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Bladder Updates Outline
1. Non-muscle invasive bladder cancer (NMIBC)

• Systemic therapy & novel intravesical therapy

2. Muscle-invasive bladder cancer (MIBC)
• Adjuvant immunotherapy
• Ongoing trials

3. Metastatic urothelial carcinoma (mUC)
• New practice changing 1L regimen
• Role of precision oncology: FGFR, her-2
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--> higher risk 
of progression 
to invasive 
disease

--> CIS can 
metastasize 
without clinical 
invasion

NMIBC
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----> Mitomycin C, Gemcitabine, Valrubicin, Gem/Doce
----> if with TIS, phase II study, 43.5% 1 year RFS, for 2 yrs
----> Phase III study, 43.8% 1 year RFS

NMIBC
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NMIBC – Ongoing Phase III Trials

• IV pembrolizumab (for 2 years) + BCG vs BCG monotherapy
• Similar trials for other IO agents – POTOMAC (Durvalumab), 

CM-7G8 (Nivolumab), ALBAN (Atezolizumab)

KN-676: persistent 
or recurrent HR 

NMIBC after 
adequate BCG 

induction

• TAR-200 + cetrelimab vs TAR-200 alone vs cetrelimab alone (to 
78 weeks)

• TAR-200 is a novel drug delivery system for the sustained local 
release of gemcitabine in the bladder, relying on an osmotic 
system

• TAR-210 - phase I trial looking at erdafitinib delivery via same 
route

SunRISe-2: HR 
NMIBC CIS (with or 
without papillary 

disease) 
unresponsive to BCG

Nature Reviews Urology, 2018
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MIBC
• Gold standard treatment is neoadjuvant chemo (NAC) followed by 

cystectomy
• NAC: Gemcitabine/Cisplatin vs dose-dense MVAC

• Consider chemo-XRT / trimodal therapy

• If no neoadjuvant given, consider adjuvant chemo (cisplatin only, not 
carboplatin)

• Lack of NAC option for cisplatin-ineligible patients
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MIBC
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MIBC
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Post cystectomy, there are high rates of distant 
recurrence in up to 50% of patients (Donat et al, 
World Journal of Urology, 2006)

Meta-analyses shows an absolute 5-year OS 
improvement of 5% with NAC (Vale et al, European 
urology, 2005)
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MIBC – Adjuvant Treatment

• Based on CM-274: Nivolumab x 1 year improved DFS, await OS
• IMvigor010 (adjuvant Atezolizumab) was a negative trial, difference 

between PDL1 and PD1?
• AMBASSADOR (adjuvant Pembrolizumab with recent press release

• Unclear role of adjuvant IO in some variant histologies e.g. squamous
• OS needed for PDL-1 negative group, and patients without NAC
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MIBC – Definitive Systemic Therapy
• A subset of patients with MIBC will achieve a pCR with NAC (26%–38%) 

(Griffiths, JCO 2011; Plimack, JCO 2014)
• Goal to avoid local treatment and its complications
• Post-operative QOL may improve, but urinary and sexual dysfunction 

remains inferior to the general population (Yang et al, Surg Oncol, 
2016)

• Need reliable biomarkers that can predict favorable outcomes for NAC

• Several potential DNA-based genetic alterations seem to correlate with 
pathologic response to NAC (Girardi et al, Urologic Oncology, 2023)

• Many ongoing risk-adapted trials in patients with select deleterious DDR gene alterations –
RETAIN (ddMVAC), RETAIN-2 (ddMVAC + nivolumab), A031701
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One Future Cystectomy-Sparing Approach?

• 76 patients were enrolled; of these, 33 achieved a cCR (43%, 95% CI: 32%-
55%), and 32 of 33 who achieved a cCR opted to forgo immediate 
cystectomy
• Somatic alterations in pre-specified genes (ATM, RB1, FANCC and ERCC2) or 

increased tumor mutational burden did not improve the positive predictive 
value of cCR

HCRN 16-257 trial
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Neodjuvant/Adjuvant - what is approved

Soon also Pembrolizumab?
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TMT/chemo-RT -
what is 
approved

• Two phase III trials are 
looking at IO + TMT given 
radiation may be 
immunostimulatory and 
have synergistic effects with 
IO:
• CRT +/- Pembrolizumab 

(MK-3475/KN-992)
• CRT +/- Atezolizumab 

(SWOG/MRG 1806)
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Role of ctDNA in MIBC
• Lindskrog et al, Clinical Cancer Research, 2023:

• ctDNA status is prognostic in NAC-treated and NAC-naïve patients and outperforms pathological 
downstaging in predicting treatment efficacy

• Powles et al, European Urology, 2023:
• Updated OS from the IMvigor 010 trial, showing those patients who were ctDNA positive post-

surgery benefited from adjuvant atezolizumab with improved DFS and OS.
• IMvigor 011 should result next year, which is a randomized phase III study assessing the efficacy of 

atezolizumab vs placebo in patients with high-risk muscle-invasive bladder cancer who 
are ctDNA positive post-cystectomy

• ALLIANCE A032103 (MODERN) is a trial that will have a risk-adaptive approach based on ctDNA in the 
peri-operative space
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1L mUC pre-ESMO 2023

--> accelerated FDA approval in April 
2023 based on Cohort K of EV-103
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Enfortumab vedotin (EV)

NCI Staff, Jan 2020
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Powles, ESMO 2023
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CM-901

https://www.nejm.org/doi/pdf/10.1056/NEJMoa2309863Dr. Karine Tawagi - Updates in RCC and Bladder CA - Dec 2023
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A. Apolo, ESMO, Oct 2023

Disitamab vedotin for her-2+?
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FGFR Pathway in mUC
• All patients should be tested for 

FGFR 2/3 alterations - seen in 
20% of all mUC and 30% of 
UTUC:
• NGS testing of DNA and 

RNA
• FGFR3 mutations (R248C, 

S249C, G370C, or Y373C)
• Fusions (translocations): 

FGFR2–BICC1, FGFR2–
CASP7, FGFR3–TACC3_V1, 
FGFR3–TACC3_V3, or 
FGFR3–BAIAP2L1
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https://journals.sagepub.com/doi/full/10.1177/11795549221126252
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• Demonstrated superior OS, PFS and ORR of Erdafitinib compared to single agent 
chemotherapy in patients with FGFR 3/2 alterations

Loriot, 2023
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Loriot, NEJM, 2023



THOR Cohort 2
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NORSE Trial –
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A. Apolo, Oct 2023

Her-2 in mUC
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• Expression level of HER2 in UC : 48% with overexpression and 
approximately 20% with low expression (Fleischmann 
et al., 2011; Yorozu et al., 2020)

Phase III study (NCT04264936) ongoing

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9090390/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9090390/


RCC Updates Outline
1. Adjuvant RCC

• Survival data for KN-564

2. Metastatic RCC 1L
• Updates on CLEAR (pembro/lenva) and KN-426 (axi/pembro)
• The future including HI2-alpha

3. Metastatic RCC 2L+
• CONTACT03: no role for rechallenge with IO
• HIF2-alpha
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Adjuvant Therapy for RCC
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1L Systemic Therapies for RCC
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• ASCO 2023: updates on CLEAR 
(pembro/lenva) and KN-426 
(axi/pembro) reaffirm its use, but IO/TKI 
do not lead to durable responses or cure 
for most patients, but best option if 
require a rapid response

• For sarcomatoid features or aim for 
durable response -> favor ipi/nivo

(Braun, ASCO 2023)



The future of 1L Systemic Therapies for RCC 
– PDIGREE – An Adaptive Phase III Trial
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Cohort 1: ORR=70% (4 complete and 
31 partial responses); consistent 
across IMDC risk categories

Cohort 2: ORR=31% (2 complete and 
14 partial responses); consistent 
across IMDC risk categories and prior 
anti-cancer therapy(Choeuiri, ESMO 2023)



2L+ Systemic Therapies for RCC
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• CONTACT-03 (ASCO 2023): no role of re-challenge with ICI+TKI in patients who have received previous ICI – addition 
of atezolizumab to cabozantinib did NOT improved response or PFS vs cabozantinib alone

(Choueiri, ASCO 2023)



Trials in 2L+ mRCC

(Albiges, ESMO 2023)
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(Albiges, ESMO 2023)

• Belzutifan with significant improvement 
in progression-free survival and objective 
response rate versus everolimus
§ Overall survival difference has not 

reached statistical significance; final 
analysis is pending

• Well tolerated - Quality of life as assessed 
by FKSI-DRS and QLQ30 
GHS/QoL favored belzutifan

• Established role of HIF-2a in advanced 
RCC, ongoing phase 3 studies in adjuvant, 
1L and 2L setting

LITESPARK-005



Thank You.
Karine Tawagi -  ktawagi@uic.edu @drkarinetawagi

Dr. Karine Tawagi - Updates in RCC and Bladder CA - Dec 2023

mailto:ktawagi@uic.edu

