
Effect of Gabapentin vs Pregabalin on Pain Intensity
in Adults WIth Chronic Sciatica
A Randomized Clinical Trial
Kelvin Robertson, BPharm, MClinTRes; Laurence A. G. Marshman, MBBS, MD; David Plummer, MBBS, PhD; Elena Downs, MBBS

IMPORTANCE Optimal pharmacologic treatment for chronic sciatica (CS) is currently unclear.
While gabapentin (GBP) and pregabalin (PGB) are both used to treat CS, equipoise exists.
Nevertheless, pharmaceutical regulation authorities typically subsidize one drug over the
other. This hinders interchange wherever the favored drug is either ineffective or ill-tolerated.

OBJECTIVE To assess GBP vs PGB head to head for the treatment of CS.

DESIGN, SETTING, AND PARTICIPANTS A preplanned interim analysis of a randomized,
double-blind, double-dummy crossover trial of PGB vs GBP for management of CS at half the
estimated final sample size was performed in a single-center, tertiary referral public hospital.
A total of 20 patients underwent randomization from March 2016 to March 2018, and 2 were
excluded with 1 lost to follow-up and the other requiring urgent surgery unrelated to the
study. Patients attending a specialist neurosurgery clinic with unilateral CS were considered
for trial recruitment. Chronic sciatica was defined as pain lasting for at least 3 months
radiating into 1 leg only to, at, or below the knee level. Imaging (magnetic resonance imaging
with or without computed tomography) corroborating a root-level lesion concordant with
symptoms and/or signs was determined by the trial clinician. Inclusion criteria included
patients who had not used GBP and PGB and were 18 years or older. Analyses were intention
to treat and began February 2018.

INTERVENTIONS Randomly assigned participants received GBP (400 mg to 800 mg 3 times
a day) then PGB (150 mg to 300 mg twice daily) or vice versa, each taken for 8 weeks.
Crossover followed a 1-week washout.

MAIN OUTCOMES AND MEASURES The primary outcome was pain intensity (10-point visual
analog scale) at baseline and 8 weeks. Secondary outcomes included disability (using the
Oswestry Disability Index) and severity/frequency of adverse events.

RESULTS The total trial population (N = 18) consisted mostly of men (11 [16%]) with a mean
(SD) age of 57 (16.5) years. A third of the cohort were smokers (5 [28%]), and more than half
consumed alcohol (12 [67%]). Gabapentin was superior to PGB, with fewer and less severe
adverse events. Both GBP (mean [SD], 7.54 [1.39] to 5.82 [1.72]; P < .001) and PGB (mean
[SD], 7.33 [1.30] to 6.38 [1.88]; P = .002) displayed significant visual analog pain intensity
scale reduction and Oswestry Disability Index reduction (mean [SD], 59.22 [16.88] to
48.54 [15.52]; P < .001 for both). Head to head, GBP showed superior visual analog pain
intensity scale reduction (mean [SD], GBP: 1.72 [1.17] vs PGB: 0.94 [1.09]; P = .035)
irrespective of sequence order; however, Oswestry Disability Index reduction was
unchanged. Adverse events for PGB were more frequent (PGB, 31 [81%] vs GBP, 7 [19%];
P = .002) especially when PGB was taken first.

CONCLUSIONS AND RELEVANCE Pregabalin and GBP were both significantly efficacious.
However, GBP was superior with fewer and less severe adverse events. Gabapentin should
be commenced before PGB to permit optimal crossover of medicines.
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C hronic sciatica (CS), like most neuropathic pain states,
is often resistant to simple treatment regimens.1,2

Chronic sciatica is sciatica lasting longer than 3 months.3

Neuropathic pain states are typically managed by super-
adding anticonvulsant drugs onto simple drug regimens. The
drugs most commonly used are gabapentin (GBP) or pregaba-
lin (PGB). Chronic sciatica has therefore been increasingly
treated with super-added GBP or PGB.1,2,4 Pregabalin and GBP
are both analogs of γ-aminobutyric acid, a substance known
to modulate calcium channel subunits. Both GBP and PGB may
therefore possibly act by decreasing neurotransmitter re-
lease associated with central sensitization in CS and neuro-
pathic pain.

Optimal pharmacological treatment for CS is unclear. In
particular, the precise role of the 2 principal drugs, PGB or GBP,
in treating CS has been surprisingly underexplored.5

Thus, while GBP and PGB are both currently used to treat
CS, a position of equipoise appears to exist regarding which
to choose.6 Notwithstanding, pharmaceutical regulation au-
thorities across different countries typically subsidize one drug
over the other. This hinders interchange wherever the fa-
vored drug is either ineffective or not tolerated. Paradoxi-
cally, in many countries, the drug favored for subsidy has ac-
tually been the more expensive regardless of whether PGB or
GBP was chosen.6

In 2017, a prospective randomized placebo-controlled clini-
cal trial demonstrated a null effect for PGB in treating sciatica.7

However, this study included patients recruited from mul-
tiple sources who experienced acute sciatica and CS; sub-
group analysis specifically targeting CS was not performed.7

Perhaps more importantly, no adequately powered direct head-
to-head study, which would compare PGB with any drug (in-
cluding GBP), exists, to our knowledge.

Our study therefore represents the first prospective ran-
domized cohort of patients with CS to comprehensively as-
sess the head-to-head efficacy of PGB and GBP, the associ-
ated frequency and severity of adverse events (AEs), and the
impact of PGB-GBP interchange.

Methods
Trial Design and Oversight
The study design used was a prospective, single-center, double-
blind, randomized, double-dummy, crossover in patients with
CS (Figure). The trial was conducted in accordance with the
Standard Protocol Items: Recommendations for Interven-
tional Trials statement and procedures following Good Clini-
cal Practice principles.8 The trial protocol has been published
previously9 and is available in open-access full text and in
Supplement 1. The statistical analyses plan is available in
Supplement 2. Ethics approval was by the Townsville Hospi-
tal and Health Service Human Research Ethics Committee.
The trial was initiated by the investigators and funded by an
internal hospital grant. No drug company had any involve-
ment in drug supply, trial conduct, or manuscript review.
Written informed consent was obtained before any proce-
dures took place.

Eligibility and Recruitment
Patients with unilateral CS attending a specialist neurosur-
gery clinic in a large tertiary hospital were considered for
trial recruitment. Chronic sciatica was defined as pain last-
ing for at least 3 months3 radiating into 1 leg only to, at, or
below the knee level. Imaging (magnetic resonance imaging
with or without computed tomography) corroborating a
root-level lesion concordant with symptoms and/or signs
was determined by the trial clinician (L.A.G.M.). Inclusion
criteria also included patients who had not used GBP and
PGB, patients 18 years or older, and patients with a sufficient
understanding of English (or an available appropriate inter-
preting service) to complete the study treatments and
assessments. Concomitant medications (including analge-
sics) could be continued if the dose was stable 30 days prior
to the start of the study. No more than 2 dose modifications
were permitted throughout the study.

Patients were excluded from the trial if they were preg-
nant, breastfeeding, or women planning conception during the

Figure. CONSORT Flow Diagram

20 Patients assessed for eligibility

Informed consent obtained and baseline data collected

2 Excluded
0 Did not meet inclusion criteria
1 Declined to participate
1 Other reasons

18 Randomized

10 Allocated to intervention
sequence BA
10 Received allocated intervention

(PGB, 8-wk treatment period)
0 Did not receive allocated

intervention

8 Allocated to intervention
sequence AB
8 Received allocated intervention

(GBP, 8-wk treatment period)
0 Did not receive allocated

intervention

10 Analyzed 8 Analyzed

Sequence AB is gabapentin (GBP) followed by pregabalin (PGB). Sequence BA is
PGB followed by GBP.

Key Points
Question Is gabapentin or pregabalin the more optimal
pharmacological treatment for chronic sciatica?

Findings This randomized clinical trial of pregabalin vs gabapentin
in 18 patients with chronic sciatica found that gabapentin was
superior to pregabalin with greater reduction of leg pain intensity
and fewer adverse events.

Meaning Gabapentin was superior to pregabalin and should be
commenced before pregabalin to permit optimal crossover of
medicines.
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study; had a history or diagnostic results that suggested an in-
herited neuropathy or neuropathy attributable to other causes
(hypothyroidism, B12 deficiency, connective tissue disease,
amyloidosis, toxic exposure); had a major organ system dis-
ease; had cardiovascular autonomic neuropathy; had base-
line postural hypotension of more than 20 mm Hg; had spe-
cific contraindications to PGB or GBP (allergy to or significant
renal impairment); had cancer, dementia, severe mental ill-
ness, or other condition that would significantly reduce their
ability to consent and/or fully undertake the program; and were
unlikely to comply with study procedures (eg, those with high
opiate/opioid tolerance, inconsistent clinic attendances).
Because PGB and GBP are predominantly renally excreted,
patients with an estimated creatinine clearance of less than
60 mL per minute were also excluded.

Randomization and Blinding
The trial pharmacist (K.R.) (unblinded/independent) gener-
ated the randomization code using a computer-derived per-
muted block with varying block size sequence. Manufactur-
ing and preparation of the medication capsules was performed
by an external Good Manufacturing Practice–accredited facil-
ity. The unblinded pharmacist was involved in preparing medi-
cation kits according to the trial randomization schedule. Treat-
ment was allocated according to a 2 × 2 sequential design in
which participants received PGB first, then subsequently GBP
(or vice versa) in a double-blinded fashion. Owing to the vari-
ability in regular dosage frequency between the medications
(PGB, twice daily and GBP, thrice daily) study medication packs
contained 3 bottles, 1 for each dosage time (morning, lunch,
and night) to maintain blinding. Medication packs for the PGB
arm had a placebo incorporated as the lunch time dose such
that both drug regimens were indistinguishable. The random-
ization schedule remained concealed from other researchers.
The randomization process ensured concealed allocation and
blinding of the specialist, the participant, and the outcome as-
sessor during recruitment, data collection, and analysis.

Trial Regimen and Procedures
All patients were fully informed of the possible types of AEs
associated with either GBP or PGB, as listed in the Australian
Medicines Handbook,10 prior to participation. Participants were
randomized to commence treatment on either PGB or GBP.
Because of the crossover design, participants had the unique
opportunity to experience both PGB and GBP in succession.
Because of the 1-week washout period, carryover effects (me-
dium or long term) were considered improbable. Participants
received standard neurosurgical care independent of and par-
allel to the trial.

The starting dose of PGB was 150 mg once daily for the first
week. This was titrated to the participant’s optimal dose, up
to a maximum of 300 mg twice daily, depending on their prog-
ress and tolerance at each dose level. The starting dose for GBP
was 400 mg once daily for the first week. Likewise, this drug
was titrated to the participant’s optimal dose, up to a maxi-
mum of 800 mg thrice daily, depending on their progress and
tolerance at each dose level. These doses are based on na-
tional recommendations from the Australian Medicines

Handbook.11 In the standard study dosing regimen, there was
a 4-week titration period, after which the maximum toler-
ated dose for each participant was maintained for 4 weeks be-
fore the first study medication was ceased for washout. The
washout period between treatment phases lasted for 1 week;
this was deemed sufficient for these medications since they
both possess a short half-life (5-7 hours). The dosage of either
PGB or GBP could be amended at any stage in the trial based
on efficacy and/or AE by communication between the study
specialist and the study pharmacist. The maximum treat-
ment period was 8 weeks for each medication.10

Participants could continue concomitant medications (in-
cluding analgesics) throughout the study, given the stipula-
tions stated above. Such concomitant medications were closely
monitored and recorded as part of the case report form. This
practice is entirely consistent with National Institute for Health
and Care Excellence–UK guidelines, which state that, when su-
per-adding second-line agents for analgesic control (such as
GBP and PGB), “overlap with first-line agents is encouraged to
avoid decreased pain-control.”12 To our knowledge, only 1 pro-
spective cohort study has reflected this practice with GBP in
CS.13 However, participants did not take concomitant medi-
cations that were contraindicated because of a known inter-
action with PGB or GBP.11 No other pain interventions were per-
mitted throughout the study; if considered necessary, such
patients were withdrawn from the trial.

Outcomes and Data Collection
The primary outcome was leg pain intensity using the visual
analog scale (VAS). Participants were asked to rate their aver-
age leg pain during the last 24 hours out of 10, with 0 repre-
senting no leg pain and 10 representing the worst pain
imaginable.4 A clinically important minimum difference of
1.5 points was chosen based on previous literature.14

The key secondary outcome was the Oswestry Disability
Index (ODI) questionnaire4 to assess disability in which scores
range from 0 to 100, with higher scores indicating greater dis-
ability. The clinically important difference is represented by
10 points.15

Details of AEs were collected throughout the course of
the trial and were noted as a description including a score of
0 to 10 for frequency and severity, whereby an increasing num-
ber denotes a higher frequency or severity. Outcomes were as-
sessed at baseline, then at weeks 4, 8, 10, 14, and 18. Baseline
and weeks 8, 10, and 18 were considered the primary times for
the primary outcome that represented the start and finish of
each medication.

Data collection was conducted by the study researchers
from telephone, email, or online. Week 10 data collection
served as the crossover secondary baseline for the purpose of
analysis. Data were entered into case report forms by dedi-
cated trained staff. Adherence to study medication was docu-
mented through a self-reported daily medication diary and by
counting the returned medicine.

Statistical Analysis
It was estimated that a sample of 38 patients would be
required to provide the trial with 80% power to detect a con-
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servative minimum between-treatment difference of 0.9
points in the pain score on the 10-point scale at weeks 8 and
18 and to detect a clinically important between-treatment
difference of 10 points on the ODI at the same assessment
interval. These assumptions included an SD of the difference
between the 2 same values for the same patient of 1.2 points
(given a crossover study design) and a 2-sided α level of .05.
The estimated sample size would also allow for a dropout
rate of 20%.

As a result of our study representing the first head-to-
head trial between PGB and GBP to our knowledge, an in-
terim analysis was planned at 50% sample size to assess AEs
and efficacy and to confirm trial viability. No formal stopping
rules were used owing to the lack of previous head-to-head data
enabling the presetting of boundaries. Instead, the investiga-
tors and independent trial monitor would make a judgment
based on AEs and outcomes in the primary measure. Missing
data were handled by a single imputation method whereby the
last observation is carried forward and used as a surrogate for
the missing value. This is the favored approach for replacing
missing data as it is conservative, yields an appropriate esti-
mate of variation in outcome, and is unlikely to bias toward
the alternative hypothesis.16

Data were deidentified prior to interim statistical analy-
sis and performed on an intention-to-treat basis. Unadjusted
means (SDs) were calculated and presented for descriptive sta-
tistics of the population. Normality of data distribution was as-
sessed, and the appropriate t tests performed for between-
groups differences including repeated measures linear models.
Binary variables were tested using χ2 analysis. Statistical sig-
nificance was set at a 2-sided P value of less than .05. The fre-
quency and severity of AEs were reported descriptively with
calculated mean (SD) based on unadjusted mean scores of pa-
tients. Data imputations were not required because less than
5% of the primary outcome data were missing. Analyses were
performed using both Excel (Microsoft Inc) and SPSS statisti-
cal software version 22 (IBM Inc).

Results
Twenty participants underwent randomization from March
2016 to March 2018. This equated to 40 drug and patient epi-
sodes. Two patients were excluded. Ten patients were allo-
cated to receive GBP followed by PGB, and 10 patients re-
ceived PGB followed by GBP (Figure). After randomization, 2
patients were excluded from analysis. Both dropouts had been
randomized to the GBP-then-PGB sequence. One patient did
not collect study medication and was subsequently lost to fol-
low-up. Each participant reached maximal dosing for the medi-
cations with less than 10% requiring any dose reductions (either
temporary or permanent).

The total trial population (N = 18) experienced efficacy in
VAS reduction and ODI reduction with the medication regi-
mens. Two-thirds (12 [67%]) of the population reported at least
2 AEs while in the trial. More than half of the population (10
[55.6%]) were taking concomitant acetaminophen alone or in
combination with codeine, while one-third (6 [33%]) of the

population were stable taking a background opioid before and
during the trial (Table 1).

Efficacy
At the end of an 8-week treatment period, a significant pain
intensity VAS reduction was recorded for GBP (mean [SD],
7.54 [1.39] to 5.82 [1.72]; P < .001) and PGB (mean [SD],
7.33 [1.30] to 6.38 [1.88]; P = .002) (Table 2). A significant ODI
reduction was also observed at 8 weeks for GBP (mean [SD],
59.22 [16.88] to 48.54 [15.52]; P < .001) and PGB (mean [SD],
59.22 [13.24] to 50.44 [16.58]; P < .001) (Table 2).

When unadjusted mean differences in pain intensity VAS
reduction were compared head to head, GBP proved superior
(mean [SD], GBP: 1.72 [1.17] vs PGB: 0.94 [1.09]; P = .035)
(Table 2). However, when unadjusted mean differences in ODI
reduction were compared head to head, no significant differ-
ence was found (mean [SD], GBP: 10.66 [9.90] vs PGB:
8.78 [8.86]; P = .63) (Table 2).

Adverse Events
Thirty-eight AEs (21 types) were reported in 12 of 18 patients
(67%) at some stage in the study. The most common AEs over-
all were dizziness (5 [13%]), drowsiness (5 [13%]), and nausea
(4 [11%]). There were significantly more AEs associated with
the PGB arm than with GBP (31 [81%] vs 7 [19%], P = .002)
(Table 3 and Table 4).

When the per-patient–recorded AEs were clustered based
on body system affected into central nervous system, respi-
ratory, gastrointestinal, and genitourinary, both GBP and PGB
demonstrated predominantly central nervous system AEs
(eTable 1 in Supplement 3). However, PGB was associated with
more severe central nervous system AEs than GBP (mean [SD]
severity: GBP, 4.57 [2.07] vs PGB, 6.35 [1.32]; P = .01) (eTable
1 in Supplement 3).

Interchangeability
A total of 8 patients completed the GBP-then-PGB sequence,
while 10 patients completed the PGB-then-GBP sequence

Table 1. Patient Characteristics of the Total Study Population

Description No. (%)
Total population 18 (100)

Age, mean (SD), y 57 (16.5)

Smokers 5 (28)

Alcohol intake 12 (67)

Men 11 (61)a

Women 7 (39)

Adverse events 12 (67)

Efficacy 18 (100)

Concomitant medications

Nonsteroidal anti-inflammatory drug 3 (17)

Acetaminophen (±codeine) 10 (56)

Opioid 6 (33)

Antiepileptic/anticonvulsant 1 (5)

a P= .23.
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(Table 4). Table 4 shows that GBP demonstrated superior ef-
ficacy in VAS reduction irrespective of the sequence order. Spe-
cifically, in the GBP-then-PGB sequence, there was a signifi-
cantly greater mean VAS reduction associated with GBP than
with PGB (mean [SD], GBP: 1.35 [0.81] vs PGB: 0.33 [0.22];
P < .01). Likewise, in the PGB-then-GBP sequence, there was
a significantly greater mean VAS reduction with GBP (mean
[SD], PGB: 1.43 [1.28] vs GBP: 2.01 [1.37]; P = .01).

However, ODI severity was not significant by crossover
(Table 4). Notably, both PGB and GBP demonstrated a clini-
cally important mean ODI reduction at the start of treatment
(mean [SD], PGB: 12.4 [9.83] and GBP: 11.25 [9.32]), with only
the PGB-then-GBP sequence continuing the trend of a mean
clinical important result solely for GBP (mean [SD], PGB: 4.25
[4.95] and GBP: 10.20 [10.85]).

eTable 2 in Supplement 3 shows that sequence order affected
AEs only with PGB. Thus, while GBP AEs occurred at similar fre-
quencyirrespectiveofsequenceorder,PGBAEsweresignificantly
affected by sequence order. Specifically, PGB AEs were doubled
when PGB was prescribed first. Thus, there were 3 AEs for GBP
and 21 for PGB in the PGB-then-GBP sequence compared with
4 for GBP and 10 for PGB in the GBP-then-PGB sequence.

Reduced ODI Efficacy in Those With AE
eTable 2 in Supplement 3 shows that AEs specifically tended
to affect ODI severity only with GBP. Specifically, efficacy was
significantly less in those with AEs (GBP mean ODI reduc-
tion: with AEs, 9.33 [10.10] vs without AEs, 13.33 [9.85]; P = .04;
eTable 2 in Supplement 3).

Discussion

The clinical trial protocol required the independent data moni-
tor to review data after 50% of participants were recruited. The
predetermined criteria for stopping the trial was a significant
difference in recurrence rates or incidence of AEs between
groups. Simultaneously, the trial would have considered to be
stopped if any superiority was observed between the medica-
tions. After consultation in March 2018, the independent
data monitor made a recommendation to the investigators
that stopping the trial early was justified.

This predetermined interim analysis of this randomized
clinical trial showed that while PGB and GBP were both sig-
nificantly efficacious in reducing pain intensity in patients with
CS, GBP was superior when compared head to head. More-
over, GBP was associated with fewer and less severe AEs
irrespective of the sequence order. However, while PGB and
GBP were both significantly efficacious in reducing pain-
associated disability (using ODI), neither were superior when
compared head to head.

This clinical trial was adequately powered to detect a con-
servative difference between medications of 0.9 of 10 on the
pain intensity score. We acknowledge the current clinically im-
portant treatment effect of 1.5 of 10 for pain intensity and 10
of 100 for disability severity. Our results showed that GBP was
the only medication to show a clinically important difference
in VAS reduction (mean [SD], 1.72 [1.17]) and ODI reduction
(mean [SD], 10.66 [9.90]). Compliance with the medication
regimen was high based on patient diaries and pill containers
returned at each visit. Our selection criteria were based on an

Table 2. Efficacy for Total Populationa

Variable Mean (SD) P Value
GBP

VAS

Start 7.54 (1.39)
<.001

Finish 5.82 (1.72)

ODI

Start 59.22 (16.88)
<.001

Finish 48.54 (15.52)

PGB

VAS

Start 7.33 (1.30)
.002

Finish 6.38 (1.88)

ODI

Start 59.22 (13.24)
<.001

Finish 50.44 (16.58)

Head to Head

VAS, difference

GBP 1.72 (1.17)
.035

PGB 0.94 (1.09)

ODI, difference

GBP 10.66 (9.90)
.63

PGB 8.78 (8.86)

Abbreviations: GBP, gabapentin; ODI, Oswestry Disability Index;
PGB, pregabalin; VAS, visual analog scale.
a Efficacy defined as reduction in VAS and/or ODI from both PGB and GBP.

Table 3. Adverse Events Experienced by Populationa,b,c

Description
Prevalence,
No. (%)

Population With
Adverse Event, %

Pregabalin (n = 31)

Nausea, vomiting, headache 7 (22.6) 39

Bowel disturbance 5 (16.1) 28

Diplopia, dysarthria 5 (16.1) 28

Dizziness, vertigo 4 (12.9) 23

Drowsy, sedation 3 (9.7) 17

Lethargy, numbness 2 (6.5) 11

Dry mouth 1 (3.2) 6

Alertness 1 (3.2) 6

Weight gain 1 (3.2) 6

Erectile dysfunction 1 (3.2) 6

Psychiatric disturbance 1 (3.2) 6

Gabapentin (n = 7)

Drowsy, sedation 3 (42.9) 17

Dizziness, vertigo 2 (28.6) 11

Nausea, vomiting, headache 1 (14.3) 6

Alertness 1 (14.3) 6

a Frequency and severity measured on a scale of 1 to 10 with 10 being the worst
possible score.

b The same participant may have experienced multiple adverse events of
different descriptions.

c Gabapentin count was 7, and pregabalin count was 31 (P = .002).
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established definition of CS with 1 specialist neurosurgeon in-
volved in screening and recruitment for consistency. The dose
of the medications were adjusted using an increasing titra-
tion schedule with AE monitoring according to National For-
mulary recommendations.11

The crossover method chosen for this trial provides many
advantages and particularly strengthens the study findings. In
clinical trials, a crossover design should be limited to a dis-
ease that is long-term and stable and for which treatments
should not result in a total cure but, instead, only alleviate the
condition. Chronic sciatica and treatment with either PGB or
GBP satisfied both these criteria, particularly considering that
PGB and GBP are currently considered equivalent. This clini-
cal trial therefore achieves a more efficient comparison of treat-
ments than is possible with a parallel trial design. Any poten-
tial disadvantage relating to a carryover effect between
medications in sequence was obviated by having set the wash-
out period to more than 6 half-lives of either PGB or GBP (ef-
fectively, 1 week).

Notably, this study showed that PGB AEs were more fre-
quent and severe when PGB was taken prior to GBP. This sug-
gests that GBP may in some way sensitize tissues such that,
despite subsequent washout, tolerance to PGB AEs was sig-
nificantly enhanced. If so, then putative PGB-induced sensi-
tization did not appear to affect tissue tolerance to GBP; GBP
AEs were significantly lower irrespective of sequence order.
Given these findings, this study suggests that GBP should be
commenced before PGB to permit optimal crossover wher-
ever PGB may ultimately be warranted.

Limitations
There are limitations of this study. The low recruitment fre-
quency reflects the difficulty associated with recruiting pa-
tients with CS who have not already been prescribed either PGB
or GBP by practitioners in primary or tertiary care. Another limi-
tation is the effects of treatment duration. The duration of the
study for each participant is 8 weeks. In some rare cases, this
might be considered insufficient time to test efficacy at the op-
timum dose.4 Also, given the restricted doses and study time
available in this study, it was not possible to introduce either
drug in low and slow fashion. Because the latter potentially
offsets the development of AEs,4 this clinical trial may there-
fore potentially overestimate AEs with either drug. More-
over, the maximal dose of GBP prespecified in the study de-
sign is lower than what can be prescribed and was compared
with the maximal dose of PGB. Last, maintenance of back-
ground therapies including prior analgesia is a limitation. This
may affect both efficacy and AE development, potentially
increasing both. However, this practice is entirely consistent
with National Institute for Health and Care Excellence—UK
guidelines4,12 and, indeed, standard clinical practice.

Conclusions
PregabalinandGBPwerebothsignificantlyefficacious.However,
GBP was superior to PGB in reducing pain intensity and was
associated with fewer and less severe AEs. Gabapentin should
be commenced before PGB to permit optimal crossover.
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