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Behandling af nyrekraeft

Malrettet (targeteret) behandling
Haemmer dannelsen af nye blodkar til kraeftcellerne. Derved
forhindres tilfgrsel af ilt og naering, sa kreeften stopper med at
vokse og sprede sig yderligere.

Immunterapi

@Dger aktiviteten af eget immunsystem
Styrke immunforsvarets evne til at genkende og angribe
kreeftceller
Svaekke kraeftcellernes evne til at forsvare sig

Kombination af immunterapi + malrettet behandling



Forebyggende (adjuverende) behandling

Formal

* At nedszettte risikoen for at kraeftsygdommen vender tilbage
(lokalt eller til andre organer) og derved nedszette andelen af
patienter der skal reopereres/modtage livsforleengende
kreeftbehandling (forbedre livskvaliteten) og forbedre

overlevelsen

Krav til studier der undersgger forebyggende behandlinger
» Kun patienter med hgjest risiko for tilbagefald skal indga

*» Samme inklusionskriterier mellem studier

» Vigtigt at have fokus pa livskvalitet og bivirkninger

* Endepunkterne skal veere klinisk relevante

and . Ann Oncol 2019


https://www.ncbi.nlm.nih.gov/pubmed/?term=Gyawali%20B%5BAuthor%5D&cauthor=true&cauthor_uid=30715160
https://www.ncbi.nlm.nih.gov/pubmed/?term=Prasad%20V%5BAuthor%5D&cauthor=true&cauthor_uid=30715160

Risiko for tilbagefald afhaenger af stadiet
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AJCcC (TNM) Stage Grouping for RCC* Javidan et al, J Urol, 1999

Description Stage Definition

= Tumowur <=7 crm
= Limited to the kidney
= Tumowur =7 cm
= Limited to the kidney

T1, ND, MO

T2, NO, MO

i = Tumour of any size
(either of = Spread to regional ymph nodes but not to other parts of the body
these = Tumowur grown into the major veins or perinephric tissue, may or may

= = not have spread to lymph nodes T3, any N, MO
conditions) = Has not spread to other parts of the body

T1 or T2, N1, MO

v = Tumowur has spread beyond Gerota’s fascia, extends into the adrenal
(either of glanc! on the same side of the body as tumour T4, any M, MO
= Possibly spread to yvmph nodes

these

conditions) = Tumowur has spread to any other organ Any T, any N, M1




KEYNOTE-564 Study Design

Key Eligibility Criteria
* Histologically confirmed clear cell renal cell
carcinoma
* Nephrectomy 12 weeks prior to randomization
* No prior systemic therapy
«ECOGPSOor1
* Tissue sample for PD-L1 assessment

Stratification Factors
« MO vs M1 NED
« MO group further stratified:
+« ECOGPS0vs1
* US vs non-US

DFS, disease-free survival; Q3W, every 3 weeks.
a<17 cycles of treatment were equivalent to ~1 year.

Pembrolizumab 200 mg
Q3w
for ~1 year?

Placebo
Q3w
for ~1 year2

* Primary end point: DFS per investigator
 Key secondary end point: OS
« Other secondary end points: Safety

Choueiri et al. NEJM. 2021



Inkluderede patientgrupper i KN-564

Intermediate-High Risk High Risk M1 NED
pT2 pT3 pT4 Any pT
Grade 4 NED after
rade :)r y Any grade Any grade Any grade resection of
Sarcomatol oligometastatic
NO NO NO N+ sites <1 year from
nephrectomy
MO MO MO MO
80% 55-80% 55% 32% 20%
5-year DFS 5-year DFS 5-year DFS 5-year DFS 3-year DFS
UISS UISS UISS UISS E2810

NED, no evidence of disease.

Choueiri et al. NEJM. 2021



Patient karakteristika

s Pembro Placebo . Pembro Placebo
0 0
Characteristic, n (%) N = 496 N = 498 Characteristic, n (%) N = 496 N = 498
, Geographic location
Age, median (range), yrs 60 (27-81) 60 (25-84) T —— 113 (26.8) 125 (25.1)
Male 347 (70.0) 359 (72.1) European Union 188 (37.9) 187 (37.6)
Rest of the world 175 (35.3) 186 (37.3)
ECOG PS PD-L1 statusP
0 421 (84.9) 426 (85.9) CPS <1 124 (25.0) 113 (22.7)
1 75 (15.1) 72 (14.5) CPS 21 365 (73.6) 383 (76.9)
Disease risk category Mlssm.g ki 20
MO intermediate-high risk 427 (86,1 _ 433 (86.9)]  “arcomatoid features
MO high risk 40 (8.1) 36 (7.2) Present 52(10.5)  59(11.8)
Unknown 27 (5.4) 24 (4.8)

Intermediate-high risk: pT2, grade 4 or sarcomatoid,

High risk: pT4, any grade, NO MO; or pT any stage, an
M1 NED: No evidence of disease after primary tumor +
alncluded 5 participants with T2, grade <3, NO MO or T1
lymphocytes, and macrophages) divided by the total nu

NO MO; or pT3, any grade, NO MO
y grade, N+ MO
soft tissue metastases completely resected <1 year from nephrectomy

NO MO. PAssessed using the PD-L1 IHC 22C3 pharmDx assay. CPS (combined positive score) is the number of PD-L1-staining cells (tumor cells,

mber of viable tumor cells, multiplied by 100. Data cutoff date: December 14, 2020.

80%
5-year DFS
UISS

55-80%
5-year DFS
UISS

Choueiri et al. NEJM. 2021



Adj. Pembrolizumab gav signifikant laengere DFS
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Adj. Pembrolizumab gav signifikant laengere OS

100-
90-
g 801
g 70-
o
o 60-
S 50-
o
40-
30-
20-
10-
0

737 89.5
' 26.0

0

20 25 30 35

Maneder

40 45 50 55 60 65

Ded trods behandling (~10%)

: Gevinst af behandlingen (~5%)

Levende uden behandling
(~85%)




Bivirkninger til adj. Pembrolizumab

21 ud af 100 patienter far ingen
bivirkninger

60 ud af 100 patienter far milde
bivirkninger

19 ud af 100 patienter far sveere
bivirkninger

10 ud af 100 patienter far alvorlige
immunrelaterede bivirkninger
Minimal risiko for at dg af
bivirkninger

B Ingen bivirkninger

M Lette bivirkninger

B Svere bivirkninger



Andre adjuverende studier med immunterapi
Immotion010 — Atezolizumab vs Placebo

A
100 Events,n(%) Patients, N Median disease-free survival by All patients 164/390 168/388 572 (44-6ta NE) 495 (47-4t0 NE) o 0.93 (0-75-1-15)
investigator, months (95% Cl) Age group , years
<65 100/248 106/248 57-2 (484 to NE) 52:9 (47-4 to NE) 0.91(0.69-119)
— Atezolizumabgroup 164 (42) 390 57-2 (44-6-NE) =65 64/142 62/140 425 (29310NE)  47.9 (29.4t0 NE) 0.96 (0-68-1.36)
~ 8o+ —— Placebo group 168 (43) 388 49:5(47-4-NE) Race*
5? White 141/324 129/304 57:2 (40:5 to NE) 495 (47-4to NE) iy 1.00 (0-79-1-27)
O P 1o a8iel Sledblio b e 3 to NE) ———— 0-41(021-0-81)
to NE) &> 372(038-36.09)
L] L] L] L]
f dcl I
£ no evidence o iImproved ciinica 7910 18) e 108 (084139
,_-:‘ 0.9 to NE) —— 0-61 (0-40-0-94)
>
2
9 to NE) 1-00 (0-68-1.47)
E o outcomes versus placebo. These
H 1.3 1o NE) + 077 (0-44-1:36)
il study results do not support adjuvant | ow
L] 54 to NE) * 1.08 (0.77-1.52)
8.6 * .8 .63-1-
wnaneasiesman] @t€Z0lizumab for treatment of renal . s506 110
0 T T T T T T T T T T T T T T 5to NE) 0-93(0-69-1-25)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 II o 82 to NE) 0.93 (0-61-1.41)
Number at risk Time since randomisation (months) c e Ca rc I n o m a . 5910 45-4) 0.93 (0-58-1.49)
(number censored)
Atezolizumabgroup 390 360 322 306 288 272 265 257 244 234 222 218 194 171 124 91 to NE) 089 (0-67-120)
0 (12 (14 05 (@) 9 @) @3) (4 (7) (8 (29) (46) (65 (108) 91oNe) 102 (067157
Placebogroup 388 343 305 294 275 268 254 243 232 226 216 209 187 161 121 5310 454) 0:93(0-58-1-45)
© 0 10 (13 (5 17 @) @) 25 6 (9 G2 @49) () 10) o L B B ™
100 —
(atezolizumab  Favours placebo
80
< 60+
=
=5
:=: hn overall survival,
£ 40 hs (95% CI)
o
-8-NE)
E-NE)
20
(95% C1 0-67-1-42)
o
I T A R A )
Number at risk Time since randomisation (months)
(number censored)
Atezolizumabgroup 390 383 379 378 371 365 363 357 355 347 341 336 326 300 250 196 144 103 58 28 2 NE
0 (6) (99 (@0 (14 (16) (17) (18) (18) (22) (23) (23) (28) (48) (95 (146) (197) (236) (279) (309) (334) Pa et a
Placebogroup 388 379 372 363 355 349 343 340 331 330 325 314 304 287 226 181 138 92 49 20 6 °
0) (9 @13) @@7) (22) (23) (26) (28) (1) (1) (33) (39 (47) (61) (119) (163) (202) (244) (286) (315) (329)

Lancet. 2022



Andre adjuverende studier med immunterapi
Checkmate 914 — Ipi+Nivo vs Placebo

Primary endpoint: disease-free survival per BICR Disease-free survival per BICR in subgroups
1004 . . . © Unstratified HR for DFS (95% Cl)
* Did not meet the primary endpoint of e o5t G722
801 — 0.96 (0.71-1.31)
§ o | DFS —.-:— 0.88 (0.54-1.44)
% o ! 24-month rate: . . . — 0.97 (0.72-1.31)
3 %2 |+ The rate of discontinuation due to — neciosor
& E Median DFS, ! —_— 1.06 (0.71-1.60)
b Treatment Events/patients  months (95% CI) ! o —_———— 0.92 (0.47-1.78)
I R T —y | treatment related AEs was considerable — a4 037128
E 30 Placebo 118/411 50.7 (48.1-NE) i o o . . : 0.66 (0.31-1.41)
S RORCD, 031 070119 ; with IPI+NIVO in the adjuvant setting —— Jmm
10 i _..._i 0.89 (0.69-1.16)
0 . . . . . . . : . . : 3.95 (0.80-19.64)
0 3 6 9 12 15 18 21 24 27 30
Months i 0.29 (0.09-0.91)
No. at risk e 1.02 (0.78-1.33)
NIVO+IPI 405 378 337 316 299 289 270 259 224 203 150 T T T T T 1
Placebo 411 391 340 315 299 293 275 268 227 205 159 0.125 0.25 0.5 1 2 4
Favors NIVO+IPI +«——— Favors placebo
Immu
Hyp:
Hypert
Dial 6)
Adrenal ins| -
Hy| [
]
Nephritis/renal dyﬁ

T S S S S Motzer et al. Lancet. 2023

Incidence (%)



Ongoing adjuverende studier med immunterapi

Table 3 - On-going clinical trials investigating adjuvant and neoadjuvant/perioperative therapy in RCC *

Trial Trial design Strategy Stage n Histology Arms Primary endpoint Primary
(pathological or clinical) completion
date
(estimated)
Adjuvant
NCTD3288532 Phase 3 Adjuvant 10 Leibovich score 3-11 1750 All subtypes of No intervention: arm A: active monitoring DFS, OS (arm Cwvs A and arm B vs A) Closed to
{RAMPART) Randomised monotherapy or 10 RCC, except for recruitment
Multdarm combo. pure Experimental: arm B: durvalumab 1500 mg in June 2023
muldstage Multiarm muldstage oncocytoma, Q4W monotherapy for 1 yr
design design collecting duct,
Open label medullary Experimental: arm C: durvalumab 1500 mg
Q4w for 1 yr + remelimumab 75 mg on day 1
and week 4 visits (ie, bwo cycles)
NCT05239728 Phase 3 Adjuvant 10 + HIF-2ux Intermediate-high-risk RCC 1800 Clear cell Experimental: belzutifan 120 mg once daily + DFS Ocrober
(MK-6482- Randomised inhibitor (pT2, Gr 4 or sarcomatoid, NO, pembrolizumab QW (up to ~54 wk) 2026
022) Double blind MO; pT3, any grade, NO, MO)
Active comparator: placebo + pembrolizumab
High-risk RCC (pT4, any Gr, NO, QEW (up o ~54 wk)
MO; pT any stage, any Gr, N+,
MO)
M1 NED RCC (solid, isolated, soft
dssue metastases completely
resected, synchronous) or =2 yr
from nephrectomy
NCTD6146777 Phase 3 Adjuvant 10 in papillary Stage III, high risk by 468 Papillary Experimental: pembrolizumab 200 mg Q3w for DFS December
Randomised RCC at high risk multiclassifier system created by up to 17 cycles 2030
Open label according to a the investgators
multiclassifier system Comparator: placebo
created by the
investigators
NCTO6005818 Phase 2 Treatment de- Intermediate-high-risk RCC 100 Clear cell No intervention: arm 1: MRD-negative patients DFS December
(MRD GATE Nonrandomised escaladon study based (pT2, Gr 4 or sarcomatoid, NO, 2024
RCC) Open label on MRD MO; pT3, any G, NO, M0 Active comparator: arm 2: MRD-positive
patients: pembrolizumab 400 mg Q6W for a
High-risk RCC otal of 1 yr
(pT4, any Gr MO, MO; pT any
stage, any Gr, N+, MO)
NCTO6307431 Phase 2 Combination of 10 with Intermediate-high-risk RCC (pT2 272 Clear cell or Experimental: V940 (Q3W ) for up to nine doses DFS January 2028
{(V940-004) Randomised an mRNA-based Gr4, N0, MO; pT3 Gr3 /4, NO, MO) papillary + pembrolizumab 400 mg Q6W for nine cycles (Mot yet
Double blind personalised cancer High risk (pT4, NO, MO; pT any {up to ~54 wk) recruiting.
vaccine stage, N1, MOD) Study start
M1 MED RCC (solid, isolated, soft Active comparator: placebo + pembrolizumab estimated in
tissue metastases, completely 400 mg Q6W for nine cycles (up to ~54 wk) April 2024)

resected, synchronous, or <2 yr
from nephrectomy)

Marandino et al. Eur Jour Oncol. 2024



Hvad taenker patienterne?

Question 2 Treatment with immune checkpoint inhibitors often causes
Question1  Imagine, you (or your loved one) have had surgery to remove side effects, which can usually be managed by taking steroids
your kidney cancer, but you still have a high risk that so tha{: you can finish the therapy. Ster:mds, in turn, can also
your kidney cancer will come back later on. Your doctor offers have side effects, such as water retention (puffiness),
i i i i ffects like diabetes
m . heckooint inhibitor treatment weight gain, and even permanent side e ,
youa systen:nc immune checkp L or fibrosis (tissue scarring). Knowing that there is a risk you
d41 (also (_33“9"5' lmmunt_}therapy}. What would you, as a !JatIEI'It n may need high dose steroid treatment in addition to the
that situation, consider the necessary reduction of risk immunotherapy, what level of risk for steroid use would be
of your kidney cancer coming back to accept immunotherapy acceptable for you?
aﬂer }..n ur surge ry? 140 out of 141 people answered this question
140 out of 141 people answered this guestion § 60
*'é 60 g
o 350
E =
= 50
£ 40
40 30
30 20
(11.4%)
20 10
(14.3%)
Tk 0
10 (9.3%) 50  10% 15%  20% 250, Meddnot
I I I Acceptable risk for steroid use (%)  after surgery
0 10% 20% 0% 40% 50% Would not v © IKCC = International Kidney Cancer Coalition 2021

accept 10 4
Acceptable rizk of reduction (ig)  2TEr SUTgery IKCC #2r www.ikec.org [ ikcc |9 @ikcc.org @IKCCtrials

International



Hvad taenker patienterne?

Cancer @® Kidney
durein SN Cancer
CANADA W CANADA

Should | receive pembrolizumab after

kidney cancer surgery to prevent the
cancer from coming back

A decision aid to discuss a medical treatment option with your doctor

Bor vaere en falles beslutning mellem patient og laege

Min
faglighed Mit liv

—~

; —
o)"
~
-

Sammen

traeffer vi
den bedste
beslutning



https://vimeo.com/392945686/c4c0891a26
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Ingen risiko for bivirkninger
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Gode behandlings-
resultater ved
tilbagefald

Mindre indgriben i
din hverdag

Immunterapi (anti-PD1)

Intermediaer/high risk (T2, grade 4 eller T3, any grade)

Fzelles beslutningshjaelper

<+ Ulemper
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"Har jeg truffet det rette
valg?"

& Vi

Fortrydelse ved @get risiko for
tilbagefald tilbagefald

&

Uden behandling (n=433)

TererererTeTeT AT

59 ud af 100 vil vaere sygdomsfrie efter 4 ar

Med immunterapi (n=422)

67 ud af 100 vil vaere sygdomsfrie efter 4 ar

4 Immunterapi (anti-PD1)

+ Fordele

&

Nedseetter risikoen for
tilbagefald

ﬁ/
Teaet kontakt til "Jeg gor noget aktivt
afdelingen for mit helbred"

Immunterapi (anti-PD1)

Intermediaer/high risk (T2, grade 4 eller T3, any grade)

= Ulemper

fi

Risiko for bivirkninger

®) TRY

"Vil behandling Indgriben i din
hjeelpe mig?" hverdag pga.
hyppige besag

S

Uden behandling (n=433)

84 ud af 100 vil vaere i live efter 4 ar

Med immunterapi (n=422)

90 ud af 100 vil i live efter 4 ar



Charlson Comorbidity Index (CCl)

J Chron Dis Vol. 40, No. 5, pp. 373-383, 1987 0021-9681/87 $3.00 + 0.00 comorbld“y Score
Printed in Great Britain. All rights reserved Copyright © 1987 Pergamon Journals Ltd

A NEW METHOD OF CLASSIFYING PROGNOSTIC
COMORBIDITY IN LONGITUDINAL STUDIES:
DEVELOPMENT AND VALIDATION

MARY E. CHARLSON,* PETER PoMPEl, KATHY L. ALES
and C. RoNALD MACKENZIE

Clinical Epidemiology Unit, Department of Medicine, Cornell University Medical College,
1300 York Avenue, New York, NY 10021, U.S.A.

(Received in revised form 2 September 1986)

Abstract—The objective of this study was to develop a prospectively applicable method for
classifying comorbid conditions which might alter the risk of mortality for use in longitudinal
studies. A weighted index that takes into account the number and the seriousness of comorbid
disease was developed in a cohort of 559 medical patients. The [-yr mortality rates for the different
scores were ; “07, 12% (181); *1-2", 26% (225); **3-4", 52% (71); and * = 5", 85% (82). The index
was tested for its ability to predict nsk of death from comorbid disease in the second cohort of
685 patients during a 10-yr follow-up. The percent of patients who died of comorbid disease for
the different scores were: “07, 8% (588); “17°, 25% (54); “27, 48% (25); ** = 3", 59% (18). With
cach incrcascd level of the comorbidity index, there were stepwisc increases in the cumulative
mortality attributable to comorbid disease (log rank ¥ = 165; p < 0.0001). In this longer follow-up,
age was also a predictor of mortality (p < 0.001). The new index performed similarly to a previous
system devised by Kaplan and Feinstein. The method of classifying comorbidity provides a simple.
readily applicable and valid method of estimating risk of death from comorbid disease for use in
longitudinal studies. Further work in larger populations is still required to refine the approach
because the number of patients with any given condition in this study was relatively small.

Prior myocardial infarction
Congestive heart failure

Peripheral vascular disease
Cerebrovascular disease

Dementia

Chronic pulmonary disease
Rheumatologic disease

Peptic ulcer disease

Mild liver disease

Diabetes

Cerebrovascular (hemiplegia) event
Moderate-to-severe renal disease
Diabetes with chronic complications
Cancer without metastases
Leukemia

Lymphoma

Moderate or severe liver disease
Metastatic solid tumor

Acquired immuno-deficiency syndrome (AIDS)

L= T = » T o' IR ' R ' T ' T e T ' B e B



Hvad med risikoen for déd af komorbiditet?

H. Gregersen et al. Comorbidity in Multiple Myeloma
A 1 B T
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—— 317 133 “i-d 13 1 — 3278 2442 1441 654 119
Si— 306 162 63 24 3 e — 2403 1691 934 423 69
273 93 33 11 o] = 1969 1167 582 217 36

Figure 1. Survival according to Charlson comeorbidity score for 2190 patients with newly diagnosed symptomatic multiple myeloma (MM) and 21,900
population controls in Denmark during the period 2005-2012.

Gregersen et al. Cancer Medicine. 2017



Europziske guidelines omkring adj. pembrolizumab

EAU guidelines ESMO guidelines

*pT2 G4 orpT3 any G; pT4 any G; pN+ any G, M1, NED after resection of metastases.

P G Ty P Adjuvant pembrolizumab should be considered for
Do not use neoadjuvant therapy outside a clinical trial setting. Weak patlents Wlth Intermedlate_hlgh_ or hlgh_rISk
operable ccRCC (as defined by the KEYNOTE-564

Discuss the contradictory results of the available adjuvant ICl trials with patients to Strong i N N . .

facilitate shared decision making. Cr|ter|a) afte I Ca refu I pat|e nt cou nsel I | ng rega rd | ng
_ . _ | | potential longterm AEs [I, A; ESMO-MCBS v1.1

Inform patients about the potential risk of overtreatment and immune related side effects if Strong

adjuvant therapy is considered. score: A]. Treatment should start within 12 weeks

Do not offer adjuvant therapy with sorafenib, pazopanib, everolimus, girentuximab, or Strong Of Su rge ry d nd co ntl nue fO ru p to 1 yea

axitinib.

Do not offer adjuvant sunitinib following surgically resected high-risk clear-cell renal cell Weak

carcinoma (ccRCC).

Offer adjuvant pembrolizumab to ccRCC patients, preferably within 12-16 weeks post- Weak
nephrectomy, with a recurrence risk as defined in the Keynote-564 trial:

* Intermediate-high risk:
-pT2, grade 4 or sarcomatoid, NO MO
- pT3, any grade, NO, MO
= Highrisk:
- pT4, any grade, NO, MO
-any pT, any grade, N+, MO

* M1 no evidence of disease (NED):
- NED after resection of oligometastatic sites = 1 year from nephrectomy



Overvejelser om adj. Pembrolizumab

— Level 1 evidence,
DFS and OS benefit
(EEYMNOTE—564 trial)

— Manageable safety profile of
adjuvant pembrolizumal

Styrker Og — Treatment of micrometastatic

disease

mUIighEder — Availability of entire tumour

specimen for
pathological/molecular risk-—
stratification and biomarker

investigation

— Contradictory results of
adjuvant ICTI trials

— Risk of high grade//fatal
toxicity

— Risk of chronic toxicitwy

— Risk of overtreatment

Adjuvant immunotherapy

— Financial toxicity
— Patient selection
— Unclear optimal management

of patients with recurrent
disease

—
—

Marandino et al. Eur Jour Oncol. 2024



Proposed Algorithm on How to Treat Recurrent Renal Cell Carcinoma After

Adjuvant Pembrolizumab

High-risk localized
or M1 NED RCC

1Y
4

Adjuvant pembrolizumab
1 YEAR

I Metastasectomy
Oligometastatic
I Recurrence |—> recurrence* =9 SBRT

Active surveillance

Refractory

**x%*

During and in the first 3 months after

Early recurrence Late recurrence

xxk e
3-12 months after = 12 months after

Primary & acquired (mixed) resistance

!




Behandlingsmuligheder ved metastatisk nyrekraeft

Behandlingsmulighederne for nyrekrzeft er forbedret betydeligt
indenfor for en kort periode

High'dDSE ‘ ﬁ"p‘ElUl'l'lﬂh'l' ﬂlitiﬂih Nivolumab + cabozantinib
IL-2 Bevacizumab + IFNo |

Pemhmlizum- Pembrolizumab + Lenvatinib
ab + axitinib

Sunitinib ‘ Everolimus Axitinib Cabozantinib

1992 2005 2006 2007 2009 2012 2015 2016 2018 2019 2020-2024

. o o ) Belzutifan
Soratenib Temsiroli- Pazo- Lenvatinib+ | | Nivolumab +
mus panib everolimus || ipilimumab Triplet:
10+10+Lenvatinib

|0+Lenvatinib
|0+Lenvatinib+Belzutifan

| | Cytokineera | Targeted therapyera | | Immunotherapyera | | Combination therapy era

10+10+Cabozantinib
10+10




1. linje behandling til metastatisk nyrekraeft

First-line mRCC Phase 3 Doublet Trials

Clear cell renal cell carcinoma

= Measurable metastatic
disease, by RECIST criteria
* No prior systemic treatments
* Good performance status
 Archival tissue available

Stratification factors:
IMDC criteria

(favorable, intermediate, poor)
Region (US vs outside US)
Performance status

R
A
N
D
O
M
/
Z
A
T
/
0
N

Common control
cohort in all trials

C Checkmate 214, phase 3
% n= 1096

Javelin Renal 101, phase 3
n= 886

Keynote 426, phase 3
n= 861

IMMotion 151, phase 3
n=915

Checkmate 9ER, phase 3
n=638

Tian Zhang, MD

CLEAR, phase 3
n= 1069

Sunitinib 50mg PO daily
dweeks on, 2 weeks off

Ipilimumab 1mg/kg IV q3wk
Nivolumab 3mg/kg IV q3wk x4
Then nivolumab 3mg/kg IV q2wk

Axitinib 5mg PO BID
Avelumab 10mg/kg IV q2wk

Axitinib 5mg PO BID
Pembrolizumab 200mg IV q3wk

Bevacizumab 15mg/kg IV q3wk
Atezolizumab 1200mg IV q3wk

Cabozantinib 40mg PO daily
Nivolumab 240mg IV q2wk

Lenvatinib 20mg PO daily

Treat until
disease
progression or
unacceptable
toxicity

Primary endpoints:
Overall survival
Progression free survival

Secondary endpoints:
Objective response rates
Duration of responses
Patient-reported QOL
Safety of combinations

Pembrolizumab 200mg IV q3wk

IKCS: EUROPE

UT Southwestern INTERMATIONAL KIDNEY CANCER SYMPOSIUM

@tiansterzhang




1. linje behandling til metastatisk nyrekraeft

Studienavn KEYNOTE-426 JAVELIN Renal 101 CHECKMATE-214 CLEAR Checkmate 9ER
Axitinib+Pembrolizumab vs Axitinib+Avelumab vs. Sutent Ipilimumab+Nivolumab vs. Lenvatinib + Pembrolizumab vs. Cabozantinib + Nivolumab vs.
Sutent (N=861) (N=886) Sutent (N=1096) Everolimus + Lenvatinib vs. Sutent
Sutent (N= 1069) (N=651)

Variable

IMDC prognosegrupper

* God 31,2 21,4 23 31 22,6

* Intermediser 56,2 61,8 61 59,2 57,6

+ Darlig 12,6 16,2 17 9,3 19,7

Overall survival

* Hazrad ratio for dgd 0,53 0,79 0,68 0,66 0,60

e Cl 95% Cl 0,38-0,74 95% CJ 0,55-1,08 99,8% Cl 0,49-0,95 95% Cl 0,49-0,88 98,89% Cl 0,4-0,89
e P-veerdi 0,0001 0,14 0,001 0,005 0,0010
mPFS (maneder)

* Kombinationsbehandling 15,1 13,8 12,4 23,9 16,6

* Sutent 11,1 8,4 12,3 9,2 8,3
Objektiv respons (%) i 59,3 51,4 39 71,0 55,7
kombinationsbehandling

CR (%) i kombinationsbehandling 5,8 3,4 10,2 16,1 8
Progression som bedste respons 10,9 11,5 20 5,4 6,5




PFS (Probability)

1. linje behandling til metastatisk nyrekraeft

1L mMRCC PFS: Phase Il Data

1T T%
' — Pembrolizumab+Lenvatinib
— Pembrolizumab+Axitinib
0.8 A — Nivolumab+Cabozantinib
— Nivolumab+Ilpilimumab
— Avelumab+Axitinib
06 - — Atezolizumab+Bevacizumab
04 . .
Still TKI Naive
0.2 9 —
No Data TFS for IO/TKI
0 ! ! ! ! ! ! ! !
0 6 12 18 24 30 36 42 48
W. Xie
Months From Randomization R.M. Saliby

T.K. Choueiri




ESMO guideline - behandling af metastatisk nyrekrzeft

Advanced and metastatic ccRCC

{ 1

h v NV

Favourable-risk disease Intermediate- or poor-risk disease

3 \J

Lenvatinib—pembrolizumab [l, A; MCBS 4]
Axitinib—pembrolizumab [I, A; MCBS 4]
Cabozantinib—nivolumab [I, A; MCBS 1]°

Ipilimumab—nivolumab [I, C; MCBS 4]°

Lenvatinib—pembrolizumab [I, A; MCBS 4]°
Axitinib—pembrolizumab [l, A; MCBS 4]°
Cabozantinib—nivolumab [I, A; MCBS 1]°

Sunitinib [l, C]
Pazopanib [l, C]
Tivozanib [ll, C]

Ipilimumab—nivolumab [l, A; MCBS 4]°
Axitinib—toripalimabec [l, C]

ESMO Clinical Practice Guideline for diagnosis, treatment and follow-up. 2024



Medicinradets behandlingsvejledning for nyrekraeft i DK

340 patienter arligt med metastatisk nyrecellekarcinom (mRCC)

Clearcelle mRCC

- 300 patienter arligt
‘
=
=
[=Ye)
——
—
o B
(=1
. TS
God prognosegruppe Intermediaer/darlig prognosegruppe
60 patienter arligt 240 patienter arligt
. 3 Ikke
SErEieEERT HL kandidater til
standard-
Qo i standard-
= behandling -
Ra8) = behandling
L —
_ = J/
— = V
D
-

. Nivolumab i komb.
Sunitinib I
med ipilimumab

Sunitinib



Nye 1. linje studier — triplet kombinationer

Next Generation 15t Line mRCC Trials

Control cohort Immunothgrap_y—based - Treat until -
R combination Disease progression
A Unacceptable
» Clear cell renal cell carcinoma N toxicity
* Measurable metastatic D or
disease, by RECIST criteria 0 Response endpoint
= No prior systemic treatments M
* Good performance status | COSMIC 313 Ipilimumab-Nivolumab-
= Archival tissue available 7 n=840 e
P Reported ESMO 2022
T Primary endpoints:
/ PDIGREE Nivolumab-cabozantinib Overall survival
O n= 1046 Progression free survival
Stratification factors: N _ - _ :
mesearicor Il | ot s
(favorable, intermediate, n=1431 e DBJeCtP’e refsponse rates
poor) uration of responses
Region (US vs outside US) PROBE Patient-reported QOL

Performance status n=364 Consolidative nephrectomy Safety of combinations




Nye 1. linje studier — triplet kombinationer
COSMIC-313 Study Design

Cabo+Nivo+lpi
Cabo 40 mg PO QD

+ Nivo 3 mg/kg IV Q3W x4
+ Ipi 1 mg/kg IV Q3W x4

I I PO QD Tumor assessment every
QUi 8 weeks per RECIST v1.1*
1 + Nivo 480 mg IV Q4W'

Advanced RCC (N~840)

* No prior systemic therapy*

* Clear cell component _{ R4
* Intermediate or poor risk per IMDC fEEmenc un.til loss of
criteria Stratification Pbo+Nivo+Ilpi clinical benefit or
« IMDC risk intolerable toxicity$
* Measurable disease per RECIST v1.1 o Region Pbo PO QD

+ Nivo 3 mg/kg IV Q3W x4 No crossover allowed
+ Ipi 1 mg/kg IV Q3W x4

» Karnofsky Performance Status 270%

Pbo PO QD
+ Nivo 480 mg IV Q4W"



Nye 1. linje studier — triplet kombinationer

Does toxicity stand in the way of treatment?

Proportion of patients receiving 4 doses of Proportion of patients receiving >40 mg of

ipilimumab prednisone or equivalent

100% 100%

75% 75%

50% 50%

25%

25%
79% 73% 58% 29%
0% 0%

58%

CM214 (Nivol/lpi) COsMIC-313 COSMIC-313 CM214 (Nivo/lpi) COSMIC-313 COsSMIC-313
(Nivo/lpi/Pbo) (Nivo/lpi/Cabo) (Nivo/lpi/Pbo) (Nivo/lpi/Cabo)



Nye 1. linje studier — triplet kombinationer

And Other Triplet Trials in First-line mRCC

LITESPARK-012: @
First-line metastatic

Clear cell RCC

Lenvatinib + Quavonlimab +

Pembrolizumab

Primary endpoints:
:> Belzutifan + Lenvatinib + Progression free survival
Pembrolizumab Overall survival
% Lenvatinib + Pembrolizumab NCT04736706

No prior systemic anticancer
therapy

Metastatic disease by RECIST 1.1
ECOGPSOorl

20~4H>2N-=S00z=2z2>1



Habet med de nye behandlinger

Immunotherapy + Targeted Therapy

Percent survival

Time

I

Bl Chemotherapy
BN Genomically targeted therapy
BN Immune checkpoint therapy

Combination with genomically
targeted agent and immune
checkpoint therapy

Sharma and Allison, Cell 2015



Anvendelse af biomarkgrer i valget af behandling

Until We Can Integrate a Biomarker to Decide!

CARE-1 RLT

FIRST LINE RANDOMISED STUDY PLATEFORM TO OPTIMIZE TREATMENT IN
PATIENTS WITH METASTATIC RENAL CELL CARCINOMA

PDL1 (+) ~25% .
: ¥ ML Bory = RN lC' — 'Cl
SR s M Rl 2
g & Hypothesis : ICIHCI > ICI-TKI
Treatment- — : 6
ratification

naive clear | - ICI — VEGFR TKI
cell

PDLA1

mRCC IMDC

intermediate vs

> ICI - ICI

Hypothesis : ICI-ICI < ICI-TKI

A ICl - VEGFR TKI
@AlbigeSL EUROPEAN HEALTH AND DIGITAL EXECUTIVE AGENCY

GUSTAVE/
e GETUG 393725,

- H CANCER CAMPUS
M— contra el cancer I unicancer CRAND PARIS /N

Intermediate/poor
IMDC risk group

ISIUM

A2 - mmaks resemcn



Senere behandlinger til metastatisk nyrekrzeft

ESMO guidelines

Advanced and

metastatic ccRCC

<

~N

Favourable-risk disease

~N

Intermediate- or poor-risk disease

<+

Lenvatinib—pembrolizumab [I, A; MCBS 4]°
Axitinib—pembrolizumab [I, A; MCBS 4]°
Cabozantinib—nivolumab [I, A; MCBS 1]°

Ipilimumab—nivolumab [l, C; MCBS 4]°

Sunitinib [I, C]
Pazopanib [l, C]
Tivozanib [ll, C]

i

Lenvatinib—pembrolizumab [I, A; MCBS 4]°
Axitinib—pembrolizumab [I, A; MCBS 4]°
Cabozantinib—nivolumab [I, A; MCBS 1]°

Ipilimumab—nivolumab [I, A; MCBS 4]°
Axitinib—toripalimabse [l, C]

A VEGFR systemic therapy that has not been given previously [l, B]
Cabozantinib [, B]
Axitinib [lll, B]
Lenvatinib—everolimus [lll, B]
Pazopanib [lll, B]
Sunitinib [Ill, B]
Tivozanib [lll, B]

Belzutifan® [lll, B]

A VEGFR systemic therapy that has not been given previously [lll, B]
Belzutifan® [I, B]
Everolimus [ll, C]




Senere behandlinger til metastatisk nyrekrzeft

Er der effekt ved at kombinere immunterapi med targeteret
behandling efter 1. linje immunterapi?

100 A 100
9
:
5 80 80
2
-
|5 2
S - S 5-
2 E
2 2
2 )
3 T
g 40 - = 40
g 8
% Median overall Overall survival at 1 year since
E Events, n/N (%) survival (95% Cl) randomization, % (95% Cl)
§ 20 - 20 == Atezolizumab-cabozantinib group ~ 89/263 (34) 257 (21-5-NE) 79 (73-84)
‘g, = Cabozantinib group 87/259 (34) NE (21-1-NE) 76 (71-81)
a
0- Stratified HR for progression or death, 1-03 (95% CI, 0-83-1-28); P=0-78 e Stratified HR for death, 0-94 (95% Cl, 0-70-1-27); P=069
I I 1 1 I I I I 1 I 1 I 1 | 1 | 1 1 1 1 1 1 1 I
0 2 4 6 8 10 12 14 16 18 20 22 0 2 4 6 8 10 12 14 16 18 20 22
Time since randomization (months) Time since randomization (months)
Number at Risk Number at Risk
Atezolizumab-cabozantinb group 263 263 226 188 158 133 100 68 43 22 7 6 Atezolzumab-cabozantinibgroup 263 259 240 229 215 207 196 157 127 91 50 31
Cabozantinib group 259 242 216 183 153 130 109 14l 52 34 12 8 Cabozantinib group 259 247 235 221 207 195 182 145 113 88 50 22



Senere behandlinger til metastatisk nyrekrzeft

Er der effekt ved at kombinere immunterapi med targeteret
behandling efter 1. linje immunterapi?

Primary Analysis of Centrally Reviewed PFS (primary endpoint) Overall Survival
100 ITT Population 100-
Tivozanib + Nivolumab Tivozanib
(n=171) (n=172)
80 Tivozanib + Nivolumab Tivozanib 80 - 08 events, n (%) 53(31) 57(33)
§ (n=171) (n=172) Median 08 (95% Cl), mo 17.7 (15.4-NR) 221 (15.2:NR)
E 60 PFS avents, n (%) 118 (69) 112 (65) HR (95% CI) 1,00 (0.68-1.46); p=0.9868
& Median PFS (95% Cl), mo 5.7 (4.0-7.4) 74(5692)
o Stratified HR (95% CI) 110 (0.84-1.43); p=0.49 3 60 b
o - e o
7)) 40 (7))
S 0 |
o 40
20 7
=+ Censored
0 + Censored 20 -
T T T T T T T T T Overall survival data are not mature.
0 3 6 9 12 15 18 21 24 0 - Al data cutoff, 32% of events had occurred
o dsiek Time since randomization (months) 0 3 6 9 12 15 18 21 24 27 30 3
Tivozanib + Nivolumab 171 118 76 61 17 10 1 0 Ti . P
Tvozanib 172 120 85 58 22 8 0 No. at risk ime since randomization (months)

Tivozanib + Nivolumab 171 157 139 17 57 27 7 1 0
Tivozanib 172 158 146 122 67 30 6 2 1 1 0

Median follow-up was 11.8 months in the tivozanib + nivolumab cohort and 12.5 months in the tivozanib monotherapy arm




Senere behandlinger til metastatisk nyrekrzeft

Nye malrettede behandlinger — Belzutifan (HIF-a ha&emmer)
LITESPARK-005 Study (NCT04195750)

Primary Endpoint: PFS per RECIST 1.1 by BICR

Primary Endpoint: OS

100 Belzutifan m
90
Events 82.4% 75.0%
80=
70 Median, mo (95% Cl) 5.6 (3.8-6.5) 56(4.8-5.8)
60 | © HR(95% CI) 0.75 (0.63-0.88)
¥ E E
0 504
&
40
30
20
10
] |
0I'l"l"llli'Il'll"l'll'll'l"ll'lllll"ll l
0 3 6 9 12 15 18 20 24 21 30 33 36 39 42 45
Months
No. at Risk
Belzutifan 374 218 156 135 113 91 74 61 5 50 39 27 16 10 5 0
Everolimus 372 226 113 70 41 26 21 12 9 6 38 0 0 0 0

i Events 67.9% 69.6%
:2 67 0% Median, mo (85% CI) 214 (182-243) 182 (158-218)
60 HR (95°% CI) 0.92 (0.77-1.10); P=0.18
Z— 50-
40-
30+
20-
104
0 "l"l"l";"l" "l";"l"l"l"l"l"l"l"l"

T
0 3 6 9 12 15 18 2

24 21 30 33 36 39 42 45 48
Months

No. at Risk

Belzutifan 374 347 305 274 254 224 207 189 169 148 111 75 54 31 18 4 0

Everolimus 372 347 301 270 244 212 188 170 152 128 92 64 38 20 12 5 1



Senere behandlinger til metastatisk nyrekrzeft

Nye malrettede behandlinger — Zanzalintinib — multi-hammer

Single-Agent Dose Escalation Cohorts (n=49)

i
(=]
* Inoperable, locally advanced, metastatic, or recurrent =
solid tumor treated with zanzalintinib 10—-140 mg QD _5
=
Recommended Dose: =
Zanzalintinib 100 mg QD?-2 5::_
..'g * Primary Endpoints: ORR and PFS
ccRCC Expansion Cohort (N=32) v rate at 6 months per RECIST v1.1
e Advanced, metastatic, or recurrent RCC with a clear by investigator
cell histology (sarcomatoid features permitted)  [7"7""7" """ »| © Secondary Endpourt: Safety
* Measurable disease per RECIST v1.1 ° Exploratory Endpoints: PFS and
e ECOGPSOOri DOR per RECIST v1.1 by
* Received 1—3 prior systemic anticancer therapies investigator; OS

1. Sharma M, et al. Ann Oncol. 2022;33(7_suppl):Abstract 481P. *Treatment until lack of clinical benefit or unacceptable toxicity; treatment
post-progression allowed if there was clinical benefit per the investigator.

Sumanta Pal, City of Hope Comprehensive Cancer Center #IKCSNA23 KCA
Twitter: @montypal November 10-11, 2023

INTERMNATIOMNAL KIDNEY CANCER SYMPOSIUM



Senere behandlinger til metastatisk nyrekrzeft

Treatment Selection:
A Multifactorial Process

MRCC patient Progressive Choice of
treated with and disease Subsequent
10 based combo Therapy?

Patient
factors L

Disease

factors
IGCEE] \

factors ~

Comorbidities

~
Performance

Status

g
Px Preferences
L

Mx distribution

~,

Symptoms?

—

~

Disease course

-

Previous
Therapy

Response

Tolerance
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