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I. POLICY 
The Medication Treatment Algorithms use an evidence-based approach and incorporate the latest 
findings in the pharmacological treatment of schizophrenia spectrum disorders, major depression, 
and bipolar disorders. 

Psychiatrists shall follow the most recent version of the Mental Health Division Medication 
Treatment Algorithms when prescribing medication for adults diagnosed with schizophrenia and 
psychotic disorders, major depression, and bipolar disorders. 

II. PROCEDURES 
A. The Division of Mental Health’s Pharmacy and Therapeutics (P&T) Committee creates and 

updates the medication treatment algorithms.  The P&T Committee consists of 
multidisciplinary staff (e.g., physicians, pharmacists, psychologists, social workers, etc.) 
within the Adult System of Care.  

B. Contracted Providers may arrange training by contacting their designated program 
coordinator. 

 
Form References: 
Medication Algorithms   

Related Policies & Procedures State/Federal Codes/Other References IV.  REFERENCES 
N/A N/A 

Name E-mail V.  CONTACTS 
Designated Program Monitor N/A 

VI.  SCOPE Mental Health Staff   
Mental Health Treatment Center
Specific grant/specialty resource 

Adult Contract Providers 
Children’s Contract Providers 
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MEDICATION ALGORITHMS 

Bipolar Disorder, Depressed 
Bipolar Disorder, Manic and Mixed 
Major Depressive Disorder 
Psychotic Disorders  

DIAGNOSTIC CRITERIA 

Hypomanic Episodes 
Major Depressive Episodes 
Manic Episodes 
Schizophrenia 
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Major Depressive Disorder                                                                
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Comments:


1. Maintain the trial of antidepressant for a minimum of 8 weeks, titrating to the maximum recommended dosage. Bupropion immediate- and sustained-release (not XL), fluoxetine, fluvoxamine, mirtazapine, and paroxetine (not CR) are available in generic formulations, and generics may be significantly more cost-effective than  the brands.


2. There may be formulary restrictions in coverage of  antidepressants in MediCal Managed Care Plans and Medicare Prescription Drug Plans (Part D) . Refer to their formulary before prescribing.


3. Mirtazapine may induce significant weight gain in some patients.

Re-evaluate diagnosis and consider another mental disorder (especially bipolar disorder) or a medical condition 







Antidepressant (AD) monotherapy 1,2 : duloxetine, fluoxetine, mirtazapine3, fluvoxamine, paroxetine & paroxetine-CR, citalopram, escitalopram, sertraline 



bupropion-SR /XL, nefazodone, or venlafaxine-XR















Medical conditions



(e.g. hypothyroidism)







 Third trial: switch to an antidepressant 



from a different class 











Switch to a different antidepressant







Other mental disorders vs refractory major depression











Change the augmentating agent, or add a low dose second-generation antipsychotic agent .











Second trial: switch to another antidepressant



not previously tried















Consider ECT











Augment antidepressant with (1) lithium, (2) buspirone, or (3) another antidepressant (e.g., SSRI+bupropion SR/XL or venlafaxine-XR+mirtazapine, etc.).







If another mental disorder, see schizophrenia or bipolar disorder algorithm.











Refer to a primary care physician











See Bipolar Disorder Algorithm







Psychosocial conditions



(e.g., homelessness, lost of loved one, etc.)











Provide psychosocial



intervention
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Diagnostic Criteria for Schizophrenia 
 


A. Characteristic Symptoms:  
Two (or more) of the following, each present for a significant portion of time during a 1-month 
period: 
 


1. Delusions 
2. Hallucinations 
3. Disorganized speech  
4. Grossly disorganized or catatonic behavior 
5. Negative symptoms, i.e., affective flattening, alogia, or avolition 


 
B. Social / Occupational Dysfunction:  


For a significant portion of the time since the onset of the disturbance, one or more major areas of 
functioning such as work, interpersonal relations, or self-care are markedly below the level 
achieved prior to the onset. 
 


C. Duration:  
Continuous signs of the disturbance persist for at least 6 months. This 6-month period must 
include at least 1 month of symptoms that meet Criterion A and may include periods of prodromal 
or residual symptoms.  
 


D. Schizoaffective and Mood Disorder Exclusion:  
Schizoaffective Disorder and Mood Disorder With Psychotic Features have been ruled out 
because either (1) no Major Depressive, Manic, or Mixed Episodes have occurred concurrently 
with the active-phase symptoms; or (2) if mood episodes have occurred during active-phase 
symptoms, their total duration has been brief relative to the duration of the active and residual 
periods. 
 


E. Substance / General Medical Condition Exclusion:  
The disturbance is not due to the direct physiological effects of a substance or a general medical 
condition. 
 


F. Relationship to a Pervasive Developmental Disorder:  
If there is a history of Autistic Disorder or another Pervasive Developmental Disorder, the 
additional diagnosis of Schizophrenia is made only if prominent delusions or hallucinations are 
also present for at least a month. 


 
Schizophrenia Sub-Types 


 
Diagnostic Criteria for 295.30 Paranoid Type:  A type of Schizophrenia in which the following criteria 
are met: 


 
A.  Preoccupation with one or more delusions or frequent auditory hallucinations. 


 
B.  None of the following is prominent: disorganized speech, disorganized or 


catatonic behavior, or flat or inappropriate affect. 
 


Diagnostic Criteria for 295.10 Disorganized Type:  A type of Schizophrenia in which the following 
criteria are met: 


 
A. All of the following are prominent: 
 


1. Disorganized speech 
2. Disorganized behavior 
3. Flat or inappropriate affect 
 


B.  The criteria are not met for Catatonic Type. 
 


Diagnostic Criteria for 295.90 Undifferentiated Type:  A type of Schizophrenia in which symptoms that 
meet Criterion A are present, but the criteria are not met for the Paranoid, Disorganized, or Catatonic 
Type. 
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Manic and Mixed 
 
 


                                                  Bipolar I Disorder, Manic and Mixed1 
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Abbreviations: AAP = Atypical Antipsychotics; ARP = Aripiprazole; CBZ = Carbamazepine; DVP = Divalproex; Li = Lithium; OLZ = Olanzapine;  
OXC = Oxcarbazepine; QTP = Quetiapine; RIS = Risperidone; TAP =  Typical Antipsychotic; ZIP = Ziprasidone 


 DVP or an AAP3 (ARP, OLZ, QTP4, RIS, or 
ZIP5 )  


(monotherapy) 


Switch to another mood stabilizer from above, 
or use CBZ or OXZ 


(monotherapy) 


Use a combination of two mood stabilizers:  
an AAP, CBZ or OXZ, DVP, or Li  


 (but not 2 AAPs)     
 


ECT6 or substitute AAP with 
Clozapine3 


Use a different combination of two mood 
stabilizers from above; may consider using a 


TAP 
( but not 2 AAPs) 


Add an AAP or TAP to the combination  if an 
AAP or TAP is not already used  


Start Lithium2; 
   DVP or an AAP3 ( ARP, OLZ , QTP4, RIS, or ZIP5) if 


cannot use Li 
(monotherapy) 


Comments: 
 
1. Discontinue all antidepressants. 


  
2. Optimize lithium levels to 0.8 -1.2 mEq/L. 
 
3. Olanzapine (Zyprexa) and clozapine (Clozaril) are  


deemed by the Pharmacy and Therapeutics 
Committee to have a higher risk of inducing 
hyperglycemia and weight gain among the atypical 
antipsychotics, followed by quetiapine (Seroquel) and 
risperidone (Risperdal) with intermediate risk, and 
aripiprazole (Abilify) and ziprasidone (Geodon) with a 
lower risk.  


    Note: The atypical antipsychotics are listed 
alphabetically in this algorithm, and not by selective 
preference. 


 
4. Quetiapine dosing: Start with 100 mg/day (50 mg bid) 


and increase by 100 mg/day up to 600-800 mg/day. 
 
5. Ziprasidone dosing: Start with 80 mg/day (40 mg bid)  


and increase to 160 mg/day (80 mg bid) by day 2.  
Instruct patient to take ziprasidone with food to 
enhance bioavailability. 


 
6.  ECT may be indicated at any stage of treatment if the 
    illness becomes life-threatening. 
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Major Depressive Disorder                                                                 
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                 No response                        
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                  Refractory Major  
                                       Depression 
                          
          
     
                 
 
                     
              
          
                            
                               
      
               


        
Comments: 
 
1. Maintain the trial of antidepressant for a minimum of 8 weeks, titrating to the maximum recommended dosage. Bupropion 


immediate- and sustained-release (not XL), fluoxetine, fluvoxamine, mirtazapine, and paroxetine (not CR) are available in generic 
formulations, and generics may be significantly more cost-effective than  the brands. 


2. There may be formulary restrictions in coverage of  antidepressants in MediCal Managed Care Plans and Medicare Prescription 
Drug Plans (Part D) . Refer to their formulary before prescribing.  


3. Mirtazapine may induce significant weight gain in some patients. 
 


Antidepressant (AD) monotherapy 1,2 : 
duloxetine, fluoxetine, mirtazapine3, 


fluvoxamine, paroxetine & paroxetine-CR, 
citalopram, escitalopram, sertraline  
bupropion-SR /XL, nefazodone, or 


venlafaxine-XR 


 Third trial: switch to an antidepressant  
from a different class  


 
Switch to a different antidepressant 


Re-evaluate diagnosis and consider 
another mental disorder (especially 


bipolar disorder) or a medical condition 


 
Second trial: switch to another antidepressant 


not previously tried


 
Augment antidepressant with (1) lithium, (2) 


buspirone, or (3) another antidepressant 
(e.g., SSRI+bupropion SR/XL or venlafaxine-


XR+mirtazapine, etc.). 


 
Change the augmentating agent, or add a 
low dose second-generation antipsychotic 


agent . 


 
 


Consider ECT 


If another mental 
disorder, see 


schizophrenia or 
bipolar disorder 


algorithm. 


 
Refer to a primary 


care physician 


 
See Bipolar 


Disorder Algorithm 


 
Provide 


psychosocial 
intervention 


 
Medical conditions 


(e.g. 
hypothyroidism) 


Psychosocial 
conditions 


(e.g., homelessness, 
lost of loved one, etc.) 


Other mental 
disorders vs 


refractory major 
depression 
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           Schizophrenia and other Psychotic Disorders 


 
                                        
                       
              Non-adherent to medication           


    
                
                                        
             Partial or      no response                  Partial or  no response 
                                             


                      
                                
  


                                                            
                                                    Partial or  no response 


                                                                         
             Partial    response                                      No response   
                              
                            


                                                                              No response                    
 
                               Poor candidate for                Partial or no response 
                                                                                   Clozapine           
                                           


                      Partial response                        
           
                  


                  Good candidate for                                                   
                Clozapine      


                      
                     No further response 
    
                 


                      
                                  


        No further                                          No further 
                response                                            response 


                                       
                                           Partial response 


                   
                           


                            
                                       
                           No further response    
                      
       
                    
                       


Comments: 
 
1. Olanzapine (Zyprexa) and clozapine (Clozaril) are deemed by the Pharmacy and Therapeutics Committee to have a higher risk  of 


inducing hyperglycemia and weight gain among the second-generation antipsychotics, followed by quetiapine (Seroquel) and 
risperidone (Risperdal) with intermediate risk, and aripiprazole (Abilify) and ziprasidone (Geodon) with a lower risk. 


 
2. The recommended trial of an antipsychotic agent is eight to twelve weeks, starting with recommended dosing ranges and titrating 


up to maximum dosages before switching to another agent. 
 
3. For partial-responders after a second trial, clinicians may choose to augment with Depakote or select a third trial of a different 


second-generation antipsychotic. 
                           


4. Prescribing Risperdal Consta for MediCal recipients may require prior authorization.     
 


5. If client becomes adherent to taking oral medications, go to adherent arm of algorithm.                            
     


Haloperidol or Fluphenazine 
decanoate, or Long-acting 


Risperidone (Consta)4 


Start with a trial of a single 
second-generation 


antipsychotic agent1,2 


Second trial of a different 
second-generation 


antipsychotic agent3 


 
Augment with Depakote 


Third trial of  a second-
generation antipsychotic 


 
Clozapine 


 


Augment Clozapine with a first-
generation antipsychotic agent 


or Depakote 


Discontinue Depakote and 
augment with a first-generation 


antipsychotic agent 


 
ECT 


Second trial of  long-acting  
antipsychotic5 


Third trial of long-acting 
antipsychotic5 
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Criteria for Hypomanic Episode 
 


A. A distinct period of persistently elevated, expansive, or irritable mood, lasting 
throughout at least 4 days, that is clearly different from the usual nondepressed 
mood. 


 
B. During the period of mood disturbance, three (or more) of the following 


symptoms have persisted and have been present to a significant degree: 
 


1. Inflated self-esteem or grandiosity 
 
2. Decreased need for sleep  


 
3. More talkative than usual or pressure to keep talking 


 
4. Flight of ideas or subjective experience that thoughts are racing 


 
5. Distractibility (i.e., attention too easily drawn to unimportant or irrelevant 


external stimuli) 
 


6. Increase in goal-directed activity or psychomotor agitation 
 


7. Excessive involvement in pleasurable activities that have a high potential 
for painful consequences (e.g., the person engages in unrestrained buying 
sprees, sexual indiscretions, or foolish business investments)  


 
C. The episode is associated with an unequivocal change in functioning that is 


uncharacteristic of the person when not symptomatic. 
 
D. The disturbance in mood and the change in functioning are observable by others. 


 
E. The episode is not severe enough to cause marked impairment in social or 


occupational functioning, or to necessitate hospitalization, and there are no 
psychotic features. 
 


F. The symptoms are not due to the direct physiological effects of a substance 
or a general medical condition (e.g., hyperthyroidism). 
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Criteria for Major Depressive Episode 
 


A. Five (or more) of the following symptoms have been present during the 
same 2-week period and represent a change from previous functioning; at 
least one of the symptoms is either (1) depressed mood or (2) loss of 
interest or pleasure. 


 
1. Depressed mood most of the day, nearly every day, as indicated by 


either subjective report (e.g., feels sad or empty) or observation 
made by others (e.g., appears tearful).  


 
2. Markedly diminished interest or pleasure in all, or almost all, 


activities most of the day, nearly every day. 
 


3. Significant weight loss when not dieting or weight gain, or decrease 
or increase in appetite nearly every day. 


 
4. Insomnia or hypersomnia nearly every day. 


 
5. Psychomotor agitation or retardation nearly every day. 


 
6. Fatigue or loss of energy nearly every day. 


 
7. Feelings of worthlessness or excessive or inappropriate guilt nearly 


every day. 
 


8. Diminished ability to think or concentrate, or indecisiveness, nearly 
every day. 


 
9. Recurrent thoughts of death, recurrent suicidal ideation without a 


specific plan, or a suicide attempt or a specific plan for committing 
suicide. 


 
B. The symptoms do not meet criteria for a Mixed Episode. 
 
C. The symptoms cause clinically significant distress or impairment in social, 


occupational, or other important areas of functioning. 
 


D. The symptoms are not due to the direct physiological effects of a 
substance (e.g., a drug of abuse, a medication) or a general medical 
condition (e.g., hypothyroidism). 


 
E. The symptoms are not better accounted for by Bereavement, i.e., after the 


loss of a loved one, the symptoms persist for longer than 2 months. 
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Criteria for Manic Episode 
 


A. A distinct period of abnormally and persistently elevated, expansive, or 
irritable mood, lasting at least 1 week. 


 
B. During the period of mood disturbance, three (or more) of the following 


symptoms have persisted and have been present to a significant degree: 
 


1. Inflated self-esteem or grandiosity 
 
2. Decreased need for sleep 


 
3. More talkative than usual or pressure to keep talking 


 
4. Flight of ideas or subjective experience that thoughts are racing 


 
5. Distractibility  


 
6. Increase in goal-directed activity or psychomotor agitation 


 
7. Excessive involvement in pleasurable activities that have a high 


potential for painful consequences (e.g., engaging in unrestrained 
buying sprees, sexual indiscretions, or foolish business 
investments) 


 
C. The symptoms do not meet criteria for a Mixed Episode. 
 
D. The mood disturbance is sufficiently severe to cause marked impairment 


in occupational functioning or in usual social activities or relationships with 
others, or to necessitate hospitalization to prevent harm to self or others, 
or there are psychotic features. 


 
E.  The symptoms are not due to the direct physiological effects of a 


substance (e.g., a drug of abuse, a medication, or other treatment) or a 
general medical condition (e.g., hyperthyroidism). 
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Depressed 
 


                             Bipolar Disorder, Depressed1 
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                 Partial or no      response 


                                                  
                    
               
               
    
                                                         


      
 
                Partial or no     response 
                    
 
 
 
                                                                                                                           
     
 
                                                  
                  Partial or no     response 
 
  
    
 
 
            
                        
           
                   Partial or no     response 
 
 
 
 
 
Abbreviations: AAP = Atypical Antipsychotics; AD = Antidepressant; ARP = Aripiprazole; BUP = Bupropion; CBZ = Carbamazepine; DVP = Divalproex; Li = 
Lithium; LTG = Lamotrigine; OLZ = Olanzapine; OXZ = Oxcarbazepine; QTP = Quetiapine; RIS = Risperidone; SSRI = Selective Serotonin Reuptake Inhibitor; 
TCA = Tricyclic Antidepressants; ZIP = Ziprasidone 


  


 
Start LTG 3,4  


 
(monotherapy) 


Optimize dosing of 
mood stabilizer (e.g., 


increase serum 
lithium levels to 
0.8 –1.2 mEq/L) 


Add QTP or LTG and 
use  two mood 


stabilizers, with one of 
these agents in the 


combination 
(but not 2 AAPs)


 
Not taking mood 


stabilizer 


Bipolar I,  
depressed 


 
Taking mood 


stabilizer 


Start a mood 
stabilizer: AAP2 


(ARP, OLZ, QTP, 
RIS, or ZIP), CBZ or 


OXZ, DVP, or Li 
(monotherapy)


 
 


Add LTG 3,4 


Add an SSRI or BUP to 
the above combination 


of mood stabilizers  


Substitute AD in the 
combination with 


another SSRI or BUP, 
or switch to a TCA 


 
ECT 


Bipolar II, 
depressed 


 
History of 


Hypomania  


Bipolar I, 
depressed  


 
History of 


mania


Comments: 
1. At the outset, evaluate thyroid function (e.g., TSH level) if 


this was not recently done. 
 
2. Olanzapine (Zyprexa) and clozapine (Clozaril) are  deemed 


by the Pharmacy and Therapeutics Committee to have a 
higher risk of inducing hyperglycemia and weight gain 
among the atypical antipsychotics, followed by quetiapine 
(Seroquel) and risperidone (Risperdal) with intermediate 
risk, and aripiprazole (Abilify) and ziprasidone (Geodon) 
with a lower risk.  


     Note: The atypical antipsychotics are listed alphabetically 
in this algorithm, and not by selective preference. 


 
3. LTG dosing for the patient not taking valproate: 


Weeks 1 and 2 = 25 mg daily; Week 3 and 4 =  50 mg 
daily; Week 5 = 100 mg daily; Week 6 and thereafter = 200 
mg daily. Patients who are also taking carbamazepine, 
phenytoin, phenobarbital, primidone, or rifampin may 
require higher doses of LTG due to increase clearance of 
LTG. 
 
LTG dosing for the patient also taking valproate: Week 1 
and 2= 25 mg every other day; Week 3 and 4 = 25 mg 
daily; Week 5 = 50 mg daily; Week 6 and thereafter = 100 
mg daily. 


 
4. LTG should not be abruptly discontinued. A step-reduction 


of dose over at least 2 weeks, decreasing approximately 
50% per week,  is the recommended discontinuation 
strategy. 





