PRIOR AUTHORIZATION CRITERIA

BRAND NAME
(generic)
AKLIEF
(trifarotene cream)
Status: CVS Caremark Criteria Med D
Type: Initial Prior Authorization Ref # 3363-A

EDA-APPROVED INDICATIONS
Aklief Cream is a retinoid indicated for the topical treatment of acne vulgaris in patients 9 years of age and older.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The requested drug is being prescribed for acne vulgaris in a patient 9 years of age or older

RATIONALE

These criteria meet the Medicare Part D definition of a medically accepted indication. This definition includes uses which
are approved by the FDA or supported by a citation included, or approved for inclusion, in one of the Medicare approved
compendia.

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Aklief Cream is a retinoid indicated for the topical
treatment of acne vulgaris in patients 9 years of age and older.

REFERENCES

1. Aklief cream [package insert]. Fort Worth, TX: Galderma Laboratories, LP; October 2019.

2. Lexicomp Online, Lexi-Drugs Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.
http://online.lexi.com/. Accessed October 2019.

3. Micromedex (electronic version). Truven Health Analytics, Greenwood Village, Colorado, USA.
http://www.micromedexsolutions.com/. Accessed October 2019.

Written by: UM Development (RP)

Date Written: 10/2019

Revised:

Reviewed: Medical Affairs (AN) 10/2019

External Review: 12/2019

CRITERIA FOR APPROVAL

1 Is the requested drug being prescribed for acne vulgaris in a patient 9 years of age or Yes No
older?
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Guidelines for Approval

Duration of Approval 12 Months

Set 1
Yes to question(s) No to question(s)
1 None
Mapping Instructions
Yes No
1. Approve, 12 months Deny
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PRIOR AUTHORIZATION CRITERIA

DRUG CLASS ATYPICAL ANTIPSYCHOTICS
BRAND NAME
(generic)
SECUADO
(asenapine transdermal)
Status: CVS Caremark Criteria Med D
Type: Initial Prior Authorization Ref # 3488-A

EDA-APPROVED INDICATIONS
Secuado is indicated for the treatment of adults with schizophrenia.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The requested drug is being prescribed for the treatment of an adult with schizophrenia
AND
e The patient experienced an inadequate treatment response, intolerance, or contraindication to one of the
following: A) aripiprazole, B) lurasidone, C) olanzapine, D) paliperidone, E) quetiapine, F) risperidone, G)
ziprasidone

RATIONALE

These criteria meet the Medicare Part D definition of a medically accepted indication. This definition includes uses which
are approved by the FDA or supported by a citation included, or approved for inclusion, in one of the Medicare approved
compendia.

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Secuado is indicated for the treatment of adults
with schizophrenia.

The American Psychiatric Association (APA) considers certain atypical (second-generation) antipsychotic agents (e.g.,
aripiprazole, olanzapine, quetiapine, risperidone, ziprasidone) first-line drugs for the management of the acute phase of
schizophrenia (including first psychotic episodes), principally because of the decreased risk of adverse extrapyramidal
effects and tardive dyskinesia, with the understanding that the relative advantages, disadvantages, and cost-effectiveness
of conventional and atypical antipsychotic agents remain controversial. The APA states, with the possible exception of
clozapine for the management of treatment-resistant symptoms, there currently is no definitive evidence that one atypical
antipsychotic agent will have superior efficacy compared with another agent in the class, although meaningful differences
in response may be observed in individual patients. Patient response and tolerance to antipsychotic agents are variable,
and patients who do not respond to or tolerate one drug may be successfully treated with an agent from a different class
or with a different adverse effect profile.

Therefore, if the patient had an inadequate treatment response, intolerance, or a contraindication to one of the following:
aripiprazole, lurasidone (Latuda), olanzapine, paliperidone, quetiapine, risperidone, or ziprasidone, the requested drug
should be approved.
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REFERENCES

1. Secuado [package insert]. Miami, Florida: Noven Therapeutics, LLC,; October 2019

2. Lexicomp Online, AHFS DI (Adult and Pediatric) Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.
http://online.lexi.com/. Accessed January 2020.

3. Micromedex (electronic version). Truven Health Analytics, Greenwood Village, Colorado, USA.
http://www.micromedexsolutions.com/. Accessed January 2020.

4. American Psychiatric Association. Practice guideline for the treatment of patients with schizophrenia. Am J Psychiatry.
2004; 161: (Suppl) 1-56. Available at:
https://psychiatryonline.org/pb/assets/raw/sitewide/practice_guidelines/guidelines/schizophrenia.pdf. Accessed
January 2020.

Written by: UM Development (ME)

Date Written: 01/2020

Revised:

Reviewed: Medical Affairs (MMF) 01/2020
External Review: 01/2020

CRITERIA FOR APPROVAL

1 Is the requested drug being prescribed for the treatment of an adult with schizophrenia? Yes No

2 Has the patient experienced an inadequate treatment response, intolerance, or Yes No
contraindication to one of the following: A) aripiprazole, B) lurasidone, C) olanzapine, D)
paliperidone, E) quetiapine, F) risperidone, G) ziprasidone?

Guidelines for Approval

Duration of Approval 12 Months

Set 1
Yes to question(s) No to question(s)
1 None
2
Mapping Instructions
Yes No

1. | Goto 2 Deny

2. | Approve, 12 months Deny
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PRIOR AUTHORIZATION CRITERIA

BRAND NAME
(generic)
SYMLIN
(pramlintide acetate)
SYMLINPEN
(pramlintide acetate)
Status: CVS Caremark Criteria Med D
Type: Initial Prior Authorization Ref # 1461-A

FDA-APPROVED INDICATIONS
Symlin/SymlinPen are indicated as an adjunctive treatment in patients with type 1 or type 2 diabetes who use mealtime
insulin therapy and who have failed to achieve desired glucose control despite optimal insulin therapy.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The patient has a diagnosis of diabetes mellitus
AND
e The patient has failed to achieve desired glucose control despite receiving optimal insulin therapy, including
mealtime insulin

RATIONALE

These criteria meet the Medicare Part D definition of a medically accepted indication. This definition includes uses which
are approved by the FDA or supported by a citation included, or approved for inclusion, in one of the Medicare approved
compendia.

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Symlin/SymlinPen are indicated as an adjunctive
treatment in patients with type 1 or type 2 diabetes who use mealtime insulin therapy and who have failed to achieve
desired glucose control despite optimal insulin therapy.*

REFERENCES

1. Symlin/SymlinPen [package insert]. San Diego, CA: Amylin Pharmaceuticals, Inc.; April 2016.

2. Lexicomp Online, AHFS DI (Adult and Pediatric) Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.
http://online.lexi.com/. Accessed July 2018.

3. Micromedex (electronic version). Truven Health Analytics, Greenwood Village, Colorado, USA.
http://www.micromedexsolutions.com/. Accessed July 2018.

4. Standards of Medical Care in Diabetes-2018: American Diabetes Association (ADA). Diabetes Care January
2018;41(Supplementl).

5. Garber AJ, et al. AACE/ACE Comprehensive Diabetes Management Algorithm 2018, Endocr Pract. 2018; 24 (No 1).

6. Handelsman Y, Bloomgarden ZT, Grunberger G, et al. American Association of Clinical Endocrinologists and
American College of Endocrinology — Clinical Practice Guidelines for developing a diabetes mellitus comprehensive
care plan. Endocr Pract. 2015;21(Suppl 1):1-87.
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Written by: UM Development (JG)

Date Written: 07/2005

Revised: (MG) 08/2006; (NB) 08/2007; (MS) 07/2008; (NB) 08/2009; (SE) 08/2010, 08/2011; (CY) 08/2012; (PL) 10/2012 (created MDC-2
due to extended commercial duration); (MS) 07/2013, 07/2014, (SE) 04/2015 (CMS Mandated Change), (LN) 05/2015 (added
denial reasons); (MS) 07/2015, 10/2015 (changes from external review), (SE) 06/2016 (created separate Med D), 06/2016 (editorial
changes for readability); (KM) 07/2016 (no clinical changes); (SF) 02/2017; (DS) 07/2017; (RP) 07/2018 (no clinical changes)

Reviewed: Medical Affairs 07/2005, 08/2006, 08/2007; (WF) 07/2008, 08/2009; (KP) 08/2010, 08/2011; (LB) 08/2012; (DC) 07/2013,

(SS) 07/2014, (DHR) 04/2015; (KU) 07/2015; (AD) 10/2015; (MC) 03/2017; (ME) 07/2017
External Review: 12/2006, 02/2008, 12/2008, 12/2009, 12/2010, 12/2011, 10/2012, 10/2013, 10/2014, 10/2015, 10/2016, 04/2017,

10/2017, 10/2018

CRITERIA FOR APPROVAL

1 Does the patient have a diagnosis of diabetes mellitus? Yes No

2 Has the patient failed to achieve desired glucose control despite receiving optimal insulin Yes No

therapy, including mealtime insulin?

Guidelines for Approval

Duration of Approval | 12 Months
Setl
Yes to question(s) No to question(s)
1 None
2
Mapping Instructions
Yes No
1. | Goto2 Deny
2. | Approve, 12 months Deny
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PRIOR AUTHORIZATION CRITERIA

DRUG CLASS GLP-1 AGONIST
BRAND NAME
(generic)
VICTOZA
(liraglutide)
Status: CVS Caremark Criteria Med D
Type: Initial Prior Authorization Ref # 1476-A

FDA-APPROVED INDICATIONS
Victoza is indicated:
e as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus.
e toreduce the risk of major adverse cardiovascular events (cardiovascular death, non-fatal myocardial infarction,
or non-fatal stroke) in adults with type 2 diabetes mellitus and established cardiovascular disease.

Important Limitations of Use
e Victoza is not a substitute for insulin. Victoza should not be used in patients with type 1 diabetes mellitus or for the
treatment of diabetic ketoacidosis, as it would not be effective in these settings.
e The concurrent use of Victoza and prandial insulin has not been studied.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The patient has been receiving GLP-1 (glucagon-like peptide 1) Agonist therapy for at least 3 months
AND
e The patient has any of the following: A) demonstrated a reduction in Alc (hemoglobin Alc) since starting GLP-1
(glucagon-like peptide 1) Agonist therapy, B) established cardiovascular disease

OR
e The patient has a diagnosis of type 2 diabetes mellitus
AND
0 The patient established cardiovascular disease
OR
0 The patient has experienced an inadequate treatment response, intolerance or contraindication to
metformin
OR
0 The patient requires combination therapy AND has an Alc (hemoglobin Alc) of 7 percent or
greater
RATIONALE

These criteria meet the Medicare Part D definition of a medically accepted indication. This definition includes uses which
are approved by the FDA or supported by a citation included, or approved for inclusion, in one of the Medicare approved
compendia.

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Victoza is indicated as an adjunct to diet and
exercise to improve glycemic control in adults with type 2 diabetes mellitus. Victoza is also indicated to reduce the risk of
major adverse cardiovascular events (cardiovascular death, non-fatal myocardial infarction, or non-fatal stroke) in adults
with type 2 diabetes mellitus and established cardiovascular disease. Victoza can be administered once daily at any time
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of day, independently of meals, and can be injected subcutaneously in the abdomen, thigh or upper arm. The injection site
and timing can be changed without dose adjustment.-3

Clinical guidelines for the management of hyperglycemia in type 2 diabetes indicate that most patients should begin with
life-style changes (lifestyle counseling, weight-loss education, exercise, etc.). Clinical guidelines for the management of
hyperglycemia in type 2 diabetes indicate that metformin monotherapy should be started at diagnosis of type 2 diabetes
unless there are contraindications. Metformin is effective and safe, is inexpensive, and may reduce risk of cardiovascular
events and death. Compared with sulfonylureas, metformin as first-line therapy has beneficial effects on Alc (hemoglobin
Alc), weight and cardiovascular mortality. If the Alc target is not achieved after approximately 3 months and patient does
not have atherosclerotic cardiovascular disease (ASCVD), consider a combination of metformin and one of the preferred
six treatment options: sulfonylurea, thiazolidinedione, DPP-4 inhibitors, SGLT2 inhibitors, GLP-1 (glucagon-like peptide 1)
receptor agonists, or basal insulin; the choice of which agent to add is based on drug-specific effects and patient factors.
For patients with ASCVD, add a second agent with evidence of cardiovascular risk reduction (currently empagliflozin and
liraglutide) after consideration of drug-specific and patient factors. If Alc target is still not achieved after approximately 3
months of dual therapy proceed to a three-drug combination. If not already included in the treatment regimen, addition of
an agent with evidence of cardiovascular risk reduction should be considered in patients with ASCVD beyond dual
therapy, with continuous reevaluation of patient factors to guide treatment.*> .

In patients with an initial Alc of 7.5% or greater, or in patients who are unable to achieve their glycemic goals with
monotherapy, combination therapy is recommended.® The guidelines set goals for therapeutic effectiveness which must
be evaluated frequently (e.g., every 3 months) until stable, then at least twice a year, using multiple criteria, including Alc.
If Alc targets are not achieved, treatment intensification is based on the addition of another agent with a complementary
mechanism of action from a different class. 4

Based upon guidelines, Victoza (liraglutide) will be approved for patients who have had an inadequate treatment
response, intolerance or contraindication to metformin or who require combination therapy and have an Alc greater than
7.5%

The American Diabetes Association reports that because Alc is thought to reflect average glycemia over several months,
and has strong predictive value for diabetes complications, Alc testing should be performed routinely in all patients with
diabetes, at initial assessment and as part of continuing care. Measurement approximately every 3 months determines
whether the patient’s glycemic targets have been reached and maintained.* Therefore, continuation of therapy will also be
approved for patients that have demonstrated a reduction in Alc since starting GLP-1 Agonist therapy for at least three
months.

The LEADER trial was a multi-national, multi-center, placebo-controlled, double-blind trial. Patients with inadequately
controlled type 2 diabetes and atherosclerotic cardiovascular disease were randomized to Victoza 1.8 mg or placebo.
During the trial, investigators could modify anti-diabetic and cardiovascular medications to achieve local standard of care
treatment targets with respect to blood glucose, lipid, and blood pressure.! Treatment with subcutaneous liraglutide daily
in addition to standard care significantly reduced the rate of composite cardiovascular events (cardiovascular death,
nonfatal stroke, and nonfatal myocardial infarction) compared with placebo.! Therefore, Victoza (liraglutide) will be
approved for initial therapy and continuation of therapy for patients have established cardiovascular disease.

REFERENCES

1. Victoza [package insert]. Princeton, NJ: Novo Nordisk; January 2018.

2. Lexicomp Online, AHFS DI (Adult and Pediatric) Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.
http://online.lexi.com/. Accessed July 2018.

3. Micromedex (electronic version). Truven Health Analytics, Greenwood Village, Colorado, USA.
http://www.micromedexsolutions.com/. Accessed July 2018.

4. American Diabetes Association (ADA) Standards of Medical Care in Diabetes-2018—Diabetes Care. 2018;
41(Supplement 1).

5. Garber AJ, et al. AACE/ACE Comprehensive Diabetes Management Algorithm 2018, Endocr Pract. 2018; 24 (No 1).

6. Handelsman Y, Bloomgarden ZT, Grunberger G, et al. American Association of Clinical Endocrinologists and
American College of Endocrinology — Clinical Practice Guidelines for developing a diabetes mellitus comprehensive
care plan. Endocr Pract. 2015; 21(Suppl 1):1-87.
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Written by:
Date Written:
Revised:

Reviewed:

UM Development (NB)

02/2010

(SE) 08/2010, 04/2011 (revised renewal question) 08/2010 (2)), (SE/SB) 08/2011, 08/2012, (PL) 10/2012 (extended duration), (SE)
11/2012, (SE) 07/2013 (created MDC-2 version/DOA 12 months/removed quantity limits); (PL) 07/2013, (PL) 12/2013 (clarified
Q#2), (PL) 07/2014, (SE) 04/2015 (Removed examples of GLP-1 agonists within criteria question), 04/2015 (CMS Mandated
Change); (CF) 07/2015, (SE) 06/2016 (created separate Med D), 06/2016 (editorial changes for readability), (SF) 07/2016, 09/2016
(CMS requested changes), 07/2017, 08/2017 (added CV indication), 07/2018 (updated renewal question)
Medical Affairs (WF, MD) 02/2010, (KP) 08/2010, 04/2011, 08/2011, (DHR) 08/2012, 10/2012, (KP) 11/2012; (DNC) 07/2013,
07/2014; (DHR) 04/2015; (DNC) 07/2015; (MES) 07/2016, 07/2017, (MC) 09/2017, (ME) 07/2018

External Review: 03/2010, 12/2010, 12/2011, 10/2012, 10/2013, 10/2014, 10/2015, 10/2016, 10/2017, 10/2018

CRITERIA FOR APPROVAL

1 Has the patient been receiving GLP-1 (glucagon-like peptide 1) Agonist therapy for at Yes No
least 3 months?
[If no, then skip to question 3.]
2 Does the patient have any of the following: A) demonstrated a reduction in Alc Yes No
(hemoglobin Alc) since starting GLP-1 (glucagon-like peptide 1) Agonist therapy, B)
established cardiovascular disease?
[No further questions.]
3 Does the patient have a diagnosis of type 2 diabetes mellitus? Yes No
4 Does the patient have established cardiovascular disease? Yes No
[If yes, then no further questions.]
5 Has the patient experienced an inadequate treatment response, intolerance, or Yes No
contraindication to metformin?
[If yes, then no further questions.]
6 Does the patient require combination therapy AND have an Alc (hemoglobin Alc) of 7 Yes No
percent or greater?
Guidelines for Approval
Duration of Approval 12 Months
Setl Set 2 Set 3 Set 4
Yes to No to Yes to No to Yes to No to Yes to No to

guestion(s)

guestion(s)

question(s)

question(s)

question(s)

question(s)

guestion(s)

guestion(s)

1

None

3

1

3

1

3

1

2 4 5 4 6 4
5
Mapping Instructions
Yes No
1| Goto 2 Goto3
2.| Approve, 12 months Deny
3/ Goto4 Deny
4.| Approve, 12 months Goto5
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5. Approve, 12 months Goto6

6. Approve, 12 months Deny
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Reference number(s)

1669-A

SPECIALTY GUIDELINE MANAGEMENT

Abraxane (paclitaxel, albumin-bound)
POLICY
I. INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

A. EDA-Approved Indications
1. Metastatic Breast Cancer
Abraxane is indicated for the treatment of breast cancer after failure of combination chemotherapy for
metastatic disease or relapse within 6 months of adjuvant chemotherapy. Prior therapy should have
included an anthracycline unless clinically contraindicated.

2. Non-Small Cell Lung Cancer
Abraxane is indicated for the first-line treatment of locally advanced or metastatic non-small cell lung
cancer, in combination with carboplatin, in patients who are not candidates for curative surgery or
radiation therapy.

3. Adenocarcinoma of the Pancreas
Abraxane is indicated for the first-line treatment of patients with metastatic adenocarcinoma of the
pancreas, in combination with gemcitabine.

B. Compendial Uses

Breast cancer

Non-small cell lung cancer

Pancreatic adenocarcinoma

Cutaneous melanoma

Epithelial ovarian cancer/fallopian tube cancer/primary peritoneal cancer
Bladder cancer, primary carcinoma of the urethra, upper genitourinary (GU) tract tumors, and
urothelial carcinoma of the prostate

7. Acquired immune deficiency syndrome (AIDS)-related Kaposi sarcoma
8. Endometrial carcinoma

9. Hepatobiliary cancer: intrahepatic and extrahepatic cholangiocarcinoma
10. Uveal melanoma

11. Cervical cancer

12. Small bowel adenocarcinoma

ogkrwpE

All other indications are considered experimental/investigational and not medically necessary.

II. CRITERIA FOR INITIAL APPROVAL

A. Pancreatic adenocarcinoma
Authorization of 6 months may be granted for treatment of pancreatic adenocarcinoma.

Abraxane 1669-A SGM P2019a.docx © 2019 CVS Caremark. All rights reserved.
This document contains confidential and proprietary information of CVS Caremark and cannot be reproduced, distributed or printed without written

permission from CVS Caremark. This document contains prescription brand name drugs that are trademarks or registered trademarks of
pharmaceutical manufacturers that are not affiliated with CVS Caremark.

WY CVS caremark’



Reference number(s)

1669-A

Breast cancer
Authorization of 6 months may be granted for treatment of recurrent or metastatic breast cancer.

Non-small cell lung cancer (NSCLC)
Authorization of 6 months may be granted for treatment of recurrent, locally advanced, advanced or
metastatic NSCLC.

Cutaneous melanoma
Authorization of 6 months may be granted for treatment of metastatic or unresectable cutaneous
melanoma, as a single-agent second-line or subsequent therapy.

Epithelial ovarian cancer/fallopian tube cancer/primary peritoneal cancer
Authorization of 6 months may be granted for treatment of persistent or recurrent epithelial ovarian cancer,
fallopian tube cancer, and primary peritoneal cancer.

Bladder cancer, Primary Carcinoma of the Urethra, Upper Genitourinary Tract Tumors, and
Urothelial Carcinoma of the Prostate

1. Bladder cancer
Authorization of 6 months may be granted for treatment of bladder cancer, as a single-agent
subsequent therapy.

2. Upper genitourinary tract tumors and urothelial carcinoma of the prostate
Authorization of 6 months may be granted for treatment of metastatic upper genitourinary tract tumors
or metastatic urothelial carcinoma of the prostate, as a single-agent subsequent therapy.

3. Primary carcinoma of the urethra
Authorization of 6 months may be granted for treatment of recurrent or metastatic primary carcinoma
of the urethra, as a single-agent subsequent therapy.

AIDS-related Kaposi sarcoma
Authorization of 6 months may be granted for treatment of AIDS-related Kaposi sarcoma.

Endometrial carcinoma
Authorization of 6 months may be granted for treatment of endometrial carcinoma.

Hepatobiliary cancer

Authorization of 6 months may be granted for treatment of unresectable or metastatic hepatobiliary cancer
(including intrahepatic and extrahepatic cholangiocarcinoma) as primary treatment in combination with
gemcitabine.

Uveal melanoma
Authorization of 6 months may be granted for treatment of uveal melanoma, as a single-agent therapy for
distant metastatic disease.

Cervical cancer
Authorization of 6 months may be granted for treatment of recurrent or metastatic cervical cancer, as a
single-agent second-line therapy.

Small Bowel Adenocarcinoma
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Reference number(s)

1669-A

Authorization of 6 months may be granted for treatment of advanced or metastatic small bowel
adenocarcinoma, as a single agent or in combination with gemcitabine.

[ll. CONTINUATION OF THERAPY

Authorization of 6 months may be granted for continued treatment in members requesting reauthorization for
an indication listed in Section 1l who are experiencing clinical benefit from therapy or who have not
experienced an unacceptable toxicity.

IV. REFERENCES

1. Abraxane [package insert]. Summit, NJ: Celgene Corporation; August 2018.

2. The NCCN Drugs & Biologics Compendium® © 2019 National Comprehensive Cancer Network, Inc.
Available at: https://www.nccn.org. Accessed September 10, 2019.

3. The NCCN Clinical Practice Guidelines in Oncology® Breast Cancer (Version 3.2019). © 2019 National
Comprehensive Cancer Network, Inc. https://www.nccn.org. Accessed September 10, 2019.

4. The NCCN Clinical Practice Guidelines in Oncology® Non-Small Cell Lung Cancer (Version 7.2019). ©
2019 National Comprehensive Cancer Network, Inc. https://www.nccn.org. Accessed September 10,
20109.

5. The NCCN Clinical Practice Guidelines in Oncology® Pancreatic Adenocarcinoma (Version 3.2019). ©
2019 National Comprehensive Cancer Network, Inc. https://www.nccn.org. Accessed September 10,
20109.

6. The NCCN Clinical Practice Guidelines in Oncology® Cutaneous Melanoma (Version 2.2019). © 2019
National Comprehensive Cancer Network, Inc. https://www.nccn.org. Accessed September 10, 2019.

7. The NCCN Clinical Practice Guidelines in Oncology® Ovarian Cancer (Version 1.2019). © 2019 National
Comprehensive Cancer Network, Inc. https://www.nccn.org. Accessed September 10, 2019.

8. The NCCN Clinical Practice Guidelines in Oncology® Bladder Cancer (Version 4.2019). © 2019 National
Comprehensive Cancer Network, Inc. https://www.nccn.org. Accessed September 10, 2019.

9. The NCCN Clinical Practice Guidelines in Oncology® AIDS-Related Kaposi Sarcoma (Version 2.2019). ©
2019 National Comprehensive Cancer Network, Inc. https://www.nccn.org. Accessed September 10,
2019.

10. The NCCN Clinical Practice Guidelines in Oncology® Uterine Neoplasms (Version 3.2019). © 2019
National Comprehensive Cancer Network, Inc. https://www.nccn.org. Accessed September 11, 2019.

11. The NCCN Clinical Practice Guidelines in Oncology® Hepatobiliary Cancers (Version 3.2019). © 2019
National Comprehensive Cancer Network, Inc. https://www.nccn.org. Accessed September 11, 2019.

12. The NCCN Clinical Practice Guidelines in Oncology® Uveal Melanoma (Version 1.2019). © 2019 National
Comprehensive Cancer Network, Inc. https://www.nccn.org. Accessed September 11, 2019.

13. The NCCN Clinical Practice Guidelines in Oncology® Cervical Cancer (Version 5.2019). © 2019 National
Comprehensive Cancer Network, Inc. https://www.nccn.org. Accessed September 16, 2019.

14. The NCCN Clinical Practice Guidelines in Oncology® Small Bowel Adenocarcinoma (Version 1.2020). ©
2019 National Comprehensive Cancer Network, Inc. https://www.nccn.org. Accessed September 16,
2019.
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STEP THERAPY CRITERIA

DRUG CLASS* ACNE PRODUCTS TOPICAL (BRAND ONLY)
BRAND NAME
(generic)

ACZONE

(dapsone)

ACANYA

(clindamycin phosphate-benzoyl peroxide)

AMZEEQ
(minocycline)

BENZACLIN
(clindamycin phosphate-benzoyl peroxide)

CLEOCIN-T
(clindamycin phosphate)

CLINDACIN ETZ
(clindamycin phosphate)

CLINDACIN PAC
(clindamycin phosphate)

CLINDACIN-P
(clindamycin phosphate)

CLINDAGEL
(clindamycin phosphate)

DUAC
(clindamycin phosphate-benzoyl peroxide)

EVOCLIN
(clindamycin phosphate)

KLARON
(sulfacetamide sodium)

NEUAC
(clindamycin phosphate-benzoyl peroxide)

Status: CVS Caremark Criteria
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Type: Initial Step Therapy; Post Step Therapy Prior Authorization Ref # 1493-D

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.

FDA-APPROVED INDICATIONS
Aczone
Aczone is indicated for the topical treatment of acne vulgaris.

Acanya
Acanya is indicated for the topical treatment of acne vulgaris in patients 12 years or older.

Amzeeq
Amzeeq is indicated for the topical treatment of inflammatory lesions of non-nodular moderate to severe acne vulgaris in
adults and pediatric patients 9 years of age and older

Limitations of Use

This formulation of minocycline has not been evaluated in the treatment of infections. To reduce the development of drug-
resistant bacteria as well as to maintain the effectiveness of other antibacterial drugs, Amzeeq should be used only as
indicated

BenzaClin
BenzaClin is indicated for the topical treatment of acne vulgaris.

Clindamycin Phosphate
Clindamycin phosphate products are indicated in the treatment of acne vulgaris. In view of the potential for diarrhea,
bloody diarrhea and pseudomembranous colitis, the physician should consider whether other agents are more appropriate.

Duac

Duac (clindamycin phosphate and benzoyl peroxide) is indicated for the topical treatment of inflammatory acne vulgaris in
patients 12 years and older.

Limitations of Use

Duac has not been demonstrated to have any additional benefit when compared with benzoyl peroxide alone in the same
vehicle when used for the treatment of non-inflammatory acne.

Klaron
Klaron is indicated in the topical treatment of acne vulgaris.

Neuac

Neuac (clindamycin phosphate and benzoyl peroxide is indicated for the topical treatment of inflammatory acne vulgaris.
Limitations of Use

Neuac has not been demonstrated to have any additional benefit when compared with benzoyl peroxide alone in the same
vehicle when used for the treatment of non-inflammatory acne.

INITIAL STEP THERAPY

If the patient has filled a prescription for at least a 30 day supply of a generic acne product (benzoyl peroxide, clindamycin
topical, clindamycin/benzoyl peroxide, erythromycin topical, erythromycin/benzoyl peroxide, sodium sulfacetamide, or
sodium sulfacetamide/sulfur) within the past 180 days under a prescription benefit administered by CVS Caremark, then
the requested drug will be paid under that prescription benefit. If the patient does not meet the initial step therapy criteria,
then the claim will reject with a message indicating that a prior authorization (PA) is required. The prior authorization
criteria would then be applied to requests submitted for evaluation to the PA unit.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:

Acne Products Topical Step Therapy 1493-D 06-2019.doc ©2019 CVS Caremark. All rights reserved.

This document contains confidential and proprietary information of CVS Caremark and cannot be reproduced, distributed or printed without written
permission from CVS Caremark. This document contains references to brand-name prescription drugs that are trademarks or registered trademarks of

pharmaceutical manufacturers not affiliated with CVS Caremark.
2
®CVS caremark’




e The requested drug is being prescribed for acne vulgaris.
AND
e The patient has demonstrated an inadequate treatment response or intolerance to a generic acne product.

RATIONALE

If the patient has filled a prescription for at least a 30 day supply of a generic acne product (benzoyl peroxide, clindamycin
topical, clindamycin/benzoyl peroxide, erythromycin topical, erythromycin/benzoyl peroxide, sodium sulfacetamide, or
sodium sulfacetamide/sulfur) within the past 180 days under a prescription benefit administered by CVS Caremark, then
the requested branded drug will be paid under that prescription benefit.

If the patient does not meet the initial step therapy criteria, then prior authorization is required.

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Aczone, Acanya, BenzaClin, Clindamycin
Phosphate, Duac, Klaron, and Neuac are indicated for the topical treatment of acne vulgaris. Acanya and Duac are only
indicated in patients 12 years and older. Duac and Neuac are indicated specifically for inflammatory acne vulgaris.
Amzeeq is indicated for the topical treatment of inflammatory lesions of non-nodular moderate to severe acne vulgaris in
adults and pediatric patients 9 years of age and older

If the patient has demonstrated an inadequate treatment response or intolerance to a topical generic acne product and the
requested drug is being prescribed for acne vulgaris, then the requested brand drug will be approved.

REFERENCES

Aczone [package insert]. Irvine, CA: Allergan, Inc.; May 2018.

Acanya [package insert]. Bridgewater, NJ: Valeant Pharmaceuticals North America LLC; October 2016.

BenzaClin [package insert]. Bridgewater, NJ: Valeant Pharmaceuticals North America LLC; February 2017.

Cleocin-T [package insert]. New York, NY: Pharmacia & Upjohn Co; April 2019.

Clindacin ETZ Pledgets [package insert]. Bronx, NY: Perrigo; October 2016.

Clindacin P and PAC Pledgets [package insert]. Bronx, NY: Perrigo; November 2016.

Clindagel [package insert]. Bridgewater, NJ: Valeant Pharmaceuticals North America LLC; November 2017.

Duac [package insert]. Research Triangle Park, NC: Stiefel Laboratories, Inc.; April 2015.

Evoclin [package insert]. San Antonio, TX: Prestium Pharma, Inc; April 2018.

10. Klaron [package insert]. Bridgewater, NJ: Valeant Pharmaceuticals North America LLC; June 2017.

11. Neuac [package insert]. Fairfield, NJ: Medimetriks Pharmaceuticals, Inc.; November 2015.

12. Lexicomp Online, AHFS DI (Adult and Pediatric) Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.
http://online.lexi.com/. Accessed June 2019.

13. Micromedex (electronic version). Truven Health Analytics, Greenwood Village, Colorado, USA.
http://lwww.micromedexsolutions.com/. Accessed June 2019.

14. Amzeeq [package insert]. Bridgewater, NJ: Foamix Pharmaceuticals Ltd; November 2019.

©CoNoTOrWNE

Written by: UM Development (CF)

Date Written: 06/2016

Revised: (SF) 06/2017 (no clinical changes), 06/2018 (no clinical changes), (ME) 06/2019 (removed Clindamax), (SF) 11/2019 (added
Amzeeq)

Reviewed: Medical Affairs: (GAD) 06/2016, (CHART) 12/5/2019

External Review: 10/2016, 10/2017, 10/2018, 10/2019, 01/2020

CRITERIA FOR APPROVAL

1 Is the requested drug being prescribed for acne vulgaris? Yes No

2 Has the patient experienced an inadequate treatment response or intolerance to a topical Yes No
generic acne product?
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Mapping Instructions

Yes No DENIAL REASONS — DO NOT USE FOR MEDICARE PART D

1| Goto 2 Deny You do not meet the requirements of your plan.

Your plan covers this drug when you have acne vulgaris.

Your request has been denied based on the information we have.
[Short Description: No approvable diagnosis]

2.| Approve, 12 Deny You do not meet the requirements of your plan.

months Your plan covers this drug when you have tried a topical generic acne
product and it did not work for you.

Your request has been denied based on the information we have.
[Short description: No inadequate treatment response or intolerance to
topical generic acne products]
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POLICY

Reference number

1959-A

SPECIALTY GUIDELINE MANAGEMENT

ACTEMRA (tocilizumab)

INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed

therapy.

A. FDA-Approved Indications

1.

akrwnN

Adult patients with moderately to severely active rheumatoid arthritis who have had an inadequate
response to one or more disease-modifying antirheumatic drugs (DMARDS).

Patients 2 years of age and older with active polyarticular juvenile idiopathic arthritis.

Patients 2 years of age and older with active systemic juvenile idiopathic arthritis.

Adult patients with giant cell arteritis.

Adults and pediatric patients 2 years of age and older with chimeric antigen receptor (CAR) T cell-
induced severe or life-threatening cytokine release syndrome.

B. Compendial Uses

1.

2.
3.
4.

Unicentric Castleman’s disease

Multicentric Castleman’s disease

Oligoarticular juvenile idiopathic arthritis

Refractory/severe immunotherapy-related inflammatory arthritis not responding to corticosteroids and
anti-inflammatory agents

All other indications are considered experimental/investigational and are not medically necessary.

CRITERIA FOR INITIAL APPROVAL

A. Moderately to severely active rheumatoid arthritis (RA)

1.

Authorization of 12 months may be granted for members who have previously received a biologic or
targeted synthetic DMARD (e.g., Rinvoq, Xeljanz) indicated for moderately to severely active
rheumatoid arthritis.

Authorization of 12 months may be granted for treatment of moderately to severely active RA when

any of the following criteria is met:

a. Member has experienced an inadequate response to at least a 3-month trial of methotrexate
despite adequate dosing (i.e., titrated to 20 mg/week).

b. Member has an intolerance or contraindication to methotrexate (see Appendix A).

B. Active articular juvenile idiopathic arthritis

1. Authorization of 12 months may be granted for members who have previously received a biologic
indicated for active articular juvenile idiopathic arthritis.
2. Authorization of 12 months may be granted for the treatment of active articular juvenile idiopathic
arthritis when any of the following criteria are met:
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Reference number

1959-A

a. The member had an inadequate response to methotrexate or another non-biologic DMARD
administered at an adequate dose and duration.
b. The member has risk factors (See Appendix B) and the member also meets one of the following:
i. High-risk joints are involved (e.g., cervical spine, wrist, or hip).
ii. High disease activity.
ii. Are judged to be at high risk for disabling joint disease.

Active Systemic Juvenile Idiopathic Arthritis (sJIA)
Authorization of 12 months may be granted for members who have previously received a biologic
indicated for active systemic juvenile idiopathic arthritis.

Authorization of 12 months may be granted for the treatment of active sJIA when any of the following
criteria is met:

1. Member has an inadequate response to at least a 1-month trial of NSAIDs.

2. Member has an inadequate response to at least a 2-week trial of corticosteroids.

3. Member has an inadequate response to at least a 3-month trial of methotrexate or leflunomide.

Giant Cell Arteritis

Authorization of 12 months may be granted for the treatment of giant cell arteritis when the patient’s

diagnosis was confirmed by the following:

1. Temporal artery biopsy or cross-sectional imaging; or

2. Acute-phase reactant elevation (i.e., high erythrocyte sedimentation rate [ESR] and/or high serum C-
reactive protein [CRP])

Chimeric antigen receptor (CAR) T cell-induced severe or life-threatening cytokine release
syndrome

Authorization of 1 month may be granted for the treatment of chimeric antigen receptor (CAR) T cell-
induced severe or life-threatening cytokine release syndrome.

Unicentric Castleman’s Disease

Authorization of 12 months may be granted for treatment of unicentric Castleman’s disease when all of the
following are met:

1. The member is HIV-negative.

2. The member is human herpesvirus-8-negative.

3. The requested drug will be used as monotherapy.

4. The requested drug is being used as second-line therapy for relapsed/refractory disease.

Multicentric Castleman’s Disease

Authorization of 12 months may be granted for treatment of multicentric Castleman’s disease when both of

the following are met:

1. The requested drug will be used as monotherapy.

2. The requested drug is being used as second-line therapy for relapsed/refractory or progressive
disease.

Immunotherapy-related Inflammatory Arthritis
Authorization of 12 months may be granted for treatment of severe/refractory immunotherapy-related
inflammatory arthritis that is not responding to corticosteroids and anti-inflammatory agents.

CONTINUATION OF THERAPY
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Reference number

1959-A

Chimeric antigen receptor (CAR) T cell-induced severe or life-threatening cytokine release syndrome
and immunotherapy-related inflammatory arthritis

All members (including new members) requesting authorization for continuation of therapy must meet all initial
authorization criteria.

All other diaghoses

Authorization of 12 months may be granted for all members (including new members) who are using Actemra
for an indication outlined in section Il and who achieve or maintain a positive clinical response as evidenced by
low disease activity or improvement in signs and symptoms of the condition.

OTHER

For all indications: Member has had a documented negative TB test (which can include a tuberculosis skin test
[PPD], an interferon-release assay [IGRA], or a chest x-ray)* within 6 months of initiating therapy for persons
who are naive to biologic DMARDs or targeted synthetic DMARDSs (e.g., Rinvoq, Xeljanz), and repeated yearly
for members with risk factors** for TB that are continuing therapy with biologics.

* |f the screening testing for TB is positive, there must be documentation of further testing to confirm there is
no active disease. Do not administer tocilizumab to members with active TB infection. If there is latent disease,
TB treatment must be started before initiation of tocilizumab.

** Risk factors for TB include: Persons with close contact to people with infectious TB disease; persons who
have recently immigrated from areas of the world with high rates of TB (e.g., Africa, Asia, Eastern Europe,
Latin America, Russia); children less than 5 years of age who have a positive TB test; groups with high rates
of TB transmission (e.g., homeless persons, injection drug users, persons with HIV infection); persons who
work or reside with people who are at an increased risk for active TB (e.g., hospitals, long-term care facilities,
correctional facilities, homeless shelters).

For all indications: Member cannot use Actemra concomitantly with any other biologic DMARD or targeted
synthetic DMARD.

APPENDIX A: Examples of contraindications to methotrexate
Alcoholism, alcoholic liver disease or other chronic liver disease
Breastfeeding

Blood dyscrasias (e.g., thrombocytopenia, leukopenia, significant anemia)
Elevated liver transaminases

History of intolerance or adverse event

Hypersensitivity

Interstitial pneumonitis or clinically significant pulmonary fibrosis
Myelodysplasia

. Pregnancy or planning pregnancy

10. Renal impairment

11. Significant drug interaction

CoNoA~ONE

APPENDIX B: Risk factors for articular juvenile idiopathic arthritis
1. Positive rheumatoid factor
2. Positive anti-cyclic citrullinated peptide antibodies
3. Pre-existing joint damage
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Reference number
1959-A

VI. REFERENCES

1.
2.

3.

Actemra [package insert]. South San Francisco, CA: Genentech, Inc.; June 2019.

National Comprehensive Cancer Network. The NCCN Drugs & Biologics Compendium.
https://www.nccn.org. Accessed June 14, 2019.

Singh JA, Saag KG, Bridges SL Jr, et al. 2015 American College of Rheumatology Guideline for

the Treatment of Rheumatoid Arthritis. Arthritis Rheumatol. 2016;68(1)1-26.

Smolen JS, Landewé R, Billsma J, et al. EULAR recommendations for the management of rheumatoid
arthritis with synthetic and biological disease-modifying antirheumatic drugs: 2016 update. Ann Rheum
Dis. 2017;0:1-18.

Beukelman T, Patkar NM, Saag KG, et al. 2011 American College of Rheumatology recommendations for
the treatment of juvenile idiopathic arthritis: initiation and safety monitoring of therapeutic agents for the
treatment of arthritis and systemic features. Arthritis Care Res. 2011;63(4):465-482.

Ringold S, Weiss PF, Beukelman T, et al. 2013 Update of the 2011 American College of Rheumatology
Recommendations for the Treatment of Juvenile Idiopathic Arthritis; Recommendations for the Medical
Therapy of Children With Systemic Juvenile Idiopathic Arthritis and Tuberculosis Screening Among
Children Receiving Biologic Medications. Arthritis & Rheumatism. 2013;65:2499-2512.

Ringold S, Angeles-Han S, Beukelman T, et al. 2019 American College of Rheumatology/Arthritis
Foundation Guideline for the Treatment of Juvenile Idiopathic Arthritis: Therapeutic Approaches for Non-
Systemic Polyarthritis, Sacroiliitis, and Enthesitis. American College of Rheumatology. 2019;1-18.
Stone, J. H., Tuckwell, K., Dimonaco, S., et al. Effiacy and safety of tocilizumab in patients with giant cell
arteritis: Primary and secondary outcomes from a phase 3, randomized, double-blind, placebo-controlled
trial. 2016 ACR/ARHP Annual meeting. Abstract number 911.

Tuberculosis (TB). TB risk factors. Centers for Disease Control and Prevention. Retrieved on 21 June
2019 from: https://www.cdc.gov/tb/topic/basics/risk.htm.
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Reference number(s)
1848-A

INDICATION-SPECIFIC SPECIALTY GUIDELINE MANAGEMENT

ACTHAR GEL (repository corticotropin injection)
POLICY
l.  INDICATIONS

The indication-specific Specialty Guideline Management (SGM) program provides coverage for specific, but
not all FDA labeled or compendial supported drug use based on plan design and the scope of the pharmacy
benefit. This program provides coverage for Acthar Gel for the treatment of infantile spasms and
exacerbations of multiple sclerosis if all of the approval criteria are met.

A. Infantile spasms: as monotherapy for the treatment of infantile spasms in infants and children under 2
years of age
B. Multiple Sclerosis: treatment of acute exacerbations of multiple sclerosis in adults

The use of Acthar for the treatment of all other indications listed in the FDA product labeling has not been
proven to be superior to conventional therapies (e.g., corticosteroids, immunosuppressive agents) and has a
significantly higher cost than the standard of care agents. Use of Acthar for these conditions is considered not
medically necessary and is not a covered benefit.

A. Rheumatic Disorders: as adjunctive therapy for short-term administration (to tide the patient over an
acute episode or exacerbation) in: psoriatic arthritis; rheumatoid arthritis, including juvenile rheumatoid
arthritis, ankylosing spondylitis?

Collagen Diseases: during an exacerbation or as maintenance therapy in selected cases of: systemic
lupus erythematosus, systemic dermatomyositis (polymyositis)?*

Dermatologic Diseases: severe erythema multiforme, Stevens-Johnson syndrome?

Allergic States: serum sickness?

Ophthalmic Diseases: severe acute and chronic allergic and inflammatory processes involving the eye
and its adnexa such as: keratitis, iritis, iridocyclitis, diffuse posterior uveitis and choroiditis, optic neuritis,
chorioretinitis, anterior segment inflammation?

Respiratory Diseases: symptomatic sarcoidosis?

Edematous State: to induce a diuresis or a remission of proteinuria in the nephrotic syndrome without
uremia of the idiopathic type or that due to lupus erythematosus?

w

moo

@m

All other indications are considered experimental/investigational and not medically necessary.
II. REQUIRED DOCUMENTATION

Submission of the following information is necessary to initiate the prior authorization review for requests for
treatment of multiple sclerosis exacerbations: chart notes detailing the outcomes of the most recent trial with
IV methylprednisolone, including dosage and duration of treatment.

lll. CRITERIA FOR INITIAL APPROVAL

A. Infantile Spasms
Authorization of 4 weeks may be granted for treatment of infantile spasms in members who are less than 2
years of age.
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B.

Reference number(s)

1848-A

Multiple Sclerosis

Authorization of 3 weeks may be granted for treatment of acute exacerbations of multiple sclerosis when
the member has had an inadequate response to a trial of IV methylprednisolone (for the current
exacerbation).

V. CONTINUATION OF THERAPY

A.

Infantile Spasms
Authorization of 4 weeks may be granted to members requesting Acthar Gel for continuation of therapy
when the member has shown substantial clinical benefit from therapy.

Multiple sclerosis
Authorization of 3 weeks may be granted for members requesting re-authorization for Acthar therapy when
all initial authorization criteria are met.

V. REFERENCES

1. Acthar Gel [package insert]. Hazelwood, MO: Mallinckrodt Pharmaceuticals, Inc.; July 2019.

2. Pellock JM, Hrachovy R, Shinnar S, et al. Infantile spasms: A U.S. consensus report. Epilepsia.
2010:51:2175-2189.

3. Go CY, Mackay MT, Weiss SK, et al. Evidence-based guideline update: Medical treatment of infantile
spasms: Report of the Guideline Development Subcommittee of the American Academy of Neurology and
the Practice Committee of the Child Neurology Society. Neurology. 2012;78:1974-1980.

4. Hancock EC, Osborne JP, Edwards SW. Treatment of infantile spasms. Cochrane Database Syst Rev.
2013;6:CD001770.

5. Riikonen R. Recent advances in pharmacotherapy of infantile spasms. CNS Drugs 2014; 28:279-290.

6. Pavone P, et al. Infantile spasms syndrome, West Syndrome and related phenotypes: what we know in
2013. Brain & Development 2014; 739-751.

7. Citterio A, La Mantia L, Ciucci G, et al. Corticosteroids or ACTH for acute exacerbations in multiple
sclerosis. Cochrane Database Syst Rev 4:CD001331.

8. Thompson AJ, Kennard C, Swash M, et al. Relative efficacy of intravenous methylprednisolone and ACTH
in the treatment of acute relapse in MS. Neurology 1989; 39:969-971.

9. Berkovich R, Agius MA. Mechanisms of action of ACTH in the management of relapsing forms of multiple
sclerosis. Ther Adv Neurol Disord 2014; 7(2):83-96.

10. Frohman EM, Shah A, Eggenberger E, et al. Corticosteroids for multiple sclerosis: I. Application for
treatment exacerbations. Neurotherapeutics 2007; 4(4): 618-626.

11. Sellebjerg F, Barnes D, Filippini G, at al. EFNS guidelines on treatment of multiple sclerosis relapses:
report of an EFNS task force on treatment of multiple sclerosis. European Journal of Neurology 2005;
12:939-946.
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Reference number(s)

2375-A

SPECIALTY GUIDELINE MANAGEMENT

ACTIMMUNE (interferon gamma-1b)

POLICY

I. INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

A. EDA-Approved Indications
1. Actimmune is indicated for reducing the frequency and severity of serious infections associated with
chronic granulomatous disease (CGD).
2. Actimmune is indicated for delaying time to disease progression in patients with severe, malignant
osteopetrosis (SMO).

B. Compendial Uses
1. Mycosis fungoides/Sezary syndrome
2. Atopic dermatitis

All other indications are considered experimental/investigational and are not medically necessary.

II. CRITERIA FOR INITIAL APPROVAL

A. Chronic Granulomatous Disease
Authorization of 12 months may be granted for the treatment of chronic granulomatous disease.

B. Severe, Malignant Osteopetrosis
Authorization of 12 months may be granted for treatment of severe, malignant osteopetrosis.

C. Mycosis Fungoides/Sezary Syndrome
Authorization of 12 months may be granted for the treatment of mycosis fungoides or Sezary syndrome.

D. Atopic Dermatitis
Authorization of 12 months may be granted for the treatment of atopic dermatitis.

[l. CONTINUATION OF THERAPY

Authorization of 12 months will be granted for continued treatment in members requesting reauthorization for
an indication listed in Section Il who are experiencing benefit from therapy as evidenced by disease stability or
disease improvement.
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IV. REFERENCES

1. Actimmune [package insert]. Lake Forest, IL: Horizon Pharma USA, Inc.; May 2017.

2. The NCCN Drugs & Biologics Compendium 2019 National Comprehensive Cancer Network, Inc. https://www.nccn.org.
Accessed May 30, 2019.

3. The NCCN Clinical Practice Guidelines in Oncology Primary Cutaneous Lymphomas (Version 2.2019) 2019 National
Comprehensive Cancer Network, Inc. Available at: https://www.nccn.org. Accessed May 30, 2019.
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PRIOR AUTHORIZATION CRITERIA

BRAND NAME*

(generic)
CARAC
(fluorouracil)

FLUOROPLEX
(fluorouracil)

PICATO
(ingenol mebutate)

TOLAK
(fluorouracil)

ZYCLARA
(imiquimod)

Status: CVS Caremark Criteria
Type: Initial Prior Authorization Ref # 1378-A

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.

FDA-APPROVED INDICATIONS
Carac
Carac is indicated for the topical treatment of multiple actinic or solar keratoses of the face and anterior scalp.

Fluoroplex
Fluoroplex cream is indicated for the topical treatment of multiple actinic (solar) keratoses.

Picato
Picato gel is indicated for the topical treatment of actinic keratosis.

Tolak
Tolak cream is indicated for the topical treatment of actinic keratosis lesions of the face, ears and/or scalp.

Zyclara

Actinic Keratosis

Zyclara Cream, 2.5% and 3.75% are indicated for the topical treatment of clinically typical visible or palpable, actinic
keratoses (AK), of the full face or balding scalp in immunocompetent adults.

External Genital Warts
Zyclara Cream, 3.75% is indicated for the treatment of external genital and perianal warts (EGW)/condyloma acuminata in
patients 12 years or older.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The patient has the diagnosis of actinic keratosis or external genital warts
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RATIONALE

These criteria meet the Medicare Part D definition of a medically accepted indication. This definition includes uses which
are approved by the FDA or supported by a citation included, or approved for inclusion, in one of the Medicare approved
compendia.

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Carac is indicated for the topical treatment of
multiple actinic or solar keratoses of the face and anterior scalp. Fluoroplex cream is indicated for is indicated for the
topical treatment of multiple actinic (solar) keratoses. Tolak cream is indicated for the topical treatment of actinic keratosis
lesions of the face, ears and/or scalp. Picato gel is indicated for the topical treatment of actinic keratosis. Zyclara cream is
indicated for actinic keratosis and external genital warts.

REFERENCES

Carac [package insert]. Bridgewater, NJ: Valeant Pharmaceuticals North America; May 2017.

Fluoroplex [package insert]. West Chester, PA: Aqua Pharmaceuticals; July 2016.

Picato [package insert]. Parsippany, NJ: LEO Pharma; June 2017.

Tolak [package insert]. Sanford, FL: Hill Dermaceuticals; Inc. March 2017.

Zyclara [package insert]. Bridgewater, NJ: Valeant Pharmaceuticals North America LLC; June 2017.

Lexicomp Online, AHFS DI (Adult and Pediatric) Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.
http://online.lexi.com/. Accessed June 2019.

ogohrwdE

7. Micromedex (electronic version). Truven Health Analytics, Greenwood Village, Colorado, USA.
http://www.micromedexsolutions.com/. Accessed June 2019.
Date Written: 06/2016
Revised: (SF) 08/2016 (added target drugs); 06/2017 (no clinical changes), (ME) 06/2018 (no clinical changes), 06/2019 (Removed MDC
from Title)
Reviewed: Medical Affairs (MM) 06/2016

External Review: 08/2016, 10/2017, 10/2018, 08/2019

CRITERIA FOR APPROVAL

1 Does the patient have the diagnosis of actinic keratosis or external genital warts? Yes No

Guidelines for Approval

Duration of Approval | 12 Months

Setl

Yes to question(s) No to question(s)

1 None
Mapping Instructions

Yes No DENIAL REASONS — DO NOT USE FOR MEDICARE PART D
1.| Approve, 12 Deny You do not meet the requirements of your plan.
months Your plan covers this drug when you have actinic keratosis or external

genital warts.
Your request has been denied based on the information we have.
[Short Description: No approvable diagnosis]
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Reference number(s)

2118-A

SPECIALTY GUIDELINE MANAGEMENT

ADAGEN (pegademase bovine) injection

POLICY

INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

FEDA-Approved Indication

Adagen is indicated for enzyme replacement therapy for adenosine deaminase (ADA) deficiency in patients
with severe combined immunodeficiency disease (SCID) who are not suitable candidates for—or who have
failed—bone marrow transplantation. Adagen is recommended for use in infants from birth or in children of any
age at the time of diagnosis.

All other indications are considered experimental/investigational and are not medically necessary.

REQUIRED DOCUMENTATION

Submission of the following information is necessary to initiate the prior authorization review: enzyme assay or
genetic testing results supporting diagnosis of ADA deficiency.

CRITERIA FOR INITIAL APPROVAL

Authorization of 12 months may be granted for treatment of severe combined immunodeficiency disease
(SCID) associated with adenosine deaminase (ADA) deficiency when the condition has failed to respond to a
bone marrow transplant (BMT) or the member is not currently a suitable candidate for BMT.

IV. CONTINUATION OF THERAPY
Authorization of 12 months may be granted for continued treatment in members requesting reauthorization for
SCID associated with ADA deficiency who are experiencing benefit from therapy as evidenced by disease
stability or disease improvement.
V. REFERENCE
1. Adagen [package insert]. Gaithersburg, MD: Leadiant Biosciences, Inc.; November 2017.
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PRIOR AUTHORIZATION CRITERIA

BRAND NAME ADAKVEO

(generic) (crizanlizumab-tmca)

Status: CVS Caremark Criteria MDC

Type: Initial Prior Authorization Ref # 3415-A

FDA-APPROVED INDICATIONS
Adakveo is indicated to reduce the frequency of vasoocclusive crises (VOCSs) in adults and pediatric patients aged
16 years and older with sickle cell disease.*

B vs D CRITERIA FOR DETERMINATION

1 Is the requested drug being supplied from the physician and/or office stock supply and Yes No
billed as part of a physician service (i.e., the drug is being furnished “incident to a
physician’s service”)?
[If yes, no further questions.]

CRITERIA FOR APPROVAL
2 Does the patient have a diagnosis of sickle cell disease? Yes No
[If no, no further questions.]

3 Will the requested drug be used to reduce the frequency of vasoocclusive crises (VOCs)? Yes No
[If no, no further questions.]

4 Is the patient 16 years of age or older? Yes No

Continue to Clinical Questions if:

Guidelines for Determination
Process through Medicare Part D

Set 1
Yes to question(s) No to question(s)
None 1

For any other scenarios other than the Set above, close PA, drug is not covered as Part D

Approve if:

Guidelines for Approval
Duration of Approval | 12 Months

Set 1: SCD
Yes to question(s) No to question(s)
2 None

3
4
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Mapping Instructions
Yes No
1. | Close PA, drug is not covered as Part D Goto 2
2.1 Goto3 Deny
3./ Goto4 Deny
4. | Approve, 12 months Deny
RATIONALE

These criteria meet the Medicare Part D definition of a medically accepted indication. This definition includes uses which
are approved by the FDA or supported by a citation included, or approved for inclusion, in one of the Medicare approved
compendia.

The intent of the criteria is to:

1. Determine if the medication should be processed through Medicare Part D.
2. Ensure that patients follow selection elements noted in labeling and/or practice guidelines in order to decrease the
potential for inappropriate utilization.

REFERENCES

1. Adakveo [package insert]. East Hanover, NJ: Novartis Pharmaceuticals Corporation; November 2019.

2. Medicare Part B versus Part D Coverage Issues. July 2005. https://www.cms.gov/Medicare/Prescription-Drug-
Coverage/PrescriptionDrugCovContra/downloads/BvsDCoveragelssues.pdf Accessed June 2019.

3. Medicare Prescription Drug Benefit Manual. Chapter 6- Part D Drugs and Formulary Requirements. (Rev. 18, 01-15-
16). https://www.cms.gov/Medicare/Prescription-Drug-Coverage/PrescriptionDrugCovContra/Downloads/Part-D-
Benefits-Manual-Chapter-6.pdf Accessed June 2019.

DOCUMENT HISTORY

Created: Specialty Clinical Development (IP) 11/2019
Revised:
Reviewed: CDPR / MMF 11/2019

External Review:  12/2019
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POLICY

Reference number(s)

1700-A

SPECIALTY GUIDELINE MANAGEMENT

ADCETRIS (brentuximab vedotin)

INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed

therapy.

A. FDA-Approved Indications

1.

Classical Hodgkin Lymphoma (CHL)

i. Treatment of CHL after failure of autologous hematopoietic stem cell transplantation (auto-HSCT)
or after failure of at least two prior multi-agent chemotherapy regimens in patients who are not
auto-HSCT candidates

ii. Treatment of CHL at high risk of relapse or progression as post-auto-HSCT consolidation

iii. Previously untreated Stage Il or IV classical Hodgkin lymphoma (CHL), in combination with
doxorubicin, vinblastine, and dacarbazine

Systemic anaplastic large cell lymphoma (sALCL)

a. Treatment of systemic anaplastic large cell ymphoma (sALCL) after failure of at least one prior
multi-agent chemotherapy regimen

b. Previously untreated systemic anaplastic large cell ymphoma (sALCL) or other CD30-expressing
peripheral T-cell ymphomas (PTCL), including angioimmunoblastic T-cell lymphoma and PTCL
not otherwise specified, in combination with cyclophosphamide, doxorubicin, and prednisone

Treatment of primary cutaneous anaplastic large cell lymphoma (pcALCL) or CD30-expressing

mycosis fungoides (MF) in patients who have received prior systemic therapy

B. Compendial Uses

Non-Hodgkin’s Lymphoma (NHL)

CD30+ adult T-cell leukemia/lymphoma

Breast implant-associated anaplastic large cell ymphoma (ALCL)
Mycosis Fungoides (MF)/Sezary Syndrome (SS)

Lymphomatoid papulosis (LyP)

CD30+ peripheral T-cell lymphoma (PTCL)

CD30+ angioimmunoblastic T-cell lymphoma

Diffuse large B-cell lymphoma

Extranodal NK/T-cell Lymphoma (nasal type)

Hepatosplenic gamma-delta T-cell lymphoma

. Histologic transformation of follicular lymphoma to diffuse large B-cell lymphoma

. Histologic transformation of marginal zone lymphoma to diffuse large B-Cell lymphoma
. High-grade B-Cell lymphomas

. AIDS-related B-Cell lymphomas

. Post-transplant lymphoproliferative disorders

All other indications are considered experimental/investigational and are not medically necessary.
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Reference number(s)

1700-A

. DOCUMENTATION

Testing or analysis confirming CD30 expression on the surface of the cell (initial requests).

lll. CRITERIA FOR INITIAL APPROVAL

A. Classical Hodgkin lymphoma (CHL)
Authorization of 12 months may be granted for treatment of CHL when any of the following are met:

a. Adcetris will be used as a single agent, or

b. Adcetris will be used in combination with doxorubicin, vinblastine, and dacarbazine, or
c. Adcetris will be used in combination with bendamustine, or

d. Adcetris will be used in combination with dacarbazine.

B. Non-Hodgkin’s lymphoma (NHL)
Authorization of 12 months may be granted for treatment of NHL with any of the following subtypes:

1.

10.

11.

12.

13.

CD30+ adult T-cell leukemia/lymphoma when either of the following are met:

a.Adcetris will be used a single agent, or

b.Adcetris will be used in combination with cyclophosphamide, doxorubicin, and prednisone.

Systemic anaplastic large cell lymphoma when either of the following are met:

a. Adcetris will be used as a single agent, or

b. Adcetris will be used in combination the cyclophosphamide, doxorubicin, and prednisone (CHP).

Cutaneous anaplastic large cell ymphoma when either of the following are met:

a. Adcetris will be used as a single agent, or

b. Adcetris will be used in combination with cyclophosphamide, doxorubicin, and prednisone (CHP).

Breast implant associated anaplastic large cell ymphoma (ALCL) when either of the following are met:

a. Adcetris will be used a single agent, or

b.Adcetris will be used in combination with cyclophosphamide, doxorubicin, and prednisone.

Mycosis fungoides (MF)/Sezary syndrome (SS)

Lymphomatoid papulosis (LyP) when both of the following are met:

a. Adcetris will be used a single agent, and

b. The disease is relapsed or refractory.

CD30+ peripheral T-cell ymphoma (PTCL) when either of the following are met:

a. Adcetris will be used a single agent, or

b.Adcetris will be used in combination with cyclophosphamide, doxorubicin, and prednisone.

CD30+ angioimmunoblastic T-cell ymphoma when both of the following are met:

a. Adcetris will be used a single agent, or

b.Adcetris will be used in combination with cyclophosphamide, doxorubicin, and prednisone.

Diffuse large B-cell ymphoma when both of the following are met:

a. Adcetris will be used as second-line or subsequent therapy, and

b. The patient is not a candidate for transplant.

Extranodal NK/T-cell lymphoma (nasal type) when all of the following are met:

a. Adcetris will be used a single agent, and

b. Patient has relapsed or refractory disease, and

c. Patient has had an inadequate response or contraindication to asparaginase-based therapy (e.qg.,
pegaspargase).

Hepatosplenic gamma-delta T-cell lymphoma when either of the following are met:

a. Adcetris will be used a single agent after two or more previous lines of chemotherapy, or

b.Adcetris will be used in combination with cyclophosphamide, doxorubicin, and prednisone.

Histologic transformation of marginal zone lymphoma to diffuse large B-cell ymphoma when the

patient has received at least two chemoimmunotherapy regimens.

High-grade B-cell lymphomas when both of the following are met:

a. Adcetris will be used for second-line or subsequent therapy, and
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Reference number(s)

1700-A

b. The patient is not a candidate for transplant.
14. AIDS-Related B-cell ymphomas when both of the following are met:
a.Adcetris will be used for second-line or subsequent therapy, and
b.The patient is not a candidate for transplant.
15. Post-transplant lymphoproliferative disorders when used for second-line or subsequent therapy.
16. Histologic transformation of follicular lymphoma to diffuse large B-cell lymphoma when the patient has
received at least two chemoimmunotherapy regimens.

IV. CONTINUATION OF THERAPY

Authorization of 12 months may be granted for continued treatment in members requesting reauthorization for
an indication listed in Section Il who have not experienced disease progression or an unacceptable toxicity.

V. REFERENCES
1. Adcetris [package insert]. Bothell, WA: Seattle Genetics, Inc; November 2017.
2. The NCCN Drugs & Biologics Compendium® © 2019 National Comprehensive Cancer Network, Inc.
Available at: https://www.nccn.org. Accessed April 15, 2019.
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Reference number(s)

1641-A

SPECIALTY GUIDELINE MANAGEMENT

Adempas (riociguat)
POLICY
I. INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

EDA-Approved Indications

A. Pulmonary Arterial Hypertension (PAH)
Adempas is indicated for the treatment of adults with pulmonary arterial hypertension (PAH), (World
Health Organization [WHO] Group 1), to improve exercise capacity, WHO functional class and to delay
clinical worsening.

B. Chronic Thromboembolic Pulmonary Hypertension (CTEPH)
Adempas is indicated for the treatment of adults with persistent/recurrent chronic thromboembolic
pulmonary hypertension (CTEPH), (WHO Group 4) after surgical treatment, or inoperable CTEPH, to
improve exercise capacity and WHO functional class.

All other indications are considered experimental/investigational and not medically necessary.

II. CRITERIA FOR INITIAL APPROVAL

A. Pulmonary Arterial Hypertension (PAH)
Authorization of 12 months may be granted for treatment of PAH when ALL of the following criteria are
met:
1. Member has PAH defined as WHO Group 1 class of pulmonary hypertension (Refer to Appendix)
2. PAH was confirmed by right heart catheterization with all of the following pretreatment results:
i. mPAP =25 mmHg
ii. PCWP <15 mmHg
iii. PVR >3 Wood units

B. Chronic Thromboembolic Pulmonary Hypertension (CTEPH)
Authorization of 12 months may be granted for treatment of CTEPH when ALL of the following criteria are
met:
1. Member has CTEPH defined as WHO Group 4 class of pulmonary hypertension (Refer to
Appendix)
2. Member meets either criterion (i) or criterion (ii) below:
i. Recurrent or persistent CTEPH after pulmonary endarterectomy (PEA)
ii. Inoperable CTEPH with diagnosis confirmed by BOTH of the following (a. and b.):
a. Computed tomography (CT)/magnetic resonance imaging (MRI) angiography or pulmonary
angiography
b. Pretreatment right heart catheterization with all of the following results:
o mPAP = 25 mmHg
e PCWP <15 mmHg
e PVR >3 Wood units
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Reference number(s)

1641-A

[II. CONTINUATION OF THERAPY

Authorization of 12 months may be granted for members with an indication listed in Section Il who are
currently receiving the requested medication through a paid pharmacy or medical benefit, and who are
experiencing benefit from therapy as evidenced by disease stability or disease improvement.

IV. APPENDIX

WHO Classification of Pulmonary Hypertension
1 PAH
1.1 Idiopathic (PAH)
1.2 Heritable PAH
1.3 Drug- and toxin-induced PAH
1.4. PAH associated with:
1.4.1 Connective tissue diseases
1.4.2 HIV infection
1.4.3 Portal hypertension
1.4.4 Congenital heart diseases
1.4.5 Schistosomiasis
1.5 PAH long-term responders to calcium channel blockers
1.6 PAH with overt features of venous/capillaries (PVOD/PCH) involvement
1.7 Persistent PH of the newborn syndrome

2 PH due to left heart disease

2.1 PH due to heart failure with preserved LVEF

2.2 PH due to heart failure with reduced LVEF

2.3 Valvular heart disease

2.4 Congenital/acquired cardiovascular conditions leading to post-capillary PH

3 PH due to lung diseases and/or hypoxia

3.1 Obstructive lung disease

3.2 Restrictive lung disease

3.3 Other lung disease with mixed restrictive/obstructive pattern
3.4 Hypoxia without lung disease

3.5 Developmental lung disorders

4 PH due to pulmonary artery obstruction
4.1 Chronic thromboembolic PH
4.2 Other pulmonary artery obstructions
4.2.1 Sarcoma (high or intermediate grade) or angiosarcoma
4.2.2  Other malignant tumors
Renal carcinoma
Uterine carcinoma
Germ cell tumours of the testis
Other tumours
4.2.3 Non-malignant tumours
Uterine leiomyoma
4.2.4  Arteritis without connective tissue disease
4.2.5 Congenital pulmonary artery stenosis
4.2.6 Parasites
Hydatidosis
5 PH with unclear and/or multifactorial mechanisms
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Reference number(s)

1641-A

5.1 Hematologic disorders: Chronic hemolytic anemia, myeloproliferative disorders

5.2 Systemic and metabolic disorders: Pulmonary Langerhans cell histiocytosis, Gaucher disease, glycogen
storage disease, neurofibromatosis, sarcoidosis

5.3 Others: chronic renal failure with or without hemodialysis, fibrosing mediastinitis

5.4 Complex congenital heart disease

V. REFERENCES

1. Adempas [package insert]. Whippany, NJ: Bayer HealthCare Pharmaceuticals, Inc.; January 2018.

2. Chin KM, Rubin LJ. Pulmonary arterial hypertension. J Am Coll Cardiol. 2008;51(16):1527-1538.

3. McLaughlin VV, Archer SL, Badesch DB, et al. ACCF/AHA 2009 expert consensus document on
pulmonary hypertension a report of the American College of Cardiology Foundation Task Force on Expert
Consensus Documents and the American Heart Association developed in collaboration with the American
College of Chest Physicians; American Thoracic Society, Inc.; and the Pulmonary Hypertension
Association. J Am Coll Cardiol. 2009;53(17):1573-1619.

4. Badesch DB, Champion HC, Gomez-Sanchez MA, et al. Diagnosis and assessment of pulmonary arterial
hypertension. J Am Coll Cardiol. 2009;54:S55-S66.

5. Simonneau G, Robbins IM, Beghetti M, et al. Updated clinical classification of pulmonary hypertension. J
Am Coll Cardiol. 2013;62:D34-S41.

6. Barst RJ, Gibbs SR, Ghofrani HA, et al. Updated evidence-based treatment algorithm in pulmonary arterial
hypertension. J Am Coll Cardiol. 2009;54:S78-S84.

7. Taichman DB, Ornelas J, Chung L, et al. Pharmacologic therapy for pulmonary arterial hypertension in
adults. CHEST guideline and expert panel report. Chest. 2014;46(2):449-475.

8. Jaff MR, McMurty MS, Archer SL, et al. Management of massive and submassive pulmonary embolism,
iliofemoral deep vein thrombosis, and chronic thromboembolic pulmonary hypertension: a scientific
statement from the American Heart Association. Circulation. 2011;123(16):1788-1830.

9. Fedullo P, Kerr KM, Kim NH, Auger WR. Chronic thromboembolic pulmonary hypertension. Am J Respir
Crit Care Med. 2011;183(12):1605-1613.

10. Jenkins D, Mayer E, Screaton N, Madani M. State-of-the-art chronic thromboembolic pulmonary
hypertension diagnosis and management. Eur Respir Rev. 2012;21(123):32-39.

11. Klinger, JR., Elliott, CG, Levine, DJ, et al. Therapy for Pulmonary Arterial Hypertension in Adults: Update
of the CHEST Guidelines and Expert Panel Report. Chest. 2019:155(3): 565-586.

12. Galie, N., McLaughlin, VV, Rubin, LJ, Simonneau, G. An overview of the 6th World Symposium on
Pulmonary Hypertension. Eur Respir J 2019; 53: 1802148; DOI: 10.1183/13993003.02148-2018.
Published 24 January 2019.
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PRIOR AUTHORIZATION CRITERIA

DRUG CLASS GLUCAGON-LIKE PEPTIDE 1 (GLP-1) RECEPTOR AGONIST

BRAND NAME*

(generic)
ADLYXIN
(lixisenatide)

Status: CVS Caremark Criteria
Type: Initial Prior Authorization with Quantity Limit Ref #1511-C

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.

FDA-APPROVED INDICATIONS
Adlyxin is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus.

Limitations of Use

e Adlyxin has not been studied in patients with chronic pancreatitis or a history of unexplained pancreatitis.
Consider other antidiabetic therapies in patients with a history of pancreatitis.

e Adlyxin is not a substitute for insulin. Adlyxin is not indicated for use in patients with type 1 diabetes mellitus or for
treatment of diabetic ketoacidosis

e The concurrent use of Adlyxin with short acting insulin has not been studied and is not recommended

e Adlyxin has not been studied in patients with gastroparesis and is not recommended in patients with
gastroparesis.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The patient has been receiving GLP-1 Agonist therapy for at least 3 months and has demonstrated a reduction in
Alc (hemoglobin Alc) since starting GLP-1 Agonist therapy
[Note: Examples of GLP-1 Agonists are Adlyxin, Bydureon, Byetta, Ozempic, Tanzeum, Trulicity, Victoza]

OR
e The patient has a diagnosis of type 2 diabetes mellitus
AND
0 The patient has experienced an inadequate treatment response, intolerance, or contraindication to metformin
OR

0 The patient requires combination therapy AND has an Alc (hemoglobin Alc) of 7.5 percent or greater

Quantity Limits apply.

RATIONALE

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Adlyxin is indicated as an adjunct to diet and
exercise to improve glycemic control in adults with type 2 diabetes mellitus. Adlyxin should be initiated at 10 mcg
administered subcutaneously once daily within one hour before the first meal of the day for 14 days. On Day 15, increase
dosage to 20 mcg once daily. 12

Clinical guidelines from the American Diabetes Association and the American Association of Clinical Endocrinologists and
American College of Endocrinology for the management of hyperglycemia in type 2 diabetes indicate that metformin
monotherapy should be started at diagnosis of type 2 diabetes unless there are contraindications. Metformin is effective
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and safe, is inexpensive, and may reduce risk of cardiovascular events and death. In patients with contraindications or
intolerance of metformin, initial therapy should be based on patient factors; consider a drug from another class.*5

The clinical guidelines also state that the Alc test is the major tool for assessing glycemic control and has strong
predictive value for diabetes complications. Thus, Alc testing should be performed routinely in all patients with diabetes at
initial assessment and as part of continuing care. The guidelines set goals for therapeutic effectiveness which must be
evaluated frequently (e.g., every 3 months) until stable, using multiple criteria, including Alc. Less frequent monitoring is
acceptable once targets are achieved.*> Therefore; continued use of any GLP-1 Agonist (e.g., Adlyxin, Byetta, Bydureon,
Ozempic, Tanzeum, Trulicity, and Victoza) will be approved for patients who have demonstrated a reduction in Alc since
starting GLP-1 Agonist therapy for at least three months.

If the Alc target is not achieved after approximately 3 months and patient does not have atherosclerotic cardiovascular
disease (ASCVD) or chronic kidney disease (CKD), consider a combination of metformin and one of the preferred six
treatment options: sulfonylurea, thiazolidinedione, dipeptidyl peptidase 4 (DPP-4) inhibitors, sodium-glucose
cotransporter 2 (SGLT2) inhibitors, glucagon-like peptide 1 (GLP-1) receptor agonists, or basal insulin; the choice of
which agent to add is based on drug-specific effects and patient factors. For patients in whom ASCVD, Heart Failure, or
CKD predominates, the best choice for a second agent is a GLP-1 receptor agonist or SGLT2 inhibitor with demonstrated
cardiovascular risk reduction, after consideration of drug-specific and patient factors.

In patients with an initial Alc of 7.5% or greater, or in patients who are unable to achieve their glycemic goals with
monotherapy, combination therapy is recommended.>

Lixisenatide slows gastric emptying, which reduces the rate at which meal-derived glucose appears in the circulation,
reduces food intake, and is associated with weight loss.1® A quantity limit is in place to aid proper utilization of Adlyxin. At
maximum approved dosing for Adlyxin, two (2) pens will be allowed for a 28 day supply (6 pens per 84 day supply).

REFERENCES

1. Adlyxin [package insert]. Bridgewater, NJ: Sanofi-Aventis U.S. LLC; January 2019.

2. Lexicomp Online, AHFS DI (Adult and Pediatric) Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.
http://online.lexi.com/. Accessed July 2019.

3. Micromedex (electronic version). Truven Health Analytics, Greenwood Village, Colorado, USA.
http://www.micromedexsolutions.com/. Accessed July 2019.

4. American Diabetes Association (ADA) Standards of Medical Care in Diabetes-2019—Diabetes Care. 2019;
42(Supplement 1).

5. Garber AJ, et al. AACE/ACE Consensus Statement by the American Association of Clinical Endocrinologists and
American College of Endocrinology on the Comprehensive Type 2 Diabetes Management Algorithm 2019, Endocr
Pract. 2019; 25 (No 1); 69-100

Written by: UM Development (SF)

Date Written: 07/2016

Revised: 07/2017, 07/2018 (no clinical changes), 07/2019 (no clinical changes)
Reviewed: Medical Affairs (MES) 07/2016, 07/2017, (CHART) 08/01/2019

External Review: 08/2016, 10/2017, 10/2018, 10/2019

CRITERIA FOR APPROVAL

1 Has the patient been receiving GLP-1 Agonist therapy for at least 3 months? Yes No
[Note: Examples of GLP-1 Agonists are Adlyxin, Bydureon, Byetta, Ozempic, Tanzeum,
Trulicity, Victoza]
[If no, then skip to question 3.]

2 Has the patient demonstrated a reduction in Alc (hemoglobin Alc) since starting GLP-1 Yes No
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Agonist therapy?
[If yes, then skip to question 6.]

3 Does the patient have a diagnosis of type 2 diabetes mellitus? Yes No

4 Has the patient experienced an inadequate treatment response, intolerance, or Yes No

contraindication to metformin?
[If yes, then skip to question 6.]

5 Does the patient require combination therapy AND have an Alc (hemoglobin Alc) of 7.5 Yes No
percent or greater?

6 Does the patient require more than 2 prefilled pens per month (or 6 prefilled pens per 3 Yes No
months)?

[RPh Note: If yes, then deny and enter a partial approval for 2 pens (6 ml) per 21 days (or

6 pens (18 ml) per 63 days)]

Mapping Instructions

Yes No

DENIAL REASONS — DO NOT USE FOR MEDICARE PART D

Lo

Goto 2 Goto3

2. | Goto6 | Deny

You do not meet the requirements of your plan. Your plan covers this drug
when you meet all of these conditions:

- You have been receiving this drug or another drug in the same class for at
least 3 months

- You had a reduction in Alc (hemoglobin Alc) since starting therapy

Your request has been denied based on the information we have.

[Short Description: Continuation of therapy, no response to treatment]

3./ Goto4 | Deny

You do not meet the requirements of your plan.
Your plan covers this drug when you have type 2 diabetes mellitus. Your
request has been denied based on the information we have.

[Short Description: No approvable diagnosis]

4. | Goto 6 Goto5

5. | Goto6 | Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you meet one of these conditions:

- You have tried metformin it did not work for you or you cannot use it

- You require combination therapy and you have an Alc (hemoglobin Alc) of
7.5 percent or greater

Your request has been denied based on the information we have.

[Short description: No inadequate treatment response, intolerance or
contraindication to metformin, no requirement for combination therapy]

6. | Deny Approve, 36 Months,
2 pens (6 ml) /21
days*

(6 pens (18 ml)/63
days*)

You have requested more than the maximum quantity allowed by your

plan. Current plan approved criteria cover up to 2 prefilled pens per month (or 6
prefilled pens per 3 months). You have been approved for the maximum
guantity that your plan covers for a duration of 36 months. Your request for
additional quantities of the requested drug and strength has been denied.
[Short description: Over max quantity]

*The duration of 21 days is used for a 28-day fill period and 63 days is used for an 84-day fill period to allow time for refill processing.
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POLICY

Reference number
2021-A

SPECIALTY GUIDELINE MANAGEMENT

AFINITOR (everolimus)

[. INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed

therapy.

A. FDA-Approved Indications

1.

Hormone Receptor-Positive, HER2-Negative Breast Cancer

Afinitor is indicated for the treatment of postmenopausal women with advanced hormone receptor

(HR)-positive, human epidermal growth factor receptor 2 (HER2)-negative breast cancer in

combination with exemestane, after failure of treatment with letrozole or anastrozole.

Neuroendocrine Tumors (NET)

a. Afinitor is indicated for the treatment of adult patients with progressive neuroendocrine tumors of
pancreatic origin (PNET) with unresectable, locally advanced or metastatic disease.

b. Afinitor is indicated for the treatment of adult patients with progressive, well-differentiated, non-
functional neuroendocrine tumors (NET) of gastrointestinal (GI) or lung origin with unresectable,
locally advanced or metastatic disease.

Renal Cell Carcinoma (RCC)

Afinitor is indicated for the treatment of adult patients with advanced renal cell carcinoma (RCC) after

failure of treatment with sunitinib or sorafenib.

Tuberous Sclerosis Complex (TSC)-Associated Renal Angiomyolipoma

Afinitor is indicated for the treatment of adult patients with renal angiomyolipoma and tuberous

sclerosis complex (TSC), not requiring immediate surgery.

Tuberous Sclerosis Complex (TSC)-Associated Subepndymal Giant Cell Astrocytoma (SEGA)

Afinitor and Afinitor Disperz are indicated in adult and pediatric patients aged 1 year and older with

tuberous sclerosis complex (TSC) for the treatment of subependymal giant cell astrocytoma (SEGA)

that requires therapeutic intervention but cannot be curatively resected.

Tuberous Sclerosis Complex (TSC)-Associated Paritial-Onset Seizures

Afinitor Disperz is indicated for the adjunctive treatment of adult and pediatric patients aged 2 years

and older with TSC-associated partial-onset seizures.

B. Compendial Uses

1. Relapsed or stage IV renal cell carcinoma:
a. Single agent or in combination with lenvatinib as subsequent therapy for clear cell histology
b. Single-agent systemic therapy for non-clear histology
c. In combination with lenvatinib as systemic therapy for non-clear cell histology
d. In combination with bevacizumab as systemic therapy for non-clear cell histology

2. Soft tissue sarcoma subtypes:
a. Perivascular epithelioid cell tumors (PEComa), single-agent therapy
b. Recurrent angiomyolipoma, single-agent therapy
c. Lymphangioleiomyomatosis, single-agent therapy

3. Gastrointestinal stromal tumors (GIST), in combination with either imatinib, sunitinib, or regorafenib for
disease progression after single-agent therapy with imatinib, sunitinib, and regorafenib

4. Neuroendocrine tumors of the gastrointestinal tract, lung and thymus (carcinoid tumors)

5. Neuroendocrine tumors of the pancreas, single-agent therapy
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Thymomas and thymic carcinomas, second-line therapy as a single agent

Classic Hodgkin lymphoma, third-line or subsequent systemic therapy as a single agent for relapsed

or refractory disease

8. Central nervous system cancers:
a. Meningiomas
b. Glioma
c. Subependymal giant cell astrocytoma (SEGA); adjuvant treatment as a single agent

9. Thyroid carcinoma (papillary carcinoma, Hurthle cell carcinoma, and follicular carcinoma), if clinical
trials or other systemic therapies are not available or appropriate for treatment of progressive and/or
symptomatic iodine-refractory

10. Waldenstrém’s macroglobulinemia/lymphoplasmacytic lymphoma, single-agent therapy for previously
treated disease that does not respond to primary therapy or for progressive or relapsed disease

11. Endometrial carcinoma, in combination with letrozole or as adjuvant treatment for surgically staged
patients in combination with letrozole

12. Invasive breast cancer
Recurrent or stage IV (M1) hormone receptor (HR)-positive, human epidermal growth factor receptor 2
(HER2)-negative breast cancer with no visceral crisis in postmenopausal women treated with prior
endocrine therapy within 1 year or in premenopausal women treated with ovarian ablation/suppression
treated with prior endocrine therapy within 1 year in combination with exemestane, fulvestrant, or
tamoxifen.

13. Tuberous sclerosis complex

No

All other indications are considered experimental/investigational and are not medically necessary.

II. CRITERIA FOR INITIAL APPROVAL

A. Breast Cancer
Authorization of 12 months may be granted for treatment of hormone receptor (HR)-positive, human
epidermal growth factor receptor 2 (HER2)-negative recurrent or metastatic breast cancer when
prescribed in combination with exemestane, fulvestrant, or tamoxifen and the member has received
endocrine therapy within 1 year.

B. Renal Cell Carcinoma
Authorization of 12 months may be granted for treatment of relapsed or metastatic RCC when any of the
following criteria are met:
1. Afinitor is given as a single agent or in combination with lenvatinib as subsequent therapy for clear cell
histology; OR
2. Afinitor is given as single-agent systemic therapy for non-clear cell histology; OR
3. Afinitor is given in combination with lenvatinib as systemic therapy for non-clear cell histology; OR
4. Afinitor is given in combination with bevacizumab as systemic therapy for non-clear cell histology.

C. Neuroendocrine Tumors
1. Authorization of 12 months may be granted for treatment of progressive neuroendocrine tumors
(PNET) of pancreatic origin in members with unresectable, locally advanced, or metastatic disease.

2. Authorization of 12 months may be granted for treatment of progressive, well-differentiated, non-
functional neuroendocrine tumors (NET) of gastrointestinal, lung, or thymic origin with unresectable,
locally advanced or metastatic disease.

D. Tuberous Sclerosis Complex (TSC)
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Authorization of 12 months may be granted for treatment of TSC.

Soft Tissue Sarcoma

Authorization of 12 months may be granted for treatment of any of the following subtypes of soft tissue
sarcoma as single agent therapy: perivascular epithelioid cell (PEComa), recurrent angiomyolipoma, or
lymphangioleiomyomatosis.

Gastrointestinal Stromal Tumor (GIST)

Authorization of 12 months may be granted for treatment of gastrointestinal stromal tumors in combination
with either imatinib, sunitinib, or regorafenib for disease progression after single-agent therapy with
imatinib, sunitinib, and regorafenib.

Thymoma and Thymic Carcinoma
Authorization of 12 months may be granted for treatment of thymoma or thymic carcinoma for second-line
therapy as a single agent.

Classic Hodgkin Lymphoma
Authorization of 12 months may be granted for treatment of relapsed or refractory classic Hodgkin
lymphoma for third-line or subsequent systemic therapy as a single agent.

Waldenstrom’s Macroglobulinemia/Lymphoplasmacytic Lymphoma

Authorization of 12 months may be granted for treatment of Waldenstrom’s
macroglobulinemia/lymphoplasmacytic lymphoma as a single-agent therapy for previously treated disease
that does not respond to primary therapy or for progressive relapsed disease.

Thyroid Carcinoma
Authorization of 12 months may be granted for treatment of progressive and/or symptomatic iodine-
refractory thyroid carcinoma with any of the following histologies: papillary, Hurthle cell, or follicular.

Endometrial Carcinoma

Authorization of 12 months may be granted for treatment of endometrial carcinoma when either of the
following criteria are met:

1. Afinitor is given in combination with letrozole; OR

2. Afinitor is given in combination with letrozole as adjuvant treatment for surgically staged members.

Central Nervous System Cancers
1. Authorization of 12 months may be granted for the treatment of glioma (including glioblastoma) or
meningioma.

2. Authorization of 12 months may be granted for the adjuvant treatment of subependymal giant cell
astrocytoma (SEGA) as a single agent.

CONTINUATION OF THERAPY

Authorization of 12 months may be granted for continued treatment in members requesting reauthorization for
an indication in Section Il who have not experienced disease progression or an unacceptable toxicity.

IV. REFERENCES

1. Afinitor [package insert]. East Hanover, NJ: Novartis Pharmaceuticals Corporation; April 2018.
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5. Yardley DA, Noguchi S, Pritchard KI, et al. Everolimus plus exemestane in postmenopausal patients with
HR(+) breast cancer: BOLERO-2 final progression-free survival analysis. Adv Ther 2013;30:870-884.

6. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines): Kidney Cancer. Version 4.2019.
Accessed May 13, 2019. https://www.nccn.org/professionals/physician_gls/pdf/kidney.pdf.

7. Sampson JR. Therapeutic targeting of mTOR in tuberous sclerosis. Biochem Soc Trans. 2009;37:259-264.

8. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines): Soft Tissue Sarcoma. Version 2.2019.
Accessed May 13, 2019. https://www.nccn.org/professionals/physician_gls/pdf/sarcoma.pdf.

9. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines): Thymomas and Thymic Carcinomas.
Version 2.2019. Accessed May 13, 2019. https://www.nccn.org/professionals/physician_gls/pdf/thymic.pdf.

10. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines): Hodgkin Lymphoma. Version 1.2019.
Accessed May 13, 2019. https://www.nccn.org/professionals/physician_gls/pdf/hodgkins.pdf.

11. Johnston PB, Inwards DJ, Colgan JP, et al. A Phase Il trial of the oral mMTOR inhibitor everolimus in
relapsed Hodgkin lymphoma. Am J Hematol 2010;85:320-324.

12. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines): Waldenstrom’s
Macroglobulinemia/Lymphoplasmacytic Lymphoma. Version 2.2019. Accessed May 13, 2019.
https://www.nccn.org/professionals/physician_gls/pdf/waldenstroms.pdf.

13. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines): Thyroid Carcinoma. Version 1.2019.
Accessed May 13, 2019. https://www.nccn.org/professionals/physician_gls/pdf/thyroid.pdf.

14. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines): Uterine Neoplasms. Version 3.2019.
Accessed May 13, 2019. https://www.nccn.org/professionals/physician_gls/pdf/uterine.pdf.

15. Darcy A. Krueger, Hope Northrup, et al. Tuberous Sclerosis Complex Surveillance and Management:
Recommendations of the 2012 International Tuberous Sclerosis Complex Consensus Conference.
Pediatric Neurology. 2013. 49: 255-265.

16. Wahl Michael, Chang, Susan, et al. Probing the PI3K/mTOR Pathway in Gliomas: A Phase Il Study of
Everolimus for Recurrent Adult Low Grade Gliomas. Cancer. 2017; 123 (23): 4631-4639.

17. Shih KC, Chowdhary S, et al. A Phase Il trial of bevacizuman and everolimus as treatment for patients
with refractory, progressive, intracranial meningioma. Journal of Neuro-Oncology. 2016. 129 (2): 281-8.

18. Hainsworth, John D, et al. Phase Il Study of concurrent radiation therapy, temozolomide, and
bevacizumab followed by bevacizumab/everolimus as first-line treatment of patients with glioblastoma.
Clin adv Hematol. Oncol. 2012. 10 (4): 240-6.
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PRIOR AUTHORIZATION CRITERIA

BRAND NAME*
(generic)
AFREZZA
(insulin human inhalation powder)

Status: CVS Caremark Criteria
Type: Initial Prior Authorization Ref # 1238-A

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.

FDA-APPROVED INDICATIONS
Afrezza is a rapid acting inhaled insulin indicated to improve glycemic control in adult patients with diabetes mellitus.
Limitations of Use:
e Afrezza is not a substitute for long-acting insulin. Afrezza must be used in combination with long-acting insulin in
patients with type 1 diabetes mellitus.
e Afrezza is not recommended for the treatment of diabetic ketoacidosis.
e The safety and efficacy of Afrezza in patients who smoke have not been established. The use of Afrezza is not
recommended in patients who smoke or who have recently stopped smoking.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The patient has been evaluated with spirometry (FEV1) to rule out any potential lung disease
[Note: Afrezza is contraindicated in patients with chronic lung disease and not recommended in patients who
smoke or who have recently stopped smoking.]
AND
e The patient has been receiving the requested drug for at least 3 months AND the patient has demonstrated a
reduction in Alc (hemoglobin Alc) since starting this therapy
OR
e The requested drug is being prescribed for an adult with type 1 diabetes mellitus AND
0 The patient has experienced a contraindication or intolerance to an injectable rapid-acting insulin
AND
0 The requested drug will be used in combination with long-acting insulin
OR
e The requested drug is being prescribed for an adult with type 2 diabetes mellitus AND
0 The patient has experienced a contraindication or intolerance to an injectable rapid-acting insulin OR is
unable to administer injectable insulin
AND
0 The patient has experienced an inadequate treatment response, contraindication, or intolerance to
metformin

RATIONALE

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Afrezza (insulin human inhalation powder) is a
rapid acting inhaled insulin indicated to improve glycemic control in adult patients with diabetes mellitus.

Afrezza is not a substitute for long-acting insulin. Afrezza must be used in combination with long-acting insulin in patients
with type 1 diabetes mellitus.* Most people with type 1 diabetes should be treated with multiple daily injections of prandial
and basal insulin, or continuous subcutaneous insulin infusion.*
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Afrezza is contraindicated in patients with chronic lung disease such as asthma or chronic obstructive pulmonary disease
(COPD), because of the risk of acute bronchospasm. Afrezza causes a decline in lung function over time as measured by
spirometry (FEV1). In patients who have a decline of = 20% in FEV1 from baseline, consider discontinuing Afrezza.
Consider more frequent monitoring of pulmonary function in patients with pulmonary symptoms such as wheezing,
bronchospasm, breathing difficulties, or persistent or recurring cough. If symptoms persist, discontinue Afrezza. The
safety and efficacy of Afrezza in patients who smoke has not been established. The use of Afrezza is not recommended in
patients who smoke or who have recently stopped smoking. Before initiating Afrezza, a medical history, physical
examination and spirometry (FEV1) should be performed to identify potential lung disease in all patients. Assess
pulmonary function at baseline, after the first 6 months of therapy, and annually thereafter, even in the absence of
pulmonary symptoms.*

Clinical guidelines from the American Diabetes Association and the American Association of Clinical Endocrinologists and
American College of Endocrinology for the management of hyperglycemia in type 2 diabetes indicate that metformin
monotherapy should be started at diagnosis of type 2 diabetes unless there are contraindications. Metformin is effective
and safe, is inexpensive, and may reduce risk of cardiovascular events and death. In patients with contraindications or
intolerance of metformin, initial therapy should be based on patient factors; consider a drug from another class.*®

If the Alc target is not achieved after approximately 3 months and patient does not have atherosclerotic cardiovascular
disease (ASCVD) or chronic kidney disease (CKD), consider a combination of metformin and one of the preferred six
treatment options: sulfonylurea, thiazolidinedione, dipeptidyl peptidase 4 (DPP-4) inhibitors, sodium-glucose
cotransporter 2 (SGLT2) inhibitors, glucagon-like peptide 1 (GLP-1) receptor agonists, or basal insulin; the choice of
which agent to add is based on drug-specific effects and patient factors. For patients in whom ASCVD, Heart Failure, or
CKD predominates, the best choice for a second agent is a GLP-1 receptor agonist or SGLT2 inhibitor with demonstrated
cardiovascular risk reduction, after consideration of drug-specific and patient factors. Many patients with type 2 diabetes
eventually require and benefit from insulin therapy. Insulin has the advantage of being effective where other agents are
not and should be considered as part of any combination regimen when hyperglycemia is severe.*5

Patients with inadequately controlled type 1 diabetes participated in a 24-week, open-label, active-controlled study to
evaluate the glucose lowering effect of mealtime Afrezza used in combination with a basal insulin. Following a 4-week
basal insulin optimization period, 344 patients were randomized to Afrezza (n=174) or insulin aspart (n=170) administered
at each meal of the day. Afrezza provided less Alc reduction than insulin aspart, and the difference was statistically
significant. More subjects in the insulin aspart group achieved the A1c target of <7%.> Considering the results of this
study, Afrezza will be approved if the patient experienced a contraindication or intolerance to an injectable rapid-acting
insulin. Study data comparing Afrezza to a rapid-acting insulin in patients with type 2 diabetes is not available?; therefore,
Afrezza will also be approved if a patient with type 2 diabetes is unable to administer injectable insulin.

The clinical guidelines also state that the Alc test is the major tool for assessing glycemic control and has strong
predictive value for diabetes complications. Thus, Alc testing should be performed routinely in all patients with diabetes at
initial assessment and as part of continuing care. The guidelines set goals for therapeutic effectiveness which must be
evaluated frequently (e.g., every 3 months) until stable, using multiple criteria, including Alc. Less frequent monitoring is
acceptable once targets are achieved.4-5 Therefore, continued use of Afrezza (insulin human inhalation powder) will be
approved for patients who have demonstrated a reduction in Alc (hemoglobin Alc) since starting Afrezza therapy for at
least three months.

REFERENCES

1. Afrezza [package insert]. Danbury, CT: MannKind Corporation; October 2018.

2. Lexicomp Online, Lexi-Drugs Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.
http://online.lexi.com/. Accessed June 2019.

3. Micromedex (electronic version). Truven Health Analytics, Greenwood Village, Colorado, USA.
http://www.micromedexsolutions.com/. Accessed June 2019.

4. American Diabetes Association. Standards of Medical Care in Diabetes-2019: Diabetes Care January
2019;42(Supplementl).

5. Garber AJ, Abrahamson MJ, Barzilay JI, et al. Consensus Statement by the American Association of Clinical
Endocrinologists and American College of Endocrinology on the Comprehensive Type 2 Diabetes Management
Algorithm 2019, Endocr Pract. 2019; 25 (No 1);69-100.

Afrezza 1238-A 07-2019.docx ©2019 CVS Caremark. All rights reserved.

This document contains confidential and proprietary information of CVS Caremark and cannot be reproduced, distributed or printed without written
permission from CVS Caremark. This document contains references to brand-name prescription drugs that are trademarks or registered trademarks of

pharmaceutical manufacturers not affiliated with CVS Caremark.
2
¥ CVS caremark’



Written by: UM Development (CF)

Date Written: 02/2015

Revised: 04/2015 (updated injectable insulin question); 08/2015 (reordered questions); (KM) 07/2016 (no clinical changes); (RP) 07/2017,
07/2018 (no clinical changes); (DFW) 07/2019 (no clinical changes/removed MDC designation from title/document)

Reviewed: Medical Affairs (KRU) 02/2015, 03/2015, 04/2015; (LCB) 08/2015; (ME) 07/2017, (CHART) 8/1/2019

External Review: 04/2015, 10/2015, 10/2016, 10/2017, 10/2018, 10/2019

CRITERIA FOR APPROVAL

1 Has the patient been evaluated with spirometry (FEV1) to rule out any potential lung Yes No
disease?
[Note: Afrezza is contraindicated in patients with chronic lung disease and not
recommended in patients who smoke or who have recently stopped smoking.]

2 Has the patient been receiving the requested drug for at least 3 months? Yes No
[If no, then skip to question 4.]

3 Has the patient demonstrated a reduction in Alc (hemoglobin Alc) since starting this Yes No
therapy?
[No further questions.]

4 Is the requested drug being prescribed for an adult with type 1 diabetes mellitus? Yes No
[If no, then skip to question 7.]

5 Has the patient experienced a contraindication or intolerance to an injectable rapid-acting Yes No
insulin?
6 Will the requested drug be used in combination with long-acting insulin? Yes No

[No further questions.]
7 Is the requested drug being prescribed for an adult with type 2 diabetes mellitus? Yes No

8 Has the patient experienced a contraindication or intolerance to an injectable rapid-acting Yes No
insulin OR is unable to administer injectable insulin?

9 Has the patient experienced an inadequate treatment response, contraindication, or Yes No
intolerance to metformin?

Guidelines for Approval

Duration of Approval 36 Months

Setl Set 2 Set 3
Yes to No to Yes to No to Yes to No to
question(s) guestion(s) question(s) question(s) question(s) guestion(s)
1 None 1 2 1 2
2 4 7 4
3 5 8

6 9

Mapping Instructions
Yes No DENIAL REASONS - DO NOT USE FOR MEDICARE PART D
1. | Goto?2 Deny You do not meet the requirements of your plan.
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Your plan covers this drug when you have been tested with spirometry (FEV1) to make
sure you do not have a lung disease.
Your request has been denied based on the information we have.

[Short Description: No confirmation of spirometry]

N

Goto3

Goto4

3. | Approve,
36 months

Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you meet these conditions:

- You have been receiving the requested drug for at least 3 months

- You have had a reduction in Alc (hemoglobin Alc) since starting this therapy
Your request has been denied based on the information we have.

[Short Description: Continuation of therapy, No response to treatment]

Goto5

Goto7

als

Goto 6

Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you tried an injectable rapid-acting insulin first and it
did not work for you or you cannot use it

Your request has been denied based on the information we have.

[Short Description: No intolerance or contraindication to injectable rapid-acting insulin]

6. | Approve,
36 months

Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you will use a long-acting insulin with the requested
drug.

Your request has been denied based on the information we have.

[Short Description: No use of long-acting insulin]

7. | Goto 8

Deny

You do not meet the requirements of your plan.
Your plan covers this drug when you are an adult with type 1 or type 2 diabetes.
Your request has been denied based on the information we have.

[Short Description: No approvable diagnosis]

8. | Goto9

Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you meet any of these conditions:

- You are unable to inject yourself with insulin

- You tried an injectable rapid-acting insulin first and it did not work for you or you
cannot use it

Your request has been denied based on the information we have.

[Short Description: No intolerance or contraindication to injectable rapid-acting insulin
or able to use injectable insulin]

9. | Approve,
36 months

Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you have tried metformin and it either did not work for
you or you cannot use it.

Your request has been denied based on the information we have.

[Short Description: No inadequate response, intolerance or contraindication to
metformin]
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PRIOR AUTHORIZATION CRITERIA

BRAND NAME*

(generic)
AKLIEF
(trifarotene)

Status: CVS Caremark Criteria
Type: Initial Prior Authorization Ref # 3362-A

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.

EDA-APPROVED INDICATIONS
Aklief Cream is a retinoid indicated for the topical treatment of acne vulgaris in patients 9 years of age and older.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The requested drug is being prescribed for acne vulgaris in a patient 9 years of age or older

RATIONALE

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Aklief Cream is a retinoid indicated for the topical
treatment of acne vulgaris in patients 9 years of age and older.

REFERENCES

1. Aklief cream [package insert]. Fort Worth, TX: Galderma Laboratories, LP; October 2019.

2. Lexicomp Online, Lexi-Drugs Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.
http://online.lexi.com/. Accessed October 2019.

3. Micromedex (electronic version). Truven Health Analytics, Greenwood Village, Colorado, USA.
http://www.micromedexsolutions.com/. Accessed October 2019.

Written by: UM Development (RP)

Date Written: 10/2019

Revised:

Reviewed: Medical Affairs (CHART) 10/17/2019

External Review: 12/2019

CRITERIA FOR APPROVAL

1 Is the requested drug being prescribed for acne vulgaris in a patient 9 years of age or Yes No
older?

Mapping Instructions

Yes No DENIAL REASONS — DO NOT USE FOR MEDICARE PART D
1.| Approve, 12 Deny You do not meet the requirements of your plan.
Months Your plan covers this drug when you are 9 years of age or older and are

using it for acne vulgaris.
Your request has been denied based on the information we have.
[Short Description: No approvable diagnosis.]
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PRIOR AUTHORIZATION CRITERIA

BRAND NAME*

(generic)
AKYNZEO CAPSULES
(netupitant/palonosetron)

AKYNZEO INJECTION
(fosnetupitant/palonosetron)

Status: CVS Caremark Criteria
Type: Post Limit Prior Authorization Ref # 1212-J

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated

FDA-APPROVED INDICATIONS

Akynzeo capsules is indicated in combination with dexamethasone in adults for the prevention of acute and delayed
nausea and vomiting associated with initial and repeat courses of cancer chemotherapy, including, but not limited to,
highly emetogenic chemotherapy. Akynzeo capsules is a combination of palonosetron and netupitant: palonosetron
prevents nausea and vomiting during the acute phase and netupitant prevents nausea and vomiting during both the acute
and delayed phase after cancer chemotherapy.

Akynzeo for injection is indicated in combination with dexamethasone in adults for the prevention of acute and delayed
nausea and vomiting associated with initial and repeat courses of highly emetogenic cancer chemotherapy. Akynzeo for
injection is a combination of palonosetron and fosnetupitant, a prodrug of netupitant: palonosetron prevents nausea and
vomiting during the acute phase and fosnetupitant prevents nausea and vomiting during both the acute and delayed
phase after cancer chemotherapy.

Limitations of Use
Akynzeo for injection has not been studied for the prevention of nausea and vomiting associated with anthracycline plus
cyclophosphamide chemotherapy.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The requested drug is being prescribed for the prevention of acute and delayed nausea and vomiting associated
with initial and repeat courses of cancer chemotherapy

Quantity Limits apply.

RATIONALE

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Akynzeo capsules is indicated in combination
with dexamethasone in adults for the prevention of acute and delayed nausea and vomiting associated with initial and
repeat courses of cancer chemotherapy, including, but not limited to, highly emetogenic chemotherapy. Akynzeo for
injection is indicated in combination with dexamethasone in adults for the prevention of acute and delayed nausea and
vomiting associated with initial and repeat courses of highly emetogenic cancer chemotherapy.

The recommended oral dosage in adults for highly emetogenic chemotherapy, including cisplatin based chemotherapy, is
one capsule of Akynzeo administered approximately 1 hour prior to the start of chemotherapy with dexamethasone 12 mg
administered orally 30 minutes prior to chemotherapy on day 1; followed by dexamethasone 8 mg orally once daily on
days 2 to 4. The recommended dosage in adults for anthracyclines and cyclophosphamide based chemotherapy and
chemotherapy not considered highly emetogenic is one capsule of Akynzeo approximately 1 hour prior to the start of
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chemotherapy with dexamethasone 12 mg administered orally 30 minutes prior to chemotherapy on day 1. Administration
of dexamethasone on days 2 to 4 is not necessary.

The recommended injection dosage in adults for highly emetogenic chemotherapy, including cisplatin based
chemotherapy, is one vial of Akynzeo administered approximately 30 minutes prior to the start of chemotherapy with
dexamethasone 12 mg administered orally 30 minutes prior to chemotherapy on day 1; followed by dexamethasone 8 mg
orally once daily on days 2 to 4. Akynzeo for injection has not been studied for the prevention of nausea and vomiting
associated with anthracycline plus cyclophosphamide chemotherapy.

Akynzeo has been studied in patients who completed cycle 1 and continued treatment in a multiple-cycle extension, up to
a maximum of 8 treatment cycles; the majority of patients completed at least 4 cycles but only a limited number of patients
received treatment beyond cycle 6. Antiemetic activity of Akynzeo was maintained throughout repeat cycles for those
patients continuing in each of the multiple cycles.? In a separate study, patients undergoing initial and repeat cycles of
chemotherapy (including carboplatin, cisplatin, oxaliplatin, and doxorubicin regimens) received Akynzeo; efficacy was
maintained throughout all cycles during the acute, delayed, and overall (0-120 hr) phase after the start of chemotherapy.!

The risk of nausea/vomiting for patients receiving highly and moderately emetogenic chemotherapy lasts for at least 3
days for high and 2 days for moderate after the last dose of chemotherapy. The period of risk for delayed emesis after
chemotherapy administration depends on the specific regimen and the emetogenic potential of the last chemotherapy
agent administered in the regimen. Patients need to be protected throughout the full period of risk. For multi-drug
regimens, antiemetic therapy is based on the drug with the highest emetic risk.# Therefore, the Akynzeo post limit quantity
has been determined based on the drug regimen with the highest emetic risk.

The limit is designed to allow for the prevention of acute or delayed onset nausea and vomiting associated with
chemotherapy at the recommended dose of Akynzeo. The limit allows a quantity sufficient for four chemotherapy cycles
per month (i.e., one chemotherapy cycle every week).

REFERENCES

1. Akynzeo [package insert]. Iselin, NJ: Helsinn Therapeutics.; April 2018.

2. AHFS DI (Adult and Pediatric) [database online]. Hudson, OH: Lexi-Comp, Inc.;
http://online.lexi.com/Ico/action/index/dataset/complete_ashp [available with subscription]. Accessed January 2018.

3. Micromedex Solutions [database online]. Greenwood Village, CO: Truven Health Analytics Inc. Updated periodically.
www.micromedexsolutions.com [available with subscription]. Accessed January 2018.

4. National Comprehensive Cancer Network. Clinical Practice Guidelines in Oncology. Antiemesis. V.2.2016. Available
at: www.nccn.org. Accessed May 2018.

Written by: UM Development (RP)

Date Written: 10/2014

Revised: 01/2015, 05/2015 (added denial reasons); (MS) 01/2016 (no clinical changes), 01/2017, (ME) 01/2018 (no clinical changes) (ME)
05/2018 (added injection)

Reviewed: Medical Affairs (SES) 10/2014, 01/2015; (JG) 01/2017, (ME) 05/2018

External Review: 11/2014, 04/2015, 04/2016, 04/2017, 04/2018, 06/2018

CRITERIA FOR APPROVAL

1 Is the requested drug being prescribed for the prevention of acute and delayed nausea Yes No
and vomiting associated with initial and repeat courses of cancer chemotherapy?

2 Does the patient require use of MORE than 4 capsules or vials per 28 days of Akynzeo? Yes No

[RPh Note: If yes, then deny and enter a partial approval for 4 capsules or vials per 21
days of Akynzeo.]
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Mapping Instructions

Yes No DENIAL REASONS — DO NOT USE FOR MEDICARE PART D
1| Goto2 Deny Your plan covers this drug when it is being used to prevent nausea or
vomiting from chemotherapy. Your use of this drug does not meet the
requirement. This is based on the information we have.
[Short Description: No approvable diagnosis]
2.| Deny Approve, 6 | You have requested more than the maximum quantity allowed by
months, 4 your plan. Current plan approved criteria cover up to 4 capsules or
capsules or | vials per 28 days of Akynzeo. You have been approved for the
vials / 21 maximum quantity that your plan covers for a duration of 6 months.
days* Your request for additional quantities of the requested drug and

strength has been denied.
[Short Description: Over max quantity]

* The duration of 21 days is used for a 28-day fill period.

* This drug is indicated for short-term acute use; therefore, the mail limit will be the same as the retail limit.
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STEP THERAPY CRITERIA

BRAND NAME*

(generic)
ALDARA (BRAND ONLY)
(imiquimod)

ZYCLARA (BRAND ONLY)
(imiquimod)

Status: CVS Caremark Criteria
Type: Initial Step Therapy with Quantity Limit;
Post Step Therapy Prior Authorization with Quantity Limit Ref # 1377-E

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.

FDA-APPROVED INDICATIONS

Aldara

Actinic Keratosis

Aldara Cream is indicated for the topical treatment of clinically typical, nonhyperkeratotic, nonhypertrophic actinic
keratoses on the face or scalp in immunocompetent adults.

Superficial Basal Cell Carcinoma

Aldara Cream is indicated for the topical treatment of biopsy-confirmed, primary superficial basal cell carcinoma (sBCC) in
immunocompetent adults, with a maximum tumor diameter of 2.0 cm, located on the trunk (excluding anogenital skin),
neck, or extremities (excluding hands and feet), only when surgical methods are medically less appropriate and patient
follow-up can be reasonably assured. The histological diagnosis of superficial basal cell carcinoma should be established
prior to treatment, since safety and efficacy of Aldara Cream have not been established for other types of basal cell
carcinomas, including nodular and morpheaform (fibrosing or sclerosing) types.

External Genital Warts

Aldara Cream is indicated for the treatment of external genital and perianal warts/condyloma acuminata in patients 12
years or older.

Limitations of Use

Aldara Cream has been evaluated in children ages 2 to 12 years with molluscum contagiosum and these studies failed to
demonstrate efficacy.

Unevaluated Populations

The safety and efficacy of Aldara Cream in immunosuppressed patients have not been established. Aldara Cream should
be used with caution in patients with pre-existing autoimmune conditions. The efficacy and safety of Aldara Cream have
not been established for patients with Basal Cell Nevus Syndrome or Xeroderma Pigmentosum.

Zyclara

Actinic Keratosis

Zyclara Cream, 2.5% and 3.75% are indicated for the topical treatment of clinically typical, visible or palpable actinic
keratoses (AK) of the full face or balding scalp in immunocompetent adults.

External Genital Warts

Zyclara Cream, 3.75% is also indicated for the treatment of external genital (EGW) and perianal warts/condyloma
acuminate in patients 12 years or older.

INITIAL STEP THERAPY with QUANTITY LIMIT*

If the patient has filled a prescription for at least a 30 day supply of generic imiguimod 5% cream within the past 120 days
under a prescription benefit administered by CVS Caremark, then the requested drug will be paid under that prescription
benefit.* If the patient does not meet the initial step therapy criteria, then the claim will reject with a message indicating that
a prior authorization (PA) is required. The prior authorization criteria would then be applied to requests submitted for
evaluation to the PA unit.
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*If the patient meets the initial step therapy criteria, then the initial limit criteria will apply. If the patient is requesting more
than the initial quantity limit the claim will reject with a message indicating that a PA is required.

FINITIAL QUANTITY LIMIT

Drug 4 Week Limit* 12 Week Limit*

Aldara packets 2 boxes (24 packets) / 21 days 6 boxes (72 packets) / 63 days
Zyclara packets 1 box (28 packets) / 21 days 3 boxes (84 packets) / 63 days
Zyclara pump 1 pump (7.5gm) / 21 days 3 pumps (7.5gms each) / 63 days

*The duration of 21 days is used for a 28-day fill period and 63 days is used for an 84-day fill period to allow time for refill processing.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The patient has experienced an inadequate treatment response, intolerance, or contraindication to generic imiquimod
5 percent cream
AND
0 The request is for the treatment of superficial basal cell carcinoma with Aldara
OR
0 The request is for the treatment of actinic keratosis or external genital warts

Quantity Limit applies.

RATIONALE

If the patient has filled a prescription for at least a 30 day supply of generic imiquimod 5% cream within the past 120 days
under a prescription benefit administered by CVS Caremark, then the requested drug will be paid under that prescription
benefit. The quantity limit is set at 2 boxes of Aldara or 1 box of Zyclara or 1 pump of Zyclara per month.

If the patient does not meet the initial step therapy criteria, then prior authorization (PA) is required. If the patient is
requesting more than the initial quantity limit the claim will reject with a message indicating that a PA is required.

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Aldara cream is indicated for actinic keratosis,
superficial basal cell carcinoma, and external genital warts. Zyclara cream is indicated for actinic keratosis and external
genital and perianal warts in patients 12 years or older.

Imiquimod 5% cream is indicated for the topical treatment of clinically typical, nonhyperkeratotic, nonhypertrophic actinic
keratoses on the face or scalp in immunocompetent adults. According to the American Academy of Dermatology, no one
treatment works on all actinic keratosis®. Clearance rates are dependent on patient adherence and there is limited
evidence regarding comparative efficacy of topical medications®. Therefore, the patient must have experienced an
inadequate treatment response or intolerance to generic imiquimod 5% cream.

For actinic keratosis, Aldara Cream should be applied 2 times per week for a full 16 weeks to a defined treatment area on
the face or scalp (but not both concurrently). The treatment area is defined as one contiguous area of approximately 25
cm? (e.g., 5 cm x 5 cm) on the face (e.g., forehead or one cheek) or on the scalp. For superficial basal cell carcinoma,
Aldara Cream should be applied 5 times per week for a full 6 weeks to a biopsy-confirmed superficial basal cell carcinoma.
For external genital/perianal warts, Aldara Cream should be applied 3 times per week. Aldara Cream treatment should
continue until there is total clearance of the genital/perianal warts or for a maximum of 16 weeks. New warts may develop
during therapy, as Aldara Cream is not a cure.

Aldara Cream is packaged in single-use packets each of which contains 250 mg of the cream, equivalent to 12.5 mg of
imiquimod, with 12 packets supplied per box. Therefore, the quantity limit is set to 2 boxes (24 packets) per 4 weeks which
allows a quantity sufficient for all Food and Drug Administration (FDA) approved indications.
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For actinic keratosis, Zyclara Cream should be applied once per day before bedtime to the affected treatment area on the
face or scalp for two 2-week treatment cycles divided by a 2-week no-treatment period. The treatment area is defined as
one contiguous area of approximately 25 cm? (e.g., 5 cm x 5 cm?) on the face (e.g., forehead or one cheek) or on the
scalp. Patients may apply up to 0.5 grams or 2 packets or 2 full actuations of the pump to each treatment area and left on
the skin for approximately 8 hours. For external genital and perianal warts, Zyclara Cream should be applied once per day
until total clearance or for up to 8 weeks. Patients may apply up to 0.25 grams or one packet or one full actuation of the
pump to each treatment area and left on the skin for approximately 8 hours. No more than 2 boxes (56 packets) or two
7.5 gram pumps should be prescribed per two 2-week treatment cycles and treatment cycles should not be extended due

to missed doses.

Zyclara 3.75% Cream is packaged in single-use packets, with 28 packets supplied per box and a 7.5 gram pump. Each
pump, when actuated after priming delivers 0.235 grams of cream. Each 3.75% Cream packet delivers 0.25 grams of
cream. Therefore, the quantity limit is set to 1 box (28 packets) and 1 pump (7.5gm) per 4 weeks which allows a quantity
sufficient for all Food and Drug Administration (FDA) approved indications.

Recommended Dosing Chart!-?

Treatment Quantity Quantity
Brand Name Diagnosis Dosage Course per 4 weeks per treatment
Duration course
Aldara Superficial basal 1 packet 5 times 6 weeks 20 packets 30 packets
12 packets per box cell carcinoma per week up to 2 boxes up to 3 boxes
Aldara Actinic Keratosis 1 packet 2 times 16 weeks 8 packets 32 packets
12 packets per box per week up to 1 box up to 3 boxes
Aldara External genital 1 packet 3 times 16 weeks 12 packets 48 packets
12 packets per box warts per week 1 box 4 boxes
two 2-weeks 28 packets 56 packets
%ﬂ?&gg‘?ﬁr box Actinic Keratosis seriaé::;ts divided by 1 box 2 boxes
2-weeks off
Zyclara 3.75% External genital 1 packet 8 weeks 28 packets 56 packets
28 packets per box warts per day 1 box 2 boxes
Zyclara 2 actuations two 2-weeks 28 actuations 56 actuations
28 actuations Actinic Keratosis divided by one 7.5gm pump two 7.5gm pumps
per day
per 7.5 gram pump 2-weeks off
Zyclara _ . 8 weeks 28 actuations 56 actuations
28 actuations External genital 1 actuation one 7.5gm pump two 7.5gm pumps
warts per day

per 7.5 gram pump

REFERENCES

1. Aldara [package insert]. Bridgewater, NJ: Valeant Pharmaceuticals North America LLC; April 2018.
2. Zyclara [package insert]. Bridgewater, NJ: Valeant Pharmaceuticals North America LLC; June 2017.

3. Lexicomp Online, AHFS DI (Adult and Pediatric) Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.
http://online.lexi.com/. Accessed June 2019.
4. Micromedex (electronic version). Truven Health Analytics, Greenwood Village, Colorado, USA.

http://www.micromedexsolutions.com/. Accessed June 2019.

5. Bhatia ND. Medical Management of Actinic Keratoses. Focus session presented at the 2011 American Academy of
Dermatology Summer Academy Meeting: New York City. Aug 2011.
6. Shoimer I, Rosen N, Muhn C. Current management of actinic keratoses. Skin Therapy Lett. 2010 May;15(5):5-7

Written by:
Date Written:
Revised:
Reviewed:

UM Development (MS)
06/2016

(CF) 06/2017 (no clinical changes), (JK/AJ) 03/2018 (addition of Zyclara, revise Aldara Qty), (ME) 06/2019 (no clinical changes)
Medical Affairs (MM) 06/2016, (AN) 07/2018

External Review: 10/2016, 10/2017, 10/2018, 08/2019
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CRITERIA FOR APPROVAL

1 Is this request for the treatment of any of the following: A) actinic keratosis, B) external Yes No
genital warts, C) superficial basal cell carcinoma with Aldara?
2 Has the patient experienced an inadequate treatment response, intolerance, or Yes No
contraindication to generic imiquimod 5 percent cream?
3 Does the patient require MORE than any of the following per month: A) 2 boxes (24 Yes No
packets) of Aldara, B) 1 box (28 packets) of Zyclara, C) one 7.5 gram pump of Zyclara?
[RPh Note: If yes, then deny and enter a partial approval for 2 boxes (24 packets) per 21
days of brand Aldara, or 1 box (28 packets) or one 7.5 gram pump per 21 days of brand
Zyclara.]
Mapping Instructions
Yes No DENIAL REASONS — DO NOT USE FOR MEDICARE PART D
1| Goto 2 Deny You do not meet the requirements of your plan.
Your plan covers this drug when you have any of the following:
- actinic keratosis
- external genital warts
- superficial basal cell carcinoma (Aldara only).
Your request has been denied based on the information we have.
[Short Description: No approvable diagnosis]
2| Goto3 Deny You do not meet the requirements of your plan.
Your plan covers this drug when you have tried generic imiquimod 5
percent cream and it either did not work for you or you cannot use it.
Your request has been denied based on the information we have.
[Short Description: No inadequate response, intolerance or
contraindication to generic imiquimod 5 percent cream]
3.| Deny Approve, 12 months, | You do not meet the requirements of your plan.

See Quantity Limits
Chart*

You have requested more than the maximum quantity allowed by your
plan. Current plan approved criteria cover up to one of the following per
month:

- 2 boxes (24 packets) of brand Aldara

- 1 box (28 packets) of brand Zyclara

- one 7.5 gram pump of brand Zyclara.

You have been approved for the maximum quantity that your plan
covers for a duration of 12 months. Your request for additional
quantities of the requested drug and strength has been denied.

Your request has been denied based on the information we have.
[Short Description: Over max guantity]

* QUANTITY LIMITS CHART

Drug
Aldara packets

Zyclara packets
Zyclara pump

4 Week Limit* 12 Week Limit*

2 boxes (24 packets) / 21 days 6 boxes (72 packets) / 63 days

1 box (28 packets) / 21 days 3 boxes (84 packets) / 63 days

1 pump (7.5gm) / 21 days 3 pumps (7.5gms each) / 63 days

*The duration of 21 days is used for a 28-day fill period and 63 days is used for an 84-day fill period to allow time for refill processing.
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Reference number(s)
2049-A

SPECIALTY GUIDELINE MANAGEMENT

ALDURAZYME (laronidase)
POLICY
I. INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

EDA-Approved Indications

Aldurazyme is indicated for patients with Hurler and Hurler-Scheie forms of Mucopolysaccharidosis | (MPS 1)
and for patients with the Scheie form who have moderate to severe symptoms. The risks and benefits of
treating mildly affected patients with the Scheie form have not been established.

All other indications are considered experimental/investigational and not medically necessary.

II. REQUIRED DOCUMENTATION

Submission of the following information is necessary to initiate the prior authorization review: alpha-L-
iduronidase enzyme assay or genetic testing results supporting diagnosis.

lll. CRITERIA FOR INITIAL APPROVAL

Mucopolysaccharidosis | (MPS I)

Authorization of 12 months may be granted for treatment of MPS | when both of the following criteria are met:

A. Diagnosis of MPS | was confirmed by enzyme assay demonstrating a deficiency of alpha-L-iduronidase
enzyme activity or by genetic testing.

B. Member has the Hurler or Hurler-Scheie form of MPS | OR the member has the Scheie form (Scheie
syndrome) with moderate to severe symptoms (e.g., nhormal intelligence, less progressive physical
problems, corneal clouding, joint stiffness, valvular heart disease, death in later decades).

IV. CONTINUATION OF THERAPY

Authorization of 12 months may be granted for continued treatment in members requesting reauthorization for
Mucopolysaccharidosis | (MPS I) who are responding to therapy (e.g., improvement, stabilization, or slowing of
disease progression for pulmonary function or walking capacity).

V. REFERENCES
1. Aldurazyme [package insert]. Cambridge, MA: Genzyme Corporation; April 2013.
2. Wraith JE, Clarke LA, Beck M, et al. Enzyme replacement therapy for mucopolysaccharidosis I: a
randomized, double-blinded, placebo-controlled, multinational study of recombinant human alpha-L-
iduronidase (laronidase). J Pediatr. 2004;144:581-588.
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Reference number(s)

2150-A

SPECIALTY GUIDELINE MANAGEMENT

ALECENSA (alectinib)

POLICY

INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

A. EDA-Approved Indication
Alecensa is indicated for the treatment of patients with anaplastic lymphoma kinase (ALK)-positive,
metastatic non-small cell lung cancer (NSCLC) as detected by an FDA-approved test.

B. Compendial Uses
1. Recurrent or advanced NSCLC, ALK rearrangement-positive
2. Brain metastases from ALK rearrangement-positive NSCLC

All other indications are considered experimental/investigational and are not medically necessary.

DOCUMENTATION

Submission of the following information is necessary to initiate the prior authorization review: ALK mutation
status

CRITERIA FOR INITIAL APPROVAL

Non-Small Cell Lung Cancer (NSCLC)

Authorization of 12 months may be granted for treatment of recurrent, advanced or metastatic ALK-positive
NSCLC (including brain metastases from NSCLC).

IV. CONTINUATION OF THERAPY
Authorization of 12 months may be granted for continued treatment in members requesting reauthorization for
an indication listed in Section 1l who have not experienced an unacceptable toxicity.
V. REFERENCES
1. Alecensa [package insert]. South San Francisco, CA: Genentech USA, Inc.; June 2018.
2. The NCCN Drugs & Biologics Compendium® © 2019 National Comprehensive Cancer Network, Inc.
http://www.nccn.org. Accessed February 27, 2019.
3. The NCCN Clinical Practice Guidelines in Oncology® Non-Small Cell Lung Cancer Version 3.2019.
National Comprehensive Cancer Network, Inc. http://www.nccn.org. Accessed February 27, 2019.
Alecensa 2150-A SGM P2019.docx © 2019 CVS Caremark. All rights reserved.

This document contains confidential and proprietary information of CVS Caremark and cannot be reproduced, distributed or printed without written
permission from CVS Caremark. This document contains prescription brand name drugs that are trademarks or registered trademarks of
pharmaceutical manufacturers that are not affiliated with CVS Caremark.

WY CVS caremark’



Reference number(s)

2150-A

4. The NCCN Clinical Practice Guidelines in Oncology® Central Nervous System Cancers Version 1.2019.
©2019 National Comprehensive Cancer Network, Inc. http://www.nccn.org. Accessed March 7, 2019.
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Reference number(s)
1900-A

SPECIALTY GUIDELINE MANAGEMENT

ALIMTA (pemetrexed)

POLICY
I. INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

A. EDA-Approved Indications
1. Non-squamous non-small cell lung cancer (NSCLC)

a. Alimta is indicated in combination with pembrolizumab and platinum chemotherapy, for the initial
treatment of patients with metastatic non-squamous NSCLC, with no EFGR or ALK genomic
tumor aberrations.

b. Alimta is indicated in combination with cisplatin for the initial treatment of patients with locally
advanced or metastatic, non-squamous, non-small cell lung cancer (NSCLC).

c. Alimtais indicated as a single agent for the maintenance treatment of patients with locally
advanced or metastatic, non-squamous NSCLC whose disease has not progressed after four
cycles of platinum-based first-line chemotherapy.

d. Alimta is indicated as a single agent for the treatment of patients with recurrent, metastatic non-
squamous, NSCLC after prior chemotherapy.

Limitations of use: Alimta is not indicated for the treatment of patients with squamous cell, non-
small cell lung cancer (NSCLC).

2. Mesothelioma
Alimta is indicated, in combination with cisplatin, for the treatment of patients with malignant pleural
mesothelioma whose disease is unresectable or who are otherwise not candidates for curative
surgery.

B. Compendial Uses
1. Bladder cancer, primary carcinoma of the urethra, upper genitourinary (GU) tract tumors, and
urothelial carcinoma of the prostate
Malignant pleural mesothelioma
Nonsquamous non-small cell lung cancer (NSCLC)
Ovarian cancer, fallopian tube cancer, and primary peritoneal cancer: epithelial ovarian cancer,
fallopian tube cancer, and primary peritoneal cancer
Primary central nervous system (CNS) lymphoma
Thymomas and thymic carcinomas
Malignant peritoneal mesothelioma
Cervical cancer

Eal SN

©No O

All other indications are considered experimental/investigational and are not medically necessary.

II. EXCLUSIONS
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Reference number(s)

1900-A

Coverage will not be provided for members with any of the following exclusions: Squamous cell NSCLC

lll. CRITERIA FOR INITIAL APPROVAL

A. Bladder Cancer, Primary Carcinoma of the Urethra, Upper Genitourinary Tract Tumors, and
Urothelial Carcinoma of the Prostate
1. Bladder Cancer
Authorization of 6 months may be granted for treatment of bladder cancer, as a single agent as
subsequent therapy.
2. Upper Genitourinary Tract Tumors and Urothelial Carcinoma of the Prostate
Authorization of 6 months may be granted for treatment of metastatic upper genitourinary tract tumors
or urothelial carcinoma of the prostate, as a single agent as subsequent therapy.
3. Primary Carcinoma of the Urethra
Authorization of 6 months may be granted for treatment of recurrent or metastatic primary carcinoma
of the urethra, as a single agent as subsequent therapy.
B. Malignant Pleural Mesothelioma (MPM)
Authorization of 6 months may be granted for treatment of MPM in members when any of the following
criteria are met:
1. Alimta will be used as a single agent or in combination with cisplatin or carboplatin; or
2. Alimta will be used in combination with bevacizumab and either cisplatin or carboplatin.
C. Non-Small Cell Lung Cancer (Non-Squamous Histology)
Authorization of 6 months may be granted for treatment of non-squamous non-small cell lung cancer in
members when Alimta will be used in any of the following regimens:
1. As asingle agent; or
2. Alimta in combination with cisplatin or carboplatin; or
3. Alimta in combination with pembrolizumab or bevacizumab; or
4. Alimta in combination with pembrolizumab and either cisplatin or carboplatin; or
5. Alimta in combination with bevacizumab and either cisplatin or carboplatin.
D. Epithelial Ovarian Cancer, Fallopian Tube Cancer, and Primary Peritoneal Cancer
Authorization of 6 months may be granted for treatment of persistent or recurrent epithelial ovarian cancer,
fallopian tube cancer, or primary peritoneal cancer, as single agent therapy.
E. Primary Central Nervous System (CNS) Lymphoma
Authorization of 6 months may be granted for treatment of relapsed or refractory primary CNS lymphoma,
as a single agent.
F. Thymomas and Thymic Carcinomas
Authorization of 6 months may be granted for treatment of thymoma or thymic carcinoma, as a single
agent for second-line therapy.
G. Malighant Peritoneal Mesothelioma (MPeM)
Authorization of 6 months may be granted for treatment of MPeM.
H. Cervical Cancer
Authorization of 6 months may be granted for treatment of persistent or recurrent cervical cancer.
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Reference number(s)

1900-A

IV. CONTINUATION OF THERAPY

Authorization of 6 months may be granted for continued treatment in members requesting reauthorization for
an indication in Section Il who have not experienced disease progression or an unacceptable toxicity.

V. REFERENCES

1. Alimta [package insert]. Indianapolis, IN: Eli Lilly and Company USA, LLC; January 2019.

2. The NCCN Drugs & Biologics Compendium 2019 National Comprehensive Cancer Network, Inc. Available
at: http://www.nccn.org. Accessed July 03, 2019.

3. Lexicomp [database online]. Hudson, OH: Lexi-Comp, Inc.;

http://online.lexi.com/Ico/action/index/dataset/complete_ashp [available with subscription]. Accessed (July
2019).
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Reference number
2329-A

SPECIALTY GUIDELINE MANAGEMENT

ALIQOPA (copanlisib)
POLICY
I. INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

A. EDA-Approved Indications
Aligopa is indicated for the treatment of adult patients with relapsed follicular lymphoma (FL) who have
received at least two prior systemic therapies.

Accelerated approval was granted for this indication based on overall response rate. Continued approval for
this indication may be contingent upon verification and description of clinical benefit in a confirmatory trial.

B. Compendial Uses

1. Follicular lymphoma, second-line or subsequent therapy for relapsed or refractory disease after 2 prior
therapies

2. Gastric MALT lymphoma, subsequent therapy for relapsed or refractory disease after 2 prior therapies

3. Non-gastric MALT lymphoma, subsequent therapy for relapsed or refractory disease after 2 prior therapies

4. Nodal marginal zone lymphoma, subsequent therapy for relapsed or refractory disease after 2 prior
therapies

5. Splenic marginal zone lymphoma, subsequent therapy for relapsed or refractory disease after 2 prior
therapies

All other indications are considered experimental/investigational and are not medically necessary.

II. CRITERIA FOR INITIAL APPROVAL

A. Follicular lymphoma (FL)
Authorization of 12 months may be granted to members with follicular lymphoma (FL) when the requested
medication will be used as second-line or subsequent therapy.

B. Gastric MALT Lymphoma and Non-gastric MALT Lymphoma
Authorization of 12 months may be granted to members with gastric or non-gastric MALT lymphoma when
the requested medication will be used as subsequent therapy after at least two prior therapies.

C. Nodal Marginal Zone lymphoma
Authorization of 12 months may be granted to members with nodal marginal zone lymphoma when the
requested medication will be used as subsequent therapy after at least two prior therapies.

D. Splenic Marginal Zone Lymphoma
Authorization of 12 months may be granted to members with splenic marginal zone lymphoma when the
requested medication will be used as subsequent therapy after at least two prior therapies.
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2329-A

[II. CONTINUATION OF THERAPY

Authorization of 12 months may be granted for continued treatment in members requesting reauthorization for
an indication listed in Section Il who have not experienced unacceptable toxicity or disease progression while
on the current regimen.

IV. REFERENCES
1. Aligopa [package insert]. Whippany, NJ: Bayer HealthCare Pharmaceuticals, Inc.; May 2019.
2. National Comprehensive Cancer Network. The NCCN Drugs & Biologics Compendium.
http://www.nccn.org. Accessed July 02, 2019.
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POLICY

Reference number(s)

1877-A

SPECIALTY GUIDELINE MANAGEMENT
Alpha:-Proteinase Inhibitors

ARALAST NP (alphai-proteinase inhibitor [human])
GLASSIA (alphai-proteinase inhibitor [human])
PROLASTIN-C (alphai-proteinase inhibitor [human])
ZEMAIRA (alphai-proteinase inhibitor [human])

INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

FDA-Approved Indications

1.

Aralast NP
Chronic augmentation therapy in adults with clinically evident emphysema due to severe congenital
deficiency of alphai-proteinase inhibitor (alphaz-antitrypsin deficiency)

Glassia
Chronic augmentation and maintenance therapy in adults with clinically evident emphysema due to severe
hereditary deficiency of alphai-proteinase inhibitor (alphaz-antitrypsin deficiency)

Prolastin-C
Chronic augmentation and maintenance therapy in adults with clinical evidence of emphysema due to
severe hereditary deficiency of alphai-proteinase inhibitor (alphai-antitrypsin deficiency)

Zemaira
Chronic augmentation and maintenance therapy in adults with alphai-proteinase inhibitor deficiency and
clinical evidence of emphysema

All other indications are considered experimental/investigational and not medically necessary.

DOCUMENTATION

Submission of the following information is necessary to initiate the prior authorization review:

1. Pretreatment serum alphaz-antitrypsin (AAT) level
2. Pretreatment post-bronchodilation forced expiratory volume in 1 second (FEV1)
3. AAT protein phenotype
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Reference number(s)
1877-A

lll. CRITERIA FOR INITIAL APPROVAL

Authorization of 12 months may be granted for treatment of emphysema due to alphaz-antitrypsin (AAT)

deficiency when all of the following criteria are met:

1. The member’s pretreatment serum AAT level is less than 11 micromol/L (80 mg/dL by radial
immunodiffusion or 50 mg/dL by nephelometry).

2. The member’s pretreatment post-bronchodilation forced expiratory volume in 1 second (FEV1) is greater
than or equal to 25% and less than or equal to 80% of the predicted value.

3. The member has a documented PiZZ, PiZ (null), or Pi (null, null) phenotype (homozygous) AAT deficiency
or other phenotype associated with serum AAT concentrations of less than 11 micromol/L (80 mg/dL by
radial immunodiffusion or 50 mg/dL by nephelometry).

4. The member does not have the PIMZ or PiMS phenotype AAT deficiency.

IV. CONTINUATION OF THERAPY

Authorization of 12 months may be granted for continued treatment of emphysema due to alphaz-antitrypsin
(AAT) deficiency when the member is experiencing beneficial clinical response from therapy.

V. OTHER

Note: If the member is a current smoker, they should be counseled on the harmful effects of smoking on
pulmonary conditions and available smoking cessation options.

VI. REFERENCES

Aralast NP [package insert]. Westlake Village, CA: Baxalta US Inc.; September 2015.

Glassia [package insert]. Westlake Village, CA: Baxalta US Inc.; June 2017.

Prolastin-C [package insert]. Research Triangle Park, NC: Grifols Therapeutics Inc.; September 2017.

Zemaira [package insert]. Kankakee, IL: CSL Behring LLC; September 2015.

American Thoracic Society/European Respiratory Society statement: standards for the diagnosis and

management of individuals with alpha-1 antitrypsin deficiency. Am J Respir Crit Care Med. 2003;168:818-

900.

6. Marciniuk DD, Hernandez P, Balter M, et al. Alpha-1 antitrypsin deficiency targeted testing and
augmentation therapy: a Canadian Thoracic Society clinical practice guideline. Can Respir J. 2012;19:109-
116.

7. Sandhaus RA, Turino G, Brantly ML, et al. The diagnosis and management of alpha-1 antitrypsin
deficiency in the adult. Chronic Obstr Pulm Dis. 2016;3(3):668-82.
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Reference number(s)
1815-A

SPECIALTY GUIDELINE MANAGEMENT

ALUNBRIG (brigatinib)
POLICY
I. INDICATIONS
The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.
A. EDA-Approved Indication

Alunbrig is indicated for the treatment of patients with anaplastic lymphoma kinase (ALK)-positive
metastatic non-small cell lung cancer (NSCLC) who have progressed on or are intolerant to crizotinib.

This indication is approved under accelerated approval based on tumor response rate and duration of
response. Continued approval for this indication may be contingent upon verification and description of
clinical benefit in a confirmatory trial.

B. Compendial Uses
1. Recurrent, advanced or metastatic ALK rearrangement-positive NSCLC: as first line therapy, after
progression on or intolerance to crizotinib, or as continuation of therapy if used first line
2. Brain metastases from ALK rearrangement-positive NSCLC

All other indications are considered experimental/investigational and are not medically necessary.

[I. DOCUMENTATION

Submission of the following information is necessary to initiate the prior authorization review: ALK mutation
status

lll. CRITERIA FOR INITIAL APPROVAL

Non-Small Cell Lung Cancer (NSCLC)
Authorization of 12 months may be granted for treatment of recurrent, advanced or metastatic ALK-positive
NSCLC (including brain metastases from NSCLC).

IV. CONTINUATION OF THERAPY

Authorization of 12 months may be granted for continued treatment in members requesting reauthorization for
an indication listed in Section 11l who have not experienced an unacceptable toxicity.

V. REFERENCES
1. Alunbrig [package insert]. Cambridge, MA: ARIAD Pharmaceuticals, Inc.; December 2018.
2. The NCCN Drugs & Biologics Compendium® © 2019 National Comprehensive Cancer Network, Inc.
http://www.nccn.org. Accessed February 27, 2019.
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1815-A

3. The NCCN Clinical Practice Guidelines in Oncology® Non-Small Cell Lung Cancer Version 3.2019.
National Comprehensive Cancer Network, Inc. http://www.nccn.org. Accessed February 27, 2019.

4. The NCCN Clinical Practice Guidelines in Oncology® Central Nervous System Cancers Version 1.2019.
©2019 National Comprehensive Cancer Network, Inc. http://www.nccn.org. Accessed March 7, 2019.
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Reference number(s)

1836-A

SPECIALTY GUIDELINE MANAGEMENT

AMPYRA (dalfampridine)

POLICY

INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered covered
benefits provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

EDA-Approved Indication: Ampyra is indicated as a treatment to improve walking in adult patients with multiple
sclerosis. This was demonstrated by an increase in walking speed.

All other indications are considered experimental/investigational and are not medically necessary.

CRITERIA FOR INITIAL APPROVAL

Authorization of 30 days may be granted to members with a diagnosis of multiple sclerosis if the member has
sustained walking impairment (prior to initiating therapy with Ampyra).

CONTINUATION OF THERAPY

Authorization of 12 months may be granted to members with multiple sclerosis if the member has experienced
an improvement in walking speed or other objective measure of walking ability since starting Ampyra.

IV. REFERENCES

1. Ampyra [package insert]. Ardsley, NY: Acorda Therapeutics, Inc.; September 2017.
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STEP THERAPY CRITERIA

CATEGORY ANTIDIABETIC AGENTS

DRUG CLASS
BRAND NAME*
(generic)
AMYLIN ANALOG:
SYMLINPEN
(pramlintide acetate)

GLUCAGON-LIKE PEPTIDE-1 (GLP-1) RECEPTOR AGONIST:
ADLYXIN
(lixisenatide)

BYDUREON
(exenatide extended-release)

BYDUREON BCISE
(exenatide extended-release)

BYETTA
(exenatide)

OZEMPIC
(semaglutide)

RYBELSUS
(semaglutide)

TANZEUM
(albiglutide)

TRULICITY
(dulaglutide)

VICTOZA
(liraglutide)

SODIUM-GLUCOSE COTRANSPORTER 2 (SGLT2) INHIBITOR:
FARXIGA
(dapagliflozin)

INVOKANA
(canagliflozin)
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JARDIANCE
(empagliflozin)

STEGLATRO
(ertugliflozin)

SGLT2 INHIBITOR / METFORMIN:
INVOKAMET
(canagliflozin / metformin HCI)

INVOKAMET XR
(canagliflozin /metformin HCI extended-release)

SEGLUROMET
(ertugliflozin / metformin HCI)

SYNJARDY
(empagliflozin / metformin HCI)

SYNJARDY XR
(empagliflozin / metformin HCI extended-release)

XIGDUO XR
(dapagliflozin / metformin HCI)

SGLT2 INHIBITOR / DIPEPTIDYL PEPTIDASE-4 (DPP-4) INHIBITOR:
GLYXAMBI
(empagliflozin / linagliptin)

QTERN
(dapagliflozin / saxagliptin)

STEGLUJAN
(ertugliflozin / sitagliptin)

SGLT2 INHIBITOR / DPP4 INHIBITOR / METFORMIN:
QTERNMET XR
(dapagliflozin / saxagliptin / metformin HCI| extended-release)

TRIJARDY XR
(empagliflozin / linagliptin / metformin HCI extended-release)

LONG ACTING INSULIN/GLP-1 RECEPTOR AGONIST:
SOLIQUA
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(insulin glargine / lixisenatide injection)

XULTOPHY
(insulin degludec / liraglutide injection)

Status: CVS Caremark Criteria
Type: Initial Step Therapy; Post Step Therapy Prior Authorization Ref # 676-D

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.

FDA APPROVED INDICATIONS

AMYLIN ANALOG:

SymlinPen

SymlinPen is indicated as an adjunctive treatment in patients with type 1 or type 2 diabetes who use mealtime insulin
therapy and who have failed to achieve desired glucose control despite optimal insulin therapy.

GLP-1 RECEPTOR AGONIST:

Adlyxin

Adlyxin is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus.
Limitations of Use

e Adlyxin has not been studied in patients with chronic pancreatitis or a history of unexplained pancreatitis.
Consider other antidiabetic therapies in patients with a history of pancreatitis.

e Adlyxin is not a substitute for insulin. Adlyxin is not indicated for use in patients with type 1 diabetes mellitus or for
the treatment of diabetic ketoacidosis.

e The concurrent use of Adlyxin with short acting insulin has not been studied and is not recommended.

e Adlyxin has not been studied in patients with gastroparesis and is not recommended in patients with gastroparesis.

Bydureon/Bydureon BCise

Bydureon and Bydureon BCise are indicated as an adjunct to diet and exercise to improve glycemic control in adults with
type 2 diabetes mellitus.

Limitations of Use

e Bydureon/Bydureon BCise are not recommended as first-line therapy for patients who have inadequate glycemic
control on diet and exercise because of the uncertain relevance of the rat thyroid C-cell tumor findings to humans.

e Bydureon/Bydureon BCise are not a substitute for insulin. Bydureon/Bydureon BCise should not be used in
patients with type 1 diabetes or for the treatment of diabetic ketoacidosis, as it would not be effective in these
settings.

e The concurrent use of Bydureon/Bydureon BCise with insulin has not been studied.

e Bydureon/Bydureon BCise are extended-release formulations of exenatide. Bydureon/Bydureon BCise should not
be used with other products containing the active ingredient exenatide.

e Bydureon/Bydureon BCise have not been studied in patients with a history of pancreatitis. Consider other
antidiabetic therapies in patients with a history of pancreatitis.

Byetta

Byetta (exenatide) is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes
mellitus.

Limitations of Use

e Byetta is not a substitute for insulin. Byetta should not be used for the treatment of type 1 diabetes or diabetic
ketoacidosis, as it would not be effective in these settings.

e The concurrent use of Byetta with prandial insulin has not been studied and cannot be recommended.

e Based on postmarketing data Byetta has been associated with acute pancreatitis, including fatal and non-fatal
hemorrhagic or necrotizing pancreatitis. Byetta has not been studied in patients with a history of pancreatitis. It is
unknown whether patients with a history of pancreatitis are at increased risk for pancreatitis while using Byetta.
Other antidiabetic therapies should be considered in patients with a history of pancreatitis.
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Ozempic
Ozempic is indicated:

e as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus

e toreduce the risk of major adverse cardiovascular events (cardiovascular death, non-fatal myocardial infarction or
non-fatal stroke) in adults with type 2 diabetes mellitus and established cardiovascular disease

Limitations of Use

e Ozempic has not been studied in patients with a history of pancreatitis. Consider other antidiabetic therapies in
patients with a history of pancreatitis.

e Ozempic is not a substitute for insulin. Ozempic is not indicated for use in patients with type 1 diabetes mellitus or
for the treatment of patients with diabetic ketoacidosis, as it would not be effective in these settings.

Rybelsus
Rybelsus is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus.
Limitations of Use

e Rybelsus is not recommended as a first-line therapy for patients who have inadequate glycemic control on diet and
exercise because of the uncertain relevance of rodent C-cell tumor findings to humans

e Rybelsus has not been studied in patients with a history of pancreatitis. Consider other antidiabetic therapies in
patients with a history of pancreatitis

e Rybelsus is not indicated for use in patients with type 1 diabetes mellitus or for the treatment of patients with
diabetic ketoacidosis, as it would not be effective in these settings.

Tanzeum
Tanzeum is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus.
Limitations of Use

e Tanzeum is not recommended as first-line therapy for patients inadequately controlled on diet and exercise
because of the uncertain relevance of the rodent C-cell tumor findings to humans. Prescribe Tanzeum only to
patients for whom the potential benefits are considered to outweigh the potential risk.

e Tanzeum has not been studied in patients with a history of pancreatitis. Consider other antidiabetic therapies in
patients with a history of pancreatitis.

e Tanzeum is not indicated in the treatment of patients with type 1 diabetes mellitus or for the treatment of patients
with diabetic ketoacidosis. Tanzeum is not a substitute for insulin in these patients.

e Tanzeum has not been studied in patients with severe gastrointestinal disease, including severe gastroparesis.
The use of Tanzeum is not recommended in patients with pre-existing severe gastrointestinal disease.

e Tanzeum has not been studied in combination with prandial insulin.

Trulicity
Trulicity is indicated:

e as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus.

e to reduce the risk of major adverse cardiovascular events (cardiovascular death, non-fatal myocardial infarction, or
non-fatal stroke) in adults with type 2 diabetes mellitus who have established cardiovascular disease or multiple
cardiovascular risk factors.

Limitations of Use

e Trulicity has not been studied in patients with a history of pancreatitis. Consider other antidiabetic therapies in
patients with a history of pancreatitis.

e Trulicity should not be used in patients with type 1 diabetes mellitus or for the treatment of diabetic ketoacidosis.
Trulicity is not a substitute for insulin.

e Trulicity has not been studied in patients with severe gastrointestinal disease, including severe gastroparesis. The
use of Trulicity is not recommended in patients with pre-existing severe gastrointestinal disease.

Victoza
Victoza is indicated:
e as an adjunct to diet and exercise to improve glycemic control in patients 10 years and older with type 2 diabetes
mellitus
e to reduce the risk of major adverse cardiovascular events (cardiovascular death, non-fatal myocardial infarction,
or non-fatal stroke) in adults with type 2 diabetes mellitus and established cardiovascular disease
Limitations of Use

e Victoza should not be used in patients with type 1 diabetes mellitus or for the treatment of diabetic ketoacidosis, as

it would not be effective in these settings.
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e The concurrent use of Victoza and prandial insulin has not been studied.

SGLT2 INHIBITOR:
Farxiga
Farxiga (dapagliflozin) is indicated:

e as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus

o toreduce the risk of hospitalization for heart failure in adults with type 2 diabetes mellitus and established
cardiovascular disease (CVD) or multiple cardiovascular (CV) risk factors

Limitation of Use

Farxiga is not recommended for patients with type 1 diabetes mellitus or for the treatment of diabetic ketoacidosis.
Invokana

Invokana (canagliflozin) is indicated:

e as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus.

e toreduce the risk of major adverse cardiovascular events (cardiovascular death, nonfatal myocardial infarction
and nonfatal stroke) in adults with type 2 diabetes mellitus and established cardiovascular disease (CVD).

e toreduce the risk of end-stage kidney disease (ESKD), doubling of serum creatinine, cardiovascular (CV) death,
and hospitalization for heart failure in adults with type 2 diabetes mellitus and diabetic nephropathy with
albuminuria > 300 mg/day.

Limitations of Use

Invokana is not recommended in patients with type 1 diabetes mellitus or for the treatment of diabetic ketoacidosis.
Jardiance

Jardiance is indicated:

e as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus,

e toreduce the risk of cardiovascular death in adult patients with type 2 diabetes mellitus and established
cardiovascular disease

Limitation of Use

Jardiance is not recommended for patients with type 1 diabetes or for the treatment of diabetic ketoacidosis.

Steglatro

Steglatro is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus.
Limitations of Use

Steglatro is not recommended in patients with type 1 diabetes mellitus or for the treatment of diabetic ketoacidosis.

SGLT2 INHIBITOR / METFORMIN:

Invokamet, Invokamet XR

Invokamet and Invokamet XR are a combination of canagliflozin and metformin hydrochloride (HCI) indicated as an
adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus when treatment with both
canagliflozin and metformin HCl is appropriate.

Canagliflozin is indicated to reduce the risk of major adverse cardiovascular events (cardiovascular death, nonfatal
myocardial infarction and nonfatal stroke) in adults with type 2 diabetes mellitus and established cardiovascular disease
(CVD). However, the effectiveness of Invokamet/Invokamet XR on reducing major cardiovascular events in adults with
type 2 diabetes and cardiovascular disease has not been established.

Limitations of Use

Not recommended in patients with type 1 diabetes mellitus or for the treatment of diabetic ketoacidosis.

Segluromet

Segluromet is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes
mellitus who are not adequately controlled on a regimen containing ertugliflozin or metformin, or in patients who are
already treated with both ertugliflozin and metformin.

Limitations of Use

Segluromet is not recommended in patients with type 1 diabetes mellitus or for the treatment of diabetic ketoacidosis.

Synjardy, Synjardy XR

Synjardy and Synjardy XR are a combination of empagliflozin and metformin hydrochloride indicated as an adjunct to diet
and exercise to improve glycemic control in adults with type 2 diabetes mellitus when treatment with both empagliflozin
and metformin is appropriate. Empagliflozin is indicated to reduce the risk of cardiovascular death in adults with type 2
diabetes mellitus and established cardiovascular disease. However, the effectiveness of Synjardy/Synjardy XR on

Antidiabetic Agents Step Therapy 676-D 07-2019(5).doc ©2020 CVS Caremark. All rights reserved.

This document contains confidential and proprietary information of CVS Caremark and cannot be reproduced, distributed or printed without written
permission from CVS Caremark. This document contains references to brand-name prescription drugs that are trademarks or registered trademarks of

pharmaceutical manufacturers not affiliated with CVS Caremark.
5
¥ CVS caremark’



reducing the risk of cardiovascular death in adults with type 2 diabetes mellitus and cardiovascular disease has not been
established.

Limitation of Use

Synjardy/Synjardy XR is not recommended for patients with type 1 diabetes or for the treatment of diabetic ketoacidosis.
Xigduo XR

Xigduo XR (dapagliflozin and metformin HCI extended-release) is indicated as an adjunct to diet and exercise to improve
glycemic control in adults with type 2 diabetes mellitus when treatment with both dapagliflozin and metformin is
appropriate.

Limitation of Use

Xigduo XR is not recommended for patients with type 1 diabetes mellitus or diabetic ketoacidosis.

SGLT2 INHIBITOR / DPP-4 INHIBITOR:
Glyxambi
Glyxambi is a combination of empagliflozin and linagliptin indicated as an adjunct to diet and exercise to improve glycemic
control in adults with type 2 diabetes mellitus when treatment with both empagliflozin and linagliptin is appropriate.
Empagliflozin is indicated to reduce the risk of cardiovascular death in adults with type 2 diabetes mellitus and established
cardiovascular disease. However, the effectiveness of Glyxambi on reducing the risk of cardiovascular death in adults with
type 2 diabetes mellitus and cardiovascular disease has not been established.
Limitations of Use

e Glyxambi is not recommended for patients with type 1 diabetes or for the treatment of diabetic ketoacidosis.

e Glyxambi has not been studied in patients with a history of pancreatitis. It is unknown whether patients with a

history of pancreatitis are at an increased risk for the development of pancreatitis while using Glyxambi.

Qtern
Qtern (dapagliflozin and saxagliptin) is indicated as an adjunct to diet and exercise to improve glycemic control in adults
with type 2 diabetes mellitus.
Limitations of Use
Qtern is not indicated for the treatment of type 1 diabetes mellitus or diabetic ketoacidosis.
Steglujan
Steglujan is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus
when treatment with both ertugliflozin and sitagliptin is appropriate.
Limitations of Use
Steglujan is not recommended in patients with type 1 diabetes mellitus or for the treatment of diabetic ketoacidosis.
Steglujan has not been studied in patients with a history of pancreatitis. It is unknown whether patients with a history of
pancreatitis are at increased risk for the development of pancreatitis while using Steglujan.

SGLT2 INHIBITOR / DPP-4 INHIBITOR / METFORMIN:

Qternmet XR

Qternmet XR (dapagliflozin, saxagliptin, and metformin hydrochloride) extended-release tablets is indicated as an adjunct
to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus.

Limitations of Use

Qternmet XR is not indicated for the treatment of type 1 diabetes mellitus or diabetic ketoacidosis.

Qternmet XR initiation is intended only for patients currently taking metformin.

Trijardy XR

Trijardy XR is a combination of empagliflozin, linagliptin, and metformin hydrochloride (HCI) indicated as an adjunct to diet
and exercise to improve glycemic control in adults with type 2 diabetes mellitus.

Limitations of Use

Trijardy XR is not recommended for patients with type 1 diabetes or for the treatment of diabetic ketoacidosis.

Trijardy XR has not been studied in patients with a history of pancreatitis. It is unknown whether patients with a history of
pancreatitis are at an increased risk for the development of pancreatitis while using Trijardy XR.

LONG ACTING INSULIN / GLP-1 RECEPTOR AGONIST:

Soliqua

Soliqua 100/33 is a combination of insulin glargine and lixisenatide and is indicated as an adjunct to diet and exercise to
improve glycemic control in adults with type 2 diabetes mellitus.

Limitations of Use:
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e Soliqua 100/33 has not been studied in patients with a history of pancreatitis. Consider other antidiabetic therapies
in patients with a history of pancreatitis
e Soliqua 100/33 is not recommended for use in combination with any other product containing a
e GLP-1 receptor agonist
e Soliqua 100/33 is not indicated for use in patients with type 1 diabetes mellitus or for the treatment of diabetic
ketoacidosis
e Soliqua 100/33 has not been studied in patients with gastroparesis and is not recommended in patients with
gastroparesis
e Soliqua 100/33 has not been studied in combination with prandial insulin
Xultophy
Xultophy 100/3.6 is a combination of insulin degludec and liraglutide and is indicated as an adjunct to diet and exercise to
improve glycemic control in adults with type 2 diabetes mellitus.
Limitations of Use:
e Xultophy 100/3.6 is not recommended as first-line therapy for patients who have inadequate glycemic control on
diet and exercise because of the uncertain relevance of the rodent C-cell tumor findings to humans
e Xultophy 100/3.6 is not recommended for use in combination with any other product containing liraglutide or
another GLP-1 receptor agonist
e Xultophy 100/3.6 is not indicated for use in patients with type 1 diabetes mellitus or for the treatment of diabetic
ketoacidosis
e Xultophy 100/3.6 has not been studied in combination with prandial insulin

INITIAL STEP THERAPY*
*Include Rx and OTC products unless otherwise stated.

INITIAL STEP THERAPY For AMYLIN ANALOGS (SymlinPen):

If the patient has filled a prescription for at least a 30 day supply of a rapid-acting insulin or short-acting insulin or pre-
mixed insulin [e.q., insulin aspart (Novolog), insulin glulisine (Apidra), insulin lispro (Humaloq), insulin reqular R (Afrezza,
Humulin R, Novolin R)] within the past 120 days under a prescription benefit administered by CVS Caremark, then the
requested drug will be paid under that prescription benefit. If the patient does not meet the initial step therapy criteria, then
the system will reject with a message indicating that a prior authorization (PA) is required. The prior authorization criteria
would then be applied to requests submitted for evaluation to the PA unit.

INITIAL STEP THERAPY For GLP-1 RECEPTOR AGONISTS, SGLT2 INHIBITORS, COMBINATIONS:

If the patient has filled a prescription for at least a 30 day supply of metformin within the past 180 days under a prescription
benefit administered by CVS Caremark, then the requested drug will be paid under that prescription benefit. If the patient
does not meet the initial step therapy criteria, then the system will reject with a message indicating that a prior
authorization (PA) is required. The prior authorization criteria would then be applied to requests submitted for evaluation to
the PA unit.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The patient has been receiving the requested drug for at least 3 months AND
0 The patient has demonstrated a reduction in Alc (hemoglobin Alc) since starting this therapy
OR
o The request is for Farxiga (dapagliflozin), Invokana (canagliflozin), Jardiance (empagliflozin), Ozempic
(semaglutide), Trulicity (dulaglutide), or Victoza (liraglutide) AND the patient has established cardiovascular
disease
OR
0 The request is for Invokana (canagliflozin) AND the patient has diabetic nephropathy with albouminuria greater
than 300 mg per day
OR
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o The request is for Farxiga (dapagliflozin) or Trulicity (dulaglutide) AND the patient has multiple cardiovascular
risk factors
OR
e The request is for SymlinPen (pramlintide acetate) AND
0 The patient has a diagnosis of diabetes mellitus AND has failed to achieve desired glucose control despite
receiving optimal insulin therapy, including mealtime insulin
OR
e The patient has a diagnosis of type 2 diabetes mellitus AND
0 The patient experienced an inadequate treatment response, intolerance, or contraindication to metformin
OR
0 The patient requires combination therapy AND has an Alc (hemoglobin Alc) of 7.5 percent or greater
OR
o The request is for Farxiga (dapagliflozin), Invokana (canagliflozin), Jardiance (empagliflozin), Ozempic
(semaglutide), Trulicity (dulaglutide), or Victoza (liraglutide) AND the patient has established cardiovascular
disease
OR
0 The request is for Invokana (canagliflozin) AND the patient has diabetic nephropathy with albuminuria greater
than 300 mg per day
OR
o The request is for Farxiga (dapagliflozin) or Trulicity (dulaglutide) AND the patient has multiple cardiovascular
risk factors

RATIONALE

For Amylin Analogs (SymlinPen), if the patient has filled a prescription for at least a 30 day supply of a rapid-acting insulin
or short-acting insulin or premixed insulin [e.g., insulin aspart (Novolog), insulin glulisine (Apidra), insulin lispro (Humalog),
insulin regular R (Afrezza, Humulin R, Novolin R)] within the past 120 days under a prescription benefit administered by
CVS Caremark, then the requested drug will be paid under that prescription benefit.

For GLP-1 (glucagon-like peptide-1) receptor agonists, SGLT2 (sodium-glucose cotransporter 2) Inhibitors, and
Combinations, if the patient has filled a prescription for at least a 30 day supply of metformin within the past 180 days
under a prescription benefit administered by CVS Caremark, then the requested drug will be paid under that prescription
benefit.

If the patient does not meet the initial step therapy criteria, then prior authorization is required.

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Adlyxin (lixisenatide), Bydureon/Bydureon BCise
(exenatide extended-release), Byetta (exenatide), Farxiga (dapagliflozin), Glyxambi (empagliflozin/linagliptin), Invokana
(canagliflozin), Invokamet (canagliflozin/metformin), Invokamet XR (canagliflozin/metformin extended-release), Jardiance
(empagliflozin), Ozempic (semaglutide), Qtern (dapagliflozin/saxagliptin), Qternmet XR (dapagliflozin/saxagliptin/metformin
extended-release), Rybelsus (semaglutide), Segluromet (ertugliflozin /metformin), Steglatro (ertugliflozin), Steglujan
(ertugliflozin/ sitagliptin), Synjardy (empagliflozin/metformin), Synjardy XR (empagliflozin/metformin extended-release),
Tanzeum (albiglutide), Trijardy XR (empagliflozin/linagliptin/metformin extended-release) Trulicity (dulaglutide), Victoza
(liraglutide), and Xigduo XR (dapagliflozin and metformin extended-release) are indicated as an adjunct to diet and
exercise to improve glycemic control in adults with type 2 diabetes.

Farxiga (dapagliflozin) is also indicated to reduce the risk of hospitalization for heart failure in adults with type 2 diabetes
mellitus and established cardiovascular disease or multiple cardiovascular risk factors.

Invokana (canagliflozin) is also indicated to reduce the risk of major adverse cardiovascular events (cardiovascular death,
nonfatal myocardial infarction and nonfatal stroke) in adults with type 2 diabetes mellitus and established cardiovascular
disease (CVD); and to reduce the risk of end-stage kidney disease (ESKD), doubling of serum creatinine, cardiovascular
(CV) death, and hospitalization for heart failure in adults with type 2 diabetes mellitus and diabetic nephropathy with
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albuminuria > 300 mg/day. However, the effectiveness of canagliflozin combination products such as Invokamet and
Invokamet XR for these indications has not been established.

Jardiance (empagliflozin) is also indicated to reduce the risk of cardiovascular death in adults with type 2 diabetes mellitus
and established cardiovascular disease. However, the effectiveness of empagliflozin combination products such as
Glyxambi, Synjardy, and Synjardy XR on reducing the risk of cardiovascular death in adults with type 2 diabetes mellitus
and cardiovascular disease has not been established.

Ozempic (semaglutide) is also indicated to reduce the risk of major adverse cardiovascular events (cardiovascular death,
non-fatal myocardial infarction or non-fatal stroke) in adults with type 2 diabetes mellitus and established cardiovascular
disease.

Trulicity (dulaglutide) is also indicated to reduce the risk of major adverse cardiovascular events (cardiovascular death,
non-fatal myocardial infarction, or non-fatal stroke) in adults with type 2 diabetes mellitus who have established
cardiovascular disease or multiple cardiovascular risk factors.

Victoza (liraglutide) is also indicated to reduce the risk of major adverse cardiovascular events (cardiovascular death, non-
fatal myocardial infarction, or non-fatal stroke) in adults with type 2 diabetes mellitus and established cardiovascular
disease.

SymlinPen (pramlintide acetate) is indicated as an adjunctive treatment in patients with type 1 or type 2 diabetes who use
mealtime insulin therapy and who have failed to achieve desired glucose control despite optimal insulin therapy.

Soliqua (insulin glargine and lixisenatide) is indicated as an adjunct to diet and exercise to improve glycemic control in
adults with type 2 diabetes mellitus. The recommended starting doses are determined based on the following: patients
naive to basal insulin or GLP-1 receptor agonist; patients currently on a GLP-1 receptor agonist; patients currently on less
than 30 units of basal insulin daily; patients currently on 30-60 units of basal insulin, with or without a GLP-1 receptor
agonist.

Xultophy (insulin degludec and liraglutide) is indicated as an adjunct to diet and exercise to improve glycemic control in
adults with type 2 diabetes mellitus. The recommended starting doses are determined based on the following: patients
naive to basal insulin or GLP-1 receptor agonist; patients currently on basal insulin or a GLP-1 receptor agonist.

Clinical guidelines from the American Diabetes Association and the American Association of Clinical Endocrinologists and
American College of Endocrinology for the management of hyperglycemia in type 2 diabetes indicate that metformin
monotherapy should be started at diagnosis of type 2 diabetes unless there are contraindications. Metformin is effective
and safe, is inexpensive, and may reduce risk of cardiovascular events and death. In patients with contraindications or
intolerance of metformin, initial therapy should be based on patient factors; consider a drug from another class. 2728

The clinical guidelines also state that the Alc test is the major tool for assessing glycemic control and has strong predictive
value for diabetes complications. Thus, Alc testing should be performed routinely in all patients with diabetes at initial
assessment and as part of continuing care.?’” The guidelines set goals for therapeutic effectiveness which must be
evaluated frequently (e.g., every 3 months) until stable, using multiple criteria, including Alc. Less frequent monitoring is
acceptable once targets are achieved. 27- 28

If the Alc target is not achieved after approximately 3 months and patient does not have atherosclerotic cardiovascular
disease (ASCVD) or chronic kidney disease (CKD), consider a combination of metformin and one of the preferred six
treatment options: sulfonylurea, thiazolidinedione, dipeptidyl peptidase 4 (DPP-4) inhibitors, SGLT2 inhibitors, GLP-1
receptor agonists, or basal insulin; the choice of which agent to add is based on drug-specific effects and patient factors.
For patients in whom ASCVD, Heart Failure, or CKD predominates, the best choice for a second agent is a GLP-1
receptor agonist or SGLT2 inhibitor with demonstrated cardiovascular risk reduction, after consideration of drug-specific
and patient factors.?”: 28

In patients with an initial Alc of 7.5% or greater, or in patients who are unable to achieve their glycemic goals with
monotherapy, combination therapy is recommended.?® Add-on therapy clinical studies with dapagliflozin plus saxagliptin in
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patients on metformin (i.e., Qternmet XR) were conducted — in one study (24-week randomized, double-blind, active-
controlled, parallel group study in patients with an HbA1c 27.5% and <10.0%) patients were on a stable dose of metformin
HCI (=1500 mg per day) for at least 8 weeks prior to being randomized to one of three double-blind treatment groups to
receive 5 mg dapagliflozin and 5 mg saxagliptin added to metformin, 5 mg saxagliptin and placebo added to metformin, or
5 mg dapagliflozin and placebo added to metformin. At Week 24, concomitant addition of 5 mg dapagliflozin and 5 mg
saxagliptin plus metformin resulted in statistically significant decreases in HbAlc, and a larger proportion of patients
achieving the therapeutic glycemic goal of HbAlc <7%, compared to dapagliflozin plus metformin or saxagliptin plus
metformin.12 An add-on therapy clinical study with empagliflozin and linagliptin in patients on metformin (i.e., Trijardy XR)
was conducted - the double-blind, active-controlled study evaluated the efficacy and safety of empagliflozin 10 mg or 25
mg in combination with linagliptin 5 mg, compared to the individual components. Patients with type 2 diabetes inadequately
controlled on at least 1500 mg of metformin per day entered a single-blind placebo run-in period for 2 weeks. At the end of
the run-in period, patients who remained inadequately controlled and had an HbAlc between 7 and 10.5% were
randomized to one of 5 active-treatment arms of empagliflozin 10 mg or 25 mg, linagliptin 5 mg, or linagliptin 5 mg in
combination with 10 mg or 25 mg empagliflozin as a fixed dose combination tablet. At Week 24, empagliflozin 10 mg or 25
mg used in combination with linagliptin 5 mg provided statistically significant improvement in HbA1c (p-value <0.0001) and
FPG (p-value <0.001) compared to the individual components in patients who had been inadequately controlled on
metformin.3* Additionally, the combination of basal insulin with a GLP1 receptor agonist (i.e., Soliqua, Xultophy) may offer
greater efficacy than the oral agents.?® This combination also has potent glucose lowering actions and less weight gain and
hypoglycemia compared with intensified insulin regimens.?”

Invokana (canagliflozin), Jardiance (empagliflozin), Ozempic (semaglutide), and Victoza (liraglutide) will be approved for
initial therapy and continuation of therapy for type 2 diabetes mellitus patients who have established cardiovascular
disease per the following: The CANVAS and CANVAS-R trials compared the risk of Major Adverse Cardiovascular Event
(MACE) between canagliflozin and placebo when these were added to and used concomitantly with standard of care
treatments for diabetes and atherosclerotic cardiovascular disease. Concomitant antidiabetic and atherosclerotic therapies
could be adjusted, at the discretion of investigators, to ensure participants were treated according to standard of care for
these diseases.” The EMPA-REG OUTCOME study compared the risk of experiencing a MACE between empagliflozin
and placebo. Coadministered antidiabetic medications were to be kept stable for the first 12 weeks of the trial. Thereafter,
antidiabetic and atherosclerotic therapies could be adjusted, at the discretion of investigators, to ensure participants were
treated according to the standard of care for these diseases.® The SUSTAIN 6 trial compared the risk of Major Adverse
Cardiovascular Event (MACE) between semaglutide and placebo when these were added to and used concomitantly with
standard of care treatments for diabetes and cardiovascular disease.1® In the LEADER trial, patients with inadequately
controlled type 2 diabetes and atherosclerotic cardiovascular disease were randomized to liraglutide 1.8 mg or placebo.
During the trial, investigators could modify anti-diabetic and cardiovascular medications to achieve local standard of care
treatment targets with respect to blood glucose, lipid, and blood pressure.??

Farxiga (dapagliflozin) and Trulicity (dulaglutide) will be approved for initial therapy and continuation of therapy for type 2
diabetes mellitus patients who have established cardiovascular disease or multiple cardiovascular risk factors per the
following: The DECLARE trial compared the effect of dapagliflozin 10mg relative to placebo on cardiovascular outcomes
when added to current background therapy. Concomitant antidiabetic and atherosclerotic therapies could be adjusted, at
the discretion of the investigators, to ensure participants were treated according to the standard of care for these
diseases.® The REWIND trial compared the risk of Major Adverse Cardiovascular Events (MACE) outcome (which
included CV death, non-fatal myocardial infarction (MI), and non-fatal stroke) between Trulicity 1.5 mg and placebo, both
added to standard of care. During the trial, investigators were to modify antidiabetic and cardiovascular medications to
achieve local standard of care treatment targets with respect to blood glucose, lipids, and blood pressure, and manage
patients recovering from an acute coronary syndrome or stroke event per local treatment guidelines.?!

Invokana (canagliflozin) will also be approved for initial therapy and continuation of therapy for type 2 diabetes mellitus
patients who have diabetes with established nephropathy per the following: The CREDENCE trial compared canagliflozin
with placebo in patients with type 2 diabetes mellitus, an estimated glomerular filtration rate = 30 to < 90 mL/min/1.73 m?
and albuminuria (urine albumin/creatinine > 300 to < 5000 mg/g) who were receiving standard of care including a
maximume-tolerated, labeled daily dose of an angiotensin-converting enzyme inhibitor or angiotensin receptor blocker.
Patients were randomized to receive canagliflozin 100 mg or placebo and treatment was continued until the initiation of
dialysis or renal transplantation.® The use of other background therapy for glycemic management and control of
cardiovascular risk factors was recommended in accordance with local guidelines.30
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CRITERIA FOR APPROVAL

1 Has the patient been receiving the requested drug for at least 3 months? Yes No
[If no, then skip to question 4.]

2 Has the patient demonstrated a reduction in Alc (hemoglobin Alc) since starting this Yes No
therapy?
[If yes, then no further questions.]

3 Is this request for Farxiga (dapagliflozin), Invokana (canagliflozin), Jardiance Yes No
(empagliflozin), Ozempic (semaglutide), Trulicity (dulaglutide), or Victoza (liraglutide)?
[If yes, then skip to question 9.]
[If no, then no further questions.]

4 Is this request for SymlinPen (pramlintide acetate)? Yes No
[If yes, then skip to question 14.]

5 Does the patient have a diagnosis of type 2 diabetes mellitus? Yes No

6 Has the patient experienced an inadequate treatment response, intolerance, or Yes No
contraindication to metformin?
[If yes, then no further questions.]

7 Does the patient require combination therapy AND have an Alc (hemoglobin Alc) of 7.5 Yes No
percent or greater?
[If yes, then no further questions.]

8 Is this request for Farxiga (dapagliflozin), Invokana (canagliflozin), Jardiance Yes No
(empagliflozin), Ozempic (semaglutide), Trulicity (dulaglutide), or Victoza (liraglutide)?

9 Does the patient have established cardiovascular disease? Yes No
[If yes, then no further questions.]

10 s this request for Invokana (canagliflozin)? Yes No
[If no, then skip to question 12.]

11 Doer;s the patient have diabetic nephropathy with albuminuria greater than 300 mg per Yes No
Fl\?())/ .further questions.]

12 Is this request for Farxiga (dapagliflozin) or Trulicity (dulaglutide)? Yes No

13 Does the patient have multiple cardiovascular risk factors? Yes No

[No further questions.]
14 Does the patient have a diagnosis of diabetes mellitus? Yes No

15 Has the patient failed to achieve desired glucose control despite receiving optimal insulin Yes No
therapy, including mealtime insulin?

Mapping Instructions
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Yes

No

DENIAL REASONS — DO NOT USE FOR MEDICARE PART D

=

Goto 2

Goto4

N

Approve, 36 months

Goto 3

Goto9

Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you meet these conditions:

- You have been taking the requested drug for at least 3 months
- You had a reduction in Alc (hemoglobin Alc) since starting
this therapy

Your request has been denied based on the information we have.

[Short Description: No response to treatment]

Goto 14

Goto5

Goto 6

Deny

You do not meet the requirements of your plan.
Your plan covers this drug when you have type 2 diabetes mellitus.
Your request has been denied based on the information we have.

[Short Description: No approvable diagnosis]

o

Approve, 36 months

Goto7

~

Approve, 36 months

Goto 8

Goto9

Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you meet any of these conditions:

- You have tried metformin and it did not work for you, or you
cannot use it

- You require combination therapy and you have an Alc
(hemoglobin Alc) of 7.5 percent or greater

Your request has been denied based on the information we have.

[Short Description: No inadequate response, intolerance or
contraindication to metformin, No combination therapy
requirement]

Approve, 36 months

Goto 10

10.

Goto 11

Goto 12

11.

Approve, 36 months

Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you meet any of these conditions:

- You have been taking the requested drug for at least 3 months
and you had a reduction in Alc (hemoglobin Alc) since
starting this therapy

- You have tried metformin and it did not work for you, or you
cannot use it

- You require combination therapy and you have an Alc
(hemoglobin Alc) of 7.5 percent or greater

- You have cardiovascular (heart) disease

- You have diabetic nephropathy (kidney disease) with
albuminuria greater than 300 mg per day

Your request has been denied based on the information we have.

[Short Description: No response to treatment, No inadequate
response, intolerance or contraindication to metformin, No
combination therapy requirement, No established CV disease or
diabetic nephropathy with albuminuria greater than 300 mg/day for
Invokana]

12.

Goto 13

Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you meet any of these conditions:

- You have been taking the requested drug for at least 3 months
and you had a reduction in Alc (hemoglobin Alc) since
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starting this therapy

- You have tried metformin and it did not work for you, or you
cannot use it

- You require combination therapy and you have an Alc
(hemoglobin Alc) of 7.5 percent or greater

- You have cardiovascular (heart) disease

Your request has been denied based on the information we have.

[Short Description: No response to treatment, No inadequate
response, intolerance or contraindication to metformin, No
combination therapy requirement, No CV disease for Jardiance,
Ozempic, Victoza]

13.

Approve, 36 months

Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you meet any of these conditions:

- You have been taking the requested drug for at least 3 months
and you had a reduction in Alc (hemoglobin Alc) since
starting this therapy

- You have tried metformin and it did not work for you, or you
cannot use it

- You require combination therapy and you have an Alc
(hemoglobin Alc) of 7.5 percent or greater

- You have cardiovascular (heart) disease

- You have multiple cardiovascular risk factors

Your request has been denied based on the information we have.

[Short Description: No response to treatment, No inadequate
response, intolerance or contraindication to metformin, No
combination therapy requirement, No CV disease or multiple CV
risk factors for Farxiga, Trulicity]

14.

Goto 15

Deny

You do not meet the requirements of your plan.
Your plan covers this drug when you have diabetes mellitus.
Your request has been denied based on the information we have.

[Short Description: No approvable diagnosis]

15.

Approve, 36 months

Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you meet these conditions:

- You receive optimal insulin treatment

- Your treatment includes mealtime insulin

- You have not achieved desired glucose control

Your request has been denied based on the information we have.

[Short Description: No approvable diagnosis]
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PRIOR AUTHORIZATION CRITERIA

DRUG CLASS ANTIEMETIC AGENTS — SHT3 ANTAGONISTS

BRAND NAME*

(generic)
ALOXI INJECTION
(palonosetron hydrochloride)

ANZEMET
(dolasetron mesylate)

(granisetron hydrochloride) (ALL PRODUCTS)
(palonosetron hydrochloride injection)

SANCUSO
(granisetron transdermal system)

SUSTOL
(granisetron extended-release injection)

ZOFRAN (ALL DOSAGE FORMS)
(ondansetron, ondansetron hydrochloride)

ZUPLENZ
(ondansetron oral soluble film)

Status: CVS Caremark Criteria
Type: Post Limit Prior Authorization Ref # 16-J

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.

FDA-APPROVED INDICATIONS
Aloxi Injection
Chemotherapy-Induced Nausea and Vomiting in Adults
Aloxi is indicated for:
e Moderately emetogenic cancer chemotherapy - prevention of acute and delayed nausea and vomiting associated
with initial and repeat courses
e Highly emetogenic cancer chemotherapy - prevention of acute nausea and vomiting associated with initial and
repeat courses

Chemotherapy-Induced Nausea and Vomiting in Pediatric Patients Aged 1 Month to Less than 17 Years

Aloxi is indicated for prevention of acute nausea and vomiting associated with initial and repeat courses of emetogenic
cancer chemotherapy, including highly emetogenic cancer chemotherapy.

Postoperative Nausea and Vomiting in Adults

Aloxi is indicated for prevention of postoperative nausea and vomiting (PONV) for up to 24 hours following surgery.
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Efficacy beyond 24 hours has not been demonstrated.

As with other antiemetics, routine prophylaxis is not recommended in patients in whom there is little expectation that
nausea and/or vomiting will occur postoperatively. In patients where nausea and vomiting must be avoided during the
postoperative period, Aloxi is recommended even where the incidence of postoperative nausea and/or vomiting is low.

Anzemet Tablets
Anzemet tablets are indicated for the prevention of nausea and vomiting associated with moderately emetogenic cancer
chemotherapy, including initial and repeat courses in adults and children 2 years and older.

Granisetron

Granisetron Tablets

Granisetron Hydrochloride Tablets are indicated for the prevention of:

¢ Nausea and vomiting associated with initial and repeat courses of emetogenic cancer therapy, including high-dose
cisplatin.

e Nausea and vomiting associated with radiation, including total body irradiation and fractionated abdominal radiation.

Granisetron Injection:

Granisetron Hydrochloride Injection is a serotonin-3 (5-HT3) receptor antagonist indicated for:

e The prevention of nausea and/or vomiting associated with initial and repeat courses of emetogenic cancer therapy,
including high-dose cisplatin.

Ondansetron Injection

Prevention of Nausea and Vomiting Associated with Initial and Repeat Courses of Emetogenic Cancer Chemotherapy
Ondansetron Injection is indicated for the prevention of nausea and vomiting associated with initial and repeat courses of
emetogenic cancer chemotherapy, including high-dose cisplatin. Ondansetron is approved for patients aged 6 months and
older.

Prevention of Postoperative Nausea and/or Vomiting

Ondansetron Injection is indicated for the prevention of postoperative hausea and/or vomiting. As with other antiemetics,
routine prophylaxis is not recommended for patients in whom there is little expectation that nausea and/or vomiting will
occur postoperatively. In patients in whom nausea and/or vomiting must be avoided postoperatively, ondansetron injection
is recommended even when the incidence of postoperative nausea and/or vomiting is low. For patients who do not
receive prophylactic ondansetron injection and experience nausea and/or vomiting postoperatively, ondansetron injection
may be given to prevent further episodes. Ondansetron is approved for patients aged 1 month and older.

Palonosetron Hydrochloride Injection
Chemotherapy-Induced Nausea and Vomiting in Adults
Palonosetron Hydrochloride (HCI) Injection is indicated for:
o Moderately emetogenic cancer chemotherapy - prevention of acute and delayed nausea and vomiting associated
with initial and repeat courses
e Highly emetogenic cancer chemotherapy - prevention of acute nausea and vomiting associated with initial and
repeat courses

Sancuso Transdermal System
Sancuso (granisetron transdermal system) is indicated for the prevention of nausea and vomiting in patients receiving
moderately and/or highly emetogenic chemotherapy regimens of up to 5 consecutive days duration.

Sustol Extended-Release Injection

Sustol is indicated in combination with other antiemetics in adults for the prevention of acute and delayed nausea and
vomiting associated with initial and repeat courses of moderately emetogenic chemotherapy (MEC) or anthracycline and
cyclophosphamide (AC) combination chemotherapy regimens.
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Zofran Tablets, Zofran ODT, and Zofran Oral Solution
Zofran is indicated for the prevention of nausea and vomiting associated with;
¢ highly emetogenic cancer chemotherapy, including cisplatin greater than or equal to 50 mg/m?.
e initial and repeat courses of moderately emetogenic cancer chemotherapy.
o radiotherapy in patients receiving either total body irradiation, single high-dose fraction to the abdomen, or daily
fractions to the abdomen.
Zofran is also indicated for the prevention of postoperative nausea and/or vomiting.

Zuplenz

Prevention of Nausea and Vomiting Associated with Highly Emetogenic Cancer Chemotherapy

Zuplenz (ondansetron) oral soluble film is indicated for the prevention of nausea and vomiting associated with highly
emetogenic cancer chemotherapy, including cisplatin = 50 mg/m?

Prevention of Nausea and Vomiting Associated with Moderately Emetogenic Cancer Chemotherapy

Zuplenz is indicated for the prevention of nausea and vomiting associated with initial and repeat courses of moderately
emetogenic cancer chemotherapy

Prevention of Nausea and Vomiting Associated with Radiotherapy

Zuplenz is indicated for the prevention of nausea and vomiting associated with radiotherapy in patients receiving either
total body irradiation, single high-dose fraction to the abdomen, or daily fractions to the abdomen

Prevention of Postoperative Nausea and/or Vomiting

Zuplenz is indicated for the prevention of postoperative nausea and/or vomiting. As with other antiemetics, routine
prophylaxis is not recommended for patients in whom there is little expectation that nausea and/or vomiting will occur
postoperatively. In patients where nausea and/or vomiting must be avoided postoperatively, Zuplenz is recommended
even where the incidence of postoperative nausea and/or vomiting is low.

Compendial Uses:
e Treatment and/or prophylaxis of radiation-induced nausea and vomiting.12

Compendial Use Ondansetron Only:
¢ Hyperemesis Gravidarum?213

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The patient is receiving radiation therapy or moderate to highly emetogenic chemotherapy.
OR
e The request is for Zofran, Zuplenz or ondansetron AND
e The patient is pregnant with the diagnosis of Hyperemesis Gravidarum and a documented risk for hospitalization
AND
e The patient has experienced an inadequate treatment response, intolerance, or contraindication to two of the
following medications: A) vitamin B6, B) vitamin B6 in combination with doxylamine, C) doxylamine/pyridoxine
extended-release (Bonjesta), D) doxylamine/pyridoxine delayed-release (Diclegis), E) promethazine (Phenergan),
F) trimethobenzamide (Tigan), G) metoclopramide (Reglan), H) diphenhydramine (Benadryl), I) dimenhydrinate
(Dramamine)

RATIONALE

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. 5HT-3 antiemetics are indicated for
chemotherapy induced nausea and vomiting (CINV). Aloxi, Zofran tablets, ondansetron injection and Zuplenz are also
indicated for postoperative nausea and vomiting (PONV). Granisetron tablets, Zofran tablets, ondansetron injection and
Zuplenz are also indicated for nausea and vomiting associated with radiotherapy. Some 5HT-3 antiemetics also have
compendial support for treatment and/or prophylaxis of radiation-induced nausea and vomiting.'? Zofran, Zuplenz, and
ondansetron have compendial support for use in hyperemesis gravidarum.213
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The National Comprehensive Cancer Network (NCCN) Guidelines state that the risk of nausea and vomiting for persons
receiving chemotherapy of high and moderate emetic risk lasts for at least 3 days for high and 2 days for moderate after
the last dose of chemotherapy. Patients need to be protected throughout the full period of risk.* The recommended
dosing parameters for the prevention of postoperative nausea and vomiting fall within the initial limits.

Patients receiving multiday chemotherapy are at risk for both acute and delayed nausea/vomiting based on the
emetogenic potential of the individual chemotherapy agents administered on any given day and their sequence. Acute
and delayed emesis may overlap after the initial day of chemotherapy until the last day of chemotherapy. The period of
risk for delayed emesis after chemotherapy administration has concluded also depends on the specific regimen and the
emetogenic potential of the last chemotherapy agent administered in the regimen. Antiemetic regimens should be chosen
based on the drug with the highest emetic risk in the chemotherapy regimen, previous experience with antiemetics, and
patient-specific risk factors.'4

The NCCN has also made recommendations for use of antiemetics for radiation-induced emesis. Prophylaxis for
radiation-induced nausea and/or vomiting is based on the site of radiation and whether the radiation is combined with
anticancer therapy.* The American Society of Clinical Oncology recommends that all patients should receive a 5-HT3
antagonist (granisetron and ondansetron are preferred) before each fraction of moderately to highly emetogenic radiation
therapy.t®

Hyperemesis gravidarum is the most common indication for admission to the hospital during the first part of pregnancy
and is second only to preterm labor as the most common reason for hospitalization during pregnancy. For a diagnosis of
hyperemesis gravidarum (HG), the intent is to allow a quantity of ondansetron above the current initial limit allowed for
patients with a documented risk for hospitalization who have had an inadequate treatment response, intolerance, or
contraindication to two of the following medications: vitamin B6, vitamin B6 in combination with doxylamine,
doxylamine/pyridoxine extended-release (Bonjesta), doxylamine/pyridoxine delayed-release (Diclegis), promethazine
(Phenergan), trimethobenzamide (Tigan), metoclopramide (Reglan), diphenhydramine (Benadryl), dimenhydrinate
(Dramamine). Evidence is limited on the safety or efficacy of ondansetron for nausea and vomiting of pregnancy.
However, because of its effectiveness in reducing chemotherapy-induced emesis, its use appears to be increasing.!3
Limited data have shown that ondansetron is safe and effective in the management of hyperemesis gravidarum.'? Safety
data are insufficient to recommend ondansetron as a first line agent for HG. The use of ondansetron is supported by the
American College of Obstetrician and Gynecologists (ACOG) Guidelines after failure of other first line agents.'3
Ondansetron is classified in pregnancy as ‘fetal risk cannot be ruled out’.?? There are multiple first line agents for the
treatment of hyperemesis gravidarum. Therefore, prior to authorization of the requested drug, an inadequate treatment
response, intolerance, or contraindication to two first-line agents will be required.

Chemotherapy is often given for a specific time or for as long as it is effective. Most courses of chemotherapy last 3
months or more.® The number of cycles given may be decided before treatment starts, based on the type and stage of
cancer; in some cases, this number is flexible and will take into account the efficacy of treatment and the patient’s overall
health.'” To balance the variability in the length of chemotherapy courses with limiting disruptions in therapy, the duration
of approval will be 6 months. Since the period of risk for nausea and vomiting with hyperemesis gravidarum (HG) during
the first part of pregnancy is not expected to last for a long period of time, the duration of approval will be 6 months.
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https://www.cancer.org/treatment/treatments-and-side-effects/treatment-types/chemotherapy/how-is-chemotherapy-
used-to-treat-cancer.html November 2019. Accessed January 2020.

Written by: UM Development (LS)
Date Written: 12/1996
Revised: 12/1998, 11/1999; (JG) 08/2002; (MG) 07/2003, 10/2004, 04/2005; (AK) 07/2006; (CT) 04/2007, 04/2008, 10/2008(2) (Sancuso

added; (SE) 03/2009, 01/2010 (removed Aloxi caps 03/2009(2)); (KD) 03/2010, 07/2010 (Zuplenz added); (SE) 01/2011 (FDA
Warning/ Cl 03-2010 (2)); (CY) 04/2011(updated algorithms), (CY) 02/2012, 05/2012 (Removed Q10 days/weeks per month and
included in Q5&6 for CAS Web compatibility), 07/2012 (removed single use ondansetron 32mg); (PL) 01/2013; (MS) 09/2013, (PL)
01/2014; (CF) 01/2015, 03/2015, (LN) 04/2015 (added denial reasons); (CF) 01/2016, 09/2016 (added palonosetron injection),
12/2016 (added Diclegis and Bonjesta to t/f question); (KM) 01/2017 (added Sustol injection), (ME) 01/2018 (no clinical changes),
01/2019, 01/2020 (no clinical changes)

Reviewed: Medical Affairs 08/2002, 08/2003, 10/2004, 04/2005; (MM) 07/2006, (WLF) 04/2007, 04/2008, 10/2008, 03/2009, 03/2010; (KP)

01/2011, 04/2011, 09/2011, 02/2012; (LB) 07/2012; (LMS) 01/2013, (DR) 09/2013, (DNC) 01/2014; (SES) 01/2015; (DHR) 03/2015;
(GAD) 01/2016; (LMS) 09/2016, 12/2016; (JG) 02/2017, (CHART) 01/30/20

External Review:  10/2002, 10/2003, 11/2004, 08/2005, 08/2006, 08/2007, 08/2008, 10/2008, 08/2009, 08/2010, 08/2011, 04/2012, 06/2013, 10/2013,

04/2014, 04/2015, 04/2016, 04/2017, 04/2018, 04/2019, 04/2020

CRITERIA FOR APPROVAL

1 Is this request for Zofran, Zuplenz or ondansetron? Yes No
[If no, then skip to question 4.]

2 Is the patient pregnant with the diagnosis of Hyperemesis Gravidarum and a documented Yes No
risk for hospitalization?
[If no, then skip to question 4.]

3 Has the patient experienced an inadequate treatment response, intolerance, or Yes No
contraindication to TWO of the following medications: A) vitamin B6, B) vitamin B6 in
combination with doxylamine, C) doxylamine/pyridoxine extended-release (Bonjesta), D)
doxylamine/pyridoxine delayed-release (Diclegis), E) promethazine (Phenergan), F)
trimethobenzamide (Tigan), G) metoclopramide (Reglan), H) diphenhydramine (Benadryl),
I) dimenhydrinate (Dramamine)?
[No further questions.]

4 Is the patient receiving radiation therapy or moderate to highly emetogenic Yes No
chemotherapy?
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Mapping Instructions

Yes

No

DENIAL REASONS — DO NOT USE FOR MEDICARE PART D

1| Goto 2

Goto4

2| Goto3

Goto4

3.| Approve, 6 months

Deny

You do not meet the requirements of your plan.

Your plan covers additional quantities of this drug when you meet all of
these conditions:

- You have hyperemesis gravidarum

- You are at risk for a hospital stay

- You tried 2 of the following drugs for nausea first and either they
didn’t work for you or you cannot use them [vitamin B6, vitamin B6 in
combination with doxylamine, doxylamine/pyridoxine extended-release
(Bonjesta), doxylamine/pyridoxine delayed-release (Diclegis),
promethazine (Phenergan), trimethobenzamide (Tigan), or
metoclopramide (Reglan), diphenhydramine (Benadryl),
dimenhydrinate (Dramamine)]

Your request has been denied based on the information we have.
[Short Description: No approvable diagnosis with risk of hospital stay,
No inadequate response, intolerance or contraindication to two other
nausea drugs]

4, Approve, 6 months

Deny

You do not meet the requirements of your plan.

Your plan covers additional quantities of this drug when you meet one
of these conditions:

- You have hyperemesis gravidarum, are at risk for a hospital stay,
and your request is for Zofran, Zuplenz or ondansetron

- You are undergoing radiation therapy

- You are undergoing moderate to highly emetogenic chemotherapy
Your request has been denied based on the information we have.
[Short Description: No approvable diagnosis]
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PRIOR AUTHORIZATION CRITERIA

DRUG CLASS ANTIEMETIC AGENTS — 5HT3 ANTAGONISTS
BRAND NAME*
(generic)
ALOXI INJECTION
(palonosetron hydrochloride)
ANZEMET
(dolasetron mesylate)
(granisetron hydrochloride) (ALL PRODUCTS)
(palonosetron hydrochloride injection)
SANCUSO
(granisetron transdermal system)
SUSTOL
(granisetron extended-release injection)
ZOFRAN (ALL DOSAGE FORMS)
(ondansetron, ondansetron hydrochloride)
ZUPLENZ
(ondansetron oral soluble film)
Status: CVS Caremark Criteria REG
Type: Post Limit Prior Authorization Ref # 2821-J

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.

FDA-APPROVED INDICATIONS
Aloxi Injection
Chemotherapy-Induced Nausea and Vomiting in Adults
Aloxi is indicated for:
e Moderately emetogenic cancer chemotherapy - prevention of acute and delayed nausea and vomiting associated
with initial and repeat courses
e Highly emetogenic cancer chemotherapy - prevention of acute nausea and vomiting associated with initial and
repeat courses

Chemotherapy-Induced Nausea and Vomiting in Pediatric Patients Aged 1 Month to Less than 17 Years

Aloxi is indicated for prevention of acute nausea and vomiting associated with initial and repeat courses of emetogenic
cancer chemotherapy, including highly emetogenic cancer chemotherapy.

Postoperative Nausea and Vomiting in Adults

Aloxi is indicated for prevention of postoperative nausea and vomiting (PONV) for up to 24 hours following surgery.
Efficacy beyond 24 hours has not been demonstrated.
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As with other antiemetics, routine prophylaxis is not recommended in patients in whom there is little expectation that
nausea and/or vomiting will occur postoperatively. In patients where nausea and vomiting must be avoided during the
postoperative period, Aloxi is recommended even where the incidence of postoperative nausea and/or vomiting is low.

Anzemet Tablets
Anzemet tablets are indicated for the prevention of nausea and vomiting associated with moderately emetogenic cancer
chemotherapy, including initial and repeat courses in adults and children 2 years and older.

Granisetron

Granisetron Tablets

Granisetron Hydrochloride Tablets are indicated for the prevention of:

¢ Nausea and vomiting associated with initial and repeat courses of emetogenic cancer therapy, including high-dose
cisplatin.

e Nausea and vomiting associated with radiation, including total body irradiation and fractionated abdominal radiation.

Granisetron Injection:

Granisetron Hydrochloride Injection is a serotonin-3 (5-HT3) receptor antagonist indicated for:

e The prevention of nausea and/or vomiting associated with initial and repeat courses of emetogenic cancer therapy,
including high-dose cisplatin.

Ondansetron Injection

Prevention of Nausea and Vomiting Associated with Initial and Repeat Courses of Emetogenic Cancer Chemotherapy
Ondansetron Injection is indicated for the prevention of nausea and vomiting associated with initial and repeat courses of
emetogenic cancer chemotherapy, including high-dose cisplatin. Ondansetron is approved for patients aged 6 months and
older.

Prevention of Postoperative Nausea and/or Vomiting

Ondansetron Injection is indicated for the prevention of postoperative hausea and/or vomiting. As with other antiemetics,
routine prophylaxis is not recommended for patients in whom there is little expectation that nausea and/or vomiting will
occur postoperatively. In patients in whom nausea and/or vomiting must be avoided postoperatively, ondansetron injection
is recommended even when the incidence of postoperative nausea and/or vomiting is low. For patients who do not
receive prophylactic ondansetron injection and experience nausea and/or vomiting postoperatively, ondansetron injection
may be given to prevent further episodes. Ondansetron is approved for patients aged 1 month and older.

Palonosetron Hydrochloride Injection
Chemotherapy-Induced Nausea and Vomiting in Adults
Palonosetron Hydrochloride (HCI) Injection is indicated for:
e Moderately emetogenic cancer chemotherapy - prevention of acute and delayed nausea and vomiting associated
with initial and repeat courses
e Highly emetogenic cancer chemotherapy - prevention of acute nausea and vomiting associated with initial and
repeat courses

Sancuso Transdermal System
e Sancuso (granisetron transdermal system) is indicated for the prevention of nausea and vomiting in patients receiving
moderately and/or highly emetogenic chemotherapy regimens of up to 5 consecutive days duration.

Sustol Extended-Release Injection

Sustol is indicated in combination with other antiemetics in adults for the prevention of acute and delayed nausea and
vomiting associated with initial and repeat courses of moderately emetogenic chemotherapy (MEC) or anthracycline and
cyclophosphamide (AC) combination chemotherapy regimens.
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Zofran Tablets, Zofran ODT, and Zofran Oral Solution
Zofran is indicated for the prevention of nausea and vomiting associated with;
¢ highly emetogenic cancer chemotherapy, including cisplatin greater than or equal to 50 mg/m?.
e initial and repeat courses of moderately emetogenic cancer chemotherapy.
o radiotherapy in patients receiving either total body irradiation, single high-dose fraction to the abdomen, or daily
fractions to the abdomen.
Zofran is also indicated for the prevention of postoperative nausea and/or vomiting.

Zuplenz

Prevention of nausea and vomiting associated with highly emetogenic cancer chemotherapy

Zuplenz (ondansetron) oral soluble film is indicated for the prevention of nausea and vomiting associated with highly
emetogenic cancer chemotherapy, including cisplatin = 50 mg/m?

Prevention of nausea and vomiting associated with moderately emetogenic cancer chemotherapy

Zuplenz is indicated for the prevention of nausea and vomiting associated with initial and repeat courses of moderately
emetogenic cancer chemotherapy

Prevention of nausea and vomiting associated with radiotherapy

Zuplenz is indicated for the prevention of nausea and vomiting associated with radiotherapy in patients receiving either
total body irradiation, single high-dose fraction to the abdomen, or daily fractions to the abdomen

Prevention of postoperative hausea and/or vomiting

Zuplenz is indicated for the prevention of postoperative nausea and/or vomiting. As with other antiemetics, routine
prophylaxis is not recommended for patients in whom there is little expectation that nausea and/or vomiting will occur
postoperatively. In patients where nausea and/or vomiting must be avoided postoperatively, Zuplenz is recommended
even where the incidence of postoperative nausea and/or vomiting is low.

Compendial Uses:
e Treatment and/or prophylaxis of radiation-induced nausea and vomiting.1©

Compendial Use Ondansetron Only:
¢ Hyperemesis Gravidarum?217

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:

e The patient is receiving radiation therapy or moderate to highly emetogenic chemotherapy.
OR

e The request is for Zofran, Zuplenz or ondansetron AND
e The patient is pregnant with the diagnosis of Hyperemesis Gravidarum and a documented risk for hospitalization

RATIONALE

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. 5HT-3 antiemetics are indicated for
chemotherapy induced nausea and vomiting (CINV). Aloxi, Zofran tablets, ondansetron injection and Zuplenz are also
indicated for postoperative nausea and vomiting (PONV). Granisetron tablets, Zofran tablets, ondansetron injection and
Zuplenz are also indicated for nausea and vomiting associated with radiotherapy. 5SHT-3 antiemetics also have
compendial support for treatment and/or prophylaxis of radiation-induced nausea and vomiting.12 Zofran, Zuplenz, and
ondansetron have compendial support for use in hyperemesis gravidarum. 1213

The National Comprehensive Cancer Network (NCCN) Guidelines state that the risk of nausea and vomiting for persons
receiving chemotherapy of high and moderate emetic risk lasts for at least 3 days for high and 2 days for moderate after
the last dose of chemotherapy. Patients need to be protected throughout the full period of risk.'* The recommended
dosing parameters for the prevention of postoperative nausea and vomiting fall within the initial limits.
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Patients receiving multiday chemotherapy are at risk for both acute and delayed nausea/vomiting based on the
emetogenic potential of the individual chemotherapy agents administered on any given day and their sequence. Acute
and delayed emesis may overlap after the initial day of chemotherapy until the last day of chemotherapy. The period of
risk for delayed emesis after chemotherapy administration has concluded also depends on the specific regimen and the
emetogenic potential of the last chemotherapy agent administered in the regimen. Antiemetic regimens should be chosen
based on the drug with the highest emetic risk in the chemotherapy regimen, previous experience with antiemetics, and
patient-specific risk factors.14

The NCCN has also made recommendations for use of antiemetics for radiation-induced emesis. Prophylaxis for
radiation-induced nausea and/or vomiting is based on the site of radiation and whether the radiation is combined with
anticancer therapy.'* The American Society of Clinical Oncology recommends that all patients should receive a 5-HT3
antagonist (granisetron and ondansetron are preferred) before each fraction of moderately to highly emetogenic radiation
therapy.t®

Chemotherapy is often given for a specific time or for as long as it is effective. Most courses of chemotherapy last 3
months or more.’® The number of cycles given may be decided before treatment starts, based on the type and stage of
cancer; in some cases, this number is flexible and will take into account the efficacy of treatment and the patient’s overall
health.'” To balance the variability in the length of chemotherapy courses with limiting disruptions in therapy, the duration
of approval will be 6 months. Since the period of risk for nausea and vomiting with hyperemesis gravidarum (HG) in
pregnancy is not expected to last for a long period of time, the duration of approval will be 6 months.
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Ondansetron Injection [package insert]. Lake Zurich, IL: Fresenius Kabi USA, LLC.; June 2018.
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CRITERIA FOR APPROVAL
1 Is this request for Zofran, Zuplenz or ondansetron? Yes No
[If no, then skip to question 3.]
2 Is the patient pregnant with the diagnosis of Hyperemesis Gravidarum and a documented Yes No
risk for hospitalization?
[If yes, then no further questions.]
3 Is the patient receiving radiation therapy or moderate to highly emetogenic Yes No
chemotherapy?
Mapping Instructions
Yes No DENIAL REASONS - DO NOT USE FOR MEDICARE PART D
1/ Goto2 Goto3
2. Approve, 6 months | Goto 3

3./ Approve, 6 months

Deny

You do not meet the requirements of your plan.

Your plan covers additional quantities of this drug when you meet one
of these conditions:

- You have hyperemesis gravidarum, are at risk for a hospital stay,
and your request is for Zofran, Zuplenz or ondansetron

- You are undergoing radiation therapy

- You are undergoing moderate to highly emetogenic chemotherapy
Your request has been denied based on the information we have.
[Short Description: No approvable diagnosis.]
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PRIOR AUTHORIZATION CRITERIA

DRUG CLASS TOPICAL ANTIFUNGAL AGENTS (BRAND PRODUCTS ONLY)

BRAND NAME*

(generic)
ECOZA
(econazole)

ERTACZO
(sertaconazole)

EXELDERM
(sulconazole nitrate)

LOPROX
(ciclopirox shampoo)

LOTRISONE
(clotrimazole/betamethasone)

LUZzU
(luliconazole)

MENTAX
(butenafine)

NAFTIN
(naftifine)

OXISTAT
(oxiconazole)

VUSION
(miconazole/zinc oxide/white petrolatum)

XOLEGEL

(ketoconazole)

Status: CVS Caremark Criteria
Type: Initial Prior Authorization Ref # 1376-A

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.
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FDA-APPROVED INDICATIONS

Ecoza

Ecoza topical 1% foam is indicated for the treatment of interdigital tinea pedis caused by Trichophyton rubrum,
Trichophyton mentagrophytes, and Epidermophyton floccosum in patients 12 years of age and older.

Ertaczo
Ertaczo 2% cream is indicated for the topical treatment of interdigital tinea pedis in immunocompetent patients 12 years of
age and older, caused by: Trichophyton rubrum, Trichophyton mentagrophytes, and Epidermophyton floccosum.

Exelderm

Exelderm 1% cream is indicated for the treatment of tinea pedis (athlete’s foot), tinea cruris, and tinea corporis caused
by Trichophyton rubrum, Trichophyton mentagrophytes, Epidermophyton floccosum, and Microsporum canis, and for the
treatment of tinea versicolor.

Exelderm 1% solution is indicated for the treatment of tinea cruris and tinea corporis caused by Trichophyton rubrum,
Trichophyton mentagrophytes, Epidermophyton floccosum, and Microsporum canis; and for the treatment of tinea
versicolor.

Effectiveness has not been proven in tinea pedis (athlete’s foot). Symptomatic relief usually occurs within a few days after
starting Exelderm solution and clinical improvement usually occurs within one week.

Loprox
Loprox 1% shampoo is indicated for the topical treatment of seborrheic dermatitis of the scalp in adults.

Lotrisone

Lotrisone cream is a combination of an azole antifungal and corticosteroid and is indicated for the topical treatment of
symptomatic inflammatory tinea pedis, tinea cruris, and tinea corporis due to Epidermophyton Floccosum, Trichophyton
Mentagrophytes, and Trichophyton rubrum in patients 17 years and older.

Luzu
Luzu cream is indicated for the topical treatment of interdigital tinea pedis, tinea cruris, and tinea corporis caused by the
organisms Trichophyton rubrum and Epidermophyton floccosum.

Mentax
Mentax 1% cream is indicated for the topical treatment of the dermatologic infection, tinea (pityriasis) versicolor due to M.
furfur (formerly P. orbiculare). Butenafine HCI cream was not studied in immunocompromised patients.

Naftin
Naftin 1% gel is indicated for the topical treatment of tinea pedis, tinea cruris, and tinea corporis caused by the
organisms Trichophyton rubrum, Trichophyton mentagrophytes, Trichophyton tonsurans, Epidermophyton floccosum.

Naftin 2% cream is an allylamine antifungal indicated for the treatment of interdigital tinea pedis, tinea cruris, and tinea
corporis caused by the organism Trichophyton rubrum.

Naftin 2% gel is an allylamine antifungal indicated for the treatment of interdigital tinea pedis caused by the organisms
Trichophyton rubrum, Trichophyton mentagrophytes, and Epidermophyton floccosum.

Oxistat
Oxistat 1% lotion is indicated for the topical treatment of the following dermal infections: tinea pedis, tinea cruris, and tinea
corporis due to Trichophyton rubrum, Trichophyton mentagrophytes, or Epidermophyton floccosum.

Oxistat 1% cream is indicated for the topical treatment of the following dermal infections: tinea pedis, tinea cruris, and
tinea corporis due to Trichophyton rubrum, Trichophyton mentagrophytes, or Epidermophyton floccosum. Oxistat 1%
cream is also indicated for the topical treatment of tinea (pityriasis) versicolor due to Malassezia furfur.
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Vusion

Vusion ointment is indicated for the adjunctive treatment of diaper dermatitis only when complicated by documented
candidiasis (microscopic evidence of pseudohyphae and/or budding yeast), in immunocompetent pediatric patients 4
weeks and older. A positive fungal culture for Candida albicans is not adequate evidence of candidal infection since
colonization with C. albicans can result in a positive culture. The presence of candidal infection should be established by
microscopic evaluation prior to initiating treatment.

Vusion should be used as part of a treatment regimen that includes measures directed at the underlying diaper dermatitis,
including gentle cleansing of the diaper area and frequent diaper changes.

Vusion should not be used as a substitute for frequent diaper changes. Vusion should not be used to prevent the
occurrence of diaper dermatitis, since preventative use may result in the development of drug resistance.

Limitations of Use
The safety and efficacy of Vusion have not been demonstrated in immunocompromised patients, or in infants less than 4
weeks of age (premature or term).

The safety and efficacy of Vusion have not been evaluated in incontinent adult patients. Vusion should not be used to
prevent the occurrence of diaper dermatitis, such as in an adult institutional setting, since preventative use may result in
the development of drug resistance.

Xolegel
Xolegel is indicated for the topical treatment of seborrheic dermatitis in immunocompetent adults and children 12 years of
age and older.

Safety and efficacy of Xolegel for treatment of fungal infections have not been established.
COVERAGE CRITERIA

The requested drug will be covered with prior authorization when the following criteria are met:
e The requested drug is being used for an FDA-Approved indication

RATIONALE

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Ecoza topical 1% foam is indicated for the
treatment of interdigital tinea pedis in patients 12 years of age and older. Ertaczo 2% cream is indicated for the topical
treatment of interdigital tinea pedis in immunocompetent patients 12 years of age and older. Exelderm 1% cream is
indicated for the treatment of tinea pedis (athlete’s foot), tinea cruris, and tinea corporis and for the treatment of tinea
versicolor. Exelderm 1% solution is indicated for the treatment of tinea cruris and tinea corporis and for the treatment of
tinea versicolor. Loprox 1% shampoo is indicated for the topical treatment of seborrheic dermatitis of the scalp in adults.
Lotrisone cream is indicated for the topical treatment of symptomatic inflammatory tinea pedis, tinea cruris, and tinea
corporis. Luzu cream is indicated for the topical treatment of interdigital tinea pedis, tinea cruris, and tinea corporis.
Mentax 1% cream is indicated for the topical treatment of the dermatologic infection, tinea (pityriasis) versicolor.
Butenafine HCI cream was not studied in immunocompromised patients. Naftin 1% gel is indicated for the topical
treatment of tinea pedis, tinea cruris, and tinea corporis. Naftin 2% gel is indicated for the treatment of interdigital tinea
pedis. Oxistat 1% cream and lotion are indicated for the topical treatment of tinea pedis, tinea cruris, and tinea corporis.
Oxistat 1% cream is also indicated for the topical treatment of tinea (pityriasis) versicolor. Vusion ointment is indicated for
the adjunctive treatment of diaper dermatitis only when complicated by documented candidiasis (microscopic evidence of
pseudohyphae and/or budding yeast), in immunocompetent pediatric patients 4 weeks and older. Xolegel is indicated for
the topical treatment of seborrheic dermatitis in immunocompetent adults and children 12 years of age and older.
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CRITERIA FOR APPROVAL

1 Is the requested drug being used for an FDA-Approved indication? Yes No

Guidelines for Approval

Duration of Approval | 3 Months

Set 1

Yes to question(s) No to question(s)

1 None

Yes No DENIAL REASONS - DO NOT USE FOR MEDICARE PART D
1. | Approve, 3 months | Deny You do not meet the requirements of your plan. Your plan covers the

requested drug when it is used for the FDA-approved use. Your request
has been denied based on the information we have.
[Short Description: No approvable diagnosis]
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STEP THERAPY CRITERIA

DRUG CLASS TOPICAL ANTIFUNGAL AGENTS (BRAND PRODUCTS ONLY)

BRAND NAME*

(generic)
ECOZA
(econazole)

ERTACZO
(sertaconazole)

EXELDERM
(sulconazole nitrate)

LOPROX
(ciclopirox shampoo)

LOTRISONE
(clotrimazole/betamethasone)

LUzU
(luliconazole)

MENTAX
(butenafine)

NAFTIN
(naftifine)

OXISTAT
(oxiconazole)

VUSION
(miconazole/zinc oxide/white petrolatum)

XOLEGEL
(ketoconazole)

Status: CVS Caremark Criteria
Type: Initial Step Therapy; Post Step Therapy Prior Authorization Ref # 1380-D

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.
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FDA-APPROVED INDICATIONS

Ecoza

Ecoza topical 1% foam is indicated for the treatment of interdigital tinea pedis caused by Trichophyton rubrum,
Trichophyton mentagrophytes, and Epidermophyton floccosum in patients 12 years of age and older.

Ertaczo
Ertaczo 2% cream is indicated for the topical treatment of interdigital tinea pedis in immunocompetent patients 12 years of
age and older, caused by: Trichophyton rubrum, Trichophyton mentagrophytes, and Epidermophyton floccosum.

Exelderm

Exelderm 1% cream is indicated for the treatment of tinea pedis (athlete’s foot), tinea cruris, and tinea corporis caused
by Trichophyton rubrum, Trichophyton mentagrophytes, Epidermophyton floccosum, and Microsporum canis, and for the
treatment of tinea versicolor.

Exelderm 1% solution is indicated for the treatment of tinea cruris and tinea corporis caused by Trichophyton rubrum,
Trichophyton mentagrophytes, Epidermophyton floccosum, and Microsporum canis; and for the treatment of tinea
versicolor.

Effectiveness has not been proven in tinea pedis (athlete’s foot). Symptomatic relief usually occurs within a few days after
starting Exelderm solution and clinical improvement usually occurs within one week.

Loprox
Loprox 1% shampoo is indicated for the topical treatment of seborrheic dermatitis of the scalp in adults.

Lotrisone

Lotrisone cream is a combination of an azole antifungal and corticosteroid and is indicated for the topical treatment of
symptomatic inflammatory tinea pedis, tinea cruris, and tinea corporis due to Epidermophyton Floccosum, Trichophyton
Mentagrophytes, and Trichophyton rubrum in patients 17 years and older.

Luzu
Luzu cream is indicated for the topical treatment of interdigital tinea pedis, tinea cruris, and tinea corporis caused by the
organisms Trichophyton rubrum and Epidermophyton floccosum.

Mentax
Mentax 1% cream is indicated for the topical treatment of the dermatologic infection, tinea (pityriasis) versicolor due to M.
furfur (formerly P. orbiculare). Butenafine HCI cream was not studied in immunocompromised patients.

Naftin
Naftin 1% gel is indicated for the topical treatment of tinea pedis, tinea cruris, and tinea corporis caused by the
organisms Trichophyton rubrum, Trichophyton mentagrophytes, Trichophyton tonsurans, Epidermophyton floccosum.

Naftin 2% cream is an allylamine antifungal indicated for the treatment of interdigital tinea pedis, tinea cruris, and tinea
corporis caused by the organism Trichophyton rubrum.

Naftin 2% gel is an allylamine antifungal indicated for the treatment of interdigital tinea pedis caused by the organisms
Trichophyton rubrum, Trichophyton mentagrophytes, and Epidermophyton floccosum.

Oxistat
Oxistat 1% lotion is indicated for the topical treatment of the following dermal infections: tinea pedis, tinea cruris, and tinea
corporis due to Trichophyton rubrum, Trichophyton mentagrophytes, or Epidermophyton floccosum.

Oxistat 1% cream is indicated for the topical treatment of the following dermal infections: tinea pedis, tinea cruris, and
tinea corporis due to Trichophyton rubrum, Trichophyton mentagrophytes, or Epidermophyton floccosum. Oxistat 1%
cream is also indicated for the topical treatment of tinea (pityriasis) versicolor due to Malassezia furfur.
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Vusion

Vusion ointment is indicated for the adjunctive treatment of diaper dermatitis only when complicated by documented
candidiasis (microscopic evidence of pseudohyphae and/or budding yeast), in immunocompetent pediatric patients 4
weeks and older. A positive fungal culture for Candida albicans is not adequate evidence of candidal infection since
colonization with C. albicans can result in a positive culture. The presence of candidal infection should be established by
microscopic evaluation prior to initiating treatment.

Vusion should be used as part of a treatment regimen that includes measures directed at the underlying diaper dermatitis,
including gentle cleansing of the diaper area and frequent diaper changes.

Vusion should not be used as a substitute for frequent diaper changes. Vusion should not be used to prevent the
occurrence of diaper dermatitis, since preventative use may result in the development of drug resistance.

Limitations of Use
The safety and efficacy of Vusion have not been demonstrated in immunocompromised patients, or in infants less than 4
weeks of age (premature or term).

The safety and efficacy of Vusion have not been evaluated in incontinent adult patients. Vusion should not be used to
prevent the occurrence of diaper dermatitis, such as in an adult institutional setting, since preventative use may result in
the development of drug resistance.

Xolegel
Xolegel is indicated for the topical treatment of seborrheic dermatitis in immunocompetent adults and children 12 years of
age and older.

Safety and efficacy of Xolegel for treatment of fungal infections have not been established.

INITIAL STEP THERAPY

If the patient has filled a prescription for at least a 7 day supply of a generic topical antifungal agent within the past 120
days under a prescription benefit administered by CVS Caremark, then the requested drug will be paid under that
prescription benefit. If the patient does not meet the initial step therapy criteria, then the claim will reject with a message
indicating that a prior authorization (PA) is required. The prior authorization criteria would then be applied to requests
submitted for evaluation to the PA unit.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The patient experienced an inadequate treatment response, intolerance, or contraindication to a generic topical
antifungal agent (e.qg., ciclopirox, clotrimazole, ketoconazole, naftifine, oxiconazole)

RATIONALE

If the patient has filled a prescription for at least a 7 day supply of a generic topical antifungal agent within the past 120
days under a prescription benefit administered by CVS Caremark, then the requested drug will be paid under that
prescription benefit.

If the patient does not meet the initial step therapy criteria, then prior authorization is required.

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines.

Ecoza topical 1% foam is indicated for the treatment of interdigital tinea pedis in patients 12 years of age and older.
Ertaczo 2% cream is indicated for the topical treatment of interdigital tinea pedis in immunocompetent patients 12 years of
age and older. Exelderm 1% cream is indicated for the treatment of tinea pedis (athlete’s foot), tinea cruris, and tinea
corporis and for the treatment of tinea versicolor. Exelderm 1% solution is indicated for the treatment of tinea cruris and

Antifungal Topical Step Therapy 1380-D 06-2019.docx ©2019 CVS Caremark. All rights reserved.

This document contains confidential and proprietary information of CVS Caremark and cannot be reproduced, distributed or printed without written
permission from CVS Caremark. This document contains references to brand-name prescription drugs that are trademarks or registered trademarks of

pharmaceutical manufacturers not affiliated with CVS Caremark.
3
W®¥CVS caremark



tinea corporis and for the treatment of tinea versicolor. Loprox 1% shampoo is indicated for the topical treatment of
seborrheic dermatitis of the scalp in adults. Lotrisone cream is indicated for the topical treatment of symptomatic
inflammatory tinea pedis, tinea cruris, and tinea corporis. Luzu cream is indicated for the topical treatment of interdigital
tinea pedis, tinea cruris, and tinea corporis. Mentax 1% cream is indicated for the topical treatment of the dermatologic
infection, tinea (pityriasis) versicolor. Butenafine HCI cream was not studied in immunocompromised patients. Naftin 1%
gel is indicated for the topical treatment of tinea pedis, tinea cruris, and tinea corporis. Naftin 2 % cream is indicated for
the treatment of interdigital tinea pedis, tinea cruris, and tinea corporis. Naftin 2% gel is indicated for the treatment of
interdigital tinea pedis. Oxistat 1% cream and lotion are indicated for the topical treatment of tinea pedis, tinea cruris, and
tinea corporis. Oxistat 1% cream is also indicated for the topical treatment of tinea (pityriasis) versicolor. Vusion ointment
is indicated for the adjunctive treatment of diaper dermatitis only when complicated by documented candidiasis
(microscopic evidence of pseudohyphae and/or budding yeast), in immunocompetent pediatric patients 4 weeks and
older. Xolegel is indicated for the topical treatment of seborrheic dermatitis in immunocompetent adults and children 12
years of age and older.

Treatment for seborrheic dermatitis includes over-the-counter shampoos and topical antifungals, calcineurin inhibitors,
and corticosteroids. For long-term control, antifungal shampoos containing ketoconazole 2% or ciclopirox 1% (Loprox)
can be used daily or at least two or three times per week for several weeks.1>18 |f a patient with seborrheic dermatitis
shows no clinical improvement after 4 weeks of treatment, the diagnosis should be reviewed.®

Tinea corporis and tinea cruris generally can be effectively treated using a topical antifungal. Many clinicians consider
topical imidazole derivative azole antifungals (e.g., clotrimazole, ketoconazole, oxiconazole) or topical allylamine
antifungals (e.g., naftifine) the drugs of first choice for the topical treatment of tinea corporis or tinea cruris, although other
antifungals agents (e.g., ciclopirox olamine) also can be effective in the treatment of these infections. Uncomplicated
interdigital and vesiculobullous forms of tinea pedis generally can be treated effectively using topical therapy with an
imidazole derivative azole antifungal (e.g., clotrimazole, ketoconazole, oxiconazole), an allylamine antifungal (e.qg.,
naftifine), or other topical antifungal agents such as ciclopirox olamine. Like other imidazole derivatives (e.g.,
clotrimazole, ketoconazole) and ciclopirox olamine, oxiconazole has an advantage over some other topical antifungal
agents (e.g., nystatin, tolnaftate) in the treatment of mixed infections or for empiric treatment pending identification of the
causative organism, since the drug is active against both dermatophytes and Candida.'>” If clinical improvement does
not occur after 4 weeks of treatment with topical treatment, the diagnosis should be reevaluated.*®

Pityriasis (tinea) versicolor generally can be treated topically with an imidazole derivative azole antifungal (e.g.,
clotrimazole, ketoconazole, oxiconazole), ciclopirox olamine.*® Pityriasis (tinea) versicolor should be treated for 2 weeks to
reduce the possibility of recurrence. If clinical improvement does not occur after the recommended treatment period, the
diagnosis should be reevaluated.®

The management of diaper dermatitis includes numerous approaches. Eliminating the causes of diaper dermatitis and
using barrier creams may be enough to cure mild cases; however, for the best therapeutic approach, fungal and bacterial
investigation should be undertaken when suspected. As candidal infection is quite common in more severe cases of
diaper dermatitis, antifungal agents such as clotrimazole, ketoconazole, miconazole, econazole, tioconazole, and
ciclopirox can be applied to the diaper area with every diaper change. There is a wide variety of disorders to consider in
an infant presenting with an inflamed eruption in the diaper area, and it becomes particularly important to consider other
diagnoses when diaper dermatitis fails to respond to therapy.1%:20
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CRITERIA FOR APPROVAL

1 Has the patient experienced an inadequate treatment response, intolerance, or Yes No
contraindication to a generic topical antifungal agent (e.g., ciclopirox, clotrimazole,
ketoconazole, naftifine, oxiconazole)?

Mapping Instructions

Yes No DENIAL REASONS — DO NOT USE FOR MEDICARE PART D
1. Approve, 3 Deny You do not meet the requirements of your plan. Your plan covers this
months drug when you have tried a generic topical antifungal agent (e.g.,

ciclopirox, clotrimazole, ketoconazole, naftifine, oxiconazole) and it
either did not work for you or you cannot use it.
Your request has been denied based on the information we have.

[Short Description: No inadequate response, intolerance or
contraindication to generic topical antifungals]
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PRIOR AUTHORIZATION CRITERIA

DRUG CLASS ANTIOBESITY AGENTS

BRAND NAME*

(generic)
benzphetamine products
diethylpropion products
phendimetrazine products

phentermine products

Status: CVS Caremark Criteria
Type: Initial Prior Authorization Ref # 18-A

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.

FDA-APPROVED INDICATIONS

Benzphetamine

Benzphetamine is indicated in the management of exogenous obesity as a short term (a few weeks) adjunct in a regimen
of weight reduction based on caloric restriction in patients with an initial body mass index (BMI) of 30 kg/m2 or higher who
have not responded to appropriate weight reducing regimen (diet and/or exercise) alone. The limited usefulness of agents
of this class should be weighed against possible risks inherent in their use. Benzphetamine is indicated for use as
monotherapy only.

Limitations of Use:

» The effect on cardiovascular morbidity and mortality has not been established.

* The safety and effectiveness of these agents in combination with other products intended for weight loss, including
prescription drugs, over-the-counter drugs, and herbal preparations, have not been established.

Diethylpropion
Diethylpropion is indicated in the management of exogenous obesity as a short-term adjunct (a few weeks) in a regimen

of weight reduction based on caloric restriction in patients with an initial body mass index of 30 kg/m?2 or higher and who
have not responded to an appropriate weight reducing regimen (diet and/or exercise) alone. The usefulness of agents of
this class should be measured against possible risk factors inherent in their use. Diethylpropion is indicated for use as
monotherapy only.

Limitations of Use:

» The effect on cardiovascular morbidity and mortality has not been established.

* The safety and effectiveness of these agents in combination with other products intended for weight loss, including
prescription drugs, over-the-counter drugs, and herbal preparations, have not been established.

Phendimetrazine

Phendimetrazine tartrate extended-release capsules are indicated in the management of exogenous obesity as a short
term adjunct (a few weeks) in a regimen of weight reduction based on caloric restriction in patients with an initial body
mass index (BMI) of greater than or equal to 30 kg/m? or greater than or equal to 27 kg/m? in the presence of other risk
factors (e.g., controlled hypertension, diabetes, hyperlipidemia) who have not responded to appropriate weight reducing
regimen (diet and/or exercise) alone. The limited usefulness of agents of this class should be weighed against possible
risks inherent in their use. Phendimetrazine tartrate is indicated for use as monotherapy only.

Phendimetrazine tartrate is indicated in the management of exogenous obesity as a short term adjunct (a few weeks) in a
regimen of weight reduction based on caloric restriction in patients with an initial body mass index (BMI) of 30 kg/mZ2 or

Antiobesity Agents 18-A 07-2019.doc ©2019 CVS Caremark. All rights reserved.

This document contains confidential and proprietary information of CVS Caremark and cannot be reproduced, distributed or printed without written
permission from CVS Caremark. This document contains references to brand-name prescription drugs that are trademarks or registered trademarks of

pharmaceutical manufacturers not affiliated with CVS Caremark.
1
WCVS caremark’




higher who have not responded to appropriate weight reducing regimen (diet and/or exercise) alone. The limited
usefulness of agents of this class should be weighed against possible risks inherent in their use. Phendimetrazine tartrate
is indicated for use as monotherapy only.

Limitations of Use:

» The effect on cardiovascular morbidity and mortality has not been established.

» The safety and effectiveness of these agents in combination with other products intended for weight loss, including
prescription drugs, over-the-counter drugs, and herbal preparations, have not been established.

Phentermine

Phentermine is indicated as a short-term (a few weeks) adjunct in a regimen of weight reduction based on exercise,
behavioral modification, and caloric restriction, in the management of exogenous obesity for patients with an initial body
mass index greater than or equal to 30 kg/m?, or greater than or equal to 27 kg/m? in the presence of other risk factors
(e.g., controlled hypertension, diabetes, hyperlipidemia). The limited usefulness of agents of this class should be
measured against possible risk factors inherent in their use.

Limitations of Use:

» The effect on cardiovascular morbidity and mortality has not been established.

* The safety and effectiveness of these agents in combination with other products intended for weight loss, including
prescription drugs, over-the-counter drugs, and herbal preparations, have not been established.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e The patient has not received 3 months of therapy with the requested drug within the past 365 days
AND
e The requested drug will be used with a reduced calorie diet and increased physical activity AND
0 The patient has a body mass index (BMI) greater than or equal to 30 kg per square meter
OR
0 The patient has a body mass index (BMI) greater than or equal to 27 kg per square meter AND has
additional risk factors

RATIONALE

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Anoretics are indicated as a short-term (a few
weeks) adjunct to a reduced-calorie diet and increased physical activity, in the management of exogenous obesity for
patients with an initial body mass index greater than or equal to 30 kg/m? or greater than or equal to 27 kg/m? in the
presence of other risk factors (e.g., controlled hypertension, diabetes, hyperlipidemia).>” The limited usefulness of agents
of this class should be measured against possible risk factors inherent in their use.

The guidelines state that the purpose of weight loss and weight maintenance is to reduce health risk.8° Weight loss
programs should begin with a basic regimen consisting of a reduced-calorie diet and increased physical activity. The
major role of medications is to help with patient compliance to a weight loss plan. Therefore, drugs should be used as part
of a comprehensive weight loss program and should never be used without concomitant lifestyle modification. Drugs may
be used as an adjunct to diet and physical activity for patients with a BMI that is greater than or equal to 30 kg/m? or
greater than or equal to 27 kg/m? if other risk factors are present (e.g., hypertension, diabetes, dyslipidemia, sleep apnea,
cardiovascular disease).8?

Sympathomimetic amine anorectic drugs have a narrow FDA labeling which reflects on the importance of prevention of
inappropriate usage. The FDA approved indication for these agents is for short term treatment only. The safety of long-
term anorexiant therapy has not been established conclusively beyond 12 weeks of administration. Therefore, coverage
will be limited to a total of 3 months per year of each of the following: benzphetamine, diethylpropion, phendimetrazine or
phentermine.
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10/2013, 10/2014, 10/2015, 12/2015, 10/2016, 09/2017, 10/2018, 10/2019

CRITERIA FOR APPROVAL

1 Has the patient received 3 months of therapy with the requested drug within the past 365 Yes No
days?

[Tech note: Verify PA History AND the Prescription History before approving. If the
request has been approved for the requested drug in the last 365 days or the patient
received a paid claim for the requested drug, forward to RPH for review even if the pop up
box asked you to approve it]

2 Does the patient have a body mass index (BMI) greater than or equal to 30 kg per square Yes No
meter?
[If yes, then skip to question 4.]

3 Does the patient have a body mass index (BMI) greater than or equal to 27 kg per square Yes No
meter AND has additional risk factors?

4 Will the requested medication be used with a reduced calorie diet and increased physical Yes No
activity?

Guidelines for Approval

Duration of Approval 3 Months (90 days of therapy) per year
Setl Set 2
Yes to question(s) No to question(s) Yes to question(s) No to question(s)
2 1 3 1
4 4 2

Mapping Instructions

Yes

No

DENIAL REASONS — DO NOT USE FOR MEDICARE PART D

1| Deny

Goto 2

You do not meet the requirements of your plan.
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Your plan covers this drug when you have not received 3 months of
therapy with the requested drug within the past year.

Your request has been denied based on the information we have.
[Short Description: Over max plan limit]

N

Goto4

Goto3

3| Goto 4

Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you meet one of these conditions:

- You have a body mass index (BMI) of 30 kg per square meter or more
- You have a body mass index (BMI) of 27 kg per square meter or more
and you have risk factors

Your request has been denied based on the information we have.
[Short Description: Not at BMI requirement]

4| Approve, 3 months
(90 days of
therapy) per year.

Deny

You do not meet the requirements of your plan.

Your plan covers this drug when you will diet and exercise while taking
this drug.

Your request has been denied based on the information we have.
[Short Description: Diet and exercise requirement not met]
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Reference number(s)
2258-A

SPECIALTY GUIDELINE MANAGEMENT

APOKYN (apomorphine)

POLICY
I. INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

FDA-Approved Indication
Acute, intermittent treatment of hypomobility, “off” episodes (“end-of-dose wearing off” and unpredictable
“on/off” episodes) in patients with advanced Parkinson’s disease.

All other indications are considered experimental/investigational and not medically necessary.

II. CRITERIA FOR INITIAL APPROVAL

Authorization of 6 months may be granted for the treatment of acute, intermittent treatment of hypomobility,
“off” episodes (“end-of-dose wearing off” and unpredictable “on/off” episodes) for members with advanced
Parkinson’s disease when all of the following criteria are met:
A. The member experiences at least 2 hours per day of off time
B. The member is currently being treated with carbidopa/levodopa
C. Attempts to manage off episodes by adjusting the dosing or formulation of carbidopa/levodopa were
ineffective
D. Treatment with carbidopa/levodopa plus one of the following therapies was ineffective at managing off
episodes:
1. Dopamine agonist (e.g., pramipexole, ropinirole)
2. Monoamine oxidase B (MAO-B) inhibitor (e.g., selegiline, rasagiline)
3. Catechol-O-methyl transferase (COMT) inhibitor (e.g., entacapone, tolcapone)

[II. CONTINUATION OF THERAPY

Authorization of 12 months may be granted for continued treatment of acute, intermittent treatment of

hypomobility “off” episodes (“end-of-dose wearing off” and unpredictable “on/off” episodes) for members with

advanced Parkinson’s disease when both of the following criteria are met:

A. The member is currently being treated with carbidopa/levodopa

B. The member is experiencing improvement on Apokyn therapy (e.g. reduction in daily off time,
improvement in motor function post-administration)

IV. REFERENCES
1. Apokyn [package insert]. Louisville, KY: US WorldMeds, LLC; May 2019.
2. Miyasaki JM, Martin W, Suchowersky O, et al. Practice parameter: Initiation of treatment for Parkinson’s
disease: An evidence-based review. Neurology Jan 2002, 58 (1) 11-17.
Apokyn 2258-A SGM P2019.docx © 2019 CVS Caremark. All rights reserved.
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Reference number(s)

2258-A

3. National Institute for Clinical Excellence: Parkinson’s disease in adults. July 2017.
https://www.nice.org.uk/guidance/ng71/resources/parkinsons-disease-in-adults-pdf-1837629189061.
Accessed August 15, 2019.

4. Fox SH, Katzenschlager R, Lim SY, et al. International Parkinson and movement disorder society
evidence-based medicine review: update on treatments for the motor symptoms of Parkinson’s disease.
Mov Disord. 2018; 33(8):1248-1266.
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PRIOR AUTHORIZATION CRITERIA

BRAND NAME*

(generic)
APTIOM
(eslicarbazepine)

Status: CVS Caremark Criteria
Type: Initial Prior Authorization Ref # 1083-A

* Drugs that are listed in the target drug box include both brand and generic and all dosages forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.

EDA-APPROVED INDICATIONS
Aptiom is indicated for the treatment of partial-onset seizures in patients 4 years of age and older.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
¢ The requested drug is being prescribed for partial-onset seizures in a patient 4 years of age or older

RATIONALE

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines. Aptiom is indicated for the treatment of partial-
onset seizures in patients 4 years of age and older.'-3

REFERENCES

1. Aptiom [package insert]. Marlborough, MA: Sunovion Pharmaceuticals, Inc.; March 2019.

2. Lexicomp Online, AHFS DI (Adult and Pediatric) Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.
http://online.lexi.com/. Accessed May 2019.

3. Micromedex (electronic version). Truven Health Analytics, Greenwood Village, Colorado, USA.
http://www.micromedexsolutions.com/. Accessed May 2019.

Written by: UM Development (SE)

Date Written: 11/2013

Revised: (CT) 05/2014; (CF) 05/2015, 09/2015 (updated indication); (KM) 05/2016 (no clinical changes); (SF) 05/2017 (no clinical changes);
(KC) 05/2018, 05/2019 (no clinical changes)

Reviewed: Medical Affairs (SES) 12/2013; (LMS) 05/2014; (DNC) 05/2015, 09/2015; (ME) 05/2018

External Review:  02/2014, 10/2014, 10/2015, 10/2016, 10/2017, 10/2018, 10/2019

CRITERIA FOR APPROVAL

1 Is the requested drug being prescribed for partial-onset seizures in a patient 4 years of Yes No
age or older?
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Mapping Instructions

Yes No DENIAL REASONS — DO NOT USE FOR MEDICARE PART D
1. | Approve, 36 Deny You do not meet the requirements of your plan. Your plan covers this drug
Months when you meet all of these conditions:

- You have partial-onset seizures

- You are 4 years of age or older

Your request has been denied based on the information we have.
[Short Description: No approvable diagnosis]
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POLICY

Reference number

1616-A

SPECIALTY GUIDELINE MANAGEMENT

ARANESP (darbepoetin alfa)

I. INDICATIONS
The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

A.

FDA-Approved Indications

1. Treatment of anemia due to chronic kidney disease (CKD), including patients on dialysis and patients
not on dialysis.

2. Treatment of anemia in patients with non-myeloid malignancies where anemia is due to the effect of
concomitant myelosuppressive chemotherapy, and upon initiation, there is a minimum of two
additional months of planned chemotherapy.

Compendial Uses

1. Symptomatic anemia in patients with myelodysplastic syndromes (MDS)

2. Anemia in patients whose religious beliefs forbid blood transfusions

3. Symptomatic anemia in patients with primary myelofibrosis, post-polycythemia vera myelofibrosis, and
post-essential thrombocythemia myelofibrosis

4. Cancer patients who are undergoing palliative treatment

All other indications are considered experimental/investigational and are not medically necessary.

II. CRITERIA FOR INITIAL APPROVAL

Note: Requirements regarding pretreatment hemoglobin level exclude values due to a recent transfusion. All
members must be assessed for iron deficiency anemia and have adequate iron stores or are receiving iron
therapy before starting Aranesp. Members may not use Aranesp concomitantly with other erythropoiesis
stimulating agents.

A. Anemia Due to CKD
Authorization of 12 weeks may be granted for members with pretreatment hemoglobin < 10 g/dL.

B. Anemia Due to Myelosuppressive Chemotherapy
Authorization of 12 weeks may be granted for members with nonmyeloid malignancy with pretreatment
hemoglobin < 10 g/dL.

C. Anemiain MDS
Authorization of 12 weeks may be granted for members with pretreatment hemoglobin < 10 g/dL whose
pretreatment serum EPO level is < 500 MU/m.

D. Anemiain Members Whose Religious Beliefs Forbid Blood Transfusions
Authorization of 12 weeks may be granted for members with pretreatment hemoglobin < 10 g/dL.

Aranesp 1616-A SGM P2018a.docx © 2019 CVS Caremark. All rights reserved.
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E.

Reference number

1616-A

Anemia in Primary Myelofibrosis (MF), Post-polycythemia Vera MF, and Post-Essential
Thrombocythemia MF

Authorization of 12 weeks may be granted for members who meet ALL of the following criteria:
1. Pretreatment hemoglobin < 10 g/dL

2. Pretreatment serum erythropoietin level < 500 mU/mL

Anemia Due to Cancer
Authorization of 12 weeks may be granted for members who have cancer and are undergoing palliative
treatment

CONTINUATION OF THERAPY

Note: Requirements regarding pretreatment hemoglobin level exclude values due to a recent transfusion.
Members may not use Aranesp concomitantly with other erythropoiesis stimulating agents.

For all indications below: all members (including new members) requesting authorization for continuation of
therapy after at least 12 weeks of ESA treatment must show a response with a rise in hemoglobin of > 1 g/dL.
Members who completed less than 12 weeks of ESA treatment and have not yet responded with a rise in
hemoglobin of > 1 g/dL may be granted authorization of up to 12 weeks to allow for sufficient time to
demonstrate a response.

A.

Anemia due to CKD
Authorization of 12 weeks may be granted for continuation of treatment when the current hemoglobin is <
12 g/dL.

Anemia Due to Myelosuppressive Chemotherapy
Authorization of 12 weeks may be granted for continuation of treatment in members with nonmyeloid
malignancy when the current hemoglobin is < 12 g/dL.

Anemiain MDS
Authorization of 12 weeks may be granted for continuation of treatment when the current hemoglobin is <
12 g/dL.

Anemiain members whose religious beliefs forbid blood transfusions
Authorization of 12 weeks may be granted for continuation of treatment when the current hemoglobin is <
12 g/dL.

Anemia in Primary Myelofibrosis, Post-polycythemia Vera Myelofibrosis, and Post-Essential
Thrombocythemia Myelofibrosis

Authorization of 12 weeks may be granted for continuation of treatment when the current hemoglobin is <
12 g/dL.

Anemia Due to Cancer
Authorization of 12 weeks may be granted for members who have cancer and are undergoing palliative
treatment

IV. REFERENCES
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Reference number
1616-A

1. Aranesp [package insert]. Thousand Oaks, CA: Amgen Inc.; January 2018.

2. National Comprehensive Cancer Network. The NCCN Drugs & Biologics Compendium.
http://www.nccn.org. Accessed September 18, 2018.

3. Micromedex Solutions [database online]. Ann Arbor, MI: Truven Health Analytics Inc. Updated periodically.
www.micromedexsolutions.com [available with subscription]. Accessed September 18, 2018.

4. Kidney Disease: Improving Global Outcomes (KDIGO) Anemia Work Group. KDIGO Clinical Practice
Guideline for Anemia in Chronic Kidney Disease. Kidney Int. 2012; Suppl 2:279-335.

5. National Kidney Foundation. KDOQI Clinical Practice Guideline and Clinical Practice Recommendations
for Anemia in Chronic Kidney Disease: 2007 Update of Hemoglobin Target.
http://www2 kidney.org/professionals/KDOQI/guidelines_anemiaUP/. Accessed September 18, 2018.

6. National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology: Cancer- and
Chemotherapy-Induced Anemia. Version 3.2018.
http://www.nccn.org/professionals/physician_gls/pdf/anemia.pdf. Accessed September 18, 2018.

7. National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology:
Myelodysplastic Syndromes. Version 1.2019.
http://www.nccn.org/professionals/physician_gls/pdf/mds.pdf. Accessed September 18, 2018.

8. National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology:
Myeloproliferative Neoplasms. Version 1.2019.
https://www.nccn.org/professionals/physician_gls/pdf/mpn.pdf. Accessed September 18, 2018.

9. Gabrilove J, Paquette R, Lyons R, Mushtaq C, Sekeres M, et al. Phase 2, single-arm trial to evaluate the
effectiveness of darbepoetin alfa for correcting anaemia in patients with myelodysplastic syndromes. Br J
Haematol. 2008 Aug; 142(3): 379-393.
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Reference number

1800-A

SPECIALTY GUIDELINE MANAGEMENT

ARCALYST (rilonacept)

POLICY

INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

EDA-Approved Indications
Treatment of Cryopyrin Associated Periodic Syndromes (CAPS), including Familial Cold Auto-inflammatory
Syndrome (FCAS) and Muckle-Wells Syndrome (MWS) in adults and children 12 years of age and older.

All other indications are considered experimental/investigational and not medically necessary.

CRITERIA FOR INITIAL APPROVAL

Cryopyrin-associated periodic syndrome (CAPS)

Authorization of 12 months may be granted for treatment of CAPS when all of the following criteria are met:

A. Member has a diagnosis of familial cold auto-inflammatory syndrome (FCAS) with classic signs and
symptoms (i.e., recurrent, intermittent fever and rash that were often exacerbated by exposure to
generalized cool ambient temperature) or Muckle-Wells syndrome (MW S) with classic signs and
symptoms (i.e., chronic fever and rash of waxing and waning intensity, sometimes exacerbated by
exposure to generalized cool ambient temperature).

B. Member has functional impairment limiting the activities of daily living.

CONTINUATION OF THERAPY

Authorization of 12 months may be granted for all members (including new members) who are using Arcalyst
for an indication outlined in Section Il and who achieve or maintain positive clinical response as evidenced by
low disease activity or improvement in signs and symptoms of the condition.

IV. OTHER

A. Member has had a documented negative TB test (which can include a tuberculosis skin test [PPD], an
interferon-release assay [IGRA], or a chest x-ray)* within 6 months of initiating therapy for persons who
are naive to biologic DMARDSs or targeted synthetic DMARDs (e.g., Olumiant, Rinvoq, Xeljanz), and
repeated yearly for members with risk factors** for TB that are continuing therapy with biologics.

* |f the screening testing for TB is positive, there must be documentation of further testing to confirm there
is no active disease. Do not administer rilonacept to members with active TB infection. If there is latent
disease, TB treatment must be started before initiation of treatment.

Arcalyst 1800-A SGM P2019a.docx © 2019 CVS Caremark. All rights reserved.
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Reference number

1800-A

** Risk factors for TB include: Persons with close contact to people with infectious TB disease; persons
who have recently immigrated from areas of the world with high rates of TB (e.g., Africa, Asia, Eastern
Europe, Latin America, Russia); children less than 5 years of age who have a positive TB test; groups with
high rates of TB transmission (e.g., homeless persons, injection drug users, persons with HIV infection);
persons who work or reside with people who are at an increased risk for active TB (e.g., hospitals, long-
term care facilities, correctional facilities, homeless shelters).

B. The requested drug will not be used concomitantly with any other biologic DMARD (e.g., adalimumab,
anakinra, canakinumab, etanercept, infliximab, tocilizumab) or targeted synthetic DMARD (e.g. tofacitinib).

V. REFERENCES
1. Arcalyst [package insert]. Tarrytown, NY: Regeneron Pharmaceuticals, Inc.; September 2016.
2. Centers for Disease Control and Prevention. Tuberculosis (TB). TB risk factors. Available at:
https://www.cdc.gov/tb/topic/basics/risk.htm. Accessed: August 15, 2019.
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Reference number(s)

3150-A

SPECIALTY GUIDELINE MANAGEMENT

ARIKAYCE (amikacin liposome inhalation suspension)

POLICY

INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

FDA-Approved Indication

Arikayce is indicated in adults who have limited or no alternative treatment options, for the treatment of
Mycobacterium avium complex (MAC) lung disease as part of a combination antibacterial drug regimen in
patients who do not achieve negative sputum cultures after a minimum of 6 consecutive months of a multidrug
background regimen therapy.

Limitation of Use: Arikayce has only been studied in patients with refractory MAC lung disease defined as
patients who did not achieve negative sputum cultures after a minimum of 6 consecutive months of a multidrug
background regimen therapy. The use of Arikayce is not recommended for patients with non-refractory MAC
lung disease.

All other indications are considered experimental/investigational and are not medically necessary.

CRITERIA FOR INITIAL APPROVAL

Mycobacterium avium complex (MAC) lung disease

Authorization of 12 months may be granted for members with mycobacterium avium complex (MAC) lung

disease when the following criteria is met:

1. The patient has refractory disease with limited or no other treatment options.

2. The requested medication will be used as part of a combination antibacterial drug regimen.

3. The patient has not achieved negative sputum cultures after being treated with a multidrug background
regimen therapy for a minimum of 6 consecutive months.

CONTINUATION OF THERAPY

Authorization of 12 months may be granted for continued treatment in members requesting reauthorization for
an indication listed in Section Il who are experiencing benefit from therapy as evidenced by disease stability or
disease improvement (e.g., achievement and maintenance of negative sputum cultures).

IV. REFERENCES

1. Arikayce [package insert]. Bridgewater, NJ: Insmed Incorporated; September 2018
2. Griffith, DE, Aksamit, T, Brown-Elliott, BA, et al. An Official ATS/IDSA Statement: Diagnosis, Treatment,
and Prevention of Nontuberculous Mycobacterial Disease. Am J Respir Crit Care Med. 2007;175):367-416
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PRIOR AUTHORIZATION CRITERIA

BRAND NAME
(generic)
ABILIFY MAINTENA
(aripiprazole extended-release injectable suspension)

ARISTADA
(aripiprazole lauroxil extended-release injectable suspension)

ARISTADA INITIO
(aripiprazole lauroxil extended-release injectable suspension)

Status: CVS Caremark Criteria
Type: Initial Prior Authorization

POLICY

FDA-APPROVED INDICATIONS

Abilify Maintena

Abilify Maintena is indicated for the treatment of schizophrenia in adults and maintenance monotherapy treatment of
bipolar | disorder in adults.

Aristada
Aristada is indicated for treatment of schizophrenia.

Aristada Initio
Aristada Initio, in combination with oral aripiprazole, is indicated for the initiation of Aristada when used for the treatment
of schizophrenia in adults.

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e Tolerability with oral aripiprazole has been established

AND
0 The requested drug is being prescribed for the treatment of schizophrenia
OR

o Abilify Maintena is being prescribed for maintenance monotherapy treatment of bipolar | disorder

REFERENCES

1. Abilify Maintena [package insert]. Rockville, MD: Otsuka America Pharmaceutical, Inc.; February 2019.

2. Aristada [package insert]. Waltham, MA: Alkermes, Inc.; November 2018.

3. Aristada Initio [package insert]. Waltham, MA: Alkermes, Inc.; June 2018.

4. Lexicomp Online, AHFS DI (Adult and Pediatric) Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.

http://online.lexi.com/. Accessed September 2019.

Micromedex (electronic version). Truven Health Analytics, Greenwood Village, Colorado, USA.

http://www.micromedexsolutions.com/. Accessed September 2019.

6. American Psychiatric Association. Practice guideline for the treatment of patients with schizophrenia, 2" edition.
2010. Available at:
http://psychiatryonline.org/pb/assets/raw/sitewide/practice_guidelines/guidelines/schizophrenia.pdf. Accessed
September 2019.

o
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POLICY

Reference number

2073-A

SPECIALTY GUIDELINE MANAGEMENT

ARZERRA (ofatumumab)

[. INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed

therapy.

A. FDA-Approved Indications

Chronic lymphocytic leukemia (CLL):

1. Arzerrais indicated in combination with chlorambucil, for the treatment of previously untreated patients
with CLL for whom fludarabine-based therapy is considered inappropriate.

2. Arzerra is indicated in combination with fludarabine and cyclophosphamide for the treatment of
patients with relapsed CLL.

3. Arzerra is indicated for extended treatment of patients who are in complete or partial response after at
least two lines of therapy for recurrent or progressive CLL.

4. Arzerra is indicated for the treatment of patients with CLL refractory to fludarabine and alemtuzumab.

B. Compendial Uses

1. CLL

2. Small lymphocytic lymphoma (SLL) (managed in the same manner as CLL)

3. Waldenstrom’s macroglobulinemia/lymphoplasmacytic lymphoma

4. Follicular lymphoma. substitute for rituximab or obinutuzumab in patients experiencing rare
complications from rituximab or obinutuzumab

5. Gastric MALT lymphoma, substitute for rituximab or obinutuzumab in patients experiencing rare
complications from rituximab or obinutuzumab

6. Non-gastric MALT lymphoma, substitute for rituximab substitute for rituximab or obinutuzumab in
patients experiencing rare complications from rituximab or obinutuzumab

7. Nodal marginal zone lymphoma, substitute for rituximab or obinutuzumab in patients experiencing rare
complications from rituximab or obinutuzumab

8. Splenic marginal zone lymphoma, substitute for rituximab or obinutuzumab in patients experiencing
rare complications from rituximab or obinutuzumab

9. Histologic transformation of marginal zone lymphoma to diffuse large B-cell ymphoma, substitute for
rituximab or obinutuzumab in patients experiencing rare complications from rituximab or obinutuzumab

10. Mantle cell lymphoma, substitute for rituximab or obinutuzumab in patients experiencing rare
complications from rituximab or obinutuzumab

11. Diffuse large B-cell lymphoma, substitute for rituximab or obinutuzumab in patients experiencing rare
complications from rituximab or obinutuzumab

12. High-grade B-cell lymphomas, substitute for rituximab or obinutuzumab in patients experiencing rare
complications from rituximab or obinutuzumab

13. Burkitt lymphoma, substitute for rituximab or obinutuzumab in patients experiencing rare complications
from rituximab or obinutuzumab

14. AIDS-related B-cell lymphomas, substitute for rituximab or obinutuzumab in patients experiencing rare
complications from rituximab or obinutuzumab

15. Post-transplant lymphoproliferative disorders, substitute for rituximab or obinutuzumab in patients
experiencing rare complications from rituximab or obinutuzumab
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Reference number

2073-A

16. Castleman’s disease, substitute for rituximab or obinutuzumab in patients experiencing rare
complications from rituximab or obinutuzumab

All other indications are considered experimental/investigational and are not medically necessary.

II. CRITERIA FOR INITIAL APPROVAL

A. Chronic Lymphocytic Leukemia (CLL) and Small Lymphocytic Lymphoma (SLL)
Authorization of 6 months may be granted for the treatment of CLL or SLL.

B. Waldenstrom’s Macroglobulinemia/Lymphoplasmacytic Lymphoma (WM/LPL)
Authorization of 6 months may be granted for the treatment of Waldenstrém’s
macroglobulinemia/lymphoplasmacytic lymphoma when all of the following criteria are met:
1. The disease is relapsed, refractory, or progressive, and
2. The member is intolerant to rituximab.

C. Follicular Lymphoma (FL), Gastric and Non-Gastric MALT Lymphoma, Nodal Marginal Zone
Lymphoma, Splenic Marginal Zone Lymphoma, Histologic Transformation of Marginal Zone
Lymphomato Diffuse Large B-Cell Lymphoma, Mantle Cell Lymphoma, Diffuse Large B-Cell
Lymphoma, High-Grade B-Cell Lymphomas, Burkitt Lymphoma, AIDS-Related B-Cell Lymphomas,
Post-Transplant Lymphoproliferative Disorders, and Castleman’s Disease
Authorization of 6 months may be granted for the treatment of follicular lymphoma (FL), gastric or non-
gastric MALT lymphoma, nodal marginal zone lymphoma, splenic marginal zone lymphoma, histologic
transformation of marginal zone lymphoma to diffuse large B-cell ymphoma, mantle cell lymphoma,
diffuse large B-cell lymphoma, high-grade B-cell lymphomas, Burkitt ymphoma, AIDS-related B-cell
lymphomas, post-transplant lymphoproliferative disorders, or Castleman’s disease when the requested
medication is used as a substitute for rituximab or obinutuzumab in members experiencing rare
complications from rituximab or obinutuzumab such as mucocutaneous reactions including paraneoplastic
pemphigus, Stevens-Johnson syndrome, lichenoid dermatitis, vesiculobullous dermatitis, and toxic
epidermal necrolysis.

[ll. CONTINUATION OF THERAPY

Authorization of 12 months may be granted for continued treatment in members requesting reauthorization for
an indication listed in Section Il who have not experienced disease progression or an unacceptable toxicity
while on the current regimen.

IV. REFERENCES
1. Arzerra [package insert]. East Hanover, NJ: Novartis Pharmaceuticals Corporation; August 2016.
2. National Comprehensive Cancer Network. The NCCN Drugs & Biologics Compendium.
http://www.nccn.org. Accessed July 17, 2019.
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Reference number

2833-A

SPECIALTY GUIDELINE MANAGEMENT

ASPARLAS (calaspargase pegol - mknl)
POLICY
I. INDICATIONS
The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.
A. EDA-Approved Indication

Asparlas is indicated as a component of a multi-agent chemotherapeutic regimen for the treatment of
acute lymphoblastic leukemia in pediatric and young adult patients age 1 month to 21 years.

B. Compendial Uses
1. Lymphoblastic lymphoma (managed in the same manner as ALL)
2. Acute lymphoblastic leukemia (ALL) as a substitute for pegaspargase in patients 21 years and
younger for more sustained asparaginase activity
3. Pediatric acute lymphoblastic leukemia (ALL) as a substitute for pegaspargase in patients age 1
month to 21 years for more sustained asparaginase activity

All other indications are considered experimental/investigational and are not medically necessary.

II. CRITERIA FOR INITIAL APPROVAL

Authorization of 12 months may be granted for the treatment of acute lymphoblastic leukemia or lymphoblastic
lymphoma when all of the following criteria are met:

A. The requested medication will be used in conjunction with multi-agent chemotherapy.

B. The member is 21 years of age or younger.

[lI. CONTINUATION OF THERAPY

Authorization of 12 months total may be granted for continued treatment in members requesting
reauthorization for an indication listed in Section Il who have not experienced disease progression or an
unacceptable toxicity while on the current regimen.

IV. REFERENCES
1. Asparlas [package insert]. Boston, MA: Servier Pharmaceuticals LLC; December 2018.
2. National Comprehensive Cancer Network. The NCCN Drugs & Biologics Compendium.
http://www.nccn.org. Accessed July 15, 2019.
3. National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology: Acute
Lymphoblastic Leukemia. Version 2.2019. http://www.nccn.org/professionals/physician_gls/pdf/all.pdf.
Accessed July 15, 2019.
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4. National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology: Pediatric Acute
Lymphoblastic Leukemia. Version 1.2020.

https://www.nccn.org/professionals/physician_gls/pdf/ped_all.pdf. Accessed July 15, 2019.
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PRIOR AUTHORIZATION CRITERIA

DRUG CLASS ATYPICAL ANTIPSYCHOTICS
BRAND NAME
(generic)

CAPLYTA

(lumateperone)

FANAPT
(iloperidone)

LATUDA
(lurasidone)

REXULTI
(brexpiprazole)

SAPHRIS
(asenapine)

SECUADO
(asenapine transdermal)

VRAYLAR
(cariprazine)

Status: CVS Caremark Criteria
Type: Initial Prior Authorization Ref # 1340-A

* Drugs that are listed in the target drug box include both brand and generic and all dosage forms and strengths unless
otherwise stated. OTC products are not included unless otherwise stated.

FDA-APPROVED INDICATIONS
Caplyta
Caplyta is indicated for the treatment of schizophrenia in adults.

Fanapt

Fanapt tablets are indicated for the treatment of adults with schizophrenia. Efficacy was established in two short-term (4-
and 6-week) placebo- and active-controlled studies of adult patients with schizophrenia. When deciding among the
alternative treatments available for this condition, the prescriber should consider the finding that Fanapt is associated with
prolongation of the QTc interval. Prolongation of the QTc interval is associated in some other drugs with the ability to
cause torsade de pointes-type arrhythmia, a potentially fatal polymorphic ventricular tachycardia which can result in
sudden death. In many cases this would lead to the conclusion that other drugs should be tried first. Whether Fanapt will
cause torsade de pointes or increase the rate of sudden death is not yet known. Patients must be titrated to an effective
dose of Fanapt. Thus, control of symptoms may be delayed during the first 1 to 2 weeks of treatment compared to some
other antipsychotic drugs that do not require a similar titration. Prescribers should be mindful of this delay when selecting
an antipsychotic drug for the treatment of schizophrenia. The effectiveness of Fanapt in long-term use, that is, for more
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than 6 weeks, has not been systematically evaluated in controlled trials. Therefore, the physician who elects to use
Fanapt for extended periods should periodically re-evaluate the long-term usefulness of the drug for the individual patient.

Latuda
Latuda is indicated for:
e Treatment of adult and adolescent patients age 13 to 17 years with schizophrenia
e Monotherapy treatment of adult and pediatric patients (10 to 17 years) with major depressive episodes associated
with Bipolar | disorder (bipolar depression)
e Adjunctive treatment with lithium or valproate in adult patients with major depressive episodes associated with
Bipolar | disorder (bipolar depression)

Rexulti

Rexulti is indicated for:
e Adjunctive treatment of major depressive disorder (MDD)
e Treatment of schizophrenia

Saphris
Saphris is indicated for:
e Schizophrenia in adults
e Bipolar I disorder
o0 Acute monotherapy of manic or mixed episodes, in adults and pediatric patients 10 to 17 years of age
0 Adjunctive treatment to lithium or valproate in adults
0 Maintenance monotherapy treatment in adults

Secuado
Secuado is indicated for the treatment of adults with schizophrenia

Vraylar
e Treatment of schizophrenia in adults
e Acute treatment of manic or mixed episodes associated with bipolar | disorder in adults
e Treatment of depressive episodes associated with bipolar | disorder (bipolar depression) in adults

COVERAGE CRITERIA
The requested drug will be covered with prior authorization when the following criteria are met:
e Caplyta, Fanapt or Secuado is being prescribed for the treatment of schizophrenia
OR
e Rexulti is being prescribed for any of the following: A) Adjunctive treatment of major depressive disorder (MDD),
B) Treatment of schizophrenia
OR
e Saphris is being prescribed for any of the following: A) Schizophrenia, B) Acute treatment of manic or mixed
episodes associated with Bipolar | disorder as monotherapy or adjunctive treatment to lithium or valproate,
C) Maintenance monotherapy treatment in Bipolar | disorder
OR
e Vraylar is being prescribed for any of the following: A) Treatment of schizophrenia, B) Acute treatment of manic or
mixed episodes associated with bipolar | disorder, C) Treatment of depressive episodes associated with bipolar |
disorder (bipolar depression)
OR
e Latuda is being prescribed for any of the following: A) Schizophrenia, B) Adjunctive treatment with lithium or
valproate for major depressive episodes associated with Bipolar | disorder (bipolar depression),
C) Monotherapy treatment of major depressive episodes associated with Bipolar | disorder (bipolar depression)

AND
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e The patient experienced an inadequate treatment response, intolerance, or contraindication to one of the
following: A) aripiprazole, B) olanzapine, C) paliperidone, D) quetiapine, E) quetiapine extended release, F)
risperidone, G) ziprasidone

RATIONALE

These criteria meet the Medicare Part D definition of a medically accepted indication. This definition includes uses which
are approved by the FDA or supported by a citation included, or approved for inclusion, in one of the Medicare approved
compendia.

The intent of the criteria is to provide coverage consistent with product labeling, FDA guidance, standards of medical
practice, evidence-based drug information, and/or published guidelines.

Caplyta is indicated for the treatment of schizophrenia in adults. Fanapt is indicated for the treatment of adults with
schizophrenia. Latuda is indicated for treatment of schizophrenia and monotherapy treatment of major depressive
episodes associated with Bipolar | disorder (bipolar depression) or adjunctive treatment with lithium or valproate in adult
patients with major depressive episodes associated with Bipolar | disorder (bipolar depression). Rexulti is indicated for
adjunctive treatment of major depressive disorder (MDD) and treatment of schizophrenia. Saphris is indicated for
schizophrenia and acute treatment of manic or mixed episodes associated with Bipolar | disorder as monotherapy or
adjunctive treatment to lithium or valproate and maintenance monotherapy treatment in Bipolar | disorder Vraylar is
indicated for treatment of schizophrenia, acute treatment of manic or mixed episodes associated with Bipolar | disorder
and treatment of depressive episodes associated with Bipolar | disorder (bipolar depression). Secuado is indicated for the
treatment of adults with schizophrenia.

The American Psychiatric Association (APA) considers certain atypical (second-generation) antipsychotic agents (e.g.,
aripiprazole, olanzapine, quetiapine, risperidone, ziprasidone) first-line drugs for the management of the acute phase of
schizophrenia (including first psychotic episodes), principally because of the decreased risk of adverse extrapyramidal
effects and tardive dyskinesia, with the understanding that the relative advantages, disadvantages, and cost-effectiveness
of conventional and atypical antipsychotic agents remain controversial. The APA states, with the possible exception of
clozapine for the management of treatment-resistant symptoms, there currently is no definitive evidence that one atypical
antipsychotic agent will have superior efficacy compared with another agent in the class, although meaningful differences
in response may be observed in individual patients. The APA considers atypical (second-generation) antipsychotics
preferred over typical antipsychotics because of their more benign side effect profile with most of the evidence supporting
the use of olanzapine or risperidone with alternatives ziprasidone and quetiapine in lieu of another antipsychotic for
bipolar disorder, severe manic or mixed episodes. The APA considers that second-generation antipsychotic medications
(e.g., aripiprazole, olanzapine, quetiapine, risperidone) may increase the rates of response or remission of depressive
symptoms in patients who typically have not responded to more than two antidepressant medication trials, even when
psychotic symptoms are not present. Patient response and tolerance to antipsychotic agents are variable, and patients
who do not respond to or tolerate one drug may be successfully treated with an agent from a different class or with a
different adverse effect profile.10-12

Therefore, if the patient had an inadequate treatment response, intolerance, or a contraindication to one of the following:
aripiprazole, olanzapine, paliperidone, quetiapine, quetiapine extended release, risperidone, or ziprasidone, the requested
drug should be approved.

REFERENCES

Caplyta [package insert]. New York, NY: Intra-Cellular Therapies, Inc.; December 2019
Fanapt [package insert]. Washington, DC: Vanda Pharmaceuticals.; January 2016.

Latuda [package insert]. Marlborough, MA: Sunovion Pharmaceuticals Inc.; March 2018.
Rexulti [package insert]. Rockville, MD: Otsuka America Pharmaceutical, Inc.; February 2018.
Saphris [package insert]. Irvine, CA: Allergan USA Inc.; January 2017.

Secuado [package insert]. Miami, Florida: Noven Therapeutics, LLC,; October 2019

Vraylar [package insert]. Madison, NJ: Allergan USA, Inc.; May 2019.
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8. Lexicomp Online, AHFS DI (Adult and Pediatric) Online. Hudson, OH: Wolters Kluwer Clinical Drug Information, Inc.
http://online.lexi.com/. Accessed March 2019.

9. Micromedex (electronic version). Truven Health Analytics, Greenwood Village, Colorado, USA.
http://www.micromedexsolutions.com/. Accessed March 2019.

10. American Psychiatric Association. Practice guideline for the treatment of patients with schizophrenia. Am J Psychiatry.
2004; 161: (Suppl) 1-56. Available at:
https://psychiatryonline.org/pb/assets/raw/sitewide/practice_guidelines/guidelines/schizophrenia.pdf. Accessed March
20109.

11. American Psychiatric Association. Practice Guideline for the treatment of patients with major depressive disorder,
Third Edition. October 2010. Available at:
https://psychiatryonline.org/pb/assets/raw/sitewide/practice_guidelines/guidelines/mdd.pdf. Accessed March 2019.

12. American Psychiatric Association. Practice Guideline for the treatment of patients with bipolar disorder, Second
Edition. April 2002. Available at:
https://psychiatryonline.org/pb/assets/raw/sitewide/practice_guidelines/guidelines/bipolar.pdf. Accessed March 2019.

Written by: UM Development (SE)
Date Written: 02/2016
Revised: 05/2016 (no clinical changes), (SE) 06/2016 (created separate Med D), (JK) 05/2017 (added supplemental indication for Saphris),

(JK) 05/2017 (annual review; removed Cl), (ME) 05/2018 (extended DOA), 03/2019 (added Latuda), 06/2019 (added new FDA
indication for Vraylar), 11/2019 (added Secuado), 01/2020 (added Caplyta)

Reviewed: Medical Affairs (DHR) 02/2016, (DNC) 05/2017, (AN) 05/2017, (LMS) 03/2019, (EPA) 06/2019, (CHART) 11/14/19, (CHART)
01/16/20
External Review: 03/2016, 08/2016, 08/2017, 08/2018, 08/2019, 12/2019 (FYI P&T), 01/2020

CRITERIA FOR APPROVAL

1 Is the request for Caplyta, Fanapt or Secuado? Yes No
[If no, then skip to question 3.]

2 Is the requested drug being prescribed for the treatment of schizophrenia? Yes No
[If yes, then skip to question 10.]
[If no, then no further questions.]

3 Is the request for Rexulti? Yes No
[If no, then skip to question 5.]

4 Is the requested drug being prescribed for any of the following: A) Adjunctive treatment of  Yes No
major depressive disorder (MDD), B) Treatment of schizophrenia?
[If yes, then skip to question 10.]
[If no, then no further questions.]

5 Is the request for Saphris? Yes No
[If no, then skip to question 7.]

6 Is the requested drug being prescribed for any of the following: A) Schizophrenia, B) Yes No
Acute treatment of manic or mixed episodes associated with Bipolar | disorder as
monotherapy or adjunctive treatment to lithium or valproate, C) Maintenance monotherapy
treatment in Bipolar | disorder?
[If yes, then skip to question 10.]
[If no, then no further questions.]

7 Is the request for Vraylar? Yes No
[If no, then skip to question 9.]
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8 Is the requested drug being prescribed for any of the following: A) Treatment of Yes No
schizophrenia, B) Acute treatment of manic or mixed episodes associated with bipolar |
disorder, C) Treatment of depressive episodes associated with bipolar | disorder (bipolar
depression)?
[If yes, then skip to question 10.]

9 Is the requested drug being prescribed for any of the following: A) Schizophrenia, B) Yes No
Adjunctive treatment with lithium or valproate for major depressive episodes associated
with Bipolar | disorder (bipolar depression), C) Monotherapy treatment of major
depressive episodes associated with Bipolar | disorder (bipolar depression)?
[If no, then no further questions.]

10 Has the patient experienced an inadequate treatment response, intolerance, or Yes No
contraindication to one of the following: A) aripiprazole, B) olanzapine, C) paliperidone, D)
quetiapine, E) quetiapine extended release, F) risperidone, G) ziprasidone?

Mapping Instructions

Yes No DENIAL REASONS — DO NOT USE FOR MEDICARE PART D
1. | Goto2 Goto3
2. | Goto 10 Deny You do not meet the requirements of your plan.
Your plan covers this drug when you are using it for an approved use.
Your request has been denied based on the information we have.
[Short Description: No approvable diagnosis]
3./ Goto4 Goto5
4. | Goto 10 Deny You do not meet the requirements of your plan.
Your plan covers this drug when you are using it for an approved use.
Your request has been denied based on the information we have.
[Short Description: No approvable diagnosis]
5./ Goto6 Goto7
6. | Goto 10 Deny You do not meet the requirements of your plan.
Your plan covers this drug when you are using it for an approved use.
Your request has been denied based on the information we have.
[Short Description: No approvable diagnosis]
7.1 Goto8 Goto9
Goto 10 Deny You do not meet the requirements of your plan.

Your plan covers this drug when you are using it for an approved use.
Your request has been denied based on the information we have.
[Short Description: No approvable diagnosis]

9. | Goto 10 Deny You do not meet the requirements of your plan.

Your plan covers this drug when you are using it for an approved use.
Your request has been denied based on the information we have.
[Short Description: No approvable diagnosis]

10,/ Approve, 36 months Deny You do not meet the requirements of your plan.

Your plan covers this drug when you have tried one of the following:
aripiprazole, olanzapine, paliperidone, quetiapine, quetiapine extended
release, risperidone, or ziprasidone and it did not work for you or you
cannot take it.

Your request has been denied based on the information we have.

[Short Description: No inadequate response, intolerance or contraindication
to other atypical antipsychotic drugs]
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Reference number(s)
1808-A

SPECIALTY GUIDELINE MANAGEMENT

AUBAGIO (teriflunomide)
POLICY
I. INDICATIONS

The indications below including FDA-approved indications and compendial uses are considered covered
benefits provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

EDA-Approved Indication: Aubagio is indicated for the treatment of patients with relapsing forms of multiple
sclerosis (MS), to include clinically isolated syndrome, relapsing-remitting disease, and active secondary
progressive disease, in adults.

All other indications are considered experimental/investigational and not medically necessary.

II. CRITERIA FOR INITIAL APPROVAL

A. Relapsing forms of multiple sclerosis
Authorization of 12 months may be granted to members who have been diagnosed with a relapsing form
of multiple sclerosis (including relapsing-remitting and secondary progressive disease for those who
continue to experience relapse).

B. Clinically isolated syndrome
Authorization of 12 months may be granted to members for the treatment of clinically isolated syndrome of
multiple sclerosis.

[lI. CONTINUATION OF THERAPY

For all indications: Authorization of 12 months may be granted to members who are experiencing disease
stability or improvement while receiving Aubagio.

IV. OTHER CRITERIA

Members will not use Aubagio concomitantly with other medications used for the treatment of multiple
sclerosis, excluding Ampyra.

V. REFERENCE
1. Aubagio [package insert]. Cambridge, MA: Genzyme Corporation; September 2019.
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Reference number(s)

1746-A

SPECIALTY GUIDELINE MANAGEMENT

AUSTEDO (deutetrabenazine)
POLICY
I. INDICATIONS
The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.
A. EDA-Approved Indications

1. Treatment of chorea associated with Huntington’s disease
2. Treatment of tardive dyskinesia in adults

B. Compendial Uses
Tourette’s syndrome

All other indications are considered experimental/investigational and not medically necessary.

. DOCUMENTATION

Submission of the following information is necessary to initiate the prior authorization review: Documentation
of score of items 1 to 7 of the Abnormal Involuntary Movement Scale (AIMS) for tardive dyskinesia.

lll. CRITERIA FOR INITIAL APPROVAL

A. Chorea associated with Huntington’s disease
Authorization of 6 months may be granted for treatment of chorea associated with Huntington’s disease
when both of the following criteria are met:
1. Member demonstrates characteristic motor examination features
2. Member meets one of the following conditions:
i. Laboratory results indicate an expanded HTT CAG repeat sequence of at least 36
ii. Member has a positive family history for Huntington’s disease

B. Tardive dyskinesia
Authorization of 6 months may be granted for treatment of tardive dyskinesia when the baseline AIMS
score for items 1 to 7 is obtained.

C. Tourette's syndrome

Authorization of 6 months may be granted for treatment of Tourette’s syndrome.

IV. CONTINUATION OF THERAPY
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Reference number(s)
1746-A

A. Tardive Dyskinesia

Authorization of 12 months may be granted for treatment of tardive dyskinesia when the member’s tardive
dyskinesia symptoms have improved as indicated by a decreased AIMS score (items 1 to 7) from
baseline.

Other Indications
Authorization of 12 months may be granted for treatment of chorea associated with Huntington’s disease
and Tourette’s syndrome when the disease has improved or stabilized.

V. REFERENCES

1.
2.
3

Austedo [package insert]. North Wales, PA: Teva Pharmaceuticals USA, Inc. July 2019.

AHFS Drug Information. http://online.lexi.com/Ico. Accessed August 06, 2019.

Frank S, Testa CM, Stamler D, et al. Effect of deutetrabenazine on chorea among patients with Huntington
disease: A randomized clinical trial. Huntington Study Group. JAMA. 2016;316(1):40-50.

Fernandez HH, Factor SA, Hauser RA, et al. Randomized controlled trial of deutetrabenazine for tardive
dyskinesia: The ARM-TD study. Neurology. 2017;88:2003-10.

Anderson KE, Stamler D, Davis MD, et al. Deutetrabenazine for treatment of involuntary movements in
patients with tardive dyskinesia (AIM-TD): a double-blind, randomized, placebo-controlled, phase 3 trial.
Lancet Psychiatry. 2017;4: 595-604.

Jankovic J, Jimenez-Shahed J, Budman C, et al. Deutetrabenazine in tics associated with Tourette
syndrome. Tremor Other Hyperkinet Mov. 2016; 6:422.
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PRIOR AUTHORIZATION CRITERIA

BRAND NAME AVASTIN
(generic) (bevacizumab)
MVASI
(bevacizumab-awwb)
ZIRABEV
(bevacizumab-bvzr)
Status: CVS Caremark Criteria MDC
Type: Initial Prior Authorization Ref # 799-A

FDA-APPROVED INDICATIONS?'3
e Metastatic colorectal cancer:
a) In combination with IV 5-fluorouracil-based chemotherapy for first- or second-line treatment
b) In combination with fluoropyrimidine-irinotecan- or fluoropyrimidine-oxaliplatin-based chemotherapy for
second-line treatment in patients who have progressed on a first-line Avastin-containing regimen
¢ Non-squamous non-small cell lung cancer (NSCLC), with carboplatin and paclitaxel for first line treatment of
unresectable, locally advanced, recurrent or metastatic disease
e Recurrent glioblastoma in adults
e Metastatic renal cell carcinoma with interferon alfa
e Cervical cancer, in combination with paclitaxel and cisplatin or paclitaxel and topotecan in persistent, recurrent, or
metastatic disease
e Avastin for epithelial ovarian, fallopian tube or primary peritoneal cancer
a) In combination with carboplatin and paclitaxel, followed by Avastin as a single agent, for patients with stage Ill
or IV disease following initial surgical resection.
b) In combination with paclitaxel, pegylated liposomal doxorubicin or topotecan for patients with platinum-
resistant disease who received no more than 2 prior chemotherapy regimens
c) Either in combination with carboplatin and paclitaxel or in combination with carboplatin and gemcitabine,
followed by Avastin as a single agent in patients with platinum-sensitive disease

Compendial Uses*2!
e Breast cancer
e Central nervous system (CNS) cancers
0 Adult intracranial and spinal ependymoma
0 Anaplastic gliomas
e Malignant pleural mesothelioma
e Ovarian cancer
0 Malignant sex cord-stromal tumors
e Soft tissue sarcoma
0 AIDS-related Kaposi sarcoma
0 Angiosarcoma
o Solitary fibrous tumor/Hemangiopericytoma
e Uterine/Endometrial cancer
e Ophthalmic-related disorders
o Diabetic macular edema
0 Neovascular (wet) age-related macular degeneration (AMD) (includes polypoidal choroidopathy and retinal
angiomatous proliferation subtypes)
0 Macular edema following retinal vein occlusion (RVO)
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Proliferative diabetic retinopathy
Choroidal neovascularization (CNV)
Neovascular glaucoma; adjunct
Retinopathy of prematurity

O o0O0O0

B vs D CRITERIA FOR DETERMINATION

1 Is the requested drug being supplied from the physician and/or office stock supply and billed Yes No
as part of a physician service (i.e., the drug is being furnished “incident to a physician’s
service”)?
[If yes, no further questions.]

CRITERIA FOR APPROVAL

2 Does the patient have a diagnosis of any of the following retinal disorders: A) diabetic Yes No
macular edema, B) neovascular (wet) age-related macular degeneration (includes polypoidal
choro