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significantly prolonged progression-free survival and that pazopanib was
well-tolerated (ASCO 2009, #5021).

Methods: The EORTC QLQ-C30 and EQ-5D questionnaires were
administered at baseline and weeks 6, 12, 18, 24, 48 in 233 treatment-naive
and 202 cytokine-pretreated pts (290 pazopanib; 145 placebo). The primary
QOL endpoints were QLQ-C30 Global Health Status/QOL Score, EQ-5D
Index and EQ-5D VAS. Mixed-model repeated measures analysis (MMRM)
of change from baseline was conducted. Minimal clinically important
differences (MCID) for summary scores are: QLQ-C30 (5-10), EQ-5D Index
(.08), EQ-5D VAS (7).

Results: Completion rates for QOL were high across most time points
(>90%). There was differential withdrawal of pts from the placebo arm
due to progression. Longitudinal means for 3 pre-specified QOL endpoints
showed a trend for maintenance of QOL across time between treatment
and placebo, with differences that were also less than MCID. MMRM
analyses showed no clinically important difference between pazopanib and
placebo at each assessment timepoint for the 3 QOL endpoints (Table).
Change from baseline for the 5 QLQ-functional scales across timepoints
also showed trend for no clinically important differences.

Conclusions: Pts treated with pazopanib did not have a clinically important
difference in QOL compared with placebo, even with the toxicities that may
be expected with an active agent. Results are consistent with evidence that
pazopanib is well-tolerated and are particularly important given that most
RCC pts are often asymptomatic when therapy is initiated.

MMRM Analyses for Change from Baseline in QOL

Week 6 Week 12 Week 18 Week 24 Week 48
EORTC-QLQ-C30
N(pazo/pl) 243/110 219/81 191/61 164/49 96/24
Difference vs. placebo -1.9 -2.8 -2.0 0.39 -0.67
95% CI (5.8, 2.0) (-7.2,15) (-6.9,2.9) (-4.5,5.2) (-6.5,5.1)
p-value 0.34 0.20 0.41 0.88 0.82
EQ-5D Index
N(pazo/pl) 253/125 219/86 196/62 166/51 98/24
Difference vs. placebo 0.005 -0.044 -0.019 -0.026 0.034
95% CI (-0.042, 0.051) (~0.092, 0.005) (~0.076, 0.037) (-0.091, 0.040) (~0.034, 0.102)
p-value 0.84 0.08 0.50 0.44 0.33
EQ-5D VAS
N(pazo/pl) 239/111 212/80 189/60 161/49 95/23
Difference vs. placebo 1.9 0.1 -0.1 -0.2 -1.9
95% Cl (-2.4,6.1) (-4.8,4.9) (-5.0,4.9) (-4.8,4.5) (-9.0,5.1)
p-value 0.39 0.98 0.98 0.95 0.58
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Background: Treatment of advanced renal cell carcinoma (RCC) has
improved with the introduction of vascular endothelial growth fac-
tor receptor-tyrosine kinase inhibitor (VEGFr-TKI) therapies (sunitinib
[Sutent®], sorafenib [Nexavar® ). Until recently, approved treatment options
for patients whose disease progressed after use of VEGFr-TKlIs were
lacking, and survival data after failure of these therapies have not been
reported outside the clinical trial setting. The objectives of this study
were to examine treatment patterns among advanced RCC patients
treated with VEGFr-TKI therapies and to evaluate survival rates following
discontinuation of these therapies.

Materials and Methods: Administrative claims data from a large
US managed care plan linked to mortality data were used to identify
commercially and Medicare-insured RCC patients diagnosed from 1/1/2003
to 12/31/2007 and receiving sunitinib, sorafenib, or both. Data until
death or end of the observation period (3/31/2008) were used. Therapy
discontinuation was defined as a gap in prescription filling after run out
of the last prescription fill with no refill before death or the end of the
observation period.

Results: A total of 451 RCC patients with sunitinib or sorafenib treatment
were identified; 222 treated with sunitinib alone, 127 treated with sorafenib
alone, and 102 treated with both sunitinib and sorafenib. Mean age was
60 years, with 71% male, and 12% Medicare enrollees. Median length of
treatment was 4 months for all patients; for the sorafenib-alone group, it was
2.9 months, and for the sunitinib-alone group, it was 2.6 months. Nearly
60% of subjects (n=264) discontinued (and did not re-start) sunitinib or
sorafenib therapy. Median survival following therapy discontinuation was
5.5 months (6.1, 5.3, and 4.8 months for sorafenib-alone, sunitinib-alone,
and both treatments, respectively).
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Conclusions: In this retrospective observational study, length of sunitinib
and sorafenib treatment was nearly half of that reported in their respective
clinical trials. The high rate of VEGFr-TKI therapy discontinuation and poor
survival outlook following discontinuation of these therapies in advanced
RCC patients suggest a need for additional treatment options in this setting.
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Background: Cardiac safety has recently become an important consider-
ation when evaluating therapies for mRCC. Rates of cardiac toxicity with
tyrosine kinase inhibitor therapy in mRCC have been reported to be as high
as 34.8% [Schmidinger et al. JCO 2008]. We analysed the cardiac safety
of BEV + IFN and IFN + placebo in the phase Ill AVOREN (BO17705E)
trial in patients (pts) with previously untreated mRCC.

Methods: Eligible pts had predominantly clear-cell mRCC, prior nephrec-
tomy, no prior systemic therapy for metastatic disease, KPS >70%, no
CNS metastases and adequate organ function. Pts were randomised to
IFN (9MIU tiw) + BEV (10 mg/kg g2w) or placebo until disease progression.
Listings of cardiac events were retrieved from the trial database and serious
adverse event (SAE) reports from the safety database. The nature of events
was compared between the two treatment arms and events were also
evaluated based on type (non-serious adverse event [n-s AE] vs SAE),
age, gender and recovery.

Results: Median BEV/placebo treatment duration was 42 and 22 weeks
in the BEV + IFN and IFN plus placebo arms; median IFN duration was
34 and 20 weeks, respectively. 15 cardiac events, including four SAEs,
were reported in 13 of 337 (4%) pts who received BEV + IFN; nine cardiac
events (one SAE) were reported in eight of 304 (3%) pts who received IFN
+ placebo. Four of the total of five SAEs were reported as ‘atrial fibrillation
(AF)" and occurred in pts aged >62 years. AF was shown to have a
prevalence of 5.1% in pts aged >60 years in general practice [Langenberg
et al. BMJ 1996]. Although not directly comparable, the incidence of
AF in AVOREN was not increased when grossly compared to a normal
population. The other SAE was a myocardial infarction in a 78-year-old
woman in the BEV + IFN arm, which resolved without sequelae; the event
was judged by the investigator to be related to underlying hypertension
rather than trial therapy. The most common n-s AEs were tachycardia/sinus
tachycardia (n = 4) and arrhythmia (n =4). All n-s AEs were reported to have
resolved; 15 of the total 24 events were resolved between

Conclusions: The incidence of cardiac events in this trial was <5%. The
majority of events were not serious, not suspected to trial medication,
transient and did not require treatment interruption or discontinuation. We
conclude that BEV + IFN has a favourable cardiac safety profile in pts with
mRCC in the AVOREN trial.

Trial sponsored by F. Hoffmann-La Roche, Ltd.

7122 POSTER
Phase Il trial of continuous once-daily dosing of sunitinib as first-line
treatment in patients with metastatic renal cell carcinoma (mRCC):
preliminary results

C.H. Barrios', D. Hernandez-Barajas?, M.P. Brown®, S.H. Lee*, L. Fein®,
J.H. Liu®, S. Hariharan”, B. Martell®, J. Yuan®, S.Y. Rha®. "Hospital

Séo Lucas da PUCRS, Centro de Pesquisa em Oncologia, Porto Alegre,
Brazil; 2 Hospital Universitario "Dr. Jose Eleuterio Gonzalez", Centro
Universitario contra el Cancer, Monterrey, Mexico; 3Royal Adelaide
Hospital, Department of Medical Oncology, Adelaide, Australia; “Seoul
National University Hospital, Department of Internal Medicine, Seoul,
Korea; ®Centro Oncolégico de Rosario, Investigaciones Clinicas, Rosario,
Argentina; ® Taipei Veterans General Hospital, Department of Medical
Oncology, Taipei, Taiwan; 7 Pfizer Oncology, Medical Affairs, New York,
USA; 8 Pfizer Oncology, Development, New York, USA; 9Yonsei University
College of Medicine, Yonsei Cancer Center, Seoul, Korea

Background: Sunitinib, given at 50 mg/day on schedule 4/2 (4 wk on
treatment, 2 wk off), has shown statistically superior progression-free
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survival (PFS) and objective response rate (ORR) over interferon alfa (11
vs. 5 mo and 47% vs. 12%, respectively; P <0.000001) with a median
overall survival of more than 2 years (26.4 mo) as first-line mRCC therapy
in a randomized phase Ill trial (Figlin et al. ASCO ’08). The purpose of the
current multicenter phase |l trial (clinicaltrials.gov: NCT00338884; sponsor:
Pfizer) is to assess sunitinib, given at 37.5mg on a continuous once-daily
dosing schedule, in first-line mRCC patients.

Material and Methods: Treatment-naive patients with histologically
confirmed mRCC with a clear cell component were enrolled in this open-
label, multicenter, phase Il trial. Eligibility criteria include measurable
disease, Eastern Cooperative Oncology Group performance status 0 or
1, and adequate organ function. Patients receive oral sunitinib 37.5mg
continuously once-daily in the morning without regard to meals. The
primary endpoint is RECIST-defined objective response. A sample size
of 120 patients is required to detect a 37% ORR with a 95% 2-sided
confidence interval (Cl) with a 9% half width.

Results: The study has completed enroliment with 120 patients of whom
119 have received treatment and are included in the safety analysis. The
mean age is 57.5 years (range, 24-78), 76% are male and 42% Asian. As of
March 2009, 34 of the 119 treated patients (29%) had completed 1 year of
therapy per protocol and 7 (6%) remained on study; 78 patients (66%) had
discontinued with 43 (36%) due to disease progression/relapse and 11 (9%)
due to treatment-related adverse events (AEs). Median treatment duration
was 22.4 weeks (range, 1.1-53.9). 37 of 115 efficacy evaluable patients
had a partial response, yielding an ORR of 32.2% (95% CI: 23.8, 41.5).
Median PFS was 9.2 months (95% Cl: 7.2, 12.5). The most commonly
reported grade 3/4 treatment-related AEs were hand-foot syndrome (13%),
neutropenia (11%), anemia (8%), asthenia, diarrhea and thrombocytopenia
(all 7%), and fatigue (6%).

Conclusions: Continuous once-daily dosing of sunitinib 37.5mg shows
activity with a manageable safety profile as first-line mRCC therapy. This
is a feasible alternate dosing regimen in mRCC patients. A randomized
phase Il trial in mRCC patients comparing sunitinib 50 mg on schedule 4/2
vs. 37.5 mg continuous dosing has completed accrual with results expected
in 2010.
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Background: The randomised, double-blind, phase Il trial, AVOREN
(BO17705F), demonstrated that bevacizumab (BEV, Avastin®) significantly
improves duration of progression-free survival (PFS) when combined with
interferon-alpha2a (IFN) in pts with untreated mRCC compared with IFN
+ placebo [Escudier, Lancet 2007]. A previous retrospective subgroup
analysis showed that BEV + lower-dose (LD) IFN improved tolerability and
maintained PFS [Melichar, Ann Oncol 2008]. We report overall survival
(OS) and tolerability in this subgroup of pts based on longer follow-up from
the final data cutoff for OS.

Methods: Between June 2004 and October 2005, 649 nephrectomised
pts with clear cell MRCC were randomised to IFN at a recommended dose
of 9MIU 3x/week for up to 52 weeks + BEV 10 mg/kg q2w or placebo
until disease progression. The protocol specified that IFN should first be
withheld and the dose then lowered to 6 or 3 MIU for grade >3 adverse
events (AEs) attributable to IFN that did not resolve within 28 days or for
other investigator-defined reasons.

Results: IFN dose was reduced in 131 and 97 pts in the BEV and placebo
arms, respectively. Baseline characteristics, including MSKCC score, were
similar in pts who reduced the dose of IFN compared with the overall
population. Median OS in pts who received BEV + reduced doses of IFN
(26.0 months) was consistent with the total BEV + IFN population (23.3
months). With longer follow up, no new safety signals were observed. A
lower incidence of grade >3 IFN-related events, including fatigue, asthenia,
influenza-like illness, pyrexia and malaise, was observed during the 6
weeks after IFN dose reduction (18%) than during the 6 weeks prior to
dose reduction (44%) in pts treated with BEV + reduced doses of IFN.
Conclusions: The OS benefit of BEV + reduced doses of IFN (median 26
months) is comparable to that of the overall BEV + IFN population. These
data suggest that reducing the dose of IFN used in combination with BEV
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is an effective measure to manage toxicity and improve tolerability without
compromising efficacy.
Trial sponsored by F. Hoffmann-La Roche, Ltd.
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Background: The establishment of TDP endpoints (progression free
survival [PFS], time to progression [TTP], or event-free survival) as valid
surrogates for OS in pivotal studies in mMRCC may expedite access to safe
and effective novel therapies. Although the suitability of TDP endpoints as
surrogates for OS has been established in other cancers, it has not been
rigorously examined in patients with mRCC. We assessed the association
between treatment effects on TDP endpoints and treatment effects on OS
in controlled trials of patients with mRCC.

Materials and Methods: A systematic literature search was conducted
(Medline, conference abstracts, references of retrieved studies/systematic
reviews) to identify studies that met the following criteria: controlled trials
in mRCC of IL-2, IFN-a, sunitinib, sorafenib, pazopanib, bevacizumab,
temsirolimus, or everolimus; English language; publication date >1997;
median TDP (PFS or TTP) and OS reported for >2 treatment groups
or hazard ratios for TDP and OS reported for >1 treatment comparison.
For each treatment group comparison, treatment effects were measured
in terms of differences in median failure times and relative risk reduction
(RRRs) for TDP and OS. The associations between treatment effects on
TDP and treatment effects on OS were analyzed using weighted ordinary
least-squares (OLS) regression.

Results: A total of 28 studies representing 8,770 patients, 69 treatment
groups, and 38 comparisons of median failure times or RRRs for TDP
and OS were identified. The average difference in median TDP was 1.53
months (range: -1.1 to 7.13). The average difference in median OS was
2.76 months (range: —8.0 to 13.0) (Pearson correlation coefficient = 0.69).
In weighted OLS regression, a 1-month increase in the difference in median
TDP was associated with a 1.29-month increase in the difference in median
OS (P <0.0001, adjusted R-sq=0.46). Each 10% increase in RRR for
TDP was associated with a 4.2% increase in RRR for OS (P =0.0010,
adjusted R? =0.28). The association between treatment effects on TDP
and treatment effects on OS was strongest when TDP was measured by
PFS, in studies that did not allow cross-over after disease progression, and
in studies published before 2005.

Conclusion: Treatment effects on TDP endpoints are strongly associated
with treatment effects on OS in controlled trials of treatments for mRCC.
Acknowledgment: This study is supported by Novartis Pharmaceuticals
Corporation.
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Background: Sunitinib is an oral, multitargeted tyrosine kinase inhibitor
(TKI) that inhibits vascular endothelial growth factor receptor, platelet-
derived growth factor receptor, stem cell factor receptor, and colony-
stimulating factor-1 receptor. It has been suggested that efficacy and safety
of TKIs may differ according to races. We evaluated the adverse events
and tolerability of sunitinib in Japanese patients with metastatic renal cell
carcinoma (mRCC).

Materials and Methods: Twenty-seven patients with mRCC who were
treatment-naive or previously treated with cytokine therapy or other TKI
received sunitinib 50 mg/day in 6-week cycles (4 weeks on, then 2 weeks
off treatment). The level and frequency of adverse events and the rate of
patients that completed the first treatment course were evaluated.
Results: The most frequently occurring drug-related adverse event (any
grade) was neutropenia (81.5%), followed by thrombocytopenia (70.4%),
hypertension (59.3%), fatigue (59.3%), anemia (55.6%) and diarrhea
(51.9%). Hypertension, Hypothyroidism (48.1%), hand-foot syndrome
(48.1%) and rash (40.7%) occurred more frequently than reported in the
phase Ill study conducted in Europe and America. The occurrence of
grade 3 or 4 thrombocytopenia (44.4%) and neutropenia (33.3%) were
also obviously frequent. Eighteen patients (66.7%) failed to complete the
first four-week cycle of sunitinib because of drug-related adverse events;





