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(54) ¥ WA HER2 B¥E EE o]& IYG3e FAAE FEAELE X33 23188 $3¢ B2 Ad
£ BlolontA ZAE
(57) 8 ¢F
B by HER2(Human Epidermal growth factor Receptor 2) ©W¥ld i o]E mysls FAAE fFaAREoe=R
zgete S WEY W Agg volontA AEA #e Zow, ZHEA Fde #wWrvF 12 9]
BkAptoll A HER2(Human Epidermal growth factor Receptor 2)7F I&t&Est= whl | W77} T3 whA|Sl Shabatol A
HER2 W& o] FoJsiAl #Aaste S o=y, A& W3 ¥ JAdg 2A4E24 F835H4 &84

+ quh,

o F - =1

78 patients screened for eligibility

Eligibility

Enrolled

Analysis

33 patients had radical cystectomy
(HER2" 8 patients vs. HER2 25 patients)

Subgroup analyses

33 patients were analyzed
for prognostic factors

De novo muscle invasive bladder cancer

Fat Layer
Muscle layer
Lamina propria
Urothelium

HER2* 14/61 (22.1%)
Better survival, 64.3 months.

adical
cystectomy
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HER2(Human Epidermal growth factor Receptor 2) @z mi= o2 z:Y s}
2384 gy ¥y g vpolontA RAE

AT 2

Aol gloin, A7) W T2 EE T3 WA AL 5Ho g volonA 24T

A3 3

HER2(Human Epidermal growth factor Receptor 2) Tz = o]F 3IY3tE FAAY & 58 el 4
A= AAE FEAdECE X3t 238 UEd Y] Jds 2A4E.

AT 4

A3gol JAA, A7 IdH S AT F e AAE F7] g Bojdow A¥ste A, FElel=,
PP EE FRHE; e A7) 9SS 3gsts fRR e Boldor AjstE Eholw e X2HQ AL
=qow dt 4%,

A% 5

A3 = A43 F o= g o RAAES FadTeE ¥ 2 UEY By JAds 71E

A1 6

MAZTEH Y4 Angs Feshs GAIGA): 2

A7) Bel® yEH A5l HER2(Human Epidermal growth factor Receptor 2) @i T o]2 Y=
o o
=

5}
d s SAse dA(A2SADE E3ete 23R WA WYl Ads AF AR A Y.

A7 8

Aol JoAA, A7 @l Id S SASE WHS d=w"E3, ELISA(enzyme linked immunosorbent
asay), AW YEA] (Radioimmunoassay;  RIA),  WAPH A E2MH (radioimmunodiffusion), Q$-FAHZY
(Ouchterlony) W9 29, ZFA 9] E(rocket) W% 5 ZAWEAAA wIHHd B
(Immunoprecipitation assay), HEAIAEA1W (Complement Fixation Assay), FACS % wald o= o
oA AEE st o]l AS EAHOR st AR AlFT WY,

I

S|
o]zl

$

AT 9

Aegel dolA, A7l A G FEs SAHsE ES vtolaRo ol (microarray), 2HH A714E 4
(Next generation sequencing; NGS), F&2LAHR-S(PCR), RT-PCR(Reverse transcription PCR), 734 RT-
PCR(Competitive RT-PCR), 2A]ZF RI-PCR(Real-time RT-PCR), RNase ®.& #2JH(RPA; RNase protection
assay), =% Z38] (Northern blotting) @ DNA JO =2 o]Fojz oA Meld sl} ol4el AL EFJo= &}
= AR AT .

.

] A
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7l & & of
B o HER2(Human Epidermal growth factor Receptor 2) ©¥ld T o]E FAYd= FAAS FaAES
2 E@.g},b :Lz]O/H H]—.»LOI— 1317] O u]—o]ou].ﬂ Z/H‘j ] %@l— 7/3011;}.

m

N & 7] &

W39k (Urothelial carcinoma) 7 AAIA o= 108A= &3 oz A3r 525,00070] M= WAs glo
a4 AMY T 13HAR w2384 W9 (Muscle-invasive bladder cancer; ©]3} MIBCZF &)& w3t
o] o 25%2 xpA|FTh. MIBCOl tiE] #AREE FE A8WHS AaZdd bk 4 A 3Eaew
(neoadjuvant chemotherapy; ©]&} NACZ} $F) ¥ w33 HA|< (Radical cystectomy; ©]3} RCE} $hHo|H, o]
ek oF 8% AEE(09)S SR, 2y A &3 Aolrh Aan, FEE T EAlE ko] 19%
| 7] AEWE WAL k. NACH ZojA oz wh-gd FxE oSt el FA, H“\]-H A L] AtE 4
= 3k, "lolompA el FAl Fol ofs) AF AsyF A AL&3re] AxrE Ak, NAC &5 Oig A5E F 9l
= oS vlelenmAE sl A2 MIBC AEE HAgsla 4 A5 /Axss u S,

™ o2

rL

[}

rl

MIBCE &7 %X_Z} o] (heterogeneous) & 3to|t}.
4 =-&o] ¥}, HER2(Human

’ = bl
Epidermal growth factor Receptor 2) EA 319 oA YHEHEg B3 &9 F33 Bdo] k. Wk

S@
= o
R

)

o2

%

ﬁtl

P!

lo,

ol

o

[t

2

v

3.1.5

rlr )

Y % P HER2 FPRAGMERZ)S B WE 2 BAH A wRA. fueds) %OLOH o314
= HER2 # ABAC HE ATh B APs 3 gort, WAl HF F AXEA) b5l Bt A
S AN, webd Wl AF dAZA MRS ® RS B HR T4 Andel £A4Y F 3
= BT sAeksh] 9% ATt Bas,

MY 7|3

=524

(E3E3 0001) 1. g3l S2E3] KR 10-0972618(2010.07.21. 52)

Wowbm o] ZA.0 HER2(Human Epidermal growth factor Receptor 2) ©@ilz = o]Z FYdt:E FHAE F&
Ao x3eheE HEd Ed BY) AdE vlelentA 2AHES AFEE Aotk

2 oago] o2 EA4L Ay duld e olE Yk fEAe Bd £ES 3% 4 e AAE FaHE
o2 ¥3slE 2 UHET ¥ JdE ZAAES ATk Aoy

2 dgel ¥ b2 54 JfAREE AESE ARE EYste 9 E35H4
HER2(Human Epidermal growth factor Receptor 2) Wl & o]l& FAYsle FAAY Bd #5& SAH3=
GAE X3stE 2 BEd ¥ JdS 93 4R AF YHEs

PP
A7) BAS GAdslr] 918, oS HER2(Human Epidermal growth factor Receptor 2) ©@¥ld Tl o2 =
Pt FHAE fFadwoR rety 238 1t W] g violevtA 2AAES AFT.

3

WP gy] Bud Et o ;YsE FAAY WA FES FAT £ Q= AN FEYROE

d
¢
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|- et

we, B oug e JiARREH AESH AgE BEEste oA 2 Ay BEEE AESEH A]golA HER2(Human
Epidermal growth factor Receptor 2) Trld L= o]& IYstE Fdxte] wd £3L =AHstE dAS T3

=
s TUEA PYY WY QWS A% AR AT PEe ATa,

b

grgol g
2 e waw, 2HEAd Wd
Receptor 2)7} ¥&dst= whd | |
A, e e g A

o
i)
lo,
o
N
N

F T2 ©Ael 3kx}*oll A HER2(Human Epidermal growth factor
AQl Zxptoll Al HER2 W& o] fFolstA #HAastes AS Aoz

H
S5HA &84 5 Sl
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5 2= Guboto) A HER2 o] wE W %A 38 (Immunohistochemistry; IHC) 34 ZAijo|t},

32 el A HERZ el whE PD-1(% 3A), CD-8(% 3B) % Ki-67(% 30)9 WYz 33t 944 Aol

% 4% MIBC SATolAl HERZ'S] B RAF Auelth, & dal RE ol Ao wE dA AEES
BA% Aot % dbe RE SAolA HERZ'O] w2 AA AEES BAS Aotk T ek RC 391
A Aol WE AA PEHS BEAF Aoty E 4dE RC a9 1Rl HERZ o] WE A4 PEHS BA
& Asjolt}. & et HER2'O] & A= ©(0.1590mm) PD-1 £% A& FLT 55 BA3 Abo|th(vs. HERZ
). % 4f% HER2'o] w2 W= 2(0.1500mm) (D28 % W& WLT 48 B3 Azjolth(vs. HERZ). % 4g
= HERZ'Ol WE AIE(Ki-67)9) A% & (growth fraction)e #A3 2

| e D= w(0.1590m ) PD-1 £ A§ ULT F2 BAF Autolth. = 4ii HER2 @] w}2 (Dse] B

2

= 9(0.1590m ) =% =, Ith. & 4j% HER2 W&o wWE M EZ(Ki-67)9 A&
S AT Aot = dedjv oldZFE, A% 9 olulF AMESFE YEidt. Jhed WE F
YERIL, whisker 95WA WEAG74A] AGETE. p #h2 p<0.05% FAIEIL FolebA] & el A
4 e p o= mAETH, HER2 o= HER22 S} HER23 7} ¥3+% 31, HER2 o= HER2 0¥ HER2 17} Zdrgic),

MIBC, muscle-invasive bladder cancer; TIL, tumor-infiltrating lymphocyte; HER2, human epidermal growth

i)
It
o
i
-
4>

[t
M
1
ro
iih)
i

(e}

factor receptor 2; HER2+, HER2 overexpression.

Wy A7 Hek A g

olet, ¥ YHE By AAsA AWt

B a2 238 W] "W T2(pT2) wHAISl 3kAtoll Al HER2(Human Epidermal growth factor
Receptor 2)7} #@st= whH | W7|7F T3(pT3) ©HAIQL BAparell A HER2 & o] fofshAl #aste AS g9l

FgomM, B 43s $Y5s

B o HER2(Human Epidermal growth factor Receptor 2) @& I o] 3YdtE FAAE FaAEo
2 ¥osle e e Wy Adg vpolentA 2AES AF3

A7) W7)E T2 B T3 @AY & It

2 HAA A, “Hh(diagnosis)” & BE FEIY EA B 5L ERlste Aew, B dge] 544 23
4 HFd BUIE sk AS guisiy, & WEY B ol Hojk iy o] Tl dig i
o] S BAse A, HEWEZY X (therametrics)(dE £, & &% s JRE ATt 954
AR el FEE BEUHPSE A) 55 ESh. ek, 4 AdH dAF A e Adel dwe] A 23

_5_
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W, ZA9]E(rocket) W H7|GE, ZAHIAA mmunoprecipitation assay), HA|AE
21 (Complement Fixation Assay), FACS ¥ whila o=z o]Fojzl oA delg s} ojdd 4 glor}, o

of FAE= A oyt

A7 FAR B FEs 540t HH2 vlola 2ol d o] (microarray), AAIH G714 E 4] (Next generation
sequencing; NGS), THAZAAN-E(PCR), RT-PCR(Reverse transcription PCR), A% RT-PCR(Competitive
RT-PCR), 2A]Z+ RT-PCR(Real-time RT-PCR), RNase W& A% (RPA; RNase protection assay), =% E5HH
(Northern blotting) % DNA H o2 o]Fo|zl T Hde® st o] dd & o}, o] &A= AL ol

=

W oA ATobHd VIAAAIYE ] $AS ol AT AM I 2022-04-013) .
Aol A EA(retrospective nature) Wl APd Fojel st 9Hde 2V
STOBE(Strengthening the Reporting of Observational Studies in Epidemiology) B.il A 3& #4313},

Zir.?h

(A3 2] A HAA (Patient eligibility)

H F(Urothelial carcinoma) HehE& wheka whgel ®=€e gl 3AE EHSTH. 2005 1€4H
20133 12€¥€7}1K] ZFeoliwd Fex: Wds AA&(transurethral resection of bladder tumor; ©]3} TURBT
2t )& o] &3t WA =&l OH%%}E pT2 ©Ale] =} 8% & EFSITE. &= 13 o], 7] 789 ¢
3z F, A3 ZIEE AAHAL, FH XA, IVP(intravenous pyelogram), M =70 2 HFE dF FAG(CD)
S 7] AARA = G729 Aol (metastasis) e H&(invasion)e A7 gl 408z v
A (non-metastatic) d-MIBCZ Zd¥d 61%e] Az FASAT. YA 17959 A= T4 = N2-39 4
T @A, 83 (ureteral cancer), 978 o] e o FF Y a4 ol F= A 3t3irt.

°|

(994 3] A7 TR 2 AP B4

A AEES HER2 S st JAETE AREst] B7bekivh. skl A (subgroup) wAlolE IF
RC(Radical cystectomy)E 2 3399 327} ¥E Ay, = 13 o], YA 32 284 F 184 22 &
AL A3 e AHE o|FEYL > Fste ], WAPd e e yHRAQl TURBT & RC o]9le] AaE W
ple= *1HX]3}°] RC A9 WEgd deprHE st 32 ZZE 5E4& ‘?l%‘é}% A ARE B
i, AEES g A5 AXE FHrielr] g MeE EASGIT. B8, HERZ EE o %%tﬂ-’ﬁg} Hio] e mA &
3 7}5}od RC < pT38 WAl HE&= N1-3 MIBCY 9 (adverse) HElg3 ZAE A58, T4 v AE7 (Tumour
microenvironment; ©]&} TMEZ} ¥F) W] PD-1, (D8 ¥ Ki-67 ¥d< HERZ' “3efoll whe} w37}akgic.

(23 4] 23 2 A

ol RE Fhxldf

BE S w9 A4 B3 dolEuol e F55 3 ey 24
el FFHEAT. CT 202 A ZshE A w% 0o vhe FAI WAk T dAE Hrkskr] fg
P (filling) TEREZS FdskA &%7] wiZol, A"W7kekA &tttk Welsha AA= WHO 2004 55 Al=H

o whe} A=At

[A8 e 5] A nfo]azojd o] @ HAxAFE



[0054]

[0055]

[0056]

[0058]

[0059]

[0061]

[0062]

ZIHSd 10-2025-0014714

MIBCZ xletsl 78710 TURBT #AAle] ¥=o& (Formalin)o2 ¥ &bd (paraffin) W % A
nlo] g 2o o]of (microarrayer)(Quick-Ray, Unitma Co., Ltd., Seoul, South Korea)E Apg3le] 43
HAk, 7t FFe EAQ FHE dYste] A B el 94 &Edfol=d xSk, Y

S w24 AAC (A 2mm)E AREEEY] 72 T4 B59 w9 9e HAFEL(punched), 7t
ol2 &% F8A(recipient) mlo]mZ ol o] BE2o 7 olEAATE. WY %A 3E(Immunohistochemistry; ©]
HC2 )& 98 =2 wlo]a=Zojd o] (Tissue microarray; ©]3F TMAZ} &) I} EZo A 4um T4 H
(sections)S He3}3itt.

gl

2oyE e

%=

M o Ry

HERZ &S fbstel oist 2 zlol wie} F7b=E Aok, 7] A3 2 HER2 Wde] whE [HC 94 on#] A
% 29 Zth. HER2 (T2 @&)E HER2 0 2 HERZ 148 X33l31, HERZ 0& A4 ¢l (%= 24; IHC AF, 00&
ouahar, HER2 1+ <10% F% AEoA oksbAL} FEAel G (% 28; [HC A4, 1)< 9n]&hi, HER2 (3
W)= HER2 20 2 HER2 3’2 ¥debd, A7) HER2 2% >10% % AEo|A okl 7k Aol 9Ad u
QA% 20 THC BS, )& oIWeha, HR2 3 >108 5% Aoy Zd 4@ o JA(E 28 e A,
3)& ougct. HER2el whdk IHC 34 (4B5; Roche Diagnostics, Tucson, AZ, USA) Benchmark automated
staining system(Ventana Medical Systems, Oro Valley, AZ, USA)S A}g38le] %27 ufo|mgRolgo] B4
Ty AT,

A4 Py o

AT ol ek AR7F EgkE PD-1, (D-8 ¥ Ki-6729] IHC €A olmX&= &= 39 YEHY. Ki-
67(%= 3C)ol gk IHC 9412 Benchmark automated staining system(Ventana Medical Systems, Oro Valley,
AZ, USA)E AM&3te TMA BEo|A 43 Qlch. PD-1(EPR4877; Abcam, Cambridge, UK; 1:100)(%= 3A) %
CD8(SP16; Thermo Fisher Scientific, Waltam, MA, USA; 1:100)(%= 3B)el w3t IHC A4S Bond-Max
automatic immunostaining device(Leica Biosystems, Wetzlar, Germany)Z AF&3lo] TMA EZoA 423U},
Ejwk(Placental) %% AAL PD-L1o] thah FAzToR AFEHAL, A% (tonsil) F2 AHL PD-1, (D8
9 Ki-67¢] gk FAUEToR ALEEAFUT. 1A FAE ALsta AUz TS Ik, PD-1 2 CDgell o
3 WgAdE AHLE T wE(bed) I9 W TY A& HEZTO g B, 4 AHS dvjEes |
o Ao s H7 EQATH(400%<; BX51; Olympus, Tokyo, Japan). T34 (representativeness) % E2A4
(homogeneity)& 2Qletr] 98ll, 2t MEZoA T4 & 25 xT3h= o/l9] vjdSE dv)d d99s 7219
2 Adsigit. 7 g9de W9 AEE JeESstn, 200x<  @Avd dS(microscopic field)el Wt

(0.1590mn /field) S AAFFATE. & Ki-67 AEo] MESS 4008 wj&= 1,000709] AL the] 4502 7}

SESY I, Ki-67 #2 28 X|42(labeling index)ZS AF&3lo] H4-Z wjzt}.

[28 6] B4 ¥4

HER2+ A Efoll w2 WS BA43517] Y8l Pearson's Chi-Squared test %=+ Fisher's exact testS AFE3I3 S
W, A48 Wy g EPAQ t-testS FHFATE. 0o the AAHe] A Q1w HER2'Q] G
WEF 8l o EF Cox proportional hazards models AR&-shol H7hHQlth. Kaplan-Meier survival analysis<
log-rank testS Ab&ate] FaETt. ZA2E 37EA Rel(logistic regression model)S AR&adle]l ¥
sHA gAY e o= a9 Hrtsledtl. Mann-Whitney U 2 Kruskal-Wallis test¥ B]uj7l¥ 4= (non-
parametric variable)E W13ty ¢J&] FAFHJT. A AL Prism 9.3 2ZE o (GraphPad Software,
San Diego, CA, USA)E AR&3te] AT, p<0.05% SAH R {3 o= 53l

o 1o

(A1 1] 8o} Q3Fe s 54
619o] oz Aoy d-MIBC 3t 1Fe gAd 4L BAF A, ¥ 13 o] YEgTh. 94

T3(cT3) MIBColl that WAl 2743 A Wa TURBT o]del 4

o

&2 HER2 (ZH7} 6/14, 42.9% 2 1/14,

o
o,
=

7.1%)SF HER2 (ZYZ: 21/47, 44.7%, 6/47, 12.8%) 1% Zto| HlmE 4= IIth. TURBT & ¥ 1204 EA] o4&
(Carcinoma in situ; ©|3} CISE} 3 Ao F¢ &, £ A7) E H| o] Fdgon HE X} 5H

(high-grade) MIBCE Y}E}witt. HER2 (64.3 months. interquartile range [IQR]: 28.6-123.0) 32}7} HER2
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(24.4 months, IQR: 7.2-43.0) ARt} ¢ 71 H AFEH(median survival)o] FHZH S,

Z 1
[0063] g2 4, n (9) Z 35 HER2+ 2} HER2- &=} p value
61 (100) 14 (22.9) 47 (77.1)
A=, vears
Median (IQR) 70.0 [64.0-77.0] 65.5 [54.0-71.0] 71.0 [66.5-78.5] 0.031
A& <60 (%) 9 (14.8) 5 (35.7) 4 (8.5) 0.037
A, n (b)), 0.762
i) 6 (19.1) 1(7.1) 7 (14.9)
>17d 55 (80.9) 13 (92.9) 40 (85.1)
BMI (kg/m2) 22.9 [20.9-25.4] 23.0 [21.5-25.5] 22.9 [20.6-25.3] 0.861
g4, n (%) 23 (37.7) 4 (28.6) 19 (40.4) 0.625
. n (%) 13 (21.3) 3 (21.4) 10 (21.3) 1.000
T, n (%) 9 (14.8) 1 (7.1 8 (17.0) 0.627
238 n (%) 26 (42.6) 6 (42.9) 20 (42.6) 1.000
Preoperative radiologic
findings
Clinical stage of T3 27 (44.3) 6 (42.9) 21 (44.7) 1.000
Hydronephrosis 7 (11.5) 1(7.1) 6 (12.8) 0.919
TURBT findings
T2 stage, n (%) 61(100) 14 (22.9) 47 (77.1) 1.000
High grade, n (%) 61(100) 14 (22.9) 47 (77.1) 1.000
Concurrent CIS, n (%) 4 (6.6) 1(7.1) 3 (6.4) 1.00
Survival period, months, 28.3 [8.9-58.4] 64.3 [28.6-123.0] 24.4 [7.2-43.0] 0.022
median [IQR]
Expire event, months, 52 (85.2) 9 (64.3) 43 (91.5) 0.037
n (%)
[0065] [HAd 2] 8x AESS O A5AR
[0066] 614 ¢ gxtol] izt U (univariate) 2 vhHZF(multivariate) ] Cox proportional hazards model & AF&3&}

il
of AF #d A4S 3T 2y, £ 29 Zo] YEign. Wy ZH4olM= A" 704 wRb(hazard ratio

[HR]: 0.331, confidence interval [CI]: 0.181-0.606, p<0.001) 2 HER2' AFej(HR: 0.411, CI: 0.165-0.851,
p=0.015)= F238k o Sxds Folssit. vz B0l A3 704 vwk(HR: 0.323, CI: 0.16-0.616,
p<0.001) S} HER2  AFE (HR: 0.411, CI: 0.16-0.87, p=0.017)%= olddelsld Qo 24 = §olat o=zl
golstgtt. wmal, = 29F o], Kaplan-Meier A& Ao A A= 704 w9k(log-rank, p<0.001) % HER?' AF
Hl(log-rank, p=0.012)7} A& d&AAAS FAsrl. L3k, HEyE B0 T3 oz 3l HEE

AbEE AE BA A w44 2 4BS} 7ol Al 704 HWH(E 4A, log-rank, p<0.001) 2 HER2 AV} (= 4B,
log-rank, p=0.012)= AE o= WS solstgt.

F 2
[0067] Univariate Multivariate
Overall survival Overall survival
HR (95% CI) P value HR (95% CI) P value
AH Age =70 reference reference

(n=34)
Age <70 0.323 <0.001 0.312 <0.001
(i=27) | 10.177-0.589] [0.164-0.592]




[0069]

[0070]

[0071]

[0072]
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A o] A reference reference
(n=8)
=4 0.869 0.73 1.195 0.675
(n=53) [0.39-1.934] [0.519-2.748]
HER2 & HER2- reference reference
(n=47)
HER2+ 0.404 0.015 0.401 0.017
(n=14) [0.195-0.835] [0.19-0.848]
Radiological
findings
Clinical local stage No reference reference
(n=27)
Yes 0.951 0.859 1.045 0.88
(n=34) [0.549-1.648] [0.589-1.855]
Hydronephrosis >T3 reference reference
(n=54)
<T2 1.513 0.31 0.743 0.513
(n=7) [0.68-3.365] [0.305-1.811]
Pathological finding of TURBT
Carcinoma in situ No reference reference
(n=57)
Yes 0.786 0.65 0.666 0.486
(n=4) [0.278-2.223] [0.212-2.089]
[9A19) 3] RC 91wl Qgelgs 54
61952 A} F RCE w2 3392 3zt dis] s 5 (subgroup) #4S e A7, % 3 2 % 49 Zo],

X
aH9 12 o= 8/14(57.1%) HER2 2 25/47(53.2%) HER2 3ka}7} ¥3+% <t

CT3(HER2': 5, 62.3%; HER2 : 9, 36.0%)°] local T ©7 #xte} %% A =AM (HER2: 0, 0.00%; HER2 : 4,

16.09)¢) #x} H&- HER2 157} HER2 18 trol o8 Hhol7h Vel gk, HER2 —1E9] 41 (16.0%)
3} HER2 T1E9] 77 (87.5%) WEsHd <pl2 wAQTh. w3k, HER2 18] #x 19 TURBT &8 % plol.
2 A3, HER2 2Fo A 2% (8%)L pTd wHAlel AT, 1270 BZA(FARFHS AAsI RC F
HER2'(12.0, IQR: 10.5-15.0) 2 HER2 (12.0, IQR: 7.0-18.0] 18 W5olA 3

b v S zol7F QIQTHHER2 : 2/8[25.0%], HER2 : 6/25[24%]). HER2 —1E3} HER2 —1E-olA] TURBTO]A RC
A B X A7 27 129 (IQR: 6.0-14.0) 2 8Y(IQR: 7.0-12.0)2 YElth. A T A <pT2 4
S& A% WY Axe A Feeet st 6/19 FAH(=cT2)& pl2= vkl v, 9/14 A (<
cT3)+= <pT3& AT, pl2 dS5E % WA A Ao W Ee} ol Zh7y 40.0% 2 40.9%31 0.

Asgrt. 2§ 2 Ao

=

2] 3L %
S st

i)

HER2 —129] 3HAi= HER2 —18¢ #24(28.271€, IQR: 7.5-89.8)HTh H# AE 717H99.37/1€. IQR: 64.3-
128.3)°] ©f AT},
# 3
g2 4 n (%) = 3z HER2+ 3=} HER2- 3}=} p value
33 (100) 8 (24.2) 25 (75.8)
A& vears
Median (IQR) 69.0 [62.0-74.0] 67.0 [56.0-74.0] 69.0 [64.0-74.0] 0.541
A7 <60 (%) 5 (15.2) 3 (37.5) 2 (8) 0.145
AE, n (%), 30 (90.9) 7 (87.5) 23 (92.0) 1.000
BMI (kg/m2) 22.7 [20.6-25.3] 22.2 [21.3-25.9] 22.7 [20.3-25.3] 0.821
4, n %) 15 (45.5) 5 (62.5) 10 (40.0) 0.481
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=T, n (%) 10 (30.3) 3 (37.5) 7 (28.0) 0.947
D, n (%) 3 (9.1) 1 (12.5) 2 (8.0) 1.000
28%, n D) 15 (45.5) 3 (37.5) 12 (48.0) 0.911
Preoperative findings
Clinical stage of 19 (57.6) 3 (37.5) 16 (64.0) 0.363
<T2
Clinical stage 14 (42.4) 5 (62.5) 9 (36.0) 0.363
of T3
Hydronephrosis 4 (12.1) 0 (0) 4 (16.0) 0.559
RC pathological
results
pT2 (VS. T3-4) 11 (33.3) 7 (87.5) 4 (16.0) <0.001
T2NO (VS. T3-4 or 9 (27.3) 6 (75.0)
N1-3) 3 (12.0) 0.002
No residual, n (%) 1 (3.0) 1 (12.5) 0 (0.0) 0.003
T2, n (%) 10 (30.3) 6 (75.0) 4 (16.0) 0.002
T3a, n (%) 16 (48.5) 0 (0.0) 16 (64.0) 0.003
T3b, n (%) 4 (12.1) 1 (12.5) 3 (12.0) 1.000
T4, n (%) 2 (6.1) 0 (0.0) 2 (8.0) 1.000
High grade 33 (100) 8 (100) 25 (100) 1.000
¥ 4
[0073] 2 4 n (%) = 3zt HER2+ 3=} HER2- $kx} p value
33 (100) 8 (24.2) 25 (75.8)
Carcinoma in situ, n 4 (12.1) 1 (12.5) 3 (12) 1.000
(o)
Lymphadenectomy data
Evaluated nodes per 12.0 [8.0-17.0] 12.0 [10.5-15.0] 12.0 [7.0-18.0] 0.817
patient, median (IQR)
Number of patients 8 (24.2) 2 (25.0) 6 (24.0) 1.000
with positive lymph
node
Time to cystectomy, 8.0 [7.0-13.0] 12.0 [6.0-14.0] 8.0 [7.0-12.0] 0.422
days median [IQR]
Survival period, 42 .4 [12.0-93.1] 99.3 [64.3-128.3] 28.2 [7.5-89.8] 0.013
months, median [IQR]
Expire event 26 (78.8) 4 (50.0) 22 (88.0) 0.073
[0075] [AA]e] 4] RC 3 2& Wl ASE & dSAR
[0076] RCE WHe 3xte] dwer 2 thHeF Cox proportional hazards model S AFg3d AE XS S8 A7, % 5

o} o] vtebwith. dwiEk BAo = A8 704 " wH(HR: 0.306, CI: 0.185-0.708, FOW@%H“f*wMW
0.185, CI: 0.101-0.882, p=0.029)7} 9]at o =clx}ale s, thigk BAo|= o3 704 W 2H(IR:
0.145, CI: 0.049-0.424, p<0.001)S} HER2' AFEj(HR: 0.113, CI: 0.024-0.536, p=0.006)7} RC 7 A e] W] 84
A7 2R T Fod d5AAAS vt F (positive) HEZHL tiiss B4 Fogk AEE
gk d =7}t opbdS FHeladtk(HR: 2.585, CI: 0.938-7.122, p=0.066). T=3F vpA=ZF EXdA fo3 A
o7 INE WFE AMES AE A4S TS Ay, = AC 9 4De} o], A 704 " ¥H(% 4C, log-rank,

+

p=0.004) 2 HER2 AFEN(XE 4D, log-rank, p=0.021)7} A&E&d] 93 o=x}¢le glsleirt.
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R )
Univariate Multivariate
Overall survival Overall survival
HR (95% CI) P value HR (95% CI) P value
Sk Age =70 reference reference
(n=34)
Age <70 0.306 0.006 0.145 <0.001
(n=27) [0.132-0.708] [0.049-0.424]
4 Sk reference reference
(n=3)
A 1.542 0.558 4.109 0.103
(n=30) [0.363-6.552] [0.751-22.464]
HER2 & HER2- reference reference
(n=25)
HER2+ 0.299 0.029 0.113 0.006
(n=8) [0.101-0.882] [0.024-0.536]
Radiologic findings
Hydronephrosis No reference reference
(n=29)
Yes 1.644 0.363 0.376 0.143
(n=4) [0.563-4.804] [0.101-1.393]
Pathological >T3
findings of RC (n=14)
T stage >T3 reference reference
(n=22)
0.526 0.148 1.778[0.499-6.33 0.375
[0.221-1.257] 6]
Lymph node positive No reference reference
(n=25)
Yes 1.552 0.328 2.585 0.066
(n=8) [0.643-3.743] [0.938-7.122]
Carcinoma in situ No reference reference
(n=29)
Yes 1.419 0.521 0.935 0.910
(n=4) [0.488-4.132] [0.294-2.976]

[HAld 5] RC & HE g DA dig A5AA

logistic regression modelS AF&3jA RC AT W Welsts A pT2NO(vs. T3-4 E+ N1-3) 2 pT2(vs.
T3-4 or Nx) elZQA2 A% A ¥ 63 o] vpebdth. HER2 AElE RC F pT2NO(OR: 22.0, CI: 3.45-
213.66, p=0.003) 2 pT2(0R: 36.75, CI: 4.83-797.41, p<0.003)2] 23t =&AL &2lelgr}t. 449 4
215 (hydronephrosis) 3Hx} RF7}F pT3-4%7] wjitol, olol thdt WxHH]|(odds ratio)e A = $lAT).
TURBT & CIS Retg w2 3} F 3 g2 RC § pI3&2 EF= .

F6
Univariate Univariate
(pT2NO VS. T3-4 or N1-3) (pT2 VS. pT3-4)
OR (95% CI) P value OR (95% CI) P value
ik Age =70 reference reference

(n = 16)

Age <70 2.36 0.29 1 1.00
(n=17) | [0.5-13.36] [0.09-23.05]
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A o] A reference reference
(n=3)
A 0.73 0.81 2.1 0.33
(n = 30) [0.06-16.91] [0.49-10.06]
HER2 & HER2- reference reference
(n=25)
HER2+ 22.00 0.003 36.75 0.003
(n=8) [3.45-213.66] [4.83-797 .41]
Radiological
findings
Hydronephrosis No reference reference
(n = 29)
Yes 0.00 [0.00-0] 0.99 0.00 0.99
(n=4) [0.00-c0]
Pathologic findings
of RC
Clinical local >T3 reference reference
stage (n = 14)
<T2 1.69 0.52 0.83 0.80
(n =19) [0.36-9.54] [0.19-3.69]
Pathological finding of TURBT
Carcinoma in situ No reference reference
(n = 32)
Yes 0.00 0.99 0.00 0.99
(n=1) [0.00-0] [0.00-c0]
[0083] [dA14) 6] HER2 2dH] W& TE 54
[0084] HER2 2ol we AME F71(Ki-67)e] €4 wAA $% AT YZTED-1 % 8)eh AEe] WEE BAF

A3}, % 26~26 2 A7) ¥ 77 o] vehdth. PD-1 Wi HER2 SAbwct HER2 Eatel A o] SEQEIL(p=0.05;
% 9E), (D8 Wi HER2 2 HER2 18 7ho] 98 xbol7} Q12tH(p=0.15; = 2F). Ki-67 & HER2 18]
A HER2 ZERY F28tA Wtk (p=0.01; = 26).

[0085] HER2 & Aejo] w& AX F71(Ki-67)2 &4 wAlolA % & FZ7(PD-1 2 (D) AlE Urs B4
8 A¥ & 2H~2] @ ¥ 7% o] YElT. A2 o= HER2 ZTE AE] zto] PD-1 @ (D8 WA F93F x
ol YEhHA FTh. 7 2 Abels Mol HERZ R @29 WFE = 2209k o), Z4zke] p-wtst A u
EbdTh, Ki-67 Z+S HER2 20 1264 HERZ 0 2 HER2 1 12Wth 9504 Sobeh(2hzh =0.04, p=0.01, %=

-

21).
2z 7
[0086] Total HER2- (n=47) HER2+(n=14) p value
(n = 61) HER2 0 HERZ 1+ HERZ 2+ HERZ 3+
(n = 28) (n=19) (n=9) (n=5)
PD-1 15.0 20.0 [5.0-43.0] 5.5 [0.0-17.3] 0.0512+
median [IQR]| [3.0-43.0] |21.0 [5.167-43] 20 8.0 3.0 0.280%:
[4-48] [0.0-19.5] [1.5-41.0]
(D8  median 38.0 44.0 [21.0-97.0] 23.5 [14.8-48.8] 0.149x
[1QR] [17.0-79.0] 44.5 42.0 21.0 38.0 0.320%*
[25.0-95.5] [18.0-97.0] [14.5-35.5] | [20.5-88.5]
Ki-67 28.6 38.06 [18.47-50.02] 16.51 [9.7-35.5] 0.011x
median [IQR]| [16.1-49.1] 28.8 40.2 16.2 34.7 0.070%x
[18.5-50.0] [18.5-53.0] [9.4-19.5] [5.4-42.7]
*Mann-Whitney U test; ** Kruskal-Wallis test
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o= AL Fde] AAE 7R Aol Al glotA,
& FAA e B g AN Bolu], oo oa) ¥ wHe] Welst AdEE Aol opd He
] S| =

o) 5710l olaje] Hejwi),

=g
EH]
De novo muscle invasive bladder cancer
g [ 78 patients screened for eligibility J
3
& et Fat Layer
{17 pationt luded 3
Lo mu’hmh:d-:bmad stage T4 or N2-3 cancer | Muscta tayar
B 3 patients had ureteral cancer 4 Lamina propria
=2 3 patients had distant metastasis (liver, lung, and thrombus) |
g 1 patient did not have urothelial cancer § Urothelium
5 e RS
v
- 61 patients were analyzed HER2* 14/61 (22.1%)
3 (14 HER2* vs, 47 HERZ) ‘Betler survival, 64.3 months
K]
E ............................................................. rullal
28 patients were excluded H cystectomy
18 patients were referred 1o other centars %
10 patients. were treated with bladder conservative therapy |
(Chemolherapy, Radictherapy, and TURBT) 1
v
33 patients had radical cystectomy
; (HER2* 8 patients vs. HER2" 25 patients)
g
-
a
g
H T T 10T
s sss0 o8 -
- ; Peeed peied
33 patients were analyzed 1 @ @ 'm Y MEﬂZt f
far prognostic factors ] oT2 oT3 receptor
E82

SRR
x“ ;:g‘;{igt
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