Pharmacy Focus:

Emerging Treatments for
Epidermolysis Bullosa (EB)
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Epidermolysis Bullosa (EB) is a rare genetic disease that causes fragile skin that blisters and tears, creating

wounds that will not heal.

s 1) Historically, the course of treatment was only supportive care, but now three high-dollar options are
“’ available: Zevaskyn™, a $3.1 million gene therapy; Vyjuvek™, a $1.2 million gene therapy; and Filsuvez®,

a topical ointment that exceeds $700,000 annually.
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Disease Overview

Description: Rare, inherited disorder that affects the connective tissue.

Characteristics: Fragile skin that blisters, tears, or develops sores when something
rubs or bumps against it; sores, tears, and blisters also may occur inside the body.

Cause: Genetic mutations passed down from parents.

Subtypes: Four major EB subtypes exist; further classification of the disease is divided
into 30 subtypes depending on clinical, pathologic, and genetic criteria.
« Dystrophic Epidermolysis Bullosa (DEB) is one of the four major EB subtypes and

has recent new-to-market therapies available.

- Patients with Recessive Dystrophic Epidermolysis Bullosa (RDEB) experience a
significant disease burden from extensive and painful wounds, infections, risk
of squamous cell carcinoma, and increased mortality.

Severity: Depending on the subtype, the disease ranges from mild (e.g., blistering
limited to the extremities) to severe (e.g., potential for death in infants due to sepsis

or dehydration).

Occurrence: Estimated to occur in 1 of every 17,000 live births; approximately 500,000

cases worldwide.
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'\/ Two additional treatment options are in the pipeline for this inherited condition.
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Current Treatment Options

There currently is no cure for EB. Historically, treatment has focused on supportive care like wound control with silicone dressings and cold-water
baths. In recent years, three pharmaceutical treatment options have been approved: Zevaskyn™, Vyjuvek™, and Filsuvez®. Learn more about each

as follows.

Generic Name | prademagene zamikeracel Generic Name | beremagene geperpavec
Manufacturer | Abeona Therapeutics Inc. Manufacturer | Krystal Biotech
Approval May 2025 Approval May 2023
Use Treatment of wounds in adult and pediatric patients Type Topical gene therapy (the first approved for EB).
Ll D28 Treatment of wounds in patients six months of
Credit-card sized sheets are made from a patient’s Use age and older with DEB with mutation(s) in the
own cells that have been genetically modified to COL7A1 gene.
How It Works ) -~
produce collagen - a protein that stabilizes and . : .
. Topically applied by a health care professional
strengthens the skin. - .
directly onto the wound site once per week
- How It Works . )
Procedure Surgery under general or other appropriate to deliver functional genes to promote
Location anesthesia in a qualified treatment center (QTC). wound healing.
One treatmentlcy.cle is considered likely sufficient Procefiure Outpatient health care setting or in the home.
to treat the majority of wounds; however, two Location
Timeframe pro'cedures‘may pe requm?d depepd!ng on the . $1,261,000; the manufacturer is utilizing a payment
patient. An inpatient hospital admission after Estimated - .
. . model with a price cap of $900,000 annually per
surgery of 5 to 10 days is required for proper Annual Cost - .
. qualified patient.
healing of treatment areas.
Zevaskyn™ was evaluated in VIITAL, a multi-center, Associated Medical
. . . Benefit
randomized, intrapatient-controlled study.
+ Application was compared to the standard .
of care treatment in patients with wounds Filsuvez>*®
associated with RDEB. G N birch trit
eneric Name | birch triterpene
Efficacy « 11 patients with 86 total wounds were enrolled in P
the clinical trial. Manufacturer | Chiesi USA, Inc.
« Zevaskyn™ demonstrated a statistically Approval December 2023
significant difference in wounds healed >50% Tvoe Topical ointment
from baseline and in pain reduction compared yP P
to control. Wounds associated with dystrophic and junctional
Use . - .
$3.1 mili inal includi EB in patients six months of age and older.
Estimated -1 million (sm'g e use) — not including any _ - _
Cost anticipated ancillary costs associated with an How It Works | The exact mechanism of Filsuvez is unknown.
inpatient hospital stay. Procedure
- . In the home
Associated . Location
Medical
Benefit - . - .
In clinical trials for Filsuvez approval, patients
Trial Details changed bandages between one and four
times daily.
. $732,920 (calculated assuming one tube per day as
Estimated .
Cost patients changed bandages every one to four days
in the EASE trial).
Associated Pharmac
Benefit y
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Treatments in the Pipeline

D-Fi/FCX-007 BCB5+ Mesenc al Stem Cells

Generic Name | dabocemagene autoficel Generic Name | ABCB5+ MSCs

Manufacturer | Castle Creek Bioscience Manufacturer | RHEACELL

Progress Currently in Phase lll clinical trials Progress Currently in Phase Ill clinical trials
Type Autologous cell-based gene therapy Type Stem cell therapy
Administration | Local (to the wound) Administration | Intravenous (IV) infusion
HMConnects™

As part of the HMConnects™ cost containment program, HM Insurance Group (HM) works to support cost management opportunities around
the use of gene and cell therapies and other high-cost pharmaceutical treatment options that can impact our clients’ bottom line. The Pharmacy
Operations (RxOps) team watches the market — and our book of business - to anticipate how current and future advancements will impact
financial risk levels for HM’s client base. Standard practices include reviewing, auditing and collaborating on the content of current policies,
monitoring trends and implementing appropriate cost savings techniques. Additional practices include the prevention of stockpiling, working
to ensure prescriptions are filled via in-network pharmacies and assessing to determine if patients are properly dosed based on weight and lab
values when appropriate. All of these services are provided to HM'’s clients at no additional cost to them.

Pharmacy Focus provides valuable information about pharmaceutical industry developments and their associated costs that can impact the
growing claims trend in the insurance market. Be aware of influences and gain insight into approaches that may help to contain costs. Please
share topic suggestions or feedback with HMPharmacyServices@hmig.com.

l l I n S u rq n Ce Products are underwritten or reinsured by HM Life Insurance Company, Pittsburgh PA; HM Life Insurance Company of New York, New York, NY; or
Bridge City Insurance Company, Pittsburgh, PA.
. . G rO u p This is an informational document only and is not intended to provide legal advice, tax advice or advice on your health plan’s content and design. This
document is not meant to address federal or other applicable laws for health plans. You should consult with your legal counsel and/or a qualified plan
. design professional.
800.328.5433 | hmig.com anp
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