HEATHEBHE SN 95 A = F = 7T O BB

THk#EF, Prfgdk—, #riwshsr, NI K,

WA —, SO, BRI

— R HA40B1 DR

R, SRR, fomkasa,

i KEE (2018) 43 (3) : 128136

B ¢ it ERFR AR BE CHEAT R BRI L L A =5 = 7058 5 S 724060 (ke 1439
B, FEEEREVET 4 5EB 1 B)) DB D W THRE L7z BERIEHRE o RLERT 13 B M AI36
B, FLEIK (type2) 261, HIFRIAH] 2 61TdH - 72 Memorial Sloan Kettering Cancer Center
) A 7 4331, favorable risk 111, intermediate risk 19%1, poor risk 9 %I, AB 16T -
720 WRIGHRNFNLER 5 8 B, ANZ1761, #E4T 9B (RHASHE 6 B1) T, &M BERESI D
clinical benefiti£73.5% T - 7z, MHFEALEHH O P ILfEIX10.87 H, AWM O I fiix
3417 ACTh o720 8PNIBVT247r AU EORBIFGDSWHETH > 720 F7230% DFEBIDA
ERLDODIZA=F =T oIE SNz, WIERSILZ ) IS, performance statusfi T 1,
poor riskfiEBl, CRP b5 % 38 725E B3 A 5\ B A A A o 720 A F = 71K
MR RSB RE ©, ) A 2 433 A3favorable risk3 X OVintermediate riskiii B T3 A H 7 G 8 :
LEZoNl, FEHROEMPA=F =7 0&GHH 2R T57-0ICEELEZ b/,

%5 HE TEFT M R A /
A A R /S AEHG
Abbreviations

CRP: C-reactive protein (CHUGYEE )

ECOG PS: Eastern Cooperative Oncology Group
performance status

MSKCC: Memorial Sloan Kettering Cancer
Center

NCCN: National Comprehensive Cancer Network
NCI-CTCAE: National Cancer Institute-Common
Terminology Criteria for Adverse Events

ORR: overall response rate (2ZE%)%)

OS: overall survival (44 47HA1)

PD: progressive disease (#£17)

PFS: progression-free survival (43 5 A= £ 1 )
PR: partial response (37 & fi#)

PS: performance status

RECIST: Response Evaluation Criteria In Solid
Tumors

SD: stable disease (%)
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ED¥A A A VIBRBEHRIELATDIT & 7298,
ZRRIEDTH10~20%Th 7", 2D,
s OMBaN Y 7V OIHEL & & D
(2 I8 32 D TTHE S BRI ORI EE T d
BHIENWSNERY Y, BERIEBEICH LT
VEGFY 7 Vv o il % rfuls & L 7= 155 7 25 B
ELEHBE T 50 FEGHEENLMEH I
LI oTe INFETITERT L Z &0
Lo kA BAERRIRID ) 5, IR
BREOERE LDICHERZOT A=V AV b
T A A TR SN, A A
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BINE 2D, FNTA=ZF = THRBIGERE 1
720 BUE, AIRT 6 DRI EH T
ELN, AEHLEI ATV AV M LENLZ
D 6 T FEERIE 2 BRI N 25 2
ENFHNEEZTOTFREYWET H7-DICEHE
Thbo ZNHDGFIENIFEOHT, FFITIES;
DO¥EE, AT, BB O CNZIME R A IS
LIEDZERAERTFOY v FF =X DY T F V5
ERBEENE LGRS AV F Y =7y b
BZHARFa s v FF—ELHEH (multiple-
targeted receptor tyrosine kinase inhibitor) T
HHrA=F =7 (Wi, A—7 1)1,
NCCN #'4 FZ 4 ~ (Version 2.2017) TH 1K
BEELTHRIN TS, T ERHEICE S
JE S5 A /N R DS B T O T 8 2R < AHEY
T5ESNY, WEEMN RN T E B3
FI2S— BB DOHER & U EIRS N A AN H
5o AZF = T35 FAERYEE O TR RN R
EAEVERHO—DLENTEY Y, Z0X)
BEWRIIBWTH —REHRICA=F =725
THIELIZIIERDVDHLEER D,

SFR 4 1%, 20094F 5 H22520154: 8 H £ T
V2 Rt R R R AR BE LT B\ CTHEA T B
L CA=F = 7385 S N 01 405E B O i6H 9
AR DWW TG L 72,

HREFE

20094F 5 H 722520154 8 H ¥ CTHifgREI K%
Kb CHEATIE R LR L A =F = T3 5- &
N7z40B 2 x5 e Lz, SmE LT, X=F
=7 1k50mg, 1H1BTHRGZEEE L
720 PeHHEEE LTI, 4G L, 2otk
QHEMKEST B A T2 — 0 (4¥/21K) %
KL L7z, HEFROLDA=F =T 2 RE
L7=%fy, B592 M 2561 0E L Ty
FHBALL, A=FoToSdkE, BED
ED L, WEROMEST (PD), 58k
Wil FERELOLB, BHFOMEL L7,
PD& 7% o 723EBIC B VT D, IREDMELTHE
RhgEE, BREOHK TA=F =7 %k
T AMEbH ol AZF T OG5 HIGH
B3R L 4 EMC—EoRII, 2~37H
Z & DN E BECTM A 2 1T\, HHERIRD
HE L HERROMREIT - 720 K, ME

SEAFPETFI XS 5 2 = F = 7 i (129)

RoWHZE, EROZAIZLVEY VF 77
7 4 —, BEEBCTHAL, MRIFAS % @ 5B L 720

D406 L, ERRWELEN -, 5705
B, BEpE, BN, AEREL IOV T
BRGBBNTIAE L 720 BRI RIZOWTI
RECIST version 1.1.2 HIWWCRHili L7z F72F
EHLIINCI-CTCAE version 4.0.% v T EFAfl
L7z BIZHMMNIZEED & 7zGrade 2L LD
AEHRLLEL, HLroFERLIIONT
i, BIHENICEOONRDBEEORV
Grade & L 72o Progression-free survival (PFS)
B9 AT REE D B A T 122 v TKaplan-
Meieri: & H W CTHALEIR 2 /E L, PFS& @
BRSOV CRRE L 72,

eV

PFSE & Uoverall survival (OS) (3 Kaplan-Meier
HEHWTHEB L7z, MatP#NEEAEOBREIS
B L CTp<0.052 FEE L7

= ES

4050 D 41 i 1344 - 88j% (P ULfiEe5), 3 1E34
B, 6Bl THo7 (F1), PHMIAEIE
HNEHEA36BITH D, 95 B 4B AERS L
(sarcomatoid differentiation) % £ > T\ 7z, 2
Bl A5type 2 FLBIREMIERE TH Y, R @ 2 4
DA IREA RO IR R R MR AT
g, MEBMOMEEN R I N0 o Tz B
FERFIZIZ16BICHR R 2 R T 7z, B HiBRIE31
BlicATbhize A=F =7 ORGIIMIEREHR
BEA L TWIRER166]3 X OB bRz it e
SRR RO 22360 (F3961) &, 1#o
AT EATHER (THER], B2 L) IX1Tbh
N7zo A=F = 7 BlIGR O AL I i2751,
1460, 561, K2 B, ) 2 o3Ei136, € ofh
9BITH -7 MSKCCY A 7 43¥1%, favorable
risk 1161, intermediate risk 19%1, poor risk 9
B, HEARE1BITH o720 A=F=TIEHA
M A R GOEYREO 1R, 2k, 3
w, AXBPE LT, Thth2d4, 12, 3, 1
BTG SN TV FREFEE LTo 11X,
2, SWEHELT, TheEn32, 7, 14
THG-3N, 1WREHEE LTS NZERDS
%o Tz BIRROSFENEIZY I 7227



(130) Vi SR ESN BhilE KRE - 20184E 9 H
#£1. BHEER
iE#n (vears) 65 (44 — 88)
EVINC Wy 34/6
ikl
Clear cell only 32
Clear cell + sarcomatoid differentiation
Papillary (type 2) 2
Unknown (ZEMEARNiE1T15) 2
PIFERET /4 (1a/ 1b/ 2a/ 2b/ 3a/ 3b/ 3¢/ 4/ UN) 4/10/4/1/11/3/1/4/ 2
HFFEEDH Y (yes / no) 16 / 24
Hikkd D (yes / no) 31/9
BRI (A =F = 7 BHLAIE)
Jiti 27
res 14
Ji 5
i1 2
IVPAY:1] 13
Z DAt 9
ECOGPS (0/1/ 2/ 3) 18/11/5/ 6
MSKCC YV A 7 575
(Favorable/ intermediate/ poor/ UN) 11/19/9/1
BERIBDO A I V7
AR/ 21k / 3IR/ 4IK) 24/12/3/1
TNMGFEIZOWTIEERORERO S DTH S,
ECOG PS: Eastern Cooperative Oncology Group performance status
MSKCC: Memorial Sloan Kettering Cancer Center, UN: unknown
A B
B5HRE mEREE B 5 RmMERE =B 5 MR
(17451)
—— [ |
—

K1, ZA=F=T7oHKGEBLORG A7y Vo=, A#GE. 775%DERANPA=F =7 %E L THIGL Twiz,
B: #5247 Y 2 — ). 90%DIEB DAY J2URD A T 2 — VTG LT\ ize —EOIERI T2/ MKD A7 ¥ 2 — L
WP TETE SN T Wz, 4% /21K B35 /208K%E, 28 /10K 23088 5 /1RKREE.
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MW EZ ol

BGm e G HERK 1R L7, Emo R
%, performance status (PS) 23K F L 728 #&
nE, AEHLPBRSSNDEAIL, FRED
HWrC 1 RHEE SN T2, 2 A
5L, 20% 1 #HMKEST LAV 2—1 (2
/1K) PEERLEEMT L L) HED D
Db 28/ LAKTH G % BG L 72iEBl & -
7oo T4/ 2IRTHRIBLIZEZEDHFESRS
T A2 HMT, #hro&GHikEy 2
JUIRIZER LR D o 720 #5-BIG =,
9 B ASHERE F & D50 mg/H, 17614%37.5 mg/H,
14515325 mg/H Td V), 40643161 (77.5%)
DOIFEBI T G-BAGARED b s L TG-S Tw
720 F MR E OS50 mg/H TR L7296
5 BIAYEE 2 1T o TWize #5781, 406
H36BIAT 4 Fe/ 2 KRG EZRBGLTBY, £
D366 12861 25 4 ¥/ 2 K THREBE, 8 Bl AT 2 %
/1R EDOMD Ay V2= VIZEE L2, 2
B/ UIRTRG L2 3EMIEIHG AT 2 — v
DEFIX D o720

2 IZPFS3E X OS% 7k L 72, PFSO H i
1310.8 H, OSO Y- i334.17 H TH - 72
BEN R L Tid, best response TaFii L 72
Ystr, PRAY8 M (23.5%), SD7s17#1 (50.0%),
PD% 9 $ (26.5%), FHIliANEEA 6 B T o 72,
FHARETH - 72 6 BlIE, 4 403 HIRBEAL
DIDIHHML2HGTEY, 143 ES

A

Progression-free survival

1.0

0.8+

0.6+

0.4-

0.2+

Progression-free survival rate

0.0 d T v T 1 L L T

Months

SEAFPETFI XS 5 2 = F = 7 i (131)

LODI0HM LG5 TEhdol. 141
ORI CHW CEb e ik L, i T
Mo lze LW o THERYMIZHE L Tldoverall
response rate (ORR) 72%23.5%, clinical benefit
rate (PR+SD) #373.5% T - 725

PFSIZ B 2 W etk & 5 120 WTH
A LEN LR 2K 31T Lz PRI
RIOfENTTlL, RN o B R E 12 B
W, R O A O RER] & W RERE 1L %
PEo 725EBI O 2 BERNCPFSORMEEH A B %
b7z (p<0.0001), F 72ECOG PS 128 W T,
PS 0& PS 1L E OB CTHEEHANA B A Z D
7z (p=0.0002) . MSKCCY A 7 53 HldH B A%
RO olze TOM, HEIZIIRL TR
2, B O A= F =TG- £ TOMMIZAERE
iz (127 ALLT vs. 12 A<, p=0.0004)
¥/ AZFZTHBEROFEROHE
(p=0.2551), FEBOH M (p=0.2106), ) ¥ /%
iR DA (p=0.8425) I3F HAZBD LD >
2o AZFZTEGHIMMET — 7 I LTI,
CRPfi2%, >0.3 mg/dL & 0.3 mg/dLLL T O HEH
2BV TREH A B Z B 7z (p=0.0261),
—7, BMOHHE ($=0.2105) LHIEH V>
2 f# (10 mg/dL< vs. 10 mg/dLEL k-, p=0.156)
WBWTIEHEEZRO o7,

AERFIIOVWTHE2 TR LA, Grade 2F
TOHEFEEH%L L, Grade 3V LOFEFS
BHBT LI ThH o7z ERFERLL

B

Overall survival

1.0

0.8+

0.6+

0.4+

Overall survival rate

0.24

00— T T 1

Months

2. A=F = THRAGRERI O MERGEAAR RS L O B A) ol 108 7 ATH -

720 A B) O YLflE 34157 HTH 72,
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>

RIS B ECOG PS C  MskccYzrY4 48

10
p=0.0002 a: FS8=0
: Favorable
| =0.1195 a
(avs. botd) 08 ’ b: Intermediate
' ¢: Poor
0.6 a

-
o
-
]

a: clear cell only

0.8 b: papillary

c: clear cell with
sarcomatoid change

0.6

Progression-free survival rate
Progression-free survival rate
Progression-free survival rate

p<0.0001
0.4 . (avs.c) O.4—I T D44 b
0.2 b a 0.2+ 0.2
1 Cc
0.0 T T T T T 0.0 T T T T T T 0.0 T T T T T
0 v 220 30 4 S0 € 0 0 220 30 40 %N 6 0 0 20 30 4 S0 60
Months Months Months
D = 2113 E F el 4
ﬁmEo) ﬁn“ .[m.”‘*’im; o)ﬁnu

10 10 10
e LL o BOED g g #L
= a HERFELIE a7
= 08 = = 08 = 08 p=0.9438 b &Y
E b: 7L % Z
= 1 089 1
Z os =0 S o6 E 0.6 a
2 3 g
£ pa b 504 W04
= = =
E] 2 2
Z 2 . 2 b
& o0z & o g o2
= =11} =1
2 e 2
& oo : r . r . & 00 . : - : : - Y . : ; ; "

0 M 20 D N 0 6 0 ¥ 2 B 0 0N & 0 SR T T - B
Months Months Months

3. FEARRBELAEI N T & AR L OB, A EFLITOWTIE Grade 2 DL E &R L7z, A IRUTHITR RN
MR B\ CREARR b % BiAE 3 2 BS54 02 PFS 285 o 720 B: PS1LLEIZPSO & [k L CTHEIC PFS 4
Molze C:MSKCC YV A7 BHHIIAELEZRD LD o720 D BIUEO I F 72138 I3 2 SEBN TG A 22 1L 5R
DHENRVL DD PFS 255 A2 HINICH - 720 E: i ERRA % & 72 LERIEMETFAEZITRD N2V 0
@ PFS 738 < 7 610 % 586720 Fr VMR O A B L Cld 2 BER CH BT 2 00 720

#£2., A=F=T7u5HRL LENORERS LT, &FhERRA (30%), MM (27.5%)
HER G Grade 2 Grade 3 or 4 Grade 2—4 T Eo M EE, HFIREAEREIET (20%),
BHEH(%) %(?)‘%fc %(g%a‘c O (175%), BRI (156%), SiEO BB

TEHE (125%) R ERELRDDTH o 72,

5 I 5 (12.5) 0 (0) 5 (12.5) HEHRLLPFSL OB#EIZOVWTHRET LzE 2

A, EIMEOWBE W LHE (p=0.089), UfH
BRIKA DB (p=0.0518), M/MLRA DT
/MR A 1025  1(25) 11(27.5) (p=0.9438), HURIREEAEIE T D 5H (9=0.2608)
BV TR EIAE B R0 o 72,

AZF ZTRGPENTH - IIEB OF# %

IR BRIR A 11 (27.5) 1(25) 12 (30.0)

FURBR BRI T 7 (17.5) 1(25) 8 (20.0)

ASTYit -5 1(2.5) 0 (0) 1(25) HILPICT B 70DIZ A =F =793 2 4R DL RIS
JVTFEVEER 35 000  3(75) TS SAEFIOFME RS ISR L 720 208

FEBI 4 TIRDIMIN B C AR /1L & 1 5 SEB]
HIRERE SR L2y 0o 1e@s) X% 4o 720 PSIE1HI% B T2 RS T
B 1(25) 0 (0) 1(25) X TPS 0T dH - 720 MSKCC%# T ldpoor risk

SEBNI 2020 720 A=F =7 OFH-BMh &3 HE
FHE D50 mgH G- I N7=DE 26 DA TH
A T 6 (15.0%) 0 (0) 6 (15.0) D, IR L CHIE S NIERA S 0o 1o i
ehmiE 8Bl 66 (75%) 225 mgTdh V),
P 58 9537.5 mgh L OFEB X 2 Bl D AT
Hotze SPNTETAB/2IKTRHIBEI N

LI 5 (12.5) 2 (5.0) 7 (17.5)

HERGIIBEM BT OR D EVGrade ® £5H L 72,



43% 375 HEATHEE N3 5 A =F = 7 iH# (133)
F3. A=F=T7% 2D LEHRGTE 2 8IEH
v =N
MSKCC . O L s T Rt
Case ,) =z 7 PS fﬁﬁ?ﬁiﬁ%ﬁ $K%%B1!L 9 ’f NV 7‘ Hi"rf‘%rilg)%‘i *Q%“Fl’fﬂlgl"f‘j *Qg‘ﬂﬂﬁ% PFS
. o ene N u o 25,0 M
1 Intermediate 0 Clearcell Jili, V) > /<4 2k 50 / 25 a¥e/ 2k 28/ 14K (SDEkIE )
- e N - n 33.2M
2 Favorable 1 Clearcell Jix, fifi, ) > /<4 1% 375/ 25 482/ 24K 28/ 11K (SD¥kEH)
y u o 356 M
3 Favorable 0 Clear cell i 1%k 25/ 25 4%/ 2K 4%/ 21K (SD&kSEE )
i, y o L 39.8 M
4  Favorable 0 Clear cell Jiti, 8 1% 50 / 25 a¥e/ 2K 48/ 24k (PD)
5 Favorable 0 Clear cell ifi, Ml Gl 1 25/ 25 4¥%/ 24K 488/ 214K Z?P%l;/[
. N 1, ™ 253 M
6 Intermediate 0 Clear cell Hiti 1k 375/25 AP/ 24K 4¥%/ 21K Sk
y u u 61.0 M
7 Favorable 0 Clear cell JiT 1% 25/ 25 a¥e/ 2k 28/ 14K (PD)
8 Intermediate 0 Clear cell WIS, T 3 W 375/50 4%/ 24K 488/ 24K 4(113%1;/[

MSKCC, Memorial Sloan Kettering Cancer Center; PFS, progression-free survival; PS, performance status; SD, stable

disease

442/ 2K 485/ 2 KSR, 2 8¢/ 14K 2 S/ 1 K3

F4., A=F =T % 2D EHREGTE SIER & NSO 32 JEFI O LK

2 4B L 2 4Kl 5
(n=8) n=32)
MSKCC'V A 7 (favorable/ intermediate/ poor) 5/3/0 7/ 15/ 9 0.0556
MSKCC'Y A 7 (poor vs. others) 0/ 8 9/ 22 0.0823
PS (Ovs. 1LA 1) 7/1 11/ 21 0.0069
FHAETY (clear cell vs. others) 8/0 24/ 6 0.1681
R E (1T vs. 2 BLE) 3/5 15/ 17 0.6336
IR DAHHE (yes vs. no) 4/ 4 10/ 21 0.351

A, 3HNCBVWTIIHEERLZHMT 572012
2/ 1IKICEH ENT W, A2F T2 E
WIS CE7EPOREEH S 2T 5729
12, A=F =T % 24D EHRG T EERI L 2
ERW OB TH - 7B O 2 B TR L 72
(#24 ). MSKCCIZ L Tidpoor riskJE 5 A% 2
SEDL B P G TA e W & BB 7o A A X
otz PSIC LTI, 24EMERES TR
THEBIRE IS BV TH EICPS 0D RER 2% 2 -
7oo ARRAY, REEE, WMEOAMICEIL TIE 2

HEHICAEEEZRO Lo T2,

%

=

B i BE LR 2B BE A2 8 ) % AEA T Lo

T BHAZT Z T DHRFEANI O VTGS L 720
PFS® H Jefi1310.8 7 JI, OSO HgLfii1334.1
RHTH o7z WHHENRICTE L CIE, BT REAE
HHCORR223.5%, clinical benefit rate?373.5%
TdH o720 Goreb DHEATHER RIS T A=
= 7 OEHEEE L, PFSHYLE 1067 H, OS



(134) Frox#E 12 H

thaefli 1844 H X #it LT 5", Tomita 13
RIFIZ B B #ATEER I THA=F =T D
BERRR 2 #RE L, 1 REEEE L TOPFSH R
131227 A, OSHULfiliix33.14 A, HiAHA
B B 3PFSHIYLE 1064 H, OSHufit 32,54
AL LTH 0, ke oBHRE L UL
7 TH o720 F 72Miyake 5 1211061 D #z R
PERHEIERNC —IRIERE L TA=F =T 2 &5
L, PFS787 A, 05332+ H, ORR 27%, clinical
benefit rate 86 % & #7 L Tw 2", — 7,
Motzer & |ZPFSH UL 9.7 H, OSH1JLH 234 »
HELTBY, WkoF— % TIROSIZAFED
WO & T B GBS - 2. 724
Jiti 5% D F) W B T ld Grade 3L LA EFH L %
#Z L2 ERNZ12.5% CTdh - 7258, &5 Hko
HHD30% VHEFRIILLbDTH- 72,

SEAT PRI (20 L TRk~ e 0 TR 3R 23
fEHCTE AR E Y, BRA4 o FENEEZ Y
AIVITEISBRIHERHT A EVEELE
hoT&7, 121 O0FAOPFSEZEL TE
NZBEZFOTFRIIHHIICERT LT TH
%o AHf7E DKaplan-Meieri: 12 X 5 g T,
HLRR T B AR L 2GR D A ERI R, ECOG
PSHSHEEAL L 7256, CRPD L&A % 388 5% JiE #l
IZPFSH & THA > 720 NCCNDH A FF 4
> (Version 2. 2017) 2B\ T b WERS L%
TR0 B BHINRE LI L Cid, oo BRI eE & IX
mEn, BN LAY EVE RFYLE Y
YR EIZEFEETEORBIYAIREN T W
%o WAL % D B O FHRIE 5 TS
DERICBVWTHVWELRARRTHY, SHOE
PhEEEZ b BT ENIEDOPFSO Tl [
F & LCCRPD A AL G ST WwBRY,
VR P 511 O CRPE L 70 T EE B SR TR 12
B APFSOEE 2 TFHK T & ShTHY Y,
X B2 TRE P 5% O CRPIE DX T b PFS
ROSOARELZTHMHNFTHL ETH2HEDVD
%', CRPIZfiEIZHE T & 20 T3 O
RETFUTHEELZHATFLEEZEZONS,

DT RENEORGIC L DHEEREIVRITN
TEEHN OF Gk fe i LR LR T WS, AERR
DM PFSOIEREZ Tl T AR L 2b T L
LWEENTE™, HREOHEHLZD
MBI RO R 2/ 272012130 %

PR KRS - 20184 9 H

BrnEwIEZ LD 5. Pl IEHEIMEDH
BUI A =F = 78 5EMIIB W TPFSOIEE &
MHET L ShTwa”, 2F ) 2=F=
T DR F A WS B 7260 1ML EE ASA Rh Il
HREE CEAT2LEND Y, HIMEI B
e LB 2R A = F = 7 OIEEEDSH R
MR F TR LTW A MEBENIEEE 25 b
DEWREINT VD, TLA=F=TRVT
7= T2 LN BT, UK AR
KT 2SHELT 2 BE TRPFSHEW 2 & 25
ENTWBY, KD subgroupfihr iz 5T
&, BIUEZ R LEMIEAEAIZEZVEOD
PFSHEWEHIIZ 3 1), PFSEERE O PN T-&
BB H B E bz (X3D).

IR D X )2 FENELRMHT 5729
I2iE, FEHFROTA—V AV IHPEETH
%o AZF = TIIIEITIE R & DOFEIRA LB
CHBLTAHEHITH Y, AEFLEZEWNT 2L
KAHE SN TwD, RENZFTEE LTRSS
YA NVOEREDND S AR 4 85 2 K
F(4/2K) Y ELTWEHTH S
A, 208G 1HERE (282/ 1K) o5
47 0VET 5T EIC X Drelative dose intensity
ERELDS, FERZEZEMTE 52 L
HERTWVBEY, Kondoblx, A=F=7D
2P/ 1RO G A r ¥ 2 — Vs 4 ¥/ 24k X
rva—)VEEEL, oncological outcome % [f]
BIRL GV OAERZLERIMTE LI LW
HL72Y, AFZRICBWTIE, 44/ 21KkTH
L CWBREBIN S o 72085, JEFNC L - Tid
2P/ VIRIC A ¥ 2 — )V & 28 L 5-h3fkfe
TETCVBIEBDPIE L7z 51, 28/ 11K
AT a—= VEREBIIZEAT LI LX),
AERG L 2R IRERZRS T 2 L AT
XD REMNRH S5, ZOLI KRG HEE TR
52 L) EH OB Rk TE UL, K
DIYREICBITTH T TORMZEL TS
EOSTE, MR EARIN 2 LR A Ee
Vb

AZF ZTHBRRITH o 725EB 2 H 5 52
T4, AZF=TORGIZE) 24D
WA IV P E— VT &7z §HERIZ DWW THRET
L7ze A=F =7 T2 LoRNMHS%Z 2
Y ha—) v TEIERIL, MSKCCY A 7 44
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T

Cfavorable risk7z \» Lintermediate riskii ] T
» Ypoor riskIEB T A =F=FI2k B a v}
O— V8L WS EPER SN E72, PS
B L CTld, MSKCCY A 7 43¥ % — BB L
TWb DL Bbbh, 87.5%DFERIAPS 0
TdH ) PSHS BT RIEBI 5% 52 o 720 HHEAENZ
8 B3 R TRIAMI A B Ml Ch v, WIERE
AR S 72 DIE %R <, FIFRIFARIESHILNE O
JEBI b 2o 720 W40 IS 4 B P RE Ak 5
LZE->TBY, IS ABOERINA=F =
THG% 6 7 HUPNIH LT LTz, 724061
o 2 BN IER BTG DREBI S - 7258, 161
DOPFSIZ13.67 HTH Y, b5 16lI3FEHEL
DO RMIZA = F = 7o h ik ENER T
HoTzo FFRIMIIE T2 A =F =7 D%)
FAZRIAMINE T 20 RIC RS &85 &
ENTVEHRY, AFRICBVWTIRHETE %
Motz A NI A EEDEATIEE R RE D
FHTH o 7RI BRI I P ERA RN
T L ENTED, RUFFRICB W TIITIBIE
BITHRELIHEHR Y PO — IV TETWLIERD
L7z, &S5RI LT, BH&ESTE:
JEBIDIT & A E D3 T25 mg/daylZ = S 1L
THY, FAIIBWTIZ50 mg/day TldA EH
Gesii BT BIERNL W L 2RI L TV
HDMH LN,

= B

BEEZ BT B MEFTTEE 40BN § 5 X = F
=T OMMPDOGEHRBAEIN O W THAE L 7.
73.5% D HEBIIZSDLL _E Dclinical benefith 5 &
M, SHICREIESRER S AEL Twizo—h,
HERGTRGPILE o ERM D L L, AE
HLOEHN A =F =705 WM EERET 5
FeDICEEEEZ SN, AERREEMT S
TRZ LI RGHIN Z2 LR TE 50 RelEs
HhEEZEZbBNTZ,

FAEABC (COI) = AHFJE L B -5 % F 4 AH K
=L

X ik
1) Mancuso, A. and Sternberg, C.N.: New treatments
for metastatic kidney cancer. Can. J. Urol. 12 (Suppl
1):66-70, 2005.

SEAFPETFI XS 5 2 = F = 7 i (135)

2) Campbell, S.C., Flanigan, R.C. and Clark, J.I.:
Nephrectomy in metastatic renal cell carcinoma.
Curr. Treat. Options. Oncol. 4: 363-372, 2003.

3) Oya, M.: Renal cell carcinoma: biological features
and rationale for molecular-targeted therapy. Keio. J.
Med. 58: 1-11, 2009.

4) Kondo, T., Takagi, T., Kobayashi, H., lizuka, J.,
Nozaki, T., Hashimoto, Y., Ikezawa, E., Yoshida, K.,
Omae, K. and Tanabe, K.: Superior tolerability of
altered dosing schedule of sunitinib with 2-weeks-
on and 1-week-off in patients with metastatic renal
cell carcinoma--comparison to standard dosing
schedule of 4-weeks-on and 2-weeks-off. Jpn. J. Clin.
Oncol. 44: 270-277, 2014.

5) Ezz El Din, M.: Sunitinib 4/2 Versus 2/1 Schedule
for Patients With Metastatic Renal Cell Carcinoma:
Tertiary Care Hospital Experience. Clin. Genitourin.
Cancer. 15: e455-€462, 2017.

6) Wahlgren, T., Harmenberg, U., Sandstrom, P.,
Lundstam, S., Kowalski, J., Jakobsson, M., Sandin, R.
and Ljungberg, B.: Treatment and overall survival in
renal cell carcinoma: a Swedish population-based
study (2000-2008). Br. J. Cancer. 108: 1541-1549,
2013.

7) Grunwald, V., McKay, R.R., Krajewski, K.M.,
Kalanovic, D., Lin, X., Perkins, J.J., Simantov, R. and
Choueiri, T.K.: Depth of remission is a prognostic
factor for survival in patients with metastatic renal
cell carcinoma. Eur. Urol. 67: 952-958, 2015.

8) Miyake, H., Miyazaki, A., Imai, S., Harada, K. and
Fujisawa, M.: Early Tumor Shrinkage Under
Treatment with First-line Tyrosine Kinase Inhibitors
as a Predictor of Overall Survival in Patients with
Metastatic Renal Cell Carcinoma: a Retrospective
Multi-Institutional Study in Japan. Target. Oncol. 11:
175-182, 2016.

9) Tomita, Y., Shinohara, N., Yuasa, T., Fujimoto, H.,
Niwakawa, M., Mugiya, S., Miki, T., Uemura, H.,
Nonomura, N., Takahashi, M., Hasegawa, Y., Agata,
N., Houk, B., Naito. S. and Akaza, H.: Overall
survival and updated results from a phase II study of
sunitinib in Japanese patients with metastatic renal
cell carcinoma. Jpn. J. Clin. Oncol. 40: 1166-1172,
2010.

10) Gore, M.E., Szczylik, C., Porta, C., Bracarda, S.,
Bjarnason, G.A., Oudard, S., Hariharan, S.,Lee, S.H.,
Haanen, J., Castellano, D., Vrdoljak, E., Schoffski, P.,
Mainwaring, P., Nieto, A., Yuan, J. and Bukowski, R.:
Safety and efficacy of sunitinib for metastatic renal-
cell carcinoma: an expanded-access trial. Lancet.
Oncol. 10: 757-763, 2009.

11) Miyake, H., Miyazaki, A., Harada, K. and Fujisawa,
M.: Assessment of efficacy, safety and quality of life
of 110 patients treated with sunitinib as first-line
therapy for metastatic renal cell carcinoma:
experience in real-world clinical practice in Japan.
Med. Oncol. 31: 978, 2014.

12) Motzer, RJ., Escudier, B., Bukowski, R., Rini, B.I.,
Hutson, T.E., Barrios, C.H., Lin, X., Fly, K., Matczak,
E. and Gore, M.E.: Prognostic factors for survival in
1059 patients treated with sunitinib for metastatic
renal cell carcinoma. Br. J. Cancer. 108: 2470-2477,



(136) Vi =R ESN BilEKRE - 201849 H
2013. H., Sadahide, K., Hieda, K., Shinmei, S., Shoji, K,
13) Fujita, T., Iwamura, M., Ishii, D., Tabata, K., Inoue, S., Hayashi, T., Inoue, Y., Ohara, S., Mita, K.

14)

15)

16)

Matsumoto, K., Yoshida, K. and Baba, S.: C-reactive
protein as a prognostic marker for advanced renal
cell carcinoma treated with sunitinib. Int. J. Urol. 19:
908913, 2012.

Beuselinck, B., Vano, Y.A., Oudard, S., Wolter, P.,
De Smet, R., Depoorter, L., Teghom, C., Karadimou,
A., Zucman-Rossi, J., Debruyne, P.R., Van Poppel,
H,, Joniau, S., Lerut, E., Strijbos, M., Dumez, H.,
Paridaens, R., Van Calster, B. and Schoffski, P.:
Prognostic impact of baseline serum C-reactive
protein in patients with metastatic renal cell
carcinoma (RCC) treated with sunitinib. B.J.U. Int.
114: 81-89, 2014.

Teishima, J., Kobatake, K., Hayashi, T., Seno, Y.,
Ikeda, K., Nagamatsu, H., Hieda, K.,Shoji, K.,
Miyamoto, K., Inoue, S., Kobayashi, K., Ohara, S.,
Kajiwara, M. and Matsubara, A.: Prognostic
significance of C-reactive protein in patients with
intermediate-risk metastatic renal cell carcinoma
treated with molecular targeted therapy. Oncol. Lett.
8: 881-885, 2014.

Teishima, J., Kobatake, K., Kitano, H., Nagamatsu,

17)

18)

19)

and Matsubara, A.: The impact of change in serum
C-reactive protein level on the prediction of effects
of molecular targeted therapy in patients with
metastatic renal cell carcinoma. B.J.U. Int. 117: E67-
74, 2016.

Kucharz, J., Dumnicka, P., Kuzniewski, M., Kusnierz
Cabala, B., Herman, R.M. and Krzemieniecki, K.: Co-
occurring adverse events enable early prediction of
progression-free survival in metastatic renal cell
carcinoma patients treated with sunitinib: a
hypothesis-generating study. Tumori. 101: 555-559,
2015.

Fujita, T., Wakatabe, Y., Matsumoto, K., Tabata, K,
Yoshida, K., and Iwamura, M.: Leukopenia as a
biomarker of sunitinib outcome in advanced renal
cell carcinoma. Anticancer Res. 34: 3781-3787, 2014.
Riesenbeck, L.M., Bierer, S., Hoffmeister, I., Kopke,
T., Papavassilis, P., Hertle, L., Thielen, B. and
Herrmann E.: Hypothyroidism correlates with a
better prognosis in metastatic renal cancer patients
treated with sorafenib or sunitinib. Worid J. Urol. 29:
807-813, 2011.

Sunitinib treatment for patients with advanced renal cell carcinoma

- experience of initial 40 cases

Ayako MASUNAGA, Keiichi ITO, Masayuki SHINCHI, Makoto KAWAGUCHI,
Shinsuke TASAKI, Kenji KURODA, Akinori SATO, Junichi ASAKUMA,

Akio HORIGUCHI and Tomohiko ASANO
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Abstract: We evaluated 40 initial patients with advanced renal cell carcinoma (RCC) who were
treated with sunitinib at the National Defense Medical College Hospital. Thirty-six tumors were
clear cell RCC, and two were type-2 papillary RCC (unknown, 2 tumors). Memorial Sloan
Kettering Cancer Center (MSKCC) risk criteria were favorable in 11 patients, intermediate in 19,
poor in 9, and unknown in 1. The response rates were as follows; partial response in 8 patients,
stable disease in 17, progressive disease in 9, and not determined in 6. Therefore, clinical benefit
was achieved in 25 patients (73.5%). Median progression-free survival (PFS) was 10.8 months, and
median overall survival was 34.1 months. Sunitinib could be continued for more than 24 months in
8 patients (20%). Sunitinib was hindered by adverse events (AEs) in 12 patients (30%). Patients
whose tumors had sarcomatoid differentiation, patients with decreased performance status,
MSKCC poor-risk patients, and patients with elevated C-reactive protein levels had significantly
shorter PFS than their respective counterparts. In conclusion, sunitinib appeared to be an effective
agent in patients whose tumors were clear cell type and who were categorized as MSKSS
favorable- or intermediate-risk. AE managements appeared to be quite important in achieving a
long treatment duration with sunitinib.
advanced renal cell carcinoma / sunitinb /
overall survival ~  adverse event
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