
HYPERALGESIA TOLERANCE WITHDRAWAL

MECHANISM
Sensitization of
pain pathways

Desensitization
of pain pathways

Unoccupied 
opioid receptors

TIMING
Generally described in long term, 

high dose opioid use
Dose reduction or
discontinuation

RESPONSE
Worsens with higher

opioid dosages
Improves with higher opioid dosages

SYMPTOMS
Different from 
original pain

Original pain
worsening

Body aches, increased 
pain sensitivity, and  

psychological distress


