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CHRONIC NON-MALIGNANT PAIN (CNMP) “Bﬁ\ﬁﬁ
General Pharmacological Considerations— Supplement Tables

The attached tables supplement the RxFiles newsletter — Opioids in Chronic Non-Malignant Pain 92,

Table 1: Pain Conditions — Specific Drug Therapy Options

= Thistablelists various specific pain related conditions that are often included in CNMP. It lists specific drug
therapy options that may be considered. Where possible it notes evidence from randomized controlled trials
(RCTs) including numbers needed to treat (NNT) for one patient to benefit, and numbers needed to harm
(NNH) for one person to withdraw from therapy due to an adverse event. Where possible, Cochrane/
systematic reviews or meta-analysis of RCTs have been included. In some cases, evidence isvery limited.

= Dosages noted are those that were commonly studied or required to see a benefit. This often varies for the
conditionslisted. For example, the usual effective doses of amitriptylinein fibromyalgia arein the 10-
50mg/day range; in post-herpetic neuraglia, the average effective amitriptyline dose was 75mg/day.

= |nsome cases, therapies that have conflicting evidence or have been ineffective are also noted as such.

= Although the chart focuses on drug therapies, the reader is reminded that non-drug therapies are essential for
the effective long-term management of chronic pain.

Table 2: Overview of Drugs Used in Treatment of Chronic Non-Malignant Pain (CNMP)

= Mot of the drugs listed on this table are covered in more detail in the RxFiles Drug Comparison Chart book.
However, this chart notes some of the CNMP drug options, initial and usual doses, comparative cost, and
comments related to their usein pain.

= Amitriptylineis one of the best studied TCAs used in various pain conditions, but nortriptyline in a dose of
25->50mg HS may often be effective and better tolerated (less sedation, less dry mouth, less weight gain, etc.).

= Gabapentin doses with evidence for effectivenessin neuropathic pain are often in the 900-1800mg/day range
(~1800mg commonly required in trials); some patients lack benefit due to subtherapeutic dose.

= |f you want a patient to have an adequate trial on adrug that often has side effects, start at alow dosg, titrate
up gradually, and counsel that side effects often diminish with 1-2 weeks. Initial and usual target doses are
noted where applicablein Table 2. A gradual tapering can also reduce withdrawal syndromes.

»= Choose adrug that may cover multiple complaints. (e.g. a person with frequent headache/migraine and weight gain
concerns may benefit from topiramate; however remember tolerability, cost and evidence lacking in CNMP)

= Topical agents (capsaicin, NSAIDs, lidocaine 5%, morphing it painfu open uicer) May have arole in select conditions.

= Sleepisafrequent concern. If painisacause of poor sleep, consider alonger-acting analgesic to cover the
nighttime period and/or agents that are helpful in deep/pain disorders (amitriptyline 10.50mg Hs, methotrimemprazine s.2smg Hs).

= Other anecdotal pearls: 1) corticosteroid spray topically to decrease fentanyl patchirritation. 2) Haldol 0.5mg HS-
BID PRN to reduce severe nausea but avoid sedation. 3) Weight gabapentin dosing towards bedtime (e.g. 300mg
BID, 600mg HS) to reduce daytime side effects. 4) If fentanyl patch required but too potent, uncover only half of
patch (or tape half) to decrease dose. 5) In some locales, generic hydromorphone has lower street value than Dilaudid.
6) 10% of Caucasians can not metabolize“* " ° codeine or tramadol to active metabolites; thus considered opioid naive

New Drugs Included in the Tables

1. Pregabalin LYRICA
= an anticonvulsant indicated for post-herpetic neuralgia and diabetic neuropathy in Canada.
= hasnot been directly compared to current alternative — gabapentin. It is new — thus lacking long-term
safety data, and costs afair bit more than gabapentin or TCAS (see chart). Side effects such as dizziness,
somnolence, weight gain, edema and abnormal thinking are likely to be a concern at higher dosages.
= therisk of periphera edemaincreases with glitazones (e.g. ACTOS, AVANDIA)
2. Tramadol/Acetaminophen TRAMACET
=  Tramadol isaweak mu opioid agonist with actions on serotonin and noradrenaline. It has been
previoudy availablein other countries but is new to North America. It isindicated in Canadafor acute
pain for amaximum of 5 days. It carries an increased seizure risk, and the potential for addiction
although thisis often thought to be lower than comparative opioids. Itsusein CNMP will be limited by
the need for frequent dosing, the acetaminophen component, and the relatively high cost compared to
Tylenol #3 and other opioids. (The long-acting form of tramadol is not yet available in Canada.)
3. SATIVEX —some brief information will beincluded in our Q& A - Cannabinoids an Overview °* %%




PAIN — CHRONIC NON-MALIGNANT (CNMP): General Pharmacological Considerations *

Medication / Analgesic History: Non-pharmacologic Therapy: Approach to analgesics:

= Ask about use of over-the-counter (OTC) products
including acetaminophen, Tylenol #1 with codeine,
ibuprofen, relaxants, herbals, laxatives, etc. Trendsin
when various medications are used is helpful. Evaluate
total acetaminophen dose & risk of toxicity from overuse.

LECommon Statementsy

+“I’vetried that and it didn’t work!” Assess whether
dose & duration of trial was adequate: what exactly was
taken, at what dose, and for how long?
+“|t had too many side effects!” Evaluation of side effect
history should consider whether initial dose was too high,
and whether patient knew that many side effects go away
over time. Dry mouth is common, and can often be
relieved with an artificial saliva agent (e.g. Oral Balance Gel).
= Ask about drugs of abuse: street drugs, acohol, etc.
These can affect how drugs may work or are tolerated.
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= “Oneat atime” drug therapy changes allow for more
accurate assessment of any beneficial or adverse effect.

= Specific pain syndromes or types of pain may have
preferred drug options based on varying levels of
evidence and practicality (see Table 1: Pain Conditions).
{Evidenceislimited in chronic pain; most trials are small,
of short duration, and moderate in design quality.}

= Adequatetrial of suitable non-opioid analgesics and/or
adjunct agents is recommended before considering opioids.

= Try alternate drugs within a therapeutic class before
determining that the classisineffective.

= Continuous pain: use regularly administered agent(s); this
will serveto prevent pain, and allows tolerance to
develop to most of the bothersome side effects.

= |ntermittent pain: consider whether an agent can be used
just prior to activity or in conditions that trigger pain.

= Behavioral, psychosocial & physical therapies are
essential in the successful long-term management.

= |nterdisciplinary intervention may ldrug requirements

= Pain reduction and improved function, not pain
elimination, isthe goal of drug therapy. Those with
CNMP must be helped to refocus on positive,
incremental gains. Dedicated therapists and/or CNMP

programs are helpful. {Consider role of: exercise, pacing, heat, ice,
TENS, cognitive-behavioral, relaxation, spiritual, acupuncture, etc.

Medication Induced Headache (MIH):

+Also called analgesic rebound headache
+Generally resolves on discontinuation of drug
{acetaminophen, NSAIDs, opioids, caffeine, ergots, etc.}
+Qutpatient: gradual tapering; if on short acting agents,
may switch to long-acting first; Migraine prevention
+Inpatient: dihydroergotamine (DHE) IV in NS Protocol
given with metoclopramide 10mg may be effective.?*

up to 6-8wks

Table 1: Pain Conditions — Specific Drug Therapy Options
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Pain Related Conditions

Specific Drug Therapy Options —{Daily target doses based on trialsto date} *

Trigeminal Neuralgia

Anticonvulsants: carbamazepine >+ a0omg gic; NNT=1.84, may Leffect at 3yrs, (+/-baclofen somyd synergistic?); gabapentin soo-2400mg; |amotrigine 1so-400mget; phenytoin;
Topical anaesthetics: 4% tetracaine & 0.5% bupivicaine option if do not tolerate carbamazepine; BOTOX ° {Drug Causes (rare): digoxin, nitrofurantoin}

Diabetic Neuropathy ®’

TCAS nnT<2 NNH=16] (@mitriptyline, desipramine or imipramine) -1oomgd; nortriptyline zosomga; TCA +/- fluphenazine 2-amgi; venlafaxine 150-22smg/d NNT=45 @6wks®
Anticonvulsants: gabapentin -~180omgid; Cochrane:NNT=3, pregabalin soo-soomgid; NNT>3, SOdium val proate 100omgid®, lamotrigine 200-400myd *; SSRI'S: |ess effective than TCAs
Topical Anaesthetics: lidocaine pechs%, capsaicin crmo.ozsw or 0.075% qid ; glucose control ™™'®- prevent progression; Vitamin: thiamine zsmyd & pyridoxine somyd;

Opi0ids (oxycodane CR 10-40mg q12h NNT=2.6) ", MeXil etine 300-g0omya " eHVeINRETS: (Nt in Canada: Duloxetine cymsaLTA * ® so-120mgid an SNRI approved for DN FoA; no comparative trials}

Post-Her petic Neuralgia
12,13,14,15

TCAs: (nortriptyline, amitriptyline™™9, desipramine) nnt=16; Anticonvulsants; gabapentin 1soomgd, NNT=2.2; NNH=11.2, Pregabalin scomgyd, NNT=3.3; NNH=3.7 (16 for 300mg/d doss),
dival proex sodium 1000mg/d, OpIOIdS morphine, (oxycodone NNT=2.5; NNH=38), TOpiCﬁ': lidocaine s% gel or patch, [negligi ble or marginal benefit: capsai CiN 0.075% cream & ASA Cream/oint]

Post-Stroke Pain

TCAs: amitriptyline "™ """ more effective than carbamazepine *® (consider nortriptyline if elderly); Anticonvulsants: lamotrigine 2oomya *'; BOTOX for spasticity

Spinal Cord Injury
Pain

Gabapentin <ssoomgie-conflicting results (dose related?)™®"; most effective if duration <6months. Lamotrigine somgd benefit only if incomplete SCI; alodyniaa
predictor of benefit®. Ketamine infuson >*; Bacl ofen intrahecal infusion for refractory spasm/spasticity “>Amitriptyline— not useful-1rct 2. Valproate— not useful -1 RcT?.

Post M astectomy Pain

Topical capsaicin 0.025% ©P* I TS0 2525 TC A (gmitriptyline 100mgd NNT=25; NNH=5); NSAIDS

Complex Regional Pain Syn.
Type I: Reflex Sympathetic Dystrophy (RSD)
{Type II: previously “Causalgia”} ~ 27282930

DM SO 50% Crm 5x/day x2 months; Bisphosphonates |V short course in early phase; Predni SOne short-term tapering regimen; Cal citonin: conflicting data; Nifedipine <somg/d; Baclofen intrathecal for leg/foot pain inMS;

TCAs & Anticonvulsants - options but lack data. [Gabapentin 1800mg/d NO long-term benefit **.] Opioids?, Lidocaine 5% topical, 10% SC infusion <5 days; Clonidine 0.05mg BID, T'd to 0.1mg BID may be usefu
Regional Sympathetic Block—conflicting data; NSAIDS lack benefit but role in early inflammatory phese? Vitamin C 500mg?; NMDA antagonists: amentadine, ketamine? | if sweating or changes in skin templcolor. Max-~ 0.4mg/BID.

M usculoskeletal - Non-OA

NSAIDs-useful in acute; less useful in chronic? Opioids (long-acting). |njection ther apies sometimes option but evidence of benefit poor or inconsistent.

Osteoarthritis

Acetaminophen *- effective for some; some consider DOC feffective; N SA| Ds —more effective than acetaminophen for pain but not function (consider SE, cost) some consider boc;
Glucosamine® —safe, possibly effective corficing data: | ntra-articular Corticosteroid knee - short-term benefit; Viscosupplementation yne >-effective; lack benefit on fx3;
OPi0idS (inaiucing Tramacety — OPLiON in More severe patients, or if Cl to other agents. Herbal: Avocado/soybean unsaponifiables + NSAID ***2 possible benefit unr=4

Psychological Factors-

(Concomitant): Consider using...

Depression/Anxiety®: nortriptyline, venlafaxine, mirtazapine, SSRIs. Insomnia: amitriptyline, nortriptyline, fluvoxamine, trazodon€s,oomgns, Methotrimeprazine vozma,
Bipolar/Mood: carbamazepine, divalproex, lamotrigine. Weight Gain: topiramate; gabapentin over pregabalin; nortriptyline over amitriptyline

|41

Amitriptyline >2smgHs; SSRI's; Divalproex 500mg-15g/d (retrospective study); Other: Topiramate, Gabapentin, Propranolol, BOTOX. See also: RxFiles Migraine Prophylaxis chart.

Headache, Chronic Dai
Phantom Limb Pain ﬂﬁ’

Carbamazepine 200mg qip effective in case report; Gabapentin: somewhat effectivein RCT * <2400mgid; n=10 & case seriesn=7 (Some patients able to taper off);
Ketamine effective in case reports; Propranolol somgd effective in 3 case reports; Opioids; Amitriptyline — not effective <125mg/d, RCT 6wk, n=39 “*; Memantine — not effective.

44,45,46

Fibromyalgia

{may try trigger point injections if myofacial}

Amitriptyline 10-50mghs, NNT=4 */, cyclobenzaprine 10-3omghs, NNT=5 *°; SSRI's — fluoxetine conflicting resuits; combination-{ fluoxetine 20mg Am + amitriptyline 2smg Hs} *;
venlafaxine >150mg; { antiepileptics-marginal benefit pregabalin<asomgid 7} ; ZOPiclone for sleep short-term; [tramadol <40omg/day?; only TRAMACET in Canada] ; NOn-drug therapies useful!

DOC=drug of choice fx=function NNT=number needed o treat to benefit one NNH=number needed to treat for one extra harm resulting in discontinuation of treatment RCT =randomized controlled trial SE=side effect & = {dose for renal dysfunction
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No comparative trials yet; side effects common; high cost; new thus lack long-term data; vying for market now that gabapentin generic. |

Therapeutic Class Drug TRADE NAME Initial Dose | Usual DoSe ygia max) fé [TY ] General Commentsfor Usein CNMP
Analgesic Acetaminophen TYLENOL 650-1,000mg g6-8h (Max 4g/d) 15 | *Consider LFTsqg6-12mo if hepatic risk (hx, long-term, EtOH, DI's-e.g. muscle relaxants)
Acetaminophen ER  [ER = Extended Release 9> TYLENOL ARTHRITIS 1,300mg g8h 25 | eLimit to 3200y4 & 2600,yqin chronic & high risk use respectively (EtOH, cirrhosis)
NSAID / Analgesic | Celecoxib CELEBREX 200mg OD v 400mg/d &¢ | 54 | Effectivein osteoarthritis
Diclofenac VOLTAREN 75mg SR BID wiax 200myd 39 | «Doselisted is usual lowest anti-inflammatory dose; allow 1-2weeks for full effect
(various: see also RxFiles Fgllj)g)err;:q'\/llsoprostd “AAFE)TTI;ITSTAESJR ggomr%;%%o_rﬂtg BID  {or50mg+200meg BID-TID} ?g +Avoid in renal dysfunction, Gl ulcer; Caution if cardiovascular disease
NSAIDs/COXIBs chart) Meoxicam MOBIC O'X 75mg OD o, 11;2;400de a7 25 0CQ>§| bs celecoxib: equali efficacy, si.r?ilar rgnal to_xicit;zl 5tac:4 other NSAIDs; less Gl ulcer Non-ASApis;
Naproxen NAPROSY N 375Mg BID yya a000ma 16 minimal platelet effects; concern re: Tcardiac/serious2535 events esp VIOXX, BEXTRA
Opioid Codeine+Acetamin | TYLENOL #3 Lowest available: | 2 tablets g6h e 1otabsd 35 | *Rolein carefully selected CNMP patients, although long-term trials lacking!
See also Opioids-CNCP Tramadol&+Acetam. | TRAMACET *®Wev | [HPB: 5day max] | 2 tabletsq6h yaxstpya | £70 | *Advantages: potent analgesics, lack of major organ toxicity with opioids
newsletter: www.RxFiles.ca | Codeine CODEINE CONTIN 50mg 150mg g12h +Disadvantages: concerns regarding abuse, diversion, tolerance, dependence
Note: Morphine q12h % MS-CONTIN, M-ESLON 15mg 60mg q12h +Keysto Success: 1) careful patient selection 2) documentation 3) use as part of
+Recent concerns of abuse with Morphine g24h KADIAN 10*Y-20mg | 100mg g24h 94 | comprehensive treatment plan"™99 ©MPONeNts 4y e a treatment agreement 5) use
%\%? sorte CF’”lS““a“‘ts note | Hydromorphone HYDROMORPH CONTIN 3mg 12mg q12h @ | 122 | long-acting formulations & minimize reliance/use of short-acting/PRN formulations
(aiety, pprehension) pror o eng | OXycodone OXYCONTIN 10mg 10-20mg gq12h @ | 95 | 6) prevent/manage SE’s ©™P®°" 7) Early follow-up for dose titration, etc.
of dosing interval _ Fentany! s DURAGESIC PATCH 25ug/hr 25ug/hr g48-72h ‘a: 116 | eCodeine: requires metabolism cvp2ps, <10% | analgesia but T SEs *DURAGESIC: potent;
;f[)szxgg?g;h;,zahyagﬁ(gcmr:ndgs,\fs Methadone * wowier 77 | METADOL seored s 1-25mg | {5-25mg q8h; $65-$1687 | | gelayed but prolonged effect requires caution; not for opioid naive or <18yrs; adjust dose g3-6days
but 1) high-dose=high cost & 2) ' Methz_id_one_ requires special license to prescribe in SK; useful in rot_at|0n strategies or patllents Wl?h chronic pain +[ «TRAMACET: short acting; expensive; requires metab by cvp2s; some effect in neuropathic =;
poteial ahuse. Alsoused pe-op) | 2ddiction; used OD to prevent craving, but Q8H for pain. Caution: long halffe (-22ts);dose T's after 5+ days. | GE: dose related 1 seizure risk; 1 serotonin (SHT); caution with other SHT or acetaminophen drugs.
Antidepressant-TCA | Amitriptylinesirane | ELAVIL 10-25mgHS | 10-30mgHSpain/deep | 10 | *Adequatetrial requires 2 weeks at suitable target dose; titrate dosage up gradually
sinhibit reuptake of SHT & NE; block o- | Desipramine xe>sir | NORPRAMIN (suggest taking | 75->100mg HSif 21 | every 1-2wksto minimize side effects & assess response; requires regular admin.
e ek & Cavrenamnels | !Mipraminesirane | TOFRANIL @80r9PM) | neuropathic waxaoomge +Avoid/Caution if arrhythmias or prolonged QT interval
shigher doses f newropathic pain;dose | =======-======= | e «Effective-neuropathic pain NNT=2-3 "*8 Adverse effects causing withdrawal NNH>13
imied by sde efecs, CV disease Nortriptyling ve-sr | AVENTYL 10mgHS | 25-50mgHS wmaxisomgs | 21 | *Consider nortriptyline-less side effects, esp anticholinergic; preferred in elderly
Antidepressant- Venlafaxinesirene® | EFFEXOR XR 37.5mg 75-150mg OD wex22smys | 65 | *Somewnhat effective in neuropathic pain "N™>* Less effective than TCAsNNT=2;
Other Duloxetine CYMBALTA - (l\fot yet in Canada) - 60mg OD - BID X ®. Recently approved for DN & depression by FDA. & ‘ more effective than SSRI SNNT:7; doses of 150mg-225mg/d often requi red 60
Anticonvulsant & Gabapentin®  © | NEURONTIN 300mgHS | 300mgam+600mgHS | 58 | *Cochrane®™: evidence for pain in diabetic neuropathy™ ' & PHN"VT =%
~often require relatively high | few Usefulin TN, PHN; maybe also DN, | Tpy 100-300mg | 600mg TID-QID 107 | doses <900mg not effective; no major harm "N*="S: minor harm NNH=3.7
doses; often more expensive | Metabolic DI's | migraine prophylaxis & anxiety. per day o weeky | 2.4-3.6g/d common intrials | 130 | #SE: dizziness24%, somnolence 0%, headache 1%, diarrhoea 0%, confusion 19% nausea 8%; weight "ot
than TCAs without additional |~ Carbamazepine TEGRETOL 100mg BID | 200mg BID 10 | +Cochrane™ : effective for trigeminal neuralgia™ % no major harm -
.ki)fegg: Tose more slou -many metabolic DI's 400mg BID 15 | minor harm NNH=3.7 +SE: drowsiness, dizziness, constipation, nausea,ataxia, TLFT
*may [ — sharp, Y Din’;\l proex (DVA) | EPIVAL 250mg OD " | 500mg BID cc 33 0(.)pt.ion in chronic daily headaphe, mi grai ne prophylaxis Cl: Iivgr disegse '
stabbing, zinging Topiramate £ | TOPAMAX 25mg HS weekty | 100mQ BID osomgamuoongis | 164 | ¢limited rolein CNMP; useful in migraine prevention & preventing weight gain
+all: pharmacodynamic Pregabalin % | LYRICA (New®) | 75mgBID' v« | 150mg BID X ® 164 | eEffectivein PHN & DN N7 =3 NNF=I3 ninown if advantages over other agents.®%”
DI's (e.g. Tsomnolence) -few metabolic DI's (or25-50mg TID) | 300mMg BID waxeoomgd | 164 | «SERP: dizziness?™, somnolence %, periph edema53, >706 Tweights*, dry mouth4#%, blurred vision45%;

abnormal thinking/euphoria34% ¢ SE'’s causing withdrawal: overall NNH=13 &; 600mg/d NNH=4 & #glitazones: Tedema

{various base options for
varying levels of penetration}

opical Salicylates - limited evidence suggestslittle ™ =>*or no effect. |

Herbal Glucosamine Various 500mg OD | 500mg TID or150mg0D » ) *OA “"_penefit NNT=5 Smeconlicting daar0.7L72. o1y 4-8wks; well tolerated M13s<¥s
Hylan G-F-20 SYNVISC [Rooster 16mg/2ml intra-articularly-knee / hip X ® 200- | eVi ion - g i _ i kn

/ Natural Hyaluronic acid Na+ | HYALGAN 20mg/2ml intra-articularly-shoulder / knee / hip 303 | 330 VISE.OSUppl e.mentqtlon Cart|Iag|.n OUS. Defc.act Repaergleln.t OA (benefit up to 52wks ™)
Na" Hyaluronate NEOVISC 2ml intra-articulariy to joint - avian protein free. 293 | pers | *D0sing varies with product/indication (Knee —initial: weekly x39msc or x3-5 aiers)

Other Calcitonin samonNasa | MIACALCIN 200 1.U. | OD atterating nostrils m | 65 | *for pain from vertebral fractures *Adequate trial 1 wk +well tolerated

Topical Anesthetic Lidocaine top 5% UsA: LIDODERM 5% Paich  Also Compounded Gel 5% x® 7? | *EffectiveinPH N, apply patch to painful area (systemic absorption is negligible)

Topical Capsaicin | Capsaicin 0.025% | ZOSTRIX [also AS35 with Capsaicin 45315 | Apply TID {OA,RA}  x® | *Adequatetrial 4-8wks *neuropathic pain NNT=6 **"** ***musculoskeletl NNT=8""*

{from hot peppers} '\ Capsaicin 0.075% ZOSTRIX HP goq TID Apply TID {for PHN, DN} | 26 | *Adverse events causing withdrawa NNH=10 " |ocal burning, stinging, erythema

Topical NSAID ™7™ Diclofenac 1.5% PENNSAID Soln Apply 40dropsto affected kneeQID  x ® 100 | «OA; alow 1wk; CI:Gl ulcer; 40drops=16mg/dose; may be ineffective if using less

Ketoprofen 5-15% | Compounded Apply to affected arealjoint TID  X® | ? | eLimited evidencein CNM P ™SIoSE@&d NNT=4 4 (at 2 weeks). *high concentrations

in meniscus/cartilage & tendon sheath; [serum] 5% of oral. ®ketoprofen may be preferred

T opical-Compounded

Small clinical trials suggest possible effect: amitriptyline 1%-+ketamine 0.5% in chronic neuropathic pain n=20;7¢ "; clonidine 0.2% crm in oral neuralgia-like, but not neuropathic pain n=17"%; mor phine-painful open ulcers.™
Single or multiple ingredient preps from pharmacies specializing in compounding: amitriptylinel4%, baclofen?5%, capsaicin®0250.1%  carbamazepine?”, clonidine®10-3% doxepin®, gabapentin®10%, ketamine?515% |idocai nel-1%,

Cl =contraindications CV=cardiovascular DI =drug interaction EtOH=alcohol Gl =gastrointestinal HA=headache L FTs=liver function tests ns=not statistically significant RD=risk difference vs placebo SE=side effect $=retail cost/month SK X =non formulary SK

M uscle Relaxants-CNM P- not generally recommended for use >2 wks; effect more from sedation than relaxation; PRN use - habit forming; Thepatic toxicity with chronic use & DI’s e.g. with chronic acetaminophen; RA=theumatoid arthritis
baclofen LIORESAL 5-10mg TiD-Qip™®, tizanidine ZANAFLEX 2-4mg TiDa ¢, dantrolene bANTRIUM 25-somgTiD: effective for MS spagticity, spinal cord injury, cerebral palsy or stroke (not musculoskeletal injury). Gradual taper to discontinue. AlSo-BOTOX inj.
Benzodiazepiness:CNMP: not generally recommended except for short term use; even then, the chronic nature of pain, and resultant pain behavior can easily result in long-term abuse (multiple adverse effects long-term e.g. falls)
See also - RxFiles Drug Comparison Charts at www.RxFiles.ca (NSAID/COXIB, Opioid, Antidepressant & Antiepileptic). @ =EDS Exception Drug Status in SK @=prior approval for NIHB coverage W=covered by NIHB ®=not covered by NIHB




- Pain-Chronic Non-malignant Chart (CNMP):  www.RxFiles.ca

 Micromedex 2005 — Drug Evaluations.

2 Pringsheim T, Howse D. In-patient treatment of chronic daily headache using dihydroergotamine: a long-term follow-up study. Can J Neurol Sci. 1998 May;25(2):146-50.

3 Raskin NH. Repetitive as therapy for migraine. Neurology. 1986 Jul;36(7):995-7.

“Wiffen P, McQuay H, Moore R. Carbamazepine for acute and chronic pain. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD005451.

5 Turk U, llhan S, Alp R, Sur H. Botulinum Toxin and Intractable Trigeminal Neuralgia. Clin Neuropharmacol. 2005 July/August;28(4):161-162.

Boulton AJ, Vinik Al, Arezzo JC, et al; American Diabetes Association. Diabetic neuropathies: a statement by the American Diabetes Association. Diabetes Care. 2005 Apr;28(4):956-62.

7 Saarto T, Wiffen PJ. Antidepressants for neuropathic pain. The Cochrane Database of Systematic Reviews 2005, Issue 3. Art. No.: CD005454. DOI: 10.1002/14651858.CD005454.

8 Rowbotham MC, Goli V, Kunz NR, Lei D. Venlafaxine extended release in the treatment of painful diabetic neuropathy: a double blind, placebo controHed study Pain. 2004 Aug;110(3):697-706. Erratum in: Pain. 2005 Jan;113(1-2):248.

9 Kochar DK, Rawat N, Agrawal RP, Vyas A, Beniwal R, Kochar SK, Garg P. Sodium valproate for painful diabetic d placeb: trolled study. QIM. 2004 Jan;97(1):33-8.

0 Eisenberg E, Lurie Y, Braker C, Daoud D, Ishay A. Lamomgme reduces painful diabetic neuropalhy a random\zed contml\ed study. Neurology 2001 Aug 14;57(3):505-9.

1 Watson CP, Moulin D, Watt-Watson J, et al. Controlled relieves pain: a controlled trial in painful diabetic neuropathy. Pain. 2003 Sep;105(1-2):71-8.

12 Dubinsky RM, Kabbani H, EIl-Chami Z, Boutwell C, Ali H; Quality Standards Subcommmee of the American Academy uf Neumlngy Practice parameter: treatment of postherpetic neuralgia: an evidence-based report of the Quality Standards Subcommittee of the American Academy of Neurology. Neurology. 2004 Sep 28;63(6):959-65.
2 Hempenstall K, Nurmikko TJ, Johnson RW, A'Hern RP, Rice AS. Analgesic therapy in ic neuralgia: a review. PLoS Med. 2005 Jul;2(7):e164. Epub 2005 Jul 26. http://www.pubmedcentral.gov/articlerender.fcgi?tool=pubmed&pubmedid=16013891

1 Mounsey A, Matthew L, Slawson D. Herpes Zoster and P Neuralgia: Prevention and American Family Physician 2005;72:1075-79.

15 Raja SN, Haythornthwaite JA, Pappagallo M, et al. Opioids versus anti in ic neuralgia: a i placebo-controlled trial. Neurology. 2002 Oct 8;59(7):1015-21.

% Leijon G, Boivie J. Central post-stroke pain--a controlled trial of amitriptyline and carbamazepine. Pain. 1989 Jan;36(1):27-36.

7 Vestergaard K, Andersen G, Gottrup H, Kristensen BT, Jensen TS. Lamotrigine for central poststroke pain: a randomized controlled trial. Neurology. 2001 Jan 23;56(2):184-90.

8 Levendoglu F, Ogun CO, Ozerbil O, Ogun TC, Ugurlu H. Gabapentin is a first line drug for the treatment of neuropathic pain in spinal cord injury. Spine. 2004 Apr 16;29(7):743-51.

2 Tai Q, Kirshblum S, Chen B, Millis S, et al. Gabapentin in the treatment of neuropathic pain after spinal cord injury: a prospective, randomized, double-blind, crossover trial. J Spinal Cord Med. 2002 Summer;25(2):100-5.
2 Finnerup NB, Sindrup SH, Bach FW, Jc IL, Jensen TS. L igine in spinal cord injury pain: a randomized controlled trial. Pain. 2002 Apr;96(3):375-83.

2 Kvarnstrom A, Karlsten R, Quiding H, Gordh T. The analgesic effect of intravenous ketamine and lidocaine on pain after spinal cord injury. Acta Anaesthesiol Scand. 2004 Apr;48(4):498-506.

2 Boviatsis EJ, Kouyialis AT, Korfias S, Sakas DE. Functional outcome of intrathecal baclofen administration for severe spasticity. Clin Neurol Neurosurg. 2005 Jun;107(4):289-95.

% Cardenas DD, Warms CA, Tumer JA, Marshall H, Brooke MM, Loeser JD. Efficacy of amitriptyline for relief of pain in spinal cord injury: results of a randomized controlled trial. Pain. 2002 Apr;96(3):365-73.
2 Drewes AM, Andreasen A, Poulsen LH. Valproate for treatment of chronic central pain after spinal cord injury. A double-blind cross-over study. Paraplegia. 1994 Aug;32(8):565-9.

% Dini D, Bertelli G, Gozza A, Forno GG. Treatment of the post-mastectomy pain syndrome with topical capsaicin. Pain. 1993 Aug;54(2):223-6.

% Watson CP, Evans RJ, Watt VR. The post-mastectomy pain syndrome and the effect of topical capsaicin. Pain. 1989 Aug;38(2):177-86.

2" Harden RN. Pharmacotherapy of complex regional pain syndrome. Am J Phys Med Rehabil. 2005 Mar;84(3 Suppl):S17-28.

2 Ribbers GM, Geurts AC, Stam HJ, Mulder T. Pharmacologic treatment of complex regional pain syndrome I: a conceptual framework. Arch Phys Med Rehabil. 2003 Jan;84(1):141-6.

2 Manicourt DH, Brasseur JP, Boutsen Y, et al. Role of in therapy for complex regional pain syndrome type | of the lower extremity. Arthritis Rheum. 2004 Nov;50(11):3690-7.

* Quisel A, Gill IM, Witherell P. Complex regional pain syndrome: which treatments show promise? J Fam Pract. 2005 Jul;54(7):599-603.

3tvan de Vusse AC, Stomp-van den Berg SG, Kessels AH, Weber WE. Randomised controlled trial of gabapentin in Complex Regional Pain Syndrome type 1. BMC Neurol. 2004 Sep 29;4(1):13.

% Towheed TE, Judd MJ, Hochberg MC, Wells G. Acetaminophen for osteoarthritis. Cochrane Database Syst Rev. 2003;(2):CD004257.

* Towheed TE, Maxwell L, Anastassiades TP, Shea B, Houpt J, Roblnson A Hochberg MC Wells G. Glucosamine lherapyfcr treating osteoarthritis. Cochrane Database Syst Rev. 2005 Apr 18;(2):CD002946.

% Bellamy N, Campbell J, Robinson V, Gee T, Bourne R, Wells G. for treatment of of the knee. Cochrane Database Syst Rev. 2005 Apr 18;(2):CD005328.
% Bellamy N, Campbell J, Robinson V, Gee T, Bourne R, Wells G. Viscosupplementation for the treatment of osteoanhmls of the knee. Cochrane Database Syst Rev. 2005 Apr 18;(2):CD005321.
%Arrich J, Piribauer F, Mad P, et al. Intra-articular hyaluronic acid for the treatment of of the knee: review and met; lysis. CMAJ 2005; 172:1039-43. InfoPOEMSs-The evidence that intra-articular hyaluronic acid helps patients with knee osteoarthritis is of poor quality. Improvements in pain at rest and pain during exercise is seen in a minority of studies, and those studies were

of lower quality than those showing no benefit. There is no evidence of functional improvement. Injections like this have a potentially powerful placebo effect, so any benefit seen in unblinded studies without concealed allocation is likely represent the placebo effect rather than any effect of the drug. (LOE = 1a-
37 Little CV, Parsons T. Herbal therapy lor treating osteoarthritis. Cochvane Database Syst Rev. 2001;(1):CD002947.

% Ermst E. Avocado-soybean (ASU) for review. Clin Rhy tol. 2003 Oct;22(4-5):285-8.
% Bandolier. i for i 2005 Accessed 17Aug05 @ http://www.jr2.0x.ac.uk/bandolier/band122/b122-3.html

“ Leo R. Chronic Pain and Comorbid Depression. Current Treatment Options in Neurology 2005;7:403-12.

“ Maizels M. The Patient with Daily Headaches. American Family Physician 2004;70:2299-306, 2313-4.

“2 Bone M, Critchley P, Buggy DJ. Gabapentin in postamputation phantom limb pain: a randomized, double-blind, placebo-controlled, cross-over study. Reg Anesth Pain Med. 2002 Sep-Oct;27(5):481-6.

“ Robinson LR, Czerniecki JM, Ehde DM, et al. Trial of amitriptyline for relief of pain in amputees: results of a randomized controlled study. Arch Phys Med Rehabil. 2004 Jan;85(1):1-6.

“ Mease P. Fibromyalgia syndrome: review of clinical presentation, pathogenesis, outcome measures, and treatment. J Rheumatol Suppl. 2005 Aug;75:6-21.

“ Fibromyalgia Treatment Guideline. University of Texas, School of Nursmg, Family Nurse Practitioner Program. Fibromyalgia treatment guideline. Austin (TX): University of Texas, School of Nursing; 2005 May. 13 http:/www.quideline.gov/summary/summary.aspx?view_id=1&doc_id=7352#s23

“ American Pain Society. Guideline for the of Fil Pain in Adults and Children. 2005
47 O'Malley PG, Balden E, Tomkins G, Santoro J, Kroenke K, Jackson JL. Treatment of with amet; lysis. J Gen Intern Med. 2000 Sep;15(9):659-66.
“ Tofferi JK, Jackson JL, O'Malley PG. Treatment of fibi Igia with A met; lysis. Arthritis Rheum. 2004 Feb 15;51(1):9-13.

“ Goldenberg D, Mayskiy M, Mossey C, et al. A randomized, double-blind crossover trial of fluoxetine and amitriptyline in the treatment of fibromyalgia. Arthritis Rheum. 1996 Nov;39(11):1852-9.

% Crofford LJ, Rowbotham MC, Mease PJ,et al; Pregabalin 1008-105 Study Group. Pregabalin for the treatment of fibromyalgia syndrome: results of a randomized, double-blind, placebo-controlled trial. Arthritis Rheum. 2005 Apr;52(4):1264-73.

5t Sindrup SH, Jensen TS. Efficacy of of pain: an update and effect related to mechanism of drug action. Pain. 1999 Dec;83(3):389-400.

% Nussmeier NA, Whelton AA, Brown MT, et al. Complications of the COX-2 Inhibitors Parecoxib and Valdecoxib after Cardiac Surgery. N Engl J Med. 2005 Feb 15; [Epub ahead of print]

% Bresalier RS, Sandler RS, Quan H, et al. Cardiovascular Events Associated with Rofecoxib in a Colorectal Adenoma Chemoprevention Trial. N Engl J Med 2005; 352:1092-102. (InfoPOEMs: For every 62 patients who take rofecoxib instead of placebo for 3 years, 1 additional patient will i a serious event. R , there is no greater symptomatic relief with COX-2 inhibitors
than with older drugs; is a very safe ive. The decrease in risk of serious gastrointestinal complications is marginal with COX-2 inhibitors and the cost is high. (LOE = 1b) )

% Solomon SD, McMurray JJ, Pfeffer MA, et al. Cardiovascular Risk Associated with Celecoxib in a Clinical Trial for Colorectal Adenoma Prevention. N Engl J Med 2005; 352:1071-80. (InfoPOEMs: One additional cardiovascular event or cardiovascular death occurs for every 126 patients treated for 1 year with celecoxib. There appears to be a dose response relationship. It is difficult to justify continued
use of this and other coxibs, except in the most exceptional circumstances. (LOE = 1b) )

% Lynch M. A review of the use of methadone for the treatment of noncancer pain. Pain Res Manage 2005;10(3):133-44.

% RM Diihmke, DD Comblath, JRF Hollingshead. Tramadol for neuropathic pain. The Cochrane Database of Systematic Reviews 2005 Issue 3; Copyright © 2005 The Cochrane Collaboration.

7 Sindrup SH, Otto M, Finnerup NB, Jensen TS. Antidepressants in the treatment of neuropathic pain. Basic Clin Pharmacol Toxicol. 2005 Jun;96(6):399-409.

% Bandolier. Antidepressants in neuropathic pain. Accessed online 10Aug05 @ http://www.jr2.0x.ac.uk/bandolier/booth/painpag/Chronrev/antidc/CP072.html

% Barkin RL, Barkin S. The Role of Venlafaxine and Duloxetine in the Treatment of Depression with Decremental Changes in Somatic Symptoms of Pain, Chronic Pain, and the Pharmacokinetics and Clinical Considerations of Duloxetine Pharmacotherapy. Am J Ther. 2005 September/October; 12(5):431-438.

% (Duplicate) Sindrup SH, Otto M, Finnerup NB, Jensen TS. Antidepressants in the treatment of neuropathic pain. Basic Clin Pharmacol Toxicol. 2005 Jun;96(6):399-409.

6 Wiffen P, Collins S, McQuay H, Carroll D, Jadad A, Moore A. Anticonvulsant drugs for acute and chronic pain. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD001133.

52 Medical Letter: Gabapentin (Neurontin for Chronic Pain). The Medical Letter 2004;46:29-31.

% Wiffen P, McQuay H, Edwards J, Moore R. Gabapentin for acute and chronic pain. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD005452.

6 (Duplicate) Wiffen P, McQuay H, Moore R. Carbamazepine for acute and chronic pain. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD005451.

% Hadj Tahar A. Pregabalin for peripheral neuropathic pain [Issues in emerging health technologies issue 67]. Ottawa CCOHTA; 2005. Accessed online 16Aug05  http:/www.ccohta.ca/entry_e.html.

% Frampton JE, Foster RH. Pregabalin: in the treatment of postherpetic neuralgia. Drugs. 2005;65(1):111-8; discussion 119-20.

7 Frampton JE, Scott LJ. Pregabalin: in the treatment of painful diabetic peripheral neuropathy. Drugs. 2004;64(24):2813-20; discussion 2821.

% (Duplicate) Hadj Tahar A. Pregabalin for peripheral neuropathic pain [Issues in emerging health lechno\og\es issue 67]. Ottawa CCOHTA 2005. Accessed online 16Aug05 http://www.ccohta.ca/entry _e.html.

% Dworkin RH, Corbin AE, Young JP Jr, et al. Pregabalin for the treatment of ic neuralgia: a placeb trolled trial. logy. 2003 Apr 22;60(8):1274-83.

" Richy F, Bruyere O, Ethgen O et al: Structural and ic efficacy of ine and itin in knee iti Arch Intern Med 2003 163(13):1514-1522.

™ McAlindon TE, LaValley MP, Gulin JP et al: Glucosamine and chondroitin for treatment of itis; a ic quality and lysis. JAMA 2000; 238(11):1469-1475.

2 Towheed TE, Maxwell L, Anastassiades TP et al. Glucosamine therapy for treating osteoarthritis. Cochrane Database Syst Rev. 2005 Apr 18;(2): CD002946 Review.

™ Galer BS, Jensen MP, Ma T, et al. The lidocaine patch 5% effectively treats all neuropathic pain qualities: results of a randomized, double-blind, vehicle-controlled, 3-week efficacy study with use of the neuropathic pain scale. Clin J Pain. 2002;18:297-301.

™ Mason L, Moore RA, Derry S, Edwards JE, McQuay HJ. Systematic review of topical capsaicin for the treatment of chronic pain. BMJ. 2004 Apr 24;328(7446):991. Epub 2004 Mar 19.

7 Bandolier Extra Mar 2005. Topical Analgesics: a review of reviews and a bit of perspective. Accessed online 11Aug05@ http:/www.jr2.ox.ac.uk/bandolier/Extraforbando/Topextra3.pdf

7 Bandolier Extra Mar 2005. Topical Analgesics: a review of reviews and a bit of perspective. Accessed online 11Aug05@ http:/www.jr2.ox.ac.uk/bandolier/Extraforbando/Topextra3.pdf

77 Lynch ME, Clark AJ, Sawynok J. A pilot study ing topical amitriptyline, ketamine, and a ination of both in the treatment of neuropathic pain. Clin J Pain. 2003 Sep-Oct;19(5):323-8.

" Epstein JB, Grushka M, Le N. Topical clonidine for orofacial pain: a pllot study. J Orofac Pain. 1997 Fall;11(4):346-52. ™ Formula mentioned is: Morphine 10mg in 8 grams of intrasite gel. Applied to open ulcers once daily (not active through intact skin); may provide analgesia for up to 24 hours.

NEX: The RxFiles Drug Comparison Charts— 5™ Edition

The RxFiles Drug Comparison Charts— 5™ Edition contains 48+ objective drug comparison charts— updated Sept 2005.

Charts have been originally published as part of the RxFiles newsletter or in conjunction with a continuing medical education session.
Standard Edition Chart Updates book is 8% x 11 inches, 76 pagesin length, full color print, tabbed and indexed.

Pocket Edition (color but no tabs) is also available — but — it has smaller print. See order form at www.RxFiles.ca

Also —Binder Index of RxFiles Newsletters, Q& A’s and Comparison Charts — are updated and posted on website!






