TUH WK, 82:224-233, 2020

B

i At

B VBN L2 X9 5 cytoreductive nephrectomy D =D L &

B R R b DR BT TS A PR A
moAE R & WOE

8% -

R PEEHHIEO)E  (metastatic renal cell carcinoma; mRCC) (ZxF L, cytoreductive nephrectomy (CN) i,
HWEDOTTREREEZ R L TET 4 M A VEEERIL, randomized controlled trial (RCT) (2358
WC AV —=TxaYHMED S A 0y —7 20 RGAZ CN 61T L 72 5056 B2 24T (overall
survival; 0S) OEEDREN/ZZ LH 5, CN IEEMIEEEEZ ONDL L) Ik o7z 2D, vascular
endothelial growth factor tyrosine kinase inhibitor (VEGFR-TKI) % mTOR FHEH] D5 T =AY H%E A &
n, YA MU VEELD ORI AR M OERAVR S 2. 205 b CN ks L T17h
n, #ODPOBMEME T, STEMEFRIZBWTD, CN DT S 72 BE 2B VT 0S OIEEDHE
ENtze =0, T ITN=THENT, FHRIAZETFPLZEETIE, CNOBERI LW L RSN,
F D%, T RERESERICBIT S CN OEFRZHRL7-012, 220 RCT HM1bH N7z CARMENA trial i,
HIEE CN+A = F = 7 & A =7 = 7T HMGE LR 2 el L 7238, A =7 = 7yt & i L <, Bl
CN OEFIZFIHEIN Loz L L, TORETIE, poor risk BFREMMHEEOREIVEENLZET
NTW/Z EHHENE LTHEIFSNTWA, SURTIME trial (£, B CN & @850 CN % [L#g L 7238 T,
T ERERREORN R0 U F0 CN 221 72 B O OS AAEAFT, FiN) CN OREIDTRE S 7278,
BEIEBID D T FERIIZEEDPULETH L, BUE, BT = v 7 KA 2 FEEH OB ES—REGHE

ELTARHTLERESN, 4% mRCCIIHT L CNDOEFRIISHIZELL TV D LEFHINS,

(T H WK, 82 :224-233, 2020)

F—7— F BRSBTS FERRGE, ET v 2R A v M HEHA

& C & (&

fin £ V£ B i B 8 (metastatic renal cell carcinoma;
mRCC) 12§ 23, = 2 HHEDRIZEIIC
AL, LD @EeEME, L) EVEFEIMS RSN
I o TETWAH, THIZHEV mRCC KT 5 5
FEHAERRT (cytoreductive nephrectomy; CN) D553,
ZALTETCWD, A =720 D% A A
VIEEDREGET O TH o 72 FEIE, randomized
controlled trial (RCT) O#EFEH» S, CNIXHHEOH T
BEELEREZ R CTWiz, 0% VEGF HEH %
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o ThoHIERERE L CERROF RSN TE
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I2BIT %A CN DOEFRAIIRENZA, FIT CNIZET 5 2
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FVEEIEHE (metastatic renal cell carcinoma; mRCC)
I2%} 3 5 cytoreductive nephrectomy (CN) @ & &5,
2 2 @ randomized controlled trial (RCT) THEf & 1L
72 Flanigan 5 1¥, mRCC E#&H % CNRIZ A ~ ¥ —
7 =1 »g-2b (IFNa-2b) #5-# (n=120) & IFNa-2b
Bz 58 (n=121) I[ZEEZRILL 720 2 OBRBTIE,
CN+IFNa-2b#H D 120 A0 9 5, 17 Nid S £ 4 H
HCTCN AT SN T v, 2481 A3 2 IFN
DG EIELF L TWD, T2, METRZIEREEZHFT
LBHEOEEX, ENFNT52%, 81.7% T, HIEWfE
ThWNSHREBEZETLIEELEIN TV, KR
(&, TFNa-2b (2K 3 2 BRI RO EE 2 h o 72 (SWOG
criteria: 3.3% vs 3.6%) %%, CN+IFNa-2b D H3F &
WA (overall survival; OS) PEEE L 722 &8
Wi sz 1A Hvs81AH, p=005) " ZDHLF
B »#1%, performance status (PS), #EF &84z, HI
EWRRGEBEEZETLINE I D EERECAEETH-
720 PSHIZ R 72 0S 1%, PS O D4, CN+IFNa-2b #if
174 71 A vs IFNa-2b HAHFERE 117 7 H, PS1 O34,
FNFN69 N H vs 48 7 H & CN+IFNa-2b # D J5 28
OSIZBIFTH o 725%, PSI ODEEIZBWTIE, OS I
F2HHDELDE L, CN ORIZRENTH > 72,

[f] I #8112 EORTC @ 7 )v — 7T, WHO PS 0/1 ®
mRCC BHIH L, kD RCT HHEIT S 7o BEHIE
Bl %z % <, CN+IFNa-2b # (n=42), IFNg-2b H.
MG (n=43) TH - 726 CN+IFNa-2b#H 42 ADH b,
4 N1Z CN 23517 &1, 8 ANd IFNa-2b 2355 - 2T
Wi\, — 5 C, IFNa-2b HARGHERE T, 43 A 2
MNEIFNa-2b # 5 ST, FEEEOY 1 X2
M3 58Udd 570, EEEoii#fildz, LOBE
DR HT 5 EEVPERSINTZPREIAHTHL, 2D
BRI ITT AT 241, FEF1E CN+IFNa-2b #El2 B W T
fEIAIEHA (5 7 H vs 3 41 H, Hazard ratio (HR) : 0.60),
OS (7 # A vs 77 H ,HR 054) & bIZBIFTH 727
CN+IFNa-2b #® 5 A2, IFNa-2b HAG#EHO 1 A
|2 complete response (CR) 2MF 51T\ 5,

EReD 225D RCTIZBWT, mRCCIZxF LA b2
A YEREHA T T R PUESRRS e WEBEHEDS
CN OEZRSHSL I SN2 LA, mRCC DEHEIC
BT, CN ILEAT R EENHREEZ HONE KX
N0 7z,

II. 2FENERFRDCN

1) BEHR
mRCC IZx} L, 4 & E & L T vascular endothelial

growth factor receptor— tyrosine kinase inhibitor (VEGFR-
TKI) % mammalian target of rapamycin inhibitor (mTORi)
D FEEREIL, OO RCTIZEY, YA M A
BELD D, ARICEHWERER L AR OER
AIRENTzZ. RCT T, FEAEOREBETINS DHT
FEEIZ L 5 OS DIER IR EN Lo 72b DD, 4T
FRREEOBRIEEIC LD, BITHENRBEMRIZB T,
FA M A YEERALD S 0S DIERATVR S 72,

COEHIZ, GTRENESEEEEOT LI - Th
5, A MO A EERAIZEEI S 7z CN o EFEIX
FRICE 2 b, £ < OFERIT CN IEAkEL L THEAT S L
TE2W, DFEZEOB VAN S CN DEFROM
EAMEEEZOND LR o7,

FFERERERO CNOEREHL 2012, &
DPOBEW OGN SN TWbH, Heng b ¥ 13,
the International Metastatic Renal Cell Carcinoma
Database Consortium (IMDC) ® 75— % % Fl\C, 47
TR O CN OBFREMRE LT\ b, FHEREROK
EEREBELSOLEELEIZOWTOFERITEE
ENTWZi v, IMDC poor risk ®EHD L ® 5 EA1E,
CN JERGATH#E 54% T, CN # 28% & LKL TS 2125
<, PSOEVEF % &GO A7 WFOLVEHETI,
FREEMIIC CN SEIES N TWD Z EATRIBEI NS, FEH
(X, CNFECTH S 2T OSATIER: L T 72(206 77 A vs 95
#1 7)) A%, CN#EE CN IERiATREOMIZ, IMDC ) 2 7
DEEGOLBEEENR L LI EEELTRHL0
ERbIhL, BETFROEIZOWTIE, IMDC ) A2 45
HPEETH, CNICK D FEPLE LI L2IREN
Twb (HR 060, p<0.0001)s L2 L, IMDC T A
7 HAFHIZL ) CN#E L CN IEHATRED OS A3 ik & 41
TWaH, IMDC F#) A7 WTH 4 2L Ed 25612
X, OSO#EIE %L, CNOEREFIZLAL RN LN
RENTV D, (VAZHET42 607 H vsbd 1 H,
JAZNT52:28 7H vs 36 T H) (F1)o U bhb,
FHRIVAZHETFPE L, FHRVBVWEZEZ 5N EHIC
BT, CNOEFRIZIZEAERL, FTIENEDOR)
ROMENTHLEEZ BNL,

Choueiri & ¥ &, 4 FHEMIEEHZ Z1F 72314 AD
HBHETCNOBERLTMHFLTWA, CN# (n=201) g,
CN IEMEATH (n=113) ICHEL T, FE1 LD EL,
PSATE L, #ilE Cafids L VIXETH o720 T DG
THHEFEREDORE SREBEL EOEELEEIZOWT
DOTFHRITFEE S LTV vDS, CN # o CN #£12 VEGF
FHEHIFGE NS ETOMMoORRMEES 7 H (2~
177 H) RS, BBESZNEIERELS BVERD
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x1 IMDC YV A 7 /F%5 > Overall Survival

IMDC!) R & RF#k CN (-) (months) CN(+)(months) pf&
0 CN(-)D BEHM D7 < LB ARE
1 22.5 (n=72) 30.2 (n=178) 0.002
2 10.2 (n=143) 20.2 (n=253) <0.001
3 10.0 (n=113) 15.9 (n=106) <0.001
4 5.4 (n=103) 6.0 (n=67) 0.166
5 3.6 (n=36) 2.8 (n=14) 0.504
6 BEHNDA LB EE

Heng, D.Y. et al., Eur. Urol. 66(4):704-10, 2014 & Y 2R %

ZLEINTWord Lk v, ERIE, OSICHL
T, CN# 198 7 AT, CNIEMfT#HI4 T H LY b
FICHERE L Tw/: (HR 044, p<001l)s IMDC V) A 7
TR MSKCC V) A7 HFOi# % b CN #H D OS AYIE
FLTw7 (HR 068, p=004) Z &DTURENTW S,
Heng & ¥ @ #i45 L FAEIZ, poor risk @B E (p=0.06)
%> Karnofsky PS 2% 80% # i ® £ % (p=0.08) 1%, CN
WCEBO0SOEERIEREIZRL, »HH) LTELED
benefit 23 - 722 EHIRENT WA,

¥ 72, National Cancer Data Base 3 |2 & §% & 11 72
15390 A » % %5 (CN % : 5374 A, CN JE i 47 # :
10016 N) OMEFIcB W TD, OSHJ:fiix, CN
171 7 A, CNJEMifTH#E 7.7 7 A (p<0.001) & CNH#T
L) BT OS BMELNT WD Yy EEHEIC A2 b 5
T, CNIC L BAEFOIEEDNH - 72 LG STV 575,
247 R FCOEFHBOEETIE, CNMEITICED 36
HHDOS DIEENH>7-DIZx L, 67 HFE TOES
I OBETIZCN JEITICE DY OSI1EHITH 07 7 HD
EELP22C, PHOBEVEFTOCNIZLS OSEERE
OEIFIE LT L2l BEbs,

AFTHIMS Y D, SRR ET, FA A
A VLR S 55 AR R O mRCC BE 2R3
HCNDOEHREHFLTWD, ZOMETHEREHEOK
ESREBBELEOLEFEEE IOV TOFEHIEZ <,
EOREDOWIE LAY 5 BT CN DSHifT S 72 hA
HTH 5. 330 A\OBEEPHTESN, 254 A (77.0%) 12
CN 2 HifT E T b, CN AT S -, tho
g LRI, & Y3 <, Karnofsky PS 28 BIfC, Mili
BEOADEGHINEL, SRR EIT 860
IOV EH»o7s —H T, LDH &ME, i, 23tz
BoOEEITE VL, MSKCC ) A7 WHFHix L h b7k
hole TOLHIE, L DEWHEORVEEZEINCN %
ZUTWINA T ARD DD, EHEEPY A M A
VEEETH TS, CN O 28 CN AT

FEX DL OSHBEFTH o720 I IERREZ 2
BFIIBWTIE, CNIEiifTHED OS A% 155 41 A Ixt
L, CN¥EDOS 12309 7 H LR L T/ (HR 048),
CN IEMIATHEIC BWTC, D TEMEEGEETE, &8
PEED G CH - 72 BHE LR T OS IFAFICIEE L
7208, A M A VERE RS BETIIAEE R OS It
ERRE o7 72, OS EFMT AHRTFIELT
LR AAT DN, CN I 0S OFHTFHUHTD 12
THLZEPRENT WD, Lo LEEEMITSNTIE
WAH, ZOREOMRFICIE CN B E CN JEMEITEE O M
TEEFROENTRKREVWI L2 EETRETH D,

®il, TFENEEROCNOERIZO VT
systematic review O f EAMEENLTWE 7, 10D
vy ALY OV TP IcB v T, CNICX Y
OSOWENH 722 N REINTWE (B1), %
72 2 O systematic review (2 B\ T, CN jifi 17 12 &
) benefit 35N 5 EHIL, FELAL—E L TR
7 PS T, IMDC/MSKCC ) A 7 43 #i1% good & %\ 1
intermediate risk Td - 72 — 5 CN & % 1F 72 BE D
OS DM L BT 2B FHET & LT, fMimiosa
FgEh ot CRP &fl, NLR (neutrophil-lymphocyte
ratio) 5 fH, IMDC/MSKCC poor risk, sarcomatoid Ji
O, PSARDZEITEN TV,

2) RCT

BN 2 BIEIZE I, 5 TREMIERRICBW T,
mRCC BE 2B 5 CN OEFHEI R S 7205, EBITIE,
PS SILEC RITFC, FREEOKRE SREBEBREZEO/2
EEG RSN S 2 BERLMEEOADEF 2 LI
FIRMIZ CN DSHEAT SN T WD T E D% BT RITK
EBEVDH L0, CNEFREFARLZDIZ, 200
RCT M1, #ilLZDFERIRE NI,

a) CARMENA trial

CARMENA trial 1%, CNZIZA=F =7 %575
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B (CN+A=F=7) ITHT LA =F = 7 HMEHREED
ELMA WIS 572DDRCT Th s W, BHITERHE
WOMY) 2 BERT, A=F = T OG- LIS
72450 AAVESEE N, 11112 CN+AZF = 78 (n=226)
&A= F o THMEREE (n=224) \ZEEBIZED
SN7ze CN+AZF = 7226 A\DH b, FEBIZCN %
ZF 72 BEIL 205 AT, EHICFOBRAF = THG %
U BEBIZ1IT6 NThotzo — T, AZFoTH
MIEBEE 224 ND ) b, FERICAZF = TERE %72
HEIT206 AT, Z20H)H40 AN DEBRENZDHCN
#ZIFTWhH, CN%25%Z1F7240 A9 b, 7 A (175%)

Hazard ratio

(&, FEREHZ EOBREMLBEEHTCON 22 T\ b,
Z DA BEIER D CR & 5 W id CR W/
BoN COFRBEMNARBHTCON 221 Tnb, A
ST ST HMEERICBW T CN R YIMET S 8 A
1225 111 5 B THIfT SN T b Kidi, OSICHL
T, ITT AN CIZ, CN+A=F =78 1398 H, A=
F = T HAGHEEE 184 W AT, A= F = T HAEE D
L AR E 7z (HR 089, 95%CI: 0.71 ~ 1.10) (K 2),
MSKCC 1) A 7 53R DN TlE, intermediate risk &
FHTE, CNHA=F = T7H 1907 A, A=F=7HJjl
#2347 A, HR 092 (0.6 ~ 1.24), poor risk £H T,

Hazard ratio

Study or subgroup 95% CI 95% CI
1.1 Randomized controlled trials (LOE: 1b)
Méjean(2018) 1.13(0.91, 1.40) S i
1.2 Observational studies (LOE: 2b)
Choueiri (2011) 0.68 (0.46, 0.99) ——]
Canti(2014) 0.41(0.39, 0.43) -
Day(2018) 0.39(0.22, 0.70)
de Groot (2016) 0.61(0.41,0.92) ——
Hanna (2016) 0.49(0.46, 0.52) e
Heng (2014) 0.60(0.52, 0.69) —
Klatte (2018) 0.63 (0.46, 0.84) ——
Patel(2017) 0.53(0.44, 0.62) —
Tatsugami(2015) 0.40(0.28, 0.58) —_—
You(2011) 0.53(0.24,1.15) ——
0.2 05 2 5

Févors CN Favors no CN

Bhindi, B. et al., Eur Urol. 75, 111-129, 2019& Y 5|

1 s RS MBI 12 B 1T 5 cytoreductive nephrectomy & ZAEAFER o [

A Overall Survival
1004
90

Patients Who Were Alive (%)

= Nephrectomy-sunitinib == Sunitinib alone

(OSH #f#: 13.98 )

(OSH R f#: 18.4H )

No. at Risk

Nephrectomy— 226 110 61
sunitinib

Sunitinib alone 224 128 76

Months
19 11 4 1 0
26 8 3 1 0

Méjean, A. et al., N. Engl. J. Med. 379(5):417-427, 2018 & Y 51 F

2 CARMENA Trial 1281} % 4447
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CN+A=F =78 1027 A, A=F =7 HMHE 133 7
H.HR 086 (062~ 117) L WH#MICHEEELBDO Lo
72 (R2),

L22L, Z® CARMENA trial 1213 & F &F &
MR ENTWD, CN+AZF = 7HD 444% D
FHS MSKCC %374 poor risk T, FIEHEOKE S g
fEIX88 cm & K&, &L= RMED 140 cm &
EREOEEE O RS, EFRKRTIICN 2FEET 2 &
9 7% mRCC BEMNL L EFIN TS (R3), 7,
C O trial TEFKIZEE- AN, BT EL Tz E
HHET6 N7z 3, BHEPA TG THo72h, £
DEFIZIE, CN+FRERFE T benefit 25F 5N E 9 7
intermediate risk ® 8F (H] 2 (LA O FE 5= 53/
SBH) L, MEALOLTER Z O trial IZEFES N
T, BEOBBEOPTHEBE SN DL BIF ST
29, F7o, B CN BEICES SN BH O 7% 1355

%2 Overall Survival in the CARMENA Trial

IZCN 24T b N, A= F = 7THMEEBEED 17% 13
TCN b TEBY, MHIZHET X %\ crossover
BhoszZ b, HRICHETLHMEMRE LTHEBIN
TWwa,

Z D7, ITT M Z T, per protocol T b
fibh7zo CN+A=ZF = THTEBICCN 221 72K
# (n=205) L A=F=ZTHTERIIA=F=7H5%
ZF 72 (n=206) % ML#$ % per protocol fiEfT 1 T
&, OSixEnEh 1454 H, 2057 H, HR 087 (0.69
~11) L#EEZBDLPoT, EHIZCNFAZF =T HE
TCNMPHEITEN, AZF T HERIKRS S E
# (n=176) L A=F = THTRA=F = THG 2=/
B (n=206) @ OS % ¥ L 72 per protocol T 2 12
BWTH, OS OFRMEIZZNFIL 183 7 H, 2054 A,
HR 098 (0.77 ~ 1.25) LWHERICEE RO L o7z (R
2)o U EDERNL, D &b & gRYNGRs L%

Original data Updated data
os* os* HR os* os* HR
(CN+Sunitinib) (Sunitinib) (95%Cl) (CN+Sunitinib) (Sunitinib) (95%Cl)
(months)  (months) (months)  (months)

3t 13.9 18.4 0.89 om= 15.6 19.8 0.97
n=226 n=224 (0.71-1.10) - n=226 n=224 (0.79-1.19)

MSKCC 19.0 23.4 0.92 IMDC 19.0 27.9 0.94
Intermediate n=125 n=131 (0.6-1.24)  Intermediate n=127 n=139 (0.70-1.24)

MSKCC 10.2 13.3 0.86 IMDC 9.5 11.8 1.01
Poor n=100 n=93 (0.62-1.17) Poor n=99 n=85 (0.74-1.37)

pp1# 1_4.5 2_0.5 0.87 pp1# 1_7.3 2_0.5 0.99
n=205 n=206 (0.69-1.1) n=203 n=210 (0.80-1.24)

18.3 20.5 0.98 18.3 20.5 1.06

& &

PP2 n=176 n=206 (0.77-1.25) pp2 n=183 n=210 (0.85-1.33)

*median OS, #per protocol analysis 1, per protocol analysis 2

1) Méjean, A. et al, N. Engl. J. Med. 379(5):417-427, 2018 & U 2%
2) Presented by Arnaud Méjean at 2019 ASCO Annual Meeting

%3  Patient Characteristics in the CARMENA Trial

CN+Sunitinib Sunitinib
n=226 n=224
Intermediate 55.6% 58.5%
MSKCC
Poor 44.4% 41.5%
Intermediate 56.2% 62.1%
IMDC
Poor 43.8% 37.9%
FREHEY A4 X  Median (range) 88 (6-200) 86 (12-190)
(mm)
eES=E Median (range) 140 (23-399) 144(39-313)
(mm)

1) Méjean, A. et al., N. Engl. J. Med. 379(5):417-427, 2018 & 1) 2%
2) Presented by Arnaud Méjean at 2019 ASCO Annual Meeting
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WA, CNIZD IEREERFELEZ ONLRET
E 7w e fm I .

Z D%, 615 47 B o EMOREBIZ M T T S
n, E52ED LD % mRCC EEDCN I & 5 benefit
WHDLDEFRDL -0, BODON T 7 ) — T
B S N7z, ZofERIE, 2019 4E 2B S 7z ASCO
(the American Society of Clinical Oncology) annual
meeting THE S 720 FERIE, ITTHHTIZL S OS2
BWT, CN+A=F =78 156 " H, A=F =7 Hjl
HERE198 7 A, HR 097 (079 ~ 1.19) & &) o
ERBEICFE % R 72 Ao 720 Per protocol AT 1 Tl
OSiF#n+En173# H, 2054 H, HR 099 (0.80 ~
1.24), per protocol f#HT 2 Tl&, OS1ZFNZN 183 7 B,
205 # H, HR 1.06 (0.85 ~ 1.33) & M#ERIC OS D#%
Holprorz (2,

F 72, WAOHETIE, MSKCC Y A 7 /3HEDMEH &
TS, S ENERROY 2 7 538 TH S IMDC
BETOY} 7 7 ) — TRHT S iTH 172, Intermediate
risk BFHTIE, CN+A=ZF=TH 1907 A, A=F=
T HOMH B 279 7 A, HR 094 (0.7 ~ 1.24), poor
risk & T, CN+A = F = 7# 954 B, RA=F
= 7 HRWm 118 7 B, HR 101 (074 ~ 1.37) &
MSKCC V) A 7 4335 O 4 F & R AR A 12 OS @
HERBOLPo72 (R2). & 512 IMDC intermediate
risk BHEZ ) A7 WFD 1 OOEH L 2 ODBHIZHT
TSN TS, IMDC U A7 HT 1204, OS
ECN+A=F=7# (n=63) 314 7, A=F =7 H

Jh#E (n=63) 252 % H, HR 1.29 (0.85-1.98) , p=0.232 T,
RN EE 2RO L5725 DD, CN+AZTF
=TT R OS 8 5 Twb, IMDC V) A
7 /T2 ODH4E121%, OS 12 CN+A = F = 7 (n=64)
176 7 H, A=F=7HM# (n=76) 312 %7 H, HR 0.63
(044 ~ 097), p=0033 & OS ¥z L, CNIZ & % &
FOEREZVWEHICEDNS (F4),

F70, BREREICI AT TV — TR b iThb i
TWwbo BBEN 1EHEOE A2, 0S 1L CN+A =F
Z 78 (n=75) 2327 H, A=F = 7HME (n=68)
227 71 ., HR 1.09 (0.75 ~ 1.59), p=0655 & #: % 2 &
Twhwv, L2aL, BBENMREOARDEEIZIE,
OS O YLt CN+A = F = 7# (n=29) 44 7 H, A
—F = 7HMEE (n=21) 315 % H, HR 1.24 (0.62 ~ 247)
T, FEFEIIL WL DD, CNIZ X 5 benefit 257RIE &
NTWb, BBEN2EHOYEIZIE, OSI1E CN+A =
F=T7HE (n=148) 144 7 A, A =F = 7T H#E (n=155)
167 71 H, HR 087 (0.70 ~ 1.20) , p=0.284 & fj & [ 12
EERBOTVR G, WEHNICE S L, CN+RA=F =T
BETIE, BBEN LRI T, 2D LA
X OSWEEIZHEHL 2 >TBY, CNIZX 5 benefit 121K
TLTWA, (R4),

Z @ CARMENA trial ® BT OfEHE 25 & CN %
WG E LR DRETIEZVEFBHINT VDL,
BTN = TR OFERS S IMDC ) A7 J]TFA51 D
T, BRI 1 EZREER DA 1213 CN @ benefit 73 5 1]
FEED RIE SN TWVWE, A= F o THHGEEFIZB W

x4 Subgroup analysis of Overall Survival in the CARMENA Trial

oS~

OS* (Sunitinib) HR

(CNxSunitinib) " (months) (95%Cl) i

wouxs T B B e
R E) (1.116?28.57) (0.5%?18.30)

plE 0.015 0.515

1R 537% rffég (0.715'?1?59) Uz
2L Liie oA <185 (0.7%?17.20) 0.284
R (1 .013-?12.96) (0.816--119.64)

piE 0.032 0.292

1) Méjean A. et.al, N Engl J Med. 379(5):417-427, 2018 & Y 2 &
2) Presented By Arnaud Méjean at 2019 ASCO Annual Meeting
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T, delayed CN %5277 & 40 Ao H B, 761 (175%)
FE SO RFTORERIZH LS CN AT & 1T
BY, FRFEIZLLZERDYED25E51ECN 2 EETE
EEZONDL, 72, AZFZTHMGEEFOH T, 2
L5 D delayed CN % U F 72 B D OS W JLf 1% 485 7
HT, CN %25 T WEEZEO OS hdfif 1567 7 A &
DNEDPo72ZEDS, SRS TIHEIUMED & W E
IR L, E2F16HE%ZIZ delayed CN 216173 4 2 &1
BIF2RREE CHL SR INTW 5,

b) SURTIME trial

SURTIME trial i, mRCC & I2B T, CN#£IZ
AT =T e G T HAECN I L, A=F=7%3
cycle ¥ 5-%12 CN % Ji47 9 5 FFE09 CN O F B4 % #
FESTHRCT TH2D 9 ZoRERIE, Culp 7 AH
L72CNIZ & D benefit BESHNITC WEEZLNLT
SORF (LDH mfl, 7V 7 3 i, NEE R IR,
JFfsFe, BRI > NG, MERREEE L) oo EiRE,
FE5ET3LE) ©9 5 32U TORT 243 5%
PRIAM R B B AT 458 Bl & xf R & L, MR AR
EEFHMIEE & LCRIm Sz, LA L, BEEES
HEFE S, HESEEA O HIIH Y, FERHMIEH A% 28
HH O EAAT IR AT Sz, BRI 99 BIAYE
FRE N7z, ITT N ClE, 2838 H o fiEdd 58 A 1 = 3 )
BF CN # (n=50) T42%, 5%y CN# (n=49) 43%
ERBRDY CN I X B AR REOLE T o7 (p

Overall survival

100+
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60+

40-

Overall Survival, %

Tl 4
20 — y

= 061)o BIXRMEFMIEE Tdh 5 OS ol FetkRy CN
A4 AT, BIEECNHDO 507 ALY L ED -
72 ONF—FH 057, 95% CI:0.34~ 095, p = 0.03)
(B 3), A=F=7ILHIE: CN BT 40/50 A (80%), f#
Bl CN BT 48/49 A (98%) |2#% 5 &4, M CN
BEIZBWT, LV ELOEFICA=TF = THHEG Shiz,
F7o, I CNEET, 14 A (29%) IZimBEOM KIS
&0, CN Thbanrol.

FAHREEAERHRICH L TIE, HIEE CN B 52%, itk
[ CN % 53% & Ak Td - 72A%, M iZEIE: CN BT
X0 Eh o, T2Mit4 D Clavien-Dindo grade 3 Ll L
DA EER (BIE: CN B 65% vs FikkRY CN B 25%),
M2 30 HUIKN OB ARZE (13% vs 75%), ABeH o3t
T (4.3% vs 25%) b AT, PR, M=, A
B OES 2, A=F=T7HGHD CNIZBWTA
PHEAMT 2 b TRV ERESRTWVS P,

SURTIME trial (&, #+9° L  BlIi: CN A8 TIE 7% <,
T FRERSE DR FAIIG U 72 R0 CN A8 BV GRS UL
THAHWREMEEZRIEL TV AA, FHHEEEL D S IFFIZD
R WBSFEB L COMEM D720, Z O EOMMRIZI3E
BERLETH D,

3) FERBAMREIEMIREICH TS CN DER
mRCC 2% 3% CN oL, #EM%ED RCT 312
& A EDSBHMIFUB AN (clear cell RCC; ccRCC)

Treatment
Deferred
Immediate

HR (95% Cl),
0.57 (0.34-0.95), P=0.03

No. at risk
Treatment
Deferred 49 42 32 27
Immediate 50 35 28 18

24 30 36 42 48 54 60

Time, mo

23 20 14 10 7 5 2
13 11 8 4 2 1 0

Bex, A. et al., JAMA Oncol. 5(2):164-170, 2019& Y 51 F

3 SURTIME Trial 12381} % 44475
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DEZEEZFFICLTH Y, IFRPIHREE MR (non-
clear cell RCC; non—ccRCC) B#HIZxf3 5 CN OHEF%
ME L 72#5 134 72 v MD Anderson Cancer Center
123 T CN % fifT L 72 non-ccRCC % (n=92) &
ccRCC EH (n=514) BB EN TV 2. BEEREL T,
non-ccRCC 8# X, ccRCCHEH XN OFHE L, V) ¥ /NE
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FEUREZRT S HE R ET (EREMIECES CN &
526% vs 3k CN H#E 77.7%, HR 0.38, 0.30 ~ 047, p<0.001)
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T, CNIZ X A4 O benefit DT SNTWE 2,
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CHANGING ROLE OF CYTOREDUCTIVE NEPHRECTOMY FOR
METASTATIC RENAL CELL CARCINOMA

MASAYUKI TAKAHASHI axpo HIRO-OMI KANAYAMA
Department of Urology, Institute of Biomedical Sciences, Tokushima University Graduate School,
Tokushima, Japan

Abstract:

Cytoreductive nephrectomy (CN) has played a significant role in the management of metastatic renal
cell carcinoma (mRCC). In the cytokine era, CN was considered the standard of care because pivotal
randomized controlled trials (RCTs) demonstrated that CN followed by interferon resulted in longer
survival among patients with mRCC than interferon alone. Then, molecular targeted therapy (MTT) was
introduced for mRCC and a higher objective response rate and a longer progression-free survival were
achieved. CN was still continued as clinical practice in the MTT era and several retrospective studies
revealed that mRCC patients with CN had a better overall survival (OS) than those without CN. On the
other hand, it was demonstrated that CN was not associated with prolonged survival in mRCC patients
with poor prognostic factors. Thereafter, two RCTs were conducted to examine the role of CN in the
MTT era. In the CARMENA trial, patients were randomly assigned to undergo nephrectomy followed
by sunitinib or to receive sunitinib alone. The results demonstrated that sunitinib alone was not inferior
to nephrectomy followed by sunitinib. However, there was a potential problem with this study in that it
included many patients with poor-risk features or a high tumor burden. The SURTIME trial compared
immediate CN with deferred CN. This trial demonstrated a better OS in the patients with deferred CN
than in those with an immediate CN, indicating the significant role of deferred CN. However, these results
need to be interpreted with caution because the registered number was quite small. Combination therapy
with immune checkpoint inhibitors has now been approved and the significant role of CN will no doubt
change in the future. (Nishinihon J. Urol. 82 : 224-233, 2020)
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