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PROJECT MANAGER’S REVIEW

Application Number: STN 125388/0 and STN 125399/0
Name of Drug: ADCETRIS"™ (brentuximab vedotin)
Sponsor: Seattle Genetics
Material Reviewed: ADCETRIS™ (brentuximab vedotin)
Carton and Container Labels
Submission Date: February 25, 2011 and August 9, 2011
EXECUTIVE SUMMARY

The carton and container labels for ADCETRIS™ (brentuximab vedotin) were reviewed
and found to comply with the following regulations: 21 CFR 610.60 through 21 CFR
610.67; 21 CFR 201.2 through 21 CFR 201.25; 21 CFR 201.50 through 21 CFR 201.57,
21 CFR 200.100 and United States Pharmacopeia, 8/1/11-12/1/11, USP 34/NF 29.
Labeling deficiencies were identified and mitigated. The carton and container labels are
acceptable. Please see comments in the conclusions section.

Background

STN 125388/0 for brentuximab vedotin is an original Biologic License Application
(BLA) indicated for the treatment of patients with relapsed or refractory Hodgkin
lymphoma (STN 125388) or anaplastic large cell lymphoma (STN 125399). The product
is available as a 50 mg lyophilized powder supplied in a vial.

Labels Reviewed:

ADCETRIS ™ (brentuximab vedotin) Container Labels
Vial

ADCETRIS ™ (brentuximab vedotin) Carton Labels
Carton
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Review

Start of Sponsor Material '
() (@)

End of Sponsor Material

1. Container

A. 21 CFR 610.60 Container Label
1. Full label. The following items shall appear on the label affixed
to each container of a product capable of bearing a full label:
a. The proper name (established name), brentuximab vedotin
is displayed along with the Trade name (proprietary name),
ADCETRIS™. This conforms to the regulation.

b. The name, addresses, and license number of the
manufacturer — The complete address should be listed,
along with the U.S. license number. “Manufactured for:
Seattle Genetics, Inc. Bothell, WA 98021, U.S. License No.
XXX is listed. This does not conform to the regulation.
Change to “Manufactured by:” based on definition of
manufacturer 21 CFR 600.3(t).
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c. The lot number or other lot identification — The lot number
is located on the container label. This conforms to the
regulation.

d. The expiration date — The expiration date is displayed on
the container label. This conforms to the regulation.

e. The recommended individual dose, for multiple dose
containers — This product is supplied in a single use vial.
This regulation does not apply.

f. The statement “Rx only” for prescription biologicals — The
statement “Rx Only” is located on the label. This conforms
to the regulation.

g. If a Medication Guide is required under part 208 of the
chapter, the statement required under §208.24(d) of this
chapter instructing the authorized dispenser to provide a
Medication Guide to each patient to whom the drug is
dispensed and stating how the Medication Guide is
provided, except where the container label is too small, the
required statement may be placed on the package label — A
medication guide is not required. This regulation does not

apply.

2. Package label information. If the container is not enclosed in a

package, all the items required for a package label shall appear
on the container label. — The container is enclosed in a package
(carton). This regulation does not apply.

. Partial label. If the container is capable of bearing only a partial

label, the container shall show as a minimum the name
(expressed either as the proper or common name), the lot number
or other lot identification and the name of the manufacturer; in
addition, for multiple dose containers, the recommended
individual dose. Containers bearing partial labels shall be placed
in a package which bears all the items required for a package
label. — the product bears a full label. This regulation does not

apply.

. No container label. If the container is incapable of bearing any

label, the items required for a container label may be omitted,
provided the container is placed in a package which bears all the
items required for a package label. — This container bears a label.
This regulation does not apply.
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5. Visual inspection. When the label has been affixed to the
container, a sufficient area of the container shall remain
uncovered for its full length or circumference to permit
inspection of the contents. — This does not conform to the
regulation. Information requested.

B. 21 CFR 201.2 Drugs and devices; National Drug Code numbers — The
National Drug Code (NDC) number is located at the top of the label. Per
21 CFR 207.35, the last five digits of the NDC number represent the
Product-Package Code configuration in either a 3-2 or 4-1 configuration.
The NDC number appears as “NDC 51144-050-01". This conforms to
the regulation.

C. 21 CFR 201.5 Drugs; adequate directions for use — A reference to the
prescribing information is not stated on the container label. This does not
conform to the regulation. Recommend, “See Prescribing Information for
dosage and dilution.”

D. 21 CFR 201.6 Drugs; misleading statements — The only names that appear
on the label are the trade name (proprietary name), ADCETRIS™ and the
proper name (established name), brentuximab vedotin. This conforms to
the regulation.

E. 21 CFR 201.10 Drugs; statement of ingredients — The proper name
(established) is not printed in letters that are at least half as large as the
letters comprising the proprietary name (trade name). This does not
conform to the regulation.

F. 21 CFR 201.15 Drugs; prominence of required label statements — This
conforms to the applicable parts of the regulation.

G. 21 CFR 201.17 Drugs; location of expiration date — The expiration date
appears under the lot number. This conforms to 21 CFR 610.60 and 21
CFR 201.17.

H. 21 CFR 201.25 Bar code label requirements —A bar code is displayed on
the label. This conforms to the regulation.

I. 21 CFR 201.50 Statement of identity — The proper name (established
name), brentuximab vedotin is stated on the label with the trade name
(proprietary name), ADCETRIS. This conforms to the regulation.

J. 21 CFR 201.51 Declaration of net quantity of contents — The net quantity
is declared as, “50 mg”. This conforms to the regulation. Recommend
revising to “50 mg per vial”.
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K. 21 CFR 201.55 Statement of dosage — No statement appears on the
container label with a statement of dosage or a reference to a statement of
dosage. A dosage statement is provided on the carton. This conforms to
the regulation. Recommend, “See Prescribing Information for dosage and
dilution.”

. 21 CFR 201.100 Prescription drugs for human use — The label bears
statements of “Rx Only” and other pertinent information. This conforms
to the regulation.

Start of Sponsor Material

Carton Labels
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Revised label submitted August 9, 2011

End of Sponsor Material

II. Carton
A. 21 CFR 610.61 Carton/Package Label -

a. The proper name (established name), brentuximab vedotin
is displayed along with the Trade name (proprietary name),
ADCETRIS™. This conforms to the regulation.

b. The name, addresses, and license number of the
manufacturer — The complete address should be listed,
along with the U.S. license number.

Seattle Genetics, Inc. Bothell, WA 98021, U.S. License No.
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XXX is listed. This does not conform to the regulation.
Change to “Manufactured by:” based on definition of
manufacturer.

The lot number or other lot identification — A section is
identified on the carton for the lot number. This conforms
to the regulation.

. The expiration date — A section is identified on the carton

for the expiration date. This conforms to the regulation.

The preservative used and its concentration, if no
preservative is used and the absence of a preservative is a
safety factor, the words “no preservative” —The statement
“No Preservative” is not displayed on the carton. This does
not conform to the regulation. Recommend adding the
statement near the vial contents.

The number of containers, if more than one —The product is
supplied as listed as a single-use vial. This regulation does

not apply.

The amount of product in the container expressed as (1) the
number of doses, (2) the volume, (3) units of potency, (4)
weight, (5) equivalent volume (for dried product to be
reconstituted), or (6) such combination of the foregoing as
needed for an accurate description of the contents,
whichever is applicable — The amount of product is
expressed as 50 mg. This conforms to the regulation.
Recommend revising to 50 mg per vial.

The recommended storage temperature — The statement
“Recommended Storage: @
is displayed on the back
panel of the carton. This does not conform to the
regulation. Add storage temperature range and remove
reconstituted temperatures from the carton.

The words ®@” or the equivalent, as well as
other instructions, when indicated by the character of the
product —This does not conform to the regulation. Revise
the storage statement to “Store vial in carton to protect
from light”.

The recommended individual dose if the enclosed
container(s) is a multiple-dose container <The product is
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supplied in a single -use vial. This regulation does not
apply.

The route of administration recommended, or reference to
such directions in and enclosed circular — The route of
presented as, “For intravenous use only”. This conforms to
the regulation.

Known sensitizing substances, or reference to enclosed
circular containing appropriate information —none listed.
This conforms to the regulation.

. The type and calculated amount of antibiotics added during

manufacture — none listed. This conforms to the regulation.

The inactive ingredients when a safety factor, or reference
to enclosed circular containing appropriate information.
The inactive ingredients are not listed on the carton and a
reference to the enclosed prescribing information is
unclear. This does not conform to the regulation. Revise
statement, “Recommended Dosage: O

: “ "to “See Prescribing Information.”

The adjuvant, if present —none listed. This conforms to the
regulation.

The source of the product when a factor in safe
administration —The source of the product is not listed on
the carton. This conforms to the regulation.

The identity of each microorganism used in manufacture,
and, where applicable, the production medium and the
method of inactivation, or reference to an enclosed circular
containing appropriate information. — None applicable.
This conforms to the regulation.

Minimum potency of product expressed in terms of official
standard of potency or, if potency is a factor and no U.S.
standard of potency has been prescribed, the words “No
U.S. standard of potency” — “No U.S. Standard of Potency”
is not displayed on the carton. This does not conform to the
regulation.

The statement “Rx only” for prescription biologicals — The
statement “Rx Only” is located on the carton. This
conforms to the regulation.
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t. If a Medication Guide is required under part 208 of this
chapter, the statement required under §208.24(d) of this
chapter instructing the authorized dispenser to provide a
Medication Guide to each patient to whom the drug is
dispensed and stating how the Medication Guide is
provided, except where the container label is too small, the
required statement may be placed on the package label —A
medication guide is not required. This regulation does not

apply.

21 CFR 610.62 Proper name; package label; legible type: This product is a
“specified” biological product and is not subject to this regulation. This
conforms to the regulation.

21 CFR 610.63 Divided manufacturing responsibility to be shown —~This
regulation does not apply.

21 CFR 610.64 Name and address of distributor

The name and address of the distributor of a product may appear on the
label provided that the name, address, and license number of the
manufacturer also appears on the label and the name of the distributor is
qualified by one of the following phrases: “Manufactured for ”.

“Distributed by ”, “Manufactured by for ”,
“Manufactured for by ”, “Distributor: ”, or ‘Marketed
by ”. The qualifying phrases may be abbreviated. This regulation
does not apply.

21 CFR 610.65 Products for export — No foreign labels were included in
the submission.

21 CFR 610.67 Bar code label requirements

Biological products must comply with the bar code requirements at
§201.25 of this chapter. — A bar code appears on the carton label. This
conforms to the regulation.

21 CFR 201.2 Drugs and devices; National Drug Code numbers — The
National Drug Code (NDC) number is located near the bottom of the
primary panel and appears as, “NDC 51144-050-01”. This does not
conform to the regulation. The NDC number must be relocated to the top
1/3 of the panel.

21 CFR 201.5 Drugs; adequate directions for use — The following
statement appears on the carton, “Recommended Dosage: ¢

.” This conforms to the regulation.
Recommend revising to “See Prescribing Information.”
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I. 21 CFR 201.6 Drugs; misleading statements — The only names that appear
on the label are the trade name (proprietary name), ADCETRIS and the
proper name (established name), brentuximab vedotin . This conforms to
the regulation.

J. 21 CFR 201.10 Drugs; statement of ingredients — The prominence of the
proper name is not at least % the size of the proprietary name taking into
account typography, layout, contrast, and other printing features to ensure
it has prominence commensurate with the proprietary name. This does not
conform to the regulation.

K. 21 CFR 201.15 Drugs; prominence of required label statements — This
conforms to the regulation.

L. 21 CFR 201.17 Drugs; location of expiration date — The expiration date
appears with the lot number on the bottom of the label. This conforms to
21 CFR 610.61 and 21 CFR 201.17.

M. 21 CFR 201.25 Bar code label requirements — A bar code appears on the
carton label. This conforms to the regulation.

N. 21 CFR 201.50 Statement of identity — The proper name (established
name), brentuximab vedotin, is stated on the label with the trade name
(proprietary name), ADCETRIS™, This conforms to the regulation.

O. 21 CFR 201.51 Declaration of net quantity of contents — The net quantity
is declared as “50 mg”. This conforms to the regulation. Recommend
revising to “50 mg per vial”.

P. 21 CFR 201.55 Statement of dosage —The statement “Recommended
Dosage: ®@:» appears on the label. This
conforms to the regulation. Recommend revising the statement to “See
Prescribing Information.”

Q. 21 CFR 201.100 Prescription drugs for human use — The label bears
statements “Rx Only” and other pertinent information. This conforms to
the regulation.

Conclusions

1. Container
a. Please indicate how the label is affixed to the vial and where the visual
area of inspection is located per 21 CFR 610.60. Information provided
and acceptable.
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b.

Remove the storage conditions for the reconstituted solution and provide
the storage temperature range and conditions for the vial to prevent
confusion. Change made and acceptable.

Add the statement, “See Prescribing Information for dosage and dilution.”
to comply with 21 CFR 201.5 and 21 CFR 201.55. The statement, “See
Prescribing Information” was added. Acceptable.

2. Carton label

a.

Add the required statement, “No Preservative” to the side panel per 21
CFR 610.61(e) near the vial contents listing. Statement added.

Acceptable.

Add the required statement, “No U.S. Standard of Potency” to panel per
21 CFR 610.61. Statement added. Acceptable.

Please add the statement, “Store vial at 2-8°C (36-46°F) in the original
carton to protect from light.” per 21 CFR 610.61(i). Statement added.
Acceptable.

Relocate the NDC number from the bottom of the primary panel to the top
1/3 of the primary panel to comply with 21 CFR 201.2. Change made and
acceptable.

Revise the recommended dosage statement to read, “See Prescribing
Information.” Change made and acceptable.

3. Carton and Container

a.

Revise the manufacturer listing per the definition of manufacturer per 21
CFR 600.3(t) from ©®@ to “Manufactured by: ...” Change
made and acceptable.

Revise the presentation of the proper name to at least % the size of the
trade name taking into account typography, layout, contrast, and other
printing features to ensure it has prominence commensurate with the trade
name per 21 CFR 201.10(g)(2). Change made and acceptable.

Kimberly Rains, Pharm.D
Regulatory Project Manager
CDER/OPS/OBP

Comment/Concurrence:

Moot S s AR

\ZKM&PW 02///9/&0//

Marjorie Shapiro, PR.D. Patrick Swann, Ph.D.
Team Leader Deputy Director
Division of Monoclonal Antibodies Division of Monoclonal Antibodies

CDER/OPS/OBP CDER/OPS/OBP
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Division of Drug Marketing, Advertising, and

Communications

Internal Consult

****Pre-decisional Agency Information™***

To: Lara Akinsanya, M.S., RPM, Division of Hematology Products (DHP)

From: Adém George, Regulatory Reviewer Officer ‘
Division of Drug Marketing, Advertising, and Communications,

(DDMAC) Qé éC% T/

CC: Karen Rulli, Professional Review Group |l Leader, DDMAC
Date: August 17, 2011
Re: Comments on draft labeling (Package Insert) for ADCETRIS™

(brentuximab vedotin) for Injection

BLA 125388 & 125399

In response to your consult request dated March 30, 2011, we have reviewed the
draft version of the Package Insert for ADCETRIS™ (brentuximab vedotin).
DDMAC's concerns have been addressed during labeling meetings. We have no
additional comments on the proposed draft version of the PL.



Department of Health and Human Services
Public Health Service
Food and Drug Administration
Center for Drug Evaluation and Research
Office of Medication Error Prevention and Risk Management

Date: August 17, 2011
Application Type/Number: BLAs 125388 & 125399
To: Ann Farrell, MD, Director
Division of Hematology Products
Through: Carlos Mena-Grillasca, RPh, Team Leader (|{{(gmno— €i1(221(
Division of Medication Error Prevention and Analysis (DMEPA)
From: Walter Fava, RPh, MSEd, Safety Evaluator (¢, /7« o%,ua 2=t
Division of Medication Error Prevention and Analysis (DMEPA)
Subject: Label and Labeling Memorandum
Drug Name and Strength: Adcetris (Brentuximab Vedotin) for Injection
50 mg/vial
Applicant: Seattle Genetics Inc.

OSE RCM #: 2011-1053



This memorandum- evaluates the revised container labels and carton labeling received on August
4, 2011 for Adcetris in response to a request from the Division of Drug Hematology Products (see
Appendix A). DMEPA recommends including the strength statement on the side panels of the
carton labeling following the presentation of the dosage form statement in the red band of the
revised container labels and carton labeling. We have no additional comments at this time.

Please copy the Division of Medication Error Prevention and Analysis on any communication to
the Sponsor with regard to this memorandum. If you have further questions or need clarification,
please contact OSE Regulatory Project Manager, Sean Bradley, at 301-796-1332.



APPENDICES
Appendix A: Container Label and Carton Labeling




Department of Health and Human Services

Public Health Service

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Surveillance and Epidemiology
Office of Medication Error Prevention and Risk Management

Date:

To:

Reviewer(s):

Team Leader

Division Director

Product Name/Strength:
Application Type/Number:

Applicant/sponsor:
OSE RCM #:

Label and Labeling Review

July 29, 2011

Ann Farrell, MD, Director
Division of Hematology Products

Walter Fava, RPh, MSEd, Safety Evaluator We-ctit m 7-a9-)/
Division of Medication Error Prevention and Analysis

Carlos Mena-Grillasca, RPh, Team Leader C{iieqs [24 11
Division of Medication Error Prevention and Analysis

Carol Holquist, RPh, Director C e | ~ ( el u
Division of Medication Error Prevention mﬁ\m

Adcetris (Brentuximab Vedotin) for Injection

50 mg/vial :

BLA 125388
BLA 125399

Séattle Genetics, Inc.
2011-1053

*** This document contains proprietary and confidential information that should not be

released to the public.***



1 INTRODUCTION

This review evaluates the proposed container labels and carton labeling for Adcetris
(Brentuximab Vedotin) For Injection for BLA 125388 and BLA 125399. The review
responds to a request from the Division of Hematology Products (DHP) to review the
container labels and carton and insert labeling for these Applications. Review comments
regarding the package insert were communicated to the Division during labeling
meetings.

2 METHODS AND MATERIALS REVIEWED

Using Failure Mode and Effects Analysis', the Division of Medication Error Prevention
and Analysis (DMEPA) evaluated the product labels submitted on February 28, 2011 to
identify vulnerabilities that may lead to medication errors. See Appendix A for samples
of the draft container label and carton labeling.

3 CONCLUSIONS AND RECOMMENDATIONS

Our Label Risk Assessment indicates that the presentation of information on the labels
and labeling introduces vulnerability to confusion that could lead to medication errors.
The risks we have identified can be addressed and mitigated prior to drug approval, and
thus we provide recommendations in section 3.2 be communicated to the Applicant prior
to approval of these BLAs.

If you have further questions or need clarifications, please contact Sue Kang, Project
Manager, at 301-796-4216.

3.1 COMMENTS TO THE APPLICANT
A. Container Label

1. Increase the prominence of the proper name to at least %z the size of the
proprietary name taking into account typography, layout, contrast, and
other printing features to ensure it has prominence commensurate with the
proprietary name per 21 CFR 201.10(g)(2).

2. Revise the presentation of the strength statement to read, *50 mg per vial’
or ’50 mg/vial’.

. (b) (4) . . .
3. Revise the statement, to read, ‘Single-use vial. Discard

unused portion.” and relocate this statement to appear below the strength
statement rather than appearing next to the strength statement.

4. Delete the vertical line on the principal display panel which appears
between the strength statement, 50 mg’ and the ‘single-use vial® statement.

! Institute for Healthcare Improvement (IHI). Failure Modes and Effects Analysis. Boston. IHI:2004.



B. Carton Labeling
1. See comments Al through A4 and revise the carton labeling accordingly.
2. Relocate the NDC number to appear in the upper 1/3 portion of the
principal display panel as required in 21 CFR 207.35(3)(i).
3. Revise the vial content statement on the side panel to omit the portion
which reads, R

4. Revise the reconstitution statement on the side panel to read, ‘After
reconstitution. ..the concentration of Adcetris (brentuximab vedotin) is
5 mg/mL’, instead of the current presentation of e

5. Revise the recommended dosage statement on the side panel to read, ‘See
Prescribing Information’.

2 Page(spf Draft LabelinghavebeenWithheldin Full asb4 (CCI/TS)immediatelyfollowing this page



MEMORANDUM

DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

CLINICAL INSPECTION SUMMARY

DATE: July 25, 2011
TO: Lara Akinsaya, Regulatory Project Manager
R. Angelo de Claro, Medical Officer
Division of Hematology Products
FROM: Lauren Iacono-Connors, Ph.D.
Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
THROUGH: Jean Mulinde, M.D.
Acting Branch Chief
Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
SUBJECT: Evaluation of Clinical Inspections.
BLA: 125388
APPLICANT: Seattle Genetics
DRUG: Brentuximab Vedotin (SGN-35) for Injection
NME: Yes
THERAPEUTIC CLASSIFICATION: Priority Review
INDICATION: Treatment of patients with relapsed or refractory Hodgkin lymphoma.

CONSULTATION REQUEST DATE: 4/5/2011

DIVISION ACTION GOAL DATE: 8/30/11

PDUFA DATE: 8/30/11

L BACKGROUND:

Seattle Genetics Inc. (SG) seeks licensure to market Brentuximab vedotin for the treatment of
relapsed or refractory Hodgkin Lymphoma (HL). Brentuximab vedotin is a CD30-directed
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Brentuximab Vedotin (SGN-35) for Injection

antibody-drug conjugate (ADC) consisting of 3 components; antibody cAC10 specific for
human CD30, a potent antimicrotubule agent monomethyl auristatin E (MMAE), and a
protease-cleavable linker that covalently attached MMAE to cAC10. The biological activity of
Brentuximab vedotin results from a multi-step process. Binding of the ADC to CD30 on the
cell surface initiates internalization of the ADC-CD30 complex, which then traffics to the
lysosomal compartment. Within the cell, a single defined active species, MMAE, is released
via proteolytic cleavage. Binding of MMAE to tubulin disrupts the microtubule network within
the cell, induces cell cycle arrest, and results in apoptotic death of the CD30-expressing tumor
cell.

The application is supported primarily by data from a pivotal study, Study SG035-0003,
entitled, “A Pivotal Study of SGN-35 in Treatment of Patients with Relapsed or Refractory
Hodgkin Lymphoma (HL),” sponsored by Seattle Genetics (SG). Planned enrollment was 100
subjects. The study enrolled 102 subjects at a total of 25 clinical sites; U.S. (19), France (3),
Canada (2), and Italy (1). Eligible subjects had relapsed or refractory HL, had previously
received an autologous stem cell transplant, and had histologically-documented CD30-positive
disease by central review. This study was conducted under IND 71634.

Three clinical sites were inspected in accordance with the CDER Clinical Investigator Data
Validation Inspection using the Bioresearch Monitoring Compliance Program (CP 7348.811);
that of Dr. Robert Chen (site number 10008), Dr. Ajay Gopal (site number 10012), and Dr.
Scott Smith (site number 10006). The study sponsor, SG, and a CRO, ©@
(Independent Review Facility), were also inspected, in accordance with the CDER
Sponsor/Monitor/CRO Inspection using the Bioresearch Monitoring Compliance Program (CP
7348.810).

The CI Sites were chosen for inspections based on high enrollment numbers and because they
are significant drivers of positive efficacy result for study drug.

II. RESULTS (by Site):

Name of CI or Sponsor/CRO, Protocol #: and # of Inspection | Final Classification
Location Subjects: Date

CI#1: Site #10008 — Robert (Yi-Jen) Protocol: SG035-0003 5/9/11- Pending

Chen, M.D. 6/1/11

City of Hope National Medical Center Site Number: 10008 Interim classification: VAI
1500 E. Duarte Rd.

Duarte, CA 91010 : Number of Subjects: 11

CI#2: Site #10012 — Ajay Gopal, M.D. Protocol: SG035-0003 4/26/11- Pending

Seattle Cancer Care Alliance/ 5/17/11

University of Washington Medical Center | Site Number: 10012 Interim classification: VAI
825 Eastlake Avenue East

E/MSG3-200 Number of Subjects: 7

PO Box 19023 :

Seattle, WA 98109
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Brentuximab Vedotin (SGN-35) for Injection

Protocol #: and # of

Name of CI or Sponsor/CRO, Inspection | Final Classification
Location Subjects: Date
CI#3: Site #10006 — Scott Smith, M.D. Protocol: SG035-0003 5/10/11- Pending
Cardinal Bemardin Cancer Center/Loyola 6/3/11
University Medical Center Site Number: 10006 Interim classification: VAI
2160 S. First Ave.
Bldg #112, room 245 Number of Subjects: 7
Maywood, IL 60153
CRO: ®® - Protocol: 5/4/11- Pending
SG035-0003 5/11/11
Site Numbers: 10008 Interim classification: NAI
10012
10006
Protocol:
SG035-0004
Site Numbers: 10004
10012
10013
Sponsor: Seattle Genetics Protocol: SG035-0003 6/29/11- Pending
POC : Clay Siegall Site Numbers: 10008 7/19/11

21823 30" Drive SouthEast
Bothell, WA 98021

10012

10006 -

Protocol: SG035-0004

Site Numbers: 10004
10012
10013

Interim classification: VAI

Key to Classifications
NAI = No deviation from regulations.
VAI = Deviation(s) from regulations.

OAI = Significant deviations from regulations. Data unreliable.
Pending = Preliminary classification based on information in 483 or preliminary communication with the field and
EIR has not been received from the field or complete review of EIR is pending and final classification

letter has not issued.

1. CI#1: - Dr. Robert (Yi-Jen) Chen

(Site Number 10008)

City of Hope National Medical Center

1500 E. Duarte Rd.
Duarte, CA 91010

a. What was inspected: The site screened 12 subjects, 11 of those were treated. All 11
subjects completed the study. The study records of all subjects were audited in
accordance with the clinical investigator compliance program, CP 7348.811. The record
audit included comparison of source documentation to CRFs with particular attention
paid to inclusion/exclusion criteria compliance, efficacy endpoints, clinical laboratory
results, adverse events, and reporting of AEs in accordance with the protocol. The FDA
field investigator also assessed informed consent documents, and test article

accountability.




Page4 BLA 125388 Clinical Inspection Summary:
Brentuximab Vedotin (SGN-35) for Injection

Note: A complete review of the EIR was not available at the time this CIS was written.
The general observations described below are based on preliminary review of the EIR.
An inspection summary addendum will be generated if conclusions change upon final
review of the EIR.

b. General observations/commentary: Generally, the investigator’s execution of the
protocol was found to be adequate. Because the primary efficacy endpoint data were
generated by an Independent Review Facility (IRF; ®@ Y the site did
not have source records at the site to verify the primary efficacy endpoint reported in the
application. However, the FDA field investigator verified that CT and PET scans were
taken in accordance with the protocol for each subject, reviewed by the site and then
sent for independent review to the IRF. The primary efficacy endpoint data for the
subjects enrolled at this site were verified during the CRO inspection (see below). The
FDA field investigator reviewed subject records, CRFs and source documents, assessed
inclusion/exclusion criteria satisfaction and verified subject treatment regimens. There
was no evidence of under-reporting of AEs. However, discrepancies were noted
between source documents and CRFs for concomitant medications in 4 our of 11 subject
records reviewed, and for one subject the source documents do not match the CRF for
the one lot number of study drug administered. Finally, one subject received their cycle
1 dosage calculated based on their cycle 1 weight and not the protocol-specified
baseline weight.

Consistent with the routine clinical investigator compliance program assessments,
during the inspection data found in source documents and those measurements reported
by the sponsor to the agency in BLA 125388 were compared and verified. A Form
FDA 483 was issued to the clinical investigator citing 2 inspectional observations.

Observation 1: Failure to prepare or maintain accurate case histories with respect to
observations and data pertinent to the investigation.

Specifically, the source documents do not match the electronic CRF for concomitant
medications in 4 out of 11 subjects.

A. Subject 9011 was taking immune supplements and multivitamins but these were not
recorded on the eCRF.

B. Subject 9025 received the flu vaccine but this was not recorded on the eCRF.

C. Subject 9031 received neupogen on ®© none of which
were recorded on the ¢CRF.

D. Subject 9051 was taking loperamide but this was not recorded on the eCRF.

Also, the source documents for Subject 9050 record that this subject received lot
#SERO11 on 3/22/10 for cycle 13 but the eCRF records that lot #SER010 was
administered.

OSI Reviewer’s Note: This inspectional observation was unique for this site and all
other drug accountability records matched that recorded in each subjects’ eCRF. This
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observation appears to be the result of a transcription ervor. The source records, study
drug accountability records, show that Subject 9050 received study drug prepared from
18 vials of Lot# SER011 on 3/22/10. However, the eCRF for this subject records the
Lot# SER010 was administered on 3/22/10. The FDA field investigator and the site
personnel agreed that the discrepancy appeared to be the result of a typo in the eCRF.
This explanation is plausible as the CRA transcribes the information from the drug
accountability records into the eCRF via manual data entry.

Observation 2: An investigation was not conducted in accordance with the
investigational plan.

Specifically, the study drug dose for Subject 9022 was calculated using a weight of 61.6
kg for cycle 1 on 4/16/09; a dose of 110 mg of study drug was administered. However,
the baseline weight for this subject was 62.5 kg and according to the protocol should
have been used to calculate the study drug dose for cycle 1; the correct dose being 112.5
mg of study drug. It should be noted that this dose calculation error was isolated and
subsequent treatment cycles used the subject’s correct baseline weight for dose
calculation of drug administered.

¢. Assessment of data integrity: While regulatory violations as noted above occurred
at this site, they are unlikely to significantly impact primary efficacy and safety
data, nor do they appear to have had a significant impact on the protection of
subjects’ rights or welfare. Not withstanding the regulatory violations noted above,
the data for Dr. Chen’s site, associated with Study SG035-0003 submitted to the Agency
in support of BLA 125388, appear reliable based on available information.

Note: The general observations and actions on inspection are based on preliminary review
of the EIR and communications with the FDA field investigator. An inspection summary
addendum will be generated if conclusions change upon complete review of the final EIR.

2. CI#2: Dr. Ajay Gopal

(Site Number 10012)

Seattle Cancer Care Alliance/

University of Washington Medical Center
825 Eastlake Avenue East

E/MSG3-200

PO Box 19023

Seattle, WA 98109

a. What was inspected: The site screened 9 subjects, 7 of those were treated, and 6
completed the study. The study records of all subjects were audited in accordance with
the clinical investigator compliance program, CP 7348.811. The record audit included
comparison of source documentation to CRFs with particular attention paid to
inclusion/exclusion criteria compliance, efficacy endpoints, clinical laboratory results,
adverse events, and reporting of AEs in accordance with the protocol. The FDA field
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investigator also assessed informed consent documents, IRB correspondence, test article
accountability, monitoring reports and safety reports, and financial disclosure
documentation.

Note: A complete review of the EIR was not available at the time this CIS was written.
The general observations described below are based on preliminary review of the EIR.
An inspection summary addendum will be generated if conclusions change upon final
review of the EIR.

b. General observations/commentary: Generally, the investigator’s execution of the
protocol was found to be adequate. Because the primary efficacy endpoint data were
generated by an IRF (CRO; ®® ) the site did not have source records
at the site to verify the primary efficacy endpoint reported in the application. However,
the FDA field investigator verified that CT and PET scans were taken in accordance
with the protocol for each subject, reviewed by the site and then sent for independent
review to the IRF. The primary efficacy endpoint data for the subjects enrolled at this
site were verified during the CRO inspection (see below). The FDA field investigator
reviewed subject records, CRFs and source documents, assessed inclusion/exclusion
criteria satisfaction and verified subject treatment regimens. There was no evidence of
under-reporting of AEs. However, there were several inspectional observations that
were discussed with the site related to protocol deviations and record keeping violations.

Briefly, the site could not demonstrate that all plasma samples for PK analysis were
processed and stored at or below -20°C within 1 hour of collection, as required by the
protocol. In some cases the records showed that the date and time of sample collection
and processing were properly recorded. In other cases the records show the date and
time of sample collection, but only the date of sample processing without the
corresponding time. In a number of cases the records show the date and time of the
sample drawn, but the date or time recorded for sample processing was not recorded.
There was one serious adverse event (Subject 0078 was hospitalized from N

) that was not reported to the sponsor within 24 hours of the site becoming
aware of the event, as required by the protocol. However, the SAE was eventually
reported to the sponsor on 11/11/09.

For each subjects’ treatment cycle/Day 1 post-infusion samples were to be collected 10
(+5) minutes after the end of infusion. There were 18 out of 88 “Day 1” post-infusion
samples that were collected outside (from 2 to 41 minutes) of the protocol specified time
frame of 10 (£5) minutes. All 7 subjects treated at this site had at least one of their post-
infusion PK samples drawn out of window. All but 3 of those 18 out-of-window post-
infusion PK samples were drawn within 10 minutes of the required collection
timeframe; however, 10 of those samples were taken too early, less than 5 minutes post-
infusion.
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The FDA field investigator also noted that there were several spurious and limited
protocol deviations related to study-specified procedures not conducted according to the
protocol, there was a record keeping error noted for one lot of study drug in the Study
Drug Accountability Log, and the site’s Serum and Plasma Freezer Storage Log was
incomplete.

OSI Reviewer’s Note: The review division may consider the impact of these out-of-
window post-infusion PK samples on overall PK data analysis. Please note that these
PK sampling protocol deviations noted by the FDA field investigator were all included
in the data listings submitted in the BLA. The 7 subjects treated at this site had at least
one PK sample taken out-of-window, and 3 study subjects had more than one sample
out-of-window. As stated above all samples taken out-of-window were within 41
minutes of the protocol-specified time frame. OSI reviewer Lauren lacono-Connors and
review division medical Officer R. Angelo De claro discussed the PK sample collection
time protocol deviations on July 21, 2011. Dr. De claro informed that these
observations should not impact study endpoint outcomes and that the Clinical
Pharmacology reviewers should have adjusted their analysis to account for these
deviations. Dr. De claro stated that he would follow up with the Clinical Pharmacology
reviewers on this issue to confirm. The remaining inspectional observations summarized
above should not importantly impact data reliability for this site as it relates to primary
and secondary endpoints.

Consistent with the routine clinical investigator compliance program assessments,
during the inspection data found in source documents and those measurements reported
by the sponsor to the agency in BLA 125388 were compared and verified. A Form
FDA 483 was issued to the clinical investigator citing 2 inspectional observations.

Observation 1: An investigation was not conducted in accordance with the
investigational plan.

Observation 2: Failure to prepare or maintain accurate case histories with respect to
observations and data pertinent to the investigation.

c. Assessment of data integrity: While regulatory violations as noted above occurred
at this site, they are unlikely to significantly impact primary efficacy and safety
data, nor do they appear to have had a significant impact on the protection of
subjects’ rights or welfare. Not withstanding the observations noted above, the data
for Dr. Gopal’s site, associated with Study SG035-0003 submitted to the Agency in
support of BLA 125388, appear reliable based on available information.

Note: The general observations and actions on inspection are based on preliminary review
of the EIR and communications with the FDA field investigator. An inspection summary
addendum will be generated if conclusions change upon complete review of the final EIR.
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3. CI#3: Dr. Scott Smith

(Site Number 10006)

Cardinal Bernardin Cancer Center/Loyola University Medical Center
2160 S. First Ave.

Bldg #112, room 245

Maywood, IL 60153

a. What was inspected: The site screened 7 subjects, 7 of those were treated, and 7
completed the study. The study records of all subjects were audited in accordance with
the clinical investigator compliance program, CP 7348.811. The record audit included
comparison of source documentation to CRFs with particular attention paid to
inclusion/exclusion criteria compliance, efficacy endpoints, clinical laboratory results,
adverse events, and reporting of AEs in accordance with the protocol. The FDA field
investigator also assessed informed consent documents, IRB correspondence, test article
accountability, monitoring reports and safety reports.

Note: The EIR was not available at the time this CIS was written. The general
observations described below are based on preliminary communications from the FDA
field investigator. An inspection summary addendum will be generated if conclusions
change upon final review of the EIR.

b. General observations/commentary: Generally, the investigator’s execution of the
protocol was found to be adequate. Because the primary efficacy endpoint data were
generated by an IRF (CRO/ ©®® ) the site did not have source records
at the site to verify the primary efficacy endpoint reported in the application. However,
the FDA field investigator verified that CT and PET scans were taken in accordance
with the protocol for each subject reviewed by the site and then sent for independent
review to the IRF, with only one exception. The primary efficacy endpoint data for the
subjects enrolled at this site were verified during the CRO inspection (see below). The
FDA field investigator reviewed subject records, CRFs and source documents, assessed
inclusion/exclusion criteria satisfaction and verified subject treatment regimens. There
was no evidence of under-reporting of AEs. However, there were several inspectional
observations that were discussed with the site related to protocol deviations, record
keeping violations, IRB reporting requirements, and obtaining informed consent.

Consistent with the routine clinical investigator compliance program assessments,
during the inspection data found in source documents and those measurements reported
by the sponsor to the agency in BLA 125388 were compared and verified. A Form
FDA 483 was issued to the clinical investigator citing 4 inspectional observations. The
inspectional observations are listed below with noteworthy observations provided in
detail.

Observation 1: Failure to report promptly to the IRB all anticipated problems involving
risk to human subjects or others.
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Specifically,

a. Subject 0057 experienced an SAE reported to the site on 8/3/09; Stevens-Johnson
Syndrome. This SAE was not reported to the local IRB until 3/30/11 when the
oversight was found during a monitoring visit.

b. Subject 0035 experienced 5 SAEs during the course of study treatment that were not
reported to the IRB in a timely manner.

c. The Investigator’s Brochure v.6, dated 2/10/10, (with summary of changes) was
received via email on 2/18/10 but not submitted to the IRB until 3/28/11.

Observation 2: Failure to obtain informed consent in accordance with 21 CFR Part 50
from each human subject prior to drug administration.

Specifically, the site failed to provide an updated informed consent form that included
important safety updates to their IRB in a timely manner. As a result, Subjects 0002 and
0047 were not provided the change of risk formation available to the site while still on
study drug.

Observation 3: An investigation was not conducted in accordance with the signed
statement of investigator and investigational plan.

a. Six subjects did not have vital signs taken after study drug infusion, in accordance
with the protocol on at least one occasion. One subject did not have vital signs
taken before a study drug infusion. ‘

b. For 5 subjects pre- and post-infusion study drug PK samples were either not drawn,
or drawn outside of the protocol-specified timeframe of 10 (+5) minutes. For 4 of
these 5 subjects this occurred on more than one infusion event.

OSI Reviewer’s Note: Based on available information, 5 post infusion samples were
drawn greater than approximately 30 minutes post-infusion, but were drawn on the
same day and within 3 hours of the infusion event. Eleven pre-infusion samples were
drawn on the same day, but from approximately 3 hours to 9 hours prior to the start of
the infusions. Dr. Smith noted in his response to the Form FDA 483, dated June 23,
2011, that the site did contact the sponsor to discuss and request guidance as this
protocol-specified blood sampling was found to be logistically difficult by the site. He
also indicated that a note to file was generated that states the following, “Although this
PK/PD immunogenicity window was included as part of our protocol, the intent is to
obtain a trough level before initiation of the next infusion. Because the half-life of the
analytes of interest is approximately 4 to 6 days and the time between infusions is 21
days, the difference of a few hours will not meaningfully change the pre-dose blood
levels. In addition, the actual time of collection is used in the PK calculations so that
differences from the specified nominal time are taken into account. Future protocols
will incorporate a wider acceptable window prior to initiation of infusion.”
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Therefore, while this inspectional observation remains a protocol violation, the insights
from the review division medical officer, Dr. De claro, discussed above, and the
response from the inspected entity, Dr. Smith, OSI concludes that these out-of-window
pre- and post-infusion study drug PK samples should not impact study endpoints.

c. Subject 0057 did not have the EOT central labs or PET scan performed.

Observation 4: Failure to prepare or maintain adequate and accurate case histories with
respect to observations and data pertinent to the investigation.

a. Subject 0002 had discrepancies between the source documents and CRF for ECOG
evaluations as follows: ' '

1. Baseline source supports (Nursing Karnofsky score of 90%) an ECOG score
of 0, but the recorded CRF ECOG is 1.

ii. C2D1 progress notes shows a “Performance Status” of 1, which is equivalent
to an ECOG of 1, yet a Karnofsky score of 90% supports an ECOG of 0.
The CRF ECOG is 0.

iii. Both C4D1 and C7D1 progress notes show no documentation of ECOG or
PS score, but a Karnofsky score of 90% supporting an ECOG of 0; however,
the recorded ECOG is 1 in the CRF for those study visits.

b. Subject 0004 had the following record discrepancies:

1. History of cancer therapies was not clearly documented in that outside
source documents indicate that this subject received at least 2 doses of
lenalidomide, the last one being received on either 2/12/09 or 2/19/09, but
the records were conflicting and unclear. The site enrolled this subject on
3/19/09.

ii. For the EOT (visit date was 8/19/09) ECG the CRF indicated “not done”:
however, an ECG was found in the source records dated 9/2/09.

ili. Two source documents indicate a prior treatment with “ICE” and one source
document indicates prior treatment with “RICE”. The CRF indicates prior
treatment with “RICE”. The prior treatment discrepancy was not clarified in
the source documents.

c. Subject 0018 was in a study of galixumab just prior to entering the SGN trial, yet
this was not recorded in the CRF for prior cancer related systemic therapies.

d. The research coordinator’s notes for Subject 0057, taken 6/23/09, document that the
subject “continues with itching and night sweats”, and the physician’s progress notes
dated 6/25/09, state, “night sweats continue”. However, the baseline visit on
6/24/09 has B symptoms marked “no” and the C1D1 visit on 6/25/09 as “yes”. B
symptom (fever, night sweats, or weight loss of >10%) resolution rate was not listed
in the protocol as a primary or secondary endpoint, but was listed as an “additional
endpoint” for this study (defined as the proportion of patients with B symptoms at
baseline who achieve resolution of all B symptoms at any time during the treatment

period).
e. Subject 0035’s source documents show administration of cyclophosphamide/mesna
and etoposide from ®©@: however, this was not recorded in the

CREF as a prior therapy for this subject. The subject was enrolled on 5/26/09.
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f. Inclusion criteria 5 states that, “At least ONE of the following as evidence of
relapsed or refractory HL”... must be satisfied. The source records for the
following subjects do not match the criteria checked in the CRF:

i. Subject 0018: entry criteria 5a and 5b were marked “yes”, but should have
‘been marked “no”. However, criteria Se was marked “no”, but should have
been marked “yes.”

ii. Subject 0057: entry criteria 5a-5¢ were marked “no” but should have been
marked “yes”. ' ‘

OSI Reviewer’s Note: Regarding observation 4.b.i., Dr. Smith indicated in his
response to the Form FDA 483 that the outside records were unclear but based on the
subject’s own accounting the stop date for the drug lenalidomide was 2/12/09.
According to Dr. Smith, the errors in the record were likely due to user error in
manipulating the electronic medical records. Regarding observation 4.a., 4.b.ii.,
4.b.iii., 4.c., 4.e., and 4.f. these would not affect these subjects’ eligibility for the study,
nor the study endpoints. Regarding observation 4.d., B symptom resolution rate was not
listed as a primary or secondary endpoint, but was listed as an “additional endpoint”
for this study, defined as the proportion of patients with B symptoms at baseline who
achieve resolution of all B symptoms at any time during the treatment period.
Therefore, the review division may consider the impact of this isolated observation on
the additional endpoint of B symptom resolution.

¢. Assessment of data integrity: While regulatory violations as noted above occurred
at this site, they are unlikely to significantly impact primary efficacy and safety
data. Not withstanding the observations noted above, the data for Dr. Smith’s site,
associated with Study SG035-0003 submitted to the Agency in support of BLA 125388,
appear reliable based on available information.

Note: The general observations and actions on inspection are based on preliminary
communications with the FDA field investigator. An inspection summary addendum will be
generated if conclusions change upon final review of the EIR.

4. CRO: o

®) @)

a. What was inspected: The CRO was inspected in accordance with the
Sponsor/Monitor/CRO data validation compliance program, CP 7348.810. The
inspection included a review of the firm's organization and personnel, training and
qualification records, transfer of responsibilities, “Independent Radiology Review
Charters,” financial disclosures, subject records and source documents, practices for
training clinical sites, media (imaging) receipts, image qualifications and reading,
handling and transferring data to the sponsor, and data assessment and validation for
primary efficacy endpoint. All of the primary efficacy endpoints were reviewed for all
applicable subjects at each of the 3 clinical sites listed above for the identified study.
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Note: The EIR was not available at the time this CIS was written. The EIR is currently
being finalized and will be submitted to OSI upon completion. The general
observations described below are based on preliminary communication from the field
investigator. An inspection summary addendum will be generated if conclusions change
upon receipt and review of the final EIR.

b. General observations/commentary: Records and procedures were clear, and generally
well organized. The primary efficacy endpoint data submitted to BLA 125388 and BLA
125399 were verifiable at the CRO site for the 6 FDA audited clinical sites, 3 clinical
sites per study, respectively.

®® has performed multiple system analyses in an effort to implement corrective
actions initiated in response to observations listed on a previously received Form FDA
483. The analyses encompassed assessments of the blinding, storing, and reading of
radiographic image activities, and audit trail assessments. Read results appeared
complete and accurate. Impact analyses and validation implementation was reviewed
and appeared adequate. A new tool for blinding has been implemented where a
combination of blinding tape and blinding pens mask the information that requires
blinding. In addition, a copy is then made after blinding marks to further ensure -
blinding is fully effective.

Training records, qualifications and certificates of completion of required training
processes prior to performing independent reads were reviewed and maintained for all
radiologists involved in the studies reviewed. CVs and financial disclosures were also
current and available.

Consistent with the routine Sponsor/Monitor/CRO data validation compliance program
assessments for studies SG035-0003 and SG035-0004, during the inspection data found
in source documents and those measurements reported by the sponsor to the agency in
BLA 125388 and BLA 125399 were compared and verified. No deficiencies were
noted. No Form FDA 483 was issued.

c. Assessment of data integrity: The data generated at this CRO, as it pertains to Studies
SG035-0003 and SG035-0004 were audited in accordance with the sponsor-monitor
oriented BIMO compliance program, CP 7348.810. The data from this CRO submitted
to the agency as part and in support of BLA 125388 and BLA 125399 appear reliable.

Note: The general observations and actions on inspection are based on preliminary
communications with the FDA field investigator. An inspection summary addendum will
be generated if conclusions change upon receipt and review of the final EIR.

S. Sponsor: Seattle Genetics, Inc.
POC : Clay Siegall
21823 30" Drive SouthEast
Bothell, WA 98021
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a. What was inspected: The sponsor, Seattle Genetics, was inspected in accordance with
the Sponsor/Monitor/CRO data validation compliance program, CP 7348.810. Study,
SG035-0003, was conducted at 25 Centers in the U.S., Europe, and Canada. Planned
enrollment was 100 subjects, with 102 actually enrolled. Study, SG035-0004, was
conducted at 22 Centers in the U.S., Europe, and Canada. Planned enrollment was 55
subjects, with 58 actually enrolled.

The FDA field investigators specifically audited subjects’ records from 5 clinical study
sites for each protocol. For each of the five sites for both protocols they reviewed
documents associated with the IRB approvals, site and investigator qualifications,
interim monitoring visits, number of patients enrolled at each site, shipping and receipt
of the investigational drug, master drug label, drug accountability records, serious
adverse events, protocol deviations and violations, and financial disclosure records and
Form FDA 1572s. '

For Study SG035-0003 the following sites were audited: Site 10004 (Dr. Anas Younes;
10 subjects), Site 10006 (Dr. Scott Smith; 7 subjects), Site 10008 (Dr. Robert Chen; 11
subjects), Site 10012 (Dr. Ajay Gopal; 7 Subjects), and Site 10015 (Dr. Joseph
Rosenblatt; 6 subjects).

For Study SG035-0004 the following sites were audited: Site 10004 (Dr. Barbara
Pro/Dr. Michelle Fanale; 8 subjects), Site 10005 (Dr. Nancy Bartlett; 4 subjects), Site
10012 (Dr. Andrei Shustov; 6 subjects), Site 10013 (Dr. Michael Link; 5 subjects), and
Site 10018 (Dr. Radhakrishnan Ramchandren; 3 subjects).

Note: The EIR was not available at the time this CIS was written. The EIR will be
submitted to OSI upon completion. The general observations described below are based
on preliminary communication from the field investigator. An inspection summary

addendum will be generated if conclusions change upon receipt and review of the final
EIR.

b. General observations/commentary: Records and procedures were clear, and
generally well organized. There was nothing to indicate under-reporting of AEs/SAEs.
With some exceptions, overall site monitoring appeared adequate. There was no
evidence of underreporting protocol violations. Written procedures for monitoring, data
management and oversight of contractors were reviewed. All the U.S. and Canadian
sites for both studies were monitored by either Seattle Genetics in-house CRAs or
contract CRAs. For monitoring of foreign clinical sites, the Sponsor had business
agreements with ®@ None of
the sites (domestic or foreign) on either protocol was suspended or terminated.

The Sponsor appeared to maintain adequate oversight on both studies. Monitoring notes
indicated that efforts were made by the sponsor to ensure site compliance with the
respective protocols. The monitors were timely in reminding sites to complete protocol
related documentation and report adverse event information as required by the Sponsor
and the IRB. There was no evidence of under-reporting of adverse events for both the



Page 14 BLA 125388 Clinical Inspection Summary:
Brentuximab Vedotin (SGN-35) for Injection

studies. The monitoring for both studies appeared to be generally adequate; however,
there were a few issues related to monitoring of both studies that were identified and
listed on the Form FDA 483 issued to the Applicant.

With respect to PK sampling during both protocols, the FDA field investigators inquired
about whole blood stability and the effect of hemolysis on the analyte recovery in the
event that blood samples are not processed and frozen within an hour, as specified in the
protocol. The FDA field investigators were informed by the Sponsor that PK samples
are stable for 24 hours at ambient temperature. This validation was performed by their
vendor, ®®  Draft validation reports for the PK stability
evaluation were available at the Sponsor site. Apparently, this PK stability data was not
included with the BLAs, 125388 and 125399, submitted to the Agency.

Consistent with the sponsor compliance program assessments, during the inspection
data found in source documents and those measurements reported by the sponsor to the
agency in BLA 125388 and BLA 125399 were compared and verified. At the
conclusion of the inspection, a Form FDA 483 was issued, citing one inspectional
observation, to management for deficiencies in monitoring and oversight of study
conduct.

Observation 1: Failure to ensure proper monitoring of the study and ensure that study is
conducted in accordance with the investigational plan.

Specifically, for studies SG035-0003 and SG035-0004, the study monitors failed to
identify the following issues:

a. For Study SG035-0004, Site 10012, the monitor failed to identify that an
additional whole body PET scan was done for Subject 0019 on O at
Cycle 2, Day 15. According to the protocol, PET scans are to be done only at
baseline, and Cycles 4 and 7. After the occurrence of this event, the monitor
performed 13 monitoring visits between 11/23/09 and 6/14/11 at this site, but
never discussed with the site personnel the potential risk to the subject of an
additional PET scan or any corrective actions.

b.. For Study SG035-0003, Site 10006, the monitor did not correct the failure of the
site to promptly report all SAEs to the IRB.

c. For Studies SG035-0003 and SG035-0004, Site 10012, the monitor failed to
verify that all serum and plasma samples collected for PK analysis were
processed and stored at or below -20°C within 1 hour, as required by the
protocol. For both the protocols, the Seattle Genetics “Serum and Plasma
Freezer Storage Logs” were incomplete in that the “Verified by CRA” column,
on these log sheets was never completed for any of the enrolled subjects.

c. Assessment of data integrity: The data generated, as it pertains to Studies SG035-
0003 and SG035-0004 were audited in accordance with the sponsor-monitor oriented
BIMO compliance program, CP 7348.810. While several regulatory violations were
identified during the inspection, the violations are considered sporadic in nature
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and unlikely to significantly impact primary efficacy and safety data, nor do they
appear to have had a significant impact on the protection of subjects’ rights or
welfare. Not withstanding the inspectional observations noted above, the findings are
that the data from this Sponsor submitted to the agency in support of BLA 125388 and
BLA 125399 appear reliable.

Note: The general observations and actions on inspection are based on preliminary
communications with the FDA field investigators. An inspection summary addendum will
be generated if conclusions change upon receipt and review of the final EIR.

III. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS

Based on the review of preliminary inspectional findings for clinical investigators Dr.
Chen, Dr. Gopal, Dr. Smith, a study CRO | ®® the IRF), and study
sponsor, Seattle Genetics, Inc., the study data collected appear reliable.

The 3 clinical sites inspected (Drs Chen, Gopal, and Smith) and the study sponsor, Seattle
Genetics, were issued a Form FDA 483 citing inspectional observations and preliminary
classifications for each of these inspections are Voluntary Action Indicated (VAI). The
preliminary classification for the inspection of ®® the CRO
responsible for generation of primary efficacy endpoint data, is No Action Indicated

(NAD.

During the inspection of Dr. Chen’s site (Site 10008), minor discrepancies were noted
between source documents and CRFs for concomitant medications for 4 subjects, Subject
9011 was taking immune supplements and a multivitamin, Subject 9025 received a flu
vaccine, Subject 9031 received neupogen 3 times, and Subject 9051 was taking
loperamide. For one subject the source documents do not match the CRF for the lot
number of study drug administered at cycle 13. Finally, one subject (Subject 9022)
received their cycle 1 dosage calculated based on their cycle 1 weight and not the protocol-
specified baseline weight. Subject 9022 was given a dose of 110 mg of study drug which
was based on cycle 1 weight. The subject’s baseline weight of 62.5 kg should have been
used to correctly administer 112.5 mg of study drug. This dose calculation error was
isolated and subsequent treatment cycles used the subject’s correct baseline weight for
dose calculation of drug administered.

The inspection of Dr. Gopal’s site (10012) found that the site could not demonstrate that
all plasma samples for PK analysis were processed and stored at or below -20°C within 1
hour, as required by the protocol. The violation appeared to be one of record keeping and
should not impact the reliability of PK analysis of samples collected by this site. The
inspection also found one serious adverse event (Subject 0078 was hospitalized from

®©) that was not reported to the sponsor within 24 hours of the site
becoming aware of the event, as required by the protocol. However, the SAE was reported
to the sponsor, albeit late, on 11/11/09. Finally, there were 18 out of 88 “Day 1” post-
infusion samples that were collected outside (from 2 to 41 minutes) of the protocol
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specified time frame of 10 (£5) minutes after the end of infusion. All 7 subjects treated at
this site had at least one of their post-infusion PK samples drawn out of window. OSI
reviewer Lauren Iacono-Connors and review division medical Officer R. Angelo De claro
discussed the PK sample collection time protocol deviations on July 21, 2011. Dr. De
claro informed that these observations should not impact study endpoint outcomes.

The inspection of Dr. Smith’s site (10006) found that there were several inspectional
observations related to protocol deviations, record keeping violations, IRB reporting
requirements, and obtaining informed consent. Briefly, the site failed to provide an
updated informed consent form that included important safety updates to their IRB in a
timely manner. As a result, Subjects 0002 and 0047 were not provided the change of risk
formation available to the site while still on study drug. Further, subjects did not have
vital signs taken on at least 6 occasions, as specified in the protocol, and 5 subjects pre-
and post-infusion study drug PK samples were either not drawn, or drawn outside of the
protocol-specified timeframe of 10 (+5) minutes. While this latter inspectional
observation remains a protocol violation, with the insights from the review division
medical Officer, Dr. De claro, discussed above, and the response from the inspected entity,
Dr. Smith, OSI concludes that these out-of-window pre- and post-infusion study drug PK
samples should not impact study endpoints nor PK analyses. Also, Subject 0057 did not
have the EOT central labs or PET scan performed. Finally, this site was found to have a
number of discrepancies between source documents and CRFs. However, with only one
exception, none of the discrepancies would have impacted subject eligibility or study
endpoints. Briefly, Subject 0057 source records record that the subject reported “itching
and night sweats” on 6/23/09, and on the physicians progress notes, dated 6/25/09 (C1D1),
state, “night sweats continue”. However, the baseline visit on 6/24/09 has B symptoms
(fever, night sweats, or weight loss of >10%) marked “no” and the C1D1 visit on 6/25/09
as “yes”. B symptom resolution rate was not listed as a primary or secondary endpoint,
but was listed as an “additional endpoint” for this study; defined as the proportion of
patients with B symptoms at baseline who achieve resolution of all B symptoms at any
time during the treatment period. According to the data listing for B symptoms for Subject
0057, “night sweats” was reported at all study visits until the final EOT visit, on 8/20/09.
Therefore, this B symptom never resolved and should have been reported as present at
Baseline and unresolved while on study.

The inspection of the sponsor, Seattle Genetics Inc., revealed that the Sponsor appeared to
maintain adequate oversight of both studies. The overall monitoring for both studies
appeared to be adequate; however, there were a few sporadic issues related to monitoring
of both studies that were identified and listed on a Form FDA 483. These monitoring
deficiencies were minor and isolated; therefore, there was no systemic failure to
adequately monitor the studies.

Although regulatory violations were noted as described above, for the 3 clinical
investigator sites and the sponsor, Seattle Genetics Inc., they are unlikely to significantly
impact safety and efficacy analyses. The overall data in support of this application may be
considered reliable based on available information.
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Note: Observations noted above are based on the preliminary communications provided
by the FDA field investigators and preliminary review of available Form FDA 483,
inspectional observations. An inspection summary addendum will be generated if
conclusions change significantly upon receipt and complete review of the EIRs.

Follow-Up Actions: OSI will generate an inspection summary addendum if the
conclusions change significantly upon final review of the EIRs and supporting inspection
evidence and exhibits.

auren lacono-Connors/

Lauren Iacono-Connors, Ph.D.

Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

CONCURRENCE: 7 ,
(D20 7l gt 22040

Jean Mulinde/

Jean Mulinde, M.D.

Acting Branch Chief

Good Clinical Practice Assessment Branch

Division of Good Clinical Practice Compliance -
Office of Scientific Investigations
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INTRODUCTION

On February 25, 2011, Seattle Genetics submitted an original Biologics Licensing Application
(BLA 125388) for Adcetris (brentuximab vedotin) for accelerated approval for the indications of
relapsed or refractory Hodgkin lymphoma and relapsed of refractory systemic anaplastic large
cell lymphoma (ALCL). The Division of Hematology Drug Products (DHP) administratively
“split the BLA: and assigned BLA 125399 for the relapsed or refractory systemic ALCL
indication.

DHP. consulféd both the Pediatric Team and Maternal Health Team of the Pediatric and Maternal
Health Staff (PMHS) to review the proposed Pregnancy, Nursing Mothers, and Pediatric Use
subsections of Adcetris labeling.

BACKGROUND

Brentuximab Vedotin

Brentuximab vedotin is a CD30 directed antibody drug conjugate (ADC) consisting of the
antibody cAC10, specific for human CD30, the antimicrotubule agent MMAE and a protease-
cleavable linker that covalently attaches MMAE to cAC10. Orphan designation was granted for
both proposed brentuximab vedotin indications; Hodgkins lymphoma on January 30,2007 and |
ALCL on October 23, 2008.

Clinical studies conducted to date include clinical pharmacology studies and Phase 2 open label
clinical trials in patients with relapsed or refractory Hodgkin lymphoma and relapsed of
refractory systemic ALCL. Phase 3 clinical trials are currently underway. The clinical trials
have enrolled patients both internationally and in the U.S. The U.S. clinical trials have been
open to enrollment for patients > 12 years of age. The Phase 2 open label clinical trial for the
indication of relapsed or refractory Hodgkin lymphoma included one patient between the ages of
12 and 18 years of age. The Phase 2 open label clinical trial for the indication of relapsed or
refractory systemic ALCL did not enroll any patients between the ages of 12 and 18 years of age.

Embryofetal developmental studies with brentuximab vedotin were conducted in rats. Marked
adverse events, including increased early resorption, pre-implantation and post-implantation loss,
decreased numbers of live fetuses, and fetal malformations (e.g., umbilical hernia and malrotated
-hind limbs), were seen in rats at doses equivalent to the recommended human dosé. Fertility and
early embryonic development studies and prenatal developmental studies were not conducted as
these studies are not required for drugs to treat advanced cancer (see ICH S9 Guidance)..

DHP granted a priority review for both of the brentuximab vedotin BLAs and the applications
will be discussed at an Oncology Drug Advisory Committee meeting scheduled to be held on
July 13 and 14, 2011. '

PROPOSED SPONSOR LABELING (submitted March 25, 2011)

HIGHLIGHTS OF PRESCRIBING INFORMATION
Warnings and Precautions

Use in Pregnancy



Reviewer Comments: ' '
1. The heading for this wdrning should reﬂect the issue that required the warning, which in

this case is embryofetal toxzczty

2. Ihe pregnancy category is not needed in WARNINGS AND PRECA UTIONS

8 USEIN SPECIFIC POPULATIONS

Reviewer Comments:



1. The pregnancy subsection is to provide clinically relevant information for the use ofa
drug during pregnancy. Information regarding females or males of reproductive
potential belong in other sections/subsections if needed.

2. There is no need to provide a cross-reference back to WARNINGS AND PRECAUTIONS
Jrom the Pregnancy subsection. All of the information is contained in the Pregnancy
subsection.

3. The following language is the required regulatory language for a pregnancy category D drug:
“If this drug is used during pregnancy, or if the patient becomes pregnant while taking the drug,
the patient should be apprised of the potential hazard to the fetus.”

8.3 Nursing Mothers @
It is not known whether brentuximab vedotin excreted in human milk.
Because many drugs are extreted in human milk and because of the potential for serious
adverse reactions in nursing infants from ADCETRIS a decision should be made whether to
dlscontlm(%c)eﬂr)mrsmg or to discontinue the drug, taking into account the 1mportance of

to the mother. :

8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use O

PROPOSED PHARMACOLOGY/T OXICOLOGY REVISIONS FOR PREGANCY
LABELING

HIGHLIGHTS OF PRESCRIBING INFORMATION |

USE.IN SPECIFIC POPULATIONS

(b) (4)

5 WARNINGS AND PRECAUTIONS

o1
5.6 ,
There are no adequate and well-controlled studies of ADCETRIS in pregnant women.
However, based on its mechanism of action and findings in animals, ADCETRIS can cause
fetal harm when administered to a pregnant woman. Brentuximab vedotin caused embryo-
fetal toxicities, including O and malformations, in animals at maternal exposures that
were similar to human exposures at the recommended doses for patients with HL and ALCL.
If this drug is used during pregnancy, or if the patient becomes pregnant while taking the
drug, the patient should be apprised of the potential hazard to the fetus. [see Use in Specific
Populations (8.1)].



Reviewer Comments:
1. The heading for this warning should reflect the issue that required the warning, which in
this case is embryofetal toxicity.

8.1 Pregnancy
Pregnancy Category D [See ‘Warnings and Precautions (5.6)].

There are no adequate and well-controlled studies of ADCETRIS in pregnant women.
Brentuximab vedotin caused embryo-fetal toxicities in animals at maternal exposures that
were similar to human exposures at the recommended doses for patients with HL. and ALCL.
If this drug is used during pregnancy or if the patient becomes pregnant while taking the
drug, the patient should be apprised of the potential hazard to the fetus.

In an embryo-fetal developmental study, pregnant rats received 2 intravenous doses of 0.3, 1,
3, and 10 mg/kg brentuximab vedotin during the period of organogenesis.(once each on
Pregnancy Days 6 and 13). Drug -induced embryofetal toxicities were seen mainly in
animals treated with 3 and 10 mg/kg of the drug and included increased early resorption
(299%), pre-implantation and post-implantation loss (>99%), decreased numbers of live
fetuses, and fetal malformations (e.g., umbilical hernia and malrotated hindlimbs). Systemic
exposure in animals at the brentuximab vedotin dose of 3 mg/kg is approximately the same
as exposure in HL and ALCL patients who received the recommended dose of 1.8 mg/kg
every three weeks.

DISCUSSION AND CONCLUSIONS

Pregnancy

No human data is available on the use in brentuximab vedotin in pregnant women. Based on the
drug’s mechanism of action, as well as data from embryofetal development studies in rats,
brentuximab vendotin is expected to cause fetal harm in a pregnant woman. A pregnancy
category D classification is the approprlate pregnancy category for this product based on the
benefit/risk analysis.

Nursing Mothers

No human or animal data is available on the excretion of brentux1mab vedotin in human or
animal milk. However, because of the drug’s mechanism of action and adverse event profile,
‘human milk-feeding should not occur during brentuximab vedotin treatment.

Pregnancy and Nursing Mothers Labeling

The Pregnancy and Nursing Mothers subsections of labeling should describe available animal
and human data in a manner that allows clinicians, who are prescribing medication for pregnant
patients and female patients of reproductive potential, to balance the benefits of treating the
patient with the potential risks to the mother, fetus and/or infant. PMHS- maternal health
labeling recommendations comply with current regulations but incorporate “the spirit” of the
Proposed Pregnancy and Lactation Labeling Rule (published on May 29, 2008). Usually the first
paragraph in the pregnancy subsection of labeling summarizes available data from published
literature, outcomes of studies conducted in pregnant women when available, and outcomes of
studies conducted in animals, as well as the required regulatory language for the designated



pregnancy category. The paragraphs that follow provide more detailed descriptions of the
available human and animal data, and when appropriate, clinical information that may affect
patient management.

Pediatric Use

The clinical trial U.S. enrollment for brentuximab vedotin have been open to pediatric patients >
12 years of age; however, the phase 2 trial for the indication of relapsed or refractory Hodgkin
lymphoma included one patient between the ages of 12 and 18 years of age and the Phase 2 open
label clinical trial for the indication of relapsed or refractory systemic ALCL did not enroll any
patients between the ages of 12 and 18 years of age. Both relapsed and refractory Hodgkins
Lymphoma and ALCL are less common in the pediatric population than in adult patients. :
The Pediatric Research Equity Act PREA (21 U.S.C. 355c¢) requires that all applications for new -
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of
administration contain an assessment of the safety and effectiveness of the product for the
claimed indication(s) in pediatuic patients unless this requirement is waived, deferred, or
inapplicable. Required pediatric studies under the PREA are riot applicable for either
brentuximab vedotin BLAs, as orphan designation was granted for both the Hodgkins lymphoma
and ALCL indications. FDA will review any pediatric studies that are conducted with
brentuximab vedotin; however, will not require that any pediatric studies be initiated unless a
new BLA is submitted that triggers PREA. '

Pediatric Use Labeling

The Pediatric Use subsection should clearly describe what is known and what is unknown about
use of a drug in children, including limitations of use. This subsection should also highlight any
differences in efficacy or safety in children versus the adult population. For products with
pediatric indications, pediatric use information should be placed in the specific sections of
labeling as warranted. :

PMHS LABELING RECOMMENDATIONS

Provided below are the PMHS recommended Pediatric Use:labeling for Adcetris (brentuximab
vedotm) A tracked-changes version of labeling with these PMHS recommended labeling
revisions can be found in Appendlx A of this review. g

HIGHLIGHTS OF PRESCRIBING INFORMATION
Warnings and Precautions
. (b) (4)

USE IN SPECIFIC POPULATIONS

. (b) 4)

5 WARNINGS AND PRECAUTIONS

) &)
There are no adequate and well-controlled studies of ADCETRIS in pregnant women.
However, based on its mechanism of action and findings in animals, ADCETRIS can cause
fetal harm when administered to a pregnant woman. Brentuximab vedotin caused embryo-
fetal toxicities, including ®® and malformations, in animals at maternal exposures that



were similar to human exposures at the recommended doses for patients with HL and ALCL.
If this drug is used during pregnancy, 'or if the patient becomes pregnant while taking the
drug, the patient should be apprised of the potential hazard to the fetus [see Use in Specific
Populations (8.1)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category D :

There are no adequate and well-controlled studies of ADCETRIS in pregnant women.
However, based on its mechanism of action and findings in animals, ADCETRIS can cause
fetal harm when administered to a pregnant woman. Brentuximab vedotin caused embryo-
fetal toxicities, ®® in animals at maternal exposures that
were similar to human exposures at the recommended doses for patients with HL. and ALCL.
If this drug is used during pregnancy, or if the patient becomes pregnant while taking the
drug, the patient should be apprised of the potential hazard to the fetus.

In an embryo-fetal developmental study, pregnant rats received 2 intravenous doses 0of 0.3, 1,
3, and 10 mg/kg brentuximab vedotin during the period of organogenesis (once each on
Pregnancy Days 6 and 13). Drug-induced embryofetal toxicities were seen mainly in
animals treated with 3 and 10 mg/kg of the drug and included increased early resorption
(>99%) ®@nost-implantation loss (>99%), decreased numbers of live
fetuses, and fetal malformations (e.g., umbilical hernia and malrotated hindlimbs). Systemic
exposure in animals at the brentuximab vedotin dose of 3 mg/kg is approximately the same
as exposure in HL and ALCL patients who received the recommended dose of 1.8 mg/kg
every three weeks.

8.3 Nursing Mothers

It is not known whether is excreted in human milk. Because many drugs are
excreted in human milk and because of the potential for serious adverse reactions in nursing
infants from ADCETRIS a decision should be made whether to discontinue nursing or to
discontinue the drug, taking into account the importance of the drug to the mother.

(b) (OX

8.4 Pediatric Use '
The safety and effectiveness of ADCETRIS have not been established in the pedlatrlc

nontlation (b) (@)

(®) 4)

APPENDIX A — PMHS Tracked-Changes Labeling Revisions

17 Page(spf Draft LabelinghavebeenWithheldin Full asb4 (CCI/TS)immediately
following this page



Date: June 8, 2011

From: CDER DCRP QT Interdisciplinary Review Team i

Through: Norman Stockbridge, M.D., Ph.D. 22
Division Director g

Division of Cardiovascular and Renal Products /CDER

To: ‘Lara Akinsanya
Regulatory Project Manager
Division of Hematology Products

Subject: ' QT-IRT Consult to BLA 125388 and BLA 125399

Interdisciplinary Review Team for QT Studies Consultation:
Thorough QT Study Review

BLA 125388

Brand Name Adcetris

Generic Name - | Brentuximab Vedotin

Sponsor Seattle Genetics

Indication Relapsed or Refractory Hodgkin Lymphoma and
Relapsed or Refractory Systemic Anaplastic Larg
Cell Lymphoma

Dosage Form IV infusion

Drug Class CD30-Directed Antibody-Drug Conjugate

Therapeutic Dosing Regimen 1.8 mg/kg Every 21 Days

Duration of Therapeutic Use Till DLT or Disease Progression

Maximum Tolerated Dose 1.8 mg/kg Every 21 Days
| Submission Number and Date February 25, 2011

Review Division OODP / HFD 150

1 SUMMARY

1.1 OVERALL SUMMARY OF FINDINGS

No large changes (i.e., >20 ms) in QT¢ interval were detected following brentuximab
vedotin 1.8 mg/kg i.v. infusion in patients with CD30-positive malignancies. The largest
upper bound of the 2-sided 90% CI for the mean change from baseline was 2.9 ms,
observed at:one hour post-dose on Day 1 of Cycle 1. In addition, within the range of
concentrations. observed in this study, no apparent concentration-QT relationship was




| 1dent1ﬁed However, smal] increases in QTc¢ interval (i.e., <10 ms) w1th the use of
brentuxnmab vedotin cannot be excluded due to study demgn limitations.

' In this non-randomized, open-label study 46 patients with CD3 0-positive malignancies
received 1.8 mg/kg brentuximab vedotin as a 30-minute i.v. mfusnon every 3 weeks
Overall summary of ﬁndmgs is presented in Table 1.

Table 1: The Pomt Estimates and the 90% Cls Corrupondmg to the Largest Upper
Bonnds for Brentuximab Vedotin (1 8 mg/kg) (FDA Analysns) ‘

: Treatment _ T Day, Time » AQTcI (ms) 90% CI (ms) y o
e s (hour) . R R
e Vedotin | Dayl,1bour | 13 . | 03,29
_ 18mglg | R S

~The tested dose ofl 8 mg/kg is the maximum tdlerated dose mpaixents and is fherefore A e e

_ adequate for QT evaluation. The current expected high clinical exposure scenarioisa
25% increase in C,m with’ concomltant strong CYP3A4 mhlbltors

" 2 PROPOSED LABEL
21 THE SPONSOR PROPOSED LABEL ~
~ The sponsor propased the followmg language in the package insert.

PHARMACODYNAMICS
Cardiac Electrophysnology

® @

Reviewer'’s. eomments A total of 52 patzents were enrolled i in: the QT study Among them :
46 panents were conszdered as evaluable ' .

22 QT-IRT Pnorosm LABEL _ ; ' '
We have the following label recommendanom' whtch are suggesnons only We defer the :
Sfinal labelmg decisions to the review division. : . _
o Seetxon 12, 2' Pharmacodynamics: =~ " ’ -
o o abmntmcrmab“vedomr('l &nm‘kg) oer’fcm’wrvakwas evalﬂated—manopen
- label smgle-arm study in46; evaluable pments thh CDBO—eXpresmg hematologw
\ .




. - . . 4
maliganancies. ®O o
(b) (4): .

3 "BACK’CROUND |

31 Probucr INFORMATION e

- SGN-35 (brentuxnnab vedotm) isa CD30-dlrected atmbody-drug con]ugate (ADC)

—consisting of three compotients: 1) the antibody-cA€10; specific-for human €D30; 2) the —

- antimicretubule agent MMAE, and 3) a protease-cleavable linker that covalently attaches_ N

: MMAE to ¢AC10; Brentux1mab vedotin has an approximate molecular weight of 1 53
kDa. Approxxmately 4 molecules of MMAE are attached to éach antibody molecule.
 SGN-35is proposed-for the treatment of patients with relapsed or refractory Hodgkm ,

lymphoma (HL) and relapsed or reﬁactory systemlc anaplastlc large cell lymphoma e

3.2 MARKET APPROVAL STATUS
- Brentuxxmab is not approved for marketmg in any comtry

33 PRECL]N]CAL INFORMATION -
‘Source: Pharmacologv wrztten Summary eCﬂ) 2 6 2

“hERG Assay

' The effect of MMAE on hERG K+ channels heterologously expressed in Human .
~ Embryonic Kidney (HEK) 293 cells, was evaluated using the conventional whole
cell voltage clamp technique (m2.6.3.1 Pharmacology Overview, Study Number
- 129-09-001).-The effécts on hERG K+ cutrents were examiried by measuring
- peak hERG tail current before and durmg test and control article exposureat |
'35+1°C. MMAE effects at 10 and 100 puM were compared to the negative control ;
-+ (extracellular saline). Clsapnde hydrate (25 nM) was used as a positive control
__MMAEat100pMproducedaﬁ'actlonalblockofpeakhERGtallctmemof ’
0.237+0.056 that was significantly different than the effect of the negative control -
2 .(mean fractional rundown of 0.063+0.023, mean:kSEM) whereas MMAE at 10
EE produoed a fractional block of Q. 103i0 030 that was not significantly
S dlﬂ'erent from the effect of the negattve control. Even at the 100 pM high dose of
- MMAE the. effect on the hERG K+ channel was insufficient to calculate an ICs0, .
- but is estimated to be gxoaterthan 100 uM ‘At the human clinical dose level of 1. 8
“myg/kg ‘brentuximab vedotin, the'mean Cmax plasma concentration of MMAE was
6.92 nM (CSR SGO35-0001) MMAE at 10 M (approximztely 1,000-fold greater
than MMAE Cinax in patlents) d1d not have a meamngﬁxl biologic efféct on the '
hERG charinel. Therefore, it is unlikely .that MMAE denved from brentuxnnab
‘vedotin would block hERG K+ channels. - '

. “There were no  effects of brentuaumab vedotm mthm 4 days followmg a smgle 1- .

hourintravenous infusien to cynomolgus ‘monkeys at doses up to 3 mg/kg. A
" Parameters evaluated in this study mcluded measures ofthe cardmovascular system_ e e

3



BEST AVAILABLE COPY

(ECGs, heart rate, blood pressure), the resplratory system (respiration rate and
blood gasses), and nervous system (neurological evaluations and body
temperature), as well as clinical observations, body weights, and clinical
pathology indices.”

3.4 PRrREVIOUS CLINICAL EXPERIENCE
Source: Summary of Clinical Safety, eCTD 2.7.4
A total of 357 patients have received at least 1 dose of brentuximab vedotin, 160 of

whom comprise the Phase 2 Population and 249 of whom comprise the Phase 1/Phase 2 |
Population.

The 9 patients who died within 30 days of the last dose of brentux1mab vedotin across the
6 clinical studies are listed as follows in the SCS:

Table 17 Patient deaths within 30 days of last dose

) Damof Relstad to
Study D  Prinmcy Crase of Duath Swdy
Tounbee  Patient Nuaiber (Stady Day) (Prefarred Teery'Vesbatio Tena from Fatal AE) Trexmen?

SGO3IS-O001  001-0010 15 Banile d3miropeniaFebeile noutropenia Y
Suptic Shock/SepsisSepsis/septic shock Y
SGO35-0002  045-0015 84 Posumosis Infiaenzel’ Infivesrs 2 paeunsonia N
{presunnd HINT)
5G035-0003 - - No dusths within 30 days of lest dose -
5G035-0004 .wmom 38 Racal Ailure acute’ Acole ceal faikae N
Acute sayocardial infarciion’ Nou st segment i N
100120034 9 mmmwmwm N
_ Tecurvent’ Sysemic disesse progression (alcl)
100130053 74 Rmywnqmmnsxmm N
peopressive disesse
16016-0013 93 Mmm mmmm N
recvent’ Progressiva ALCL
33001-0015 24 Anaplestic mmmmwm N
recurcent/ ALCL disesse progression
33001-0020 132 Sodden desthy Suddes desth N
SGA35-007 - . = Nodesths dwing Cycle } -
SGIN3S-008A  10010-0022 21  Haemorhage intracesniasl’ betrscranial heracerhage Y
21 Cyromegalovir infaction/ cnw resctvation. Y

-

21 Paucytopenis Cytopesias

JFETHENT 5, g 13, 10473

There is a report of sudden death at home in a 56 year old female with ALCL. This
patient also experienced SAEs of tracheal disorder (tracheal compression due to
adenopathy) arrhythmia supraventricular, superinfection: bacterial, and rash papular. The -
investigator reported that the cause of death may have been attributed to tracheal
obstruction from the patient’s tracheal prosthesis.



BEST AVAILABLE COPY

The sponsor reports that twenty patlents (8%) in: the Phase 1/Phase 2 Populatxon had at 4

" least 1 treatment-emergent AE within the cardiac disorders SOC. Tachycardia (12: -

patients, 5%), bradycardia (3 patrents), and atrial fibrillation (2 patients) were the ‘on‘l'y
' treatment-emergent AEs reported in more than l patlent (Sponsor s Table 7. 2 12. 4 SCS).

R '-:m,_ — f :"“i;seé-]; AL o

: c T = TR s -',v‘.:S(I'l):--"'. 52‘.”“'ii : ,’) = 'nma‘.
m-qw-am- e S e e e o
AnlySesin vprevenniclat o " R I T

o o a-A‘m' .j;lm".:i.
" ,.Two patrents had treatment—emergerrt AEs w1thm the cardrac dlsorder SOC in Study

é
§
5

-  SGN35- 008A: 1 patient with-sinus tachycardia-and 1 patient with atrial fibrillation,

Therearenoreports odeP orstgmﬁeantventncularmhyﬂumas mthe clnuealprogram‘.‘ o
R _.j_i3.5 CLIN]CALPHARMACOLOGY e e o
- x_Appendrx6 1 smnmanzes the key features of hrentuxrmah vedotm’s chmcal AR
'_pharmacology ' o R ;o R

o 4 SPONSOR’S SUBMISSION

o "The QT-IRT drd not revrew the protocol pnor to conductmg thrs study The sponsor

_submitted the’ intetim’ studyreport SGN35-007 for brentuximab, including electronic ~ . - ° .
-~ datasets andWaVeformstotheECGWarehouse Thedatabasewasmltially locked on 30—* s

- ; ‘,Sep-2010 in ‘order to: complete an interim analysis that Summarized ECG. data collected Lo

'3 .4.21 mre L

"'from all patients from baseling throiigh Cycle | Day 4, The interim CSR summarizesthe .. - - " -
'“Cycle b ECG data and also mcludes mformatron for Cyele ZDay 1 pmdose safety ECGs ;’_.‘ B

o L““ Q"S“’Dv L

o . '_Arr mtensrve _QT/QTc study to mvestlgate the eﬂ'ects of SGN-35 (brentmumab vedotm) =

: e,..,;.,_ _-n_m-p_gt_mmcgo_-mmggmm&s o g __




. 42 2 Protocol Number
;SGN35-007

_ 42.3 StudyDates R
, Date first patient visit: 02-Feb-2010 - _ o
' Date last: patlent Cycle 2 Day 1 visit: 27-Jul-2010 .

424 Objeetlves . - SR ‘ ~
To evalua;Cth effect of treatment w1th brentux1mab vedotm on cardlac

' :Addmonal R
- e To evaluate the eﬁ‘ect of treatment with brentwumab vedotm on other SR
L electrocardlogram (ECG)1 ‘parameters, including | heart rate (HR), RR mterval PR
' “interval, QRS duration, and waveform .composition. - o _
e -To mvestl_gate the relationship between corrécted Qr (QTc) mterval and
T monomethyl aunstatm E (MMAE) concentratton S

events
. To assess the safety of U'eatment w1th brentuxtmab vedotln.

'42.5 Study Descnption S
- '4.251 Desigll

| , the dnratlon of cardlac ventneular repolanzatlon Patlents w1th CD30-posmve S
- ‘mahgnancxes recelved 1 8 mg/kg brenttmmab vedotm on Day 1 of each 21-day treatment

e -Intenswe ECG momtoi'mg was condueted dn’m’ag the"ﬁfst 4 days of Cyeles 1 and 3 An
- - ambulatory 12-lead Holtér monitor was placed on Day 1, pnor to the intravenous (IV) -
. -vL o Cinfusion.of brentuximab. vedotin: Postdose momtonng was conducted on Days 1,2, 3, .
© - and 4 of Cycles T'and 3. Quahtatlve safety ECG monitoring, consisting-ofa 12-lead -
E Holter momtor applxed for at least 2 mmutes, was performed predose in Cycles 2 and 4

o 3 Serum and plasma concentratlons of MMAE anttbody drug conjugate (ADC), and total
~ ".antibody (TAb).were obtained at each ECG monitoring perlod and QTc mterval-MMAE
o _conoenﬁ'atton relatxonslnp was mvestlgated Adverse events were collected ovet the S

- thh QTc mterval

4252 Controls R e
“_”I‘hesponserdxdnotuse extherplacebo orposmve (moxlﬂoxacm) controls RS o
4253 Blinding S T L
‘“_",‘hx_s_rsmpexrlabel stndy- SR e e S e S i e e



. 4 2. 6 Treatment Reglmen
| 4.2 6 1 Treatment Arms

- Patients with CD30—posmve rhahgnacles recelved 1. 8 mg/kg brentmnmab vedotm on . |

‘ Day 1 of each 21-day treatment cycle

42 6.2 Sponsor’s Jnstiﬁcatlon for Doses

| "“The ‘clinical safety data observed in the Phase 1 dose-escalatxon study of brentuxlmab

. vedotin admlmstered once every-3 weeks (SG035-000 1) supported the 1.8 mg/kg dose -

Tevel chosen for this study. This was also the dose selected for the p1votal Phase 2 tnal i » ‘

- patients with HL (SG035-0003)”

o "Revzewer s Comment The 1 8-mg/kg dose is the maxlmum toIerated dose and the R
" intended therapeutic dose and is therefore aeceptable 4 supratherapeunc dose: cannot be h
__.._administered to patients or healthy volunteers because of toxicity concerns. The current,
- _expected hlgh climcal exposure scenario isa 25 % mcrease in C,,,a, wzt?t concomltant T

e _4.2 6.3 Instructlons w1th Regard to Meals
There were no mstructlons with regards to meals

. Revtewer s Comment Brentuxtmab vedotm is admmzstered by z v mﬁmon so food
= 'ejfects are not anttcipated ' :

" 42.64 ECG and PK Assessments

A 12-1ead Holter monitor was applied to patxents approxlmately 2 hours and 15 mmutes E |

o before the Day- 1 dosmg on Cyele: 1. ECGs were extracted in. quadruplicate at 30; 60, 90. -

and 120 minutes: pre-dose and 30; 60 90 and 120 minutes post-dose. On Days 2,3 and 4
. .ithe 12iead Holter was reapphed to the patient as close as possible to ‘the start time of the
_ »Vpre-dose ECGs on Day 1 ECGs were extracted at 30 60, 90 and 120 mmutes aﬁer start o

= ,Serum and plasma samples for PK were collected in Cycle 1 on Day 1at 30 mmutes S

post-dose On Days 2, 3 and 4 samples were collected 120 mmutes after start of ECG -

' monitering. Measurements for the antibody drug conjugate (ADC); total antibody (Tab) .

_" "and the antlmxcrotubule agent monomethyl auristatin. E (MMAE) were evaluated
'_Rewewer s Comment The tlmmg of the ECGs is reasonable to cqeture the QT at peak
' concentrattons of AME (T,,m ~2 days) whlch is the most Itkely eomponent of the

o :4.2.6.5 Baseline’

e mhneww 'ff;-;.a_: "f*;,-e‘-; *‘f?';@ o o



" 427 ECGCollection -~
: ‘Flashbards ‘were sent to

i:

- -and 12-lead ECGs obtamed from the Holter recording were extracted, in quadruphcate
. wrth appro}umately 1t02 mmutes between ECGs at the time pomts hsted above :

" ECGs from a smgle patlent were read by a smgle, board—certlﬁed cardmloglst who was

“”“f ranalyans Theﬂashcardswereanalyzed PRI

responsible 1 for annotating each ECG and conducting an arthythinia analysis: Lead 1T was I

- used for intérval measurements; if unsuitable; a consistent -approach to selectingan - -
- alternate léad was employed. Annotations were placed at the beginning of the P-wave,

g - onset of the Q-wave, peak of the R-wave,:and end of the T-wave. Specific arrhythmias
such as Torsade de Pointes, ventricular tachycardla/ﬁbnllatlon, atnal ﬁbnllatlon/ﬂutter, o

L > and supraventncular tachycardxa were xdentlﬁed

- --.The cardlologxst was bhnded to ECG t1me and day, as well as patlent 1dent1fier The = ‘

| cardiologist read the ECGs from Cycle 1 for:a single patient in a smgle snttmg (batch D o :

- omtifg-BeSfrom Cycir * forwiighe paiin wers s tutde

x .Quadmphcate BCGs weré measured usmg seml-automated methods for the BCG A0

intervals and overall ECG mterpretanon. For all ECGs, annotafions were made on the. -

o 'Global Supenmposed Medlan (GSM) beat ’I'he Morfaxa eScnbe software was used for )

,#t 4.2.8.1 Study Subleets A Lo sl ' R R
t 82 patlents with. advances CD-30 posmve mahgnancxes were em'olled. Patxent dxsposmon e

(Source Fzgun‘e 101 CSRforSGN35-007) ¥ rRi e T e

‘ "_ts as follows
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4282 Statlstlcal Analyses

42821 anaryAnalysxs B

i ;The sponsor’s analysis of QTcF- dhange from basehne in Cycle 1is pres¢nted in Table 2

: and dasplayed in. Flgure 1.
Table 2 Clumge from Baselme m Qfl‘cF at Cyele 1 Days 1 2 3'a'\'n'd 4
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Figure 1: Change from Baseline in QTcF over Time

3 69 163 a8
0 98 21000
: L 5. B '. ". o

R Source Study Report Flgure 1 1 -3 Page 52 ' 3 _
R . 'Revzewer s Comments The reviewer s analysrs zs located in secnon 5 2

oud
L Al FERUER L e—

':'9-”."“-".: R
qu-pg*,¢:.'"f ek

N )
21
o D

, 3_,:

“g-0
e
(- ¥ )

_ ;4 2. 8.2.2 Categoncal Analysts _ :
- | ‘The categoncal analy31s is smnmanzed in Table 3 and Table 4

Table 3. Maxlmum Categoneal Change from Baselme m QTcF o
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Table 4: Maxlmum Categoncal Absolute QTcF -
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4283 Safety Analysis -
No deaths occurred dunng Cycle 1 of thls study
: _Senous AEs were as. fOHOWS S

mm.m |

jpezsane ase 0 82 28 éfﬁ-’ﬂ.
R B L IR LR ;

'{sagm iabzé ‘12.'5,} ¢sznﬁr:swyfs.ézv3,s;oo7}~~ !

The sponsor reports that 1o patlents expenenced Torsade de Pomtes, death, ventncular

shycard ’a,ventmular ﬁbnllatmn and/mﬂutter squpe, or sexzmgs dmngcygle 1



Pattent 10001-0001 a 27-year-old female wrth Hodgkm lymphoma presented w1th Grade
I § palpttanons at baseline which resolved post-basehne and was not considered to be -

_ clinically significant. This ‘patient also experienced a Grade 4 treatment-emergent SAE of _ ”

: .cardio-respiratory arrest-during Cycle 1 that was considered by the’ mvestxgator to be not

e related to brentuxtmab vedotm The | patlent had a medxcal hlstory of eongestlve heart

" with moderate pencardlal effus:on. At basehne, the patxent came on study w1th an -

“elevated blood creatinine level of 1.5 mg/dL.on 26-Jan-2010. The  patient had

expenenced worsenmg edema and m1Id renal msufﬁelency pnor to treatment thh SGN- o

patrent’s blood creatlmne level worsened toa seventy of Grade 2. The patnent was
admrtted to the hosprtal on o 5 (6) w1th an elevated creatlmne (Cr) of 3 1 (umts and

| broadspectmm antlblotres, granuloeyte colony stnnulatmg faetor (G-CSF) and ﬁ' |

.-intravenous: ﬂmd.was&mtrated:;Appmmatelﬁﬂg&homaﬁer; :

%), the patient experienced shortness of breath, became hypotens1Ve and suﬁ'ered a T
pulseless electrical activity. (PEA) arrest punctuated by episodes of sinus tachycardia. She - -

~hadno blood pressure and required cardiopulmonary resuscitation and Advanced Cardiac -

- Life Sttpport care: wrth atropme and epmephrme as well as mtubatton and pressors 'I'he ‘

due to aeute kldney mJury A renal eonsultatlon noted ehromc kldney dlsease stage III. .
The pattent was started on contmuous renal replaeement theraples (contmuous S

cardropulmonaryarrest, resplratory fmlnre renalmsuﬁicreney, CMV v:remla, and
pyrexraresolved. . U S .

The sponsorreports AEs ofgrade 1 or2 dxzzmess treatmentrelated AEs ofhypotensron
secondaryto mfusnon reaetlon and chest dlscomfort w1th 1o QT prolongauon assoclated
thh these events PEER . R , _

4.2.8 4 Climcal Pharmacology

4. 2.8.41 PhcrmacokmetwAnaIysu o S .
'I‘hesponsorteportedtheesnmatedcmforl\mAEtobe70ng/mL

Revzewer sAnaIym SummanesofW ADC andT "b"""“m"aﬂonsareprowded T

~in Table 1 0, Table 1 1 and Table 12 respecttvely

4 2 8 4.2 Expasurc-Response Analysn e S e

The sponisor exarnined the relationship between AQTeF and plasma eoncentrattons of
~ ‘MMAE and matched ECG Data from Cycle 1 Days. 1, 2; 3 and 4.using a linear mixed
- effects:model.. The sIope parameter was 0. Sms/ng/mL and the predicted AQ'I‘cF atthe

estrmatede('l Ong/mL) was -5. ms/nglmL Aplotoftherelatronshlplsprovrdedm R S L R
Fleuw 2 A LI LoRT U ke L bl i A Nk S e PR A A DA Bkt AP
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Figure 2: Sponsor’s AQTcF vs. MMAE Concentration
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Source: Sponsor’s Study Report, Figure 11-1, Page 48.

Reviewer’s Analysis: Plots of AQTc vs. MMAE, ADC and Tab concentrations are
presented in Figure 4, Figure 5 and Figure 6, respectively.

5 REVIEWERS’ ASSESSMENT

5.1 EVALUATION OF THE QT/RR CORRECTION METHOD

The relationship between different correction methods and RR is presented in Figure 3.

QTcl appears to remove the heart rate effect and is therefore used in the reviewer’s
analysis.

13



Figure 3: QT, QTcB, QTcF, and QTecl vs. RR (Each Subject’s

Data Points are Connected with a Line)
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5.2 STATISTICAL ASSESSMENTS
52.1 QTc Analysis
5.2.1.1 Central Tendency Analysis

The mean and 90% CI of baseline-adjusted QT¢I (AQTcI) with time is shown in Table 5.

The largest upper bound of the 90% CI was 2.88 ms.

14



Table s Mean and 90% Cl of AQTcI

o ,'Timo o Mean Lower " Upper
(h) .Day" AQTel 90% Cl - 90%CI
" 05 109 f-o.ss. 250

. 130 027 - 288

15 070 196 . 055

5 . 27 489 - -083
. o5 676 865 487

P 609 781 . 437
.5 - 483 884 302
o, 483 - 844 . 321
| 05 550 754 - -346.
PV S - S - SO SO
5 689 877 - 501
R 555 . 748 363
" oS -6.34- 736 332
Ty 439 669 209
15 432 652 212

B

I N I T R R O Ny

334 530 138

: .5.2.1.2 Categoneal Analysls ' ‘ -
- Table 6 lists the number of subjects and the numbe_r of observatlons w1th QTcI values
>450 ms, between 450 and 480 ms and >480 ms.

Table 6: Categomal Analysns of Q’l‘cl B

. .Tmmnm

Group  TotalN TotalN  Vaiue<=450ms ' 450<Vaiue<=480ms.  Value>430ms
B #Sbj #Obs. #Subj. #Obs. _ #Subj  #Obs. _ #Subj #Obs._

Tamoke . . . 3 a1 .9 . 128 4 28

SoNd s e (irw (2 a%) _(les%) (43%) (@7%) _(@1%)

Table 7 hsts the categoncal analyms of. AQT eI _
| . Table 7 : Categoneal Analysu of AQfl'cI

.'Tmtmont

¥ Subj, #ou. #Suhj. #?é-.' #sug. #0bs. _ -_s'snh;. #0bs.

:18mslk9 48

SGN35 . 46 (100%)  (100%). (e%) _o{0%) . 0(0%) 0(0%)

s



522 PR" and QRS Analyses
522.1 Categoncal Analysns

Table 8 lists the: number of sub_] ects énd the observatxons w1th PR measurements 5200ms
" and >200 ms, : _

Table 8: Categoncal Analysls of PR

e Tmtment

. Group. . TotalN' TotalN _ Value<=200ms - Value>200ms__

—n— #Subj:—#Obs; — #Subj.#0bs.—#Subj, _—#Obs.
1.8 mg/kg - ~ I o
SGN-36 . .46" _ 897 46(100%) : 897((100%) L 0(0%) . 0(0%)

Group - ' TotalN TotalN - - Value<s20ms  Value>20ms
L - #Subj. #0bs. _ #Subj. #0bs. - #Subj. . #0bs.

a8 713 43(93.5%) ."7(16(9’9%) - 3(65%) ~ »;._,(1'%)_*-

Table 9: lists the categoncal analys1s of QRS measurements
Table 9: Categoncal Analys:s of QRS :

Group L N TotalN " Value<=100ms . 100<Value<=110ms _ Vahie>110ms.

_#Subj. # Oba. #SubL ‘#0bs. #Subj.  #Obs. #SM #0bs.

18m9/RQSGN- R 39 855 5 . 23 . 3. 19

3. 46 807 _(ag_s%) (953%) (1@.9%)' (6% (43%) (2 1%)

5.3 CLlNlCAL PHARMACOLOGY Asszssm:N'rs

“The concentrauon-t:me proﬁle on MMAE:-is flat, because of its long halfohfe o
‘Summaries of mean concentrations at the 4 sampling time points for MMAE, ADC and T
Tab are provxded mT able 10, Table ll and Table 12 respecnvely L

Table 10. Snmmary of MMAE Comntratums

Tlmc o comnmuon Lower  Upper -
(W) ay 4 (w ~ 90%Cl- 90%Cl -
05 028 475 231
‘ sae 288 8,00

. 586 324 848
© 581 202 810

N
B PR TN



{

Table 11: Summary of ADC Concentratlons

S Mean _
o .Tim_o Concentration Low Uppqr '
__(h) Day  (gim')  90%Cl  90%Cl .
N 36.54 33.21 39.87 e
0.5 1 T - : _
5 5 1269 - =10.11  - 15.28
5 3 783 546 10.20
9 4 | 5.60 : 3.31 .. 4778.9

~ Table 12: ‘Snmm'al-y of Tab 'Cii_heentraﬁohs .

Time 'chcentt_aﬁ'on Lower Upper

_ , () .= Day - (glm) ~ .90%Cl. 90%Cl

: ~ S . 381 3505 4308
Ll R T TR T e SR T T ';.:»::,:.:0:,5.‘.‘;; .‘:;.;:'_':.::::1:.: TRITIOI T RS DI LTI o ERRe R - - iz

: ~ 5 4 2467 2144 27.90

y ?3 - 791 - 1501 120.81

4 1380 1106 = 16.54.

2

~ - The relatlonshlp between AQTcl and MMAE, ADC and Tab concenttatlons is v1suahzed
_ in Flgure 4, Flgure 5 and Figure 6, respectively with no evident exposure-response
:relatlonshlp A narrow range of MMAE concentrations was observed because only one
- dose was studied and samples were all taken close t0 T Therefore, the existence of a
: relatlonshxp between concentratlons and QTc cannot be ruled out.

Y
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Flgure 4 AQTcI vs. MMAE concentratlon
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Flgnre 5: AQTcI vs. ADC concentranon
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Flgnre 6' AQTeI vs. Tab conccntratlon o )

',..j,lmm ._.é ,

";.541 Safetyasmsments

 Events identified to be of clmmal 1mportance pertheICHE 14 gmdelmesle syncope,, R

seizure,- mgmﬁcant ventricular arrhythmias. or: sudden cardlac death de not oceur in thxs :

' '-studyandaredxscussedmsecnons4283

:  5 4.2 ECG asselsments

’ 'flead overlay was: annotated. 1.84%of ECGs reported to havc sxgmﬁcant QT bxas,
' 'accordmg to the automated algorxthm ‘which is as expected for studiesin patients. ~
" However' the hlstogram of the dlstubutton was narrow and symmetnc, and on review: of :

a : "subsets of ECGs at random whlchwerereportedtohave negative bias, the annotations”
"f;seemed aoceptable Overall ECG acqmsmon and mtexpretattonmthlsstudy appears
'.'_:acceptable R SRRt L s

543 PRandQRSIuterval Dok Sl e g .
- Thete were nd chmmlly relevant eﬁ'ects on the PR and QRS mtervals No sub]ect had a
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6 APPENDIX

61 Hlsnucms OF CLIN]CAL PHARMACOLOGY o

Thenpeuticdose

1. &mglkgeverym days

Maxnmm

o tolenteddose

. l.amg/kg_eveityzflfhyg —

iof (SG035-0003 and SG035-0004) were

" | peripheral sensory 5 (44%), fatigoe (42%), nsusen (41%), dianchen -
_— (34%), pyrexn (31%), URT! (28%), neutmpoml (2196), andvmmtmg (29%)
' 'vf_'Dosohmhngadvauevents(SGMS-oom)m

T Am'nrrs mmm MHWM;':' '_ e

Gnde3hypu3!ymu

scphcshockm&empaﬁmt

Atﬂw36mg/kgdoulweL msmmmms L

35mdk8

’»27 mdksmlﬂl d-ys _

AUCo.
(d!!‘lldﬂ-)
190.71()

...... c_ c

;‘36mglkg(suyseoss.oool) Amshpmmms
:admmstemd36mkamdwasfoﬂowadforl4duys B

R »_'MultlpleDose ?'_;:
e (%CV) - -

o)
4501(16)

MMAE 51.28(39) 700(44)

;2.7mmzlm(smsmss-m1)f |
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Division of Hematology Products

REGULATORY PROJECT MANAGER LABELING REVIEW

Application: STN 125388/0 and 125399/0
Name of Drug: ADCETRIS (brentuximab vedotin) injection

Applicant: Seattle Genetics. Inc.

Labeling Reviewed
Submission Date: February 25, 2011

Receipt Date: February 28, 2011

Background and Summary Description:

Brentuximab vedotin is indicated for the treatment of patients with relapsed or refractory
hodgkin lymphoma and relapsed or refractory systemic anaplastic large cell ymphoma.

Pre-BLA meeting: August 12, 2010; November 18, 2010 and December 7, 2010
Special Protocol Assessments (SPAs) meeting: October 1, 2009

Review
The PI for ADCETRIS submitted in the original submission dated February 25, 2011

follows the PLR format - no major issues with the labeling (PI, carton and container) was
observed.

Recommendations

Minor cditorial and format changes to the PI were communicated to the applicant on March 22,
2011. The sponsor provided a revised PI on March 25, 2011.

Lara Akinsanya April 5,2011

Regulatory Project Manager : Date

Chief, Project Management Staff Date



RPM FILING REVIEW
(Including Memo of Filing Meeting)

Application Information

NDA # N/A NDA Supplement #:S- N/A Efficacy Supplement Type SE- N/A
BLA# 125388/0 BLA STN # N/A

Proprietary Name: N/A

Established/Proper Name: Brentuximab Vedotin
Dosage Form: Injection

Strengths: 50 mg/vial

Applicant: Seattle Genetics
Agent for Applicant (if applicable): N/A

Date of Application: February 25, 2011
Date of Receipt: February 28,2011
Date clock started after UN: N/A

PDUFA Goal Date: August 30, 2011 Action Goal Date (if different):

Filing Date: April 29, 2011 Date of Filing Meeting: March 30, 2011

Chemical Classification: (1,2,3 etc.) (original NDAs only) N/A

Proposed indication(s)/Proposed change(s): Relapsed or refractory Hodgkin’s lymphoma

Type of Original NDA: [ 1505(b)(1)
AND (if applicable) [ 1505(b)(2)

Type of NDA Supplement: [ 1505(b)(1)
[]505(b)(2)

If 505(b)(2): Draft the “505(b)(2) Assessment” form found at:
http:/finside. fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCMG27499

and refer to Appendix A for further information.

Review Classification: [ ] Standard
Priority
If the application includes a complete response to pediatric WR, review
classification is Priority.

[ Tropical Disease Priority

If a tropical disease priority review voucher was submitted, review . .
lf pical d P v w bmitted, Review Voucher submitted

classification is Priority.

Resubmission after withdrawal? [ | | Resubmission after refuse to file? [ ]
Part 3 Combination Product? [ ] Convenience kit/Co-package

(L] Pre-filled drug delivery device/system

If yes, contact the Office of Combination [_] Pre-filled biologic delivery device/system

Products (OCF) and copy them on all Inter- | [T] Device coated/impregnated/combined with drug

Center consults [ ] Device coated/impregnated/combined with biologic
Drug/Biologic

[] Separate products requiring cross-labeling

[] Possible combination based on cross-labeling of separate
products

[ ] Other (drug/device/biological product)
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D] Fast Track ] PMC response
[ ] Rolling Review [] PMR response:
X Orphan Designation [ ] FDAAA [505(0)]
[] PREA deferred pediatric studies [21 CFR
[ ] Rx-to-OTC switch, Full 314.55(b)/21 CFR 601.27(b)]
[ ] Rx-to-OTC switch, Partial [] Accelerated approval confirmatory studies (21 CFR
[] Direct-to-OTC 314.510/21 CFR 601.41)
[] Animal rule postmarketing studies to verify clinical
Other: benefit and safety (21 CFR 314.610/21 CFR 601.42)

Collaborative Review Division (if OTC product): N/A
List referenced IND Number(s): IND O@ pMF #

(b) @)

(b) 4)

Goal Dates/Product Names/Classification Properties | YES | NO | NA | Comment
PDUFA and Action Goal dates correct in tracking system? v

If no, ask the document room staff to correct them immediately.
These are the dates used for calculating inspection dates.

Are the proprietary, established/proper, and applicant names | v/
correct in tracking system?

If no, ask the document room staff to make the corrections. Also,
ask the document room staff to add the established/proper name
to the supporting IND(s) if not already entered into tracking
system.

Is the review priority (S or P) and all appropriate v
classifications/properties entered into tracking system (e.g.,
chemical classification, combination product classification,
505(b)(2), orphan drug)? For NDAs/NDA supplements, check
the Application and Supplement Notification Checklists for a list

of all classifications/properties at:
http:/finside.fda. gov:9003/CDER/OfficeofBusinessProcessSupport/ucml63970.ht
m

If no, ask the document room staff to make the appropriate

entries.
Application Integrity Policy YES | NO | NA | Comment
Is the application affected by the Application Integrity Policy v

(AIP)? Check the AIP list at:
htip:/fwww. fda. gov/ICECI/EnforcementActions/Applicationintegrity Policy/default

htm

If yes, explain in comment column. v

If affected by AIP, has OC/DMPQ been notified of the v

submission? If yes, date notified:

User Fees YES | NO | NA | Comment
Is Form 3397 (User Fee Cover Sheet) included with v

authorized signature?
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User Fee Status Payment for this application:

If a user fee is required and it has not been paid (and it | [_] Paid

is not exempted or waived), the application is |Z Exempt (orphan, government)
unacceptable for filing following a 5-day grace period. [] Waived (e.g., small business, public health)

Review stops. Send Unacceptable for Filing (UN) letter [] Not required

and contact user fee staff.

If the firm is in arrears for other fees (regardless of Not in arrears
[] In arrears

whether a user fee has been paid for this application),
the application is unacceptable for filing (5-day grace
period does not apply). Review stops. Send UN letter
and contact the user fee staff.

Payment of other user fees:

505(b)(2)
(NDAs/NDA Efficacy Supplements only)

YES

NO | NA | Comment

Is the application for a duplicate of a listed drug and eligible
for approval under section 505(j) as an ANDA?

Is the application for a duplicate of a listed drug whose only
difference is that the extent to which the active ingredient(s)
is absorbed or otherwise made available to the site of action
is less than that of the reference listed drug (RLD)? [see 21
CFR 314.54(b)(1)].

Is the application for a duplicate of a listed drug whose only
difference is that the rate at which the proposed product’s
active ingredient(s) is absorbed or made available to the site
of action is unintentionally less than that of the listed drug
[see 21 CFR 314.54(b)(2)]?

If you answered yes to any of the above questions, the application
may be refused for filing under 21 CFR 314.101(d)(9). Contact
the (b)(2) review staff in the Immediate Office of New Drugs

Is there unexpired exclusivity on the active moiety (e.g., 5-
year, 3-year, orphan or pediatric exclusivity)?

Check the Electronic Orange Book at:
http:/fwww.accessdata. fda.gov/scripts/cder/ob/default.cfm

If yes, please list below:

Application No. Drug Name Exclusivity Code

Exclusivity Expiration

If there is unexpired, 5-year exclusivity remaining on the active moiety for the proposed drug product, a 505(b)(2)
application cannot be submitted until the period of exclusivity expires (unless the applicant provides paragraph IV
patent certification; then an application can be submitted four years after the date of approval) Pediatric
exclusivity will extend both of the timeframes in this provision by 6 months. 21 CFR 108(b)(2). Unexpired, 3-year
exclusivity will only block the approval, not the submission of a 505(b)(2) application.

Exclusivity

YES

NO | NA | Comment

Does another product (same active moiety) have orphan
exclusivity for the same indication? Check the Orphan Drug

Designations and Approvals list at:
hup:/fwww.accessdata,fda.gov/scripts/opdlisting/oopd/index.cfim

v
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If another product has orphan exclusivity, is the product
considered to be the same product according to the orphan
drug definition of sameness [see 21 CFR 316.3(b)(13)]?

If yes, consult the Director, Division of Regulatory Policy 11,
Office of Regulatory Policy

Has the applicant requested 5-year or 3-year Waxman-Hatch
exclusivity? (NDAs/NDA efficacy supplements only)

If yes, # years requested:

Note: An applicant can receive exclusivity without requesting it;
therefore, requesting exclusivity is not required.

Is the proposed product a single enantiomer of a racemic drug
previously approved for a different therapeutic use (NDAs
only)?

If yes, did the applicant: (a) elect to have the single
enantiomer (contained as an active ingredient) not be
considered the same active ingredient as that contained in an
already approved racemic drug, and/or (b): request
exclusivity pursuant to section 505(u) of the Act (per
FDAAA Section 1113)?

If yes, contact Mary Ann Holovac, Director of Drug Information,
OGD/DLPS/LRB.

Format and Content

Do not check mixed submission if the only electronic component
is the content of labeling (COL).

] All paper (except for COL)
X All electronic
[1 Mixed (paper/electronic)

X cTD
[ ] Non-CTD

[ ] Mixed (CTD/non-CTD)

If mixed (paper/electronic) submission, which parts of the
application are submitted in electronic format?

Overall Format/Content YES | NO | NA | Comment
If electronic submission, does it follow the eCTD v
guidance?'
If not, explain (e.g., waiver granted).
Index: Does the submission contain an accurate v
comprehensive index?
v

Is the submission complete as required under 21 CFR 314.50
(NDAs/NDA efficacy supplements) or under 21 CFR 601.2
(BLAs/BLA efficacy supplements) including:

1

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm072349.

pdf
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X legible

DX English (or translated into English)

X pagination

[X] navigable hyperlinks (electronic submissions only)

If no, explain.

BLAs only: Companion application received if a shared or
divided manufacturing arrangement?

If yes, BLA #

Forms and Certifications

Electronic forms and certifications with electronic signatures (scanned, digital, or electronic — similar to DARRTS,
e.g., /s/) are acceptable. Otherwise, paper forms and certifications with hand-writien signatures must be included
Forms include: user fee cover sheet (3397), application form (356h), patent information (3542a), financial
disclosure (3454/3455), and clinical trials (3674); Certifications include: debarment certification, patent

certification(s), field copy certification, and pediatric certification.

Application Form

YES

NO

NA

Comment

Is form FDA 356h included with authorized signature per 21
CFR 314.50(a)?

If foreign applicant, a U.S. agent must sign the form [see 21 CFR
314.50(a)(5)].

v

Are all establishments and their registration numbers listed
on the form/attached to the form?

Patent Information
(NDAs/NDA efficacy supplements only)

NO

NA

Comment

Is patent information submitted on form FDA 3542a per 21
CFR 314.53(c)?

Financial Disclosure

NO

NA

Comment

Are financial disclosure forms FDA 3454 and/or 3455
included with authorized signature per 21 CFR 54.4(a)(1) and

3)?

Forms must be signed by the APPLICANT, not an Agent [see 21
CFR 54.2(g)].

Note: Financial disclosure is required for bioequivalence studies
that are the basis for approval.

Clinical Trials Database

YES

NA

Comment

Is form FDA 3674 included with authorized signature?

If yes, ensure that the application is also coded with the
supporting document category, “Form 3674.”

If no, ensure that language requesting submission of the form is
included in the acknowledgement letter sent to the applicant

Language included in
AcKL Letter sent out
03/02/2011

Debarment Certification

YES

NO

NA

Comment

Is a correctly worded Debarment Certification included with
authorized signature?
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Certification is not required for supplements if submitted in the
original application; If foreign applicant, both the applicant and
the U.S. Agent must sign the certification [per Guidance for
Industry: Submitting Debarment Certifications].

Note: Debarment Certification should use wording in FDCA
Section 306(k)(1) i.e.,“[Name of applicant] hereby certifies that it
did not and will not use in any capacity the services of any person
debarred under section 306 of the Federal Food, Drug, and
Cosmetic Act in connection with this application.” Applicant may
not use wording such as, “To the best of my knowledge...”

Field Copy Certification
(NDAs/NDA efficacy supplements only)

YES

NO

NA

Comment

For paper submissions only: Is a Field Copy Certification
(that it is a true copy of the CMC technical section) included?

Field Copy Certification is not needed if there is no CMC
technical section or if this is an electronic submission (the Field
Office has access to the EDR)

If maroon field copy jackets from foreign applicants are received,
return them to CDR for delivery to the appropriate field office.

Controlled Substance/Product with Abuse Potential

YES

For NMEs:
Is an Abuse Liability Assessment, including a proposal for
scheduling, submitted per 21 CFR 314.50(d)(5)(vii)?

If yes, date consult sent to the Controlled Substance Staff:

For non-NMEs:
Date of consult sent to Controlled Substance Staff .

NO | NA | Comment
v

Pediatrics

YES

NO

Comment

PREA
Does the application trigger PREA?

If yes, notify PeRC RPM (PeRC meeting is required)’

Note: NDAs/BLAs/efficacy supplements for new active ingredients,
new indications, new dosage forms, new dosing regimens, or new
routes of administration trigger PREA. All waiver & deferral
requests, pediatric plans, and pediatric assessment studies must be
reviewed by PeRC prior to approval of the application/supplement.

If the application triggers PREA, are the required pediatric
assessment studies or a full waiver of pediatric studies
included?

2 http://inside.fda.eov:9003/CDER/OfficeofNewDrugs/PediatricandMaternal Health Staffucm027829.htm
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If studies or full waiver not included, is a request for full v
waiver of pediatric studies OR a request for partial waiver
and/or deferral with a pediatric plan included?

If no, request in 74-day letter

If a request for full waiver/partial waiver/deferral is v
included, does the application contain the certification(s)
required by FDCA Section 505B(a)(3) and (4)?

If no, request in 74-day letter

BPCA (NDAs/NDA efficacy supplements only): v

Is this submission a complete response to a pediatric Written
Request?

If yes, notify Pediatric Exclusivity Board RPM (pediatric
exclusivity determination is required)’

Proprietary Name YES | NO | NA | Comment

Is a proposed proprietary name submitted? v

If yes, ensure that the application is also coded with the
supporting document category, “Proprietary Name/Request for

Review.”

REMS YES | NO | NA | Comment
Is a REMS submitted? v

If yes, send consult to OSE/DRISK and notify OC/ DCRMS via

the DCRMSRMP mailbox

Prescription Labeling [_] Not applicable

Check all types of labeling submitted. Package Insert (PI)

Patient Package Insert (PPI)
Instructions for Use (IFU)
Medication Guide (MedGuide)
Carton labels

Immediate container labels
Diluent

Other (specity)

19}

NO | NA | Comment

< OORRO0OR

Is Electronic Content of Labeling (COL) submitted in SPL
format?

If no, request in 74-day letter.

<\

Is the PI submitted in PLR format?*

? hitp://inside.fda.gov:9003/CDER/OfficeofNewDrugs/PediatricandMaternalHealthStaff/ucm027837.htm
4

http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/StudyEndpointsandlabelingDevelopmentTeam/ucm0
25376.htm
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If PI not submitted in PLR format, was a waiver or
deferral requested before the application was received or in
the submission? If requested before application was
submitted, what is the status of the request?

If no waiver or deferral, request PLR format in 74-day letter.

All labeling (P1, PPI, MedGuide, IFU, carton and immediate | ¥
container labels) consulted to DDMAC?
MedGuide, PPI, IFU (plus PI) consulted to OSE/DRISK? v
(send WORD version if available)
v

Carton and immediate container labels, PI, PPI sent to
OSE/DMEPA and appropriate CMC review office (OBP or
ONDQA)?

OTC Labeling

Not Applicable

Check all types of labeling submitted.

[ ] Outer carton label

[] Immediate container label

[] Blister card

[ ] Blister backing label
[_] Consumer Information Leaflet (CIL)

[] Physician sample
[] Consumer sample

[ ] Other (specify)

YES

NO

NA

Comment

Is electronic content of labeling (COL) submitted?

If no, request in 74-day letter.

v

Are annotated specifications submitted for all stock keeping
units (SKUs)?

If no, request in 74-day letter.

If representative labeling is submitted, are all represented
SKUs defined?

If no, request in 74-day letter.

All labeling/packaging, and current approved Rx PI (if
switch) sent to OSE/DMEPA?

Other Consults

YES

NO

NA

Comment

Are additional consults needed? (e.g., IFU to CDRH; QT
study report to QT Interdisciplinary Review Team)

If yes, specify consult(s) and date(s) sent:

IRT sent 03/30/11

Meeting Minutes/SPAs

NO

NA

Comment

End-of Phase 2 meeting(s)?
Date(s): N/A

If yes, distribute minutes before filing meeting

Version: 2/3/11




Pre-NDA/Pre-BLA/Pre-Supplement meeting(s)?
Date(s): August 12, 2010; November 18, 2010 and
December 7, 2010;

If yes, distribute minutes before filing meeting

Any Special Protocol Assessments (SPAs)?
Date(s): October 1, 2009

If yes, distribute letter and/or relevant minutes before filing
meeting
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ATTACHMENT

MEMO OF FILING MEETING

DATE: March 30, 2011

BLA/NDA/Supp #: 125388/0

PROPRIETARY NAME: N/A

ESTABLISHED/PROPER NAME: Brentuximab vedotin

DOSAGE FORM/STRENGTH: Injection, 50 mg/vial

APPLICANT: Seattle Genetics

PROPOSED INDICATION(S)/PROPOSED CHANGE(S):

Indicated for the treatment of relapsed or refractory Hodgkin Lymphoma
BACKGROUND:

Brentuximab vedotin is a CD30-directed antibody drug conjugate (ADC) consisting of three
components:

¢ the antibody cAC10, specific for human CD30,

o the highly potent antimicrotubule agent MMAE, and
e aprotease-cleavable linker that covalently attaches MMAE to cAC10.

Brentuximab vedotin injection for intravenous infusion is supplied as a sterile, preservative free,
white to off-white lyophilized cake, supplied in single-use 30mL vials (50 mg/vial).

REVIEW TEAM:

Discipline/Organization Names Present at
filing
meeting?
(YorN)

Regulatory Project Management RPM: Lara Akinsanya Y
CPMS/TL: | Janet Jamison Y
Cross-Discipline Team Leader (CDTL) | Virginia Kwitkowski Y
Clinical Reviewer: | Angelo de Claro Y
TL: Virginia Kwitkowski Y
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Clinical Pharmacology Reviewer: | Aakanksha Khandelwal Y
and Bahru Habtemariam
TL: Julie Bullock Y
Biostatistics Reviewer: | Kyung Yul Lee Y
TL: Mark Rothmann Y
Nonclinical Reviewer: | Yanli Ouyang Y
(Pharmacology/Toxicology)
TL: Haleh Saber Y
Statistics (carcinogenicity) Reviewer: | N/A
TL: N/A
Immunogenicity (assay/assay Reviewer: | N/A
validation) (for BLAs/BLA efficacy
supplements) TL: N/A
Product Quality (CMC) Reviewer: | Xiao Hong Chen and Y
Marjorie Shapiro
TL: Janice Brown Y
CMC Labeling Review Reviewer: | N/A
TL: N/A
Facility Review/Inspection Reviewer: | Bo Chi and Y
Colleen Thomas
TL: Patricia Hughes Y
OSE/DMEPA (proprietary name) Reviewer:
TL:
Bioresearch Monitoring (DSI) Reviewer: | Lauren lacono-Connors N
TL: Tejashri Purohit-Sheth N

Other reviewers

Other attendees

Ann Farrell, Edvardas Kaminskas,
Anthony Murgo, Kyung Lee, Francisco
Borrego, Sarah Pope Miksinski,
Kathleen Clouse, Ebla Ali Ibrahim, Mara
Miller, and Karen Bengtson
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FILING MEETING DISCUSSION:

GENERAL
o  505(b)(2) filing issues? Not Applicable
L] YES
[1NO
If yes, list issues:
e Per reviewers, are all parts in English or English YES

translation?

If no, explain:

[ ] NO

e Electronic Submission comments

List comments: None

[] Not Applicable

CLINICAL

Comments: Will provide information request to send to
sponsor.

[ ] Not Applicable
FILE
[ ] REFUSE TO FILE

[] Review issues for 74-day letter

o Clinical study site(s) inspections(s) needed?

If no, explain:

Xl YES
[ ] NO

¢ Advisory Committee Meeting needed?

Comments:

If no, for an original NME or BLA application, include the
reason. For example:
o  this drug/biologic is not the first in its class
o  the clinical study design was acceptable
o the application did not raise significant safety
or efficacy issues
O  the application did not raise significant public
health questions on the role of the
drug/biologic in the diagnosis, cure,
mitigation, treatment or prevention of a
disease

X YES
Date if known: July 13/14, 2011

[ ] NO
[ ] To be determined

Reason:

e Abuse Liability/Potential

(X Not Applicable
[] FILE
[ ] REFUSE TO FILE
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Comments:

[ ] Review issues for 74-day letter

o Ifthe application is affected by the AIP, has the
division made a recommendation regarding whether
or not an exception to the AIP should be granted to
permit review based on medical necessity or public
health significance?

Not Applicable
[] YES
] NO

Comments:
CLINICAL MICROBIOLOGY [] Not Applicable
FILE
[ REFUSE TO FILE
Comments: [ ] Review issues for 74-day letter

CLINICAL PHARMACOLOGY

[] Not Applicable
X FILE
[ ] REFUSE TO FILE

Comments: [ ] Review issues for 74-day letter
o Clinical pharmacology study site(s) inspections(s) L] YES
needed? [ ] NO

BIOSTATISTICS [ 1 Not Applicable

FILE

[ ] REFUSE TO FILE

< L i
Comments: Review issues for 74-day letter
NONCLINICAL [ ] Not Applicable

(PHARMACOLOGY/TOXICOLOGY)

Comments:

X FILE
[] REFUSE TO FILE

(] Review issues for 74-day letter
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IMMUNOGENICITY (BLAs/BLA efficacy
supplements only)

Comments:

[_] Not Applicable
FILE
[] REFUSE TO FILE

[ 1 Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments:

[] Not Applicable
X] FILE
[] REFUSE TO FILE

[] Review issues for 74-day letter

Environmental Assessment

e Categorical exclusion for environmental assessment
(EA) requested?

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

Comments:

[ Not Applicable

YES
] NO

[1YES
[ ] NO

[ ]YES
[] NO

Quality Microbiology (for sterile products)

¢ Was the Microbiology Team consulted for validation
of sterilization? (NDAs/NDA supplements only)

Comments:

Not Applicable

] YES
] NO

Facility Inspection

e Establishment(s) ready for inspection?

= Establishment Evaluation Request (EER/TBP-EER)
submitted to DMPQ?

Comments:

[ ] Not Applicable

YES
] NO

[ ] YES
(] NO

Facility/Microbiology Review (BLAs only)

Comments:

[] Not Applicable
X FILE
[ 1 REFUSE TO FILE

L] Review issues for 74-day letter
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CMC Labeling Review

Comments: N/A

[] Review issues for 74-day letter

REGULATORY PROJECT MANAGEMENT

Signatory Authority: Lara Akinsanya

21* Century Review Milestones (see attached) (listing review milestones in this document is
optional):

Comments: None

REGULATORY CONCLUSIONS/DEFICIENCIES

]

The application is unsuitable for filing. Explain why:

XY

The application, on its face, appears to be suitable for filing.

Review Jssues:

[] No review issues have been identiﬁed for the 74-day letter.

Review issues have been identified for the 74-day letter. List (optional):

Review Classification:

[ ] Standard Review

DX Priority Review

ACTIONS ITEMS

Ensure that any updates to the review priority (S or P) and classifications/properties are
entered into tracking system (e.g., chemical classification, combination product
classification, 505(b}(2), orphan drug).

If RTF, notify everybody who already received a consult request, OSE PM, and Product
Quality PM (to cancel EER/TBP-EER).

If filed, and the application is under AIP, prepare a letter either granting (for signature by
Center Director) or denying (for signature by ODE Director) an exception for review.

BLA/BLA supplements: If filed, send 60-day filing letter

XX O 0O X

If priority review:
e notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day
filing letter; For NDAs/NDA supplements: see CST for choices)
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o notify DMPQ (so facility inspections can be scheduled earlier)

X

Send review issues/no review issues by day 74

X

Conduct a PLR format labeling review and include labeling issues in the 74-day letter

X

BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and
the Facility Information Sheet to the facility reviewer for completion. Ensure that the
completed forms are forwarded to the CDER RMS-BLA Supetuser for data entry into
RMS-BLA one month prior to taking an action [These sheets may be found at:
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027822]

L] Other
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PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package. '

PMR/PMC Description:  BL 125399, PMR under accelerated approval
A randomized phase 3 trial of SGN-35 (brentuximab vedotin) in
combination with CH-P versus CHOP as frontline therapy in patients
with CD30-positive mature T- and NK-cell lymphomas and systemic
ALCL (sALCL). Enrollment of approximately 300 patients is planned
with a primary endpoint of progression free survival as determined by
an, independent review facility. Overall survival is a key secondary

endpoint.
PMR/PMC Schedule Milestones: Final Protocol Submission: 12/31/2012
Trial Completion: 06/30/2018
Final Report Submission: 06/30/2019

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a
pre-approval requirement. Check type below and describe.

X Unmet need

[] Life-threatening condition

[] Long-term data needed

[] Only feasible to conduct post-approval
[ Prior clinical experience indicates safety
(] Small subpopulation affected

[] Theoretical concern

[] Other

Brentuximab vedotin is a highly active agent in relapsed systemic anaplastic large cell lymphoma.
This trial will prospectively test the efficacy and safety of the combination of Brenttiximab with
chemotherapy in an earlier stage of the disease.

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is
a FDAAA PMR, describe the risk. If the FDAAA PMR is created post-approval, describe the “new
safety information.”
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This Phase 3 trial is required per 21 CFR 601.40-46 subpart E, the accelerated approval
regulations, to confirm and verify the clinical benefit of brentuximab vedotin, following the
accelerated approval for the treatment of patients with relapsed systemic anaplastic large cell
lymphoma.

3. [Ifthe study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

-~ Which regulation?

X Accelerated Approval (subpart H/E)

("] Animal Efficacy Rule

] Pediatric Research Equity Act

] FDAAA required safety study/clinical trial

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)

[] Assess a known serious risk related to the use of the drug?
. ] Assess signals of serious risk related to the use of the drug?
(] Identify an unexpected serious risk when available data indicate the potential for a serious
risk? -

- [If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

[] Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to
assess or identify a serious risk

[_] Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the
FDA is required to establish under section 505(k)(3) has not yet been established and is thus
not sufficient to assess this known serious risk, or has been established but is nevertheless not
sufficient to assess or identify a serious risk

[ Study: all other investigations, such as investigations in humans that are not clinical trials as
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory
experiments? )

Do not select the above study type if: a study will not be sufficient to identify or assess a
serious risk

[ Clinical trial: any prospective investigation in which the sponsor or investigator determines
the method of assigning investigational product or other interventions to one or more human
subjects?

4. What type of study or clinical trial is required or agreed upon (describe and check type below)? If the
study or trial will be performed in a subpopulation, list here.

See above.
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5.

Required

[] Observational pharmacoepidemiologic study

[] Registry studies

Primary safety study or clinical trial

(] Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety
(] Thorough Q-T clinical trial

[] Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)
Continuation of Question 4

] Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)

[] Pharmacokinetic studies or clinical trials

[] Drug interaction or bioavailability studies or clinical trials

(] Dosing trials

(] Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation)

(] Meta-analysis or pooled analysis of previous studies/clinical trials
["] Immunogenicity as a marker of safety
] Other (provide explanation)

Agreed upon:

(] Quality study without a safety endpoint (e.g., manufacturing, stability)

] Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease,
background rates of adverse events) _

] Clinical trials primarily designed to further define efficacy (e.g., in another condition,
different disease severity, or subgroup) that are NOT required under Subpart H/E

[[] Dose-response study or clinical trial performed for effectiveness

[_] Nonclinical study, not safety-related (specify)

X Other
Prospective comparative clinical trial for efficacy and safety

Is the PMR/PMC clear, feasible, and appropriate?

X Does the study/clinical trial meet criteria for PMRs or PMCs?

Are the objectives clear from the description of the PMR/PMC?

X Has the applicant adequately justified the choice of schedule milestone dates?

Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine
feasibility, and contribute to the development process?

PMR/PMC Development Coordinator:

X This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug

quality.

(signature line for BLAS)
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PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

PMR/PMC Description: BL 125388 - PMR
A randomized phase 3 trial of SGN-35 (brentuximab vedotin) in
combination with AVD versus ABVD as frontline therapy in patients
with advanced Hodgkin Lymphoma. Enrollment of approximately 880
patients is planned with a primary endpoint of progression free survival
determined by an independent review facility. Overall survival is a key
secondary endpoint.

PMR/PMC Schedule Milestones: * Final Protocol Submission: } 09/30/2012
Study/Trial Completion: 06/30/2018
Final Report Submission: 06/30/2019

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a
pre-approval requirement. Check type below and describe.

X Unmet need

(] Life-threatening condition

[] Long-term data needed

[] Only feasible to conduct post-approval
(] Prior clinical experience indicates safety
(] Small subpopulation affected

[] Theoretical concern

[] Other

Brentuximab vedotin is a highly active agent in Hodgkin Lymphoma that has relapsed after
autologous stem cell transplantation. There are no approved treatments for use in this setting.

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is
a FDAAA PMR, describe the risk. If the FDAAA PMR is created post-approval, describe the “new
safety information.”
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This Phase 3 trial is required per 21 CFR 601.40-46 subpart E, the accelerated approval
regulations, to confirm and verify the clinical benefit of brentuximab vedotin, following accelerated
approval for the treatment of patients with Hodgkin Lymphoma that has relapsed after autologous
stem cell transplantation.

3. If the study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

- Which regulation?

DX Accelerated Approval (subpart H/E)

(] Animal Efficacy Rule

[] Pediatric Research Equity Act

(] FDAAA required safety study/clinical trial

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)

[] Assess a known serious risk related to the use of the drug?

[] Assess signals of serious risk related to the use of the drug?

[] Identify an unexpected serious risk when available data indicate the potential for a serious
risk?

—~ If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

(] Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial fype if: such an analysis will not be sufficient to
assess or identify a serious risk

[] Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the
FDA is required to establish under section 505(k)(3) has not yet been established and is thus
not sufficient to assess this known serious risk, or has been established but is nevertheless not
sufficient to assess or identify a serious risk

] Study: all other investigations, such as investigations in humans that are not clinical trials as
defined below (e.g., observational epidemiologic studies), animal studies, apd laboratory
experiments?

Do not select the above study type if: a study will not be sufficient to identify or assess a
serious risk

X Clinical trial: any prospective investigation in which the sponsor or investigator determines
the method of assigning investigational product or other interventions to one or more human
subjects?

4. What type of study or clinical trial is required or agreed upon (describe and check type below)? If the
study or trial will be performed in a subpopulation, list here.

See above.
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5.

Required

[_] Observational pharmacoepidemiologic study

[] Registry studies

[_] Primary safety study or clinical trial

] Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety
] Thorough Q-T clinical trial

[ ] Nonclinical (animal) safety study (e.g., carcmogemmty, reproductive toxicology)
Continuation of Question 4

[] Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)

[] Pharmacokinetic studies or clinical trials

[_] Drug interaction or bioavailability studies or clinical trials

[] Dosing trials

[] Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation)

(] Meta-analysis or pooled analysis of previous studies/clinical trials
[] Immunogenicity as a marker of safety

- [X] Other (provide explanation)

Prospective comparative clinical trial for efﬁcacy and safety

Agreed upon:

[] Quality study without a safety endpoint (e.g., manufacturing, stability)

[] Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease,
background rates of adverse events)

] Clinical trials primarily designed to further define efficacy (e.g., in another condition,
different disease severity, or subgroup) that are NOT required under Subpart H/E

] Dose-response study or clinical trial performed for effectiveness

[] Nonclinical study, not safety-related (specify)

] Other

Is the PMR/PMC clear, feasible, and appropriate?

X Does the study/clinical trial meet criteria for PMRs or PMCs?

X Are the objectives clear from the description of the PMR/PMC? :

Has the applicant adequately justified the choice of schedule milestone dates?

X Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine
feasibility, and contribute to the development process?

PMR/PMC Development Coordinator:

X| This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug

quality.

(signature line for BLAs)
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Attachment B: Sample PMR/PMC Developmeht Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

PMR/PMC Description: BLA-STN 125388: PMR
Adcetris (brentuximab vedotin) Injection

Reversibility/Resolution of drug-induced peripheral neuropathy

PMR/PMC Schedule Milestones: Final Protocol Submission: MM/DD/YYYY
Study/Ttrial Completion: MM/DD/YYYY
Final Report Submission: MM/DD/YYYY
Other: MM/DD/YYYY

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a
pre-approval requirement. Check type below and describe.

X] Unmet need

Life-threatening condition

Long-term data needed

(L] Only feasible to conduct post-approval
("] Prior clinical experience indicates safety
(] Small subpopulation affected

[] Theoretical concern

[] Other

We anticipate an accelerated approval for the reasons above. A cumulative peripheral neuropathy is
a common adverse drug reaction. Information on the duration and reversibility of neuropathy is
lacking.

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is
a FDAAA PMR, describe the risk. If the FDAAA PMR is created post-approval, describe the “new
safety information.”

Sponsor to characterize the duration and reversibility of treatment emergent neuropathy in a
prospective trial.
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3. [Ifthe study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4. :

- Which regulation?

Accelerated Approval (subpart H/E)

[] Animal Efficacy Rule

[[] Pediatric Research Equity Act

(] FDAAA required safety study/clinical trial

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)

[[] Assess a known serious risk related to the use of the drug?

(] Assess signals of serious risk related to the use of the drug?

[] Identify an unexpected serious risk when available data indicate the potential for a serious
risk?

- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

[ 1 Analysis of spontaneous postmarketing adverse events? :
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to
assess or identify a serious risk

(] Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the

FDA is required to establish under section 505(k)(3) has not yet been established and is thus
not sufficient to assess this known serious risk, or has been established but is nevertheless not
sufficient to assess or identify a serious risk

[] Study: all other investigations, such as investigations in humans that are not clinical trials as
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory
experiments?

Do not select the above study type if: a study will not be sufficient to identify or assess a
serious risk

[] Clinical trial: any prospective investigation in which the sponsor or investigator determines
the method of assigning investigational product or other interventions to one or more human
subjects?

4. What type of study or clinical trial is required or agreed upon (describe and check type below)? If the
study or trial will be performed in a subpopulation, list here.

Prospective open label trial to assess reversibility of treatment-emergent neuropathy

Required

(] Observational pharmacoepidemiologic study

[] Registry studies

Primary safety study or clinical trial

(] Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety
(] Thorough Q-T clinical trial

[] Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)

Attachment B: Sample PMR/PMC Development Template Last Updated 8/18/2011 Page 2 of 3



Continuation of Question 4

[[] Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)

(] Pharmacokinetic studies or clinical trials

[] Drug interaction or bioavailability studies or clinical trials

[] Dosing trials

('] Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation)

[] Meta-analysis or pooled analysis of previous studies/clinical trials
(] Immunogenicity as a marker of safety
[] Other (provide explanation)

Agreed upon:

[] Quality study without a safety endpoint (e.g., manufacturing, stability)

[] Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease,
background rates of adverse events)

(] Clinical trials primarily designed to further define efficacy (e.g., in another condition,
different disease severity, or subgroup) that are NOT required under Subpart H/E

[] Dose-response study or clinical trial performed for effectiveness

] Nonclinical study, not safety-related (specify)

[] Other

5. Is the PMR/PMC clear, feasible, and appropriate?

X Does the study/clinical trial meet criteria for PMRs or PMCs?

X Are the objectives clear from the description of the PMR/PMC?

Has the applicant adequately justified the choice of schedule milestone dates?

Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine
feasibility, and contribute to the development process?

PMR/PMC Development Coordinator:
X This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further ref ine
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug

quality.

(signature line for BLAs) -
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PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

PMR/PMC Description: ~ Perform additional experimental work to understand the impact of
soluble CD30 in serum samples on the determination of anti-drug

antibodies.
PMR/PMC Schedule Milestones: Final Protocol Submission: MM/DD/YYYY
Study/Trial Completion: MM/DD/YYYY
Final Report Submission: MM/DD/YYYY
Other: MM/DD/YYYY

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a
pre-approval requirement. Check type below and describe.

(] Unmet need

[] Life-threatening condition

[ ] Long-term data needed

[] Only feasible to conduct post-approval
[] Prior clinical experience indicates safety
[] Small subpopulation affected

[] Theoretical concern

X Other

Some patients in the clinical studies secrete soluble CD30, the antigen recognized by the cAC10
monoclonal antibody component of brentuximab vedotin. Soluble CD30 could interfere with the
detection of anti-drug antibodies in the immunogenicity assay. The rates of immunogenicity in the
clinical studies to date were low and do not appear to impact efficacy, therefore this information will
not provide information needed to support approval.

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is
a FDAAA PMR, describe the risk. If the FDAAA PMR is created post-approval, describe the “new
safety information.”

If soluble CD30 interferes with the detection of anti-drug antibodies in the immunogenicity assay,
the true rate of immunogenicity cannot be known and will not be properly reported on the package
insert. The goal of this additional study is to attain a more complete understanding of the
immunogenicity profile of brentuximab vedotin.
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3. If the study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

- Which regulation?

[] Accelerated Approval (subpart H/E)

[] Animal Efficacy Rule '

[] Pediatric Research Equity Act

] FDAAA required safety study/clinical trial

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)

[] Assess a known serious risk related to the use of the drug?

[C] Assess signals of serious risk related to the use of the drug?

[_] Identify an unexpected serious risk when available data indicate the potential for a serious
risk?

— If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

I:| Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to
assess or identify a serious risk

(] Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the

FDA is required to establish under section 505(k)(3) has not yet been established and is thus
not sufficient to assess this known serious risk, or has been established but is nevertheless not
sufficient to assess or identify a serious risk '

[] Study: all other investigations, such as investigations in humans that are not clinical trials as
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory
experiments?

Do not select the above study type if: a study will not be sufficient to identify or assess a
serious risk

(] Clinical trial: any prospective investigation in which the sponsor or investigator determines
the method of assigning investigational product or other interventions to one or more human
subjects?

4. What type of study or clinical trial is required or agreed upon (describe and check type below)? If the
study or trial will be performed in a subpopulation, list here.

Perform additional studies as part of the validation of the inmunogenicity assay to understand
what, if any, levels of soluble CD30 samples interfere in the detection of anti-drug antibodies, and
what additional steps may be taken in the preparation of patient samples to mitigate this
interference.

Required

[] Observational pharmacoepidemiologic study

[] Registry studies

[] Primary safety study or clinical trial

[] Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety
[] Thorough Q-T clinical trial

[] Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)
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Continuation of Question 4

[ ] Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)

[] Pharmacokinetic studies or clinical trials

[ ] Drug interaction or bioavailability studies or clinical trials

] Dosing trials :

[} Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation)

[[] Meta-analysis or pooled analysis of previous studies/clinical trials
[T] Immunogenicity as a marker of safety
[] Other (provide explanation)

Additional validation study for the immunogenicity assay.

Agreed upon:

[] Quality study without a safety endpoint (e.g., manufacturing, stability)

] Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease,
background rates of adverse events)

[] Clinical trials primarily designed to further define efficacy (e.g., in another condition,
different disease severity, or subgroup) that are NOT required under Subpart H/E

[] Dose-response study or clinical trial performed for effectiveness

(] Nonclinical study, not safety-related (specify)

[] Other

5. Is the PMR/PMC clear, feasible, and appropriate?

[] Does the study/clinical trial meet criteria for PMRs or PMCs?

] Are the objectives clear from the description of the PMR/PMC?

[] Has the applicant adequately justified the choice of schedule milestone dates?

[[] Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine
feasibility, and contribute to the development process?

PMR/PMC Development Coordinator:
[} This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine
the safety, efficacy, or optimal use of a drug, ‘or to ensure consistency and reliability of drug

quality.

(signature line for BLAs)
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Attachment B: Sample PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

PMR/PMC Description: ~ SGN-35 PMC
' Provide summary data for validating all in-process product intermediate
maximum hold times for the cAC10 manufacturing process at scale in a CBEO
by 12/31/2012.

PMR/PMC Schedule Milestones:  Final protocol Submission Date: MM/DD/YYYY
Study/Clinical trial Completion Date: MM/DD/YYYY
Final Report Submission Date: 12/31/2012
Other: MM/DD/YYYY

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a
pre-approval requirement. Check type below and describe.

[] Unmet need

[ ] Life-threatening condition

X Long-term data needed

] Only feasible to conduct post-approval
["] Prior clinical experience indicates safety
[] Small subpopulation affected

[] Theoretical concern

[] Other

The validation studies of in-process product intermediate hold times need to be conducted at the
next product campaign. This is appropriate for a PMC because this PMC does not affect the safety
of the product. The risk of microbial contamination is also mitigated by other microbial controls in
place during manufacturing.

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is
a FDAAA PMR, describe the risk. If the FDAAA PMR is created post-approval, describe the “new
safety information.” '

The product intermediate hold times need to be validated at scale for microbial control. The hold
times have been validated for chemical stability only.
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3. If the study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

- Which regulation?

[ ] Accelerated Approval (subpart H/E)

[ ] Animal Efficacy Rule

[ ] Pediatric Research Equity Act

[] FDAAA required safety study/clinical trial

—  If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)

[] Assess a known serious risk related to the use of the drug?

[ ] Assess signals of serious risk related to the use of the drug?

[ ] Identify an unexpected serious risk when available data indicate the potential for a serious
risk?

-  If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

(] Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to
assess or identify a serious risk

[] Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the
FDA is required to establish under section 505(k)(3) has not yet been established and is thus
not sufficient to assess this known serious risk, or has been established but is nevertheless not
sufficient to assess or identify a serious risk

[] Study: all other investigations, such as investigations in humans that are not clinical trials as
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory
experiments?

Do not select the above study type if: a study will not be sufficient to identify or assess a
serious risk

[] Clinical trial: any prospective investigation in which the sponsor or investigator determines
the method of assigning investigational product or other interventions to one or more human
subjects?

4. What type of study or clinical trial is required or agreed upon (describe and check type below)? If the
study or trial will be performed in a subpopulation, list here.

Provide summary data for validating all in-process product intermediate maximum hold times for
the cAC10 manufacturing process at scale in a CBEO by 12/31/2012.

Required

[] Observational pharmacoepidemiologic study
[] Registry studies
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Continuation of Question 4

[] Primary safety study or clinical trial

[_] Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety

(] Thorough Q-T clinical trial

[] Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)

[ ] Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)

[] Pharmacokinetic studies or clinical trials '

[] Drug interaction or bioavailability studies or clinical trials

[] Dosing trials

[] Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation)

[] Meta-analysis or pooled analysis of previous studies/clinical trials
[] Immunogenicity as a marker of safety
[] Other (provide explanation)

Agreed upon:

Quality study without a safety endpoint (e.g., manufacturing, stability)

[] Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease,
background rates of adverse events)

[T] Clinical trials primarily designed to further define efficacy (e.g., in another condition,
different disease severity, or-subgroup) that are NOT required under Subpart H/E

[} Dose-response study or clinical trial performed for effectiveness

[_] Nonclinical study, not safety-related (specify)

[] Other

5. Is the PMR/PMC clear, feasible, and appropriate?

Does the study/clinical trial meet criteria for PMRs or PMCs?

X Are the objectives clear from the description of the PMR/PMC?

Has the applicant adequately justified the choice of schedule milestone dates?

X Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine
feasibility, and contribute to the development process?

PMR/PMC Development Coordinator:
X This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

(signature line for BLAs)
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Attachment B: Sample PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

PMR/PMC Description:  SGN-35 PMC:
Perform bacteriostasis/fungistasis testing for the bioburden test of the bulk
drug substance (BDS) using three batches of BDS samples stored under
routine sample storage conditions at 2-8°C. The summary data will be
provided in an Annual Report by 12/31/2012.

PMR/PMC Schedule Milestones: Final protocol Submission Date: MM/DD/YYYY
Study/Clinical trial Completion Date: MM/DD/YYYY
Final Report Submission Date: 12/31/2012
Other: MM/DD/YYYY

1. During application review, explain why this iséue is appropriate for a PMR/PMC instead of a
pre-approval requirement. Check type below and describe.

(] Unmet need
(] Life-threatening condition
Long-term data needed
- [[] Only feasible to conduct post-approval
(] Prior clinical experience indicates safety
] Small subpopulation affected
[] Theoretical concern
[] Other

Bulk drug substance (BDS) samples need to be obtained during the next campaign for the bioburden
test qualification studies. This is appropriate for a PMC because this PMC does not affect the safety
of the product. The risk of frozen samples losing bacteriostasis/fungistasis effect is not very high.
In addition, the BDS is manufactured under adequate microbial control, ® @

under controlled environment. However, the bioburden test should be
qualified adequately as it is one of the specficiations of the BDS.

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is
a FDAAA PMR, describe the risk. If the FDAAA PMR is created post-approval, describe the “new
safety information.”

The bulk drug substance (BDS) samples used for the bioburden test qualification studies were
stored at ®@ prior to testing. It is not clear if the bacteriostasis/fungistasis effect of the samples
was impacted by the storage condition or the freeze/thaw process. The bioburden test needs to be
qualified using BDS samples stored under routine sample storage conditions.
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3. If the study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

- Which regulation?

[] Accelerated Approval (subpart H/E)

[] Animal Efficacy Rule

[] Pediatric Research Equity Act

[ ] FDAAA required safety study/clinical trial

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)

[] Assess a known serious risk related to the use of the drug?

[] Assess signals of serious risk related to the use of the drug?

[] Identify an unexpected serious risk when available data indicate the potential for a serious
risk?

~  If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

(] Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to
assess or identify a serious risk

[ ] Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the

FDA is required to establish under section 505(k)(3) has not yet been established and is thus
not sufficient to assess this known serious risk, or has been established but is nevertheless not
sufficient to assess or identify a serious risk

[] Study: all other investigations, such as investigations in humans that are not clinical trials as
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory
experiments? .

Do not select the above study type if: a study will not be sufficient to identify or assess a
serious risk

[] Clinical trial: any prospective investigation in which the sponsor or investigator determines
the method of assigning investigational product or other interventions to one or more human
subjects?

4. What type of study or clinical trial is required or agreed upon (describe and check type below)? If the
study or trial will be performed in a subpopulation, list here.

Perform the bacteriostasis/fungistasis testing for the bioburden test of the bulk drug substance
(BDS) using three batches of BDS samples stored under routine sample storage conditions at 2-
80C. The summary data will be provided in an Annual Report by 12/31/2012.

Required

[] Observational pharmacoepidemiologic study
[] Registry studies
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Continuation of Question 4

[] Primary safety study or clinical trial

[_] Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety

[] Thorough Q-T clinical trial

[] Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)

"] Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)

[] Pharmacokinetic studies or clinical trials

[] Drug interaction or bioavailability studies or clinical trials

] Dosing trials

[] Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation)

[] Meta-analysis or pooled analysis of previous studies/clinical trials
[] Immunogenicity as a marker of safety
[] Other (provide explanation)

Agreed upon:

X Quality study without a safety endpoint (e.g., manufacturing, stability)

[] Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease,
background rates of adverse events) '

(] Clinical trials primarily designed to further define efficacy (e.g., in another condition,
different disease severity, or subgroup) that are NOT required under Subpart H/E

[] Dose-response study or clinical trial performed for effectiveness

[] Nonclinical study, not safety-related (specify)

[] Other

5. Is the PMR/PMC clear, feasible, and appropriate?

[X] Does the study/clinical trial meet criteria for PMRs or PMCs?

Are the objectives clear from the description of the PMR/PMC?

Has the applicant adequately justified the choice of schedule milestone dates?

X Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine
feasibility, and contribute to the development process?

PMR/PMC Development Coordinator:
X This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

(signature line for BLASs)
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PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

PMR/PMC Description: ~Commit to reassess brentuximab vedotin drug substance and drug product
specifications based on the combination of Intermediate lots used to
manufacture SGN-35 BDS and DP when the total number of BDS and
DP lots include >25 lots cAC10 and >10 lots of SGD-1006 as input
intermediates and, as part of your annual Product Quality Review for
brentuximab vedotin.

PMR/PMC Schedule Milestones: Final Protocol Submission: MM/DD/YYYY
Study/Trial Completion: MM/DD/YYYY
Final Report Submission: MM/DD/YYYY
Other: MM/DD/YYYY

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a
pre-approval requirement. Check type below and describe.

(] Unmet need

[[] Life-threatening condition

[] Long-term data needed

X Only feasible to conduct post-approval
(] Prior clinical experience indicates safety
] Small subpopulation affected

[ ] Theoretical concern

[] Other

Brentuximab vedotin is an antibody-drug conjugate manufactured from two pivotal intermediates,
the cAC10 monoclonal antibody and the SGD-1006 drug-linker. Each lot of intermediate can be
used to manufacture multiple lots of drug substance. Even though the BLA provides information on
~25-30 lots each of drug substance and drug product, the number of combinations of intermediates
used to manufacture these lots is limited, therefore lot-to-lot variability has yet to be fully
established. Additional post-approval manufacturing will be necessary to manufacture a sufficient
number of DS and DP lots that will be representative of the range of quality attritubutes

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is
a FDAAA PMR, describe the risk. If the FDAAA PMR is created post-approval, describe the “new
safety information.”

The proposed commercial release specifications for DS and DP are supported by the data provided
and many have been tightened since the pivotal studies. However, the actual results suggest that
some release specifications could be narrowed further. However, due to the limited number of
intermediate lot combinations used to manufacture DS and DP to date, it will take post-marketing
manufacturing experience to collect sufficient data to support a re-assessment and possible change
in DS and DP release specifications.
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3. If the study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

- Which regulation?

[] Accelerated Approval (subpart H/E)

[] Animal Efficacy Rule

[ ] Pediatric Research Equity Act

[[] FDAAA required safety study/clinical trial

— If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)

[] Assess a known serious risk related to the use of the drug?

[] Assess signals of serious risk related to the use of the drug?

[] Identify an unexpected serious risk when available data indicate the potential for a serious
risk?

—  If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

[] Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to
assess or identify a serious risk

(] Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the
FDA is required to establish under section 505(k)(3) has not yet been established and is thus
not sufficient to assess this known serious risk, or has been established but is nevertheless not
sufficient to assess or identify a serious risk

[] Study: all other investigations, such as investigations in humans that are not clinical trials as
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory
experiments?

Do not select the above study type if: a study will not be sufficient to identify or assess a
serious risk

[] Clinical trial: any prospective investigation in which the sponsor or investigator determines
the method of assigning investigational product or other interventions to one or more human
subjects?

4. What type of study or clinical trial is required or agreed upon (describe and check type below)? If the
study or trial will be performed in a subpopulation, list here.

No clinical studies or additional studies required. This is a collection of DS and DP release data .
with a full statistical analysis of the data in order to determine if any specifications should be
changed.

Required

[] Observational pharmacoepidemiologic study

[] Registry studies

[] Primary safety study or clinical trial

[] Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety
[] Thorough Q-T clinical trial

[ ] Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)
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Continuation of Question 4

[ ] Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)
[] Pharmacokinetic studies or clinical trials
[] Drug interaction or bioavailability studies or clinical trials
(] Dosing trials
[] Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation) '
Analysis of DS and DP release data.

[] Meta-analysis or pooled analysis of previous studies/clinical trials
[ ] Immunogenicity as a marker of safety
[] Other (provide explanation)

Agreed upon:

X Quality study without a safety endpoint (e.g., manufacturing, stability)

[] Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease,
background rates of adverse events) '

[] Clinical trials primarily designed to further define efficacy (e.g., in another condition,
different disease severity, or subgroup) that are NOT required under Subpart H/E

[T] Dose-response study or clinical trial performed for effectiveness

[] Nonclinical study, not safety-related (specify)

[] Other

5. Is the PMR/PMC clear, feasible, and appropriate?

[] Does the study/clinical trial meet criteria for PMRs or PMCs?

(] Are the objectives clear from the description of the PMR/PMC?

[] Has the applicant adequately justified the choice of schedule milestone dates?

(] Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine
feasibility, and contribute to the development process? ‘

PMR/PMC Development Coordinator:
(] This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug

quality.

(signature line for BLAs)
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PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package. .

PMR/PMC Description:  Harmonize all CMC information contained in your application with
that contained in DMF == ®®

PMR/PMC Schedule Milestones: Final Protocol Submission: MM/DD/YYYY
Study/Trial Completion: MM/DD/YYYY
Final Report Submission: MM/DD/YYYY
Other: MM/DD/YYYY

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a
pre-approval requirement. Check type below and describe.

[ ] Unmet need

[] Life-threatening condition

[] Long-term data needed

[] Only feasible to conduct post-approval
(] Prior clinical experience indicates safety
(] Small subpopulation affected

[ ] Theoretical concern

X Other

Seattle Genetics proposed harmonizing the BLA and DMF within 3 month after approval, once the
release specifications for the SGD-drug linker, described in DMF = ®@. were clear. In addition,
Seattle Genetics was requested to perform additional characterization to submit to the DMF and the
study will not be completed prior to the PDUFA deadline.

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is
a FDAAA PMR, describe the risk. If the FDAAA PMR is created post-approval, describe the “new
safety information.”

The DMF describing the manufacture of the SGD-1006 drug-linker and the BLA should be
harmonized to contain identical information regarding release specifications and other attributes.
The purpose of this PMC is to ensure that the BLA and DMF will be harmonized in a timely
fashion. Also, an additional study that is not required for approval was requested to further
characterize SGD-1006. This study will not be complete until after the BLA PDUFA deadline.
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3. Ifthe study/élinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

~  Which regulation?

[] Accelerated Approval (subpart H/E)

[} Animal Efficacy Rule

[] Pediatric Research Equity Act

[ ] FDAAA required safety study/clinical trial

—  If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)

[] Assess a known serious risk related to the use of the drug?

[[] Assess signals of serious risk related to the use of the drug?

["] Identify an unexpected serious risk when available data indicate the potential for a serious
risk?

- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

[] Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to
assess or identify a serious risk

[] Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the
FDA is required to establish under section 505(k)(3) has not yet been established and is thus
not sufficient to assess this known serious risk, or has been established but is nevertheless not
sufficient to assess or identify a serious risk

[] Study: all other investigations, such as investigations in humans that are not clinical trials as
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory
experiments?

Do not select the above study type if: a study will not be sufficient to identify or assess a
serious risk

[] Clinical trial: any prospective investigation in which the sponsor or investigator determines
the method of assigning investigational product or other interventions to one or more human
subjects?

4. What type of study or clinical trial is required or agreed upon (describe and check type below)? If the
study or trial will be performed in a subpopulation, list here.

One additional study to further characterize the SDG-1006 intermediate was requested to be
submitted to the DMF. No additional studies are required to harmonize release specifications
between the BLA and DMF.

Required

[] Observational pharmacoepidemiologic study

(] Registry studies

[] Primary safety study or clinical trial

[] Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety
[] Thorough Q-T clinical trial

[] Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)
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Continuation of Question 4

[] Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)

[} Pharmacokinetic studies or clinical trials

(] Drug interaction or bioavailability studies or clinical trials

[] Dosing trials :

[] Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation)

[] Meta-analysis or pooled analysis of previous studies/clinical trials
[} Immunogenicity as a marker of safety
[] Other (provide explanation)

Agreed upon:

[] Quality study without a safety endpoint (e.g., manufacturing, stability)

[_] Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease,
background rates of adverse events)

[] Clinical trials primarily designed to further define efficacy (e.g., in another condition,
different disease severity, or subgroup) that are NOT required under Subpart H/E

[] Dose-response study or clinical trial performed for effectiveness

[] Nonclinical study, not safety-related (specify)

X Other
Complete additional characterization study and harmonize BLA and DMF within 3 months of
BLA approval.

5. Is the PMR/PMC clear, feasible, and appropriate?

[] Does the study/clinical trial meet criteria for PMRs or PMCs?

(] Are the objectives clear from the description of the PMR/PMC?

[T] Has the applicant adequately justified the choice of schedule milestone dates?

[] Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine
feasibility, and contribute to the development process?

PMR/PMC Development Coordinator: A
["] This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug

quality.

(signature line for BLAs)
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Attachment B: Sample PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

PMR/PMC Description:  Reevaluate the Limit of Detection (LOD) of methylene blue using standard
- curve with different concentrations of dye that include concentrations below
the LOD. Results of the LOD determination will be appended to the method
validation report and communicated to the FDA before the end of December

2011.
PMR/PMC Schedule Milestones: Final protocol Submission Date: MM/DD/YYYY
Study/Clinical trial Completion Date: MM/DD/YYYY
Final Report Submission Date: 12/31/2011
Other: MM/DD/YYYY

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a
pre-approval requirement. Check type below and describe. '

[} Unmet need

[] Life-threatening condition

[ ] Long-term data needed

Only feasible to conduct post-approval
[] Prior clinical experience indicates safety
(] Small subpopulation affected

[] Theoretical concern

[] Other

This study will improve an assay that is used to test container closure integrity of stability samples.
This study is appropriate for a PMC because suitability of the container closure sytem has been
demonstrated by other tests, and release testing has confirmed drug product sterility. The study
cannot be completed prior to BLA approval.

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is
a FDAAA PMR, describe the risk. If the FDAAA PMR is created post-approval, describe the “new
safety information.”

The goal of the study is to more accurately define the limit of detection for the dye used in the
container closure integrity test for stability samples. ‘
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3. If the study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

- Which regulation?

[] Accelerated Approval (subpart H/E)

[ ] Animal Efficacy Rule

[] Pediatric Research Equity Act

[ ] FDAAA required safety study/clinical trial

— If the PMR is 2a FDAAA safety study/clinical trial, does it: (check all that apply)

[[] Assess a known serious risk related to the use of the drug?

[] Assess signals of serious risk related to the use of the drug?

[T] 1dentify an unexpected serious risk when available data indicate the potential for a serious
risk?

—  If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

[] Analysis of spontaneous postmarketing adverse events? _
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to
assess or identify a serious risk

[] Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the
FDA is required to establish under section 505(k)(3) has not yet been established and is thus
not sufficient to assess this known serious risk, or has been established but is nevertheless not
sufficient to assess or identify a serious risk

(] Study: all other investigations, such as investigations in humans that are not clinical trials as
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory
experiments?

Do not select the above study type if: a study will not be sufficient to identify or assess a
serious risk

[] Clinical trial: any prospective investigation in which the sponsor or investigator determines
the method of assigning investigational product or other interventions to one or more human
subjects? :

4. What type of study or clinical trial is required or agreed upon (describe and check type below)? If the
study or trial will be performed in a subpopulation, list here.

Reevaluate the Limit of Detection (LOD) of methylene blue using standard curve with different
concentrations of dye that include concentrations below the LOD. Results of the LOD
determination will be appended to the method validation report and communicated to the FDA
before the end of December 2011.

Required

[] Observational pharmacoepidemiologic study
[] Registry studies

Attachment B: Sample PMR/PMC Development Template Last Updated 8/10/2011 Page 2 of 3



Continuation of Question 4

[_] Primary safety study or clinical trial

(] Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety

(] Thorough Q-T clinical trial

[[] Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)

[] Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)

(] Pharmacokinetic studies or clinical trials

[] Drug interaction or bioavailability studies or clinical trials

[ ] Dosing trials

] Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation)

[ ] Meta-analysis or pooled analysis of previous étudies/clinical trials
[ ] Immunogenicity as a marker of safety
[] Other (provide explanation)

Agreed upon:

X Quality study without a safety endpoint (e.g., manufacturing, stability)

[] Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease,
background rates of adverse events)

[] Clinical trials primarily designed to further define efficacy (e.g., in another condition,
différent disease severity, or subgroup) that are NOT required under Subpart H/E

] Dose-response study or clinical trial performed for effectiveness

[ ] Nonclinical study, not safety-related (specify)

[] Other

5. Is the PMR/PMC clear, feasible, and appropriate?

X] Does the study/clinical trial meet criteria for PMRs or PMCs?

Are the objectives clear from the description of the PMR/PMC?

X Has the applicant adequately justified the choice of schedule milestone dates?

[X] Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine
feasibility, and contribute to the development process?

PMR/PMC Development Coordinator:
[()This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

(signature line for BLAs)
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Attachment B: Sample PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

PMR/PMC Description:

The CDRH guidance referenced for biological indicator (BI) incubation time
has been superseded by the CDRH Guidance on BI Premarket Notification
510(k) Submissions. The guidance refers to Bls used to monitor sterilization
processes in health care facilities. Bls intended for use in a manufacturing
setting are excluded. The ®@Test BIs used for ®@ yalidation
studies should be ®® to confirm that all Bls are
negative. This change should be made to the ®® yalidation
protocols at.  ®® and reported in the next annual report.

PMR/PMC Schedule Milestones: Final protocol Submission Date: MM/DD/YYYY

Study/Clinical trial Completion Date: MM/DD/YYYY

Final Report Submission Date: MM/DD/YYYY

Other:  Report change to the FDA in the next 12/31/2012
annual report.

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a
pre-approval requirement. Check type below and describe.

(] Unmet need

[] Life-threatening condition

[] Long-term data needed

Only feasible to conduct post-approval
] Prior clinical experience indicates safety
(] Small subpopulation affected

[] Theoretical concern

[] Other

adequate.

This is appropriate as a PMC because other data indicated that ®® validation was
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2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is
a FDAAA PMR, describe the risk. If the FDAAA PMR is created post-approval, describe the “new
safety information.”

The goal of the PMC is to improve one of the methods used to evaluate ©@
validation studies.

3. [If the study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

- Which regulation?

[] Accelerated Approval (subpart H/E)

[] Animal Efficacy Rule

(] Pediatric Research Equity Act

] FDAAA required safety study/clinical trial

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)

[] Assess a known serious risk related to the use of the drug?

[] Assess signals of serious risk related to the use of the drug?

] Identify an unexpected serious risk when available data indicate the potential for a serious
risk?

- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

[] Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to

assess or identify a serious risk

[] Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the

FDA is required to establish under section 505(k)(3) has not yet been established and is thus
not sufficient to assess this known serious risk, or has been established but is nevertheless not
sufficient to assess or identify a serious risk

[] Study: all other investigations, such as investigations in humans that are not clinical trials as
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory
experiments? '

Do not select the above study type if: a study will not be sufficient to identify or assess a
serious risk

(] Clinical trial: any prospective investigation in which the sponsor or investigator determines

the method of assigning investigational product or other interventions to one or more human
subjects?
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4. What type of study or clinical trial is required or agreed upon (describe and check type below)? If the
study or trial will be performed in a subpopulation, list here.

The ®®Test Bls used for ®® yalidation studies should be ®®
to confirm that all Bls are negative. This change should be made to the ®©
validation protocols at.  ®®and reported in the next annual report.

Required

~ [] Observational pharmacoepidemiologic study
[] Registry studies

Continuation of Question 4

] Primary safety study or clinical trial

(] Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety

[_] Thorough Q-T clinical trial

[] Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)

[] Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)

[ ] Pharmacokinetic studies or clinical trials '

[] Drug interaction or bioavailability studies or clinical trials

[] Dosing trials

(] Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation)

[] Meta-analysis or pooled analysis of previous studies/clinical trials
(] Immunogenicity as a marker of safety
X Other (provide explanation)

Quality study without a safety endpoint.

Agreed upon:

(] Quality study without a safety endpoint (e.g., manufacturing, stability)

] Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease,
background rates of adverse events)

] Clinical trials primarily designed to further define efficacy (e.g., in another condition,
different disease severity, or subgroup) that are NOT required under Subpart H/E

[] Dose-response study or clinical trial performed for effectiveness

[] Nonclinical study, not safety-related (specify)

[] Other

5. Is the PMR/PMC clear, feasible, and appropriate?

X Does the study/clinical trial meet criteria for PMRs or PMCs?

Are the objectives clear from the description of the PMR/PMC?

[_] Has the applicant adequately justified the choice of schedule milestone dates?

[] Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine
~feasibility, and contribute to the development process?
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PMR/PMC Development Coordinator:
[(]This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

(signature line for BLAS)
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