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New approaches for Genitourinary Tumors: Urothelial cancer
Current approach

Treatment-naive advanced or metastatic urothelial cancer (stage IV)

- A Cisplatin-ineligible and PD-L1- Cisplatin-ineligible and
e e unknown or -negative* PD-L1-positive*
S - - Atezolizumab or
| > d L]
Cisplatin-based ChT [I, A] Gemcitabine-carboplatin [Il, B] pembrolizumab (lIl, B]
A A
Disease progression® No disease progression®

!

Maintenance avelumab in those
tumours not progressing on

ChT [I, A; MCBS 4]

v

A N
Disease progression Disease progression

Pembrolizumab [I, A; MCBS 4]

Other ICI e.g. atezolizumab Disease Enlflc)r;gmiba-gszd]??n Enfortumab-vedotin
(1, B-11l, C} progression Endatiinib I, B (1, B; MCBS 4]°

Platinum-based ChT [IV, B]

Erdafitinib [IIl, B]'s

ChT (I, CJ ChT [IV, CJ*

Powles T, et al. Ann Oncol. 2022;33:244-258.
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New approaches for Genitourinary Tumors: Urothelial cancer
New approaches for first line: EV+pembro

EV-302/Keynote-A39 Study Design

Screening Treatment Survival
~and Baseline . (21-day Cycle) . Follow-Up | Follow-Up

Arm A

Enfortumab vedotin + Pembrolizumab Physical exam

Tumor tissue -' -
collection (Days 1 and 8) (Day 1) ECOG

Survival

Subsequent

Assessments Response anticancer

Arm B* assessments therapy

Gemcitabine  + Cisplatin/ PROs PROs
EVERE-Ti[R:) Carboplatin
(Day 1)

Stratification
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New approaches for Genitourinary Tumors: Urothelial cancer
New approaches for first line: EV+pembro

Merck Announces Phase 3 KEYNOTE-A39/EV-302
Trial Met Dual Primary Endpoints of Overall
Survival (OS) and Progression-Free Survival (PFS)
in Certain Patients With Previously Untreated
Locally Advanced or Metastatic Urothelial Cancer
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New approaches for Genitourinary Tumors: Urothelial cancer
New targets: role of FGFR

Erdafitinib is a Pan-FGFR Inhibitor With

Activity in Metastatic Urothelial Carcinoma

* FGFRalt are observed in ~20% of advanced or mUC and may In the single-arm phase 2 BLC2001 trial,
function as oncogenic drivers'? erdafitinib showed a benefit in patients with
FGFR-altered advanced urothelial cancer*

tertefrffnn =

100y Median PFS, 5.5 months
. . . . o 80 Median OS, 11.3 months
Erdafitinib is an oral selective pan-FGFR tyrosine kinase inhibitor? o
S . . 40
- Erdafitinib was granted accelerated approval in the United Py ons
204 HMCR MPR MSD WPD

States and is approved in 17 other countries to treat locally
advanced or mUC in adults with susceptible FGFR3/2alt who
have progressed after platinum-containing chemotherapy*®

» THOR is a confirmatory, randomized phase 3 study:

Patient

- Cohort 1 assessed whether erdafitinib improved survival over
chemotherapy in patients with FGFRalt mUC who progressed

Patients received erdafitinib 8 mg/d with pharmacodynamically guided

on or after 21 prior treatment that included anti-PD-(L)1 uptitration to 9 mg/d.
FGFR, fibroblast growth factor receptor; FGFRalt, FGFR alterations; mUC, metastatic urothelial carcinoma; ORR, overall response rate; 0S, overall survival; PD-1, programmed cell death protein 1; PD-L1, programmed Eﬁ. E
death-ligand 1; PFS, progression-free survival. d, H
*Patients received erdafitinib 8 mg/d with pharmacodynamically guided uptitration to 9 mg/d. I
1. NecchiA, et al. Eur Urol Focus. 2019;5:853-586; 2. di Martino E, et al. Future Oncol. 2016;12:2243-2263; 3. Perera TPS, et al. Mol Cancer Ther. 2017;16:1010-1020; 4. LoriotY, et al. N Engl /] Med. 2019;381:338-348;
5. BALVERSA® (erdafitinib) [package insert]. Horsham, PA: Janssen Products, LP; 2023; 6. Siefker-Radtke AQ, et al. Lancet Oncol. 2022;23:248-258. 3 E
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New approaches for Genitourinary Tumors: Urothelial cancer
New targets: role of FGFR

Phase 3 THOR Study: Erdafitinib Versus Chemotherapy of Choice in

Patients With Advanced Urothelial Cancer and Selected FGFR Aberrations

Cohort 1
Key eligibility criteria Erdafitinib . :
- Age >18years (n=136) Primary end point:
+ Metastatic or : Once-daily erdafitinib 8 mg with . OS
unresectable UC pharmacodynamically guided uptitration to 9 mg

- Confirmed disease
progression

+ Prior tx with anti-PD-(L)1 Chemotherapy of Choice Key secondary end points:
+ 1-2lines of systemic tx (n=130) « PFS
« Select FGFR3/2alt docetaxel or vinflunine once every 3 weeks

(mutation/fusion)? + ORR

- ECOG PS 0-2 + Safety

NCT03390504

*Molecular eligibility can be confirmed using either central or local historical FGFR test results (Qiagen assay). If a patient was enrolled based on local historical testing, a tissue sample must still be submitted at the time
of enrollment for retrospective confirmation (by central lab) of FGFR status. Tumors must have 21 of the following translocations: FGFR2-BICCT, FGFR2-CASP7, FGFR3-TACC3_V1, FGFR3-TACC3_V3, FGFR3-BAIAP2LT; or 1 of the
following FGFR3 gene mutations: R248C, 5249C, G370C, Y373C.

°Number of patients randomized at the time of the interim analysis (data cutoff January 15, 2023).

ECOG PS, Eastern Cooperative Oncology Group performance status; FGFR, fibroblast growth factor receptor; FGFR3/2alt, FGFR3/2 alterations; ORR, overall response rate; OS, overall survival; PFS, progression-free
survival; PD-1, programmed cell death protein 1; PD-L1, programmed death-ligand 1; Q3W, every 3 weeks; tx, treatment; UC, urothelial cancer.
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New approaches for Genitourinary Tumors: Urothelial cancer
New targets: role of FGFR

100
—@= Erdafitinib =i~ Chemotherapy
Overall Survival for Erdafitinib Was Superior to o PES 5.6 vs 2.7
. ’ . . .
Investigator’s Choice of Chemotherapy 601 HR 0.58 (0.44-0.78); p=0.0002
S
g 401
100 o a
—@— Erdafitinib =~ Chemotherapy
. 20_
g0 + Median follow-up was 15.9 months
+ Median OS was 12.1 months for 0 — T T——T——T T T T T
60 erdafitinib versus 7.8 months for 0 3 6 9 12 15 8 21 24 27 30 33 36
S chemotherapy Months Since Randomization
%) No. at risk
O Lo - Erdafitinib reduced the risk of death Erdafitinib 136 9 39 24 12 7 3 3 3 2 1 1 0
by 36% versus chemotherapy Chemotherapy 130 43 23 9 4 2 2 1 1 0 0 0 0
20 o - HR, 0.64 (95% Cl, 0.47-0.88;
P =0.005)
o7 T T T T T T T T T T T T T T + Based on these interim analysis 50 1 ORR 45.6%
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 i, e BIE s e
N Manthxishnce. Rendarizaticn stop the study, unblind data, and 40 A Relative risk, 3.94 (95% Cl, 2.37-6.57;
s ats cross over patients from P <0.001)
Erdafitinib 136117 97 74 46 35 25 17 15 9 5 3 3 2 2 2 1 0 chemotherapy to erdafitinib 2
Chemotherapy 130 87 66 43 30 18 13 9 8 3 2 2 1 0 0 0 0 0 s 30
[OR=0 £
AELAC z
interval azard ratio; independent data monitoring committee; overall survival [ k]
E‘;}a(eogggfﬁz(ailcr;[wel“f:fégapplrfgforelf:”incy:wadsg=0‘g19. ?arrespondmg?oaHRolO.E’.Bc?S' \I : 8 E E 20 1
ORR 11.5% CR0.8%
10 4 (=)
0
Erdafitinib Chemotherapy
(n=136) (n=130)
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New approaches for Genitourinary Tumors
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New approaches for first line
* New targets New targets

* New approaches for first line

* Use of ctDNA for adjuvant Tx What'’s news for adjuvant Tx?

Microbiome & immunotherapy
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New approaches for Genitourinary Tumors: Renal cell carcinoma
Current approach

Advanced ccRCC

Favourable-risk IMDC group

Lenvatinib-pembrolizumab [I, A; MCBS 4]**
Axitinib-pembrolizumab [I, A; MCBS 4]
Cabozantinib-nivolumab [1, A; MCBS 4]*

Old and new drugs in genitourinary tumors

Intermediate- and

Ipilimurmab-nivolumab [I, A; MCBS 4]°
Lenvatinib-pembrolizumab [I, A; MCBS 4]
Axitinib—pembrolizumab [I, A; MCBS 4]
Cabozantinib—nivolumab [, A: MCBS 4]2

eUpdate — Renal Cell Carcinoma Treatment Recommendations
Published: 28 September 2021. Authors: ESMO Guidelines Committee available at esmo.org

. Comprehensive
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New approaches for Genitourinary Tumors: Renal cell carcinoma
New approaches for first line: intensification

Progression-Free Survival: Final Analysis (PITT Population)

1.0 No. of Median PFS
Events mo (95% C1)
3 CabotNivorlpi (N=276] 116 NR (14.0-NE)
0.8 Pbo+Nivo+Ipi (N=274) 133 11.3 (7.7-18.2)
COSM IC‘3 13 Stu dy DESign 0 Hazard ratio 0.73 (95% C1 0.57-0.94); p=0.013
& os
Z 05
: H 3 49%
Cabo+Nivo+Ipi g 04
£ 03
Cabo 40 mg PO QD = -
o g + Nivo3 mg/kg IV Q3W x4 i "
dvanced RCC (N~840) +Ipi 1 mg/kg IV Q3W x4 o

Tumor assessment every \ g : N 2 s = i 2 & 27 d
* No prior systemic therapy* I—b Cabo 40 mg PO QD K l'\: Number at Risk Months
. a weeks per RECIST VI'I \ Cabo+Nivo+lpi 276 234 170 145 119 97 56 33 10 1 0
+ Clear cell component - + Nivo 480 mg IV Q4w' \ Pbo+Nivatlpi 274 185 136 115 98 69 37 19 5 1 0
« Intermediate or poor risk per IMDC . . Treatment until loss of ) S pa RECIST V1.1 by BIRC. Dite of the 249" event: Aug 23, 2021
criteria Stratification Pbo+Nivo+l clinical benefit or BRIV

« IMDC risk Pbo PO QD intolerable toxicity$
* Measurable disease per RECIST v1.1 . o / .

* Region 3 /

IR T No crossover allowed Summary of Adverse Events (Safety Population)

* Karnofsky Performance Status 270%

+1pi 1 mg/kg IV Q3W x4

Pbo PO QD Treatment-related adverse events

+ Nivo 480 mg IV Q4W' Any event,* % 99 73 91 a1

Alanine aminotransferase increased 46 26 17 6

Aspartate aminotransferase increased 44 20 16 5

b dj he llowed fi letel d d if d hs aft he last d f ad| he dj inhibi bi ith Diarrhea “ 4 18 3
e T e Palmar-plantar erythrodysesthsi 2 3 ) 0
SDiscontinuation of one agent did not mandate discontinuation of all agents. Hypothyroidism 24 <1 15 ]
mwﬂmss 4 Hypertension 23 8 5 2
Fatigue 22 2 21 1

Lipase increased 22 9 13 6

Amylase increased 20 5 12 2

Rash 20 2 20 1

Pruritus 20 0 26 <1

*  Grade 5 TRAEs occurred in 3 patients (1%) with Cabo+Nivo+Ipi (gastrointestinal hemorrhage, hepatic failure, and respiratory failure) and 3 patients
(1%) with Pbo+Nivo+Ipi (renal failure, myocarditis, and sudden death) s30 days after last dose; through 100 days after last dose, two additional
patients had grade 5 TRAEs with Cabo+Nivo+Ipi (immune-mediated hepatitis and acute hepatic failure) and one additional patient with
Pbo+Nivo+Ipi (perforated ulcer)

*  Use of high-dose corticosteroids (240 mg of prednisone or equivalent) for AEs was 58% with Cabo+Nivo+Ipi and 35% with Pbo+Nivo+Ipi

*Occurring in 220% of either treatment group. Data cut-off: Jan 31, 2022

Choueiri TK, et al. N Engl J Med 2023; 388:1767-1778 BRIV

Comprehensive
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New approaches for Genitourinary Tumors: Renal cell carcinoma
New approaches for first line: intensification

LITESPARK-012 study

Triplet: CTLA-4/PD-1/TKI Treatment
MK-1308A (Quavonlimab 25 mg + * Pembrolizumab and MK-1308A treatment will be
Pembrolizumab 400 mg) IV Q6W + limited to 18 infusions (approximately 2 years)
Lenvatinib 20 mg orally QD + Treatment with belzutifan and lenvatinib wil
Key Eligibility Criteria continue until treatment discontinuation event®

*Advanced or metastatic Triplet: HIF-2a/PD-1/TKI

ccRCC '
: ' Belzutifan 120 mg orally QD + Assessments
* No prior systemic therapy Pembrolizumab 400 mg IV Q6W + IS Tumorimaging at week 12 then Q6W up o

- le di -
F::ra;rg:as?rc‘i:ﬁase Lenvatinib 20 mg orally QD week 78 and then Q12W thereafter

+ KPS score 270%
Doublet: PD-1/TKI
Pembrolizumab 400 mg IV Q6W +
Lenvatinib 20 mg orally QD

Stratification End Points

* IMDC prognostic scores (0 vs 1/2 vs 3-6) * Primary: PFS per RECIST v1.1 by BICR, OS

* Geographic region (North America vs Western Europe vs ROW) + Secondary: ORR per RECIST v1.1 by BICR, DOR per RECIST v1.1 by BICR,
safety and tolerability

NCTO04736706

Comprehensive
Cancgr Center




New approaches for Genitourinary Tumors: Renal cell carcinoma
New approaches for first line: (alternative) intensification

ALLIANCE PDIGREE Trial AXIN trial

Pls: Tian Zhang, MD, Toni .
Choueiri, MD Nivolumab 480 mg IV Q28 days
RCC Cadre Leader: Dan

George, MD 118 mRCC patients after Axitinib 5 mg OS BID
ipi/nivo induction with

1:1
Ivoluma . .
mﬁctc tatic RCC (o m * Metastaticdisease
- Metastatic clear ce
« IMDC intermediate or poor : _ * NoPD&NoRC
o Nivo/lpi x 4 doses
« Archival tissue available
C] CabOJ'NiVO
Endpoints:

* Nolmmune tox = G2 Nivolumab 480 mg IV Q28 days
(biopsy not required)
N=1044 Secondary: mPFS, mOS; deepth of response, DOR, QoL, safety

NCT03793166 NCT05817903
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New approaches for Genitourinary Tumors: Renal cell carcinoma
New approaches for first line: de-intensification

TIDE-A study
|
~ PR [
r75 Pts haweeksior » Avelumab 800 mg Q2W PD
* Diagnosis of mRCC -
* Measurable disease
« ECOGO-1 il Avelumab 800 mg Q2W Tumor STOP
* No bulkyor Axitinib 5mg BID evaluation
symptomatic disease
* No hepatic
\ - PR: partial response Axitinib Smg BID
PD: progression of disease Until PD
SD: stable disease
Eudract CT number: 2019-004098-23
lacovelli et al. Presented at ASCO GU 2020 TPS762 ClinicalTrials.gov Identifier: NCT04698213
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New approaches for Genitourinary Tumors: Renal cell carcinoma
New targets: HIF

T N
‘\_:I.!IFia;_ )

Proteosomal

L
Normoxia ‘ degradation
Renal Cell *
Carcinoma
1
HIFa antagonist

I—' Belzutifan

VHL deficient RCC PT2385

NKT2152

or ARO-HIF2

Hypoxia .

nucleus

Transcription of VEGF
and hypoxia-
inducible genes

lacovelli R, et al. Crit Rev Oncol Hematol. 2022;176:103750.
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New approaches for Genitourinary Tumors: Renal cell carcinoma
New targets: HIF

Merck Announces WELIREG® (belzutifan) Phase 3
LITESPARK-005 Trial Met Primary Endpoint of
Progression-Free Survival in Certain Previously

Treated Patients With Advanced Renal Cell

Carcinoma August 18, 2023 6:45 am ET

First positive Phase 3 results for WELIREG from LITESPARK-005 showed statistically significant improvements in
PFS versus everolimus in these patients

MK-6482-005

RAHWAY, N.J.--(BUSINESS WIRE)-- Merck (NYSE: MRK), known as MSD outside of the United States and Canada,
today announced topline results from LITESPARK-005, the first positive Phase 3 trial investigating WELIREG, Merck’s
oral hypoxia-inducible factor-2 alpha (HIF-2a) inhibitor. LITESPARK-005 is evaluating WELIREG for the treatment of

adult patients with advanced renal cell carcinoma (RCC) that has progressed following PD-1/L1 checkpoint inhibitor

Key Eligibility Criteria
« Age 218 years
* Unresectable,
locally advanced/
metastatic ccRCC
* Previously received
< i i o Everolimus
o h,?e?;sl}ggﬁ Zﬁgﬁ? 10 mg oral QD everolimus, based on a pre-specified interim analysis conducted by an independent Data Monitoring Committee. A

per RECIST v1.1 N = 368

MK-6482
120 mg oral QD

Imaging Survival and vascular endothelial growth factor-tyrosine kinase inhibitor (VEGF-TKI) therapies. In the trial, WELIREG showed a

Follow-Up Follow-Up

statistically significant and clinically meaningful improvement in progression-free survival (PFS) compared to

statistically significant improvement in the trial’s key secondary endpoint of objective response rate (ORR) was also

demonstrated. A trend toward improvement in overall survival (0S), a dual primary endpoint, was observed; however,

Stratification End Points
« IMDC prognostic scores (0 vs 1 or 2 vs 3-6) « Primary: PFS and OS this result did not reach statistical significance. OS will be tested at a subsequent analysis. The safety profile of

* Number of prior anti-VEGF-targeted therapies + Key secondary: DOR, ORR, and PRO . L . : : . " :
(1vs2or 3'; L : . leer seconerry: safety and tolerability WELIREG in this trial was consistent with that observed in previously reported studies. Results will be presented at an

upcoming medical meeting and shared with regulatory authorities.

Old and new drugs in genitourinary tumors R. lacovelli (C@ comprehensive




New approaches for Genitourinary Tumors: Renal cell carcinoma
What’s news for adjuvant Tx?

A Study of Belzutifan (MK-6482) Plus Pembrolizumab (MK-3475) Versus Placebo Plus Pembrolizumab in
Participants With Clear Cell Renal Cell Carcinoma Post Nephrectomy (MK-6482-022)

1600 Patients with Belzutifan 120 mg/day for 54 wks

¢ Histologically confirmed diagnosis of ccRCC

¢ Intermediate-high risk RCC .

* pT2, Grade 4 or sarcomatoid, NO, MO Pembrolizumab 400 mg Q6 wks for 9 cycles
* pT3, Any Grade, NO, MO 1:1

* High Risk RCC

* pT4, Any Grade, NO, MO

¢ pT Any stage, Any Grade, N+, MO
* M1 NED Placebo 120 mg/day for 54 wks
* No prior systemic therapy

* BICR-verified tumor free (CT or MRI) of brain,

+
chest, abdomen, pelvis and bone scan Pembrolizumab 400 mg Q6 wks for 9 cycles

Stratification factors: . . ) )
* Intermediate-high Risk vs High Risk vs M1 NED Primary Endpoint: DFS by investigator

¢ Tumor Grade 1 or 2 vs Tumor Grade 3 or 4 Key Secondary Endpoint: OS

NCT05239728
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New approaches for Genitourinary Tumors: Renal cell carcinoma
What’s news for adjuvant Tx?

A Phase 2, Randomized, Double-blind, Clinical Study of V940 (mMRNA-4157) Plus Pembrolizumab (MK-3475) Versus
Placebo Plus Pembrolizumab in the Adjuvant Treatment of Participants With Renal Cell Carcinoma

Figure 2 Schematic Representation of Generation of V940
Sequencing to

Treatment Follow-up identify mutations in /4——)\ e Neoantigen therapy design
protein neoantigen individualized mRNA
..... encoding for up to 34
Screening V940 (Q3W x 9 doses)* + S e — neoantigens
pembrolizumab (Q6W x 9 cycles) .
Key Eligibility Criteria

+  Adjuvant (post nephrectomy) RCC

= Clear cell or papillary histology

«  Intermediate-high risk, high nsk, or M1 NED
RCC

Randomization 1:1

Primary Endpoint

DFS by INV

Stratification: Secondary Endpoints Manufacture
*  Clear cell vs papillary histology DMFS, 0S, and safety one lot per
+ Intermediate-high risk vs high risk vs M1 NED patient
9.
02
. ’
Tissueand @._._®
blood samples
\\ ‘ ‘ y G Administer

Old and new drugs in genitourinary tumors R. lacovelli (CO Comprehensive

Safety FU Visit ot e
+ Efficacy FU /-
+  Survival FU
Placebo (Q3W x 9 doses)* +
pembrolizumab (Q6W x 9 cycles)

Cancer Center



New approaches for Genitourinary Tumors: Renal cell carcinoma

Microbiome & Cancer

Gut microbiome

Eubiosis

«» Diverse gut microbiota with variety of beneficial commensals
« Balance of pro-inflammatory and anti-inflammatory cytokines
« Balance of Tregs and T-helper-17 cells <8 g

« Primed APCs {:c}} =

= Tight mucosal barrier

Dysbiosis

= Low diversity of microbiota supporting outgrowth of opportunistic
pathogens and depletion of commensals - I. '.

+ Overwhelming inflammatory cytokine milieu

= Imbalance of T cell subsets with impaired immune responses

* APCsunprimed

= Attenuated mucous layer with leaky mucosal barrier

« Impaired IgA secretion

Tumour microbiome

Detrimental effects

« Decrease effective concentration of chemotherapeutic agents
« Increased MDSCs

« Decreased MHC class | expression

+ Induction of alternative immune checkpoints

+ Poor clonal expansion of lymphocytes

Potentially beneficial effects

+ Recognition as non-self by the immune system

« Direct engagement of innate immune system

« Increased production of anti-inflammatory cytokines

+ Increased expression of targetable checkpoint molecules

« Molecular mimicry

Figure 1: Complex interplay of the gut and tumour microbiome and the host immune system
APCs=antigen-presenting cells. IgA=immunoglobulin A. MHC=major histocompatibility complex. Tregs=regulatory T cells. MDSCs=myeloid-derived suppressor cells.

PD-L1=programmed death ligand 1.

Old and new drugs in genitourinary tumors

RCC
Progression-free survival (%)

RCC
Patients {%)

100 Median PFS
No ATB: 7.4 mo
80 ATB: 1.9 mo
HR (95%,Cl), 3.1 (1.4-6.9)
P <0.01
604
404
204
O T T T T 1
0 10 15 20 25 30
105 35 20 5 4 1
16 3 2 o] 0 o]
Months
A P<0.01

1004

801

80+

ATB No ATB
n=16 n=105

HENCR EESD
N PR EEPD

McQualde JL. et al. Lancet Oncol . 2019 Feb;20(2):e77-e91.
Derosa L, et al. Ann Oncol. 2018 Jun 1;29(6):1437-1444.
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New approaches for Genitourinary Tumors: Renal cell carcinoma
Microbiome & Cancer

Studies evaluating gut microbiome composition and treatment response in mRCC patients.

Microorganism Associated with

Study Patient Population o ] Treatment
Response/Clinical Benefit
) Patients with ] S )

Routy etal, Science ) Akkermansia muciniphila, Ruminococcus, )

metastatic RCC or o ] Anti PD-L1
(2018) [50] Alistipes, and Eubacterium

NSCLC
Derosa et al, European  Patients with Akkermansia muciniphila, Bacteroides salyersiae,

Nivolumab

Urology, (2020) [85]

Salgia European
Urology (2020) [86]

Dizman et al, Cancer
Medicine (2021) [90]

Dizman et al, Nature
Medicine (2022) [91]

advanced RCC

Patients with
metastatic RCC

Patients with
metastatic RCC

Patients with
metastatic RCC

and Eubacterium siraeum

Akkermansia municiphila, Prevotella copri,
Feacalibacterium rumino Bifidobacterium

adolescentis, and Barnesiella intestinihominis

Akkermansia muciniphila, Barnesiella

intestinthominis and Bacteroides caccae

Bifidobacterium spp.

Nivolumab or
nivolumab with

ipilimumab
VEGF-TKI therapy

Nivolumab with
ipilimumab + /-
CBM588

Old and new drugs in genitourinary tumors

Meza L, et al. J Clin Med. 2023 Feb; 12(4): 1502.

Comprehensive
(C@ Cancgr Center
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New approaches for Genitourinary Tumors: Renal cell carcinoma
Microbiota transplantation: The TACITO Trial (FPG study)

COLONOSCOPY

50 Patients with

* Renal cancer

* Measurable disease

* Eligible to axi-pembro 1.1

FMT: Fecal microbiota transplantation;
SOC: standard of care.

1 1 | >

Within 8 weeks from the start of A/P After 12 weeks from colonoscopy After 24 weeks from colonoscopy

NCT04758507
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New approaches for Genitourinary Tumors:
CONCLUSIONS

Urothelial cancer:

* The medical treatment of mUC is changing by the introduction of a new standard of care in first line
that will change the current landscape. Everything should be redrawn!

* The use of the FGFRi erdafitinib offers a new chance of cure even if availability molecular test and
toxicity might affect is large use.

Renal cell carcinoma:

* Inthe medium-term, it is unlikely that new therapies can improve survival like that
immunotherapy.

* New strategies can improve current management offering intensification for the “low-responders”
and deintensification for the “super-responders”.

e Belzutifan is a fascinating drug, but its values should be unequivocally reported in clinical trials.

* mRNA vaccination and microbiome representing interesting approaches highlighting the complex
relationship between host and immune system that warrant future investigations.
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