
Learning Objectives
1. Expand understanding of opioid receptor 

function and its role in pain and hyperalgesia

2. Increase awareness of discontinuation events 
from medications used in the treatment of pain

3. Define weaning and discontinuation strategies 
for medications used in the treatment of pain



Common Pain Related Pain Medication

• Most can be weaned successfully over 4-6 
weeks

• Most without major adverse events
• Gabapentin
• Pregabalin
• Topiramate
• Tricyclic medication



SNRI Class medication
• Most patients can wean without discontinuation 

events
• Some have substantial challenges with stopping
• Symptoms of SNRI withdrawal:

– Palpitations
– Parasthesias
– Diaphoresis
– Irritability
– “Electric shocks”



SNRI discontinuation Strategies
• Gradual Wean

– Limited by dosing size
– Consider alternating days of dose reduction
– Last step is the hardest

• Bridge Therapy
– Long acting SSRI (fluoxetine) prescribed to blunt 

discontinuation effects of SNRI
– Maintain fluoxetine for 4-6 weeks, then stop.



Benzodiazepine Medication
• Discontinuation may be challenging
• Consider providing additional treatment for 

underlying disorders:
– Anxiety 
– Depression
– Sleep dysfunction



Benzodiapzepine Cessation
• Tools to consider:

– Diet
– Exercise
– Pain psychologist
– Sleep therapies

• Melatonin
• L-Theanine
• Low dose naltrexone



Benzodiazepine Cessation
• Medications to treat underlying symptoms:

– Psychiatric symptoms
• SSRI
• SNRI
• Membrane stabilizers

– Autonomic dysfunction
• Clonidine
• Beta blocker



Benzodiazepine Cessation
• Gradual wean over time

– The longer someone has been on the 
benzodiazepine, the longer it might take to wean

– The final stages may be most challening



Benzodiazepine Cessation
• Phenobarbital transition

– Long duration of action
– Similar (not same) mechanism as benzodiazepine
– Well tolerated
– Dosing:

• Range of starting between 32.4mg qhs - 64.8mg twice 
daily





OPIOID RECEPTOR PHARMACOLOGY
Agonists, antagonists, and partial agonists

Agonists: substances that bind to the receptor and 
produce full intrinsic activity

Antagonists: substances that bind to the receptor and do 
not have any intrinsic activity

Partial agonists: substances that bind to the receptor 
and produce some intrinsic activity – less than the 
response produced a full agonist



Analgesia (delta)

Analgesia, dysphoria (restlessness, 
depression, anxiety), psychotomimetic effects 
(mental processes), respiratory depression

 (kappa)

Analgesia, respiratory depression, miosis 
(constriction of the pupil), euphoria, reduced 
gastrointestinal motility

 (mu)

Response on activationReceptor

RECEPTOR PHARMACOLOGY

• Different types of opioid receptors



Cycles of Intoxication and Withdrawal

Cycles of Intoxication  and Withdrawal

Cycles of Intoxication and Withdrawal



If any man wants to learn sympathetic charity, let him keep pain 
subdued for six months by morphia, and then make the 
experiment of giving up the drug. By this time he will have 
become irritable, nervous and cowardly. The nerves, muffled, 
so to speak, by narcotics, will have grown to be not less 
sensitive, but acutely, abnormally capable of feeling pain and 
of feeling as pain a multitude of things not usually competent 
to cause it. S.W. Mitchell

OPIOID HYPERALGESIA
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THE TROUBLE WITH OPIOIDS

• Tolerance/Withdrawal
• Addiction Potential
• Hyperalgesia (Central 

Sensitization)
• Unpleasant Effects
• Regulatory Fears





Ann Int Med  2007



Why Use Opioids in the First 
Place???

TO IMPROVE FUNCTION!!

(and relieve pain) 



OPIOIDS SHOULD BE STOPPED

•If they are not clearly beneficial
•Just like any other medication

Covington E, MiSAM Update in Addiction Medicine 2004



Once dependent, why isn’t it easy to 
stop?

• Withdrawal from opioids is associated with an extremely 
unpleasant syndrome:
Physical pain (muscle aches, cramps)
Nausea and vomiting
Diarrhea
Dysphoria
Depression
 Irritability and anxiety
Dysregulation of brain reward systems

• Pharmacologic intervention proven to help relieve symptoms of 
withdrawal



Remember:

“If you can’t land, don’t take off.”

When you initiate a trial of opioid 
therapy, have an ‘exit strategy’.

Covington, E. “Weaning Drugs in Patients With Chronic Pain” Presented at Pain and Addiction, Common Threads IV, 2003







‘Weaning’, ‘Detoxing’, and the 
DEA

•Opioid dependent patients may be tapered and weaned 
in the office (think buprenorphine).
•Opioid addicted patients must be referred to licensed 
clinics (methadone) or DATA-waivered physicians 
(buprenorphine) for detoxification.

American Society of Addiction Medicine http/www.asam.org



Buprenorphine
• A synthetic opioid
• Partial agonist at the  receptor

- Low intrinsic activity only partially activating opiate receptors 
- Exhibits ‘ceiling’ effects on respiratory depression 

• High affinity for the  receptor 
- Binds more tightly to opiate receptors than other opiates or 
opiate antagonists

• Slow dissociation from the receptor
milder withdrawal

• Antagonist at the  receptor
May be responsible for effects on chronic pain



Buprenorphine in Chronic Pain

• Sublingual Buprenorphine Is Effective in 
the Treatment of Chronic Pain Syndrome

• Am J Therapeutics 12; 379-384 (2005)

• Herbert Malinoff, Robert L. Barkin, and Geoffrey 
Wilson



SLB in Chronic Pain:  Response

• Patients were evaluated with VAS (1-5)
• Before treatment:  3.9 +/- 0.4
• After treatment: 2.2 +/- 0.5

• Patients who reported “substantial” improvement:  
86%

• Duration of treatment:  8.8 months (2.4-16.6)



Three Years Later…….

350+  chronic pain, opioid dependent 
non-addicted patients weaned from 
pure opioid agonist therapy
Similar (70%) positive response rate

Malinoff HL, Christensen CW, Thielking P, et al. Manuscript in preparation



SLB in Chronic Pain:  Conclusions

• “The use of buprenorphine and 
buprenorphine/naloxone to treat chronic pain 
patients refractory to LTOA therapy in this study 
was safe, effective, and well tolerated by these 
patients.”



What Medications Are You Taking?

Michigan Automated 
Prescription Service

(MAPS)



Medication Overuse Headache
“Rebound Headaches”

• Usually previous headache history
• Pain is typically bifrontal location
• Refractory to treatments
• Pain worsens when medication stopped
• Awaken with headache





Medication Overuse Headache
Butalbutal (fioricet, fiorinal, esgic)

– Not FDA approved for headache
– Chronic use may lead to prolonged

“rebound” duration
– May need inpatient detoxification

Daily Opioid Therapy
– Despite reporting > 50% improvement, disability remained
– Significant noncompliance, even in highly controlled 

program

(Saper et al., 2004)



Sub Arachnoid 
Hemorrhage


