
FORWARDING OR COPYING IS A VIOLATION OF U.S. AND INTERNATIONAL COPYRIGHT LAWS 

The Medical Letter, Inc. publications are protected by U.S. and international copyright laws. 
Forwarding, copying, or any distribution of this material without permission to a nonsubscriber 
is prohibited.

Sharing a password with a nonsubscriber or otherwise making the contents of this site 
available to third parties is prohibited.

By accessing and reading the attached content I agree to comply with U.S. and international 
copyright laws and these terms and conditions of The Medical Letter, Inc.

For further information click: Subscriptions, Site Licenses, Reprints 
or call customer service at: 800-211-2769

Important Copyright Message

Published by The Medical Letter, Inc. • A Nonprofi t Organization

The Medical Letter®

on Drugs and Therapeutics

Volume 65  Published online September 4, 2023

IN THIS ISSUEISSUE

1433
Volume 56

Online 
Article

In Brief: Melphalan (Hepzato) for Uveal Melanoma

http://medicalletter.org/sub-prods
http://medicalletter.org/sitelicense
http://medicalletter.org/copyright


               
e148e148

Published by The Medical Letter, Inc. • A Nonprofi t Organization • medicalletter.org

The Medical Letter®

on Drugs and Therapeutics

Volume 65 Published online September 4, 2023

ISSUE

1433
Volume 56

Online
Article

IN THIS ISSUE

In Brief: Melphalan (Hepzato) for Uveal Melanoma

The Medical Letter publications are protected by US and international copyright laws.
Forwarding, copying or any other distribution of this material is strictly prohibited.

For further information call: 800-211-2769

IN BRIEF

Melphalan (Hepzato) for Uveal Melanoma

The alkylating agent melphalan (Hepzato – Delcath) 
has been approved by the FDA for treatment of 
uveal melanoma in adults with unresectable hepatic 
metastases that affects <50% of the liver and no 
extrahepatic disease, or extrahepatic disease limited 
to the bone, lymph nodes, subcutaneous tissues, 
or lung that is amenable to resection or radiation. 
Melphalan is available in a kit (Hepzato Kit) that 
contains a hepatic delivery system for infusion into 
the hepatic artery. The drug has been available for 
years in a tablet formulation for treatment of multiple 
myeloma and palliative treatment of nonresectable 
epithelial ovarian cancer and in an IV solution for 
treatment of multiple myeloma. 

MECHANISM OF ACTION — Melphalan is an alkylating 
agent that binds to the N7 position of guanine, 
resulting in inter- and intrastrand links of DNA and 
cytotoxicity.

CLINICAL STUDIES — FDA approval of Hepzato was 
based on the results of a single-arm, open-label 
trial (FOCUS) in 91 patients with uveal melanoma 
with unresectable hepatic metastases or limited 
extrahepatic disease in the bone, subcutaneous 
tissues, lymph nodes, or lung amenable to resection 
or radiation. Patients received melphalan 3 mg/kg
every 6-8 weeks for up to 6 doses. The overall 
response rate was 35.2% and the median duration of 
response was 14 months.1

ADVERSE EFFECTS — In the FOCUS trial, cytopenias, 
fatigue, nausea, musculoskeletal pain, dyspnea, and 
abdominal pain were reported with use of melphalan. 
The label of Hepzato contains a boxed warning about 
the risks of severe periprocedural complications, 
including hemorrhage, hepatocellular injury, and 
thromboembolic events, and myelosuppression; 
patients should be monitored for 72 hours after 
receiving the drug.

Melphalan is contraindicated for use in patients with 
active intracranial metastases or brain lesions that 
are likely to bleed, liver failure, portal hypertension, 
known varices at risk for bleeding, or active cardiac 
conditions or in those who had surgery or medical 
treatment of the liver within the previous 4 weeks.

DOSAGE, ADMINISTRATION, AND COST — The 
recommended dosage of Hepzato is 3 mg/kg 
(max 220 mg) infused into the hepatic artery over 
30 minutes once every 6-8 weeks for up to 
6 infusions. The drug should not be used in patients 
who weigh <35 kg. The label contains dosage 
adjustments that should be made if adverse effects 
occur. Because of the risk of severe periprocedural 
complications, Hepzato is only available through 
a Risk Evaluation and Mitigation Strategy (REMS) 
program. The cost of Hepzato is not yet available.   ■

1.  JS Zager et al. Focus phase 3 trial results: percutaneous 
hepatic perfusion (PHP) with melphalan for patients with 
ocular melanoma liver metastases (PHP-OCM-301/301A). J 
Clin Oncol 2022; 40(16_Suppl):9510.
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