Psych

DRUGS OF ABUSE

· Abuse - the quality of the pattern of use…. More important that the quantity.  One or more of the following signifies recurrent use:

· H – hazardous use

(person fails to fulfill obligations, uses despite social/personal

· E – evasion of problems

problems related to the use & not necessarily phys dependent)

· L – legal problems

· P – periodic/episodic use

· Dependence – quality of use is still more important that the quantity.  Three or more of the following signifies dependence if it is within 12 months:

· Tolerance (increased amt needed for intox, or less effect with same amount)

· Withdrawl (W/D specific to that category of drugs and same or similar substance makes symptom)

· Compulsive Drug-Seeking Behavior

· Out of control use

· Craving/unsuccessful efforts to reduce intake

· Continued use despite negative physical, psychological or social effects

· Abuse vs Dependence – Abuse can be characterized by episodic binge use (can result in pathology, hard to detect, intense denial, cues and may or may not require treatment) whereas Dependence/addictive use can establish rapidly, with some substances in vulnerable people drive them to craving, tightly liked to physical and environmental cues and almost always requires treatment.

· Intoxication – reversible and substance specific.  Due to recent ingestion and causes clinically significant maladaptive behavior or psychological changes.  Only diagnosed when symptoms are not due to another medical condition.  Tx – block or reverse at receptor site level and treat life threatening symptoms.

· W/D – cessation/reduction in amount used, substance specific, causing clinically significant distress or impairment in social or occupational functioning.  Sx are NOT due to another disorder.  To tx, want to gradually reduce use or use a partial agonist at the receptor level and tx life threatening Sx.  

· Other substance induced disorders are hard to tell the difference between intoxication – delirium, dementia, amnestic disorder, psychotic disorder, mood disorder, anxiety disorder, sexual dysfunction, sleep disorder.  

· Evidence supporting that there is a final common pathway of addiction:

· Mesolimbic DA sys – all drugs stimulate this reward/pleasure center, reinforcing satisfaction.

· Nucleus accumbens – DA is NT – processes information from the limbic system and produces responses to satisfy our basic survival needs.  Levels are highest when seeking food, a safe place or a mate.  

· 5HT – Signals to stop brain behavior and feel safe and satiated, and modulates information to prevent sensory overload ( removing 5HT: compulsive sexual activity, insatiable eating

· Da, 5HT and GABA interact with each other to produce baseline.

· Alteration in DA transmission – increases in self stim behavior, makes a neutral stim in to a primary reinforcer of behavior, stim locomotor activity.

· Effects of chronic administration of drugs of abuse

· Acute and chronic change the DA mesolimbic region, altering the primary reward neural pathway(sensitization, tolerance, craving and withdrawl) reward equates with eating, safety and sex and other natural enforcers and drives to engage in the reward behavior( craving!

· Resets the neurochem homeostasis in vulnerable individuals, and have changes in 5Ht system and the drug seeking behavior and use becomes ritualized.

· CNS Depressant EtOH

· Epidemiology – more men than women in abuse or heavy drinking, major risk: FH, prevalence of 30% in general population.  
· Major age group: 12 to 17 years old.  Abuse – 18-24 years old
· Physicians fail to diagnoses in 50 to 90% of alcoholic patients
· Actions of EtOH – CNS depressant with GABA and Opioid agonist activity.  The speed of absorption determines the effect (the faster you drink, the higher the response), lowers cognitive and limbic effects, resulting in less self restraint, euphoria or mood swings, talkative with low doses, moderate doses produces intoxication impairment and eventual anesthesia and higher doses produces a more intense cognitive, limbic, sensory and motor impairment with anesthesia.  Alters sleep and wake time, increases gastric blood flow, marked diuretic effect because of the inhibition of ADH secretion and increase in blood catecholamines, producing transient hyperglycemia, dilated pupils and slight rise in blood pressure.  
· Intox signs and symptoms – BAC over 100mg/dl is illegal to drive (amt EtOH and food in stomach affects BAC), 
· Maladaptive behavior – disinhibition of sexual or aggressive impulses,mood lability, impaired judgement, impaired social/occupational functioning.
· Intox – at least one: slurring, incoordination, unsteady gait, nystagmus, impairment in attention or memory, stupor or coma
· Blackout: can appear awake and alert, perform tasks like long distance travel w/o mem.
· Overdose – in combo with BZ or barbiturates ( synergist and fatal.  Can result in any psychiatric symptom, including psychosis.  BAC > 300 – 1st stage anesthesia in nontolerant individual, can cause coma and death.  BAC> 150 without signs of intox indicate tolerance or cross tolerance

· Dependence – need high index of suspicion! Onset starts in college years with binge drinking, recognizing Sx in the 30’s, with spontaneous remission more common in men than women.  The younger the use, the higher the likelihood of dependence.
· Tests to diagnose – CAGE and MAST
· Lab findings – Often NONE!  Therefore findings are suggestive, not diagnostic
· Major morbidity and medical complications of chronic EtOH abuse

· GI – large and fatty liver, damaging women more and faster, hepatitis and cirrhosis, gastritis, colitis, enteritis, stomach or duodenal ulcers, acute and chronic pancreatitis, cancer of esophagus, liver or pancreas, esophageal varices, hemorrhoids, ascites
· CV – hypotension (can be in normal range, just low for that person), cardiomyopathy, which can cause CHF or arrhythmia
· Malnutrition, especially vit (B) deficiencies
· Heme – Fe or folate deficiency, anemia and thrombocytopenia
· Other complications (UG, respiratory, peripheral neuropathy, electrolyte abnormalities, bruises, victim/perpetrator, Rx drug and EtOH interaction
· CNS Damage – Wernicke/Korsakoff – see necrotic lesions in mammary bodies and thalamus with Cb degeration
· Wernicke – caused by thiamine deficiency - sx – OAC ( ocular disturbance (nystagmus and 6th nerve palsy), ataxia (wide, slow and short gait), confusion ( Sx are reversible when treated early (add thiamine!)
· Korsakoff – persistant short term memory loss and to make up for anterograde amnesia, confabulate!
· FAS – EtOH is the most frequent cause of teratogenically induced mental deficiency.  Causes IUGR and post uterine GR, dysmorphic features and CNS dysfunction(mild to moderate mental retardation, developmental delay, hyperactive, and ADD)
· ETOH withdrawl – 
· Early uncomplicated – 6 to 24 hrs – course tremor of hands, tongue, eyelid, nausea, vomiting, anxiety, depressed, headache, insomnia, hyperreflexia, transitory hallucinations
· Peak – 24 to 48 hrs – worse autonomic sx (hyperactive, tremor), seizure, hallucinations
· DT – delirium tremor – 50 to 100hrs – lasts 1 to 5 days, sometimes for weeks, hallucinations, delusions (visual tactile, paranoid), hypermetabolism, high mortality high comorbid rate (liver failure, pneumonia, head trauma, electrolyte imbalance)
· Tx of W/D - ***high index of suspicion!  CANNOT predict mild vs severely dependent.  Goals of tx – detox, stabilize, prevent DT and seizure, prepare person for long term tx.  Long acting cross-dependent agent (chlordiazepoxide) substitutes EtOH and allieviates signs and sx of early w/d.  give vitamins, monitor vital signs.  Sx usually resolve in 4-5 days.
· Tx of EtOH Abuse and Dependence – prognosis – 20% remain permanently abstinent w/o tx.  
· Disulfram – blocks oxidation of EtOH for accumulation of acetaldehyde.  If ingest EtOH, high levels of acetaldehyde – tachy, nausea, vomiting, face flushed, hypotension, anxiety, heart palpations. SE – hepatotoxicity.  Sensitivity to EtOH may last for 2 weeks.  *contraind in pts with impulsivity issues.
· Naltrexone – opioid antagonist – blocks elevated mood and decreases craving
· Acamprosate – GABA agonist – decreases craving
· Psychotherapy – group therapy works best.  12 steps good
· OPIOID LIKE DRUGS – CNS DEPRESSANTS

· Epidemiology – X BBB, life time risk of .7%, men much greater risk of use (M:F 3>1), age: 18-25 (younger than with EtOH but still great amt of overlap)
· Actions – B-endorphins exert effect on opioid system, mostly on mu receptor (morphine prototype).  Continuous use – receptor upregulation (tolerance and X tolerance to similar sub) and dependence. 
· Mu effects – euphoria, hormonal changes, supraspinal analgesia, pinpoint pupils, resp depression, less cough reflex, n/v, constipation, less GI mvmt, hypoten, cutaneous vessel dialation, his release.  *mu is what causes OD – metab in liver
· Heroin – 45 second rush like that of sexual pleasure, XBBB faster than morphine
· Intox signs – constricted pupils, bradycardia, pulm edema, drowsy, CNS depression, resp depression, n/v, hypotension and OD IS A MEDICAL EMERGENCY (give Narcan – opioid antagonist to reverse signs of acute OD, with long lasting effects of 30 to 120 min, but then will have signs of OD again, must be continued for 3 to 4 days – until opioid is cleared from system)
· Dependence - ***high index of suspicion.  Signs – euphoria, sedation, hypothermia, physical findings, pinpoint pupils, local abscess, endocarditis, disinterest in hygiene, dry mouth, track marks\
· Lab findings – dirty urine (12-36 hrs), hep +, increased liver function, HIV/TB+
· Increased morbid/tal is NOT due to major organ damage, but to drug OD, related infection, suicide, homicide
· W/D – early (12-36 hrs) – tired, sweat, insomnia, dilated pupil, tears, cough, cramps, tremor, anorexia, irritable.  Late – irritable, cramps, d/v, increase BP, RR, HR, chills, sweat, kicking movements **NOT LIFE THREATENING**
· Tx – methadone maintanence, clonidine (for autonomic w/d sx), naltrexone (antagonist), LAAM and Buprenorphine (need special license to Rx), psychosocial.
· Prognosis – high mortality rate, and high risk of relapse
· NICOTINE

· Epidemiology – first age of use 6 to 9yo.  >12 yo – 30% are smokers! (50 to 80% dependent) lifetime prev- 20%.  More males than females, but females are catching up (females have a much higher risk of CAD).
· Actions – powerful reinforcer, but not as powerful as amphetamines and cocaine.  NOT a euphoriant.    Increases BP, HR, hormones, alertness, memory and attention, decreases aggression, irritability, carb appetite, sk mus tone and causes nausea.  Half life – 2 hrs.
· Intoxication – rare, may occur in a non-smoker or child
· Dependence – tolerance (absence of nausea, dizzy, diminished effect), use in am to avoid W/D, COPD
· Lab findings – increased LDL, VLDL, FFA and coagulability, abnormal pulm function, increased metabolism of medication
· Morbidity and medical complications – 

· CV – Increased risk of MI, CAD, cerebrovasc disease, peripheral vasc disease, death, ischemia
· Neoplastic – increased risk in lung, larynx, oral cavity, esophagus, bladder and pancreas
· Pumonary – COPD
· GU – decreased fertility, inc risk of spont abortion, abruption placenta, IUGR and perinat mortal
· W/D signs and sx – onset a few hours after last nicotine dose, craving, irritable, impatient, anxiety, hostile, 
· Physical – headache, inc appetite, insomnia, restlessness, drowsy, low EEG, hypoarousal, decreased HR, BP, epi, wt gain, improved cough and respiratory function w/in weeks
· Tx – outcome is related to the severity of dependence, gum (50%), conditioning (50%), behavior (30%), 
· Cocaine and CNS stimulants

· Epidemiology – age of highest use – 18-30.  male to female ratio: 1:1.  high amount of experimenters become regular users, 20% of which become dependent.
· Actions – activation of the mesolimbic and mesocortical DA systems via the release of DA from intraneural stores.  Also inhibits DA, NE and 5HT reuptake, if chronic user, these become depleted.  
· Response to dose is increased with time, rush, euphoria, increased alertness, task performance, disinhibition, talkativeness, grandiosity, sense of mastery and libido, decreased appetite, sympathomimetic.
· Abuse – intermittent use to relieve fatigue, decreased need for sleep, euphoria.  Binge – repeated dose to last hours to days until lack of drug or exhaustion (followed by disphoria and deep sleep, rapidly XBBB.  
· Crack – craving in 10 to 30 min and cocaine – crave in 30 to 90 min.  
· Speedball – use of opioid or sedative to modulate the effects
· Intox – euphoria, increased BP, pulse and psychomotor activity
· DSM IV criteria – maladaptive bx or psychological changes and two or more of: tachy or brady, pup dilation, increased or decreased BP, sweating or chills, n/v, wt loss, agitation, slowing, weak, chest pain, arrhythmia, confusion, dyskinesia, dystonia, hallucination (tactile, paranoid, repetitive bx), delusional, paranoid, seizure
· OD – can use for years without toxic paranoid state or toxic CV effect.  OR can have severe CNS or CV toxic rxn during initial or early use with no previous medical history.  CNS/CV effects from release of biogenicamine
· CNS – seizure, paranoid
· CV – arrhythmia, coronary art spasm, ischemia, mi, resp and cardiac arrest, cv spasm, intracerebral hemorrhage, hyperpyrexia
· Tx – a and B blockers, ca channel blockers, D1 DA blockers and anticonvulsant
· Dependence – intense conditioned response because when go back into environment, have intense cravings!   Can occur after long or short term use.  Tolerance may induce suppression of appetite, euphoriant effect, increased sensitivity, decreased tolerance to anxiety, delayed gratification, large spendings, more crime, more sex for drug (risk for STD), depression, anxiety and panic, 
· Lab – benzoylecgonine
· W/D – Early - fatigue, nightmare, hypersomnia, anorexia, agitation, and craving.  Mid – dysphoria (from deactivation of NAc), hyperphagia, anhedonia.  Late – (>4 days) craving, anhedonia, anxiety, high relapse rate. 
· Morbidity – intranasal = sinusitis, irritation, perforated septum.  Smoke = RDS.  STD’s.  malnutrition, pneumothorax, prenatally = aburtio placenta, premie, late fetal death, SGA, SIDS
· Tx – Goal – abstinence, more intense and shorter tx. Relapse common. Medications based on premise of altered NT function ( antidepressants, DA agonists, anti-parkinsonian ( reduce short and long term craving.

· CANNIBIS – canniboid receptor in hippocampus.
· Epidemiology – most widely used, Primary site – inhibitory receptors in basal ganglia and in limbic system with secondary effects on DA and 5HT activity
· High lasts for 2-3 hours with increased sense of well being and enhanced sensory experience, increased appetite, anti-emetic effect, anti-spasmodic effect.
· OD – anxiety, panic, increased HR, dry mouth, psychosis in vulnerable individuals
· Detected in fatty tissue up to 6 weeks after use, affects sperm count and fertility
· Fa;lkfj;

· Rx drugs – sedatives, anxiolytics, barbiturates

· Epidemiology – 90% likelihood of use, abuse increasing, especially in 12-14 yo.
· Mechanism – intox, W/D and dependence like that of EtOH – indirect or direct GABA agonist ****why can be fatal… just like EtOH!
Clinical perspective – review slide

Drugs of abuse are frequent causes of office visits and of inpatient and outpatient morbidity… remember to screen for it!!!  Learn the appropriate Rx procedures and those for pain management.  Seek help if you need it and offer help to a friend if they need it!

*******look at review slide from the end of lecture!
