5 H MR,

84 : 441-444, 2022

SURIILL: REERBICBIBTETHEEED |

EATME - SRR IR I b B IR DGR,
[T PD-1 $U4E for second-line therapy] % 2 %

HE VB B KR B B 76 A SR 7 0 PR R 57
R RE )

(%A H 1202241 H 29 H)

iR -
MWMﬂEﬁ%ﬁ%®%%lbJﬁm@mmmdwwmmlGm%)ﬁ%f%%NVTHUf77M7
T F FIRPED KRB ERHE I T 2 ZUREIEOEERFE L L CEANADO T A FI 4 VTSNS L H I
&oto—ﬁ,%ﬁ_mwmmmmaﬂmﬁ%hiof—WW%ﬁ&fﬁﬁﬁﬁ%%b&#otﬁ%L&
FEIZB VT, $PDligandl (PD-L1) BUETH B 7 N~ TOMFHRED KB SN2 22T, [HEEDRE
RO TVL KGRI L 7 NV~ THERR R 2PN T 20035 5L ) %007 ] L) lvids
F, TNV THERRE SIS RON Y T ) A T ZRIGEICOWTE R /2. 12 LHIZ4T - 72 CDDP, GEM
BERREE (GCHETE) O A 7 VIO W TOMETIZ, 4 7 VEZ#ER LT PHRUERESNT, Tk
NOFEIIRRO W 0o T2o RIAT 2 72 GCIREDEFENRBNZ BT 5 7 N~ THEFHRE O R RO 12 B
9 55 TlX, JAVELIN Bladderl00 B A A OREE L 0 7 ~v~ THEFRRE O A )M Stable
Disease (SD) #f - Partial Response (PR) #£& It-XT Complete Response (CR) #ETIEA 7 {7 o> Tz,
L L, ZOREZT TIRMEREZITDORWVRILCIZ 2 5§, B MACEE~— 7 -0l EEh

441

72o —77, Ry 7a) X7 RIER
EH (ICD EfoRFod, JHFERE

oo

&

AT - SRR EIRIE RS A AT EEL C, %
OHMPELT, YVATIF v eFx—FIv g5 —H
IEDAIG & 7 o 72812, AR % ZRIGHEA T ST
CRDoTTENFEITONE, L, sitlilZ by, ICI
DEREDHEA LFEICB W OREN, R EREIZB W
T b KEYNOTE-045 EEO#E R L b, $TLPD-1HAT
HHRY TN AR TET T F TGO R F R RS
xS A R OER R L L CENNAO A K4~
THREIND X HI2h o7 — 7, FE4E, JAVELIN
Bladder100 #B& 12 & > CT— Wk b TR EMEST % 72
Do 2 RE FEFEIZBWT, HiPD-L1PETH 5

il

* T 890-8544  HEJEURHE N BT 8 T H 35-1
TEL 099-275-5395, FAX 099-275-6637

, EMEGET O 2 OARIEAIR SN2,
?R@%/@ & BT RTHRF OMELALETH B L bﬂf_o

WIEF v 7KL ¥ MH

(THHWE. 84: 441-444,2022)

DHEATVE - ERSMEIRER ERCRE, v T m ) AT, TNV T

TR T OMERIREDN GRS NI £ 2T, EATH:
BRI LREOWE T 5, Ry ) Av T2
WG & 7 AV THEFRREIZ O W TE 2 THhTz,

I RELREICHTZZREEE
WISEEDES

KEYNOTE-045 3Bk CTid 7 5 F F N — 2 DAL HR i
A5 - HE4T L 72 R B L B OE 542 %4 & RS, T
PD-1PUACH LRy 7)) ATk, 827 1) FF )b -
FerFL)l - Uy 7= rondir—#l % #IRT 2
b b & eV, ~o 70 ) A 7RG EE
FHIE H CTdh 2 24 (0S) 2 FEICEREL (hk
fE10.4 7 Hvs7.4HH), Ry70 ) AXTIETIF 5
PO PRI LR R A3 2 RGO REG#E S LT
EHNADHTA BT 4 THIREN T WD,

—77, BEAE, — AL TR A RO R o 72



442

JRIE L REIEIZB VT, JUPD-LI1PATH L 7TV~
DHEFHR D RGE S 720 JAVELIN Bladder100 #t5% (2
£ oT, TNV T OMEFEDL best supportive care
(BSC) BEICHT L THEIZ OS ZHER L 7245 8 (h e fil
2047 A vs14.3 7 ) DRENLY, L Lads,
Mg A AE IR (PFS) O IEIE 7T NV THETY
3.7 ATHY, HIZEBIHZEYER (ORR) B L TiZ
9.7% 1K, BETORAIZEEND LD TId v,
B, TRV THEDPIERICEETH D720, G
RARBO TN D —RKIGEE WL 7 )V~ THEREE %
EENERT200F 5 & 9 RO RS 5 LB
R ENTz,

I 7N TR EILEICHED

Lo, —REETH D GCHEBDOT A 7 VELIZD
WTRRET L7278, — R LSBT 4 7 VIS X 5 Heik
WKBWTTFBANDOEEIINTE THAINTES T, —
TAb g 2 RINZAT ) FHMEIERED SN nro Tz, £
DFy, ZOHEDHEFE LD TV DL —UEH % P
L7 NNV THEFREAEATLZ LT 2L ) TH D
LlEbNz, —T, ZORRED GCHEEVSEMICEY T
LEZOHFEZEETH LD TNz, GCEEN
B RO 288 &N T A5 FHTN~Y - —DUE
PEARIE & N7z KIZ, JAVELIN Bladderl00 3%Bx @
OS 2B kR %E —RiGHE D SD # - PR # - CRET
S THRTHS E, SDER PREICBVTIZEEND
MEREFE LT LI, OS, PES & & 7NV~ 7T CTIEEAD
IRENTZDS, —IRIEHE CR BETIX 7 N~ THEFREED
BRI roTnY, 9F ), —RIBEOEY)
ORI LY, 7TV THEFHEOERENE R D 2
LR E NIz, F 7z, 350 D BSC HEDHIZ1E 26
(7.4%) 2BV TIHBOMET % BO TR WEFMDFLE
DR S, HEIZ CR BEOHIZIE, FIRET 2 £/ S
BThib—J, WFELTY CR ZHERFT 2 EFOFTE
MEEb NI (BIEHBhIfE : 7TV~ T 19.6 7 A,
BSCEE19.2 7 )Y LA LAAS, IhsofEE T
TlE CR ISR L CHEFRRIE 21T D 2 WIRILIC I 22 5
9, B LMARHEE~— 7 — O AE T N,

I ctDNA ZRW:
%y KN AT —Dr R

BUE, SRS ERREIIX T 2 ALAIRE DB R E I
& CT ZHrb & L2 ERAES V5N 2 DA — i T
H 5705, BEHANS L BN ORMIIIZIRA S 1,
TZEMNZINIC BV TOAEMEIRERTH 5 2 & A

HELTEITONRE, 22T, EigZHoRET 70—
FELTYF Yy NS F T =PHPFSIN TV DD,
Powles 5° 1 IMHEBRIER; DNA (ctDNA) AYRE LKz
FEDY =N =12 h 2 L BHE L7z ctDNA X lF
HE955 D FEFN R S0 20 R MR D 22K & o TREBI S I,
FRICEWERAMN 2R TIREE EREOMIIZ#E L Tw»
bo WETIE, HEATHIRES ERRE ISR 2 4RI BR R o
I A7 OFEIESNIS LT, TNV~ 7 LR LI
PD-L1 LA TH 57 7)) 7= Tt EOH R
PEIZOWTHRRZRBO T T, ctDNA LMfithEIEOM
HOSHRET S 720 ctDNA Bt O£ I ctDNA B0
£ &L TOS, PES & b IZTFHAEL, HIZ,
CtDNA BHOEMIZ T NV 7OF D ELICEDL S §
FRIZEZBDO LR P o72DIZR LT, ctDNA Flko4$
M7 NV 7HEDOJ 25 0S, PFS &b I T Hedss
L7zo 2GR, ctDNA BB & S O %R
L, 20k, 777 THAEHEEZRLIZbDE
E2 5N ctDNA # WA Z & T, X V) IEMERZH
WD WG HEGEIRDTTREIC 22 5 2 EDVRIZB S L7,

NV [#1 PD-1 $iffk for second-line therapy]
(2201 T

75 F TGO IR E R ISR 530 PD-1 HiUA T
HoHrryr7Ta) X< 72 LT, BEED ASCO T
KEYNOTE-045 #EE D EH 7 + 10— 7 v 7O EAUR
&Y, ZOHTCRICE L TRBmAOHE TIE 7%
THo7zDIZX LT, SRR SN2 5 FEFEBOERTIE
10% &, 75FFHPilkE o 72RB ERETH YT
01 XA<7T10 M2 1AM CR & 7% 5 L) kEEDFE
FENTz, —T, MRSV IE, Ry Tu) AT TRE
FIZBU L PHTHIKT L LT, NLR, Hb i, =B
fir, PS ZZ\F, #h2homfgbicikosniy 2y 7
N—TE0SICELRH LI L ER LT, 5Kl Thb
DT HTFMEHE TR ctDNA 7 EDEE - JFEREOE N
AF =D —OFHMEREIHEL L, FHRFERKETRN
AT —=H—IZEDWIGRBERITONE Z L8 E -
EHTHhHERDNT,

# =

EERREZBD TV D —UEEEPIEIL, 7TV~
THEFIRE R EPNHHT 20T o L) o2 ] I
LT, —RiEEEY BT AR S iTn
B ENDL Y, —WIEETSD PLLORESITIE T )Y
X THERREANRITT AN T o LA TH L EEDbR
720 —75, CREFICE L T 7T NIV~ THEFRRE O B %)



EITH - GREMREBEREOREEEZZD 443

P72 22 o TN DD, T ORI CIlEIMERRES
THeWIRNZIE 2 67, BRMAREE~— 71—
RN E TNz T2, ZRIBEELCOXRY 7T X
T T7EFETIE, EUREICE L Th, FoAEMMEITRS
N7z, ICIEROBI O, HFBIROLHEE 2 25
BYUHE T OIS NETH L L Bbhi,

X (73

1) Bellmunt, J. et al.: Pembrolizumab as second-line
therapy for advanced urothelial carcinoma. N. Engl.
J. Med. 376 : 1015-1026, 2017.

2) Powles, T. et al.: Avelumab maintenance ther-
apy for advanced or metastatic urothelial carcino-
ma. N. Engl. J. Med. 383 : 1218-1230, 2020.

3) Grivas, P. et al.: Avelumab first-line (1L) mainte-
nance + best supportive care (BSC) vs BSC alone
with 1L chemotherapy (CTx) for advanced urothe-
lial carcinoma (UC): subgroup analyses from
JAVELIN Bladder 100. Ann. Oncol. 31 : S555-S556,
2020.

4) Grivas, P. et al.: Avelumab first-line (1L) mainte-
nance plus best supportive care (BSC) versus BSC
alone for advanced urothelial carcinoma (UC):
analysis of time to end of next-line therapy in
JAVELIN Bladder 100. J. Clin. Oncol. 39 : 4525-4525,
2021.

5) Powles, T. et al.: ctDNA guiding adjuvant
immunotherapy in urothelial carcinoma. Nature.
595 : 432-437, 2021.

6) Bellmunt, ]. et al: Pembrolizumab (pembro)
versus investigator’ s choice of paclitaxel, docetaxel,
or vinflunine in recurrent, advanced urothelial
cancer (UC): 5-year follow—up from the phase 3
KEYNOTE-045 trial. J. Clin. Oncol. 39: 4532-4532,
2021.

7) Kobayashi, T. et al.: Risk stratification for the
prognosis of patients with chemoresistant urothelial
cancer treated with pembrolizumab. Cancer Sci. 11 :
760-773, 2021.

CONSIDERATION OF "ANTI-PD-1 ANTIBODY FOR SECOND-LINE
THERAPY" AFTER THE INTRODUCTION OF AVELUMAB
MAINTENANCE THERAPY IN THE TREATMENT OF ADVANCED
AND METASTATIC UROTHELIAL CARCINOMA

HIROFUMI YOSHINO axo HIDEKI ENOKIDA
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Kagoshima University, Kagoshima, Japan

Abstract :

The efficacy of immune checkpoint inhibitors (ICIs) has been demonstrated in various cancers recently.
Pembrolizumab, an anti-PD-1 antibody, has also shown effectiveness against urothelial carcinoma (UC)
according to the results of the KEYNOTE-045 trial, following its recommendation as a standard second-line
therapy for platinum-resistant UC in both domestic and international guidelines. On the other hand,
maintenance therapy with avelumab, an anti-PD-L1 antibody, was approved last year for cases of UC that
have not shown progression after first-line therapy, based on the results of the JAVELIN Bladder 100 trial.
Accordingly, consideration was made between a second-line therapy with pembrolizumab and a
maintenance therapy with avelumab for the treatment of advanced or metastatic UC. Analysis regarding
the number of cycles of GEM-CDDP (GC) therapy showed that increasing the number of cycles did not
improve prognosis. As for the efficacy difference of maintenance avelumab in the response of GC therapy,
the results of the JAVELIN Bladder 100 study showed that the efficacy of maintenance avelumab was less in
the Complete Response (CR) group than in the Stable Disease (SD) and Partial Response (PR) groups.
However, these results alone do not provide a rationale for not using maintenance therapy, and further
findings and the establishment of tumor markers are needed. On the other hand, pembrolizumab
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treatment as second-line therapy showed efficacy even with regard to long—term results. In this era of
immune checkpoint inhibitors, it is necessary to establish prognostic factors that can be used as criteria for
treatment selection. (Nishinihon J. Urol. 84 : 441-444, 2022)
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