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From: Jacqueline M Cleary CDRH/OPEQ/OHT7/DIHD/IMFB
Through: Ying Katelin Mao (Branch chief) and Lea Carrington (Division Director)
Subject: NDA 214120

Drug Name: Azacitidine

Drug Sponsor Celgene Corp

Biomarker(s): Minimal Residual Disease (MRD)

Device Name: Laboratory Developed Test

Device Sponsor: i

CDRH Tracking

Number: ICC2000416

Related

Submissions:

I. BACKGROUND and PURPOSE

(LI}

CDER requested CDRH to review the analytical validity of the assay
used to determine MRD.

The clinical trial (NCT01757535) was an international, multicenter, placebo-controlled, Phase 3 study
with a double-blind, randomized, parallel-group design which evaluated the safety and efficacy of
Azacitidine versus placebo as maintenance therapy in AML patients. Patients were enrolled with de
novo acute myelogenous leukemia (AML), AML secondary to prior diagnosis of myelodysplastic
syndromes (MDS), or chronic myelomonocytic leukemia (CMML); the patients were aged 55 years or
older, and had achieved first complete remission (CR) or complete remission with incomplete blood
count recovery (CRi) within 4 months +/- 7 days after intensive induction chemotherapy with or without
consolidation therapy. The decision about induction and consolidation therapy regimens was an
investigator choice prior to study enrollment. Patients were not candidates for transplant at the time of
randomization, which included patients who were not eligible for hematopoietic stem cell
transplantation (HSCT), who did not have a transplant donor, or who chose not to proceed to HSCT.

Patients who achieved a CR/CRi after completion of intensive induction therapy with or without
consolidation were administered ONUREG 300 mg or placebo orally on Days 1 through 14 of each 28-
day cycle. In the event of disease relapse (5% to 15% blasts in peripheral blood or bone marrow), the

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



http:www.fda.gov
https://www.docketalarm.com/

Interoffice Memorandum — (continued) Page 2 of 6 pages

dose schedule was extended to 21 days of repeated 28-day treatment cycles. Treatment continued until
disease progression (more than 15% blasts were observed in peripheral blood or bone marrow) or until
unacceptable toxicity.

Specifically, the CDER seeks advice on:

1. Please assess the analytical validity of the assay used to assess MRD in CC-486-AML-001. The

document rovide_d for review of the device is Module 5.3.1.4

II. BIOMARKER/ANALYTE

III.DEVICE USE IN THE TRIAL
The assay applied for the analyses has been designed

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Interoffice Memorandum — (continued) Page 6 of 6 pages

VII. Final Recommendation from CDRH to CDER:

Man mocao

have been made to the original assay tha :
m The current version of the assay used 1n the clinical trial has not been
analytically validated. CDRH recommends that the sponsor provide the analytical validation

rformance data to support the analytical validity of a reliable result being obtained_
H for the MRD measurement in patients with AML in remission as part of
e AML 001 study.
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s/

RACHEL S MCMULLEN
08/17/2020 04:50:39 PM

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




