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Ureteroscopy is one of the most frequently performed
urologic procedures. Post-ureteroscopy pain is common,
with 6% of opioid-naive patients having persistent opioid
use afterwards (1). Additionally, 10% of patients visit the
Emergency Department postoperatively, with flank pain
being one of the most common presentations (2). The
development of enhanced recovery after surgery (ERAS)
protocols, initially developed for open abdominal surgeries,
have found applications in endourology including after
ureteroscopy. The goal is to optimize postoperative pain
and patient recovery, while minimizing narcotic use. This
has become an important topic amidst the growing opioid
epidemic.

Ureteroscopy-ERAS protocols have been designed to
target different aspects of pre- to post-procedural care (3-5). In
particular, postoperative protocols have focused on early
tube removal, mobilization, and non-opioid analgesia.
Opioids are reserved only for breakthrough pain and in
the lowest dose needed. Nonsteroidal anti-inflammatory
drugs (NSAIDs) have been shown to offer excellent pain
control in patients with renal colic, helping to decrease
inflammation and ureteral contractions (6). The Study of
Ketorolac vs. Opioid for Pain after Endoscopy (SKOPE)
was the first double-blind randomized trial to show
non-inferiority of NSAIDs compared to opioids post-
ureteroscopy (7).

Recently, there has been increased interest in the role
of gabapentinoids in acute postoperative pain. Traditional
analgesics are anti-nociceptive, reducing sensory input at
the site of tissue injury. Although the exact mechanisms are
unclear, gabapentinoids decrease the excitability of dorsal horn
neurons, blocking hyperalgesia and central sensitization (8).
Compared to gabapentin, pregabalin has a more favourable
pharmacokinetic profile. It has higher bioavailability, faster
absorption, and dose-independent absorption (9). Several
metanalyses have been done focusing on pregabalin in the
postoperative setting (8,10,11). Pregabalin has been shown
to significantly decrease pain scores at 2 hours and total daily
opioid consumption, while decreasing opioid-related side
effects (11). Pregabalin is normally taken two to three times
a day for neuropathic pain. However, no differences have
been seen between 100-300 mg and single versus repeat
dosing perioperatively (10). These metanalyses attempted to
further stratify by procedure, however ureteroscopy was not
included.

To address this unknown in the literature, Rosen
and colleagues evaluated the utility of a single 300 mg
preoperative dose of pregabalin for post-ureteroscopy
pain (12). The authors should be commended on this well
designed, blinded, randomized, real-world pragmatic study.
Although pregabalin was well tolerated with minimal side
effects, no significant difference was found in post-operative
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pain scores. Despite this, it may be too early to dismiss the
role of pregabalin for ureteroscopy completely.

As the authors acknowledged, limitations of their study
included the discrepancy in patient characteristics despite
randomization. The pregabalin group was younger (44 vs.
57 years) and more were pre-stented (23% vs. 15%). Older
age has been associated with lower pain intensity in patients
with ureteric stents post-ureteroscopy (13), but conversely
pre-stenting may offer pain advantages.

The largest limitation is that the study time points may
not have been optimal. The primary outcome was based
on pain scores after 1 hour in the recovery unit, which
may be confounded by lingering anesthetic affects. It may
have been helpful to have further scores within the first
24 hours. Additionally, pregabalin has a half-life of
6.3 hours. Later time points within the first month would
be unlikely affected by a single pre-operative dose. Future
studies may consider either different timepoints for pain
assessment, or a longer duration of prescription.

About half of patients in each group were stented at
the end of ureteroscopy. Ureteric stents can be quite
symptomatic and a source of postoperative pain. Further
analysis of pain in patients with and without stents with
pregabalin would also be of interest.

Consistent with previous studies, post-ureteroscopy
pain had a high burden on unexpected healthcare visits in
this study. Between both pregabalin and placebo groups,
15-17% required emergency room visits or admission
within the first 30 days, with majority being for pain.
Excluding emergency visits, 14-27% had further unplanned
interaction with the urology team, and 18 patients had
clinic interactions. A better understanding and management
of post-ureteroscopy pain could help reduce unplanned
interactions, conserve resources, and improve perioperative
quality of life for patients.

The ideal ERAS protocol likely involves appropriate
preoperative patient counselling on expected postoperative
pain, coordination and collaboration with the anesthesia
team, and a post-operative combination of predominantly
non-opioid medications. This may include NSAIDs, alpha
blockers, anticholinergics, acetaminophen, pyridium, and/
or pregabalin. This study showed that pregabalin is well
tolerated in the perioperative setting, however, the effect of
a single preoperative dose does not appear to have a large
effect on postoperative pain in the immediate recovery
period. Further studies will be needed to clarify the role of
longer prescriptions of pregabalin, and also to assess the
role of other individual components of ERAS protocols.

© Translational Andrology and Urology. All rights reserved.

367

Acknowledgments

Funding: None.

Footnote

Provenance and Peer Review: This article was commissioned
by the editorial office, Translational Andrology and Urology.

The article has undergone external peer review.

Peer Review File: Available at https://tau.amegroups.com/
article/view/10.21037/tau-23-546/prf

Conflicts of Interest: All authors have completed the ICMJE
uniform disclosure form (available at https://tau.amegroups.
com/article/view/10.21037/tau-23-546/coif). The authors
have no conflicts of interest to declare.

Ethical Statement: The authors are accountable for all
aspects of the work in ensuring that questions related
to the accuracy or integrity of any part of the work are
appropriately investigated and resolved.

Open Access Statement: This is an Open Access article
distributed in accordance with the Creative Commons
Attribution-NonCommercial-NoDerivs 4.0 International
License (CC BY-NC-ND 4.0), which permits the non-
commercial replication and distribution of the article with
the strict proviso that no changes or edits are made and the
original work is properly cited (including links to both the
formal publication through the relevant DOI and the license).
See: https://creativecommons.org/licenses/by-nc-nd/4.0/.

References

1. Tam CA, Dauw CA, Ghani KR, et al. New Persistent
Opioid Use After Outpatient Ureteroscopy for Upper
Tract Stone Treatment. Urology 2019;134:103-8.

2. Higgins AM, Daignault-Newton S, Becker REN, et al.
Improving the Quality of Upper Urinary Tract Stone
Surgery: External Validation of a Statewide Collaborative's
Efforts to Reduce Emergency Department Visits After
Ureteroscopy. J Urol 2023;210:128-35.

3. ShulL, Ao P, Zhang Z, et al. Flexible Ureteroscopic
Lithotripsy Based on the Concept of Enhanced Recovery
after Surgery: A Single-Centered Retrospective Study.
Urol ] 2022;19:268-73.

4. Johnson BA, Akhtar A, Crivelli J, et al. Impact of an

Transl Androl Urol 2024;13(2):366-368 | https://dx.doi.org/10.21037/tau-23-546


https://tau.amegroups.com/article/view/10.21037/tau-23-546/prf
https://tau.amegroups.com/article/view/10.21037/tau-23-546/prf
https://tau.amegroups.com/article/view/10.21037/tau-23-546/coif
https://tau.amegroups.com/article/view/10.21037/tau-23-546/coif
https://creativecommons.org/licenses/by-nc-nd/4.0/

368

Enhanced Recovery After Surgery Protocol on Unplanned
Patient Encounters in the Early Postoperative Period After
Ureteroscopy. ] Endourol 2022;36:298-302.

Gridley C, Robles J, Calvert J, et al. Enhanced Recovery
After Surgery Protocol for Patients Undergoing
Ureteroscopy: Prospective Evaluation of an Opioid-Free
Protocol. ] Endourol 2020;34:647-53.

Pathan SA, Mitra B, Straney LD, et al. Delivering safe

and effective analgesia for management of renal colic in
the emergency department: a double-blind, multigroup,
randomised controlled trial. Lancet 2016;387:1999-2007.
Fedrigon D, Faris A, Kachroo N, et al. SKOPE-Study of
Ketorolac vs Opioid for Pain after Endoscopy: A Double-
Blinded Randomized Control Trial in Patients Undergoing
Ureteroscopy. ] Urol 2021;206:373-81.

Zhang ], Ho KY, Wang Y. Efficacy of pregabalin in

acute postoperative pain: a meta-analysis. Br ] Anaesth
2011;106:454-62.

Cite this article as: Ren R, Forbes CM, Paterson RF,
Chew BH. Exploring the role of perioperative pregabalin

in

ureteroscopy enhanced recovery after surgery (ERAS)

protocols. Transl Androl Urol 2024;13(2):366-368. doi: 10.21037/
tau-23-546

© Translational Andrology and Urology. All rights reserved.

10.

11.

12.

13.

Ren et al. Perioperative pregabalin in ureteroscopy

Guay DR. Pregabalin in neuropathic pain: a more
"pharmaceutically elegant” gabapentin? Am J Geriatr
Pharmacother 2005;3:274-87.

Mishriky BM, Waldron NH, Habib AS. Impact of
pregabalin on acute and persistent postoperative pain:

a systematic review and meta-analysis. Br ] Anaesth
2015;114:10-31.

Lam DMH, Choi SW, Wong SSC, et al. Efficacy of
Pregabalin in Acute Postoperative Pain Under Different
Surgical Categories: A Meta-Analysis. Medicine
(Baltimore) 2015;94:e1944.

Rosen GH, Hargis PA, Kahveci A, et al. Randomized
Controlled Trial of Single-dose Perioperative Pregabalin
in Ureteroscopy. ] Urol 2023;210:517-28.

Harper JD, Desai AC, Maalouf NM, et al. Risk Factors
for Increased Stent-associated Symptoms Following
Ureteroscopy for Urinary Stones: Results From STENTS.
J Urol 2023;209:971-80.

Transl Androl Urol 2024;13(2):366-368 | https://dx.doi.org/10.21037/tau-23-546



