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The Balancing Act—One of Many Reasons Why the Whole 
Team Needs to Be Involved in Medication Treatment

•We need to use 
the lowest 
medication doses 
possible

•The 
difference 
between an 
optimal and an 
ineffective 
dose can be 
small

•Side effects are 
frequent
•The drive to non-
adherence is strong

•Relapse frequently 
occurs
•The whole team 
needs to constantly 
monitor symptoms and 
side effects
•Without  effective 
team communication, 
early signs of relapse  
often are not 
recognized nor 
properly treated



Topics for Today

• The scientific background for first episode (FE) 
treatment-Why we do what we do

• Treatment strategies-How to treat the initial 
psychotic episode and keep people well

• Assessment and decision tools-Supports for making 
the best decisions

• Choosing the proper medications and their dose-
Applying research evidence into what we prescribe



Does Better FE Treatment Make a 
Difference?

• The RAISE-ETP study compared Navigate with usual 
care treatment with 404 first episode patients

• We named the usual care treatment “Community 
Care”.

• In Community Care, clinicians provided whatever 
treatment they thought was best for each patient 

• Patients were recruited from 21 different states in 
the United



Does Better FE Treatment Make a 
Difference?

• Today, we will review the outcomes that patients 
achieved over the first 2 years of treatment

• Patients who got Community Care treatment 
improved as one would expect to happen 

but

• Navigate treated patients stayed in treatment longer 
and had more improvement in overall symptoms, 
depression and quality of life than patients given 
Community Care Choice treatment



NAVIGATE Participants Stayed in Treatment 
Longer: Time to Last Mental Health Visit

(Difference between treatments,  p=0.004)



Patients in NAVIGATE Had Better 
Quality of Life 

Heinrichs-Carpenter Quality of Life (QLS) Scale
Greater scores indicates better quality of life

Treatment by time interaction, p=0.015



Patients in NAVIGATE Had Less 
Symptoms of Psychosis

Positive and Negative Syndrome (PANSS) Scale
Greater scores indicates more symptoms 

Treatment by time interaction, p=0.016



Treatment by time interaction, p=0.0318

Patients in NAVIGATE Had Less 
Symptoms of Depression

Calgary Depression Scale for Schizophrenia (CDSS)
Greater scores indicates more symptoms 



Prescription Outcomes 



NAVIGATE Patients Had More 
Medication Visits



NAVIGATE Patients Were More Likely 
To Be Prescribed An Antipsychotic



NAVIGATE Patients Were More Likely To Be 
Prescribed An Antipsychotic Conforming To First 

Episode Treatment Principles



NAVIGATE Patients Were Less Likely To 
Be Prescribed An Antidepressant



NAVIGATE Patients Were Less Likely To 
Experience Side Effects



A Quick Tour of the Early Phase 
Treatment Study Literature



Treatment Response of the Initial Episode of 
Psychosis

Study N Drug Response rate 

Emsley et al 1999 183 Risperidone (6.1mg/day)  63% by 6 weeks 

  Haloperidol (5.6mg/day) 56% 

Lieberman et al 2003 263 Olanzapine (9.1 mg/day) 55% by 12 weeks 

  Haloperidol (4.4 mg/day) 46% 

Lieberman et al 2003 160 Clozapine (400 mg/day) 81% by 52 weeks 

  Chlorpromazine (600 mg/day) 79%  

Schooler et al 2005 555 Risperidone (3.3 mg/day) 75% by 12 weeks 

  Haloperidol (2.9 mg/day) 78% 

Robinson et al 2006 112 Olanzapine (11.8 mg/day) 44% by 16 weeks 

  Risperidone (3.9 mg/day) 54% 

Robinson et al 2015 198 Aripiprazole (14.8 mg/day) 63% by 12 weeks 

  Risperidone (3.2 mg/day) 57% 

 

 



Points from the Initial Episode Slide

• All response rates are high, even using response criteria 

that are more stringent than those usually used in 

studies of multi-episode patients

• Doses are low

• The relative advantages/disadvantages of antipsychotics 

differ between first episode and multi-episode patients 

• For example, clozapine and chlorpromazine have the 

same response rates if used as initial treatments 

(clozapine is still the treatment of choice for first 

episode patients who remain symptomatic after trials 

of other antipsychotics)



Treatment
Length of a Trial

• First episode patients may respond to long mono-
therapy trials of antipsychotics

• The Preventing Morbidity study treated first 
episode patients with olanzapine or risperidone 
for 16 weeks

• Cumulative response rates increased steadily 
every study week until the end of trial

• The cumulative response rate was 40% by week 8; 
54% by week 12 and 65% by week 16  



Treatment
Length of a Trial

• Lack of response after a few weeks of treatment 
has been demonstrated to predict lack of 
response to longer trials with multi-episode 
patients.  This may not hold with first episode 
patients

• In the Preventing Morbidity study, approximately 
40% of subjects who had less than a 20% 
reduction in symptoms by week 4, meet stringent 
response criteria by week 16 of treatment

• Early antipsychotic switching was also found to 
not be effective in the Optimize trial (Kahn et al 
2018)



Side Effects

• Side effects are frequent despite low medication 
dosing

• Antipsychotics differ on the side effects they produce

• Choice of initial antipsychotic is often driven by side 
effect profiles and not efficacy differences

• Even with antipsychotics with “good” side effect 
profiles, constant monitoring of side effects is crucial



CAFÉ: Common Adverse Events 



Weight Gain at 12 weeks



Although Initial Response Rates 
Are High, Relapse, Often Multiple 

Relapses, Is the Most Common 
Outcome



The Risk for Psychotic Relapse is High

n=104 first-episode schizophrenia patients 
*Year(s) since previous episode

Robinson D, et al. Arch Gen Psychiatry 1999;56:241–7

   

 
Year* 

Relapse 
rate (%) 

 
95% limit (%) 

Lower       Upper 
Patients still at  

risk at end of year 

1 16.2 8.9 23.4 80 

2 53.7 43.4 64.0 39 

3 63.1 52.7 73.4 22 

4 74.7 64.2 85.2 9 

5 81.9 70.6 93.2 4 
 



Relapse Is Usually Due to 
Medication Non-Adherence



Stopping Medication is the Most 
Powerful Predictor of Relapse
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• Survival analysis: risk of a first or second relapse when not taking 
medication ~5 times greater than when taking it
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People With Schizophrenia Have 
Strikingly Shorter Lifespans 

• Olfson and colleagues studied 1,138, 853 individuals 
with schizophrenia in the Medicaid program. Those 
with schizophrenia were more than 3.5 times as 
likely to die in the follow-up period compared with 
adults in the general population. On average, the 
years of potential life lost for each deceased 
individual were 28.5 years

• The main causes of early death are cardiovascular 
disease and pulmonary disease

Premature Mortality Among Adults With Schizophrenia in the United States 
JAMA Psychiatry. 2015;72(12):1172-1181. 





Even Though First Episode Patients Are 
Young, Medical Co-Morbidities Are Common

Correll et al JAMA Psychiatry 2014



How to Use These Research 
Findings in Clinical Practice?



Shared Decision Making 
Is the Basic Model

• Shared decision making means that you and your 
patients make medication choices within the 
evidence base.

– If a group of medications have equivalent 
effectiveness evidence, choice within that group is 
based upon patient preferences (e.g. side effect 
differences)



Shared Decision Making 
Is the Basic Model

• Choice is constrained among medications with equivalent 
evidence

– Choosing medications without evidence lowers the 
chance that medications will be effective and tolerable

• If patients refuse evidence-based treatment, we continue 
to work with them with the hope that with more education 
they will accept evidence based treatment

– For example, if subjects refuse antipsychotic treatment, 
we continue to follow them (as long as medically safe) 
and do education with them and their families



Do You Know The Information to 
Needed to Present Your Patients Their 
Evidence-Based Treatment Options?

• Response to treatment 
– E.g. Positive and Negative Symptom Remission
– Functional Remission

• Relapse rate
• Substance use
• % non-adherent
• For medication treatment, you also need to know

– Side effect burden
– Metabolic parameters
– Use of recommended medications by illness stage
– Dose range
– Number of medications



Seems Overwhelming
• But all of these data are crucial for 

treatment decisions with both on an 
individual basis and for program assessment

• Help is available 



Measuring for Success



Measurement Based Care

• Systematic administration of scales and their use to 
drive clinical decision making at the level of the 
individual patient

• Supports making clinical judgements, does NOT 
substitute for clinical judgment

• Helps patients become more aware of their clinical 
status 

• Can facilitate patient-provider communication

• Helps to decrease clinical inertia, not changing 
treatment despite substantial remaining symptoms



Measurement Based Care 
Improves Outcomes Compared 

with Usual Care
• See review by Fortney and colleagues 

(Psychiatric Services 2017: 68:179-188)

• Improvement was found in multiple disorders 
and across different provider groups 
(psychotherapists, psychiatrists and primary 
care providers)



The RAISE-ETP NAVIGATE 
Prescriber Visit Flow

• Patients have vital signs done

• Patients complete self-report of symptoms, side 
effects, adherence, substance use and preferences 
about changing or keeping their current medications

• Prescriber assesses symptoms and side effects 
guided by patient self-report

• Patient and prescriber review evidence based 
treatment possibilities and make treatment decisions



Treatment Goals

• First episode patients frequently have a robust 
positive symptom response to antipsychotic 
treatment

• Treatment goals should be high for a young person 
first starting treatment  

• The goal is resolution of symptoms, not just 
improvement of symptoms



Treatment
The Drive to Non-adherence

• Families and patients usually have no personal 
experience of the negative consequences of 
treatment discontinuation

• Young people have difficulty accepting that they 
have an illness. Families also often wish to not 
consider that the patient has an illness
– Return to good functioning is often interpreted as 

meaning that treatment is not needed anymore 

– Substance use and/or stress are frequently cited by 
patients and families as the sole cause of the psychotic 
symptoms and not as factors that exacerbated an 
underlying disorder



Other Risk Factors For Non-
Adherence

• Around half of First Episode patients have 
substance misuse issues

• Around half of ALL patients with medical 
conditions have difficulty with medication 
adherence



Prepare for Non-Adherence

• Clear communication with patients and their families 
about the consistent findings from maintenance research 
studies spanning several decades

• Assessment of adherence at all contacts



Prepare for Non-Adherence

• Family members sometimes supervise medication intake, 
but be mindful of the potential power struggles long-term 
that can ensue

• Educate patients and their families about the option of  
long-acting formulations of antipsychotics from the 
beginning of treatment before non-adherence begins
• Globally we know that half of all patients in medicine need help 

with adherence so why not offer help to your patients also?



First Episode Patients Will Agree to Treatment 
With Long Acting Injectable Antispychotics



Treatment
Maintaining Engagement

• Despite presentation of the evidence base for the 
effectiveness of maintenance treatment and the 
risks from repeated psychotic relapses, many first 
episode patients will decide to stop treatment, 
often repeatedly
– For most patients, it is important to include their family 

in these decision
• Many families will encourage patients to continue treatment or 

at least monitoring for relapse

• If patients decide to stop treatment, it is often important that 
families know that the patient is entering a period of increased 
relapse risk



Treatment
Maintaining Engagement

• Maintaining engagement is crucial for early 
detection and management of relapse

• Patients will frequently agree to longitudinal follow-up 
after medication discontinuation

• Participation in other treatment components such 
supported employment/education provide another 
context for patients to maintain contact with the 
facility and with health care providers   



First Episode Medication 
Selection and Dosing



Treatment
Dosing

• Antipsychotics doses that are at 50-60% of what is 
used in more chronic patients are often sufficient 
to obtain a treatment response. Higher doses 
often are associated with a greater side effect 
burden 



Sequence of Medications



General Principles 

• Preference given to medications with data available

• Consider the use of long-acting formulations of 
antipsychotics for maintenance treatment for all 
subjects



Available Medications With Data From 
Contemporary Studies With First 

Episode Or Adolescent Populations

• Aripiprazole, chlorpromazine, clozapine, 
haloperidol, olanzapine, quetiapine, risperidone, 
ziprasidone

• Data are available for oral and long-acting 
formulations of risperidone  



Medications to Try First

• Guidelines differ but there is general agreement that 
olanzapine and clozapine should not be first line 
agents due to their side effect profiles

• For RAISE-ETP, we also decided that chlorpromazine  
and haloperidol should be second line agents due to 
side effects and, for haloperidol, questions about 
maintenance efficacy

• RAISE-ETP first line agents were the remaining 
medications with relevant data: aripiprazole, 
quetiapine, risperidone, ziprasidone

• Note: Paliperidone does not have first episode dosing 
data but is closely related to risperidone



First-Line Antipsychotics
Medication Advantages Disadvantages

aripiprazole Favorable metabolic 
profile; may have better 
efficacy for depression and 
negative symptoms; has 
long-acting formulations

Higher risk of akathisia

quetiapine Sedative effects may be 
useful in acute treatment

Higher risk for metabolic 
side effects 

risperidone/paliperidone Has the most data from 
first episode studies; has 
less metabolic effects than 
quetiapine but more than 
aripiprazole and; has long 
acting formulations that 
can last up to 3 months 
between injections

Causes hyperprolactinemia
No direct paliperidone first 
episode studies

ziprasidone Favorable metabolic profile BID dosing and need to 
take with food can be a 
barrier to patient 
compliance



What If a Patient Comes to the Program 
on a Non-Preferred Antipsychotic?

• Your patient and you need to carefully evaluate the 
potential advantages and disadvantages of switching 
antipsychotics

• Some important points for the discussion:

• Switching always has some relapse risk but 
globally first episode patients are very treatment 
responsive and all studied antipsychotic has the 
same efficacy

• It is important to consider both the patient’s 
psychiatric and medical status

• Patients may have good psychiatric symptom 
control but abnormal metabolic parameters



What If a Patient Comes to the 
Program on Multiple Medications?
• In RAISE-ETP, many patients came to the program 

taking medications without a clear history of an 
indication for some of the medications

• You need to carefully evaluate the indications for 
all prescribed medications

• For medications without a clear indication, your 
patient and you need to evaluate the potential 
benefits and risk of discontinuing these 
medications without clear indications



What If a Patient Does Not 
Respond To An Adequate Trial of a 

First-Line Antipsychotic?
• You can try another first-line antipsychotic or

• You can try a second-line antipsychotic, i.e. 
antipsychotics with first episode data but issues that 
removed them from first-line status

– chlorpromazine, haloperidol, olanzapine



What If a Patient Does Not 
Respond To An Adequate Trial of a 

First-Line Antipsychotic?
• If a long acting formulation has not been used, 

consider again using a long acting formulation to rule 
out non-adherence as a cause of lack of response

• Meta-analyses with multi-episode patients suggest 
that risperidone and olanzapine may have the most 
symptom efficacy among antipsychotics other than 
clozapine



Clozapine

• Clozapine should be considered for patients who 
have persistent positive symptoms after trials of two 
antipsychotics
– Clozapine should be considered at earlier 

treatment stages for patents with persistent 
suicidal ideation

• There are no data available specific for first episode 
patients with persistent positive symptoms after an 
adequate trial of clozapine  
– Clinicians should base their decisions for these patients on 

data from studies of patients with treatment-resistant 
schizophrenia 



NAVIGATE Antipsychotic Prescriptions 
Over the 2 Year ETP Trial

Medication % of All Antipsychotic    

Prescriptions

Oral First-Line Antipsychotics aripiprazole 22.8%

quetiapine 8.3%

risperidone/paliperidone 20.2%

ziprasidone 4.7%

Oral Not First-Line Agents olanzapine 11.9%

clozapine 4.7%

Any Long Acting Formulation 17.9%

Paliperidone palmitate 10.2%



Side Effect Management

• Dose reduction is the first line treatment if this is 
clinically possible

– The fact that low doses are effective with first 
episode patients makes this often a feasible 
option

• If dose reduction is not possible, consider the relative 
risks and benefits of switching antipsychotics versus 
adding side effect medications



Recommended Laboratory Testing 
Schedule

• Testing depends upon the patient’s medical status

• For patients without a known medical issue, standard 
lab testing (lipid and glucose metabolism measures 
at a minimum) occurs when starting a new 
antipsychotic; 3 months after starting the 
antipsychotic and then annually for patients with no 
identified abnormalities. This schedule is modified 
(either in frequency or tests needed) if patients 
develop abnormalities  



Treatment
Depressive Symptoms

• Depressive symptoms very commonly co-occur 
with a first episode of schizophrenia.   

• Depressive symptoms may be a core part of the 
acute illness.  These symptoms usually resolve 
with antipsychotic monotherapy as the psychosis 
remits (see Koreen et al; Am J Psychiatry 1993; 
150:1643-1648)  



Treatment
Depressive Symptoms

• Guidelines for when to initiate adjunctive 
antidepressant treatment with first episode patients 
are not available 

• Since most depressive symptoms will remit with 
antipsychotic treatment alone, prescription of 
adjunctive antidepressants for all first episode patients 
with depressive symptoms is not warranted 

• Given what is known about antipsychotic treatment 
with first episode patients (effective dose ranges are 
low in comparison with those for multi-episode 
patients; marked side effect sensitivity), consideration 
of using slow titration and low to moderate 
antidepressant doses is reasonable in the absence of 
data



Suicide Assessment and Prevention

• The first years of schizophrenia are a time of risk for 
suicide attempts 

• Make sure to look for signs of hopelessness, 
resignation, or ruminations about falling behind 
peers or own family expectations

• Make sure to inquire about suicidal thinking or 
behaviors

– Again, family members can be a good source of 
information



Overall 
Advice—

ALWAYS BE 
WATCHFUL

Carefully 
Monitor for 
Symptoms, 
Side Effects 

and 
Adherence



Medication Selection and 
Prescription  Summary #1

• Use the patient self ratings and clinician ratings to 
get all the information needed to make the best 
decisions within a shared decision making process

• Aim for symptom remission, not just 
improvement

• Choose an antipsychotic with a favorable side 
effect profile and give for 2 to 4 months, either as 
an oral or a long acting formulation



Medication Selection and 
Prescription  Summary #2

• Use doses around half of what is used with multi-
episode schizophrenia

• Monitor side effects closely—you will see high 
rates of side effects

• Monitor closely for medical co-morbidities

• If two different antispychotics do not work, use 
clozapine

• Prepare for non-adherence



Thank you for 
being willing to 
learn about 
something that 
maybe new to 
you and for your 
attention to this 
presentation


