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Objectives   

§ Be more confident addressing acute pain in patients on 
buprenorphine products for opioid use disorder and for 
patients on naltrexone formulations. 

§ Be able to list three important implications of chronic 
methadone use during the perioperative period 

§ understand the evidence-base for how to approach 
perioperative pain in patients on buprenorphine. 

March 24, 2017 

Which form of MAT is the easiest to manage 
preoperatively? 

q A.   Naltrexone 
q B.   Methadone 
q C.   Buprenorphine 

March 24, 2017 
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Nuance 
Noun: (n(y)o͞oˌäns) a subtle difference in meaning or opinion or 

attitude 
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The bottom line 

Whenever possible, always 
continue MAT  

except sometimes if it is naloxone or naltrexone 
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Why Would You Want to 
Continue MAT? 

Because stopping may put 
recovery at risk 

March 24, 2017 

Preparation vs. Perspiration 

Perspiration 

Preparation 
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Comfort 

Risk 
•  Recovery/Relapse 
•  Drug-Drug interaction 
•  Increased opioid sensitivity 
•  Sleep apnea 
•  Metabolic changes 

Stress 

•  Increase pain 
•  Risk of relapse 
•  Extended recovery 
•  Metabolic changes 
•  Chronicity? 

•  Low pain threshold 
•  High pain experience 
•  Opioid tolerance 
•  stigma 

My preparation 
§ Have a plan and a back-up plan 
§ Pre-op visit with patient with written instructions 
§ Discussion with the surgeon 
§ Email or discussion with the anesthesiologist 
§ Note in the chart to hospitalist about the recommendations  
§ Who to call in case of issues 
§ Check in post op day 1 and post op day 3 
§  If MAT is stopped, close contact and a plan for restart 
March 24, 2017 
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 Naltrexone/Naloxone 
March 24, 2017 

Naltrexone 

§ Opioid antagonist 
§ 50 mg tablets daily 
§ 380 mg injected IM every 4 weeks 
§ Binds competitively but does not activate mu receptor 
§ Blocks opioid analgesia  
§ Competitive block changes over time 

March 24, 2017 
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Naltrexone 
§  Best strategy: schedule surgery at the end of cycle if using IM 
§ Wait 24 hours if using oral tablets 
§  Opioid tolerant vs. increased opioid sensitivity 
§  Restart naltrexone once abstinence from postoperative opioids is adequate 
§  Always try to utilize multi-modal opioid sparing analgesia strategies 
§  Discuss with perioperative team what experience and options are 
§  Consider medic-alert bracelet 
§  Consider pre-op urine toxicology for non opioids (cocaine, meth etc.) 

March 24, 2017 

Digression: Multi-modal Analgesia 
§ Ketamine (single dose vs infusion) 
§ Regional anesthesia 
§ Neuraxial analgesia spinal/ epidural 
§ NSAIDS 
§ Acetaminophen 
§ Membrane stabilizers 
§ Lidocaine infusion 
§ Alpha 2 agonists (dexmedetomidine, clonidine) 
March 24, 2017 
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Acute Pain and Naltrexone/Naloxone 

§ Non-steroidal anti inflammatory medications 
§ Acetaminophen 
§ Steroids 
§ Topical local anesthetics 
§ Management of expectations 
§ Consult with pain team 

March 24, 2017 

§ What if this is not enough? 

§ Emergency surgery? 

§ Perioperative team is 
unaware/unfamiliar with MAT 

§ Extended NPO time 

March 24, 2017 

Sticky Situations: Naltrexone/Naloxone 
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 Methadone 
March 24, 2017 

Which drugs prolong QT intervals 

q  A. Ciprofloxacin 
q  B. Fluoxetine 
q  C. Promethazine 
q  D. Sevoflurane 
q  E. All of the above 

March 24, 2017 
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methadone 

§  Inexpensive 
§  Intrinsically long-acting for withdrawal 
§  High oral bioavailability 
§  No significant toxic metabolites 
§  No accumulation in renal disease 
§  NMDA antagonist 
§  Liquid or pill form 
§  Easy dose adjustments 
§  Relatively low street value (liquid) 

§  Highly variable metabolism related  
§  Unpredictable half-life 
§  Unpredictable equi-analgesic potency 
§  Variable protein binding 
§  Genetic difference affect metabolism 
§  QT prolonging 
§  Multiple drug-drug interactions 
§  Conversion is not bi-directional 
§  Sleep apnea  

Peng et. al. regional anesthesia and pain 52:5  2005 

March 24, 2017 

The Fortunate The Unfortunate 

Bottom line:   

§ Methadone used for MAT maintained up to surgery and 
throughout perioperative period 

§ Other opioids added on top for new acute pain and tapered off 
as tolerated 

March 24, 2017 
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If only it were that simple… 
§ Methadone affects QT interval 
§ Addition or discontinuation of other drugs can alter serum levels and 

therefore risk 
§ Some patients on take home methadone may not be using the 

prescribed dose 
§ Methadone doses are not easy to determine 
§ Ask about previous analgesic strategies that worked 
§ Low pain threshold and low high pain experience 
§ The methadone for MAT will not be analgesic post op 

March 24, 2017 
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Preoperative anesthesia/pain service consult 
Continue methadone up to and including day of surgery 

Pre operative EKG 
(advise patients to bring their own methadone to the hospital)* 

Minor procedure 
Ambulatory 

Surgery 

Resume regular dose immediately 
after surgery 

Multi modal analgesia 
Opioids as necessary 
QT prolonging Abx? 

Inpatient Surgery   

While NPO give 
equipotent other opioid 
and additional opioids 

for pain control 
Multimodal analgesia 
Pre-op EKG & urine 

Close monitoring when 
drugs/doses change 

Major inpatient 

debt and additional opioid for analgesia 
Multi modal therapy 

Ketamine 
Watch for drug interactions 

If off methadone for 5 days or more consider 
consult 

Pre-op EKG and urine plus discussion with 
hospitalist 
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All 
Methadone 

Methadone 
given 

Methadone 
 not given 

1st 24 hour 
MSE 

221.2  
+/-138.2 

202.0 
+/- 138.0 

281 
+/- 129.9 

NSAID 44.8 36.4 71.4 
Ketamine 58.6 54.5 71.4 

Days APS 5.1 
+/-3.4 

4.0 
+/-2/5 

8.7 
+/-3.4 March 24, 2017 

Opioid Debt 

March 24, 2017 
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Acute Pain Methadone 

§ Other analgesics, including opioids can be used with 
methadone (watch metabolism and QT) 

§ Close monitoring if using opioids for acute pain 
§ 3 day quantity of other opioid is usually enough post-op 

March 24, 2017 

§ What if this is not enough? 
§ What if this is emergency 

surgery? 
§ What if the perioperative 

team is unaware of the MAT 
§ What if the patient is NPO  

March 24, 2017 

Sticky Situations: Methadone 

Mostly issue is 
changing other 
drugs changes 
methadone 
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Monitoring QT intervals 

Spevak, C et. al. The Clinical Significance of QT Interval Prolongation in Anesthesia and Pain Management: What You Should and Should Not Worry About. Pain Med 2012; 13 (8): 
1072-1080.  March 24, 2017 

Spevak, C et. al. The Clinical Significance of QT Interval Prolongation in Anesthesia and Pain Management: What You Should and Should Not Worry About. Pain 
Med 2012; 13 (8): 1072-1080.  
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 Buprenorphine 
March 24, 2017 

It ain't what you don’t know, it's what you know 
for sure that just ain't so 

 
Attributed to Mark Twain… 

March 24, 2017 
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Buprenorphine/naloxone can best be described as an 
agonist-antagonist because 

q  A. Buprenorphine is the agonist and naloxone is the 
antagonist 

q B. Buprenorphine is an agonist at mu and an antagonist at 
kappa 

q  C. Buprenorphine is an agonist up to a certain dose and then 
it becomes an antagonist 

q  D. Buprenorphine is an agonist but it is an antagonist for 
other opioids 

March 24, 2017 

✘


What we’re sure we know 
(that just ain’t so) 

It isn’t (a very good) analgesic 
It has a ceiling effect for analgesia 

It blocks other opioids 

March 24, 2017 
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Concept #1: Analgesia 

Ceiling Effect 

March 24, 2017 
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Which of the following statements are true? 

q  A. In a patient on buprenorphine taking another opioid can 
precipitate withdrawal 

q  B. In a patient on buprenorphine taking another opioid will not 
offer additional analgesia 

q  C. In a patient on morphine buprenorphine can precipitate 
withdrawal 

q  D. All of the above 
March 24, 2017 
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Concept: Opioid Blocking 

March 24, 2017 

 “While patients are taking opioid 
pain medications, the 
administration of buprenorphine 
generally should be discontinued.  
Note that until buprenorphine 
clears the body, it may be difficult 
to achieve analgesia with short-
acting opioids.” 

Apparently the government does not 
need to use footnotes to reference 

where their information comes from…. 

March 24, 2017 
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All 
Buprenorphine 

Buprenorphine 
Given 

Buprenorphine NOT 
given 

1st 24 hour MSE 200  
+/-128.6 

155.2 
+/-135.5 

245.5 
+/- 109.3 

NSAID 31.8 18.2 45.5 
Ketamine 63.6 27.3 100 

Days APS 4.5 
+/-3.3 

3.0 
+/-1.7 

5.9 
+/-3.9 March 24, 2017 

And what about naloxone….. 

§ Naloxone in buprenorphine is not bio-available unless injected 
§ It does not block other opioids when used as directed 
§ It is not the cause of precipitated withdrawal when taken 

sublingually. 

March 24, 2017 
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Algorithm for managing perioperative buprenorphine 
Continue buprenorphine up to and including day of surgery 

Communication with Surgeon and Anesthesia as well as hospitalist 

Minor procedure  or 
ambulatory surgery 

Resume buprenorphine at next dose 
use multimodal analgesia 

use additional buprenorphine or secondary 
opioid if necessary 

Follow up by phone on post op day 1 and 3 

Moderate inpatient surgery 

Continue buprenorphine  
multi-modal analgesia 

high affinity short acting high 
affinity opioids if necessary 

Major surgery NPO x >48 
hours 

Continue Buprenorphine IV 
or dissolving strips 

Supplemental high affinity 
opioids as needed 

Multimodal analgesia 

March 24, 2017 

Acute Pain: Buprenorphine 

§ No problem with adding any appropriate drug, including opioids 
to a buprenorphine regimen 

§ Some patients can be managed with increased doses of 
buprenorphine in perioperative period (QID) 

§ Close monitoring if using opioids for acute pain 
§ 3 day quantity of additional opioid is usually enough 

March 24, 2017 
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§ What if this is not enough? 
§ What if this is emergency 

surgery? 
§ What if the perioperative 

team is unaware of the MAT 
§ What if the patient is NPO  

March 24, 2017 

Sticky Situations: Buprenorphine 

Sometimes the problem is not the 
drug…buprenorphine was 
restarted after a 4 day abstinence 
while other opioids were being 
given…. 

March 24, 2017 
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Binding Affinity 
Volpe, DA et. al. Regulatory toxicology and pharmacology 2011; (59)3, 385-90 

March 24, 2017 

Drug Ki 

Sufentanil 0.136 

Buprenorphine  0.27 

Hydromorphone  0.36 

Morphine 1.17 

Summary 

§ Most MAT can be maintained preoperatively with pre-planning 
§ Even with Pre-planning problems can arise that perioperative 

team may not be equipped to handle 
§ Each patient should be assessed for their particular MAT 

regimen, their surgery, their team and plans should be made 
accordingly 

March 24, 2017 



Managing	Acute	and	Periopera1ve	Pain	in	
Pa1ents	on	Medica1on-Assisted	Treatments	
(MAT)	-	Andrea	Rubinstein,	MD	

3/24/17	

CSAM	-	Trea1ng	Addic1on	in	the	Primary	
Care	Safety	Net	(TAPC)	 24	

References on Buprenorphine 
§  Silva, M.J & Rubinstein, A. 2016. Continuous Perioperative Sublingual Buprenorphine. Pain and Palliative Care Pharmacology 
§  Raffa, R. B., Haidery, M., Huang, H. M., Kalladeen, K., Lockstein, D. E., Ono, H., Shope, M. J., Sowunmi, O. A., Tran, J. K. & 

Pergolizzi, J. V., Jr.. 2014. The clinical analgesic efficacy of buprenorphine. J Clin Pharm Ther 39: 577-83.  
§  Macintyre, P. E., Russell, R. A., Usher, K. A., Gaughwin, M. & Huxtable, C. A.. 2013. Pain relief and opioid requirements in the 

first 24 hours after surgery in patients taking buprenorphine and methadone opioid substitution therapy. Anaesth Intensive 
Care 41: 222-30.  

§  Daitch, D., Daitch, J., Novinson, D., Frey, M., Mitnick, C. & Pergolizzi, J., Jr.. 2014. Conversion from high-dose full-opioid 
agonists to sublingual buprenorphine reduces pain scores and improves quality of life for chronic pain patients. Pain Med 15: 
2087-94.  

§  Cowan, A., Doxey, J. C. & Harry, E. J.. 1977. The animal pharmacology of buprenorphine, an oripavine analgesic agent. Br J 
Pharmacol 60: 547-54.  

§  Kornfeld, H. & Manfredi, L.. 2010. Effectiveness of full agonist opioids in patients stabilized on buprenorphine undergoing 
major surgery: a case series. Am J Ther 17: 523-528.  

§  Dahan, A., Yassen, A., Bijl, H., Romberg, R., Sarton, E., Teppema, L., Olofsen, E. & Danhof, M.. 2005. Comparison of the 
respiratory effects of intravenous buprenorphine and fentanyl in humans and rats. Br J Anaesth 94: 825-34 
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References on Methadone 

§  Madden, M. E. & Shapiro, S. L.. 2011. The methadone epidemic: methadone-related deaths on the rise in Vermont. Am J 
Forensic Med Pathol 32: 131-135.   

§  Nilsson, M. I., Meresaar, U. & Anggard, E.. 1982. Clinical pharmacokinetics of methadone. Acta Anaesthesiol Scand Suppl 74: 
66-69. Ferrari, A., Coccia, C. P., Bertolini, A. & Sternieri, E.. 2004. Methadone--metabolism, pharmacokinetics and interactions. 
Pharmacol Res 50: 551-559.  

§  Macintyre, P. E., Russell, R. A., Usher, K. A., Gaughwin, M. & Huxtable, C. A.. 2013. Pain relief and opioid requirements in the 
first 24 hours after surgery in patients taking buprenorphine and methadone opioid substitution therapy. Anaesth Intensive 
Care 41: 222-30.  

§  Marteau, D., McDonald, R. & Patel, K.. 2015. The relative risk of fatal poisoning by methadone or buprenorphine within the 
wider population of England and Wales. BMJ Open 5: e007629.  

§  
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References on Naltrexone/Naloxone 
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§  Curatolo C, Trinh M. Challenges in the perioperative management of the patient receiving extended-release naltrexone. 
A A Case Rep. 2014 Dec 1;3(11):142-4.  
§  Shehebar M, Khelemsky Y. (434) Considerations for perioperative Contrave (naltrexone HCl/bupropion HCl) 
administration. J Pain. 2016 Apr;17(4S):S83.  
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Friday,	05/19/2017	
Friday,	06/23/2017	
Friday,	07/28/2017	
Friday,	08/18/2017*	
Friday,	09/22/2017	

	

NEXT	WEBINAR:		Friday,	04/28/2017	
	Tapering	Chronic	Opioids 

March 24, 2017 

You can view our previous webinars 
 

for a small fee for CME/CEU 
 on the CSAM Education Center at: 

http://cme.csam-asam.org/ 

OR 

Free on the CHCF TAPC Program Resource Page at:https://tapcprogram.com/ 
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Save the date! 
CSAM Addiction Medicine Review Course  

and Board Exam Preparation 
August 24 – August 27, 2017 

Hilton San Francisco Union Square 

March 24, 2017 


