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Definice cytoreduktivni nefrektomie:

e ,Cytoreductive nephrectomy (CN) is defined as the surgical removal
of the primary RCC lesion before initiation of systemic therapy.”

e ,Cytoreductive nephrectomy (CN), defined as removal of the kidney
and primary tumour in the face of metastatic disease, was
historically described in association with occasional regression of
metastatic deposits.”

* Jasna definice, zda se neni...ale bylo zvykem, ze CN se provadi pred
systémovou |lécbou.

Larcher A, et al., Eur Urol Oncol 2019



Problematicka je vSak analyza dat, obvzlasté

retrospektivné (bias)

e Cytoreduktivni nefre
ramci mRCC - watch n:

* \/ radé studii se kon:

* Nerozlisuje se mezi

* Neni mnoho studii
v urcitém intervalu do

* Prospektivni studie
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FIG. 1. PFS by FPIV.
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Prognostické modely MSKCC vs. IMDC
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and 4 months. The criteria was based on history of nephrec- 4.Doba od diagnozy
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Motzer et al., JCO 1999
Heng et al, JCO 2009



Nefrektomie v ramci mRCC v ére TKI
(CARMENA)

* IMDC kritéria; 1 nebo 2 rizikové faktory
CN je tedy vhodna u pt s jednim rizikovym

Median celkowve

faktorem, predevsim jen s plicnimimts a u pt s Ty e

months

ecke) ORR typu PR a CR na TKI. 44 (23,3:646)

' IMDC 1 risk factor 31,5 (14,7-64,4)

| CAVE: a jesté v dobré prognostické skupiné, 12 s

| IMDC 2 risk factors
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Nefrektomie v ramci mRCC, imunoterapie???

° Vyékz CN in Patients Treated by TT or ICl deC |
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Nefrektomie v ramci mRCC, imunoterapie???

V se o

* A novejiiz ASCO 2021, v retrospektivni praci autori dusledné trvali na
cytoreduktivni nefrektomii (ne v minulosti prodélané CN)!

Pts with stage IV RCC at initial > o _ HR(95%
dx (N = 849) Nephrectomy (N=  Nephrectomy (N = a
523) 326)
Age, mean (SD) 59.8 (9.3) 62.3(10.3)
Months from diagnosis to
randomization, median (IGR) 34(1.9,8.0) 15(1.0,2.5)
Death events N (3) 139/523 (27%) 134/326 (41%)
0.69
Favorable risk 9/44 (20%) 10/37 (27%) (0.28,
1.72)
0.47
Intermediate risk 93/397 (23%) 80/200 (40%) (0.35,
0.64)
0.84
Poor risk 37/82 (45%) 44/87 (51%) (0.54,
1.30)
0.53
Median OS (unadjusted HR) NR (31.8, NR) 24.5 (19.6, NR) (0.42,
0.68)
Median OS (HR adjustad for 0.59
age and prognostic  risk MR (31.8, NR) 25.2 (19.8, NR) (0.46,
group) 0.75)
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€
HR = 0.53 (95% CI| 0.42, 0.68)" § 04
* HR adjusted for age and a
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(0.46, 0.75)
Abbreviations:
Cl = confidence interval
HR = hazard ratio
NR = not reached
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Median follow-up: 15.2 months

— No Prior Nephrectomy
—— Prior Nephrectomy
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Overall Survival (Months)
324 233 66 14
523 401 184 56

Fallah et al. ASCO 2021



RCC nefrektomie u IT

Trial Schema

R Arm B|Nivolumab 3mg/kg
230 |* Bevacizumab

10mg/kg IV Q2wk x3
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v Post
Baseline =) treatment
sampling ArmA Nivolumab 4-6 wks sampling
] ’ Q2wk x3 18

5 Cytoreductive

nephrectomy,

metastasectomy
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(NCT02210117; CA209-173)

4-6 wks |480 mg

Clinical Responses I

n Patients with or without Surgery

Nivo Nivo+Bev Nivo+lpi
N=29 N=45 N=30
N (%) N (%) N (%)

Response Measure Surgery Status
BOR' All Patients
Surgical Patients?

Non-Surgical Patients

All Patients

Disease Control

(CR + PR +SD)

Surgical Patients

Non-Surgical Patients

17/29 (59%)
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. Total accrual: 104 patients (Median follow up: 29 mos)

« Primary endpoint: Safe
points: Biomarker; BOR, OS, PFS

This trial was NOT designed to compare clinical outcomes between arms

Surgical patients
$ NR

Gao et al. 2019, ASCO
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A. Patients with a target kidney lesion(s)
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Albiges L et al. ESMO 2020
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Outcome

NIVO + CABO

C Miimratianm Af macmanmen mar DIFCD

With prior nephrectomy

SUN

e provedeni nefrektomie,
HECKMATE 9ER

Without prior nephrectomy

NIVO + CABO

{n - 2

—-.ﬁ’

(N = 233)

(n=1U1)

Confirmed ORR (95% Cl), % 60.8 (54.1-67.3) 30.5 (24.6-36.8) 41.6 (31.9-51.8) 23.2 (15.1-32.9) :
Best overall response, n (%) — \
Complete response < 25 (11.3) 14 (6.0) 5 (5.0) 0 *
. —
Partial response 110 (49°5) — = 22 (23.2)
Stable disease 67 (30.2) 93 (39.9) 41 (40.6) 43 (45.3)
Progressive disease 13 (5.9) 31 (13.3) 7 (6.9) 14 (14.7)
Unable to determine 7 (3.2) 38 (16.3) 11 (10.9) 15 (15.8)
Not reported 0 0 0 1(1.1)
Median (Q1-Q3) time to response, months 2.8 (2.8-3.3) 4.1 (2.8-7.1) 2.8 (2.8-5.4) 5.5 (4.0-8.3)

Porta C et al, ESMO 2020



ecbe mRCC

* Musi byt spravné indikovana:
* Oligomts onemocnéni

* Progredujici onemocnéni v jednom misté” pri systémoveé lécbé
* Pretrvavajici mts pri jinak dosazené CR

* Operace komplikujici mts (obratle, krvacejici mts...)...viz CARMENA (primum) a Méjean
,streleni do nohy ,,(samocitace ASCO 2019), s vyhodou pfri systémové lécbé

* Pak je ale plne indikovano odstraneni prima, které zridkakdy plne odpovi na
systemovou lécbu

e Otazka neni zda...ale u koho a kdy provést tuto operaci?



Stereotakticke radioterapie, mRCC

? Lancet Oncol. 2021 Dec;22(12):1732-1739. doi: 10.1016/51470-2045(21)00528-3. Epub 2021 Oct 28.

Definitive radiotherapy in lieu of systemic therapy
for oligometastatic renal cell carcinoma: a single-
arm, single-centre, feasibility, phase 2 trial
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Abstract

Background: The role of radiotherapy in metastatic renal cell carcinoma is controversial. We
prospectively tested the feasibility and efficacy of radiotherapy to defer systemic therapy for patients
with oligometastatic renal cell carcinoma.

Methods: This single-arm, phase 2, feasibility trial was done at one centre in the USA (The MD
Anderson Cancer Center, Houston, TX, USA). Patients (aged =18 years) with five or fewer metastatic
lesions, an Eastern Cooperative Oncology Group status of 0-2, and no more than one previous
systemic therapy (if this therapy was stopped at least 1 month before enrolment) without limitations
on renal cell carcincma histology were eligible for inclusion. Patients were treated with stereotactic
body radiotherapy (defined as =5 fractions with =7 Gy per fraction) to all lesions and maintained off
systemic therapy. When lesion location precluded safe stereotactic body radiotherapy, patients were
treated with hypofractionated intensity-modulated radiotherapy regimes consisting of 60-70 Gy in ten

frarticnne ar RL.E_RT.E s in 15 fractiane AdAditianal rronde af radinthararme wears allusd t4 traat

Magne et al, Lancet; Tang C, Lancet 2021
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Zaver, pro pripady ponechaného tumoru in
Situ

Bez CN to asi k CR nepovede ani v dobé 10....zde si vedou trochu lépe TKI...resp. kombinace TKI a
101!

Neni tfeba chodit pro informace daleko- viz edice Solen 01 / 2022- ¢lanek doc. VoSmik- STX
radioterapie prima a mts, abskopalni efekt...neni mlha na vzdaleném obzoru! (je to spise
nevyzkousené a proto v CR zatim malo pouzivané)

* Neniradioterapie (konvencni) jako radioterapie (STX)

Neni zfejmé nutny presny nliZ operatéra, jen ta KOMBINACE s systémovou lécbou!!!!,
antigeny!!!

MULTIOBOROBE KOMISE...budme stateéni, zkusme nejen véechny linie, pokud je to moZné, ale i
terapeutické postupy!!!...cil je CR!!! (resp. dlouhodobd kontrola onemocnéni)



e DEKUJI ZA POZORNOST

Tati, na
klouzacce je
sarancelll

Kobylka zelena
(Tettigonia viridissima)



