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Memorandum

Date: June 2, 2015

To: Sharon Sickafuse, RPM
Division of Oncology Products 2 (DOP2)
Office of Hematology Oncology Products (OHOP)

From: Marybeth Toscano, PharmD, RAC, Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: OPDP comments on draft product labeling for Iressa (gefitinib) 
tablets
NDA 206995

In response to your consult request dated September 25, 2014, OPDP has 
reviewed the proposed product labeling (PI) for Iressa. OPDP’s comments are 
based on the proposed draft of the PI, sent to OPDP on May 12, 2015.  OPDP 
has reviewed the proposed PI, and our comments are highlighted in yellow in the 
attached draft.

If you have any questions, please contact Marybeth Toscano at 6-2617 or at 
Marybeth.Toscano@fda.hhs.gov.
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Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
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Department of Health and Human Services
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Office of Medical Policy 

PATIENT LABELING REVIEW

Date: May 26, 2015

To: Patricia Keegan, MD
Director
Division of Oncology Products 2 (DOP2)

Through: LaShawn Griffiths, MSHS-PH, BSN, RN
Associate Director for Patient Labeling 
Division of Medical Policy Programs (DMPP)

Barbara Fuller, RN, MSN, CWOCN
Team Leader, Patient Labeling 
Division of Medical Policy Programs (DMPP)

From: Nathan Caulk, MS, BSN, RN
Patient Labeling Reviewer
Division of Medical Policy Programs (DMPP)

Marybeth Toscano, Pharm D, RAC
Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: Review of Patient Labeling: Patient Package Insert (PPI)

Drug Name (established 
name):  

IRESSA (gefitinib)

Dosage Form and Route: tablets for oral use

Application 
Type/Number: 

NDA 206995

Applicant: AstraZeneca Pharmaceuticals LP

Reference ID: 3764610



1 INTRODUCTION

On September 17, 2014, AstraZeneca Pharmaceuticals LP submitted for the 
Agency’s review a 505(b)(1) New Drug Application (NDA) 206995 for IRESSA 
(gefitinib) tablets. The purpose of this submission is to seek approval for the
proposed indication for the first-line treatment of patients with  
metastatic non-small cell lung cancer (NSCLC) whose tumors have epidermal 
growth factor receptor (EGFR) exon 19 deletion or exon 21 (L858R) substitution 
mutations as detected by an FDA-approved test.

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to a 
request by the Division of Oncology Products 2 (DOP2) on September 25, 2014, for 
DMPP and OPDP to review the Applicant’s proposed Patient Package Insert (PPI) 
for IRESSA (gefitinib) tablets.

2 MATERIAL REVIEWED

Draft IRESSA (gefitinib) Tablets PPI received on September 17, 2014, and 
received by DMPP and OPDP on September 25, 2014.

Draft IRESSA (gefitinib) Tablets Prescribing Information (PI) received on
September 17, 2014, revised by the Review Division throughout the review cycle,
and received by DMPP and OPDP on May 12, 2015.

3 REVIEW METHODS

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level. In our review of the PPI the target 
reading level is at or below an 8th grade level.

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB)
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss. We have reformatted the PPI document using 
the Arial font, size 10.

In our collaborative review of the PPI we have:

simplified wording and clarified concepts where possible

ensured that the PPI is consistent with the Prescribing Information (PI) 

removed unnecessary or redundant information

ensured that the PPI is free of promotional language or suggested revisions to 
ensure that it is free of promotional language
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ensured that the PPI meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006)

4 CONCLUSIONS

The PPI is acceptable with our recommended changes.

5 RECOMMENDATIONS

Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.

Our collaborative review of the PPI is appended to this memorandum.  Consult 
DMPP and OPDP regarding any additional revisions made to the PI to determine 
if corresponding revisions need to be made to the PPI.

Please let us know if you have any questions. 
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M E M O R A N D U M        DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

____________________________________________________________________________

CLINICAL INSPECTION SUMMARY

DATE: April 24, 2015

TO: Sharon Sickafuse, Regulatory Health Project Manager
Dickran Kazandjian, M.D., Medical Reviewer
Division of Oncology Products 2

FROM: Lauren Iacono-Connors, Ph.D.
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

THROUGH: Susan Thompson, M.D.
Team Leader
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

Kassa Ayalew, M.D., M.P.H.
Branch Chief
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

SUBJECT:  Evaluation of Clinical Inspections

NDA: 206995

APPLICANT: AstraZeneca Pharmaceuticals LP

DRUG: IRESSA™ (gefitinib, ZD1839) Tablets

NME: Yes
THERAPEUTIC CLASSIFICATION: Standard

INDICATION(S): For the treatment of patients with  metastatic non-
small-cell lung cancer (NSCLC) whose tumors have epidermal growth factor receptor (EGFR) 
exon 19 deletions or exon 21 (L858R) substitution mutation(s) as detected by an FDA-
approved test.
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Page 2       NDA 206995                                 Clinical Inspection Summary: 
IRESSA™ (gefitinib, ZD1839) Tablets

CONSULTATION REQUEST DATE: December 2, 2014
INSPECTION SUMMARY GOAL DATE: May 1, 2015
DIVISION ACTION GOAL DATE: July 17, 2015
PDUFA DATE: July 17, 2015

I. BACKGROUND:

AstraZeneca Pharmaceuticals LP (AstraZeneca) seeks approval to market gefitinib for the 
treatment of patients with  metastatic non-small-cell lung cancer (NSCLC) 
whose tumors have epidermal growth factor receptor (EGFR) exon 19 deletions or exon 21 
(L858R) substitution mutation(s) as detected by an FDA-approved test. Gefitinib is an orally 
active, potent, reversible, and selective inhibitor of epidermal growth factor receptor (EGFR) 
tyrosine kinase (TK). This receptor exists as a monomer that dimerizes following binding of a 
ligand to the extracellular portion of the EGFR; this activates intrinsic protein TK activity 
resulting in tyrosine autophosphorylation. This leads to the initiation of numerous intracellular 
signal transduction pathways, which are implicated in the proliferation and survival of cancer 
cells and other host-dependent processes promoting cancer cell growth. Selective inhibition by
gefitinib of EGFR TK interrupts the mitogenic and survival signals responsible for cellular
cancer processes such as proliferation, growth, metastases, and angiogenesis. 

IRESSA (gefitinib) 250 mg tablets (NDA 21-399) received accelerated approval on May 5,
2003 under 21 CFR 314, subpart H as monotherapy for the treatment of patients with locally
advanced or metastatic NSCLC after failure of both platinum-based and docetaxel
chemotherapies. Following the results of the 3 Phase III confirmatory studies IBREESE
(D7913C00710), ISEL (D7913C00709), and INTEREST (D791GC0001), on June 28, 2005,
the indication was restricted to use in only those patients already receiving and benefiting from 
IRESSA therapy. In September 2011, the NDA was voluntarily withdrawn, which was
published in the Federal Register on April 25, 2012. Following the results of these studies, 
AstraZeneca continued to investigate the efficacy of gefitinib in the selected patient population 
with EGFR mutation-positive advanced or metastatic NSCLC.

The key study supporting this application is Study D791AC00014 (IFUM). This was an open-
label, multicenter, single-arm study to characterize the efficacy, safety, and tolerability of 
gefitinib (250 mg orally once daily) as first-line treatment in Caucasian patients having locally 
advanced or metastatic non-small cell lung cancer (NSCLC) harboring activating sensitizing 
epidermal growth factor receptor (EGFR) mutations. Patients with activating sensitizing EGFR 
tyrosine kinase (TK) mutations (EGFR M+) were eligible for this study. The study recruited 

advanced or metastatic (Stage IIIA/B not suitable for therapy of curative intent or Stage IV)
NSCLC eligible for standard first-line treatment. Caucasians were considered to be patients of 
European, North African, or Middle Eastern descent only for the purpose of this study. Patients 
of Indian, Pakistani, or Afghan origin were not eligible for this study.
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Screening of approximately 1250 Caucasian NSCLC patients was expected to be sufficient to
obtain 100 eligible (EGFR M+) patients for treatment with gefitinib.  A total of 1060 
Caucasian patients with locally advanced or metastatic NSCLC were screened, and 118 of 
these patients had an activating sensitizing EGFR mutation. A total of 106 of the 118 EGFR
M+ patients received at least 1 dose of gefitinib.

A total of 75 centers from the following 13 countries participated in the study:
Bulgaria (7 centers), France (2), Greece (6), Hungary (11), Italy (4), Norway (3), Poland (10),
Portugal (4), Romania (7), Spain (5), Switzerland (4), Turkey (4), and the United Kingdom
(UK) (8). The study was not conducted under IND.

The primary efficacy outcome measure was overall response rate (confirmed Complete 
Response of Partial Response) as determined by a blinded, central, independent review.  For 
this study the central independent review function was contracted to a CRO,

  The purpose of the 
CRO inspection assignment memorandum was to assess data reliability generated by the CRO 
for Study D791AC00014 (IFUM).

II. RESULTS (by Site):

Name of CRO,
Location

Protocol #

Site #

Inspection Date Final Classification

Rationale for Site Selection: Sites 6106, 7005 and 3303 were selected due to enrollment of 
large numbers of study subjects, and significant primary efficacy results pertinent to decision 
making. The remaining three sites were selected randomly by the FDA field investigator.

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; EIR has not been received from the field, and complete 
review of EIR is pending.
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IRESSA™ (gefitinib, ZD1839) Tablets

1. CRO: (Blinded Independent Central Review (BICR) 
Vendor)

a. What was inspected: The CRO was inspected in accordance with the 
Sponsor/Monitor/CRO data validation compliance program, CP 7348.810. The 
inspection focused primarily on assessing the integrity of the tumor response 
and disease progression source records for data generated by the Blinded 
Independent Central Review (BICR) Vendor, for the clinical study, 
D791AC00014 (IFUM), and comparing those source data to the data listings 
submitted to the application. The inspection also included a review of the firm's 
organization and personnel, staff and contract staff qualification and training, 
correspondence, quality assurance, data collection and handling, computer 
system validation, standard operating procedures review and adherence, and 
BICR Charter adherence.

b. General observations/commentary: Records and procedures were adequate, 
and generally well organized.  The primary efficacy endpoint support data, 
tumor response, generated by the BICR Contractor and submitted to NDA 
206995 were verifiable for six clinical sites referred to in the table above. For 
all six sites, all subjects’ image readings performed by the CRO radiologist 
were verified against the data listings submitted to the application; 36 subject 
endpoints and 239 subject timepoints. The CRO generated a total of 104 subject 
endpoints and 757 subject timepoints. Also, there was no evidence of BICR 
non-compliance with the Charter.  No Form FDA 483 was issued.

c. Assessment of data integrity: The data from this contractor,
 who performed the function of the Blinded Independent Central 

Review (BICR)/Central Imaging Vendor, associated with Study D791AC00014 
(IFUM) in support of NDA 206995, appear reliable and may be used in support 
of the respective indication.

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.

III. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS

Based on the review of preliminary inspectional findings , the data from Study D791AC00014 
(IFUM) generated by CRO , who performed the function of the Blinded 
Independent Central Review (BICR) Vendor, submitted to the Agency in support of NDA 
206995, appear reliable.

The preliminary classification for the CRO Central Imaging Vendor is 
No Action Indicated (NAI).
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Note: The observations noted above are based on the preliminary communications provided by 
the FDA field investigator. An inspection summary addendum will be generated if conclusions 
change significantly upon receipt and complete review of the EIR.

{See appended electronic signature page}

Lauren Iacono-Connors, Ph.D.
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CONCURRENCE:

{See appended electronic signature page}

Susan D. Thompson, M.D.
Team Leader
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CONCURRENCE:

{See appended electronic signature page}

Kassa Ayalew, M.D., M.P.H.
Branch Chief
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations
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Interdisciplinary Review Team for QT Studies Consultation: 
Thorough QT Study Review

NDA 206995 

Brand Name Iressa 

Generic Name Gefitinib (ZD1839)

Sponsor AstraZeneca UK LTD 

Indication First-line treatment of patients with  
 metastatic non-small lung cancer (NSCLC) whose 

tumors have EGFR exon 19 deletion or exon 21 
(L858R) substitution mutations as detected by an 
FDA-approved test. 

Dosage Form Tablet

Drug Class Epidermal growth factor receptor inhibitor

Therapeutic Dosing Regimen 250 mg

Duration of Therapeutic Use Chronic

Maximum Tolerated Dose In patients:
Gefitinib 525 mg oral daily (Studies D7913C00005, 
V-15-11)
Gefitinib 600 mg oral daily (Studies D7913C00011 
and D7913C00012)
Gefitinib 3500 mg oral weekly or 2000 mg oral 
twice weekly (Study D7913C00022)

Submission Number and Date SDN001/ 9-17-2014

Review Division DOP2 

Note: Any text in the review with a light background should be inferred as copied from 
the sponsor’s document.

1 SUMMARY

1.1 OVERALL SUMMARY OF FINDINGS

In this submission, ECG assessment for gefitinib was performed based on data from a 
Phase II efficacy trial (Study D4200C00003). The study was conducted in 2 parts.  In 
Part A patients were randomized to one of the two double-blind treatment arms (gefitinib
or vandetanib (also called ZD6474)).  In Part B patients received the alternative study 
treatment to that given in Part A.  Based on data from Part A at the steady state, no large 
change (i.e., > 20 ms) in the QTcF interval was detected when single daily multiple doses 
of 250 mg gefitinib was administrated.  The sponsor did not obtain placebo and positive 
control (moxifloxacin) arms.  Therefore, no assay sensitivity was established.  

Reference ID: 3726937
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In this study, approximately 160 patients received a repeated single daily dose of 250 mg 
gefitinib from Part A.  Overall summary findings from Part A are presented in Table 1.

Table 1: The Point Estimates and the 90% CIs Corresponding to the Largest Upper
Bounds of ∆QTcF for Gefitinib 250 mg (FDA Analysis Based on Part A Steady State 

Day by Pooling Study Days 8, 15, 22, 29 and 57)

Treatment Time (hour) Mean Std Dev 90% CI (ms)

Gefitinib 250 mg 7 -6.5 15.0 (-20.8, 7.8)

The applicant submits data following the approved dosing regimen of 250 mg. The 
exposure range is expected to cover the therapeutic exposures in the typical patients
population. However, the exposure following 250 mg administration is not expected to 
reach the exposure when gefitinib is administered with CYP3A4 inhibitor ketoconazole.  

2 PROPOSED LABEL
The sponsor proposed the following QT-related labeling change:

Data from non-clinical (in vitro and in vivo) studies indicate that gefitinib has the 
potential to inhibit cardiac action potential repolarization process (e.g. QT interval).  

We agree with the sponsor that no significant QT prolongation has emerged in this study. 
We defer final labeling decisions to the Division.

3 BACKGROUND

3.1 PRODUCT INFORMATION

Gefitinib (ZD1839, IRESSA™) is a potent and selective inhibitor of the epidermal 
growth factor receptor (EGFR) tyrosine kinase.

3.2 MARKET APPROVAL STATUS

IRESSA was first approved for marketing in Japan in 2002 and then in US in 2003. It is 
currently approved in 90 countries for patients with locally advanced or metastatic Non-
Small Cell Lung Cancer (aNSCLC) who have activating mutations of the EGFR tyrosine 
kinase.

3.3 PRECLINICAL INFORMATION

From the Iressa label: 

Data from non-clinical (in vitro and in vivo) studies indicate that gefitinib has the 
potential to inhibit the cardiac action potential repolarization process (eg, QT interval). 
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3.4 PREVIOUS CLINICAL EXPERIENCE

A comprehensive pre- and post-launch development program consisting of over 60 
AstraZeneca sponsored clinical studies has contributed to the safety data available for 
gefitinib. According to the sponsor, an Independent Expert Cardiologist Review was 
conducted to assess the collected ECGs from Phase I and II studies which included more 
detailed ECG methodology. This review concluded that there was no QT liability for 
gefitinib in the dose range of 225 mg to 1000 mg once daily. Additionally, a thorough 
review of AE data from 30 clinical pharmacology studies was conducted to identify any 
cardiac safety events per ICH E14 guidelines, including any that could potentially link to 
QT interval prolongation or clinical pro-arrhythmic events. There was no signal 
indicating a possible effect of gefitinib treatment on QT prolongation in early clinical 
studies that warranted further rigorous ECG monitoring in Phase III studies. Therefore in 
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subsequent AstraZeneca sponsored randomized phase III studies intensive ECG 
monitoring was not applied.

3.5 CLINICAL PHARMACOLOGY

Appendix 6.1 summarizes the key features of gefitinib’s clinical pharmacology.

4 SPONSOR’S SUBMISSION

4.1 OVERVIEW

The applicant has submitted data from Study D4200C00003 as well as a population
PKPD report. Study D4200C00003 is not a TQT study.

4.2 TQT STUDY

The applicant used ECG data from a Phase II (Study ID: D4200C00003) study to 
investigate the QT prolongation potential of gefitinib. 

4.2.1 Title
A Phase II, Randomized, Double-blind, 2-Part, Multicenter Study To Compare the 
Efficacy of ZD6474 with the Efficacy of ZD1839 (Iressa™) in Patients With Locally 
Advanced or Metastatic (IIIB/IV) Non-small Cell Lung Cancer after Failure of either 
First-Line and/or Second-line Platinum-based Chemotherapy and to Assess the Activity 
of ZD6474 in Patients Following Failure of Treatment With ZD1839

4.2.2 Protocol Number
D4200C00003

4.2.3 Study Dates
First patient enrolled: 22 May 2003
Last patient enrolled: 16 August 2004

4.2.4 Objectives
! To derive parameters that describe the pharmacokinetics of once daily multiple

doses of 250 mg gefitinib and assess inter-individual and residual variability in
this patient population

! To investigate potential associations between exposure to gefitinib and QT
measurements (Bazett’s and Fridericia’s correction formulae, QTcB and QTcF
respectively)

Comparing the efficacy of ZD6474 with the efficacy of gefitinib (Iressa™) in subjects 
with locally advanced or metastatic (IIIB/IV) non-small cell lung cancer (NSCLC) after 
failure of either first-line and/or second-line platinum-based chemotherapy.
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4.2.5 Study Description

4.2.5.1 Design
The study was conducted in 2 parts. In Part A patients (approximately 160) were 
randomized to one of two double-blind treatment arms (ZD6474 or gefitinib). In Part B 
patients received the alternate study treatment to that given in Part A. To maintain the 
study blind, blood samples were taken from all patients in both treatment arms for 
determination of ZD6474 and gefitinib plasma concentrations using a dual assay

(ZD6474 and gefitinib were quantified from the same sample). Only the gefitinib data 
from Part A of this study was used in this analysis. The rationale for this is that ZD6474 
has a very long half-life and treatment could not be withheld from patients therefore only 
a short washout period prior to the start of Part B was possible. This resulted in 
significant residual concentrations of ZD6474 in the patients taking gefitinib in Part B. 
Since ZD6474 is known to modulate QT, this would confound any analysis of a gefitinib 
effect.

Figure 1. Study Flow Chart. 

Note: Only part one data from 250 mg gefitinib (ZD1839) are used for this analysis
Source: Figure 1, \\cdsesub1\evsprod\nda206995\0000\m5\53-clin-stud-rep\533-rep-human-pk-

stud\5332-patient-pk-init-tol-stud-rep\d4200c00003\d4200c00003-legacy-csr.pdf

4.2.5.2 Controls
There was no placebo or positive control for QT in this trial. 

4.2.5.3 Blinding
The trial was double blind for gefitinib or vandetanib (ZD6474). 
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4.2.6 Treatment Regimen

4.2.6.1 Treatment Arms

Only Part A data from once daily 250 mg gefitinib (ZD1839) are used for this analysis.

4.2.6.2 Sponsor’s Justification for Doses
The applicant does not provide a dose justification in their report. 

Reviewer’s Comment:  The 250-mg dose is the approved dose. Exposures following a 
supratherapeutic dose are not available.

4.2.6.3 Instructions with Regard to Meals
Subjects were instructed to fast 2 hours before and after dosing. 

Reviewer’s Comment:  Gefitinib label states that bioavailability is not significantly 
affected by food. Furthermore, the label states that gefitinib should be administered
without food. Applicant’s recommendations are therefore appropriate. 

4.2.6.4 ECG and PK Assessments
PK assessment:

! Pre-dose and 1, 3, 5,7 and 24 hours post dose on the first day of dosing (study
day 1) from a minimum of 60 patients.

! Pre-dose and 1, 3, 5,7 and 24 hours post dose on study day 29.
! Weekly, within a window of 4 to 8 hours post dose, for the first 8 weeks of

dosing.
! A pre-dose sample and a sample taken within a 4 to 8 hour post dose window,

were taken on study day 57. A further post dose sample was taken within this
window in the following 4 weeks.   

! Extra sampling was undertaken in the event of a QT prolongation.

ECG assessment:

…screening and between 4 and 8 hrs post dose on study days 1, 8, 15, 22 and 29. On 
study days 29 and 57 an additional pre-dose ECGs will be obtained. If no QT 
prolongation was present, ECGs were performed weekly for the first 2 cycles and every 4 
weeks for all subsequent cycles. Further ECG assessments were undertaken in the event 
of a QT prolongation. It was planned that PK samples were taken within 15 minutes of 
the ECG assessment or as soon as possible.                          

Reviewer’s Comment:  According to gefitinib’s label, Cmax occurs 3 to 7 hours after 
dosing. However, in this study ECG and PK sampling time points were not matched.

4.2.6.5 Baseline
The sponsor used the average of the screening and Day 1 pre-dose QT values as 
baselines.

Reference ID: 3726937



7

4.2.7 ECG Collection
In this study, 12-lead digital ECGs were performed.

4.2.8 Sponsor’s Results

4.2.8.1 Study Subjects
Form Part A, approximately 160 subjects were randomized to one of two double-blind 
treatment arms (ZD6474 or gefitinib).

4.2.8.2 Statistical Analyses

4.2.8.2.1 Primary Analysis
The sponsor did not perform E14 analysis.  
Reviewer’s Comments: We will provide our independent analysis result in Section 5.2. 
Statistical reviewer performed summary statistics and analyses of ∆QTcF for days 1, 8, 
15, 22, 29 and 57 and pooled those study days.

4.2.8.2.2 Assay Sensitivity
There is no assay sensitivity established in this study because no positive control arm 
was included.

4.2.8.3 Safety Analysis
The sponsor did not conduct a safety analysis.

4.2.8.4 Clinical Pharmacology

4.2.8.4.1 Pharmacokinetic Analysis
The applicant has submitted a population PK/PD model. The PK of gefitinib 250 mg, the 
approved dose, was characterized in Figure 2.
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Figure 2: Gefitinib Concentration-Time Course

Source: Figure 9 in the applicant’s population PK report. Red 
lines indicate observed median, 2.5, and 97.5 percentiles. Black 
lines indicate the corresponding model predictions. The shaded 
areas represent the confidence interval of the model predictions.

4.2.8.4.2 Exposure-Response Analysis
The applicant analyzed the relationship between plasma concentration and QTcB or 
QTcF using nonlinear mixed effect modeling in NONMEM. The relationship between
individual predicted (IPRED) concentrations and QTcF or QTcB was estimated with a 
linear mixed effect model, with no apparent relationship. 
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Figure 3: Individual Predicted Plasma Concentration vs. Observed QTcF or QTcB.
Predictions Are Shown in Red. 

Source: Figures 10 and 11 in the applicant’s report. 

Reviewer’s comment: The population PKPD report has not been subject to a formal 
pharmacometric review. ECG and PK sampling time were not matched in this trial. The 
sponsor therefore used individual predicted concentrations to estimate the exposure-
response relationship for QT assessment. The applicant’s assumption about time delay 
between effect and concentrations is not supported by the data. This reviewer does not 
think that the current PKPD exploratory practice is able to rule out a concentration-QT 
relationship for gefitinib. 

5 REVIEWERS’ ASSESSMENT

5.1 EVALUATION OF THE QT/RR CORRECTION METHOD
This review did not evaluate of the QT/RR correction method because the sponsor only 
provided QTcB and QTcF correction intervals. This reviewer chose to present QTcF for 
the primary statistical analysis.

The relationship between different correction methods and RR is presented in Figure 4.  
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Figure 5: ΔQTcF vs. Gefitinib Concentrations

Note: Only Part A data from 250 mg gefitinib (ZD1839) are used. Study Days are Day 1, 8, 15, 22, 29 and 
57. Data with ECG/PK sampling time more than 30 minutes apart were excluded.

5.4 CLINICAL ASSESSMENTS

5.4.1 ECG assessments
Overall ECG acquisition and interpretation in this study appears acceptable.

5.4.2 PR and QRS Interval
There was no clinically relevant effect seen on PR or QRS.
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6 APPENDIX

6.1 HIGHLIGHTS OF CLINICAL PHARMACOLOGY
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LABEL AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: April 8, 2015

Requesting Office or Division: Division of Oncology Product 2 (DOP2)

Application Type and Number: NDA 206995

Product Name and Strength: Iressa (Gefitinib) Tablets, 250 mg

Product Type: Single Ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: AstraZeneca

Submission Date: October 3, 2014 and January 26, 2015

OSE RCM #: 2014-2005

DMEPA Primary Reviewer: Davis Mathew, PharmD

DMEPA Team Leader: Chi-Ming (Alice) Tu, PharmD
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unique addition to the patient selection process which was missing in the previous submissions 
of Iressa prior to AstraZeneca’s voluntary withdrawal. 

Our review of FAERS and ISMP did not identify any medication errors.  In general, our review 
found the proposed language used within the PI to be acceptable from a medication error 
perspective.  However, we recommend minor edits to the how supplied/storage and handling 
section of the PI to improve clarity of information.  We also propose the implementation of 
additional information to patient counseling information (section 17) of the PI to mitigate 
medication errors. Additionally, our review of the container labels identified areas that can be 
improved to provide clarity from a safety perspective.  We note the absence of units of 
measurement on the side panel of the container label.  We identified additional minor revisions
and provide our recommendations in greater detail in section 4 to mitigate medication errors 
and promote the safe use of this product.

4 CONCLUSION & RECOMMENDATIONS
DMEPA concludes that the proposed label and labeling can be improved to increase the 
readability and prominence of important information on the label to promote safe use of the 
product.  We recommend the following to be implemented before the approval of this NDA:

4.1 RECOMMENDATIONS FOR THE DIVISION

A. Prescribing Information
1. We note that the unit of measurement (e.g. !C) is missing immediately following 

numerical temperature values in section 16 of How supplied/storage and handling
within the PI.  Revise the PI to include the unit of measurement immediately 
following numerical temperature values (e.g. 20°C - 25°C (68°F - 77°F).

2. Section 17 of the PI lacks additional important information that can be beneficial for 
“Patient counseling Information” purposes.  We note the inclusion of the following 
statements for additional clarity:

a. Patients should be informed to avoid CYP3A4 inducers such as St.John’s 
Wort.

b. Patients should be advised in the event of a missed dose, they should take it 
as soon as remembered unless it is within 12 hours of the next dose, in which 
case advise the patient not to take the missed dose.

4.2 RECOMMENDATIONS FOR THE APPLICANT/SPONSOR
A. General Comments (Retail Container and Professional Sample Container)

1. Revise the container label to include the unit of measurement immediately following 
numerical temperature values.  We note that the unit of measurement (e.g. !C) is 
missing immediately following numerical temperature values on the side panel.  For 

Reference ID: 3728220
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example, revise “Store at controlled room temperature, 20 - 25°C (68 - 77°F)” to 
read “Store at controlled room temperature, 20°C - 25°C (68°F - 77°F).”

2. Revise the established name to ensure that it is at least half as large as the 
proprietary name and prominence commensurate with the proprietary name in 
accordance with 21 CFR 201.10(g)(2).

3. Remove the statement     
 

    

4. We note the presence of numbers “00000-00” directly above the placeholder 
intended for lot and expiration numbers.  Consider decreasing the prominence of 
this number and relocating this number “00000-00” away from the lot number & 
expiration date because as currently presented it can create confusion with the lot 
number or expiration date.

Reference ID: 3728220
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APPENDIX B. PREVIOUS DMEPA REVIEWS
B.1 Methods
On March 30, 2015, we searched the L:drive and AIMS using the terms, Iressa to identify 
reviews previously performed by DMEPA.  

B.2 Results
Our search identified one previous proprietary name review1 for Iressa, which is not relevant to 
this labels and labeling review. 

                                                     
1 Mathew D. Proprietary Name Review for Iressa (IND 120992). Silver Spring (MD):FDA, CDER, OSE, DMEPA (US);
2014 July 21. RCM No.: 2014-17173 
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Surveillance and Epidemiology codes adverse events and medication errors to terms in the 
Medical Dictionary for Regulatory Activities (MedDRA) terminology.  Product names are coded 
using the FAERS Product Dictionary. More information about FAERS can be found at: 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/AdverseD
rugEffects/default.htm.

Reference ID: 3728220
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REGULATORY PROJECT MANAGER 
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW 

OF THE PRESCRIBING INFORMATION

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements

Application: 206995

Application Type: new NDA

Name of Drug/Dosage Form: Iressa (gefitinib) tablets

Applicant:   AstraZeneca UK Limited

Receipt Date:  9-17-2014

Goal Date:  7-17-2015

1. Regulatory History and Applicant’s Main Proposals
Iressa received accelerated approval on 5-5-2013 as monotherapy for the treatment of patients with 
locally advanced or metastatic NSCLC after failure of both platinum-based and docetaxel 
chemotherapies. On 6-28-2005, following the results of 3 confirmatory studies, the indication was 
restricted to use in only those pateints already receiving and benefiting from Iressa. In September 
2011, the NDA was voluntarily withdrawn.  

AstraZeneca conducted additional studies with Iressa in the NSCLC population and has submitted a 
new NDA for first-line treatment of patients with  metastatic NSCLC whose 
tumors have epidermal growth factor receptor (EGFR) exon 19 deletions or exon 21 (L858R) 
substitution mutation(s) as detected by an FDA-approved test.

2. Review of the Prescribing Information
This review is based on the applicant’s submitted Word format of the prescribing information (PI).  
The applicant’s proposed PI was reviewed in accordance with the labeling format requirements listed 
in the “Selected Requirements for Prescribing Information (SRPI)” checklist (see the Appendix).   

3. Conclusions/Recommendations
SRPI format deficiencies were identified in the review of this PI.  For a list of these deficiencies see 
the Appendix.  

In addition, numerous labeling issues were identified by the clinical review team.

All SRPI format deficiencies of the PI and other labeling issues identified above will be conveyed to 
the applicant in the 74-day letter. The applicant will be asked to correct these deficiencies and 
resubmit the PI in Word format by December 22, 2014.  The resubmitted PI will be used for further 
labeling review.

Reference ID: 3657905
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! Initial U.S. Approval Required
! Boxed Warning Required if a BOXED WARNING is in the FPI
! Recent Major Changes Required for only certain changes to PI*
! Indications and Usage Required
! Dosage and Administration Required
! Dosage Forms and Strengths Required
! Contraindications Required (if no contraindications must state “None.”)
! Warnings and Precautions Not required by regulation, but should be present
! Adverse Reactions Required
! Drug Interactions Optional
! Use in Specific Populations Optional
! Patient Counseling Information Statement Required 
! Revision Date Required

* RMC only applies to the BOXED WARNING, INDICATIONS AND USAGE, DOSAGE AND 
ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS sections.

Comment:  

HIGHLIGHTS DETAILS

Highlights Heading
8. At the beginning of HL, the following heading must be bolded and should appear in all UPPER 

CASE letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”.
Comment:

Highlights Limitation Statement 
9. The bolded HL Limitation Statement must include the following verbatim statement: “These 

highlights do not include all the information needed to use (insert name of drug product) 
safely and effectively. See full prescribing information for (insert name of drug product).”
The name of drug product should appear in UPPER CASE letters.
Comment:  

Product Title in Highlights
10. Product title must be bolded.

Comment:  Continue bolding of all words in the product title and remove italics.

Initial U.S. Approval in Highlights
11. Initial U.S. Approval in HL must be bolded, and include the verbatim statement “Initial U.S. 

Approval:” followed by the 4-digit year.
Comment:  Need colon after the word "APPROVAL" and periods after the "U" and "S".  The 
words "Initial" and "Approval" are not in all caps.

Boxed Warning (BW) in Highlights
12. All text in the BW must be bolded.

Comment:
13. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 

more than one warning, the term, “WARNING” and not “WARNINGS” should be used) and 

YES

YES

NO

NO

N/A

N/A
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other words to identify the subject of the warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  The BW heading should be centered.
Comment:  

14. The BW must always have the verbatim statement “See full prescribing information for 
complete boxed warning.” This statement should be centered immediately beneath the heading 
and appear in italics.
Comment:  

15. The BW must be limited in length to 20 lines (this includes white space but does not include the 
BW heading and the statement “See full prescribing information for complete boxed 
warning.”).  
Comment:  

Recent Major Changes (RMC) in Highlights
16. RMC pertains to only the following five sections of the FPI:  BOXED WARNING, 

INDICATIONS AND USAGE, DOSAGE AND ADMINISTRATION, 
CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS.  RMC must be listed in 
the same order in HL as the modified text appears in FPI.   
Comment:  

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected 
by the recent major change, together with each section’s identifying number and date 
(month/year format) on which the change was incorporated in the PI (supplement approval date).
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 9/2013”. 
Comment:

18. The RMC must list changes for at least one year after the supplement is approved and must be 
removed at the first printing subsequent to one year (e.g., no listing should be one year older than 
revision date).
Comment:  

Indications and Usage in Highlights
19. If a product belongs to an established pharmacologic class, the following statement is required 

under the Indications and Usage heading in HL: “(Product) is a (name of established 
pharmacologic class) indicated for (indication)”.
Comment:  

Dosage Forms and Strengths in Highlights
20. For a product that has several dosage forms (e.g., capsules, tablets, and injection), bulleted 

subheadings or tabular presentations of information should be used under the Dosage Forms and 
Strengths heading.
Comment:  

N/A

N/A

N/A

N/A

N/A

YES

N/A
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Contraindications in Highlights
21. All contraindications listed in the FPI must also be listed in HL or must include the statement

“None” if no contraindications are known.  Each contraindication should be bulleted when there 
is more than one contraindication.
Comment:  

Adverse Reactions in Highlights
22. For drug products other than vaccines, the verbatim bolded statement must be present: “To 

report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”. 
Comment:  

Patient Counseling Information Statement in Highlights
23. The Patient Counseling Information statement must include one of the following three bolded

verbatim statements that is most applicable:
If a product does not have FDA-approved patient labeling:
! “See 17 for PATIENT COUNSELING INFORMATION” 

If a product has FDA-approved patient labeling:
! “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling” 
! “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide” 

Comment:

Revision Date in Highlights
24. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 

“Revised: 9/2013”).  
Comment:  Need the word "Revised".

YES

YES

YES

NO
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Contents: Table of Contents (TOC)
See Appendix A for a sample tool illustrating the format for the Table of Contents.

25. The TOC should be in a two-column format.
Comment:  Text needs better alignment.

26. The following heading must appear at the beginning of the TOC:  “FULL PRESCRIBING 
INFORMATION: CONTENTS”.  This heading should be in all UPPER CASE letters and 
bolded.
Comment:  

27. The same heading for the BW that appears in HL and the FPI must also appear at the beginning 
of the TOC in UPPER CASE letters and bolded.
Comment:  

28. In the TOC, all section headings must be bolded and should be in UPPER CASE.
Comment:  

29. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 
title case [first letter of all words are capitalized except first letter of prepositions (through),
articles (a, an, and the), or conjunctions (for, and)].
Comment:  

30. The section and subsection headings in the TOC must match the section and subsection headings 
in the FPI.
Comment:  

31. In the TOC, when a section or subsection is omitted, the numbering must not change. If a section 
or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading “FULL 
PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk and the 
following statement must appear at the end of TOC: “*Sections or subsections omitted from the 
full prescribing information are not listed.” 
Comment:  Need an asterisk after the word "CONTENTS".

YES

YES

N/A

YES

YES

YES

NO
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Full Prescribing Information (FPI)
FULL PRESCRIBING INFORMATION:  GENERAL FORMAT

32. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below (section and subsection headings should 
be in UPPER CASE and title case, respectively).  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.  

BOXED WARNING
1  INDICATIONS AND USAGE
2  DOSAGE AND ADMINISTRATION
3  DOSAGE FORMS AND STRENGTHS
4  CONTRAINDICATIONS
5  WARNINGS AND PRECAUTIONS
6  ADVERSE REACTIONS
7  DRUG INTERACTIONS
8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
8.2 Labor and Delivery
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use

9  DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
9.2 Abuse
9.3 Dependence

10  OVERDOSAGE
11  DESCRIPTION
12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
12.4 Microbiology (by guidance)
12.5 Pharmacogenomics (by guidance)

13  NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology

14  CLINICAL STUDIES
15  REFERENCES
16  HOW SUPPLIED/STORAGE AND HANDLING
17  PATIENT COUNSELING INFORMATION

Comment:  
33. The preferred presentation for cross-references in the FPI is the section (not subsection)

heading followed by the numerical identifier.  The entire cross-reference should be in italics and 
enclosed within brackets.  For example, “[see Warnings and Precautions (5.2)]” or “[see 
Warnings and Precautions (5.2)]”. 
Comment: Some references are not italized or have inappropriate commas.

YES

NO
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34. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge.
Comment:  

FULL PRESCRIBING INFORMATION DETAILS

FPI Heading
35. The following heading must be bolded and appear at the beginning of the FPI: “FULL

PRESCRIBING INFORMATION”. This heading should be in UPPER CASE.
Comment:  

BOXED WARNING Section in the FPI
36. In the BW, all text should be bolded.

Comment:
37. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 

more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  
Comment:  

CONTRAINDICATIONS Section in the FPI
38. If no Contraindications are known, this section must state “None.”

Comment:  
ADVERSE REACTIONS Section in the FPI
39. When clinical trials adverse reactions data are included (typically in the “Clinical Trials

Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions:

“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice.”

Comment:  
40. When postmarketing adverse reaction data are included (typically in the “Postmarketing 

Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions:

“The following adverse reactions have been identified during post-approval use of (insert drug         
name).  Because these reactions are reported voluntarily from a population of uncertain size, it is 
not always possible to reliably estimate their frequency or establish a causal relationship to drug 
exposure.”

Comment:  
PATIENT COUNSELING INFORMATION Section in the FPI
41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 

INFORMATION section).  The reference should appear at the beginning of Section 17 and 

N/A

YES

N/A

N/A

YES

YES

N/A

YES
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include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Medication 
Guide, Instructions for Use).
Comment:

42. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 
Use) must not be included as a subsection under section 17 (PATIENT COUNSELING 
INFORMATION).  All FDA-approved patient labeling must appear at the end of the PI upon 
approval.
Comment:

YES
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Appendix A:  Format of the Highlights and Table of Contents 
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(Pharmacometrics)

TL: Hong Zhao
Liang Zhao 
(Pharmacometrics)

Y
Y

Biostatistics Reviewer: Vivian Yuan Y

TL: Kun He Y
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Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Sachia Khasar N

TL: Whitney Helms Y

Statistics (carcinogenicity) Reviewer:

TL:

Immunogenicity (assay/assay validation) 
(for protein/peptide products only)

Reviewer:

TL:

Product Quality (CMC) Reviewer: Joyce Crich N

TL: Liang Zhou
Ali Al-Hakim 

Y
Y

Biopharmaceutics Reviewer Salah Hamed Y

TL: Angela Dorantes
Okpo  Eradira covering 

N
Y

Quality Microbiology Reviewer: Robert Mello N

TL:

CMC Labeling Review Reviewer: Teicher Agosto N

TL:

Facility Review/Inspection Reviewer: Robert Wittorf Y

TL:

OSE/DMEPA (proprietary name, 
carton/container labels))

Reviewer: Davis Mathew Y

TL: Chi-Ming (Alice) Tu N

OSE/DRISK (REMS) Reviewer: Mona Patel Y

TL: Naomi Redd N

OC/OSI/DSC/PMSB (REMS) Reviewer:

TL:
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! Advisory Committee Meeting needed? 

Comments: 

If no, for an NME NDA or original BLA, 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

  YES
Date if known: 

  NO
  To be determined

Reason: 

! If the 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? 

Comments: 

  Not Applicable
  YES
  NO

CONTROLLED SUBSTANCE STAFF
! Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL MICROBIOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter
! Clinical pharmacology study site(s) inspections(s) 

needed?
  YES
  NO

BIOSTATISTICS

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

Reference ID: 3657771
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NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (protein/peptide products only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

New Molecular Entity (NDAs only)

! Is the product an NME? YES
  NO

Environmental Assessment

! Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

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

Comments: 

YES
  NO

YES
  NO

YES
  NO

Quality Microbiology

! Was the Microbiology Team consulted for validation 
of sterilization? 

Comments: 

  Not Applicable

YES
  NO

Reference ID: 3657771
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Facility Inspection

! Establishment(s) ready for inspection?

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

Comments: No previously uninspected sites

  Not Applicable

  YES
  NO

  YES
  NO

Facility/Microbiology Review (BLAs only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review

Comments: 

  Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V)
(NME NDAs/Original BLAs)

! Were there agreements made at the application’s 
pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application?

! If so, were the late submission components all 
submitted within 30 days?

  N/A

  YES
  NO

  YES
  NO

! What late submission components, if any, arrived 
after 30 days?

! Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components?

  YES
  NO
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! notify sponsor in writing by day 60 (see CST for choices)
! notify OMPQ (so facility inspections can be scheduled earlier)
Send review issues/no review issues by day 74

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

Update the PDUFA V DARRTS page (for applications in the Program)
Other

Annual review of template by OND ADRAs completed: September  2014

Reference ID: 3657771
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