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Enhancing patient education and communication
In past issues of this newsletter, I have shared with the members of NeuPSIG a number
of proposals that the management committee has discussed. These have included the de
velopment of a NeuPSIG speaker’s bureau; methods for advancing research on the
mechanisms, assessment, prevention, and treatment of neuropathic pain; and efforts to
initiate a “distancementoring” program for investigators and clinicians around the world
who are in training. An issue we have not discussed is the great importance of patient
education and efforts to improve communication between patients and clinicians (and
researchers). In considering what to say about this topic, and what NeuPSIG and its
members could actually do about it, I could think of no better person to turn to than Pen
ney Cowan.
Penney founded the American Chronic Pain Association (ACPA) almost 30 years ago,
and has been its Executive Director ever since. After years of living with chronic pain,
Penney became involved in a pain management program. She soon found others whose
lives were disrupted by prolonged pain, and they began meeting to support each other.
This one small group quickly multiplied, and several hundred ACPA support groups now
meet across the United States, Canada, the United Kingdom, and many other countries.
Unable to be personally involved with every group, Penney developed the first of
ACPA's materials for people with pain seeking to improve the quality of their lives and
for the professionals who help them.
The key missions of ACPA are to (1) “To facilitate peer support and education for indi
viduals with chronic pain and their families so that these individuals may live more fully
in spite of their pain,” and (2) “To raise awareness among the health care community,
policy makers, and the public at large about issues of living with chronic pain.” I asked
Penney to share with the members of NeuPSIG what she has learned over the years about
the critical roles of patient education and of enhancing communication between patients
and clinicians. Her eloquent comments follow.
Bob Dworkin
Chair
A picture is worth a thousand words. A large amount of time during office visits is spent
asking patients how they’re doing. Unfortunately, people with pain are hungry for valida
tion of their pain and so they tend to go into great detail, hoping that their physician or
healthcare provider will understand exactly how much pain they experience and will ap
preciate the negative impact that it has on their lives. If only we could take the pain out
of our body and hold it in our hands, then validation would not be a problem. Yet, with
out clear understanding of not just their pain, but its effects on quality of life and func
tioning, it is impossible for clinicians to fully grasp the impact of pain on their patients
and difficult to provide treatment.
The lines of communication between physicians and patients are a maze of detours and
roadblocks that prevent clear participation from both parties. Given the limited amount of
time that can be spent with patients, tools that will enhance and simplify communication
to facilitate a more productive and meaningful discussion on both sides are necessary. It
is important from the start, especially with neuropathic pain, to make it clear that the pa
tient is part of the treatment team and thus shares responsibility for treatment outcomes.
As with many chronic pain conditions, there may always be some level of pain, but that
does not mean that the person with pain has to remain a disabled patient.
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Clearly there is room for much improvement when it comes to
communication and education with patients. There are tools
available through the American Chronic Pain Association at
www.theacpa.org. In addition, we need to ensure that clinicians
don’t confuse and frustrate patients, but that they implement
effective methods for educating patients, for example:
· Make sure that patients have the opportunity to ask ques
tions before they leave the office.
· Provide paper and pens in the waiting room for patients to
write their questions in advance of being seen.
· Consider using the following, available on the ACPA web
site, as communication tools for patients: (1) the Pain Log
(www.theacpa.org/documents/8%205x11%20Pain%20Lo
g%202806.pdf); (2) the Quality of Life scale
(www.theacpa.org/documents/Quality_of_Life_Scale.pdf);
and (3) the Nerve Central Station, developed specifically
for neuropathic pain (www.theacpa.org/nerve/hurt.asp).
· Provide easy to understand pamphlets on procedures,
treatments, and health conditions to help reduce fear. We
fear what we don’t understand. It is imperative that written
and video information is available to educate patients.
· Make it a priority to use community resources that offer
support to patients. There are many diseasespecific or
ganizations focused on consumer education; find out about
them and tell patients.

www.neupsig.org
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NeuPSIG Management Committee
The Executive Committee
Robert Dworkin (Chair, USA)
RolfDetlef Treede. (Vice Chair, GERMANY)
Jonathan Dostrovsky (Secretary, CANADA)
Chris Wells. (Treasurer, UK)
Committee Members
Troels Jensen, Council Liaison (Den)
Gary Strichartz (USA)
Andrew Rice (UK)
Maija Haanpaa (FINLAND)
Sara Bistre (MEXICO)
Ralf Baron (GERMANY)
Geoff Gourlay (AUSTRALIA)

Management Committee Meetings:
The management committee met on November 1 2007 at Cliff
Lodge, Snowbird Mountain Conference Center, Utah, USA in
conjunction with the 10th International Conference on the
Mechanisms and Treatment of Neuropathic Pain. The next
meeting of the committee will be on May 17 2008 in Athens,
Greece, where the committee will also have a site visit in prepa
ration for the Third International Congress on Neuropathic Pain
which will be held there May 27 to 30, 2010.

· Be daring and offer an evaluation form for patients to
comment on their ability to communicate with you, their
understanding of treatment options, and their level of fear
about the future of their health.
In the end, health care is a partnership involving many people.
We all need to be well informed.
Penney Cowan
Executive Director, American Chronic Pain Association

Call for Nominations –
NeuPSIG Executive Committee

The current NeuPSIG management committee has proposed the
following executive committee for the next 23 year term:
Secretary  Andrew Rice
Treasurer  Jonathan Dostrovsky
Vice chair  Maija Haanpaa
(Chair  RolfDetlef Treede, the current Vice chair will become
chair.)
Additional nominations are encouraged. The management
committee will be appointed by the new executive committee.
Nominations for Vice chair, Treasurer and Secretary should be pro
posed and seconded in written or electronic format by members of
IASP and the SIG in good standing. The nomination should be
accompanied by the agreement of the candidate to take part in
an election and to serve if elected. Nominations should be made
to the secretary, Jonathan Dostrovsky (
j.dostrovsky@utoronto.ca) by May 1, 2008.

The NeuPSIG management committee at Snowbird. From left to right:
Treede, Gourlay, Dostrovsky, Haanpaa, Wells, Baron, Bistre,
Dworkin, Rice, Strichartz.

NeuPSIG General Meeting
The triannual general meeting of the SIG will take place in
Glasgow on Wednesday, August 20 at 16:30 during the
World Congress on Pain. All are welcome to attend.

NeuPSIG Subcommittees Updates:
Classification and taxonomy
This committee, chaired by RolfDetlef Treede, is pleased to
announce that the manuscript “Redefinition of neuropathic pain
and a grading system for clinical use: Consensus statement on
clinical and research diagnostic criteria” has now been pub
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lished in Neurology and is available for viewing on the Neurol
ogy website. Comments and discussion regarding these recom
mendations will be posted on the NeuPSIG website. Please
email your comments to the NeuPSIG secretary (
j.dostrovsky@utoronto.ca). The next task of the committee is to
obtain validation of the classification on a series of case reports
and to start working on taxonomy.

Assessment
The committee, chaired by Maija Haanpaa, is finalizing a
manuscript on the assessment of neuropathic pain by GPs (title
'Assessment of neuropathic pain in primary care'). The commit
tee, in collaboration with the EFNS Neuropathic pain panel, is
now working on an update of the previously published EFNS
assessment guidelines and the literature search has been com
pleted. A meeting of the committee will take place in a few
months.

Treatment
The committee recently met to develop guidelines for interven
tional treatments for neuropathic pain, and will meet again in
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2008 to develop guidelines for nonpharmacologic/non
interventional treatments for neuropathic pain, including TENS,
psychological interventions, acupuncture, and physical therapy
and rehabilitation.

Research
The committee, chaired by Gary Strichartz, is involved in pre
paring a 3day meeting on animal and human surrogate models
of neuropathic pain, and in developing an distributing a ques
tionnaire on the efficacy of lidocaine in treating various types of
neuropathic pain.

Topical Reviews
This issue of the NeuPSIG newsletter includes a review of can
nabinoids for neuropathic pain. Other submissions are welcome.

Job Ads
If you would like to advertise any jobs related to neuropathic
pain in the NeuPSIG newsletter and website, please send details
electronically to the Secretary, Jonathan Dostrovsky.

Topical Review
Cannabinoids for neuropathic pain? – where next?
Andrew SC Rice MB BS MD FRCA, Reader in Pain Research, Imperial College London
Introduction:
In this short review the evidence relating to the efficacy and
adverse effects of cannabinoids in neuropathic pain will be dis
cussed.
The recent basic science advances in cannabinoid pharma
cology have been reviewed in detail elsewhere1;2 and will only
be briefly summarised as an introduction to the clinical focus of
this article. The late 1980s and early 1990s saw a series of ma
jor advances in our understanding of cannabinoid pharmacol
ogy, which have justified the consequent substantial research
activity in this area that is still ongoing: The most important of
these advances were the characterisation of two G protein cou
pled cannabinoid receptors (CB1 & CB2) and the discovery of
endogenous ligands at these receptors (endocannabinoids). CB1
receptors are expressed, in general, by neurones of the central
and peripheral nervous systems and one of their major functions
is to negatively modulate neurotransmitter release at a variety
of synapses, by means of a form of retrograde signalling. CB1
receptors are strategically located for analgesia at several points
along the sensory axis: in brain3, spinal cord4 and primary sen
sory neuones4;5. CB2 receptors are most often expressed by
immune cells, both outside and within the central nervous sys
tem, and very broadly speaking the effects of agonists at CB2
receptors is towards suppressing immune responses. Thus, both
CB1 and CB2 could potentially have analgesic functions. There
are multiple reports of cannabinoid analgesia in a range of ani
mal models of pain. Of relevance to neuropathic pain, is the
observation that the hypersensitivity of limb withdrawal that is
seen in models of traumatic neuropathy is reversed by cannabi
noids (see1;2). Furthermore, similar effects of cannabinoids have
been observed in models of diabetic neuropathy6, HIV and anti
retroviralinduced neuropathy7;8, cancer chemotherapyinduced
neuropathy9 and varicella zoster associated pain10. One factor to
consider when comparing the results from trials of cannabinoids
in rodent models of neuropathic pain to those from clinical tri
als in patients is the type of cannabinoid examined: In general,
most animal studies employ highly potent synthetic cannabi

noid agonists which are either active at both CB1 and CB2 (e.g.
Win55,2122) or which are relatively selective at CB1 (e.g.
HU210) or CB2 (e.g. AM1241). This contrasts with the human
studies which have in general used either plant extracts (canna
bis medical extract – CME) or synthetic analogues of the major
psychoactive ingredient of cannabis Sativa 
Δ9tetrahydrocannabinol (THC).
Clinical trials for efficacy in neuropathic pain:
The new knowledge about cannabinoid pharmacology ema
nating from basic science, particularly with regards to analge
sia, has naturally prompted a number of clinical trials. Some of
these trials have been in the field of neuropathic pain and these
have recently been subjected to systematic review11: Seven tri
als (nine reports) of neuropathic pain conditions were included
in this review; five of these examined patients with multiple
sclerosis, a data set comprising 617 patient episodes for pain,
including one particularly large study which followed patients
for up to 12 months (pain data on 356 patients to 12
months)12;13. All of these reports either compared various CMEs
or ∆9THC to placebo and the majority of studies demonstrated
efficacy for pain relief. Two studies reported responder rates for
50% pain relief and similar “numbers need to treat” (NNT) of
3.5 (95% confidence interval 1.9–24.8)14 and 3.7 (2.2–13.0)15
were calculated. These NNTs compare favourably to the small
number of other therapies which have been evaluated for central
pain16. Conversely, efficacy was not demonstrated in two trials
which examined cannabinoid efficacy in peripheral neuropathic
pain (181 patient episodes). One trial which compared two
CMEs to placebo in patients with pain associated with brachial
plexus avulsion reported an NNT of 46 (15.7 ∞) for one CME
and there where no responders for the other preperation17. The
other trial examined a variety of neuropathic pain conditions
and compared CT3 (ajulemic acid, a synthetic derivative
preparation of a THC metabolite) to placebo. The NNT for CT3
was 9.5 (4.11–30.56) for pain with no efficacy demonstrated
against the measures of mechanical hypersensitivity which were
tested18;19.
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Since this systematic review was conducted further clinical
trials of cannabinoids in peripheral neuropathic pain have been
reported: One trial randomised 125 patients with allodynia
associated neuropathic pain of peripheral origin to treatment
with a CME or placebo in a selftitrated regimen20. Like many
of the other reported trials of cannabinoids this was an “add on”
design with, for example, 6374% patients continuing to take
opioids. The CME tested was more efficacious than placebo for
pain relief, but the NNT was 8.5 which does not compare fa
vourably with other efficacious therapies for peripheral neuro
pathic pan16;21. The NNT for 50% reduction of allodynia was
7.5 for dynamic mechanical allodynia and 13.4 for punctate
mechanical allodynia. A 52 week open label extension study
suggested that this efficacy was maintained over this period.
Another study randomised 55 patients with HIVassociated
peripheral neuropathy smoked cannabis or smoked placebo22.
There was a greater reduction in pain intensity scores in the
cannabis group compared to the placebo group. For responder
rates the NNT for 50% pain relief were not given and could not
be calculated from the published data, but for 30% pain reduc
tion was 3.6, which compares favourably with the limited data
set for other therapies tested for HIVassociated peripheral neu
ropathy16. Nevertheless, the health risks of smoking must be
considered when evaluating smoked cannabis as a therapeutic.
Finally, a recently published crossover study compared the
efficacy of daily escalated dosing of dihydrocodeine (maximum
of 240 mg) to nabilone (2mg), over a 6 week treatment pe
riod23. Nabilone is a synthetic cannabinoid structurally closely
related to Δ9THC. Ninetysix patients, who suffered from a
variety of neuropathic pain conditions characterised by allo
dynia and sympathetic dysfunction, were randomised. Neither
treatment was associated with dramatic evidence of efficacy,
the mean change from baseline on a 100 mm pain intensity
scale was 9.67mm for nabilone and 11.02mm for dihydroco
deine (i.e. both treatments were associated with a ~10% im
provement in baseline pain intensity). In terms of responder rate
(defined as a >10mm change on a 100 mm pain intensity scale),
only 3 of the 64 patients in the per protocol dataset achieved
this response in the nabilone arm compared with 12 patients in
the dihydrocodeine arm. Fortynine patients had no significant
analgesic response to either therapy.
Adverse effects in neuropathic pain:
In the above systematic review, we were also able to extract
limited evidence relating to adverse effects, which were re
ported as “number needed to harm” (NNH)11. The responder
definition of NNHminor was any patient reporting any adverse
effect, irrespective of the number of adverse events reported.
Where these data could be extracted NNHminor was in a simi
lar range to that for other neuropathic pain therapies16;21. Data
for NNHmajor (withdrawal from study) were more difficult to
interpret and we probably need more data before making state
ments on this aspect. Dizziness, drowsiness/lightheadedness,
dry mouth, and gastrointestinal symptoms were the most fre
quently reported treatmentassociated adverse effects. However,
there is something of a confound in interpreting the adverse
events data in most of these studies since the dosing regimens
often permitted selftitration against effects/adverse effects.
Regarding the reports which have appeared since the sys
tematic review: In a trial of CME in peripheral neuropathic pain
91% of patients in the CME group reported at least one adverse
effect during the course of the study compared with a, perhaps
surprisingly, high figure of 77% patients in the placebo group
NNHminor [7.66 (3.89  266.22)]20. Furthermore, 18% of CME
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treated patients compared to 3% of those treated with placebo
withdrew during the study [7.03 NNHmajor (4.07  25.74)]. In
the smoked cannabis trial in HIV neuropathy, anxiety, sedation,
disorientation, confusion and dizziness were more severe in the
cannabis group compared to placebo, although no patients
withdrew from the study due to adverse effects22. Finally, in the
nabilone study both dihydrocodeine and nabilone were associ
ated with similar adverse events profiles23: 4 patients withdrew
from the study due to adverse effects from nabilone compared
with 8 from dihydrocodeine. Overall, 334 adverse effects were
reported on the nabilone arm and 305 on the dihydrocodeine
arm.
Implications of the risk of mental illness with cannabis
abuse:
In any discussion of the evidence for clinical effectiveness
of cannabinoids in neuropathic pain the issue of the potential
longterm risks of therapeutic cannabinoid administration re
quires serious consideration. One major consideration arises
from the cannabis abuse literature and relates to the long term
risk of precipitating mental illness, particularly psychosis and
schizophrenia. No episodes of acute psychosis were reported in
the systematic review of neuropathic pain trials11, but in a sub
sequent study20 one major psychiatric adverse event was re
corded in both control (confusion) and CME (emotional stress
associated with paranoid thinking) groups. However, the thera
peutic trials of cannabinoids for neuropathic pain reported to
date are insufficiently large to detect infrequent, but significant,
adverse events. Furthermore, although some therapeutic trials
have followed patients for up to one year, this may be an insuf
ficient period to detect the long term adverse effects of can
nabinoids which have emerged from the epidemiological litera
ture examining psychiatric illness and cannabis abuse: There is
a now consistent epidemiological literature supporting a dose
related association between cannabis abuse and a subsequent
longterm risk of developing psychotic illness or schizophrenia,
which we have discussed in more detail elsewhere11. A system
atic review encompassing 9 studies identified consistent find
ings between studies of different methodologies in different
settings24: Cannabis users are two to three times more likely to
subsequently develop serious psychotic illness, including
schizophrenia than noncannabis users. Similar findings were
reported in a subsequent systematic review25. This observation
is strengthened by a doseresponse relationship between canna
bis use and schizophrenia or the development of psychotic
symptoms26;27. Populations at enhanced risk can also be identi
fied, for instance there is an 18.2% higher risk of cannabis
associated psychotic symptoms in persons who possess baseline
risk factors for the development of psychosis27. There is also a
genetic element to such risk, individuals who carry a functional
polymorphism in the gene encoding the enzyme catecholO
methyltransferase are more likely to exhibit psychotic symp
toms and to develop schizophrenia if they use cannabis28.
Polymorphisms in this same enzyme are associated with varia
tions in pain sensitivity and of the risk of developing chronic
pain conditions such temporomandibular joint dysfunction29. It
should be noted that these data have emerged largely from stud
ies in adolescents, so the extent to which they can be general
ised to the wider population are unknown. Finally, a frequent
criticism of such epidemiological studies is the “self
medication” hypothesis, whereby individuals with early pre
clinical psychosis could selfmedicate with cannabis – but this
hypothesis has recently been refuted27.
Another evidencebase to be borne in mind in any discus
sion of the psychiatric sideeffects of therapeutic interventions
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which perturb the endocannabinoid system is the experience
with the CB1 receptor antagonist rimonabant, which recently
received regulatory approval in Europe for appetite suppression
in obesity therapy. This drug increases the risk of depression,
anxiety and suicide30.
Conclusions:
There is good evidence of efficacy for some CMEs and ∆
9THC for multiple sclerosis related pain, which compares fa
vourably to the small dataset of other agents evaluated for cen
tral pain. These data led the NeupSIG Subcommittee on
Treatment to recommended cannabinoids as second line therapy
for multiple sclerosis associated pain, with a proviso that cau
tion is required, particularly with regards to long term safety31.
The evidence for efficacy of cannabinoids in other neuropathic
pain conditions is, to date, inconsistent and more data is proba
bly needed before recommendations about efficacy across a
range of neuropathic pain conditions can be confidently made.
Clinical effectiveness comparisons with the increasing range of
evidencebased therapies for peripheral neuropathic pain will
need to be made16;21. The short term adverse effect profiles of
cannabinoids evaluated in neuropathic pain trials to date is, in
very general terms, comparable for that of other systemically
administered therapies which have efficacy in neuropathic pain.
However, the implications of the strong and consistent epi
demiological data associating cannabis abuse with a dose
dependant long term risk of mental illness cannot be isolated
from any discussion of the therapeutic use of potent cannabi
noids. This is particularly germane to chronic conditions such
as neuropathic pain, when long term therapy may be required.
The precise magnitude, relevance and implications of this risk
for therapeutic use of cannabinoids are currently unknown. Cer
tainly, patients both in trials and the therapeutic setting must be
educated about this potential risk as part of the informed con
sent process. Therefore, until we have such data it would seem
prudent to exclude, both from clinical therapy and trials, any
patients with risk factors, including genetic, for psychosis or
schizophrenia. However, it is salutary to note that exclusion
patients with risk factors did not prevent the increased risk of
mental disorders associated with rimonabant treatment30. Fur
thermore, it might also be prudent to, given the long term nature
of such risk, to execute long term follow up of patients treated
with cannabinoids, in both contexts of clinical practice and tri
als, to examine whether such adverse events are revealed years
after therapy. A centralised database would be an efficient way
of delivering this.
What might the future hold for the development of clinically
effective cannabinoids for use in neuropathic pain? Clinical
effectiveness is a combination of efficacy and therapeutic index
and there is much interest in drug development strategies which
have the potential of developing clinically effective cannabi
noids with analgesic efficacy, but which also possess an im
proved adverse effects profile. Intuitively, brain CB1 receptors
would appear the most likely mechanism of many of the re
ported acute adverse effects, and perhaps of long term risk of
mental illness, and therefore is probably a target to avoid. Cur
rent drug developments strategies include CB2 agonists32; in
hibitors of enzymes which degrade endocannabinoids (fatty
acid amide hydrolase (FAAH) and monoacylglycerol li
pase)33;34, palmitoylethanolamide and analogues3537 and target
ing CB1 expressed by primary sensory neurones, for peripheral
neuropathic pain38.
Conflicts of interest The author has advised several phar
maceutical companies engaged in the development of cannabi
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noids and other agents for use in neuropathic pain. He is named
as inventor on a palmitoylethanolamide related patent (WO
2005/079771).
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