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EXCLUSIVITY SUMMARY

NDA # 204369 (Type 9 NDA)  SUPPL #          HFD # 107 

Trade Name   Stivarga 

Generic Name   regorafenib 

Applicant Name   Bayer HealthCare Pharmaceuticals, Inc.       

Approval Date, If Known   February 25, 2013 (PDUFA Goal: February 28, 2013)   

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), Type 9 NDA 

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.     

N/A

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:              

N/A
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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? 

N/A

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? 

      N/A 

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# 203085 Stivarga (regorafenib) 

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."

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) 
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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:                                      

                                                              

(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 
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     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: 

Study 14874, “A randomized, double-blind, placebo-controlled phase III study of 
regorafenib plus best supportive care versus placebo plus best supportive care for 
subjects with metastatic and/or unresectable gastrointestinal stromal tumors (GIST) 
whose disease has progressed despite prior treatment with at least imatinib and 
sunitinib”.

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? 

Investigation #1      YES  NO 
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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 14874, “A randomized, double-blind, placebo-controlled phase III study of 
regorafenib plus best supportive care versus placebo plus best supportive care for subjects 
with metastatic and/or unresectable gastrointestinal stromal tumors (GIST) whose disease 
has progressed despite prior treatment with at least imatinib and sunitinib”. 

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 # 75642, and 113896  YES   !  NO       
      !  Explain:   
                           IND 75642 was administratively split out to IND 

113896 following the re-organization of CDER’s 
Office of Hematology and Oncology Products.  The 
study was therefore, conducted under both INDs. 

Investigation #2   ! 
!

 IND #        YES    !  NO  
      !  Explain:  
                                      
         

(b) For each investigation not carried out under an IND or for which the applicant was not 
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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:  

           N/A  

 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:

=================================================================

Name of person completing form:  Monica Hughes, M.S.                
Title:  Lead Regulatory Health Project Manager 
Date:  February 25, 2013 

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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NDA # 204369 
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Version:  1/27/12 

• [505(b)(2) applications]  For each paragraph IV certification, based on the 
questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

Answer the following questions for each paragraph IV certification: 

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 
notice of certification? 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   

If “No,” continue with question (3). 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   

If “No,” continue with question (5). 

Yes        No         

Yes        No

Yes        No

Yes        No
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INTERNAL MEMORANDUM OF MEETING MINUTES 

MEETING DATE:   February 8, 2013 
TIME:    10:00-11:00 AM ET 
LOCATION:   Teleconference, WO 22, Room 4201 
APPLICATION:   NDA 204369  
DRUG NAME:  Stivarga (regorafenib) 

FDA ATTENDEES:

Patricia Keegan - Division Director, DOP2 
Anthony Murgo-Associate Director, OHOP 
Suzanne Demko- Clinical Team Leader 
Monica Hughes- Lead Regulatory Health Project Manager 
Janet Jiang-Statistics 
Jennie Chang-Senior Clinical Analyst 
Shanee Toombs-OPDP 
Carole Broadnax-OPDP 

EXTERNAL CONSTITUENT ATTENDEES: 

Bayer Attendees:
Darshan Wariabharaj (Regulatory Affairs, Global Regulatory Strategy) 
Philip Johnson (Regulatory Affairs, Global Regulatory Strategy) 
Anthony Genovese (Regulatory Affairs, Advertising and Promotion) 
Lynn Bowen (Regulatory Affairs, Advertising and Promotion) 
Alan Hassell (Regulatory Affairs, Labeling)
Elisa S Mandra (Regulatory Affairs, Labeling) 
Aubrey Anderson (Regulatory Affairs, Labeling) 
Stephanie Mondabon (Regulatory Affairs, Global Regulatory Strategy) 
Sarah Schlief (Global Safety Leader) 
Christian Kappeler (Statistics)  
Sibyl Anderson (Medical Affairs) 
Joseph Germino (Medical Affairs) 
Iris Kuss (Clinical Development) 

DISCUSSION POINTS:  The purpose of this teleconference was to discuss particular sections 
of the labeling as part of ongoing labeling negotiations associated with NDA 204369.   

FDA sent proposed draft labeling to Bayer in advance of this teleconference on February 6, 
2013.

Reference ID: 3263099





February 8, 2013 
NDA 204369 

not supported by data in the application.  FDA and Bayer agreed to retain the 
highlighted sentence above that was in the approved labeling for NDA 203085. 

3. Discuss Section 14.2: Overall Survival

DISCUSSION DURING TELECONFERENCE: Bayer did not agree with the 
statement, “There was no difference in overall survival at the time of the planned interim 
analysis based on 29% of the total events for the final analysis.”  FDA stated that the data 
submitted under this application supports this as a factual statement.  Bayer stated that 
they did not anticipate an increase in overall survival at the interim analysis, FDA stated 
that this is a technical disagreement between Bayer and FDA as this interim analysis was 
a planned analysis and if Bayer had seen an increase in overall survival at the interim 
analysis Bayer would have proposed including it in the product labeling.  After a brief 
discussion, Bayer proposed revising the labeling as follows by including the highlighted 
“statistically significant” text and FDA accepted this proposal: 

“A statistically significant improvement in PFS was demonstrated among patients treated 
with Stivarga compared to placebo (see Table 6 and Figure 2). There was no statistically
significant difference in overall survival at the time of the planned interim analysis based 
on 29% of the total events for the final analysis.” 

Bayer agreed to provide revised labeling to FDA that reflects the changes agreed upon during 
this teleconference. 

Reference ID: 3263099
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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: February 5, 2013 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369:  Internal Labeling Meeting 

___________________________________________________________________________

Attendees: Monica Hughes, Patricia Keegan, Janet Jiang, Kun He, Jason Bunting, Jennie Chang, 
Carol Broadnax, Anthony Murgo, Suzanne Demko 

Discussion:
FDA sent Bayer a draft labeling proposal on January 24, 2013.  Bayer provided a response to 
that proposal via email communication on January 29, 2013. During this meeting, the team 
reviewed and discussed Bayer’s proposal. 
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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: February 6, 2013 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369 

___________________________________________________________________________
Please find attached FDA’s counter proposal to your revised package insert (PI) and patient 
package insert (PPI) submitted via email communication on January 29, 2013, in response to our 
January 24, 2012, proposed revisions.  We are providing this response in advance of our 
teleconference on February 8, 2013. 

Please let me know if you have any questions. 

Regards,

Monica Hughes, M.S. 
Lead Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Phone: 301-796-9225, Fax: 301-796-9849 

Attachment:  FDA proposed revisions to the package insert and patient package insert 

Reference ID: 3257125
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Internal Meeting Summary 
Wrap-Up Meeting: January 28, 2013 

NDA 204369 (Type 9) 
Stivarga (regorafenib)/GIST 

Overview: Important Review Goal Dates

Review Target Due Dates:

Primary Review Due 
Secondary  Review Due 
DOP2 Division Director Review 
Due/Sign-Off

6 Month Review 

February 4, 2013 
February 7, 2013 
February 28, 2013 

PDUFA Goal Date: February 28, 2013 

FDA Attendees: Monica Hughes, Josephine Jee, Elsbeth Chikhale, Suzanne Demko, 
Amir Shahlaee, Jennie Chang, Anwar Goheer, Stacy Shord, Whitney Helms, Hong 
Zhao, Karen Jones, Janet Jiang, Kun He, Patricia Keegan, Tzu-Yun McDowell, Derek 
Smith, Jason Bunting, Carole Broadnax, Jeff Summers, Richard Pazdur, Anthony 
Murgo, Ali Al Hakim, Peter Waldron 

Agenda Items and Discussion During Meeting: 

1. Discipline Specific Reviews of Application  

a. CMC: Josephine Jee and Donghao (Robert) Lu: review complete in DARRTs         
1/24/13

Discussion During Meeting:  CMC review is complete, no additional discussion 
occurred.

b. Biopharmaceutics: Elsbeth Chikhale: review complete in DARRTs 11/19/12  

Discussion During Meeting:  Biopharmaceutics review is complete, no 
additional discussion occurred. 

c. CMC Microbiology: Vinayak Pawar: review complete in DARRTs 12/11/12 

Discussion During Meeting:  CMC microbiology review is complete, discussion 
regarding the need for a PMC for CMC a CBE supplement to include the addition 
of a microbial purity test as a drug product specification. Additional internal 
discussions are needed. 

d. Non-Clinical: Anwar Goheer: review complete in DARRTs 12/20/12 

Discussion During Meeting:  Non-clinical review is complete, no additional 
discussion occurred. 
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Internal Meeting Summary 
Wrap-Up Meeting: January 28, 2013 

NDA 204369 (Type 9) 
Stivarga (regorafenib)/GIST 

e. Clinical Pharmacology: Stacy Shord  

Discussion During Meeting:  Clinical pharmacology review is complete and is in 
the process of signed-off on, clinical pharmacology PMC template will be 
uploaded in DARRTs for sign-off. 

f. Clinical: Jennie Chang and Amir Shahlaee 

Discussion During Meeting:  Clinical review is in the process of being finalized, 
clinical PMC template will be uploaded in DARRTs for sign-off. 

g. Statistics: Janet Jiang 

Discussion During Meeting:  Statistics review is in the process of being 
finalized, no additional discussion occurred. 

h. OMPQ (API manufacturing inspection update): Derek Smith 

-API inspection conducted in December 2012, no 483 issued.  We still need the 
final EER recommendation of approval.

Discussion During Meeting:  Two Bayer sites were inspected, both sites were 
NAI and no 483 was issued.  The overall OC recommendation is still pending. 

2. Pending Consults

Discuss anticipated completion dates of outstanding consults: 

- OSE: DRISK (Risk Management Plan), Review pending 

Discussion During Meeting:  Risk management plan review from DRISK is in 
the process of being finalized.  DRISK noted the potential need for skin rash 
related adverse events to be more prominent in the label has been discussed 
internally and may be suggested in the final review.  DOP2 will review DRISK 
suggestions once the finalized review is received. 

- Patient Labeling Team: Review complete in DARRTS 1/14/13 

Discussion During Meeting:  No additional discussion occurred. 

- OPDP: both consumer and professional reviews are complete in DARRTS 
1/15/13

Discussion During Meeting:  No additional discussion occurred. 
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Internal Meeting Summary 
Wrap-Up Meeting: January 28, 2013 

NDA 204369 (Type 9) 
Stivarga (regorafenib)/GIST 

- Pediatric and Maternal Health- No proposed labeling changes, review is complete 
in DARRTs 1/9/13. 

Discussion During Meeting:  No additional discussion occurred. 

3. Labeling Discussion: Clinical and Statistical will lead discussion. 

- Status of labeling review 

Labeling meetings held: December 6, 10, 13, 2012 and January 17, 24, 
2013.

- Sent first round of labeling comments on 12/21/12 

- Sent second round of labeling comments on 1/24/13, expect a 
response this week:  potential follow-up teleconference with 
Bayer if needed. 

Labeling meeting scheduled: none currently, will schedule on receipt of 
Bayer’s next response. 

- Discuss any open items with input needed from other reviewers 

- Discuss need for additional meetings 

Discussion During Meeting:  Additional labeling meetings and a potential 
teleconference will be scheduled with Bayer following receipt and review of their 
counter-proposed labeling. 

4. Discuss Postmarketing Commitments

-PMC negotiations are ongoing; two PMCs have been requested: (1) Clinical PMC 
for Overall Survival Data; and, (1) Clinical Pharmacology PMC for exposure-
response analysis.  Reviewers will need to upload PMC templates in DARRTs for 
Deputy Director for Safety in DOP2 sign off. 

Discussion During Meeting:  Reviewers will upload the PMC templates in 
DARRTS, no additional discussion occurred. 

5. Discuss Postmarketing Safety Surveillance Plan  Jennie Chang/Amir Shahlaee 

-Clinical team will inform the Office of Surveillance and Epidemiology
 (OSE)/Division of Pharmacovigilance (DPV) what types of adverse events they 
should be monitoring for. 

Discussion During Meeting:  DOP2 recommended that DPV monitor closely for 
reported hepatotoxicity events, along with dermatological toxicities including severe 
cutaneous rashes, keratoacanthomas, and squamous cell carcinoma events. 
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Internal Meeting Summary 
Wrap-Up Meeting: January 28, 2013 

NDA 204369 (Type 9) 
Stivarga (regorafenib)/GIST 

6. Discussion of Proposed Action To Be Taken:  Suzanne Demko/Anthony Murgo 

*SGE teleconference with Dr. Ephraim Casper occurred earlier this morning, on 
January 28, 2013. 

Discussion During Meeting:  Dr. Casper was provided with a background document 
and draft product labeling in advance of our teleconference.  Dr. Casper agreed that 
the data in the application appears to demonstrate a clinically meaningful benefit of a 
3.9 month improvement in median PFS and he agreed that the risk-benefit ratio 
appeared to favor treating the proposed patient population with regorafenib.  No 
additional discussion occurred. 

7. Discussion of sign-off procedure and schedule:  Suzanne Demko/Anthony Murgo 

*Final primary and secondary reviews need to be completed (by end of first week of 
February) in order for the CDTL to review and ultimately for the DD to complete her 
review within the planned, 6-month review timeframe.  Sign-off process will continue 
with labeling, PMR/PMCs, and action letter. 

 *Draft ASCO Burst is circulating 

 *Draft Press Release and Information Advisory are circulating 

Discussion During Meeting:  Outstanding primary reviews must be completed 
by February 4, 2013, and secondary reviews by February 7, 2013.  All press-
related documents are circulating.  The action package and draft final action letter 
will begin circulating shortly.  No additional discussion occurred. 
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MEMORANDUM OF INTERNAL MEETING MINUTES 

MEETING DATE:   January 28, 2013  
TIME:    9:00-9:30 AM ET   
LOCATION:    Teleconference, WO 22, RM 2327   
APPLICATION:   NDA 204369 
DRUG NAME:  Stivarga (regorafenib)  
TYPE OF MEETING:  Teleconference with Special Government Employee (SGE), Dr. 

Ephraim Casper, cleared for participation by CDER’s Division of 
Advisory Committee and Consultant Management (DACCM).  

FDA ATTENDEES:

Patricia Keegan - Division Director 
Amir Shahlaee- Clinical Reviewer 
Suzanne Demko-Clinical Team Leader 
Anthony Murgo- Associate Director OHOP 
Monica Hughes- Lead Regulatory Health Project Manager 

EXTERNAL CONSTITUENT ATTENDEES: 

 Dr. Ephraim Casper 

BACKGROUND: Dr. Ephraim Casper agreed to serve and was cleared as an SGE for this 
NDA.  Prior to this teleconference, background materials and draft product labeling were 
provided to Dr. Casper, along with three specific division questions for Dr. Casper to address 
during this teleconference.  Those materials are attached to this document. 
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January 28, 2013 
NDA 204369:  Teleconference with SGE, Dr. Ephraim Casper 

DISCUSSION POINTS: 

In this application, Bayer seeks the approval of Stivarga (regorafenib), for the treatment of 
patients with locally advanced, unresectable or metastatic gastrointestinal stromal tumors (GIST) 
who have been previously treated with imatinib mesylate and sunitinib malate. Stivarga 
(regorafenib) was approved for mCRC in September of 2012. 

FDA Questions for Discussion During Teleconference:

1. Does the 3.9-month improvement in median progression-free survival (PFS) observed in 
the regorafenib arm of Study 14874 represent a clinically meaningful treatment effect? 

DISCUSSION DURING TELECONFERENCE: Dr. Casper stated that the data in the 
application appears to demonstrate a clinically meaningful benefit based on a 3.9 month 
improvement in median PFS.   

2. Based upon the data in this study, does the risk-benefit ratio favor treating the proposed 
indicated population with regorafenib? 

DISCUSSION DURING TELECONFERENCE: Dr. Casper commented that he 
weighed the efficacy data presented in the application against the potential toxicities 
associated with regorafenib, which he noted were not trivial.  He noted that the relatively 
high adverse event rate in the placebo group suggests a considerable number of the events 
in the regorafenib arm are probably related to the underlying disease.  Dr. Casper agreed 
that the risk-benefit ratio for regorafenib appeared favorable for the treatment of  the 
proposed population. 

3. Does proposed product label adequately inform patients and physicians of the potential 
risks and benefits of regorafenib treatment? 

DISCUSSION DURING TELECONFERENCE:  Dr. Casper agreed that the proposed 
draft product label appears to adequately inform patients and physicians of the potential 
risks and benefits of regorafenib. 

ATTACHMENTS:  Background information provided to Dr. Casper via a password protected 
file, secure email communication on January 23, 2013. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

Dr. Ephraim Casper 
Sent via Email Communication 
 
 
Dear Dr. Casper: 
 
We had a teleconference with you on October 5, 2012, regarding the possibility of your assistance 
in the review of a New Drug Application (NDA) 204369, submitted by Bayer Healthcare 
Pharmaceuticals.  Please note that information concerning this application is confidential. 
 
In this application, Bayer seeks approval of Stivarga (regorafenib), for the treatment of patients with 
locally advanced, unresectable or metastatic gastrointestinal stromal tumors (GIST) who have been 
previously treated with imatinib mesylate and sunitinib malate. 
 
I received notification from the CDER Division of Advisory Committee and Consultant 
Management (DACCM) that you are cleared to serve as a Special Government Employee (SGE) for 
the review this NDA. 
 
Please review the attached written materials.  We will discuss the enclosed information during a 
teleconference scheduled for 9:00 AM ET on January 28, 2013.  We will provide toll-free call in 
information in advance of this teleconference.  The questions we would like to discuss during this 
teleconference are listed below. 
 
Following our teleconference, please return the completed Timekeeper Payroll Record (enclosed) 
indicating the amount of time you worked on this review via one of the following methods: 
 

o FAX 301-796-9849:  Attention Monica Hughes 
o FedEx or UPS overnight delivery to: 

Monica Hughes 
Division of Oncology Products 2 
Food and Drug Administration 
WO22-2315 
10903 New Hampshire Avenue 
Silver Spring, MD  20903 
 

Enclosed is a summary of the single randomized trial submitted with this application, Study 14874 
(the GRID study), and the proposed regorafenib product labeling for your review. 
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FDA Questions for Discussion during Teleconference: 
 
1. Does the 3.9-month improvement in median progression-free survival observed in the 

regorafenib arm of Study 14874 represent a clinically meaningful treatment effect? 
 
2. Based upon the data in this study, does the risk-benefit ratio favor treating the proposed 

indicated population with regorafenib? 
 
3. Does the proposed product label adequately inform patients and physicians of the potential 

risks and benefits of regorafenib treatment? 
 
Thank you again for your time and insights. 
 
If you have questions, please contact me at 301-796-9225. 
 

 
Sincerely, 

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

 
 
 
 
 
Enclosures: 

1. NDA 204369 Summary Information 
2. Timekeeper Payroll Record 
3. Draft regorafenib product labeling 
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Briefing Document for FDA Teleconference to Discuss NDA 204369 
Stivarga (regorafenib), Tablets 
Bayer Healthcare Pharmaceuticals 
 
I. Introduction 

On August 30, 2012, Bayer submitted NDA 204369 seeking approval of regorafenib for the 
treatment of patients with locally advanced, unresectable, or metastatic gastrointestinal 
stromal tumors (GIST) who have been previously treated with imatinib mesylate and 
sunitinib malate. 
Regorafenib is a small molecule inhibitor of multiple kinases including BRAF, VEGFR 
1/2/3, TIE2, PDGFR, FGFR, RET, and KIT. 
NDA 204369 includes data from a single, randomized clinical trial, Study 14874, entitled 
“A randomized, double-blind, placebo-controlled phase III study of regorafenib plus best 
supportive care versus placebo plus best supportive care for subjects with metastatic and/or 
unresectable gastrointestinal stromal tumors (GIST) whose disease has progressed despite 
prior treatments with at least imatinib and sunitinib”, also known as the GRID study. 
Regorafenib has been administered to over 1200 patients, including those in Study 14874, 
and is currently approved for the treatment of patients with metastatic colorectal cancer who 
have been previously treated with, or are not considered candidates for, fluoropyrimidine-
based chemotherapy, an anti-VEGF therapy, and, if KRAS wild type, an anti-EGFR therapy. 

 
II. Design of Study 14874 

Study 14874 was a multicenter, international, randomized (2:1), double-blind, placebo-
controlled trial that enrolled patients with metastatic or unresectable GIST, previously 
treated with imatinib or sunitinib.
Patients were randomized to receive 160 mg regorafenib orally once daily (n=133) or 
placebo (n=66) every 21 days of a 28-day cycle.   
Patients were stratified at randomization according to: 

o Administration of study drug as 3rd-line versus  4th -line treatment  
o Geographical region (Asia versus rest of world) 

At the time of disease progression, the study blind was broken for individual patients; at the 
investigator’s discretion, patients on both treatment arms were offered the opportunity to 
take open-label regorafenib. 
The primary endpoint was progression-free survival and secondary endpoints were overall 
survival, tumor response rate, and time-to-tumor progression.  All tumor-based endpoints 
were to be based on determinations made by a blinded central radiologic review (BCRR). 
No interim analyses were performed. 
Eligibility criteria included: 

o Age  18 years 
o Histologically confirmed metastatic or unresectable GIST. 
o At least imatinib and sunitinib as prior treatment regimens, with objective disease 

progression or intolerance to imatinib, as well as disease progression while on 
sunitinib therapy. Additionally, disease progression or intolerance to other systemic 
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therapies, as well as investigational new agents, was allowed, except prior treatment 
with any other vascular endothelial growth factor receptor (VEGFR) inhibitor. 

o Patients must have at least one measurable lesion according to modified RECIST, 
version 1.1, in which lymph nodes and bone lesions were not target lesions and a 
progressively growing new tumor nodule within a pre-existing tumor mass was 
progression. 

o Eastern Cooperative Oncology Group (ECOG) Performance Status of 0 or 1.   
  

A. Results of Study 14874 
Baseline characteristics of the 199 randomized patients (66 to placebo and 133 to 
regorafenib) were comparable between treatment arms.
o Median age: 60 years
o 68% White
o All patients had a baseline ECOG performance status of 0 (55%) or 1 (45%).
o Most patients were from rest of world (76%) versus Asia (24%); North America 

(17%) and U.S. (13%).
o Extent of disease at study entry was metastatic (61%), unresectable (8%), or both 

(23%).
o Histological diagnosis was spindle cell (48%), epithelioid (8%), and mixed (14%).
o All patients received prior treatment with imatinib and sunitinib.

Key efficacy results 
Statistically significant improvement in progression-free survival
No significant difference in overall survival
No significant difference in overall response rate (5% vs. 2%)
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Table 1.  Progression-free Survival Based on BCRR 

 Placebo, n=66 (%) Regorafenib, n=133 (%)

Censored (%) 3 (5) 51 (38) 

Events (%) 63 (96) 82 (62) 

Number of Progression Events 62 76 

Number of Deaths 1 5 

Median PFS in days (95% CI) 28 (28, 32) 147 (119, 172) 

Median PFS in months (95% CI) 0.9 (0.9, 1.1) 4.8 (3.9, 5.7) 

Hazard Ratio (95% CI) 0.27 (0.19, 0.39) 

p-value (stratified log-rank) <0.0001 

Figure 1.  Kaplan-Meier Curves of Progression-free Survival Based on BCRR 
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Additional Supportive Analyses of Efficacy 

Key secondary endpoints were overall survival and response rate.

Table 2.  Overall Survival

  Placebo, n=66 (%) Regorafenib, n=133 (%) 

Events 17 (26) 29 (22) 

Censored 49 (74) 104 (78) 

Median OS, months (95% CI) Not Reached Not Reached 

Hazard Ratio (95% CI)  0.77 (0.42, 1.41) 

p-value (stratified  log-rank) 0.4 
 

Figure 2.  Kaplan-Meier Curves of Overall Survival 
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Tumor Response Rate and Duration of Response 
Six (5%) patients in the regorafenib arm and one patient (2%) in the placebo arm had a 
confirmed partial response.  Complete responses were not observed in either arm.  The 
median duration of response was 99 days (range:  42-99) in the regorafenib arm and 30 days 
in the placebo arm. 
 

B. Analysis of Safety Data from Study 14874 

The overall toxicity profile of regorafenib appeared similar to that of other multi-kinase 
inhibitors. 
The mean duration of therapy was 20 weeks for the regorafenib arm compared to 9.1 
weeks for placebo. 
Treatment-emergent adverse events resulted in dose interruptions in 58% of patients 
receiving regorafenib; 50% of patients required dose reduction (compared to 26% and 0, 
respectively, with placebo). 
The most serious adverse reactions of regorafenib are:  
o Drug-induced liver injury: fatal hepatic failure occurred in 0.8% of patients in the 

regorafenib arm compared to no patients in the placebo arm in Study 14874. 
o Hemorrhage: the overall incidence of hemorrhage (all grades) was 11% in 

regorafenib-treated patients compared to 3% with placebo in Study 14874. There 
were no grade 5 events of hemorrhage. 

o Severe dermatologic toxicity including palmar-plantar erythrodysesthesia (PPE):  the 
overall incidence of PPE (67% versus 12%) and the incidence of Grade 3 PPE (22% 
versus 0%) were increased in regorafenib-treated patients in Study 14874. Stevens 
Johnson syndrome, erythema multiforme, and toxic epidermal necrolysis were not 
seen in Study 14874 but have occurred in other clinical studies of regorafenib.  

o Hypertension: hypertension occurred in 59% of regorafenib-treated patients versus 
27% with placebo in Study 14874.   

o Gastrointestinal (GI) perforation 
 

Clinically significant adverse drug reactions observed in 20% of regorafenib-treated 
patients across all placebo controlled trials were: 
o Asthenia/fatigue 
o PPE 
o Diarrhea 
o Decreased appetite and food intake 
o Hypertension 
o Mucositis 
o Dysphonia  
o Infection 
o Pain (NOS) 
o Weight loss 
o GI and abdominal pain 
o Rash 
o Fever 
o Nausea 
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TIMEKEEPER PAYROLL RECORD 

Advisors and Consultants Staff

Note to Center for Drug Evaluation and Research Special Government Employee. 
Use this record to submit claim for hours worked at your home, place of 
business, or in any FDA facility located within your commuting area.  Please 
note any dates that you were required to travel outside of your commuting area 
to perform your assignment.  Advisory committee members should not claim salary 
for hours spent on normal preparation for a committee meeting.  Salary paid in 
response to this time sheet represents compensation in full for all services 
rendered and supplied by the Special Government Employee during this period. 

Date(s)  Hours Worked    Description of Work
(Cite IND/NDA if applicable) 

(Sign)      
Special Government Employee                          Date

Certification:

I certify that this work was done during the period(s) indicated at:

� Government furnished facility 

� Employees home/office since there was no Federal office or laboratory 
space available at which to perform the assigned work.

� Quality and quantity of work meets performance expectations.

    
Center for Drug Evaluation and Research Executive              Date 
Secretary/Management Official Authorizing Assignment 
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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: February 1, 2013 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369:  Microbial Purity Test, FDA Proposal for Post-Marketing 
Commitment (PMC) 

___________________________________________________________________________
On November 29, 2012, Dr. Vinayak Pawar of the FDA proposed the following to Bayer via 
email communication: 

“If your Drug Product Specification includes Microbial Purity test, then each batch needs 
to be tested according to 21 CFR211.165 (a) & (b).  

  

However, this leaves you with the following options: 

1. 

2. 

 3. 

4. 

Please communicate your preference through an official amendment to the NDA.” 
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POSTMARKETING COMMITMENTS NOT SUBJECT TO THE REPORTING 
REQUIREMENTS UNDER SECTION 506B

Submit a CMC CBE supplement that includes the addition of a microbial purity test as a drug 
product specification and test each batch prior to release and the addition of X-Ray Powder 
Diffraction (XRPD) testing methodology & specifications to test any batches that do not meet 
the dissolution acceptance criterion of NLT  dissolved at 45 minutes. 

You will submit this CBE supplement using the following schedule: 

Submission of CMC CBE Supplement: MM/YY 

We are requesting that you respond to our proposal and provide dates for the timeline listed 
above by 2PM ET on February 8, 2013 

Submit nonclinical and chemistry, manufacturing, and controls protocols and all postmarketing 
final reports to NDA 203085.  In addition, under 21 CFR 314.81(b)(2)(vii) and 314.81(b)(2)(viii) 
you should include a status summary of each commitment in your annual report to this NDA.  
The status summary should include expected summary completion and final report submission 
dates, any changes in plans since the last annual report, and, for clinical studies/trials, number of 
patients entered into each study/trial.  All submissions, including supplements, relating to these 
postmarketing commitments should be prominently labeled “Postmarketing Commitment 
Protocol,” “Postmarketing Commitment Final Report,” or “Postmarketing Commitment 
Correspondence.”

Regards,

Monica Hughes, M.S. 
Lead Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Phone: 301-796-9225, Fax: 301-796-9849 
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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: January 24, 2013 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369 

___________________________________________________________________________
Please find attached FDA’s counter proposal to your revised package insert (PI) and patient 
package insert (PPI) submitted via email communication on January 10, 2013, in response to our 
December 21, 2012, proposed revisions. 

Please provide a response to FDA’s proposed changes by close of business on January 31, 2013. 
In addition to submitting your response to the NDA, please email me MS Word labeling in both 
clean and redlined versions (showing track changes). 

Please let me know if you have any questions. 

Regards,

Monica Hughes, M.S. 
Lead Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Phone: 301-796-9225, Fax: 301-796-9849 

Attachment:  FDA proposed revisions to the package insert and patient package insert 
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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: January 17, 2013 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369:  Internal Labeling Meeting 

___________________________________________________________________________

Attendees: Monica Hughes, Patricia Keegan, Amir Shahlaee, Jennie Chang, Karen Dowdy, 
Anuja Patel, Carol Broadnax, Anthony Murgo, Kun He, Janet Jiang 

Discussion:
FDA sent Bayer a draft labeling proposal on December 21, 2012.  Bayer provided a response to 
that proposal via email communication on January 10, 2013. Bayer’s January 10, 2013, proposal 
was reviewed and discussed during this meeting. 
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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: January 15, 2013 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369; Proposed PMC Language 

___________________________________________________________________________
Bayer HealthCare Pharmaceuticals, Inc. 
Attention: Darshan Wariabharaj 
Deputy Director, Global Regulatory Affairs 
P.O. Box 1000
Montville, NJ 07045-1000 

Dear Mr. Wariabharaj: 

Please see FDA’s post-marking commitment proposals for the Stivarga (regorafenib) NDA 
application 204369. 

Post Marketing Commitments (PMCs) Subject to the Reporting 
Requirements Under Section 506B 
 
CLINICAL

Overall Survival Assessment: 

1. Submit the results of the protocol-specified final analysis of overall survival, along with 
datasets and analysis programs, from Study 14874, “A randomized, double-blind, 
placebo-controlled phase III study of regorafenib plus best supportive care versus 
placebo plus best supportive care for subjects with metastatic and/or unresectable 
gastrointestinal stromal tumors (GIST) whose disease has progressed despite prior 
treatment with at least imatinib and sunitinib.” 

Trial Completion Date: Month/Year 
Final Report Submission: Month/Year 

CLINICAL PHARMACOLOGY 
 
Exposure-Response Analyses Assessment: 

2.  Submit an exposure-response analysis for regorafenib and its active metabolites M2 and 
M5 using relevant available data collected in patients with metastatic or unresectable 
gastrointestinal stromal tumor (GIST). 

Final Report Submission: Month/Year 
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We are requesting that you respond to our proposal and provide dates for the timelines listed 
above by 4PM ET on January 22, 2013. To assist you in organizing the submission of final study 
reports, we refer you to the following resources: 

• Guidance for Industry entitled, Structure and Content of Clinical Reports
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformatio
n/Guidances/UCM073113.pdf

• Guidance for Industry, entitled, Conducting a Clinical Safety Review of a New 
Product Application and Preparing a Report on the Review
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformatio
n/Guidances/ucm072974.pdf

• Guidance for Industry, entitled, Reports on the Status of Postmarketing Study 
Commitments – Implementation of Section 130 of the Food and Drug 
Administration Modernization of 1997
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformatio
n/Guidances/UCM080569.pdf.

• Guidance for Industry, entitled, Postmarketing Studies and Clinical Trials — 
Implementation of Section 505(o) of the Food, Drug, and Cosmetic Act
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformatio
n/Guidances/UCM172001.pdf > 

Please note for any multi-study PMC/PMR, results from each study are to be submitted as an 
individual clinical study report (CSR) to the NDA or BLA as soon as possible after study 
completion. The cover letter for these individual CSRs should identify the submission as 
PMC/PMR CORRESPONDENCE – PARTIAL RESPONSE in bold, capital letters at the top 
of the letter and should identify the commitment being addressed by referring to the commitment 
wording and number, if any, used in the approval letter, as well as the date of the approval letter. 

The PMC/PMR final study report (FSR) submission intended to fulfill the PMC/PMR should 
include submission of the last remaining CSR and all previously submitted individual CSRs. The 
FSR should also contain an integrated analysis and thoughtful discussion across all studies 
regarding how these data support the fulfillment of the PMC/PMR. The cover letter should state
the contents of the submission. 

Furthermore, if a PMC/PMR requests, as a milestone, the submission of individual study reports 
as interim components of a multi-study PMC/PMR, the cover letter should identify the 
submission as PMC/PMR CORRESPONDENCE – INTERIM STUDY REPORT in bold, 
capital letters at the top of the letter and should identify the commitment being addressed by 
referring to the commitment wording and number, if any, used in the final action letter, as well 
as the date of the final action letter. 
 
Please let me know if you have any questions. 

Regards,

Monica Hughes, M.S. 
Lead Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Phone: 301-796-9225 
Fax: 301-796-9849 
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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: January 2, 2013 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369 

___________________________________________________________________________

On December 21, 2012, FDA sent Bayer initial draft labeling comments for NDA 204369. 

On December 21, 2012, via email communication, Bayer asked FDA to clarify the following “In 
Table 3 of the label FDA included data for Hypothyroidism, Bayer understands the incidence is 
based on subset of patients with normal TSH and no thyroid supplementation at baseline. Bayer 
would appreciate if FDA could provide their analyses that formed the basis for the numbers 
cited”

FDA Response: The number of patients that developed hypothyroidism was derived in the 
following manner: 

1. Subset #1: All patients in the safety population with baseline TSH levels < ULN were 
identified in the ADLB data set:  106 on regorafenib and 56 on placebo 

2. Subset #2: The patients in Subset #1 whose max TSH level rose above the ULN during 
the double blind treatment period were then identified using the ADLB data set:   

  25 on regorafenib and 7 on placebo arm 

3. Subset #3: The patients who were on T4 supplementation at baseline were identified 
using the ADCM data set and removed from Subset #2 leaving 19 patients on regorafenib 
and 4 on placebo who had baseline TSH levels < ULN with a rising TSH (>ULN) during 
treatment and who were not on T4 supplementation at baseline. The following are the 
patient numbers for those meeting all the criteria: 

260030004 Placebo 
140060002 Placebo 
140050005 Placebo 
120020001 Placebo 
220010005 Regorafenib 
200030001 Regorafenib 
680010002 Regorafenib 
560040001 Regorafenib 
260010006 Regorafenib 
160050005 Regorafenib 
220010006 Regorafenib 
100010006 Regorafenib 
180010010 Regorafenib 
160010007 Regorafenib 
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560040003 Regorafenib 
180010003 Regorafenib 
220050002 Regorafenib 
120020009 Regorafenib 
440010001 Regorafenib 
200050003 Regorafenib 
200040001 Regorafenib 
220050006 Regorafenib 
200010001 Regorafenib 

The final numbers provided in the label: 
19/106=18% of patients without baseline elevated TSH on regorafenib 
4/56=7% of patients without baseline elevated TSH on placebo 

Please let me know if you have additional questions. 

Regards,

Monica Hughes, M.S. 
Lead Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Phone: 301-796-9225 
Fax: 301-796-9849 
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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: December 20, 2012 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369:  Internal Labeling Meeting 

___________________________________________________________________________

Attendees: Monica Hughes, Patricia Keegan, Amir Shahlaee, Jennie Chang, Suzanne Demko, 
Jason Bunting, Stacy Shord, Hong Zhao 

Sections covered include:

Section 14: Clinical Studies 
Review Highlights and Full Prescribing Information (for consistency) 
Review outstanding internal questions 
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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: December 13, 2012 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369:  Internal Labeling Meeting 

___________________________________________________________________________

Attendees: Monica Hughes, Patricia Keegan, Anthony Murgo, Shan Pradhan, Karen Dowdy, 
Amir Shahlaee, Jennie Chang, Suzanne Demko, Jason Bunting 

Sections covered include:

Section 6: Adverse Reactions (Continued) 
Section 5: Warnings and Precautions   (Continued) 
Section 8: Use in Specific Populations (Continued) 
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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: December 10, 2012 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369:  Internal Labeling Meeting 

___________________________________________________________________________

Attendees: Monica Hughes, Patricia Keegan, Anthony Murgo, Shan Pradhan, Karen Dowdy, 
Amir Shahlaee, Jennie Chang, Suzanne Demko, Jason Bunting 

Sections covered include:

Section 6: Adverse Reactions (Continued) 
Section 5: Warnings and Precautions (Continued) 
Section 2: Dosage and Administration   
Section 8: Use in Specific Populations
Section 10: Overdosage

Reference ID: 3235763



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

MONICA L HUGHES
12/21/2012

Reference ID: 3235763



 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research 

Memorandum
Date: December 6, 2012 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369:  Internal Labeling Meeting 

___________________________________________________________________________

Attendees: Monica Hughes, Patricia Keegan, Anthony Murgo, Shan Pradhan, Stacy Shord,
Hong Zhao, Karen Dowdy, Jason Bunting, Amir Shahlaee, Jennie Chang, Suzanne Demko, 
Elsbeth Chikhale, Janet Jiang, Kun He, Hong Zhao, Carrie Ceresa 

Sections covered include:

Section 1: Indications and Usage 
Section 14: Clinical Studies 
Section 5: Warnings and Precautions 
Section 6: Adverse Reactions 
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NDA 204369: Stivarga (regorafenib) for GIST
11/29/12 Mid-Cycle Meeting Summary

Attendees:  Monica Hughes, Jennie Chang, Janet Jiang, Anthony Murgo, Amir Shahlaee, 
Suzanne Demko, Patricia Keegan, Debasis Ghosh, Donghao Lu, Anuja Patel, Karen Dowdy, 
Hong Zhao, Stacy Shord, Christina Makela, Jason Bunting, Elsbeth Chikhale, Josephine Jee, 
Frances Fahnbulleh 

1. Important Goal Dates

PDUFA Goal Date: February 28, 2013 (Type 9 NDA)

2. Discipline Specific Reviews of Application 

- Presentations 

a. Regulatory/Introduction (Monica Hughes)=less than 5 minutes 

b. Clinical/Statistical (Jennie Chang: Efficacy & Amir Shahlaee: 
Safety,  and Janet Jiang: statistical)=30 minutes 

c. Clinical Pharmacology (Stacy Shord), No Presentation. 

d. Non-Clinical (Anwar Goheer), No Presentation. 

e. CMC (Josephine Jee and Robert Lu), No Presentation 

f. Biopharmaceutics (Elsbeth Chikhale), No Presentation 

DISCUSSION DURING MEETING:  Presentations included: 
regulatory, clinical, and statistical. Discussion is noted below. 

Presentation/Discussion to Include

- Applicable studies/information submitted  

- Status of review of the data

- Discussion of findings so far

a. Are there issues requiring resolution? No issues were identified. 

b. Are there any major labeling issues? No issues were identified. 

c. Are there PMC and Risk Management Plan Issues?  There are no 
plans or need for REMS. The clinical team will have one PMR 
for an update of the survival results. The clinical pharmacology 
team will have at least one PMC. 

- Identify need for additional consults: none were required 

- Information requests to be sent to sponsor: none were identified 

DISCUSSION DURING MEETING:   The review team members will continue with 
their reviews and address any outstanding questions during upcoming labeling meetings.  
No major issues requiring resolution were identified.  The review team did discuss the 
potential need for a clinical pharmacology PMC and a clinical PMR to obtain the final 
study report and mature overall survival data for Study 14874. 
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NDA 204369: Stivarga (regorafenib) for GIST
11/29/12 Mid-Cycle Meeting Summary

3. Pending

OC/DMPQ Inspection:  DP facility inspection conducted under NDA 203085 in July 2012. 

DISCUSSION DURING MEETING:  Updated information was received and discussed; 
there is a scheduled inspection for the API facility, to begin on December 3, 2012. 

4. Scheduled Meetings 

Team Meetings: December, January, and February. 

Wrap-Up: January 28, 2012. 

Labeling:  Tentatively scheduled for December 6, 10, 13, 2012; and January 3, 2013. 

DISCUSSION DURING MEETING:  No discussion occurred regarding the upcoming 
meetings.

5.    Goals Remaining

Milestone 6 month review 

Send proposed labeling/PMR/PMC/REMS 
to applicant (Review Planner’s Target date) 

January 31, 2013 

Week after the proposed labeling has been 
sent, discuss the Labeling/PRM/PMC with 
Applicant

February 7, 2013 

Review Target Due Dates:

Primary Review Due 
Secondary  Review Due 
CDTL Review Due 
Division Director Review Due 

January 31, 2013 
February 4, 2013 
February 7, 2013 * not required 
February 28, 2013 

Compile and circulate Action Letter and 
Action Package 

February 7, 2013 

FINAL Action Letter Due February 28, 2013 

DISCUSSION DURING MEETING:  No discussion occurred regarding the timelines noted 
above.
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NDA 204369: Stivarga (regorafenib) for GIST
11/29/12 Mid-Cycle Meeting Summary

6.    Consults

OPDP Carole Broadnax- professional reviewer 
Karen Munoz- consumer reviewer 

OSE Sue Kang-OSE RPM 

Jason Bunting-Risk Management Plan 

Maternal Health Carrie Ceresa-Reviewer 
Pediatric Page/PeRC **Orphan Exclusivity, no PeRC Meeting 
Patient Labeling Team Karen Dowdy- Reviewer 
SGE’s or Patient Representatives Dr. Ephraim Casper  

DISCUSSION DURING MEETING: No discussion occurred regarding the consults noted 
above.
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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: December 21, 2012 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369 

___________________________________________________________________________
Please find attached FDA’s counter proposal to your revised package insert (PI) submitted on 
November 9, 2012, as part of the 90 day safety update. 

Please provide a response to FDA’s proposed changes by 10:00 AM on January 9, 2013.  In 
addition to submitting your response to the NDA, please email me MS Word labeling in both 
clean and redlined versions (showing track changes). 

Please note these are our preliminary comments, this labeling is currently being reviewed by our 
counterparts in the Office of Prescription Drug Promotion (OPDP) and the Patient Labeling 
Team (PLT) and additional comments will follow. 

Please let me know if you have any questions. 

Regards,

Monica Hughes, M.S. 
Lead Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Phone: 301-796-9225, Fax: 301-796-9849 

Attachment:  FDA proposed revisions to the package insert 

Reference ID: 3235485
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NDA 204369: Meeting Summary for October 25, 2012, Team Meeting 

Product:  Stivarga (regorafenib) 
Submission Date: August 30, 2012 (final rolling portion received) 
Received Date: August 30, 2012 
PDUFA Date:   February 28, 2013 

Sponsor: Bayer HealthCare Pharmaceuticals, Inc. 

Proposed Indication:  GIST 

Current Review Team for NDA 204369: 
Patricia Keegan, M.D., Director DOP2 
Monica Hughes, M.S., Lead Regulatory Health Project Manager 
Karen Jones (CPMS)
Jennie Chang, Pharm.D., Senior Clinical Analyst (Efficacy Review) 
Amir Shahlaee, M.D., Medical Officer (Safety Review) 
Suzanne Demko, Clinical TL 
Anthony Murgo, M.D., Associate Director OHOP (CDTL) 
Xiaoping (Janet) Jiang, Ph.D., Statistics  
Kun He, Ph.D., Statistics (TL) 
Stacy Shord, Ph.D., Clinical Pharmacology  
Hong Zhao, Ph.D, Clinical Pharmacology (TL)  
M.A. Goheer, Ph.D., Non-Clinical 
Whitney Helms, Ph.D., Non-Clinical (TL)  
Josephine Jee, Ph.D., Product 
Donghao (Robert) Lu, Product 
Liang Zhou, Ph.D., Product (TL) 
Nallaperum Chidambaram, Ph.D., Product (Acting TL) 
Jewell Martin, Product (ONDQA RPM) 
Angelica Dorantes, Ph.D., Biopharmaceutics (TL) 
Elsbeth Chikhale, Ph.D., Biopharmaceutics Reviewer 
Sue Kang, OSE RPM 
Jason Bunting, OSE/DRISK, Risk Management Reviewer 
Cynthia LaCivita, OSE/DRISK, TL 
Carol Broadnax, OPDP Professional Reviewer 
Karen Munoz, OPDP, Consumer Reviewer 
Karen Dowdy, PLT 
Barbera Fuller, PLT (TL) 
Carrie Ceresa, PMHT 
Melissa Tassinari, PMHT (TL) 

FDA Attendees:  Monica Hughes, Stacy Shord, Patricia Keegan, Whitney Helms, Anthony 
Murgo, Anwar Goheer, Josephine Jee, Robert Lu, Karen Dowdy, Hong Zhao, Amir Shahlaee, 
Jennie Chang, Suzanne Demko, Kun He, Elsbeth Chikhale, Frances Famabulleh, Janet Jiang. 

Meeting Purpose: This monthly team meeting was used to discuss review discipline specific 
updates and to prepare for the upcoming mid-cycle meeting. 
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1. Review Discipline Updates: 

a. Clinical 
♦ Efficacy Review 
♦ Safety Review 

DISCUSSION DURING MEETING:  No updates regarding the efficacy or 
safety review were discussed during this meeting.  Preparations for the mid-cycle 
presentation are underway.

b. Statistics 

DISCUSSION DURING MEETING: The reviewer noted that we are awaiting a 
response to a recent information request. Preparations for the mid-cycle 
presentation are underway.

c. Clinical Pharmacology 

DISCUSSION DURING MEETING:  The reviewer noted that some new PK 
information from a P2 trial was included; however, they do not anticipate 
updating the labeling unless there is a difference detected from the previous 
findings.

d. Nonclinical 

DISCUSSION DURING MEETING: The reviewer noted that no new 
information was submitted with this application that was not provided with the 
CRC NDA. 

e. CMC

DISCUSSION DURING MEETING:  The reviewers noted that no new 
information was submitted with this application.  The EES is pending.   

 

f. Biopharmaceutics 

DISCUSSION DURING MEETING:  The reviewers noted that no new 
information was submitted with this application that was not provided with the 
CRC NDA. 

g. Regulatory

DISCUSSION DURING MEETING:  The RPM review is underway, no 
comments at this time. Preparations for the mid-cycle presentation are underway.   

2. Preparation for upcoming Mid-Cycle Meeting in November 
a. Presentations (clarify who will/will not be presenting at the mid-cycle meeting): 

Regulatory
Clinical 
Statistical 
Clinical Pharmacology 
Non-Clinical Reference ID: 3231247
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CMC & Biopharmaceutics 

DISCUSSION DURING MEETING:  The RPM will present a brief overview 
of the regulatory history and there will be one combined presentation from the 
clinical and statistical reviewers.  There will be no formal presentations from 
clinical pharmacology, non-clinical, or CMC and biopharmaceutics. 

b. Discuss OHOP mid-cycle expectations 

DISCUSSION DURING MEETING:  The review team reviewed the OHOP 
expectations for information to be presented during the mid-cycle meeting. 

c. Discuss deadline for final slides to be sent to RPM and CDTL for review  
(Recommendation: at least one week before the mid-cycle meeting). 

DISCUSSION DURING MEETING:  The team agreed to send the slides to the 
RPM and CDTL one week before the meeting. 

Milestone Reminders:
Milestone 6 month review 

Acknowledgment Letter September 13, 2012 

Filing Action Letter  October 29, 2012 

Deficiencies Identified Letter (74 Day 
Letter) 

November 12, 2012 

Send proposed labeling/PMR/PMC/REMS 
to applicant (Review Planner’s Target date) 

January 31, 2013 

Week after the proposed labeling has been 
sent, discuss the Labeling/PRM/PMC with 
Applicant

February 7, 2013 

Review Target Due Dates:

Primary Review Due 
Secondary  Review Due 
CDTL Review Due 
Division Director Review Due 

January 31, 2013 
February 4, 2013 
February 7, 2013 * not required
February 28, 2013 

Compile and circulate Action Letter and 
Action Package 

February 7, 2013 

FINAL Action Letter Due February 28, 2013 

DISCUSSION DURING MEETING:   No discussion during the meeting occurred regarding 
the timelines noted above. 
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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: November 2, 2012 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369:  Information Request 

___________________________________________________________________________

We refer to NDA 204369 for Regorafenib Tablets for treatment of GIST. We specifically 
reference section 2.1.5.5.2 of the Summary of Clinical Safety titled “Severe cutaneous adverse 
reactions”. In this section you identified 7 patients exposed to regorafenib who developed severe 
cutaneous reactions including erythema multiforme, exfoliative dermatitis and Stevens-Johnson 
Syndrome. The cutoff date for this analysis was March, 31 2012.  

In addition we refer to the following safety reports of severe cutaneous reaction submitted to 
IND 113896: 

1)  2012-092453: Fever and Lyell Syndrome: Your Serial Number/eCTD Sequence # 0033 
and 0027. 

2)  2012-104470: Toxidermia: Your Serial Number/eCTD Sequence # 0032. 

3)  2012-094298: Toxic Epidermal Necrolysis and Hepatitis:  Your Serial Number/eCTD 
Sequence #0027. 

Please submit an updated analysis of all “severe cutaneous adverse reactions” that have been 
reported in patients receiving regorafenib to NDA 204369 as part of your 90 day safety update. 

Please let me know if you have any questions. 

Regards,

Monica Hughes, M.S. 
Lead Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Phone: 301-796-9225 
Fax: 301-796-9849 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 204369 

FILING COMMUNICATION

Bayer HealthCare Pharmaceuticals, Inc. 
Attention: Darshan Wariabharaj 
Deputy Director, Global Regulatory Affairs 
P.O. Box 1000  
Montville, NJ 07045-1000 

Dear Mr. Wariabharaj: 

Please refer to your rolling New Drug Application (NDA), for which the first portion was 
submitted and received on May 31, 2012, and the final portion dated August 30, 2012, was 
received on August 30, 2012, as submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act, for Stivarga (regorafenib) tablets, 40 mg.  

We also refer to your amendments dated July 3, 2012; July 23, 2012; August 13, 2012; 
September 6, 2012; September 11, 2012; September 14, 2012; September 25, 2012; September 
27, 2012; September 28, 2012; October 3, 2012; October 5, 2012; October 9, 2012;  October 10, 
2012; and October 24, 2012. 

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 Priority. Therefore, the user fee goal date is February 28, 
2013.

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 requirement/commitment requests by January 31, 
2013.
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At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 

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, and the proposed package insert (PI), and patient PI (as applicable).
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 package 
insert (PI), and patient PI (as applicable), and you believe the labeling is close to the final 
version.

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 product for this indication has orphan drug designation, you are exempt from 
this requirement. 
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If you have any questions, call Monica Hughes, M.S., Lead Regulatory Project Manager, at 301-
796-9225.

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 
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MEMORANDUM OF INTERNAL MEETING MINUTES 

MEETING DATE:   September 6, 2012 
TIME:    10:30 AM-11:00 AM 
LOCATION:   WO 22, Room 2157 
APPLICATION:   NDA 204369 
DRUG NAME:  Stivarga (regorafenib) 

FDA ATTENDEES:

Joseph Gootenberg – Deputy Division Director 
Amir Shahlaee - Clinical Reviewer 
Jennie Chang-Clinical Reviewer 
Suzanne Demko- Clinical TL 
Anthony Murgo-Associate Director OHOP, CDTL 
Monica Hughes- Lead Regulatory Health Project Manager 

BACKGROUND: On August 30, 2012, the final portion of the rolling Stivarga NDA 204369 
for GIST was received.  This is a Type 9 NDA that will be converted to an efficacy supplement 
to the Stivarga NDA 203085 for CRC.  The purpose of this internal meeting is to discuss the 
following review issues:  (1) Do we need OSI clinical site inspections; and (2) do we agree with 
Bayer’s content proposal for the 90 day safety update. 

DISCUSSION POINTS:  

(1)  Do we need OSI clinical site inspections for this NDA?   

DISCUSSION DURING MEETING: The issue of whether an OSI inspection should be 
conducted for the regorafenib GIST study was discussed at today’s meeting.  One reason 
for conducting the study site inspections is that one study was submitted supportive of the 
GIST indication; however, the number of patients at each study site was <10 and the 
efficacy results were robust.  One hundred ninety-nine patients were enrolled into 2:1 
randomization, regorafenib:placebo. 

Sites for consideration, based on our discussion with Jean Mulinde in OSI, using the Site 
Selection Tool are all ex-U.S.  One U.S. site (M. von Mehren) was considered, but only 
2/7 patients were treated with regorafenib. 

Site number Investigator Location Number of pts.
10008* Bauer  Germany n=5 (4 tx, 1 placebo) 
10007* Bauer  Germany n=4 (3 tx, 1 placebo) 
18001  Rutkowski Poland  n=10 (8 tx, 2 placebo) 
30001  Gelderblom Holland n=9 (7 tx, 2 placebo) 
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September 6, 2012 
Internal Team Meeting 

*These two sites would count as a two for one site visit, as Bauer took over the second 
site at some point because the initial investigator left. 

The team agreed that following review of the information discussed, that clinical site 
inspections are not needed for this application. 

(2) Do we agree with Bayer’s content proposal for the 90 day safety update? 

DISCUSSION DURING MEETING:  The review team discussed Bayer’s proposal 
noted below: 

The 90 day update to the Regorafenib GIST NDA 204,369 will cover the period (April 1 
2012 and July 31 2012) and the submission will include: 

1. Updated CRFs and narratives for AEs leading to treatment withdrawal and  
AEs of special interest:  

The proposed safety update will only include tables of AEs leading to treatment 
discontinuation. It won’t be possible to provide standard Clinical Study Report 
(CSR) narratives for all these events in these ongoing studies. Regarding AEs of 
special interest, all new serious AEs (SAEs) related to the following topics hepatic 
disorders, cardiac failure, interstitial lung disease, severe cutaneous adverse 
reactions, hemorrhage, acute renal failure, wound healing complications and GI 
perforation, will be assessed and presented. For the SAEs of special interest 
CIOMS-I case narratives in lieu of standard CSR narratives will be provided. 
CRFs would be available upon request within 48 hours. 

2. Updated narratives and CRFs for deaths and SAEs: 

The proposed safety update will include SAEs (including SAEs of special interest) 
and deaths with CIOMS-II line listings and CIOMS-I case narratives in lieu of 
standard narratives. Updated CRFs would be available upon request. CRFs would 
be available upon request within 48 hours. 

3. Updated safety data sets: 

Consistent with the approach taken for the safety update to the Regorafenib CRC 
NDA 203,085, updated safety data sets are not planned for inclusion in the safety 
update to the Regorafenib GIST NDA 204,369. The GIST safety update focuses 
on an assessment of safety data that may potentially impact on the overall benefit-
risk assessment or safety information in the proposed labeling. This includes SAEs 
(including SAEs of special interest), deaths, and adverse events leading to 
permanent discontinuation of study drug. The scope and content of the safety 
update is consistent with discussions between Bayer and FDA via teleconference 
on April 3, 2012 regarding the CRC NDA safety update. In those discussions, 
FDA noted they only wanted “big picture items” in the safety update and that the 
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information was only being reviewed to confirm the safety profile in the original 
application. A similar approach has been adopted for the GIST NDA safety 
update.

The clinical team discussed the need for datasets to be included with the 90 day 
safety update, noting that this proposal does not include datasets.  The team noted 
that the Stivarga CRC NDA currently under review did not require the submission 
of datasets to be included with 90 day safety update.  Following a brief internal 
discussion, the team agreed to accept Bayer’s content proposal noted above. We 
noted that the update should clearly discuss all new events and how these events 
could potentially alter the safety profile of this agent.  In addition, updated data 
sets and CRFs should be available within 48 hours of request if the need arises. 
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1st Planning Meeting Summary 
September 4, 2012 

NDA: 204369 

Product:  Stivarga (regorafenib) 
Submission Date: August 30, 2012 
Received Date: August 30, 2012, final portion of rolling submission received 
Sponsor: Bayer Healthcare Pharmaceuticals 

Proposed Indication:  GIST 

Current Review Team for NDA 204369: 
Patricia Keegan, M.D., Director DOP2 
Monica Hughes, M.S., Lead Regulatory Health Project Manager 
Karen Jones (CPMS)
Jennie Chang, Pharm.D., Senior Clinical Analyst (Efficacy Review) 
Amir Shahlaee, M.D., Medical Officer (Safety Review) 
Anthony Murgo, M.D., Associate Director OHOP (Acting TL and CDTL) 
Xiaoping (Janet) Jiang, Ph.D., Statistics  
Kun He, Ph.D., Statistics (TL) 
Stacy Shord, Ph.D., Clinical Pharmacology  
Hong Zhao, Ph.D, Clinical Pharmacology (TL)  
M.A. Goheer, Ph.D., Non-Clinical 
Whitney Helms, Ph.D., Non-Clinical (TL)  
Josephine Jee, Ph.D., Product 
Liang Zhou, Ph.D., Product (TL) 
Nallaperum Chidambaram, Ph.D., Product (Acting TL) 
Jewell Martin, Product (ONDQA RPM) 
Angelica Dorantes, Ph.D., Biopharmaceutics (TL) 
Elsbeth Chikhale, Ph.D., Biopharmaceutics Reviewer 
Sue Kang, OSE RPM 

FDA Attendees:  Monica Hughes, Hong Zhao, Stacy Shord, Patricia Keegan, Whitney 
Helms, Anthony Murgo, Suzanne Demko, Anwar Goheer, Josephine Jee, N. 
Chidambaram, Kun He, Liang Zhou, Amir Shahlaee, Jennie Chang, Elsbeth Chikhale, 
Karen Jones, Jeff Summers, Joe Gootenberg, Jewell Martin, Janet Jiang, Lauren Iacono-
Conner

Draft Agenda and Discussion Items: 

A standard reminder that all team members should notify the RPM, the CDTL, their 
team leader and other team members as soon as issues arise during the review process, 
instead of waiting until the next scheduled meeting to discuss 
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1. Review Status:
• Fast Track Granted April 17, 2011:  Priority Review requested 
• Categorical Exclusion requested 
• Orphan Designation Granted:  January 12, 2011 
• The clinical development of regorafenib for GIST has been conducted 

under IND 113896 (earlier information under IND 75642). 

DISCUSSION DURING MEETING:  Priority review will be granted.  RPM will 
send the pediatric page to the PeRC for tracking purposes only as this is an orphan 
designation. 

2. Dates Milestone Letters Must Issue:
Milestone 6 month review 

Acknowledgment Letter September 13, 2012 

Filing Action Letter  

•Do we have any filing issues that we should 
discuss today? If so, do we need to have 
teleconference with the Applicant before the 
filing meeting? 

•If the filing issues are not identified, we will 
need to send a “Notification of Review 
Status” letter. 

October 29, 2012 

Deficiencies Identified Letter (74 Day 
Letter) 

November 12, 2012 

Send proposed labeling/PMR/PMC/REMS 
to applicant (Review Planner’s Target date) 

January 31, 2013 

Week after the proposed labeling has been 
sent, discuss the Labeling/PRM/PMC with 
Applicant

February 7, 2013 

Review Target Due Dates:

Primary Review Due 
Secondary  Review Due 
CDTL Review Due 
Division Director Review Due 

January 31, 2013 
February 4, 2013 
February 7, 2013 * not required
February 28, 2013 

Compile and circulate Action Letter and 
Action Package 

February 7, 2013 

FINAL Action Letter Due February 28, 2013 
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DISCUSSION DURING MEETING:  The review team discussed the key deadlines for 
this priority review.  This is a type 9 NDA that will be converted to a supplement under 
NDA 203085 at its approval.  The review team decided that it will be signed by the 
division director and that no CDTL review is required. 

3. Potential Consults/Collaborative Reviewers Needed:

OPDP - professional reviewer 
- consumer reviewer 
– RPM 

OSE Sue Kang-OSE RPM 

*DMEPA/CMC/DDMAC to review 
carton/container, and patient labeling  

*Risk Management Plan 

Maternal Health -Reviewer 

Facility/OMPQ  
QT-IRT **To be assigned when final report comes 

in with all data in the PMR submission in 
November 2012 from NDA 203085. 

OSI Lauren Iacono-Conners assigned, need to 
select sites if inspections will be conducted.

Pediatric Page/PeRC **does not apply, orphan designation 
granted

Patient Labeling Team *Patient Information Included 
SGE’s or Patient Representatives  

Are there any additional consults we need? 

DISCUSSION DURING MEETING:  The review team discussed and agreed to begin 
the screening process for an SGE to be assigned to this application.  The clinical team has 
met with OSI and an additional internal meeting will be set up to discuss the need for 
clinical site inspections.   

4. Upcoming/TBD Internal Team Meetings:

• Filing Meeting:  Scheduled for October 9, 2012.
**Please bring Filing review (TL signature) and Interim Deliverables 
a. Please be prepared to identify significant filing issues for day 74 

letter.  The template is available on the 21st Century website. 
http://inside.fda.gov:9003/ProgramsInitiatives/Drugs/21stCenturyReview/
ucm034190.htm
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DISCUSSION DURING MEETING:  No discussion occurred; the team 
noted the date of the scheduled filing meeting and the location of the 
current filing review memos on the 21st Century Review website. 

• Mid-Cycle Meeting: TBD. 

DISCUSSION DURING MEETING:  No discussion occurred during the 
meeting, the mid-cycle meeting will be scheduled. 

• Labeling Meetings (suggested section groupings):

• When should we begin labeling meetings? 
• How many labeling meetings do we need? 

DISCUSSION DURING MEETING:  The team agreed to begin labeling 
meetings in late November-early December and to schedule 5 initial 
meetings. 

• Team Meetings and PMR/PMC Working Meetings:
• Do we want to schedule monthly team meetings?
• Do we want to schedule separate PMC/PMR meetings?

DISCUSSION DURING MEETING:  The team agreed to schedule 
monthly team meetings and to cancel ones not needed.  The team agreed 
not to schedule separate PMC/PMR meetings at this time. 

• Wrap- Up Meeting: TBD. 

DISCUSSION DURING MEETING:  No discussion occurred during the 
meeting, the wrap-up meeting will be scheduled. 

5. Applicant Orientation Presentation: Scheduled for September 17, 2012.

DISCUSSION DURING MEETING:  No discussion occurred during the 
meeting. 

6. ODAC Needed/Not Needed:  

Target AC date:  (month 4-5 for 6 month review) 

If not needed, for an original NME or BLA application, include the reason in 
the RPM filing review memo.   
o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
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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

If an ODAC meeting is needed, we will need to schedule a planning meeting 
and practice sessions. 

DISCUSSION DURING MEETING:  At this point, the review team does not 
believe that an ODAC meeting will be required based on:

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

A final decision will be made at the time of filing. 

7. Miscellaneous Items or Issues:  

a. OSI inspections are needed, when does clinical/stats team need to pick the 
sites that will be inspected. **Do we need any preclinical study site 
Audits?  

DISCUSSION DURING MEETING:  The clinical/statistical reviewers 
will meet to discuss potential OSI clinical site reviewers to review 
potential clinical sites for inspection.  Following that meeting, the clinical 
staff will discuss the need for clinical site inspections with OHOP 
management in meeting to be scheduled.  At this point, it does not appear 
that preclinical site audits will be necessary. 

b. CMC/Jewell Martin will assist with the following consults:
• Establishment (EES)/Coordinate Inspections (if needed) 
• Environmental Analysis: Request for Categorical Exclusion 
• Labeling (if needed)

DISCUSSION DURING MEETING:  The CMC information is the same 
as that being reviewed under NDA 203085.  Manufacturing site 
inspections may not be required as they were just conducted in July 2012 
under NDA 203085. 
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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 23, 2012 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369:  Information Request 

___________________________________________________________________________
We have the following requests for information: 

CLINICAL:

1. The review team has identified two patients (#100040008 and #540020001), in addition 
to the 45 patients from the safety population described in the GRID study CSR, who had 
a disposition event of "death".  Please confirm the disposition of these patients, and 
provide further information including CRFs and a brief narrative regarding the cause of 
death for each of these patients. 

STATISTICAL:

2. Please provide the results of sensitivity analyses which assess the impact of the 
unscheduled tumor assessments on PFS results, including a “worse-case” scenario by 
potentially moving the PFS dates to an earlier date for the Regorafenib arm but 
potentially moving to a later date for the placebo arm. Please conduct the sensitivity 
analyses results based on the datasets with 122 PFS events (independent review) and 144 
PFS events (independent review), respectively. Provide the datasets and SAS programs 
that can be used to replicate your analyses results. 

3. Please provide PFS datasets (with 122 and 144 independent review PFS events) that are 
one record per patient and include the dates of last evaluable tumor assessment and the 
evaluable tumor assessment prior the last evaluable tumor assessment. 
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4. Please provide the summary table as follows and provide the datasets and SAS programs 
that can be used to replicate the results in the tables.

Table 1: Summary of Time to Tumor Assessment from Randomization
# (%) Median  25th

percentile
75th percentile 

Time from 
randomizatio
n to Placebo

+ BSC 
Regorafen
ib + BSC 

Placeb
o + 
BSC

Regor
afenib
+
BSC

Plac
ebo
+
BSC

Reg
orafe
nib + 
BSC

Placeb
o + 
BSC

Regor
afeni
b + 
BSC

1st

Assessment   
        

2nd

Assessment  
        

3rd

Assessment  
        

4th

Assessment   
        

…         

Please submit your responses to your NDA to the comments above by 4:00 PM on October 26, 
2012.

Please let me know if you have any questions. 

Regards,

Monica Hughes, M.S. 
Lead Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Phone: 301-796-9225 
Fax: 301-796-9849 

Table 2: Summary of Time Between Last Tumor Assessment Visit and PFS Date 
  Placebo + BSC (n=66) Regorafenib + BSC (n=133) 
Median      
25th percentile     
75th percentile     
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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 5, 2012 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369:  Information Request 

___________________________________________________________________________
We have the following request for information: 

1. Your submitted ae.xpt data set doesn't include MedDRA HLT and HLGT terms for each 
reported AE. Please resubmit this file and include MedDRA HLT and HLGT for each 
reported AE. 

Please submit your responses to the comments above by October 9, 2012.   

Please let me know if you have any questions. 

Regards,

Monica Hughes, M.S. 
Lead Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Phone: 301-796-9225 
Fax: 301-796-9849 
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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 2, 2012 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369:  Information Request 

___________________________________________________________________________
We have the following requests for information for NDA 204369: 

1. Please explain how AENDT was used to assess PFS in the ADEVTTE dataset.  In the TR 
dataset, the dates of disease progression (PD) under TRDTC differed between 
independent reviewer 1 and independent reviewer 2 for some patients; however, no 
adjudicator was used to resolve the discrepancies, except in patient 160010009.  When 
patients were cross-referenced in the ADEVTTE dataset, the earlier Overall (Timepoint) 
Response RECIST date was selected as the AENDT in the ADEVTTE dataset, but a later 
AENDT, based on the Overall (Timepoint) Response RECIST was selected in others.  An 
example of this is patient 100040007.    

According to the IRRC, p. 52: 

6.6.8 The response assessments determined by Reader 1 and Reader 2 will be compared 
to establish whether an adjudication is required, based on the adjudication variable, the 
Date of Progression. If the Dates of Progression, as listed, are identical, no adjudication 
will be required between reads number 1 and number 2, and the results from the first 
radiology read will be used as the accepted read. If the Dates of Progression are 
discordant, a third radiologist will perform an adjudication of the radiology results, as 
described in Section 6.7, Adjudication Paradigm. 

2. Please submit the following CRFs: 

 140060001 

200040001

200080002

200080003

220050003

220050006

260030003

440020001
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240030001

Please let me know if you have any questions. 

Regards,

Monica Hughes, M.S. 
Lead Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Phone: 301-796-9225 
Fax: 301-796-9849 
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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: September 26, 2012 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369:  Information Request 

___________________________________________________________________________
We have the following requests for information for NDA 204369: 

(1) FDA.ADEVTTE dataset provides information used for censoring determining under 
variable name AENDTSPC; however, an explanation as to why these dates were selected 
is needed.  Please indicate which censoring rule was applied the 55 patients, per the SAP 
Version 1.1, dated March 22, 2012.  If patients were censored due to safety, indicate the 
adverse event.

(2) In FDA.ADEVTTE dataset, one of the format decodes is “12”; however the format 
decode is not provided in the “Define” file.  Please clarify. 

(3) Please link the visit date to visit name in FDA.ADEVTUMD dataset. 

(4) Please provide the independent radiologic review charter. 

We are requesting that you submit the independent radiologic review charter by the end of the 
week and the remaining information by Thursday, October 4, 2012. 

Please let me know if you have any questions. 

Regards,

Monica Hughes, M.S. 
Lead Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Phone: 301-796-9225 
Fax: 301-796-9849 
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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: September 19, 2012 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369:  Information Request 

___________________________________________________________________________
Please submit the CRFs for the following patients: 

100030001
100030002
100060002
100070003
100070004
120020004
140050002
140150002
160020002
160020003
160050005
160050006
180010003
180010004
180010010
180010011
200010001
200030001
200040001
200080002
200080003
220010002
220010006
220030001
220050003
220050006
240030001
260010007
260030003
300010001
300010005
300010006
300010007
300010009
440020001
560040003
590010001
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We are requesting that you submit these CRFs to NDA 204369 by 4:00 PM ET on September 25, 
2012.

Please let me know if you have any questions. 

Regards,

Monica Hughes, M.S. 
Lead Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Phone: 301-796-9225 
Fax: 301-796-9849 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 204369 
NDA ACKNOWLEDGMENT

Bayer HealthCare Pharmaceticals, Inc. 
Attention: Philip Johnson, MBA 
Deputy Director, Global Regulatory Affairs 
P.O. Box 1000 
Montville, NJ 07045-1000 

Dear Mr. Johnson: 

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: Stivarga (regorafenib) tablets, 40 mg

Date of Application: August 30, 2012 

Date of Receipt: August 30, 2012 

Our Reference Number:  NDA 204369 

Proposed Use: For the treatment of gastrointestinal stromal tumors (GIST) in patients 
who have been previously treated with two tyrosine kinase inhibitors.

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 October 29, 2012, 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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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Oncology Products 2 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

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, call Monica Hughes, M.S., Lead Regulatory Health Project Manager, 
at (301) 796-9225. 

Sincerely,

{See appended electronic signature page}

Karen D. Jones 
Chief, Project Management Staff 
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 Drug Evaluation and Research 

Memorandum
Date: September 5, 2012 

From: Monica Hughes, M.S., Lead Regulatory Health Project Manager DOP2/OHOP 

Subject: NDA 204369 

___________________________________________________________________________

We refer to your submission of August 30, 2012, to NDA 204369. Please submit the SAS 
programs that can be used to replicate the major efficacy results in the submitted Clinical Study 
Report. Along with the SAS programs, please provide names of the variables and datasets used 
in the SAS programs.  

Please let me know if you have any questions. 

Regards,

Monica Hughes, M.S. 
Lead Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Phone: 301-796-9225 
Fax: 301-796-9849 
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Information request for NDA 204,369From: Sickafuse, Sharon 
Sent: Tuesday, August 07, 2012 1:08 PM 
To: 'philip.johnson@bayer.com' 
Subject: NDA 204369 IR 
 
Good Afternoon, 
 
I'm covering for Monica Hughes for your NDA while she's one leave.  The clinical 
team has the following information request regarding your July 23, 2012, 
submission of information requested by the Office of Scientific Investigation: 
 
Please clarify whether Dr. Sebastian Bauer is the clinical investigator (CI) for 
site # 10007.  There appears to be a discrepancy between the clinsite.xpt file 
and the file containing the contact information for the clinical investigators, 
which list Dr. Dr. Jochen Schutte as the CI for this site. 
 
Thanks 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 204369 NDA PRESUBMISSION ACKNOWLEDGEMENT 

Bayer Healthcare Pharmaceuticals, Inc.
Attention: Philip Johnson, MBA 
Deputy Director, Global Regulatory Affairs 
P.O. Box 1000, M1/2-1  
Montville, NJ 07045-1000 

Dear Mr. Johnson: 

We have received the first section of your New Drug Application (NDA) under the program for 
step-wise submission of sections of an NDA (section 506 of the Federal Food, Drug, and 
Cosmetic Act) for the following: 

Name of Drug Product: regorafenib tablet, 40 mg 

Date of Submission: May 31, 2012 

Date of Receipt: May 31, 2012 

Our Reference Number: NDA 204369 

We will review this presubmission as resources permit.  Presubmissions are not subject to a 
review clock or to a filing decision by FDA until the application is complete.  

Please cite the NDA number listed above at the top of the first page of any communications 
concerning this application.  Send all submissions, electronic or paper, including those sent by 
overnight mail or courier, to the following address: 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Oncology Products 2 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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If you have any questions, call Monica Hughes, M.S., Lead Regulatory Health Project Manager, 
at (301) 796-9225. 

Sincerely,

{See appended electronic signature page}

Karen D. Jones 
Chief, Project Management Staff 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
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