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EXCLUSIVITY SUMMARY

NDA # 206995  SUPPL # HFD # 

Trade Name  Iressa

Generic Name  gefitinib

Applicant Name  AstraZeneca UK Ltd.    

Approval Date, If Known  pending – PDUFA date is July 17, 2015

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" 
to one or more of the following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(1)

c)  Did it require the review of clinical data other than to support a safety claim or change 
in labeling related to safety?  (If it required review only of bioavailability or 
bioequivalence data, answer "no.")

  YES NO 

If your answer is "no" because you believe the study is a bioavailability study and, 
therefore, not eligible for exclusivity, EXPLAIN why it is a bioavailability study, 
including your reasons for disagreeing with any arguments made by the applicant that the 
study was not simply a bioavailability study.   

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:             
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d)  Did the applicant request exclusivity?
YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

5

e) Has pediatric exclusivity been granted for this Active Moiety?
YES NO 

      If the answer to the above question in YES, is this approval a result of the studies submitted 
in response to the Pediatric Written Request?
   
     

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY 
TO THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

2.  Is this drug product or indication a DESI upgrade?
YES NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE 
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the 
same active moiety as the drug under consideration?  Answer "yes" if the active moiety 
(including other esterified forms, salts, complexes, chelates or clathrates) has been previously 
approved, but this particular form of the active moiety, e.g., this particular ester or salt (including 
salts with hydrogen or coordination bonding) or other non-covalent derivative (such as a 
complex, chelate, or clathrate) has not been approved.  Answer "no" if the compound requires 
metabolic conversion (other than deesterification of an esterified form of the drug) to produce an 
already approved active moiety.

                  YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the 
NDA #(s).
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NDA# 21399 Iressa (gefinitib)

Received accelerated approval on May 5, 2003.  Voluntarily 
withdrawn in September 2011.  Date of Federal Register 
notice was April 25, 2012.

NDA#

NDA#

2.  Combination product.  

If the product contains more than one active moiety(as defined in Part II, #1), has FDA 
previously approved an application under section 505 containing any one of the active moieties 
in the drug product?  If, for example, the combination contains one never-before-approved active 
moiety and one previously approved active moiety, answer "yes."  (An active moiety that is 
marketed under an OTC monograph, but that was never approved under an NDA, is considered 
not previously approved.)  

YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the 
NDA #(s).  

NDA#

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO 
THE SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary 
should only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of 
new clinical investigations (other than bioavailability studies) essential to the approval of the 
application and conducted or sponsored by the applicant."  This section should be completed 
only if the answer to PART II, Question 1 or 2 was "yes."  
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1.  Does the application contain reports of clinical investigations?  (The Agency interprets 
"clinical investigations" to mean investigations conducted on humans other than bioavailability 
studies.)  If the application contains clinical investigations only by virtue of a right of reference 
to clinical investigations in another application, answer "yes," then skip to question 3(a).  If the 
answer to 3(a) is "yes" for any investigation referred to in another application, do not complete 
remainder of summary for that investigation. 

YES NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved 
the application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical 
trials, such as bioavailability data, would be sufficient to provide a basis for approval as an 
ANDA or 505(b)(2) application because of what is already known about a previously approved 
product), or 2) there are published reports of studies (other than those conducted or sponsored by 
the applicant) or other publicly available data that independently would have been sufficient to 
support approval of the application, without reference to the clinical investigation submitted in 
the application.

(a) In light of previously approved applications, is a clinical investigation (either 
conducted by the applicant or available from some other source, including the published 
literature) necessary to support approval of the application or supplement?

YES NO 

If "no," state the basis for your conclusion that a clinical trial is not necessary for 
approval AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

                                                 
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would 
not independently support approval of the application?

YES NO 

(1) If the answer to 2(b) is "yes," do you personally know of any reason to 
disagree with the applicant's conclusion?  If not applicable, answer NO.

YES NO 

     If yes, explain:                                     

                                                        

Reference ID: 3786346



Page 5

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted 
or sponsored by the applicant or other publicly available data that  could 
independently demonstrate the safety and effectiveness of this drug product? 

YES NO 

     If yes, explain:                                         

                                                        

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 
investigations submitted in the application that are essential to the approval:

                    
Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.  

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The 
agency interprets "new clinical investigation" to mean an investigation that 1) has not been relied 
on by the agency to demonstrate the effectiveness of a previously approved drug for any 
indication and 2) does not duplicate the results of another investigation that was relied on by the 
agency to demonstrate the effectiveness of a previously approved drug product, i.e., does not 
redemonstrate something the agency considers to have been demonstrated in an already approved 
application.  

a) For each investigation identified as "essential to the approval," has the investigation 
been relied on by the agency to demonstrate the effectiveness of a previously approved 
drug product?  (If the investigation was relied on only to support the safety of a 
previously approved drug, answer "no.")

Investigation #1    YES NO 

Investigation #2    YES NO 

If you have answered "yes" for one or more investigations, identify each such 
investigation and the NDA in which each was relied upon:

b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support 
the effectiveness of a previously approved drug product?
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Investigation #1 YES NO 

Investigation #2 YES NO 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on:

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the 
application or supplement that is essential to the approval (i.e., the investigations listed in 
#2(c), less any that are not "new"):

Study D79AC00014 (IFUM) – a multicenter, single –arm study to characterize  the 
efficacy of gefitinib 250 mg (once daily) as first-line treatment in Caucasian patients 
with EGFR mutation-positive, locally advanced or metastatic NSCLC.

This study was not conducted under an IND.

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored 
by" the applicant if, before or during the conduct of the investigation, 1) the applicant was the 
sponsor of the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or 
its predecessor in interest) provided substantial support for the study.  Ordinarily, substantial 
support will mean providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
!

IND # YES  !  NO   
!  Explain: 

                          
             

Investigation #2 !
!

IND # YES !  NO   
!  Explain: 
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(b) For each investigation not carried out under an IND or for which the applicant was 
not identified as the sponsor, did the applicant certify that it or the applicant's predecessor 
in interest provided substantial support for the study?

Investigation #1 !
!

YES !  NO   
Explain: !  Explain: 

   The IFUM study was conducted by 
AstraZeneca in Europe as a 
postmarketing commitment for the 
European Medical Agency.  This 
study was not under US IND.

Investigation #2 !
!

YES   !  NO   
Explain: !  Explain:

   

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe 
that the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to 
the drug are purchased (not just studies on the drug), the applicant may be considered to 
have sponsored or conducted the studies sponsored or conducted by its predecessor in 
interest.)

YES NO 

If yes, explain:  
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=================================================================
                                                      
Name of person completing form:  Sharon Sickafuse                   
Title:  Senior Regulatory Health Project Manager
Date:  6-12-2015

                                                      
Name of Office/Division Director signing form:  Patricia Keegan, M.D.
Title:  Director, Division of Oncology Products 2

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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From: Wible, Renee  
Sent: Thursday, July 09, 2015 1:08 PM 
To: 'Griffin, Norma' 
Cc: 'Sickafuse, Sharon'; Caster, Donna M 
Subject: RE: AstraZeneca NDA 206995 "IRESSA" - FDA Proposed Edits - Final Agreed 

Good Morning Norma,

AstraZeneca agree with the final labeling however, an error was found in Table 1 footnotes; the adverse reaction terms
listed are from the pooled Studies 2, 3 and 4 (N= 2462). AZ has updated the footnotes to reflect the adverse drug
reactions reported in Study 1 as is appropriate.

In addition, there is an error in 5.6 Bullous and Exfoliative Skin Disorders, the second sentence, “Erythema multiforme
and dermatitis bullous (0.08%) have been reported in two patients (0.08%) across NSCLC trials (Study Study 2 and
Study 3).” This was correct in the June 11, 2015 version but was incorrectly transcribed as % in later versions. This
has been corrected.

Attached are the clean (non annotated WORD document) and the annotated WORD document.

AZ will follow up with a formal submission to amend the NDA.

Please do not hesitate to contact me if you have questions.

Please confirm receipt of this message and the attached labeling.

Best,
Renée S. Wible
AstraZeneca, Oncology
Sr. Global Regulatory Director
Mobile +1 302 898 3528

From: Griffin, Norma [mailto:Norma.Griffin@fda.hhs.gov]
Sent: Tuesday, July 07, 2015 3:34 PM 
To: Wible, Renee 
Cc: Sickafuse, Sharon; Caster, Donna M 
Subject: AstraZeneca NDA 206995 "IRESSA" - FDA Proposed Edits from today's TCON 
Importance: High 

Good Afternoon Renee,

As discussed and agreed to in today’s teleconference, please see the attached labeling with FDA’s proposed edits and
comments. I have provided both a CLEAN (edits accepted) WORD document and an annotated PDF version.

Please provide your response/agreement and final labeling (clean WORD document) to me via email by Thursday, July 9,
2015, or sooner if possible and follow with an official submission to NDA 206995.

Kindly respond to confirm receipt of this email and the attached labeling.

Norma S. Griffin
Senior Regulatory Health Project Manager
CDER / OHOP / DOP2
Telephone  301.796.4255

Reference ID: 3790749
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Confidentiality Notice: This message is private and may contain confidential and proprietary information. If you have received this message in error, 
please notify us and remove it from your system and note that you must not copy, distribute or take any action in reliance on it. Any unauthorized use or 
disclosure of the contents of this message is not permitted and may be unlawful.

Reference ID: 3790749
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 206995 

INFORMATION REQUEST 

AstraZeneca UK Limited 
Attention:  Renee Wible 
Senior Director, Global Regulatory Affairs 
AstraZeneca LP 
1800 Concord Pike 
P.O. Box 8355 
Wilmington, DE  19803 

Dear Ms. Wible: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for IRESSA (gefitinib) 250 mg tablets. 

FDA’s proposed revisions to the package insert and patient package insert are attached.

If you have any questions, please call me at (301) 796-2320. 

Sincerely,

{See appended electronic signature page}

Sharon Sickafuse, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 

ENCLOSURE:
 Revised Package Insert 
 Revised Patient Package Insert 

Reference ID: 3784440
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From: Sickafuse, Sharon
Sent: Tuesday, June 23, 2015 3:04 PM
To: renee.wible2@astrazeneca.com; Caster, Donna M 

(donna.caster@astrazeneca.com)
Subject: Iressa clinical IR

Importance: High

Hi Renee & Donna,

My team has the following IR:

Please specify all sites of disease (including lung, pleural, peritoneal, nodal, and extra-
thoracic) for the 8 patients in IFUM and the 16 patients in IPASS identified as locally 
advanced.

Please provide this data by COB Wednesday, June 23 via email with a follow-up 
amendment to the NDA

Thanks

Reference ID: 3783226
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 206995 

INFORMATION REQUEST 

AstraZeneca UK Limited 
Attention:  Renee Wible 
Senior Director, Global Regulatory Affairs 
AstraZeneca LP 
1800 Concord Pike 
P.O. Box 8355 
Wilmington, DE  19803 

Dear Ms. Wible: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for IRESSA (gefitinib) 250 mg tablets. 

FDA’s proposed revisions to the patient package insert are attached.

If you have any questions, please call me at (301) 796-2320. 

Sincerely,

{See appended electronic signature page}

Sharon Sickafuse, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 

ENCLOSURE:
 Revised Patient Package Insert 

Reference ID: 3778811
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 206995 

INFORMATION REQUEST 

AstraZeneca UK Limited 
Attention:  Renee Wible 
Senior Director, Global Regulatory Affairs 
AstraZeneca LP 
1800 Concord Pike 
P.O. Box 8355 
Wilmington, DE  19803 

Dear Ms. Wible: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for IRESSA (gefitinib) 250 mg tablets. 

FDA’s proposed revisions to the package insert are attached.

If you have any questions, please call me at (301) 796-2320. 

Sincerely,

{See appended electronic signature page}

Sharon Sickafuse, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 

ENCLOSURE:
 Revised Package Insert 

Reference ID: 3778152
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`NDA REVIEW WRAP-UP MEETING SUMMARY
June 8, 2015

NDA 206995
Iressa (gefitinib)

_________________________________________________________

Proposed Indication: IRESSA is indicated 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 or L861Q) 
or exon 18 (G719X) substitution mutations as detected by an FDA-approved test.

Limitation of Use:  Safety and efficacy of IRESSA have not been established in patients 
whose tumors have  exon  mutations in the EGFR.

Action Due Date:  July 17, 2015

Proposed Early Action Date:  July 1, 2015

Dates That Outstanding Signed Reviews Are Due:

Division Director 6-26-2015
Office Director 7-17-2015 (7-1-2015)

Discuss Remaining Outstanding Pre-Action Items:

1. Labeling:

a. Revised container labeling received April 17th .  Revised labeling has 
addressed all FDA comments and is acceptable.

b. Revised PI received on May 27th.  Internal meeting scheduled for 
June 8th.  Labeling is still being negotiated.    Plan to send revised PI & 
Med Guide to AZ this week.

c. Patient labeling review of Med Guide received on May 27th.  Based on the 
outcome from the internal labeling meeting, patient labeling may have 
additional revisions.

2. PMCs and PMRs:  none requested

3. Employee list (yes/no) for Action Package: Emailed on June 2nd

.

4. Press Release/ASCO Burst: Press office has been notified.

Reference ID: 3776121
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6. Action Package Preparation:  Will give to CPMS this week.

7. Approval letter:  In draft.  Need to circulate to team once indication wording has 
been agreed upon.

8. Exclusivity summary:  Has been prepared.  Need to email to Dr. Keegan.

Reference ID: 3776121
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From: Biable, Missiratch (Mimi)
To: Wible, Renee (Renee.Wible2@astrazeneca.com); Caster, Donna M (donna.caster@astrazeneca.com)
Cc: Sickafuse, Sharon
Subject: NDA 206995: Information Request -- Response Required
Date: Wednesday, May 20, 2015 11:26:00 AM
Importance: High

Dear Renee and Donna,

I am sending you the following on behalf of Sharon Sickafuse who is currently out of the
office.

The Biopharmaceutics team has the following information request that we wish you to
address before COB Thursday, May 21, 2015.

Your proposed dissolution acceptance criterion, as stated in the specifications table, is not
acceptable. Update the dissolution acceptance criterion as follows:

Q = % at 45 min

Please provide the updated specifications table via email to me and Sharon Sickafuse and
follow that with a formal submission to your NDA.

Regards,

Missiratch (Mimi) Biable, M.S., R.A.C (US)
Senior Regulatory Health Project Manager
Division of Oncology Products 2
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

Email: Missiratch.biable@fda.hhs.gov
Phone: 301-796-0154

Reference ID: 3760773
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
  

 Food and Drug Administration
Silver Spring  MD  20993

 
NDA 206995 
 

LABELING PMR/PMC DISCUSSION COMMENTS 
  
AstraZeneca UK Limited 
Attention:  Renee Wible 
Senior Director, Global Regulatory Affairs 
AstraZeneca LP 
1800 Concord Pike 
P.O. Box 8355 
Wilmington, DE  19803 
 
Dear Ms. Wible: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for IRESSA (gefitinib) 250 mg tablets. 
 
We also refer to our November 28, 2014, letter in which we notified you of our target date of 
May 29, 2015, for communicating labeling changes and/or postmarketing 
requirements/commitments in accordance with the “PDUFA Reauthorization Performance Goals 
and Procedures - Fiscal Years 2013 Through 2017.”  
 
On January 26, 2015, we received your January 26, 2015, proposed labeling submission to this 
application, and have proposed revisions that are included as an enclosure.  We request that you 
resubmit labeling that addresses these issues by May 27, 2015.  The resubmitted labeling will be 
used for further labeling discussions. 
 
Your proposed prescribing information (PI) must conform to the content and format regulations 
found at CFR 201.56(a) and (d) and 201.57.  Prior to resubmitting your proposed PI, we 
encourage you to review the labeling review resources on the PLR Requirements for Prescribing 
Information website including:  
 

The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products  
Regulations and related guidance documents  
A sample tool illustrating the format for Highlights and Contents, and  
The Selected Requirements for Prescribing Information (SRPI)  a checklist of 42 
important format items from labeling regulations and guidances.   
FDA’s established pharmacologic class (EPC) text phrases for inclusion in the Highlights 
Indications and Usage heading. 

 
At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with 
format items in regulations and guidances.  

Reference ID: 3753179



NDA 206995 
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If you have any questions, please call me at (301) 796-2320. 

 
Sincerely, 
 
{See appended electronic signature page} 
 
Sharon Sickafuse, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 

 
ENCLOSURE:  
 Revised Package Insert 
 
 

Reference ID: 3753179
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From: Sickafuse, Sharon
Sent: Thursday, May 07, 2015 2:32 PM
To: renee.wible2@astrazeneca.com; Caster, Donna M 

(donna.caster@astrazeneca.com)
Subject: NDA 206995 clin pharm IR

Hi Renee & Donna,

My clin pharm team has the following IR:

Based on study report D7913C00019, CYP2D6 poor metabolizers had 2.1-fold higher 
exposure to gefitinib compared to CYP2D6 extensive metabolizers. However, no 
CYP2D6 ultra-rapid metabolizers were included in the study. Please provide any 
pharmacokinetic data available comparing CYP2D6 ultra-rapid metabolizers to CYP2D6 
extensive metabolizers. 

Please provide this information by Thursday, May 14th.  Thank you

Reference ID: 3749994
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From: Sickafuse, Sharon
Sent: Tuesday, April 28, 2015 4:13 PM
To: renee.wible2@astrazeneca.com; Caster, Donna M 

(donna.caster@astrazeneca.com)
Subject: NDA 206995 clinical IR

Hi Renee and Donna,

My clinical team has the following IR:

To potentially better inform Section 1 ‘Indications and Usage’ and ‘Limitation of Use’ 
and Section 2.1 ‘Patient Selection’ sections of product labeling, please query the 
IRESSA clinical and non-clinical evidence base (including published literature) to 
develop case definitions for EGFR “activating sensitizing” mutations (e.g. exon 19 
deletion, L858R, and other uncommon mutations), EGFR “activating resistance” 
mutations (e.g. T790M , exon 20 insertion, and other uncommon mutations), as well as 
any “indeterminate” mutations of unknown significance. These case definition should 
be based on available clinical and pre-clinical evidence. In addition to the case 
definitions, provide the evidence supporting these definitions.

Please provide this information by COB May 19.

Thank you

Reference ID: 3742445
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 206995
INFORMATION REQUEST

AstraZeneca UK Limited
Attention:  Renee Wible
Senior Director, Global Regulatory Affairs
AstraZeneca LP
1800 Concord Pike
P.O. Box 8355
Wilmington, DE  19803

Dear Ms. Wible:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for IRESSA (gefitinib) 250 mg tablets.

We have the following comments regarding the container labeling:

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 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.
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Please submit revised carton labels.

If you have any questions, please call me at (301) 796-2320.

Sincerely,

{See appended electronic signature page}

Sharon Sickafuse, M.S.
Senior Regulatory Health Project Manager
Division of Oncology Products 2
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drugs Evaluation and Research

Memorandum

Date: February 17, 2015

From:

NDA:

Product:

Applicant:

Sharon Sickafuse, RPM

206995

(gefitinib)

AstraZeneca UK Limited

Subject: Mid-Cycle Review Meeting

Major Findings/Issues:

1. The team determined that there is a positive risk-benefit assessment for Iressa in the first-
line 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 (Qiagen therascreen  EGFR RGQ PCR kit).  The team recommended approval of the 
NDA. 

2. The pharmacometrics team presented their findings that patients with a moderate and
severe hepatic impairment due to cirrhosis had a 3.6- and 2.7-fold increase in exposure to 
Iressa, respectively.  In addition, patients with CYP2D6 poor metabolism have a 2.1-fold 
increase in exposure compared to patients that don’t.   The pharmacometrics team is 
considering recommending that the dosing for these patients be decreased and that the 
labeling reflect this.  As Iressa has been approved in Europe since 2009,  Dr. Pazdur 
recommended that the team have a teleconference with EMA to discuss their concerns.

3. Jennifer Shen of CDRH stated that CDRH issued a letter to Qiagen on 
December 23, 2014, regarding Qiagen’s premarket approval application (PMA) 
supplement which requested approval for adding an IRESSA™ (gefitinib) indication in 
the intended use of the QIAGEN therascreen® EGFR RGQ PCR Kit.   The letter 
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Review Due Dates:
Primary Review           5-22-2015           
Secondary Review 5-29-2015
CDTL Review 6-5-2015
Division Director Review 6-26-2015
Office Director Review 7-17-2015
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From: Sickafuse, Sharon
Sent: Tuesday, February 17, 2015 5:43 PM
To: renee.wible2@astrazeneca.com; Caster, Donna M 

(donna.caster@astrazeneca.com)
Subject: NDA 206995 - clinical IR

Hi,

My clinical reviewer has the following IR:

Regarding retrospective evaluation of EGFR mutation status in the IPASS study, AZ 
states that although 56% of patients provided samples only 36% were 
evaluable. Please further elaborate on the specific quality issues with the 20% of 
samples which were non-evaluable.

Thank you
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From: Sickafuse, Sharon
Sent: Wednesday, December 17, 2014 3:29 PM
To: renee.wible2@astrazeneca.com; Caster, Donna M 

(donna.caster@astrazeneca.com)
Subject: NDA 206995 - clinical & stat IR

Hi Renee & Donna,

My clinical & stat reviewers have the following IR:

Please re-create the IFUM derived analysis PDF files such that the 
variables and possible values are clearly defined. For example, in the one 
patient per row efficacy.xpt data set, the variable OBRESPC’s or MUT20-
3A possible values are not defined or coded in the define-
analysis.PDF. Also, some of the units are missing, for example, in duration 
of response variable. In the RSRS.XPT data set in the analysis data set, 
by using the define file it is unclear, for example, what RS stands for under 
the variable DOMAIN, NTRGRESP in PARAMCD, what are the codes for 
the values in GROUP02, and what are the units for the tumor 
measurements for SUMDIAM.
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 206995
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

AstraZeneca UK Limited
1800 Concord Pike
P.O. Box 8355
Wilmington, DE 19803-8355

ATTENTION: Renee S. Wible, 
Senior Director, Global Regulatory Affairs

Dear Ms. Wible:

Please refer to your New Drug Application (NDA) dated September 17, 2014, received 
September 17, 2014, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act for Gefitinib Tablets, 250mg.

We also refer to your October 3, 2014, correspondence, received October 3, 2014, requesting 
review of your proposed proprietary name, Iressa. 

We have completed our review of the proposed proprietary name, Iressa and have concluded that 
it is acceptable. 

If any of the proposed product characteristics as stated in your October 3, 2014, submission are
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Frances Fahnbulleh, Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (301) 796-0942. For any other 
information regarding this application, contact Sharon Sickafuse, Regulatory Project Manager in 
the Office of New Drugs, at (301) 796-1462.

Sincerely,

{See appended electronic signature page}

Todd Bridges, RPh
Deputy Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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From: Sickafuse, Sharon
Sent: Wednesday, December 10, 2014 1:04 PM
To: Caster, Donna M (donna.caster@astrazeneca.com)
Cc: renee.wible2@astrazeneca.com
Subject: NDA 206995 - OSI IR

Importance: High

Hi Donna,      

Regarding your December 9, 2014, response to item 5 of the November 28, 2014, DI 
letter, the datasets provided for OSI Part III are only useful for uploading into the Site 
Selection Tool, and in an xpt formal, which the OSI reviewer cannot use to conduct the 
planned inspection of the CRO.

Please provide data listings as described below, in a PDF format, organized by Site, 
then Subject detailed listings. Specifically, under D791AC00014 BIMO Site-Level Data 
Listings, the OSI reviewer needs the following listings as determined by the CRO.

! “Subject listing h1: Primary efficacy endpoint” (determined by the CRO)
! “Subject listing h3: Primary and Secondary efficacy endpoint raw data, Target 

lesion details (determined by the CRO)
! “Subject listing h6: Primary and Secondary efficacy endpoint raw data, 

Investigator overall visit response (for the CRO)

Thank you
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From: Sickafuse, Sharon
Sent: Friday, December 05, 2014 4:00 PM
To: renee.wible2@astrazeneca.com; Caster, Donna M 

(donna.caster@astrazeneca.com)
Subject: NDA 206995 - clin pharm IR

Hi Renee & Donna,

My clin pharm team has the following IR regarding the study report, “Population 
Pharmacokinetic Analysis With Non Small Cell Lung Cancer In Nested Case-Control 
Study For Gefitinib (Study Code: V-15-33)” in module 5.5.3.5. Please conduct the 
following analyses:

1. Summarize the ILD (interstitial lung disease) rates by exposure (i.e., AUC, Cmax, 
Cmin) quartiles. Justification should be provided for the exposure metric used for 
the final analysis.

2. Conduct exposure-response analysis by using multivariate logistic model to 
assess the association of exposure and other risk factors with ILD.

3. Submit a brief report, datasets, and modeling scripts based on the requirements 
specified in the link ( 
http://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobac
co/CDER/ucm180482.htm).

Please submit your response by December 31.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 Food and Drug Administration
Silver Spring  MD  20993

 
 
NDA 206995 

FILING COMMUNICATION - 
FILING REVIEW ISSUES IDENTIFIED 

 
AstraZeneca UK Limited 
Attention:  Renee Wible 
Senior Director, Global Regulatory Affairs 
AstraZeneca LP 
1800 Concord Pike 
P.O. Box 8355 
Wilmington, DE  19803 
 
Dear Ms. Wible: 
 
Please refer to your New Drug Application (NDA) dated September 17, 2014, received 
September 17, 2014, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act (FDCA), for IRESSA (gefitinib) 250 mg tablets. 
 
We also refer to your amendments dated September 25, October 3, and November 3 and 7, 2014. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is July 17, 2015. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by May 29, 2015. 
 
During our filing review of your application, we identified the following potential review issues.  
Please provide a single submission containing the requested information or your timeline for 
providing the requested information for each item within one week of receipt of this letter. 
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Biopharmaceutics 
 
The proposed dissolution method (with 5% v/v Tween 80 in water as the medium) does not 
exhibit discriminating power when the clinical and commercial batches, that are not 
bioequivalent, are compared.  Based on the presented data (Table 12, 3.2.P.2.2 Drug Product –
Attachment 1), the calculated f2 score is 50.2.  Provide a dissolution method that is more suitable 
and discriminates the two formulations that have been demonstrated to be bioinequivalent. The 
following general guidelines for the content of a dissolution method development report should 
be considered: 

 
1. Dissolution Test: Include the dissolution method development report supporting the 
 selection of the proposed dissolution test.   The dissolution development report should 
 include the following information: 
 
 a. Detailed description of the dissolution test being proposed for the evaluation of  
  your product and the developmental parameters (i.e., selection of the   
  equipment/apparatus, in vitro dissolution/release media, agitation/rotation speed,  
  pH, assay, sink conditions, etc.) used to select the proposed dissolution method as  
  the optimal test for your product. The testing conditions used for each test should  
  be clearly specified.  The dissolution profile should be complete and cover at least 
  85% of drug release of the label amount or whenever a plateau (i.e., no increase  
  over 3 consecutive time-points) is reached.  We recommend the use of at least  
  twelve samples per testing variable and sampling time points of 10, 15, 20, 30, 45  
  60, 90 and 120 min. 
  
 b. Provide the complete dissolution profile data (individual, mean, SD, profiles) for  
  your product.  The dissolution data should be reported as the cumulative   
  percentage of drug dissolved with time (the percentage is based on the product’s  
  label claim). 
 
 c. Data to support the discriminating ability of the selected dissolution method.  In  
  general, the testing conducted to demonstrate the discriminating ability of the  
  selected dissolution method should compare the dissolution profiles of the   
  reference (target) product and the test products that are intentionally manufactured 
  with meaningful variations for the most relevant critical manufacturing variables 
  (i.e., ± 10-20% change to the specification-ranges of these variables). 
 
2. Dissolution Acceptance Criterion:  For the selection of the dissolution acceptance 
 criterion(a) of your product, the following points should be considered: 
 
 a. The dissolution profile data (15, 20, 30, 45, 60, 90, 120 min; n = 12) from the  
  pivotal clinical batches and primary (registration) batches (throughout the stability 
  program) should be used for the setting of the dissolution acceptance criterion(a)  
  of your product (i.e., specification sampling time point and specification value). 
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b. The in vitro dissolution profile should encompass the timeframe over which at 
least 85% of the drug is dissolved or where the plateau of drug dissolved is 
reached, if incomplete dissolution is occurring.    

 
c. The selection of the specification time point should be where Q= % dissolution 

occurs.  However, if you have a slowly dissolving product, specifications at two 
time points may be adequate for your product.  The first time point should be 
selected during the initial dissolution phase (i.e., 15-30 minutes about 40-50% 
dissolution) and the second time point should be where Q = % dissolution 
occurs. 

Clinical

3. In Study IFUM, 17 cases were “non-measurable” according to the independent radiology 
review (IRR) assessments.  Please describe, in detail, the sites of disease in these patients 
and any information from the IRR which would help explain the reason that these 
patients were “non-measurable.”  

 
4. Please provide the address for  the central review contract 
 research organization (CRO) site that you used (i.e., Germany or the UK) and the 
 location of the central review records for Study IFUM.

5. The NDA provides efficacy endpoint data listings for each clinical site.  It appears that 
 these listings report the tumor response as determined by the clinical investigators at each 
 site.   Please submit the efficacy data listings as determined by the CRO, so that we can 
 verify against source at the CRO site.   
 
6. Please provide the IRR Charter from  so that we can confirm that the CRO 
 performance was in accordance with not only the protocol but also  the detailed Charter of 
 exactly what and how they were to perform their IRR assessments. 
 
7. Please submit the finalized European Union Risk Management Plan. 
 
Biostatistics 

8. Provide the SAS programs as well as format library files used to create the derived 
datasets for the efficacy endpoints and the SAS programs used for efficacy data analysis.  
If the SAS programs use any SAS macro, please provide all necessary macro programs.  
Provide an all-in-one SAS format library.

9. Provide the SAS programs for derived datasets and the analyses associated with the 
 results presented in the proposed package insert. 

10. Provide adequate documentation for all SAS programs. 

Reference ID: 3664876
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Clinical Pharmacology 

11. Please fill out the attached Highlights of Clinical Pharmacology Table and submit as an 
 amendment to the NDA.   
 
12. We are unable to locate the data for the QT study report.  Please submit or provide the 
 location of the following information: 
 
 a. Annotated CRF. 
 
 b. A data definition file which describes the contents of the electronic data sets. 
 
 c. Electronic data sets as SAS.xpt transport files (in CDISC SDTM format – if  
  possible) and all the SAS codes used for the primary statistical and exposure- 
  response analyses. 
 
 d. Please make sure that the ECG raw data set includes at least the following: subject 
  ID, treatment, period, ECG date, ECG time (up to second), nominal day, nominal  
  time, replicate number, heart rate, intervals QT, RR, PR, QRS and QTc (any  
  corrected QT as points in your report, e.g. QTcB, QTcF, QTcI, etc., if there is a  
  specifically calculated adjusting/slope factor, please also include the   
  adjusting/slope factor for QTcI, QTcN, etc.), Lead, and ECG ID (link to   
  waveform files if applicable). 
 
 e. Data set whose QT/QTc values are the average of the above replicates at each  
  nominal time point. 
 
13. Submit all related ECG waveforms to the ECG warehouse at www.ecgwarehouse.com. 
   
We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application. 
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PRESCRIBING INFORMATION 
Your proposed prescribing information (PI) must conform to the content and format regulations 
found at 21 CFR 201.56(a) and (d) and 201.57.  We encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information website including:  
 

The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products  
Regulations and related guidance documents  
A sample tool illustrating the format for Highlights and Contents, and  
The Selected Requirements for Prescribing Information (SRPI)  a checklist of 42 
important format items from labeling regulations and guidances.   
 

Labeling issues and comments identified during our preliminary review of your submitted 
labeling are attached.   
 
We request that you resubmit labeling (in Microsoft Word format) that addresses these issues by 
January 26, 2015.  The resubmitted labeling will be used for further labeling discussions.  Use 
the SRPI checklist to correct any formatting errors to ensure conformance with the format items 
in regulations and guidances.  
 
At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with 
format items in regulations and guidances.  
 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
PROMOTIONAL MATERIAL 

You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, the proposed package insert (PI), and the patient PI.  Submit 
consumer-directed, professional-directed, and television advertisement materials separately and 
send each submission to: 
 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

Do not submit launch materials until you have received our proposed revisions to the PI and 
patient PI and you believe the labeling is close to the final version.   
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For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. Because the drug for this indication has orphan drug designation, you 
are exempt from this requirement. 
 
If you have any questions, please call Ms. Sharon Sickafuse, Senior Regulatory Health Project 
Manager, at (301) 796-2320. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Patricia Keegan, M.D. 
Director 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
 

Enclosure: 
 Highlights of Clinical Pharmacology Table 
 Revised labeling 
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Highlights of Clinical Pharmacology 
Therapeutic dose Include maximum proposed clinical dosing regimen. 
Maximum tolerated dose Include if studied or NOAEL dose 
Principal adverse events Include most common adverse events; dose limiting adverse events 
Maximum dose tested Single Dose Specify dose 

Multiple Dose Specify dosing interval and duration 
Exposures Achieved at 
Maximum Tested Dose 

Single Dose Mean (%CV) Cmax and AUC 
Multiple Dose Mean (%CV) Cmax and AUC 

Range of linear PK Specify dosing regimen 
Accumulation at steady state Mean (%CV); specify dosing regimen 
Metabolites Include listing of all metabolites and activity 
Absorption Absolute/Relative 

Bioavailability 
Mean (%CV) 

Tmax  Median (range) for parent 
 Median (range) for metabolites 

Distribution Vd/F or Vd Mean (%CV) 
% bound Mean (%CV) 

Elimination Route  Primary route; percent dose eliminated 
 Other routes 

Terminal t½    Mean (%CV) for parent 
 Mean (%CV) for metabolites 

CL/F or CL Mean (%CV) 

Intrinsic Factors Age Specify mean changes in Cmax and AUC 
Sex Specify mean changes in Cmax and AUC 
Race Specify mean changes in Cmax and AUC 
Hepatic & Renal 
Impairment 

Specify mean changes in Cmax and AUC 

Extrinsic Factors Drug interactions Include listing of studied DDI studies with mean 
changes in Cmax and AUC 

Food Effects Specify mean changes in Cmax and AUC and 
meal type (i.e., high-fat, standard, low-fat) 

Expected High Clinical 
Exposure Scenario 

Describe worst case scenario and expected fold-change in Cmax and 
AUC. The increase in exposure should be covered by the supra-
therapeutic dose. 
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From: Sickafuse, Sharon
Sent: Wednesday, November 19, 2014 3:36 PM
To: Caster, Donna M (donna.caster@astrazeneca.com)
Cc: renee.wible2@astrazeneca.com
Subject: NDA 206995 - IR re CRO site inspection

Importance: High

Hi Donna,

My OSI reviewer has the following requests as she plans for an inspection of the 
Independent Radiology Review Vendor, CRO 

1. The sponsor provided efficacy endpoint data listings for each clinical site. It 
appears that these listings report the tumor response as determined by the 
clinical investigators at each site. Please submit the efficacy data listings as 
determined by the CRO, so that we can verify against source at the CRO site. 

2. Please provide the Independent Radiology Review Charter for  so 
that we can confirm that the CRO performance was in accordance with not only 
the protocol but also the detailed Charter of exactly what and how they were to 
perform their IRR assessments.

If these items have already been submitted, please indicate where in the NDA that they 
are.

Thank you
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From: Sickafuse, Sharon
Sent: Tuesday, November 18, 2014 5:24 PM
To: Caster, Donna M (donna.caster@astrazeneca.com)
Cc: renee.wible2@astrazeneca.com
Subject: NDA 206995 - ? re CRO site

Hi Donna,

Regarding your central review CRO site, , which physical location 
(Germany or UK) did you operate from and where are the records kept for the study?

Thanks
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From: Sickafuse, Sharon
Sent: Friday, November 14, 2014 4:59 PM
To: Caster, Donna M (donna.caster@astrazeneca.com)
Cc: renee.wible2@astrazeneca.com
Subject: NDA 206995 - clinical IR

Hi Donna,

My clinical team has the following IR:

In study IFUM, 17 cases were “non-measurable” according to the IRC. Please 
describe, in detail, the sites of disease in these patients and any information from the 
IRC which would help explain the reason that these patients were “non-measurable.” 

Please provide your response by December 20.

Thank you
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From: Sickafuse, Sharon
Sent: Thursday, November 13, 2014 12:42 PM
To: Caster, Donna M (donna.caster@astrazeneca.com)
Cc: renee.wible2@astrazeneca.com
Subject: NDA 206995 - QT IR

Hi Donna,

Please submit all related ECG waveforms to the ECG warehouse at
www.ecgwarehouse.com.

Thank you
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From: Sickafuse, Sharon
Sent: Monday, November 10, 2014 1:22 PM
To: Caster, Donna M (donna.caster@astrazeneca.com)
Subject: NDA 206995 - QT IR
Attachments: Highlights_ClinPharm_and_Cardiac_Safety.doc

Hi Donna,

Please fill out the attached Highlights of Clinical Pharmacology Table and submit as an 
amendment to the NDA. My team is unable to located the data for the QT study 
report. Please submit or provide the location of the following information:

a. Annotated CRF.
b. A data definition file which describes the contents of the electronic data sets.
c. Electronic data sets as SAS.xpt transport files (in CDISC SDTM format – if 

possible) and all the SAS codes used for the primary statistical and exposure-
response analyses.

d. Please make sure that the ECG raw data set includes at least the following: 
subject ID, treatment, period, ECG date, ECG time (up to second), nominal 
day, nominal time, replicate number, heart rate, intervals QT, RR, PR, QRS 
and QTc (any corrected QT as points in your report, e.g. QTcB, QTcF, QTcI, 
etc., if there is a specifically calculated adjusting/slope factor, please also 
include the adjusting/slope factor for QTcI, QTcN, etc.), Lead, and ECG ID 
(link to waveform files if applicable).

e. Data set whose QT/QTc values are the average of the above replicates at 
each nominal time point.

Thank you
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From: Sickafuse, Sharon
Sent: Tuesday, November 04, 2014 11:25 AM
To: renee.wible2@astrazeneca.com
Subject: NDA 206995 - nonclinical IR

Hi Renee,

My nonclinical reviewer has the following IR:

Please submit a tabulated list of all nonclinical studies submitted to NDA 206995 that 
were not previously submitted to NDA 21399, and indicate where they are located within 
the submission.

Thank you
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NDA 206995 Planning Meeting

Date:  October 29, 2014

Product: Iressa (gefitinib)
Submission Date: September 17, 2014
Received Date: September 17, 2014
Sponsor: AstraZeneca

Proposed Indication: First-line 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 (Qiagen therascreen  EGFR 
RGQ PCR kit).
.
Review Team/Collaborators for NDA 206995
Patricia Keegan, M.D., Director, DOP2
Sharon Sickafuse, M.S., Lead Regulatory Health Project Manager
Diko Kazandjian, M.D., Medical Officer 
Gideon Blumenthal, M.D., Medical Officer (TL and CDTL)
Vivian Yuan, Ph.D., Statistics 
Kun He, Ph.D., Statistics (TL)
Ruby Leong, Ph.D., Clinical Pharmacology 
Hong Zhao, Ph.D., Clinical Pharmacology (TL)
Jerry (Jingyu) Yu, Ph.D., Pharmacometrics
Liang Zhao, Ph.D., Pharmacometrics (TL)
Robert Schuck, Ph.D. Genomics
Rosane Charlab Orbach, Ph.D., Genomics (TL)
Sachia Khasar, Ph.D., Non-Clinical
Whitney Helms, Ph.D., Non-Clinical (TL) 
Teicher Agosto, Product RPM
Joyce Crich, Ph.D., Product
Liang Zhou, Ph.D., Product (TL)
Robert Mello, Ph.D., Product Microbiology
Ali Al-Hakim, Ph.D., Product DD
Robert Wittorf, Ph.D., Facilities
Salah Hamed, Ph.D., Biopharmaceutics
Angela Dorantes, Ph.D., Biopharmaceutics (TL)
Frances Fahnbulleh, OSE RPM
Davis Mathew, OSE/DMEPA
Chi-Ming (Alice) Tu, OSE/DMEPA (TL)
Mona Patel, Pharm D, OSE/DRISK
Naomi Redd, OSE/DRISK (TL)
Lauren Iacono-Connor, OSI
Olga Salis, OPDP RPM
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Nazia Fatima, OPDB
Barbara Fuller, Patient Labeling (TL)
Jennifer Shen, CDRH

Review Status:
! Priority review requested, but denied.  This NDA will receive standard 

review and be on a 10 month clock.
! Categorical Exclusion requested
! Has Orphan Drug designation, so PREA doesn’t apply.
! Qiagen submitted a PMA amendment for therascreen EGFR RGQ PCR kit 

to include Iressa as a treatment option for patients with EGFR mutation-
positive tumors.

1. Dates for Milestones and for When Letters Must Issue:

Milestone Due
Acknowledgment Letter Issued 9-29-2014

Deficiencies Identified Letter 
(74 Day Letter)

Sent comments to RPM by 
11-19-2014.  Letter will include 
comments on PI.

11-28-2014

Send proposed 
labeling/PMR/PMC/REMS to 
applicant

5-29-2015

Review Target Due Dates:

Primary Review Due
Secondary  Review Due
CDTL Review Due
Division Director Review 
Due
Office Director Review 
Due/Sign-Off

5-22-2015
5-29-2015
6-5-2015

6-26-2015

7-17-2015
Compile and circulate Action 
Letter and Action Package

6-5-2015

FINAL Action Letter Due 7-17-2015

2. Consults/Collaborative Reviewers:

OPDP Olga Salis – RPM
Nazia Fatima
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OSE Frances Fahnbulleh - OSE RPM
Mona Patel - DRISK
Davis Mathew - DMEPA

OSI Lauren Iacono-Connor assigned, site
selection in progress.

Pediatric Record/PeRC Pediatric Record completed in 
DARRTS.  

QT-IRT consult Sent 10-29-2014
SGEs or Patient Representatives Not needed
Patient labeling Nathan Caulk

3. Upcoming Internal Team Meetings:

Planning Meeting held on:  October 29, 2014

Filing Meeting scheduled for:  November 10, 2014

Signed filing reviews due November 14, 2014.

[Applicant Orientation Presentation:  November 14, 2014]

Team Meeting scheduled for:   December 22, 2014

                   Mid-Cycle Meeting scheduled for:   February 17, 2015

TBA:

Labeling meetings

PMR/PMC meeting, if needed

Wrap-up Meeting

4.  Will we do an ODAC presentation? No

5.  At this time, no one identified any filing issues.
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From: Sickafuse, Sharon
Sent: Thursday, October 09, 2014 1:24 PM
To: renee.wible2@astrazeneca.com
Subject: NDA 206995 clinical site IR

Hi Renee,

My team has the following IR:

The Office of Scientific Investigations (OSI) is piloting a risk based model for site 
selection. Voluntary electronic submission of site level datasets is intended to facilitate 
the timely selection of appropriate clinical sites for FDA inspection as part of the 
application and/or supplement review process. The IFUM (D791AC00014) study 
provides data for the efficacy and safety of gefitinib in the first-line treatment of patients 
with aNSCLC whose tumors have EGFR Exon 19 deletions or the Exon 21 substitution 
(L858R) mutation. We request that you consider providing datasets specifically for the 
IFUM study for use in our Risk Based Site Selection tool. 

Please refer to the draft “Guidance for Industry Providing Submissions in Electronic 
Format – Summary Level Clinical Site Data for CDER’s Inspection Planning” (available 
at the following link
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionR
equirements/UCM332468.pdf ) for the structure and format of this data set.

Thank you
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum
Date: October 9, 2014

From: Patricia Keegan, M.D., Director, Division of Oncology Products 2

Subject: Designation of Review Schedule for NDA Review
Sponsor:        AstraZeneca Pharmaceuticals LP
Product:        Iressa (gefitinib)
Indication:     First line treatment of patients with  

metastatic non-small cell lung cancer whose tumors have 
epidermal growth factor receptor (EGFR) exon 19 deletion or 
exon 21 (L858R) substitution mutations as detected by an FDA-
approved test

To: NDA 206995

The review status of this NDA is designated to be:

X Standard (10 mon.) □ Priority (6 mon.)

Summary of Applicant’s Request for Priority Designation
AstraZeneca has requested priority review for this NDA.  Demonstration of efficacy relies on the 
results of a single-arm, multicenter trial (IFUM), with supportive evidence obtained from 
retrospective analyses in convenience samples (those with available tumor specimens for re-
testing) in a randomized clinical trial (IPASS).  The IFUM trial evaluated the antitumor activity 
(response rate), safety and tolerability of gefitinib 250 mg per day as a first-line treatment of 106 
patients with EGFR mutation-positive, locally advanced or metastatic NSCLC. The trial 
demonstrated an objective response rate of 69.8% (95% CI: 60.5-77.7%) and a median duration 
of response of 8.3 months.

IPASS was an open-label, multicenter, randomized (1:1), trial designed to establish that gefitinib 
treatment was non-inferior to carboplatin/paclitaxel doublet chemotherapy with regard to 
survival. The trial enrolled 1217 patients receiving first-line treatment for Stage IIIB or Stage IV 
adenocarcinoma of the lung; the trial was “enriched” for patients likely to have EGFR mutations, 
i.e., all patients were Asian and had never smoked or were light ex-smokers.  The trial failed to 
demonstrate non-inferiority in survival, however in subgroup analysis, patients with EGFR-
mutation positive NSCLC randomized to gefinitib had higher response rates (71% vs. 47%) and 
progression-free survival (HR 0.48 (95% CI 0.36, 0.64), with a nominally significant p-value.

As justification for priority designation, AstraZeneca states “Gefitinib would provide a well-
tolerated and effective targeted therapy for the first-line treatment of adult patients with EGFR 
mutation-positive aNSCLC, a disease setting where treatment options are still needed.”  

Astra Zeneca also states that “There is now a large body of evidence demonstrating consistent 
efficacy of EGFR TKIs (gefitinib, erlotinib, afatinib) in patients with sensitizing EGFR 
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mutations, regardless of ethnicity, and that these patients are more likely to benefit from initial 
treatment with an EGFR TKI in preference to doublet chemotherapy (Douillard et al 2014 [IFUM 
study], Maemondo et al 2010, Mitsudomi et al 2010, Mok et al 2009 [IPASS study], Rosell et al
2012, Sequist et al 2013, Zhou et al 2011). Erlotinib and afatinib are considered to be in the
same pharmacological class as gefitinib.”

Finally, AstraZeneca states that “Data that prospectively compare the efficacy/effectiveness and 
tolerability of gefitinib with other EGFR TKIs are not available at the current time. However, 
based on the data reported from randomised Phase III trials versus chemotherapy, it is clear that 
the efficacy observed with each of the EGFR TKIs is similar but that each drug has a different 
tolerability and safety profile.”

Review Designation:
I am designating this application as a standard review based on failure to meet the criteria 
specified in FDA Guidance for Industry: Expedited Programs for Serious Conditions – Drugs and 
Biologics (May 2014) and for the reasons discussed below.

An application will be given priority review designation if it meets any of the following criteria: 

! An application (original or efficacy supplement) for a drug that treats a serious condition 
AND, if approved, would provide a significant improvement in safety or effectiveness 

! Any supplement that proposes a labeling change pursuant to a report on a pediatric study 
under 505A 

! An application for a drug that has been designated as a qualified infectious disease 
product

! Any application or supplement for a drug submitted with a priority review voucher

The NDA submitted by AstraZeneca does not meet the criteria under bullets 2-4 above.  While 
the application is for a drug that treats a serious condition (EGFR mutation-positive,  

 metastatic non-small cell lung cancer), the justification provided does not support a 
conclusion that if approved, it would provide a significant improvement in safety or effective 
over available therapy, i.e., erlotinib or afatinib. As described in the Guidance, examples of 
significant improvement include 

• Evidence of increased effectiveness in treatment, prevention, or diagnosis of a condition
• Elimination or substantial reduction of a treatment-limiting adverse reaction 
• Documented enhancement of patient compliance that is expected to lead to an 

improvement in serious outcomes 
• Evidence of safety and effectiveness in a new subpopulation 

AstraZeneca’s argument for significant improvement relies on bullet 2 above (elimination or 
substantial reduction of a treatment-limiting adverse reaction).  However, the application does 
not provide adequate data to support this argument.  First, there were no trials submitted in the 
application that provided a direct comparison of the safety and effectiveness of gefitinib to 
erlotinib or afatinib. Second, AstraZeneca does not identify a specific treatment-limiting adverse 
reaction upon which this argument rests. On inspection of the summary data in the NDA and 
product labeling for erlotinib and afatinib, the serious and potentially treatment-limiting adverse 
reactions of interstitial lung disease and cutaneous toxicity are observed with all three drugs; 
cross-study comparisons do not allow a clear determination that true differences exist.    
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 206995
NDA ACKNOWLEDGMENT

AstraZeneca UK Limited
Attention:  Mark DeSiato
Senior Director, Global Regulatory Affairs
AstraZeneca LP
1800 Concord Pike
P.O. Box 8355
Wilmington, DE  19803

Dear Mr. DeSiato:

We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: IRESSA (gefitinib) 250 mg tablets

Date of Application: September 17, 2014

Date of Receipt: September 17, 2014

Our Reference Number: NDA 206995

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on November 16, 2014, in 
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format
requirements of revised 21 CFR 201.56-57.

You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).
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Page 2

Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications.

If you have any questions, please call me at (301) 796-2320.

Sincerely,

{See appended electronic signature page}

Sharon Sickafuse, M.S.
Senior Regulatory Health Project Manager
Division of Oncology Products 2
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
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