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Targeted Therapy in Metastatic Renal Cell Carcinoma

Yong Hyun Park, Min Yong Kang, In Sik Hwang, Chan Soo Park,
Sung Han Kim, Ja Hyun Ku, Cheol Kwak, Hyeon Hoe Kim

From the Department of Urology, Seoul National University College of Medicine,
Seoul, Korea

Purpose: To evaluate the efficacy and safety of targeted therapy in patients
with metastatic renal cell carcinoma.

Materials and Methods: In this retrospective analysis, 43 consecutive patients
with metastatic renal cell carcinoma received targeted therapy between
December 2005 and December 2007. All patients underwent radical nep-
hrectomy. Twenty-two patients received targeted therapy as a first-line
treatment and 21 as a second-line treatment.

Results: The median follow-up duration after radical nephrectomy and
after the initiation of targeted therapy was 87 and 14 months, respectively.
The initial response rate was 74.4% (partial response 37.2%, stable disease
37.2%) and the last response rate was 34.9% (partial response 4.7%, stable
disease 30.2%). The median survival was 17 months (95% confidence interval
(CI), 11.6-22.4) and the median progression-free survival was 10 months
(95% ClI, 7.5-12.5). Eleven patients (50%) with synchronous metastasis and
3 (14.3%) with metachronous metastasis died from renal cell carcinoma
(p=0.023), but there was no significant difference in terms of median
survival (15 months vs. longer than 14 months, p=0.210). Also, there was
a significant difference in the overall mortality of the MSKCC risk groups
(13.3% vs. 44.4%, p=0.049), but no significant difference in median survival
(longer than 14 months vs. 15 months, p=0.236).

Conclusions: Targeted therapy shows promising clinical activity in patients
with metastatic renal cell carcinoma. Time to metastasis and MSKCC risk
group may be associated with overall survival, and the prognostic implications
of those factors should be analyzed in further prospective studies. (Korean
J Urol 2009;50:1-5)
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Sorafenib< 400mgs 14 23] mjQd H&3l= Ao F 4
F F7) 2 FoFste) o, sunitinib 50mgs 4577 Y
S 270 Fokehe WA R 65 F/12 Fobal
FAgo] vbAE 739 sorafenib<- 400mgs 19 132 7"‘%
AL YA Feksbed 2™, sunitinibS 37.5mg, 25mg, 12.5mg
o= gl 94 Fselet

Sorafenib<> 45=u}t}, sunitinib2 65Fulcl $Hx}2] B 9
Zol] whg} FH s XA AA, B2 g FH o3l
%, F94 BRA A S Adsto] Aetelet A5
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HF-2-2] 3142 Response Evaluation Criteria in Solid Tumors
(RECIST)®] 7]l whah! X1 89] 54 7= NCI common
toxicity criteria, version 201 w2} AJe§s}3ic).
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EA] A& SPSS 11.0 for WindowsS AH-&-3l9l L, 2 &+
of] tidt gEH]| 2= Mann-Whitney U test2} Pearson’s chi-
square testS o]-gslg o, 7t F 7+ AEEL XolE Ka-
plan-Meier analysisS A3t & log-rank testS A-gslo] 7]
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Table 1. Patient characteristics and best response

Characteristics No. of patients %
Sex
Male 30 69.8
Female 13 30.2
Age (years)
Mean+SD 58.6111.9
Range 34-79
Body mass index
MeantSD 23429
Range 18.7-31.8
ECOG performance status
0 33 76.7
1 7 16.3
2 3 7.0
Prior therapy
Radical nephrectomy 43 100
Metastatectomy 19 442
Immunotherapy 22 51.2
Metastasis
Synchronous 22 51.2
Metachronous 21 48.8
Initial response
Complete response 0 0
Partial response 16 372
Stable disease 16 372
Progressive disease 10 233
Last response
Complete response 0 0
Partial response 2 4.7
Stable disease 13 302
Progressive disease 27 62.8
Total 43

ECOG: Eastern Cooperative Oncology Group

3 9] 3ALE A|2]sla= E5F Eastern Cooperative Oncol-
ogy Group (ECOG) performance status 1 ©]/4}¢]9} 2™ (Table
1), MSKCC risk group’oll we} B-5F 4193 wjl favorable-risk
group®] 15#] (34.9%), intermediate-risk groupe] 28%| (65.1%)
%.2w poor-risk group< A Th ZA A {3 we} £
Fol9ls wll, clear cell typeo] 382 (88.4%), chromophobe
type, papillary type, collecting duct typeo] Z+Z 18] (2.3%)%
o, unclassified typeo] 2| 4.7%)S1 ).

ek gA] oju] gAA |7} URW A= 229 (51.2%),
FA 717 T AAA- o7} kAR A= 217 (48.8%)°] 9
on], & ¥ AAA- 7} AR THA G 717k AT 257
E19.)MLol ek A EE ARAHEE A3 57t
227 (51.2%), oI AX 5E Al B3t 7397} 217 (48.8%)°] %
ot X85 FAZE 18] (25.6%)A] sorafenib-g A&7 .2
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Fig. 1. Progression-free survival in 43 patients with metastatic
renal cell carcinoma treated with targeted therapy; 14 patients were
progression-free at the end of follow-up.
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Fig. 2. Survival time in 43 patients with metastatic renal cell
carcinoma treated with targeted therapy; 28 patients were alive at
the end of follow-up.
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Qb W 372%) o, HE HESES 34.9% (F-& I3

4.7%, Q+A ¥ 302%) T} (Table 1). 7)ol HE 23 g
Qg Wwo g X gof vhg-& ikt Asfsr] 7t 2z
= A7+ 10709 (95% CI, 7.5-12.5)°] %At} (Fig. 1).
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Fig. 3. Survival stratified according to the first-line or second-line
treatment.
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Fig. 4. Survival stratified according to the time from initial
diagnosis to metastasis.
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Fig. 5. Survival stratified according to risk group.

1409 o] o FAF R ou gl Aol il (p=
0.210) (Fig. 4). Favorable-risk groupell4] 2% (13.3%)3} inter-
mediate-risk groupoll4] 127 (44.4%)0] Abaslsd o1} (p=0.049),
T4 AETLLS 14 o] ZF} 15719 (95% CI, 11.6-22.4) 2
AR SR ou| Q& Aol Tt (p=0.236) (Fig. 5).
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Aol AAEGL: FUA Erk AR Foll 1Hh-gslA]
v tEAR e, TAXEATL MLET] A7 =
HAX] g7 F2 A3iE o] gt} 21} interleukin-2 (IL-2)
9} interferon-alpha (IFN- @)% Z7Fo.& s} wo] 289 7
o= X & HhS-Eolut AE 717 Solle AP} Ao’
olell 2 thekdt 71A & 7HA = TAX EA7}F EEle
v, o] Fo|A% vascular endothelial growth factor (VEGF)
receptor®} platelet-derived growth factor (PDGF) receptorg 3
Z 0 2 3} sunitinib?} sorafenib> 7|E2] w1 X 59} vl
slo] B2l G3S Ho|wHA] FHZox= HolA AAEY
A g EF AEgEE 1AL ek

Sunitinib< VEGFR, PDGFR, KIT, FLT3R tyrosine kinase
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Holx Qlo] AAZ XX &
2 Qlst QA AIE AE AL 63-67%0] ]2 Ao
2 RBux3 Qo). Sorafenibe VEGFR, PDGER, raf kinase
28 sl AF FAKEAZ sunitinib? vp7FA 2
Zoko] A WA B APA L ARl AFE 7}F e} Sorafenib
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