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1 Recommendations/Summary 

1.1 Summary 

On January 30, 3017, the Applicant submitted an application for ribociclib copackaged with 
letrozole with no additional new data, similar proposed indication, and with cross-references 
made to NDA 209092 (ribociclib) and NDA 20-726 (letrozole). The trial which forms the basis for 
the recommendation for the ribociclib letrozole co-pack was previously reviewed in NDA 
209092 which resulted in the approval of ribociclib in March 2017.   This trial (MONALEESA 2), 
was a randomized (1:1), double-blind, placebo-controlled, multicenter clinical trial of ribociclib 
plus letrozole versus placebo plus letrozole conducted in 668 postmenopausal patients with HR 
positive, HER2 negative, advanced or metastatic breast cancer who received no prior therapy 
for their advanced or metastatic disease. The improvement in Progression Free Survival (PFS) of 
the ribociclib treated patients compared to the placebo treated patients [HR 0.556 (95% CI: 
0.429, 0.720); 1-sided p value <0.0001] was statistically significant and considered clinically 
meaningful. Notably, in a phase I multicenter, open label, dose-escalation study of oral 
ribociclib in patients with advanced solid tumors or lymphomas (Study X2101), an overall 
response rate (ORR) of 3.0% was achieved across all dose levels for patients who were treated 
on the once daily 3 weeks on / 1 week off regimen (including the 600 mg dose level), 
underscoring the contribution of combination therapy with letrozole to overall therapeutic 
effect observed in MONALEESA-2. In addition, the safety profile of ribociclib was acceptable for 
the intended population and supportive of a favorable benefit-risk profile of ribociclib for this 
indication. Concerns over QT interval prolongation were addressed in labeling of ribociclib and 
will be investigated in a safety postmarketing requirement (PMR) examining an alternative 
dosing regimen. All disciplines were in agreement with approval of ribociclib, or did not identify 
any outstanding issues that precluded approval. In summary, ribociclib in combination with an 
aromatase inhibitor as initial endocrine-based therapy for the treatment of postmenopausal 
women with hormone receptor (HR)-positive, human epidermal growth factor receptor 2 
(HER2)-negative advanced or metastatic breast cancer demonstrated a favorable benefit-risk 
profile with enough evidence to recommend approval. 

1.2 Recommendation on Regulatory Action 

Labeling has been updated to reflect warnings and precautions unique to both ribociclib and 
letrozole. Ribociclib plus letrozole continues to demonstrate a positive risk-benefit as initial 
endocrine-based therapy for the treatment of postmenopausal women with HR-positive, HER2-
negative advanced or metastatic breast cancer. 
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2 Introduction and Regulatory Background 

2.1 Product Information 

Please refer to cross-referenced NDA 209092 (ribociclib) and NDA 20-726 (letrozole). The 
proposed indication in this application is similar to the indication sought under NDA 209092. 
Furthermore, the pivotal registration data supporting this NDA were submitted previously in 
NDA 209092, and are cross-referenced accordingly. No new data is submitted as part of this 
NDA. 
 
Briefly, ribociclib is an orally bioavailable small-molecule inhibitor of cyclin-dependent kinase 
(CDK) 4 and 6 that induces G1 arrest. Letrozole is a nonsteroidal competitive inhibitor of the 
aromatase enzyme system, resulting in a reduction of estrogen biosynthesis in all tissues. In 
postmenopausal women, estrogens are mainly derived from the action of the aromatase 
enzyme. The suppression of estrogen biosynthesis in peripheral tissues and in tumor can 
therefore be achieved by specifically inhibiting the aromatase enzyme.  

2.2 Tables of Currently Available Treatments for Proposed Indications 

The treatment of patients with advanced (locally advanced not amenable to curative 
treatment) or metastatic breast cancer is palliative as there are no curative treatment options 
in this setting. In postmenopausal women with HR-positive, HER2-negative advanced or 
metastatic breast cancer, hormonal therapies are used prior to chemotherapies provided there 
is no visceral crisis. These hormonal therapies include the selective estrogen receptor 
modulator tamoxifen and the aromatase inhibitors, anastrozole, letrozole and exemestane (as 
shown in Table 1). Palbociclib, a CDK 4/6 inhibitor, is approved in combination with letrozole for 
the first-line treatment of advanced or metastatic HR-positive, HER2-negative breast cancer. As 
of this report, ribociclib, also a CDK 4/6 inhibitor, is approved in combination with an aromatase 
inhibitor as initial endocrine-based therapy for the treatment of postmenopausal women with 
hormone receptor HR-positive, HER2 -negative advanced or metastatic breast cancer. 
 
 
 
 
 
 
 

Reference ID: 4089720







Clinical Review 
NDA 209,935 
 

10 

requested for the need to conduct a formal thorough QTc study. FDA agreed that clinical 
pharmacology and nonclinical toxicology package are acceptable. 
 
March 26, 2015: A clinical Type C meeting took place. FDA agreed with the proposal for 

 
 
 

 
 
June 2, 2015: FDA issued email correspondence agreeing to Applicant waiver request for not 
conducting a thorough QTc study. 
 
September 25, 2015: This was follow up teleconference to the March 26, 2015 Clinical Type C 
meeting. FDA agreed in general with an NDA containing  drug substance (DS) / drug 
product (DP) stability data. The original NDA included  DS stability and 9 months DP 
stability. Following NDA submission, 12 months DP stability data was submitted to FDA on 
September 9, 2016. FDA agreed that the interim analysis plan for Study A2301 was adequate. 
 
April 27, 2016: FDA provided written responses to the questions contained in the Type C 
meeting background package dated February 12, 2016. The purpose of the requested meeting 
was to obtain agreement from the Agency that the planned data analyses and overall 
presentation of data are adequate to support a potential NDA submission. Briefly, FDA agreed 
with the proposed clinical package to be included in the NDA submission. FDA agreed that the 
statistical methodology and proposed analyses for Study A2301 is as adequate to support the 
NDA submission. FDA agreed to the format of the ISS and ISE, proposed pooling strategy for the 
SCS, submission of the patient narratives and CRFs, and the submission of the electronic 
datasets. 
 
July 21, 2016: A Type B Pre-NDA meeting was conducted. At this meeting, FDA agreed that data 
from Study A2301 was adequate to assesses efficacy and safety of ribociclib for the proposed 
indication. 
 
August 2, 2016: FDA granted the breakthrough therapy designation based on the fact that 
breast cancer meets the criteria for a serious or life-threating disease and the preliminary 
clinical evidence generated by Study A2301 appeared to demonstrate substantial improvement 
in PFS compared with existing therapies. 
 
August 29, 2016: NDA 209092 (ribociclib) was submitted to FDA. 
 
January 30, 2017: NDA 209935 (ribociclib copackaged with letrozole) was submitted to FDA. 
 
March 13, 2017:  Ribociclib was approved in combination with an aromatase inhibitor as initial 
endocrine-based therapy for the treatment of postmenopausal women with HR-positive, HER2-
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negative advanced or metastatic breast cancer. 

2.4 Other Relevant Background Information 

In 2017, it is estimated that 252,710 women will be diagnosed with Breast Cancer in the United 
States (U.S.) and it is estimated that 40,610 women will die of their disease (1). In the U.S., 
60.8% of patients are diagnosed with early stage localized disease, 32% of patients have spread 
to regional lymph nodes and are still considered early stage, 2% have unknown stage and 5% 
are diagnosed with de-novo metastatic disease (2). The median age of breast cancer at 
diagnosis is 61. Breast cancer can be categorized into different histopathologic subtypes based 
on expression of estrogen receptor (ER), progesterone receptor (PR) and HER2 overexpression. 
ER and PR positive cancers comprise the majority of breast cancer cases at approximately 60-
65% (3). Patients with ER and PR positivity have specific treatment options centered on 
hormone directed therapy. Postmenopausal patients have multiple options for hormone 
directed therapy due to the main source of their estrogens resulting from the conversion of 
androgens to estrogens via aromatase enzyme activity. Postmenopausal patients with 
advanced or metastatic breast cancer have the option for treatment with three steroidal and 
non-steroidal aromatase inhibitors (letrozole, anastrozole and exemestane) or tamoxifen a 
selective estrogen receptor modulator. Exemestane is not approved for first-line treatment of 
post-menopausal patients with metastatic breast cancer however is used in this setting 
occasionally. Patients with hormone receptor positive advanced disease should be treated in 
the first-line setting with hormonal therapy if appropriate (4). In 2015, FDA approved an oral 
CDK 4/6 inhibitor, palbociclib, in combination with letrozole as initial endocrine-based therapy 
for postmenopausal women with advanced or metastatic disease (5). In 2017, FDA approved 
ribociclib, also a CDK 4/6 inhibitor, in combination with an aromatase inhibitor as initial 
endocrine-based therapy for the treatment of postmenopausal women with HR-positive, HER2-
negative advanced or metastatic breast cancer.  Patients in whom visceral crisis is impending 
should not be treated with hormonal therapy and instead are treated with chemotherapy. 
Patients whose tumors overexpress HER2 have separate prognoses and distinct treatment 
options. 

3 Ethics and Good Clinical Practices 

3.1 Submission Quality and Integrity 

The submission contains all required components of the eCTD. The overall quality and integrity 
of the application appear acceptable.  
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3.2 Compliance with Good Clinical Practices 

As stated by the applicant, the pivotal study was conducted in full conformance with the 
principles of the Declaration of Helsinki or with the laws and regulations of the country where 
the research was conducted, whichever provided greater protection to the individual. The study 
adhered to the January 1997 ICH Guideline for Good Clinical Practice. Every participant gave 
written informed consent and the protocol and subsequent amendments were approved by 
local Independent Ethics Committees (IEC) or Institutional Review Boards (IRB). 
 
FDA Clinical Inspection Summary: 
No inspections were performed for this application.  

3.3 Financial Disclosures 

Please refer to cross-referenced NDA 209092 (ribociclib). 

4 Sources of Clinical Data 

4.1 Tables of Studies/Clinical Trials 

Please refer to cross-referenced NDA 209092 (ribociclib). 
 

4.2 Review Strategy 

This clinical review is based on the clinical study report for the pivotal MONALEESA-2 study. The 
clinical efficacy and safety reviews were conducted by Dr. Anand Shah. As no new data were 
submitted with this NDA, a statistics review was not required. Please refer to cross-referenced 
NDA 209092 (ribociclib). 

4.3 Discussion of Individual Studies/Clinical Trials 

Please refer to cross-referenced NDA 209092 (ribociclib) and NDA 20-726 (letrozole). 

5 Review of Efficacy 

5.1 Indication 

The label contains the following proposed indication: 
 

Reference ID: 4089720



Clinical Review 
NDA 209,935 
 

13 

“KISQALI FEMARA CO-PACK [ribociclib, a kinase inhibitor,  letrozole, an 
aromatase inhibitor] is indicated as initial endocrine-based therapy for the treatment of 
postmenopausal women with hormone receptor (HR)-positive, human epidermal growth factor 
receptor 2 (HER2)-negative advanced or metastatic breast cancer.” 

5.1.1 Methods 

Please refer to cross-referenced NDA 209092 (ribociclib). 

5.1.2 Subject Disposition 

Please refer to cross-referenced NDA 209092 (ribociclib). 

5.1.3 Protocol Violations 

Please refer to cross-referenced NDA 209092 (ribociclib). 

5.1.4 Demographics 

Please refer to cross-referenced NDA 209092 (ribociclib).  

5.1.5 Analysis of Primary Endpoint(s) 

Please refer to cross-referenced NDA 209092 (ribociclib). 

5.1.6 Analysis of Secondary Endpoints(s) 

Please refer to cross-referenced NDA 209092 (ribociclib). 

5.1.7 Subpopulations 

Please refer to cross-referenced NDA 209092 (ribociclib). 

6 Review of Safety 

Safety Summary 

 
Please refer to cross-referenced NDA 209092 (ribociclib).  
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6.1 Methods 

6.1.1 Studies/Clinical Trials Used to Evaluate Safety 

Please refer to cross-referenced NDA 209092 (ribociclib).  

6.1.2 Categorization of Adverse Events 

Please refer to cross-referenced NDA 209092 (ribociclib). 

6.2 Adequacy of Safety Assessments 

Please refer to cross-referenced NDA 209092 (ribociclib). 

6.3 Major Safety Results 

6.3.1  Exposure 

Please refer to cross-referenced NDA 209092 (ribociclib). 

6.3.2 Deaths 

Please refer to cross-referenced NDA 209092 (ribociclib). 

6.3.3 Nonfatal Serious Adverse Events 

Please refer to cross-referenced NDA 209092 (ribociclib). 

6.3.4 Discontinuations 

Please refer to cross-referenced NDA 209092 (ribociclib). 

6.3.5 Adverse Events of Interest 

Please refer to cross-referenced NDA 209092 (ribociclib).  

6.4 Supportive Safety Results 

Please refer to cross-referenced NDA 209092 (ribociclib). 
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7 Appendices 

7.1 Advisory Committee Meeting 

No advisory committee meeting was held. 

7.2 Labeling Recommendations 

There were internal labeling discussions with all review disciplines regarding the Prescribing 
Information (PI) and Patient Package Insert (PPI). Key clinical labeling recommendations 
included: 
 

• Revision of proposed PI to reflect the last approved label for ribociclib  
• Update of Indications and Usage 
• Since this is a co-packaged product, the Warnings and Precautions unique to Femara 

(i.e., Bone Effects, Hepatic Impairment, Fatigue and Dizziness) were reviewed to 
determine if these should be included in this PI.  For this patient population and 
indication, FDA determined that hepatic impairment was adequately addressed in the 
Dosage and Administration section, fatigue was adequately captured in the Adverse 
Reactions section, and bone effects should be included in Section 6 (Adverse 
Reactions).  Inclusion of bone effects in Section 6 was based primarily on the incidence 
and severity of these effects and existing standards of care. 

• Update of Section 6 to reflect adverse reactions in the postmenopausal breast cancer 
population, specifically bone effects as clinically relevant adverse reaction when used in 
a combination regimen,  

• Update of pregnancy (8.1), lactation (8.2), and females and males of reproductive 
potential (8.3) information to reflect the most current information related to Femara for 
these sections. 

 
Division of Medical Policy Programs (DMPP) and Office of Prescription Drug Promotion (OPDP) 
collaborative review of the PPI yielded the following modifications: 

• simplified wording and clarified concepts where possible 
• ensured that the PPI is consistent with the Prescribing Information (PI) 
• removed unnecessary or redundant information 
• ensured that the PPI is free of promotional language or suggested revisions to ensure 

that it is free of promotional language 
• ensured that the PPI meets the criteria as specified in FDA’s Guidance for Useful Written 

Consumer Medication Information (published July 2006) 
• ensured that the PPI is consistent with the approved comparator labeling where 

applicable 
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7.3 Postmarketing Requirements and Commitments 

The following Postmarketing Commitment (PMC) was recommended and agreed upon 
with the Applicant: 
 

1. Demonstrate the comparability of the proposed packaging configuration to drug 
product packaged in the registered packaging configurations. Submit the MVTR 
data and updated 3.2.P.7 as described in Section 6 of the comparability protocol 
(protocol referenced to NDA 20726 / S-031), and if MVTR/tablet data of the 
proposed packaging falls outside the range for the approved packaging, submit a 
stability report containing three months of accelerated stability data for one 
batch of drug product using the proposed 28- count packaging configuration. 
Submit a commitment to place the first commercial batch on long-term stability 
to support the 28-count bottle of Femara. 

  
  Study Rationale 

The NDA is a co-pack of ribociclib and letrozole. The proposed 28-count Femara 
(letrozole) tablets in a bottle has not been approved, and the new packaging 
configuration was submitted to NDA 20726/S-031. NDA 20726/S-031 seeks 
approval of a comparability protocol for the study between the 28-count bottles 
and the marketed Femara tablets. The NDA supplement is currently under 
review. The applicant should submit the stability commitment and data from the 
comparability studies described in the comparability protocol to support the 
marketing of the proposed 28-count pack of Femara and this NDA. 

 
  Timeline:  
  Final Report Submission: 10/2017 

7.4 Literature Review/References 

1. NCCN Clinical Practice Guidelines in Oncology. Breast Cancer. s.l. : NCCN, 2016, Vol. v2.2016. 
2. Cancer statistics, 2017. Siegel, RL et al. 2017, CA: Ca J for Clin, pp. 7-30. 
3. SEER Cancer Statistics Database. 2017. 
4. Intrinsic breast tumor subtypes, race, and long-term survival in the Carolina Breast Cancer 
Study. O'Brien, KM et al. 2010, Clin Cancer Research, pp. 6100-6110. 
5. FDA Approval: Palbociclib for the Treatment of Postmenopausal Patients with Estrogen 
Receptor-Positive, HER2-Negative Metastatic Breast Cancer. Beaver, JA et al. s.l. : Clin Cancer 
Res, 2015, pp. 4760-4766. 
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NDA/BLA Number: 209935 Applicant: Novartis Stamp Date: 

Drug Name: ribociclib + letrozole 
co-pack

NDA/BLA Type: NDA

On initial overview of the NDA/BLA application for filing:

Content Parameter Yes No NA Comment
FORMAT/ORGANIZATION/LEGIBILITY
1. Identify the general format that has been used for this 

application, e.g. electronic common technical document 
(eCTD).

X

2. Is the clinical section legible and organized in a manner to 
allow substantive review to begin?

X Cross reference NDA 
209092 and NDA 
020726

3. Is the clinical section indexed (using a table of contents) 
and paginated in a manner to allow substantive review to 
begin? 

X

4. For an electronic submission, is it possible to navigate the 
application in order to allow a substantive review to begin 
(e.g., are the bookmarks adequate)?

X

5. Are all documents submitted in English or are English 
translations provided when necessary?

X

LABELING
6. Has the applicant submitted a draft prescribing information 

that appears to be consistent with the Physician Labeling 
Rule (PLR) regulations and guidances (see 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatory
Information/LawsActsandRules/ucm084159.htm

X

SUMMARIES
7. Has the applicant submitted all the required discipline 

summaries (i.e., Module 2 summaries)?
X See cross reference 

NDA 209092 and 
NDA 020726

8. Has the applicant submitted the integrated summary of 
safety (ISS)?

X See cross reference 
NDA 209092 and 
NDA 020726

9. Has the applicant submitted the integrated summary of 
efficacy (ISE)?

X See cross reference 
NDA 209092 and 
NDA 020726

10. Has the applicant submitted a benefit-risk analysis for the 
product?

X See cross reference 
NDA 209092 and 
NDA 020726

11. Indicate if the Application is a 505(b)(1) or a 505(b)(2).  X 505(b)(1)
505(b)(2) Applications
12. If appropriate, what is the relied upon listed drug(s)? X
13. Did the applicant provide a scientific bridge demonstrating 

the relationship between the proposed product and the listed 
drug(s)/published literature?

X

14. Describe the scientific bridge (e.g., BA/BE studies) X
DOSAGE
15. If needed, has the applicant made an appropriate attempt to 

determine the correct dosage regimen for this product (e.g., 
appropriately designed dose-ranging studies)?
Study Number: CLEE011X2101

X The products are 
individually approved 
and ribociclib is 
approved in 
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Content Parameter Yes No NA Comment
Study Title: A phase I multicenter, open label, dose 
escalation study of oral LEE011 in patients with advanced 
solid tumors or lymphomas
Sample Size: 134                
Treatment Arms: Dose-escalation study
Location in submission: Section 11.4.3.2

combination with 
letrozole at the dose 
being used in the 
copack. NDA 209092 
and NDA 020726 are 
cross referenced. 

EFFICACY
16. Do there appear to be the requisite number of adequate and 

well-controlled studies in the application?

Pivotal Study #1: CLEE011A2301

Indication:
Postmenopausal women with HR-positive, 
HER2-negative, advanced breast cancer, who 
received no prior therapy for advanced disease

X There are no studies 
included in this 
application. 
CLEE011A2301 was 
reviewed in the 
context of NDA 
209092

The following NDAs 
are Cross referenced: 
NDA 209092 and 
NDA 020726

17. Do all pivotal efficacy studies appear to be adequate and 
well-controlled within current divisional policies (or to the 
extent agreed to previously with the applicant by the 
Division) for approvability of this product based on 
proposed draft labeling?

X See Cross reference 
NDA 209092 and 
NDA 020726

18. Do the endpoints in the pivotal studies conform to previous 
Agency commitments/agreements?  Indicate if there were 
not previous Agency agreements regarding 
primary/secondary endpoints.

X See Cross reference 
NDA 209092 and 
NDA 020726

19. Has the application submitted a rationale for assuming the 
applicability of foreign data to U.S. population/practice of 
medicine in the submission?

X See Cross reference 
NDA 209092 and 
NDA 020726

SAFETY
20. Has the applicant presented the safety data in a manner 

consistent with Center guidelines and/or in a manner 
previously requested by the Division?

X See Cross reference 
NDA 209092 and 
NDA 020726

21. Has the applicant submitted adequate information to assess 
the arythmogenic potential of the product (e.g., QT interval 
studies, if needed)?

X See Cross reference 
NDA 209092 and 
NDA 020726

22. Has the applicant presented a safety assessment based on all 
current worldwide knowledge regarding this product?

X See Cross reference 
NDA 209092 and 
NDA 020726

23. For chronically administered drugs, have an adequate 
number of patients (based on ICH guidelines for exposure1) 
been exposed at the dosage (or dosage range) believed to be 
efficacious?

X See Cross reference 
NDA 209092 and 
NDA 020726

24. For drugs not chronically administered (intermittent or 
short course), have the requisite number of patients been 
exposed as requested by the Division?

X

1 For chronically administered drugs, the ICH guidelines recommend 1500 patients overall, 300-600 
patients for six months, and 100 patients for one year. These exposures MUST occur at the dose or dose 
range believed to be efficacious.
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Content Parameter Yes No NA Comment
25. Has the applicant submitted the coding dictionary2 used for 

mapping investigator verbatim terms to preferred terms?
X See cross reference 

NDA 209092 and 
NDA 020726

26. Has the applicant adequately evaluated the safety issues that 
are known to occur with the drugs in the class to which the 
new drug belongs?

X See cross reference 
NDA 209092 and 
NDA 020726

27. Have narrative summaries been submitted for all deaths and 
adverse dropouts (and serious adverse events if requested 
by the Division)?

X See cross reference 
NDA 209092 and 
NDA 020726

OTHER STUDIES
28. Has the applicant submitted all special studies/data 

requested by the Division during pre-submission 
discussions?

X See also cross 
reference NDA 
209092 and NDA 
020726

29. For Rx-to-OTC switch and direct-to-OTC applications, are 
the necessary consumer behavioral studies included (e.g., 
label comprehension, self selection and/or actual use)?

X

PEDIATRIC USE
30. Has the applicant submitted the pediatric assessment, or 

provided documentation for a waiver and/or deferral?
X

PREGNANCY, LACTATION, AND FEMALES AND 
MALES OF REPRODUCTIVE POTENTIAL USE
31. For applications with labeling required to be in Pregnancy 

and Lactation Labeling Rule (PLLR) format, has the 
applicant submitted a review of the available information 
regarding use in pregnant, lactating women, and females 
and males of reproductive potential (e.g., published 
literature, pharmacovigilance database, pregnancy registry) 
in Module 1 (see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/D
evelopmentResources/Labeling/ucm093307 htm)?

X See cross reference 
NDA 209092 and 
NDA 020726

ABUSE LIABILITY
32. If relevant, has the applicant submitted information to 

assess the abuse liability of the product?
X

FOREIGN STUDIES
33. Has the applicant submitted a rationale for assuming the 

applicability of foreign data in the submission to the U.S. 
population?

X See cross reference 
NDA 209092 and 
NDA 020726

DATASETS
34. Has the applicant submitted datasets in a format to allow 

reasonable review of the patient data? 
X Datasets were 

submitted with cross 
reference NDA 
209092 and NDA 
020726

35. Has the applicant submitted datasets in the format agreed to 
previously by the Division?

X Datasets were 
submitted with cross 
reference NDA 
209092 and NDA 

2 The “coding dictionary” consists of a list of all investigator verbatim terms and the preferred terms to 
which they were mapped. It is most helpful if this comes in as a SAS transport file so that it can be sorted 
as needed; however, if it is submitted as a PDF document, it should be submitted in both directions 
(verbatim -> preferred and preferred -> verbatim).
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36. Are all datasets for pivotal efficacy studies available and 
complete for all indications requested?

X Datasets were 
submitted with cross 
reference NDA 
209092 and NDA 
020726

37. Are all datasets to support the critical safety analyses 
available and complete?

X Datasets were 
submitted with cross 
reference NDA 
209092 and NDA 
020726

38. For the major derived or composite endpoints, are all of the 
raw data needed to derive these endpoints included? 

X Datasets were 
submitted with cross 
reference NDA 
209092 and NDA 
020726

CASE REPORT FORMS
39. Has the applicant submitted all required Case Report Forms 

in a legible format (deaths, serious adverse events, and 
adverse dropouts)?

X CRFs were submitted 
in cross referenced 
NDA 209092 and 
NDA 020726

40. Has the applicant submitted all additional Case Report 
Forms (beyond deaths, serious adverse events, and adverse 
drop-outs) as previously requested by the Division?

X CRFs were submitted 
in cross referenced 
NDA 209092 and 
NDA 020726

FINANCIAL DISCLOSURE
41. Has the applicant submitted the required Financial 

Disclosure information?
X This information is 

included in the cross 
referenced NDA 
209092 and NDA 
020726

GOOD CLINICAL PRACTICE
42. Is there a statement of Good Clinical Practice; that all 

clinical studies were conducted under the supervision of an 
IRB and with adequate informed consent procedures?

X

IS THE CLINICAL SECTION OF THE APPLICATION FILEABLE? ___Yes____

If the Application is not fileable from the clinical perspective, state the reasons and provide 
comments to be sent to the Applicant.

Please identify and list any potential review issues to be forwarded to the Applicant for the 74-
day letter.
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Reviewing Medical Officer Date

Clinical Team Leader Date
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