7" I U.S. FOOD & DRUG

ADMINISTRATION

NDA 201848/S-019
SUPPLEMENT APPROVAL

Delcath Systems, Incorporated
Attention: Ashleigh Lamson
Director, Regulatory Affairs
566 Queensbury Avenue
Queensbury, NY 12804

Dear Ashleigh Lamson:

Please refer to your February 27, 2026, supplemental new drug application (SNDA)
received February 27, 2026, submitted under section 505(b)(2) of the Federal Food,
Drug, and Cosmetic Act (FDCA) for Hepzato Kit (melphalan hydrochloride), for injection.

This Prior Approval supplemental new drug application updates the Double Balloon
Catheter (DBC) a component of the Hepatic Delivery System (HDS), the medical device
constituent part in Hepzato Kit (melphalan) with modifications for an alternate pump
system B

APPROVAL & LABELING

We have completed our review of this application, as amended. It is approved, effective
on the date of this letter, for use as recommended in the enclosed agreed-upon
labeling.

CARTON AND CONTAINER LABELING

Submit final printed carton labeling, specifically updated label for the Double Balloon
Catheter box identical to the enclosed carton labeling submitted on February 27, 2026,
as soon as it is available, but no more than 30 days after they are printed. Please
submit these labeling electronically according to guidance for industry Providing
Regulatory Submissions in Electronic Format — Certain Human Pharmaceutical
Product Applications and Related Submissions Using the eCTD Specifications. For
administrative purposes, designate this submission “Final Printed Carton and
Container Labeling for approved NDA 201848S-019.” Approval of this submission by
FDA is not required before the labeling is used.

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for
new active ingredients (which includes new salts and new fixed combinations), new
indications, new dosage forms, new dosing regimens, or new routes of administration
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are required to contain an assessment of the safety and effectiveness of the product for
the claimed indication in pediatric patients unless this requirement is waived, deferred,
or inapplicable.

Because none of these criteria apply to your supplemental application, you are exempt
from this requirement.

PROMOTIONAL MATERIALS

You may request advisory comments on proposed introductory advertising and
promotional labeling. For information about submitting promotional materials, see
guidance for industry Providing Regulatory Submissions in Electronic and Non-
Electronic Format-Promotional Labeling and Advertising Materials for Human
Prescription Drugs.You must submit final promotional materials and Prescribing
Information, accompanied by a Form FDA 2253, at the time of initial dissemination or
publication [21 CFR 314.81(b)(3)(i)]. Form FDA 2253 is available at FDA.gov.!
Information and Instructions for completing the form can be found at FDA.gov.2

All promotional materials that include representations about your drug product must be
promptly revised to be consistent with the labeling changes approved in this
supplement, including any new safety- related information [21 CFR 314.70(a)(4)]. The
revisions in your promotional materials should include prominent disclosure of the
important new safety-related information that appears in the revised labeling. Within 7
days of receipt of this letter, submit your statement of intent to comply with

21 CFR 314.70(a)(4).

PATENT LISTING REQUIREMENTS

Pursuant to 21 CFR 314.53(d)(2) and 314.70(f), certain changes to an approved NDA
submitted in a supplement require you to submit patent information for listing in the
Orange Book upon approval of the supplement. You must submit the patent information
required by 21 CFR 314.53(d)(2)(i)(A) through (C) and 314.53(d)(2)(ii)(A) and (C), as
applicable, to FDA on Form FDA 3542 within 30 days after the date of approval of the
supplement for the patent information to be timely filed (see 21 CFR

314.53(c)(2)(ii)). You also must ensure that any changes to your approved NDA that
require the submission of a request to remove patent information from the Orange Book
are submitted to FDA at the time of approval of the supplement pursuant to 21 CFR
314.53(d)(2)(ii)(B) and 314.53(f)(2)(iv).

1 http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM083570.pdf
2 http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pdf
U.S. Food and Drug Administration

Silver Spring, MD 20993

www.fda.gov
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REPORTING REQUIREMENTS

We remind you that you must comply with reporting requirements for an approved NDA
(21 CFR 314.80 and 314.81).

If you have any questions, call Haroon Vohra, Pharm.D., Senior Regulatory Project
Manager, at 240-402-4471.

Sincerely,
{See appended electronic signature page}

Steven Lemery, M.D., M.H.S.

Director

Division of Oncology 3

Office of Oncologic Diseases

Center for Drug Evaluation and Research

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov
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This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.

STEVEN J LEMERY
06/29/2026 10:31:36 AM
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