of surgery [3], the inclusion of
different types of surgeries is undoubtedly an
important confounding factor that can affect
postoperative pain assessment. To avoid this
issue, a better study design would comprise
patients undergoing a single type of abdominal
surgery as study objects, as performed in previ-
ous work [4].
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Second, according to their Figs. 2 and 3,
female as compared to male patients had lower
pain scores at some observed time points.
However, we noted that with two different
dosages of intravenous nalbuphine, intra-group
differences in pain scores were very small at all
postoperative observed time points. As the
standard deviations of postoperative pain scores
were not provided, we cannot exclude the pos-
sibility that a great individual difference would
have contributed to their findings. Most
importantly, it was unclear whether patients
were at the same state or position when post-
operative pain was assessed. It is generally
believed that both activity state and supine
position can aggravate pain intensity after
major abdominal surgery, especially for patients
undergoing upper abdominal surgery [5]. We
argue that these unknown factors would have
further biased their findings.

Third, in this study, the total nalbuphine
consumption (in mg) throughout the study was
significantly higher in males compared to
females, with mean intra-group dosage differ-
ences of 1.88–4.19 mg at two different dosages.
However, the mean or median weight was
greater in males than in females. We suggest
that total nalbuphine consumption dose
throughout the study is best calculated accord-
ing to the body weight of patients and then
compared between males and females, as pre-
viously reported [6]. We would further like to
know whether females still had significantly
decreased total nalbuphine dose consumption
when expressed per kilogram of body weight.

Finally, in this study, there were no statistical
gender differences in adverse events associated
with the nalbuphine 2 mg administration.
However, the sample size of this study was
evaluated based on the possible difference in
the mean change in the numeric pain rating
score between females and males during the
measurement periods. Thus, it may be under-
powered to show the differences in the occur-
rence of most postoperative adverse events
associated with nalbuphine administration
between male and female patients. To deter-
mine the real influences of gender on the
occurrence of adverse events associated with
nalbuphine administration, we believe that

randomized controlled trials with large samples
are still needed.
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