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Update on pain pharmacotherapy and the optimal sequence for nondrug and drug treatments (including opioids)

Cite tools, instruments to increase comfort level and efficiency, raise satisfaction scores, decrease risk

Present evidence for chronic pain as a highly prevalent disease entity per se

When to refer to a pain specialist
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Decrease pain intensity (resting and with activity): NOTE only one dimension

Improve other dimensions of HRQOL


Rehabilitate/ restore (PT, OT, psychology)


Vocational counseling/ retraining, re-entry


“Big pain, small life” to “small pain, big life”


Cure sometimes, treat often, care always
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· Onset


· Site (diagram)


· Character (NPP)


· Intensity (resting, movement, now, worst)


· Effects (sleep, work, function, family, mood)


· Meaning (expectations, beliefs, knowledge, culture)


· CAM use (acupuncture, hypnosis, etc)

[bookmark: INITIAL + F/U EVALUATIONS]INITIAL	+ F/U	EVALUATIONS



· Document therapies, PGE, targeted physical exam


· Substance abuse risk (e.g., alcohol)


· For opioid Rx consider SOAPP initially, then COMM


· Track outcomes

· Physical function (MPI, BPI interference scale)
· Emotional functioning (Beck depression, POMS)
· Overall improvement (PGE change)
· Pain intensity (0-10 VRS BUT function often better index)

· Lab testing -- UDT


· Assess need to adjust treatment plan or refer
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· Non-drug methods (incl Integrative, CAM)

· Physical measures (heat, cold, splint)

· Cognitive-behavioral (cf. PTSD)

· Proven efficacy by multiple RCTs, M-As

· Drug

· NSAIDs (not all alike; ceiling for benefit, not risk; Solomon et al, Arch Int Med 2010)

· Opioids (varied drugs, dosage forms, people)

· Local anesthetics (topical or injected)

· Adjuvants (boost effects, Rx side-effects)
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· Original, most widely used synthetic analgesics

· Classified by chemical structure

· First-line pain therapy in acute, chronic and cancer-related pain

· Component of multimodal analgesia

· Considerable morbidity, mortality worldwide (GI, renal, CV, platelet) 2015 FDA alert

· Traditional NSAIDs have limited selectively for COX isoforms; COX-2 selective agents = “coxibs”

· Low-dose ASA useful for MI, stroke, colon Ca prophylaxis
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· Mukherjee (2001) compared annualized rates of MI from CLASS and VIGOR with pooled  placebo group (N = 23,000) results from 4 ASA prevention trials.

· Annualized MI rates 0.52% from placebo group, 0.80% for Celecoxib (P<0.02), 0.74% for Rofecoxib (P=0.04)

· 2005 FDA, MHRA memos cautioned against long- (or for parecoxib, short-) term use of NSAIDs due to CV risks; rofecoxib and valdecoxib withdrawn, parecoxib non-approved

· Celecoxib remains (n.b. meloxicam, diclofenac)
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All substances are poisons; there is none which is not a poison. The right dose differentiates a poison from a remedy.
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· A drug used to enhance effectiveness of a 10 analgesic – typically an opioid -- or reduce side effect(s) of a 10 analgesic

· Although NSAIDs, COXIBS and LAs fit this definition, by convention they are generally excluded

· In practice, refers to AEDs, TCAs, etc especially when applied to treat neuropathic pain







· [bookmark: ADJUVANTS (1) ][bookmark: ADJUVANTS (1) ]Antidepressants

· TCA (e.g., amitriptyline, imipramine…) SSRI (e.g., fluoxetine), SNRI (e.g., duloxetine)

· 30% of patients with neuropathic pain given antidepressants will obtain > 50% pain relief

· 30% will have minor AEs

· 4% will cease treatment due to major AEs

· Limited literature, but no clear difference in efficacy across conditions or drugs
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· [bookmark: ADJUVANTS (2)][bookmark: ADJUVANTS (2)]Anticonvulsants


· gabapentin, pregabalin, clonazepam,


· valproate, lamotrigine, topiramide, zonisamide, oxcarbazepine, levotireacetam, [ carbamazepine (TGN), phenytoin ]

· NNT = 1.6 for effectiveness, 2.4 for AEs, 39.3 for drug-related dropout in RCTs (exc. gabapentin)

· Demant (Pain, 2014): phenotyping irritable vs

nonirritable nociceptor to guide Rx?
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Demant et al, Pain 2014: Oxcarbazepine [Trileptal]
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· Na+ (mexiletine) or Ca++ blockers

· NMDA antagonists (ketamine, dextromethorphan, amantadine…N.B. also dextropropoxyphene, methadone)

· Alpha-2 agonists (clonidine, tizanidine)

· GABA agonist (baclofen)

· Phenothiazines, thioxanthines

· Butyrophenones (haloperidol)

+ Topical agents (lidocaine, capsaicin)
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When unbearable, pain destroys us… Recollect this, too, that many of our everyday discomforts are really pain in disguise, such	as drowsiness or want of appetite.

Meditations (c. 160)
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· Genetic: preclinical, clinical


· Gender


· Prior sensitization (often present on Hx)


· Psychosocial (litigation/ compensation, job/ family satisfaction, spousal solicitousness, premorbid depression, abuse)
· Clinician-patient interaction (?enabling, medicalizing a somatoform disorder) 	19
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· P Ex, pain Hx, past medical Hx, family/social Hx

· Urine drug testing, when appropriate

· Consider all treatment options, weighing benefits and risks of opioid therapy, and using opioids when alternative treatments are ineffective

· Start patients on lowest effective dose

· Pain treatment agreements

· Document/ monitor ongoing pain, Rx progress, PDMP

· Use greater vigilance at high doses

· Using safe and effective methods for discontinuing opioids (e.g., tapering, specialist referra20ls)
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· Treatment plan including a clear diagnosis, explciit goals, and exploration of other treatment options

· Informed consent and formal assessment of addiction risk (excludes cancer, end-of-life)

· Written agreement between prescriber and patient addressing issues of Rx management, diversion and use of other substances

· Accountable Rx group, use of 1 pharmacy/ chain


· Urine drug testing + specifics (e.g., 2 x 15 day Rx)
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Assess pain & Abuse risk (Rx Agreement)



Believe But verify (UDT)



Choose per Context



Deliver Rx Deliberately and carefully (PMP)



Enable, Empower: focus on function



Adapted from Jacox, Carr, Payne et al, 1994
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IOM, WHO have declared pain a public health issue:

· High prevalence, burden

· Amenable to prevention (e.g., acute-to-chronic transition)

· Population-based phenomenon with clear relation to SES

· Human rights dimension including inequities in
access	23
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Smith and Christakis, Ann Rev Sociology (2008)
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“Comparisons of rejecter versus friend and pain versus warmth yielded similar levels of self-reported negative affect, and overlapping portions of many regions related to pain intensity were activated (bilateral anterior insula, medial thalamus, secondary somatosensory cortex, and dorsal posterior insula)2.”5



[bookmark: The Perfect Analgesic?] (
26
)The	Perfect	Analgesic?



[bookmark: PAIN 202: PAIN AS A DISEASE (Siddall and]PAIN 202: PAIN AS A DISEASE
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· Injury triggers a cascade of responses


· PNS, CNS promptly adapt, reorganize, remember


· “Programmed instability” links pain, memory


· Acute and chronic pain = continuum


· Increasing documentation of	chronic neuropathic pain after surgery (NNH 2-7)

· Unclear why NNH isn’t = 1
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· “Build a network of clinical experts to whom you can turn” [Fishman]

· “Know your limits and refer early”

· “Be specific in your requests and in turn expect communication back”

· Why? clarify diagnosis; specialized or invasive Rx; titrating multimodal regimen (~ DM); failure to improve HRQOL (not PI)

· Nondrug/ non-opioid Rx whenever possible

· Validate, titrate chronic opioid Rx
 (
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