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Targeting therapy of hedgehog signaling in metastatic renal cell carcinoma
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This study reports that retrospectively reviewed clinicopathological data
from a total of 39 consecutive Japanese patients undergoing radical nephrectomy, who were diagnosed
with metastatic clear cell renal cell carcinoma and subsequently treated with sunitinib as a
first-line therapy, and evaluated whether expression levels of Hedgehog signaling-related proteins
and major molecular targets of sunitinib in primary RCC specimens could be used as a reliable
prognostic factor for this cohort of patients. We concluded that GLI2 appeared to be associated with

the prognosis of Japanese patients who were treated with sunitinib as a first-line therapy for
m-ccRCC. Furthermore, GLI2 is involved in the acquisition of resistance to sunitinib in RCC.
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Cox Sunitinib
Gli2
Sunitinib Univariate Multivariate
analysis analysis
Hazard Ratio Hazard Ratio
Variables @5%cy  PValue gsecy P Value

Age(years) (younger than 70 vs 70 or older) 150 (0.65-3.44)  0.33
Sex (male vs female) 146(048-4.38) 049
Kamofsky PS (80 or greater vs less than 80) 0.77
P f metastasis at di (negative vs positive) 0.42
Pathological T stage (pT1 or pT2 vs pT3 or pT4) . 0.13

St . Weak . Grade (2 vs 3) 172(0674.40)  0.25
Microvascularinvasion (negative versus positive) 1.71(0.39-7.40)  0.47

rong expreSSIOH €a ExprESSIOH Multiplicity of metastasis (solitary vs multiple) 1.14(0.47-2.73)  0.76 - -

MSKCC risk group ( favorable or intermediate vs poor) 257(1.03-7.19) 0.042 215(0.23-19.8) 0.49
Heng’s risk group ( favorable or intermediate vs poor) 1.27(0.33-1.86)  0.58 - -
Pretreatment serum C-reactive protein ( normal vs high) 269(1.07-6.73) 0.034 2.24 (0.68-7.43) 0.18
Gli1 ( weak expression versus strong expression) 1.04(0.43-2.53)  0.91 - -
Gli2 ( weak expression versus strong expression) 357(133-952) 0011 3.86(1.11-133) 0038
VEGFR1 ( strong expression versus weak expression) 269(1.106.58) 0.029 5.17 (0.38-69.8)  0.21
VEGFRR2 ( strong expression versus weak expression) 6.

0.040 3.55(0.23-526) 0.35

PDGFR alpha ( weak expressionversus strong expression)

PDGFR beta ( weak expression versus strong expression)

CyclinD1 ( weak expression versus strong expression) 2.04(0.854.90)  0.10
CyclinE ( weak expression versus strong expression) 1.12(0.47-2.83) 079
TGF-beta ( weak expression versus strong expression) 1.56 (0.64-3.78)  0.32

= 100 7
=
S 80
g
n 607
Q
£
T 407
S
@
@ 207 1
é? o |  Stengn=i4 GLI2 expression levels in radical
T T T T T T T T
0 5 10 15 20 25 30 35 nephrectomy specimens as a predictor of
Follow-up (months) p=0.0072
disease progression in patients with
Gli2 Sunitinib metastatic clear cell renal cell carcinoma

following treatment with sunitinib.

Furukawa J, Miyake H, Fujisawa M.
T Mol Clin Oncol. 2016 Sep;5(3):186-192.
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