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Asenapine (Saphris) 
 

Disclaimer 

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for 
utilization management decisions. Clinical guidelines are applicable according to policy and plan type. 
The Plan may delegate utilization management decisions of certain services to third parties who may 
develop and adopt their own clinical criteria.  
 
Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well 
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the 
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local 
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy 
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact 
the Plan to confirm coverage. 

 

 

Summary 

Asenapine (Saphris) is a second generation antipsychotic, also referred to as an atypical antipsychotic. It 

is FDA-approved for the treatment of: 

1.​ Schizophrenia in adults. 

2.​ Bipolar I disorder in those 10 years of age and older: 

a.​ Acute monotherapy treatment of manic or mixed episodes, in adults and pediatric 

individuals 10 to 17 years of age 

b.​ Adjunctive treatment to lithium or valproate in adults 

c.​ Maintenance monotherapy treatment in adults 

 

Bipolar disorder, schizophrenia, and other serious mental health conditions require comprehensive 

treatment approaches. Treatment plans usually include both medication and non-medication 

approaches. Medicines, such as asenapine (Saphris), are often a part of treatment. Other medications in 

the group of second generation antipsychotics include, but are not limited to aripiprazole (Abilify), 

olanzapine (Zyprexa), quetiapine (Seroquel), risperidone (Risperidal), and ziprasidone (Geodon). 

Tolerance and response to antipsychotic agents vary, and patients who do not tolerate or respond to a 

specific agent may be treated with a different agent and expect a different response or adverse effect(s). 

The choice of an antipsychotic agent depends on a multitude of factors, including but not limited to 
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response (or lack thereof) to previously used medications, safety and tolerability of each agent, and 

patient-specific considerations.  

Definitions 

“Bipolar disorder” is a mental health condition which includes episodes of emotional highs (mania) and 

lows (depression). It may cause extreme changes in behavior and mood, such as feeling much happier or 

sadder than normal. 

 

"Postpartum Psychosis" is a rare but serious mental health emergency characterized by sudden onset of 

psychotic symptoms shortly after childbirth. It is often characterized by acute onset of delusions, 

disorganized thoughts, hallucinations, and/or agitation. While it may occur as a manifestation of bipolar 

disorder, it can also present in patients without prior psychiatric history. Early recognition and treatment 

is critical due to risks to both mother and infant. 

 

“Schizophrenia” is a psychiatric disorder involving chronic or recurrent psychosis and is commonly 

associated with impairments in social and occupational functioning.  

 

“Schizoaffective disorder (ScAD)” is a mental health condition which has both psychotic symptoms and 

mood (affective) disorder symptoms. People with ScAD may have symptoms of depression (e.g., feeling 

sad, empty) or mania (e.g., raised mood, feel powerful and can do anything). 

 

 

Clinical Indications 

The Plan considers asenapine (Saphris) medically necessary when ALL the following criteria are met for 

the applicable indication listed below: 

 

Medical Necessity Criteria for Initial Authorization 

Bipolar Disorder:  

1.​ The requested medication is prescribed by or in consultation with a psychiatrist; AND 

2.​ The member is 10 years of age or older; AND 

3.​ The member has a diagnosis of bipolar disorder; AND 
4.​ The member is unable to use or has tried and failed at least a one-month trial to ONE (1) of the 

following:  

a.​ Aripiprazole (Abilify); and/or 

b.​ Lurasidone (Latuda); and/or 

c.​ Olanzapine (Zyprexa); and/or 

d.​ Risperidone (Risperdal); and/or 

e.​ Paliperidone (Invega); and/or 

f.​ Quetiapine (Seroquel); and/or 

g.​ Ziprasidone (Geodon); AND 
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Postpartum Psychosis: 

1.​ The requested medication is prescribed by or in consultation with a psychiatrist; AND 

2.​ The member has postpartum psychosis as evidenced by ONE (1) of the following: 

a.​ New onset psychotic symptoms (e.g., delusions, disorganized thoughts, hallucinations, 

agitation, bizarre behavior) in the postpartum period; or 

b.​ Bipolar disorder with postpartum psychotic features (e.g., delusions, disorganized 

thoughts, hallucinations, agitation, bizarre behavior); or 

c.​ Primary mental disorder with psychotic symptoms during the peripartum period.  
 

Schizophrenia:  

1.​ The requested medication is prescribed by or in consultation with a psychiatrist; AND 

2.​ The member is 18 years of age or older; AND 

3.​ The member has a diagnosis of schizophrenia; AND 

4.​ The member is unable to use or has tried and failed at least a one-month trial to TWO (2) of the 

following:  

a.​ Aripiprazole (Abilify); and/or 

b.​ Lurasidone (Latuda); and/or 

c.​ Olanzapine (Zyprexa); and/or 

d.​ Risperidone (Risperdal); and/or 

e.​ Paliperidone (Invega); and/or 

f.​ Quetiapine (Seroquel); and/or 

g.​ Ziprasidone (Geodon); AND 

 

Schizoaffective Disorder:  

1.​ The requested medication is prescribed by or in consultation with a psychiatrist; AND 

2.​ The member is 18 years of age or older; AND 

3.​ The member has a diagnosis of schizoaffective disorder; AND 

4.​ The member is unable to use or has tried and failed at least a one-month trial to BOTH of the 

following:  

a.​ Paliperidone; and 

b.​ ONE (1) of the following: 

i.​ Aripiprazole (Abilify); or 

ii.​ Lurasidone (Latuda); or 

iii.​ Olanzapine (Zyprexa); or 

iv.​ Risperidone (Risperdal); or 

v.​ Quetiapine (Seroquel); or 

vi.​ Ziprasidone (Geodone); AND 

 

If the above prior authorization criteria are met for the applicable indication, asenapine (Saphris) will be 

approved for up to a lifetime. 
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Agitation/Aggression associated with psychiatric disorders, substance intoxication, or other organic 

causes 

1.​ The requested medication is prescribed by or in consultation with a psychiatrist; AND 

2.​ The member is 18 years of age or older; AND 

3.​ The member has severe agitation/aggression requiring pharmacotherapy associated with ONE 

(1) of the following: 

a.​ Psychiatric disorder (e.g. bipolar disorder, schizophrenia); or 

b.​ Substance intoxication; or 

c.​ Other organic causes (e.g., central nervous system diseases including Parkinson’s, 

Alzheimer’s, other dementias, encephalitis, meningitis, or brain trauma); AND 

4.​ The member has not responded to less invasive management strategies, such as verbal 

de-escalation; AND 

5.​ The member is characterized by ONE (1) of the following: 

a.​ The member is unable to use or has tried and failed first-line immediate-acting 

intramuscular (e.g., aripiprazole IM, lorazepam IM, olanzapine IM, ziprasidone IM) or 

inhaled medications (e.g., loxapine inhaled); or 

b.​ The member exhibits milder symptoms and is willing to take oral medication; AND 

6.​ The requested dose is within FDA approved labeling or generally accepted guidelines (i.e., 10 

mg as a single dose); AND 

7.​ Chart documentation is provided detailing the symptoms and management that support the 

criteria above. 

 

If the above prior authorization criteria are met for the applicable indication, asenapine (Saphris) will be 

approved for up to 7-days.  

 

 

Medical Necessity Criteria for Reauthorization 
 

Agitation/Aggression associated with psychiatric disorders, substance intoxication, or other organic 

causes 

Reauthorization for up to 14-days will be granted if there is documentation indicating that the member’s 

symptoms have responded (i.e., improvement in agitation/aggression symptoms) but aggressive 

behavior is not yet fully resolved or controlled. 
 

 

Experimental or Investigational / Not Medically Necessary 

Asenapine (Saphris) for any other indication is considered not medically necessary by the Plan, as it is 

deemed to be experimental, investigational, or unproven.  

 

 

4 



 
 

References 

1.​ Arnold MJ. Management of Bipolar Disorder: Guidelines From the VA/DoD. Am Fam Physician. 
2024 Jun;109(6):585-587. PMID: 38905567. 

2.​ Arnold MJ. Management of First-Episode Psychosis and Schizophrenia: Guidelines From the 
VA/DoD. Am Fam Physician. 2024 May;109(5):482-483.  

3.​ Azorin JM, Sapin C, Weiller E. Effect of asenapine on manic and depressive symptoms in bipolar 
I patients with mixed episodes: results from post hoc analyses. J Affect Disord 2013; 145:62. 

4.​ Citrome L, Weiden PJ, McEvoy JP, et al. Effectiveness of lurasidone in schizophrenia or 
schizoaffective patients switched from other antipsychotics: a 6-month, open-label, extension 
study. CNS Spectr. 2014;19(4):330-339.  

5.​ Findling RL, Landbloom RL, Mackle M, et al. Long-term Safety of Asenapine in Pediatric Patients 
Diagnosed With Bipolar I Disorder: A 50-Week Open-Label, Flexible-Dose Trial. Paediatr Drugs. 
2016 Oct;18(5):367-78. doi: 10.1007/s40272-016-0184-2.  

6.​ Findling RL, Landbloom RL, Szegedi A, et al. Asenapine for the Acute Treatment of Pediatric 
Manic or Mixed Episode of Bipolar I Disorder. J Am Acad Child Adolesc Psychiatry. 2015 
Dec;54(12):1032-41. doi: 10.1016/j.jaac.2015.09.007. Epub 2015 Oct 24.  

7.​ Garriga M, Pacchiarotti I, Kasper S,  et al.Assessment and management of agitation in psychiatry: 
Expert consensus, The World Journal of Biological Psychiatry, 17:2, 86-128, DOI: 
10.3109/15622975.2015.1132007 

8.​ Hasan A, Falkai P, Wobrock T, et al; World Federation of Societies of Biological Psychiatry 
(WFSBP) Task Force on Treatment Guidelines for Schizophrenia. World Federation of Societies of 
Biological Psychiatry (WFSBP) Guidelines for Biological Treatment of Schizophrenia, part 1: 
update 2012 on the acute treatment of schizophrenia and the management of treatment 
resistance. World J Biol Psychiatry. 2012;13(5):318-378. doi:10.3109/15622975.2012.696143 

9.​ Inoue Y, Suzuki H, Hibino H, et al. Continuation rate for asenapine and brexpiprazole treatment 
in patients with schizophrenia. Brain Behav. 2021;11(5):e02109. doi:10.1002/brb3.2109 

10.​Kane JM, Cohen M, Zhao J, Alphs L, Panagides J. Efficacy and safety of asenapine in a placebo- 
and haloperidol-controlled trial in patients with acute exacerbation of schizophrenia. J Clin 
Psychopharmacol. 2010 Apr;30(2):106-15. doi: 10.1097/JCP.0b013e3181d35d6b.  

11.​Keepers GA, Fochtmann LJ, Anzia JM, et al. The American Psychiatric Association practice 
guideline for the treatment of patients with schizophrenia. Am J Psychiatry. 2020;177(9):868-872. 
doi:10.1176/appi.ajp.2020.177901 

12.​Ketter TA, Durgam S, Landbloom R, Mackle M, Wu X, Mathews M. Long-term safety and 
tolerability of asenapine: A double-blind, uncontrolled, long-term extension trial in adults with an 
acute manic or mixed episode associated with bipolar I disorder. J Affect Disord. 2017 Jan 
1;207:384-392. doi: 10.1016/j.jad.2016.09.037. Epub 2016 Oct 15.  

13.​Landbloom RL, Mackle M, Wu X, et al. Asenapine: Efficacy and safety of 5 and 10mg bid in a 
3-week, randomized, double-blind, placebo-controlled trial in adults with a manic or mixed 
episode associated with bipolar I disorder. J Affect Disord. 2016 Jan 15;190:103-110. doi: 
10.1016/j.jad.2015.06.059. Epub 2015 Sep 25.  

14.​Landbloom R, Mackle M, Wu X, et al. Asenapine for the treatment of adults with an acute 
exacerbation of schizophrenia: results from a randomized, double-blind, fixed-dose, 
placebo-controlled trial with olanzapine as an active control. CNS Spectr. 2017 
Aug;22(4):333-341. doi: 10.1017/S1092852916000377. Epub 2016 Nov 8.  

15.​McIntyre RS, Cohen M, Zhao J, Alphs L, Macek TA, Panagides J. Asenapine for long-term 
treatment of bipolar disorder: a double-blind 40-week extension study. J Affect Disord. 2010 
Nov;126(3):358-65. doi: 10.1016/j.jad.2010.04.005.  

16.​McIntyre RS, Cohen M, Zhao J, Alphs L, Macek TA, Panagides J. Asenapine versus olanzapine in 
acute mania: a double-blind extension study. Bipolar Disord. 2009 Dec;11(8):815-26. doi: 
10.1111/j.1399-5618.2009.00749.x. Epub 2009 Oct 14. Erratum in: Bipolar Disord. 2010 
Feb;12(1):112.  

17.​Miller JN, Black DW.  Schizoaffective disorder: a review. Ann Clin Psychiatry. 2019; 31(1):47-53.   

5 



 
 

18.​Muñoz-Negro JE, Cuadrado L, Cervilla JA. Current Evidences on Psychopharmacology of 
Schizoaffective Disorder. Actas Esp Psiquiatr. 2019; 47(5):190-201.  

19.​National Collaborating Centre for Mental Health (UK). Bipolar disorder: The NICE guideline on 
the assessment and management of bipolar disorder in adults, children and young people in 
primary and secondary care. London, England: The British Psychological Society and The Royal 
College of Psychiatrists; September 2014. https://www.nice.org.uk/guidance/CG72. 

20.​Post RM. Bipolar disorder in adults: Choosing maintenance treatment. Post TW, ed. UpToDate. 
Waltham, MA: UpToDate Inc. http://www.uptodate.com. Accessed June 29. 2022. 

21.​Potkin SG, Phiri P, Szegedi A, Zhao J, Alphs L, Cazorla P. Long-term effects of asenapine or 
olanzapine in patients with persistent negative symptoms of schizophrenia: a pooled analysis. 
Schizophr Res. 2013 Nov;150(2-3):442-9. doi: 10.1016/j.schres.2013.08.024. Epub 2013 Sep 26.  

22.​Pratts M, Citrome L, Grant W, Leso L, Opler LA. A single-dose, randomized, double-blind, 
placebo-controlled trial of sublingual asenapine for acute agitation. Acta Psychiatr Scand. 
2014;130(1):61-68. doi:10.1111/acps.12262 

23.​Reus VI, Fochtmann LJ, Eyler AE, et al. The American Psychiatric Association practice guideline 
on the use of antipsychotics to treat agitation or psychosis in patients with dementia. Am J 
Psychiatry. 2016;173(5):543-546. doi:10.1176/appi.ajp.2015.173501. 

24.​Rosenlicht N. Mood Stabilizers: What You Don’t Know Can Hurt Them. The Carlat Psychiatry 
Report, October 2020. Volume 18, Issue 10. 

25.​Saphris (asenapine) [prescribing information]. North Chicago, IL: AbbVie Inc; January 2025. 
26.​Saphris (asenapine) [prescribing information]. Madison, NJ: Allergan USA Inc; October 2021. 
27.​Schoemaker J, Naber D, Vrijland P, Panagides J, Emsley R. Long-term assessment of Asenapine 

vs. Olanzapine in patients with schizophrenia or schizoaffective disorder. Pharmacopsychiatry. 
2010 Jun;43(4):138-46. doi: 10.1055/s-0030-1248313. Epub 2010 Mar 4. Erratum in: 
Pharmacopsychiatry. 2011 Nov;44(7):343.  

28.​Schoemaker J, Stet L, Vrijland P, Naber D, Panagides J, Emsley R. Long-term efficacy and safety 
of asenapine or olanzapine in patients with schizophrenia or schizoaffective disorder: an 
extension study. Pharmacopsychiatry. 2012 Jul;45(5):196-203. doi: 10.1055/s-0031-1301310. 
Epub 2012 Mar 27.  

29.​Stroup TS, Marder S. Schizophrenia in adults: maintenance therapy and side effect management. 
Post TW, ed. UpToDate. Waltham, MA: UpToDate Inc. http://www.uptodate.com. Accessed June 
28, 2022. 

30.​Swetlik C, Cohen LS, Kobylski LA, Sojka ET, Killenberg PC, Freeman MP, Viguera AC. Effects of 
Prenatal Exposure to Second-Generation Antipsychotics on Development and Behavior Among 
Preschool-Aged Children: Preliminary Results From the National Pregnancy Registry for 
Psychiatric Medications. J Clin Psychiatry. 2024 Mar 13;85(1):23m14965. doi: 
10.4088/JCP.23m14965. PMID: 38488388. 

31.​Szegedi A, Calabrese JR, Stet L, et al. Asenapine as adjunctive treatment for acute mania 
associated with bipolar disorder: results of a 12-week core study and 40-week extension. J Clin 
Psychopharmacol. 2012 Feb;32(1):46-55. doi: 10.1097/JCP.0b013e31823f872f.  

32.​Szegedi A, Durgam S, Mackle M, et al. Randomized, Double-Blind, Placebo-Controlled Trial of 
Asenapine Maintenance Therapy in Adults With an Acute Manic or Mixed Episode Associated 
With Bipolar I Disorder. Am J Psychiatry. 2018 Jan 1;175(1):71-79. doi: 
10.1176/appi.ajp.2017.16040419. Epub 2017 Sep 26.  

33.​Treatment and Management of Mental Health Conditions During Pregnancy and Postpartum: 
ACOG Clinical Practice Guideline No. 5. Obstet Gynecol. 2023 Jun 1;141(6):1262-1288. doi: 
10.1097/AOG.0000000000005202. PMID: 37486661. 

34.​Wilson MP, Pepper D, Currier GW, Holloman GH Jr, Feifel D. The psychopharmacology of 
agitation: consensus statement of the american association for emergency psychiatry project 
Beta psychopharmacology workgroup. West J Emerg Med. 2012 Feb;13(1):26-34. doi: 
10.5811/westjem.2011.9.6866.  

35.​World Federation of Societies of Biological Psychiatry; Ihl R, Frölich L, Winblad B, et al. World 
Federation of Societies of Biological Psychiatry (WFSBP) guidelines for the biological treatment 

6 



 
 

of Alzheimer's disease and other dementias. World J Biol Psychiatry. 2011;12(1):2-32. 
doi:10.3109/15622975.2010.538083 

36.​Yatham LN, Kennedy SH, Parikh SV, et al. Canadian Network for Mood and Anxiety Treatments 
(CANMAT) and International Society for Bipolar Disorders (ISBD) 2018 guidelines for the 
management of patients with bipolar disorder. Bipolar Disord. 2018;20(2):97-170. 
doi:10.1111/bdi.12609 

 
 
Clinical Guideline Revision / History Information 

Original Date:  11/05/2020                    

Reviewed/Revised: 10/14/2021, 12/01/2021, 9/15/2022, 9/21/2023, 12/19/2024, 12/01/2025 

 

7 


	Summary 
	Definitions 
	Clinical Indications 
	Medical Necessity Criteria for Initial Authorization 
	Medical Necessity Criteria for Reauthorization 
	Experimental or Investigational / Not Medically Necessary 
	References 
	Clinical Guideline Revision / History Information 

