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OUTLINE OF MY PRESENTATION 

òVeteranõs Story 

òAddiction definition 

òAddiction as a chronic medical disease 

òBarriers to the use of medications 

òAlcohol Use Disorders  

òAlcohol Pharmacotherapy 



OUTLINE OF MY PRESENTATION 

òPrevalence of Nicotine addiction 

òNicotine Pharmacotherapy 

òCurrent Trends of Opioid Addiction in the US 

òOpioid Maintenance Therapy (OMT) 

 





5CS OF ADDICTION: 

Chronic brain disease 

Control (loss of) 

Continued use 

Compulsive use 

Cravings 





Factors Contributing to Vulnerability to Develop  

a Specific Addiction 

Use of the drug of abuse essential 100% 

Genetic (25=50%) 

ÅDNA 

ÅSNPs 

ÅOther 

polymorphisms 

 

 

 

Environmental  

(very high) 

Åprenatal 

Åpostnatal 

ÅContemporary 

ÅCues 

ÅComorbidity 

ÅStress-responsivity 

 

 

 

Åneurochemistry 

ÅSynaptogenesis 

Åbehaviors 

 

 

 

ÅmRNA levels 

Åpeptides 

Åproteomics 

 

 

 

Drug-Induced Effects 

(very high) 

Kreek et al., 2000; 2004 







ò Donõt treat addiction like a medical disorder 

ò Blame the patient 

ò òLack of will poweró òJust say noó  

òCan stop if..ó 

ò òHeõs flunked several rehabs.  Thereõs no 

hope.ó  

ò If she really cared about her kids, sheõd  

stop usingó 

 

 

BARRIERS TO  
ADDICTION PHARMACOTHERAPY 



ò Lack of knowledge/unfamiliarity 

ò Pharmacotherapy is ineffective  òdoesnõt 

workó 

ò With the aid of pharmacotherapy patients 

donõt think they have òtrue sobrietyó  

ò òMethadone is government sponsored dopeó 

ò òSmoking is one of the few joys left in  

their lifeó 

BARRIERS TO  
ADDICTION PHARMACOTHERAPY 



ñWHEN I READ ABOUT THE EVILS OF 

DRINKING, I GAVE UP READINGò 

                                                           

                                                          Henny Youngman 

                                                           



ò 19 million people (7.7%) meet criteria for 

alcohol abuse and dependence 

ò 7.5 million children less than 18years live with 

a parent with an alcohol use disorder 

ò 85,000 deaths per year 

ò $185 billion is health care costs plus lost 

productivity 

 

 

ALCOHOL USE DISORDERS (US) 



COLLEGE DRINKING: 

ò40% college students have binged in the 

previous two weeks 

ò In one large study 31% college surveyed meet 

criteria for alcohol abuse and 6% for alcohol 

dependence 

ò1700 deaths and 1.3 million yearly alcohol 

related injuries and assaults 

 



COLLEGE DRINKING: 

òOver 400,000 students had unprotected sex 

and 100,000 reported being too intoxicated to 

know whether or not they consented to sex 



ALCOHOL USE DISORDERS (WORLD WIDE) 

ò76.3 million people meet criteria for alcohol 

abuse and dependence 

ò2.5 million deaths per year 

òAccording to the WHO, 4% of global burden of 

disease related to alcohol  

òThe fastest growing per capita alcohol 

consumption has been in developing countries 

in the Asian subcontinent, increased by > 50% 

between 1980 and 2000 



ALCOHOLIC SUBTYPES 

(CLONINGER/BABOR) 

TYPE 1/A TYPE 2/B 

ò Less severe 

ò Late onset 

ò Fewer childhood risk factors 

ò Fewer alcohol related 

problems  

ò Good premorbid functioning 

ò More severe 

ò Early onset 

ò Childhood risk factors 

ò Familial alcoholism 

ò More chronic treatment 

history 

ò Axis II pathology 
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Alcohol:  Pharmacokinetics  
Metabolism of Ethanol  

CO2 + H2O 

 
 

Ethanol(grain alcohol) 

Acetaldehyde 

Acetic Acid 

Alcohol Dehydrogenase 

Acetaldehyde dehydrogenase 



EFFECTS OF ACUTE ALCOHOL ON 

REWARD CIRCUITS 

ò Indirectly increase dopamine levels in the 

mesocorticolimbic system 

é Associated with positively reinforcing/ rewarding levels of 

alcohol 

ò Indirect interaction with opioid receptors results in 

activation of opioid system 

é Associated with reinforcing effects via -receptors 

Dopamine and Opioid Systems 

Sources:  Koob, GF, et.al., Neuron, 1998, 21:467-676 

 Messing RO In, Harrisonôs Principals of Internal Medicine 15th Ed. 2001:2557-2561  



ALCOHOL STIMULATES OPIATE 

RECEPTORS 

Alcohol raises 

Beta endorphin, 

Stimulating mu 

Opiate receptors 

Stop alcohol, 

Beta endorphin 

Drops & 
Craving 

Starts 

Continued 

Alcohol use 

Or Withdrawal 

Starts 







ALCOHOL PHARMACOTHERAPY 

ò FDA approved 

ü Disulfiram 

ü Oral Naltrexone 

ü Intramuscular 

Naltrexone (Vivitrol) 

ü Acamprosate 

ò Non-FDA approved 

ü Baclofen 

ü Topiramate 



DISULFIRAM 

òAlcohol-sensitizing agent 

òSerendipitous discovery  

òFDA approved in 1949 

ò Inhibits acetaldehyde dehydrogenase resulting 

in disulfiram-ethanol reaction (DER) 

òSymptoms and signs of DER include nausea, 

vomiting, flushing, tachycardia, palpitations and 

hypotension 

òMost DERs are self limited, lasting 30mins 

 



DISULFIRAM 

òSide effects are dizziness, metallic taste, acne, 

urticaria, acneform eruptions, headaches. 

Rarely can cause optic neuritis, peripheral 

neuropathy and hepatotoxicity (initial Danish 

studies done with 1-3grams per day) 

òMaintenance dose 250mg daily 



DISULFIRAM 

òWarn patients about òhidden alcoholó 

òWorks well for highly motivated patients who 

intake is supervised 

òAnother mechanism that may be playing is 

inhibition of dopamine beta-hydroxylase 

presumably in the dopaminergic areas related 

to alcohol reinforcement 



NALTREXONE: 

òFull mu antagonist  

ò In 1984 approved to treat opioid addiction 

(Trexan) 

ò10 years later approved for alcohol 

dependence (Revia) 

òDecreases cravings 

ò Increases time to first drink 

ò Increases time to heavy drinking 



òDose range 50-100mg daily, may titrate up to 

100-200mg if needed 

òLiver function tests (LFTs) at baseline and then 

every 3-6 months 

òCannot start Naltrexone if baseline LFTs greater 

than 3Xs the upper limit of normal 

òSafe effect profile is benign ,common side 

effects are nausea and headaches  



DEPOT NALTREXONE 

òMedisorb drug delivery technology 

òNaltrexone is embedded within biodegradable 

polymer microspheres released over at least 30 

days 

òRecommended dose 380mg every month 

intramuscular in the gluteal region 

òCan improve adherence 



NALTREXONE RESPONDERS 

òType 2/B alcoholics 

òFamily history of alcoholism 

òStrong alcohol cravings 

òPatients with alcoholism who carry the Asp40 

allele of the mu-opioid receptor gene (OPRM1) 

òPatients who experience an exaggerated 

response in their opioid system when they 

consume alcohol (òfeel-good drinkersó) 


