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1. Pembrolizumab Monotherapy Following Tri-Modality Treatment for
Selected Patients with Muscle-Invasive Bladder Cancer.ASTRO 2024.
220Volume 120, Issue 2, Supplement S740ctober 01, 2024

Study Design

* Thisis a Phase 2, single arm, single-site study of Pembrolizumab as maintenance

therapy in MIBC participants who has received TMT and achieved complete
response (CR) .

* CR definition was negative in bladder MRI and cystoscopy.
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Results — Baseline Characteristics
* At cutoff date of 7t" Mar, 2024, 46 out of 54 patients with MIBC were enrolled.

Characteristic, n (%) No. of patients (%) Characteristic, n (%) No. of patients (%)

Age, median (range) 69 years, (34, 86) Concurrent chemotherapy

Gender Yes 44 (96%)
Male 36 (78%) No 2 (4%)
Female 10 (22%) Neo-adjuvant chemotherapy

Clinical T staging Yes 9 (20%)
T2 39 (85%) No 37 (80%)
T3 7 (15%) Hydronephrosis
T4 0 Yes 2 (4%)

TURBT No 44 (96%)
Complete 18 (39%)

Incomplete 28 (61%)




The estimated 1-year PFS, overall survival and
local control rate was 85%, 97% and 93

Results - Efficacy

* The median follow-up was 10 months
* Ten participants completed Pembrolizumab for 17 cycles.

* The estimated 1-year Progression-free survival, local control and overall survival was 85%,
93% and 97%, respectively.
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Results

Results - Efficacy
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Efficacy of Neoadjuvant/Induction (NAC) Chemotherapy in Nonmetastatic Muscle-Invasive
UF Bladder Cancer Treated with Chemoradiotherapy (CRT): A Systematic Review and Meta-

Analysis
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Background Conclusion

e A A e AL AU Our analysis found no survival benefit from adding NAC to CRT in patients with
(RC) is the established standard of care for nonmetastatic muscle-

invasive bladder cancer (MIBC). MIBC. However, the quality of the evidence is very low, largely due to the
+ Chemoradiotherapy (CRT) is an acceptable treatment alternative retrospective nature of the data. Further randomized clinical trials are needed to

for MIBC. g : 3 :
» While NAC has proven beneficial before RC, its value prior to CRT clarify the role of NAC in bladder preservation strategies.

remains uncertain.

+ This systematic review and meta-analysis aimed to evaluate Results

the impact of NAC on outcomes of patients undergoing CRT

for bladder preservation. + 3.354 patients from 4 observational Hazard Ratio Hazard Ratio
StUdieS. Study t?r Subgroup  log[Hazard Ratio] SF Weight 1V, Random, 95% CI 1V, Random, 95% CI
. . . Ajib 2020 -0.0621 0.4066 2.6% 0.94 [0.42, 2.09]
Methods * 656 (19.5%) patients received NAC with  feo222, MBI 2 i
platlnum_based Chemotherapy Thompson 2017 0.006 0.4384 2.2% 1.01[0.43, 2.38] —_—
+ PROSPERQ registration (CRD42024590258). + Follow-up time ranged from 15.9to 74.4 ~ Jeeee z O Qoo tosn 12 *
. Heterogeneity: Tau® = 0.00; Chi* = 0.84, df = 3 (P = 0.84); I° = 0% o5 o7 15 3
» Systematic search of PubMed, Embase and Cochrane months. Test for overalleffect: Z = 0.17 ¢ = 0.87) Favours NAC + CRT  Favours CRT
databases. * No signiﬁcant difference in overall Figure 1: Forest plot for OS
* Inclusion criteria: (i) studies comparing NAC plus CRT survival (OS) (HR = 0.99, 95% Cl 0.87-
versus CRT alone in MIBC; (ii) both randomized controlled 1.12, p = 0.87, I2 = 0%). Figure 1. fiazardfinta fiazardfatio
trials (RCTs) and observational studies. + No difference for disease-free survival — Jjizes o e 1o s 1501 =
« Exclusion criteria: Studies with overlapping populations or non- (DFS) (HR = 1.10,95% CI 0.76-1.60, p= "™ *" SR REEE S
Eng“Sh pUb"C&tiOﬂS. ) 0.61,12= 0%). Figure 2. :::::o(;:rifvl?mu? =0.00; Chi* = 0.32,df = 1 (P =132.g;e‘2 =01§elo 1076, 1601 o G s t
+ Statistical analyses were performed using random-effects models « High risk of bias by ROBINS-I tool. Test for overall effect: 2 = 0.50 (7 = 0.61) Favours NAC + CRT _Favours CRT
in Review Manager 5.4.1. + Very low certainty of the evidence by Figure 2: Forest plot for DFS
» Heterogeneity was assessed with |2 statistics. GRADE.




2. Efficacy of neoadjuvant/induction (NAC) chemotherapy in nonmetastatic
muscleinvasive bladder cancer treated with chemoradiotherapy (CRT): A systematic
review and meta-analysis.

Background: Neoadjuvant chemotherapy (NAC) followed by radical cystectomy (RC) is the
established standard for nonmetastatic muscle-invasive bladder cancer (MIBC). However,
bladder-sparing approaches using chemoradiotherapy (CRT) offer comparable outcomes.
While NAC has proven beneficial before RC, its value prior to CRT remains uncertain. This
systematic review and meta-analysis aimed to evaluate the impact of NAC on outcomes in
patients undergoing CRT for bladder preservation. Methods: A comprehensive search of
PubMed, Embase, and Cochrane databases was conducted to identify studies comparing
NAC plus CRT versus CRT alone in MIBC. Both randomized controlled trials (RCTs) and
observational studies were eligible. Studies with overlapping populations or non-English

publications were excluded. Heterogeneity was assessed with 12 statistics, and all analyses

were performed using random-effects models in Review Manager 5.4.1. The study was regis-

tered in PROSPERO (CRD42024590258). Results: Four observational studies, encompassing



Results Critic

3,354 patients, were included as no RCTs met the inclusion criteria. NAC was administered to
656 patients (19.5%). Median follow-up ranged from 15.9 to 74.4 months. All patients in the
NAC group received platinum-based chemotherapy (MVAC, ddMVAC, GC, or CMV). Concurrent
CRT regimens included cisplatin, gemcitabine, or mitomycin with radiotherapy. No significant
difference in overall survival was observed between NAC + CRT and CRT alone (HR = 0.99, 95%
Cl 0.87-1.13, p = 0.89, 12 = 0%). Disease-free survival data were available from two studies,
showing no significant difference (HR = 1.07, 95% Cl 0.57-2.01, p = 0.82, 12 = 39%). All included
studies had a serious risk of bias, mainly due to confounding and selection bias, as assessed by
the ROBINS-I tool. The overall certainty of the evidence was rated as very low using the GRADE
framework. Conclusions: Our analysis found no survival benefit from adding NAC to CRT in
patients with MIBC. However, the quality of the evidence is very low, largely due to the
retrospective nature of the data. Further randomized clinical trials are needed to clarify the

role of NAC in bladder preservation strategies. Research Sponsor: None
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Long-term Outcomes of Neoadjuvant Chemotherapy (NAC) before Bladder-Sparing Chemoradiotherapy (CRT) for Patients with
Nonmetastatic, Muscle-invasive Bladder Cancer (MIBC)
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NAC + Concurrent Chemoradiotherapy is a safe & effective bladder-

» Neoadjuvant, cisplatin-based combination chemotherapy - . - -
sparing approach with encouraging long-term outcomes in carefully

followed by concurrent chemoradiation is an emerging

approach in carefully selected MIBC patients who opt for - -

bladder-sparing. selected patlents with MIBC
» Long-term data on its efficacy & tolerability is lacking.

treated with this approach.

Table 1 - Demographics SRR 78 T T » Median follow up was 96 months (10-149).
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4. ASCO GU25 Safety and efficacy of neoadjuvant immunotherapy with durvalumab
(MEDI 4736) in combination with neoadjuvant chemotherapy (gemcitabine/cisplatin or

carboplatin) in patients with operable high-risk upper tract urothelial carcinoma. Nadine
Houede et al
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4. Safety and efficacy of neoadjuvant immunotherapy with durvalumab
(MEDI 4736) in combination with neoadjuvant chemotherapy
(gemcitabine/cisplatin or carboplatin) in patients with operable high-risk
upper tract urothelial carcinoma Nadine, Houede et al

* 20/31 (65%) patients with non infiltrative residual tumor
* In cohort 2 : 9/19 (42%) patients

Secondary endpoint was safety, no immunotherapy-mediated AE was observed, 2
patients had Grade 3 neutropenia, 1 grade 4, 1 patient had grade 3 thrombopenia
and 1 grade 3 anemia.

* Conclusions: Combination of durvalumab with platin-based chemotherapy,
especially cisplatin, showed promising activity n UTUC,

With the occurrence of complete responses and a high rate of non-infiltrative
residual tumor. Safety profile was secure without increasing surgical risk.



POUT trial
Alison Jane Birtle et al

phase lll, randomized, open-label trial,

including 261 patients with muscle-invasive
orlymph node—positive, nonmetastatic
upper tract urothelial cancer (UTUC)
randomly assigned after radical
nephroureterectomy

to platinum-based chemotherapy (132) or
surveillance (129).
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5. Improved Disease-Free Survival With Adjuvant Chemotherapy After
Nephroureterectomy for Upper Tract Urothelial Cancer: Final Results of

the POUT Trial
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6. Identification of bladder cancer patients that could benefit
from early post-cystectomy immunotherapy based on serial
circulating tumour DNA (ctDNA) testing: Preliminary results
from the TOMBOLA trial

* TOMBOLA was a national, non-randomized ctDNA-based intervention
study conducted at 5 centers in Denmark.

* Eligible patients- cT2-4aN0-1MO, cisplatin, and immunotherapy-
eligible MIBC who underwent NAC followed by radical cystectomy.

* Patients underwent serial ctDNA testing post-operatively. Upon ctDNA
detection, patients were recommended for one year of atezolizumab
therapy.



6. Identification of bladder cancer patients that could benefit from early
post-cystectomy immunotherapy based on serial circulating tumour
DNA (ctDNA) testing: Preliminary results from the TOMBOLA trial

ctDNA is prognostic in MIBC
Previous observational study — tumour informed ctDNA analyses
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Tambola

*Patients continue immunotherapy if metastases appear, irrespective of conventional risk
* First 153 patients analyzed.

* 87 patients (57%) were ctDNA-positive after RC.
* 75% of these detected within 4 months post-surgery.

* Median lead time from ctDNA detection to CT-confirmed metastases
(in 17 patients):
43 days (range: —13 to 501 days).

* Only 2 of the ctDNA-negative patients (3%) developed metastases on
follow-up imaging.



Tambola

* Conclusions:

* Serial ctDNA testing post-NAC and RC is highly specific for identifying
early relapse.

* Enables early initiation of immunotherapy during minimal residual
disease.

* First trial to report real-world use of serial ctDNA-guided
immunotherapy in this setting.

* Interim efficacy data (from ~100 patients) expected by August 2024



6. Enfortumab Vedotin and Pembrolizumab in
Untreated Advanced Urothelial Cancer

f \ Enfortumab vedotin + / ' Treatment unti+l N
Patient Population N=886 pembrolizumab (EV+P) disease progression,
« Previ ED assessed per RECIST
m?re:l:j}gsly untreated o ey
* Eligible for platinum Platinum-based chemotherapy® fiacepi e Daly
CT and for EV+P or completion of
+ PD(L)1 naive \___ Mmaxcycles /
\\ / « No maximum treatment cycles for EV,
maximum 35 cycles of pembrolizumab in Arm A

« Maximum 6 cycles of gemcitabine and platinum CT in Arm B

Efficacy and Safety Endpoints: PRO Endpoints:
« Dual primary endpoints (PFS by BICR and OS) « Key secondary endpoints: Time to pain progression (TTPP), change from
« Pre-specified secondary endpoints: ORR by BICR, baseline in BPI-SF worst pain at week 26
PFS and ORR per investigator, DOR, DCR, Safety » Other pre-specified PRO secondary endpoints were descriptive with no
adjustment for multiplicity




Outcome EV + P- PFS
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EV302 OS

Overall Survival

Risk of death was reduced by 53% in patients who received EV+P
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ectin 4 and PDL1

Consistent OS Benefit with EV+P Across Nectin-4

and PD-L1 Subgroups
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Data cutoff: 8 August 2023.

CPS, combined positive score; EV, enfortumab vedotin; P, pembrolizumab; PD-L1, programmed death ligand 1

#The median Nectin-4 H-score was 275 across patients in both arms. *CPS <10. “<CPS 210
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