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extent of stained cells and intensity of corresponding immunostained cells;
0+ to 3+.
Results: Expression of FGFR1 was observed in 98% (98/100) of primary
renal tumors and in 82.5% (33/40) of lymph node metastases. Intensity was
3+ in all cases. Nuclear expression of FGFR1 was found in 68% (95/140).
FGFR2 staining was seen in 4% (4/100) of primary tumors and in 5% (2/40)
of lymph node metastases. FGFR2 was expressed in RCC of non-clear cell
histology. Expression of FGFR1 was significant lower in the normal tissue
of kidney (P < 0.01) and was detected in 2.5% of cases (1/40); no FGFR2
expression was found.
Conclusions: In this study we have shown for the first time that FGFR1
is highly expressed in RCC patients. FGFR1 is an interesting alternative
target as it can be targeted relatively easy. Human monoclonal antibodies
IO-1/IO-2 for therapy and imaging in RCC patients were developed.
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Background: Circulating tumor cells (CTCs) are frequently present in
pts with different types of epithelial cancer, and low values before and
during cytotoxic chemotherapy are an independent predictor of longer
progression-free and overall survival in pts with metastatic breast and
colorectal carcinoma. First-line Sunitinib obtains radiological responses and
improves survival in pts with metastatic renal cancer, but no predictive
markers of activity are currently available. Recent data have provocatively
shown that sunitinib may increase systemic diffusion of tumor cells in pre-
clinical models [Paez-Ribes M. et al. Cancer Cell 2009].
Materials and Methods: Since the antiangiogenic properties of sunitinib
would suggest interference with extravasation and circulation of tumor
cells, we designed a pilot study to measure CTCs prospectively during
treatment with sunitinib and to assess their correlation with tumor response
in previously untreated pts with metastatic renal cell carcinoma. The
automated analysis of CTCs was conducted by means of Cellsearch
platform (Veridex). Peripheral blood samples were drawn on day 1 and
28 of cycles 1 and 2, on day 1 of cycles 3, 5 and 7, then at radiological
progression. Sunitinib was administered by the 4 weeks on-2 weeks off
regimen, at daily dosages ranging from 50 to 25mg according to age and
toxicity. Reduction of either tumor diameter or tumor density at CT scan
was considered response.
Results: 20 pts have been accrued so far, median age 68 years (range, 34
to 87). Clear cell histology was predominant (85%), then papillary or rarer
histologies (15%). Sixty percent of patients had 2 or more sites of disease.
Most frequently involved organs were lungs (65% of total patients), lymph-
nodes (35%), liver (20%), bone (30%). After a mean of 2.2 cycles (range,
1 to 8), there were 42.8% of responses in 14 evaluable pts. At baseline,
80% of pts had 1 or more CTCs/7.5mL, while 50% had at least 2 CTCs
(range, 0−10). Using an arbitrary cut-off of 4 CTCs, no correlation was
found between baseline CTC count and age, number of metastatic sites,
and response to sunitinib. Indeed, CTC count fluctuated in most pts during
treatment, mean change was ±6.8 cells (0−12). CTCs either disappeared
in one responsive pt (3 CTCs found at baseline, then 0 after 2 cycles of
sunitinib) or increased in three responsive pts (from 5 CTCs at baseline to
16 after sunitinib, from 0 to 3, from 1 to 8, respectively).
Conclusions: CTCs are often present in pts with metastatic renal cancer
but baseline count does not appear to correlate with extension of disease
and subsequent response to sunitinib. Moreover, radiological response of
metastatic disease may be accompanied by either reduced or increased
levels of CTCs.
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Background: Sunitinib (SU) is an oral, multitargeted receptor tyrosine
kinase (RTK) inhibitor of VEGFRs, PDGFRs, and other RTKs. It is approved
multinationally for the treatment of metastatic renal cell carcinoma (mRCC).
In order to evaluate SU among ethnic populations, safety and efficacy of
SU treatment was assessed in Asian and non-Asian patients (pts).
Materials and Methods: This ongoing, expanded-access, phase 3B
prospective open-label clinical trial (A6181037; ClinicalTrials.gov number
NCT00531544) was performed at 246 sites in 52 countries. Pts:
had histologically confirmed mRCC; were both previously-treated and
treatment-naı̈ve; had not received prior SU; an ECOG performance status
ranging from 0−2. SU was self-administered at a starting dose of 50mg/day
orally in 6-wk cycles (4 wks of SU followed by 2 wks off). Dose interruptions
or reductions to 37.5mg or 25mg were allowed to manage AEs. AEs and
hematology parameters were assessed on days 1, 14, and 28 of cycle 1,
days 1 and 28 of cycle 2, and day 1 on cycles �3. Efficacy (ORR, PFS and
OS) was evaluated according to schedules determined by local institutional
standards of care.
Results: Data from 325 Asians pts (7%) and 4046 non-Asian pts (93%)
was available at the time of analysis. Baseline characteristics were similar
for both groups. Among Asian pts, 35% were treated at non-Asian sites.
Common non-hematologic AEs in Asians and non-Asians, respectively,
were diarrhea (42% and 45%), fatigue (40% and 37%), stomatitis (39%
and 26%), and hand-foot syndrome (39% and 23%); the frequency of
diarrhea was lower in Asians at non-Asian sites (29%) compared to Asian
sites (49%). Grade 3−4 non-hematologic AEs in Asians and non-Asians,
respectively, included hand-foot syndrome (13% and 6%), fatigue (8% for
both), and diarrhea (7% and 5%). Grade 3−4 hematologic AE’s in Asians
at Asian sites, Asians at non-Asian sites, and non-Asians, respectively,
included leukopenia (29%, 9%, and 12%) and thrombocytopenia (30%,
17%, and 13%). ORR was 18% (95%CI: 13.8−22.5) for Asian and 14%
(95%CI: 12.5−14.6) for non-Asians. Median PFS was 8.7 months (95%CI:
8.1−11.1) for Asians and 10.9 months (95%CI: 10.5−11.3) for non-Asians.
OS was 18.9 months (95%CI: 15.5−23.5) for Asians and 18.4 (95%CI:
17.4−19.2) months for non-Asians.
Conclusions: The results of this study demonstrate that the safety profile
of SU treatment is similar for Asian and non-Asian pts for most AEs. SU is
similarly effective and well-tolerated in Asian and non-Asian pts.

7119 POSTER
Genitourinary malignancies - Renal cancer Quality of life (QOL)

in treatment-naı̈ve and cytokine-pretreated patients with advanced

renal cell carcinoma (RCC) treated with pazopanib: results from a

phase III double-blind, placebo-controlled trial

R. Hawkins1, R. Hodge2, M. Chen3, M. Neary3, A.S. Pickard4,
C. Sternberg5. 1University of Manchester, School of Cancer and
Imaging Sciences, Manchester, United Kingdom; 2GlaxoSmithKline,
Global Health Outcomes - Oncology, Uxbridge Middx, United Kingdom;
3GlaxoSmithKline, Global Health Outcomes - Oncology, Collegeville
PA, USA; 4University of Illinois, College of Pharmacy, Chicago IL, USA;
5San Camillo and Forlanini Hospitals, Department of Medical Oncology,
Rome, Italy

Background: Anti-cancer agents for the treatment of RCC may have
toxicities that can cause considerable decrements for QOL. This study
reports on QOL assessments from a double-blind, placebo-controlled
Phase III trial of pazopanib 800mg QD in advanced RCC pts, which showed
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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-naı̈ve
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, 1.5) (−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% CI (−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-TKIs 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).

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 III 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 (10mg/kg q2w) 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.
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Background: Sunitinib, given at 50mg/day on schedule 4/2 (4 wk on
treatment, 2 wk off), has shown statistically superior progression-free




