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In the last years, postoperative analgesia has made signifi-
cant progress as new drugs and new pharmacological tech-
niques have emerged. Progressively, these acquisitions have
also critically reconsidered the established habit of treating
postoperative pain only with nonsteroidal anti-inflammato-
ry drugs or opioids.!

Multimodal analgesia involves the use of multiple, simul-
taneous mechanisms of pain control acting synergistically to
improve analgesic effect and reduce the doses of any single
drug to minimize risks of side effects.?

Closely related to multimodal analgesia, the concept of
obtaining a better efficacy of postoperative analgesia has
become increasingly more important, aiming above all at
the specific type of surgery and the profile of the individual
patient.

In this issue of the Journal of Neurosciences in Rural Prac-
tice, the authors present a topic that is part of this new and
interesting line of research.? It proposes a randomized, dou-
ble-blind, placebo-controlled trial of notable relevance and
importance in both cultural clarification and practical clin-
ical use: the effect of pregabalin on postcraniotomy pain in
patients undergoing supratentorial tumor surgery.

Pregabalin belongs, together with gabapentin, to the class
of drugs called gabapentinoids, originally designed as ana-
logs of gamma-aminobutyric acid, which exert their anal-
gesic effect through the mechanism of the bind to the a2
0-1 and a2 -2 auxiliary subunits of calcium channels. Such
action results in a reduction in the depolarization-induced
influx of calcium; hence, there is a reduction in the release of
excitatory neurotransmitters including glutamate, noradren-
aline, dopamine, and serotonin.*

Compared with gabapentin, pregabalin is considered
more potent, is associated with fewer adverse effects, is more
effective as it is absorbed more quickly, and shows higher
biological activity.

The study presented by the authors in this issue starts
from two fundamental assumptions: the awareness that very
often, the analgesic therapy after craniotomy is insufficient,
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and the need to use an analgesic strategy suitable for
neurosurgery.

Paradoxically, the organ that is the center of pain and
its related mechanisms receives little attention to alleviate
distress during neurosurgical procedures. From 30 to 90%
of patients who reported postcraniotomy pain, the majority
occurred in the first 48 hours after surgery.®

The literature indicates that a valid postoperative analge-
sic strategy in this particular type of surgery must comply
with some of the following criteria®:

* The use of appropriate drugs to allow as much as possible
an assessment of neurological function.

» The administration of effective drugs to avoid side effects
related to the permanence of pain, such as very harmful
hemodynamic fluctuations in patients with impaired
cerebral autoregulation.

* The use of pharmacological techniques as free as possible
from side effects such as bleeding, postoperative nausea
and vomiting, respiratory depression, visual disturbances,
dizziness, and neuropsychiatric manifestations, which
can affect or hinder monitoring of the neurological
examination.

* The employment of drugs with pharmacokinetic handling
characteristics such as oral administration and short or
intermediate half-life.

These features suggest that pregabalin, chosen in the pro-
tocol of this study and long used in the treatment of neuro-
pathic pain, could be proposed in the analgesic strategy after
neurosurgery, in which experiences are still scarce.

The authors of the experience proposed in the current
issue compare three groups of patients receiving oral placebo,
pregabalin 75 mg, or pregabalin 150 mg before the induction
of anesthesia, respectively. The result of the study is highly
significant as it allows us to establish the threshold dose of
150 mg as effective, safe, with few sedation consequences,
and with opioid-sparing effects. Doses as low as 75 mg give
poor analgesic results. It should be noted that these data are
also confirmed in other types of surgery.’
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In neurosurgery, another study on the management of
pain after craniotomy with pregabalin shows that preoper-
ative use of 150 mg on the evening before surgery, 1.5 hours
before entering the operating room, and postoperative twice
daily for 72 hours following surgery attenuates preopera-
tive anxiety, improves sleep quality, reduces postoperative
pain scores, and reduces analgesic usage without increas-
ing the rate of adverse effects.® It should be stressed that the
approach of this study, compared with that proposed in the
current issue, differs above all in the daily dose and duration
of administration of pregabalin. This condition must, how-
ever, be assessed, since in other types of surgery, the admin-
istration of pregabalin at doses higher than 150 mg/day
or extended to the early postoperative days can cause an
increase in sedation; this is considered a potential danger in
neurosurgery.

In conclusion, postoperative pain management after cra-
niotomy needs to be effective and safe. it must avoid both the
harmful effects of pain on brain cells and the side effects of
drugs that can distort or harm the monitoring of the neuro-
logical examination. Pregabalin administered preoperatively
may have a very important role in analgesic therapy. Further
studies may serve to determine the risk/benefit ratio in being
able to continue administration in the postoperative period.
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