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Objectives

· Describe the formant of the mental status exam (MSE)

· State 5 components of speech in the MSE

· State how mood and affect are described in the MSE

· Describe the spectrum of thought organization

· Define a delusion

· State the difference between bizarre and non-bizarre delusions

· List 4 perceptual findings

· Explain the general components of cognitive testing

Components to MSE

· Appearance, Attitude, Activity

· Stated age

· Position

· Agitation

· Eye contact

· Cooperativity

· Grooming

· Mood and Affect
· Mood = a person’s predominant internal feeling state at a given time

· Exam = what the patient states
· Affect = the external dynamic manifestation of a person’s internal emotional state

· Exam = what the clinician observes

· Moods and their Affective Descriptions

· “ok, normal” = calm, euthymic, unremarkable

· “angry” = irritable, oppositional, frustrated

· “great” = euphoric, elated, giddy, cheerful, happy

· “bored” = bland, dull

· “depressed” = despondent, sad, hopeless

· “anxious” = apprehensive, fearful, tense, nervous

· Aspects of Affect

· Appropriateness

· Intensity (exaggerated, blunted, flat, overly dramatic)

· Mobility (mobile, restricted, fixed, labile)

· Range (full, restricted)

· Reactivity

· Speech and Language

· Loudness

· Rate

· Spontaneity

· Amount

· Articulation

· Quality

· Prosody 

· Semantics

· Aphasias

· Thought Form

· Spectrum of Organized to Least Organized
· Circumstantiality = focus of conversation drifts due to unnecessary details and irrelevant remarks causing delay in getting to the point, but often comes back
· Tangentiality = train of thought wanders and shows lack of focus, never returning to the initial topic of the conversation
· Flight of Ideas = excessive speech at rapid rate involving causal assn. b/w ideas
· Loose Associations (Derailment) = disorganized thinking jumping b/w ideas that seem entirely unrelated
· Word Salad = confused/unintelligible mixture of seemingly random words

· Other Presentations
· Clanging = association of words based upon sound rather than concepts
· Echolalia = meaningless repetition of another person’s spoken words
· Neologisms = using new or made-up words
· Perseveration = repetition of particular response despite cessation of a stimulus
· Thought Blocking = speech is suddenly interrupted by silence

· Thought Content
· Delusion = belief that is firmly maintained despite being contradicted by rationality
· Bizarre = clearly implausible and not understandable to same-culture peers
· Non-Bizarre = delusion that, though false, is at least possible
· Magical Thinking = attribution of causal relationships b/w actions and events which seemingly cannot be justified by reason and observation
· Obsession = idea/thought that continually preoccupies/intrudes on a person’s mind
· Overvalued Idea = solitary, abnormal belief that is neither delusional nor obsessional, but which is preoccupying to the extent of dominating one’s life
· Paranoia = thought process heavily influenced by anxiety/fear, often to irrationality
· Phobia = persistent fear of object/situation where sufferer goes to great lengths to avoid, typically disproportional to actual danger posed, often recognized as irrational
· Poverty of Speech (Alogia) = general lack of additional unprompted content
· Preoccupation = absorbed/engrossed with one’s own thoughts to a degree that it hinders effective interaction with reality
· Rumination = compulsively focused attention on the sx of one’s distress and on its possibly causes and consequences, as opposed to solutions
· Homicidal Ideation = thoughts about or an unusual preoccupation with homicide
· Suicidal Ideation = thoughts about or an unusual preoccupation with suicide

· Perception
· Illusion = false perception of a detectable stimulus
· Hallucination = perception in the absence of external stimulus that seems real
· Depersonalization = detachment from self, regarding mind or body
· Autoscopy = individual perceives environment from a different perspective, from a position outside of his or her own body
· Déjà vu = having strong sensation that an event or experience currently being experienced has already been experienced in the past, when it has not
· Jamais vu = phenomenon of experiencing a situation that one recognizes in some fashion, but that nonetheless seems very unfamiliar

· Cognition

· Components

· Orientation to person, place, time

· Level of Consciousness (spectrum)

· Alert

· Drowsy/lethargic

· Stupor

· Coma

· Person = name/DoB

· Place = country, state, county, city, building, floor, room

· Time = year, month, date, day of week, time of day

· Attention and concentration

· Attention = Digit Span (present pt. with series of digits and have patient immediately repeat them back to the examiner)

· Concentration = Serial Sevens, Spelling “WORLD” Backward
· Registration and short-term memory

· Registration = name and have pt. repeat 3 objects

· Recall (STM) = have patient repeat those 3 objects later in exam

· Long-term memory

· Test episodic memory by asking about past events

· Test semantic memory by asking past presidents, other general info

· Construction and visuospatial ability

· Pentagon Drawing

· Clock Drawing

· Abstraction and conceptualization

· Proverb Interpretation

· Similarities (apple, banana, orange  what do they have in common?)

· Concreteness

· Exam Advice

· Avoid saying that you will be asking some “simple, easy” questions

· Know whether the patient can normally read and write

· Have an idea of the patient’s level of education

· Insight and Judgment

· Insight = patient’s ability to recognize their illness, behavior, and advantages of tx

· Judgment = process of considering an option and formulation of a decision/action

Practice MSE – Video
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Objectives

· Define psychosis

· State 3 facts about the epidemiology of schizophrenia

· Define schizophrenia using DSM-V criteria

· Distinguish between positive, negative, mood, and cognitive sx of schizophrenia

· Discuss comorbid conditions seen with schizophrenia

· Recognize good and poor prognostic signs in schizophrenia

Psychosis = significant impairment in reality testing as evidenced by hallucinations, delusions, thought disorganization, and/or grossly disorganized behavior

Differential Diagnosis of Psychosis

· Major Depression / Bipolar 1 Disorder

· Schizoaffective Disorder

· Schizophreniform and Brief Psychotic Disorder

· Delusional Disorder

· Schizophrenia*

· Schizotypal (Personality) Disorder

· Obsessive-Compulsive Disorder and Body Dysmorphic Disorder

· Post-Traumatic Stress Disorder

· Autism Spectrum Disorder

· Substance/Medication-Induced Psychotic Disorder

· Psychosis Secondary to a General Medical Condition

· Delirium and Dementia

Schizophrenia = chronic or recurrent disorder characterized by sustained periods of psychosis and long-term deterioration in the ability to function

Epidemiology

· One of the most disabling and economically catastrophic medical disorders

· Ranked by WHO as one of the top ten illnesses contributing to global burden of disease

· Overall cost in US in 2002 was estimated at about $63 billion

· Incidence = 1.5 / 10,000

· Lifetime Prevalence = 3-7 / 1,000

· Gender = 1.4:1 M:F

· 20-50% of schizophrenic patients attempt suicide

· 5-6% of patients with schizophrenia commit suicide

Symptoms Domains in Schizophrenia
· Positive Symptoms = feelings/behaviors that are usually not present

· Delusions

· Hallucinations

· Thought Disorganization
· Catatonia = neurologic motor immobility & behavioral abnormality with stupor
· Negative Symptoms = feelings/behaviors normally present, that are absent in the affected pt.
· Blunted Affect = reduction in the intensity of one’s emotional response
· Anhedonia = inability to feel pleasure
· Asociality = lack of motivation to engage in social interaction

· Alogia (Poverty of Speech)

· Inattention
· Avolition = decrease in motivation to initiate/perform self-directed purposeful activities
· Apathy = lack of interest, enthusiasm, or concern

· Cognitive Deficits

· Memory

· Language

· Attention

· Executive Function

· Mood Symptoms

· Depression
· Dysphoria = state of unease or generalized dissatisfaction with life

· Suicidality

Positive Symptoms

· Occur later in the development of the illness

· May wax and wane dramatically with illness exacerbation and improvement

· Correlated to hospitalization, but not functional deterioration

· Respond well to antipsychotic treatment

· May stabilize or improve later in life

Negative Symptoms

· Occur early in course of illness, often as a prodrome

· May precede psychosis by up to 5-10 years

· Tend to progress with the course of illness, especially in early years

· Moderately correlated with functional impairment

· Fair response to antipsychotic treatment

Cognitive Impairment

· Tends to be present from an early age

· Involves all cognitive domains

· Shows moderate progression with the course of the illness, especially during acute psychosis

· Highly correlated with functional impairment

· Poor response to antipsychotic treatment

Mood Symptoms = can be very disabling/distressing to the patient, and can lead to suicide

Parameter

(+) Symptoms
(-) Symptoms

Cognitive Symptoms
Onset


Later

Prodrome

Early Age

Progression

Wax/wane
w/ disease, esp.

w/ disease esp.




dramatically
during early years
during psychosis

F.I. Correlation

None

Moderate

Strong

Response to Tx

Strong

Fair


Poor

Diagnosis of Schizophrenia

A. Characteristic symptoms = 2 or more in 1 month, at least 1 being #1, #2, or #3

1. Delusions

2. Hallucinations

3. Disorganized Speech

4. Grossly Disorganized or Catatonic Behavior

5. Negative Symptoms (Diminished Affect or Avolition)

B. Social/occupational dysfunction

C. Duration = continuous for at least 6 months including prodrome and residual

D. Schizoaffective and mood disorder exclusions

E. Substance-induced and general medical condition exclusions

F. Relationship to pervasive development disorder

Natural History of Schizophrenia

· 13% = single episode

· 33% = intermittent course

· 54% = chronic course

Consequences

· Homelessness

· Substance abuse (60-80% of patients)

· Crime (4x the rate of the general population)

Onset = emergence of psychosis

· Men = 17-30 yrs

· Women = 20-40 yrs

· Lower Frequency = childhood (<18 yrs) and late-life (>45 yrs)

Comorbidities

· Substance-related disorders

· Anxiety disorders (OCD, panic disorder)

· Schizotypal or paranoid personality disorder

· Reduced life expectancy

· Weight gain

· Diabetes

· Metabolic syndrome

· CVD

· Pulmonary disease

Course

· Majority of patients will recover from the first episode

· Most patients will experience one or more subsequent episodes

· Patients may not recover fully from subsequent episodes

· Most of the deterioration occurs in the early phase (first 5-10 yrs)

Good Prognostic Signs

· Supportive family

· Family history of an affective disorder

· Premorbid history of good social relationships, school performance, job performance, etc.

· Acute onset

· Positive symptoms more than negative symptoms

Poor Prognostic Signs

· Insidious onset

· Family history of schizophrenia

· Presence of negative symptoms

Parameter
Good Prognosis

Poor Prognosis
Onset

Acute


Insidious

(+)FH

Affective disorder
Schizophrenia

Symptoms
(+)


(-)

Conclusions

· Schizophrenia is characterized by psychosis and functional deterioration

· Schizophrenia is a heterogeneous clinical syndrome

· Symptom domains include positive, negative, cognitive, and mood symptoms

· Substance use disorders and serious medical conditions commonly co-occur with schizophrenia

The Schizophrenic Disorders: Etiology
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Objectives

· Describe the genetic liability for developing schizophrenia

· Discuss environmental factors that may lead to the development of schizophrenia

· State 3 different neurotransmitters and the role they may play in the schizophrenic illness

Pathogenesis

· Genetic risk

· Environmental risks

· Neurotransmitter imbalance

Evidence of Genetic Risk

· Rate among 1st degree relatives of persons w/ schizophrenia is 10x higher than control families

· Risk of developing the illness ↑ w/ the # of relative afflicted, & w/ the degree of closeness

· 40-50% concordance in MZ twins & 9-10% concordance for DZ twins

Genetic Theories

· Genetic liability is conferred by a spectrum of risk alleles (common and rare), with each allele making a small contribution to the population variance

· Risk alleles are also associated with other mental disorders (bipolar, depression, ASD)

· Empirical risk for a relative is the risk over a normal lifetime

· However, most individuals diagnosed with schizophrenia have no family history of psychosis

Environmental Risks

· Obstetric Complications

· Occur 2x more frequently in schizophrenic patients that controls

· Seem to play a role in early onset schizophrenia

· Hemorrhage, pre-term labor, blood-group incompatibilities, fetal hypoxia, infection

· Infection

· Increased risk among individuals exposed prenatally to 1957 flu epidemic

· Critical exposure period may be 1st half of gestation, particularly 1st trimester

· Increased risk among those born in late winter, early spring

· Influenza, herpes, polio, rubella, toxoplasmosis, respiratory infections

· Nutrition

· Poor maternal nutrition during pregnancy associated with increased risk

· Pregnancy during famine associated with 2x risk of schizophrenia in offspring

· Unclear as to whether effect is due to general malnutrition or specific micronutrient

· Immune Factors

· Autoimmune disease associated with higher prevalence

· Immune system activation → ↑levels of circulating cytokines, observed in schizophrenia

· Cytokines can alter BBB and may be responsible for psychosis

· AHA, bullous pemphigoid, celiac disease, thyrotoxicosis, interstitial cystitis

· Cannabis Use

· Increased risk is dependent upon other factors (like FH)

· Odds ratio of developing schizophrenia in cannabis users is 2.2-2.8

· Acute infusions of THC provoke psychotic-like sx in non-users

· Immigration

· Higher prevalence in immigrants compared to native-born populations

· Risk can be as high as 4x and increased risk persists for 2nd-gen. immigrants

· Advanced Paternal Age

· Males most affected, supporting theory that X-linked de novo mutation is responsible

· Risk of schizophrenia unaffected by maternal age at conception

Neurotransmitters

· Dopamine (DA)

· Positive symptoms of schizophrenia are due to overactivity of DA in mesolimbic tract

· All drugs with antipsychotic properties block D2-R

· Psychotic symptoms can be induced by DA agonists

· Decreased DA in PFC may be responsible for some of cognitive and negative sx

· Glutamate (Glu)

· Hypofunction of the NMDA-R may contribute to pathology

· PCP (NMDA antagonist) causes psychosis

· Gamma-amino-butyric-acid (GABA)

· GABAergic interneurons are dysfunctional in people with schizophrenia

· Acetylcholine (ACh)

· Increased smoking behaviors in people with schizophrenia

· Hypothesis is that nicotine, which stimulates a subset of AChR, corrected a fundamental neurochemical problem in schizophrenia

· Unclear whether cholinergic system is primarily disrupted in schizophrenia, or the disruption is secondary to other pathological characteristics of the illness

Genain Quadruplets
· MZ women who are concordant for schizophrenia

· Experienced different intrauterine factors, birth order, and environmental factors

· Vary in the severity of their disorders

Neuroscience of Psychosis
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Objectives

· Name 3 drug discoveries that revolutionized the understanding and treatment of mental illness

· Nate 2 gross brain structural abnormalities in schizophrenia

· Label brain structures most involved in (+) and (-) sx of schizophrenia

· Illustrate the 4 DA pathways in the brain

· Discuss 1 association b/w DA transmission and psychotic sx

3 Drug Discoveries

· Bromides = antiepileptic/sedative  eliminates those who were not psychotic, but epileptic

· PCN = antibiotic  eliminates those whose mental state was affected by infection

· Chlorpromazine = anesthetic/DA antagonist  treats true psychotic pts (see below)

Anatomy of Schizophrenia

· Decreased brain size

· Increased ventricle size

· Decreased size and changes in histopathology of specific structures

· Entorhinal Cortex

· Hippocampus

· Amygdala

· Parahippocampal Gyrus

Histopathology

· Changes in cell size

· Changes in cell number

· Changes in organization

· Abnormal migration of cortical neurons

· Cells appear inferior to their normal location

· Represents a process that occurs during the 2nd trimester

Anatomical Change


Symptoms
Smaller left HAC


More severe (-) sx and formal thought disorder

Smaller left amygdala


More severe formal thought disorder

Smaller left hippocampus

More severe (-) sx

Smaller left anterior hippocampus
More severe hallucinations and (+) sx

Smaller left posterior hippocampus
More severe (-) sx

Temporohippocampal dysfunction
Memory deficits

Frontal cortex dysfunction

↓verbal fluency, spatial performance, pattern recognition

Smooth Pursuits and Schizophrenia

· Normal

· Initiation Phase = mediotemporal cortex

· Maintenance Phase = mediotemporal cortex + frontal cortex

· Schizophrenia

· Impaired in individuals with schizophrenia

· Impaired in family members with schizotypal personality disorder

· Impaired in family members without any psychopathology

· PET studies revealing decreased glucose metabolism confirm abnormality in FEF

· Possibly associated with chromosome 6p21

Evoked Potentials and Sensory Gating

· Principles

· Specific EEG changes are associated with sensory or cognitive events

· Can examine information processing in the brain
· P300 = (+) potential elicited 300 msec after stim. in the process of decision making

· Schizophrenia

· P300 latency is delayed and amplitude is decreased

· Persists even during remission of psychotic symptoms
· Prepulse Inhibition = ability to inhibit a startle response to a strong sensory stimulus in the presence of a preceding weak “prepulse” stimulus

· Schizophrenia = poor prepulse inhibition, suggesting an inability to gate sensory information, leading to a sensory overload

· Hypothesis

· (+) Sx = due to misinterpretation or misidentification of unfiltered sensory information

· (-) Sx = due to withdrawal from the sensory overload
· P50 = (+) potential elicited 50 msec after each of 2 auditory stim. about 500 msec apart

· Normal = 2nd evoked potential (EP) is less than the 1st 

· Schizophrenia = 2nd EP = 1st EP

· Genetics = P50 encoded by a single gene at 15q14

· Inheritance = AD

· Gene Product = α-7 nicotinic cholinergic receptor subunit

· Implication = association between schizophrenia and nicotine

Functional Imaging in Schizophrenia

· Early PET studies showed frontal lobe hypometabolism

· These early studies were biased toward pts. with (-) sx  hard to interpret Rx effect

· Later PET studies showed hypometabolism in anterior cingulate and hippocampus

· These later studies were done with drug-naïve, actively psychotic individuals

· Within study group, individuals with (-) sx also had hypometabolism of:

· Frontal cortex

· Parietal cortex

· Thalamus

Drugs and Biochemistry
· Chlorpromazine 

· History = anesthetic that was given to schizophrenic pts for sedating effect, but also turned out to have antipsychotic effects

· MoA = antagonism of DA receptors (included D1, 2, 3, 5)

· Dopamine

· Cell Bodies

· Substantia Nigra (SN)

· Ventral Tegmental Area (VTA)

· Four Pathways
· Mesocortical Projection = VTA  frontal lobe 
· Mesolimbic Projection = VTA  NA 
· Nigrostriatal Projection = SN  BG 
· Tubero-Infundibular Projection = hypothalamus  anterior pituitary 

· SPECT and PET Studies with DA-R Ligands

· Acute Schizophrenia = increased DA release into synapse compared to healthy controls

· Implication = abnormality in DA system unrelated to neuroleptics

· Amphetamine Infusion

· Provoked psychotic symptoms

· ↓ligand binding following infusion in schizophrenic pts (i.e. more DA release)

· Takeaways

· DA transmission is abnormal in schizophrenia

· Excessive DA release correlated with psychotic sx

Take Home Points

· Discoveries of bromides, PCN, and CPZ revolutionized understanding/tx of mental illness

· Whole brain volume and ventricular size are grossly abnormal in schizophrenia

· Temporolimbic structures are most involved in positive symptoms

· Frontal structures are most involved in negative symptoms

· 4 DA pathways are implicated in schizophrenia presentation and treatment response

Differential Diagnosis of Psychosis I
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Psychosis = significant impairment in reality testing as evidenced by hallucinations, delusions, thought disorganization, and/or disorganized behavior with severe impairment of social and personal functioning

Psychotic Symptoms

· Hallucinations

· Delusions

· Disorganized speech

· Disorganized behavior

· Negative symptoms

Practical Considerations of Psychosis Diagnosis

· Many illnesses fall into the category of “psychotic”

· Illnesses may include brief, transient psychotic episodes, but not a prominent part of the illness

· Important to determine cause of psychotic sx because tx can vary considerably

Categories of Psychotic Illnesses

· Primary psychotic disorders

· Other mental illnesses that may exhibit psychotic symptoms

· Psychosis due to substance abuse

· Psychosis due to a general medical condition (GMC)

Primary Psychotic Disorder = disorder where psychosis is the primary symptom, and there is no evidence that another illness, medication, or substance is the cause of the psychotic symptoms

· Schizophrenia

· Brief Psychotic Disorder

· Schizophreniform Disorder

· Delusional Disorder

· Schizoaffective Disorder

Schizophrenia 

· Presentation = psychotic sx (see above) with functional impairment

· Duration = at least 6 months with at least 1 month of active sx

· Course = chronic or recurrent 

Brief Psychotic Disorder 

· Onset = sudden change from non-psychotic to psychotic state within 2 weeks

· Presentation = psychotic sx (see above) with those below more prevalent

· Significant emotional turmoil

· Overwhelming confusion

· Rapid shift in affect

· Duration = between 1 and 30 days

· Course = returns to previous level of functioning

· Specifier = with or without stressors

· Concern = increased risk of suicide demands close supervision

· Gender = twice as common in females

· Prevalence = 9% of cases of first-onset psychosis

· Risk Factors = temperamental (personality disorders, (-) affectivity) & cultural/religious factors

· Differential

· Medical conditions (Cushing’s syndrome, brain tumor, etc.)

· Substance disorders

· Other psychotic or mood disorders

· Malingering/factitious disorders

· Personality disorders (stress may replicate a brief psychotic episode)

Schizophreniform Disorder
· Presentation = psychotic sx (see above) (does not require functional impairment)

· Duration = greater than 1 month, but less than 6 months*

· Utility = “provisional diagnosis” in someone who eventually gets dx’d with schizophrenia

· Prognosis = 60-80% go on to be diagnosed with schizophrenia (about 1/3 recover)

· Severity = ranging from 0-4 based on primary sx

· Specifier = with or without catatonia

· Factors Indicating Good Prognosis

· Rapid onset (prominent sx w/in 4 weeks of any change in behavior/functioning)

· Confusion

· Good premorbid functioning

· Maintains normal range of affect

Delusional Disorder

· Delusion = fixed belief that is not amenable to change in light of conflicting evidence

· Presentation = one or more delusions

· Hallucinations are rare, only present if related to delusional theme

· Impaired function absent except by direct impact of delusion

· Duration = persist for at least a month

· Exclusion = cannot diagnose if a patient has ever been diagnosed with schizophrenia

· Prevalence = rare (0.2%) (but may be because doesn’t often come to medical attention)

· Specifier = bizarre or non-bizarre delusions

· Types of Delusions
· Erotomanic = another person in love with the individual
· Grandiose = great but unrecognized talent, insight, or discovery
· Jealous = spouse or lover is unfaithful
· Persecutory = being conspired against, cheat, followed, poisoned, maligned, harassed
· Somatic = involving bodily functions or sensations

· Risk Factors 

· Increased age

· Sensory impairment

· Family history

· Social isolation

· Recent immigration

· Neurological Conditions Associated with Delusions

· Head trauma

· Encephalopathy

· Migraine

· Multiple Sclerosis

· Temporal Arteritis

· Differential Diagnosis

· Obsessive-Compulsive Disorder

· Delirium

· Neurocognitive Disorders

· Substance-Induced Psychosis

· Hypochondriasis

· Body Dysmorphic Disorder

· Paranoid Personality Disorder

Schizoaffective Disorder
· Presentation = chronic concurrent sx of schizophrenia as well as a major mood disorder

· Period of 2+ weeks when delusions/hallucinations are present w/o prominent mood sx

· Mood sx present for a majority of the total duration of the illness

· Negative sx and anosognosia are usually less severe than in schizophrenia

· Common social and occupational dysfunction, but not diagnostic criteria

· Types = bipolar or depressive

· Specifier = with or without catatonia

· Genetics = high rates of mood disorders in relatives (more than schizophrenia) 

· Prognosis = better if mood sx predominate over psychotic sx

· Prevalence = 0.3%

· Gender = depressive type more common in females

· Concern = suicide risk is approximately 5%

· Treatment = requires both antipsychotic and mood stabilizer or antidepressant

· Other Concerns

· Insight into illness and need for treatment

· Tolerance of medications

· Care for children

Antipsychotic Medication
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Objectives


· Distinguish between typical and atypical antipsychotics

· Compare and contrast the action of typical and atypical antipsychotics in each DA pathway

· List common side effects associated with the antipsychotics

· Describe the clinical presentation of NMS and treatment options

· Distinguish between Clozaril and the other atypical antipsychotics

· Outline the effects of antipsychotics on the cardiac system

· Describe the relationship between antipsychotics and metabolic syndrome

Psychosis

· Causes (see previous)

· (+) sx (see previous)

· (-) sx (see previous)

2 Types of Antipsychotics

· Typical (Conventional)

· Atypical (2nd Generation)

4 Main Actions of Typical Antipsychotics

· D2 receptor blockade

· M1 muscarinic AChR blockade

· α1-adrenergic receptor blockage

· H1 histaminic receptor blockade

Schizophrenia and Dopamine (DA)

· Efficacy of antipsychotics correlates with DA blockade

· Psychotic sx can be induced by DA agonists (amphetamines, cocaine, amantadine)

4 Main DA Pathways

· Mesolimbic = ventral tegmental area (VTA)  nucleus accumbens (NA)

· Mesocortical = ventral tegmental area (VTA)  DLPFC and VMPFC

· Nigrostriatal = substantia nigra (SN)  caudate and putamen of basal ganglia (BG)

· Tuberoinfundibular = arcuate & periventricular nuclei of hypothalamus  anterior pituitary

Effects of Typical Antipsychotics on Mesolimbic Pathway

· Schizophrenia = hyperactive, resulting in positive sx

· Physiology with Tx = block postsynaptic D2-R in NA

· Effect = reduces (+) sx of schizophrenia

· Amount = 70-90% of receptors are blocked at therapeutic doses of typical antipsychotics

· Efficacy = no difference among typical antipsychotics

· Individual Response = vary among agents

Effects of Typical Antipsychotics on Mesocortical Pathway

· Schizophrenia = hypoactive, resulting in cognitive (DLPFC), affective (VMPFC), and (-) (both) sx

· Physiology with Tx = further reduction in activity in this pathway due to DA-R blockade

· Effect = worsening of (-) sx and cognitive slowing

· Causes = DA deficiency may be primary (schizophrenia) or secondary (drug-induced)

Effects of Typical Antipsychotics on Nigrostriatal Pathway

· Normal Physiology = DA blocks ACh release, suppressing ACh activity, maintain DA-ACh balance

· Hypokinetic movement disorders results from DA deficiency (i.e. PD)

· Hyperkinetic movement disorders results from increased DA activity (i.e. HD)

· Schizophrenia = theoretically unaffected

· Physiology with Tx = reduction in DA signaling causes hypoactive DA and overactive ACh

· Effect = Extra-Pyramidal Symptoms (EPS)

· Drug Induced Parkinsonism = TRAP sx 
· Akathisia = primarily a psychological disorder characterized by an urge to move, unpleasant sensations in the legs, and an inner restlessness that manifests itself in motor and behavioral sx (i.e. movement)

· Tx = beta-blocker (propranolol) (BZD can also be helpful)
· Dystonia = painful, involuntary muscle spasms, usually in the head/neck muscles

· Onset = 50% w/in 48 hrs and 90% w/in 5 days of starting tx

· Types = oculogyric crisis, torticollis, trismus, buccolingual crisis

· Tx = IM diphenhydramine or benztropine
· Tardive Dyskinesia = hyperkinetic movement disorder resulting from DA-R blockade

· Cause = continual blockade of DA-R results in up-regulation of DA-R

· Presentation = abnormal, involuntary movements of face/neck/extremities, often including chewing movements, tongue protrusions, and grimacing

· Incidence = 5% after 1 year of treatment

· Solution = anti-cholinergic drugs help to treat EPS caused by typical antipsychotics

· Benztropine (Cogentin)

· Trihexyphenidyl (Artane)

· Diphenhydramine (Benadryl)

Effects of Typical Antipsychotics on Tuberoinfundibular Pathway

· Normal Physiology = DA inhibits prolactin secretion

· Schizophrenia = theoretically unaffected

· Physiology with Tx = elevated prolactin levels (hyperprolactinemia)

· Presentation

· Galactorrhea

· Amenorrhea

· Sexual dysfunction

· Weight gain

Ideal Antipsychotic

· Decrease DA in mesolimbic pathway

· Increase DA in mesocortical pathway

· No disruption of DA in nigrostriatal and tuberoinfundibular pathways

Side Effects of Typical Antipsychotics

· D2 receptor blockage 

· Worsening of (-)/cognitive sx

· EPS

· Hyperprolactinemia

· M1 muscarinic AChR blockade  anti-cholinergic effects (opposite of DUMBBELSS)

· Drowsiness

· Dry-mouth

· Blurred vision

· Constipation

· Confusion

· Urinary retention

· α1-adrenergic receptor blockage 

· Drowsiness

· Orthostatic hypotension

· Dizziness

· H1 histaminic receptor blockade

· Drowsiness

· Weight gain

Potency for D2-R = Classification of Typical Antipsychotics

· Low-potency = least potential to cause EPS, but less effective at eliminating (+) sx

· Mid-potency = somewhere in between

· High-potency = most potential to cause EPS, but more effective at eliminating (+) sx

Chlorpromazine (CPZ, Thorazine)
· History = introduced in mid-1950s as anti-histamine which improved psychosis

· Classification = low-potency typical antipsychotic

· Benefit = less likely to cause EPS

· Drawback = more likely to produce other ADEs (sedation, orthostatic hypotension, etc.)

High Potency Typical Antipsychotics

· Agents

· Haloperidol (Haldol)*

· Fluphenazine (Prolixin)*

· Trifluoperazine (Stelazine)

· Benefit = less intrinsic anticholinergic properties

· Drawback = greater association with EPS

· * = available in decanoate preparations to deliver IM

Neuroleptic Malignant Syndrome (NMS) = potentially fatal reaction to typical antipsychotics

· Incidence = 0.02-1.9%

· Treatment = cessation of antipsychotic and administration of DA agonists and muscle relaxants

· Presentation = muscle rigidity and fever*

· Autonomic instability

· Decreased level of consciousness

· Elevated CPK


Antipsychotics and Seizures

· Effect = all antipsychotics decrease the seizure threshold in a dose-dependent manner

· Prevention = avoid rapid increase in dosing and high dose therapy

Atypical Antipsychotics = defined by either 5-HT2A antagonism or fast dissociation from D2-R

· Benefit = less likely to cause EPS and TD than typical antipsychotics (though variation exists)

Atypical Antipsychotics and 5-HT

· Normal = 5-HT inhibits DA release in the 4 key DA pathways

· Atypical Tx = blockade of 5-HT promotes DA release

Atypical Antipsychotics and Mesolimbic Pathway

· With Tx = 5-HT2A receptor blockade does not reverse the effects of D2-R blockade

· Effect = (+) sx are effectively reduced

Atypical Antipsychotics and Mesocortical Pathway

· Normal = there exists a greater number of 5-HT2A receptors than D2-R

· With Tx = DA release > DA blockade

· Effect = increased levels of DA may improve (-) sx and cognitive functioning

Atypical Antipsychotics and Nigrostriatal Pathway

· With Tx = blockade of 5-HT2A receptors increases DA levels

· Effect = more DA is available to compete for postsynaptic receptors, partially reversing blockade and decreasing the incidence of EPS and TD (<1%)

Atypical Antipsychotics and Tuberoinfundibular Pathway

· Normal = DA decreases PRL levels and 5-HT increases PRL levels

· With Tx = 5-HT blockade mitigates the effect of DA blockade to varying degrees

Risperidone (Risperdal)

· Dosing = 0.25-6mg daily

· Administration = short-acting liquid or long-acting form

· Risk = more likely to lead to hyperprolactinemia*

· Other Common ADEs = sedation, weight gain, orthostatic hypotension

Olanzapine (Zyprexa)

· Dosing = 2.5-20mg daily

· Administration = rapidly dissolving form or injectable

· Most Common Side Effect = weight gain* (and subsequent metabolic syndrome)

· Other Common ADEs = sedation, orthostatic hypotension, anticholinergic effects

· Metabolic ADEs = elevated serum glucose and triglyceride levels

Quetiapine (Seroquel)

· Dosing = 300-800mg daily

· Most Common Side Effect = sedation* (due to anticholinergic effects)

· Other Common ADE = weight gain

· Benefit = low incidence of EPS

· Utility = 1st line tx for psychosis in PD

· Off-Label Uses = insomnia and anxiety

Ziprasidone (Geodon)

· Dosing = 40-160mg in 2 divided doses

· Benefit = less likely to cause weight gain, and possibly improvement of metabolic variables*

· Drawback = more likely to cause sedation and orthostatic hypotension

· Concern = QT prolongation*

Aripiprazole (Abilify)

· Dosing = 5-30mg daily

· Unique MoA = antagonist at 5-HT2A receptors, but partial agonist at D2-R*

· Effect = block a D2R if it is overstimulated (i.e. mesolimbic pathway) and stimulate a D2R if it is under-stimulated (i.e. mesocortical pathway)

· Most Common Side Effect = akathisia*

Clozapine (Clozaril)

· Dosing = 300-900mg daily

· Benefit = 1st antipsychotic without EPS or TD and no elevation in prolactin levels

· MoA = blockade at both 5-HT2A and D2 receptors

· Complexity = interacts with at least 9 different neurotransmitter systems

· Utility = not a 1st line agent, but can be used under certain circumstances

· Treatment refractory patients (may have improved efficacy over all other atypicals)

· Reduced risk of suicide

· Improve pre-existing tardive dyskinesia

· Side Effects

· Common Side Effects = sedation and weight gain*

· Other Common ADEs = increased salivation and metabolic syndrome

· Serious Side Effect = agranulocytosis* (0.5-2% of patients)

· Other Serious ADEs = seizures and cardiopulmonary arrest

· Dosing Implication = slow titration

· Monitoring Implications

· Weekly blood counts for 1st 6 mos., then biweekly WBC count

· Total WBC at or > 3000 WBC & absolute neutrophil at or > 1500 to continue rx

· Monitor for signs and symptoms of infection

· Patient adherence is critical

Variation among Atypical Antipsychotics

· Amount of blockade at 5-HT2A and D2 receptors varies

· Activity at other 5-HT and DA receptor subtypes varies

· Activities at other types of receptors varies

Antipsychotics and QT Prolongation

· Atypicals = can cause QT prolongation (except aripiprazole), but not torsades

· Typicals = cause QT prolongation (especially Haldol) and torsades (↑risk with IV admin)

Atypical Antipsychotics and Metabolic Syndrome (all)

· Presentation

· Weight gain = clinically significant with increase of 5-7%

· Dyslipidemia

· Glucose intolerance

· Different Risks

· Greatest = clozapine + olanzapine

· Intermediate = risperidone + quetiapine

· Lowest = ziprasidone + aripiprazole

Time Course of Antipsychotic Response

· Symptoms that diminish in the first few days/hours

· Agitation

· Psychomotor excitement

· Symptoms that diminish over 3-5 weeks, typically in the order below

· Thought disorder

· Hallucinations (decreased intensity and frequency)

· Delusions (new misinterpretations are the first affected)

Considerations in Acute Treatment Drug Selection

· Prior response

· Side effect profile

· Patient preference

· Route of administration

· Cost

Differential Diagnosis of Psychosis II
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Psychosis in Other Mental Illnesses = sx usually present in more severe manifestations of other illnesses

· Psychosis in Mood Disorders

· Presentation = hallucinations or delusions

· Disorders = severe depression and mania
· Mood Congruent = delusions/hallucinations in concordance with mood disorder

· e.g. depression = delusions of persecution/guilt

· e.g. mania = delusions of grandeur

· Prevalence = about 15% of people with major depressive disorder will develop psychosis, and it is even more common in mania

· Exclusion Criterion = if psychosis is present, then it is not hypomania

· Psychosis in Dementia

· Hallucination Prevalence = 30% of people with dementia (most commonly visual)

· Delusion Prevalence = 30-40% of people with dementia (usually persecutory)

· Delirium Prevalence = common to be superimposed upon dementia
· Pseudo-Dementia = dementia-like presentation sometimes seen in the elderly with depression that must be differentiated from true dementia

· Psychosis in Personality Disorders
· Personality Disorder = enduring, pervasive patterns of behavior that deviate from norm

· Presentation = psychotic sx, usually paranoid delusions

· Duration = transient (min-hr)

· Prevalence = seen more in paranoid, schizotypal, and borderline personality disorders

· Psychosis in Delirium
· Delirium = ΔLoC w/ change in cognition, fluctuating and occurring over hrs/days

· Presentation = perceptual disturbances, including hallucinations, with possible delusional conviction of reality of hallucination

· Management = essential to determine and treat cause of delirium

· Psychosis in Post-Traumatic Stress Disorder (PTSD)
· PTSD = sx developing following an extreme traumatic stressor

· Re-experiencing the traumatic event

· Avoidance

· Numbing of responses

· Increased arousal (anxiety, sleep problems, anger, etc.)

· Psychosis Presentation

· Hallucinations (usually auditory)

· Paranoid ideation (in severe cases)

· Psychosis in Post-Partum Mood Disorder

· Disorders = major depression, bipolar disorder, brief psychotic disorder, OCD

· Incidence = post-partum psychosis occurs in 1/500-1000 deliveries

· RF = (+)hx of postpartum depression of (+)FH of bipolar disorder

· After one episode, risk with subsequent delivery is 30-50%

· Psychosis Presentation

· Delusions about infant (e.g. infant possessed)

· Command hallucinations to harm infant

· Disorganized thoughts or behavior

· Management = considered a psychiatric emergency possibly requiring inpatient tx

Substance-Induced Psychotic Disorder = prominent hallucinations or delusions that are the direct physiological effect of a substance, during either intoxication or withdrawal

· When to Consider = any person over 35 with new-onset psychosis

· Prevalence = 7-25% of new-onset psychosis

· Primary and substance-induced psychotic disorders are not mutually exclusive

· Specific Drugs

· Cocaine = can see psychosis within minutes, possibly long-lasting (weeks+)

· Cannabis = with high dose use, often see persecutory delusions, anxiety, mood lability

· Hallucinogens (PCP, mushrooms, LSD) = may present as severe agitation

· Alcohol

· Cause = either intoxication or withdrawal

· Presentation = hallucinations (usually auditory), delusions, or delirium

· Association = prolonged, heavy ingestion of alcohol

· Prevalence = 3% of alcoholics

· Course = clears spontaneously, but will recur if drinking recurs
· Delirium Tremens = delirium superimposed on withdrawal sx often presenting as severely confused with tactile and visual hallucinations
· Rum Fits = seizures due to alcohol withdrawal

· Medications

· Prevalence = medications are a common cause of acute psychotic sx

· Cause = may occur as a side effect of a therapeutic dose or due to overdose of a med

· At-Risk = highest risk are elderly and those with renal or liver disease

· Specific Medications

· Anticholinergics*

· Antiparkinsonian agents*

· Steroids*

· Amphetamines*

· Chemotherapeutic agents

· Muscle relaxants

· Antibiotics

· Antihypertensives

· Beware of…

· New onset psychotic sx associated with a new medication

· Elderly, ill patients starting a new medication

· Medication combinations which can increase blood level of a medication

· Overdose (accidental or purposeful)

Psychosis due to a General Medication Condition (GMC) = prominent hallucinations or delusions that are judged to be direct pathophysiological effects of a general medication condition

· When to Consider = new-onset psychosis, especially if temporally associated with illness

· Psychosis could be the first sign of a medical illness

· May first be picked up by primary physician, neurologist, or ER physician

· Causes

· Trauma (especially subdural hematoma)

· Infection 

· HIV = primary or secondary CNS sx may include psychosis

· Sepsis = usually delirium, many sources, may present with psych. sx

· Encephalitis = many causes, may present with psych. sx

· Tumor (especially temporal lobe classically causing olfactory hallucinations)

· Vascular disease

· Metabolic disease

· Uremia = most commonly see fatigue, decreased cognitive function, and confusion, possibly with delirium and psychosis

· Hepatic encephalopathy = get impairment in consciousness, often delirium with hallucinations (usually visual)

· Acute intermittent porphyria = 50% have psych. sx (lability, psychosis, delirium)

· Hyperthyroidism = may cause mania with psychosis

· Cushing’s Syndrome (adrenal disorder)

· Vitamin deficiencies = thiamin causing pellagra, B12 causing pernicious anemia

· Liver failure

· Renal failure

· Seizures (associated with auras and temporal lobe)

· Migraines

· Autoimmune disease

· MS = mood lability, may include psychosis, associated with ↑brain lesions

· SLE = psych. sx late in illness, often delirium but may see paranoia/hallucinations

· Tx = distinguish effects from steroids for tx vs. sx from illness

· Considerations

· Must rule out delirium, which often presents with psychosis

· Risk of self-harm from psychotic sx (pull out IVs, try to leave ICU, etc.)

· Vital to determine the medical cause of the psychosis

Confabulation = filling in momentary gaps in memory with imaginary events

· Often trying to please interviewer or hide memory loss

· May appear delusional, but it is short-lived, transient, and varying  not true psychosis

· Causes = amnesia, dementia, Korsakoff’s

Illusion = misinterpretation of actual sensory stimuli often seen in delirium or substance abuse

Agnosia = inability to understand sensory stimuli; impaired recognition of objects

Pseudodementia 

· Commonly seen in the elderly

· Severe psychomotor retardation

· Events don’t register, so patients appear to have poor memory

· May actually have true cognitive failure secondary to depression

· Also common to see depression as early response to dementia

· May develop psychosis due to severe depression, though may appear related to dementia

· Psychiatric illnesses can have similar presentations, so HISTORY is very important!

Key Components to Differential Diagnosis of Psychosis

· Detailed interview/history*

· Collateral information from family, friends, others*

· Physical exam

· Toxicology

· Laboratory findings

Intoxication and Withdrawal
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Objectives

· State the mechanism of action of ALL the drugs discussed

· Recognize the signs & sx of intoxication, particularly opioids, cocaine, PCP, & hallucinogens

· Recognize the signs & sx of withdrawal, particularly opioids, benzodiazepines, & alcohol

· State how to treat opioid, benzodiazepine, and alcohol withdrawal

· State which withdrawals can kill

· State why smoking substances is so addictive

Terminology
· Intoxication = maladaptive behavior associated with drug ingestion
· Tolerance = need more substance to become intoxicated (or same amount produces less effect)
· Withdrawal = development of syndrome following cessation of (heavy) use
· Abuse = maladaptive pattern of substance use resulting in repeated problems/consequences
· Dependence = psychological or physical need to continue taking the substance
· Psychological (Habituation) = craving
· Physiological (Tolerance) = need to continue taking substance to prevent withdrawal

Substance Use Disorder = problematic pattern of use of a substance within a 12 month period resulting in significant impairment or distress demonstrated by 2 or more of the following

· Taken in larger amounts or longer period than intended

· Persistent desire or unsuccessful efforts to cut down or control use

· A lot of time spent trying to obtain, use, or recover from use

· Craving, strong desire, or urge to use

· Recurrent use causing failure at major obligations (work, home, school)

· Continued use despite recurrent social or interpersonal problems caused or worsened by use

· Important activities given up or reduced because of use (work, social, recreation)

· Recurrent use in physically hazardous situations

· Use is continued despite knowledge of problem

· Tolerance (need more or decreased effect with same)

· Withdrawal (development of syndrome following cessation)

Substance Use Disorder Specifiers

· Particular substance

· Severity

Cocaine

· Administration

· Snorted

· Injected

· Smoked

· Forms
· Freebasing = stripping cocaine of HCl salt, allowing it to vaporize at lower temp.
· Crack = mixture of cocaine HCl and Na HCO3

· Mechanisms of Action

· Competitive blockade of DA reuptake via the DAT  stimulates DA pleasure pathway

· Animals will uniformly choose cocaine over food or sex

· Animals will dose themselves until they die from exhaustion

· Block reuptake of NE and 5-HT  activates sympathetic nervous system

· Increased HR/BP

· Pupillary dilatation

· Increased respiratory rate

· Block initiation and conduction of nerve impulses, producing a local anesthetic effect 

· Cocaine Intoxication (DSM V)

· Recent use of cocaine

· Clinically significant problematic behavioral or psychological changes

· 2 or more of the following

· Tachycardia and bradycardia

· Pupillary dilatation

· Elevated or decreased blood pressure

· Perspiration or chills

· Nausea or vomiting

· Weight loss

· Psychomotor agitation/retardation

· Muscular weakness, respiratory depression, chest pain, or arrhythmias

· Confusion, seizures, dyskinesias, dystonias, or coma

· Not due to a general medical condition

· Cocaine Overdose

· Delirium*

· Tactile hallucinations*

· Seizure

· Hyperthermia

· Sudden death (cardiac or vascular)

· Stroke

· Cocaine Withdrawal (DSM V)

· Cessation or reduction in cocaine use

· Dysphoric mood and 2 or more of the following

· Fatigue

· Vivid, unpleasant dreams

· Insomnia or hypersomnia

· Psychomotor agitation/retardation

· Impairment from the above symptoms

· Symptoms not due to a general medical condition

· Withdrawal Course

· Withdrawal peaks in a few days

· Withdrawal can persist for months

· Suicidal ideation is common

· Withdrawal Treatment

· Symptomatic treatment

· Benzodiazepines

Amphetamines

· Mechanisms of Action

· Release of NE and DA from presynaptic neurons

· Prevent reuptake of NE and DA by presynaptic neurons

· MAO-I, thereby preventing degradation of the released neurotransmitters

· (Designer amphetamines can be made to release 5-HT as well)

· Typical Presentation

· Increased alertness

· Decreased need for sleep

· Decreased appetite

· Feelings of euphoria and self-confidence

· Sympathetic activation

· Possibly delirium, psychosis, or mood disorder

· Amphetamine Intoxication (DSM V)

· Recent use of amphetamine

· Clinically significant problematic behavioral or psychological changes

· 2 or more of the following

· Tachycardia and bradycardia

· Pupillary dilatation

· Elevated or decreased blood pressure

· Perspiration or chills

· Nausea or vomiting

· Weight loss

· Psychomotor agitation/retardation

· Muscular weakness, respiratory depression, chest pain, or arrhythmias

· Confusion, seizure, dyskinesias, dystonias, or coma

· Not due to a general medical condition
· MDMA (Ecstasy) 

· Structure = contains major substitutions in the normal amphetamine structure

· Effects (in addition to those described above seen in amphetamines)

· Increased emotional openness

· Euphoria

· “a sense that all is right in the world”

· Increased intrapersonal insight

· Course = initial peak lasting 3-4 hours, after which users experience an “afterglow”

· Adverse Effects

· Increased incidence of depression due to 5-HT depletion

· Neurotoxicity of MDMA
· Crystal Meth = solid “rock” form of amphetamine

· Structure = methyl group makes the molecule more fat soluble (lipophilic)

· Effect = more BBB penetration, making it more penetrating and addictive
· Bath Salts 

· Structure = β-ketone amphetamines

· MoA = amphetamine-like properties with 5-HT release as well

· Presentation = anecdotal zombie-like behavior

· Amphetamine Withdrawal (DSM V)

· Cessation or reduction in amphetamine use

· Dysphoric mood and 2 or more of the following

· Fatigue

· Vivid, unpleasant dreams

· Insomnia or hypersomnia

· Psychomotor agitation/retardation

· Impairment from the above symptoms

· Symptoms not due to a general medical condition

· Withdrawal Course

· Peaks in 2-4 days

· Resolves in 1 week

· Depression is the most severe sx

· Can be associated with suicidal ideation

Phencyclidine (PCP) = dissociative anesthetic with hallucinogenic effects

· Mechanisms of Action

· Antagonist of NMDA subtype of Glu receptors

· Activation of dopaminergic neurons

· Dose-Related Intoxication

· Low dose (1-5mg) = CNS depressant causing nystagmus, blurred vision, incoordination

· Moderate dose (5-15mg) = HTN, dysarthria, ataxia, ↑muscle tone, ↑reflexes, sweating

· High dose (20+mg) = fever, rhabdomyolysis, AKI, seizure, depressed breathing, death

· General PCP Intoxication

· Presentation = hallucinations and bizarre, sometimes violent behavior

· Concern = severe bodily injury 2o to absence of pain produced by PCP’s anesthetic effect

· Duration = effects last 3-6 hours, but may persist for several days

· PCP Intoxication (DSM V)

· Recent use of phencyclidine

· Clinically significant problematic behavioral or psychological changes

· 2 or more of the following

· Vertical or horizontal nystagmus

· Hypertension or tachycardia

· Numbness or diminished response to pain

· Ataxia

· Dysarthria

· Muscle rigidity

· Psychomotor agitation

· Hyperacusis

· Confusion, seizures, or coma

· Not due to a general medical condition

· PCP Intoxication Treatment

· Isolate the patient in a non-stimulating environment

· Wait for the PCP to clear

· Urine acidification may increase clearance

· Use benzodiazepines for agitation

· Antipsychotics can worsen psychosis

· May need to physically restrain the patient
· Ketamine = dissociative anesthetic

· Administration

· Snorted

· Eaten

· Injected

· Presentation

· Auditory and visual hallucinations

· Feels of dissociation

· Profound respiratory depression

Hallucinogens

· Includes

· D-lysergic acid diethylamide (LSD)

· Psilocybin

· Mescaline

· 5MeO-DMT

· Ibogaine
· Ergot = common name for a fungus that grows on rye that contains lysergic acid (LSD)

· Hallucinogen Mechanism = 5-HT receptor agonist

· Dose = LSD is active at only 50 mcg

· Hallucinogen Experience

· Changes in thought, feeling, and perception

· Visual distortions and illusions

· Body image, space, time perception is altered

· Emotions become unusually intense

· Suggestibility increases tremendously

· Increased HR, pupillary dilatation, tachypnea

· Hallucinogen Intoxication (DSM V)

· Recent use of a hallucinogen

· Clinically significant problematic behavioral or psychological changes

· Perceptual changes occurring in a state of full wakefulness and alertness

· 2 or more of the following

· Pupillary dilatation

· Tachycardia

· Sweating

· Palpitations

· Blurred vision

· Tremors

· Incoordination

· Symptoms not due to a general medical condition or other mental disorder
· Hallucinosis (Hallucinogen Persisting Perception) = “bad trip” resembling acute paranoid/anxiety

· Panic

· Depression

· Confusion

· Fear of insanity

· Impaired reality testing

· Treatment of Hallucinosis

· Reassure, reassure, reassure

· Benzodiazepines are a helpful adjuvant

· Antipsychotics should be used only as a last resort

· Symptoms resolve when the drug clears
· Flashback = transitory recurrence of perceptual and emotional changes originally caused by drug

· Risk Factors = fatigue, stress, under the influence of other drugs

· Duration

· LSD = 6-10 hours

· Mescaline = 6-10 hours

· Psilocybin = 2-4 hours

· DMT = 24 hours

· Increased Duration

· (+)hx of psychiatric disorders

· (+)FH of psychiatric disorders

Marijuana
· Cannabis = official genus to which marijuana belongs
· Delta-9-Tetrahydrocannabinol (THC) = lipophilic key psychoactive ingredient in cannabis

· Methods of Preparation

· Dried

· Hashish

· Kief

· Hash oil

· Methods of Ingestion

· Inhalation (pipe, bong, vaporizer, joint, blunt)

· Ingestion (brownies, cakes, tea)

· Effects

· Psychoactive

· Feelings of euphoria, wellbeing, relaxation

· Perceived enhancement of music or comedy

· Perceived effects on memory

· Paranoia or anxiety in some cases

· Physiological

· Decreased intraocular pressure

· Increased conjunctival blood flow

· Increased heart rate

· Muscle relaxation

· Cannabis Intoxication (DSM V)

· Recent use of cannabis

· Clinically significant problematic behavioral or psychological changes

· 2 or more of the following within 2 hours of use

· Conjunctival injection

· Increased appetite

· Dry mouth

· Tachycardia

· Symptoms not due to a general medical condition or other mental disorder

· Mechanisms of Action
· Cannabinoid Receptors (CB1, CB2) = endogenous receptors
· Anandamide = 1st identified endogenous cannabinoid (of which there are more)

· Distribution = high concentrations of receptors located in various CNS structures

· Influences of the Cannabinoid System

· Vision

· Memory

· Pain

· Reproduction

· Inflammation

· Cannabis Withdrawal (DSM V)

· Cessation of cannabis use which has been heavy and prolonged

· 3 or more of the following within one week of cessation

· Irritability, anger, or aggression

· Nervousness or anxiety

· Sleep difficulty

· Decreased appetite or weight loss

· Restlessness

· Depressed mood

· Abdominal pain, tremors, sweating, chills, or headache

· Symptoms above cause distress or impairment of social or occupational function

· Symptoms not due to a general medical condition or other mental disorder
· K2 (Spice) = synthetic cannabinoid added to incense mixtures and smoked

· Affinity = 10x more for cannabinoid receptor than THC

· Presentation = hallucinations, aggression, and profound thought disorganization

Alcohol, Sedatives, and Hypnotics

· Drug Types

· Alcohol

· Benzodiazepines (diazepam, flurazepam, lorazepam, alprazolam, etc.)

· Barbiturates (secobarbital, pentobarbital, etc.)
· GABA = major inhibitory neurotransmitter in the CNS

· GABA Receptor Binding Sites

· Benzodiazepines

· Barbiturates

· Picrotoxin

· Steroids

· Ethanol

· Mechanisms of Action = above drugs increase affinity of the receptor for its own transmitter

· (Alcohol) Intoxication
· (BAC)

Presentation
· 0.02-0.09
Behavioral disinhibition, analgesia, relaxation

· 0.1-0.3

Slurred speech, nystagmus, drowsiness

· 0.3-0.4

Emotional volatility, confusion, blackouts

· >0.4

Decreased respiratory drive, coma, death

· Intoxication (DSM V)

· Recent use of a sedative, hypnotic, or anxiolytic

· Clinically significant problematic behavioral or psychological changes

· 1 or more of the following

· Slurred speech

· Unsteady gait

· Nystagmus

· Impaired attention

· Stupor or coma

· Incoordination

· Symptoms not due to a general medical condition or other mental disorder

· Withdrawal 

· Risk = potentially life-threatening*

· Severity = varies according to dose and duration of use

· Onset = psychotic symptoms commonly begin on days 3-8

· Presentation = autonomic hyperactivity, tremor, seizure, psychosis

· Sedative Withdrawal (DSM V)

· Cessation of or reduction in sedative use that has been heavy and prolonged

· 2 or more of the following within several hours to a few days after the above

· Autonomic hyperactivity

· Increased hand tremor

· Insomnia

· Psychomotor agitation

· Nausea and vomiting

· Transient tactile, visual, or auditory hallucinations or illusions

· Anxiety

· Generalized seizures

· Impairment from the above symptoms

· Symptoms not due to a general medical condition

· Sedative Withdrawal Treatment

· Start benzodiazepines around the clock and taper slowly

· Carbamazepine to decrease risk of seizure

· Frequent vital sign checks

· Give flumenazil in case of overdose (BZD receptor antagonist)
· CAGE = tool used for alcoholism screening (investigate if “yes” to 2 or more)

· C = have you ever felt the need to Cut down on your drinking? 

· A = have people Annoyed you by criticizing your drinking?

· G = have you ever felt Guilty about drinking?

· E = have you ever felt that you needed an Eye-opener to steady your nerves?

· Alcohol Dependence Classification
· Parameter



Type 1

Type 2
· Onset




>25 yrs

<25 yrs

· EtOH-seeking behavior/fighting

↓

↑

· Fear/guilt/psychological dependence
↑

↓

· Risk/harm aversion/avoidance

↑

↓

· Novelty/thrill seeking


↓

↑

Opioids

· Types

· Naturally Occurring

· Morphine

· Codeine

· Semi-Synthetic

· Hydromorphone (Dilaudid)

· Diacetylmorphine (Heroin)

· Oxycodone (Percocet)

· Synthetic

· Methadone

· Meperidine (Demerol)

· Fentanyl (Sublimaze)

· Mechanism of Action = binds opioid receptor

· Distribution = opioid receptors are found in both the CNS and PNS

· Important Receptor Subtypes

· μ1 = moderates euphoria and analgesia

· μ2 = modulates respiratory depression
· Methadone
· Mechanism of Action = μ-R agonist

· Efficacy = more efficacious than morphine

· Duration = initially, analgesia lasts 6 hours, then 8-12 hours

· Metabolism = requires hepatic activation

· Onset = reaches steady state more slowly; 24 hours

· Utility = long, steady tapers in addicted patients

· Bioavailability = 80% orally (compared to 25% for morphine)

· Opioid Tolerance

· Onset = tolerance to opioids develops quickly

· Mechanism = changes in number and sensitivity of opioid receptors

· Effect = side effects decreased with increased use (except euphoria)

· Opioid Effects

· Euphoria

· Analgesia

· Pupillary constriction

· Apathy

· Drowsiness

· Respiratory depression

· Constipation

· Nausea

· Opioid Intoxication (DSM V)

· Recent use of an opioid

· Clinically significant problematic behavioral or psychological changes

· Pupillary constriction (or dilation in severe OD) and 1 or more of the following

· Drowsiness or coma

· Slurred speech

· Impairment in attention or memory

· Symptoms not due to a general medical condition or other mental disorder

· Opioid Withdrawal (DSM V)

· Either of the following

· Cessation of or reduction in opioid use that has been heavy or prolonged

· Administration of an opioid antagonist after a period of opioid use

· 3 or more of the following developing within minutes to days after the above

· Dysphoric mood

· Nausea or vomiting

· Muscle aches

· Lacrimation or rhinorrhea

· Pupillary dilation, piloerection, sweating

· Diarrhea

· Yawning

· Fever

· Insomnia

· Symptoms above cause distress or impairment in social or occupational function

· Symptoms not due to a general medical condition or other mental disorder

· Opioid Withdrawal and Opioid Duration

· Short duration opioid = short, intense withdrawal

· Long duration opioid = prolonged, less intense withdrawal

· Opioid Overdose Treatment

· IV naloxone if the patient is in respiratory distress

· Methadone, if objective symptoms are present
· Suboxone 

· Composition = buprenorphine HCL / naloxone HCL

· Administration = sublingual

· Indication = opiate withdrawal or maintenance

· MoA = partial opioid agonist + opioid antagonist

· Rationale = naloxone present to render buprenorphine inactive if injected

TO KNOW FOR THE TEST

· Mechanism of action of ALL the drugs discussed

· Side effects, particularly of opioids and cocaine

· Signs and sx of intoxication, particularly opioids, cocaine, PCP, and hallucinogens

· Signs and sx of withdrawal, particularly opioids, benzodiazepines, and alcohol

· Duration of hallucinogen action

· Opioid receptors and what they mediate

Opioid Use Disorder I
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Objectives

· Understand basic background of the history of opioid prescribing habits of physicians

· Recognize factors associated with escalating opioid use over the last 20 years

· Identify aberrant behaviors

· State common opioids of abuse

· Understand basic neurobiology of opioid receptors

· Identify substances that are full agonists, partial agonists, and opioid antagonists

· Recognize the signs of opioid intoxication

Substance Use Disorder = continuum describing a maladaptive pattern of substance use leading to significant impairment in function or distress

Physical Dependence vs. Addiction
· Physical Dependence = physiological change/adaptation in an organism in response to repeated administration of a drug
· Addiction = disease state characterized by a group of signs, symptoms, and behaviors indicating a pattern of pathologic use

Substance Use Disorder Characterized by 2 of 11 Criteria

· Impaired Control

· Taking more or for longer than intended

· Unsuccessful efforts to stop or cut down

· Spending a great deal of time obtaining, using, or recovering from use

· Craving

· Social Impairment

· Failure to fulfill major obligations

· Continued use despite problems caused or exacerbated by use

· Important activities given up or reduced because of use

· Risky Use

· Recurrent use in hazardous situations

· Continued use despite physical or psychological problems that are exacerbated by use

· Pharmacologic Dependence

· Tolerance

· Withdrawal symptoms when not using or using less

Severity of Substance Use Disorder

· Mild = 2-3 criteria

· Moderate = 4-5 criteria

· Severe = 6 or more criteria

History of Pain Treatment in the US

· Late 19th/Early 20th Century 

· High rates of morphine use and addiction

· Opioid obtained from doctors
· Harrison Act (1914) 

· Prohibition of prescription narcotics to addicts 

· Criminal penalties enforced for physicians

· Physicians under-Rx opioids, even in clear cases of chronic severe pain

· 1990s

· Opposing Issues

· Need to address under treatment of pain

· Large increases in diversion and abuse of Rx opioids

· New Thinking

· Apply same principles of cancer pain tx to that of chronic, non-malignant pain

· Belief that those with pain were less likely to abuse

· Pain is considered the “5th vital sign”  significant importance

· Oxycontin = potent opioid therapy developed in 1996 and originally marked as non-addictive
· Pain Management Standards (2001) = join commission to monitor opioid pain management

The Problem with Pain

· Lots of anatomy, transitions, junctions, and interpretations

· Pain can be modified in route from a noxious stimuli to the actual perceived experience

· It’s emotional as well

· Maladaptive coping strategies can increase perception of pain

· If you have depression and anxiety, you experience more pain

Epidemiological Problems with Pain

· Prevalence is increasing

· Huge cost on economy (disability, healthcare, lost productivity)

· Most common reason for a medical appointment

· Burning out physicians

Problems for Treatment of Chronic Pain

· Physicians cannot tell how much pain a patient is in

· Motivation for pain treatment is unclear (disability? Diversion?)

· Goals and expectations for pain treatment are unclear (pain gone vs. what # can you live with?)

· Little evidence that opioids work

· Rebound pain resulting in hyperalgesia

· Withdrawal syndromes masquerading as pain

· Opioid adverse events (e.g. QT prolongation)

· Falls/fractures in elderly

Aberrant Behaviors in Pain Treatment

· Deterioration in work/home

· Resistance to change in therapy

· Use by injection/nasal

· Early refills

· Lost/stolen prescriptions

· Doctor shopping

· Prescription forgery

· Abuse of other substances

· Frequent ED visits

· Unauthorized dose increases

· Seeks specific drug

· Refuses referral to a specialist

· Purchasing drugs online

Opioids
· Heroin
· History = synthesized in 1870s by Bayer

· Formulation = powder “cut” with stuff

· High Quality = snorted or smoked

· Low Quality = dissolved, diluted, injected into veins/muscles/under skin

· Effects of Needle Use

· Abscesses

· Infections

· Blow veins

· Smart Needle Use

· If you miss vein, reload syringe and try again at another site if possible

· Don’t use same point to shoot over and over again

· Don’t try to sharpen a used point, it only makes more barbs

· Don’t use the tip of your needle to mix your hit
· Morphine = natural product of the seeds of the poppy plant that is very potent
· Oxycodone (Percocet) = combined with ASA/acetaminophen, often crushed for a rapid high
· Codeine (Purple Drank) = crosses into the brain faster
· Hydromorphone (Dilaudid) = more potent than morphine
· Hydrocodone (Vicodin, Lortab) 
· Methadone = synthetic, long-acting opioid
· Merperidine (Demerol)

· Oxymorphone (Opana)
The Opioid Receptors

· CNS Opioid Receptors = µ, κ, δ

· Addiction = addictive effects of opioids occur through activation at the µ receptor

Types of Binding

· Full Agonist = fully activates the receptor

· Highly reinforcing

· Most common to abuse

· Examples = heroin, methadone, oxycodone

· Partial Agonists = activates the receptor to a lesser degree

· Less reinforcing

· Less abuse

· Example = buprenorphine

· Antagonist = occupies receptor without activing, blocking and displacing agonists

· Not reinforcing

· No abuse

· Examples = naloxone, naltrexone

About Opioid Intoxication

· Mild to moderate intoxication is usually not life-threatening

· Severe intoxication is a medical emergency

· Incidence of overdose and opioid deaths have skyrocketed

· Many nonfatal overdoses are not brought to medical attention

· Tolerance to respiratory depression may be slower than tolerance to euphoric effects

Opioid Use Disorder II
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Objectives

· State symptoms of Heroin Overdose Syndrome

· State treatment of opioid overdose

· State medical comorbidities associated with opiate use

· Recognize the signs and symptoms of opioid withdrawal

· State medication assisted treatment options for opioid use disorders

· Understand opioid maintenance in pregnancy

· Understand non-medication treatment options for opioid use disorders

· State non-opioid treatments for pain

Track Marks = skin lesions suggestive of IVDA

Heroin Overdose Syndrome
· Abnormal mental status

· Depressed respiration

· Miotic pupils

Treatment of Opioid Overdose
· Naloxone (Narcan) = opioid antagonist used immediately following overdose

· Caveat = may not work well for buprenorphine  tx for sedative/hypnotic overdose

· PH Initiative = intranasal naloxone and evzio (pocket device with injectable naloxone)
· Methadone = long-acting opioid used to taper off high; should be monitored for 24-48hrs

Medical Comorbidities of Opioid Use

· Hepatitis C

· HIV

· Infective endocarditis

· Skin infections/necrosis

· Botulism

· Seizures

· Exacerbation of chronic medical problems (e.g. HTN, diabetes)

Timing of Opioid Withdrawal

· Short-Acting Agents

· Examples = heroin, oxycodone, hydrocodone

· Onset = 12 hours after last dose

· Peak = 36-72 hrs

· Duration = 5 days

· Severity = more severe

· Long-Acting Agents

· Examples = methadone

· Onset = later than above

· Peak = later than above

· Duration = longer than above

· Severity = less severe

Opioid Withdrawal Presentation

· Dysphoric mood*

· Elevated blood pressure*

· Tachycardia*

· Sweating*

· Diarrhea*

· Craving*

· Nausea/vomiting

· Muscle aches/cramps

· Lacrimation

· Rhinorrhea

· Insomnia

· Pupillary dilation

· Gooseflesh

· Yawning

Scales to Measure Opioid Withdrawal

· COWS

· OOWS

Heroin Cycle = rapid and wide swings in opioid effects after each use

· The High = peak in the cycle representing opioid use

· Subjective Withdrawal = psychological cravings when drug wear off

· Objective Withdrawal = physiological effects when drug wears off

· Frequency = cycles from sick to high to normal to sick repeatedly throughout the day

Levels of Addiction Treatment

· Outpatient

· Intensive outpatient and partial hospitalization

· Residential and inpatient

· Medically managed inpatient

Principles of Treatment

· If they deny addiction, cutting them off won’t help, they will find other sources

· Outcomes are much worse if they don’t self-admit addiction

· Short-term detoxification is not effective

Medications for Addiction
· Methadone = long-acting opioid agonist
· Buprenorphine = opioid partial agonist
· Naltrexone = opioid antagonist
· Clonidine = centrally acting α2-adrenergic agonist

Mu (µ) Opioid Receptors

· Full Agonist = fully activates the receptor

· Highly reinforcing

· Most common to abuse

· Examples = heroin, methadone, oxycodone

· Partial Agonists = activates the receptor to a lesser degree

· Less reinforcing

· Less abuse

· Example = buprenorphine

· Antagonist = occupies receptor without activing, blocking and displacing agonists

· Not reinforcing

· No abuse

· Examples = naloxone, naltrexone

Medication-Assisted Therapy
· Methadone Maintenance Therapy 

· Rationale

· What 

· Use of long-acting medication in the same class as the abused drug

· Taper off and treat addiction 

· Prevent withdrawal syndrome

· Full agonist at opioid receptors

· What Not

· It is not substitution of one addiction for another

· It does not remove dependence on opioids

· Who

· > 16-18 yrs

· Requires 1 year history of dependence

· Medically compromised patient

· Infectious disease

· Pregnant women

· Why

· Long half-life (24-36 hours)

· Regularly scheduled

· Produce steady-state (less up/down cycling)

· Maintain alertness without craving or drug preoccupation

· Methadone better than buprenorphine in retaining patients long-term

· Phases

· Induction = 1st dose to bring blood levels up to steady state

· Dose = start with low dose and increase incrementally at 5-10mg

· Increments = last until on stable dose for 4-5 days

· Onset = steady state reached over weeks

· Importance = most critical phase of treatment

· Monitoring = requires careful evaluation and adjustment

· Law = requires initial induction dose to be < 30mg

· Maintenance = doses to maintain steady state

· Dose = most do well on 80-120mg/day

· Frequency = dosing once per day

· Tolerance = appears to remain stable, with no need to escalate dose

· Risks

· Induction is tricky

· Overdose

· QT prolongation

· Drug-drug interactions can influence levels
· Buprenorphine

· Suboxone = buprenorphine + naloxone
· Buprenorphine = Partial µ-R agonist & κ-antagonist
· Naloxone = opioid antagonist

· Duration = long-acting

· Maximum Dose-Effect = well below respiratory depression

· Formulation = sublingual tablet

· Drug-Drug Interactions = works better with some HIV medications

· Logistics = need a waiver for a limited number of patients

· Utility = usually for relief of withdrawal and rarely as primary drug of abuse

· Induction

· When = wait until withdrawal starts b/c it will make them feel better

· Dose = 2-4mg first day (8mg max)

· Flexibility = dose can be increased over first 3 days

· Average = 16-20mg/day

· Management of Acute Pain

· Try non-opiate options

· High potency opiate (i.e. fentanyl)

· Temporarily switch to full agonist
· Probuphine (Norplant) = implantable opioid agonist currently in development

· Treatment in Pregnancy

· Treatment Options = methadone of buprenorphine

· Gold Standard = methadone opioid maintenance

· Dosing = dose needs to be increased over course of pregnancy

· Breast Feeding = still encouraged (unless HIV+ or actively drug-using)

· Drawbacks

· Both are category C

· Both are in breast milk

· Nothing is FDA-approved
· Naltrexone
· Pharmacology = antagonist at all opioid receptors

· Utility = prevent impulsive use of drug

· Side Effects = hepatotoxicity, nausea, sedation

· Problem = lack of compliance

· Best Population = well-motivated patients

· Administration = 50 mg daily or monthly IM injection
· Clonidine
· Pharmacology = centrally-acting α-adrenergic agonist

· Effect = suppress increased NE activity from LC caused by withdrawal

· FDA Indication = hypertension

· Side Effect = hypotension (limited), dry mouth, sedation

· Utility = relieves autonomic excess (HTN, sweats, anxiety, agitation, cramps)

· Limitation = doesn’t help with craving

· Administration = pills in 0.1, 0.2, or 0.3mg (or patch)

· Max Dose = 2.4 mg/day

· Logistics = usually involves protocol

· Efficacy = not very effective

· Prevalence = most common non-opioid approach over the last 20 years

Under-Treatment with Medications by Addicts

· Public/personal opinion/bias

· Doctors’ willingness to prescribe

· Availability

Percentage of Patients Drug-Free after 3 Months in Treatment
· Drug



Inpatient
Outpatient
· Buprenorphine/Methadone
77%

29%

· Clonidine


22%

5%

Additional Treatment Components

· Psychosocial Services

· Individual therapy

· Group therapy

· Family therapy

· 12 Step

· Mutual support groups

· Higher psychiatric severity patients more responsive to increased services

· Contingency treatments where good behavior is rewarded is very useful

· Vouchers

· Take-homes

· Prize incentives

Utox = urine testing for toxicities

· Random = gold-standard better at catching toxicities

· Routine = less effective as they tend to miss synthetics

Non-Opioid Treatments for Pain

· COX-inhibitors

· NSAIDs

· ASA

· Acetaminophen

· Toradol (ketorolac)

· Anticonvulsants

· Treat depression/anxiety (SNRIs)

· Low-dose TCAs

· TENS

· Acupuncture

· Biofeedback

· Behavioral modification

Considerations for Opioid Treatment of Pain

· Should be reserved for serious pain

· There should be a clear cause of the pain

· Pain cannot be improved by primary disease treatment or lifestyle changes

· Goal of treatment should be comfort

· Beset efforts of other pain treatments have failed

Pains for which Opioid Treatment is NOT Effective

· Headache

· Low back pain

· Fibromyalgia

Psychosis Groups
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Case 1 Part 1
1) What is psychosis? What are the psychotic features of VC’s presentation? Provide the differential diagnosis of a psychotic presentation
· Psychosis = significant impairment in reality testing as evidenced by hallucinations, delusions, thought/behavior disorganization, and/or negative symptoms

· Psychotic Features of VC’s Presentation

· Delusions (paranoid & somatic, bizarre, metal teeth caps allow thought-reading)

· Asociality (spends time in bedroom, little time with friends/family)

· Disorganized behavior (messy, malodorous, talking to himself, poor grooming)

· Alogia (speaks very little)

· Academic dysfunction (failing classes)

· Hallucinations (foul, metallic taste in mouth, voices commenting on thoughts)

· Thought disorganization (perseveration)

· Blunted affect

· Inattention

· Differential Diagnosis of Psychosis

· Major Depression / Bipolar 1 Disorder

· Schizoaffective Disorder

· Schizophreniform and Brief Psychotic Disorder

· Delusional Disorder

· Schizophrenia

· Schizotypal (Personality) Disorder

· Substance/Medication-Induced Psychotic Disorder

· Psychosis Secondary to a General Medical Condition

· Delirium

2) Discuss the criteria for diagnosis of schizophrenia. What are positive symptoms? Negative symptoms? “Schneiderian” symptoms?

· Schizophrenia (DSM V)

· Characteristic symptoms = 2 or more in 1 month, at least 1 being #1, #2, or #3

..1. Delusions

..2. Hallucinations

..3. Disorganized Speech

..4. Grossly Disorganized or Catatonic Behavior

..5. Negative Symptoms (Diminished Affect or Avolition)

· Social/occupational dysfunction

· Continuous for at least 6 months including prodrome and residual

· Schizoaffective and mood disorder exclusions

· Substance-induced and general medical condition exclusions

· Relationship to pervasive development disorder
· Positive Symptoms = feelings/behaviors that are usually not present
· Negative Symptoms = feelings/behaviors normally present, are absent in affected pt
· Schneiderian Symptoms = psychotic sx particularly characteristic of schizophrenia

· Auditory hallucinations
· Passivity Experiences = individual has the experience of their mind or body being under the influence of and external force or agency
· Thought Withdrawal = delusional belief that thoughts have been “taken out” of the patient’s mind
· Thought Insertion = delusional belief that thoughts are ascribed to other people who are intruding into the patient’s mind
· Thought Broadcasting = delusional belief that others can hear or are aware of an individual’s thoughts
· Delusional Perception = linking normal sensory perception to bizarre conclusion

3) Discuss the epidemiology of schizophrenia. Little is known about this patient’s biological family history because he was adopted. What would a family history of schizophrenia tell us about VC’s genetic predisposition for the disease?

· Epidemiology

· Incidence = 1.5 / 10,000

· Lifetime Prevalence = 1%

· Point Prevalence = 0.5%

· Gender = males slightly more than females

· 20-50% of schizophrenic patients attempt suicide

· 5% of patients with schizophrenia commit suicide

· Age of Onset = males earlier (21) earlier than females (27)

· Risk Factor = lower socioeconomic status

· Genetic Risk = oligogenic inheritance of genes also associated w/ other disorders

· Environmental Risks

..1. Maternal malnutrition

..2. Obstetric complications

..3. Maternal infection

..4. Immune factors

..5. Cannabis use

..6. Advanced paternal age

..7. Immigration

· (+) Family History of Schizophrenia

· Rate among 1st degree relatives of persons w/ schizophrenia is 10x higher

· Risk of developing illness ↑ w/ # of relatives afflicted, & w/ degree of closeness

· Increased risk with relatives with other mental disorders

· 40-50% concordance in MZ twins & 9-10% concordance for DZ twins

4) What are the positive and negative prognostic factors for schizophrenia?

· Good Prognostic Factors

· Supportive family (or being married)

· Family history of an affective disorder

· Premorbid hx of good social relationships, school/job performance, etc.

· Acute onset

· Positive symptoms more than negative symptoms

· Females

· Short duration

· Higher socioeconomic status

· Poor Prognostic Signs

· Weak support system

· Family history of schizophrenia

· Dysfunctional premorbid history

· Presence of negative symptoms

· Insidious onset

· Males

· Long duration

· Lower socioeconomic status

5) Formulate a diagnosis.

· Schizophrenia

Case 1 Part 2
A) What type of reaction is this patient experiencing? What are the other extrapyramidal side effects (EPS)? Which antipsychotic medications are most likely to cause them?
· Dystonia = painful, involuntary muscle spasms, usually in the head/neck muscles

· Oculogyric crisis and torticollis as components of the dystonia

· Treatment = anti-cholinergic (diphenhydramine, benztropine)

· Other EPS
· Akathisia = primarily a psychological disorder characterized by an urge to move, unpleasant sensations in the legs, and an inner restlessness that manifests itself in motor and behavioral sx (i.e. movement)

..1. Treatment = β-blockers (and BZD)
· Tardive Dyskinesia = hyperkinetic movement disorder due DA-R upregulation
· Drug-Induced Parkinsonism = TRAP sx, especially in older patients

· High-potency typical antipsychotics are most likely to cause EPS (e.g. haloperidol)

B) What syndrome does VC have? How would you treat him?
· Neuroleptic Malignant Syndrome (NMS) = potentially fatal reaction to typical antipsychotics characterized by muscle rigidity, fever, elevated CPK, & dysautonomia

· NMS Treatment = cessation of antipsychotic and administration of DA agonists (e.g. bromocriptine) and muscle relaxants (e.g. dantrolene)

C) “Fill in the blank.” What are the criteria for diagnosis of “the metabolic syndrome?” Which atypical antipsychotic medications have the greatest risk of causing it? Give one important side effect for each of the atypical antipsychotic medications.
· Tardive Dyskinesia = abnormal, involuntary movements of face/neck/extremities, often including chewing movements, lip smacking, tongue protrusions, grimacing, eye blinking
· Metabolic Syndrome = weight gain (5-7%, men BMI > 40, women BMI > 35), dyslipidemia (TG >150, HDL < 40), glucose intolerance (>110 fasting), BP (>130/85)

· Clozapine and olanzapine have the greatest risk of causing metabolic syndrome

· Important Side Effects for Atypical Antipsychotics
· Risperidone = hyperprolactinemia (galactorrhea, amenorrhea, weight gain)
· Olanzapine = weight gain and metabolic syndrome
· Quetiapine = sedation
· Ziprasidone = QTc prolongation
· Aripiprazole = akathisia
· Clozapine = agranulocytosis, salivation

D) What antipsychotic medication should be used to treat refractory patients? What serious side effect can it cause and how is it monitored?

· Refractory Treatment of Psychosis = clozapine

· Serious Side Effect of Clozapine = agranulocytosis

· Monitoring for Agranulocytosis

· Weekly blood counts for 1st 6 mos., then biweekly WBC count

· Total WBC at or > 3000 WBC & absolute neutrophil at or > 1500 to continue rx

· Monitor for signs and symptoms of infection

· Monitor and confirm patient adherence

Case 2
1) What is the differential diagnosis? How does this patient’s presentation differ from VC’s in case #1? How would you describe this patient’s delusions?

· Differential Diagnosis of Delusions

· Delusional Disorder

· Manic Disorder

· Obsessive-Compulsive Disorder

· Brief Psychotic Episode

· Substance-Induced Psychosis

· Paranoid Personality Disorder

· Presentation

· Symptoms of psychosis are isolated to delusions

· Shorter duration

· Older patient

· Still functioning

· Patient has other medical conditions (HTN, CAD)

· Negative known family history

· Non-bizarre delusion

· Erotomanic non-bizarre delusions

2) What are the different types of delusional disorder? What are Capgras and Fregoli syndromes?

· Types of Delusional Disorders
· Erotomanic = another person in love with the individual
· Grandiose = great but unrecognized talent, insight, or discovery
· Jealous = spouse or lover is unfaithful
· Persecutory = conspired against, cheated, followed, poisoned, harassed, etc.
· Somatic = involving bodily functions or sensations
· Mixed = combination of the above
· Unspecified = does not fall clearly into one of the above categories

· Syndromes
· Capgras Syndrome = when a person holds the delusion that a friend, spouse, or family member has been replaced by an identical-looking imposter
· Fregoli Syndrome = when a person holds the delusion that different people are actually a single person who changes appearance or is in disguise

3) What is the epidemiology and course of this disorder?

· Increased age

· Sensory impairment

· Family history

· Social isolation

· Recent immigration

· Women

· Married

· Lower socioeconomic status

· Less or no dysfunction

· Unremitting and chronic

· Does not increase the risk of developing schizophrenia

4) How would treatment in this case differ from in case #1?

· Treatment in this case would generally involves different forms of therapy, rather than a pharmacological approach. Antipsychotics often have no effect on the core delusional belief. Individual psychotherapy is the best approach for treatment

5) Formulate a diagnosis for this patient.

· Erotomanic Delusional Disorder

Case 3
1) In the patient’s initial presentation, what are some possible causes of his mood symptoms?

· Depression

· Opioid withdrawal/use

· Anemia

· Medications (zidovudine, TMP/SMZ)

· HIV

· CNS infection

· Tumor (PCNSL)

2) What are possible causes of the patient’s change in mental status/behavior?

· Infection (primary or secondary to HIV or other)

· Antibiotics (ciprofloxacin)

· Uremia (delirium)

· Substance use

· Psychotic depression

3) Which features of the case point to a psychotic disorder due to a general medical condition? Provide a list of medical conditions that can present with psychosis. What are some labs that might be ordered in a medical work-up of psychosis?

· Features of the case that point to psychotic disorder due to a general medical condition

· New onset psychosis in association with new onset infection

· Medical condition that predisposes to psychotic sx/infection (HIV)

· Very acute onset (within a day)

· New medication prescribed

· General Medical Conditions that can Present as Psychosis

· Trauma (especially subdural hematoma)

· Infection (HIV, sepsis, encephalitis)

· Tumor (and paraneoplastic syndrome)

· Vascular disease

· Metabolic disease (uremia, hepatic encephalopathy, acute intermittent porphyria, hyperthyroidism, Cushing’s, vitamin deficiencies)

· Liver failure

· Renal failure

· Seizures

· Migraines

· Autoimmune disease (MS, SLE)

· Labs to Work-Up Psychosis

· Auto-antibodies

· Kidney function tests

· Liver function tests

· WBC count

· Toxicology

· Cultures

· Electrolytes

· STD testing (VDRL)

· Thyroid function tests

· BAC

· Medication levels

4) What are the important take-home points of this case?
· Delirium



Psychosis
· Altered/fluctuating consciousness
Normal consciousness

· Inattention



Attentive (most of the time)

· Acute onset



A little more insidious

· Disoriented



More oriented

Depression
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Features of Depression

· Changes in mood

· Sad

· Irritable

· Anxious

· No emotion

· Changes in thinking

· Negative expectations

· Guilt

· Low self-esteem

· Indecisiveness

· Suicidal ideation

· Changes in vegetative function

· Anhedonia

· Sleep disorder

· Appetite disturbance

· Low energy

· Low motivation

· Circadian variation of mood

· Aches and pains

Major Depressive Episode = at least 5 of the follow symptoms for 2 weeks

· Depressed mood*

· Anhedonia*

· Significant weight change

· Insomnia or hypersomnia

· Psychomotor agitation/retardation

· Fatigue or loss of energy

· Feelings of worthlessness or guilt

· Problems concentrating or indecisiveness

· Recurrent thoughts of death or suicide

Point Prevalence of Depression

· Community = 2-4%

· Primary care clinic = 5-10%

· Medical inpatients = 10-14%

· Nursing home = 6-25%

Gender of Depression (women > men)

· Incidence in Men = 4-10%

· Incidence in Women = 10-25%

Impact of Depression of Function

· Greater loss of physical function than HTN, diabetes, arthritis

· Greater loss of social function that HTN, diabetes, arthritis

Impact of Depression on Medical Outcomes

· 50% increase in cost of care

· Increased morbidity and mortality from diabetes and heart disease

· 1.4x increased risk of out of hospital cardiac arrest

· Total annual cost of $43.7 billion (inpatient, outpatient, meds, suicide, absentee, productivity)

Changing Epidemiology of Mood Disorders

· Increasing incidence

· Younger age of onset

· Increasing severity

· Increased complexity

· More violent bipolar adolescents

Reasons for Increasing Incidence of Mood Disorders

· Assortive mating resulting in accumulation of genetic risk

· Anticipation

· Decreased modulation of arousal by families

· Increased exposure to overstimulation in media

· Increased treatment of younger patients with antidepressants and stimulants

· Loss of regulation of inflammation due to elimination of benign microorganisms

Subtypes of Unipolar Depression

· Major depressive episode

· Major depressive disorder (recurrent unipolar depression)

· Atypical depression

· Psychotic depression

· Dysthymia (persistent depressive disorder)

· Mood disorder due to GMC (secondary depression)

· Substance-induced mood disorder

Psychotic Depression = major depression with psychotic features (delusions/hallucinations)

· Comparison with Nonpsychotic Depression

· More severe

· More recurrent

· Greater familial prevalence of mood disorders, psychotic depression, schizophrenia

· Less likely to respond to antidepressants

· More likely to requires antipsychotic drug added to antidepressant

· More likely to have bipolar outcome

Seasonality and Mood

· 70% of depressed patients feel worse in winter due to shortening of days (not holidays)

· Non-depressed people feel more sluggish in winter and livelier in summer

· Suicide peaks in the spring, not at holidays

· Seasonal affective disorder

Seasonal Affective Disorder
· Depression begins in fall or winter and ends in spring

· Normal mood or hypomania in spring and summer

· Reverse pattern observed in southern hemisphere

· Responds to artificial bright light

· Mood changes linked to changes in available daylight

· More frequently bipolar than non-seasonal depression

Childhood Depression vs. Adult Depression

· Irritability, social dysfunction, and behavioral problems more obvious than depressed mood

· Vegetative symptoms not as clear (more hypersomnia and lethargy)

· More familial loading

· Greater impact of social factors

· Lower chance of antidepressant response

· Bipolar outcome more likely

Presentation of Depression in Children

· Vegetative Function

· Apathy

· Irritability

· Anxiety

· Appetite disturbance

· Increased sleep

· Loss of interest

· Withdrawal

· Social Function

· Problems concentrating

· Poor school performance

· Oppositional attitude

· Antisocial behavior

· Substance abuse

GMC that Commonly Cause Depression

· Endocrine Disease

· Hypo- and hyperthyroidism

· Cushing’s and Addison’s

· Hypercalcemia

· Diabetes mellitus

· Malignancy and Hematologic Disease

· Pancreas

· Breast

· Brain

· Lung (paraneoplastic as well)

· Lymphoma

· Anemia (including pernicious anemia)

· Neurological Disease

· TBI

· PD

· Left PFC CVA

· Basal ganglia CVA

· HD

· Brain tumor

· Dementia

· Infectious Disease

· HIV

· Mononucleosis

· Hepatitis

· Autoimmune Disease

· SLE

· RA

· Fibromyalgia

Medicines that Commonly Cause Depression

· Acyclovir

· Amantadine

· Anabolic steroids

· Asparaginase

· Beta-blockers

· Benzodiazepines

· Dopaminergic agents (bromocriptine, pergolide)

· Calcium channel blockers (diltiazem, nifedipine)

· Digitalis

· Disulfiram

· IFN-α

· Levodopa

· Methyldopa, reserpine, clonidine

· Isotretinoin

· Theophylline

· TMP/SMZ

· Vincristine, vinblastine

· Zidovudine

Substances that Commonly Cause Depression

· Alcohol

· Stimulants

· Sedatives

· Tranquilizers

· Narcotics

Family Studies of Mood Disorders

· First degree relatives of patients with unipolar depression have an increased risk for both unipolar depression and bipolar disorder, but a greater risk for unipolar depression

· First degree relatives of patients with bipolar disorder have an increased risk for both unipolar depression and bipolar disorder equally

· Greater incidence of unipolar depression in biological than adoptive relatives of unipolar parents

· MZ:DZ overall concordance for mood disorders is 3:1

· MZ concordance rate for unipolar depression is 0.50

· DZ concordance rate for unipolar depression is 0.20

Oligogenic Inheritance = a phenotypic outcome (e.g. disease) that is determined by more than one gene

Hypothalamic-Pituitary-Adrenal (HPA) Axis = set of (-) feedback interactions among the 3 organs

· Hypothalamus releases corticotropin-releasing factor (CRF) onto anterior pituitary

· Anterior pituitary releases adrenocorticotrophic hormone (ACTH) into bloodstream

· ACTH causes adrenal gland to release cortisol

· Cortisol inhibits hypothalamic and pituitary release of CRF & ACTH via negative feedback
Antidepressants and HPA Axis

· Therapeutic action of antidepressants correlates with decreased CSF CRF

· Depression may be mediated by CRF-1 receptors in limbic structures

· CRF-1 antagonists inhibit deleterious effect of stress on neurogenesis
Biological Markers of Depression

· Elevated CRF
· Dexamethasone Suppression Test (DST)
· Normal = dexamethasone provides (-) feedback inhibition to pituitary  ↓ACTH

· Depression = nonsuppression of ACTH & hypersecretion of CRF

· Utility = return of nonsuppression in remitted patients predicts relapse

· False Positives

· Weight loss

· Smoking

· Alcohol

· Hospitalization

· Some medications
· TRH Stimulation Test
· Normal = TRH administration produces release of TSH

· Depression = blunted in 1/3 of melancholic depressed patients

· Sleep

· Decreased sleep continuity

· More awakenings

· Decreased REM latency

· Increased REM density

· Decreased slow wave sleep

· Trait or state variable
Imaging Findings in Depression

· Enlarged third and lateral ventricles

· Reduced frontal lobe volume

· Loss of hippocampal volume reflective of age of patient

· Hyperactivity of limbic system structures

· Amygdala

· Medial thalamus

· Orbital PFC

· Medial PFC

· Ventral striatum
Implications of Imaging Findings in Depression

· Neuronal atrophy may be a consequence of unrestrained or recurrent stress response possibly due to the neurotoxicity of cortisol and excitatory amino acids

· Loss of neurons in frontal lobes impairs planning and problem solving

· Loss of hippocampal neurons results in decreased memory formation and dysregulation of SNS
Monoamine Neurotransmitters
· Neurotransmitter
Action
· NE


Arousal

· 5-HT


Arousal, anxiety, appetite, biological rhythms, aggression

· DA


Reward, initiation of activity

· GABA


Moderation of arousal

· ACh


Punishment

· Excitotoxins

Learning, arousal

· Endorphins

Reward
Neurotransmitters in Depression
· Neurotransmitter
Change in Depression
· NE


Decreased

· 5-HT


Decreased

· DA


Decreased

· GABA


Decreased

· ACh


Increased

· Excitotoxins

Increased
Other Neurotransmitters Implicated in Depression

· Vasopressin (AVP)

· Antidepressants increase AVP levels

· V1B and V3 antagonists may have antidepressant effects

· Neuropeptide Y (NPY)

· Decreased CSF NPY in depression

· SSRIs increased CSF NPY
Some Antidepressant Actions

· Alter neurotransmitter release/reuptake/etc.

· Stimulate brain-derived neurotrophic factor (BDNF)  increase neuronal viability

· Stimulate Bcl-2  neuroprotective

· Decrease NO  decrease ROS  antioxidation
Receptors and Depression

· All antidepressants (except ECT) downregulate beta-adrenergic receptors

· Brains of suicide patients have down-regulated beta-adrenergic receptors

· Many antidepressants down-regulate 5-HT2 receptors

· Antidepressants decreased expression of NR1 subunit of NMDA-R in hippocampus

· Memantine (NMDA-R antagonist) has antidepressant properties

· Tianeptine (antidepressant) alters NMDA-R activity
Depression and Inflammation

· Pro-inflammatory cytokines can induce depression

· Inflammatory proteins (CRP, TNF) are increased in depression

· IFN causes depression in 50% of patients

· Anti-TNF drugs are effective for depression with elevated baseline CRP
Mood Disorder Intracellular Changes = altered expression of multiple neuroplasticity/resilience genes

· Gene Induction

· P53 = pro-apoptosis and tumor-suppressor

· GSK-3β = phosphorylates and translocates proteins that promote neuronal death

· Gene Down-Regulation

· Bcl-2 = anti-apoptotic and stabilizes mt. membranes (cytoprotective)

· Neuroplasticity/resilience factors

· Brain derived neurotrophic factor (BDNF)
Mind-Body Interactions in Depression

· All cases of depression have mental and physical dimensions

· One feature may be more or less prominent in a given patient

· Vulnerable stress response systems may patients more likely to produce depression
Contributing to Vulnerable Stress Response Systems

· Genetic factors

· Illness

· Medications

· Substances

· Previous experience
Psychological Etiologies for Depression

· Reaction to loss

· Anger turned inward

· Learned helplessness
Interpersonal Theory
· Unresolved grief

· Disputes about roles and responsibilities

· Transitions to new roles

· Deficits in social skills
Cognitive Theory
· Negative schemata 

· Negative cognitions

· Catastrophic thinking

· Self-fulfilling prophecies
Negative Schemata 






Negative Cognitions
If something isn’t done perfectly, it’s worthless



I’m no good

If I’m not perfect, I’m a failure





I can’t do anything right

If everyone doesn’t love me unconditionally, no one loves me at all
Nobody loves me

Behavioral Theory
· Loss of reward for positive behaviors

· Reward of negative behaviors
Importance of Psychological Features

· Most Common Psychological Features

· Unresolved grief

· Helplessness

· Negative expectations

· All-or-nothing thinking

· Difficulty expressing anger

· Chronicity = whether psychological factors are cause of effect is important for treatment

· Psychological factors interfere with treatment adherence

· Treating psychological factors improves medication response

· Antidepressants can reverse negative thinking and feeling overwhelmed
Risk of Chronic Depression

· At onset = 10-15%

· After 6 months = 30-40%

· After 1 year = 50%

· After 2 years = 95%
Risk of Recurrence

· After 1st episode  >50%

· After 2nd episode  >70%

· After 3rd episode  >80%

· After 4th episode  >90%
General Principles of Treatment for Depression

· Psychotherapy is as effective as pharmacotherapy for mild-moderate depression

· Pharmacotherapy is more effective for severe, psychotic, and bipolar depression

· Combined treatment is necessary for chronic or complicated depression

· Overlapping target symptoms for pharmacotherapy and psychotherapy
Questions to Ask before Prescribing an Antidepressant

· What is the risk of suicide?

· How severe is the depression?

· Is there any evidence of bipolar depression?

· Which medications have/have not worked in the past?

· Which medications were/were not useful for close relatives?

· What are the patient’s feeling about taking medication?

· Is there a need for psychotherapy?
Factors that Increase the Risk of Suicide

· High levels of hopelessness or anxiety

· Presence of a plan that can be carried out

· Rehearsal of the plan

· Psychotic or bipolar depression

· Lack of supports or other factors that would prevent the plan from being carried out

· Previous attempts, especially if severe

· Family history of suicide
Problems with Reuptake Inhibition Therapy Principles

· Reuptake inhibition is immediate, but antidepressant effect takes a month or more

· Some antidepressants have no effect on neurotransmitter reuptake

· Neurotransmitter precursors are weak antidepressants

· Tianeptine is a serotonin-reuptake enhancer
· Effects on gene expression probably more relevant to the therapeutic effect (e.g. ↑BDNF)

· Neurotransmitter reuptake does predict side effects
Tricyclic Antidepressants
· MoA = NE and 5-HT reuptake inhibition

· Structure-Dependent Action
· Structure
Agent

MoA
· 3o Amine
Amitriptyline
NE and 5-HT reuptake inhibition

· 2o Amine
Nortriptyline
NE reuptake inhibition only (i.e. SNRI)

· Utility (no longer a first line therapy due to side effects)

· Depression refractory to other treatments

· Past history of exclusive response to TCA

· Intractable migraines

· Chronic pain

· Ventricular ectopy with intolerance of type Ia antiarrhythmics

· Low risk of overdose

· LD50 = 1 week supply (i.e. the dose in a 1 week supply is enough to kill 50% of patients)

· Side Effects

· Anticholinergic

· Orthostatic hypotension

· Heart block

· Weight gain

· Possible increased risk of SCD after MI

· Commonly Used TCAs

· Amitriptyline (Elavil) = migraines and chronic pain

· Nortriptyline (Pamelor) = migraines and refractory depression

· Imipramine (Tofranil) = enuresis and separation anxiety

· Desipramine (Norpramin) = refractory depression

· Clomipramine (Anafranil) = OCD
Selective Serotonin Reuptake Inhibitors (SSRI)
· MoA = selective reuptake inhibition of only 5-HT

· Utility = ease of use makes them first line treatments

· Drawback = risky during pregnancy

· Benefit = may improve vascular function and decrease inflammatory markers in CAD

· Pharmacology = agents differ in elimination t1/2 and CYP450 inhibition

· Agents

· Fluoxetine (Prozac)

· Sertraline (Zoloft)

· Paroxetine (Paxil)

· Fluvoxamine (Lexapro)

· Citalopram (Celexa)

· Escitalopram (Lexapro)

· Common SSRI Side Effects

· Sexual dysfunction

· Aggravation or improvement of migraine headaches

· Diarrhea or abdominal cramps

· Weight loss or gain

· Sedation or activation

· Withdrawal from paroxetine

· Antidopaminergic effect

· Serotonin-Dopamine Interactions

· 5-HT3 = stimulation by 5-HT stimulates DA release

· 5-HT2 = stimulation by 5-HT inhibits DA release

· Consequences

· Emotional blunting

· Decreased motivation and activity

· Memory loss

· EPS (akathisia, tardive dyskinesia, dystonia)

· Role of 5-HT2 Receptor Stimulation by 5-HT

· Psychosis

· Anxiety

· Depression

· Vasomotor tone

· Inhibition of DA release
Trazodone (Deseryl)
· MoA = 5-HT2 antagonist

· Duration = 5-8 hours  requires divided dose as an antidepressant

· Utility = sleeping pill

· Common Side Effect = sedation

· Benefit = may reduce SSRI sexual dysfunction

· Complication = priapism (1/6,000)
Nefazodone (Serzone)
· MoA = 5-HT reuptake inhibition and 5HT2 antagonist

· Benefit = improves sleep architecture as it does not suppress REM sleep

· Duration = short half-life  requires divided dose as an antidepressant

· Utility

· Fibromyalgia

· Chronic pain

· Sleep disorders

· Drawback = anxiogenic metabolite

· Complication = hepatotoxicity (18/10,000,000)

· Availability = only generic
Bupropion (Welbutrin)
· MoA = DA and NE reuptake inhibition

· Benefit = no sexual or cardiac side effects

· Complication = risk of seizures at doses >450mg/day

· Utility

· Sexual dysfunction caused by SSRIs

· 1st choice for patients with PD

· May be helpful for AD and dementia
Venlafaxine (Effexor)
· MoA = reuptake inhibition of 5-HT, NE, and DA with increasing dose

· Utility = severe and refractory depression

· Formulation = extended release

· Common Side Effects

· Sedation

· Sexual dysfunction

· Hypertension at higher doses

· Withdrawal syndromes
Mirtazepine (Remeron)
· MoA = 5-HT2, 5-HT3, and α2-adrenergic antagonism

· Utility

· Patients with weight loss

· Patients with nausea

· Patients with sleep disorder

· Common Side Effects

· Weight gain

· Sedation
Duloxetine (Cymbalta)
· MoA = NE and 5-HT reuptake inhibitor

· Benefit = well-tolerated, unlikely to cause HTN, and may improve chronic pain

· Dosing = BID

· Drawback = not as much research as venlafaxine

· Side Effects = nausea and sexual dysfunction
Desvenlafaxine (Pristiq)
· MoA = metabolite of venlafaxine that inhibits reuptake of NE, 5-HT, and DA

· No advantage over other antidepressants except to manufacturer

· Side Effects = same as venlafaxine
Vilazodone (Vybrid)
· MoA = 5-HT reuptake inhibition and 5-HT2 antagonism

· Utility = may be helpful for sleep
Vortioxetine (Brintellix)
· MoA = 5-HT reuptake inhibition, 5-HT antagonism, and 5-HT1A partial agonism

· Benefit = not too sedating and once-daily dosing
S-Milnacepran (Savella)
· MoA = selective NE reuptake inhibition (SNRI) 

· Indication = fibromyalgia

· Dosing = BID

· Adverse Effect = HTN
Monoamine Oxidase Inhibitors (MAO-I)
· Utility = refractory, bipolar, and atypical depression

· Drawback = cannot be combined with new antidepressants
Electroconvulsive Therapy (ECT)
· Most effective antidepressant treatment

· Usual course of 6-9 treatments

· Works more frequently in patients who are not truly refractory to meds

· Requires maintenance treatment to prevent relapse (either antidepressant or ECT)

· Medications that do not work before ECT are not effective after ECT

· Contraindications = recent MI and space-occupying lesion
Principles of Prescribing Antidepressants

· Start with low dose

· Have patient call before each increase in dose

· Change antidepressant if no response at all in 2-4 weeks

· Wait up to 6-8 weeks for full therapeutic response

· Do not continue inadequately effective antidepressant

· Goal of treatment is to suppress all symptoms as completely as possible

· There is no evidence of superiority of any antidepressant over the others
Continuation of Treatment in Unipolar Depression

· Continue therapeutic dose for 8-12 months after a single mild episode

· Continue indefinitely after 2nd or 3rd recurrence

· Continue indefinitely after single severe episode of unipolar depression
Psychotherapies for Depression

· Cognitive Therapy

· Cognitive Behavioral Therapy

· Interpersonal Therapy

· Expressive Psychotherapy 
Effectiveness of Psychotherapies

· Equivalent to antidepressants in milder depression

· Not as effective as antidepressants in severe depression

· First choice for childhood depression
When to Prescribe Psychotherapy

· Uncomplicated depression in patient who does not warrant an antidepressant

· Severe depression

· Chronic depression

· Recurrent depression

· Depression that does not response to two antidepressants

· Substance abuse

· Prominent psychosocial factors (unresolved grief, (-) thinking, interpersonal problems)
Take Home Points

· Unipolar depression is chronic and recurrent

· 50% recurrence risk after a single episode

· Greater risk of chronicity the longer depression has been present

· Biological markers have been replicated in depression

· Hypercortisolemia

· Nonsuppressed dexamethasone suppression test

· Blunted TRH stimulation test

· Decreased REM latency, reduced slow wave sleep

· Volume loss in hippocampus

· Inflammation

· Hyperactive stress response

· Neurotransmitter theories (decreased NE/5-HT)

· Receptor theories (β-adrenergic & 5-HT2 receptors)

· Altered expression of genes for second messengers (BDNF, Bcl-2, neuroprotective proteins)

· Inflammation 

· Psychological factors are important (grief, helplessness, negative thinking)

· Unipolar depression is familial via oligogenic inheritance

· Best predictors of risk of depression are (+)FH and childhood loss of a parent

· Most popular theory of antidepressant action involves inhibition of reuptake of NE/5-HT

· Intracellular actions are probably more important but incompletely understood

· Any antidepressant has a 60% chance of working

· With more aggressive treatment, response rates increased to 85-90%

· Remission rates are lower (40%)

· Know antidepressant classes, ECT, artificial bright light, interpersonal therapy, cognitive therapy

· Goal of treatment is remission

· Continued tx reduces risk of relapse (return of original episode) and recurrence (new episode)

Bipolar Disorder
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Bipolar Disorder = mania or hypomania with depressive episodes

Manic Episode
· Elevated, expansive, or irritable mood

· At least one week (or any duration if hospitalized)

· At least 3 symptoms (4 if mood is irritable)

· Grandiosity

· Decreased need for sleep

· Increased speech/pressure speech

· Flight of ideas/racing thoughts

· Distractibility

· Increased activity/agitation

· Excessive involvement in behavior with potentially painful consequences
Hypomanic Episode
· Abnormal mood lasting at least 4 days

· Same symptoms as a manic episode listed above & without psychosis

· Change in functioning

· Not severe enough to cause marked impairment or require hospitalization
Spectrum of Mania
· Hyperthymia = elevated activity, reduced sleep, optimistic
· Cyclothymia = mild mood swings
· Hypomania = sx lasting days with no impaired functioning, hospitalization, or psychosis
· Mania = psychosis and gross impairment

Common Presentations of Hypomania in Outpatients

· Irritability, outbursts of rage

· Arrogance, intrusiveness

· Anxiety, panic attacks

· Dysphoric activation

· Hypersensitivity to stimulation (sensory or interpersonal)

· Overcommitments, overspending

· Decreased sleep/insomnia without feeling tired or falling asleep during the day

· Increased energy/mood mixed with depression

· Able to function well despite severe symptoms

· Labile mood and behavior

· Dissociation

· Inability to stay focused

· Impulsive suicidal or assaultive behavior
Classifications
· Bipolar I = mania with intermittent hypomania
· Bipolar II = hypomania only that breeds true (family members have hypomania, but not mania)

Clues to Bipolarity

· Intense irritability

· Mood swings

· Thrill seeking

· Psychotic symptoms

· Early onset depression

· Highly recurrent depression

· Atypical depressive symptoms

· Family history of bipolar disorder or any mood disorder in 3 consecutive generations
Bipolar Outcomes in Depression

· 10-15% of major depressive disorder

· Increased likelihood of bipolar outcome in juvenile onset depression

· Present in 20% of primary care patients taking antidepressants

· Bipolar outcome in antidepressant-induced hypomania in 60% of adults

· Bipolar outcome in antidepressant-induced hypomania in 100% of children/adolescents

· Risk of bipolar conversion highest in 4 years after first depressive episode
Reported Risk Factors for Bipolar Outcome of Depression

· Early onset

· Psychotic symptoms

· Atypical symptoms

· Acute onset

· Multiple episodes

· Family history of mania or bipolar disorder

· Affective disorder in multiple generations

· Subclinical manic symptoms
Manic Symptoms Most Predictive of Bipolar Outcome of Depression

· Decreased need for sleep

· High energy

· Increased goal-directed activity

· Grandiosity
Epidemiology

· Lifetime prevalence of bipolar I disorder is around 1%

· Lifetime prevalence of less severe disorders (bipolar II, subsyndromal) around 6-7%
Medical Causes of Mania and Mood Swings

· Cushing’s Syndrome

· Adrenal steroids

· Hypercalcemia

· Thyroid disease

· Right-sided cerebrovascular disease

· Antidepressants (especially MAO-I)

· Stimulants

· Cocaine

Familial Nature of Bipolar Disorder

· Increased risk of bipolar disorder in first degree relatives in patients with bipolar

· MZ concordance rate for bipolar disorder is 2/3-1

· DZ concordance rate for bipolar disorder is 1/5

· Risk of bipolar disorder in people adopted out of bipolar family is same as risk as those in family

· Risk of bipolar disorder in people adopted into bipolar family is same as risk in general pop.

Bipolar Linkage Studies

· Linkage to red-green color blindness in 1/3 of familial cases (X-linked trait)

· Possible linkage to G6PD deficiency (close to gene for color blindness)

· Linkage to RFLP on chromosome 11p15 in Amish 

· Overlap with some regions linked to schizophrenia suggesting shared liability to psychosis

Anticipation in Mood Disorders

· Children have earlier onset and more severe symptoms than parents

· Accumulation of trinucleotide repeats in subsequent generations of bipolar disorder

Neurotransmitter Theories of Bipolar Disorder

· These theories do not explain why 45% of manic patients are depressed at the same time
· Kindling = increasing response to the same stimulus

Pathogenesis Components to Abnormal Mood

· Glu : NMDA-R  Ca  Ca-dependent enzymes  free radicals/proteolysis  neuron loss

· CRF hypersecretion  adrenal steroids  neurotoxicity  neuron loss

· Second messengers produce changes in gene expression  ↓BDNF, ↓Bcl-2, ↑p53, ↑GSK3-β  increased apoptosis susceptibility  neuron loss

Common Associated Features of Bipolar Disorder

· Highest rate of substance abuse of all psychiatric disorders (EtOH, cocaine, stimulants)

· High familial rates of creativity and success in business

· Suicide rate of up to 15% (occurring in either manic or depressive episodes)

· Bipolar patients are more likely to kill someone else before killing themselves

One-Year Outcome of Course of Bipolar Disorder

· 1/3 = limited

· 2/3 = continuous or intermittent

Types of Continuous Illness

· Ultradian

· Mixed Disorder (most prevalent)

· Manic (least prevalent)

· Depressed

Mood Stabilizers
· Utility

· Anti-manic action

· Prevent recurrences of mania and depression

· Better acutely for mania than depression

· Combinations may be necessary

· Established Mood Stabilizers

· Lithium

· Carbamazepine (Tegretol)

· Divalproex (Depakote)

· Lithium Intracellular Actions

· ↑NO  ↓NMDA-R activation  ↓apoptosis susceptibility

· ↓oxidative stress  ↓apoptosis susceptibility

· ↑Bcl-2/NGF  ↑N-acetyl-aspartate (NAA)

· ↓GSK-3β  ↑synaptic plasticity and slowing of circadian phase advance

· ↓β-catenin  ↓proteolysis  ↓apoptosis susceptibility

· Advantages of Lithium

· Well-established treatment

· Once a day dosing in chronic treatment

· May have antidepressant properties

· May be neuroprotective

· Disadvantages of Lithium

· Narrow therapeutic index

· Blood levels must be measured

· Long-term side effects

· Cognitive dysfunction

· Weight gain

· Interference with insulin signaling

· Acne

· Hypothyroidism

· Hyperparathyroidism

· Renal damage

· Advantages of Carbamazepine (Tegretol)

· Better tolerated than lithium

· Usually does not cause weight gain

· May improve depression

· May be better for rapid mood swings

· May be useful for PTSD

· Disadvantages of Carbamazepine (Tegretol)

· Wide dosage range

· Induces its own metabolism

· No established therapeutic dose or blood level

· Divided dose is necessary

· Induces metabolism of other drugs, including oral contraceptives

· Adverse Effects

· Sedation

· Neurotoxicity

· SIADH

· Occasional hypothyroidism

· Bone marrow suppression resulting in agranulocytosis

· Extremely rare

· Routine CBCs are not predictive

· Obtain CBC if there is a clinical indication (easy bruising, infection)

· Do not combine with drugs that can depress bone marrow

· Advantages of Divalproex (Depakote)

· One bedtime dose sometimes works

· Sedative effect improves sleep

· Extended release form can be given once a day

· Anxiolytic

· Anti-aggressive

· Disadvantages of Divalproex (Depakote)

· Not an antidepressant

· Depakote ER not studied in mood disorders

· Adverse Effects

· Weight gain

· Sedation

· Hair loss

· Cognitive impairment

· Multiple ovarian cysts/PCOS

· Pancreatitis

Lamotrigine
· Class = anticonvulsant

· Utility = in combination with standard mood stabilizers

· Advantage = antidepressant properties that prevents recurrences of depression

· Disadvantage = does not prevent recurrence of mania

· Adverse Effects

· Sedation

· CNS side effects

· Rash

· Induction of mania (not common)

Atypical Antipsychotics

· Utility = all antipsychotic drugs have anti-manic properties

· Drawback = anti-manic properties does not imply prevention of recurrence

· Clozapine = most reliable mood stabilizer for refractory bipolar disorder

· Significant Side Effects

· Weight gain

· Sedation

· Diabetes mellitus

· Prolactinemia

· Movement disorder (EPS)

Principles of Initiating Mood Stabilizers in Outpatient Setting

· Start with a low dose

· Increase dose very slowly

· Rapid dosage escalation often poorly tolerated

· Combinations are necessary for complex and chronic symptoms

Why Antidepressants are Risky in Bipolar Disorder

· Transient improvement only

· Increased rate of recurrence of depression

· Induction of hypomania (often mixed with depressive recurrences)

· Increased complexity of illness (e.g. more treatment resistance)

· Research is contradictory on how to use antidepressants

Role of Psychotherapy

· Improves medication adherence

· Helps patient to deal more constructively with stress that precipitates acute episodes

· Reduces recurrence rate of mania

· Does not cure primary dysfunction (i.e. combine with medication)

Types of Effective Therapies

· Interpersonal therapy

· Social rhythms therapy

· Family-focused therapy

Take Home Points

· Bipolar disorder is a different illness than unipolar depression

· Depression often appears before mania

· Course is frequently progressive

· Majority of bipolar patients are chronically symptomatic

· There are multiple subtypes (bipolar I/II, subsyndromal)

· Different bipolar types are probably associated with different patterns of familial transmission

· Color blindness

· Consecutive generations

· Genetic overlap with schizophrenia

· Sporadic cases occur

· Familial association with creativity and success in business

· Pathophysiology probably involves alterations in 2nd messenger signaling and gene expression

· Since most cases are recurrent/chronic, ongoing treatment is usually necessary

· Noncompliance is common in bipolar disorder treatment

· Rapid treatment discontinuation can cause worsening of illness and tx refractoriness

· Treatment of Mania

· Mood stabilizer with or without antipsychotic drug (BZD for agitation)

· Lithium, carbamazepine, and valproate are first-line treatments

· All antipsychotic drugs are effective in mania

· Treatment of Bipolar Depression

· Mood stabilizers first

· Add antidepressant if necessary

· Ongoing antidepressant treatment is controversial

· Maintenance Treatment

· One or more mood stabilizers

· Antipsychotic drugs are 2nd line treatments

· Treat substance abuse

· Involve the family

Eating Disorders
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Objectives

· Understand what is the difference between “normal” eating and an eating disorder

· Describe the similarities and differences between anorexia nervosa and bulimia nervosa

· Learn the principles of diagnosis and treatment of eating disorders

Eating Disorder = severe disturbances in eating behaviors resulting in physical, emotion, or functional impairments and suffering

Weight Change and Eating Disorders

· Some are associated with weight loss

· Some are associated with weight gain

· Some are associated with no change in weight

Eating Disorders Epidemiology

· Prevalence = 1-3% of population

· Gender = primarily seen in women, though increasing in men

· Culture = more prevalent in westernized industrial societies, but found through/o world

· May go undetected for years

Types of Eating Disorders

· Anorexia Nervosa

· Bulimia Nervosa

· Binge-Eating Disorder

· (Pica)

· (Rumination Disorder)

· (Avoidant/Restrictive Food Intake Disorder)

3 Main Components to Anorexia Nervosa

1. Persistent energy intake restriction relative to reqs. leading to significantly low body weight

2. Intense fear of gaining weight or of becoming fat, or persistent behavior that interferes with weight gain, even though at a significantly low weight

3. Disturbance in self-perceived weight or shape, undue influence of body weight or shape on self-evaluation, or persistent lack of recognition of the seriousness of the current low body weight

Features of Component #1
· Significantly Low Body Weight = a weight that is less than minimally normal or, for children and adolescents, less than that minimally expected

· Metric = < 85% expected weight for age and height

· Approach = use terminology of “goal weight,” rather than “ideal body weight”

· Children = determine appropriate BMI-for-age

· Anorexia Nervosa Grading
· Severity

BMI
· Mild

≥ 17

· Moderate
[16-17)

· Severe

[15-16)

· Extreme
< 15

· Features Reflecting Increased Severity of Anorexia Nervosa

· Clinical symptoms

· Degree of functional disability

· Need for supervision

Features of Component #2

· Fear of weight gain is not usually alleviated by weight loss

· Concern about weight gain may increase even as weight falls

· Younger individuals, as well as some adults, may not recognize/acknowledge fear of weight gain

· Analysis of history, observation, PE, labs may be required to indicate fear of weight gain

Features of Component #3

· Some feel globally overweight while others realize they are thin, but certain parts are “too fat”

· Patients employ a variety of techniques to evaluate their body size or weight

· Frequent weighing

· Obsessive measuring of body parts

· Persistent use of a mirror to check for perceived areas of “fat”

· Self-esteem of patients is highly dependent on their perceptions of body shape and weight

· Weight loss is often viewed as an impressive achievement and sign of self-discipline

· Weight gain is perceived as an unacceptable failure of self-control

· Patient do not often recognize the serious medical implications of being so thin

Specifiers of Anorexia Nervosa
· Restricting Type = weight loss primarily accomplished through dieting, fasting, excessive exercise
· Binge-Eating/Purging Type = individual engages in recurrent episodes of binge-eating/purging

Previous Diagnostic Requirement = amenorrhea for at least 3 months

Coming to a Diagnosis

· Often, individual is brought to professional by family members after marked weight loss

· Individuals that seek help are usually distressed over somatic/psychological effects of starvation

· It is rare for an individual with anorexia nervosa to complain of weight loss 

· Patients frequently lack insight into or deny the problem

Other Features of Anorexia Nervosa

· Extreme dieting (including adopting special diets)

· Concerns about eating in public or with family members

· Show strong interest in food despite fear of gaining weight (e.g. making elaborate recipes)

· Feelings of ineffectiveness

· Strong desire to control one’s environment

· Inflexible thinking

· Limited social spontaneity

· Overly restrained emotional expression

· Obsessive-compulsive features due to preoccupation with thoughts of food

Associations with Binge-Eating Type Anorexia Nervosa

· More likely to be impulsive

· More likely to abuse drugs and/or alcohol

Psychiatric Sequelae from being Severely Underweight

· Depressed mood

· Social withdrawal

· Irritability

· Insomnia

· Diminished interest in sex

Physical Manifestations of Profound Weight Loss

· Appear emaciated

· Hypothermia/cold insensitivity

· Bradycardia

· Hypotension

· Constipation

· Dependent edema
· Lanugo = fine, soft, usually unpigmented downy hair found on the body

· Hormonal abnormalities

· Decreased GH

· Decreased cortisol

· Decreased gonadotropin

· Decreased thyroid hormones

Epidemiology of Anorexia Nervosa

· Prevalence = 0.4% of females overall

· Age = increased in high school and college-aged women, beginning in adolescence/young adult

· Gender = 10:1 females to males

· Rare = before puberty or after age 40

· Trigger = usually associated with stressful life event

· Mortality = approximately 5% per decade

· Concern = increased risk of suicide

· Prodrome = often have a period of changed behavior before onset of illness

· Seriousness = hospitalization may be required to restore weight

· Course

· Some have a single episode then fully recover

· More often to have a chronic illness (remitting after about 5 years)

Anorexia Nervosa Risk Factors

· Those with anxiety disorders or obsessional traits

· Occupations/activities such as modeling or elite athletics

· Family history of eating disorders, bipolar, or depression

· Cultural variations of post-industrialized, high-income countries

· Possible involvement of serotonergic system

3 Main Components to Bulimia Nervosa

1. Recurrent episodes of binge eating

2. Inappropriate compensatory behaviors to prevent weight gain

3. Self-evaluation that is unduly influenced by body shape and weight

Binge Eating = (1) eating, in a discrete period of time, an amount of food that is definitely larger than what most individuals would eat in a similar period of time under similar circumstances (2) with a sense of lack of control over eating during the episode

Components to #1

· Typically includes types of food that would normally be avoided by the individual

· Typically ashamed of their eating problems and attempt to conceal their symptoms

· Binge-eating usually occurs in secrecy or as inconspicuously as possible

· Binge-eating often continues until the individual is uncomfortably/painfully full

· Binge eating may provide tension relief in the short-term, but negative self-evaluation and dysphoria result as delayed consequences (guilt, disgust)

Triggers of Binge Eating

· Negative affect*

· Interpersonal stressors

· Dietary restraint

· Negative feelings related to body weight, shape, or food

· Boredom

Inappropriate Compensatory Behaviors (#2)

· Self-induced vomiting* (reduces physical discomfort and alleviates fear of weight gain)

· Misuse of laxatives, diuretics, thyroid hormones, insulin, or other medications

· Fasting

· Excessive exercise

Features of Bulimia Nervosa

· Typically within normal weight or overweight

· Often restrict total caloric intake or avoid fattening food in between binges

· May have menstrual changes

· Signs of self-induced vomiting

· Parotitis

· Enamel erosion

· Dorsal hand calluses

· Electrolyte disturbances (hypokalemia, hypochloremia, hyponatremia)

· Metabolic alkalosis

· Potentially fatal outcomes

· Esophageal tears

· Gastric rupture

· Cardiac arrhythmias

· Increased risk for:

· Depression and anxiety

· Substance abuse

· Personality disorders

Epidemiology of Bulimia Nervosa

· Prevalence = 1-4% of females in lifetime

· Gender = 10:1 female to male ratio

· Age = begins in adolescence to young adulthood

· Onset = binge-eating begins after episode of dieting to try to lose weight

· Trigger = multiple life stressors

· Patterns = both intermittent and chronic are seen, but most remit over time

· Mortality = 2% crude mortality rate per 10 years (all-cause and due to suicide)

· Race = primarily Caucasian

· Culture = primarily industrialized countries

Risk Factors for Bulimia Nervosa

· Weight concerns

· Low self-esteem

· Depressive symptoms

· Social anxiety disorder

· Overanxious temperament

· Internalization of a thin body ideal

· Childhood obesity

· Early pubertal maturation

Binge-Eating Disorder

1. Recurrent episodes of binge-eating, defined as above

2. Binge-eating episodes are associated with 3 or more of the following

a. Eating much more rapidly than normal

b. Eating until feeling uncomfortably full

c. Eating large amounts of food when not feeling physically hungry

d. Eating alone because of feeling embarrassed by how much one is eating

e. Feeling disgusted with oneself, depressed, or very guilty afterward

3. Marked distress regarding binge eating is present

4. The binge eating occurs, on average, at least once a week for 3 months

5. The binge eating is not associated with recurrent use of inappropriate compensatory behavior
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Features of Binge-Eating Disorder

· Typically ashamed of their eating problems and attempt to conceal their symptoms

· Binge eating usually occurs in secrecy or as inconspicuously as possible

· Occurs in normal, overweight, and obese individuals

· Individuals more likely to seek tx due to being overweight/obese compared to other disorders

Epidemiology of Binge-Eating Disorder

· Male Prevalence = 0.8%

· Female Prevalence = 1.6%

· Gender = less significant male-to-female ratio

· Culture = similar rates amongst different cultural groups

· Onset = dieting seems to follow after binge-eating begins (opposite of bulimia)

· Course = often persistent (similar to bulimia)

Assessment of Eating Disorders

· Thorough history

· Mental status exam

· Physical exam (vitals, weight, skin, CV)

· Labs (CBC, electrolytes, BUN, urinalysis)

Labs for More Severely Malnourished or Symptomatic Patients

· Cholesterol and lipids

· Ca, Mg, P

· Liver enzymes

· Amylase and lipase

· Thyroid function tests

· Electrocardiogram

· Bone mineral densitometry

Categories of GMCs that can Cause Weight Loss/Appear as Eating Disorders

· GI disorders with malabsorption as a component

· Endocrine (especially with hyperthyroidism)

· Neurological (especially midline tumors)

Psychiatric Illnesses that can Mimic Eating Disorders

· Schizophrenia due to bizarre eating habits related to psychosis

· Major depressive disorder due to poor appetite/weight loss (w/o distorted self-image)

· OCD due to ritualistic eating patterns (w/o distorted self-image)

· ASD due to very particular eating habits

Most Common Psychiatric Comorbidities of Eating Disorders

· Major depressive disorder

· Anxiety disorders (esp. OCD, phobias, and agoraphobia seen in anorexia)

· Personality disorders (esp. borderline personality disorder)

· Substance use disorders in bulimia

3 Main Goals of Eating Disorder Treatment

1. Restoration of patient’s nutritional state

2. Modify distorted eating behaviors

3. Change distorted/incorrect beliefs about benefits of weight loss

Restoration of Patient’s Nutritional State

· Anorexia = restore weight to within normal range

· Bulimia = ensure metabolic/electrolyte balance

Approaches to Eating Disorder Treatment

· Typically done in an outpatient setting

· May require hospitalization

· Partial hospital programs to increase supervision/support, but allow pt to return home at night

Indications for Hospitalization

· Severe starvation and weight loss

· Hypotension

· Hypothermia

· Electrolyte imbalance

· Depressed with suicidal ideation or psychosis

· Failure to gain weight as an outpatient

Psychological Treatments for Eating Disorders

· Behavior Modification = used to restore normal eating behaviors

· Cognitive-behavioral therapy = effective for bulimia treatment

· Individual counseling

· Family therapy

· Group therapy

· Behavioral contracts

Role of Individual Counseling

· Educate patient about his/her illness

· Help patient understand symptoms

· Improving insight later in treatment

Structured Programs in Hospitalized Treatment

· Set goals for changes in eating and weight gain (but do not focus on daily weights)

· Target particular behaviors (e.g. reduce the number of vomiting episodes)

· Positive reinforcement (e.g. family pass when specific weight goals are attained)

· Daily weights monitored early morning after emptying bladder wearing hospital gown

· Record fluid intake and output

· Observe 2 hours after eating to prevent vomiting

· Started on diet with increased number of cals than what is required to maintain current weight

· Tube feedings in patients with difficulty maintaining weight or severely malnourished

Medications

· Stool softeners or bulk laxatives may be needed for severe constipation

· Vitamin supplementation (esp. Ca and Vit. D)

· Psychotropics = can be helpful in reducing bulimic behaviors, but no evidenced role in anorexia

· Fluoxetine = SSRI FDA-approved for bulimia nervosa w/ comorbid depression/anxiety

· Caution with other antidepressants (TCAs, MAO-Is, bupropion)

· Antipsychotics = can assist with cognitive distortions

Suicide
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Objectives

· Define what is meant by suicide

· State 2 reasons why suicidal ideation or behavior might manifest

· State 4 myths regarding suicide

· List 4 risk factors for suicide

· State 5 possible questions one might ask during a lethality assessment

Suicide = death from injury, poison, or suffocation where there is evidence (either explicit or implicit) that the injury was self-inflicted and that the decedent intended to kill himself/herself

Suicide Points to Consider

· Suicide risk factors are useful in identifying at-risk groups, but less so for at-risk individuals

· Can be seen as a problem-solving strategy when emotional or physical pain is thought to be intolerable, inescapable, and/or interminable

· Suicidal behavior is an extreme form of emotional avoidance and may be exhibited to gain control over unwanted feelings, thoughts, memories, and/or physical sensations

Suicide Myths and Truths

· #1

· Myth = people that talk about suicide will not commit suicide

· Truth = 1/3 of people that commit suicide visit physicians in the week prior

· #2

· Myth = suicide happens in a single disease

· Truth = suicide happens in mood disorders, schizophrenia, personality disorders, GMCs

· 90% of people who die by suicide have a treatable psychiatric condition

· However, most people with mental illnesses do not die by suicide

· #3

· Myth = suicide is related to the moon, weather, etc.

· Truth

· Most suicides occur between 7am & 4pm

· In hospitals, most suicides occur between 5am & 7am

· There is no correlation with holidays

· Suicides peak in May-June

· Decreased in seasonality due to modernization

· #4

· Myth = there are specific factors that foretell suicidal behavior in an individual and there is a correct intervention that will prevent suicide

· Truth = very little research supports the above beliefs

Suicide Epidemiology

· Cause of Death = 10th most common

· Incidence = increasing since 2000

· Rate = 1 suicide every 13 minutes

· Race = more likely seen in whites and American Indians

· Gender = females attempt more, while males complete more

· Profession = high rate of suicide in the military

· Age = more likely cause of death in the young and increased rate in the elderly

Suicide and the Young

· 2nd most common cause of death from 15-24 following accidents

· 3rd most common cause of death from 10-14 following accidents and malignancy

Suicide and the Elderly

· Suicide rates for men rise significantly after age 65

· Undiagnosed depression is a major cause of suicide in the elderly

· Elderly have rates 50% higher than nation as a whole

· Most commonly seen in white males

Risk Factors for Suicide

· Mental illness

· Alcoholism

· Drug/substance use/abuse

· Impulsive and aggressive behavior or history thereof

· Recent stressors

· Family crisis

· PREVIOUS SUICIDE ATTEMPT

Mental Illnesses with Increased Suicide Risk

· Depression (60% of all completed suicides)

· Bipolar disorder (depressive manias or agitated depressions)

· Schizophrenia

· Borderline personality disorder

· Antisocial personality disorder

· PTSD (15x more likely)

Parasuicidal Behavior

· Examples = cutting, burning, scratching

· Risk = usually there is not intent to kill oneself

· Expresses = anger towards self or others

· Evaluation = examine the context within which such behavior occurs

Biology of Suicide

· ↑5-HT  ↑risk-taking, alcohol consumption, aggressiveness

· ↓CSF 5-HIAA  ↑suicide risk due to ↑impulsivity

· Anatomy = orbitofrontal cortex (due to involvement of impulsive, aggressive behavior)

Suicide Methods

· About 50% (most prevalent) are committed with firearms

· Other methods include suffocation, hanging, poisoning, cutting, drowning

· Poisoning has been the method of choice for females since 2001

· Hanging is the most common worldwide

Firearm Use

· The vast majority of gun-related deaths in homes with guns are suicides

· Firearms are used more in suicides than in homicides

· Firearm use is the fastest growing method of suicide

Top Suicide Spots in the World

· Golden Gate Bridge

· Nanjing Yangtze Bridge

· Mount Mihara

· Aokigahara Forest

Lethality Evaluation

· Ideation or attempt?

· Circumstances?

· Planned or impulsive?

· Notes or possessions?

· If attempted, how “serious”?

· Guns in the home?

· Collateral information?

Suicide Treatment

· Hospitalize a suicidal patient even if they don’t agree and monitor closely

· Start appropriate meds (SSRIs, mood stabilizers)

· May need to use antipsychotic medications in patients with psychosis

· Consider psychotherapy in combination with SSRIs, if not already in treatment

Principles of Starting SSRIs

· Close follow-up with patients is essential

· Patients may initially have increased suicidality

· Often avolitional sx begin to resolve before mood sx and suicidal ideation

Types of Admission

· Voluntary = patient admitted by his or her own will

· Patient can request discharge at anytime

· Request for discharge must be addressed within 72 hours

· Involuntary = patient was admitted against his or her own will
· 2 Physicians Certify (2PC) = patient can be held for 60 days
· Emergency Admission = must be examined in 48 hours and can be held for 3-15 days depending on the particular legal status

Duty to Warn = physicians and therapists treating suicidal patients are obligated to warn individuals who have the potential to be harmed by a patient’s behavior, including info from family members

No-Suicide Contract = agreement by patient with physician stating they will not attempt suicide

· Efficacy = numerous studies show that no-suicide contracts do not help prevent suicides

· Drawback = these contracts may provide physicians with a false sense of security

CDC-Recommendations for Media Regarding Suicide

· Avoid repetitive or excessive reporting of suicide

· Avoid simplistic explanations

· Avoid “how-to” descriptions

· Avoid presenting suicide as a means to an end

Clinician Role in Suicide Prevention

· Screen for depression, mania, etc.

· Ask about suicide

· Look for other self-injurious behavior (e.g. cutting)

· Ask about drug and alcohol use

· Ask about stressors (family life, relationships, school, job, etc.)

National Prevention

· Minimize firearms and/or access to firearms

· Institute safety mechs. on guns (trigger locks, smart guns, mag. safeties, chamber indicators)

· Improve access to healthcare providers

· Improve mental health insurance coverage

· Minimize the stigma of mental illness and suicide

· Teach society how to use communication to address stressors, rather than violence/aggression

Take Home Points

· Women attempt more suicides, men complete more suicides

· The elderly and military are at high risk

· Substance dependence increases risk

· Previous attempt is the greatest risk factor

· Firearms play a big role in suicide

· Monitor patients when using SSRIs

Anxiety Disorders
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Types of Anxiety
· Generalized = global feeling of excessive worry about everyday events
· Panic = intense, unprovoked fearfulness about no specific content, usually associated with autonomic arousal and lasting only a few minutes

DSM V Anxiety Disorders

· Generalized anxiety disorder

· Panic disorder

· Agoraphobia without history of panic disorder

· Specific phobia

· Social phobia (social anxiety disorder)

· Separation anxiety disorder

· Selective mutism

· Anxiety disorder due to a general medical condition (GMC)

· Substance-induced anxiety disorder

Medical Causes of Anxiety

· Endocrine/Metabolic

· Hyper-/hypothyroidism

· Pheochromocytoma

· Hypoglycemia

· Hypocalcemia

· Cushing’s

· Respiratory

· Hypoxemia

· Pulmonary embolus

· Cardiac

· Arrhythmias

· CHF

· Coronary insufficiency

· Neurological

· Dementia

· Delirium

· Neoplasm

· Encephalitis

· Partial complex seizures

· Vestibular dysfunction

Medications that Cause Anxiety

· Stimulants

· Tranquilizers (either by paradoxical excitement or by interdose withdrawal)

· Antidepressants (especially noradrenergic ones)

· Beta-adrenergic agonists

· Neuroleptics (akathisia)

· Serotonergic drugs and interactions

Substances that Cause Anxiety

· Caffeine

· Stimulants

· Nicotine

· Alcohol 

· Monosodium glutamate

· CNS depressant withdrawal

Psychiatric Disorders Associated with Anxiety

· Depression

· Bipolar disorder

· PTSD

· OCD

· Schizophrenia

· Personality disorders

Depression and Anxiety

· Association

· 70% of panic disorder patients have a major depressive episode

· 70% of patients with major depressive disorder are anxious

· Misdiagnosis

· 25% of anxiety disorder diagnoses are changed to depressive diagnoses

· 25% of depressive diagnoses are changed to anxiety disorder diagnoses

· Perception = many patients cannot distinguish between anxiety and depression

Etiology of Anxiety Disorders

· Identification with anxious parent

· Conditioned fear

· Hyperactive arousal systems (NE, Glu)

· Deficient braking systems (5-HT, GABA)

· Abnormal CO2 response in respiratory centers seen in panic disorder

Generalized Anxiety Disorder (GAD)
· Excessive worry about multiple everyday events

· >6 months in duration

· Physical/psychological symptoms

· Restlessness or feeling on edge

· Easily fatigued

· Difficulty concentrating

· Muscle tension

· Insomnia, restless sleep

· Irritability
Presentations of GAD in Primary Care Practice

· Insomnia

· Tension

· Headaches

· Back pain

· TMJ symptoms

· Multiple somatic complaints

· Frequent questioning of physician
Epidemiology of GAD

· Prevalence = 3% 1-year and about 5% lifetime

· Comorbidities = 90% have psychiatric conditions (other anxiety, depression, substance abuse)

· Familial Nature = no specific familial pattern, but seen in families
Course of GAD

· Onset = 50% in childhood or adolescence, but may appear for the first time in adulthood

· Course = chronic, but fluctuating

· Exacerbation = symptoms are worse at times of stress
Panic Attack
· Discrete acute episode of intense fear or discomfort associated with 4 of the below

· Palpitations, tachycardia

· Sweating

· Tremor

· Shortness of breath or sense of smothering

· Feeling of choking

· Chest pain

· Nausea or abdominal distress

· Dizziness, unsteadiness, lightheadedness, faintness

· Derealization, depersonalization

· Fear of losing control or going crazy

· Fear of dying

· Paresthesias

· Chills or hot flashes

· Peaks within 10 minutes

· Usually abates rapidly
Panic Disorder
· Recurrent, unexpected panic attacks

· No specific precipitant

· No content to anxiety

· Subsyndromal panic attacks may occur

· Accompanied by anticipatory anxiety, fears of losing control, or a significant change in behavior in response to panic attacks

· With or without agoraphobia
Presentations of Panic Disorder in Primary Care Practice

· Unexplained chest pain

· Shortness of breath

· Dizziness

· Difficulty concentrating

· Paresthesias

· Tremor
Epidemiology of Panic Disorder

· Prevalence = 1-2% 1-year and 1.5-3.5% lifetime

· Association = 1/3-1/2 have agoraphobia
Course of Panic Disorder

· Onset = between late adolescence and mid-30s, but occasionally early onset or after age 45yrs

· Course = varies b/w chronic sx and episodic recurrences with years of remission in b/w

· Association = agoraphobia may or may not remit with remission of panic attacks

· 6-10 Year Prognosis

· 30% are well

· 40-50% are improved, but still symptomatic

· 20-30% are unchanged or worse
Agoraphobia = anxiety about being in situations from which escape might be difficult or embarrassing or help might not be available, leading to avoidance of those situations and anxiety during those situations

· Association = may occur with or without panic disorder

· Agoraphobic Situations

· Outside the home

· In a crowd or line

· Bridges or tunnels

· On a bus, train, or car

Specific (Simple) Phobia = marked, persistent, unreasonable fear of specific objects or situations, leading to avoidance of the object/situation and anxiety when confronting the object/situation

· Animal Type = animals, insects (childhood onset)

· Natural Environment Type = storms, heights, water (childhood onset)

· Situational Type = tunnels, bridges, elevators, flying, enclosed spaces (childhood/20s onset)

· Blood-Injection-Injury Type = seeing blood or injury or getting injection (familial & vasovagal)

· Others

· Space Phobia = fear of falling down if not near a wall or other support

· Fear of loud noises or costumed characters (childhood onset)

· Fear of choking or vomiting

Epidemiology of Phobias

· Prevalence = 1-year of 9% and lifetime of 10%

· Onset = many phobias begin in childhood

· Prognosis = remission in only about 20% of phobias that persist into adulthood

· Familial Nature = aggregation of specific phobia types

Social Phobia (Social Anxiety Disorder) = anxiety about humiliating oneself in social or performance situations, leading to avoidance of the situation, or dreadful endurance or provocation of panic attacks
· Generalized Social Anxiety Disorder = anxiety about most social situations

· Type Prevalence = performance anxiety is more common than generalized social anxiety

Presentations of Social Anxiety Disorder in Primary Care Practice

· Autonomic arousal in public

· Shyness

· Reclusiveness

· Depression

· Requests for tranquilizers

· Drinking too much

Presentations of Social Anxiety in Physicians and Students

· Difficulty answering questions in class

· Poor exam performance

· Discomfort presenting at rounds

· Avoidance of parties

· Substance use

Epidemiology of Social Anxiety Disorder

· Prevalence = 3-13% lifetime

· Impairment = while 20% have fear of public speaking, only 2% are impaired by it

· Association = 10-20% of anxiety disorder patients have social anxiety

· Familial Nature = increased risk in first degree relatives

Course of Social Anxiety Disorder

· Onset = adolescence

· Risk Factor = childhood history of inhibition or shyness

· Prognosis = chronic symptoms if left untreated

· Risk = high comorbidity with substance abuse

General Treatment Principles of Anxiety Disorders

· Evaluate for substance use 

· Reduce caffeine intake (anxious patients drink more coffee)

· Decrease smoking if possible (nicotine is anxiogenic)

· Try non-pharmacologic treatments

· Involve significant others

Importance of Evaluating for Substance Use in Anxiety Disorders

· Most substances increase anxiety (acutely or withdrawal)

· Not usually effective to try to treat anxiety during active substance use

· If comorbid substance abuse, treatment for both can be initiated simultaneously

Non-Pharmacologic Approaches to Anxiety Disorders

· Relaxation training

· Hypnosis

· Biofeedback

· Systematic desensitization for avoidance behaviors

· Cognitive-behavioral therapy

· Exposure and response prevention

Use of Benzodiazepines in Anxiety Disorders

· Acute anxiety (especially in cardiac patients)

· Initial tx of anxious depression (initial reduction of anxiety in pts treated with antidepressants)

· Treatment of chronic anxiety in patients who do not do well with other treatments

· Patients who do not drive trucks, operate heavy equipment, or pilot airplanes

Predictors of a Good Response to Benzodiazepines

· Acute symptoms

· Precipitating stress

· High levels of anxiety

· Low levels of depression

· Previous good response

· Awareness that problem is mental

· Expectation of medication

BZD MoA = binds BZD-R on GABA channel, increasing its affinity for GABA and creating Cl influx

BZD Receptor Subtypes
· Type
Location

Function
· 1
LC of limbic system
Anxiolytic

· 2
Cortex pyramidal cells
Muscle relaxation, anticonvulsant, CNS depression, sedation

· 3
Mt. in the periphery
Dependence, withdrawal

BZD Features

· Potency

· High = midazolam, alprazolam, triazolam

· Low = chlordiazepoxide, flurazepam

· Lipid Solubility

· High = alprazolam, diazepam

· Low = lorazepam, chlordiazepoxide

· Half-Life

· Long = diazepam, chlordiazepoxide

· Short = alprazolam, midazolam

Role of Half-Life
· Parameter

Long Half-Life

Short Half-Life
· Dosing Frequency
less frequent

more frequent

· Accumulation

more accumulation
less accumulation

· Withdrawal Onset
slower onset

fast onset

· Withdrawal Duration
longer duration

shorter duration

· Withdrawal Intensity
more attenuated
more intense

BZD Metabolic Pathways

· Complex = diazepam, chlordiazepoxide, flurazepam

· Simple = midazolam, alprazolam, lorazepam, oxazepam

Problems with BZD Tx

· Sedation

· Psychomotor impairment

· Interdose withdrawal with short-acting BZDs (especially alprazolam)

· Interactions with other CNS depressants, especially alcohol

· Discontinuation syndromes

· Can reinforce passive approach to illness (desire for immediate relief from a pill)

BZD Discontinuation Syndromes

· Relapse = return of pre-existing anxiety

· Rebound = exacerbation of pre-existing anxiety

· Withdrawal = new physiologic symptoms due to dependence

BZD Withdrawal Features

· Agitation

· Confusion

· Delirium

· Tremor

· Diaphoresis

· Hypertension

· Myoclonus

· Hyperreflexia

· Hyperpyrexia

· Seizures

Common Misconceptions about BZDs

· Therapeutic effects in anxiety diminish over time

· Long-term users tend to escalate their doses

· Dependence is the usual reason for long-term use

· BZDs produce euphoria in most people

· BZDs are commonly abused by people who do not otherwise abuse substances

· Elimination half-life equals duration of action

Agents Selective for BZD-1 Receptor

· Agents = quazepam, zolpidem, zalepon

· Utility = hypnotics (less effective for anxiety)

· ADE = sleep autonomisms (eating, driving, walking)

· Benefit = less sedation, impairment, withdrawal

Nonselective Partial BZD Receptor Agonists

· Agent = eszopiclone (Lunesta)

· Benefit = less dependence and withdrawal

· Utility = long-term use of insomnia tx

· Drawback = not anxiolytic & weaker acute effect than other BZDs

Alternatives to BZD Agonists for Anxiety

· Antidepressants (except bupropion)

· Azapriones (Buspirone, BuSpar)

· Anticonvulsants

· Beta-blockers

Initial Antidepressant Choices for Anxiety

· SSRIs

· Nefazodone

· Vanlafaxine

· Mirtazepine

· Duloxetine

5-HT1A-R Functions

· Anxiety

· Depression

· Temperature regulation

· Nociception

Azpriones = 5-HT1A-R Partial Agonists

· Buspirone

· Ipsapirone

· Gepirone

· Tandospirone

· Flesinoxan

Busprione (BuSpar)

· Benefit = not sedating and no withdrawal

· Dosing = TID or ER

· ADEs = nausea, headache, dizziness

Beta-Blockers

· Utility

· Autonomic arousal

· Unpredictable, episodic agitation in demented patients

· Propranolol 

· Utility = performance anxiety

· ADE = sedation and sexual dysfunction

Anticonvulsants Useful for Anxiety

· Gabapentin (Neurontin)

· Pregabalin (Lyrica)

· Valproate (Depakote)

BZD Sleep Effects

· Reduced sleep latency

· Reduced awakenings and duration thereof

· Increased total sleep time

· Prolonged REM latency

· Reduced REM in first third of night

· Increased duration of stage 2

· Reduced duration of stage 1

· Reduction or abolition of stage 4*

Ramelteon (Rozerem)

· Utility = treatment of insomnia characterized by difficulty with sleep onset

· MoA = targets melatonin 1/2 (MT1/2) receptors

· Half-Life = 2-5 hours

· Dose = 8mg 30 min. before bed

· Metabolism = CYP1A2

· Contraindication = severe hepatic impairment

· Interaction = fluvoxamine

· Benefit = no abuse potential

· ADEs

· Drowsiness

· Dizziness

· Increased PRL

· Amenorrhea

· Galactorrhea

· Decreased libido

· Problems with fertility

Prazosin

· MoA = alpha-1 antagonist

· FDA Indication = hypertension

· Drawback = very sedating

· Utility = reduces nightmares and insomnia in PTSD

Components of CBT for Insomnia

· Sleep hygiene (correct environmental factors, exercise, alcohol use, diet)

· Sleep restriction (only in bed when asleep, strict bedtime/waking time)

· Stimulus control (break assn. b/w in bedroom and stimuli that promote arousal)

· Cognitive therapy (address global assumptions and negative expectations about sleep)

· Progressive relaxation (practice with recording every day)

Efficacy of CBT = more effective in improving both sleep latency and efficiency compared with zolpidem

Treatment Choices
· Disorder




Treatment Choice
· Acute anxiety




benzodiazepine

· Anxiety in substance abusers


antidepressant, anticonvulsant, buspirone

· Anxiety w/ prominent autonomic features
beta-blocker

· Chronic anxiety




antidepressant

· Anxiety in pulmonary patient


buspirone, antidepressant

· Phobia or avoidance



exposure therapy, desensitization

· Chronic tension




relaxation therapy

· Panic disorder




antidepressant, CBT

· Performance anxiety



beta-blocker, exposure therapy

· Social anxiety




antidepressant, exposure therapies

Take Home Points

· Anxiety disorders are familial

· Most anxiety disorders are chronic or relapsing

· Rule out medical causes, especially endocrine, CV, and neurological

· Exclude other psychiatric diagnoses, especially depression

· Stop meds/substances that cause anxiety (stims, caffeine, tranqs, EtOH, nicotine, neuroleptics)

· Behavioral treatments should always be considered

· Chronic medication treatment is often necessary

· Medications facilitate exposure to anxiety-provoking situations

· BZD dependence most likely in pts who are dependent on other substances

· Use antidepressants, buspirone, anticonvulsants in substance-dependent patients

· Return of anxiety with drug discontinuation is not a sign of addiction

· Antidepressants, buspirone, and anticonvulsants are first choice for chronic anxiety and anxiety in patients who cannot tolerate psychomotor impairment

· CBT is more effective than sleeping pills for chronic insomnia

PTSD
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Objectives

· State the DSM V criteria for PTSD

· Discuss risk factors for PTSD

· Identify intrusion, avoidance, negative cognition/mood, and arousal/reactivity sx of PTSD

· Discuss functional consequences of PTSD

· State treatment strategies for PTSD

Trauma Associated with PTSD 

· Personally Experienced Events

· Sexual violence

· Serious injury

· Threatened/actual physical assault

· Torture

· Accidental trauma

· Witnessed Events

· Physical or sexual abuse of another person

· Domestic violence

· War

· Natural/man-made disaster

· Indirect Exposure

· Learning about traumatic experiences of close relatives/friends

Epidemiology of PTSD

· Lifetime Risk in US = 8.7% at age 75 yrs

· Gender = more prevalent among females than males

· At-Risk Populations

· Survivors of rape

· Survivors of military combat/captivity

· Survivors of ethnically/politically motivated internment

· Survivors of genocide

· Risk = while 50-90% of pop. may be exposed to traumatic events, most do not develop PTSD

Diagnosis of Acute Stress Disorder (ASD)

A. Exposure to actual or threatened death, serious injury, or sexual violation in at least 1 of the following ways

1. Directly experiencing the traumatic event

2. Witnessing the event as it occurred to others

3. Learning that the event occurred to a close family member or friend

4. Experiencing repeated or extreme exposure to aversive details of the traumatic events

B. Presence of 9 or more symptoms

· Intrusion Symptoms

1. Recurrent, involuntary, & intrusive distressing memories of the traumatic event

2. Recurrent distressing dreams

3. Dissociative reactions (e.g. flashbacks)

4. Intense or prolonged psychological distress or marked physiological reactions in response to environmental cues

· Negative Mood

5. Persistent inability to experience positive emotions

· Dissociative Symptoms

6. An altered sense of the reality of one’s surroundings or oneself

7. Inability to remember an important aspect of the traumatic event

· Avoidance Symptoms

8. Efforts to avoid distressing memories, thoughts, or feelings about or closely associated with the traumatic event

9. Efforts to avoid external reminders (people, places, conversations, objects, etc.)

· Arousal Symptoms

10. Sleep disturbance

11. Irritable behavior and angry outbursts

12. Hypervigilance

13. Problems with concentration

14. Exaggerated startle response

C. Duration is 3 days to 1 month after trauma exposure

D. Causes clinically significant distress or impairment in social/occupation functioning

Pre-Traumatic Risk Factors for Developing PTSD

· Childhood emotional problems by age 6 yrs

· Lower SES

· Lower education

· Childhood exposure to prior trauma

· Childhood adversity

· Lower IQ

· Family psych. history

· Female gender

· Younger age

Peri-Traumatic Risk Factors for Developing PTSD

· Severity of trauma

· Perceived life threat

· Personal injury

· Interpersonal violence

· Dissociation

Peri-Traumatic Risk Factors for Developing PTSD in Military Personnel

· Being a perpetrator

· Witnessing atrocities

· Killing the enemy

Post-Traumatic Risk Factors for Developing PTSD

· Negative appraisals

· Inappropriate coping strategies

· Development of acute stress disorder

· Subsequent exposure to repeated upsetting reminders

· Subsequent adverse life events

· Financial or other trauma-related loss

PTSD Diagnosis

A. Exposure to actual or threatened death, serious injury, or sexual violation in at least 1 of the following ways

1. Directly experiencing the traumatic event

2. Witnessing the event as it occurred to others

3. Learning that the event occurred to a close family member or friend

4. Experiencing repeated or extreme exposure to aversive details of the traumatic events

B. 1 or more intrusion symptoms

1. Recurrent, involuntary, and intrusive distressing memories of the traumatic event

2. Recurrent distressing dreams related to the traumatic event

3. Dissociate reactions (e.g. flashbacks)

4. Intense or prolonged psychological distress at exposure to internal or external cues of the traumatic event

5. Marked physiological reactions to internal or external cues

C. 1 of or both avoidance symptoms

1. Avoidance of or efforts to avoid distressing memories, thoughts, or feelings about or closely related to the traumatic event

2. Avoidance of or efforts to avoid external reminders that arouse distressing memories, thoughts, or feelings about the traumatic events

D. 2 or more negative cognition and mood symptoms

1. Inability to remember an important aspect of the traumatic event

2. Persistent and exaggerated negative beliefs or expectations

3. Persistent, distorted cognitions about the cause/consequences of the traumatic event (e.g. self-blame)

4. Persistent negative emotional state (fear, horror, anger, guilt, shame, etc.)

5. Markedly diminished interest or participation in significant activities

6. Feelings of detachment or estrangement from others

7. Persistent inability to experience positive emotions

E. 2 or more arousal/reactivity symptoms

1. Irritable behavior and angry outbursts

2. Reckless or self-destructive behaviors

3. Hypervigilance

4. Exaggerated startle response

5. Problems with concentration

6. Sleep disturbance

F. Duration of the disturbance is greater than 1 month

G. The disturbance causes clinically significant distress or impairment in social, occupational, or other important areas of functioning

H. The disturbance is not attributable to substance use or other medical condition

I. Specify with or without dissociative symptoms (depersonalization or derealization)

Functional Consequences of PTSD

· Longer duration of PTSD in females

· Substance abuse

· Aggression/violence

· Suicidal ideation/attempt

· Work problems (absenteeism, performance, success)

· Marital problems

· Homelessness

Assessment in the Acute Situation

· What are the circumstances of the trauma?

· What is the extent of the distress experienced?

· Is medical and/or psychiatric care needed?

· For individual trauma, are there any risk factors?

· For large scale events, are there any persons or groups that are at higher risk for PTSD?

· Establish a therapeutic alliance

· Increase patient’s awareness of adaptive coping mechanisms

· Educated patient regarding PTSD and ASD

PTSD Treatment Options

· Psychotherapy

· Psychopharmacology

Psychotherapies

· Cognitive behavior therapy

· Psychoeducation

· Eye movement desensitization and reprocessing (EMDR)

· Involvement of support networks

· Coping skills

Components of Cognitive Behavior Therapy (CBT)

· Education about sx of PTSD and rationale for process of recall

· Relaxation training

· Targets distorted threat appraisal process (i.e. repeated exposure, information re-processing)

· Desensitization to trauma-related triggers

Eye-Movement Desensitization and Reprocessing (EMDR)

· Traumatic memories are recalled in multiple, brief sessions

· Eye movements or another stimulus is paired with memory retrieval and verbalization

· New associations are forged b/w traumatic memory and more adaptive memories or info.

· Efficacy may be similar to CBT

· Unclear if tx goals are maintained over time

Psychopharmacological Interventions for PTSD

· SSRIs = 1st line treatment

· TCAs

· MAO-Is

· BZDs

· Anticonvulsants = may be useful to treat intrusive sx like flashbacks

· Antipsychotics = useful when there are concomitant psychotic sx

· Adrenergic inhibitors

Role of SSRIs

· 1st-line medication treatment for both men and women with PTSD

· Ameliorate all PTSD symptom clusters

· Effective for psychiatric disorders that are frequently co-morbid with PTSD

· May reduce clinical symptoms that often complicate management of PTSD

· Relatively few side effects

Role of BZDs

· Reduce anxiety and improve sleep

· Efficacy in preventing PTSD or treating core sx has not been adequately evaluated/established

· There is a potential for addiction

· Worsening of sx after discontinuation has been reported

Role of Adrenergic Inhibitors

· Possible benefits with alpha-2-adrenergic agonists (clonidine)

· Prazosin is helpful in restoring sleep and treating nightmares

· No controlled studies of beta-adrenergic blockers

· Preliminary results suggest acute administration of propranolol after trauma may reduce later sx

Take Home Points

· PTSD is a common disorder with significant morbidity if left untreated

· Presentations of PTSD vary

· Comprehensive assessment of patients is critical to development of individualized tx plan

· Treatment often involves multiple modalities

Neurobiology of PTSD
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Objectives

· Label three brain structures most involved in PSD symptomatology

· Discuss reciprocal relationship b/w brain cortical & subcortical functions in PTSD manifestations

· Name the NT most involved in PTSD and name the cell body where it is produced in the brain

Review of PTSD Basics

· Develops after exposure to actual or threatened trauma

· Men commonly exposed to combat

· Women commonly exposed to sexual trauma

· Tetrad of symptoms

· Intrusions

· Avoidance

· Negative alterations in cognitions/mood

· Hyperarousal

· Duration more than one month

Hypothesized Neurocircuitry in PTSD = Abnormal Response to Threat
· Structure/Function

Effect
· Overactive amygdala

Hyperarousal, indelible emotional memory

· ↓regulation by VMPFC

Can’t suppress attention/response to trauma-related stimuli

· ↓hippocampal response
Can’t identify safe contexts, problems with explicit memory

Physiological and Anatomical Correlations with Above Structure/Functions

· Increased blood flow in right limbic cortex and right paralimbic cortex  overactive

· Decreased blood flow in left inferior frontal cortex  hypoactive PFC

· Lower hippocampal volumes and blood flow  hypoactive hippocampus

· Size of hippocampus increases following treatment

· Siblings of PTSD patients have small hippocampi  predisposition to development of PTSD

Theory

· Premise = PTSD after chronic trauma is associated with hippocampal atrophy

· Premise = glucocorticoids, “stress hormones,” can cause hippocampal atrophy

· Conclusion = hippocampal atrophy in PTSD is stress-related

Neurochemistry Theory of PTSD

· Noradrenergic hyperactivity relates to PTSD hyperarousal and re-experiencing

· Dysregulation of HPA feedback to amygdala and LC causes more noradrenergic hyperactivity

· GC, CRH, and endogenous opioids are involved in maintaining noradrenergic hyperactivity

Evidence of Increased Noradrenergic Sympathetic Outflow in PTSD

· Changes in BP, HR

· Exaggerated startle response

· Increased plasma NE

· Increased CSF NE

· Increased urine NE

NE & Arousal Hypothesis

· Experiment = α2 autoreceptor antagonist (which results in increased NE release) decreases blood flow and glucose metabolism in NE-rich projection areas in PTSD patients

· Conclusion = NE causes ↓brain metabolism which leads to anxiety sx in PTSD

NE & Sleep

· PTSD = ↓sleep time, ↑REM time, ↑awakenings

· Prazosin = central α1-antagonist alleviates nightmares

· Conclusion = overactive NE produces sleep disturbances in PTSD

NE & Memory

· PTSD = intrusive and emotional memories of trauma

· Moderate [NE] = enhances arousal-related memory consolidation

· High [NE] = inhibits emotional memory consolidation

· Propranolol = central β-blocker that prevents arousal-related memory consolidation

· Hypothesis = adrenergic blockers may be able to secondarily prevent PTSD in trauma aftermath

NE, the HPA Axis, and Stress

· NE = immediate response to stress released from LC

· HPA = delayed and prolonged response to stress, influenced by NE release from LC

· PTSD = dysregulation in the above systems, resulting in hyperarousal symptoms

Take Home Points

· Amygdala, hippocampus, and VMPFC are critically involved in PTSD

· Reciprocal relationship b/w dampened frontal cortical function and limbic hyperactivity in PTSD

· NE is critically involved in PTSD and is produced in the locus coeruleus, with diffuse axonal projections throughout the entire nervous system

Somatic Symptom and Related Disorders
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Objectives

· Discuss somatization

· Compare and contrast the somatic symptom disorders in DSM V and their differential diagnoses

· Describe common challenges physicians face when working with these patients

· Discuss several things a physician should do when treating patients with somatic symptoms

Somatization = psychological problems communicated through somatic distress (i.e. physical symptoms)

· May or may not have a somatic symptom disorder

· May or may not have another psychiatric disorder

· Avoid dualistic thinking of mind vs body or imaginary vs real

Physiological Mechanisms of Somatization

· Autonomic arousal

· Vascular changes

· Muscle tension

· Hyperventilation

· Sensitivity to pain

Factors Contributing to Somatization

· Medically unexplained symptoms

· Response to stress

· Psychiatric disorders

· Psychological factors

· Societal factors

Psychological Factors Related to Early Life Experiences

· Childhood illness

· Parental illness

· Childhood trauma

Childhood Illness

· Adults with somatic sx report more frequent/serious childhood illnesses
· Conditional Caretaking = some parents practice more selective caretaking during child illness

· These childhood illnesses may then be a method of escape from neglect/abuse or attempt to get needed attention from withdrawn parent or loss of parent

· Chronic illnesses may erode sense of self-efficacy, creating the idea that one requires care

· Selective attention child believes care will be provided only when sought for physical suffering

· Children learn to use physical pain to communicate emotional distress

Parental Illness

· Social learning/modeling of illness behavior influences the behavior of children

· Some children exposed to parents’ maladaptive illness behavior adopt the response to pain and illness they observe

· Children exposed to exaggerated responses to illness are likely to exhibit behaviors when they observe social rewards gained by parents

· Chronic parental illness likely contributes to poor or inadequate parenting

Childhood Trauma

· Sexual and physical abuse may or may not lead to PTSD

· Affects experience of oneself in and through their body

· Higher rate of sexual abuse in patients with somatic symptom disorders

Societal Factors

· Family may shift attention from other family conflicts and focus on illness behavior

· Stigmatization of psychiatric illness

· Health care system and disability system may provide reinforcement of behavior

Cost of Somatization

· More frequent health care visits

· Decreased work productivity

· Risk of iatrogenic disease or injury

· Disruption of doctor-patient relationship

Sick Role
· Normal

· Temporary role in which the ill person is granted certain privileges

· Sick person is obligated to want to get well and must cooperate with treatment

· Person is not blamed for being ill and has less demands placed on them

· Physician assigned sick role based on evidence of physical disease

· Somatic Symptoms

· Absence of physical disease which confuses the understanding of the sick role

· Patient wants to justify sick role and demands medical tests & diagnoses

· Patient demands makes the physician fell challenged

· Conflict leads to dissolution of the treatment relationship

Somatic Symptom and Related Disorders

· Somatic Symptom Disorder

· Illness Anxiety Disorder

· Conversion Disorder (Functional Neurological Symptom Disorder)

· Psychological Factors Affecting Other Medical Conditions

· Factitious Disorder

· Other Specific Somatic Symptom and Related Disorder

· Unspecified Somatic Symptom Disorder and Related Disorder

Common Features of Somatic Symptom and Related Disorders

· Prominence of somatic symptoms associated with significant distress and impairment

· Encountered in primary care and other medical settings, less commonly in psychiatric settings

· Diagnosis made based on distressing somatic symptoms plus abnormal thoughts, feelings, and behaviors in response to these symptoms

Drawbacks to DSM IV Classifications

· Overlap across somatoform disorders

· Overemphasis on medically unexplained symptoms

· Diagnosis grounded on absence of an explanation

· Reinforced mind-body dualism

· Mental disorder diagnoses given when a medical disorder cannot be demonstrated

· Pejorative

Somatic Symptom Disorder
A. One or more somatic symptoms that are distressing or result in significant disruption of daily life

B. Excessive thoughts, feelings, or behaviors related to the somatic symptoms or associated health concerns as manifested by at least one of the following

1. Disproportionate and persistent thoughts about the seriousness of one’s symptoms

2. Persistently high level of anxiety about health or symptoms

3. Excessive time and energy devoted to these symptoms or health concerns

C. Although any one somatic symptom may not be continuously present, the state of being symptomatic is persistent (typically more than 6 months)
Specifiers

· Specify if with predominant pain (previously pain disorder)

· Specify if persistent (more than 6 months)

· Specify current severity
· Severity

# of B Criteria
· Mild

1 

· Moderate
2+ 

· Severe

2+ and multiple somatic complaints
Differential Diagnosis of SSD

· Panic Disorder

· Generalized Anxiety Disorder

· Depressive Disorder

· Illness Anxiety Disorder

· Conversion Disorder

· Delusional Disorder

· Body Dysmorphic Disorder

· OCD
Comorbidities of SSD

· Medical disorders

· Anxiety disorders

· Depressive disorders

· Cluster B personality traits
Principles of SSD Treatment

· Understand the patient’s real suffering and develop a concerned attitude

· Patients may exaggerate normal body sensations, but they still suffer from bodily symptoms

· Failure to acknowledge suffering may be interpreted as trivializing and impair the relationship

· Provide an acceptable explanation of the symptoms to the patient

· Establish reasonable treatment goals (management, not cure)

· Regular, brief scheduled follow-ups, not symptom-driven visits

· Perform brief physical exam at each visit to give the benefit of “laying on of hands”

· Limit setting = appointments, dx tests, rx, emergency visits, phone calls

· Treat comorbid depression and/or anxiety

· Minimize polypharmacy and diagnostic tests

· Pharmacotherapy may aid in comorbid psychiatric disorders, but does not address the essential mechanisms of the somatization, and should only be used as an adjunct to physician visits

· Cognitive psychotherapy can reduce intensity/frequency or complaints and improve function

· Lifestyle changes that reduce stress (e.g. psychoeducation, exercise, R&R)

· Only use 1 designated physician to manage the somatization

· Prescribe benign treatments (e.g. hot/cold packs, vitamins, lotions, bandages, etc.)
Illness Anxiety Disorder (Hypochondriasis)
A. Preoccupation with having or acquiring a serious illness. If another medical condition is present or there is a high risk for developing a medical condition due to strong family history, the preoccupation is clearly excessive or disproportionate.

B. Somatic symptoms are not present or, if present, are only mild in intensity

C. High level of anxiety about health & the individual is easily alarmed about personal health status

D. Individual performs excessive health-related behaviors or exhibits maladaptive avoidance

E. Illness preoccupation present for at least 6 months

F. Illness preoccupation not better explained by another mental disorder
Diagnostic Features of IAD

· Individual’s distress emanates not primarily from the physical complaint itself, but rather from his or her anxiety about the meaning, significance, or cause of the complaint

· Their concerns about undiagnosed disease do not respond to appropriate medical reassurance, negative diagnostic tests, or benign course

· Illness becomes a central feature of the individual’s identity and self-image

· Repeatedly examine themselves and seek assurance and research suspected disease excessively

Associated Features of IAD

· Extensive yet unsatisfactory medical care (or too anxious to seek care)

· Consult multiple physicians for the same problems

· Often feel they are not being taken seriously

· Chronic, relapsing course

· Onset in early and middle adulthood
Conversion Disorder (Functional Neurological Symptom Disorder)
A. One or more symptoms of altered voluntary motor or sensory function

B. Clinical findings provide evidence of incompatibility between the symptom and recognized neurological or medical conditions

C. The symptom or deficit is not better explained by another medical or mental disorder

D. The symptom or deficit causes clinically significant distress or impairment in social, occupation, or other important areas of functioning
Conversion Disorder Specifiers

· With or without psychological stressor

· Acute or chronic
Conversion Disorder Symptom Types

· Motor = weakness, paralysis, gait abnormalities

· Sensory = hypoesthesia, vision changes
· Psychogenic/Non-Epileptic Seizures = episodes of abnormal limb shaking with changes in consciousness that may resemble seizures

· Speech = dysarthria, reduced volume
Epidemiology of Conversion Disorder

· Onset = dramatic and abrupt

· “Le Belle Indifference” = pt is unconcerned with sx caused by their disorder, as exhibited by an inappropriate lack of emotion for the perceptions by others of one’s disability

· At-Risk = those familiar with neurological illnesses

· Course = short duration with resolution, but can reoccur

· Poor Prognosis = pseudoseizures and amnesia

· Gender = women > men

· Association = substance abuse

· Possible Trigger = stress or trauma
Differential Diagnosis of Conversion Disorder

· Neurological disease

· Somatic symptom disorder

· Factitious Disorder and Malingering

· Dissociative Disorders

· Body Dysmorphic Disorder

· Depressive Disorder

· Panic Disorder
Conversion Disorder Comorbidities

· Panic Disorder

· Depressive Disorder

· Somatic Symptom Disorder

· Personality Disorder

· Neurological or other medical conditions
Psychological Factors Affecting Other Medical Conditions
A. Medical condition or symptom is present

B. Psychological or behavioral factors adversely affect medical condition in 1 of the following ways

1. Factors have influenced the course of the medical condition

2. Factors interfere with treatment of medical condition

3. Factors constitute additional well-established health risks

4. Factors influence the underlying pathophysiology, precipitating, or exacerbating symptoms, or necessitating medical attention

C. Psychological & behavioral factors in B are not better explained by another mental disorder
Severity

Effect on Medical Condition
Mild

increased medical risk

Moderate
aggravates underlying medical condition

Severe

results in medical hospitalization or ER visit

Extreme
results in severe life-threatening risk

Factitious Disorder (Imposed on Self)
A. Falsification of physical or psychological signs or symptoms, or induction of injury or disease, associated with identified deception

B. Individual presents to others as ill, impaired, or injured

C. Deceptive behavior is evident even in the absence of obvious external rewards

D. Behavior is not better explained by another mental disorder

Factitious Disorder (Imposed on Another)
A. Falsification of physical or psychological signs or symptoms, or induction of injury or disease, in another, associated with identified deception

B. Individual presents another individual (victim) to others as ill, impaired, or injured

C. Deceptive behavior is evident even in the absence of obvious external rewards

D. Behavior is not better explained by another mental disorder

Differential Diagnosis of Factitious Disorder

· Somatic Symptom Disorder

· Malingering

· Conversion Disorder

· Borderline Personality Disorder

· Medical condition or mental disorder not associated with intentional symptom falsification

Obsessive-Compulsive Disorder (OCD)

2/4/16
Start = page 549 of part 2 lecture notes

Obsessive Compulsive Disorder (OCD)
A. Presence of obsessions, compulsions, or both
1. Obsessions 

1.i. Recurrent and persistent thoughts, urges, or images that are experienced, at some time during the disturbance, as intrusive and unwanted, and that in most individuals cause marked anxiety or distress

1.ii. The individual attempts to ignore or suppress such thoughts, urges, or images, or to neutralize them with some other thought or action
2. Compulsion
2.i. Repetitive behaviors or mental acts that the individual feels driven to perform in response to an obsession or according to rules that must be applied rigidly

2.ii. The behaviors or mental acts are aimed at preventing or reducing anxiety or distress or preventing some dreaded event or situation; however, these behaviors or mental acts are not connected in a realistic way with what they are designed to neutralize or prevent, or are clearly excessive

B. The obsessions and/or compulsions: (1 or both of the below)

1. Are time consuming (take more than 1 hours a day)

2. Cause clinically significant distress or impairment in function

C. The obsessive-compulsive symptoms are not attributable to the physiological effects of a substance (drug or medication) or another medical condition

D. The disturbance is not better explained by the symptoms of another mental disorder

Insight Specification

· Good = individual recognizes that OCD beliefs are definitely or probably not true

· Fair = individual thinks that OCD beliefs may or may not be true

· Poor = individual thinks OCD beliefs are probably true

· Absent or Delusional = individual is completely convinced that OCD beliefs are true

OCD and Other Disorders

· Other disorders may exhibit obsessions that resemble OCD

· Other disorders may exhibit compulsions that resemble OCD

· Other disorders may exhibit impulsive behaviors that may be misclassified as compulsive

Obsessions Resembling OCD

· Eating Disorder = food/weight 

· PTSD = traumatic experiences

· Major Depressive Disorder = guilty ruminations

· Hypochondriasis = one’s health

· Generalized Anxiety Disorder = day-to-day stressors

· Substance Use Disorder = substances

· Separation Anxiety Disorder = safety of loves ones

· Body Dysmorphic Disorder = one’s appearance

Compulsions Resembling OCD

· Panic Disorder with Agoraphobia = avoidance behavior

· Trichotillomania = hair pulling

· Body Dysmorphic Disorder = mirror checking

· Hypochondriasis = reassurance seeking

· Social Anxiety Disorder = reassurance seeking

Impulsive Behavior that May Be Misclassified as Compulsive

· Kleptomania = stealing

· Borderline Personality Disorder = self-injury

· Bulimia Nervosa = overeating

OCD Symptom Categories

· Contamination Obsessions

· Harm Obsessions

· Perfectionism, Ordering, Arranging, Counting, Need for Symmetry

· Excessive Doubting, Need-to-Know Obsessions with Checking, Reassurance-Seeking

· Superstitious Thinking

· Hoarding

Considerations of Symptom Categories

· Therapy may focus on one category of symptoms at a time

· Patients can have symptoms in different categories

· Patients’ symptoms can change over time

OCD Cycle

· Obsessions produce anxiety

· Compulsions provide relief

Pathophysiology of OCD

· Disordered 5-HT neurotransmission

· Dopaminergic neurotransmission

· Glutamate levels

Imaging Studies

· Increased CBF and Metabolic Activity

· Orbitofrontal cortex

· Limbic structures

· Caudate

· Thalamus

· Role of Above Structures

· Emotional regulation

· Inhibition of impulses

· Judgment

· Normalization of Overactive Structures

· SSRIs

· CBT

OCD Epidemiology

· Prevalence = 2.5% or 1/200 adults

· Amount = 3 million people in the US

· Gender = males are equal to females

· MZ Concordance = >80%

· DZ Concordance = 50%

OCD Linkages

· DA receptor genes

· Glu transporter genes

· 5-HT transporter genes

· 5-HT receptor genes

Childhood Onset Comorbidities

· Tourette Disorder

· ADHD

OCD Course

· Onset = gradual, though can be acute

· Age = generally adolescence, though symptoms can begin in childhood

· Male Onset Age = 6-15 yrs (earlier)

· Female Onset Age = 20-29 yrs (later)

· Course = mostly chronic waxing and waning, though some can progressively deteriorate or exhibit an episodic course with minimal/no symptoms between episodes

· Exacerbation = times of stress, depressions, or pregnancy

Effect on Quality of Life

· Lower self-esteem

· Strained family/social relationships

· Decreased ability to reach one’s potential in work or school

· >10% suicide attempt rate

Treatment Goal = decrease the “lag time” between the onset of symptoms and diagnosis with appropriate treatment in order to improve quality of life, as <10% of people with OCD are in treatment

Methods to Obtaining Treatment Goal

· Reading about OCD

· Education about the disorder

· Make support groups available

· Knowledgeable empathic providers

· Greater public awareness

Cognitive Behavioral Therapy (CBT)

· Utility = 1st-line treatment for OCD, alone or in addition to medication management

· Problem = access to enough CBT therapists to meet the needs of the community

· Theory = “CBT Triangle” of thoughts, emotions, and behaviors that all influence each other

· Process = identification and exploration of ones thoughts, beliefs, and behaviors and modification of distorted thinking and unhealthy behaviors

· Effect = patients learn to be aware of what they think and what they do, and challenge themselves to think and behave in healthier, more balanced ways

· Warning = may make a patient more anxious initially

· Features

· Time-limited therapy

· Structured therapy

· Active therapist

· Homework between sessions

· Present-focused (though evaluation of core beliefs often leads to exploration of past)
· Exposure and Ritual Prevention (ERP) = a component of CBT based on classical conditioning principles of extinction and habituation that is used to treat OCD

· Efficacy Compared with SSRIs

· More effective over time than SSRIs alone for OCD relapse prevention

· SSRIs have a faster onset of action

Indications for Medication Management of OCD

· Patients whose symptoms are too severe (i.e. anxiety is too great) an cannot tolerate CBT

· Moderate to severe sx of OCD that the clinician feels cannot fully be addressed with CBT alone

· Patients who are unwilling to meet with a therapist as often as needed (weekly)

Medication Management of OCD

· 1st-Line = antidepressant medications

· Preferred = SSRIs (due to favorable side effect profile)

· Dosing = SSRIs are dosed higher for tx of OCD compared for depression

· Next Best = clomipramine (TCA)

· Dosing = combined plasma levels of clomipramine and the metabolite, desmethylclomipramine, 12 hours after the dose should be kept < 500 mg/mL

· Complication = seizures and cardiac conduction delay

· FDA-Approved Medications for OCD

· Sertraline (SSRI)

· Fluoxetine (SSRI)

· Paroxetine (SSRI)

· Fluvoxamine (SSRI)

· Clomipramine (TCA)

· Other Medications Used Off-Label as Primary Treatment for OCD

· Citalopram (SSRI)

· Escitalopram (SSRI)

· Venlafaxine (SNRI)

· Duloxetine (SNRI)

· Paroxetine CR (SSRI)

· Medications Sometimes Used Off-Label for Adjunctive Treatment for OCD

· Antipsychotics (risperidone, olanzapine, haloperidol, etc.)

· Glutamate Modulators (riluzole, memantine, N-acetylcysteine, D-cycloserine)

· Benzodiazepines (lorazepam, clonazepam, diazepam, etc.)

· Other Medication Approaches

· Beta-blockers

· Buspirone

· Bupropion

· MAO-Is

· Stimulants

Experimental Treatments for OCD

· Gamma Knife = ablative surgery where a lesion is made in B/L anterior capsule/ventral caudate

· Fewer short-term side effects

· More long-term side effects (radiation, edema, brain tissue destruction, possible cysts)

· One-time surgery is less expensive and less time-intensive

· Deep Brain Stimulation (DBS) = device implanted by neurosurgeon that stimulates the OFC

· More short-term side effects (bleeding, infection)

· Fewer long-term side effects (reversible, non-destructive)

· Ongoing management much more expensive and time-intensive (programming and re-programming, battery replacement surgery, risk of battery failure)

OCD Spectrum Conditions
· Body Dysmorphic Disorder = (see below)
· Trichotillomania = excessive hair pulling
· Dermotillomania = excessive skin picking
· Hypochondriasis = excessive worry about having a serious illness
· Compulsive Hoarding = acquisition of, and failure to discard, large quantities of possessions that appear useless or of limited value resulting in significant distress or functional impairment
· Impulse Control Disorders (compulsive gambling, kleptomania, etc.)
· Eating Disorders (anorexia nervosa, bulimia nervosa, binge eating disorder, etc.)
· Tourette’s Disorder = multiple motor tics & at least 1 vocal tic preceded by a premonitory urge

Preoccupations in Compulsive Hoarding

· Needing to do things perfectly/avoid mistakes

· Difficulties making decisions

· Difficulties with organization

· Shame over their clutter

· Avoiding tasks (such as cleaning) that they find overwhelming

Compulsive Hoarding Epidemiology

· Prevalence = 2-5% of the population

· Age = present for treatment in middle-age

· Course = symptoms gradually increase in severity over time if left untreated

Compulsive Hoarding and OCD 

· 70-80% of patients also meet the criteria for OCD 

· Approximately 30% of patients with OCD reporting hoarding symptoms 

· 10-15% of patients with OCD report hoarding as their primary symptom

Compulsive Hoarding Co-Occurrences

· Anorexia Nervosa

· Depression

· Dementia

· Schizophrenia

· Obsessive Compulsive Personality Disorder

Features of Patients with OCD and Compulsive Hoarding

· Earlier onset OCD symptoms

· Increased family and social strife

· Older age at presentation

· Poorer insight into illness

· Increased treatment resistance

Compulsive Hoarding Disorder Associations

· Social Phobia

· Generalized Anxiety Disorder

· Specific Phobia

· Bipolar II Disorder

· Dysthymia

· Personality Disorder

Health Risks of Compulsive Hoarding

· Inability to make food due to clutter

· Increased fall risk

· Inability to attend personal hygiene

· Fire hazards

Social Risks of Compulsive Hoarding

· Social isolation

· Estrangement from family

· Legal problems

· Social services involvement if minors at risk due to unsafe home

· Department of public health involvement

· Fire department involvement

· Eviction from the home

· Condemning of the home

· Court-mandated treatment

Treatment of Compulsive Hoarding

· CBT as in OCD

· Medication management as in OCD

· IN HOME VISITS (where possible)

Body Dysmorphic Disorder (BDD)
A. Preoccupation with one or more perceived defects or flaws in physical appearance that are not observable or appear slight to others

B. At some point during the course of the disorder, the individual has performed repetitive behaviors or mental acts in response to appearance concerns

C. The preoccupation causes clinically significant distress or functional impairment

D. The appearance preoccupation is not better explained by concerns with body fat or weight in an individual whose symptoms meet the diagnostic criteria for an eating disorder

DBB Specifiers

· With or without muscle dysmorphia = the individual is preoccupied with the idea that his or her body build is too small or insufficiently muscular

· Indicate degree of insight regarding body dysmorphic beliefs

· Good insight

· Fair insight

· Poor insight

· Absent insight/delusional beliefs

Most Common Areas Patients with BDD Are Preoccupied With

· Skin (73%) (acne, scars, wrinkles, paleness, redness, discoloration, lines)

· Hair (56%) (thinning, excessive, disheveled)

· Nose (37%)

Compulsive Behaviors Seen in BDD

· Mirror checking or avoidance

· Comparing one’s appearance to others

· Excessive grooming rituals

· Camouflaging 

· Reassurance-seeking

· Touching/checking body parts/areas

· Excessive tanning

· Seeking cosmetic surgery/procedures

· Excessive spending/shopping for cosmetic products

Lack of Insight in BDD

· Compared to OCD, patients with BDD are more likely to have poor insight regarding their sx

· More than 1/3 of BDD have delusional beliefs regarding their appearance

· BDD is often associated with ideas or delusions of reference (patients believe others are taking special notice of them/their appearance, or they are being scored/mocked due to appearance)

BDD Testing

· On tests of picture/pattern recognition and recall, patients with BDD tend to focus on the small details of the picture/pattern and not on the picture as a whole

· Patients with BDD tend to visually process faces in a piecemeal manner versus a holistic one, honing in on details and small elements versus looking at the face as a whole

· Patients with BDD tend to interpret pictures of faces with neutral or ambiguous expression as hostile or negative (the same goes for ambiguous situations)

BDD Associations

· Adolescent-onset BDD tends to be associated with higher comorbidity and higher rates of suicide attempts compared to adult-onset BDD

· BDD has been associated with high rates of childhood abuse and neglect

· Cultural values/preference may influence presentation of BDD

BDD in Males vs Females

· Men are more likely to have genital preoccupation

· Women are more likely to have comorbid eating disorder

· Muscle dysmorphia occurs almost exclusively in men

Obsessive-Compulsive Personality Disorder (OCPD) = chronic, maladaptive pattern of dealing with other people and life challenges characterized by a general pattern of concern with orderliness, perfectionism, excessive attention to details, mental and interpersonal control, and a need for control over one’s environment, at the expense of flexibility, openness, and efficiency

· Rigid/inflexible/stubborn

· Over-conscientious

· Controlling, have difficulty delegating

· Perfectionists, preoccupied with details, meticulous

· Sometimes cannot complete tasks due above

· Difficult to work or live with

· Preoccupied with work

· Painful, time-consuming decision process when rules/procedures do not dictate correct answer

· Usually express affection in a highly controlled or stilted fashion

· May be very uncomfortable in presence of others who are emotionally expressive

· May be preoccupied with logic and intellect

OCD vs OCPD

· Example 1

· OCD = excessive list-making to reduce anxiety

· OCPD = justify list-making as a good strategy to improve efficiency

· Example 2

· OCD = distressed by having to carry out tasks or rituals (compulsions)

· OCPD = views activities such as excessive list making or organization of items around home as necessary and even beneficial
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Forensic Psychiatry = subspecialty of psychiatry in which scientific and clinical expertise is applied to legal issues in legal contexts embracing civil, criminal, correctional, or legislative manners (i.e. intersection of psychiatry and law)

Categories of Legal Issues Involving Psychiatrists

· Criminal

· Competency to stand trial*

· Competency to bear criminal responsibility (i.e. insanity defense)

· Civil

· Involuntary hospitalization*

· Right to treatment

· Right to refuse treatment*

· Private

· Physician-patient relationship

· Confidentiality*

· Informed consent*

· Malpractice*

Role of a Forensic Psychiatrist

· Provides treatment in correctional settings

· Consults with attorneys, judges, and law enforcement

· Provides expert witness testimony during trials

· Report writing

Specific Roles of Forensic Psychiatrists

· Children/Adolescents

· Custody evaluations

· Termination of parental rights

· Decision-making capacity

· Abuse evaluations

· Violence risk assessment

· Adults

· Competence to stand trial

· Malpractice claims

· Violence risk assessment

· Sex offenders

Topics to be addressed in Lecture

· Competency

· Civil Commitment

· Right to Refuse Treatment

· Risk Assessment of Violence

· Confidentiality

· Informed Consent 

· Malpractice

Competency = mental capacity of an individual to participate in legal proceedings or transactions, and the mental condition a person must have to be responsible for his/her decisions/acts

· Terminology

· Competency = legal term determined by a judge

· Capacity = clinical term determined by a physician
· Capacity = ability of people to make binding amendments to their rights, duties, and/or obligations

· Capacity Decisions

· To stand trail

· To plead guilty 

· To serve as one’s own attorney

· To be sentenced/executed

· To make treatment decisions
· Testamentary = capacity to execute a will
· Testimonial = to serve as a witness in court

· Legal Requirements to Proceed with Trial

· Sufficient ability to consult w/ a lawyer w/ reasonable degree of rational understanding

· Rational as well as factual understanding of the proceedings against him/her

· Translation of Legal Requirements to Proceed with Trial

· Work with a lawyer

· Understand the facts of the case (charges and possible penalty)

· Understand the way the court works

· If found incompetent

· Sent to psychiatric hospital to have competency restored

· Defendant returns to court once this is achieved

Civil Commitment = legal process through which an individual with symptoms of severe mental illness is court-ordered into tx in an inpatient or outpatient setting (legal basis for involuntary hospitalization)

· Application
· Parens patriae = state takes responsibility for those unable to care for themselves
· Police Power = state has authority to prevent harm to community, including harm to mentally ill person themselves

· Current = moved away from parens patriae to police power due to below

· Change in belief of increased autonomy for an individual

· Increasing concerns for dangerousness of individuals

· When deciding to admit someone

· Determine whether presence of mental illness

· If mentally ill, is he or she dangerous to themselves or others

· If mentally ill, is he or she gravely disabled and not meeting basic needs

· Consider the least restrictive alternative

· Is this something that can be treated

· Procedural interventions to help ensure rights are protected during involuntary hospitalization

· Written notice (reasons for commitment, a patient’s rights, and upcoming proceedings)

· Right to counsel

· Right to call witnesses and cross-examine them

· Right to request a jury trial

· Right to have a judge (versus a clinician) make final decision

· Right to higher level of evidence needed to prove reason for commitment (“C&C”)

Right to Refuse Treatment = ability of a competent patient to refuse tx in non-emergency situations
· Treatment Over Objection = allowed to treat for emergencies despite patient’s refusal

· Varies by state as to procedures required

· Full adversarial court proceedings (e.g. NYS)

· Professional judgment and administrative review

· Arguments that support right to refuse treatment

· Right to privacy

· Right to generate ideas

· Cruel and unusual punishment

· Right to due process

· Arguments against right to refuse treatment

· Patient suffering

· Risks safety of inpatient units

· Excessively long inpatient stays

· Idea that patient will thank physician later
Risk Assessment for Violence

· Problems

· Difficult to do as it involves predicting infrequent events

· (+) predictions will yield a large number of false (+) due to low base rates

· A HISTORY OF VIOLENCE IS THE MOST RELIABLE PREDICTOR OF FUTURE VIOLENCE

· Classification for intervention and decision making

· Static (historical)

· Dynamic (current)

· Demographic risk factors for violence

· Age = late teens, early 20s

· Sex = males > females (except those with mental disorders who have similar rates)

· SES = lower

· IQ = lower

· Education = lower

· Employment instability

· Residential instability/homeless

· History of substance abuse

· Mental illness and violence

· Depression = increased anger/irritability

· Bipolar = impulsive aggression, irritable, angry, paranoid, grandiose delusions

· Psychosis/Schizophrenia = similar violence compared to those with MDD or bipolar

· Paranoid with persecutory delusions

· Command auditory hallucinations

· Disorganized thinking and behavior

· Substance abuse and violence

· Alcohol abuse/dependence = 12x risk of violence

· Sedatives-hypnotics (BZD)

· Stimulants (cocaine, amphetamines)

· Hallucinogens (PCP, LSD)

· Opiates (intoxication or withdrawal)

· Personality disorders and violence

· Antisocial

· Borderline

· Paranoid

· Organic risk factors for violence

· Intellectual disability

· Seizure disorders

· CNS tumors

· ADHD
Dangerousness to Self

· Increased suicide risk = SAD PERSONS
· S = sex is male
· A = age is teenager or elderly
· D = depression
· P = previous attempt*
· E = ethanol use
· R = rational thinking loss
· S = sickness (medical illness with 3 or more Rx meds)
· O = organized plan
· N = no spouse (divorced, widowed, single, childless)
· S = social support lacking
Confidentiality = respect for patient privacy and autonomy by placing restrictions of information use

· Exceptions

· Infectious disease

· Child and/or elder abuse

· Impaired automobile drivers

· SI/HI
· Tarasoff Rule = confidentiality breach ethically permissible when there is need to warn or protect patient or third parties (potential victims) from risk of serious harm or injury

· Tarasoff I = duty to warn

· Tarasoff II = duty to protect

· Liability = potential Tarasoff liability only arises in one such clinical circumstance, when failure to identify a dangerous patient who has threatened to harm a third party results in actual harm to the intended victim
· American Psychiatric Association Recommendation 

· IF a patient…

· Makes explicit threat to victim w/ apparent intent & ability to carry out threat 

(OR)

· Has a known history of physical violence and the therapist has a reasonable basis to believe that there is a clear & present danger that the patient will attempt to kill/inflict serious injury to the victim

· THEN a therapist needs to take reasonable steps

· Warn the potential victims

· Notify law enforcement in the area

· Arrange for voluntary hospitalization

· Take appropriate steps to commit involuntarily
Informed Consent = process for getting permission before conducting a healthcare intervention

· Legal Requirements

· Discussion of pertinent info (facts about intervention, benefits, risk, alternatives)

· Patient agrees with plan

· Freedom from coercion

· Practical Considerations

· Patient makes and communicates choice

· Patient is informed

· Decision remains stable over time

· Decision consistent with patient’s values and goals

· Decision not a result of delusion or hallucination

· Exceptions

· Patient lacks decision-making capacity (i.e. not legally competent)

· Implied consent in emergency
· Therapeutic Privilege = withholding information when disclosure would cause harm or undermine informed decision-making

· Waiver by patient
Malpractice = improper, illegal, or negligent professional activity or treatment

· 4 D’s = Dereliction of Duty Directly causing Damages

· Duty = physician has duty to patient

· Dereliction = physician breached that duty

· Damage = patient suffers harm

· Directly = breach of duty was what caused the harm
Child Psychiatry
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Objectives

· Understand the relationship b/w normal development and psychopathology

· Understand the basic diagnoses of child psychiatric disorders, both those “first undiagnosed in childhood,” as well as the unique manifestation of “adult” psychiatric disorders as seen in children and adolescents
Child and Adolescent Psychiatry = subspecialty of psych. that focuses on mental health needs of youths

· Some disorders are unique to childhood

· Many disorders have the beginnings in childhood or adolescents
Developmental Perspective = children are not just small adults, but are individuals constantly changing, developing, and interacting with their environment, which further shapes their development

Physiological Changes in Development

· Brain

· Anatomy = frontal lobe (esp. PFC) continues to develop until early 20s

· Neurotransmitters

· 5-HT = consistent levels throughout development

· NE = levels increase throughout childhood/adolescence

· DA = receptors decrease after age 3

· Body

· Body fat increases from youth to adolescence

· Implication = shorter half-life for meds that are lipid soluble and stored in fat youths may requires more frequent dosing to achieve steady state

· Youth have a greater hepatic capacity

· Implication = faster metabolism of meds means more frequent or higher doses may be required to achieve steady state
4 Developmental Subtypes

· Motor

· Language

· Cognitive

· Social/Emotional
Special Concerns for Mental Health and Youths

· How to perform the assessment

· System of a healthcare team

· Confidentiality

· Must always ask about abuse and neglect when examining children
How to Perform the Assessment

· Children identified as the patient, but they are influenced by parents, family, friends, school, etc.

· Implication = need to interview not only the “patient,” but caregivers, possibly school, etc.

· Questions to Consider

· What level of emotional and intellectual maturity does the child have?

· What are his/her particular strengths?

· What are his/her particular weaknesses?

· What stresses are affecting the child

· How do stresses affect him/her at this particular stage of life?

· What gender-specific challenges affect the expression illness and its treatment?

· Children may lack the verbal and cognitive skills to express their concerns

· Need to use alternative, more “concrete” questions

· Rely on collateral information from parents

· Use play/games to elicit information

· Level of involvement of parents vs child can vary with age

· Large amount of parental involvement in very young

· More involvement of child as they become older

· By adolescence, may work primarily with the patient
Healthcare Team Involved

· Psychiatrist

· Therapists (psychologist, social worker, speech therapist, PT/OT)

· School (teachers, counselors)

· Daycare providers
Confidentiality

· Younger Children = parents often in room, usually assumed that info will be shared with parents

· Adolescents = usually assumed that information will not be shared with parents (autonomy)

· Exceptions

· SI/HI

· Substance abuse (depending on severity)

· Illegal activities (if dangerous)
Abuse and Neglect
· Abuse = parent or guardian injured the child

· Physical

· Sexual

· Mental

· Emotional
· Neglect = parent or guardian failed to properly care for the child

· Inadequate education

· Inadequate medical care

· Abandonment

· Signs and Symptoms of Maltreatment

· Physical = bruises, burns, unusual patterns of harm

· Behavioral = acting out, clinging, detachment, stealing, nightmares, ↓concentration

· Legal Requirement = a physician must report suspicion of child abuse/neglect to child abuse hotline or child protection services (but not to investigate/determine if abuse occurred)
Epidemiology of Child Psychiatric Disorders

· 4 million children adolescents with a serious mental disorder

· Half of all lifetime cases of mental disorders begin by age 14

· There can be long delays b/w initial onset of sx and when tx is sought

· Only 20% of children with mental disorders are identified and receive mental health services

· Suicide is the 3rd leading cause of death in youths 15-24

· 1/5 adolescents have a “serious” psychiatric disorder

· <30% of youths with emotional problems are identified by their PCP

· Of those recognized, <50% are referred to a mental health specialist

· Improvement in recent yrs of ID and tx (primarily of Caucasian, middle class children)

· Minorities and the poor typically receive less treatment
Consequences of Child Psychiatric Disorders

· Increased risk of suicide

· School failure

· Juvenile/criminal justice involvement

· Higher healthcare utilization

· Higher financial costs
Disorders of Childhood

· Intellectual disability

· Learning disorders

· Autism spectrum disorders (ASD)

· Attention-deficit/hyperactivity disorder (ADHD)

· Disruptive behavior disorders (oppositional defiant disorder, conduct disorder)

· Disruptive mood dysregulation disorder 

· Separation anxiety disorder

· Tic disorders (Tourette’s disorder)
Other Disorders Affecting Children

· Mood Disorders (depression, bipolar, self-injurious behavior)

· Anxiety Disorders (generalized anxiety disorder, PTSD)

· Psychotic Disorders

· Eating Disorders

· Substance Abuse
Intellectual Disability
· Deficits

· Intellectual = reasoning, problem-solving, planning, abstract thinking, judgment, academic learning, learning from experience, etc.

· Adaptive Functioning = conceptual, social, practical domains

· Severity Grading
· Severity

IQ
· Borderline
70 to 85

· Mild

50-55 to 70

· Moderate
35-40 to 50-55

· Severe

20-25 to 35-40

· Profound
<20-25

· Categories
· Educable = those with mild severity that can undergo special education or “mainstreamed” classrooms that often function in community and have jobs
· Trainable = those with moderate severity that can participate in self-contained classrooms and usually require sheltered environments (e.g. group homes)
· Institutionalized = those with severe or profound intellectual disability
Learning Disorder = specific deficits in reading, writing, or math that may occur in isolation or in combo.

Disruptive Behavior Disorders

· Spectrum

· “Normal” deviant behaviors expected at that age

· Oppositional defiant disorder

· Conduct disorder
· Oppositional Defiant Disorder (ODD) = children characterized by negative, hostile, and defiant behaviors occurring more frequently than is typically observed in comparable children

· Presentation

· Angry, irritable mood (losing temper, touchy, easily annoyed)

· Argumentative, defiant behavior (argues w/ authority figures, defies/refuses to comply with requests, deliberately annoys others, blames others for mistakes)

· Vindictiveness (unforgiving, holds grudges, resentful)

· Epidemiology

· Prevalence = 5-10% of children

· Comorbidities = often ADHD and mood disorders

· Risk = more likely to develop substance abuse as adults

· Cost = serious temper tantrums involving threats of suicide/destruction when denied something they want results in emergency room evaluations

· Etiology

· Biological

· Poor affective modulation

· Deficits in executive cognitive skills

· Impaired ability of child to comply with adult’s request

· Social

· Families of children with ODD often show patterns of inconsistent behavioral management strategies

· Limit setting is difficult

· Often parents themselves are argumentative/resistant to authority

· Treatment

· BEHAVIORAL INTERVENTIONS (parent training, individual coping skills for child)

· Medications = used to treat comorbid ADHD (stimulants, central α-agonists)
· Conduct Disorder = repetitive and persistent pattern of behavior in which the basic rights of others or major age-appropriate societal norms or rules are violated

· Presentation

· Aggression to people and animals

· Destruction of property

· Deceitfulness or theft

· Serious violations of rules

· Onset
· Childhood-Onset Type = individuals show at least one symptom characteristic of conduct disorder prior to age 10 years
· Adolescent-Onset Type = individuals show no symptom characteristic of conduct disorder prior to age 10 years
· Unspecific Onset = criteria for a diagnosis of conduct disorder are met, but there is not enough information available to determine whether the onset of the first symptom was before or after the age of 10 years

· Specifier = “limited prosocial emotions”

· Lack of remorse or guilt

· Lack of empathy (callous)

· Unconcerned about performance

· Shallow or deficient affect

· Conditional Mood

· Typically angry, sullen, resentful when placed in context of adult world (pressure to conform, stay in school, persist in dull activities)

· Usually happy around peers

· While seemingly tough, they usually have feelings of self-doubt, worthlessness

· Developmental Perspective
· Childhood Onset


Adolescent Onset
· Symptom prior to age 10

Symptom not present before age 10

· Male




More balanced male:female

· Physical aggression towards others
Less likely physically aggressive

· Disturbed peer relationships

More normal peer relationships

· More likely to persist into adulthood
Less likely to persist

· ODD during childhood


No ODD during childhood

· Etiology

· Heritability = about 50%

· Hormones Implicated

· Oxytocin

· Vasopressin

· Cortisol

· Neurotransmitters

· Decreased 5-HT  aggression

· Decreased DA  impulsive behavior

· Social Factors

· Parental separation/divorce

· Poor parenting styles (inconsistency, abandonment)

· Adopted 

· Child abuse

· Treatment

· BEHAVIORAL INTERVENTIONS

· Preventative measures directed towards RFs for the development of the disorder, both system-wide and individually

· Parent training
· Multisystemic Therapy (MST) = evidence-based intensive tx targeting individual, family, peer, school, neighborhood, & therapeutic barriers

· Therapeutic Barriers

· Parental substance abuse

· Psychopathology

· Marital conflict

· Delinquent peer associations

· Deficient problem solving skills

· Medications = used to tx comorbid disorders or decrease impulsive aggression

· ADHD = stimulants and central α-agonists

· Severe Aggression & Impulsive Rage = antipsychotics (risperidone) & Li
Mood Disorders
· Disruptive Mood Dysregulation Disorder (DMDD)
· Severe recurrent temper outbursts manifested verbally and/or behaviorally that are grossly out of proportion in intensity or duration to the situation or provocation

· The temper outbursts are inconsistent with developmental level

· Temper outbursts occur, on average, three or more times per week

· The mood between temper outbursts is persistently irritable or angry most of the day, nearly every day, and is observable by others (parents, teachers, peers, etc.)

· Depression

· Children

· Irritable

· Aggressive

· Disruptive

· Sad

· Somatic complaints

· Poor self-esteem

· Excessive crying

· Denial of depression

· Suicidal feelings/attempt

· Adolescents

· Depressed mood

· Decreased school performance

· Social isolation

· Behavioral disturbance different from baseline

· Truancy

· School refusal

· Change in sleep patterns

· Substance use

· Anhedonia

· Suicidal ideation/gestures/attempts

· Epidemiology

· Prevalence = common (5% of children and 8% of adolescents)

· Gender = no difference b/w males/females until adolescence (2:1 F:M)

· Consequences of Failure to Treat

· Failure to achieve full academic potential

· Disruption of key relationships

· Loss of self-esteem

· Substance use

· Risk taking

· Suicide

· Treatment

· Psychotherapy for individual and family

· SSRI if necessary, with emphasis of black-box warning of increased suicidality

· Bipolar Disorder

· Dx Challenge = sx can be similar to ADHD and DMDD

· Presentation

· Rarely exhibit euphoria (as seen in adult mania)

· Increased irritability and intense anger

· Aggression against others

· Hyperactivity

· Sexual preoccupation inconsistent with developmental level

· Poor concentration

· Emotional lability

· How “Adult” Criteria can Present in Youth

· Feel indestructible or believe he/she can fly

· High energy levels with little need for sleep

· Excessive involvement in multiple projects and activities

· Easily distracted

· Rapid/pressured speech

· Change topics quickly

· Refuse to be interrupted

· High risk-taking behaviors

· Substance abuse

· Daredevil stunts

· Sexual promiscuity

· Association with Depression = about 20-40% of depressed children and adolescents will go on to develop bipolar disorder within 5 years after onset of depression

· Risk Factors

· Early onset major depressive disorder

· Psychotic symptoms

· Family history of bipolar disorder or any mood disorder

· Pharmacologically-induced mania

· Treatment

· Medications

· Mood stabilizers

· Antipsychotics (especially for mania)

· Antidepressants (need mood stabilizer to avoid mania induction)

· Psychosocial Interventions

· Individual therapy

· Family therapy

· Psycho-education

· Hospitalization if behaviors are dangerous to the child or others
· Self-Injurious Behavior (SIB) = sx, not dx, characterized by deliberately destroying body tissue, at times to change feeling, that is not life-threatening & often doesn’t require medical attention

· Types

· Carving

· Scratching

· Branding

· Marking

· Skin-picking

· Hair-pulling

· Burning

· Cutting

· Biting

· Head-banging

· Purpose

· Soothe (better than feeling bad/nothing, sense of relief afterward)

· Alleviate tremendous tension/anxiety that often appears before act

· Increase a sense of power and control

· Epidemiology

· Gender = both males and females engage in SIB

· RF = (+)hx of physical, emotional, or sexual abuse

· Associated = depression, anxiety, PTSD, dissociative disorder, substance abuse

· Treatment

· Diagnosis and treatment of underlying emotional problems

· Psychotherapy for individual, group, and family

· Appropriate psychotropic meds if necessary to help with underlying disorders

Anxiety Disorders
· Separation Anxiety Disorder = increased severity and persistence of anxiety symptoms when children are separated from parents beyond what is normal

· Presentation

· Distress or worry

· Worry at being separated from home

· Worry that harm will come to parents

· Worry that child will be lost or separated from parents

· Behavioral changes

· School refusal

· Sleep refusal

· Clinging

· Physiological symptoms

· Nightmares

· Somatic complaints

· Prevalence = 3% of children

· Precursor = to panic disorder in adults

· Treatment = psychosocial interventions (CBT, family and play therapy)

· Meds = not generally recommended until failure of psychosocial treatment
· School Phobia/School Refusal = symptom, not by itself a disorder, often seen in conjunction with separation anxiety disorder, when children develop a phobia of going to school

· Onset = usually begins in grade school or middle school, but up to high school

· Presentation = usually use somatic symptoms to get out of school

· School Refusal vs. Truancy

· School Refusal = student upset/ashamed of inability to attend school

· Truancy = student pleased with self for leaving school

· Consequences

· School failure

· Poor self-esteem

· Family crises

· Referral to child protective services

· Principles of Treatment

· Treat as quickly as possible to avoid personal, social, academic problems

· Attempt to determine “root cause” of why child does not want to go to school

· Investigate if academic problems are due to intellectual/school performance issues previously unidentified

· Often needs to include multiple modalities (home, school, parents, teachers, student, clinician)
· Posttraumatic Stress Disorder (PTSD) = exposure to actual or threatened death, serious injury, or sexual violence either directly or indirectly, resulting in PTSD sx (see below)

· Considerations of Diagnosis

· Problem = often undiagnosed because it is not looked for

· Implication = physician needs to ask about possible exposure to trauma

· Presentation > Age 6 (same as adult)

· Intrusive symptoms

· Avoidance symptoms

· Negative changes in mood/cognition

· Increased arousal/reactivity

· Presentation < Age 6

· Intrusive symptoms

· Avoidance symptoms or negative changes in mood/cognition

· Increased arousal/reactivity

· Unique Presentation in Children

· Recurrent memories and flashbacks may not appear distressing

· Recurrent memories and flashbacks may be expressed in play reenactment

· May not be able to connect content of distressing dreams/nightmares to trauma

· Trauma re-experience can occur when relaxed (opposed to stressed in adults)

· Repetitive play/behaviors/games that repeat aspects of the trauma

· Behaviors that are disorganized or agitating

· Trauma-specific fears or horror related to the original trauma

· Treatment

· Psychotherapies

· Trauma-focused CBT

· Family therapy

· Group therapy

· Play therapy

· Medications

· SSRIs for suicidal behaviors, aggression, obsessive/intrusive thoughts

· Central α-agonists for hyperarousal

· Atypical antipsychotics for explosive behavior and flashbacks
Movement Disorders
· Tic (Tourette’s) Disorder = both motor and verbal tics over a period of at least 1 year
· Tics = sudden, rapid, recurrent, non-rhythmic, stereotypical movements/vocalizations

· Motor = blinking, tongue protrusion, sniffing, hopping, squatting, nodding

· Vocal = loud grunting/barking, shout words, swearing (“coprolalia”)

· Gender = males > females (3:1)

· Onset = motor tics begin developmentally before vocal tics

· Peak = tics peak in 20s

· Comorbidity = OCD

· Possible Cause = pediatric autoimmune neuropsychiatric disorder associated with streptococcus (PANDAS)

· Pharmacotherapy = antipsychotics or clonidine

· Psychotherapy = behavioral techniques like habit reversal training
Psychotic Disorders

· Biggest Challenges in Children

· Distinguishing normal childhood fantasies from frank delusions/hallucinations

· Distinguishing disorganized speech and behavior from those abnormal speech and behavior due to developmental delays or intellectual disability

· Schizophrenia Likelihood

· Although schizophrenia is usually diagnosed 15-35, its onset can occur during childhood

· If a child is a depressed and has hallucinations, it is likely the beginnings of bipolar disorders (rather than schizophrenia)

· Pre-Adolescent Presentation

· 1st-degree relative with schizophrenia

· Neurological soft signs

· Low average to borderline intelligence

· High levels of anxiety

· Hyperactivity

· Impaired attention

· Delayed speech and language

· Adolescent Presentation

· Present with insidious symptoms

· Apathy

· Changes in personal hygiene

· Social withdrawal

· Anxiety

· Deteriorating school performance

· Depression

· Suicidal ideation

· Presenting Psychotic Symptoms in Children

· Auditory and visual hallucinations

· Illogical and disorganized thinking

· Poverty of speech

· Delusions are not common until adolescence (require cognitive development)

· Diagnosis

· Psychotic symptoms described above

· Symptoms are

· Multiple

· Pervasive

· Persistent

· Substantial effect on adaptive function

· Other medical condition, psychiatric illness, or substance abuse have been ruled out

· Treatment

· Medications = antipsychotics

· Psychological Interventions = supportive therapy, family therapy, psychoeducation

· School Interventions = advocacy for special need

· Hospitalization = if patient is suicidal, paranoid, or family cannot support child

Defense Mechanisms
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Objectives

· Know the distinguishing features between adaptive and maladaptive defense mechanisms

· Define each defense mechanism presented

· Give an example of each defense mechanism
Defense Mechanism = universal, largely unconscious phenomena that are part of adaptive function that function to resolve intrapsychic conflict and the anxiety it produces

Adaptive vs. Maladaptive

· Degree to which reality is distorted

· Flexibility or rigidity of the defense

· Whether the defense serves the intended goal of adaptive equilibrium
3 Important Stages in Becoming a Self
1. Mimicry = the imitation of another’s behavior
2. Introjection = a loved or hated person, or part of a person, is incorporated into one’s self, but retains the identity of the original person
3. Identification = the taking over of attitudes and behaviors of significant others and experiencing those attributes as part of one’s own identity
Definitions of Common Defenses
· Immature = rigid defenses where overuse is seen as socially undesirable & difficult to deal with, & that are out of touch w/ reality, leading to problems with a person’s ability to cope effectively
· Repression = removing threatening or unacceptable memories, impulses, and thoughts from awareness so that it is not subject to voluntary recall
· Example = a patient cannot recall any interactions with his angry volatile father from ages 10-14 despite excellent recall of other events during this time period
· Denial = protecting one’s self from unpleasant reality by refusing to perceive it

· Example = a patient with chronic bipolar disorder stops taking medications saying the he has never actually been mentally ill
· Displacement = emotions, ideas, or wishes are transferred from their original object and directed onto a more acceptable, but not necessarily appropriate, substitute

· Example = a surgical resident who is angry with her attending chastises and humiliates her medical students for being “difficult and helpless”
· Reaction Formation = direct overt behavior and attitude in precisely the opposite direction of one’s underlying, unacceptable impulses

· Example = a secretary who hates her boss and cannot quit her job has violent impulses towards him, but instead bakes him cookies
· Projection = attributing to others one’s own unacceptable impulses, thoughts, & desires

· Example = a husband in couple’s therapy accuses his wife of not trusting him and wanting a divorce, despite his own frequent jealous accusations and attempts to sabotage their therapy
· Rationalization = thinking up logical, socially approved reasons for behavior

· Example = an office worker who is embezzling money from his firm explains his behavior by thinking, “they won’t even miss the money and I need it more!”
· Intellectualization = the use of scientific or abstract thinking as a means of avoiding affectively painful realities or thoughts

· Example = a medical school professor announces to his class that he has just been diagnosed with terminal cancer, and goes on to discuss the cellular make-up of the malignancy as well as the statistical survival rates
· Isolation = separating emotional components from a thought, resulting in repression of either the emotion or the idea

· Example = a patient in therapy describes the details of her son’s sudden death w/o emotion. When asked the patient says she was “emotionally devastated”
· Idealization = perceiving other as having more desirable qualities than they actually do
· Devaluation = perceiving other as having less desirable qualities than they actually do
· Splitting = perceiving one’s self and/or others as “all good” or “all bad” rather than experiencing self or others ambivalently (i.e. good and bad), often used with other defenses such as idealization or devaluation

· Splitting b/w Others Example = a patient tells a medical student that she has “the worst psychiatrist and counselor ever” but is now relieved because “you’re the only one who listens”

· Splitting w/in Other Example = a women initially regards her new supervisor as “the best boss ever” but after feeling shamed in a meeting reverses her opinion and describes him as “evil”

· Splitting of Self Example = a young man in therapy alternately refers to himself as “completely worthless” or “the best thing that has ever happened to this town” depending on relatively trivial events that precede each session
· Mature = more flexible defenses that enhance pleasure and a feeling of control while integrating conflicting emotions/thoughts, are in touch w/ reality, & more acceptable/effective/adaptive
· Suppression = deliberate conscious effort to control and conceal disturbing thoughts, feelings, or acts

· Example = a mother who learns that her sister was rushed to the hospital is able to stay calm and call a friend to look after her child before leaving for the hospital and bursting into tears
· Sublimation = diverting basic drives or impulses into socially appropriate channels

· Example = a frustrated medical student channels his angry, destructive impulses into contact sports and home improvement projects
· Humor = seeing comic side of situations as a means of diffusing (-) affects like anxiety

· Example = a newly divorced middle aged man jokes about his inability to dance as a way to relieve his insecurity and anxiety
· Altruism = taking a negative experience and turning it into a socially positive one

· Example = a wealthy business owner who was raised in poverty donates a large sum of money anonymously to a children’s charity at Christmas
Take Home Points

· Defense mechanisms are primarily unconscious processes meant to resolve intrapsychic conflict and decrease anxiety

· Some defenses are more adaptive than others

· Defenses can be used to both assess and treat patients, by allowing us to view behavior more objectively and take it less personally
Personality Disorders
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Objectives

· Describe attachment theory and the 4 different types of attachment

· Define personality, personality type, and personality disorder

· Explain the structure of personality

· Understand the DSM V Personality Clusters

· List shared traits in each cluster & the implications of these traits for the doctor/pt relationship

· Define the main characteristics of each personality type/disorder

· Describe the basic principles of managing patients with personality disorders
Basic Attachment Theory = a psychological model that attempts to describe the underpinnings of interactions in human relationships

· In humans, infants will form attachment with a primary caregiver

· The infant’s need to attach will occur whether the caregiver is responsive or not

· Secure attachment serves as a safe base for exploration and development

· No attachment dyad is ever perfect (even the best miscommunicate about half the time)

· The important piece is that the infant and caregiver learn how to reconnect/repair disruptions

The Strange Situation

· 2 Most Important Indicators of Attachment Quality

· Maternal responsiveness and sensitivity

· Infant responses to maternal separation

· Experimental Scenario to Measure Attachment

· Mother + Baby

· Mother + Baby + Stranger

· Stranger + Baby

· Mother + Baby

· Baby Alone

· Stranger + Baby

· Mother + Baby

· Mary Ainsworth Attachment Types
· Secure = children who show some distress when their caregiver leaves, but are able to compose themselves and do something knowing that their caregiver will return
· Insecure-Ambivalent = children who become very distressed when their caregiver leaves and are not able to soothe or compose themselves
· Insecure-Avoidant = children who avoid or ignore the caregiver, showing little emotion when the caregiver departs or returns
· Insecure-Disorganized = children whose behavior does not appear to be coordinated with departure or return of the caregiver, associated with overt displays of fear, contradictory behaviors or affects occurring simultaneously or sequentially, stereotypic, asymmetric, misdirected, or jerky movements, or freezing and apparent dissociation
Terminology
· Personality = relatively permanent behavioral, emotional, cognitive, and interpersonal patterns that characterize the self
· Personality Traits = enduring components of personality that are exhibited in a wide range of social and personality contexts, often existing along a spectrum
· Personality Type = certain constellations or groupings of traits that tend to cluster together and form a recognizable pattern which is clearly distinguishable from other patterns
· Personality Disorder = personality patterns that are so inflexible and pervasive that they become maladaptive and cause significant functional impairment, subjective pain, and/or distress
Structure of Personality
· Temperament = aspects of personality that are innate (biological component)
· Character = aspects of personality that are learned (social/cultural component)
Predictive Value of Personality 

· Because personality is stable and consistent, if you know the personality type, you can anticipate a patient’s response to your recommendations and treatment

· If you understand that the person’s response to you is automatic and impersonal, you are less likely to be provoked and take the response personally
DSM V 3 Personality Disorder Clusters
· Cluster A = individuals appear odd or eccentric
· Cluster B = individuals appear dramatic, emotional, or erratic
· Cluster C = individuals appear anxious or fearful
Cluster A Personalities
· Paranoid = pervasive suspiciousness and unwarranted tendency to interpret people’s actions as deliberately demeaning or threatening 

· Distrustful and suspicious

· Easily slighted and bears grudges

· Socially or emotionally aloof
· Schizoid = pervasive pattern of detachment from social relationships and a restricted range of emotional experience and expression

· Neither the capacity nor desire for closeness

· Does not experience loneliness

· Emotionally cold and detached
· Schizotypal = pervasive pattern of interpersonal deficits as well as cognitive or perceptual distortions and eccentricities of behavior

· Odd ideas and ideas of reference

· Perceptual distortions

· Few friends due to lack of interest, social anxiety, or eccentricities
Shared Traits in Cluster A

· Poor interpersonal relationships

· Cold or aloof

· Odd or suspicious

· Socially awkward
Cluster A Implications for Doctor-Patient Relationship

· Problems

· These patients are not likeable

· Doctors try to avoid them because they make the doctor feel ill-at-ease or defensive

· Doctors’ feelings about these patients may result in inadequate care

· In an effort to put the patient at ease, the doctor may try to act very friendly, which only makes the patient more suspicious and more ill-at-ease

· Solutions

· Focus instead on the patient’s issues

· Use an emotionally neutral but engaged manner
Cluster C Personalities
· Avoidant = pervasive pattern of social inhibition, feelings of inadequacy, and hypersensitivity to negative evaluation

· Socially awkward and uncomfortable

· Excessively fearful of being embarrassed or acting foolish

· Inhibited in new interpersonal situations because of feeling inept or inadequate
· Dependent = pervasive and excessive need to be taken care of that leads to submissive and clinging behavior and fears of separation

· Difficulty making decisions without excessive advice and reassurance

· Feels devastated and helpless when important relationships end

· Needs others to assume responsibility for major areas of life
· Obsessive-Compulsive = pervasive pattern or preoccupation with orderliness, perfectionism, and mental and interpersonal control at the expensive of flexibility, openness, and efficacy

· Preoccupied with details, rules, lists, schedules, etc.

· Devotion to work at the expense of leisure and friendship

· Perfectionistic, over-conscientious
Shared Traits in Cluster C

· Anxiety

· Fearfulness

· Need for approval or acceptance
Cluster C Implications for Doctor-Patient Relationship

· Problems

· These patients can be tedious because of their need for reassurance and approval

· Their neediness and anxiety may be experienced as overwhelming, excessive, or creepy

· Solutions

· Consider writing down instructions, as their anxiety may interfere with remembering

· Avoid the temptation to act all-knowing and take charge of patient’s decisions

· Be supportive of the patient’s real abilities
Cluster B Personalities
· Histrionic = pervasive pattern of excessive emotionality and attention seeking

· Needs to be the center of attention

· Self-dramatizing, theatrical

· Often acts provocative and seductive
· Narcissistic = pervasive pattern of grandiosity, need for admiration, and lack of empathy

· Grandiose sense of self-importance

· Sense of entitlement to special treatment and consideration

· Often envious, arrogant, and haughty

· Lacks empathy
· Antisocial = pervasive pattern of disregard for and violation of the rights of others occurring since age 15 in someone at least 18

· Risk-taking and novelty-seeking

· Deceitful, irresponsible, without remorse, guilt

· Often dysphoric
· Borderline = pervasive pattern of instability and reactivity of affect, interpersonal relationships, and self-image and marked impulsivity

· Often a history of physical or sexual abuse

· “Stably unstable” and intense in interpersonal relationships

· Intense and unstable mood

· Unstable sense of self, chronically empty

· Impulsive

· Shows inappropriate intense anger
Shared Traits in Cluster B

· Intensely emotional and reactive

· Often dysphoric when undistracted and alone

· Self-absorbed and entitled

· Lacks empathy for others
Cluster B Implications for Doctor-Patient Relationship

· Extremely emotional and provocative and can lead physicians to respond similarly

· Physicians may be inappropriately hostile & wish to retaliate in response to the pts attitude 

· The physician may respond to the patient’s seduction by being seductive, intimate, or sexual

· Cluster B personalities are often misdiagnosed as bipolar
Cluster B Presentations

· Can be “dangerous” or “hateful” patients who encourage major boundary violations

· Can be winning, attractive, lively patients who provide some color and drama in the day
Splitting and Borderline Patients

· Use splitting as a primary defense mechanism (they view people as all good or all bad)

· They idealize “all good” people

· The devalue “all bad” people

· Tend to induce staff splitting in medical settings, often along lines or pre-existing staff tensions

· The “all good” staff sees the patient as fragile, sensitive, misunderstood

· The “all bad” staff sees the patient as manipulative, phony

· Patient splits the same person and themselves during different points of time

· When idealizing, the patient can be extremely appealing and seductive, making the physician feel that only he/she has unique abilities to understand pt.’s suffering/needs

· When disappointed or feeling thwarted, the patient seeks retaliation and revenge

· Consequences of Splitting

· Both sides of the splitting see one another negatively

· Patient care becomes contradictory and illogical

· Patient responds to fragmented treatment by getting worse

· Splitting transferring from within patient to within staff causes drop in staff morale

· Physician can have major lapses in professional judgment and behavior

· Physician becomes vulnerable to professional discipline

· Management

· Staff splitting should alert physician to probable dx of Cluster B personality disorder

· Staff must talk out differences and agree on a single treatment plant

· Beware of excessive flattery

· Beware of feelings toward a patient akin to infatuation

· Looking forward to appointment as if it were a date

· Wishing to confide about yourself

· Agreeing to see patient outside of office hours

· Beware of feeling hatred toward a patient

· Do not respond to patient’s provocations or flattery

· Be clear to set appropriate limits on the patient (about management and availability)
Take Home Points

· Attachment occurs in all humans

· There are 4 main types of attachment

· A child’s attachment style can have significant impact on their adult relationships/interactions

· Personality traits are not necessarily pathological

· When traits are so rigid that there is no room for flexibility, a personality disorder is present

· The personality disorders are divided into 3 clusters based upon similar traits (A, B, C)

· Cluster A patients will often appear odd, eccentric, or paranoid

· Cluster A patients should be approached with an emotionally neutral, though engaged, manner

· Cluster B patients are often dramatic, emotionally over-reactive, and challenging

· Beware of splitting with all Cluster B patients, particularly Borderline patients

· Cluster C patients typically present as anxious and needy

· Avoid the temptation to make decisions for cluster C patients
Autism Spectrum Disorders (ASDs)
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Learning Objectives

· What are ASDs and how do you diagnose them

· What’s up with the DSM-V?

· Who gets ASDs and why?

· Understand the basics of assessment, diagnosis, and treatment
ASD Diagnosis

A. Impairment in reciprocal social communication

B. Restricted, repetitive patterns of behavior, interests, or activities

C. Significant functional impairment

D. Disturbance not better explained by intellectual disability or global developmental delay
Impairment in Reciprocal Social Communication

· Deficient social-emotional reciprocity

· Deficient non-verbal communication

· Impairment in developing, maintaining, and understanding relationships
Restricted, Repetitive Patterns of Behavior, Interests, or Activities

· Stereotyped/repetitive motor activity/speech

· Inflexible adherence to routines, sameness

· Highly restricted, fixated interested

· Hyper-/hypo-reactivity to sensory input

Diagnostic Specifiers

· With or without intellectual impairment

· With or without language impairment

· Association with medical, genetic, or environmental factor

· Association with additional psychiatric disorder

· With or without catatonia
Severity

· Level 3 = requiring very substantial support

· Level 2 = requiring substantial support

· Level 1 = requiring support
Features of Level 3

· Social communication severely impaired, and used almost solely to have needs met and to respond to direct approaches

· Behaviors so inflexible that they markedly interfere with functioning in all spheres, and cause great distress/difficulty shifting focus
Features of Level 2

· Social communication very limited, speech limited to simple sentences, often confined to narrow range of interest

· Behaviors inflexible enough that it is obvious to the casual observer, and often distressing
Features of Level 1

· Social communication awkward, namely within the “to-and-fro” of conversation, who struggles to make friends

· Behavioral inflexibility causes much difficulty switching between activities and problems with organizing and planning
Diagnostic Tools

· Autism Diagnostic Observation Schedule (ADOS)

· Autism Diagnostic Interview-Revised (ADI-R)

· Social Communication Questionnaire (SCQ)

· Social Responsiveness Scale (SRS)
Social Communication Disorder (SCD) = persistent difficulties in the social use of verbal and nonverbal communication, but absence of restricted, repetitive behaviors
· Difficulties

· Communication for social purposes

· Contextual changes

· Following rules/cues for conversing

· Making inferences

ASD vs SCD

· ASDs include a history of restricted, repetitive behavior

· ASD behaviors sometimes abate with time and treatment, and need only be present by hx

Components to ASD Etiology

· Genetics

· Environment

· Other
ASD Genetics

· MZ Concordance = 37-90%

· Mutation = 15% associated with known mutation

· Genes = likely hundreds of genetic loci

· Risk Factor = advanced paternal age

· Gender = 4:1 male:female ratio
Environmental Risks for ASD

· Advanced paternal age

· Fetal exposure to valproate

· Low birth weight

· Inadequate language exposure
Advanced Paternal Age & ASD

· General supposition that older sperm more likely to have endured genetic mutation

· Possible that sub-threshold fathers not married until later in life
ASD Comorbidities

· Up to 80% with sleep problems

· Up to 25% with seizures

· Psychiatric disorders

· Minor malformations
Special ASD Treatments

· Speech and language therapy, both individual and group

· Occupational therapy

· Special education

· Social skills training

· Caregiver supports
Psychological Treatments for ASD
· Applied Behavior Analysis (ABA) = application of the principles of learning theory to change behavior of social significance

· Sessions of 25-40 hours per week

· Understanding function of behaviors (antecedent  behavior  consequence)

· Simple rewards/consequences taken from operant conditioning theories

· Assess the functional relationship between the targeted behavior and the environment

· Develop replacement behaviors which serve the same function as aberrant behaviors

· Parent training

· CBT for less impaired

· Support-expressive therapies for less impaired
Psychiatric Medications in ASD

· Efficacy = overall, lesser efficacy and more side effects

· Antipsychotics = risperidone and aripiprazole approved for irritability associated with ASD

· BZD = disinhibiting, possibly allowing less restricted, repetitive behavior

· Anecdotal = other antipsychotics, mood stabilizers, SSRIs, stims, etc.
Pitfalls of ASD Treatment

· Frustration

· Medication side effects

· Poor coordination of care among healthcare team

· Inadequate funding
Reasons for Changing from DSM-IV to DSM-V

· Concern related to service delivery (i.e. cost)

· Concern for individual identity

· Concern for diagnostic integrity
Problems with DSM-IV Diagnoses Related to ASD

· Asperger’s & high-functioning Autism were used interchangeably, but not understood the same

· Cultural bias (wealthy white males = Asperger’s; minority youth = PDD-NOS)

· PDD-NOS did not have pervasive symptoms, and the cutoff was too vague

· Rett syndrome may or may not have Autistic symptoms, and can co-occur

· Childhood disintegrative disorder was extremely rare, had a different pathogenesis, and was associated with loss of bowel/bladder control
Rationale for Keeping ASD in DSM-V

· Reliable separation of ASD vs normal, but not of individual ASDs

· Similar time course and treatment response along the spectrum

· New diagnostic specifiers more meaningful than making inferences
Criticisms of New DSM-V ASD 

· New research is now not comparable to old research

· BUT = ADOS and ADI-R will remain research instruments for a long time to come and most newer publications are already used ASD

· Service delivery problems

· BUT = many believe this should actually improve with time
Increasing Incidence?

· Minimal reliable evidence to show that it is the case

· Some reasonable hypotheses exist to suggest that there is a reason for actual increase

· Change in terminology might contribute to more pts fallings under the ASD umbrella

· There is a greater push for evaluations today, and therefore more identification and dx
Attention Deficit and Hyperactivity Disorder (ADHD)
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Objectives

· Distinguish between the 3 subtypes of ADHD

· Discuss the assessment process of ADHD

· List 3 classes of medications used to treat ADHD and their mechanisms of action

· Outline 5 major side effects of stimulants

· Name four prognostic factors in ADHD treatment
Epidemiology

· Most common psychiatric disorder in children

· Affects 5-10% of the school age population

· Adult prevalence rate of 3-5%

· 2/3 of children with ADHD continue to have residual sx in adolescence and adulthood

· 1/3-1/2 of children with ADHD continue to meet full dx criteria as adults

· Percentage of children with ADHD dx is increasing

· Boys are more likely than girls to be diagnosed with ADHD

· Average age at diagnosis was 7 years

· ADHD diagnosis increased at a greater rate among teens compared to younger children
Etiology

· Genetics (65-75%)

· Mean heritability of 0.75 in twin studies

· 40% chance of having ADHD if present in 1st degree relative

· Polygenic inheritance

· 7 genes found linked with ADHD

· Overall risk increased when multiple factors are present

· CNS Insults (10-15%)

· Prenatal

· Maternal cigarette smoking

· Maternal alcohol drinking

· Premature birth

· Maternal respiratory infection

· Maternal anxiety

· High maternal phenylalanine levels

· Perinatal

· Anoxia

· Asphyxia

· Postnatal

· Head trauma

· Brain hypoxia

· CNS tumors

· Febrile seizures

· Lead poisoning

· Elevated phenylalanine levels

· Strep infection
Neurobiology/Pathophysiology of ADHD

· Dysfunction in pathways in frontal lobe, subcortical regions, and cerebellum

· Abnormalities in dopamine transporter (DAT)

· Abnormality in noradrenergic system in PFC producing hyperactive deficits

· Abnormality in dopaminergic system producing executive function deficits

· Underdeveloped/delayed development of brain structures

· Orbital PFC*

· Basal ganglia

· Corpus callosum

· Cerebellum
Three Types
· Predominantly Inattentive = sx of inattention, without hyperactivity-impulsivity (30%)
· Predominantly Hyperactive-Impulsive = sx of hyperactivity-impulsivity, without inattention (9%)
· Combined = sx of both inattention and hyperactivity-impulsivity (61%)

Inattention Symptoms

· Often fails to give close attention to details or makes careless mistakes in schoolwork, at work, or with other activities

· Often has trouble holding attention on tasks or play activities

· Often does not seem to listen when spoken to directly

· Often has trouble organizing tasks and activities

· Is often easily distracted

· Is often forgetful in daily activities

· Often does not follow through on instructions & fails to finish schoolwork, chores, duties

· Often avoids, dislikes, or is reluctant to do tasks that require mental effort over a long time

· Often loses things necessary for tasks and activities

Hyperactivity-Impulsivity Symptoms

· Often fidgets with or taps hands or feet, or squirms in seat

· Often leaves seat in situations when remaining seated is expected

· Often runs about or climbs in situations where it is not appropriate (or restlessness in adults)

· Often unable to play or take part in leisure activities quietly

· Is often “on the go” acting as if “driven by a motor”

· Often talks excessively

· Often blurts out an answer before a question has been completed

· Often has trouble waiting his/her turn

· Often interrupts or intrudes on others

Additional Criteria

· Number of sx ≥ 6 (up to 16 yrs) or ≥ 5 (17 yrs or older)

· Present for at least the past 6 months

· Several inattentive or hyperactive-impulsive sx were present before age 12 years

· Several sx are present in two or more settings

· There is clear evidence that the sx interfere with, or reduce quality of function

· Sx do not happen only during the course of schizophrenia or another psychotic disorder

· The sx are not better explained by another mental disorder

Domains of Impairment

· Children

· Academic limitations

· Peer relationships

· Increased injuries

· Adolescents

· Low self-esteem

· Risk-taking behaviors

· Work impairment

· Delinquency

· Adults

· Motor vehicle accidents

· Legal problems

· Occupational/vocational issues

Persistent of ADHD Symptoms over Time

· Inattentive = persist from early childhood into late adolescence

· Hyperactive-impulsive = decline from early childhood into late adolescence

Assessment

· Comprehensive Clinical Evaluation = includes both interviews and observation of interactions of both parents and child

· HPI (description of behavior and how parent addresses it)

· Developmental history

· Psychosocial History

· Medical History

· Family History

· Mental Status Exam (which special attention to speech and language, general neurological status, and presence of congenital anomalies)

· Parent Rating Scales

· Teacher Rating Scales

Additional Assessments if Needed

· Psychoeducational Testing

· IQ Testing

· Academic Achievement

· Cognitive Function

· EEG (to rule out absence seizures)

· Labs

· CBC

· Lead

· Iron

· Thyroid

· Vision screening

· Hearing screening

· Speech and language assessment

Differential Diagnosis

· Depression

· Bipolar Disorder

· Borderline Personality Disorder

· Generalized Anxiety Disorder

· Post-Traumatic Stress Syndrome

Medical Conditions

· Hyperthyroidism

· Diabetes

· Sleep Deprivation

· Fetal Alcohol Syndrome

· Obstructive Sleep Apnea

· Substance Use

· High Caffeine Intake

Co-Morbidities

· Oppositional Defiant Disorder

· Conduct Disorder

· Aggressive Behavior

· Mood Disorders

· Anxiety Disorders

· Learning Disabilities

· Language Disorders

· Substance Abuse

Populations with High Rates of ADHD

· Tourette’s Syndrome

· Obsessive-Compulsive Disorder

· Fetal Alcohol Syndrome

· Autism Spectrum Disorder

Multi-Modal Treatment Approach

· Medication

· Parent/child education

· Behavioral management

· Treatment of functional problems secondary to ADHD

· School programming and supports

Non-Pharmacological Treatments

· Behavioral Therapy

· Cognitive Training

· Social Skills Training

· Family Therapy

· Parent Training

· Individual Child Therapy

· Remedial Education

Clinical Decision Making in Medication Treatment

· Severity of sx

· Severity of impairment

· Age

· Parental preference/attitude

· Status of peer relationships

· Level of available supports

· Underachievement at school

· Family discord

· Response to behavioral interventions

Pharmacological Treatment Guidelines

· Identify target sx

· Use parent and teacher rating scales to assess response

· Obtain baseline laboratory measures (CBC, serum electrolytes, LFTs)

· Baseline EKG if indicated

· Monitor vitals at baseline and then quarterly (Ht, Wt, HR, BP)

· Begin with low doses

· Increase doses gradually

· Aim for the lowest effective dose possible

· Follow side effects closely

· Discontinue medication if no positive effects are seen

· Discontinue medication if side effects become severe

Spectrum of Pharmacological Treatment

· Untreated ADHD  unguided attention/responses, distracted, poor impulse control, fatigued

· Optimally Treated ADHD  guided attention and responses, focused, organized, flexible, alert

· Excessive Dose  misguided attention/responses, mental inflexibility, stimulus-bound, stressed

3 Classes of ADHD Medications

· Methylphenidate (MPH)-Based Stimulants (Concerta, Ritalin, Metadate, Focalin, Daytrana)

· MoA = primarily #3 below

· Amphetamine (AMPH)-Based Stimulants (Adderall, Dexedrine Spansule, Vyvanse)

· MoA = all 3 below

· Nonstimulants (Strattera, Intuniv, Kapvay)

Psychostimulants = direct and indirect agonist effects on α- and β-adrenergic receptors and on dopaminergic receptors via 3 mechanisms

1. Release of stored catecholamines (DA, NE) 

2. Agonist effects on postsynaptic receptors

3. Inhibition of presynaptic reuptake of catecholamines (DA, NE)

Efficacy of Stimulants

· Reduced hyperactivity and impulsivity

· Improved attention and concentration

· Improved fine motor skills 

· Improved social interactions

Improved Behavioral Performance

· Attention span

· Impulse control

· Short-term memory

· Problem solving

Adverse Effects of Stimulants

· Appetite suppression

· Growth delay

· GI discomfort

· Sleep disturbance

· Increased HR/BP

· Headaches

· Tics

· Irritability

· Dysphoria

· Anxiety

· Psychosis (rare)

· Abuse potential

Choosing a Stimulant

· Start with one class

· Consider age, symptoms, duration, and side effects

· Monitor effects

· If non-responsive, switch classes

· Consider non-stimulant or add α-agonist as adjunct

Atomoxetine (Strattera)
· Class = nonstimulant

· MoA = NE reuptake inhibitor

· Effect = increased CNS NE associated with downstream increases in DA levels in frontal cortex

· Efficacy = effect size of 0.4-0.6

· Utility = helpful in patients with comorbid anxiety and/or tic disorders

· Advantages

· Milder side effect profile compared with stimulants

· Absence of potential for abuse

· Side Effects

· Dizziness

· HTN

· Headaches

· Irritability

· GI discomfort

· Loss of appetite

· Dry mouth

· Constipation

· Urinary hesitancy

· Hepatic insufficiency

Clonidine/Guanfacine
· MoA = central α2-agonist

· Effect = modulates tonic and phasic activity of locus coeruleus

· Utility = monotherapy or adjunct to stimulant

· Therapeutic Effects

· Reduce irritability

· Reduce hyperarousal

· Reduce emotional lability

· Reduce explosiveness 

· Control tics

· Side Effects

· Sedation

· Fatigue

· Dizziness

· Syncope

· Cardiac rhythm disturbances

· Dry mouth

· GI discomfort

· Hypertensive crises induced by sudden discontinuation

Other Medication Treatment Options

· Bupropion = potent DA reuptake inhibitor with less potent inhibition of NE reuptake

· Imipramine = TCA with risk of cardiac side effects

· Antipsychotics = can be used for refractory hyperactivity

Course and Prognosis of ADHD

· Variable

· Sx persist into adolescence or adulthood in 50% of cases

· Hyperactivity most likely to remit

· Remission unlikely to occur prior to age 12

· Poor Predictors of Remission

· (+)FH

· Negative life events

· Comorbidities (conduct disorder, depression, anxiety disorder)

· High risk for substance abuse in kids who also develop conduct disorder

· Outcomes dependent on degree of 

· Comorbid psychopathology

· Social disability

· Chaotic family situations

Tools
· Adult ADHD Self-Report Scale (ASRS) = symptoms checklist used to screen for ADHD in adults
· Vanderbilt ADHD Diagnostic Parent Rating Scale = symptoms and risk factors checklist filled out by parent to aid in diagnosis of ADHD in children

Psychotherapy
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Learning Objectives

· Define psychotherapy

· Describe indications for psychotherapy

· Distinguish between psychodynamic, supportive, and cognitive behavioral therapies

· Describe theories of therapeutic action for each psychotherapeutic modality

Components to Psychotherapy

· The Treatment = “the talking cure”

· The Therapist = the trained professional

· The Patient = the help seeker

· The Framework = the structure about which psychotherapy is delivered

· The Goal = to improve mental and emotional health of the patient

Psychotherapy Myths

· Therapist is usually silent

· Therapist never issues judgment or reveals his own reactions to the patient

· Breakthroughs occur in dramatic emotional catharses

· Sexuality is the main focus

· Therapy is ineffectual

Indications for Psychotherapy

· Patient has a chronic psychiatric disorder (personality, MDD, anxiety, etc.)

· Significant evidence base supporting that psychotherapy has efficacy equal to medication

· Psychosocial stressors are important aspects of the clinical condition

· The patient remains symptomatic despite an adequate course of medication

· The patient has benefited from psychotherapy in the past

· The patient requests psychotherapy

Y Model of Psychotherapy

· Stem = core common features of all psychotherapies

· Branches = specific psychodynamic/cognitive behavioral techniques

The Stem: Common Features across All Psychotherapies

· Therapeutic alliance

· Empathic listening

· Setting and maintaining boundaries

· Combined medication and psychotherapy

The Branches: Techniques and Goals of Different Treatments

· Psychodynamic

· Supportive

· Cognitive Behavioral

· Interpersonal

· Group

· Dialectical Behavioral

Supportive Psychotherapy Goal = help maintain or res-establish best possible level of function

· May take a short time for patients in an acute crisis

· May be life-long for patients with chronic, severe mental illness

Types of Patients that Benefit from Supportive Psychotherapy

· People compromised or impaired by crisis or trauma who are generally psychologically healthy and well-adapted

· People with chronic psychological deficits and impaired functioning, such as impaired reality testing, difficulty with impulses, and limited interpersonal skills or experience

· People with psychotic disorders and severe mood disorders

· People with severe personality disorders

· People with cognitive impairments

Techniques of Supportive Psychotherapy

· Foster good working relationship with patient-first priority

· Use therapeutic relationship for stability, consistency, and containment

· Psychotherapy provides a substitute for capacities the patient lacks

· Problem solving, role-playing, and education are important aspects of treatment

Psychodynamics = how unconscious mental activity affects conscious thoughts, feelings, and behaviors

Psychodynamic Therapy = any therapy based on a psychodynamic frame of reference

Goal of Psychodynamic Therapy = understand the unconscious origins of dysfunctional behaviors whose motivations are outside of conscious awareness & are derived from experiences & beliefs from the past

Developmental Perspective = early experiences of the self with others and their associated affect states are internalized to produce representations of these interpersonal interactions

Components of Interacting Developmental Perspective

· Temperament/inherited traits

· Parents’ psychological characteristics

· Interactions with parents (“goodness of fit”)

Process of Psychodynamic Therapy

· Understand what’s going on in the patient’s unconscious
· Uncovering = make patient aware of what’s going on in the unconscious
· Supporting = support mental activity after overwhelming/seemingly unhelpful uncovering

Techniques of Psychodynamic Psychotherapy

· Access to the unconscious (see below)

· Free Associations

· Defenses

· Transferences

· Dreams

· Fantasies

· Parapraxes

· Unconscious connections are presented through several processes
· Confrontation = drawing a patient’s attention to something
· Clarification = noting a pattern w/o offering a hypothesis
· Interpretation = noting a pattern w/ a hypothesis
· Working Through = unconscious conflicts & derivatives are presented/discussed many times

Therapeutic Alliance (Relationship) = relationship b/w therapist & pt that creates a beneficial change in pt by pt learning about themselves & their relationships w/ others through their interaction w/ therapist 
· Transference = unconscious redirection of a patient’s feelings/thoughts to the therapist
· Countertransference = the therapist’s feelings/reaction/response to the patient

Theory of Therapeutic Action of Psychotherapy

· Making the Unconscious Conscious

· Thoughts and feelings that are out of awareness affect patient’s conscious maladaptive thoughts, behaviors, and function

· Brings unconscious thoughts and feelings into awareness can be therapeutic
· Abreaction = the expression and consequent release of a previously repressed emotion typically achieved by reliving the experience that caused it

· Avoid proliferation in the dark

· Allows patients to have more conscious control of their lives

· Supporting/Strengthening Weakened Ego Function

· Theory
· Id = unconscious, instinctual wishes and desires (relationship with inner world)
· Super-Ego = critical, moralizing, conscience, personal ideas/values, guilt regulation (relationship with outer world)
· Ego = organized, realistic component that mediates the desires of the id and super-ego that manages inner mental life and relationships to the real world

· External and Internal World

· External World

· Reality testing / sense of reality

· Sensory stimulus regulation

· Relationship with others

· Judgment

· Internal World

· Affect/anxiety tolerance

· Impulse control

· Defenses

· Capacity for play

· Self-awareness

· Self-esteem regulation

· Cognitive function

· Process

· Patients “borrow” ego function from the therapist in times of crisis

· Patients internalize new ways of thinking & behaving in order to strengthen ego

· Reactivation of Development to Promote Healthier Function and Growth

· New ways of regulating self-esteem

· New ways of relating to others

· Learning more flexible and adaptive coping skills

Improvements Made by Psychodynamic Psychotherapy

· Self-perceptions and self-esteem management

· Relationships with others

· Characteristic ways of adapting to external and internal situations

· Ego functioning

Indications for Psychodynamic Psychotherapy

· People who are suffering and recognize patterns that recur without conscious control

· People who have failed at other forms of individual psychotherapy

· People with personality disorders, multiple mental disorders, and chronic mental disorders

· People must be introspective, experience psychological conflict as internal, and tolerate strong affects without acting out

Goal of CBT = identify maladaptive patterns of thinking and behaving and challenging them in order to change the way a person thinks and behaves, thus improving overall function

Features of CBT

· Highly structured sessions with a set agenda

· Manualized, evidence-based treatment

· Time-limited and focused on the patient

· Used to treat a variety of psychiatric disorders, customized to each disorder

· Therapy of choice for anxiety disorders

· Therapist acts as a collaborator, giving on-going feedback to direct course of treatment

· Strong therapeutic alliance is critical

Cognitive Triad

· Thoughts

· Feelings

· Behaviors

Hierarchy of Thoughts and Beliefs
· Core Beliefs = most entrenched and inner level of beliefs 
· Intermediate Beliefs = attitudes, rules, and expectations or assumptions that influence an individual’s view of a situation, and ultimately, his or her thinking, feelings, and behavior
· Automatic Thoughts = most superficial level of cognition

Process of CBT

· Use a hypothesis-testing approach

· Automatic thoughts are identified and the evidence for them is examined

· Alternatives are generated and tested

· Core beliefs are similarly identified, tested, and modified

· Homework is assigned to link sessions together

CBT Homework

· Evaluation of thoughts (i.e. thought record)

· Collection of evidence to test beliefs

· Behavioral activities (i.e. relaxation exercises, exposures)

Thought Record Process

· Situation

· Mood

· Automatic thoughts

· Reason for

· Reason against

· Alternative thought

· Mood

· Behavior

Exposure and Response Prevention

· Widely used with anxiety disorders

· Constructing a hierarchy

· Gradual exposure to anxiety-provoking stimuli

· Concomitant use of relaxation techniques

· Goal is extinction of unwanted behavior

Summary of Main Features of Each Type of Therapy

· CBT

· Intrapersonal cognitive focus

· Homework as part of treatment

· Therapists directs session activity

· Teach skills to cope with symptoms

· Focus on patient’s future experiences

· Psychodynamic

· The patient’s intrapersonal experiences are the central focus

· Focus on affect and expression of emotion

· Goal is to uncover unconscious material

· Transference is a key features

· Emphasis on past experiences

· Supportive

· Focus on here and now

· All diagnoses are treated

· Focus to strengthen ego functions

· Problem solving and psychoeducation are key components

· Collaborative involvement of therapist

A Brief Introduction to Psychodynamic Concepts
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Some Takeaways
· Compromise Formation = defense mechanism, unconscious creation of a compromise

· Psychodynamic treatment is indicated when unconscious conflict causes either symptoms that cannot be resolved through supportive or CBT, or repetitive patterns that cause distress
· Psychic Determinism = concept that ideas are connected in the mind in a non-random way

· Windows into the Unconsciousness
· Free Association = allowing oneself to say what comes to mind w/o editing/organizing
· Parapraxes = “slips of the tongue” that reveal a secret truth of the unconsciousness
· Dreams = sometimes can represent unconscious emotions
· Daytime Fantasies = organized imaginings that can be conscious or unconscious
· Transference = feelings that a person has about the therapist, or anyone else in his life, that is related to feelings for someone else in the past

· Presenting the Unconsciousness to the Patient
· Confrontation = drawing a patient’s attention to something
· Clarification = noting a pattern w/o offering a hypothesis
· Interpretation = noting a pattern w/ a hypothesis for it

· Other Components
· Resistance = changes that therapy offer are threatening, resulting in behaviors that impede insight and behavioral/thought change
· Affects = awareness has to come with affective resonance (i.e. emotional impact)
· Working Alliance = strong alliance b/w patient and therapist with large degree of trust
