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https://www.youtube.com/watch?v=VRqI4lxuXAw
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“The conductor of the orchestra”
(CFT client)



Compassionate relating to voices

Longden (2013):

“When other voices warned me not to leave the house, then |
would thank them for drawing my attention to how unsafe | felt —
because if | was aware of it | could do something positive about it
— but then go on to reassure both them and myself that we were
safe and didn’t need to feel frightened anymore”

“I realised that the most hostile, aggressive voices actually
represented the parts of me that had been hurt the most
@ profoundly — and as such, it was these voices that needed to be
shown the greatest compassion and care”

i 4

(start 7.06, end 9.53) http://www.ted.com/talks/eleanor longden the voices in_my head



http://www.ted.com/talks/eleanor_longden_the_voices_in_my_head

"Pay No Attention to the Man Behind the Curtain..."

From the MGM movie, the "Wizard of Oz"
https://www.youtube.com/watch?v=ublpoPjBUds



https://www.youtube.com/watch?v=ubIpoPjBUds

Compassionate relating in chair work

https://www.youtube.com/watch?v=28BuycRglVc



https://www.youtube.com/watch?v=Z8BuycRglVc
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5
Medical

MRC Fcliz(:,(a;irfh Case series South London

Greater Glasgow and Maudsley
and Clyde NHS Foundation Trust

s it feasible for individual CFT for psychosis to make targeted
changes (1 social safeness/affiliation &\, social rank threat) with
desired effects ({ dissociative/psychotic states, |, depression)?

e Case series (n=7). Randomised multiple baselines (2/4/6 weeks)
Sessional (weekly) measures:
e Social safeness/connectedness

e Dissociation

5 assessment points:

e Process (shame, self-criticism, self-reassuring, HRV)
e Qutcomes (emotional, ‘symptoms’) Heart Rate Variability
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PSYRATS voices - distress

BmT1(base) MT2(start) MT3(mid) MWT4(end) ET5(FU)

/

PSYRATS delusions - distress

BmT1(base) MT2(start) MT3(mid) WT4(end) MET5(FU)

I

P1 P2 P4 P5 P6 P7

P1 P2 P4 P5 P6 P7




Group mean changes

Baseline phase 1%t half phase Intervention phase

(T1->T2) (T2->T3) (T2->T4)

Follow-up
(T2->T5)

YA

Outcome measures
PSYRATS-V -.378

PSYRATS-D -1.000
DASS-Dep -.172
DASS-Anx -.255
DASS-Str -.412
CORE .000
DES-II -1.018

Process measures
SocC

FSCSR-Inad
FSCSR-Reas
FSCSR-Hate
OAS

SCS-SF
PBIQ-R
RMSSD (ms)

sig VA Sig VA sig

.028*
.028*
.753
.018*
.043*
446
.018*
463

Z

Sig




Thank God | went for this therapy. It lasted six months, and in that time | learnt
so much about “voices”. With the new knowledge | gained, | realised that
being at war with the voices was the completely wrong thing for me to be
doing. I was actually making war with myself. | was fighting my own
consciousness; a self-defeating arrangement.

| went through my life experiences and forgave every person in every scenario |
could find in my memories. | also forgave myself of any blame for any actions |
may have taken in the past that might have harmed anyone. | was
defragmenting my brain, trying to reset it, and it has worked!

| know it’s hard to accept that to love and care for these evil voices is the
correct way to go. But think about it, by giving this caring love to them you are
really giving yourself this love. The voices are you, they are not external they
are part of you. Be compassionate to yourself.

I’'m back to normal, whatever that means, but after 10 years on the drugs, |
learnt some things about myself and this has been added to my new self. | feel
I am enhanced and I’'m full of the energy | used to have, but | am a bit more
tolerant with myself and other people. | love life again!

Heriot-Maitland & Russell (2018). In C. Cupitt (Ed.) CBT for Psychosis: Process-orientated Therapies and the Third Wave. London: Routledge
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Cognitive Behavioral Therapy for
Psychosis:

Individual, Group, and Family
INSPIRE CLINIC

Kate Hardy, Clin.Psych.D
Co-Director, INSPIRE Clinic
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Objectives:

* Provide overview of the general
principles of CBT for psychosis

» Describe individual CBTp and
group CBTp

* Introduce CBTp skills for families

Stanford University
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What is Cognitive Behavioral
Therapy anyway?

Stanford University
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What is CBT?
* How you think leads to changes in how you
feel and what you do.
* Thinking includes how you think about:
—Yourself
—The world
—Other people

* Here and now focus though draw upon past
experiences to explain beliefs are formed

Stanford University
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History of CBT

« Behavioral Therapy

—Behavior Is shaped through reinforcement
« Cognitive Therapy

— Thoughts influence behavior and emotion

« CBT is a combination of these two approaches

Stanford University
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=7
History of CBTp 5
First described by Beck (1952)

However ...

Largely overlooked as an intervention for psychosis
> Prominence of biological/medical models
» Studies in the 80’s that reported talking therapies as
damaging to people with psychosis
» Long held assumption psychosis lies outside of
realm of ‘normal psychological functioning’

Stanford University
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How does CBT apply
to psychosis?

Stanford University
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CBT for psychosis

* Focus is on reducing the distress caused by positive
symptoms including hallucinations and unusual
thoughts and increasing functioning by addressing
negative symptoms

Thoughts

Interpretation of the event that causes distress rather
than the event itself

*Need to check the accuracy of the interpretation

Behaviors
*How are current behaviors maintaining the problem?
*Need to check the helpfulness of current behaviors

Stanford University
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CBT for psychosis

Other target areas:

— Symptoms of depression and anxiety
— Past traumatic events

— Social skills

— Negative symptoms including lack of
motivation

— Problem solving and decision making
— Developing coping skills
— Wellness planning

Stanford University
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Is there any evidence
that CBTp Is useful?

Stanford University
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Evidence Base for CBTp

« Highly acceptable to consumers (Morrison et al,
2004; Byrne et al, 2013)

* Reductions in positive, negative, and general
symptoms (Burns et al, 2014; Turner et al, 2014)

« Reduction in transition to psychosis at 12-month
follow-up (Stafford et al, 2013)

« Generalization of skills following therapy (Sarin et al,
2011)

* Long term brain changes following CBTp? (Kumari et
al, 2011)

Stanford University
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Ratlonale for tralnlng CBTpin arly
Intervention

« CBTp should be offered adjunctive to medication
management (Dixon et al., 2010; NICE, 2013; NICE,
2014, British Psychological Society, 2014)

« Evidence to suggest CBTp most effective in UHR,
early phase psychosis, and stable chronic symptoms
(Birchwood et al., 2014)

Stanford University
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Why provide CBTp for early psychosis?

Early Intervention Principles * CBTp

Provide interventions with demonstrated efficacy Evidence Based

Provide services that actively partner with young Client generated problem list

people (Shared Decision Making) Collaborative approach (the “collaborative fence”)
Development of shared understanding (formulation)

Challenge stigmatizing and discriminatory attitudes Normalization

Generate optimism and expectation of positive Problem list and goals

outcomes and recovery Focus on functional recovery (not symptom
reduction)

Respect the right to recovery and social inclusion Development of skills and tools to support and
maintain recovery
Wellness Planning

Culturally Sensitive Services Individualized formulation

Respect the right for family & friends to participate ~ Include family and important support people in
in treatment wellness planning

*based on values and vision described in Bertolote and McGorry (2006)

Stanford University
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What can | expect from individual
CBTp?

Stanford University
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CBTp occurs over three phases

1. Engagement and socialization to the
model

2. Formulation development and skill
acquisition

3. Relapse prevention planning and
generalization of skills

Stanford University
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What else can | expect from CBTp?

» Collaborative

* Client driven agenda
» Goal directed

» Structured

 Jointly develop a formulation (explanation) of
current difficulties

 Time limited
« ‘Homework’

Stanford University
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Group CBTp

Stanford University
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Group CBTp

« Based on same model as individual CBTp
* Group size of 6-10
* Rolling admission

* As each new module commences new participants may enter
the group

« Topics include

Managing voices

Managing unusual beliefs

Worry

Social skills

Coping skills

« May draw on other models including DBT

Stanford University
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CBTp Skills for Family Members

Stanford University
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FIRST skills to introduce framework

= Core CBTp skills

Falling back on the relationship
Inquiring curiously

Reviewing the information

Skill Development

Trying out the skill

v

v

v

v

v

Stanford University
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Psychosis REACH model to further develop:

= Understanding of models of psychosis

= Befriending and normalizing

= Questioning styles

= Basic formulation

= Addressing hallucinations, delusions, negative symptoms
= Discussing medications

= Red flags

Stanford University
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Questions?
Khardy@Stanford.edu
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Treatment of Psychosis

Anti-psychotic medication

Daniel H. Mathalon, Ph.D., M.D.

Department of Psychaitry
University of California, San Francisco
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University of California
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Why Is Early Intervention
Important?

Early Intervention
IN PSYCHIATRY
doi:10.1111/5.1751.7893.2009.00123 x

Early Intervention in Psychiatry 2009, 3: S3-5/7

The rationale for early intervention in
schizophrenia and related disorders

Merete Nordentoft,’? Pia Jeppesen,'’ Lone Petersen,'”? Mette Bertelsen’? and Anne Thorup'?

—®—Short DUP, N=31 (treatment <1 year after psychosis onset)
—#-Long DUP, N=22 (treatment >1 year after psychosis onset)

% Patients Relapse-Free

Adapted from Crow et al. (1986). Brit J.
Psychiatry, 148, 120-127. # Months after treatment entry



What are the psychotic
symptoms that anti-psychotic
medications can help with?

* The experience of hearing voices

(hallucinations)

 |deas that are distressing and don't seem

to be based In reality (delusions)

* Difficulty in clear thinking (thought
disorder)



Do anti-psychotic medications
help with other kinds of

symptoms?
» Can stabilize extreme mood swings of

bipolar disorder, and can reduce mania.

« Can help with severe depression,

especially as occurs in bipolar disorder.



What Is the main neurotransmitter

affected by anti-psychotics?
* Dopamine

 What does dopamine do?

— Flags experiences as salient, significant,

Important, or interesting.
— Released in response to reward/satisfaction.

— Subserves motivation; anticipation of future

reward.



What else does dopamine do?

» Controls cognitive functions including
executive control, working memory, focused
attention, planning.

 Controls muscle movements via extra-
pyramidal motor neuron tracts.

* Mediates prolactin release from pituitary
gland.
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Dopamine Output - Untreated Schizophrenia

Mesolimbic Mesocortical Mesocortical Nigrostriatal Tuberoinfundibular
Pathway Pathway Pathway Pathway Pathway
to DLPFC to VMPFC
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What is the problem with
dopamine in psychosis?

* EXcessive dopamine release in pathways that regulate
salience.
— Contributes to hallucinations, delusions, and thought
disorder.
« Deficient dopamine release in pathways that regulate
cognition, reward, motivation.

— Contributes to cognitive deficits and “negative symptoms”
(deficits in motivation, emotional withdrawal, blunted
emotion expression)
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How do anti-psychotic
medications affect dopamine?

Block a specific sub-type of dopamine receptor: D2 receptor.
Help reduce effects of excessive dopamine release in
pathways that regulate salience processing.

— Reduces hallucinations, delusions, thought disorder.

Do not help, and may worsen, effects of deficient dopamine

release in pathways that regulate cognition, reward,
motivation.

— Do not help cognitive deficits, negative symptoms.



What antipsychotic medication side
effects are produced by by
dopamine D2 receptor blockade?

» Extra-pyramidal or “Parkinsonian” side

effects.

— Tremor, muscle stiffness (cogwheeling; dystonic

reactions), slowed gait.

— Akathisia- uncomfortable feeling of restlessness.

* Tardive Dyskinesia



Are extra-pyramidal side effects
reversible and treatable? YES!

« Go away when switched to another antipsychotic,

dose is lowered or medication Is stopped.

* Tremor, muscle stiffness (cogwheeling; dystonic
reactions), slowed gait.
— Cogentin, Benadryl

« Akathisia- uncomfortable feeling of restlessness.

— Propranolol



Long term risks of anti-psychotic
medication: Tardive Dyskinesia

 Late developing involuntary movements of

mouth, tongue, jaw, neck, limbs.

* May subside or resolve weeks/months

after stopping anti-psychotics.

e Sometimes irreversible.



Long term risks of anti-psychotic
medication: Tardive Dyskinesia

 New onset TD in patients taking anti-psychotics
— Typical or first generation APs: 5.5% per year.
— Atypical or second generation APs: 3.9% per year
— Clozapine: 0%?
* Risk of persistent TD increases with AP treatment duration:
— After 1 years: 3%
— After 5 years: 20%
— After 10 years: 34%



Long term risks of anti-psychotic
medication: Tardive Dyskinesia

 Treatment of TD?

—Clozapine

— Recently received FDA approval.

 Valbenazine

 Deutetrabenazine



Choosing among anti-psychotic
medication:

* Most are equally good at treating psychotic
symptoms (exception clozapine).
— 1/3 good response/remission

— 1/3 partial response/but symptoms not completely
eliminated.

— 1/3 poor or no response.

* Mainly differ in their side effect risks.



Older “Typical” or “First
Generation” Antipsychotics

* Thorazine first antipsychotic introduced In
1950s.

 All subsequent antipsychotics work by

same mechanism: blockade of dopamine

D2 receptors.



Clozapine: The first atypical
“second generation” anti-psychotic

Approved in USA in 1990 after it was shown to improve
symptoms in up to 2/3 of patients who failed to respond

to 3 prior trials of older typical antipsychotic medication.
No significant risk of EPS, akathisia, or TD.

Improves TD in patients who developed it from exposure

to other antipsychotics.
Decreases suicidal feelings in patients with psychosis.

May improve negative symptoms as well as positive

psychotic symptoms.



Clozapine: Side effects

Drop in a type of white blood cell, which is part of our immune system
(agranulocytosis)

— 1% risk;

— risk greatest in the first 6 months

— Requires weekly blood monitoring x 6 months, followed by bi-weekly for 6 months,
then if no problems, goes to monthly monitoring.

Weight gain

Sedation

Excessive salivation at night
Increased heart rate
Constipation

Risk of myocarditis



Newer “second generation” or
“atypical” anti-psychotics
* All developed by drug companies to try to

be like clozapine in terms of benefits and

reduced risk of EPS and TD.

 Made educated guesses about what made

clozapine special.



Newer “second generation” or
“atypical” anti-psychotics
« Unlike clozapine, none of the second generation
anti-psychotics have been shown to help patients

who fail to respond to other anti-psychotics.

* Relative to first generation anti-psychotics:
— Less EPS and risk for TD, but still have some risk.

— Greater risk of weight gain, high cholesterol, diabetes,

sexual dysfunction.



Newer “second generation” or “atypical”
anti-psychotics: Managing side effects

« Weight gain, high cholesterol, increase in blood
sugar

— May be prevented or minimized by treating with
Metformin

* Increase in prolactin: gynecomastia and
galactorrhea

— Many second generation APs don’t produce this side
effect, so can switch to a different medication.



How long should you take an
anti-psychotic ?

» After first episode of psychosis that completely remits, 25% wiill

not have a recurrence.

« General guidelines:

Treat with lowest possible effective dose.

After 1 year, if symptom-free, try to slowly taper off of the medication and monitor

closely for signs of impending return of psychotic symptoms.

After 2"d episode, most will have a recurrence of psychosis within 6 months if
treatment is discontinued.

« recommend maintenance treatment with lowest effective dose.
Strategy of trying to stop anti-psychotic then restart when signs of recurrence

resulted in much higher rate of relapse and re-hospitalization.



Maintenance treatment with
anti-psychotic medication

For most patients, psychotic symptoms will continue or come and go
over the years.

Some may find AP medication to completely eliminate symptoms;
more will experience reduced intensity of symptoms, making them
easier to cope with.

Have to balance benefits against side effects and risks.

Risks for decline in function are greatest in first 5 years after
psychosis onset.

— May be the most important period to adhere to medication regimen to
prevent decline in function.



Adherence to anti-psychotic
medication regimen

e Sometimes hard to remember, or to want to,
take AP medication every day.

« Some patients benefit from injectable forms
of some anti-psychotics that are given every
2 — 4 weeks, depending on the medication,
reducing risk of recurrence due to missed
doses.



General AP Medication
Guidelines:

Benefits can take as long as 4-6 weeks to emerge.

Many side effects often decrease or resolve after several
weeks.

Best if each trial with an anti-psychotic includes sufficient time
(4-6 weeks) at a sufficiently high dose before making a
judgment about its benefits or lack of efficacy.

Use lowest effective dose, and use adjunctive medications to

manage side effects.



Stopping an anti-psychotic

« Patients may wish to discontinue AP medication against

recommendation of doctor and family.

 If patient decides to proceed anyway, recommend:

— Gradual taper over weeks to months.

— Monitor for return of symptoms:

« Make a list of feelings/thoughts/behaviors that might warn him/her that symptoms are

returning.

« Make similar list with someone he/she knows and trusts about what others might

notice if symptoms start to return.

— Continue visits with doctor to monitor for symptoms and to have

possibility of early re-initiation of treatment if early signs are identified.



\ID,




Cannabis and Psychosis Risk

Figure 1. Risk of schizophrenia in conscripts

followed up to 15 years* Figure 2. Risk of schizophrenia-like psychosis

by age 26 years®
30

20

5= 4.5

Odds ratio

10 ay
2 1.6

Cases of schizophrenia per 1000

0 ] > 10 <50 <50 Cannabis users by Cannabis users by

Number of times cannabis used ezl age 18 years

Andréasson S, Allebeck P, Engstrom A, Arseneault L, Cannon M, Poulton R, et
Rydberg U. Cannabis and schizophrenia: a al. Cannabis use in adolescence and risk

longitudinal for adult
study of Swedish conscripts. Lancet . psychosis: longitudinal prospective
1987;2:1483-1486. study. BMJ . 2002;325:1212-1213.




Cannabis: THC and CBD

Danger increases with high potency forms high in THC and
low in cannabidiol.

Family conflicts about cannabis use may increase risk of
psychosis recurrence more than cannabis use itself.

If abstention not realistic, then try to limit to occasional use,
and try to use forms relatively high in cannabidiol.

CBD does not produce a high, and offsets some of the
effects of THC.



Cannabidiol may show promise as an
augmentation treatment when antipsychotics

are only partially effective.

Cannabidiol (CBD) as an Adjunctive Therapy in
Schizophrenia: A Multicenter Randomized
Controlled Trial

Philip McGuire, F.R.C.Psych., F.Med.5ci., Philip Robson, M.R.C.P., F.R.C.Psych., Wieslaw Jerzy Cubala, M.D., Ph.D,,
Daniel Vasile, M.D., Ph.D., Paul Dugald Morrison, Ph.D., M.R.C.Psych., Rachel Barron, BVet Med, MR.CVS,
Adam Taylor, Pn.D., Stephen Wright, F.R.C.P.(Edin}, F.F.P.M.

Objective: Research in both animals and humans indicates
that cannabidiol {CBD) has antipsychotic properties. The
authors assessed the safety and effectiveness of CBD in pa-
tients with schizophrenia.

Method: In an exploratory double-blind parallel-group trial,
patients with schizophrenia were randomized in a 1.1 ra-
tio to receive CBD (1000 mg/day; N=43) or placebo (N=45)
alongside their existing antipsychotic medication. Participants
were assessed before and after treatment using the Positive
and Negative Syndrome Scale (PANSS), the Brief Assessment of
Cognition in Schizophrenia (BACS), the Global Assessment of
Functioning scale (GAF), and the improvernent and severity scales
of the Clinical Global Impressions Scale (CGI-| and CGI-5).

Results: After 6 weeks of treatment, compared with the
placebo group, the CBD group had lower levels of positive
psychotic symptoms (PANSS: treatment difference=—14,

85% Cl=-2.5, —0.2) and were more likely to have been rated
as improved (CGI-I: treatment difference=-0.5, 95% Cl=
—0.8, —0.1) and as not severely unwell (CGI-5: treatment
difference=-0.3, 95% Cl=-0.5, 0.0) by the treating clinician.
Patients who received CBD also showed greater improve-
ments that fell short of statistical significance in cognitive
performance (BACS: treatment difference=131 95% Cl=-0.10,
2.72) and in overall functioning (GAF: treatment difference=3.0,
95% Cl=—0.4, 6.4). CBD was well tolerated, and rates of adverse
events were similar between the CBD and placebo groups.

Conclusions: These findings suggest that CBD has beneficial
effectsin patients with schizophrenia. As CBD's effects do not
appear to depend on dopamine receptor antagonism, this
agentmay representanew class of treatment for the disorder.

Arry J Psychiatry 2018, 175:225- 231 doi: 10.1176/appiajp.2017 17030325




Research

« UCSF faculty are actively engaged in
research to increase our understanding of

psychotic disorders.

« Partnership with patients and families in
research Is critical for advancing knowledge

about psychosis and its treatment.



UCSF Researchers

 BIEEGL Lab- (Mathalon, Ford, Fryer, Hamilton)

— MRI and EEG based studies of brain function.

« BAND Lab (Woolley)

— Oxytocin to improve social cognition and social

function in psychosis

 PART Lab (Loewy)

— Computerized cognitive training studies
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Cannabis and Psychosis Risk

Demian Rose, MD, PhD
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Learning Objectives

* Understand the rates and types of cannabis use in young people in
the Bay Area

e Understand the risks of heavy cannabis use and its main psychoactive
component, THC

* Try to define “risky” cannabis use

* Briefly discuss the parallel CBD story
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Cannabis 101

* Plant or “bud” form
* Most common form in the US, tend to derive from hybrid “skunk” strains

BLACK LABEL

CANNABIS
FLOWER

NET WI. (12302) i
CA
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Marijuana Delta-9 THC Levels

14%
12%
10%
8%
6%
4%
2%
0%

Slide courtesy of Danielle Ramo, PhD

1975

2012

National Center for Natural Products Research, 2012
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Cannabis 101

e Edibles

» Slower onset of action, ER data suggests common cause of accidental OD
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Cannabis 101

* Vapes

e Cartridges that contain variable “dissolved” amounts of THC or CBD, often
flavored like nicotine vapes
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Cannabis 101

* Dabs, resins, extracts, waxes, etc
* “paste” form that can be lit and vapors captured or absorbed (“chapstick”)
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Cannabis 101

* Plant or “bud” form
* Most common formin- ~ rive from hybrid “skunk” strains

e Edibles

* Can be used like butter or syrup in baked good and candies
» Slower onset of action, ER data suggests common cause of accidental OD

e Dabs or waxes
» “paste” form that can be lit and vapors captured or absorbed (“chapstick”)
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Bay Area vs. California

Adolescent Marijuana Use
2013-2014 California Healthy Kids Survey

Used marijuana one or more times in the past year:
* 9t grade: 30% Bay Area vs 26% California
e 11t grade: 60% Bay Area vs 45% California

* Heavy use in the past month:
» 9th grade: 11% Bay Area vs 8% California
e 11t grade: 27% Bay Area vs 14% California

73% of 9t graders say it is fairly or very easy to get.
84% of 11t graders say it is fairly or very easy to get

Slide courtesy of Danielle Ramo, PhD
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Wide Variation by School District

11th Graders

0.8
0.7
0.6
0.5
0.4
0.3
0.2

0.1
0 I.I -—— 1 I.I

Cannabis Past Month  Tobacco Past Month E-Cigarette Past Month Very Drunk or High 7x+

W 2015-17 CA W 2017-18 SFUSD
W 2017-18 Alameda 2016-17 Mendocino

California Healthy Kids Survey
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Learning Objectives

* Understand the rates and types of cannabis use in young people in
the Bay Area

* Understand the risks of heavy cannabis use and its main psychoactive
component, THC

* Try to define “risky” cannabis use

* Briefly discuss the parallel CBD story
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First hints of a causal relationship

e Early cannabis use >50 times = ~6X risk
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Prevalence of daily cannabis use in population controls (%)
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Learning Objectives

* Understand the rates and types of cannabis use in young people in
the Bay Area

e Understand the risks of heavy cannabis use and its main psychoactive
component, THC.

* Try to define “risky” cannabis use

* Briefly discuss the parallel CBD story
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Motivation begins with a measurement

* Harm reduction necessarily hinges on there being a “harmful” dose
of a drug

* Motivating people to reduce harmful use therefore requires a
contextual risk/benefit discussion linked to a measurement
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Alcohol Screening

* One standard drink = ?
* One 120z beer (5% EtOH)
* One 50z glass of wine (10-15%) — ~5 per 750ml bottle
* One 1.50z shot of liquor (40%) — ~15 per 750ml bottle
* Binging =7
 Men =5 or more per day
* Women/elderly = 4 or more per day

* Moderate “Medically Safe” Drinking = ?
* Men = avg 2 or less per day w/o binging
* Women/elderly = avg 1 or less per day w/o binging
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Cannabis Screening

* Moderate use = ?
e 25mg of THC (?)
* % gram of plant/bud (10-15% THC)

* 50mg of dab or wax (50%+ THC)
» “edibles” are highly variable

* Binging =?

* For people without tolerance, doses over 25mg THC (2.5mg IV) are
associated with potential negative effects, would assume a “binge” is 50+mg

(?)
* Moderate “Medically Safe” THC =7

* Not daily, using no more than 1-2g plant per week, i.e. no more than 100-
200mg THC per week
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Learning Objectives

* Understand the rates and types of cannabis use in young people in
the Bay Area

e Understand the risks of heavy cannabis use and its main psychoactive
component, THC

* Try to define “safe” cannabis use

* Briefly discuss the parallel CBD story
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When can we try CBD for
what ails us?

Right now!
...sort of...
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* The FDA has approved cannabidiol oral
solution for treatment of seizures associated
with Dravet syndrome or Lennox-Gastaut
syndrome.

* |t is the first natural marijuana product to be
approved by the FDA for any indication.
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57722 RN 77 PN /77NN nneee] (7) Rule N

Schedules of Controlled Substances: Placement in Schedule
V of Certain FDA-Approved Drugs Containing Cannabidiol;
Corresponding Change to Permit Requirements

A Rule by the Drug Enforcement Administration on 09/28/2018 \‘ v

PUBLISHED DOCUMENT

DOCUMENT DETAILS

- AGENCY: Printed version:
PDF
Drug Enforcement Administration, Department of Justice. o
. Publication Date:
09/28/2018
.‘ ACTION - Agencies:
Final order Drug Enforcement Administration
B Dates:

e mmmm = m o—— Effective Sentember 28. 2018.
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PAPA

BARKLEY

RELEAF SOAK

YWERALL TOPICAL RELIEF

oy, Y
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P ~50mg THC/THCa
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67mg Total Cannabinoids
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"Good parents don’t use Children’s Tylenol"
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"Good people don't
smoke marijuana.”
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Right now!

...sort of...
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<0.1% THC is a
very strict
standard

o A e =i

“In the eyes of the DEA, every
other form of [CBD or cannabis]
remains a Schedule | drug -- on
par with heroin and LSD.”

—editor at Leafley
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MBOLDT

THECARY,

20mg/kg is a lot
of purified CBD

(~1000-2000mg

"B C

for adults)
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Exercise and Wellness
Jacob S. Ballon, M.D., M.P.H.
Clinical Associate Professor
Department of Psychiatry and Behavioral Science
Stanford University

Stanford University
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Schizophrenia as Systemic Disorder

® MIULTIPLE SYSTEMS AFFECTED
— Genetic
— Metabolic
— Cardiovascular

— Immune
— Microbial

‘ How do these systems shed light on schizophrenia pathology?

y Stanford University



Hypothalamus

Hypothalamus

o Appetite Regulation/Satiety

o  Control of hepatic glucose production
Liver

o Hepatic Glucose production

o De Novo lipogenesis

o Dopamine receptors
Pancreas

o Insulin/Glucagon secretion

o Dopamine/Insulin co-localize - relationship?
Gut

o Insulin/Glucagon regulation

Muscle
o  Glucose uptake
Fat

o Inflammatory state
o  Glucose uptake
o Adipokine activity

Stanford University




Dopamine role in the pancreas

e L-DOPA triggers hyperglycemia

e Dopamine inhibits glucose-stimulated
insulin release
e D,R-dependent

e Todate, itis unclear if these effects are primarily
modulated in the pancreas, CNS or both

y Stanford University



Dopamine Agonist Pilot Study

e Questions:

« Can we change course or reverse IR?

» Central vs. Peripheral Targets for APD-induced IR?
« Approach:

* 6 weeks bromocriptine 2.5 -5mg

* Clinical and Metabolic assessments

Now Recruiting!

y Stanford University



)

INSPIRE Exercise Survey

+ 68% identified themselves as "exercisers” (n=41)

* Running and resistance training most popular

« Compared pre/post exercise with pre/post gaming

« Gaming and exercise

* |negative sx, anxiety; tpositive well being
« Gaming

1 Fatigue, exhaustion afterwards
* Exercise

* 1cognitive clarity, energy

Noordsy DL et al, Early Intervention in Psychiatry, 12(Supplement S1):166, 2018

Stanford University



Improving Cognition via Exercise Study

Poor neurocognitive functioning is
associated with low aerobic fithess.

Individuals with schizophrenia display
both poor neurocognitive functioning
and highly sedentary lifestyle.

Aerobic exercise improves both aerobic
fitness and neurocognitive functioning.

Model:
AE - A Aerobic Fitness -  ANeurocognition
(ANBDNF)

Stanford University
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Pilot Study Attendance

Aerobic Exercise - 81% (13/16) of the participants completed
the 12-week training program.
Participants attended on average 28.5 of the 36 sessions

(79%).
Missed sessions were due to holidays (46%), inclement ﬂy
5%)

weather (23%; e.g., Hurricane Sandy), trainer’s vacation (
and other (26%).

Participants traveled on average 4.80 miles (SD=5.51 miles;
range 1.03-19.37 miles) to attend the AE sessions. The
average travel time was 37 min (SD=21.91 min; range 16-81
min).

Kimhy et al., Schizophrenia Bulletin, 2015; Kimhy et al., Psychiatric Services, 2016

Stanford University



Aerobic Exercise vs. Treatment As Usual

Change from Baseline to Follow-Up

0- ‘
-1+

W0.5% W2.2% A18.0% AN15.7%

B Aerobic Fitness
[E Neurocognitive Functioning

Aerobic Fitness:
(VO peak mL/kg/min)
F,,4=12.24, p=.002
Neurocognition:
(MCCB Composite
Score) F, ,,=5.24,
p=.031

T
Treatment As Usual

I
Aerohic Exercise

Intervention

n=26 (TAU=17, AE=16); Changes in aerobic fitness are indexed by VO,peak (mL/kg/min); Changes in
neurocognition are indexed by MATRICS Consensus Cognitive Battery composite T-scores.

Kimhy et al., Schizophrenia Bulletin, 2015

i**

)

Stanford University



Changes in Fitness and Cognition

54
. o
=54, p<.01

109

]
1

A Neurocognition (MCCB Composite T-Score)
9

<
=104
Intervention
o € Aerobic Exercise
157 ¢ Treatment As Usual
T T T T
5 0 5 10

A Aerobic Fitness{ VO2peak mLI/kg/min)

Kimhy et al., Schizophrenia Bulletin, 2015

* Controlling for changes in
antipsychotic and antidepressant
medications; Aerobic Fitness —
VO,peak (mL/Kg/min); Cognitive
Functioning - MCCB Composite
score

Stanford University



Aerobic Exercise

* Improve neurocognitive functioning.

« Safe.

* Minimal side-effect-free.

* Non-stigmatizing.

« Easy to administer.

* Inexpensive.

* Provide multiple physical-health benefits.

« Supported by extensive converging animal
and human research literatures.

Stanford University



ICE 2.0

 Target n=200
« 4 Sites: Mount Sinai/Columbia, Stanford, UNC, MCG
* Aerobic Exercise vs Stretching and Toning

* 3x/week for one hour
* Trainer led

« ENROLLING NOW

Stanford University
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CLINICAL CASE CONFERENCE
From Stanford University

Therapeutic Potential of Physical Exercise in
Early Psychosis

Douglas L. Noordsy, M.D., Jonathan D. Burgess, B.A., Kate V. Hardy, Clin.Psych.D., Lynn M. Yudofsky, M.D.,
Jacob S. Ballon, M.D., M.P.H.

Stanford University



Incorporating Physical Exercise in the Treatment Plan

= Assessment
» Lifetime history
» Current activity
= Education about potential benefits
> For the psychiatric disorder(s)
> For comorbid medical conditions
= |nquiry about which physical activities the patient finds most enjoyable

> Make certain that the recommended activity is accessible to the
patient, and, if not, try to find opportunities available to the patient

> Clear recommendation to exercise

e
/y Stanford University



Adding Exercise

= Start
> Start slowly
> Take into account medication side effects and mental status

= Goal setting using the SMART acronym—Specific, Measurable,
Attainable, Realistic, Timely

« Think of motivational supports

> Exercise group, partner, training for an event

> Recommended reading, videos, web sites, apps
= Use a behavioral monitoring plan

» Exercise log, paper or electronic/app

> Follow-up with your clinician

Stanford University



Exercise Recommendations

« Consider current capacity and titrate to target

Set a Goal:

« 30-60 minutes of exercise, 3 to 7 days per week

* More is better (if safe)

« Up to 180 minutes per week
A mix of strength training and aerobic exercise is ideal
Intensity: 60%—85% of maximum heart rate (220 — age)
You choose the activity

« Access, cost, familiarity, enjoyment

* Preference for variation versus repetition

Stanford University
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Assessing Response to Exercise

= Adherence to plan

= Changes in core symptoms

= Changes in sleep, appetite, energy, well-being
= Changes in physical health

= Assess barriers to adherence

= Triggers to lapses in exercise

Stanford University
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INSPIRE Clinic

JACOB BALLON, M.D, M.P.H
KATE HARDY, CLIN. PSYCH. D.
STEVEN ADELSHEIM, M.D
NICHOLE OLSON, PH.D.

KATIE EISEN, PH.D.

AGNES KALINOWSKI, M.D., PH.D.

RoONA Hu, M.D

JONG YOON, M.D.

JUSTIN CHENG, LCSW
MELANIE LEAN, CLIN. PSYCH. D.
DANIEL VIRTHEIM

LAUREN CHANG

LIEANN KILLAM

Contact Info: jballon@stanford.edu; 650-723-3305

Stanford University
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The opinions expressed on the following slides are solely those of the iresenters.

INSPIRE

cCLINIZC

Trauma and Psychosis

NICHOLE OLSON, PHD

Stanford University
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Trauma and Psychosis Agenda

Review the rates of psychosis and trauma, trauma
pathways, and conseguences of comorbidity

Provide an overview of treatment for individuals with
psychosis and trauma histories

Highlight clinical considerations

Stanford University
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Impacts of Trauma

What is trauma? PTSD?

Trauma impacts how people view themselves, others,
and the world

= Shapes interpretation of internal and external stimuli

Stanford University
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Trauma, PTSD and Psychosis

Rates of trauma are high among people with psychosis

(Morgan & Fisher, 2007; Neria et al., 2002; Read, Morrison & Ross, 2005)

Rates of PTSD are also high (30% vs 7.8% lifetime
prevalence for those in the general population)

* This is likely an underestimate: As much as 96% of
PTSD is undiagnosed amongst people with
psyChOS|S (van den Berg et al., 2016)

» Psychosis increases the likelihood of PTSD
fO”OW|ng exposure tO trauma (Bendall et al., 2012; Mueser & Stanley, 2003)

Stanford University
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Trauma, PTSD and Psychosis

One plus one does not equal two...
= Trauma worsens the prognosis of psychosis @anssenetal.

2004; Spauwen et al., 2006)

* |ndividuals with SMI are more likely to be revictimized
than those in general population anigio, 2009)

Trauma can shape experience of psychosis. There is
often congruence between life experience and content of
psyChOSiS eXperienCES (Hardy et al., 2005; Raune, Kuipers, Bebbington, 1999; Freeman &

Fowler, 2009; Trauelsen et al., 2015)

* For example:
Being bullied in childhood -

Derogatory, cruel or critical voice, themes of
persecution

Stanford University
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Multiple Pathways to Trauma and
Psychosis

Pre-existing
trauma
leading to
later
psychosis

Traumatic event Trauma as
as proximal

trigger for consequence
psychosis of psychosis

Stanford University



The opinions expressed on the following slides are solely those of the presenters.
These are supplied as an educational resource only and should not be used as a substitute for medical advice. Always consult your physician for medical advice.

Pathways to Trauma and Psychosis

Pre-existing trauma organ & Fisher, 2007)

= Individuals with psychosis are 2.72x more likely to have
been exposed to childhood adversity (areseetal., 2012)

» Dose-response relationship between childhood
trauma/adversity and psychotic Symptoms (anssen etal., 2004

Kelleher et al., 2011; Shevlin, Dorahy & Adamson, 2007)

Trauma as proximal cause of psychosis

= Symptoms of PTSD can exacerbate stress, leading to a
psychotic experience (ueseretal., 2002)

= /0% of voice hearers began experiencing voices following
traumaUC event (Romme and Escher, 1989)

Trauma as a result of pSychosIS worison, Frame, & Larkin, 2003)

= Trauma can result from hospitalization or even the
experience of the psychotic symptoms themselves ame«

Morrison, 2001; McGorry et al., 1991; Morrison et al., in press; Shaw et al., 2001)
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Treatment

There are several gold standard, evidence-based,
cognitive behavioral therapies for PTSD and trauma,

utilizing exposure and cognitive restructuring based
techniques:

* Prolonged Exposure
= EMDR

= Cognitive Processing Therapy

The majority of studies of trauma-focused treatment
exclude individuals with psychosis
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Treatment

HOWEVER, studies have found that trauma-focused
CBT is safe to use with individuals with psychosis (e sont, van

Minnen & de Jonah, 2013; van den Berg et al., 2016)

* Does not increase psychotic symptoms
= Does not increase likelihood of adverse events wan den

Berg et al., 2016)

AND, is effective
* Does decrease trauma related symptoms (de sont, minnen &

de Jonah, 2013; Meuser et al., 2008; Meuser et al., 2015)

= Does decrease likelihood of revictimization wan den verg et

al., 2016)
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Psychosis Specific Treatment: Trauma
Integrated Psychotherapy for Psychosis
(TRIPP)

= Engagement

= Screening (including brief trauma account)

= Safety

* Address suicidal thoughts, self-harm, risky behavior
* Develop skills to notice and communicate distress
Psychoeducation

= Timeline

Formulation

= Strengths based intervention
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Clinical Considerations

Trauma history and PTSD symptoms should be part
of an initial evaluation

* |[f not asked about in early sessions, will likely not
be evaluated

" |f not asked, the information is rarely volunteered

(Read and Fraser, 1998)

» Should also ask about the experience of psychosis
and assess for trauma as a result of psychosis

Providers should be trained in how to ask about
trauma and respond to trauma disclosure

» Fear is one of the primary reasons people don’t
aSk (Read et al., 2007)
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Clinical Considerations

Referral for trauma-focused treatment needs to be
made, as appropriate

= Those with psychosis are less likely to be referred
than thOSG W|th0ut - 5% VS 67% (Read and Fraser, 1998)

Interventions need to consider and address trauma,
as appropriate

* Formulations should integrate how trauma has
shaped interpretation/experience

= Utilize existing trauma protocols (PE, EMDR, etc.),
cognitive restructuring techniques, imaginal
exposure and re-scripting
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