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Background

+ Cisplatin-based combination therapy is the
first peri-operative treatment to demonstrate
an overall survival benefit in muscle-
invasive bladder cancer (MIBC), with a 5-
10% improvement at 5 years.

——— MVAC wd cpsteciaeny (90 deaths; madian survival, 17 o)
—mmm Cyvtnciomy aone (100 deaths: median wurvwval, 4 me)

Survival (%)

* However, its use in clinical practice remains
limited due to several factors:

« Patient ineligibility for cisplatin B B S T T e T T
 Perceptions of limited effectiveness R o oy s
» Patient treatment preferences o= " = T _M_m‘
- Barriers to access multidisciplinary care PR I T R ey A A e e

Grossman et al. NEJM 2003
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Cisplatin-ineligible patients with MIBC

Majority of cisplatin in-eligible patients experience disease recurrence/death within 2 years

Fazili et al. BJUI 2026
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EV/Pembro in cis-ineligible MIBC

KEYNOTE-905/EV-303 Study (NCT03924895)

Allocation to this treatment arm stoppoed Nov 2022

Key Eligibility Criteria BN Pembroiizumab 200 mg Pembralizumab 200 mg
« Adults with MIBC i IV Q3W 3 cycles IV Q3W 14 cycles

+ Clinical stage T2-T4aNOMO or

T1-T4aN1MQ by central sssessment

- 250% Urothedial histology QN- 344

* Cisplatin-ineligible por Galsky criteria® R1:A
-deciining

n=174

nfortumab vedotin 1.25 mg/kg Enfortumab vedotin 1.25 mgkg
d1and d8 IV Q3W 3 cycles d1 and d8 IV Q3W 6 cycles
+

B
200mg Pembrolizumab 200 mg

IV Q3W 3 cycles IV Q3W 14 cycles

+ Cisplatin ineligibility (ineligible vs

wligible but deciining) Three cycles

* Clinical stage (T2NO vs. TA/T4aN0 vs. Primary endpoint: Event-free survival (EFS) by BICR

Ti-4aN1) Key sscondary endpoints: OS and pathological complete response (pCR: pTONO, Le.

« Region (US vs. EU vs. Most of World) absence of viable tumor in examined tissue from surgery) by central pathologist review

Other secondary endpoints include: Safety
Exploratory endpoints include: EFS by pCR status

Vulsteke et al. ESMO 2025; NEJM 2026
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EV/Pembro in cis-ineligible MIBC

Characteristic, n (%) EV + pembro (N = 170) Control (N = 174)
pants randomiz 4
Median age (range), years. 74.0 (47-87) 72.5 (46-87) ek il e
26510 <75 years 63 (37.1) 77 (44.3)
275 years 78 (45.9) 68 (39.1)
Maie 137 (80.6) 131 (75.3) 174 to control
ECOGPS
(] 102 (60.0) 85 (54.6) 167 Started necadjuvant phase
1 47 (218) 53 (305) 144 Completed
2 21 (124) 26 (14.9) 23 Discontinued
United States 21 (124) 23(132)
156 Underwent surgery
European Urion muss T i 148 Comlote reveci aason 5 sy
c‘-lpe_dn eligibility status (per Galsky criteria) T o ':m' avent - 18 Did not undergo surgery ‘:M--Wm
pelighie 3 1Lostio
Eligible but declining 28(16.5) 35(20.1) :wmm“ !Hym
PO-L1 combined positive score (CPS) 210° 80 (47.1) B3I @47T)

Tumor stage at baseline (centrally assessed using both
pathology of TURBT specimen and imaging)

;ﬂom |’:°3I(‘;862]1 1’:!22'%.‘;1 Tima from randomization 10 data cutoff date (June 6, 2025).
T14aN1 T(41) 10(57) median 25.6 months (range, 11.8-53.7)
Creatinine clearance
280 mLimin 68 (40.0) 72 (41.4)
230 and <60 mLimin 102 (60.0) 101 (58.0)
<30 mLimin (] 1(08)
Pure urothelial carcinoma histology 152 (89.4) 161 (92.5)

Vulsteke et al. ESMO 2025; NEJM 2026
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EV/Pembro in cis-ineligible MIBC

EV + pembro Control g
(N=170) (N=174) Trial Drug Regimen ; \iear DFS/EFS
1004 : Events,n (%)  48(282) 95 (54.6) ate
4] 77.8% 74.7% ke, e 18.7 CheckMate 274 Nivolumab ~48.5%
80 74.7% (95% C1) (373-NR)  (10.3-205)
704 HR 0.40, 95% Cl 0.28-0.57, AMBASSADOR Pembrolizumab | ~52%

one-sided P <.0001*

* 20/174 pts (16.7%) in
the control arm received

o, adjuvant nivolumab as

304% of data cutoff per local

55.1%

Event-free survival, %
s
o
1

'
)
'
20+ 3 guidelines/prescribing
10 : information
Al ; Ll Ll T \J T J 1
0 6 12 18 24 38 42 48 54 60
No. at Risk Month
EV + pembro 170 140 116 73 56 42 35 16 3 0 0
Control 174 116 84 48 a3 22 14 9 1 0 0

Vulsteke et al. ESMO 2025; NEJM 2026; Bajorin et al. NEJM 2021; Apolo et al. NEJM 2024
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EV/Pembro in cis-ineligible MIBC

E‘:N’ P:';‘r;“’ ;"_“:’;') Trial 2-Year OS Rate (Active)
38 (224) 68 (39.1) CheckMate 274 ~76.1% (ITT)
100+ ' NR ar "
90 ' (NR-NR) @18NR) | AMBASSADOR 71%
% 507 ¥ HR 0.50, 95% C10.33-0.74,
4 707 ! [ one-sided P =.0002"
A : : e
g 504 i \ - 8/170 pts (4.7%) in the
= : 5 EV + pembro arm and EV + pembro Control
3 404 H : 46/174 (26.4%) in the (N = 170) (N=174)
30 il i control arm received
g \ H subsequent therapy for
204 ! ! recurrent/metastatic pCR, n 97 15
A : : clscase PCR rate, % 57.1 8.6
B R 364
0 6 12 18 24 30 36 42 48 54 60 (95% CI) 9. 8) (4.9-13.8)
No. at Risk Months
EV + pembro 170 159 144 94 68 56 45 28 10 0 0 . . o
Control 174 150 130 75 54 45 30 18 6 0 0 Path CR in cystectomy set: 64%

Vulsteke et al. ESMO 2025; NEJM 2026; Bajorin et al. NEJM 2021; Apolo et al. NEJM 2024
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Cisplatin/gem+ durvalumab in MIBC

Perioperative Re-analysis (Apr 2024)

R = " Odds rabo 160 (95% Cl, 1.23-2.08)
_— Ncoad]uvanl Adjuvant noctinal P=) 0005
S‘WIWW'WH Durvalumab ooes Sooes 40

37.3%
27.5%

146530
5% C1, 23.8-316

199533
95% C1, 33.2-41.6

PCR rate (%)

. cwammamss afm B Durvalumab 1509 w5 o Dorvakamab
(T2-T4aN D) M Gomcitabine + cisplatin 1500mg 106
+ UCorUEwin
Gvergentdifentation
ot cpit
N=530

or histologic sublypes.
2 oot
LA g w T‘»—., XN i) HR
EDE  dves HR o, 0.75

. E ahmrsd &nd confimed
13

—+— Comparm am oo v

. 0.68 = ‘ iy
z I e e 3
ﬁ ey = e 13 cod S g st
5 o et u_w e g 05
gm B T meie ';"-1
£ s Oy _,.m -; ‘
” gk pri ao E ;T
9

P24 EENRNUEBI2NBANNHBBIQUBINRHE DD

246 B 10216 62022 2425 2 20 50 34 3030 40 42 44 46 A0 20 %2 54 %6 % B0 €2 B4 85

Powles et al., ESMO 2024; NEJM 2024
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EV/Pembro in cisplatin eligible MIBC

KEYNOTE-B15/EV-304 Study (NCT04700124)

Key Eligibility Criteria Enfortumab vedotin 1.25 mg/kg Enfortumab vedotin 1 25 mg/kg
+ Adults with MIBC d1 and d8 IV Q3W 4 cycles d1 and d8 IV Q3W 5 cycies
+

Clinical stage T2-T4aNOMO or
11 -T4aN1MO by central assessment

+ Urothelial histology 250%
« Eiigible Cisplatin 70 mg/m?
Higte e RCE LN d1 IV QIW 4 cycles
+ Did not meet any Gaisky criteria for >
cisplatin ineligihlty Gemcitabine 1000 mg/m?
* ECOG PS 0-1 d1 and d8 IV Q3W 4 cycles

Stratification Factors Four cycles

= PD-L1 status (CPS 210 vs. <10p
Clinical stage (T2NO vs. T3T4aN0

*
Pembrolizumab 200 mg d1 Pembrolizumab 200 mg d1
IV Q3W 4 cycles IV Q3W 13 cycies

Primary endpoint: Event-free survival (EFS) by BICR

o TidaN1) Key o 0S and complete response (pCR: pTONO, Le.
absence of viable tumor in examined tissue from surgery) by central pathologist review
+ Geographic region (US vs. EU vs. by
Most of Worid) Other secondary endpoints include: Safety
BICR, b inioparcient cardral e, CPS. comtiond postive score: V. intravencus. QLW avery 3 weeks
“Aetasand by PDL1 T 2203 pourin (Ao, Carpirdera, CAY. P 8 P sl Co e e oghocylon, o mcropiuoges) + sl B bl hewos 6o 100
"Ra o Fot 2023 vt rvch et e e mhen Circaly Ficated 4 e aly exaiatie Dot cotoll hte: 27 Ocober 2025

Galsky et al. ASCO GU 2026
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EV/Pembro in cisplatin eligible MIBC

N = 405 N = 403
Median age (range), years 66.0 (35-83) 66.0 (37-85)
e i e Yl AR 265 years 247 (61.0) 247 (61.3)
Male 327 (80.7) 327 (81.1)
ECOGPS
0 317 (78.3) 310(76.9)
1 88 (21.7) 93 (23.1)
Region
Uniled States 59 (14.6) 50 (14.6)
ot I VS5 Uiderweni ey Rassoes Union 206 (50.9) 205 (50.9)
“'m“ ________ o - "‘“"““—"'" Most of world 140 (34.6) 139 (34 5)
7 Physician decision SPiciianme] PD-L1CPS
6 Progressive dsease. 2 Physician decision 210 233 (57.5) 230 (57.1)
<10 171 (42.2) 173 (42.9)
R o ek Missing 1(0.2) 0
30 Partcipant withdrawsl Time from randomization to data cutoff date (Oct 27, 2025) Tumor stage at baseline (central assessment)®
':mm median 33.6 months (range, 22.5-53.6) T2NO 79 (19.5) 77(19.1)
3 Surgory incompiete. T3T4aNO 293 (72.3) 293 (72.7)
Ti-4aN1 33(8.1) 33(8.2)
s T A e A= e T S =3 e P Sy m perrsty rr Pure urothelial carcinoma histology 370 (91.4) 353 (87.6)
Creatinine clearance
290 mL/min 149 (36.8) 156 (38.7)
260 and <90 mL/min 252 (62.2) 245 (60.8)
230 and <60 mL/min® 4(1.0) 2(0.5)

Galsky et al. ASCO GU 2026
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EV/Pembro in cisplatin eligible MIBC

Primary Endpoint: EFS by BICR
ITT Population

Events, n (%) 87 (21.5) 146 (36.2)

Trial Investigation | Investigation
Median, mo (95% Cl)  NR (NR-NR) 485 (43.3-NR) ria

 86.09
.BE i al Arm al Arm Result

NIAGARA ggr"a'”mab * | 67.8%

204 i VESPER dd-MVAC 66.0%
20 HR 0.53, 95% CI1 0.41-0.70,
: 1-sided P <.0001*

Event-free survival, %
8
1

0 T T T T T T T T )
0 6 22 18 24 30 3% 42 48 54

No. at Risk Manthe
EV + pembro 405 351 n7 303 257 154 100 63 23 0
Cis+gem 403 350 286 250 216 131 70 45 16 0

Galsky et al., ASCO GU 2026; Powles et al., NEJM 2024; Pfister et al. JCO 2022
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EV/Pembro in cisplatin eligible MIBC

foos ‘ A §
00  86.9% Trial Investigational 2-Year f.)S )
90 Arm (Investigational)
804
& m . Durvalumab +
s 707 i NIAGARA 82.2%
> 60 § ] GC
3 i :
3 504 : EV + pembro Cis + _ ~ *
2 ol i : e e e VESPER dd-MVAC 80%
e Events, n (%) 69(170)  93(245)
3 % i : Median, mo (95% CI) NR(NR-NR)  NR (NR-NR)
f [ HR0.65, 95% C1 0.48-0.89, |
104 i | 1-sided P =.0029" |
0 T T T T T T T T 1 == EV + pembro Cis + gem
0 6 12 18 24 30 36 42 48 54 N =405 N =403
No. at Risk Monithe

EV + pembro 405 396 377 381 325 215 142 90 34 0
Cis + gem 403 392 358 338 295 201 119 67 29 0 PCR,n 226 131
« In total, 44/87 (50.6%) of pts with an EFS event in the EV + pembro arm and B6/146 (58.9%) of pts with an EFS event in the cis + gem PCR rate, % 55.8 325
— am received any subsequent systemic t:::py et oene  RDRIGH (50.8-60.7) (28.0-37.3)

Galsky et al., ASCO GU 2026; Powles et al., NEJM 2024; Pfister et al. JCO 2022
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PCR Rates & Survival Hazard Ratios (DFS)
in MIBC Trials

BB Experimental Arm
70 mmm Control Arm

DFS HR: 0.37

|DFSHR: 0.53 |

3

57.1%

55.8%

o
S

DFS HR: 0.68 |

Pathological Complete Response (pCR) Rate (%)
s 8 IS
(=] o

3

NIAGARA EV-304 EV-303
(Durva+Chemo vs Chemo) (EV+Pembro vs Chemo) (EV+Pembro vs Surgery)

© 2026 AMERICAN UROLOGICAL ASSOCIATION EDUCATION AND RESEARCH, INC. ALL RIGHTS RESERVED.

ATTENTION: You are prohibited from using or uploading content you accessed through this activity into external applications,
bots, software, or websites, including those using artificial intelligence technologies and infrastructure, including deep
learning, machine learning and large language models and generative Al.



AUA-2026%

Washington, DC 2

conditions

Individualizing therapy based on co-morbid

Comorbidity / Condition

Enfortumab Vedotin (EV) +
Pembrolizumab

Cisplatin + Gemcitabine +
Durvalumab

Chronic Kidney Disease

Eligible

Ineligible if GFR < 40 mL/min

Peripheral Neuropathy

Relative contraindication

Ineligible

Diabetes / Hyperglycemia

High risk; requires close monitoring.

Requires close monitoring

Hearing Loss

Eligible

Ineligible

Heart Failure

Eligible, depending on overall
performance status.

Ineligible

Performance Status

Eligible if ECOG PS 0-2

Ineligible if ECOG PSis 2 2.

Autoimmune Disease/Immune
suppression

Contraindication for |10

Contraindication for 10
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Unanswered questions from EV/P trials

» How many cycles of neoadjuvant EV/P enough/ideal?
 Similar pCR with 3 or 4 cycles
* Could patients achieving MRD negativity go to surgery earlier?

* Do all patients need surgery? How do we apply these to TMT
patients?

» Can we individualize adjuvant component based on
response/lack thereof?
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Conclusions

« Enfortumab vedotin and pembrolizumab has changed treatment
paradigm for BOTH cis-eligible AND ineligible patients

» Multimodal therapy and multidisciplinary care is crucial (now
more that ever) to achieving best oncologic outcomes

» Ongoing studies will help address the lack of data in
TMT/bladder sparing space

A&H&QOZG?‘
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Thank you

ﬁ Tanya Dorff, M.D. TEP  charles Nguyen, M.0.
[ ;,
Sumanta Pal, M.D., F.A.5.C.O.
-
Yun Rose Li, M.D., Ph.D.
‘ i
‘IJ

Alexander Chehrazi-Raffle, M.D.

f 1?
y/ Cory Hugen, M.D., M.S.
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Bladder Preservation and
Consolidative Therapy in

= Era of EV/P: Identifying the
LD Right Patient and Timing
2 O 2 6 2 Division Chief, Uro'IA;dgai;nOiaclslvc\)/egz
E Co-Lead Genitourinary Disease Team

. Associate Professor of Urology
V\' aShlngtOn, DC University Hospitals/Case WesterrbR_eser\_((e
niversity
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Disclosures

« PADCEV Steering Committee
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EVP Era of Bladder Cancer

Bladder Preservation: Wild West Next Frontier Consolidative Treatment:

Unchartered Territory

Operating More on
Advanced Disease?

Operating Less on
Localized Dx?

AUA-2026% ‘
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EVP ERA: Preservation and Consolidation
E Rapidly changing practice
&% ‘ @ ®clinica| trials or prospective data
rs i» Driven by patients and providers

@/\@

Goals and prospective different in
each setting
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Bladder Preservation

Localized Disease Patients
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Primary Outcomes - EFS Secondary Outcomes - pCR
1009 Estimated difference?
- ledian Event-free 48.3% (95% CI 39.5-56.5)
3:; Survival (95% Cl) g0  one-sided P <.000001"
E EV-Pembro  NR u’vn: NR) 5
EV 303/K 905 i Control 157 (103-205) | _ g &
H Hazavdra‘no.zoiﬂ ) "y - .
g e EFS 2 0 Does high
7 2
| i i : benefit =l PCR rates
R I I d dent
o Months epen gel mean
G e M6 M om o o® omow 510 o upon Lt many do
~1 receipt of . | not need
Primary Endpoint: EFS by BICR 1007 Eqimated difference®
N apulaton surgery 5o (o8% CI367.29.) surgery
AN D go—| one-sided P<.0001* AN D/OR
e adjuvant |2 adjuvant
H thera 5 ?
EV 304/K B-15 : _J py |2 therapy?
£ 2
o e
Vulsteke NEJM 2026; Galsky GU ASCO 2026
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Where we are going

pCR
e Where we have been
| 500 patients
wos | 149 EV 303/K 905
o 351 EV 304/K B-15
Improved and
Consistent pCR

0.0% I

TURBT Niagra GC ABACUS Keynote Niagra EV-103 PURE-01 VESPER Keynote Keynote DVIT
Alone arm (Atezo) B- WS/EV GC+D arm CohortH (Pembro) MVAC 905 B-
304 (EV alone) 304 Ele
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Hypothesis Generation

Cystectomy is morbid operation and not desired in
many

Previous pCR rates were low (~30%)

CR correlates with excellent RFS and OS,
istorically

If pPCR exceeds 50%, then cystectomy may be
avoided in many/majority
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cCR = pCR??

Systematic Endoscopic Evaluation SEE T0 Study

5
Pts at Fox Chase scheduled for RC _§2§* |
Cystoscopy and bx performed endoscopically first " i M) i o
RC completed immediately thereafter ’ " g o
Primary Outcome: NPV of SEET0 SeepTo NP‘p': 48-4°;’!”

Zibelman J Urol 2023
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Sensitivity of Clinical Staging (RULE OUT)

f‘ Cystoscopy — 60-65% (Asad Scand J Urol 2022)

g
L

TURBT — 30-80% (zibelman J Urol 2023; Kukreja Eur Urol Focus 2018)

CT — 30-60% (Alam Bladder Cancers 2023) MRI - 60-85% (Dehghanopour Eur Radiol 2025)

Cytology - 30-60%

?  ctDNAand utDNA (33% sensitivity in ctDNA in RETAIN population presented at Ghatalia GU ASCO 2026)
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Fate of the RETAINed Bladder?

RETAIN 1

25/70 on AS with cTO after 2
ddMVAC and mutation 2
+ 8 on AS NED :

* 17 recurrences

8 cystectomies K

9 metastasis I . -
2-year MFS 72.9% —_— e
MFS and OS rates similar to it

other trials Time [months)
|

Patients

Geynisman J Clin Oncol 2025
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Preservation at what cost?

Uncertain strategies which will need to be refined
» Timing of cystoscopy

* Timing of biopsies without cause? ‘
* Imaging modality and timing?
 Consideration of PROs?

« Utility of new biomarkers? N

Systemic versus Surgical side effects
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Proposed Trials in Bladder Preservation

a—

The Ur@migos‘ Ebi.sod.é 490: Systemic Therapy Only in Patients wtih MIBC
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Proposed Trials in Bladder Preservation

EV' P RI M E ity -
* Design: Phase Ib/ll Multicenter
[IT study in ~40 pts with cT2- = |
T4a UC ~
* Treatment: EV/P and ‘ § b

Concurrent Radiation = [
« Primary Outcome: 6-month 1 | =
cCR on cystoscopy/TURBT, i ng
cytology, imaging
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Bladder Preservation with EVP

* Right patient and right timing
- TBD!
* Likely already into practice without data
« Single arm prospective studies planned
* Multi-arm randomized trials may be impossible
* Many questions need to be answered

Consolidative Cystectomy

Locally advanced or oligometastatic disease
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Historical Context of Consolidation
Herr et al, 2001 Meijer et al, 2013
80 patients with advanced or * 125 pts with advanced or
unresectable dx unresectable dx
* ypTONO in 30% * ypTONO in 26.3%
* cCCR #pCR * cCR # pCR; cCR PPV of 62.5%
» 33% of patients survived 5 * 54% estimated 5-year OS
years Small, sing t
> Retrospective.
Heavily selected patients
Herr J Urol 2001; Mejjer Eur J Surg Oncol 2013 Different systemic therapy regimens
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Changing Paradigms

Chemotherapy EVP

A Overall Survival

Median

Overall
No.of Events/  Survival
No. of Patients  (95% C1)

Enfortumab Vedotin- 133/a42 315 (25.4-NE)
Chemotherapy 226/644 161 (139-18.3)

was, Hazar . 047 [95% C1,038-0.58)
Chematherapy Two-sided P<0.001

5325583828

Survival probability
Percentage of Patients

© 2 4 6 8§ 1012 1¢ 16 18 20 22 4 26 28 30 22 3 ¥ 3
Months

442 426 409 394 376 131 200 222 182 141 108 €7 36 2 12 & 1

423423393 356 317 263 209164 125 90 60 37 25 18 12 7 6 2

Time to event, months

Prior to EVP, median OS was 20 months EV 302, median OS was 31.5 months
~5-10% 5-year OS ~40-50% 3-year OS

Bilen Oncologist 2023; Powles NEJM 2024
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Treatment Dilemmas

A Progression-fee Survval
100 Meadisn

Progression-
o of Evetsffroe Surviesl
No.of Patiens  (95%.C

se888%E

Percentags of Patients

Due to improved PFS/OS which appear DURABLE in
MANY...

Role of EVP until progression/toxicity?

A Ovenil Survival

OR

Percenta e f Paticats

Expanding role of local consolidation?

T 4 & E o102 fe 16 18 20 22 M % 38 30 32 3 36 18
Monthe
Mo.atRisk
WA MMM MM H ¥ B R § 1 L 1

GINIRI NI W WY B B R T E

Powles NEJM 2024
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Treatment Considerations - Guidelines

CLINICAL ADDITIONAL WORKUPH PRIMARY TREATMENT SUBSEQUENT TREATMENT
STAGING'
Continue systemic
No therapy™" or
idation local
tumor therapy (RT*®
or cystectomy®)
* Abdomen/
pelvis CT or Kk Reassess tumor
MRF if not MO disease —* Systemic therapy™ —* hh 'stemic i
B status e S Falowap But which
lone or BLE i
* Chest imaging T Chemoradio- patl ents to
(CT chest) umor i . ”
Stage VA | |+ Bens scan or present | |oravious RT) choose? And
(cT4b, MRF if clinical and/or
Any N, M0; - suspicion or Cystectomy® when to Offer
Any T, symptoms Complete . .
Any N, Mta)| | of bone - i consolidation?
metastases or > [local therapy in selected
- Molecular partial se.dd.ee
testing
* Estimate GFR
to assess Reassess
eligibility for | M1a disease —- Systemic therapy"t —= ¢ 1R <
Cisplatin®®
Stable Treat as
disease™" or [»|metastatic
progression | |disease (BL-10)
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Local Symptoms

Obstruction

Hematuria

Pain

Lower Urinary Tract Symptoms
Disease Characteristics

Nodal vs Visceral
Number of sites

Powles NEJM 2024

) Costs of Care
. Financial Costs

Treatment Considerations - Patient

EVP ~40-50K per cycle ’
600K for median 12 cycles EV 302

Systemic Toxicity
Grade 23: 55.9%; Discontinuation 35%
Rash, Hyperglycemia, Neuropathy
Consolidation Risk
QoL
Oncologic benefit?
Complications

AUA-2026%

Washington, DC 2

STOP!

ALL

Obvious Factors

» Healthy, Good Performance
Status

 Surgical candidate

» At least partial response on
systemic therapy

» Patients with residual cancer

Which patients to consider?

PATIENTS
SHOULD BE
DISCUSSED
IN MDS/TB!

Disease Specific Factors

* Limited sites of metastasis

* Limited if any visceral
disease

* cN+ disease patients
* Obstructed

* Locally symptomatic

» AE to systemic therapy
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Timing of consolidation?

Figure 2. Time to response and DOR in patients achieving confirmed CR or PR by BICF

* EV-103 (dose
escalation and cohort
A): Timing of first
response EARLY at
first scans ~2-3

CR or PR per RECIST by BICR

months
° Time tO CCR ~ 2'4 .é — Off treatment
months E 3 2’:1’?:;:'0‘\?;(;01 response (CR or PR)

*  Ongoing response
< Disease progression or death
* Subsequent anti-cancer therapy

* 4 cycles currently
being tested in trials

11} I
1
!
!

»  Last scan without evidence of disease progression before end of sti

rrrrrrrrrrT T r T T T T T T T T T
05 1.0 15 20 25 3.0 35 40 45 5.0

o

Time (vr)

Rosenberg ESMO 2024
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STUDY Jang Ghoreifi Urol Roberson Eur Urol McSweeney
Oncologist Oncol 2026 2025 (Submitted)
2025
Patient # 6 23 28 28
Cycles EVP (IQR) 6 (4-7) 4 (3-8) 6 (4-7) 5
Location
UC (%) 6 (100) 14 (61) 22 (79) 24 (86)
UTUC (%) - 9 (39) 6 (21) 4 (14)
cCR prior to surgery 6 (100) NR 15 (54) 4 (15)
(%)
pPCR # (%) 6 10 (45) 12 (43) 13 (46)
Downstaged # (%) NA 13 (59) 23 (82) 19 (70)
Surgical NR 64%; 6 (27%) 2 3 57%; 5 (18%) =3 NR; (11%) = 3
Complications
Adjuvant Therapy (%) |0 5(22) 6 (21) 5(18) |
Cessation of Systemic | 6 (100) 18 (78) 22 (79) 23 (82)
Therapy (%)
Recurrences/Deaths || O 5/2 3/2 5/1 |
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Enrolling Clinical Trials

__* CAST-Al (NCT06764095)
M } Primary Outcome: PFS at 12
> months

- CONSOLIdaTE-01 (NCT07048457)

- CONSOLIDATE (NCT06434350)  __F—  pdverse tvants 10 21

Adverse Events

&

* BLAD-RADO1 (NCT 04428554) }_ Primary Outcome: Overall

Survival

AUA-2026%

Washington, DC 2

Consolidative Treatment

» Changing patient population undergoing cystectomy
« Already into practice with little data

* Single arm prospective studies planned

* Multi-arm randomized trials may be impossible

* Many questions need to be answered!
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Community Urology:
Adapting to Bladder

o0
l l A« A Preservation
2 O 2 6 z Samuel Haywood, MD
Urology of St. Louis
= ” 5.18.26

W&Shil’lgtOD, DC Focus On: Muscle Invasive Bladder Cancer
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Learning Objectives

« Identify appropriate patients
for bladder preservation

» Understand trimodal therapy

» Recognize barriers/solution in
the community setting
» Referring provider
* Treating provider

AUA-2026%
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Why Bladder Preservation?

* Not all patients want to lose their
bladder

« Limited access to qualified
surgeons

* Many patients are suboptimal
surgical candidates
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Why Bladder Preservation?

* Not all patients want to lose their » Comparable survival*
bladder

o . * QoL gains
* Limited access to qualified
surgeons

* Many patients are suboptimal _ .
surgical candidates * * =“in well selected patients”

AUA-2026%

Washington, DC 2

Why worry about TMT in the community?

« Many patients not ideal cystectomy candidates
» Refuse/unable to obtain care at tertiary center
* Maximize initial TURBT

 Set patient expectations
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Components of Bladder Preservation

What it is What it is NOT
 Trimodality Therapy » Radiation alone

* Treatment w/ curative intent  Palliative care

« Start of the therapeutic * “One and done”
relationship

AUA-2026%
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Components of Bladder Preservation

 Maximal TURBT
* Concurrent chemoradiation

» Close surveillance
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Complete TURBT

» Pak et al 2014 — higher CR rate
« Efstathiou et al 2012 - ~20% increase in CR rate
* Rodel et al 2002 — complete TUR predicts CR and survival

* TURBT alone in MIBC
* Herr HW 2001 — 76% OS
» Solsona et al 2010 — 80% 10 yr CSS

AUA-2026%

Washington, DC 2

Who should consider TMT?

Ideal Relative Contraindications
*CcT2  Extensive CIS

* Unifocal * Poor bladder function

» Good bladder capacity * Multifocal disease

* No hydronephrosis « Difficulty with surveillance
« Complete resection * Variant histology?
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TMT in the Community Setting

* Non-ideal candidates

» Shared decision making

* Less access to multidisciplinary teams

» Coordination with radiation colleagues

 Patient adherence — commitment to surveillance

AUA-2026%
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Practical Solutions in the Community

* Build pathways with radiation teams
» Tumor boards (virtual?)

» Standardize protocols to streamline care
* Operative templates
» Checklists
* Followup/surveillance protocols
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Role of the Community Urologist

« TURBT quality
* Random biopsies?
» Complete resection?

« Documentation: document location and size
» Set expectations: surveillance, salvage treatments, etc
« Establish relationships

AUA-2026%

Washington, DC 2

On the horizon

» Biomarker-driven selection (Genomic assays,
MRD markers)

* New combos with radiation

 Improvements in surveillance
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Thank you!

» X: @samhaywoodmd
* Email: shaywood@helios-stl.com

UROLOGY

Gl vussw S

© 2026 AMERICAN UROLOGICAL ASSOCIATION EDUCATION AND RESEARCH, INC. ALL RIGHTS RESERVED.

ATTENTION: You are prohibited from using or uploading content you accessed through this activity into external applications,
bots, software, or websites, including those using artificial intelligence technologies and infrastructure, including deep
learning, machine learning and large language models and generative Al.



20206

Washington, DC

AUA-2026%

Washington, DC 2

Radiation Treatment in MIBC

Shalini Moningi, MD
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No Disclosures

Muscle Invasive Bladder Cancer

Neoadj Chemo + RCx OR TURBT + ChemoRT

ADJUVANT TREATMENT

|- Based on pathologic risk,

CLINICAL ADDITIONAL PRIMARY TREATMENT » If no cisplatin neoadjuvant treatment given and pT3, pT4a, or

PN+
STAGINGY WORKUPP . . . © Adjuvant cisplatin-based chemotherapy should be
Neoadjuvant cisplatin-based discussed (preferred)* or
combination chemotherﬂ:y" followed | Following © Consider adjuvant nivolumab*
i G t o
by radical cystectomy® (category 1) | vstecomy » If cisplatin neoadjuvant chemotherapy given and ypT2-ypTda
or or ypN+, consider nivolumab*bb
Cystectomy alone for those not - - ) .
eligible to receive cisplatin-based » Consider adjuvant RT in selected patients (13-4, positive
a 4 nodesimargins)? (category 28)
pelvic CT or If Tis, Ta, or T1, consider intravesical BCGP
MRIPY if not or 2 Reassess or
previously Bladder preservation tumor Tumor —»|Surgical consolidation®
Stage llIA dorie with concurrent status 2-3 of
(eT3, NO; I chemoradiotherapy¥Za@ sl
cT4a. NO: + Chest |ma%|ng L months after Treat as metastatic disease (BL-10)
T Tda + Bone scan!' (category 1) treatment
N1) ’ if elinical or completion?
suspicion or i No
sympptams If patient prefers bladder tumor
of bone preservation or is unable Reassess
metattases to undergo cystectomy: tlmor
- Estimate GFR | | Coneurrent status 2-3
1o assess chemoradiotherapy 1 —months after Systemic therapy®®
eligibility for (preferred, category 1) treatment
cisplatin¥ ;’TY completion” | Tymor—+|TURBT # intravesical therapyP
and

Best supportive care (See NCCN
Guidelines for Palliative Care]
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CLINICAL PRIMARY TREATMENT

TAGINGE CLINICAL PRIMARY TREATMENT
Radical cystactomyh and strongly STAGING® Radical cystectomy®
consider neoadjuvant cisplatin-based and stron)g‘;ly consi?:'!ar neoadjuvant
combination chemotherapy (category 1) cisplatin-based combination
or chemotherapy™ (category 1)
Segmental (partial) cystectomy® (highly selected or
patients with solitary lesion in a suitable location;|
no Tis) and consider neoadjuvant cisplatin-based Bladder preservation®
combination chemotherapy™ following maximal TURBT
or with concurrent E;asl:::ag: a:lter
1 mg n = )

:zg::“ﬂ Bladder presar\raﬁonb Negative . | ::;T;:r;rza;;% RT completion c.>f RT,
following maximal TURBT Evaluate after nodes or at 3 mo with:
with concurrent 40-50 Gy, at or | ® Cystoscopy, prior
chemotherapy™ + RT" 2 _ . ) tumor site
(category 2B)° completion of RT, For patients with extensive rebiopsy or

Abdominal/ or at 3 mo with: Abdominal/ comorbid disease or poor TURET, cytology,
€T2 — |pelvic CT or or —» |* Cystoscopy, cT3, | Ivic CT performance status: and imaging of
MRI For patients with extensive prior tumor site [( cTda ngRI TURBT aloneb or abdomen/pelvis
comorbid disease or poor rebiopsy or RT + chemotherapy™" or
performance status: TURBT, cytology, Chemotherapy alone™
TURBT alone® or and imaging of
RT + chemotherapy ™" or abdomen/pelvis
Chemotherapy alone™
Positive __ see BL-6 (follow treatment as
Positive See BL-6 (follow treatment as nodes for T4b with positive nodes)
nodes for T4b with positive nodes)
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Washington, DC 2

CLINICAL ADDITIONAL PRIMARY TREATMENT CLINICAL ADDITIONAL PRIMARY TREATMENT
STAGINGY WORKUP! STAGINGY WORKUPP . o
Neoadjuvant ci in-based djuvantclsp ¥ 4
ination apy” followed by radical t.:.;stec:omy"-’:l‘()c':ategory 1-‘)
by radical cystectomy® (category 1) o
< inallpelvic ?.r diiivanE ceRlatinbasad : Cystectomy alone for those not
b.w ;. J F igible to receive cisplatin-based
g:torr:l?;u; if combination chemotherapyY followed - A Ry h apy *
dnng y by partial cystectomy® (highly pelvic CT or
. . selected patients with solitary lesion MRIPY if not or . Reassess
= Chest imaging in  sultable loeatlon: no Tis i Bladder preservation
Stage Il i ) previously i tumor
(cT2 NB)—’ (cT chest)b . or Stage IlIIA done with concurrent B status 2-3
' *Bone scan®If . Cystectomy alone for those not (cT3, NO; . Chest i chemoradaut::;apyzv“! tha afteF
or symptoms of aible fo vecl In3 cl:air:(‘l, (CT chest) " [TuRBT ' treatment
i ymp! st chemotherapy :” =Ty . Bone scan? o pletion®?
B ) if clinical
or icion or
glomerular — S
Z ymptoms : : Reassess
rgt;;hc:n rate Bladder preservation with concurrent | of bone :5::3;‘;;;’;:: tumor
(GFR) to assess chemoradiotherapy?23bb (category 1) metastases eystectomy or definitive status 2-3
e_llglhll!tyxfor and maximal TURBT « Estimate GFR e it —*|months after
cisplatin to assess RTaa Py: treatment
or eligibility for or pleti
cisplatin® TURBT®
If patient is not a candidate
for cystectomy or definitive [
chemoradiotherapy:
RTHB
or
TURBT®
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Treatment options

* Non-muscle invasive
« TURBT + Observation
* (Ta, T1 Grade 1 w/ Full resection)
* TURBT + intravesical therapy (BCG, MMC)
» (G2-3, T1/Tis, residual/multifocal disease)

* Muscle invasive, node negative
» Radical cystectomy +/- neoadjuvant chemo
* Partial cystectomy (dome)
* Bladder preservation / trimodality therapy
* cT4b (pelvic/abd wall invasion)
* Chemotherapy

* Chemotherapy -> restage-> consider CRT or Cystectomy
* CRT

What is Tri-modality Therapy (TMT)?

(+/- neoadjuvant (+/- adjuvant
chemo chemo
Maximal ) Concurrent mo) Post-TMT . Salvage RC if
safe TURBT chemoRT Surveillance MIBC recurrence
(+/- adjuvant
chemo)
Cor'm:')lete Consolidation
clinical —» chemoRT
(+/- neoadjuvant response
. chemo ’ .
Maximal o) Induction Cystoscopic
safe TURBT chemoRT assessment
Inco.m.plete Radical
clinical
cystectomy
response
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Executive Summary of the American Radium
C h d 1 t' f M I B C Society Appropriate Use Criteria for Radiation
el I IO ra Ia IO n O r Treatment of Node-Negative Muscle Invasive

Bladder Cancer

* General paradigm

if
Maximal #l Chemo-RT I‘l Surveillance I— Salvage Cx

TURBT

« Eligibility: cT2-T4 NO MO, good bladder function

» Hydronephrosis = high risk for failure (but not absolute
contraindication)

» Multidisciplinary evaluation is critical

Dinh IUROBP 2021

Executive Summary of the American Radium
C h d 1 t' f M I B C Society Appropriate Use Criteria for Radiation
el I IO ra Ia IO n O r Treatment of Node-Negative Muscle Invasive

Bladder Cancer

» Concurrent cisplatin-based chemo (or 5-FU/MMC or gem)

» Consider carbogen or nicotinamide if not chemo candidate (rather than
RT alone)

* RT dose 60-66 Gy at 2 Gy/fraction
« Either continuous course or split course with cystoscopic evaluation
 Either IMRT or 3D appropriate

* Nodal radiation is optional
* <10% nodal failure in BC2001 & TROG trials

Dinh IUROBP 2021
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55 Gy in 20 preferred in U.K.

» Meta-analysis of 782 patients (BC2001 and BCON trials)
« Either 64 Gy/32 or 55 Gy/20 allowed on trial (not randomized)
» 55 Gy/20 non-inferior (lower iLRR and similar toxicity)

55Gyin 64Gyin Adjusted HR (95% CI)
20 fractions 32 fractions
(n/N) (/N) 10
Invasive locoregional control
BC2001 31174 67175 ——m—f | 067 (042t01.06) S
BCON 731217 38/94 — 077(0-50t01-19) E
Combined 104/391 105/369 —— 0.71(052t0 0.96) £ &
5
Overall survival g
8C2001 1271174 196/275 —u— 093(073t0119) 2 ®
- | g ] Invasive locoregional control at 3years (95% CI)
BCON 156/217 71194 —= 078(0:58t01.05) ] — BC2001 64 Gy in 32 fractions: 74:2% (67-9-79-4)
Combined 283/391 267/369 —. 087 (07210 1.06) E 20 —— B(200155 Gyin 20 fractions: 77:5% (69.5-83-6)
— BCON 64 Gy in 32 fractions: 56-2% (45-2-658)

- BCON 55 Gy in 20 fractions: 63.5% (56-3-69-9)

| T T T T 1
] 1 2 3 4 5

——————
04 06 08 10125

«—— —>
FavoursS5Gy  Favours 64 Gy
in20 fractions  in 32 fractions

Choudhury Lancet Oncol
2021

How do RC and TMT Compare?

Radical cystectomy versus trimodality therapy for muscle- 2.
invasive bladder cancer: a multi-institutional propensity
score matched and weighted analysis

kot K

Lancet 2023

Retrospective analysis of T2-4NOMO MIBC patients who
underwent curative treatment at 3 centers (USC, MGH,
Toronto) between 2005-2017

770 patients: 440 RC, 282 TMT

Primary endpoint: MFS === .,.
Secondary endpoints: OS, CSS, DFS g

Propensity score matching using two techniques

"
for whom surgery is not an uption.
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Patients selected for bladder preservation with
chemoradiotherapy should ideally have the following
features

* Unifocal cT2-4, NO, MO
* N1 in select cases

* Maximal TURBT
» This can exclude patients with large tumors

* No extensive carcinoma in situ (CIS)
* No hydronephrosis

» Can try to correct with a stent or percutaneous nephrostomy.
» Good bladder function

» Transitional cell carcinoma (TCC) histology
* Many trials also allow adeno, squamous cell

Factors that may impact treatment choice
RC
Factors that may g —~— . Favorable prognostic
favor RC / ™ // ; factors for both RC
\ 4 High PS and TMT

“ Poor bladder function | ( |

\ IBD or previous RT / \.\ T2 /

\ / . 4

9 / Unifocal tumor
. VARS //
\\»-1,_ - o \“,\_77_7_77/
™T
F Diffuse CIs Eh i \\

// Hydronephrosis B, / \

/ T3-4 \\ / High surgical risk ‘

( Multifocal tumor \ | Desire to preserve bladder |

F i | Poor renal function (cis inelig)| | | /’

Unfavorable prognostic | I e S \
factors for both RC 4 \ / Fac:::;:l}a';;n Y
and TMT = i
Slide adapted from Dr Kent Mouw
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AUA2026:3 Bladder preservation:

Washington,DCZ | treatment paradigms for chemo-RT

» Continuous course  Split course / MGH / Shipley

+ Complete entire course of CRT protocol
and assess response with TURBT * Induction chemoradiation phase
after 3 months _ « Planned break with response

* Per BC2001: treatmentis to assessment with cystoscopy ~ 3
bladder only, not elective pelvic weeks after
LNs o _ + Per MGH trial: treatment is to

* As of ~2021, this is the superior bladder and pelvic LNs
regimen (vs split course) because « Consolidation chemoradiation
of improved local control with phase or cystectomy

hypofractionated RT

Split course bladder preservation protocol

Maximal TURBT

*Minority of patients received neoadjuvant chemotherapy

Induction Chemoradiation
Radiation Therapy (40 Gy) +
Concomitant Cisplatin-based Chemotherapy

Cystoscopic response evaluation
l CR l No CR
Consolidation Chemoradiation Salvage Radical Cystectomy

(total 64 Gy) +/- adjuvant chemotherapy

Frequent cystoscopy =™ Invasive recurrence

All patients should have a biopsy during cystoscopic response evaluation

Note: Although it's an option, | would not recommend this regimen (vs continuous course), given the BC2001 data with hypofractionation

© 2026 AMERICAN UROLOGICAL ASSOCIATION EDUCATION AND RESEARCH, INC. ALL RIGHTS RESERVED.

ATTENTION: You are prohibited from using or uploading content you accessed through this activity into external applications,
bots, software, or websites, including those using artificial intelligence technologies and infrastructure, including deep
learning, machine learning and large language models and generative Al.



Continuous course chemo radiotherapy: BC2001 trial
design

Patients with muscle
invasive bladder cancer
*121 participated in
both comparisons

Standard volume RT:
64 Gy in 32 fx
Or
55 Gy in 20 fx

Standard volume RT
+ synchronous chemotherapy

Reduced high-dose volume RT
+ synchronous chemotherapy

cRT n=182

Reduced high dose volume
RT:
55 Gy in 20 fx as SIB and 44
Gy in 20 fx
64 Gy in 32 fx SIB and 52 Gy
in 32 fx

Reduced high dose volume RT

{ Standard volume RT

Eligible patients had histologically confirmed T2-T4a NO MO MIBC, WHO performance status O to 2; GFR>
25ml/min. For radiotherapy (RT) comparison: single tumour at time of invasive disease diagnosis.

_ PRESENTED AT: 2017 Genitourinary Cancers Symposium | #GU17

AUA2026% Patients on BC2001 received 1 of 4
Washington,DCZ | POssible RT regimens

Bladder tumour

« Standard volume RT:

PTV2 :

Bladder tumour +1.5¢cm * 64 Gy in 32 fx
64GY/32fractions or VS

55Gy/20f * 55 Gy in 20 fx
+/-5%

* Reduced high dose volume RT:

+ 55 Gy in 20 fx as simultaneous
integrated boost (SIB) and 44 Gy in

‘Non tumour’ Bladder 20 fx to whole bladder
VS

52Gy /32f
* 64 Gy in 32 fx SIB and 52 Gy in 32
X

i f
PTV1 :
Non tumour bladder + 1.5cm 3 ) i .
80% of PTV2 dose (Minimum * Delivered 80% of maximum dose to
75%) R the uninvolved bladder and full
dose to the tumor
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In BC2001, chemoradiotherapy improved
locoregional control (vs radiotherapy alone); no

change in survival or late toxicity

James, NEJM, 2012

100 100
g
g 75 g 759
s Chemoradiotherapy =
: " 3
e s e Chemoradiothera)
a8 5 et P 5 5o Py
= Radiotherapy 2
= =
s 5 .
£ 55 Hazard ratio, 068 (95% C1,0.43-0.96) S 25| Hazard ratio, 0.82 (95% CI, 0.63-1.09) Radsothierdpy
g P=0.03 P=0.16
3
0 T T T T T 1 00 T T T T T 1
12 24 36 48 60 72 0 12 24 36 48 60 72
Months since Randomization Months since Randomization
No. at Ris_k (no. of events) No. at Risk {no. of events)
Chemoradiotherapy 182 35) 108 (14) 76(3) 66(1)  S6(1)  46(]) 25 Chemoradiotherapy 182 (35) 144 (33) 111(11} 94 (9) 53 62(1) 39
Radiotherapy alone 178 (54) 96(l6) 69(4) 58(1) 44(0) 35(Y 18 Radiotherapy alone 178 (35) 141 (34) 104 (17) 85(15) 60(7) 41(2) 20

AUA-2026°

In BC2001 and BCON, hypofractionation (55 Gy / 20 fx) had

Washington, DC 2

132 fx)

improved local control vs conventional fractionation (64 Gy

55Gyin 64Gyin Adjusted HR (95% 1)
20 fractions 32 fractions
(n/N) (n/N)
Invasive locoregional control
BC2001 3174 67/275 ——a—t 067 (0-42 to 1.06)
BCON 731217 38/94 —_— 077 (0-50t01-19)
Combined 104/391 105/369 —— 0.71(0-52 to 0-96)
Overall survival
BC2001 127174 196/275 —a— 0.93(073t0119)
BCON 156/217 71/94 —_—— 0-78 (0-58 t0 1.05)
Combined 283/391 267/369 B B 0-87 (07210 1:06)
T
04 06 08 10125
4+ — —>
Favours55Gy  Favours 64 Gy
in 20 fractions  in 32 fractions.
B
55Gyin 64 Gyin Adjusted RD (95% CI)
20 fractions 32 fractions
(n/N) (n/N)
Late bladder and rectum toxicity
BC2001 31/120 62203 4—W—— -524 (157810 5:30)
BCON 66/175 27175 4« = - » =079 (-17-84 10 16:27)
Combined 971295 89/278 —— ] -3-37 (-11-85 t0 5:10)
—r—r Choudhury, Lancet Onc, 2021
<15 =10 -5 5 10 15
«— —
Favours55Gy  Favours 64 Gy
in 20 fractions in 32 fractions
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AUA-2026¢ Current Trials

Washington, DC 2

Schema S2427

€T2-cT4aNo Regist_raltiqn onto
MIBC who ~ trial, sign
receive at least ::nfarmed ::nsegn;
S ondes of no more than
neoadjuvant days from recurrent or residual
therapy* completion of NA MIBC q3 months for
therapy) 3years

*Patients who receive NAC as the NAT must have at least 3 cycles of cis-based regimen
**patients found to have >T1 disease on TURBT will proceed to SOC cystectomy
***Diffuse CIS patients will be excluded (>3 cm area of contiguous CIS or >3 separate
locations of CIS on TURBT (dome/posterior/left/right/trigone)

A SWOG ==

AUA-2026¢ Current Trials

Washington, DC 2

Schema

, REGISTRATION
Confirm Eligibility *
!
STRATIFICATION
1. Clinical Stage (T2 vs. T3)
2. Type of Radiosensitizing Chemotherapy planned**
3. Neoadjuvant therapy (yes vs. no)

RANDOMIZATION
(1:1)
ARM 1 ARM 2
4 weeks Radiosensitizing Chemotherapy + 4 weeks Radiosensitizing Chemotherapy +
Hypofractionation SBRT (Ultra-hypofractionation)
(55 Gy/20 Fractions) (32.5 Gy/ 5 Fractions)

* See Protocol Section 3.1 for details

** Types of chemotherapy regimens are
« Cisplatin
«  Gemcitabine
«  Mitorycin-C/5-Fluorouracil
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A&H&QOQG%‘

Washington, DC 2

Post-op bladder cancer: who
needs adjuvant radiation
therapy?

AUA-2026%

Washington, DC 2

Penn/SWOG post cystectomy risk groups for LRFS

Stage Nodal Risk 5-yr LRFS
Low pTO-2 8%
Intermed | pT3-4, R+ in soft tissue 20%

and 10+ LN dissected

0T3-4, R+ in soft tissue
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Post-cystectomy RT atlas

Fig. 3. Representative axial slices showing the cystectomy bed in the (A) upper pelvis and (B, following page) lower pelvis

of a female patient. Baumann, 201 6, IJROBP

AUA2026: BART trial: evaluates adjuvant RT
Washington, DC =2 for high-risk MIBC

. 153 patientswMIBC a 1+ » R crengtonety ¢ -
'Sh risk feature: pT3-4, b -
EZ 1-3, < 10 node yield, o i
1, orcT L
. Randomlze observation g o i
vs adjuvant IMRT 50.4 .
Gy to bed and pelvic LNs . =N N . o
* Findings: i am —— '
* limited G3+ toxicity with Late CTCAE toxisity
RT

@
3
o

e cumulative 20% late G2

!
zm i
toxicity :
g I e
5w |
§ i
] i
g
g i
a 1., e -
5 g o1
& no |
| | m - T T % % % & & F & % %
oo Gro Gr1 Gr2 Gr3 Gra Mo, stk e o rndamisen
m0obs 82.5% 3.5% 7.0% 7.0% 3.5%
RT B8.1% 12.8% 14.9% 4.2% 42%

Murthy, IJROBP, 2024
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AUA2026° | Role of RT in NMIBC

Washington, DC 2

NRG-GUO14
SCHEMA

 Can consider RT in High Risk
T1; non-cystectomy —
candidates o R ) b i . i

RANDOMIZE*

e
®  S-Fluorouracil

Conclusion

« Evolution of Hypo-Fractionated RT and potential role of SBRT
for MIBC

* Increased use of Adjuvant RT for high-risk MIBC
* Evolving role of biomarkers in the treatment of bladder cancer
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Adjuvant v Description from NRG-GU001

CTV cystectomy bed 2 cm above pubic symphysis

Post of pubic rami/symphysis. Above and below, contour will stop at the
Include if R+. planes defined by extending linesup and inf from the post aspect of symphysis
Dose 54-60 Gy Post Abut the ant 1/3 of the external ano-rectal circumference w/o extending into
anorectum. Above the level of rectum, stop posteriorly at plane defined by line
going superior from ant border of rectum

Lat Medial border obturator internus muscles.
Inferiorly, it is at the vaginal wall or prostate bed
Inf 2-3 mm (1 axial CT slice) above the penile bulb for males, 1 cm below lower
pole of foramen for
CTV LNs Trim LNs at pelvis, muscle, bone

Do not trim at bowel be risk of marginal miss
LN CTV mirror high-risk prostate LN CTV

Pelvic LNs: distal common iliac, internal iliac, external iliac, obturator

Always include (RO or R+) Sup atL5-81
Externals iliacs extend inf to top of femoral heads

RO: 45-50.4 Int iliacs extentinf until no longer visible, or exit through greater sciatic notch

R+: 54-60 Expand by 7 mm in ant, post, lat dimensions

Presacral LNs: From L5-S1 to S2-3. Include 1-1.5 cm of tissue ant to sacrum and between vessels
Sup at inf border of iliac contours

Include if R+ Inf at top of pubic symphysis

54-60 Gy 1 cm width of tissue medial to obturator internus muscles, from ant border or
ilium to post border or ilium

OARs ostomy bag for patients with non-continent diversions

sim and treat with empty bag

Bowel entire bowel space, inc bowel, cecum, colon. sup at 3 cm above sup extent of
LN CTV

Rectum from RS junction sup to level of iscial tuberosities inf

Pelvic bones Start 1 cm sup above nodal CTV and go 1 cm inf of CTV

© 2026 AMERICAN UROLOGICAL ASSOCIATION EDUCATION AND RESEARCH, INC. ALL RIGHTS RESERVED.

ATTENTION: You are prohibited from using or uploading content you accessed through this activity into external applications,
bots, software, or websites, including those using artificial intelligence technologies and infrastructure, including deep
learning, machine learning and large language models and generative Al.



	Course Handout - Focus on MIBC 1
	Course Handout - Focus on MIBC 2
	Course Handout - Focus on MIBC 3
	Course Handout - Focus on MIBC 4

