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Objectives

Identify various non-opioid options for the 
treatment of chronic non cancer pain 

Choose appropriate non-opioid therapy for the 
treatment for chronic non cancer pain based 

on available evidence in the medical literature 



What is Chronic Non Cancer Pain? 

Chronic non cancer pain includes any painful 
condition that persists for at least three months 
and is not associated with malignant disease

According to seven national surveys 
conducted between 1994 and 2008, 15%–19% 
of Canadian adults live with chronic non 
cancer pain.



What is Chronic Non Cancer Pain? 
•Trigeminal neuralgia 

•Diabetic peripheral neuropathy

•Idiopathic Neuropathy 

•Post herpetic neuralgia 

•Post Stoke pain

•Multiple Sclerosis 

Neuropathic: damage 
or pathology to the 

central nervous systems 
(central or peripheral 

• Osteoarthritis 

• Chronic low back pain 

• Inflammatory arthropathies

• Fibromyalgia

Nociceptive 

• Complex regional pain syndrome Central Sensitization 



Should it ever be opioids? 

•Recommendation 2: For patients with 
chronic non cancer pain, without 
current or past substance use disorder 
and without other active psychiatric 
disorders, who have persistent 
problematic pain despite optimized 
nonopioid therapy, we suggest adding 
a trial of opioids rather than continued 
therapy without opioids (weak 
recommendation)

2017 
Canadian 
Guidelines 
For Chronic 

Non 
Cancer 

Pain 



Should it ever be opioids? 

 Benefits of Opioid Therapy

 Small net benefit, moderate evidence 

 A large number of trials included were with tramadol (28%) 

 Clinical Question:

 Outcome

 Pain: Difference in patients who achieved minimally important 
difference (MID) for greater in 3-6 months

 MID defined as 1cm on a 10cm scale

 Relative Risk for achieving MID= 1.29

 NNT= 8 



What is considered an opioid?
 2017 Canadian Guidelines For Chronic Non Cancer Pain 



Buprenorphine 

Mixed 
agonist 

antagonist

Partial agonistic effects at 
the mu-opioid receptors

Antagonistic effects at 
kappa-opioid receptors

Partial agonist at the ORL-
1 (nociceptin) receptors

Agonist at delta opioid 
receptors









Tapentadol

Binds To the mu 
opioid receptor 

Inhibits 
reuptake of 

norepinephrine





Tramadol 

Low affinity 
binding for the 

mu opioid 
receptor 

Inhibits 
reuptake of 

norepinephrine 
and serotonin 



Tramadol 
Mentioned as a treatment options in many guidelines

Based on the evidence efficacy appears to be comparable to low-dose or low potency 
opioids and NSAIDS.

Existing treatments have a number of drawbacks and contraindications: 

•NSAIDS in renal failure, cardiac conditions, GI problems

•Other opioids may have greater abuse potential & more GI motility issues. 

Tramadol provides an additional treatment option, with somewhat different adverse 
event profile and contraindications.

Potential for abuse is somewhat controversial, but at least some risk of abuse and 
diversion exists. 

Many drug interactions 

Serious adverse events have occurred with tramadol use, including seizures and serotonin 
syndrome



Possible Non Opioid Treatment 

Options Acetaminophen

NSAIDS

Marijuana 

Cannabinoids 

Tricyclic Antidepressants

SNRIs (Duloxetine, venlafaxine)

Gabapentin

Pregabalin

Ketamine

Carbemazepine, oxcarbazepine 

Lamortigine 

Capsacin

Botulism

Mexilitine 

Levetracetam

Cyclobenzaprine

Magnesium













2017 Canadian Guidelines For 

Chronic Non Cancer Pain 

Opioids may have similar effects on pain relief when 
compared to: 

NSAIDs 

Low quality 
evidence 

Tricyclic 
antidepressants

Low quality 
evidence 

Nabilone (a 
synthetic 

cannabinoid) 

Low quality 
evidence 



2017 Canadian Guidelines For 

Chronic Non Cancer Pain 

Use of opioids for chronic non-cancer pain may result in similar 
improvements in physical function when compared to:

NSAIDs

Moderate 
Quality 

Evidence 

Anticonvulsants 

Low Quality 
Evidence 

Tricyclic 
antidepressants 

Low Quality 
Evidence 

Nabilone

Low Quality 
Evidence







Duloxetine 

SNRI

Selective Norepinephrine 
Reuptake Inhibitor

• Duloxetine (Cymbalta®, 
generics)

• Venlafaxine (Effexor®, 
generics)

• Desvenlafaxine (Pristiq®) 

Introduced on the 
Canadian market 

in 2008

Original 
indications: 

• Major Depressive 
Disorder 

• Generalized 
Anxiety Disorder



Duloxetine 

Health Canada Pain 
Indications 

Management of 
neuropathic pain 

related to 
diabetic 

peripheral 
neuropathy 

(2008) 

Management of 
pain associated 
with fibromyalgia 

(2009) 

Management of 
chronic low back 

pain (2011)

Management of 
chronic pain 

associated with 
osteoarthritis (OA) 
of the knee (2012)



Duloxetine: Evidence 

CADTH Antidepressant 
Indication

Recommendation Do not list 

•Insufficient evidence that it 
offers any therapeutic 
advantage over cheaper 
alternatives 

Peripheral 
Diabetic 
Neuropathy 

Recommendation Be listed with criteria 

•For the treatment of 
neuropathic pain in diabetic 
patients who are 
unresponsive to adequate 
courses of two alternative 
agents, such as tricyclic 
antidepressants and 
anticonvulsants 

•Dose limited to a maximum 
of 60mg per day



Duloxetine: Evidence 

•Duloxetine reduces pain and improves function in 
patients with OA of the knee (level 1 [likely reliable] 
evidence)

•Based on 3 RCTs 

•Two of the trials had limitations 1 with baseline 
differences and the other with a high dropout rates

Osteoarthritis 

•Duloxetine may improve lower back pain but 
magnitude of benefit unclear (level 2 [mid level] 
evidence)

•Based on 3 RCTs 

•Trials had high drop out rates 

Chronic Low 
Back Pain 



Duloxetine: Evidence 

• Duloxetine may reduce pain in adults with fibromyalgia. (level 2 
[mid-level] evidence)

• Based on Cochrane review of trials with high dropout rates

• Systematic review of 10 randomized trials comparing SNRIs vs. 
placebo for ≥ 4 weeks in 6,038 adults with fibromyalgia

• Duloxetine 60mg/day & 120mg/day may reduce pain severity in 
patients with fibromyalgia. (level 2 [mid-level] evidence)

• Based on 2 systematic reviews limited by high dropout rates or 
incomplete quality reporting

• Duloxetine may improve pain, sleep, depressed mood and quality 
of life in patients with fibromyalgia. (level 2 [mid-level] evidence)

• Based on systematic review with incomplete reporting of trial 
quality

• Duloxetine may improve pain and function across varying levels of 
tiredness at baseline in patients with fibromyalgia. (level 2 [mid-
level] evidence)

• Based on post hoc analysis of pooled data from 4 double-blind, 
placebo-controlled studies

Firbromyalgia 



Duloxetine Evidence 

•Tricyclic antidepressants, 
serotonin-noradrenaline 
reuptake inhibitors, 
pregabalin, and gabapentin 
appear to have moderate 
effectiveness in patients with 
neuropathic pain (level 2 
[mid-level] evidence)

Neuropathic 
Pain



Gabapentin, Pregabalin, Tricyclic Antidepressants  

• The evidence base for drug treatment of neuropathic pain is weak, due 
to the small magnitude of clinically meaningful effects and the high risk 
of bias in the RCTs

• Probably less than 1 in 10 patients achieve a meaningful reduction in 
pain

• Most patients experience some adverse side effects like somnolence, 
dizziness, nausea, dry mouth and constipation

• To identify patients who respond, a therapeutic trial with early assessment 
is essential. Reassessment of drug utility is needed to detect people with 
spontaneous remission or placebo response

• Within the first week (usually within the first one or two days), some 
additional benefit seen at week 2 

• Higher doses are unlikely to achieve greater pain reduction, but are 
more likely to cause harm.

Neuropathic Pain 



Venlafaxine 

Therapeutics 
Initiative 

There are too few 
trials with too 
much bias to 

have sufficient 
evidence to 
comment on 

venlafaxine for 
neuropathic pain 



TI= 6-8 TI=8

Neuropathic Pain 



20142007



Treatment Guidelines 

Chronic Low Back Pain 



NICE 
 Consider oral non-steroidal anti-inflammatory drugs (NSAIDs) for managing low back pain, 

taking into account potential differences in gastrointestinal, liver and cardio-renal toxicity, 
and the person's risk factors, including age.

 When prescribing oral NSAIDs for low back pain, think about appropriate clinical 
assessment, ongoing monitoring of risk factors, and the use of gastroprotective treatment.

 Prescribe oral NSAIDs for low back pain at the lowest effective dose for the shortest possible 
period of time.

 Consider weak opioids (with or without paracetamol) for managing acute low back pain 
only if an NSAID is contraindicated, not tolerated or has been ineffective.

 Do not offer paracetamol alone for managing low back pain.

 Do not routinely offer opioids for managing acute low back pain.

 Do not offer opioids for managing chronic low back pain.

 Do not offer selective serotonin reuptake inhibitors, serotonin–norepinephrine reuptake 
inhibitors or tricyclic antidepressants for managing low back pain.

 Do not offer anticonvulsants for managing low back pain.





 Recommendation 3:In patients with chronic low back 

pain who have had an inadequate response to 

nonpharmacologic therapy, clinicians and patients 

should consider pharmacologic treatment with 

nonsteroidal anti-inflammatory drugs as first-line therapy, 

or tramadol or duloxetine as second-line therapy. 

Clinicians should only consider opioids as an option in 

patients who have failed the aforementioned 

treatments and only if the potential benefits outweigh 

the risks for individual patients and after a discussion of 

known risks and realistic benefits with patients. (Grade: 

weak recommendation, moderate-quality evidence)



Nova Scotia Formulary Benefit Status 

• Not a benefitBuprenorphine 

• Not a benefitTapentadol

• Not a benefitTramadol

• Full benefit Tricyclic Antidepressants 

• Full benefitNabilone

• Not a benefitCannabinoid Buccal Spray



Nova Scotia Formulary Benefit Status 

•Restricted 

•For the treatment of neuropathic pain in diabetic patients who are 
unresponsive to adequate courses of two alternative agents, such as tricyclic 
antidepressants and anticonvulsants (dose limited to a maximum of 60mg per 
day)

Duloxetine 

•Restricted

•For the treatment of neuropathic pain (e.g. diabetic neuropathy, postherpetic
neuropathy) in patients who have failed a trial of a tricyclic antidepressant 
(e.g. amitriptyline, desipramine, imipramine, nortriptyline).

Gabapentin 

•Restricted 

•For the treatment of neuropathic pain (e.g. diabetic neuropathy, postherpetic
neuropathy) in patients who have failed a trial of a tricyclic antidepressant 
(e.g. amitriptyline, desipramine, imipramine, nortriptyline)

Pregabalin


