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ÁWhat do opioids do? 
ÁWho receives long-term opioid therapy for 

chronic pain, especially high-dose therapy? 
ÁOnce long-term opioid therapy is established 

(>90 days), who discontinues therapy? 
ÁWhat can be done to support discontinuation 

in a patient addicted to prescription opioids? 
ÁWhat can be done to support discontinuation 

in a patient NOT addicted to any drugs? 
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òO just, subtle, and all-conquering opium!ó 

-- Thomas De Quincey ,  

Confessions of an English Opium Eater, 1821 
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Á Analgesia 
Á Addiction: opioids, 

stimulants, alcohol, nicotine, 
cannabis 

Á Mental health: depression, 
stress, borderline PD, 
cognition, learning and 
memory  

Á Endocrine: fertility, sexuality, 
maternal-infant bonding, 
eating, drinking 

Á Gastrointestinal, renal and 
hepatic functions 

Á Cardiovascular responses, 
respiration, and 
immunological responses 
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Á Physical pain and social pain use shared neural substrates.  
 

Á In primates, social attachment system borrowed the pain 
system, to prevent social separation (Eisenberger 2012) 

ÁSocial pain (rejection, exclusion, loss) activates physical pain-
related neural regions (anterior cingulate, anterior insula) 
(Eisenberger 2003) 

ÁSensitivity to social or physical pain increase and decrease in 
parallel (Eisenberger 2006) 

 
Á Opioids decrease both physical and social pain 
ÁOpiates reduce distress of social separation (Panskepp 1978) 

ÁOpioid deficient mice show impaired maternal-infant 
bonding (Moles 2004) 



Á Rapidly increasing rates of long-term opioid therapy 2000-10 
Á National peak of opioid use and abuse reached by 2012 (Dart, NEJM, 2015) 

Á The vast majority of opioid therapy is short-term.                  
(Noble 2010, Furlan 2006) 
Á -ÏÓÔ ȰÉÄÅÁÌȱ  ÃÁÎÄÉÄÁÔÅÓ ÆÏÒ ÏÐÉÏÉÄ ÔÈÅÒÁÐÙ discontinue before reaching 90 days 
Á Three-fourths of patients started on ER/LA opioids will not fill a second prescription. 

Á Of patients prescribed opioids for chronic pain, those who go 
on to long-term therapy are a highly self-selected group  
(Morasco 2011, Seal 2012, Edlund 2013)  
Á SA and MH disorders much more common in long-term, high-dose users 
Á COT cohort progressively enriched with high-risk patients. 
 

Á Ȭ!ÄÖÅÒÓÅ ÓÅÌÅÃÔÉÏÎȭȡ  
Á combination of high risk patients with high risk med regimens 
Á May link trends in use, abuse, and overdose 
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ÁTROUP ÓÔÕÄÙ ÏÆ ȬÄÁÉÌÙȭ #/4 ÒÅÃÉÐÉÅÎÔÓ (Martin 2011) 

ÁSample: used at least 90 days, no 32 day gap 
ÁOutcome: 6 months without any opioid Rx 
ÁIn two diverse samples (commercial and Medicaid) ,       

70% of patients remain on opioids years later 
ÁCOT continuation predicted by: high daily dose (>120mg 

MED) and   opioid misuse  
 

ÁNationwide VA study: >70% continue opioids        
(Vanderlip, 2014) 

ÁContinuation predicted by: high opioid dose, multiple 
opioids, multiple pain problems, tobacco use, but NOT 
other SA, MH disorders 

ÁOther prospective studies show similar findings     
(Franklin 2009, Thielke 2014) 
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Á141,029 Iraq/Afghanistan veterans with 
chronic pain, ~10% opioid tx. 
Á6.5% of veterans w/o MH disorders 
Á11.7% with non-PTSD MH disorder 
Á17.8% of veterans with PTSD 

Áhigher-dose opioids, 2 or more opioids 

Áreceive sedative-hypnotics concurrently 

Áobtain early opioid refills 

ÁHighest rates adverse clinical outcomes 

 
 

Seal K et al, JAMA. 2012;307(9):940 -947  



ÁAmong indigent primary care pts, PTSD 
assoc w more pain, opioids 

ÁAll PTSD sx related to pain, impairment 

ÁOnly avoidance related to opioid use 

ÁAmong Af-Am MH patients, PTSD most 
strongly assoc w opioid use 
ÁViolence exposure or PTSD predicts opioid 

abuse among teens 

 



ÁSeverity of PTSD highly correlated with 
severity of opioid abuse 

Á(ÅÒÏÉÎ ɉ$ÅÌÌȭ/ÓÓÏȟ ΨΦΧΪɊ 

ÁPrescription opioids and sedatives (Meier, 2014) 

ÁMedical cannabis and opioids (Bohnert, 2014) 

 

ÁProlonged opioid use after physical trauma 
(Helmerhorst, 2014) 



ÁRelease of ɼ-endorphin in amygdala after stress 
inhibits overactivation of HPA axis 

ÁAcute mu opioids after trauma decrease PTSD 
risk by inhibiting fear-related memory 

Áɣ- opioids initially promote escape but then 
induce anxiety, depression, drug craving 
 

ÁChronic opioid use associated with avoidance 
cluster of PTSD symptoms, but not with 
improved pain, depression, anxiety outcomes 



ÁTelephone survey 1334 COT patients from 
GHC KPNC with no hx SA 
ÁAsked about three forms of opioid misuse: 1) 

self-medicating for non-pain symptoms, 2) 
self-increasing dose,  
Á3) giving/getting opioids from family/friends  
ÁDepression was evaluated by the PHQ8. 

Grattan A, et al, Ann Fam Med, 2012; 10:304-11. 


