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Cholbam (cholic acid)

PRODUCTS AFFECTED
Cholbam (cholic acid)

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:
Bile acid synthesis disorder due to single enzyme defects (SEDs), Peroxisomal disorder including
Zellweger spectrum disorder

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. BILE ACID SYNTHESIS DISORDERS (BASDs) DUE TO SINGLE ENZYME DEFECTS (SEDs):
1. Documentation member has a diagnosis of SED based on ONE of the following

Molina Healthcare, Inc. confidential and proprietary © 2023
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 1 of 6



Drug and Biologic Coverage Criteria

[DOCUMENTATION REQUIRED]:

(a) An abnormal urinary bile acid as confirmed by Fast Atom Bombardment ionization — Mass
Spectrometry (FAB- MS) analysis

OR

(b) Molecular genetic testing consistent with the diagnosis (for example, biallelic pathogenic
variants in ABCD3, AKR1D1, AMACR, HSD3B7, CYP27A1, or CYP7B)

AND

Prescriber attests to member having at least ONE of the following: (a) Liver disease
manifestations such as: Elevations in AST, ALT, GGT, or ALP, Hepatomegaly, Jaundice,
Cirrhosis, Cholestasis, Steatorrhea, OR (b) Complications from decreased fat-soluble vitamin
absorption

AND

Documentation of member’s baseline labs: AST, ALT, GGT, ALP, bilirubin, and INR (within 30
days of request)

AND

Prescriber attests that Cholbam (cholic acid) will not be used concurrently with Chenodal
(chenodiol)

AND

Prescriber attests that therapy will be discontinued if liver function does not improve within 3
months of the start of treatment, OR if liver function worsens, OR if complete biliary obstruction
develops, OR if cholestasis develops.

B. PEROXISOMAL DISORDERS (PDs), INCLUDING ZELLWEGER SPECTRUM DISORDERS:

1.

Documentation member has a diagnosis of peroxisomal disorder with ONE of the following
[DOCUMENTATION REQUIRED]:

(a) An abnormal urinary bile acid analysis consistent with a Zellweger spectrum disorder by
Fast Atom Bombardment ionization — Mass Spectrometry (FAB-MS) (for example, increased
concentrations of C27 bile acid intermediates trihydroxycholestanoic acid (THCA) and
dihydroxycholestanoic acid (DHCA))

OR

(b) Molecular genetic testing consistent with the diagnosis (for example, biallelic pathogenic
variants in one of the PEX genes

AND

Prescriber attests to member having at least ONE of the following: (a) Liver disease manifestations
such as: Elevations in AST, ALT, GGT, or ALP, Hepatomegaly, Jaundice, Cirrhosis, Cholestasis,
Steatorrhea, OR (b) Complications from decreased fat-soluble vitamin absorption

AND

Documentation of member’s baseline labs: AST, ALT, GGT, ALP, bilirubin, and INR (within 30 days
of request)

AND

Prescriber attests that Cholbam (cholic acid) will not be used concurrently with Chenodol
(chenodiol)

AND

Prescriber attests that therapy will be discontinued if liver function does not improve within 3 months
of the start of treatment, OR if liver function worsens, OR if complete biliary obstruction develops,
OR if cholestasis develops

CONTINUATION OF THERAPY:
A. ALL INDICATIONS:

1.

Documentation of positive clinical response as demonstrated by improvement in baseline liver
function tests (e.g., aspartate aminotransferase [AST], alanine aminotransferase [ALT], gamma
glutamyl transferase [GGT], alkaline phosphatase [ALP], bilirubin, and INR levels)
[DOCUMENTATION REQUIRED]

AND
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2. Prescriber attests that member does not have complete biliary obstruction
AND
3. Documentation member has been adherent to therapy at least 85% of the time as verified
by Prescriber and member's medication fill history

AND
4. Prescriber attests to or clinical reviewer has found no evidence of intolerable adverse effects or drug
toxicity
DURATION OF APPROVAL.:

Initial Authorization: 6 months, Continuation of therapy: 12 months

PRESCRIBER REQUIREMENTS:

Prescribed by or in consultation with a hepatologist, metabolic specialist, or a gastroenterologist [If
prescribed in consultation, consultation notes must be submitted with initial request and
reauthorization requests]

AGE RESTRICTIONS:
3 weeks or older

QUANTITY:
Weight based dosing 10 to 15 mg/kg/day per dosing chart. See Appendix.
Maximum Quantity Limits — 240 capsules/30 days

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

DRUG INFORMATION

ROUTE OF ADMINISTRATION:
Oral

DRUG CLASS:
Bile Acid Synthesis Disorder Agents

FDA-APPROVED USES:
Indicated for:
e Treatment of bile acid synthesis disorders due to single enzyme defects (SEDs).
¢ Adjunctive treatment of peroxisomal disorders (PDs) including Zellweger spectrum disorders in
patients who exhibit manifestations of liver disease, steatorrhea, or complications from
decreased fat-soluble vitamin absorption.
Limitations of use: The safety and effectiveness of CHOLBAM on extrahepatic manifestations of bile acid
synthesis disorders due to SEDs or PDs including Zellweger spectrum disorders have not been established
Zellweger spectrum disorders: Although included as FDA-approved use in the manufacturer's labeling for
use as adjunctive treatment of Zellweger spectrum disorder, the evidence for beneficial effects of cholic
acid treatment is too limited to recommend in clinical practice, especially in patients with advanced liver
disease. (Klouwer FCC, 2019)

COMPENDIAL APPROVED OFF-LABELED USES:
None

APPENDIX

APPENDIX:
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able 1: Number of CHOLBAM Capsules Needed to Achieve a Recommended Dosage of  Table 2: Number of CHOLBAM Capsules Needed to Achieve a Recommended Dosage of

10 mg/kg/day 15 mg/kg/day
10 mg/kg/day Dosage 15 mg/kg/day Dosage
Number of Number of Number of Number of
Body Weight (kg) 50 mg capsules 250 mg capsules Body Weight (kg) 50 mg capsules 250 mg capsules
4to6 1 0 4105 1 0
Tto 10 2 0 6109 2 0
111015 3 0 10 10 13 3 0
16 10 20 4 0 1410 16 1 0
211025 0 1 17t0 19 0 1
2610 30 1 1 201023 1 1
31035 2 1 2410 26 2 1
36 1o 40 £} 1 271029 z] 1
41 to 45 4 1 301033 4 1
46 1o 50 0 2 341036 0 2
511055 1 2 37 to 39 1 2
56 to 60 2 2 401043 2 2
61 to 65 3 2 44 to 46 3 2
66 to 70 4 2 47 10 49 4 2
075 0 3 50 to 53 0 3
76 to 80 1 3 54 to 56 1 3
571059 2 3
60 to 63 3 3
64 to 66 4 3
67 to 69 0 4
70t 73 1 4
741076 2 4
771079 3 4
80 4 4

Patients with newly diagnosed, or a family history of, familial hypertriglyceridemia may have poor
absorption of Cholbam from the intestine and require a 10% increase in the recommended dosage to
account for losses due to malabsorption. The recommended dosage of Cholbam in patients with
concomitant familial hypertriglyceridemia is 11 to 17 mg/kg orally once daily, or in two divided doses.
Adequacy of the dosage regimen can be determined by monitoring the patient’s clinical response including
steatorrhea and laboratory values of serum transaminases, bilirubin, and prothrombin time/international
normalized ration (PT/INR).

BACKGROUND AND OTHER CONSIDERATIONS

BACKGROUND:

Bile acids are the product of cholesterol metabolism in the body. The body’s mechanism of converting
cholesterol to bile acid is essential for maintaining cholesterol homeostasis and preventing an
accumulation of cholesterol in the liver and other organs. Bile acids are critical for a variety of functions,
including intestinal nutrient absorption and biliary secretion of lipids, toxic metabolites, andxenobiotics.5

Bile acid synthesis disorders are a group of rare metabolic disorders in which there are defects in the
synthesis of bile acids. This also leads to a buildup of abnormal bile acids and metabolites which can cause
damage in the body.? These disorders are estimated to have a prevalence of 1 in 50,000 in the general
population.

These disorders can be due to congenital deficiencies in enzymes required for catalyzing bile acids
(cholic acid and chenodeoxycholic acid). They may also be due to disorders involved in the transport of
bile acids, like low gamma-GT familial intrahepatic cholestasis and MDR3 deficiency, Smith- Lemli-Optiz
syndrome, and Zellweger Spectrum disorders.?

Diagnosis of bile acid synthesis disorders can be confirmed by interpretation of FAB-MS (fast atom
bombardment ionization mass spectrometry) in which samples of urine are tested for the presence of
primary bile acid conjugates or primary bile acid. Presence of primary bile acid conjugates in the urine
indicates that pathways for normal primary bile acid synthesis are intact, and this rules out a genetic defect.
Diagnosis of bile acid synthesis disorders using this technique would then have a clinical presentation as
“a condition of cholestasis caused by a loss of primary bile acids.”

Zellweger spectrum disorders are a group of rare, genetic disorders characterized by the failure of

the body to produce peroxisomes that function properly. Among this group of disorders, Zellweger
syndrome is the most severe form. Usually diagnosed at birth, affected newborns will generally have
distinctive facial features, a low seizure threshold, renal cysts, bony stippling, and liver disease that can
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be severe. The main feature, as it relates to Cholbam therapy, will be the lack of peroxisome production,

which affects the final steps of bile acid product in the liver and can ultimately lead to a buildup of
abnormal bile acids that can cause damage to hepatocytes.346

CONTRAINDICATIONS/EXCLUSIONS/DISCONTINUATION:

All other uses of Cholbam (cholic acid) are considered experimental/investigational and therefore,
will follow Molina’s Off-Label policy. Contraindications to Cholbam (cholic acid) include: No
labeled contraindications.

OTHER SPECIAL CONSIDERATIONS:

Monitor AST, ALT, GGT, ALP, bilirubin, and INR every month for the first 3 months, every 3 months for the
next 9 months, every 6 months during the next 3 years, and annually thereafter. Monitor more frequently
during periods of rapid growth, concomitant disease, and pregnancy (per labeling, 2020)

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:
Cholbam CAPS 50MG
Cholbam CAPS 250MG

REFERENCES

1. Cholbam® capsules [prescribing information]. San Diego, CA: Retrophin Inc.; October 2020.

2. Heubi, J.E., Bove, K.E., & Setchell, K. (2017). Oral Cholic Acid is Efficacious and Well Tolerated in
Patients with Bile Acid Synthesis and Zellweger Spectrum Disorders. Journal of pediatric
gastroenterology and nutrition, 65(3), 321-326.

3. Bile Acid Synthesis Disorders. National Organization for Rare Disorders.
2017 .https://rarediseases.org/rare-diseases/bile-acid-synthesis-disorders/

4. Braverman, Nancy, et al. (2016) Peroxisome biogenesis disorders in the Zellweger spectrum: An
overview of current diagnosis, clinical manifestation, and treatment guidelines. Molecular Genetics and
Metabolism 117. 313-321.

5. Chiang J. Y. (2013). Bile acid metabolism and signaling. Comprehensive Physiology, 3(3), 1191-1212.
doi:10.1002/cphy.c120023

6. Steinberg SJ, Raymond GV, Braverman NE, et al. Zellweger Spectrum Disorder. 2003 Dec12 [Updated
2017 Dec 21]. In: Adam MP, Ardinger HH, Pagon RA, et al., editors. GeneReviews® [Internet]. Seattle
(WA): University of Washington, Seattle; 1993- 2019.

7. Sundaram, S. S., Bove, K. E., Lovell, M. A., & Sokol, R. J. (2008). Mechanisms of disease: Inborn errors
of bile acid synthesis. Nature clinical practice. Gastroenterology & hepatology,5(8), 456—468.
doi:10.1038/ncpgasthep1179

8. Alnouti, Y., Csanaky, I. L., & Klaassen, C. D. (2008). Quantitative-profiling of bile acids and their
conjugates in mouse liver, bile, plasma, and urine using LC-MS/MS. Journal of chromatography. B,
Analytical technologies in the biomedical and life sciences, 873(2), 209-217.
doi:10.1016/j.jchromb.2008.08.018

9. Klouwer FCC, Koot BGP, Berendse K, et al. The cholic acid extension study in Zellweger spectrum
disorders: results and implications for therapy. J Inherit Metab Dis. 2019;42(2):303-312.[PubMed
30793331]10.1002/jimd.12042

Molina Healthcare, Inc. confidential and proprietary © 2023

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 5 of 6


https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=30793331
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=30793331
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=30793331

Drug and Biologic Coverage Criteria

SUMMARY OF REVIEW/REVISIONS
REVISION- Notable revisions:
Required Medical Information
Continuation of Therapy
Prescriber Requirements
Appendix
Contraindications/Exclusions/Discontinuation

DATE
Q3 2023

REVISION- Notable revisions:
Required Medical Information
Continuation of Therapy
Prescriber Requirements

Q3 2022

Q2 2022 Established tracking in new format

Historical changes on file
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