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Objective.

 

To assess the effectiveness of the lidocaine patch 5% (Lidoderm

 

®

 

), a targeted peripheral

 

analgesic, in reducing pain intensity/interference with quality of life (QOL) among patients with post-
herpetic neuralgia (PHN).

 

Design.

 

Open-label, nonrandomized, effectiveness study; up to three patches applied to area of great-
est pain for 12 hours per day for 28 days.

 

Setting.

 

Forty-two centers consisting of large institutional primary care programs and academic cen-
ters, including pain centers, neurologists, and pain specialists affiliated with a university.

 

Patients.

 

Patients with PHN (N 

 

�

 

 332).

 

Outcome Measures.

 

Patients completed the Brief Pain Inventory Short Form and global pain assess-
ments at baseline, Days 7 and 14, and study conclusion. Physicians completed global assessments at
baseline and study conclusion.

 

Results.

 

The mean time from onset of herpes zoster to treatment was 28 months. Use of the lidocaine
patch 5% was associated with reductions in all mean pain intensity, pain interference with QOL, and
composite scores at all time points (

 

P

 

 

 

�

 

 0.0001). Overall, 66% of patients reported improvement in
pain intensity, and 74% reported improved QOL by Day 7; approximately 43% who did not respond
by Day 7 experienced improvement in pain intensity by Day 14. For all measures of pain intensity, re-
lief, and interference with QOL, improvements from baseline were equally significant regardless of
time since shingles onset. In all, approximately 60% of patients reported moderate to complete pain
relief at final evaluation. The lidocaine patch 5% was well tolerated.

 

Conclusions.

 

 Based on results of previous randomized, controlled trials and the current study, designed
to gauge response in the clinical practice setting, the lidocaine patch 5% should be considered a first-
line therapy, alone or in combination with other agents, for PHN due to its efficacy, safety, minimal
systemic side effects and drug interactions, and ease of administration. Although the lidocaine patch
5% was equally effective in longstanding PHN, it would appear prudent to begin therapy as early in
the course of PHN as possible.
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Postherpetic Neuralgia; Pain; Targeted Peripheral Analgesic; Lidocaine Patch 5%; Effi-
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Introduction

 

Postherpetic neuralgia (PHN) continues to be the
most clinically significant complication of herpes
zoster and is intractable in many patients [1,2]. Spe-
cifically, patients suffering from prolonged PHN pain
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may experience impairment of physical and psychoso-
cial functioning, which can lead to depression, with
loss of sleep, appetite, energy, and libido. They may
also develop severe physical, social, and occupa-
tional disabilities [1,3].

PHN has been defined in different ways, ranging
from pain persisting after healing of the herpes
zoster rash to pain present 

 

�

 

3 months after rash
healing [3,4]. Patients with PHN typically describe
their pain as a constant throbbing and/or burning
pain, or as an intermittent, sharp, shooting pain, or
both [1,2,5]. In addition, the majority of patients
complain of tenderness and pain associated with
normally nonpainful stimuli (i.e., allodynia), such as
light touch, changes in temperature, and movement.
Severe itch may also occur in some patients.

Uncontrolled chronic pain and the fear of pain
are widely recognized as factors that can interfere
with the quality of life (QOL) of patients and can
undermine their sense of independence [6,7]. The
negative impact of pain associated with PHN on
the lives of patients has prompted clinical investigators
to evaluate the possible benefits of pharmacotherapy
in reducing pain’s interference with various QOL pa-
rameters [8,9]. The lidocaine patch 5% (Lidoderm

 

®

 

,
Endo Pharmaceuticals Inc., Chadds Ford, PA), a
targeted peripheral analgesic, is the first pharmaco-
logic agent to receive U.S. Food and Drug Adminis-
tration approval for the treatment of PHN pain.
Recent double-blind, randomized, placebo- (vehicle)-
controlled clinical trials have demonstrated the efficacy
of the lidocaine patch 5% in reducing pain in pa-
tients with PHN [10,11]. The degree to which
these pain reductions may be associated with im-
provements in the quality of life of patients has not
been prospectively evaluated with the lidocaine
patch 5%. This can be an important consideration
in pain management, because the negative impact
of pain on quality of life is often as distressing to
patients as the pain itself. Therefore, the objective
of the current effectiveness study was to evaluate
the effect of the lidocaine patch 5% on pain relief and
the extent to which pain reductions are associated with
reductions in pain interference with quality of life in
patients with PHN in the clinical practice setting.

 

Methods

 

Study Design and Patients

 

Patients from 42 academic pain centers and large
institutional primary care centers participated in
this prospective, open-label, nonrandomized, effec-
tiveness study. All institutional review boards ap-
proved the study protocol, and all eligible patients

gave written informed consent prior to the begin-
ning of the study. Patients were eligible for the
study if they were diagnosed with PHN, defined as
pain persisting or starting 

 

�

 

1 month from the onset
of herpes zoster, and were permitted to continue
with pre-existing medications, if any. Patients were
excluded from the study if any of the following was
reported at the baseline evaluation: Known lidocaine
sensitivity or allergy; inability to discontinue the use
of a concomitant lidocaine-containing agent for the
duration of the study period; open zoster lesions;
average pain intensity score 

 

�

 

3 on the Brief Pain
Inventory (BPI) Short Form; known sensitivity or
allergy to an amide-type local anesthetic agent; and
determination by the investigator that the risk of
the lidocaine patch 5% outweighed the potential
benefits of treatment (i.e., patients using para-
aminobenzoic acid derivatives or local anesthetics,
patients with hepatic disease, or patients taking an-
tiarrhythmic agents).

The study period began with a baseline evaluation
(Day 0) during which patient demographics, medi-
cation history, and concomitant medications were
recorded, and informed consent was obtained. Base-
line pain assessment consisted of administering the
BPI Short Form and recording both the patient
and physician global assessments to measure re-
sponse to existing (prestudy) medications. Patients
were contacted by a study nurse via telephone on
Days 7 and 14 for interim evaluations of effectiveness
and safety. On Day 28, patients were scheduled to
return to the clinic for a final evaluation by the
treating physician. The final evaluation consisted of
complete pain assessments (BPI Short Form and
global assessments) as outlined at baseline, a skin
evaluation, and the recording of adverse events, if
any. Those patients who discontinued study medica-
tion prior to Day 28 and were able to receive a final
evaluation by the treating physician had their data
carried forward for final analysis. Patients who dis-
continued study medication prior to Day 28 and
did not receive a final evaluation were dropped
from the effectiveness analysis; however, any safety
data from this group were compiled and included in
the final report.

 

Study Treatment

 

Enrolled patients were instructed to apply the
lidocaine patch 5% daily to the most painful areas
of intact skin. Patients were told to apply up to
three patches at one time, and that these patches
were to remain in place for no longer than 12 hours
within any 24-hour period (i.e., 12 hours on, fol-
lowed by 12 hours off). Patients were instructed to
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maintain a diary of response to the lidocaine patch
5% and any untoward reactions experienced during
the 28-day treatment period.

 

Effectiveness Measures

 

The effectiveness of the lidocaine patch 5% in pa-
tients with PHN was assessed on the basis of
changes in pain intensity, pain interference with
QOL, pain relief, and patient and physician global
assessments. Patients recorded their pain intensity
on Items 3 through 6 of the BPI Short Form. On
these items, patients were asked to circle the num-
ber on an 11-point Likert scale of 0 (no pain) to 10
(pain as bad as you can imagine) that described
their worst pain during the prior 24 hours (worst
pain), their least pain during the prior 24 hours
(least pain), their pain on average (average pain),
and how much pain they were experiencing at the
time of the evaluation (pain right now) [12]. Items
9A-G of the BPI Short Form measure pain-related
QOL. On these items, patients were asked to circle
the number on an 11-point Likert scale of 0 (does
not interfere) to 10 (completely interferes) that de-
scribed the extent to which pain had interfered with
their activities of daily living during the prior 24
hours [12]. The seven domains of pain interference
with quality of life in Items 9A-G were: General ac-
tivity; mood; walking ability; normal work (includes
both work outside the home and housework); rela-
tions with other people; sleep; and enjoyment of
life. Mean scores for pain intensity (Items 3-6) and
pain interference with quality of life (Items 9A-G)
were examined individually at each time point and
were summed across all items to provide composite
indices of pain intensity and pain interference with
quality of life at each time point. The proportions
of patients whose pain was better, unchanged, or
worse on these composite indices during treatment
were compared with baseline.

Item 8 on the BPI Short Form relates to the out-
come of pain relief. Patients were asked to circle
the percentage value from 0% (no relief) to 100%
(complete relief) that showed how much pain relief
they had derived from pain treatments or medica-
tions in the prior 24 hours. Patients’ responses to
this item at the Day 0 evaluation reflected pain re-
lief with pre-existing nonstudy treatments or medi-
cations, whereas responses at Day 7, Day 14, and
Day 28/final evaluation reflected pain relief with
the addition of the lidocaine patch 5% to the pa-
tient’s regimen.

At Day 28, i.e., final evaluation, the Patient Global
Assessment of Improvement and the Physician
Global Assessment of Improvement were conducted.

In these assessments, patients and physicians were
asked the following question: “Compared to before
you (the patient) started the study, how would you
rate your (the patient’s) overall pain now?” Re-
sponses to this question were recorded on a scale
with five ordinal choices (no change, slight im-
provement, moderate improvement, a lot of im-
provement, and complete relief), which represented
the perceived change from baseline.

 

Statistical Considerations

 

Statistical analyses were performed on data ob-
tained from all patients for whom baseline and any
postbaseline data were available. A final evaluation
was to be administered on Day 28, but could have
been performed on a different Day in patients who
discontinued study medication prematurely for any
reason. The evaluable population included all pa-
tients for whom a final evaluation was available.

All reported adverse events, whether identified
on interim telephone calls or at the final evaluation,
were recorded and coded. Adverse events were tab-
ulated by body system, severity, physician assessment
of the event’s causative relation to study treatment,
and elapsed time since treatment began. Within each
term, these categories were tabulated separately, not
jointly.

Since this was a noncomparative trial, no calcula-
tions were made regarding sample size or statistical
power. Analyses were performed using SAS soft-
ware, version 6.12, primary Proc Univariate, Freq,
and Mixed [13]. Statistical significance was assessed
for changes from Day 0 to Days 7 and 28, with a 

 

P

 

value 

 

�

 

0.05 considered significant.

 

Results

 

A total of 332 patients were enrolled in this study.
The patient population was predominantly female
(60%), elderly (mean age: 71 years, median: 74,
range: 20–99), and Caucasian (92%). The mean av-
erage pain intensity score at baseline was 5.9. The
mean time from onset of herpes zoster to treatment
was 28 months (median: 11.1 months, range: 21
days–3 years), and the majority of patients experi-
enced herpes zoster rash affecting the chest, abdomen,
back, and/or hips. Of the 332 patients, 301 (90.6%)
were treated, received a final evaluation, and were
included in the evaluation of effectiveness. This
evaluation included 285 patients (85.8%) who com-
pleted the full 28 days of treatment and 16 (4.8%)
who discontinued study treatment before Day 28.
Thirty-one patients (9.4%) who discontinued study
medication prematurely and did not have a final
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evaluation were not included in the effectiveness
evaluation; however, their safety data were com-
piled and included for analysis. The most common
reasons for discontinuation of study medication
were adverse effects (N 

 

�

 

 22, 6.6%) and lack of re-
sponse (N 

 

�

 

 10, 3.0%). Protocol violations, de-
fined as clinically significant departures from the
design, methods, or procedures of the protocol that
had an impact on the efficacy or safety analyses,
were reported for 19 patients: Nine (2.7%) did not
have herpes zoster at least 30 days prior to the initi-
ation of study medication and 10 (3.0%) did not
have a baseline score 

 

�

 

3 for average pain on the
BPI Short Form. All 19 patients were included in
the analyses of effectiveness and safety.

 

Pain Intensity

 

Patient responses on the BPI Short Form revealed
mean scores that were significantly lower than
baseline scores on all measures of pain intensity at
all evaluations (

 

P

 

 

 

�

 

 0.0001). Mean scores for worst
pain during the prior 24 hours, least pain during
the prior 24 hours, average pain, and pain at the
time of evaluation for all time points are shown in
Figure 1. Although mean scores decreased most
markedly in the first week of treatment, further de-
creases were observed on each pain-intensity item
at subsequent evaluations.

 

Post-hoc Analysis of Change in Average
Daily Pain Intensity

 

A post-hoc analysis was conducted to examine the
percent of patients who experienced a 

 

�

 

50% re-
duction in average daily pain intensity. One-hundred
twenty-one patients (40%) experienced a 

 

�

 

50% re-
duction in average daily pain intensity from base-
line to end of study.

 

Pain Interference with Quality of Life

 

Patient responses on the BPI Short Form indicated
mean scores that were significantly lower than
baseline across all domains of pain interference
with QOL at all evaluations (

 

P

 

 

 

�

 

 0.0001). Mean
scores for each QOL item at each time point are
presented in Figure 2. As with pain intensity scores,
mean scores for pain interference with QOL de-
creased most markedly in the first week of treatment,
with further decreases on most items on subsequent
evaluations.

 

Onset of Response to Treatment

 

The majority of patients evaluated responded to
the lidocaine patch 5% within the first week of
treatment. By Day 7, 204 (65.8%) of the 310 evalu-
able patients reported that their pain intensity was
better than at Day 0. Among the 106 patients
whose pain intensity was either unchanged or
worse at Day 7 than at Day 0, 46 patients (43.4%)
subsequently reported that their PHN pain was
better at Day 14 than at Day 7. On the composite
index of pain interference with quality of life, 241
patients (77%) reported that they were better at
Day 7 than at Day 0; 31 patients (10%) reported
that this parameter was unchanged, and 38 patients
(13%) reported it to be worse at that time. This
positive response was maintained through the final
evaluation (Figure 2).

 

Pain Relief

 

At the baseline evaluation before initiation of treat-
ment with the lidocaine patch 5%, patients re-
ported a mean of 33.8% pain relief over the prior
24 hours with their previous treatment regimen. By
Day 7, the mean percentage of pain relief with the
lidocaine patch 5% was reported at 

 

�

 

50% and con-
tinued to increase at subsequent evaluations on
Days 14 and 28. The change in percentage of pain
relief with the lidocaine patch 5% was significant at
all time points versus baseline (

 

P

 

 

 

�

 

 .0001). Overall,
193 patients (58%) reported moderate to complete
pain relief at the final evaluation.

 

Global Assessments

 

Physician Global Assessments of Patient Improve-
ment and Patient Global Assessments of Self Im-
provement from baseline to final evaluation were
remarkably similar (Figure 3). According to the as-
sessments of both patients and physicians, nearly
60% of patients had complete improvement or
moderate/a lot of improvement at Day 28. Slight
improvement was reported for approximately 15%Figure 1 Mean pain intensity and pain relief scores (BPI).
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of patients, and no change was reported for approx-
imately 20% on both assessments.

 

Early Versus Late Treatment

 

To evaluate whether the effectiveness of the lido-
caine patch 5% differed based on the length of time
since onset of the shingles rash, results were also
analyzed by stratifying patients into three groups
based on time since rash onset. Patients were
placed into one of three groups: 1–4, 4–12, and

 

�

 

12 months. These three groups were formed be-
cause they represented patients with what can be
considered subacute herpetic neuralgia, PHN, and
well-established PHN [1,14]. All three groups ex-
perienced highly significant positive responses to
therapy versus baseline with respect to pain inten-
sity, pain relief, and pain interference with quality
of life (Tables 1 and 2).

 

Tolerability

 

A summary of all clinical adverse effects observed
during the study is presented by body system in Ta-
ble 3. The most commonly reported adverse event
in this study was localized rash (14%), which was
considered by the treating physician to be related
to study treatment in the majority of cases (12%).
Rash was mild in most cases, although eight and
five patients, respectively, experienced moderate
and severe rash. Only three patients (1%) discon-
tinued treatment due to rash. No serious systemic

adverse events related to use of the lidocaine patch
5% were reported.

 

Discussion

 

This large, open-label, effectiveness study, which
evaluated the use of the lidocaine patch 5% in the
clinical practice setting, extends the findings of
prior randomized, double-blind, placebo-controlled
trials documenting the efficacy and tolerability of
the lidocaine patch 5% in the management of PHN
pain in patients with allodynia [10,11]. The current
trial examined all PHN patients, regardless of whether
they were experiencing allodynia. As expected, this
study demonstrated improvements in all measures
of pain intensity evaluated. More importantly, this
study demonstrated that pain reduction related to
the lidocaine patch 5% was associated with sub-
stantial improvements in pain interference with
quality of life.

Patient mean ratings on all four pain parameters
of pain intensity on the BPI Short Form and the
composite index of pain intensity were lower at
Day 7 than at Day 0 (

 

P

 

 

 

�

 

 0.0001). As well they
were lower at Day 14 and final evaluation than at
baseline. The most dramatic reductions in these pa-
rameters occurred in the first week of treatment.
Overall, approximately 60% of patients reported
moderate to complete pain relief at the final evalua-
tion. The reduction in pain interference with pa-

Figure 2 Mean pain interference with quality of life
scores (BPI).

Figure 3 Patient and physician global assessments of
patient improvement from baseline to final evaluation.
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tient quality of life was equally pronounced. The
lidocaine patch 5% was associated with lower
scores on all seven items of pain interference with
quality of life on the BPI Short Form, as well as on
the composite index of pain interference with qual-
ity of life, at all evaluations compared with baseline
(

 

P

 

 

 

�

 

 0.0001). Improvement in these domains can
be important to elderly patients’ functionality and
ability to maintain independence by virtue of re-
ducing pain interference with quality of life.

The validity and reliability of the BPI and the
use of composite indices have recently been dem-
onstrated using the BPI Short Form [12,15]. The
BPI Short Form was chosen for use in this trial be-
cause it is easily and quickly administered, with a
reported median time for completion of 5 minutes
[15]. Therefore, this tool served as a compromise
between other more comprehensive but time-con-

suming quality-of-life tools, such as the 36-item
short form health survey (SF–36), and the need to
limit the burden placed on patients while maintain-
ing a high quality of data capture. The BPI Short
Form was also used as a measure of overall pain-
related quality of life, since the interference items
provide a measurement of the influence of pain on
quality of life versus quality of life itself. Some stud-
ies have used the BPI Short Form in combination
with the SF–36 and Functional Living Index–Can-
cer [16,17]. However, little information exists in
the literature on the correlation between the BPI
Short Form and these other quality-of-life tools. A
recent publication supports the view that the BPI
Short Form can be used as a determinant of im-
provement in overall quality of life [15]. That re-
port examined the validity of the German-language
version of the BPI Short Form in 109 patients with

 

Table 1

 

Baseline pain scores and changes over course of therapy with the lidocaine patch 5% according to time from 
shingles rash onset

 

Time from rash
onset (month)

Mean
baseline
score

Mean
Day 7
score

 

P

 

 value*

Mean
Day 14 
score

 

P

 

 value*

Mean
Day 28
score

 

P

 

 value*

Worst pain
1–4 7.60 5.66 0.0001 5.14 0.0001 4.77 0.0001
4–12 6.74 5.42 0.0001 5.32 0.0001 5.10 0.0001

 

�

 

12 7.51 5.90 0.0001 5.87 0.0001 5.82 0.0001
Least pain

1–4 3.80 2.23 0.0001 2.38 0.0001 2.04 0.0001
4–12 3.65 2.53 0.0001 2.35 0.0001 2.31 0.0001

 

�

 

12 3.44 2.97 0.0001 2.87 0.0049 2.60 0.0001
Average pain

1–4 5.90 4.37 0.0001 3.79 0.0001 3.74 0.0001
4–12 5.73 4.10 0.0001 3.97 0.0001 4.01 0.0001

 

�

 

12 5.92 4.82 0.0001 4.41 0.0001 4.26 0.0001
Pain right now

1–4 5.50 3.70 0.0001 2.91 0.0001 2.88 0.0001
4–12 4.74 3.36 0.0001 3.13 0.0286 3.08 0.0001

 

�

 

12 5.40 3.95 0.0001 3.73 0.0001 3.40 0.0001

 

*Change from baseline.

 

Table 2

 

Baseline relief of pain and impact on quality of life over course of therapy with the lidocaine patch 5% according to 
time from shingles rash onset

 

Time from rash
onset (month)

Mean 
baseline
score

Mean
Day 7 
score

 

P

 

 value*

Mean 
Day 14
score

 

P

 

 value*

Mean
Day 28 
score

 

P

 

 value*

Pain relief

 

†

 

1–4 35.29 54.30 0.0001 62.71 0.0001 60.98 0.0001
4–12 35.20 59.30 0.0001 60.14 0.0001 54.81 0.0001

 

�

 

12 32.05 47.33 0.0001 49.32 0.0001 55.34 0.0001
Impact on quality

of life (BPI composite
index)

1–4 38.54 25.43 0.0001 21.49 0.0001 21.28 0.0001
4–12 28.77 17.92 0.0001 16.51 0.0001 17.51 0.0001

 

�

 

12 33.28 23.09 0.0001 20.02 0.0001 20.18 0.0001

 

*Change from baseline.

 

†

 

Scores based on a scale of 0% (no relief from treatment) to 100% (complete relief from treatment).
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chronic pain secondary to malignant or nonmalig-
nant diseases [15]. Those patients were also admin-
istered the SF–36, and the investigating physicians
also scored patient Eastern Cooperative Oncology
Group (ECOG) performance status [15,18]. Those
authors tested the composite indices of pain inten-
sity and pain interference with quality of life from
the BPI Short Form for correlation with various
domains of the SF–36 and the ECOG performance
status score. They found that interference with
function rated on the BPI Short Form correlated
with bodily pain and mental health rated on the
SF–36. They also found that patients who had
higher scores on the composite index of pain inter-
ference with function on the BPI Short Form had
lower ECOG performance status scores (

 

P

 

 

 

�

 

 0.015).
In contrast, the composite index score for pain in-
tensity on the BPI Short Form did not correlate
with changes in ECOG performance status. These
observations support the view that the use of the
BPI Short Form in this effectiveness trial of the
lidocaine patch 5% in a large number of patients
achieved three important goals: 1) It provided a
tool that was easy to administer; 2) It resulted in
high completion rates; and 3) It served as a measure
of pain interference with quality of life.

The majority of patients’ (66%) average pain re-
sponded to treatment within the first week, a find-
ing consistent with the clinical experience with this
agent. Half of those patients whose average daily
pain intensity did not improve within the first week
experienced an improvement between Days 7 and
14. Additionally, 78% of patients reported a reduc-
tion in pain interference with quality of life within

the first week of treatment. In clinical practice,
these findings suggest that a minimum 2-week ini-
tial trial of the lidocaine patch 5% is justified for
patients with PHN pain.

This study also showed that patients treated with
the lidocaine patch 5% are likely to experience sig-
nificant improvements in pain relief and reductions
in pain intensity and pain interference with quality
of life regardless of time since the onset of shingles
rash. Although the lidocaine patch 5% was effective
in patients with longstanding PHN, it would ap-
pear prudent to initiate therapy as early as possible
after healing of the herpes zoster rash.

In keeping with a “real-world” clinical experi-
ence study design, several limitations should be ac-
knowledged. First, the absence of a placebo control
group may have contributed to an overestimation
of the treatment effect in reducing pain intensity
and pain interference with quality of life. The mean
pain intensity scores at baseline and during treat-
ment with the lidocaine patch 5% reported in this
study are similar to those achieved with this agent
in a double-blind, vehicle-controlled study [10]. In
that study, the lidocaine patch 5% was associated
with reductions in pain intensity from baseline of

 

�

 

10 mm on a 100-mm visual analog scale through
12 hours of application; those changes were signifi-
cantly different from the actually higher than base-
line scores in pain intensity observed with the vehi-
cle control at the 12-hour time point. An additional
consideration in the current study was the use of
concomitant analgesic medications before and dur-
ing treatment with the lidocaine patch 5%. The ab-
sence of comprehensive documentation of con-

 

Table 3

 

Summary of clinical adverse events during treatment with the lidocaine patch 5%*

 

Body system event
Treatment-related N
(% patients)

Total N 
(% patients)

Skin and subcutaneous tissue/rash 40 (12%) 45 (14%)
Nervous system 19 (6%) 31 (9%)
General disorders 16 (5%) 26 (8%)
Gastrointestinal disorders 5 (2%) 15 (5%)
Cardiac 1 (

 

�

 

1%) 8 (2%)
Musculoskeletal, connective tissue, and bone disorders 1 (

 

�

 

1%) 7 (2%)
Infections 0 7 (2%)
Eye 3 (1%) 4 (1%)
Psychiatric 2 (

 

�

 

1%) 4 (1%)
Respiratory, thoracic, and mediastinal 0 4 (1%)
Immune system 3 (1%) 3 (1%)
Vascular 1 (

 

�

 

1%) 2 (

 

�

 

1%)
Ear/labyrinth 1 (

 

�

 

1%) 2 (

 

�

 

1%)
Renal and urinary 0 2 (

 

�

 

1%)
Injury and poisoning 1 (

 

�

 

1%) 1 (

 

�

 

1%)
Neoplasms, benign and malignant (including cysts and polyps) 0 1 (

 

�

 

1%)
Surgical and medical 0 1 (

 

�

 

1%)

 

*No serious systemic adverse events were reported as related to study treatment.
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comitant medications in this study may also have
contributed to an overestimation of the treatment
effect of the lidocaine patch 5%. However, chang-
ing prescription medications (in addition to the fre-
quently unreported use of nonprescription prepara-
tions or other modalities) and the absence of a
placebo control are reflective of the manner in
which analgesic medications are used in general
clinical practice. This study may, therefore, provide
insights that would not be available from random-
ized, placebo-controlled, double-blind trials. Fur-
ther, a post-hoc analysis of the present study popu-
lation revealed that 40% of patients experienced a

 

�

 

50% reduction in average pain intensity. A recent
report suggested that a 

 

�

 

30% reduction in average
daily pain intensity is clinically meaningful [19].
This response rate exceeds that noted in previous
randomized, controlled trials of pharmacologic
agents for PHN pain [9]. Those previous trials
found the placebo response rate to be approxi-
mately 12%, on average. Therefore, we believe that
the response seen in the present trial is unlikely to
be purely the effect of placebo and natural history.

The tolerability of the lidocaine patch 5% ob-
served in this study supports the safety profile doc-
umented in prior clinical trials and in clinical prac-
tice [10,11]. Treatment-related, mild rash was
reported for approximately 12% of treated patients
and rarely prevented patients from continuing ther-
apy (1% of treated patients). In this regard, a nota-
ble 85.8% of enrolled patients completed 28 days
of treatment and evaluations as planned.

In summary, this large, open-label, effectiveness
study of the lidocaine patch 5%, a targeted periph-
eral analgesic, in PHN pain further validates find-
ings from previous randomized, controlled trials.
Based on the results of those previous trials and the
current study, the lidocaine patch 5% should be
considered as a first-line therapy, alone or in com-
bination with other agents, for PHN due to its effi-
cacy, safety, minimal systemic side effects and drug
interactions, and ease of administration. Treatment
with the lidocaine patch 5% produced substantial
improvement in pain intensity and pain interference
with quality of life. Although most patients reported
improvement within the first week of treatment, a sub-
stantial proportion of initial nonresponders reported
improvement in the second week. Thus, a mini-
mum 2-week trial for the initial assessment of treat-
ment benefit in all patients with PHN would seem
prudent. Finally, patients experienced improve-
ments in all outcome measures, regardless of the
time since onset of the shingles rash. Application of
three patches for 12 hours per day was effective and

 

well tolerated in this study conducted in the clinical
practice setting.

 

Acknowledgments

 

The authors wish to thank the Lidoderm Patch Study
Group Investigators, including James Avery, MD; Theresa
Burick, DO; Paul Carns, MD; Steven Charapata, MD;
Hollis Clark, MD; Graig Curry, MD; Michael Drass, MD;
Elmer Dunbar, MD; Steven Elliot, MD; Isaiah Florence,
MD; W. Paul Gessner, MD; Sheldon Gottlieb, MD; War-
ren Greth, MD; Dillis Hart, MD; Cynthia Huffman, MD;
Kenneth Johnston, MD; V. Daniel Kassocieh, MD; Tho-
mas J. Kraus, MD; Pamela Kushner, MD; Jay Lasner, MD;
Peter Leong, MD; Jerome Levine, MD; Stephen Long,
MD; Robert McMahon, MD; David Michie, PhD; Srinivas
Nalamachu, MD; Eugene Pereira, MD; Frederick Perkins,
MD; Patrick Peters, MD; Giovanni Ramundo, MD; Re-
uben Rozanski, MD; Kathleen Sawada, MD; Yvonne
Sherre, MD; Sharonah Soumekh, MD; Mark Spencer,
MD; Donald Stevens, MD; Malcom Stewart, MD; Abbey
Strauss, MD; David Thomas, DO, PhD; Andrea Trescot,
MD; Rajindar Wadhwa, MD; Michael Warren, MD; and
the study coordinator, Betsy Knight. Statistical analysis
was conducted by KAI Research, Rockville, Maryland.

This study was supported by a grant from Endo Phar-
maceuticals Inc. Nathaniel P. Katz, MD, and Robert H.
Dworkin, PhD, are consultants for Endo Pharmaceuticals
Inc. Both Dr. Katz and Dr. Dworkin receive research
grants from Endo Pharmaceuticals Inc. Arnold R. Gam-
maitoni, PharmD, is an employee of Endo Pharmaceuticals
Inc. Matthew W. Davis, MD, RPh, was an employee of
Endo Pharmaceuticals Inc. when the study was conducted.

 

References

 

1 Dworkin RH, Portenoy RK. Pain and its persis-
tence in herpes zoster. Pain 1996;67:241–51.

2 Watson CPN. Postherpetic neuralgia. Neurol Clin
1989;7:231–48.

3 Dworkin RH, Schmader KE. The epidemiology
and natural history of herpes zoster and posther-
petic neuralgia. In: Watson CPN, Gershon AA, ed-
itors. Herpes zoster and postherpetic neuralgia, sec-
ond revised and enlarged edition. Pain Res Clin
Manag 2001;11:39–64.

4 Galer BS, Argoff CE. Zoster and postherpetic neu-
ralgia: Pain mechanisms and current management.
In: Aronoff G, editor. Evaluation and treatment of
chronic pain. Baltimore: Williams & Wilkins; 1999:
115–28.

5 Bowsher D. Pain, sensory change, and allodynia in
postherpetic neuralgia. In: Watson CPN, Gershon
AA, editors. Herpes zoster and postherpetic neural-
gia, second revised and enlarged edition. Pain Res
Clin Manage 2001;11:143–7.

6 Cleeland CS, Syrjala KL. How to assess cancer
pain. In: Turk RC, Melzack R, editors. Handbook

D
ow

nloaded from
 https://academ

ic.oup.com
/painm

edicine/article/3/4/324/1843150 by guest on 09 April 2024



 

332

 

Katz et al.

 

of pain assessment. New York: The Guilford Press;
1992. p. 362–87.

 

7 Dworkin RH, Carrington D, Cunningham A, et al. As-
sessment of pain in herpes zoster: Lessons learned from
antiviral trials. Antiviral Res 1997;33:73–85.

8 Haythornthwaite JA, Benrud-Larson LM. Psycho-
logical aspects of neuropathic pain. Clin J Pain
2000;16:S101–5.

9 Rowbotham M, Harden N, Stacey B, et al. Gabap-
entin for the treatment of postherpetic neuralgia:

 

A randomized controlled trial. JAMA 1998;280:
1837–42.

10 Rowbotham MC, Davies PS, Verkempinck C, et al.
Lidocaine patch: Double-blind controlled study of
new treatment method for post-herpetic neuralgia.
Pain 1996;65:39–44.

11 Galer BS, Rowbotham MC, Perander J, et al. Topical
lidocaine patch relieves postherpetic neuralgia more
effectively than a vehicle topical patch: Results of an
enriched enrollment study. Pain 1999;80:533–8.

12 Cleeland CS, Ryan KM. Pain assessment: Global
use of the Brief Pain Inventory. Ann Acad Med Sin-
gapore 1994;23:129–38.

13 SAS Institute Inc. Chapter 18: The MIXED proce-

 

dure. In: SAS/STAT software: Changes and enhance-

ments through release 6.12. Cary, NC: SAS Insti-
tute; 1997. p. 577.

14 Arani RB, Soong SJ, Weiss HL, et al. Phase specific
analysis of herpes zoster associated pain data: A new
statistical approach. Stat Med 2001;20:2429–39.

15 Radbruch L, Loick G, Kiencke P, et al. Validation
of the German version of the Brief Pain Inventory.
J Pain Symptom Manage 1999;18:180–7.

16 Lydick E, Epstein RS, Himmelberger D, et al. Area
under the curve: A metric for patient subjective re-
sponses in episodic diseases. Qual Life Res 1995;4:
41–5.

17 Seidman AD, Portenoy R, Yao TJ, et al. Quality of
life in phase II trials: A study of methodology and
predictive value in patients with advanced breast
cancer treated with paclitaxel plus granulocyte col-
ony-stimulating factor. J Natl Cancer Inst 1995;87:
1316–22.

18 Oken MM, Creech RH, Tormey DC, et al. Toxic-
ity and response criteria of the eastern Cooperative
Oncology Group. Am J Clin Oncol 1982;5:649–55.

19 Farrar JT, Young JP Jr, LaMoreaux L, et al. Clini-
cal importance of changes in chronic pain intensity
measured on an 11-point numerical pain rating
scale. Pain 2001;94:149–58.

D
ow

nloaded from
 https://academ

ic.oup.com
/painm

edicine/article/3/4/324/1843150 by guest on 09 April 2024


