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Bl Abstract

Background: Patients with chronic pain conditions such as
neuropathic pain frequently experience delays in diagnosis
and treatment. Ideally, all patients should be treated in a
timely manner, but in those patients with more established
disease it is important to know that approved treatments
remain effective.

Methods: This was a pooled analysis of 19 randomized
placebo-controlled trials of pregabalin for peripheral
neuropathic pain conditions, including diabetic peripheral
neuropathy, postherpetic neuralgia, and post-traumatic/
postsurgical pain. Patients were divided into 5 pain duration
categories based on time since onset of pain (< 6 months,
6 months to <1 year, 1year to < 2years, 2years to
< 5 years, and > 5 years). Mean change in pain score at
endpoint, vs. placebo, was assessed for each category,
together with changes in Patient Global Impression of
Change (PGIC) responders (“very much” or “much” improved
at endpoint).

Results: The analysis included 5,783 patients (n = 3,619
pregabalin; n = 2,164 placebo). Mean baseline pain scores
were similar across the pain duration categories (range 6.3 to
6.5). Pregabalin significantly improved pain score at
endpoint, vs. placebo, in all patients together (treatment
difference [95% confidence interval]l, —0.59 [-0.67, —0.52],
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P < 0.0001) and similarly in each pain duration category
(P < 0.0001 for each). There were significantly more PGIC
responders with pregabalin, vs. placebo, for all patients
(45.0% vs. 30.9%, P < 0.0001) and each category separately
(P < 0.001 for each). There were no consistent, significant
differences in treatment response between the different pain
duration categories.

Conclusions: Pregabalin significantly improves pain irre-
spective of the length of time since onset of neuropathic
pain. B
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INTRODUCTION

Neuropathic pain is a common chronic pain condition
that can be particularly challenging to treat due to its
severity and associated comorbidities. The incidence of
pain with neuropathic characteristics in the general
population has been estimated to be between 6.9% and
10%," although it is responsible for an even larger
proportion of visits to primary care physicians and pain
clinics.>* As a consequence, neuropathic pain represents
a significant economic burden on patients and health-
care systems.4f6

Patients with chronic pain frequently experience
delays in receiving treatment that, when wait times are
longer than 6 months, have been shown to result in
significant deterioration in health-related quality of life
and psychological well-being.” As such, pathways for
care emphasize timely review of patients with neuro-
pathic pain in order to reduce suffering.®
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Pregabalin, an o,d ligand, is approved for the
treatment of peripheral and central neuropathic pain
in Europe.” It is also approved for the treatment of
general anxiety disorder and partial onset seizures in
Europe,” and partial onset seizures, fibromyalgia, and
neuropathic pain due to diabetic peripheral neuropathy
(DPN), postherpetic neuralgia (PHN), and spinal cord
injury (SCI) in the United States.'® Pregabalin is recom-
mended as a first-line treatment for indicated neuro-
pathic pain conditions by the International Association
for the Study of Pain,'' the European Federation of
Neurological Societies,'* and the American Academy of
Neurology,'*!* and the worldwide exposure to prega-
balin up to the end of 2014 has been estimated to be over
28 million patient-years."’

As noted above, pathways for care prescribe diag-
nosing and treating patients with neuropathic pain in a
timely manner in order to reduce suffering.® Initiating
treatment with pregabalin earlier after diagnosis can
also result in significant cost savings, with lower
healthcare costs and fewer lost workdays.'® At the same
time, an observational study of a mixed population of
patients with neuropathic pain in a Spanish primary care
setting found that treatment with pregabalin improved
measures of pain and that this improvement was
significantly greater in those patients with a shorter
duration of pain.'” While these data may suggest further
cause to initiate treatment earlier, there is little other
evidence to suggest that, once established, peripheral
neuropathic pain conditions become less amenable to
treatment over time.

It is important for physicians treating patients with
neuropathic pain to know whether patients will
respond differently to pregabalin based on their dura-
tion of pain; however, additional data are required to
determine whether patients with different durations of
pain do respond differently to treatment with prega-
balin. This analysis pooled individual patient-level
data from 19 randomized placebo-controlled studies
of pregabalin in patients with neuropathic pain to
assess the impact of duration of pain on the response to
pregabalin.

METHODS
Source Data

Patient-level data were pooled from 19 phase IL, III, and
IV randomized placebo-controlled trials of pregabalin
for the treatment of peripheral neuropathic pain.

Selected studies included all Pfizer-sponsored studies of
pregabalin for peripheral neuropathic pain completed at
the time of this analysis, with the exception of open-
label, methodological, or pharmacokinetic studies; stud-
ies that did not confirm diagnosis of neuropathic pain;
studies that did not collect data on the duration since
diagnosis of pain; and studies that terminated before
sufficient data were collected. Studies conducted in
patients with HIV infection or cancer were excluded
because of the complexities of their pathophysiologies.

The studies included in the analysis included patients
with DPN, PHN, and post-traumatic or postsurgical
pain (PT/PS; Table 1). Eight trials were conducted in
patients with DPN: 1008-149'8, A0081030 (Clinical
Trials.gov: NCT00156078)"”, A0081060 (NCT00
159679)*°, A0081071 (NCT00143156)", A0081163
(NCT00553475)*', A0081265 (NCT01332149), A00S
1268 (NCT01455415)*%, and A0081269 (NCTO1
474772).% There were 7 trials conducted in patients
with PHN: 1008-030%*, 1008-045%°, 1008-127%¢, 1008~
196%7, A0081004 (NCT00159666)*%, A0081120 (NC
T00394901)*?, and A0081276 (NCT01455428).%° Two
trials were conducted in patients with either DPN or
PHN: 1008-155°" and A0081081 (NCT00301223).%?
One trial was conducted in patients with PT/PS pain:
A0081064 (NCT00292188).*> One trial was conducted
in patients with DPN, PHN, or PT/PS: A0081037
(NCT00141219).>* Some historical trials are not
recorded at ClinicalTrials.gov. Two of the above studies
were placebo-controlled crossover trials (A0081268
[NCT01455415]** and A0081269 [NCT01474772]%%),
with only the first period of these trials (6 weeks of
placebo-controlled treatment) included in the analysis,
while all other studies were parallel, double blind, and
placebo controlled.

The trials were conducted between October 1998 and
April 2014 and included patients from Asia, Australia,
Europe, the Middle East, North and South America, and
South Africa. Rates of discontinuation with pregabalin
in these studies ranged from 9.3% to 37.0%. Patients
were treated with fixed doses of 150 mg/day, 300
mg/day, or 600 mg/day, or with flexible dosing (150
to 600 mg/day) for between 4 and 13 weeks. Data were
assessed with all doses of pregabalin (including flexible
dosing) and durations of treatment together. In a
separate analysis, patients treated with flexible-dose
pregabalin alone were assessed. Flexible dosing most
closely reflects the recommended approach in clinical
practice in which pregabalin should be carefully esca-
lated to the highest tolerable dose,'®'*3° and this
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Table 1. Studies Included in the Analysis

Clinical Trials

Study Identifier Condition Study Dates Duration
1008-149'® — DPN Nov 2000 to May 2002 12 weeks
A0081030"° NCT00156078 DPN Jan 2005 to Apr 2006 12 weeks
A0081060%° NCT00159679 DPN Sep 2004 to Oct 2005 13 weeks
A00810711° NCT00143156 DPN May 2005 to May 2007 13 weeks
A00811632 NCT00553475 DPN Oct 2007 to Mar 2009 13 weeks
A0081265 NCT01332149 DPN Jul 2011 to Apr 2014 9 weeks
A0081268%2 NCT01455415 DPN Dec 2011 to Dec 2013 2 x 6 weeks
crossover study*
A0081269%3 NCT01474772 DPN Dec 2011 to Jul 2013 2 x 6 weeks
crossover study*

1008-030%* — PHN Oct 1998 to Jul 1999 5 weeks
1008-045%° — PHN Feb 1999 to Jun 2000 8 weeks
1008-127¢ — PHN Dec 1999 to May 2000 8 weeks
1008-19627 — PHN Nov 2001 to Oct 2002 13 weeks
A0081004%8 NCT00159666 PHN Oct 2004 to Jun 2006 4 weeks
A0081120%° NCT00394901 PHN Sep 2006 to Nov 2007 13 weeks
A0081276°° NCT01455428 PHN Dec 2011 to Jan 2014 8 weeks
A0081064°3 NCT00292188 PT/PS Jan 2006 to May 2008 8 weeks
1008-155°" — DPN or PHN Jul 2001 to Dec 2002 12 weeks
A008108132 NCT00301223 DPN or PHN Feb 2006 to Sep 2007 8 weeks
A00810373* NCT00141219 DPN, PHN, or PT/PS Dec 2005 to Dec 2007 8 weeks

Not all historical trials are recorded at ClinicalTrials.gov. DPN, diabetic peripheral neuropathy; PHN, postherpetic neuralgia; PT/PS, post-traumatic or postsurgical pain.

*Only the first period of the crossover studies were included in the analysis.

analysis was to confirm whether these patients
responded similarly to the full population.

Patients were separated into pain duration categories
based on duration of neuropathic pain, time since
diagnosis of DPN, or time since onset of symptoms for
patients with DPN; duration of PHN for patients with
PHN; and duration of PT/PS neuropathic pain for
patients with PT/PS. The 5 pain duration categories,
selected to provide an even distribution of patients
in each group, were < 6 months, 6 months to <1
year, 1 year to < 2 years, 2 years to < 5 years, and
> 5 years.

Studies in Patients with Central Neuropathic Pain

All Pfizer-sponsored studies of pregabalin for the treat-
ment of central neuropathic pain associated with SCI
were also assessed. They included 2 studies: 1008-000-
125, a 12-week study with 70 patients receiving
pregabalin and 67 placebo,®® and A0081107
(NCT00407745), a 17-week study with 112 patients
receiving pregabalin and 107 placebo.?” Assigning
patients into the designated pain duration categories
revealed that the majority of patients (65.7%) had a
pain duration of > 35 years (median 8.2 years with
pregabalin; 8.6 years with placebo). Given the lack of
patients in the shorter pain duration categories, along
with the clinical differences between patients with

peripheral and central neuropathic pain, this patient
population was not included in the analysis.

Efficacy Outcomes

Pooled patient data were assessed for the change in
mean pain score at endpoint compared with placebo.
Mean pain score was the mean score over the past
7 days as recorded by patients in a daily pain diary and
measured using an 11-point numeric rating scale scored
from 0 (no pain) to 10 (worst possible pain). Also
assessed at endpoint was the Patient Global Impression
of Change (PGIC), a patient-rated measure of change in
overall status on a scale of 1 (very much improved) to 7
(very much worse). PGIC responders were those whose
condition was “very much improved” or “much
improved” at the end of treatment. Other efficacy
outcomes included the change in Medical Outcomes
Study (MOS) Sleep Scale,?® a 12-item patient-completed
questionnaire with the subscale of sleep adequacy,
together with the overall 9-item sleep problems index,
included in this analysis. Each measure in the MOS Sleep
Scale is scored from 0 to 100, with higher scores
indicating improved sleep adequacy but worse sleep by
the sleep problems index. Finally, the Hospital Anxiety
and Depression Scale—Anxiety (HADS-A) and Hospital
Anxiety and Depression Scale—Depression (HADS-
D)*’, which measure the presence and severity of
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symptoms of anxiety and depression, scored from 0 to
21, with higher scores indicating greater presence of the
mood disorder.

Statistical Analysis

The change in mean pain score at endpoint from
baseline was assessed using a mixed model of repeated
measures method with terms such as baseline pain score,
protocol, treatment, indication, duration of pain, and
study week and interaction terms such as treatment by
duration of pain. PGIC responses were assessed by
logistical regression, with odds ratio and 95% confi-
dence interval (CI) as well as calculated by exponenti-
ating the log odds ratio and 95% CI corresponding to
the treatment which is in contrast with the logistic
regression model with treatment, indication, study,
duration of pain and interaction terms of treatment
and duration of pain as the categorical covariates with
missing data imputation by last observation carried
forward (LOCF). MOS and HADS were assessed by
analysis of variance, with baseline score, study, indica-
tion, treatment, and duration of pain as categories and
interaction terms of treatment by pain duration cate-
gories with missing data imputation by LOCF.

RESULTS
Patient Population

A total of 5,783 patients with peripheral neuropathic
pain (3,619 treated with pregabalin, 2,164 with
placebo) were included in the analysis. This included
3,319 patients with DPN, 2,136 with PHN and 328
with PT/PS. The median duration of pain was shorter in
patients with PHN (1.6 years for pregabalin and

1.5 years for placebo) than with DPN (3.0 years for
pregabalin and 3.0 years for placebo) or PT/PS
(2.3 years for pregabalin and 2.3 years for placebo).
Demographic characteristics of patients were broadly
similar across the 5 pain duration categories, with the
exception of a trend toward a higher body mass index
(BMI) and a lower proportion of Asian patients in
patients with a longer duration of pain (Table 2). The
mean baseline pain scores of patients were broadly
similar across the 5 pain duration categories (Table 3).
However, there was a trend toward poorer sleep and
more severe baseline HADS-A and HADS-D scores in
patients with a longer duration of pain.

The mean (median) maintenance dose of pregabalin
in patients treated with flexible-dose pregabalin was
similar in each pain duration category: < 6 months,
481.5 (600.0) mg/day; 6 months to < 1 year, 443.2
(450.0) mg/day; 1 year to < 2 years, 458.8 (450.0)
mg/day; 2 yearsto < § years,437.5 (450.0) mg/day; and
> 5 years, 446.1 (450.0) mg/day.

Change in Pain Score

Pregabalin significantly improved pain score at end-
point, compared with placebo, in all patients regardless
of duration of pain (Figure 1A). There were small,
insignificant differences between patients with pain
duration of < 6 months or > 5 years; however, these
differences were not indicative of any preferential
treatment response in patients with a short or long pain
duration (Figure 2A).

Those patients treated with flexible-dose pregabalin
(150 to 600 mg/day) were also assessed separately
(n =986) and compared with the placebo-treated
patients in those studies (7 = 584). The change in pain
score with flexible-dose pregabalin was also significantly

Table 2. Baseline Demographic Characteristics by Duration of Pain

< 6 Months 6 Months to < 1 Year 1to < 2 Years 2to <5 Years >5 Years
PGB PBO PGB PBO PGB PBO PGB PBO PGB PBO
n 329 218 360 210 805 457 1375 871 750 408
Female, n (%) 165(50.2) 118 (54.1) 178(49.4) 94 (44.8) 382(47.5) 208 (45.5) 675(49.1) 440(50.5) 343 (45.7) 161 (39.5)
Male, n (%) 164 (49.8) 100 (45.9) 182(50.6) 116(55.2) 423(52.5) 249 (54.5) 700(50.9) 431(49.5) 407 (54.3) 247 (60.5)
Race, n (%)
White 145 (44.1) 91(41.7) 187 (51.9) 109 (51.9) 391(48.6) 210(46.0) 715(52.0) 406 (46.6) 550 (73.3) 284 (69.6)
Asian 168 (51.1) 116 (53.2) 159 (44.2) 93 (44.3) 356(44.2) 213(46.6) 556(40.4) 399 (45.8) 153(20.4)  85(20.8)
Black 5(1.5) 6 (2.8) 9(2.5) 5(2.4) 19 (2.4) 16 (3.5) 53 (3.9) 33 (3.8) 25(3.3) 24 (5.9)
Other 11(3.3) 5(2.3) 5(1.4) 3(1.4) 39 (4.8) 18 (3.9) 51(3.7) 33 (3.8) 22 (2.9) 15 (3.7)
Age, mean years (SD)  65.1(10.9) 63.2(10.9) 63.8(12.8) 63.7 (12.1) 60.8(12.7) 60.5(12.1) 62.1(11.1) 61.6(11.6) 64.2(11.4) 63.5(11.3)
BMI, mean kg/m® (SD)  26.1(5.0) 26.5(6.0) 26.5(6.4) 26.6(6.0) 27.1(5.7) 273(6.3) 28.1(62) 28.0(6.4) 29.4(65) 29.7(7.0)

PGB, pregabalin (all doses); PBO, placebo; SD, standard deviation; BMI, body mass index.
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Table 3. Baseline Clinical Characteristics by Duration of Pain

>5 Years

1to <2 Years 2to <5 Years

6 Months to < 1 Year

< 6 Months

PBO

PGB

PBO

PGB

PBO

PGB

PBO

PGB

PBO

PGB

Baseline pain score

6.49 (1.48)

6.43

6.51 (1.53)

6.57

6.54 (1.41)

6.57

6.47 (1.47)

6.43

6.41 (1.54)
6.29

6.42 (1.50)

6.33

6.42 (1.46)

6.31

6.39 (1.48)

6.29

6.33 (1.42)

6.14

6.37 (1.46)

6.29

Mean (SD)

Median
Baseline MOS score, mean (SD)

46.68 (29.01)
44.23 (20.18)

46.05 (28.87)
44.72 (20.90)

49.18 (29.67)
40.24 (21.11)

47.83 (28.72)
41.98 (20.58)

49.48 (28.60)
41.52 (19.45)

49.95 (30.42)
41.48 (21.23)

53.59 (27.43) 47.30 (30.24) 52.79 (29.29)
40.76 (19.52) 36.26 (19.78)

35.56 (16.51)

50.75 (29.07)
37.45 (19.47)

Baseline HADS score, mean (SD)

Sleep adequacy

Sleep problems index

6.93 (4.36)
6.11 (4.17)

5.02 (4.10) 5.63 (4.29) 5.38 (4.50) 7.06 (4.73) 6.45 (4.76) 6.38 (4.65) 6.07 (4.51) 6.64 (4.09)
6.01 (4.31) 5.95 (4.17) 6.71 (4.55) 6.09 (4.28) 6.09 (4.15) 5.71 (3.77)

4.46 (3.64)

5.59 (4.80)
5.48 (4.77)

HAD S-A

5.80 (4.30)

HADS-D

Higher scores indicate better sleep adequacy. Lower scores indicate better sleep by the sleep problems index. MOS, Medical Outcomes Study; PGB, pregabalin (all doses); PBO, placebo; SD, standard deviation; HADS-A, Hospital Anxiety

and Depression Scale—Anxiety; HADS-D, Hospital Anxiety and Depression Scale

Depression.
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Figure 1. Change in pain score and PGIC responders at endpoint
with pregabalin compared with placebo by duration of pain. (A)
Change in pain score from baseline compared with placebo for
each pain duration category and all patients together. (B)
Proportion of Patient Global Impression of Change (PGIC)
responders (patients “very much improved” or “much improved”
at endpoint) with pregabalin and placebo for each pain duration
category and all patients together. **P < 0.001, ***P < 0.0001,
for pregabalin compared with placebo. SE, standard error.

improved, compared with placebo, for patients of any
pain duration (treatment difference [95% CI] —0.52
[-0.66, —0.38]) and for each pain duration category
separately (data not presented). As with all pregabalin
doses together, no consistent differences were observed
between pain duration categories (data not presented).

Change in Function, Sleep, and Mood

There were significantly more PGIC responders with
pregabalin, compared with placebo, for all pain dura-
tion categories together and individually (Figure 1B).
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Figure 2. Comparison of treatment effect with pregabalin
between each duration of pain category. (A) Difference in the
change in mean pain score for pregabalin at a pain duration
category vs. pregabalin at every other pain duration category.
Dotted line shows treatment difference for pregabalin vs.
placebo for all pain durations together (treatment difference
[95% confidence interval (Cl)], —0.59 [-0.67, —0.52]). (B) Odds
ratios for pregabalin at a pain duration category vs. pregabalin at
every other pain duration category. Dotted line shows odds ratio
of pregabalin vs. placebo for all pain durations together (odds
ratio [95% Cl], 1.98 [1.72, 2.28]). PGIC, Patient Global Impression
of Change.

There was a slight trend toward a greater proportion of
PGIC responders, as shown by odds ratio, in patients
with a shorter duration of pain (Figure 2B). Patients
with pain duration of < 6 months were statistically
significantly more likely to be a PGIC responder than
patients with pain duration of 1 year to < 2 years,
2 years to < § years, or > 5 years (P < 0.05).

All patients together had significantly improved MOS
sleep adequacy and sleep problems index scores at
endpoint with pregabalin, compared with placebo
(Figure 3). As assessed in each individual pain duration
category, the improvement in sleep adequacy was
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Figure 3. Change in Medical Outcomes Study (MOS) Sleep Scale
by duration of pain. Change at endpoint from baseline for
pregabalin compared with placebo in the MOS Sleep Scales of (A)
sleep adequacy and (B) sleep problems index for each pain
duration category and all patients together. Higher scores
indicate better sleep adequacy. Lower scores indicate improved
sleep by the sleep problems index. *P < 0.05, ***P < 0.0001, for
pregabalin compared with placebo.

significant in the majority of pain duration categories;
these were the categories 1 year to < 2 years, 2 years to
< 5 years, and > 5 years. The improvement in sleep
problems index was also significant in the majority of
pain duration categories: < 6 months, 1 year to
< 2 years, 2 years to < 5 years, and > 5 years. For both
sleep adequacy and sleep problems index, the improve-
ment was the largest in the pain duration category
> 5 years.

Pregabalin significantly improved HADS-A and
HADS-D scores at endpoint, compared with placebo,
in all patients together (Table 4). When assessed by pain
duration category, HADS-A scores were significantly
improved for categories 1 year to < 2 years and 2 years
to < § years, and HADS-D scores were significantly
improved in the category 1 year to < 2 years. There
were no significant differences in MOS or HADS scores
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Table 4. Change in Hospital Anxiety and Depression (HADS) Scores at Endpoint by Duration of Pain

6 Months to
< 6 Months <1 Year 1to < 2 Years 2to <5 Years > 5 Years All Durations

HADS-Anxiety

LS mean treatment difference* -0.37 0.03 —0.55 —-0.50 -0.30 -0.34

95% ClI —1.14, 0.39 -0.71, 0.77 —1.05, —0.05 —-0.86, —0.15 —-0.83, 0.23 -0.61, —0.07

P value 0.3416 0.9421 0.0305 0.0058 0.2607 0.0133
HADS-Depression

LS mean treatment difference* -0.18 -0.58 —-0.60 -0.33 —-0.02 -0.34

95% ClI —0.94, 0.57 -1.31,0.15 —1.09, —-0.11 —0.68, 0.03 —0.54, 0.50 —-0.61, —0.08

Pvalue 0.6374 0.1186 0.0160 0.0692 0.9446 0.0115

LS, least squares; Cl, confidence interval.
*Change from baseline at endpoint with pregabalin compared with placebo.

between pain duration categories when compared
directly with each other (data not presented).

DISCUSSION

Pathways for the care of patients with neuropathic
pain highlight the importance of starting treatment
early to reduce the suffering of patients.® Determining
the response of the patient to early, specific treatments
for neuropathic pain, including immediate and fre-
quent review to ensure the patient is quickly treated
with the maximum tolerable dose, can also assist with
proper diagnosis and reduce comorbidities, disability,
and absenteeism.>® Nevertheless, delays in diagnosis
and treatment are not uncommon, and treatment is
often not in line with current guidelines and recom-
mendations.””**** There may be concerns, among
some physicians, that patients with longer established
neuropathic pain may not respond to approved treat-
ment options such as pregabalin. This analysis demon-
strates that even patients with a duration of pain of
> 5 years respond similarly to treatment with prega-
balin, with significant improvements in pain, function,
and sleep.

Mean pain severity at baseline was similar in each
pain duration category. The mean maintenance dose of
flexible-dose pregabalin, escalated based on each
patient’s individual response and tolerability, was also
similar in each pain duration category. Together, these
data suggest little progression in pain intensity or need
for higher doses of pregabalin over time in this patient
population. At the same time, patients in the longer pain
duration categories did appear to have poorer baseline
sleep and mood, suggestive of some negative effects of
prolonged chronic pain.

Trials with flexible dosing more closely resemble real-
world clinical practice, where the dose should be

tailored to the patient’s needs.'**> In this analysis,
those patients treated with flexible-dose pregabalin were
also assessed for the change in pain score in each pain
duration category to determine whether these patients
responded differently to the full patient population
(including patients treated with fixed-dose and flexible-
dose pregabalin). The results of these analyses were
consistent with results from the full patient population,
further supporting the clinical applicability of these
findings.

This analysis demonstrates that patients benefit
from treatment with pregabalin regardless of their
duration of pain. A trend suggested that patients are
more satisfied with treatment if it is started earlier
after diagnosis. The negative effects of ongoing neu-
ropathic pain, as shown by worse sleep and mood in
patients with longer duration of pain, also suggest that
patients would benefit from initiating effective treat-
ment earlier.

There appeared to be a trend toward higher BMI in
patients with longer duration of pain, and pain could
be a contributing factor to increasing BMI, which itself
may have further negative health implications. This
trend also corresponded to a smaller proportion of
Asian patients in the longer pain duration groups. The
Asian patients in these studies had a lower mean BMI,
and this trend toward an increased BMI reflected the
lower proportion of Asian patients in the longer pain
duration categories with no such trend in Asian (or
non-Asian) patients alone. It is not clear why Asian
patients were notably less likely to have a longer
duration of pain.

A recent comprehensive analysis reported adverse
events and their time to onset and resolution in a
broader selection of clinical trials of pregabalin in
patients with pain disorders (including most of the
studies in this analysis).*> Analysis of adverse events in
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the patient population in this study did not reveal any
new safety information.

The results of this analysis contrast with those of an
observational study in Spanish primary care, which
showed a greater response to pregabalin in patients with
shorter disease duration.'” However, the patients in that
study had a notably shorter disease duration (mean
0.9 years) than those in this analysis (where 80.7% of
patients had pain duration > 1 year).!” Furthermore,
the observational study included a larger range of
neuropathic pain conditions (mostly radiculopathy, a
mixed patient group not included in this analysis), and
the differences in response could have reflected differ-
ences in the distribution of pain conditions across pain
duration categories.

There is evidence to suggest that initiating appropri-
ate treatment prior to central sensitization can minimize
the likelihood of neuropathic pain developing. For
example, the use of preventative analgesia starting in
the perioperative period can reduce the incidence of
postsurgical pain.** However, once a peripheral neuro-
pathic pain condition is established, there is no clear
evidence that it becomes more difficult to treat over
time. The results of this analysis support this conclusion,
with patients responding equally well to treatment
regardless of duration of disease.

The specificity of the clinical trial population
included here could be viewed as a limitation of this
analysis. These trials included only patients with
moderate or severe neuropathic pain, with patients
with less severe pain (mean pain scores of < 4)
excluded and, for the most part, patients had relatively
long durations of pain. However, the use of patient-
level clinical trial data in this analysis allowed for a
more accurate assessment of the treatment effect of
pregabalin.

Physicians can be confident that patients with mod-
erate or severe peripheral neuropathic pain respond
equally well to treatment with pregabalin regardless of
their duration of pain. Nevertheless, physicians should
consider patients’ associated symptoms and continue to
follow treatment guidelines to start treatment as soon as
possible to reduce patient suffering and the economic
burden of neuropathic pain.
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