KRENZ BT AR ER OEHX 2 U7 B R O 558 2012 &

4.2. BERAEKIZHT D PMR R PMC

DUTICERNAENRAREINT-BIZETONZPMR EOPMC 2 E L H 3B, 728 PMRIZD
WL, ERBZ2WVIRY X, FDAAA ZRHLE T 5 aREE2FEMTI2 22 HEMNE LD
DTHBD,

Sorafenib®

S
Regarding Study 11213, “A phase 3 randomized study of BAY43-9006 in patients with

unresectable and/or metastatic renal cell cancer” ®*:

e Provide the results of the second interim analysis of overall survival (cutoff date of
November 30, 2005).
e Provide the complete study report and datasets with the definitive statistical analysis

of overall survival (after approximately 540 events). 63

Provide a full report for the dose-ranging Phase 1 study in Japan (Study 11497) and
additional data in Asian patients from ongoing studies.

If the FDA concludes that further trials are warranted, you will conduct modeling and
simulation analyses to devise a dosing regimen designed to achieve similar exposures
between Asians and Caucasians. After agreement with the FDA on the proposed dosing
regimen and study design, you will perform a clinical pharmacokinetic study to confirm that
the proposed regimen achieves similar exposures between these two populations.

Complete the ongoing study of the effect of sorafenib on paclitaxel (a CYP 2C8 substrate)
pharmacokinetics.

Complete the ongoing investigation of biomarkers to identify patients who respond to

sorafenib.

Complete the ongoing study examining rifampin’s effects on sorafenib pharmacokinetics.

Complete the ongoing study examining sorafenib pharmacokinetics in patients with renal

impairment.

iy s sy 66
Sunitinib

63 http:/www.accessdata.fda gov/drugsatfda docs/appletter/2005/0219231tr.pdf

64 A Phase III Randomized Study of BAY43-9006 in Patients With Unresectable and/or
Metastatic Renal Cell Cancer.

RIFFE DO FEMIZLL T 2 58K,

http://clinicaltrials.gov/ct2/show/NCT00073507 2term=A+phase+3+randomized+study+of+
BAY43-9006+in+patients+with+unresectable+tand%2For+metastatictrenal+celltcancer&
rank=1

65 PMC 3Gt 2 x 6T D,
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Provide the response rate and duration of response data from the first interim efficacy

analysis of study titled “A Phase 3, Randomized Study of SU011248 versus Interferon-a as
First-Line Systemic Therapy for Patients with Metastatic Renal Cell Carcinoma” 7 Also,
submit the comparative safety data that are available at the time of data cutoff for the interim
analysis. This will include an interim study report as well as raw and derived datasets.

(BEA&ZRICE-S< PMR)

Submit efficacy data obtained at the final analysis, including progression-free survival,
overall survival, response rate and duration of response; as well as updated safety data for
study titled “A Phase 3, Randomized Study of SU011248 versus Interferon-a as First-Line
Systemic Therapy for Patients with Metastatic Renal Cell Carcinoma”. This submission
will include the final study report as well as raw and derived data sets.

(BHIA I E-3< PMR)

Submit raw and derived datasets containing the core imaging facility assessments used to
derive the updated response rate and median duration of response on study titled “A Pivotal
Study of SU011248 in the Treatment of Patients with Cytokine-Refractory Metastatic Renal
Cell Carcinoma” .

(BREAAZRIZE S < PMR)

Submit follow-up left ventricular ejection fraction (LVEF) data for patients 16, 46, and 81 on
the study titled “A Pivotal Study of SU011248 in the Treatment of Patients with
Cytokine-Refractory Metastatic Renal Cell Carcinoma”. Case narratives should be
submitted and should include additional cardiac evaluations that were performed and
treatments that were administered for congestive heart failure. Additionally, submit LVEF
data and clinical narratives for any patient who, after the data cutoff for the initial NDA
submission, had a documented LVEF of <40% and/or signs and symptoms of cardiac failure.

(REAFEIZES< PMR)

Submit comparative LVEF and cardiac safety data for patients enrolled on the adjuvant renal
cell carcinoma trial, E2805 titled “A Randomized, Double-Blind Phase III Trial of Adjuvant

66 FDA approval letter for SUTENT.

http//www.accessdata.fda.gov/drugsatfda docs/appletter/2006/021938s0001tr.pdf

67 A Phase 3, Randomized Study Of SU011248 Versus Interferon-Alfa As First-Line
Systemic Therapy For Patients With Metastatic Renal Cell Carcinoma
FIHFZEOFEMILL T 228,
http://elinicaltrials.gov/ct2/show/NCT00083889%term=8U011248+versus+Interferon-%CE
%Bl+as+First-Line+SvstemictTherapy+for+Patients+with+MetastatictRenal+Cell+Carc
inoma&rank=1

68 A Pivotal Study Of SU011248 In The Treatment Of Patients With Cytokine-Refractory
Metastatic Renal Cell Carcinoma

BMFFEDOFEMIILL T 2SR,
httpi//elinicaltrials.gov/ct2/show/NCT00077974%term=Treatment+of+Patients+with+Cyto
kine-Refractorv+MetastatictRenal+Cell+Carcinoma&rank=1
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Sunitinib versus Sorafenib versus Placebo in Patients with Resected Renal Cell

3569

Carcinoma The protocol will be revised to include a plan acceptable to the FDA for

ejection fraction monitoring at baseline and follow-up.

(BHAAERIZE -3 < PMR)

Provide an analysis of the relationship between exposure and efficacy outcomes from the
study titled “A Phase 3, Randomized Study of SU011248 versus Interferon-a as First-Line
Systemic Therapy for Patients with Metastatic Renal Cell Carcinoma”.

Submit the completed report and datasets for study titled “A Phase 1 Study to Evaluate the
Effect of SU011248 on QTc Interval in Subjects with Advanced Solid Tumors”.

Submit the completed report and datasets for study titled “A Phase 1 Study to Evaluate the
Pharmacokinetics of SU011248 in Subjects with Impaired Hepatic Function”.

Submit completed final study report for study titled “A Phase III, Randomized,
Double-Blind, Placebo-Controlled Study of SU011248 in the Treatment of Patients with

Imatinib Mesylate (Gleevec®, Glivec®)-Resistant or Intolerant Malignant Gastrointestinal
» 70

Stromal Tumor

. 71
Temsirolimus

Submit the completed report and data sets for the thorough QT prolongation evaluation for

study entitled "A single-dose, single-blind, placebo and moxifloxacin controlled 2- period,
randomized, crossover, 3rd-period sequential study of the effects of temsirolimus on cardiac

repolarization in healthy subjects".

Submit the completed report and datasets for the hepatic impairment study (NCI study 6813
(3066K 1-152-US))

69 ASSURE: Adjuvant Sorafenib or Sunitinib for Unfavorable Renal Carcinoma

R OFEMIZLLT 258,
http//clinicaltrials.gov/ct2/show/NCT00326898%term=KE2805&rank=1

70 A Phase III, Randomized, Double-Blind, Placebo-Controlled Study Of SU011248 In The
Treatment Of Patients With Imatinib Mesylate (Gleevec Tm, Glivec)-Resistant Or
Intolerant Malignant Gastrointestinal Stromal Tumor

B ARES i IEeP e i
http//clinicaltrials.gov/ct2/show/NCT00075218%term=5SU011248+1Intolerant+Malignant+
Gastrointestinal+Stromal+Tumor&rank=3

71 FDA approval letter for TORISEL.

http//www.accessdata.fda.gov/drugsatfda docs/appletter/2007/022088s0001tr.pdf

72 A Phase I Pharmacokinetic and Pharmacodynamic Study of Temsirolimus (CCI-779) in
Patients With Advanced Malignancies and Normal and Impaired Liver Function: An NCI
Organ Dysfunction Working Group Study

RAFEOFEAIILL T 22,
http://clinicaltrials.gov/ct2/show/NCT00275093%term=NCI+studv+6813&rank=1
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. 73
Everolimus

Conduct a trial in patients with severe hepatic impairment (Child Pugh Class C). This trial

need not be conducted in patients with cancer and a single dose evaluation will be

appropriate.

A -

Submit the final, per-protocol overall survival analysis of protocol C2240"" which was to be

conducted 2 years after randomization of the last patient.

FEONBH

Bevacizumab’’
B AEAICET S PMR LU PMC X8RS 5TV 720,

Pazopanib76

Examine the safety of dose modification of pazopanib and patient rechallenge with

pazopanib following hepatotoxicity. This examination should include at least 1,500 treated
patients and may be derived from ongoing or completed trials, including VEG108844"7,

73 FDA approval letter for Afinitor.

httpi//www.accessdata.fda.gov/drugsatfda docs/appletter/2009/022334s0001tr. pdf

74 A Randomized, Double-blind, Placebo-controlled, Multicenter Phase III Study to
Compare the Safety and Efficacy of Everolimus Plus Best Supportive Care (BSC) Versus
BSC Plus Placebo in Patients With Metastatic Carcinoma of the Kidney Which Has
Progressed on VEGF Receptor Tyrosine Kinase Inhibitor

FAF R OFEMIILL T 258K,
http://clinicaltrials.gov/ct2/show/NCT00410124%term=02240&rank=1

76 FDA approval letter for Avastin.

http//www.accessdata.fda.gov/drugsatfda docs/appletter/2009/125085s01681tr.pdf

76 FDA approval letter for Votrient.

http//www.accessdata.fda.gov/drugsatfda docs/appletter/2009/022465s0001tr.pdf

7 A Study of Pazopanib Versus Sunitinib in the Treatment of Subjects With Locally
Advanced and/or Metastatic Renal Cell Carcinoma

FEIAFEOFERIILLT 2 B/,
http//clinicaltrials.gov/ct2/show/NCT007209417term=VEG108844&rank=2
RBRMIEO—RE LTUTOMELITLOA TS,

A Study to Evaluate Efficacy and Safety of Pazopanib Versus Sunitinib for the Treatment
of Asian Subjects With Locally Advanced and/or Metastatic Renal Cell Carcinoma - A
Substudy to VEG108844
http://elinicaltrials.gov/ct2/show/NCT01147822%term=VEG108844&rank=1
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VEG1107277%, and VEG110665".

Examine the cardiotoxicity, clinical cardiac events and changes in ejection fraction in your
ongoing trial VEG108844.

Submit the final report of the hepatic impairment trial, protocol NCI 8063°%°

Submit the final report of the dedicated QTc prolongation trial, VEG111485%!.

To adequately determine the influence of strong CYP3A4 inhibitors on the exposure of

pazopanib following oral clinical pazopanib doses, conduct a drug-drug interaction trial in
patients using clinical doses of oral pazopanib and a strong CYP3A4 inhibitor (e.g.,
ketocoanzole). The protocol should be submitted prior to initiation for review and

concurrence.

Submit the final analysis of overall survival in your ongoing trial VEG105192°.
Pending the outcome of trials VEG 108844, 110727, or NCI 8063, you may need to develop
a 100 mg dosage form (tablet) to allow for proper dose reductions of Votrient™ (Pazopanib)

when liver enzyme elevations occur. The 100 mg dosage form should be sufficiently
distinguishable from the 200 mg and 400 mg tablets.

Submit the final report with complete datasets for ongoing trial VEG108844 titled: A Study
of Pazopanib versus Sunitinib in the Treatment of Subjects with Locally Advanced and/or

Metastatic Renal Cell Carcinoma”.

78 A Randomized Double Blind Phase III Trial of Pazopanib Versus Placebo in Patients
With Soft Tissue Sarcoma Whose Disease Has Progressed During or Following Prior
Therapy (PALETTE)

BIHFFE O EEMIZLL T 25,
http://clinicaltrials.gov/ct2/show/NCT00753683%2term=VEG110727&rank=1

79 EIEBUTIZ L AERRBR T — X ~— R (ClinicalTrials.gov) (ZiZREBFEICEE T 5 FHITUL
BEI TR,

80 HIBATIZ & AR T — # ~X— X (ClinicalTrials.gov) IZIZFHFEICE T 5 FH LI
BE TR,

81 A Phase I, Randomized, Double-Blinded, Placebo-Controlled Study to Evaluate the
Effect of Repeat Oral Doses ofPazopanib (GW786034) on Cardiac Conduction in Subjects
withSolid Tumors

BAFFE O FEMIZLL T 2 2 M,
hittp://clinicaltrials.gov/ct2/show/NCT00861029%term=VEG111485&rank=1

82 A Randomised, Double-blind, Placebo Controlled, Multi-center Phase III Study to
Evaluate the Efficacy and Safety of Pazopanib (GW786034) Compared to Placebo in
Patients With Locally Advanced and/or Metastatic Renal Cell Carcinoma

FIMFZE O EMIZLL T 2 &8,
http://clinicaltrials.gov/ct2/show/NCT00334282%term=VEG105192&rank=2
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