MEDICATION POLICY:

Pegasys (pegylated Interferon alfa-2a) V?Ventegra@’
Generic Name: Pegylated Interferon alfa-2a Preferred: N/A
Therapeutic Class or Brand Name: Pegasys Non-preferred: N/A
Applicable Drugs: Pegasys (pegylated Date of Origin: 2/1/2013
Interferon alfa-2a) Date Last Reviewed / Revised: 11/19/2025

PRIOR AUTHORIZATION CRITERIA

(May be considered medically necessary when criteria | through IV are met)

I.  Documentation of diagnosis of A, B, or C and must meet ALL applicable criteria:
A. Chronic hepatitis B (CHB)

i. For adults age 18 and older, there must be documentation of all criteria 1, 2 and,
3 (when applicable), as well as one of criteria 4, 5, OR 6:

1.
2.
3.

HBsAg positive for 2 6 months.
Baseline HBV-DNA level.

Genotypic viral testing showing sensitivity and treatment history (only
required for tfreatment-experienced patients).

Evidence of significant histologic disease* by fibrosis assessment testing*
(see appendix for details).

ALT >2 times the ULN AND HBV-DNA >2,000 IU/mL (HBeAg negative) or
>20,000 IU/mL (HBeAg positive).

ALT < 2 times the ULN AND HBV DNA < 2,000 IlU/mL (HBeAg negative) or <
20,000 IU/mL (HBeAg positive) with ONE of the following risk factors:

a. Age > 40 years old

b. Family history of cirrhosis or hepatocellular carcinoma
c. Previous tfreatment history

d. Presence of extrahepatic manifestations

e. Cirrhosis

ii. For pediatric patients aged 3 to < 18 years, there must be documentation of ALL
of the following:

1.

2
3.
4

HBsAg positive for =2 6 months
HBeAg positive
ALT > 1.3 times the ULN for at least 6 months

. Measurable HBV-DNA levels
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B. Chronic Hepatitis D (CHD) meeting criteria i and ii:
i. Documented elevated HDV-RNA levels.
ii. Documented elevated serum ALT levels.

C. Off-label National Comprehensive Cancer Network (NCCN) guideline recommended
diagnosis with a category of evidence and consensus of 1 or 2A (refer to Appendix
Table 1 for list of diagnoses)

i. Chronic myeloid leukemia

ii. Erdheim-Chester disease

ii. Essential thrombocythemia

iv. Hairy cell leukemia

v. Mycosis fungoides/Sezary syndrome

vi. Myelofibrosis

vii. Primary cutaneous CD30+ T-cell lymphoproliferative disorders
viii. Polycythemia vera

ix. Systemic mastocytosis

x. T-cell leukemia/lymphoma

Il.  Treatment must be prescribed by or in consultation with a gastroenterologist, infectious
disease specialist, hepatologist, or oncologist.

. Requestis for a medication with the appropriate FDA labeling, or its use is supported by
current clinical practice guidelines.

IV.  Refer to the plan document for the list of preferred products. If the requested agent is not
listed as a preferred product, must have documented treatment failure or contraindication to
the preferred product(s).

EXCLUSION CRITERIA

e Autoimmune hepatitis.
e Decompensated liver disease (Child-Pugh B or C)

e Use in neonates or infants

OTHER CRITERIA
e N/A

QUANTITY / DAYS SUPPLY RESTRICTIONS

e 4 syringes/vials per 28 days.
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APPROVAL LENGTH

e Authorization:

o Hepatitis B or D: 48 weeks

o NCCN diagnoses: 12 months
e Re-Authorization:

o Hepatitis B or D: N/A

o NCCN diagnoses: An updated letter of medical necessity or progress notes showing
current medical necessity criteria are met and does not show evidence of progressive
disease.

APPENDIX

e * Evidence of significant histologic disease may include results such as moderate-to-severe
inflammation (A2 or A3) and/or significant fibrosis (=F2).

e *Fibrosis assessment testing may include tests such as liver biopsy, FIB-4, FibroScan, Fibrotest, or
Fibrosure.

e The ULN (upper limit of normal) for ALT is defined as 35 U/L for males and 25 U/L females.

e Abbreviations: ALT, alanine aminotransferase; CHB, chronic hepatitis B; HBeAg, hepatitis B e
antfigen; HBsAg, hepatitis B surface antigen; NA, nucleos(t)ide analogue; ULN, upper limits of
normal.

Table 1. Pegylated interferon NCCN Treatment Recommendations* by Diagnosis3-1¢

Diagnosis Recommendation
Chronic myeloid leukemia e Treatment during pregnancy
Erdheim-Chester disease e First line or subsequent disease
Essential thrombocythemia e High risk disease and high-risk pregnancy
Hairy cell leukemia e Relapsed or refractory disease
Mycosis fungoides/Sezary e Mycosis fungoides stage IA, IB-IIA, 1B, lll: primary or
syndrome subsequent treatment
e Sezary syndrome stage IVA1 or IVA2: primary or subsequent
freatment
Myelofibrosis e Lowerrisk, symptomatic disease
Primary cutaneous CD30+ T- e Primary cutaneous anaplastic large cell ymphoma (ALCL)
cell lymphoproliferative with multifocal lesions: primary or relapsed/refractory
disorders disease
Polycythemia vera e High risk disease and high-risk pregnancy
Systemic mastocytosis e Symptomatic indolent systemic mastocytosis (ISM) or
smoldering systemic mastocytosis (SSM)
e Aggressive systemic mastocytosis

CONFIDENTIAL & PROPRIETARY, VENTEGRA WWW.VENTEGRA.ORG



MEDICATION POLICY:
Pegasys (pegylated Interferon alfa-2a) VVentegra@’

e Systemic mastocytosis with an associated hematologic
neoplasm

T-Cell leukemia/lymphoma e Adult T-cell leukemia/lymphoma: acute or chronic

smoldering (in combination with zidovudine)

*Recommendation may not be inclusive of all criteria required to approve treatment with Pegasys
for diagnoses. Please refer to NCCN guidelines for the most up to date criteria.

REFERENCES

1.

10.

Pegasys. Prescribing information. Genentech USA, Inc.; 2023. Accessed October 25, 2025 .
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/103964s5527 6Ibl.pdf

Terrault NA, Lok ASF, McMahon BJ, et al. Update on prevention, diagnosis, and treatment of
chronic hepatitis B: AASLD 2018 hepatitis B guidance. Hepatology. 2018;67(4):1560-1599. doi:
10.1002/hep.29800

Abruzzese E, Aureli S, Bondanini F, et al. Chronic myeloid leukemia and pregnancy: when
dreams meet reality. state of the art, management and outcome of 41 cases, nilofinib
placental tfransfer. J Clin Med. 2022;11(7):1801. doi:10.3390/jcm11071801

Diamond EL, Dagna L, Hyman DM, et al. Consensus guidelines for the diagnosis and clinical
management of Erdheim-Chester disease. Blood. 2014;124(4):483-492. doi:10.1182/blood-2014-
03-561381

Masarova L, Patel KP, Newberry KJ, et al. Pegylated interferon alfa-2a in patients with essential
thrombocythaemia or polycythaemia vera: a post-hoc, median 83 month follow-up of an
open-label, phase 2 trial. Lancet Haematol. 2017;4(4):e165-e175. doi: 10.1016/52352-
3026(17)30030-3

lanotto JC, Boyer-Perrard F, Gyan E, et al. Efficacy and safety of pegylated-interferon a-2a in
myelofibrosis: a study by the FIM and GEM French cooperative groups. Br J Haematol.
2013;162(6):783-91. doi: 10.1111/bjh.12459

Apisarnthanarax N, Talpur R, Duvic M. Treatment of cutaneous T cell ymphoma: current status
and future directions. Am J Clin Dermatol. 2002;3(3):193-215. doi: 10.2165/00128071-200203030-
00006

Ramakrishna R, Manoharan A. Sustained long-term remissions with weekly interferon
maintenance therapy in hairy cell leukemia. Asia Pac J Clin Oncol. 2010 Sep;6(3):210-2. doi:
10.1111/}.1743-7563.2010.01295

Arun VA, Soni D, Bal A, Jain A. Aggressive systemic mastocytosis presenting as rapidly
progressive ascites, generalised lymphadenopathy and osteosclerosis. BMJ Case Rep.
2021;14(2):€238034. doi: 10.1136/bcr-2020-238034

National Comprehensive Cancer Network. Clinical Practice Guidelines in Oncology. Chronic
Myeloid Leukemia. V1.2026. Updated July 16, 2025. Accessed November 4, 2025.
https://www.nccn.org/professionals/physician _gls/pdf/cml.pdf

CONFIDENTIAL & PROPRIETARY, VENTEGRA WWW.VENTEGRA.ORG



MEDICATION POLICY:

Pegasys (pegylated Interferon alfa-2a) VVentegra@’

11. National Comprehensive Cancer Network. Clinical Practice Guidelines in Oncology.
Histiocytic Neoplasms. V1.2025. Updated June 20, 2025. Accessed November 4, 2025.
https://www.nccn.org/professionals/physician gls/pdf/histiocytic neoplasms.pdf

12. National Comprehensive Cancer Network. Clinical Practice Guidelines in Oncology.
Myeloproliferative Neoplasms. V2.2025. Updated July 8, 2025. Accessed November 4, 2025.
https://www.nccn.org/professionals/physician gls/pdf/mpn.pdf

13. National Comprehensive Cancer Network. Clinical Practice Guidelines in Oncology. Primary
Cutaneous Lymphoma. V3.2025. Updated June 10, 2025. Accessed November 4, 2025.
https://www.nccn.org/professionals/physician_gls/pdf/primary cutaneous.pdf

14. National Comprehensive Cancer Network. Clinical Practice Guidelines in Oncology. Hairy Cell
Leukemia. V1.2026. Updated August 11, 2025. Accessed November 4, 2025.
https://www.nccn.org/professionals/physician gls/pdf/hairy cell.pdf

15. National Comprehensive Cancer Network. Clinical Practice Guidelines in Oncology. Systemic
Mastocytosis. V1.2025. Updated February 21, 2025. Accessed November 4, 2025.
https://www.nccn.org/professionals/physician gls/pdf/mastocytosis.pdf

16. National Comprehensive Cancer Network. Clinical Practice Guidelines in Oncology. T-Cell
Lymphomas. V2.2025. Updated May 28, 2025. Accessed November 4, 2025.
https://www.nccn.org/professionals/physician_gls/pdf/t-cell.pdf

DISCLAIMER: Medication Policies are developed to help ensure safe, effective and appropriate use of selected
medications. They offer a guide to coverage and are not infended to dictate to providers how to practice medicine. Refer
fo Plan for individual adoption of specific Medication Policies. Providers are expected to exercise their medical judgement
in providing the most appropriate care for their patients.
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