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Astellas Pharma Global Development, Inc.
Attention:  Jeanne Jarzabek
Director, Regulatory Affairs
1 Astellas Way
Northbrook, IL  60062

Dear Ms. Jarzabek:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for enfortumab vedotin.

We also refer to the meeting between representatives of your firm and the FDA on 
November 9, 2017.  The purpose of the meeting was to discuss the proposed Phase 3 study 
design for the development of enfortumab vedotin in patients with locally advanced or metastatic 
urothelial cancer (mUC)  

  

A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Leyish Minie, Regulatory Project Manager at (301) 796-5522.

Sincerely,

{See appended electronic signature page}

Leyish Minie, RN, MSN                                 V. Ellen Maher, MD
Regulatory Project Manager                                        Clinical Team Leader
Division of Oncology Products 1                                 Division of Oncology Products 1
Office of Hematology and Oncology                           Office of Hematology and Oncology                          
Center for Drug Evaluation and Research                    Center for Drug Evaluation and Research                    

Enclosure:
Meeting Minutes
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Deborah Garrard, BS, Director, Program, Portfolio and Alliance Management
Robert Lechleider, MD, Senior Vice President, Clinical Development

1.0 BACKGROUND

The Sponsor has requested a Type B meeting to discuss their Phase 3 study for enfortumab 
vedotin.  Enfortumab vedotin is an antibody-drug conjugate that binds the V domain of Nectin-4. 
Nectin-4 is a cell surface adhesion molecule found on 97% of urothelial cancers.  The drug is 
internalized, and free MMAE is released, disrupting tubulin polymerization and leading to cell 
death.  This drug has been studied in a Phase 1 trial.  The Sponsor now plans to initiate both a 
Phase 2 and a Phase 3 trial with enfortumab vedotin.  In April 2017, the Sponsor was told that an 
application for Breakthrough Therapy status was premature.

Phase 1
The Phase 1 study has enrolled 81 patients with metastatic urothelial cancer (mUC) with 38 
patients treated at the RP2D, 1.25 mg/kg or Days 1, 8, 15, every 28 days.  The extent of prior 
therapy in these patients is unclear since the mUC and non-mUC patients are grouped.  The 
response rate in evaluable patients is shown in the table below. 

1.25 mg/kg
Prior Checkpoint Inhibitor 

N = 19

1.25 mg/kg
N = 34

All mUC 
N = 77

Confirmed Response Rate 4 (21%) 9 (26%) 18 (23%)
Median DoR1 21 weeks 

(16.7, 24.3)
24 weeks
(8.1, NE)

24 weeks 
(0.1-40.3)

1May include unconfirmed response   Data Cutoff: April 2017

Adverse event data is presented for mUC (N=81) and non-mUC (N=25) patients.  Five patients 
died within 30 days of the last dose of study treatment.  Causes of death include acute renal 
failure, pneumonia, cardiac arrest, small bowel perforation/sepsis, and intestinal obstruction. 
Permanent discontinuation due to an AE occurred in 23% of patients. Grade 3-4 AEs occurred in 
51% of patients.  The most common Grade 1-4 treatment emergent adverse events among all 
patients receiving enfortumab vedotin were nausea (49%), fatigue (45%), decreased appetite 
(30%), dysgeusia (30%), alopecia (29%), vomiting (27%), diarrhea (26%), anemia (22%), 
constipation (21%), and UTI (21%).   Adverse events of special interest include GI, neuropathy, 
rash, myelosuppression, and corneal deposits/keratopathy. 

Phase 2
The Sponsor has proposed a single-arm study of enfortumab vedotin in patients with locally 
advanced or mUC (N = 120) who have received previous treatment with a checkpoint inhibitor 
(CPI).  The trial will include patients who have received a platinum-based regimen and a CPI or 
a CPI alone.  The primary endpoint is confirmed RR by IRC.  Duration of response is a 
secondary endpoint.  The Sponsor plans to begin this study in the 4th quarter of 2017.  In 
previous discussions of this trial, the Agency stated, “Confirmed objective response rate may 
predict clinical benefit, but the magnitude of this benefit (response rate and duration of response) 
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FDA Response to Question 1:  The eligibility criteria are acceptable. 

We are concerned that patients who have received two prior regimens for treatment of 
urothelial cancer may not be candidates (such as poor performance status) for the 
proposed trial.  

Sponsor’s Response to FDA Response to Question 1:  The Sponsor is not clear on the 
statement regarding concern for patients with two prior regimens.  Would the agency be willing 
to provide clarification and additional context prior to the meeting so that the Sponsor can 
adequately address the Agency’s comment?  

Meeting Discussion:  FDA clarified that the concern is that patients with advanced/ 
metastatic urothelial cancer who have been treated with and progressed through 2 lines of 
treatment are more likely to have a decreased performance status due to a variety of 
reasons, including accumulated toxicities from prior treatments and progressive burden of 
disease, particularly in the context of the advanced age of most bladder cancer patients.  As 
such, the concern is that many patients in this population may not have an adequate 
performance status to allow entry onto trial.

Question 2:  There is no accepted standard of care following CPI treatment for locally advanced 
or mUC; however, prior to CPI approvals, taxanes were commonly used following platinum-
based therapy as recommended in the US and EU treatment guidelines [NCCN, 2017; Bellmunt 
et al, 2014]. In addition, vinflunine is approved in Europe for treatment of mUC after failure of a 
prior platinum-based regimen [JAVLOR®, 2013].  Multiple CPIs have been approved for the 
treatment of mUC with progression during or following a platinum-based therapy. The 
KEYNOTE-045 phase 3 study evaluated pembrolizumab after platinum and used taxanes or 
vinflunine as chemotherapy comparators [Bellmunt et al, 2017].  Patients randomized to the 
chemotherapy arm in these studies were treated with paclitaxel (175 mg/m2), docetaxel 
(75 mg/m2) or vinflunine (320 mg/m2), administered intravenously every 3 weeks.  For patients 
who are treated with CPIs after a platinum-based therapy, taxanes or vinflunine at these doses are 
likely to be considered as the next line of therapy. Therefore, taxanes and vinflunine at these 
doses are considered appropriate comparators in this phase 3 study.

Does the Agency agree that the proposed chemotherapy regimens (paclitaxel, docetaxel and 
vinflunine) are the appropriate comparators for the patient population proposed for this study 
(previously treated with both platinum-based chemotherapy and CPI therapy)?

FDA Response to Question 2:  Yes, paclitaxel, docetaxel, and outside of the US, vinflunine, 
are appropriate comparators for this patient population.

Question 3:  The study will randomize approximately  patients with a  ratio between the 
enfortumab vedotin arm and the chemotherapy arm.  The primary endpoint is OS.  Secondary 
endpoints include progression-free survival (PFS), objective response rate (ORR), disease 
control rate (DCR) and duration of response (DOR).

Randomization will be stratified based on:
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Does the Agency agree with the proposed statistical design and analysis plan to evaluate the 
primary and secondary endpoints, the stratification factors and that the study is of sufficient size 
to adequately assess the benefit-risk profile of enfortumab vedotin in the proposed patient 
population? 

Does the Agency agree with the proposed interim analysis based on the described group 
sequential design?

FDA Response to Question 3:  The proposed statistical design, analysis plan and interim 
OS analysis appear acceptable.  We agree with the use of the stratification factors you have 
chosen.
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Does the Agency agree that the proposed target patient population for the phase 3 study (mUC 
patients who have received both a platinum-based therapy and a CPI) will support regular 
approval of enfortumab vedotin if accelerated approval is granted based on the phase 2 study 
population (mUC patients who have received a CPI, and who are either cisplatin-ineligible or 
have received a platinum-based therapy)?

FDA Response to Question 5:  The proposed target patient population appears acceptable, 
but the determination of whether the Phase 3 study will support regular approval if 
accelerated approval is granted based on the Phase 2 study will be a review issue.  
 
We are concerned that you plan to enroll a minimum of  patients who are ineligible for 
cisplatin-based therapy and have received a prior CPI (only) and  patients who have 
received platinum-based therapy and a CPI.  The number of patients are too small to draw 
definitive conclusions concerning safety and efficacy.  We recommend that you ensure that 
there are a larger number of patients in each group to provide more confidence around the 
point estimate of each response rate. 

Please comment on the projected analysis of response rate in the Phase 2 trial and the 
expected enrollment in your Phase 3 trial at that time.  

Sponsor’s Response to FDA Response to Question 5:  Discuss the rationale for minimum 
number of patients who are ineligible for cisplatin-based therapy and have received a prior CPI 
and patients who have received platinum-based therapy and a CPI s in the Phase 2 study.

Provide the estimated timeline for analysis of response rate in the Phase 2 study and expected 
enrollment at that time in the Phase 3 study.

Meeting Discussion:  The Sponsor’s proposal to enroll at least 50 patients who have 
received a prior CPI and 50 patients who have received prior platinum-based therapy and 
a CPI may be acceptable.  The Sponsor’s proposal to include patients from the ongoing 
13-2 study who meet the entry requirement for the Phase 2 trial in an effort to boost the 
number patients in each subgroup may also be acceptable.  The acceptability of this 
proposal depends, in part, on whether the findings from the two subgroups support each 
other.  The Sponsor is encouraged to meet with the Division and discuss the response rate 
once at least 50 patients are evaluable for response and duration in each subgroup.

The Phase 3 trial proposed, if it provides the anticipated outcome, in the overall trial 
population appears likely to lead to regular approval. 

Question 6:  The proposed phase 3 study (7465-CL-0301) will evaluate enfortumab vedotin use 
as monotherapy compared with single-agent chemotherapy (paclitaxel, docetaxel and vinflunine) 
in patients with locally advanced or mUC who were previously treated with a platinum-based 
regimen and whose disease progressed on or after treatment with a CPI.  This study will serve as 
the confirmatory study for the phase 2 study (SGN22E-001) if accelerated approval is granted. 
The primary endpoint will be OS, considered to be the gold standard in oncology clinical studies.  

Reference ID: 4184656

(b) 
(4)

(b) 
(4)



IND 116360
Page 8

Although the treatment landscape for locally advanced and mUC is evolving, the Sponsor 
believes that this protocol is adequate to meet scientific and regulatory requirements for the 
defined patient population.

Does the Agency have any additional comments on the proposed phase 3 study design including 
the utility of a Special Protocol Assessment?

FDA Response to Question 6:  Please see Additional Comments below.  The decision to 
request a Special Protocol Assessment is yours. 

Additional Comments

1. Please comment on your plans to incorporate bone scans into the assessment of 
response and disease progression in the proposed Phase 2 and 3 studies.

Sponsor’s Response to FDA Response to additional comment 1:   Phase 2 and Phase 3 
protocols both require bone scans.  Sponsor will discuss assessment of response and disease 
progression in both studies.  

Meeting Discussion:  The Sponsor’s proposal appears reasonable.

2. We are concerned that you do not plan to discontinue patients for Grade 4 
non-hematological toxicity.  Please provide your rationale. 

Meeting Discussion:  The Sponsor’s proposal to discontinue most patients with Grade 4 
non-hematologic toxicity is acceptable.

3. We are also concerned that you plan to continue treatment in patients with Grade 2 
corneal adverse events.  Please provide your rationale and any data to support the 
safety of this approach.

Sponsor’s Response to FDA Response to additional comment 3:   Discuss the current 
Phase 2 and proposed Phase 3 protocol requirements for G2 corneal events: hold dose for G2 
corneal AEs until improvement with no symptoms (≤G1) and resume same dose

Meeting Discussion:  The Agency stated that rather than referring to “continue 
treatment”, Question 3 should refer to resumption of treatment.  The Sponsor’s plan to 
resume treatment appears to be reasonable.

4. Please comment on your plans for ophthalmic evaluations in your Phase 3 trial. 
Provide your plan for ophthalmic evaluations in your Phase 2 trial prior to 
submission of the Phase 2 trial.  Please contact the Regulatory Project Manager to 
let them know you have submitted this information.  
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Sponsor’s Response to FDA Response to additional comment 4:

a. Review plans for ophthalmic exams in the ongoing Phase 2 study.
b. Discuss proposal and rationale for not including ophthalmic exams in the Phase 3 

study.

Meeting Discussion:  The decision to include routine ophthalmic examinations in the 
Phase 3 trial is the Sponsor’s.  In the absence of detailed information concerning the 
corneal findings, the Division cannot make a recommendation.

While the plan for the Phase 2 trial appears to be acceptable, the Division will provide 
further feedback concerning the ophthalmic examinations in the Phase 2 subgroup 
undergoing these examinations.

PREA REQUIREMENTS

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 are required to contain an 
assessment of the safety and effectiveness of the product for the claimed indication(s) in 
pediatric patients unless this requirement is waived, deferred, or inapplicable.  

Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (iPSP) within 60 days of an End-of-
Phase-2 (EOP2) meeting.  In the absence of an EOP2 meeting, refer to the draft guidance below.  
The iPSP must contain an outline of the pediatric study or studies that you plan to conduct 
(including, to the extent practicable study objectives and design, age groups, relevant endpoints, 
and statistical approach); any request for a deferral, partial waiver, or waiver, if applicable, along 
with any supporting documentation, and any previously negotiated pediatric plans with other 
regulatory authorities.  The iPSP should be submitted in PDF and Word format. Failure to 
include an Agreed iPSP with a marketing application could result in a refuse to file action. 

For additional guidance on the timing, content, and submission of the iPSP, including an iPSP 
Template, please refer to the draft guidance for industry, Pediatric Study Plans: Content of and 
Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM360507.pdf.  In addition, you may contact the Division of Pediatric and Maternal Health at 
301-796-2200 or email Pedsdrugs@fda.hhs.gov.  For further guidance on pediatric product 
development, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m.  

DATA STANDARDS FOR STUDIES

Under section 745A(a) of the FD&C Act, electronic submissions “shall be submitted in such  
electronic format as specified by [FDA].”  FDA has determined that study data contained in 
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electronic submissions (i.e., NDAs, BLAs, ANDAs and INDs) must be in a format that the 
Agency can process, review, and archive.  Currently, the Agency can process, review, and 
archive electronic submissions of clinical and nonclinical study data that use the standards 
specified in the Data Standards Catalog (Catalog) (See 
http://www.fda.gov/forindustry/datastandards/studydatastandards/default.htm).  

On December 17, 2014, FDA issued final guidance, Providing Electronic Submissions in 
Electronic Format--- Standardized Study Data 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM292334.pdf).  This guidance describes the submission types, the standardized study data 
requirements, and when standardized study data will be required.  Further, it describes the 
availability of implementation support in the form of a technical specifications document,  Study 
Data Technical Conformance Guide (Conformance Guide) (See 
http://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM384744.pd
f), as well as email access to the eData Team (cder-edata@fda.hhs.gov) for specific questions 
related to study data standards.  Standardized study data will be required in marketing 
application submissions for clinical and nonclinical studies that start on or after December 17, 
2016.  Standardized study data will be required in commercial IND application submissions for 
clinical and nonclinical studies that start on or after December 17, 2017.  CDER has produced a 
Study Data Standards Resources web page that provides specifications for sponsors regarding 
implementation and submission of clinical and nonclinical study data in a standardized format.  
This web page will be updated regularly to reflect CDER's growing experience in order to meet 
the needs of its reviewers. 

Although the submission of study data in conformance to the standards listed in the FDA Data 
Standards Catalog will not be required in studies that start before December 17, 2016, CDER 
strongly encourages IND sponsors to use the FDA supported data standards for the submission of 
IND applications and marketing applications.  The implementation of data standards should 
occur as early as possible in the product development lifecycle, so that data standards are 
accounted for in the design, conduct, and analysis of clinical and nonclinical studies.  For clinical 
and nonclinical studies, IND sponsors should include a plan (e.g., in the IND) describing the 
submission of standardized study data to FDA.  This study data standardization plan (see the 
Conformance Guide) will assist FDA in identifying potential data standardization issues early in 
the development program.

Additional information can be found at  
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Electr
onicSubmissions/ucm248635.htm.

For general toxicology, supporting nonclinical toxicokinetic, and carcinogenicity studies, 
CDER encourages sponsors to use Standards for the Exchange of Nonclinical Data (SEND) and 
submit sample or test data sets before implementation becomes required.  CDER will provide 
feedback to sponsors on the suitability of these test data sets.  Information about submitting a test 
submission can be found here:
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Electr
onicSubmissions/ucm174459.htm 
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LABORATORY TEST UNITS FOR CLINICAL TRIALS

CDER strongly encourages IND sponsors to identify the laboratory test units that will be 
reported in clinical trials that support applications for investigational new drugs and product 
registration.  Although Système International (SI) units may be the standard reporting 
mechanism globally, dual reporting of a reasonable subset of laboratory tests in U.S. 
conventional units and SI units might be necessary to minimize conversion needs during review.  
Identification of units to be used for laboratory tests in clinical trials and solicitation of input 
from the review divisions should occur as early as possible in the development process.  For 
more information, please see the FDA website entitled, Study Data Standards Resources and the 
CDER/CBER Position on Use of SI Units for Lab Tests website found at 
http://www.fda.gov/ForIndustry/DataStandards/StudyDataStandards/ucm372553.htm. 

OFFICE OF SCIENTIFIC INVESTIGATIONS (OSI) REQUESTS 

The Office of Scientific Investigations (OSI) requests that the following items be provided to 
facilitate development of clinical investigator and sponsor/monitor/CRO inspection assignments, 
and the background packages that are sent with those assignments to the FDA field investigators 
who conduct those inspections (Item I and II).  This information is requested for all major trials 
used to support safety and efficacy in the application (i.e., phase 2/3 pivotal trials).  Please note 
that if the requested items are provided elsewhere in submission in the format described, the 
Applicant can describe location or provide a link to the requested information.

The dataset that is requested in Item III below is for use in a clinical site selection model that is 
being piloted in CDER.  Electronic submission of the site level dataset is voluntary and is 
intended to facilitate the timely selection of appropriate clinical sites for FDA inspection as part 
of the application and/or supplement review process.  
This request also provides instructions for where OSI requested items should be placed within an 
eCTD submission (Attachment 1, Technical Instructions: Submitting Bioresearch Monitoring 
(BIMO) Clinical Data in eCTD Format).

I. Request for general study related information and comprehensive clinical 
investigator information (if items are provided elsewhere in submission, describe location 
or provide link to requested information).

1. Please include the following information in a tabular format in the original NDA for each 
of the completed pivotal clinical trials:

a. Site number
b. Principal investigator
c. Site Location: Address (e.g., Street, City, State, Country) and contact information (i.e., 

phone, fax, email)
d. Location of Principal Investigator: Address (e.g., Street, City, State, and Country) and 

contact information (i.e., phone, fax, email).  If the Applicant is aware of changes to a 
clinical investigator’s site address or contact information since the time of the clinical 
investigator’s participation in the study, we request that this updated information also be 
provided.
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2. Please include the following information in a tabular format, by site, in the original NDA 
for each of the completed pivotal clinical trials:

a. Number of subjects screened at each site 
b. Number of subjects randomized at each site 
c. Number of subjects treated who prematurely discontinued for each site by site 

3. Please include the following information in a tabular format in the NDA for each of the 
completed pivotal clinical trials:

a. Location at which sponsor trial documentation is maintained (e.g., monitoring plans and 
reports, training records, data management plans, drug accountability records, IND safety 
reports, or other sponsor records as described ICH E6, Section 8).  This is the actual 
physical site(s) where documents are maintained and would be available for inspection

b. Name, address and contact information of all Contract Research Organization (CROs) 
used in the conduct of the clinical trials and brief statement of trial related functions 
transferred to them.  If this information has been submitted in eCTD format previously 
(e.g., as an addendum to a Form FDA 1571, you may identify the location(s) and/or 
provide link(s) to information previously provided.

c. The location at which trial documentation and records generated by the CROs with 
respect to their roles and responsibilities in conduct of respective studies is maintained.  
As above, this is the actual physical site where documents would be available for 
inspection.

4. For each pivotal trial, provide a sample annotated Case Report Form (or identify the 
location and/or provide a link if provided elsewhere in the submission). 

5. For each pivotal trial provide original protocol and all amendments (or identify the 
location and/or provide a link if provided elsewhere in the submission).

II. Request for Subject Level Data Listings by Site

1. For each pivotal trial: Site-specific individual subject data listings (hereafter referred to as 
“line listings”).  For each site, provide line listings for:

a. Listing for each subject consented/enrolled; for subjects who were not randomized to 
treatment and/or treated with study therapy, include reason not randomized and/or treated

b. Subject listing for treatment assignment (randomization)
c. Listing of subjects that discontinued from study treatment and subjects that discontinued 

from the study completely (i.e., withdrew consent) with date and reason discontinued
d. Listing of per protocol subjects/ non-per protocol subjects and reason not per protocol
e. By subject listing of eligibility determination (i.e., inclusion and exclusion criteria)
f. By subject listing, of AEs, SAEs, deaths and dates
g. By subject listing of protocol violations and/or deviations reported in the NDA, including 

a description of the deviation/violation
h. By subject listing of the primary and secondary endpoint efficacy parameters or events.  

For derived or calculated endpoints, provide the raw data listings used to generate the 
derived/calculated endpoint.

i. By subject listing of concomitant medications (as appropriate to the pivotal clinical trials)
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j. By subject listing, of testing (e.g., laboratory, ECG) performed for safety monitoring

2. We request that one PDF file be created for each pivotal Phase 2 and Phase 3 study using 
the following format:

III. Request for Site Level Dataset:

OSI is piloting a risk based model for site selection.  Voluntary electronic submission of site 
level datasets is intended to facilitate the timely selection of appropriate clinical sites for FDA 
inspection as part of the application and/or supplement review process.  If you wish to 
voluntarily provide a dataset, please refer to the draft Guidance for Industry Providing 
Submissions in Electronic Format – Summary Level Clinical Site Data for CDER’s Inspection 
Planning” (available at the following link 
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/UCM332468.pdf ) for the structure and format of this data set.  

4.0 ISSUES REQUIRING FURTHER DISCUSSION
None

5.0 ACTION ITEMS
DOP1 has consulted with the Division of Ophthalmologic Products and will provide further 
feedback concerning the ophthalmic examinations in the Phase 2 subgroup once the consult 
review is completed.
 
6.0 ATTACHMENTS AND HANDOUTS

 None
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