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DDisclosure
Jordi Perez MD, PhD declares the following COI related to this presentation

• 1. Relationships with for-profit and/or non-profit organizations: 
• Speakers Bureau/Honoraria: Cannopy Growth and Cannimed

• Grant/Research Support: N/A

• Other: N/A

• 2. Off-Label Use: 
• Many of the analgesic options presented are used off label for pain management in the context of CRPS

• Interventional approaches are used off label for pain management
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LLearning OObjectives

AAt the conclusion of this presentation, participants will be able to …

1. Appraise the importance of early diagnosis and treatment of Complex Regional Pain 

Syndromes(CRPS).

2. Understand the different pathophysiological mechanisms suggested in CRPS 

development and maintenance.

3. Recognize the importance of a pain pharmacist in the management of chronic pain 

within the context of CRPS treatment.
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CCRPS: BBasic cconcepts

1. Complex regional pain syndrome (CRPS) is a life-altering 
condition that usually affects the extremities after a trauma or 
nerve injury.

2. Prevalence of approximately 5.4-26.2 per 100,000 
person/years.

3. Differs from other chronic pain syndromes by presenting 
autonomic dysfunction, persistent regional inflammatory 
changes, and a lack of dermatomal distribution.

4. It has been historically difficult to diagnose, arduous to treat, 
and the physiologic mechanism behind its development and 
maintenance have not been clearly defined.

Shim H, et al. Complex regional pain syndrome: a narrative review for the practising clinician. Br J Anaesth. 2019
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CCRPS: BBasic cconcepts
1. Nomenclature: “Reflex sympathetic or neurovascular  dystrophy”, “ 

Algodystrophy”, “Algoneurodystrophy”, “Sudecks’s atrophy”, 
“Sympathetically-maintained pain”, Shoulder-hand disease”, “Causalgia”, 
” CRPS type I and II”

2. Patophysiology:
a) Peripheral nervous system
b) Ischemia reperfusion
c) Central nervous system
d) Autonomous nervous system
e) Bone demineralization
f) Immunologic influence
g) Genetic predisposition
h) Psychological variables

Shim H, et al. Complex regional pain syndrome: a narrative review for the practising clinician. Br J Anaesth. 2019
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CCRPS: PPathophysiology

Marc Russo M. et al. A new hypothesis for the pathophysiology of complex regional pain syndrome, Medical Hypotheses. 2018
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CCRPS: SSymptom--ttargeted ddrug ttherapy

Gierthmühlen J, et al. Mechanism-based treatment in complex regional pain syndromes. Nat Rev Neurol. 2014
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CCRPS: PPresentation

Inciting event:
d) Fractures of upper extremities

e) The more distal the higher the risk

f) Fractures requiring surgery increase the risk

Shim H, et al. Complex regional pain syndrome: a narrative review for the practising clinician. Br J Anaesth. 2019
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CCRPS: PPresentation
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CCRPS: PPresentation
Common presentation

(constellation of symptoms, including sensory abnormalities, autonomic signs, 
trophic changes and motor dysfunction)

• Pain out of proportion of the inciting event
• Pain is often neuropathic, spreads without dermatomal pattern

• Increases in skin temperature, nail and hair growth, and 
erythema
• Then slowed hair growth, nails become brittle, and muscle 
weakness begins.
• Skin temperature can decrease, resulting in a “cold limb”.
• Pain is usually triggered by mechanically, thermal stimuli 
and psychological factors.

Shim H, et al. Complex regional pain syndrome: a narrative review for the practising clinician. Br J Anaesth. 2019
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CCRPS DDiagnosis

Royal College of Physicians, UK. 2018
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CCRPS: IInitial TTreatment
The evidence for the effectiveness of many of the treatment modalities for CRPS is lacking strength, 

and further research is required.

Royal College of Physicians, UK. 2018
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CCRPS: IInitial TTreatment
The evidence for the effectiveness of many of the treatment modalities for CRPS is lacking strength, 

and further research is required.

• Pregabalin 50 to 300 mg BID
• Gabapentin 100 to 1200mg TID
• Nortriptyline 10 to 50mg qHS
• Duloxetine 30 to 90 mg qAM
• Tramadol 25mg to 400 mg a day

Moulin, D. E., (2014). Pain Research and Management
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CCRPS: PPharmacy ttreatment

Fassio A, et al. Pharmacological treatment in adult patients with CRPS-I: A systematic review and meta-analysis of randomised controlled trials. Rheumatology 2022

“Bisphosphonates have a consistent 
effectiveness in terms of reducing pain 
across studies, and also benefits with 

respect to other symptoms (allodynia and 
hyperalgesia) are also suggested. 

Most RCTs with bisphosphonates used i.v.
formulations

MUHC PROTOCOL FOR PAMI-CRPS
• IV Pamidronate 60mg 
• Lab test previous mandatory

• Liver function
• Kidney function
• Electrolytes (Ca)
• Vitamin D



Slide 15 of 22Jordi.Perez@McGill.Ca

CCRPS: PPharmacy ttreatment

Fassio A, et al. Pharmacological treatment in adult patients with CRPS-I: A systematic review and meta-analysis of randomised controlled trials. Rheumatology 2022
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CCRPS: PPharmacy ttreatment

Fassio A, et al. Pharmacological treatment in adult patients with CRPS-I: A systematic review and meta-analysis of randomised controlled trials. Rheumatology 2022
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CCRPS: PPharmacy ttreatment

Fassio A, et al. Pharmacological treatment in adult patients with CRPS-I: A systematic review and meta-analysis of randomised controlled trials. Rheumatology 2022
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CCRPS: PPharmacy ttreatment
Andreae MH, et al. Inhaled Cannabis for Chronic Neuropathic Pain: 

A Meta-analysis of Individual Patient Data. J Pain. 2015

• Inhaled cannabis appears to provide short term 
relief from chronic neuropathic pain for one in five to 
six patients treated.

• Our novel Bayesian hierarchical model allowed the 
synthesis of all available patient data from five RCT 
with disparate design and outcome reporting.

• Pragmatic long term studies are needed to confirm 
the safety and effectiveness of inhaled cannabis for 
chronic neuropathic pain in the community.
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CCRPS: PPharmacy ttreatment

• The potential benefits of cannabis-based medicine 
(herbal cannabis, plant-derived or synthetic THC, 
THC/CBD oromucosal spray) in chronic neuropathic 
pain might be outweighed by their potential harms.

• The quality of evidence for pain relief outcomes 
reflects the exclusion of participants with a history of 
substance abuse and other significant comorbidities 
from the studies, together with their small sample 
sizes.

Mücke M, et al.  Cannabis-based medicines for chronic neuropathic pain in adults. 
Cochrane Database Syst Rev. 2018 
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CCRPS: PPharmacy ttreatment
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CCRPS: PPharmacology UUpdate –– CConclusions

CRPS remains poorly understood, misdiagnosed

and undertreated.

Evidence-based treatment is unsatisfactory.

Pain relief is crucial to facilitate physical recovery.

Patients referred to pain clinics have exhausted 1st

line treatments.

Open and bidirectional collaboration between pain

physicians and pharmacists is crucial to provide

relief by offering “out of the box” options.

Jordi.Perez@McGill.ca


