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>{BEp CREXZEHWBIR ( TURRIPCR 12%-~15% )

MIB C¥iinfeIT (MVAC , CMV )

>EF IR | LARTHAEGIRINACE MIBCRITRERTY , pCR 25%~38% , OSERES%~8%
. BLIRHAN T 2 A058 & T FsHEDia T 5 3Ealik

MANEE cT2-4aNxM0 cT2-4aNxM0 cT2-4aNOMO cT2-4aN0/xMO0
NACHEE B, SRR (o) I, mEwes ow  Teone KR SRR RE g, meae, wam o)
RC (n, %)
NAC+RC 130/151 (86) 132/155 (85) 126/153 (82) 246/284 (87)
upfront RC 134/160 (84) 139/154 (90) 124/154 (81) 239/277 (86)
— e
NAC+RC 33/130 (25) 37/132 (28) 48/126 (38) 67/206 (33)
upfront RC 17/134 (13) 16/139 (12) 18/124 (15) 26/211 (12)
58608 82% vs. 82% 59% vs. 51% 57% vs.43% 88.2% vs.57.1%,
(NAC+RC vs. RC)25 P=0.5 P=0.1 P=0.06 P=0.001
- REIBYT + JOSTEIM + 9%FPLND, 46%FF5HIPLND © AEDHIGRDHEA (N, 25%)
FERR * FRDOIRRAELEDH © FROBIRARHELED H + MPLNDSEEI# TIEH, ZEESHTEINAC © TFARZRMEDH
© RFERDAIPLND © AFIHIPLND REEMRIZITOS RIS RCRE T ED RCEAR




a3 19 MIBCEUEHEMERF ( GC vs. ddMVAC )
MIBC B & GCEsHNIT pCREEFELS %~35% A% , dAMVACHRPCREE21.2%~42.2%

Cancers 2021, 13, 2770 50f12

Table 1. Characteristics of the eligible studies.

Authors NAC Total pCR pDS 0s css Median

Year Study Design Study Summary HROS%CI) MR (95%Cl, Follow U
Country b y Regimen Patients  No(%) pValue No(%)  pValue p Value p Value) (95% Cl or IQR)
’ , AdMVAC 23 0
Van de Nz:)‘;(,d al. [25] Retrospective (om:: of axom gt::x::c- l:‘m;clr; ddMVAC 4 cycle 80 (2875) ik (7.50) - NR NR NR
M < M]x v b
Netherlands single-inatituional  , 13yie meta-analysis only analyzed comparitive data oC - 1 2 = = —
between dAMVAC and GC, excluding other data 4 cyde (31.37) 4314) )
' - % £ a7l Nk
M“"ﬁ;s" [26] Retrospective, Comparisons of oncologic outcomes betw een ddMVAC o e 00 (217) am p=00 138 months
USA single-institutional and GC as NAC for >cT2 MIBC. oC % o = (123-16.1)
34 cycle 41 s (45.10) ! NR
ddMVAC 100 28 &9 1 1 L8 years
Zargar et o 1] —— P i 34 cycle (28.00) | w00 (IQR05-4.1)
USA mult-institutional and GC as NAC for >cT3 MIBC. p - © - - s 0 2% e o T—
34 cycle (14.61) (44.75) p = 0.005 p = 0.005 (IQR 0.5-29)
4dMVAC - 84 126 NR R
Plister et al. [16] Prospective, Comparisons of oncologic outcotmes betw een ddMVAC bgce e . o
R ol multi-institutional and GC as NAC for >cT2 MIBC. oC - 7 0021 o e - — NR
4 cyde (35.86) (49.49)
' . 4dMVAC 7 1
= Comparisons of oncologic outcomes betw een ddMVAC 13 NR NR NR
. _ Retrospective, and GC or switch regimen as NAC for >cT2 MIBC. e s o, TR | ... -
USA single-institutional  * This meta-analysis only analyzed comparitive data GC 7% 19 38 NR NR NR
between ddMVAC and GC, excluding other data 3 cyce (25.00) (50.50)

Cl, confidence intervals; CSS, cancer-specific survival; ddMVAC, a dose-dense combination of methotrexate, vinblastine, donmnblauandmphm(.c gemcitabine, cisplatin; IQR, interquartile range; MIBC,
muscle-invasive bladder cancer; NAC, necadjuvant chemotherapy; NR, not eported; OS, overall survival; p pathologic plete response; pDS, pathologic down-staging rate.
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ICIEAZ5/ SR shidBharrtH A MIZMIBCIPCRE3 1~46%

PURE-01 PU RE.O‘]
Pembrolizumab .
Q3W x 3 pCR: 42%

pCR:31%

#5: pCR(pTO)

Atezolizumab
NABUCCO

Nivolumab+ Ipilimumab
Q3W $3

NABUCCO
pCR:46%

NCT02812420 NCT02812420

Durvalumab + Tremelimumab pc R:37.5%
Q4W x 2

in Oncol. 2018 Dec 1;36(34):
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5B ER
HAS 58 44 39 41
JE3)E b 4 4 4 4
PDL1pE4ERR NA 10% NA 39%
cT2 69% 79% 72% 90%
cT3-4a 31% 21% 28% 10%
cN+ 17% 0 0 3%

PCRE (pTO) 34% 44% 36% 34%
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: Basallsquamous (BalStj) - —_

(24“ n= ‘24) 15%,n=263)
75% 75% i

i . M . 25%
A Consensus Molecular Classification of Muscle-invasive Bladder §§§ 1 igé ggg
Cancer ’_gd 9.:
LumNS Ba/Sq
(8%, n=128) 100% (35%, n =619)
75% 8 75% i
MIBCHHRS F 48 e v\ § =1l =
Neuroendocnne(NE)-hke o o §¥§3 53 0% §§§3§§
Luminal papillary (24%) ' 4 i pl| "5 5
Luminal nonspecified (8%) G e
Luminal unstable (15%) ‘% o
Stroma-rich (15%) zon
Basal/squamous (35%) S s b ; L
3]

Neuroendocrine-like (3%) B e — 02 0 g0
B TCGA — 0 e 00@
0.8

Kamoun A et al; Bladder Cancer Molecular Taxonomy Group. A Consensus Molecular |
Classification of Muscle-invasive Bladder Cancer. Eur Urol. 2020;77(4):420-4334 | E’
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Luminal—FGFR3#DH!7!
Basal/squamous—®&i&ia7r.
FhisEn LT
Neuronal—FriHEBI{L T

[

Luminal Basal/Squamous
KRT20+, GATA3+, FOXA1+ KRT5.6,14+, GATA3-, FOXA1-

{ Luminal-papillary

v

L e

Papillary histology
SHH+
Low CIS

Low risk

NAC*

FGFR3 inhibitors

* Low predicted
likelihood of response,
based on preliminary
data

[FGFRS mut, fusion, amp]

Low purity UPKs Female

EMT markers (TWIST1, ZEB1) KRT20 differentiation

miR-200 family SNX31 Basal keratin markers

Medium CD274 (PD-L1), CTLA4 High CD274 (PD-L1), CTLA4

Myofibroblast markers Immune infiltrates E2F3/SOX4 amp
Wild type p53 9 l High cell cycle

\/

Cisplatin-based NAC**
** Low response rate

Anﬁ—PD—L1.PD—1.CTLA—4] Targeted therapy? "Anum-L1.Pti1.cm-4'] (Etoposide/Cisplatin NAC )
 Cisplatin-based NAC

Robertson AG et al. Comprehensive Molecular Characterization of Muscleiénvasive
Bladder Cancer. Cell. 2017:171(3):540-556.
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