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Oligometastatic Disease

Localized Oligometastatic Widely Metastatic
Disease Disease Castrate-Resistant
Disease

Therapy I

Surgery/ I
Radiation

Systemic
Therapy

(Tranet al,Journal of Oncology Practice.2017)
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Prostate

« PSMA PET
« Radiotherapies

» Targeted
Therapy
_ Bladder
Kldney * Issues with
+ Unique detection of
metastatic metastatic sites
patterns * Emerging role

of 10 therapy
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Local Consolidative Therapy
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Oncological Impacts
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Log-rank test, P = 0.002
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RARP 38 35 31 18 14 13 2,00 3.00
ADT 41 2¢ 16 >

0 20 Years after diagnosis
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Number at risk
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o Prostatic Diseases. 2017
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Ongoing Clinical Trials

« SWOG 1802

« Randomizing patients with metastatic prostate cancer to best supportive therapy +/-
definitive therapy (RT or RP)

 660/1270 Enrolled
« PSMAPET and MDT
« TRoMbone Study (<3 m1b)
» 50 patients randomized to SOC +/- RP with eLND
» Positive surgical margins of 43%

« 78% with pT3b disease
g-RAMPP

« Evaluating RP with eLND in limited bone metastatic prostate cancer
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Defining Oligometastatic Bladder Cancer

« Goal of EAU recently

to define
oligometastatic
disease (OMD)

Defining Features
Number of Metastatic Lesions* (23)

slr

- L
y, L 4

Amenable to MDT**

M <

SBRT Surge

Diagnostic Evaluation

« Optimal imaging modality: to be evaluated

e PET/CT vs. contrast-enhanced CT and/or MRI

2 % < Widespread
Localized BCa Oligometastatic BCa Metastatic BCa

Classification
Synchronous OMBC
.—._;—»
1
'
Metachronous
oligorecurrence

Metachronous
oligoprogression***

nmMIBC
Diagnosis

®— OMD Occurrence O+~ On systemic therapy

6 months

Future Directions D

« More extensive evaluation of clinical outcomes among

patients with OMBC

« Standardisation of inclusion criteria for clinical trials

« Management and guidelines recommendations

NO consensus on

» Classification of
pelvic LNs

 Number of
affected LNs

* Exclusion of
specific
metastatic sites

« Ideal imaging
strategy

Labaki et al., EU. 2023
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AJCC 8t Edition
Staging system for
bladder cancer re-
classified node
positive disease [N+
(N1-N3)] as stage |l
disease (previously
Stage IV)

THE UNIVERSITY OF KANSAS
CANCER CENTER

Lymph Node Positive Disease

Stage IllIA Bladder Cancer
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* N1-N3 disease vs. NO

NO RFS after
chemotherapy =
81%; N1-3 = 25-35%
N1-3 w/o visceral
mets 5-year OS
« NAC +RC = 31%
* RC + Adjuvant chemo
= 26%
« RC alone =19%
Post-chemotherapy
cystectomy for
regionally metasttic
UCC associated with
5-year OS of 41% vs.
8% without surgery
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Case #2

76 yo M with TURBT showing HG
UCC with invasion into muscularis
propria

« CT Chest showing 1.5 cm RUL lung
cavitary nodule

* Next steps?
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Postchemotherapy Surgery: Visceral Mets

Series Number of Patients Outcome Take Home
Dodd et al. 1999 0 received A 0 patie era Resection of residual
0/50 (60% able s 0 s disease most beneficial
0 4 g S in LN positive disease or
0/50 (20%) dista alive a ¥ 0% those with response to
chemotherap
d 4 p 0 4 0 s able disease Median OS 17 mo
004 (MDA bra h ecro S ed 5 yrsurvival 33%
D O 4
C O O
0
009 A4 (RP %, dista A Median OS 27 months
% 0 18% CSS 34 months
80% received o 5yr0S:28%
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Conclusion: Selection is Key ... if doing it

» Patients demonstrated a significant response to chemotherapy

« Limited disease (3 S’s: small, single site, solitary)

» Ability to completely resectdisease, be thorough

« Some also considered the stability of disease for an interval after completion of chemotherapy
» Good performance status

* May improve survival from 14 to 20 months in selected patients

« Mightimprove quality of life (if obstructed or bladder QOL poor)
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After systemic
therapy?
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Cytokine Era TKI Era Immunotherapy Era 10 Combo Era

Everolenus (21) tpdimaumnab ¢ nivolemab (L)
(EMAFDA 2000) (FOA 2018, ENA 209)

Nivolhueah (A) Tvorand
Sotatends (11) Pazopanid (10) (FODA 2015 L) ! ivozands (3L)
(FDA 2005 EMA 2000) (FDA 2008, EMA 2010) EMA 2018) (EMA 2017) (FODA 2021}

nJmM) Sunstmib (L) Axitini) ()‘l Caboranting TL2L) Miv ohsmab
(FDA 1992) (EMANFDA 2000 (FOAEMA 2010 (FODA 2016 EMA 2018) Caboz antimid (10)

(FOAEMA 2021)

Temmw ol (10) Lenvatni o everolimam (21)

(FOAEMA 2007 (EMAFDA 2016)

Bevaciumab ¢ IFMNa (10)

SWO0G-8948 (EMA 2007, FDA 2009) B Immunother apy

B VEGF inhibitor

FORTESRA R i
(FOAEMA 2019)
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What are the benefits of CN?

THE UNIVERSITY OF KANSAS
CANCER CENTER

Unsolved Questions

Aggressive

Recur frequently
Grow and metastasize
quickly

Grow slowly

Indolent
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HOSPITALS
USNSWE

Assess

1. Clinical
parameters

2. Pathologic
parameters

3. “omics” data
4. Nomograms
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Role of CN In Targeted Therapy Era
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compared to 10
alone [HR 0.23
(95% CI 0.15-

Bhindi et al.

0S dCN | when
compared to
primary CN [HR
0.45 (95% C1
0.46-0.85),
p<0.0001)

Pignot et al.
Immune
infiltration after
long exposure to
ICI~* challenging
surgery

CANCER CENTER

Mcintosh et al.

Selection factors
for CN in the TKI
era. Patients with
>3 risk factors
did not benefit
from CN, median
follow up of 29.4
months

Chakiryan et al.

CN provides 0S
benefits compared
to non-CN [HR
0.49 (95% C1
0.47-0.51)]

Shirotake et al.

CN before
nivolumab and
ipilimumab
resulted in PFS

of 15.9 months
(95% Cl 7.4-24.4)

= NATIONAL =
_

Méjean et al.

0S ! CN+sunitinib
when compared
to sunitinib alone
[HR 1,30, (95%
CI 0.85-1.98)
p=0.2)]

Isali et al., Urology. 2022

Graafland et al.

dCN after ICI
combination
therapy is safe
(71% fbrosis,
postoperative 14%
Clavien 1
complications)

Kato et al.
Upfront CN | OS
when compared
to non-upfront CN
[HR 0.52 (95%
C10,29-0.93),
p=0.03)

Teishima et al.

Upront CN yields
4 in OS compared
to non-upfront CN
(33.1vs 111
months,
p<0.0001)
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Recommendations

Summary Level of Evidence

Do not perform cytoreductive nephrectomy (CN) in MSKCC poor-risk patients

Do not perform immediate CN in intermediate-risk patients who have an asymptomatic
synchronous primary tumor and require systemic therapy

Start systemic therapy without Cin intermediate-risk patients who have an asymptomatic
synchronous primary tumor and require systemic therapy

Discuss delayed CN with patients who derive clinical benefit from systemic therapy

Perform immediate CN in patients with good performance status who do not require systemic
therapy

Perform immediate CN in patients with oligometastases when complete local treatment of
metastases cannot be achieved
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Ongoing Trials
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Pembro with or without
Axitinib for Treatment of
Locally Advanced or
Metastatic Clear Cell
Kidney Cancerin Patients
Undergoing Surgery

Deferred CN in
Synchronous Metastatic
Renal Cell Carcinoma:
NORDIC-SUN Trial

Comparing Outcomes of
Immunotherapy-Based
Drug Combination with or
without surgery to remove
the Kidney in Metastatic
Kidney Cancer: PROBE Trial

CYTO Reductive Surgery in
Kidney Cancer Plus
Immunotherapy and
Targeted Kinase Inhibition
(Cyto-KIK)

NCT04370509

NCT03977571

NCT04510597

NCT04322955

Proportion of participants
with > 2-fold increase in
number of tumor
infiltrating immune cells

OS (minimum 3 years
follow up)

OS (from date of
randomization to date of
death due to any cause, up
to 7 years)

Percentage of participants
with a complete response
(up to 5 years after
completion of treatment)

Axitinib, CN,
metastasectomy, pembro

CN, tissue sampling

CN, nivolumab 240 mg,
nivolumab 480mg,
pembro, axitinib,
avelumab, axitinib

CN, cabozantinib,
nivolumab

MRCC, recurrent ccRCC,
Stage Il RCC, Stage IV RCC,
ccRCC

Kidney cancer, mRCC,
synchronous neoplasm

mccRCC, mRCC, Stage IV
RCC

Kidney cancer, RCC
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