Emerging Perspectives in
Perioperative Use of Gabapentinoids

10 the Editor:

We congratulate Schmidt ez a/." for choosing a very appropri-
ate topic at the forum of clinical concepts and commentary
in AnestHesioLocy. The use of gabapentinoids as a component
of multimodal approach toward postoperative pain manage-
ment has recently been emerging as an area of interest for
anesthesiologists. Published literature supports the authors’
statement that perioperative use of gabapentinoids reduces
pain after surgery and has opioid-sparing effects.

However, because of paucity of evidence, the authors
were unable to clarify the role of gabapentinoids in
chronic postsurgical pain. They concluded that the lim-
ited data that are available indicate some role of gabapen-
tinoids in prevention of chronic postsurgical pain at the
cost of increased sedation in the immediate postoperative
period. We agree with the authors’ view that there is a
need of further studies to justify the effect of gabapen-
tinoids on chronic postsurgical pain. At this juncture,
it is pertinent to note that there is a significant abuse
potential for these drugs, and a recent survey carried out
in substance misuse clinics threw up a high proportion
of respondents admitting to abusing gabapentinoids.?
Therefore, while embarking on studies on long-term post-
operative therapy to prevent chronic postsurgical pain, it
is imperative to recognize this abuse potential be vigilant
in identifying drug-seeking behavior and eventually for-
mulate guidelines to prevent and treat such cases as and
when they arise.

We agree with the authors’ statement that the gabapen-
tinoids are generally well tolerated. Even in cases of over-
dose or intoxication of gabapentinoids, only supportive care
is usually sufficient and this is what makes them attractive
to the clinician, but here we would like to emphasize that
careful selection of patients is of utmost importance while
using these drugs perioperatively as many patient factors such
as age, renal dysfunction, type of surgery, and concomitant
sedative use may predispose the patient to serious side effects.
Indeed, even respiratory depression has been reported in
the early postoperative period. The Ottawa Hospital Acute
Pain Service has developed an algorithm to screen patients
for risk factors (sleep deprivation, neuraxial opioid, renal
dysfunction, neuraxial opioid use, obstructive sleep apnea,
and elderly) before using pregabalin. Pregabalin is avoided in
any patient found to have more than two risk factors, and in
patients with one risk factor, it is recommended to prescribe
pregabalin with caution.?

The authors have not discussed the role of gabapenti-
noids in regional anesthesia which has been highlighted in
the recent literature. Recent studies have concluded that oral
pregabalin in doses ranging from 75 to 150 mg is an effective
adjuvant to spinal anesthesia® and patient-controlled epi-
dural analgesia for total knee arthroplasty.” On the basis of
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published literature, it is evident that apart from pain relief
and opioid-sparing action, gabapentinoids have other useful
actions in the perioperative period which are recently being
explored. Preoperative oral pregabalin reduces the incidence
and severity of postdural puncture headache® and has also
been shown to mitigate anxiety without increasing postanes-
thesia care unit stay in day-care procedures.’”

The use of gabapentinoids is likely to witness an increase
in the coming years. Therefore, the extensive review of the
subject was interesting and well timed. We would once again
like to congratulate the authors for their work.

Competing Interests
The authors declare no competing interests.

Veena Kachhwah, M.D., Zainab Ahmad, M.D. People’s
College of Medical Sciences and Research Center, Bhopal,
Madhya Pradesh, India (V.K.). veenakachhwah_@hotmail.
com; vkachhwah@rediffmail.com

References

1. Schmidt PC, Ruchelli G, Mackey SC, Carroll IR: Perioperative
gabapentinoids: Choice of agent, dose, timing, and effects on
chronic postsurgical pain. ANESTHESIOLOGY 2013; 119:1215-21

2. Baird CR, Fox P, Colvin LA: Gabapentinoid abuse in order
to potentiate the effect of methadone: A survey among sub-
stance misusers. Eur Addict Res 2014; 20:115-8

3. Eipe N, Penning J: Postoperative respiratory depression with
pregabalin: A case series and a preoperative decision algo-
rithm. Pain Res Manag 2011; 16:353-6

4. Kohli M, Murali T, Gupta R, Khan P, Bogra J: Optimization
of subarachanoid block by oral pregabalin for hysterectomy.
J Anaesthesiol Clin Pharmacol 2011; 27:101-5

5. Jain P, Jolly A, Bholla V, Adatia S, Sood J: Evaluation of effi-
cacy of oral pregabalin in reducing postoperative pain in
patients undergoing total knee arthroplasty. Indian J Orthop
2012; 46:646-52

6. Rahmawy GEI, Rashwan D, Mohamed NN: The efficacy of
preoperative pregabalin on reduction of the incidence and
severity of postdural puncture headache after spinal anesthe-
sia. Egypt J Anesth 2013; 29:357-61

7. Gonano C, Latzke D, Sabeti-Aschraf M, Kettner SC, Chiari A,
Gustorff B: The anxiolytic effect of pregabalin in outpatients

undergoing minor orthopaedic surgery. J Psychopharmacol
2011; 25:249-53

(Accepted for publication April 10, 2014.)

In Reply:

We would like to thank Drs. van Schalkwyk and Kachhwah
et al. for their comments concerning our article.! Dr. van
Schalkwyk reports that our statement “gabapentinoids are
very well tolerated” is “an assertion contradicted by even the
most enthusiastic of the three old meta-analyses [we] cite.”
Our article cites five, not three, meta-analyses.”® These were
not old, but were the most recent meta-analyses on periop-
erative gabapentinoids available at the time of our writing
the review, with two having been published in 2006 and the
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remaining three in 2007, 2011, and 2012. The five meta-
analyses we cited had mildly differing conclusions on the
tolerability of gabapentin. One found “the incidence of gab-
apentin-related side effects (dizziness, lightheadedness, visual
disturbance, and headache) was similar in the gabapentin
and control groups.” Another found “gabapentin adminis-
tration was associated with sedation and anxiolysis (OR =
3.28; CI, 1.21-8.87) but not associated with a difference in
lightheadedness, dizziness, nausea, or vomiting.”® Yet another
found that gabapentin “increased the rates of dizziness and
sedation in surgical patients” but “most of the reported diz-
ziness episodes were mild and did not affect patient satisfac-
tion.”® A renewed search when writing this letter identifies
only one more recent meta-analysis on perioperative gaba-
pentinoids published in 2013, which fortunately specifically
addresses how perioperative gabapentinoids were tolerated
by patients. It states, as one of the three “Key Points,” “both
gabapentin and pregabalin were well tolerated.”” Thus, the
meta-analyses we cited and the additional new meta-analysis
support that perioperative gabapentinoids are well tolerated.
Although the focus of our article was not patient satisfaction,
patient satisfaction is a key measure of how well periopera-
tive gabapentinoids are tolerated, which becomes relevant in
light of Dr. van Schalkwyk’s concerns.

We identified nine trials in which perioperative gaba-
pentin was assessed alone or in combination, in terms of
its effect on overall patient satisfaction. One trial found
no difference in satisfaction between gabapentin and con-
trol group, supporting that gabapentin is well tolerated,®
whereas the remaining eight trials demonstrated statistically
significant improved patient satisfaction when gabapentin
was used. This suggests that regimens containing periopera-
tive gabapentinoids may be better tolerated than standard
higher opioid regimens.”'® Indeed, the study by Turan ez
al. examining the utility of supplementing perioperative
epidural use with perioperative gabapentin explicitly states,
“despite an increased incidence of dizziness [gabapentin] also
increased patient satisfaction.”® Similarly, of the four trials
we identified that looked at patient satisfaction after peri-
operative pregabalin, two identified that patient satisfaction
was similar in the presence or absence of pregabalin!”!® and
two found that pregabalin actually improved overall patient
satisfaction.!”?° In other words, although it is true that gaba-
pentinoids have side effects, this is not an evidence for Dr.
van Schalkwyk’s suggestion that gabapentinoids are not well
tolerated. In summary, the existing data suggest that patients
tend to be more satisfied when gabapentinoids are used as
part of a multimodal perioperative analgesic plan. Our state-
ment that perioperative gabapentinoids are very well toler-
ated is both accurate and supported by the wealth of data
accumulated on this issue.

Dr. van Schalkwyk also reports that we “fail to report
accurately the findings of a more recent analysis.” We regret
he finds our characterization inaccurate. For the accuracy of
the record, the referenced article states: “At least 50% pain

Anesthesiology 2014; 121:421-35 425

relief over 6 hour was achieved by 15% with gabapentin
250 mg and 5% with placebo; giving a RB of 2.5 (95% CI
1.2 to 5.0) and an NNT of 11 (6.4 to 35). Significantly
fewer participants needed rescue medication within 6 hours
with gabapentin 250 mg than with placebo; NNT to prevent
use 5.8.”! In other words, even when given as a single post-
operative dose at the bottom of the dose scale, gabapentin
is superior to placebo, but is not as good as conventional
stand-alone analgesics.

Finally, Dr. van Schalkwyk states “the overall tenor of the
review is that gabapentin is substandially effective, both in
the management of acute postoperative pain and in the pre-
vention of chronic postsurgical pain. Neither contention is
supported by independent analyses.” He is correct about our
tenor with regard to statements about the efficacy of gaba-
pentin in acute postoperative pain, but not about whether
these are supported by independent analyses. We do believe
based on the large number of randomized clinical trials and
the multiple independent analyses conducted as the meta-
analyses cited above that perioperative gabapentin is substan-
tially effective in reducing acute postoperative pain scores
and opioid use in the first 24 h after surgery. Regarding this
effect, our tenor has been correctly perceived. Furthermore,
we think this is no longer substantially controversial.

Our tenor and opinion are more reserved for both the
effect of pregabalin on acute pain and a postulated preven-
tative effect of any gabapentinoid on chronic pain. Data are
encouraging but less conclusive for pregabalin than gabapen-
tin in the acute postoperative setting. With regard to effects
on chronic pain, based on the existing literature and analy-
ses, we do believe it “considerably more likely than not that
gabapentinoids do have a preventative effect with regard to
the formation of chronic postsurgical pain.” We think that is
different from asserting these drugs are substantially effective
for this purpose.

Dr. Kachhwah ez al. raise interesting and troubling points
about two potential interactions of opioids and gabapenti-
noids that might generate clinical outcomes not often cap-
tured by perioperative analgesic studies of gabapentinoids:
opioid abuse and respiratory depression.

We believe Angstresioocy and other journals in the field
should encourage submission of follow-up articles docu-
menting long-term follow-up from randomized controlled
trials of perioperative gabapentinoids. Such studies should
include not only chronic pain outcomes but also long-term
opioid use outcomes. Long-term opioid use and/or misuse
after surgery is an important clinical outcome with very sig-
nificant public health implications deserving much more
attention. The possibilities that perioperative gabapentinoids
might reduce chronic opioid use and misuse after surgery
by reducing early postoperative opioid use, or paradoxically
might increase chronic opioid use and misuse by making
opioids more rewarding, should be actively investigated.

Ultimately, more data are needed to know whether we
should be avoiding gabapentinoids in people at high risk for
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respiratory depression (e.g., sleep deprivation, renal dysfunc-
tion, neuraxial opioid use, obstructive sleep apnea, and the
elderly, as suggested by Kachhwah ez 4.), and caution is indeed
warranted. However, the statement that pregabalin causes a
predisposition to respiratory depression must be interpreted
with caution. In the three case reports cited by Kachhwah
et al., all patients received perioperative opioids and all were
successfully resuscitated as a result of naloxone administration.
This suggests that too much opioid was a significant risk in
these cases, but does not exclude the possibility that pregabalin
might increase the risk of respiratory depression from coadmin-
istered opioids. Nonetheless, the high-risk population that Dr.
Kachhwah e al. suggest not receive gabapentinoids is exactly
the population most at risk from higher opioid doses used in
lieu of gabapentinoids. It may ultimately be that these are the
people who benefit most from perioperative gabapentinoids
due to the opioid-sparing effects. We note that a small scudy
reported elderly patients receiving perioperative gabapentin
were less likely to experience postoperative delirium compared
with patients who did not receive gabapentin—perhaps, as a
result of the opioid-sparing effects of gabapentin.? Treatment
of patients at increased risk of respiratory depression should be
approached with the highest degree of caution with or without
the use of perioperative gabapentinoids. Overall, until more
data emerge we do support the approach advocated by Kach-
hwah ez al. to screen high respiratory risk patients from routine
use of perioperative gabapentinoids.
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