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Abstract

Background: Sunitinib demonstrated robust antitumor
activity in preclinical studies resulting not only in tumor
growth inhibition, but tumor regression in models of colon
cancer, non-small-cell lung cancer, melanoma, renal carcinoma,
and squamous cell carcinoma, which were associated with
inhibition of VEGFR and PDGFR phosphorylation.

Aim: The aim of this work isto evaluate the role of
Sunitinib as afirst line treatment in metastatic Renal Cell
Carcinoma (RCC) as regard the response rate, survival outcome
and toxicity.

Patients and Methods: This study was conducted at
Clinical Oncology and Nuclear Medicine Departments, Tanta
University Hospitals and Tanta Cancer Center. All patients
with metastatic renal cell carcinomawho treated throughout
the period from January 2012 to December 2015 were included.
Patient data were retrospectively and personally collected.

Result: All patients were evaluated for tumor response,

one (3.3%) of 30 patient had a complete response, 11 (36.7%)

patients had a partial response, 6 (20%) patients had a stationary
disease and only 12 (40%) had a progressive disease. Median
time for treatment failure was 22 months (range 2-34 months).
The progression free survival in all patient: the median time
was: 22 months 95% CI: 17.5, 27.5 the correlation between
PFS and histological types of kidney cancer in which the p-
value is <0.001 which is statistically significant in favor of
clear renal cell carcinoma. The correlation between OS and
MSK CC score in which the p-value is <0.001 which is statis-
tically significant. The correlation between OS and histol ogical
typesin which the p-value is <0.001 which is statistically
significant in favor of clear cell carcinoma.

Conclusion: The present study has suggested that Sunitinib
was both effective as afirst-line treatment and well tolerated
in patients with metastatic renal cell carcinoma.
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Introduction

RENAL Cell Carcinoma (RCC) is the most com-
mon cancer of the kidney [1]. Approximately 20%-
30% of patients presented with metastatic disease
and 70-80% of patients presented with localized
or locally advanced disease at the time of diagnosis,
which is potentially curable by radical surgical
resection alone [2]. Among patients who undergo
radical resection for localized disease, future met-
astatic disease develops in 20-40% of the patient
population [3].

An understanding of the pathogenesis of renal
cell carcinoma at the molecular level, and rand-
omized clinical trias, have established the standard
role of the orally administered vascular endothelial
growth factor receptor and platelet derived growth
factor receptor inhibitor Sunitinib for the treatment
of advanced renal cell carcinoma [4] .

Sunitinib is an oral small molecular tyrosine
kinase inhibitor that was rationally designed and
chosen for its high bioavailability and its nanomo-
lar-range potency against the antiangiogenic Re-
ceptor Tyrosine Kinases (RTKs), Vascular Endothe-
lial Growth Factor Receptor (VEGFR) and Platel et-
derived Growth Factor Receptor (PDGFR) [5].

Sunitinib inhibits other tyrosine kinases includ-
ing, KIT, FLT3, colony-stimulating factor 1 (CSF-
1), and RET, which are involved in a number of
malignancies including small-cell lung cancer, GI
Stromal Tumors (GISTS), breast cancer, acute
myel ogenous leukemia, multiple endocrine neopla-
siatypes 2A and 2B, and familial medullary thyroid
carcinoma [5].

Clinical activity was demonstrated in neuroen-
docrine, colon, and breast cancersin phase I
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studies, whereas definitive efficacy has been dem-
onstrated in advanced renal cell carcinomaand in
imatinib-refractory GISTs, leading to US Food and
Drug Administration approval of Sunitinib for
treatment of these two diseases [].

Studies investigating Sunitinib alone in various
tumors types and in combination with chemother-
apy are ongoing. The clinical benchmarking of this
small-molecule inhibitor of members of the split-
kinase domain family of RTKswill lead to addi-
tional insights regarding the biology, potential
biomarkers, and clinical utility of agents that target
multiple signaling pathways in tumor, stromal, and
endothelial compartments [7].

The aim of thiswork isto evaluate the role of
Sunitinib as afirst line treatment in metastatic
Renal Cell Carcinoma (RCC) as regard the response
rate, survival outcome and toxicity.

Patients and M ethods

This study was conducted at Clinical Oncology
and Nuclear Medicine Departments, Tanta Univer-
sity Hospitals and Tanta Cancer Center. All patients
with metastatic renal cell carcinoma who treated
throughout the period from January 2012 to De-
cember 2015 were included. Patient data were
retrospectively and personally collected.

Eligibility criteria:
* Patients >18 years who were treatment-naive
metastatic RCC.

* Patients had clear cell type renal carcinomaand
non-clear cell type renal carcinoma (papillary
and undifferentiated).

* No previous chemotherapy or target therapy.
* Clinical and radiological evidence of metastasis.

» Adequate hematological picture (absolute neu-
trophil count of 1000/ul or more without growth
factor support, platelet 75000/ul or more, and
hemoglobin 80g/lI or more). Total serum bilirubin
less than or equal to twice the upper normal limit
(normal rang 0.3mg/dl to 1.0mg/ dI), serum ami-
notransferase (ALT) less than five-times ULN
(normal range 10 to 40U/L), serum creatinine
less than or equal to twice ULN (normal range
0.6 to 1.2mg).

» Echocardiography revealing good systolic and
diastolic function.

Exclusion criteria;

* Patient with acute medical or psychiatric condition
that make assessment inappropriate.

The assessment of the patient was done by:
* CT chest, abdomen and pelvis.

* Bone scan.

* Brain MRI when indicated.

* PET-CT when indicated.

* ECHO.

* Serum L actate Dehydrogenase (LDH).
* Serum calcium.

* Laboratory assessment of blood counts.

* Kidney and liver functions were carried before
each cycle and as clinically indicated.

* Thyroid function test (T3, T4, TSH).

Retrospective study:

Sunitinib was administered orally with dose of
50 mgonce daily without regard to meals, in 6-
week cycles consisting of 4 weeks of treatment
followed by 2 weeks without treatment. Dose
reduction or treatment interruption was allowed
for the management of adverse events, depending
on their type and severity. Treatment was continued
until evidence of disease progression or unaccept-
able adverse events.

Palliative irradiation to specific site of disease
was permitted in such cases as indicated, Sunitinib
was interrupted during palliative irradiation. Stop-
ping one day before and resuming treatment one
day after.

The prognosis of patient was assessed according
to the memorial doankettering cancer center (MSK-
CC) which include five variables. Interval from
diagnosis to treatment of lessthan 1 year, Karnofsky
performance status less than 80%, serum Lactate
Dehydrogenase (LDH) greater than 1.5 times the
Upper Limit of Normal (ULN) normal LDH 140-
280U/L, corrected serum calcium greater than the
ULN normal serum calcium 8.5-10.2mg/dl, and
serum hemoglobin less than the Lower Limit of
Normal (LLN) normal serum hemoglobin for men
13.5-17.5¢/dl and for women 12-15.5g/dl.

Safety assessments:

Adverse events were assessed every cycle and
were graded according to the National Cancer
Institute Common Toxicity Criteria (NCI CTC)
version 3.

Purpose of assessment:
Therevised RECIST (RECIST 1.1).
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Target lesions Imaging response

categories
Complete
Response (CR)
- Tumor size
<10mm Partial
- Maximum of Response (PR)
5 target
lesions Stable disease
(maximum 2 (SD)
per organ)
Progressive
disease (PD)

* Progression Free Survival (PFS) was cal cul ated
from the date of the start of treatment to the date
of local disease recurrence and/or distant metas-
tasis.

» Overall Survival (OS) from the date of the start
of treatment to the date of last follow-up or death.

* The median duration of PFS & OS was calculated
using Kaplan-Meier method.

Results

During the period from January 2012 to De-
cember 2015, 38 patients with treatment naive
metastatic renal cell carcinoma had been enrolled
and patients are no longer being recruited.at the
time of analysis, data for safety, treatment duration,
tumor response, and survival were available for
30 patients who presented to Clinical Oncology
and Nuclear Medicine Department, Tanta Univer-
sity Hospital and Tanta Cancer Center were includ-
ed and followed-up in this study.

Patient characteristics:

* Theclinical features and characteristics of all
patients are shown in thirteen (43.3%) patients
were males and 17 (56.7%) were females.

» The median age of the patients included was 57
years (range 27-78). Fourteen (46.7%) patients
were less than 57 years old.

* Asregard histology, 25 (83.3%) patients had clear
cell RCC and only five (16.7%) had non clear
cell histology undifferentiated-papillary).

* Our study isincluded 30 metastatic RCC, lung
and liver were the most common sites of metas-
tasis (60%).

» Median number of treatment cycleswas 5 cycles
with range (3-12).
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Response evaluation

- Disappearance of all target lesions.
- Any pathological lymph nodes (whether target or non target)
must have reduction in short axis to <1 Omm.

>_30% decrease in the sum of the longest diameters of the
target lesions, taking as a reference the baseline sum of the
diameters

Neither sufficient decrease to qualify for partial response nor
sufficient increase to qualify for progressive disease

> 20% increase in the sum of the longest diameters of target
lesions, taking as a reference the smallest sum on study. The
sum must also demonstrate an absolute increase of at |east
Smm.

Treatment modalities:

Twenty six (86.7%) patients had underwent
nephrectomy and the other patients had metastatic
lesion at the first presentation.

Tumor response:

All patients were evaluated for tumor response,
one (3.3%) of 30 patient had a complete response,
11 (36.7%) patients had a partial response, 6 (20%)
patients had a stationary disease and only 12 (40%)
had a progressive disease. Table (1).

Table (1): Tumor response.

Tumor response No. %
Complete response 1 33
Partial response 11 36.7
Stationary 6 20
Progressive 12 40

Progression free survival:

Median time for treatment failure was 22
months (range 2-34 months). The one-year PFS
was 66.2%.
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Fig. (1): Progression free survival according to MSK CC score.
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Fig. (1) shows the correlation between PFS and
MSK CC score in which the p-value is <0.001
which is statistically significant.

Denotes statistically significant difference at
p-value <0.05.
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Fig. (2): Progression free survival according to histology.

Fig. (2) shows the correlation between PFS and
histological types of kidney cancer in which the
p-valueis <0.001 which is statistically significant
in favor of clear renal cell carcinoma.

Table (2): Univariate analysis of prognostic factors according
to overall survival.

Factors l-year OS p-vaue
Age:
<57 40 0.146
>57 56.4
Sex:
Male 38.2 0.167
Female 61
PS (karnofsky):
70%-90% 24 0.001
50%-70% 80
30%-50% 66.7
Ste:
Left kidney 59 0.351
Right kidney 72.9
Histology:
Clear RCC 87.1 <0.001
Non-clear RCC (undifferentiated- 0
papillary)
MSKCC score:
Good 100 <0.001
Intermediate 70.9
Poor 0
Surgery:
Yes 834 0.013
No 0

Denotes statistically significant difference at
p-value <0.05.

Progression free survival according to surgery:

The correlation between PFS and surgery in
which the p-value is <0.038 which is statistically
significant in favor of patients underwent nephrec-
tomy.

Denotes statistically significant difference at
p-value <0.05.

Overall survival:

All patients were followed-up for amedian of
20 months (range 5-49), and the median time for
overall survival was 33 months.

One year overall survival is 87.8% showed the
prognostic factors affecting OS.
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Fig. (3): Overall survival according to MSKCC.

Fig. (3) shows the correlation between OS and
M SK CC score in which the p-value is <0.001
which is statistically significant.

Denotes statistically significant difference at
p-value <0.05.

Overall survival according to histology:

The correlation between OS and histological
types in which the p-value is <0.001 which is
statistically significant in favor of clear cell carci-
noma

Denotes statistically significant difference at
p-value <0.05.

Overall survival according to surgery:

The correlation between OS and surgery in
which the p-value is=0.013 which is statistically
significant in favor of patients underwent nephrec-
tomy.
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Denotes statistically significant difference at
p-value <0.05.

Non haematological adverse events:

The most commonly reported treat-rel ated non-
hematological adverse events were diarrheg, fa-
tigue, nausea, and mucosal inflammation, most of
which were of grade 1-2 severity. The most com-
mon grade 3-4 treatment-related non-hematol ogical
adverse events were rash, constipation, and hand
foot syndrome. 12 patient (40%) complain from
diarrheagrade 1-2, 9 patient (30%) complain from
fatigue and nausea grade 1-2, while 8 (26.5%)
patient complain from mucosal inflammation, while
6 patient (20%) complain from hand foot syndrome,
and 4 patient (13%) complain from constipation.

Haematological adverse events:

CBC showed thrombocytopeniain 4 patients,
anemiain 3 patients, and neutropeniain 2 patients
grade 1-2. The grade 3-4 treatment-related hema-
tological adverse events were thrombocytopenia
(23%), anemia (13%) and neutropenia (6.5%).

Sunitinib doses were reduced from 50mg/day
to 37.5mg/day in 16 patients of 30 patients (53%)
with further reduction to 25mg/day in only 1 patient
(3.3%). Dose modification was according patient
tolerability and safety such sever hematol ogical
adverse effect, diarrhea and cardiac effect. All
patients began treastment on schedule 4-2, andsu-
nitinib was interrupted in most of patients.

Discussion

Sunitinib (Sutent) is a multikinase inhibitor
approved by the FDA for the treatment of metastatic
renal cell carcinoma that has progressed after a
trial of immunotherapy. The receptor tyrosine
kinases inhibited by Sunitinib include vascular
endothelial growth factor receptors 1,2, and 3
(VEGFR 1-3), platelet-derived growth factor re-
ceptor alpha (PDGFR-alpha), and PDGFR-beta.
Approval of Sunitinib was based on the high re-
sponse rate (40% partial responses), a median time
to progression of 8.7 months, and an overall sur-
vival of 16.4 months [g].

This retrospective study was conducted at Clin-
ical Oncology and Nuclear Medicine Department,
Tanta University Hospitals and Tanta Cancer Cent-
er. All patients with metastatic renal cell carcinoma
treated throughout the period from January 2012
to December 2015 were included.

Several studies have demonstrated that first-
line Sunitinib is associated with a marked activity
in terms of both overall disease control rate and
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time to tumor progression in MRCC treatment-
naive patients. Specifically the efficacy of Sunitinib
was demonstrated in arandomized phase 11 trial
inal Memoria Sloan-Kettering Cancer Center
prognostic groups (Motzer et a., 2007), and also
in aretrospective analysis of an unsel ected popu-
lation of patientstreated in aclinical practice
setting (Gore et al., 2009).

Asregard histology, 25 (83.3%) patients had
clear cell RCC and only five patients (16.7%) had
non clear cell histology. This result coincide with
that reported by Capitanio et a., where clear cell
(cRCC) represented 80-90%, papillary (pRCC)
represented 5-15% and chromophobe (chRCC)
reported 2-5% [9].

In our study, the commonest metastatic sites
include lung (40%) and liver (20%). This coincide
with Chow et al., which reported that the incidence
of lung metastasis was (45-60%) and the incidence
of liver metastasis was (20%) in patient with renal
cell carcinoma [10] .

In our study the incidence of bone, lymph nodes,
and brain metastasis was (6.6%, 30% and 3.3%)
respectively. Thisisinconsistent with that reported
by Chow WH et al., which reported a high incidence
of bone metastasis (30%), lung (45-60%), bone
lymph nodes (22%), liver (20%), and brain (8%)
this difference may be due to the small number of
patientsin our study (30) patients compared to
study by Chow et al., was (1640) [10].

Asregard response of our patients to Sunitinib,
according to RECIST criteria complete response
was (3.3%) partial response was (36.7%) stationary
disease was (20%) and progressive disease was
(40%) thisis consistent with that reported by
Motzer et al., [11] that reported partia responsein
(40%) of all patients stationary disease in (27%)
of al patients and progressive disease in (33%) of
al patients.

Median time for treatment failure was 22
months (range 2-34 months) thisis inconsistent
with that reported by Keizman et al, which reported
that the median PFS was 10-11 months [12].

In agreement with our result, a study was done
by Buda-Nowak A, Kucharz et a., 27 patients
treated at the Department of Oncology, University
Hospital in Krakow. Theinclusion criteria were as
follows: Diagnosis of stage IV clear cell mRCC,
application of Sunitinib asfirst-line treatment for
the mRCC, prior nephrectomy (total or nephron
sparing surgery) and good or intermediate Memorial
Sloane Kettering Cancer Centre (MSKCC) risk
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prognosis. All patients received Sunitinib on a
standard schedule (initial dose 50mg/day, 4 weeks
on, 2 weeks off). The median progression-free
survival was 28.3 months [95% (Cl) 20.4-36.2
months] [13].

In our study the median overall survival was
33 months and this is inconsistent with what re-
ported by Keizman et a., that reported the median
overal survival was 23 months [14].

In agreement with our result, a study was done
by Rini et a., reported that Median overall survival
was 33.17 months [15].

Overall survival differed according to MSKCC
risk groups (favorable >intermediate >poor risk),
p-value <0.001. This suggests that underlying
tumor biology remains an important factor in de-
termining patient survival, even in the setting of
treatment with a highly active agent such as su-
nitinib [16] .

It might seem that there was a discrepancy
between the relatively low incidence of grade 3-
4 adverse eventsin thistrial and the apparently
high percentage of dose reductions [17].

In our study, Sunitinib doses were reduced from
50mg/day to 37.5mg/day in about 16 patients of
30 patients (6.6%) with further reduction to 25
mg/day in only 1 patient (3.3 %). Dose modification
or interruption was according patient tolerability
and safety such sever hematological adverse effect,
diarrhea and cardiac effect. All patients began
treatment on schedule 4-2, and Sunitinib was in-
terrupted in most of patient.

Within the analysis reported here, the total
incidence of grade 3 or higher treatment-related
cardiac disorders was only 1% (1 of 30). These
data are similar to those included in the approved
labeling for Sunitinib [1g].

Routine monitoring is recommended for patients
with cardiac risk factors and baseline evaluation
of gection fraction is recommended for consider-
ation in patients without risk factors [16].

Asregard to a study was done by Rini et al.,
hypothyroidism has been associated with Sunitinib
treatment the incidence of laboratory evidence of
thyroid dysfunction was 60 to 70%. Treatment of
hypothyroidism was required in 15% of the patients.
Whilein our study treatment adverse events was
in13% patients. Routine monitoring of thyroid
function tests was part of this study. Over the
course of its conduct, frequent abnormalities of
thyroid function tests associated with Sunitinib

treatment were reported. Routine monitoring of
thyroid function is recommended with replacement
therapy as appropriate [19].

In our study the most common adverse events
included hypertension (17.6%), fatigue (36.5%),
diarrhea (46.5), and hand-foot syndrome (20%).

Thisisinconsistent with that reported by Motzer
et a., where the most commonly reported Sunitinib-
related grade 3 adverse events included hyperten-
sion (12%), fatigue (11%), diarrhea (9%), and
hand-foot syndrome (9%). None of these adverse
events occurred with grade 4 severity [20].

In our study, hematol ogic adverse events were
evaluated at day 28 and day 42. Although recovery
from Sunitinib toxicity was observed with respect
to thrombocytopenia and neutropenia, anemiawas
more severe at day 42 than at day 28. Previous
cross-sectional and longitudinal studies have shown
asignificant correlation between anemia and fatigue
in patients with cancer, such that lower hemoglobin
levels are associated with worse fatigue [21,22] .

In agreement with this results Motzer et al.,
[23] the median age of the patients included was
57 (range 27-78). Fourteen (46.7%) patients were
lessthan 57 years old.

In our study 13 (43.3%) patients were males
and 17 (56.7%) were females. Thisis not consistent
with that reported by Motzer et al., [23] which
reported that thereisa 1.5:1 predominance in men
over women.

Refer ences

1- MOTZERR.J,, HUTSON T.E., TOMCZAK P., et a.
Overall survival and updated results for Sunitinib com-
pared with interferon afain patients with metastatic renal
cell carcinoma. J. Clin. Oncol., 27 (22): 3584-90, 2009.

2- SIEGEL R., NAISHADHAM D. and JEMAL A.: Cancer
statistics, C.A. Cancer J. Clin., 62 (1): 10-29, 2012.

3- Cancer Facts & Figures 2016: American Cancer Society.
Available at http://www.cancer.org/acs/groups/content/
@research/documents/document/acspc-047079.pdf. Ac-
cessed: April 27, 2016.

4- MOTZERR.J, BACIK J, MURPHY B.A,, eta.: Inter-
feron-alfa as a comparative treatment for clinical trials
of new therapies against advanced renal cell carcinoma.
J. Clin. Oncaol., 20 (1): 289-96, 2002.

5- CHOW W.H., DEVESA S.S,, WARREN JL., etd.: Rising
incidence of renal cell cancer in the United States.
JA.M.A., 281 (17): 1628-31, 1999.

6- CHOW W.H., GRIDLEY G., FRAUMENI JF. et al.:
Obesity, hypertension, and the risk of kidney cancer in
men. N. Engl. J. Med., 343: 1305-11, 2000.



Asmaa |. El-Sharkawy, et al.

7- JEAN-JACQUES PATARD, EMMANUELLE LERAY,
NATHALIE RIOUX-LECLERCQ, et a.: The University
Medica Center Nijmegen, Nijmegen, the Netherlands
Journal of Clinical Oncology, 23: 12, 2763-71, 2005.

8- Sutent (sunitinib malate) [package insert]. New York, NY:
Pfizer Labs; 2010. Available at http://www.pfizer.com/files/
products/uspi_sutent.pdf. Accessed: December 6, 2010.

9- CAPITANIOU,, CLOUTIERV., ZINI L., et a.: A critical
assessment of the prognostic value of clear cell, papillary
and chromophobe histological subtypesin renal cell
carcinoma: A population-based study. B.J.U. Int., 103
(11): 1496-500, 20009.

10- CHOW W.H., GRIDLEY G., FRAUMENI J.F., et al.:
Obesity, hypertension, and the risk of kidney cancer in
men. N. Engl. J. Med., 343: 1305-11, 2000.

11- MOTZER R.J.: Randomized phase |l multicenter study
of the efficacy and safety of Sunitinib on the 4/2 versus
continuous dosing schedule as first-line therapy of meta-
static renal cell carcinoma: Renal effect trial. Genitourinary
Cancer Symposium, abstr LBA308, 2011.

12- KEIZMAN D., GOTTFRIED M., ISH-SHALOM M., et
al.: Active smoking may negatively affect response rate,
progression-free survival, and overall survival of patients
with metastatic renal cell carcinoma treated with Sunitinib.
Oncologist., 19: 51-60, 2014.

13- KEIZMAN D., GOTTFRIED M., ISH-SHALOM M., et
al.: Active smoking may negatively affect response rate,
progression-free survival, and overal survival of patients
with metastatic renal cell carcinoma treated with Sunitinib.
Oncologist, 19: 51-60, 2014.

14- KEIZMAN D., GOTTFRIED M., ISH-SHALOM M.,
MAIMON N., PEER A., NEUMANN A., et a.: Active
smoking may negatively affect response rate, progression-
free survival, and overall survival of patients with meta-
static renal cell carcinoma treated with sunitinib. Oncol-
ogist, 19: 51-60, 2014.

15-RINI B.I., STENZL A., ZDROJOWY R, et a.: IMA901,

1669

a multipeptide cancer vaccine, plus sunitinib versus
sunitinib alone, as first-line therapy for advanced or
metastatic renal cell carcinoma (IMPRINT): A multicentre,
open-label, randomised, controlled, phase 3 trial. Lancet
Oncaol., 16: 30408-9, 2016.

16-RINI B.I.,, TAMASKAR ., SHAHEEN P, et a.: Hypothy-
roidism in patients with metastatic renal cell carcinoma
treated with Sunitinib. J. Natl. Cancer Inst., 99: 81-3,
2007.

GORE M.E., SZCZYLIK C., PORTA C,, et a.: Safety
and efficacy of sunitinib for metastatic renal-cell carcino-
ma: An expanded-accesstrial. Lancet Oncol., 10: 757-
63, 20009.

SUTENTR (sunitinib malate) prescribing information.
http://www.sutent.com (accessed May 2009).

DESAI J.,, YASSA L., MARQUSEE E., et al.: Hypothy-
roidism after sunitinib treatment for patients with gas-
trointestinal stromal tumors. Ann. Intern. Med., 145: 660-
4, 2006.

20- MOTZER R.J.,, HUTSON T.E., TOMCZAK P., et al.:
Sunitinib versusinterferon alfain metastatic renal cell
carcinoma. N. Engl. J. Med., 356: 115-24, 2007.

21- CELLA D.,,ETON D.T., LAl JS,, PETERMAN A.H. and
MERKEL D.E.: Combining anchor and distribution-based
methods to derive minimal clinically important differences
on the Functional Assessment of Cancer Therapy (FACT)
anemia and fatigue scales. J. Pain Symptom. Manage, 24:
547-56, 2002.

22- CELLA D., KALLICH J,, McDERMOTT A. and XU X.:
The longitudinal relationship of hemoglobin, fatigue and
quality of lifein anemic cancer patients: Results from
five randomized clinical trials. Ann. Oncol., 15: 979-86,
2004.

MOTZER R.J., BACIK J., MURPHY B.A., et d.: Inter-
feron-alfa as a comparative treatment for clinical trials
of new therapies against advanced renal cell carcinoma
J. Clin. Oncaol., 20 (1): 289-96, 2002.

17

18

19

23


http://www.sutent.com

1670 Sunitinib in Metastatic Renal Cell Carcinoma: Response Rate & Survival Outcome

1019300 93 (ASH Gyl juiwr (B LD g
A L0 bl Jine

colysil dsm 0 cusibay gudioall 5o 7+ 1Yo G o Lag et Slayeadl g 1557 ST o 3 g1 LLATT 0l yeuBaal

aaal agi gzl galsall Jlatid b ¥l ol b 55y kih K11 e o yall L] sty pudall (o ZA+ 1] Ve Lok

iall KN ¢l e 8 castisiaand] aladtnd 3 ala 40 4l 58 Llputiall oo latl] SA s sl gsicnal] e I (s yen
posl] as Jlad LLis o ghy 5508 sl e sy {oiall GasSHll 8 saiis 54 aiisiad|

Lty Jine dum 0 0l g3 I ol s b U gole RAS gl 99 pals 5 Simdl] G il s (0 2
N )

alasf gy Ui Taale bittuny asill ol al 1581 oo a8 pam s S3 el ll o8 gy i 330 Byl rim yald
ZJM\A"):‘LAJLA:] J:l‘}f‘:’e\:\-”C'JL}’A&JJUJS.”OLL‘)AHUA&JA&L.JIMJ*O\OHJUSAJ‘~\‘J£L\:I&ASJ:\§]|JMLL:I.L
il 2yl 5sally 411y I 5y sl L Ladbos pen (KM 3l yoo ey donaad alad (o o iy

Lalall B o pall latien] cocun e e pall dosad o5 Cpegpnnd ol o8 asles] € 8ol a0+ dem pdll Gah e pudiens
b deoall Jass 23 e sand Taly o5 ool § Susal paa¥o o G gucal daly o pualiad € Sl aaa¥V.0 I e yall IS5 ua . ial
il Gpall Slaly a8 5y il e Bailan 585 lgas] o SLanll (n Tasilan LT pmnsd elldy pma™V.0 I Ul Ve n Ul A
Ol sl el T dls] (Al dus pills @b oo bio] clgs] (o8 g2l 3558 DA Gansall L Sle (T Dlall JEYT 5487 G0

Al dapas oLl pdll @l S Dysasl] hilieall sie b el Lial smg LS . cpally auil

o VY g gilB a3 Tyl Wladll s (99 o pall Lpble T Butall 37 Gam (g 5 YT le St Lol Laysia il

LBl g3 K syl eote b T AS Cuiiigeud] 5 LS (g0 e 0 Lialal] Ll yull 638 paile



	Page 1
	Page 2
	Page 3
	Page 4
	Page 5
	Page 6
	Page 7
	Page 8

