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W30 4EM, BBMENEOBEEEEITIS AT I F rafll LB ETH - 7298, I TR
BEF v 7 KA Y MHEE (CPD ARSI EZHRPITnDL, L L, ThHDRIEFREOEFIT
$120% T, EFHMIZ10 7 HEEEWHENESL L OTIE RV, S 5IL5ER CPL IO E T
HLERT G THD, TNE THA RIUBRIR 5 TN L A G DY T4 @Euufhﬁfﬁgﬁf)‘ﬁbﬂféf’f)‘
gemcitabine and cisplatin (GC) #EZER T L 2 LIZHRE o7z, FOTRITIZTEE OREBE RIS
bTZ)T“E’JiEff?@“JﬁVJV\< EBEN TR o2 EN—HIZhHbEEZ N D, Hﬁﬂfn%ﬂiﬂi%@fﬂ?%{

BOLWIERETH D, HilT molecular subtype (23D W 7208012 & D BRI T A S 0SRA2 5 2 &8
Tﬂ"E ENTWD, FRIZERD# 35% % 5% 5 Luminal-papillary type Tld fibroblast growth factor receptor
3 (FGFR3) OZE - WAENASND Z LW TH Y, Erdafitinib 21X Lo & 3% FGFR HESHEOH I

AUREN, B IHEBRPETH TH L. &) 1 DOWNBIIEEMESEOEY,; TH 5o EEHINLIZ I
T 20T 2RI, PURH Z R RACRMIEANIZ D A T2 THUER MR & 5T 2 VbW 2 I A Wk

THbo L Nect1n—4 PUik & Monomethyl Auristatin E D # &K T# % Enfortumab Vedotin T Trop-2 $T
1Kk & SN-38 D# AR TH % Sacituzumab Govitecan 7 EWE L CTHIRREEHEIT L T b, TNHHIED
X, CPLIBEDORIRD e h o 72 EH TH 20 RICHEEM/INSBIE SN2 L THY, CPLAARD
BB FEETHERPELRLZEPHLPTH L, EVIFHRICIE TURBT &5 N IERY ~ 7L 0 #

BT 0IATIC L D, D «ﬁ']‘éﬂ: LTW5 ¥ 7 IVEREIECIEEPUR ¥ » 37 B IRy & L 72385 2 I 2 B
RPFIHTLTHA) . (V6 HBR. 82 :52-60, 2020)
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B TWwb, LAL, IhoopEiiEotrsy K54
e LToEE (ORR) 1348 20% CTHFM (0S)
F10 4 HRBE LRI bOTIE WY, X512t
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REGTHbD, o THEDTLI TV arrrTgsi v

i

* T 890-8520 MENEETIRk 8T H3BHE LT
TEL 099-275-5395, FAX 099-275-6637

1262154 CPI DAL o #rlinHEoBIIEBETH Y,
POEHENLERETH D, AR TIREAERMISH T, &
VORESRICHR R T DI D ATREEDS R & WiRHESEZ L) |k
5,

BB MBIEICH T BEEE
(P FENEEST) AROER

1. 1 RILEEE

2000 4F 12 von der Maase 5 ? 12 & V) SR VEIEIERE 12
3% GC & MVAC#EFED T v 5 LI 3 HER
DFERDVFER SN, &E%FE (ORR: 494 vs. 45.7%),
S AE AR (0S: 138 vs. 148 7 H) & & b2 HET
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Holze TORREZITCTRIWER DA 7 v GC LD
RVERE R ORBHEEH N T o T2 TILIED 1 RALFHE
FOSEIX, 20O GCHEDOKELYERT LI &5 BIE
ELTHALRL YA UREITENTE

VAT TF R AN WE 2HFEATIE, Dose dense
@ Gemcitabine & Paclitaxel ® 3 > YA —2 3 Y &2 ld L
OFf2 R LY A U NER S NS WERIZE L 0S %
IRL728, weiub AR < 2B 3B IZFER S LT
WiV Y Y (Table o ¥ A7 F ¥ % AN72 45 3H
#U% T 13 High dose ® MVAC ® GC, F72l Nt ¥ F
LIV E T AT TT Y OMAEDEDPE SN, JE
KD GC R MVAC #EB T2 LD TV W
(Table 2),

Table 1 Phase II trials: 1* line chemotherapies for mBC

Authors Year Treatments Pts Remarks

ORR | R 0s
Kaufman® 2004 GPa 55 40%  10% 1M >G3 Neutropenea (56%)
i 2005 DD-GPa 3% 69% 2% M e
263 Neutropenea (36%)
Ardavanis® 2005 GD 31 52% 13% 15M 2G3 Neutropenea (28%)
Dumez® 2007 GD 34 53% 6% 9IM 2G3 Neutropenea (12%)
Dreicer 2008 Gpe 46 | a2% 4% 13Mm 263 Neutropenea (75%)
’ 63 Neutropenea (68%)
)
Milowsky® 2009 AG-> TP 60  73%  35% 16M prr
Hussain 2014  CetuxGCvsGC 88  61% a% 4w  Nodfference between the arms

2G3 Neutropenea (41%)

G: gemcitabine, Pa: paciitaxei, D: docetaxei, Pe: pemetrexed disodium, DD-: dose dense
A: doxorubicin, ITP: ifosfamide-paclitaxel-cisplatin, Cetux: cetuximab

Table 2 Phase III trials: 1™ line chemotherapies for mBC

Journal

L
Authors or Year Treatments Pts Results ou
: (0s) Toxicity
meeting
Von der i
2) Jco 2000 MVAC vs. GC 405 Equivalents GC
Maase
Sternberg® iCo 2001 HD-MVACvs. MVAC 259 Equivaients MVAC
Bamiast! Jco 2004 MVAC vs. DC 120 MVAC DC
De Santis'? ASCO 2010 GCa vs. MVCa 238 Equivalents GCa
Bamias!3 AsSCo 2011 “BB-GCve HB-MVAC —175 Equivalents DD-GC
Bellmunt'¥  JCO 2012 GCPa vs. GC 626 Bl Ge

(15.8M vs. 12.7M)

M: methotrexate, V: vinblastine, A: doxorubicin, C: cisplatin, D: docetaxel,
G: gemcitabine, Pa: paclitaxel, Ca: carboplatin, DD-: dose dense, HD-: high dose

2. 2 /bEEL

2 KALF I O 5 2 KBTI, GCI % GPa 7 &%
ORR 40% DRI DOIMETH - 7245, 0S DIEEIZITHFT
945 3AHERITIT N TV (Table 3) 1, v
AT NVAHOA RRM/NEEAESETH 5 vinflunine
FEBEIIEFREUE L D> 72 b OOMIZ AR % 35H]
Dhdolzl s, I—10 v 8T 2 RILFEEIE L
LTKRAENR TS P Y, 5,85 =7 (Lapatinib) (&
EREERT 2% (EGFR) & Her2/neu ® A5 % [H

E5 L EFOY XS —PHERTHE SN, &
SEEOFHBRICBT 2 ENEETREAPEE SN
Mol 2 Fhe &l YE L&D -7z (Table 4),
I TlE VEGFR-2 X9 4 E/ 70— F VI A TH
% Ramucirumab 1% Docetaxel & O Fl 12 B W
THEHE AN (PFS) # AEICER LER S
(RANGE 3B ® : Drakaki &, 2018 4 ® ASCO-GU).

Table 3 Phase II trials: 2™ line chemotherapies for mBC

Efficacy
os

Authors Year Treatments Pts Remarks
CR | PR | SD

Pagliaro®! 2002 GCl 49 4% 37% — 10M tolerable

Lorenzo™® 2004 FOLFOX-4 16 0% 19% 19% 4M 2G3 Neutropenea (18%)
Sweeney'”) 2006 Pemetrexed 47 6% 21% 21% 10M >G3 Neutropenea (4%)

Albersi8) 2011 GPa 4D 13% 5% 20% &M >63 Anemia (6 7%)

Wong! 2012 Cetux-PavsCetux. 28 11% 14% — 1om "°© diffe;z’;”fa::t(‘;’;i%he arms
G: itabil C: cisplatin, I: i ide, Pa: paclitaxel, FOLFOX: oxaliplatin, 5-FU and leucovorin, Cetux: cetuximab

Table 4 Phase III trials: 2* line chemotherapies for mBC

Journal
Authors or Year Treatments Pts Results Toxicity
Qos 2G3
Belimunt®® iCo 2005 vinfiunine vs. B5C 370 ©6.5Mvs. 4.3M  Neutropenes
(Equivalents) (50%)
PFS
Bellmunt?!)  AnnOnco 2017 cabazitaxel vs. vinflunine 70 1.9vs. 2.9 2G3 (41%)
{Inferior)
as
Powles*! Ico 2017 446  12.6vs. 12.0 2G3 (8.6%)

(Equivalents)

BSC: hast suppartive care

L2 L7555 Powles 512 & AHeCl&, PFS EEIZIZ
HFEHLZbDOD 0SS TRAEFEDV LD o722 EHES
7z (Fig. 1: 2019 4 ASCO-GU), F 7zR#EEEDOH 7
CTHEOBEIIBIT AT T TIEIPFS ICBWTHAHE
BEN L Po/zZ LM SN Tw (RES, 2018
4E ASCO),

Molecular subtype (CEDULV/-
B DR PR BR

BEMCRE g A 5/ —~ A CIEEEET AR
# (tumor mutation burden, TMB) @ £ W\ [ 5 T &
%o B ORILE X OHERIZ 20 b 4 LT % Fig.
218 F o 9 AEAD R LTI ALD B IERE Cfe 2
) FGFR3/HRAS A E IZ#HIEH * b 7253, S 512
PIK3CA/STAG2 ZRA ML Z % & High-grade Ta #&127E
3 5, high grade Ta ¥ (% % ® % CDKN2A % TP53/
RBL OARFEALZ T TUHEICHERT 2, FRVERFTO
TPS3ERITEEKE 726 L, S5IZRBlI ORI
L0 EREME (CIS) W T THEANSET 5, Tl
FIESH IS ESERBEETERZRI L OiERE
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Background: RANGE primary and secondary efficacy endpoints

Progression-free Survival'

RAM+DOC
24.5%

months

HR, 0.757 (95% Cl, 0.607 to 0.943)
\.. Log-rank P=.0118
Hat

Survival Probability
ORR, %(95% Cl)

RAM#!
(N=216)

19

Best Overall Response!

20.4%

DOC

Overall Survival?

n 9 40 months
W\ jocet =2
r 7.85 muntm
HR, 0.887 (95% CI, 0.724 to 1.086)
og-rank P=.2461

CR
PREE 100 P

P+DOC
14.0%

= 80

Ramucirumab (RAM) is a human IgG1 monoclonal antibody antagonist of VEGFR-2

Positive association between RAM exposure and improvement in PFS and OS was observed in three
phase 3 trials, including advanced gastric, colorectal, and non-small cell lung cancers®>

We previously reported a positive association between exposure and PFS in RANGES®, here we present

the ER relationships with the secondary OS endpoint

sentenat: 2019 Genitourinary Cancers Symposium | #GU19

es are property of the author. Permission required for reuse.

1. Petrylak DP et al. Lancet2017. 2. Petrylak et al. Ann Oncol. 2018; 3. Tabemero J et all
Mol CancerTher2017. 4. CohnAL, et al. Cancer ChemotherPharmacol. 2017. 5. Smit
EF, etal. Cancer Chemother Pharmacol. 2018. 8. de Wit etal. J Clin Oncol. 2018,

Presented by: Thomas Powles, M.D.

Fig. 1 Primary and secondary efficacy endpoints in RANGE study presented by Dr. Thomas Powles at 2019 ASCO-GU. The ORR were
24.5% in the RAM + DOC group and 14.0% in the Placebo + DOC group. Despite a significant difference in PFS, Dr. Powles finally
reported that there was no difference in OS between the arms.

Molecular subtype of bladder cancer
FGFR3 mut PIK3CA mut
HRAS mut STAGZ mut
P> Hyperplasia me—- Luw_-lgmda
..“ h
0'.
0..
A
d(cazlgiign Hyp:nr"[::asla o = CDKN2A inactivation
dysplasia - (TP53 inactivation)
‘,-" v (RB1 inactivation)
TP53 mut RBTloss " J
Inamura K: Cancers 2018. review article.
Fig. 2 Potential pathways of tumorigenesis and tumor progression of bladder cancer (BC). BC develops via divergent pathways comprising

either the FGFR3/RAS pathway (green) or the TP53/RB1 pathway (red). Chromosome nine deletion occurs in the early phase

of tumorigenesis. FGFR3/HRAS mutation frequently occurs during the development of hyperplasia. In the case of low-grade Ta

carcinoma with recurrent PIK3CA/STAGZ2 mutation, hyperplasia develops into high-grade Ta carcinoma, which may progress

to become T1 carcinoma after CDKN2A inactivation or TP53/RB1 inactivation. TP53 mutation frequently occurs during the

development of dysplasia. Dysplasia may develop into CIS (Tis) after RB1, followed by T1 carcinoma. T1 carcinoma progresses to

become MIBC (T2) after various genomic alterations. Chr, chromosome; CIS, carcinoma in situ; MIBC, muscle-invasive bladder

cancer; mut, mutation. Citation with permission.

FEERT A EEZ LN TWS Y, 4, The Cancer
Genome Atlas (TCGA) 77— % X— ZZB\T % 412 fl
DT NEN S, i EEEEEHE L 5 © O molecular
subtype 125788 S AVHEIRIZ T 5 SRR L 2 &)

R E NP Bl 2R 4k 0K 35% % 9 % Luminal-
papillary type TIZ FGFR3 O£ - &N A6 b 2
ENRHTH Y, RPTHEITHRIC BT S MTEi bk X
WIFRI R T FGFR BHEESHIF RS L) (Fig. 3).
DX A S, HiIT Tl molecular subtype (23

DWW ERAERDSFIH SN D L)1k o 7,

1. FGFR FAEE

Erdafitinib 1% pan-FGFR (1-4) [HE# TH ) %,
2018 4F ASCO T Siefker-Radtke 5 (2 & V) 45 2 #H i &
ER (BLC2001 3tB& 1 NCT02365597) O #5 HAsiiss &
N7zo ZHUC K B &R EF MM A T FGFR ©
L A DHERR S BRI R EE (n=99)

, BEODPNEEEEHF L, 3% 23— FJ 4

/u[&p@‘(ﬁ#ﬁ’% ELTEmENT W2, ORR 1% 404% T
PFS & OS 1ZH R fET55 7 AL 138 h HCTh o720 =
DOIR— M TIE2HIZHIGEHEE LTCPI2MER &L
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Comprehensive moiecuiar characterization of muscie invasive BC

Normal bladder mucosa

High luminal markers

(KRT20, PPARG, FOXA1, GATAS3, uroplakins, FGFR3, ERBB2)

Low basal/squamous markers

(CD44, KRTS, KRT14, DSC3, TP63, EGFR)

Papillary morphology;

FGFR3 alten ns;
Active SHH signaling;
Low CIS scores;
Low extracellular matrix;
Low tumor burden;
Low hypermethylation;
CDKN2A deletion;
High miR-200 and CDH1;
Low miR-99a and miR-100

Lowest purity with

High EMT markers;

Luminal-papillary

Subtypes (35%)

FGFR3 inhibitor; Immune targeted
Suggested
e

treatments without NAC

TCGA cluster Il in 2014;
mesenchymal signature;

Umbrella cell High CIS scores;

Medium immune markers |  phenotype | Loss of SHH signaling;
53 mutati

[PD-L1 (CD274), CTLA4]

Luminal-infiltrated | Luminal jBas

mmune
checkpoint

Female-predominant;
High basallsquamous

markers
(CD44, KRTS, KRT14,

DSC3, TP63, EGFR); | Worst survival;
Low luminal markers DI
(KRT20, PPARG, FOXA1, | heuroen: docring
GATA3, uroplakins. genes;
FGFR3, ERBB2): High
High uroplakins | High immune markers proliferation
and SNX31; | [PD-L1(CD274), CTLA4); signature

cisplatin-

Imamura et. al: Cancers 2018

Fig. 3 Categorization of muscle-invasive BC into five different subtypes based on mRNA expression by The Cancer Genome Atlas
consortium. Molecular and clinicopathological characteristics and suggested treatments for the five subtypes are summarized.
Among them, luminal-papillary type occupies 35% of BC. miR-200 is highly expressed in luminal-papillary type, and this type
is also known as low therapeutic effect by immune checkpoint inhibitors. CIS, carcinoma in situ; EMT, epithelial-mesenchymal
transition; NAC, neoadjuvant chemotherapy; SHH, sonic hedgehog. Citation with permission.

TW727s, CPIASER L Tzl 22 6, 7> 1 %)
(5%) OATH Y, 1341 (59%) Tl Erdafitinib 2722
w7z ZAUE CPI2YZE%h$ 4 % & FGFR BHEIE D
ZNT HEEOEENRELR L EEEMNT T D, FR
1% Fig. 4 12773, BIE, CPIEIBEEOHFEEIZL > T
VR A L % 5 3B (THOR ER) 2 H#EFTHCTH 5o
Erdafitinib DA/HZ & % < & FGFR BH&E S AT 56 S LB
RERERSHIE ST\ b (Table 5)

2. Antibody Drug Conjugates (ADCs) DBI%

Enfortumab Vedotin i Nectin4 {2 % 3 % € / 7
O — J VPR & N E A B E 3 T H %5 Monomethyl
Auristatin E OFEEWEEERTH 2 ® (Fig. 5)o B
S o A 12 13 Nectin—4 25 RICHB L TH Y,
Enfortumab Vedotin (ZHFFE A ZHEFIAZA @ lysosome (2
LY 3A F 1L Monomethyl Auristatin E 2SI Tl &
NHUES IR Z T D, bbb IV A IVELETH 5,
55 2 R TH A EV-201 (NCT03219333) Tlix CPI &
BVNET T TFFN=ADAUERERDO T Y F A4 ik
BELTTH A v, BF (n=125) D 90% | Az
B o712 b b 5T, ORR 44% (CR 12%, PR
32%) LZ=xpL, PFS & OS 3o fEc58 7 H & 117
A LBIFCH o7z, BRENT &1, CPIO L9 IZHE]
VEf 72 & CHe % dil LT 4 Responder D #7 40% Tx)
A4 A durable response 2SR I N TW5DL 2 &
TdH % (Petrylak & 2019 4F ASCO), HfE, CPI % ®

tHh N4 e LTfbEEFE D (Docetaxel, Paclitaxel,
Vinflunine) % xtHd & L 7245 34H U BR (EV301 7k B -
NCTO03474107) 2SHEATHTH 5o

b9 12 DK Y % ADC 1 Sacituzumab Govitecan
(IMMU-132) TR E& I R38R 15 S TR Ic 58 8
LTWwW5 Trop2 2R+ 5E /7 70— F ke bR
AVRAT—VHERETHLA) ) Th v ORKEEY
TdH % SN-38 L OB A TH 5 (Fig. 6),
JEREHRE 2 & 17K LCATb N5 1/ 2HH
5% (Tropics-03 : NCT03964727) TILHI{EHE 12 CPI &
ZWET I FFR=—20fbEEEREE S V8
T4 YU BEOBMREERE (n=45) &5 SN, 73%
AR RS - 7212 b 222 53, ORR 31% (CR
4%, PR 27%) TR XM > 7275, PFS & OS & A g
fET73 7 HE 16347 AL BIFTdho7: (Tagawa b,
2019 4= ASCO-GU), #F##l % Fig. TIZ/R T Z O
REZITC, BB UC 20 RIS 72 55 2 A1 Bk
(TROPHY-U-01 : NCT03547973) #SBIGE N TW 5,

] i

JRFTHEAT & B TR RS PR BEIEI [k B SRR o
BIZE S HE T\ B, 4512 FGFR [H % 22 €1 molecular
subtype % & & L 72 R RERDIT DN D L 9127 - 72,
S IR ORI R 2 3 H 54 &, IR O/
PEFEE R D726, EV % IMMU-132 @ X 9 7 ADC % #
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Response to Erdafitinib in a Patient With Liver
Metastases

Baseline First Restaging (6 weeks) Second Restaging (12 weeks)

Images provided by Dr. Arlene Siefker-Radtke

neemam 20BASCQO Mascots sesenreonv:  Arlene O. Siefker-Radtke 8
ANNUAL MEETING Teuse.

Fig. 4 A successful case treated by Erdafitinib presented by Dr. Arlene Siefker-Radtke at 2018 ASCO. The liver metastases had
radically disappeared at 12 weeks after administration. Citation with permission.

Table 5 Other FGFR inhibitors (ongoing clinical trials)

AZD4547 (BISCAY) NCT02546661 Single agent or combined with duvalumab
BGJ398 2 NCT02160041 Fully accrued

Debio1347 1 NCT01948297  Recruiting advanced solid tumors
INCB054828 2 NCT02672714

LY3076226 1 NCT02529553 Urothelial cohort after dose escalation
Rogatatinib (BAY1163877) 1 NCT01976741

Rogatatinib vs. taxane (FORT-1) 2/3 NCT03410693

Rogatatinib + Atezolizumab (FORT-2) 1b/2 NCT03473756 First-line cisplatin-ineligible

B-701 +/- Docetaxel (FIERCE 21) 1b/2 NCT02401542 FGFR3 specific monoclonal antibody; Phase 2 is
docetaxel +/- B-701

B-701 +/- Pembrolizumab (FIERCE 21) 1 NCT03123055 FGFR3 alteration not mandated

Enfortumab Vedotin is an Antibody-Drug Conjugate
Targeting Nectin-4

 Enfortumab vedotin (EV) consists of a fully Proposed mechanism of action of EV
humanized monoclonal antibody targeting
Nectin-4 and the microtubule-disrupting agent
monomethyl auristatin E, conjugated by a
protease-cleavable linker
« Nectin-4, a transmembrane cell adhesion
molecule,’ is highly expressed in cancer cells,
particularly in urothelial cancers?
 Nectin-4 was found to be highly expressed in 93% of
mUC patient samples?

Enfortumab vedo investigational agent, and its safety and efficacy
have not been es )

Samanta D and Almo SC. Cell Mol Life Sci. 2015;72:645-658; “Challita-Eid PM et al. Cancer Res. 2016;76:3003-3013; *Petrylak DP et al. J Ciin Oncol. 2017;35:106-106.

wesereo . 2018 ASCO'

ANNUAL MEETING

Fig. 5 Introduction of Enfortumab Vedotin (EV) by Dr. Jonathan E. Rosenberg at 2018 ASCO. EV consists of a monoclonal antibody
targeting Nectin—4 highly expressed in urothelial cancers and the microtubule-disrupting agent, auristatin E. Citation with
permission.



EEBLRE DS

mUC results in IMMU-132-01 Study

Sacituzumab Govitecan is a Trop-

Antibody-Drug Conjugate (ADC)

« Trop-2 is an epithelial cell surface antigen
highly expressed in UC'.

Humanized anti-Trop-2

Linker for SN-38
« Hydrolysable linker for
payload release

Sacituzumab govitecan is distinct from other

antibody « High drug-to-antibody

57

ADCs:2® « Directed towards Trop-2,
_ . te-anti ;5 an epithelial antigen
Sliohdoug-to-antbodytratio expressed on many solid

- Hydrolysis of the linker releases the cancers
SN-38 cytotoxic intracellularly and in
the tumor microenvironment. Thus,
Sacituzumab govitecan-bound tumor
cells are killed by intracellular uptake of

ratio (7.5:1)%

SN-38 payload
+ SN-38 more potent than

parent compound,

SN-38, and adjacent tumor cells are irinotecan

killed by SN-38 released « In xenograft models,

extracellularly® ADC delivers up to 136-
fold more SN-38 than

+ Sacituzumab govitecan has shown ininotecan
preclinical and clinical activity.>”#
Tiop-2_trophoblast cellsurface anigen 2. 1 Avelinietl Oncotargel 20178 58642 2 Starodub et al 3670 3 Cardioetal 1:173157:3169 4 Sharkey et al Clin Cancer Res. 201521 5131.5136
3 oot ocenjotateChem 201520 16,951 5 Govncan e a1 Mol Cancer e 201312 85,9757 Faas o 8. Gon Gomour Gancer 301314 1570 5 B &1 a1 3 Gionee 2017 352141 2148

presentep AT 2019 Genito Presented by: Scott T.
y of the

Fig. 6 Introduction of Sacituzumab Govitecan (SG) by Dr. Scott, T. Tagawa at 2019 ASCO-GU. SG consists of a monoclonal antibody
targeting Trop-2 highly expressed in urothelial cancers and the final metabolite of ilinothecan, SN-38. Citation with permission.

mUC results in IMMU-132-01 Study

Case 1: 75% Reduction in Pelvic Metastasis After 4
Prior Lines of Therapy (2 CPI)

+ 58 year-old male with inoperable, high-grade
papillary UC

» Progression after 4 lines of prior therapy
« 1stline: cisplatin/gemcitabine/paclitaxel
« 2" line: gemcitabine
+ 3"line: atezolizumab
+ 4" Jine: nivolumab

76% Reduction in sum of all target
lesions
+ Duration of partial response: 29.4 mo

Baseline MRI: 64 mm 1t Response Assessment: 16 mm

CPI, checkpointinhibitor.
Case presented previously at ESMO 2017 (Tagawa et al. Annals Oncol. 2017;28(supp! 5):301 [Abstract 858P)).

Presented by: Scott T. Tagawa

mUC results in IMMU-132-01 Study

Case 2: 32% Reduction in Lung Metastasis and
Complete Resolution of 2 Liver Metastases

Lung Lesions

Liver Lesions

Baseline CT: 34 mm Confirmatory CT: 23 mm

* 56 year-old female with advanced UC, metastasis to lung then
liver
« 1stline: gemcitabine/cisplatin plus bevacizumab/placebo
(initial response, then progression) 2.
+ 2"dine: atezolizumab with progression and liver
metastasis

79% Reduction in sum of all target lesions
+ Duration of partial response: 16.9 mo

Baseline CT: 20 mm Confirmatory CT: 0 mm

Presented by: Scott T. Tagawa

Fig. 7 Successful cases pre-treated by chemotherapy and CPI presented by Dr. Scott, T. Tagawa at 2019 ASCO-GU. The metastases
shrank tremendously following SG administration. Citation with permission.
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M L7 ORENED & PR IN L WFRIZ,
TURBT T1% & N7 ER > 70V D@ AR T AT I &
D, mOEHEILL TWD Y 7TV IEGIUR 7~ /3
7 ZREI & L 72ALSREEEE - o FARRYEE - CPT 2 ®3R§
LIRERAEPRT HTHAS ) o

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) von der Maase, H. et al.: Gemcitabine and
cisplatin versus methotrexate, vinblastine,
doxorubicin, and cisplatin in advanced or
metastatic bladder cancer: results of a large,
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study. J. Clin. Oncol. 18: 3068-3088, 2000.
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in advanced transitional-cell carcinoma of the
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211-218, 2007.

7) Dreicer, R. et al.: Phase 2 trial of pemetrexed
disodium and gemcitabine in advanced urothelial
cancer (E4802): a trial of the Eastern Cooperative
Oncology Group. Cancer. 112: 2671-2675, 2008.
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PROMISING DRUG THERAPIES OTHER THAN IMMUNE CHECKPOINT INHIBITORS
FOR THE TREATMENT OF METASTATIC BLADDER CANCER
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Abstract:

Within the last three decades, cisplatin-based chemotherapies have become the standard of care

for metastatic bladder cancer (mBC). Recently, immune-checkpoint inhibitors (CPIs) were clinically

approved for the treatment of mBC and have attracted much attention from urologists. However, the
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objective response rate (ORR) of CPIs remains limited to approximately 20%, and the overall survival
(OS) is only approximately 10 months after administration. Furthermore, there are no effective systemic
therapies after gemcitabine and cisplatin (GC) or CPIs. Various clinical trials have been carried out using
anticancer agents and molecular targeted agents. However, no treatments have shown superior ORRs
and OS compared with GC therapy. This apparent inefficacy may be due to a lack of consideration of
the molecular subtypes of cancer tissues from eligible patients. BC is known to exhibit a high tumor
mutation burden, and the efficacy of therapeutic agents has been shown to be dependent on the molecular
subtype of each patient. In particular, the luminal-papillary subtype accounts for 35% of BC cases and is
characterized by fibroblast growth factor receptor 3 (FGFR3) mutations and fusion. Erdafitinib and other
FGFR inhibitors have been reported to be effective therapeutic agents, and phase 3 trials are currently
being performed for selected patients. Antibody drug conjugates (ADCs) are also being evaluated. ADCs
consist of a monoclonal antibody targeting a tumor-cell surface antigen and an anticancer agent, enabling
delivery of anticancer agents specifically to cancer cells via the antigen—-antibody reaction (also called
“missile therapy”). Enfortumab vedotin (Nectin-4 and Auristatin E) and sacitumab govitecan (Trop-
2 and SN-38) are promising ADCs that are currently being evaluated in clinical studies. Importantly,
these drugs are also effective in patients who have taken CPIs as prior therapy, suggesting that the
molecular background may be different from patients who have benefitted from CPIs. Thus, in the near
future, precision medicines, i.e., agents targeting activated signaling pathways or cancer antigens based on
companion diagnostics of specimens collected by transurethral resection of bladder tissue, are expected to
facilitate improved outcomes in patients with BC. (Nishinihon J. Urol. 82 : 52-60, 2020)
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