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Recorlev (levoketoconazole)

PRODUCTS AFFECTED
Recorlev (levoketoconazole)

COVERAGE POLICY

Coverage for services, procedures, medical devices and drugs are dependent upon benefit eligibility as
outlined in the member's specific benefit plan. This Coverage Guideline must be read in its entirety to
determine coverage eligibility, if any.

This Coverage Guideline provides information related to coverage determinations only and does not imply
that a service or treatment is clinically appropriate or inappropriate. The provider and the member are
responsible for all decisions regarding the appropriateness of care. Providers should provide Molina
Healthcare complete medical rationale when requesting any exceptions to these guidelines.

Documentation Requirements:

Molina Healthcare reserves the right to require that additional documentation be made available as part of
its coverage determination; quality improvement; and fraud; waste and abuse prevention processes.
Documentation required may include, but is not limited to, patient records, test results and credentials of
the provider ordering or performing a drug or service. Molina Healthcare may deny reimbursement or take
additional appropriate action if the documentation provided does not support the initial determination that
the drugs or services were medically necessary, not investigational or experimental, and otherwise within
the scope of benefits afforded to the member, and/or the documentation demonstrates a pattern of billing
or other practice that is inappropriate or excessive.

DIAGNOSIS:
Cushing’s Syndrome

REQUIRED MEDICAL INFORMATION:

This clinical policy is consistent with standards of medical practice current at the time that this clinical policy
was approved. If a drug within this policy receives an updated FDA label within the last 180 days, medical
necessity for the member will be reviewed using the updated FDA label information along with state and
federal requirements, benefit being administered and formulary preferencing. Coverage will be determined
on a case-by case basis until the criteria can be updated through Molina Healthcare, Inc. clinical
governance. Additional information may be required on a case-by-case basis to allow for adequate review.
When the requested drug product for coverage is dosed by weight, body surface area or other member
specific measurement, this data element is required as part of the medical necessity review.

A. CUSHING’S SYNDROME:
1. Documented diagnosis of endogenous Cushing’s Syndrome
AND
2. Documentation that surgery has not been curative or member is not a candidate for surgery
AND
3. Prescriber attests that member does not have a diagnosis of pituitary or adrenal carcinoma
AND
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4. Prescriber attests to (or the clinical reviewer has found that) the member not having any FDA
labeled contraindications that haven’t been addressed by the prescriber within the
documentation submitted for review [Contraindications to Recorlev (levoketoconazole) include:
cirrhosis, acute liver disease or poorly controlled chronic liver disease, baseline AST or ALT
greater than 3 times the upper limit of normal, recurrent symptomatic cholelithiasis, a prior
history of drug induced liver injury due to ketoconazole or any azole antifungal therapy that
required discontinuation of treatment, or extensive metastatic liver disease; taking drugs that
cause QT prolongation associated with ventricular arrhythmias, including torsades de pointes;
prolonged QTcF interval of greater than 470 msec at baseline, history of torsades de pointes,
ventricular tachycardia, ventricular fibrillation, or long QT syndrome (including first- degree
family history); hypersensitivity to levoketoconazole, ketoconazole or any excipient in Recorlev;
and, taking certain drugs that are sensitive substrates of CYP3A4 or CYP3A4 and P-gp]
AND

5. Prescriber attests that member’s liver enzymes have been evaluated and will continue to be
evaluated throughout treatment with Recorlev (levoketoconazole)
AND

6. Prescriber attests that hypokalemia and hypomagnesemia have been corrected and a baseline
electrocardiogram has been done prior to starting Recorlev (levoketoconazole) therapy
AND

7. Documentation of trial (12 weeks) and failure, serious side effects, or contraindication to
ketoconazole therapy
AND

8. Documentation of baseline elevated urinary free cortisol

CONTINUATION OF THERAPY:
A. CUSHING’S SYNDROME:
1. Adherence to therapy at least 85% of the time as verified by the prescriber or member
medication fill history (review Rx history for compliance)
AND
2.  Documentation of no intolerable adverse effects or drug toxicity (e.g., hepatotoxicity, QT
prolongation, hypocortisolism)
AND
3. Documentation member has had a decrease in urinary free cortisol from baseline levels

DURATION OF APPROVAL:
Initial authorization: 6 months, Continuation of Therapy: 12 months

PRESCRIBER REQUIREMENTS:

Prescribed by or in consultation with an endocrinologist or a physician who specializes in the treatment of
Cushing’s syndrome. [If prescribed in consultation, consultation notes must be submitted with initial
request and reauthorization requests]

AGE RESTRICTIONS:
18 years of age and older

QUANTITY:
Initial Dose: 150 mg twice daily, titrated by 150 mg daily, no more frequently than every 2-3 weeks
Maximum Quantity Limits — 1200 mg daily

PLACE OF ADMINISTRATION:
The recommendation is that oral medications in this policy will be for pharmacy benefit coverage and
patient self-administered.

DRUG INFORMATION

Molina Healthcare, Inc. confidential and proprietary © 2024

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

Page 2 of 5



Drug and Biologic Coverage Criteria
ROUTE OF ADMINISTRATION:
Oral

DRUG CLASS:
Cortisol Synthesis Inhibitors

FDA-APPROVED USES:

Indicated for the treatment of endogenous hypercortisolemia in adult patients with Cushing’s syndrome
for whom surgery is not an option or has not been curative

Limitations of Use: Recorlev is not approved for the treatment of fungal infections.

COMPENDIAL APPROVED OFF-LABELED USES:
None

APPENDIX
APPENDIX:
None

BACKGROUND AND OTHER CONSIDERATIONS

BACKGROUND:

Cushing syndrome is a disorder that is the result of having too much cortisol. Endogenous Cushing
syndrome is rare. Endogenous causes may be adrenocorticotropic hormone (ACTH) dependent (e.g.,
pituitary adenoma, ectopic secretion by non-pituitary tumor) or ACTH-independent (e.g., nodular
adrenal hyperplasia, adrenocortical adenoma or carcinoma). Effective treatment of Cushing syndrome
to normalize cortisol levels is needed to reduce mortality and associated comorbidities. Cortisol-
dependent comorbidities include psychiatric disorders, diabetes, hypertension, hypokalemia, and
dyslipidemia. First line treatment is surgical resection. Second line treatments may include bilateral
adrenalectomy, radiation therapy, and medications.

The choice of second line medical treatment depends on patient specific factors. The medical
options may include:
¢ Adrenal-blocking (to reduce adrenal steroidogenesis): ketoconazole, metyrapone, Isturisa
¢ Pituitary-directed (centrally acting agents that suppress ACTH secretion by the pituitary;
dopamine agonist: cabergoline and the somatostatin analog: pasireotide): cabergoline,
pasireotide
¢ Glucocorticoid receptor-antagonizing drugs (blocks the peripheral effects of glucocorticoids):
mifepristone
The Endocrine Society Clinical Practice Guideline for the Treatment of Cushing’s Syndrome (2015,
reference 4) indicate that the most appropriate therapy will depend on etiology and patient specific
factors.
Recorlev (levoketoconazole) is pure 2S,4R enantiomer of ketoconazole. Recorlev was studied in
the LOGICS trial (registered with ClinicalTrials.gov, NCT03277690) and SONICS trial (registered
with ClinicalTrials.gov, NCT01838551). Levoketoconazole was assessed for safety and efficacy in
adults with endogenous Cushing’s syndrome with persistence or recurrence despite surgery. In the
SONICS trial participants had a mean 24-h urinary free cortisol (MUFC) of at least 1.5 times the
upper limit of normal. The primary outcome measure for SONICS was the proportion of study
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participants with mUFC normalization at the end of the maintenance phase of the study. 29 of the

94 participants met the primary endpoint (95% CI: 21.7%, 41.2%).

CONTRAINDICATIONS/EXCLUSIONS/DISCONTINUATION:

All other uses of Recorlev (levoketoconazole) are considered experimental/investigational and therefore,
will follow Molina’s Off- Label policy. Contraindications to Recorlev (levoketoconazole) include: cirrhosis,
acute liver disease or poorly controlled chronic liver disease, baseline AST or ALT greater than 3 times the
upper limit of normal, recurrent symptomatic cholelithiasis, a prior history of drug induced liver injury due to
ketoconazole or any azole antifungal therapy that required discontinuation of treatment, or extensive
metastatic liver disease; taking drugs that cause QT prolongation associated with ventricular arrhythmias,
including torsades de pointes; prolonged QTcF interval of greater than 470 msec at baseline, history of
torsades de pointes, ventricular tachycardia, ventricular fibrillation, or long QT syndrome (including first-
degree family history); hypersensitivity to levoketoconazole, ketoconazole or any excipient in Recorlev;
and, taking certain drugs that are sensitive substrates of CYP3A4 or CYP3A4 and P-gp.

OTHER SPECIAL CONSIDERATIONS:

Pregnant women and females of reproductive potential should be advised of the potential risk to the fetus
with use of Recorlev (levoketoconazole). Member’s should be advised not to breastfeed during treatment
with Recorlev (levoketoconazole) and for one day following the final dose.

Recorlev (levoketoconazole) has the following BLACK BOX WARNINGS for hepatotoxicity and QT prolongation:
1. Cases of hepatotoxicity with fatal outcome or requiring liver transplantation have been reported
with oral ketoconazole. Some patients had no obvious risk factors for liver disease. RECORLEYV is
associated with serious hepatotoxicity. Evaluate liver enzymes prior to and during treatment
2. RECORLEV is associated with dose-related QT interval prolongation. QT interval prolongation
may result in life threatening ventricular dysrhythmias such as torsades de pointes. Perform ECG
prior to and during treatment

CODING/BILLING INFORMATION

Note: 1) This list of codes may not be all-inclusive. 2) Deleted codes and codes which are not effective at
the time the service is rendered may not be eligible for reimbursement

HCPCS DESCRIPTION
CODE
NA

AVAILABLE DOSAGE FORMS:
Recorlev TABS 150MG
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[include section header in which updates
occurred]

OR
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