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BEBEEZDTNMBRID M (AJCC5E7hR, 2010)

FRZEES (T) fREIENRE/ FRSE

X REEESOFELTAETHD 0af Ta NO MO
T0O EFRESZERHEL Ois #7 Tis NO MO
Ta JERBMHOEERE | #f T1 NO MO

Tis LEKRWNE: [flat tumor]
T EEALETHEMEBEETEELTWLS

T2 EBHMrEEmEFEFzCTRELTLS NE T2a NO MO
pT2a EENEEHFREDEXE (RE*S) FTRELTWLS T2b NO MO
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FLEBTGENIAR:
Papillo-nodular carcinoma

HHARE F; Hi gh grade,

Low grade, ‘FZEEpTa
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Nodular invasive carcinoma
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grade, pTa—pT1
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Hazard

0. 006

0. 005

0. 004

0. 003

0.002 |

0. 001

P&S 173
P&M 263
R&S 61
R&M 107

= EEREOBREINT—>

(BB RS> TLIVNIE) BRELPT LY

Control arms

N .
= Primary and Solitary

250 500
Days after TUR

Patients at risk corresponding days
90
84
22
24

----- Primary and Multiple

\ w— Recurrent and Solitary

[}
‘| ----- Recurrent and Multiple

50
41
12
14

(Hinotsu S, et al. Cancer 1999)
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9p- 90- TP53 (% 9p-/99-)
9p-
Bz WEBAZRY + FEHZRK
L s

—— EAZAk/CIS ,
Cyclin D FGFR3 Ky
11p- CyclinD //
Genetically 11p- // “
stable ? p; RB

(Kitamura H and Tsukamoto T. Int J Clin Oncol 2006, Knowles MA. Carcinogenesis 2006)
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(Transurethral resection of bladder tumor: TURBT)




TURBTDEE]

- fHFREZIN (FHmEY, REE)
o REEZIT (T Stage)
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T1(CHW U TIETEEDBE

. (F& A ENhigh grade
« TURBTxBCGHEEED:a8EMkia
- BFE 30-50%
—EREZX 15-20%
—JBIEER 10-15%
« 5E5—ETURZITS(2nd TUR) &,
— R FX 30-60%
—=2HE3 0-10%
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low grade Ta < 3cm

BEREMNDHFEMN Dlow
grade < 3cmMDCISTEL

ETEEMREDY XA IR

low grade Ta, 1 EELAINDEFH
B ¥low grade Ta > 3cm

% Flow grade Ta

high grade Ta £ 3cm

low grade T1

low risk. high risk LL4}

high grade T1

B Fhigh grade Ta

high grade Ta >3 cm

% ¥ high grade Ta

CIS

BCG#high grade B H
L7 I 2k

U INE =

high grade BT 3L BR &R )= i
T1

high grade

CIS
ZHERMNDODEHFEHID>3cm
DTaG1G2
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L Fhigh grade Ta
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80 or 6-8[0]
BCG 81mg  LHE O
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(MMC) A0mg e O O
E3)LES > 30 mg [REI1[G] O @)
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BCG (Bacille de Calmette-Guerin)

SHEL VBB ENEE (Mycobacterium bovis)
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BCGHE X  MIFREIBED ?

(SWOG 8507)

100% T, 100% T

| \\H“i\ E%g vy 1 n-‘\‘\i’_ﬂ-. o ﬁﬁg ®
L iy
80% - \.\ Y 80%] ‘\:t:?\\

AN ~ W < 0.04
w] N\ n P<00001 ot P

M{u“\i Mo, 1

(S 1\4‘ i
“\uh i g, h.“u.-
- L
40% q“"uﬂ uu“u' 40%1 '
Lt i
1 \"‘"""llu.Jumu g X
20% - . 4 20%
N Events Median R N Events Median
41— Maintenance 192 108 77 = —— Maintenance 192 87  ?
——No Maintenance 192 142 36 i ~-== No Maintenance 192 102 112
0% T T T T T T T T T T 4L| 1 0% T T T T T T ’ 1 ¥ 1 1 1 ¥ 1
0 24 48 72 96 120 144 0 24 48 72 96 120 144 168
Months Months
100% T
RS EFE©
\\J-.
80% ‘b{
~ —
., P=008
60% = e T 8
|
40% = !
L
Qf, -t
£0% N Deaths Median
4 —— Maintenance 192 81 ?
-------- No Maintenance 192 93 120
0% L] ] T ) L] ] L} 1 LI ] Ll H LI 1
0 24 48 T2 96 120 144 168
Months

(Lamm DL, et al. J Urol 2000;163:1124)
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BCGH5F&RE : HATDEERR

Z2Z0——>PN—Z<0O0OUOZ>»=>

0 3months  6months  12months 18 months  Follow-up

BCG Maintenance group (Total 18 instillations)

81 mg/40 mL/weekx 6 weeks*+81 mg/week x 3 weeks at 3, 6, 12, 18 month **

AaAAA NN 22 SN 2 2 2NN 21

BCG Non-maintenance group (Total 6 instillations)
81 mg/40 mL/week x 6 weeks

Epirubicin (EPI) group (Total 9 instillations)
40 mg/40 mL:weekly x 2 +biweekly x 7

WYVYYY VY

: Intravesical instillation

Wi .

(Hinotsu S, et al. BJU Int 2011;108:187)



BCGH5F&RE : HATDEERR

100

90 r
80- [l 11 1 11 1l 1 11 il 111
. 70r G.Wilconxon P<0.0001
S 60r Hazard ratio:0.258 (95% Cl:0.139-0.479)
v 50
< 40t Ly
30 - 11 1l 1
BCG EPI
20r No. 83 32
']0 L No. of Recurrence 19 22
0 5006 RFS (days) : N/A 4735 .
0 1 2 3
Years
at risk (RFS)
Combined BCG 83 66(83.1) 51(79.0) 16(75.3)
Epirubicin 32 18(56.3) 8(33.2) 1(27.7)
100 L . .. — Maintenance — Non-maintenance
90 i 11 1 1 1l 11 11 {1111 1
80 r
- ég: G.Wilconxon P=0.0190  — .
e Hazard ratio:0.326 (95% Cl:0.117-0.905)
v 50
< 40t
30+
Maint Non-maint
20 | o a n4€1nance on ma4r2| enance
’IO L No. of Recurrence 5 14
O 50% RFS (days) : N/A N/A .
0 1 2 3
Years
at risk (RFS rate)
Maintenace 41 37(92.7) 30(92.7) 9(84.6)
Non-maintenance 42 29(73.6) 21(65.4) 7(65.4)

— Combined BCG

— Epirubicin

< BCGlIETE)LEZ >
KDxIRH D

< BCGHEHTEUA(ISIIFERT
BUEKRDRIRH D

(Hinotsu S, et al. BJU Int 2011;108:187)
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» BCGHEfFIE ERUA(IIEMIRTRA L LENTER
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° BCG%&}iHE/;_%/f(ifrfbb\h%ﬂﬁlj_%/fg D =21
FIURXDZTFTD (JZIZUOSDEEIRWNY) .

» BCGHEFRFBADTTEER (RN,




L+t REAE (Carcinoma in situ: CIS)

« High grade
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Dorsal vein complex (DVC)
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(neobladder, #i%EHt)
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fE PRI RO EFR

(%)

100
B J
=
Z <pT1pNO (n= 94)
2 - T2pNO (n=129
< 50 PT2pNO ( )
e j pT3pNO (n=100)
= 0T4pNO (n= 56)

T2 5 10
No. at risk Years after cystectomy

<pT1pNO 94 88 79 71 69 65 56 45 30 15 9
pT2pNO 129116 105100 93 80 72 48 29 16 9
pT3pNO 100 82 67 47 43 39 35 22 12 6 4
pT4pNO 56 33 25 21 19 17 12 6 5 3 0

(Takahashi A, et al. Jpn J Clin Oncol 2004)
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EETT TS L RZIE(C X DIEFRE

+ 1980FENANMSMVACEEMEERNGBRE SN TS

— Methotrexate/Vinblastine

< Methotrexate/Vinblastine/Cisplatin
Br J Cancer: 78: 1067: 1998
— Cisplatin < MVAC
J Clin Oncol 10:1066: 1992

— Cisplatin /Cyclophosphamide /Adriamycin < MVAC
J Clin Oncol 8:1050: 1990

. ?;A%{éiﬁd)éa*ﬂ%(1%940—50%\ 7 RARI R RYE (S 13-
h




MVACE L

Sternberg, CN et al; J Urol 133: 403, 1985

1 2 15 22
Methotrexate
30mg/m? ‘l’ l’ ‘l’
Vinblastine
3mg/m? l l l«
Doxorubicin l
30mg/m?
Cisplatin l
70mg/m°

(every 4weeks)
BRNSEBRENERBREESNDD. —H TEMHELEN
OERHE T 3-4%)




Gemcitabine/Cisplatin (GC) vs MVAC
(ZHEERFEMAB S VY AELLERFER)

Gemcitabine
(1000 mg/m? d1, 8, 15)

Cisplatin (70 mg/m? d2)

ETHERERD A 2881 D)L
T4b, N2-3, M1 N=203
IERBARE (-)
(1996 — 1998) MVAC
281 D)L
N= 202

J Clin Oncol 18: 3068: 2000



Gemcitabine/Cisplatin (GC) vs MVAC
(ZHEERFEMBS VY AMELLERELER)

S EBSENT

GC 1% vs MVAC 3%

© 0

2 MVAC 15.2%5 B

5 —r--a
= L

=

O 02

24 months

GCE/Z'EC‘_’.MVAC%/Z'E@&‘)J%‘EH%(&D%l GCEE’C%’ED‘&M

J Clin Oncol 18: 3068: 2000



GCvs MVACDERI D #0—PwvwTI5—45

Proportion Surviving

1.0
0.9
0.8

0.7

0.6
(.21
0.4
0.3
(.2

0.1

0

Mo. of patients at risk:

203
202

-t F

GC: median = 14.0 m (12.3-15.5m); 13.3% censoring
MVAC: median = 15.2 m (13.2-17.3 m); 15.4% censoring
HR: 1.09 (0.88-1.34)

Log-rank P = .44, Wald’s F = .66 - T

— MVAC
24 36 48 |
Months
50 36 30 GC
62 40 34 MVAC
GC MVAC
13.09% 15.39% p—0.5260

J Clin Oncol 23 . 4602, 2005



Proportion Surviving

GCvs MVACOEHI DO #0—PwvT5F

o

o o
oo O

© oo
0N O~
2

fdesenfs’lx LU STEEEFEER 20.9%

© O
w
i 4

O
N

o
ol

0 12

leigsenio D SHEETFER 6.8%

No. of patients at risk:
213 160
192 83 30 19 16 13 5 Yes

BIC. FE3sini/s L/ (U YV INERERfe D H) Tl
“StagelV" CEH. BEDBIZEJ. LEIHDERE




MVAC vs GC
EE5HERTVBH?

WHO toxicity grade
MVAC (% of patients) GC (% of patients)
3 4 3 4
=Yl 15.5 2.1 23.5 3.5
N 7.7 12.9 28.5 28.5
gF R IROR A 17.1 65.2 41.2

O & 17.7 4.2 1.0

[B5 - MErt 19.2 1.6 22.0
A 54.2 1.0 10.5
R 9.9 5.2 2.0
T 7.8 0.5 3.0

IR B AE A 2.6 3.1 2.5
MER 2.3 0 4.5
EM 2.6 0.5 1.5
i} 2.1 0 2.0

SHfES 3.1 0.5 0.5
FEEN 3.1 0 0
(von der Maase H, et al. ] Clin Oncol 2000;17:3068)
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RIS FiiTiR DM ENE
KEFITYIIRA > MNEEA]
+ #iPD-1#i4%k : nivolumab
« JEIL - BREY AT DEVWEES

— flipfBEEEERMIT TpT3,pT4,pN+
— TR EEREMITE TYpT2, ypT3, YpT4, YypN+

y - e A Intention-to-Treat Population
f : - Disease-free Disease-free
SR No. of Events/ Survival Survival
- A ""\ | g 100-«\ No. of Patients at 6 Mo (95% Cl) at 12 Mo (95% Cl)
iv“' \,\ Tumorcell ——— ‘f:-': 904 3 %
\ Y b (7] 80+
R \ g 704 Nivolumab  170/353 74.9 (69.9-79.2)  62.8 (57.3-67.8)
B a 60 Placebo  204/356 60.3 (54.9-65.3)  46.6 (41.1-51.9)
PD-L1 \\ -‘% ;\o‘ 50 Nivolumab Hazard ratio for disease recurrence or death,
T e 4ol 0.70 (98.22% Cl, 0.55-0.90)
e 2 P<0.001
f ; 30 Placebo
PD-1 ‘. peptide £ 20
T-cell 5 104
(.) 1 rECeptOl’ = c T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
CTLA-4
© _—4 Months
No. at Risk
T-cell * m Dendritic cell Nivolumab 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
g = Placebo 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0
@]

T-cell MHC
() o/ receptor

PD-1 » -
PD-L1

Zaravinos. Oncotarget 2014
Bajorin et al. New Eng J Med 2021



PD-L1
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nPD-L1#4# : avelumab
FHUERI =15kt (CPEFRND D
EEE>REAOMREH O] EE

giilicy

‘. peptide
T-cell
receptor
@i
CTLA-4
(-)
T-cell ) ﬁ Dendritic cell
CD-28 :
“o
T-cell

() o/ receptor

PD-1

Zaravinos. Oncotarget 2014

A Overall Population

Percent of Patients

No. at Risk
Avelumab
Control

Median Overall Survival (95% CI)

mo
Avelumab 21.4 (18.9-26.1)
Control 143 (12.9-17.9)

Stratified hazard ratio for death,
0.69 (95% CI, 0.56-0.86)
P=0.001

Avelumab

Control

350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 15 11 5 3 0
350 335 304 270 228 186 153 125 105 83 68 55 41 33 18 12 9 2 1 0

10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Months

B PD-L1-Positive Population

Percent of Patients

No. at Risk
Avelumab
Control

Median Overall Survival (95% ClI)

mo
90 Avelumab NE (20.3-NE)
Control 17.1 (13.5-23.7)
801 Stratified hazard ratio for death,
0.56 (95% Cl, 0.40-0.79)

707 P<0.001

601 Avelumab

504

404

30

20

104

0 T T T T T T T T T T T T T T 1
0 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Months

189 185 146 129 114 95 81 70 49 38 32 26 18 9 8 4 2 0
169 165 152 89 76 67 54 45 37 30 23 21 12 8 6 2 1 0

Powels et al. New Eng J Med 2020
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- IPD-1#4% : pembrolizumab

/
PD-1 ‘. ] peptide
[ T-cell
/" receptor
(4 B

T-cell ) ﬁ

(-) e "eceptor

PD-1 »

Zaravinos. Oncotarget 2014
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PD-L1 A
— a -
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_ MHC

A Overal Survival

- - A o
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'y
'

Patients Who Servived [%)

-,
L) \“Al an
WAL N
<uA Chey
0+
0 . -
1 5 12 {
Months
Ne. at Risk
Pembeod Y 1 151 % b | {
Chemots b 34 ? 4

PRig ERIED ZIRaEE U TS THRN

Bellmunt et al. New

504 .
L Pembrobzumab
40+

ThioRENIC

Eng J Med 2017
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enfortumab vedotin

A Overall Survival According to Treatment Group

100-
°
@ 90
Internalization Microtubule # g 80
a Nectin-4 =
: < =
> Inhibit e P
3 60 .
| MMAE Tumor cell 5 50 EnfatURTAR e Enfortumab
* ‘s Vedotin
~ N =]
Linker ) Qv & 407 Enemeiherapy Chemotherapy
p Endosome Degradation g -
‘««' Anti-nectin-4 mAb Release 3] H:
& 20
Enfortumab Vedotin & 104 P-=
0 T T T T T T L T T T | T T T T T T T T T T T T 1
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Months
No. at Risk
Enfortumab 301 286 272 257 246 234 222 190 158 130105 85 63 52 42 33 23 15 7 4 3 2 1 1 O
. . vedotin
MMAE:monomethy| auristatin E Chemotherapy 307 288 274 250 238 219198 163 131101 84 66 51 44 32 29 16 11 6 4 2 2 1 0 0
F 7‘U.\/0)EI:I€BH|= d %)
Powels et al. New Eng J Med 2021

B{RATIIEMH 5L
https://www.creativebiolabs.net/enfortumab-vedotin-overview.htm
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