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Introduction

Epidermolysis Bullosa (EB) is a collection of rare genetic disorders that affect the fragility of the
skin. These disorders are characterized by abnormal structures that disrupt either the junction
between the dermis and epidermis or the basal layer of the epidermis itself. As a result, the skin
becomes more susceptible to damage from physical pressure. Common signs of EB include the
formation of blisters, erosion of the skin, the presence of nonhealing ulcers, and the
development of scars after minor injuries. EB is classified into four major categories, such as,
epidermolysis bullosa simplex (EBS), junctional epidermolysis bullosa (JEB), dystrophic
epidermolysis bullosa (DEB) and kindler epidermolysis bullosa (KEB).

Note: The Introduction section is for your general knowledge and is not to be taken as policy coverage criteria. The
rest of the policy uses specific words and concepts familiar to medical professionals. It is intended for
providers. A provider can be a person, such as a doctor, nurse, psychologist, or dentist. A provider also can
be a place where medical care is given, like a hospital, clinic, or lab. This policy informs them about when a
service may be covered.

Policy Coverage Criteria
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Drug Medical Necessity

Vyjuvek (beremagene
geoerpavec-svdt) Topical

Vyjuvek (beremagene geoerpavec-svdt) may be considered

medically necessary in individuals with dystrophic

epidermolysis bullosa when the following criteria are met:

e Individual is 6 months of age and older

AND

e Individual has a confirmed diagnosis of dystrophic
epidermolysis bullosa

AND

¢ Individual has documentation showing mutation(s) in the
collagen type VIl alpha 1 chain (COL7A1) gene

AND

e Confirmed negative pregnancy status

AND

¢ Individual does not have a current or history of squamous cell
carcinoma in the wound

AND

e Must be applied by the healthcare provider

AND

e Use is prescribed by or in consultation with a dermatologist or
medical geneticist

AND

e The maximum weekly dose prescribed is based on the age of
the individual:
o 1.6 x10° PFU (0.8 mL) for individuals 6 months to< 3 years

old

o 3.2X10° PFU (1.6 mL) for individuals 3 years and older

*Note: PFU = Plaque forming units. Maximum weekly volume is the volume after
mixing Vyjuvek suspension with excipient gel

Vyjuvek (beremagene
geoerpavec-svdt)

Investigational

All other uses of Vyjuvek (beremagene geoerpavec-svdt) for
conditions not outlined in this policy are considered
investigational.
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Length of Approval

Approval Criteria

Initial authorization Vyjuvek (beremagene geoerpavec-svdt) may be approved up
to 6 months.

Re-authorization criteria Future re-authorization of Vyjuvek (beremagene geoerpavec-
svdt) may be approved up to 6 months as long as the drug-
specific coverage criteria are met, and chart notes demonstrate
that the individual continues to show a positive clinical

response to therapy.

Documentation Requirements

The individual’s medical records submitted for review for all conditions should document

that medical necessity criteria are met. The record should include the following:

e Office visit notes that contain the diagnosis, relevant history, physical evaluation, and
medication history.

| Description

J3401 Beremagene geperpavec-svdt for topical administration, containing nominal 5 x 109
PFU/ml vector genomes, per 0.1 ml (Vyjuvek) (new code effective 1/1/2024)

J3590 Unclassified drugs

Note: CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). HCPCS
codes, descriptions and materials are copyrighted by Centers for Medicare Services (CMS).

Related Information
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Consideration of Age

Age limits specified in this policy are determined according to FDA-approved indications where
applicable.

Benefit Application

Vyjuvek is managed under the pharmacy and medical benefit.

Evidence Review

Dystrophic Epidermolysis Bullosa Background

Dystrophic Epidermolysis Bullosa (DEB) is a prominent subgroup within the category of
conditions known as epidermolysis bullosa (EB). DEB is characterized by formation of blisters on
the skin and mucosal membranes, which subsequently heal but leave behind scar tissue. The
underlying cause of DEB is attributed to mutations occurring in the COL7A1 gene. This gene
encodes the alpha-1 chain of type VII collagen. Collagen VIl is the primary component of the
anchoring fibrils situated beneath the lamina densa of the epidermal basement membrane zone.
DEB manifests in four major subtypes, along with several rare, dominant, or recessive variations.
The clinical features commonly observed in DEB include skin fragility, blister formation, scarring,
nail abnormalities, and the development of milia in areas where blisters have healed. The
therapeutic approach for DEB includes supportive care. These includes the wound care to
promote healing, effective infection control measures to prevent and manage infections,
strategies to address and treat complications that may arise, and provision of nutritional support
to ensure optimal nourishment for the patient.

Vyjuvek (beremagene geoerpavec-svdt)

Vyjuvekis a non-integrating gene therapy that employs a genetically modified, replication-
deficient, herpes-simplex virus type 1 vector. It is indicated for the treatment of wounds in
individuals 6 months of age and older with dystrophic epidermolysis bullosa with mutation in
the collagen type VIl alpha 1 chain (COL7A1) gene. Vyjuvek has the ability to transduce both
keratinocytes and fibroblasts. Upon cellular entry, the vector genome is delivered to the nucleus,
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initiating the transcription of the human COL7A1 gene. The resulting transcripts enable the
production and secretion of mature COL7 protein by cell. These COL7 molecules self-assemble
into elongated, slender bundles known as anchoring fibrils. Anchoring fibrils play a vital role in
maintaining the cohesion between the epidermis and dermis, thereby ensuring the integrity of
the skin.

Vyjuvek is formulated as a biological suspension combined with an excipient gel for topical
application. The recommended dose of Vyjuvek is determined based on the individual’s age. For
individuals aged between six months and less than three years old, the maximum weekly
recommended dose is 1.6 X 10° plaque-forming units (PFU). For individuals aged three years
and older, the maximum weekly recommended dose is 3.2 X 10° PFU. The most common
adverse reactions associated with Vyjuvek treatment include itching, chills, redness, rash, cough,
and runny nose. There is currently no available data regarding the use of Vyjuvekin the
pregnant women.

Evidence of Efficacy

The efficacy and safety of Vyjuvek was assessed in a phase 3, randomized, double-blind, intra-
subject placebo-controlled trial. This trial included 31 individuals aged 6 months of age and
older with dystrophic epidermolysis bullosa (DEB) with mutations in the COL7A1 gene. Each
participant had two comparable wounds selected based on the size, region, and appearance.
These wounds were randomly assigned to receive either topical application of Vyjuvek or the
placebo (excipient gel) once a week for 26 weeks.

In this trial the size of wounds treated with Vyjuvek gel ranged from 2 to 57 cm?, with 74% of
wounds measuring less than 20 cm?. On the other hand, the size of the wound treated with
placebo gel ranged from 2 to 52 cm? with 71% of wounds measuring less than 20 cm?. The
primary efficacy outcome was determined by the proportion of complete wound closure at 24
weeks, confirmed by two consecutive study visits spaced two weeks apart (at week 22 and 24 or
at week 24 and 26). This outcome was compared between the wounds treated with Vyjuvek and
the wounds treated with placebo gel. Complete wound closure was defined as the sustained
closure of the wound observed at two consecutive visits two weeks apart. At the specified time
points (week 22 and 24 or week 24 and 26), the proportion of wounds achieving complete
closure in the Vyjuvek gel-treated group was 65%, whereas the proportion of complete closure
in the placebo-treated group was 26%, resulting in a significant p-value of 0.012.

The secondary efficacy outcome assessed the proportion of complete wound closure at weeks 8
and 10, or at week 10 and 12, again comparing the treatment group and the placebo group. At
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the specified time points (week 8 and 10 or week 10 and 12), the proportion of wounds
achieving complete closure in the Vyjuvek gel-treated group was 68%, whereas the proportion
of complete closure in the placebo-treated group was 23%, resulting in a significant p-value of
0.003.
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07/01/23 New policy, approved June 13, 2023. Added coverage criteria for Vyjuvek™ for
individuals 6 months of age and older with dystrophic epidermolysis bullosa with
confirmed mutation in COL7A1 gene. Added HCPC code J3590 for Vyjuvek™.

09/01/23 Interim Review, approved August 7, 2023. Updated Vyjuvek initial authorization and
re-authorization time duration to 6 months.

01/01/24 Coding update. Added new HCPCS code J3401.

Disclaimer: This medical policy is a guide in evaluating the medical necessity of a particular service or treatment. The
Company adopts policies after careful review of published peer-reviewed scientific literature, national guidelines and
local standards of practice. Since medical technology is constantly changing, the Company reserves the right to review
and update policies as appropriate. Member contracts differ in their benefits. Always consult the member benefit
booklet or contact a member service representative to determine coverage for a specific medical service or supply.
CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). ©2024 Premera
All Rights Reserved.

Scope: Medical policies are systematically developed guidelines that serve as a resource for Company staff when
determining coverage for specific medical procedures, drugs or devices. Coverage for medical services is subject to
the limits and conditions of the member benefit plan. Members and their providers should consult the member
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benefit booklet or contact a customer service representative to determine whether there are any benefit limitations
applicable to this service or supply. This medical policy does not apply to Medicare Advantage.
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Discrimination is Against the Law

Premera Blue Cross (Premera) complies with applicable Federal and Washington state civil rights laws and does not discriminate on the basis of race,
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera does not exclude people or treat them differently because of race,
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera provides free aids and services to people with disabilities to
communicate effectively with us, such as qualified sign language interpreters and written information in other formats (large print, audio, accessible
electronic formats, other formats). Premera provides free language services to people whose primary language is not English, such as qualified interpreters
and information written in other languages. If you need these services, contact the Civil Rights Coordinator. If you believe that Premera has failed to
provide these services or discriminated in another way on the basis of race, color, national origin, age, disability, sex, gender identity, or sexual orientation,
you can file a grievance with: Civil Rights Coordinator — Complaints and Appeals, PO Box 91102, Seattle, WA 98111, Toll free: 855-332-4535, Fax: 425-918-5592,
TTY: 711, Email AppealsDepartmentinquiries@Premera.com. You can file a grievance in person or by mail, fax, or email. If you need help filing a
grievance, the Civil Rights Coordinator is available to help you. You can also file a civil rights complaint with the U.S. Department of Health and Human
Services, Office for Civil Rights, electronically through the Office for Civil Rights Complaint Portal, available at https:/ocrportal.hhs.gov/ocr/portal/lobby.jsf,
or by mail or phone at: U.S. Department of Health and Human Services, 200 Independence Ave SW, Room 509F, HHH Building, Washington, D.C. 20201,
1-800-368-1019, 800-537-7697 (TDD). Complaint forms are available at http://www.hhs.gov/ocr/office/file/index.html.

Washington residents: You can also file a civil rights complaint with the Washington State Office of the Insurance Commissioner, electronically through
the Office of the Insurance Commissioner Complaint Portal available at https://www.insurance.wa.gov/file-complaint-or-check-your-complaint-status, or by
phone at 800-562-6900, 360-586-0241 (TDD). Complaint forms are available at https://fortress.wa.gov/oic/onlineservices/cc/pub/complaintinformation.aspx.

Alaska residents: Contact the Alaska Division of Insurance via email at insurance@alaska.gov, or by phone at 907-269-7900 or 1-800-INSURAK (in-state,
outside Anchorage).

Language Assistance
ATENCION: si habla espafiol, tiene a su disposicién servicios gratuitos de asistencia lingiiistica. Liame al 800-722-1471 (TTY: 711).
PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa 800-722-1471 (TTY: 711).
A R EHEAERE T B LI B RE SRR o S5EE 800-722-1471 (TTY : 711) -
LUY: Néu ban noi Tiéng Viét, ¢ cac dich vu hd tro ngdn ngtr mién phi danh cho ban. Goi 56 800-722-1471 (TTY: 711).
FO: =2 E MEotA= B2, A0 XN& NHIASE SEZ 0/S06ta == UASLICH 800-722-1471 (TTY: 711) B2 M3l FHA L.
BHVMAHWE: Ecnv Bbl roBopuTe Ha PyCCKOM Si3biKe, TO BaM JOCTYNHbI BecnnatHble yenyri nepesoaa. 3soHute 800-722-1471 (teneTaitn: 711).
LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 800-722-1471 (TTY: 711).
MO LOU SILAFIA: Afai e te tautala Gagana fa'a Samoa, o loo iai auaunaga fesoasoan, e fai fua e leai se totogi, mo oe, Telefoni mai: 800-722-1471 (TTY: 711).
{U0990: 11999 WIVEDIWIFI 290, MVOINIVFoBCHOGMVWIZY, Loeticdyen, ccuvduavlvivio. s 800-722-1471 (TTY: 711).
AEEE: AREZEINGGS. BHOSEXREIHAVEIEZEET, 8007221471 (TTY711) FT, BEFCTIER LI,
PAKDAAR: Nu saritaem ti llocano, ti serbisyo para i baddang ti lengguahe nga awanan bayadna, ket sidadaan para kenyam. Awagan ti 800-722-1471 (TTY: 711).
YBATA! IKwwio B pO3MOBAIAETE YKPAIHCbKOIO MOBOIO, BU MOXETe 3BEPHYTUCA L0 He3KOLITOBHOI CNyK6M MOBHOI NiaTpMMKKM. TenedoHyiTe 3a
Homepom 800-722-1471 (tenetain: 711).
[Uhs: 1GusSMysSunw Manisl, NSSWiRAMan IwSSSS N SHSEISINUUITHEAY G SI00) 800-722-1471 (TTY: 711)4
TNFOF; 0.5t RI% ATICT NPT PRCTIP ACST SCERTE NI ALIHPT HHIPHPA: OL TntAd- &TC 2Lm<t 800-722-14T1 (0@t AtagFo- 711).
XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltidhaan ala, ni argama. Bilbilaa 800-722-1471 (TTY: 711).
(T 228005 ol e o8 5) 800-722-1471 e doal ol el 8 55 & galll Sae Lusal) ot 8 all) S Giaati i€ 1) casale
fimis 8. 7 3T Uarslt Soe I, 3 3 &9 AofesT AT 3973 B8 Has Qumsd 1 800-722-1471 (TTY: 711) '3 oS 3
Gou: hguyane Insguaunsaldusmssemaomennlans Tns 800-722-1471 (TTY: 711).
ACHTUNG: Wenn Sie Deutsch sprechen, stehen Ihnen kostenlos sprachliche Hilfsdienstleistungen zur Verfligung. Rufnummer: 800-722-1471 (TTY: 711).
UWAGA: Jezeli méwisz po polsku, mozesz skorzysta¢ z bezptatnej pomocy jezykowej. Zadzwor pod numer 800-722-1471 (TTY: 711).
ATANSYON: Siw pale Kreyol Ayisyen, gen sévis &d pou lang ki disponib gratis pou ou. Rele 800-722-1471 (TTY: 711).
ATTENTION : Si vous parlez frangais, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 800-722-1471 (ATS : 711).
ATENCAOQ: Se fala portugués, encontram-se disponiveis servigos linguisticos, grétis. Ligue para 800-722-1471 (TTY: 711).
ATTENZIONE: In caso la lingua parlata sia ['italiano, sono disponibili servizi di assistenza linguistica gratuiti. Chiamare il numero 800-722-1471 (TTY: 711).
280 i 800-722-1471 (TTY: T11) b 23L (o0 pa) i Ladk (1 (Sl &y grar (5 gt €3S o S8 b ()40 R) 14058

Premera Blue Cross is an independent licensee of the Blue Cross Blue Shield Association serving businesses and residents of Alaska and Washington State, excluding Clark County.
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