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¢NUEVOS ESQUEMAS EN NEOADYUVANCIA EN CA DE VEJIGA?

S U RE trial platform | U fn lb H h The study protocol was amended after the initial eight patients experienced treatment-related adverse events:
® Grade 3-4 neutropenia: 6/8 (75%)
UC?IA?‘?:;"M e e Timing of grade 3-4 events onset: after C1D8 in 5/6 patients
- lerau-abdn;' n CT scan NCTOS226117 b ® Grade 3-4 diarrhea: 4/8 (50%; all after C1D8).
i IB’::EEP,E‘;:CT scan SURE-01 (N=56)" g ® Dose-reductions of SG: 6/8 (75%), the remaining two patients had treatment discontinuation/death
- Bladder M »
4%3 weekly cycles of 10 | l\\ Post-surgery management % ® One treatment-related grade 5 event (sepsis).
_ - mg/kg SG, ondays 18 F according to focal guidetines [  One treatment-unrelated Grade 5 event.
Patient popuwlation:
= Histologically confirmed UC (=50%) ] Survival data
= Clinical stage T2-T4NOMO Radical collected until '_,/
: E-.Lel?gﬁnflﬁrrgflsal of necadjuvant cysiectomy C;,izf;y 4 The dose of SG was reduced to 7.5 mg/kg from cycle 1 day 1. G-CSF use was introduced as a primary prophylactic
cisplatin-based chemn:nerz;p',- 7 measure from cycle 1 day 9. Patients who had 23 risk factors for febrile neutropenia (per ASCO guidelines) were excluded
/
— from trial enrolment.
; 0D
Response assessment: /’, v "
- Thorax-abdomen CT scan v
- BEDG-PET/CT scan . . . . .
- Bladder MRI Three patients died after treatment discontinuation at C108: .
3 Iy ¥ L] i i i i L
Primary Endpoint: ypTONO rate; Secondary Endpoints: ypT<1NO rate, EFS, OS, Qol, Safety (CTCAE v.5.0) s A Ak

* Two deaths due to non-treatment-related complications (CNS deterioration for unknown reason and disease-
progression, respectively)

® (Grade 3-4 treatment-related adverse events were more commaon in patients with homozygous or heterozygous
UGT1A1*28 polymorphisms (5/8; 62.5%) versus wild-type status (2/10; 20%).
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¢NUEVOS ESQUEMAS EN NEOADYUVANCIA EN CA DE VEJIGA?

mearan ronow-up. /.1 mors

N (%) Responses assessed with reTURBT 5 UNiSR_ § ez
Total N=11 RC-evaluable patients Our definition of cCR
« ypTONO (95%CI) 4 (36.4; 14.9-64.8)
< ; T VI-RADS Pathological ... .
ypT<1NO (95%Cl) T patientSS (45.4; 21.2-72.0) Dattaren thpost_ Brntorcony d?l::a':)oys‘. (aﬁr}%j E%": Clinical
= erapy’ re
« ypTONO-x (95%CI) 10 (47.6; 28.3-67.6) 1 0 Neg Neg yPTONX
e ypTS1N0-X 11 (52-4} 13 0 Neg Neg ypTONX
. ypTsza 1 (47) 16 0 Neg NeQ ypTDNX '__7 Observation
17 0 Neg Neg ypTONX [

« ypT3-4NOP 3 (14.3) 19 0 Neg Neg ypTONX
* ypTanyN"'b 3 (143) 20 0 Neg Neg ypTONXx
Relapse/progression during or post-SG 1(4.7) 21 5 Pos s ypT2Nx > ChemoRT

(MTM/mL: 0.32)
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¢NUEVOS ESQUEMAS EN NEOADYUVANCIA EN CA DE VEJIGA?

® The interim findings from SURE-01 trial provide several useful information that may be considered for the
development of preoperative SG in patients with MIBC:

O The interim ypTONO rate and safety profile post protocol amendment give reassurance for the continuation
of the study.

o A few patients meeting rigorous criteria of clinical complete response, who elected to undergo a bladder-
saving approach, revealed a potential for cure (ypTONx stage, ctDNA-)

O Study amendments that included changing the dose from 10 mg/kg to 7.5 mg/kg, requiring primary

prophylaxis with PegG-CSF starting at C1DS, and excluding patients at high risk for neutropenia led to an
improved safety profile.

¢Es necesaria la cistectomia?
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INMUNONUTRICION EN CISTECTOMIA ¢ MENOS COMPLICACIONES?

Patients Diagnosed With Bladder Cancer Planning To Receive Radical Cystectomy

Effects of immune-enhancing nutrition on radical cystectomy outcomes: .-v
Primary results from the randomized phase lll double-blind clinical trial
(S1600). / \
Blinded Nutrition Therapy Blinded Nutrition Therapy

(Specialized Immune-Modulating Nutrition Drink) vs (Oral Nutrition Control Drink)

~

Prior to beginning Nutrition Therapy: Specimen submission, laboratory values, DXA scan,
patient-completed questionnaires, diet recall phone interview

Nutrition Therapy

Specialized immunonutrition is fortified with nutrients, (Days 5, 4,3, 2,1
including L-arginine, omega-3 fatty acids, and dietary [[Radical Gystectomy Surgery @ay0) |
nucleotides. Nutriional Therapy
(Days 1,2, 3,4, 6)

Day 2: Specimen submission, laboratory values

30-Day Assessment of Surgical Complications: Specimen submission, laboratory values,
DXA scan, patient-completed questionnaires, diet recall phone interview

90-Day Assessment of Surgical Complications
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Effects of immune-enhancing nutrition on radical cystectomy outcomes:
Primary results from the randomized phase lll double-blind clinical trial

(S1600).

Figure: Forest Plot of Primary and Secondary Surgical Outcomes

Clavien-Dindo

Scores Odds Ratio P-
Outcome (By Grade)* Percent (95% C1)  value
Primary Outcome
30-day Score Any vs none 62.2vs580 1.18(0.64-2.18) 0.71 —a—
Secondary Outcomes
30-day Score Highgrade vs 0-ll 11.1vs 125 086(0.34-217) 037 < —=——
90-day Score Anyysnone 349vs325 1.10(0.57-2.12) 0.62 A
90-day Score Highgrade vs 0-ll 121vs84 1.51(0.54-4.23) 0.79 F -
30 or 90-day Score Anyvsnone 692vs656 1.17(062-221) 069 —_—G—
30 or 90-day Score High grade vs 0-ll 209vs 183 1.19(0.57-249) 0868 i
3 LI T T 1

High grade is Clavien-Dindo scores |-V 050 1.0 25 500

Increased odds for ONS arm il Increased odds for SIM arm

Organizador:

e s

Fundacion Biomédica Miguel Servet
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CALIDAD DE VIDA (PROS) EN PRIMERA LINEA DE CA DE VEJIGA AVANZADO

Patient-reported outcomes (PROs) from a randomized, phase 3 trial of
enfortumab vedotin plus pembrolizumab (EV+P) versus platinum-based
chemotherapy (PBC) in previously untreated locally advanced or metastatic...

moS

100
- HR 2-sided (95% Cl),
90 (95% Cl)  Pvalue months
80 — 0.47 11.5 (254, NR)
— 0.00001
Chemotherapy (0.38-0.58) 5 16.1(13.9,18.3
£ 70 ‘ ’
= -4 IS
g pastanp b e =
S 50 T
w
= 40 -
i e————t
o 30
O 20 —
10
0 Median survival follow-up: 17.2 months
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Time (months)
No. at risk

Chemotherapy 444 423 393 356 317 263 209 164 125 80 60 37 26 18 112 7 (] 2 1
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CALIDAD DE VIDA (PROS) EN PRIMERA LINEA DE CA DE VEJIGA AVANZADO

Patient-reported outcomes (PROs) from a randomized, phase 3 trial of
enfortumab vedotin plus pembrolizumab (EV+P) versus platinum-based
chemotherapy (PBC) in previously untreated locally advanced or metastatic...

i G W N
i Baseline 7 EORTC QLQ-C20 BPI-SF
(Bay 1, pre-dose and (score range 0-100; higher score represents greater symptom (score range 0-10; higher
past-randomization) ) burden, higher functioning, and better Qol.) score represents more pain)
N r el i1 ™
- - Cancer-related symptoms Includes
Weel:l_h_'h_'f; ; i :“'fs Appetite loss, Constipation, Diarrhea, Dyspnea, Fatigue, Waorst pain,
8 \/ ] Insomnia, Nausea and vomiting, Pain ?;erag:ep par:;h tLia-a.‘ﬂ
n, Pain THOW,
Function ! 4
- 5 Pain interference,
Every 3 weeks bevond end Physical, Cognitive, Emeotional, Role, Social Location of pain
of freatment and progression
through survival follow-up Qol/GHS
y \, v, ., A
L N A
« TTPP and mean change from baseline in worst pain (BPI-SF Question 3) at week 26 were pre-
specified endpoints included In the hierarchical statistical testing plan.

+ Pre-specified descriptive analyses inciuded change from baseline and time to confirmed
deteroration (TTCD).
« Patients with moderate/severe pain at baseline were a pre-specified subgroup of interest
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CALIDAD DE VIDA (PROS) EN PRIMERA LINEA DE CA DE VEJIGA AVANZADO

Patient-reported outcomes (PROs) from a randomized, phase 3 trial of
enfortumab vedotin plus pembrolizumab (EV+P) versus platinum-based
chemotherapy (PBC) in previously untreated locally advanced or metastatic...

34 54
— EVeP == Chemotherapy — = Chemotherapy
, | Clinicalty meaningful worsening @ 444
© B R T e &
2 3 23 31
c & = linically meaningful i
g LS mean (95% CI) 058 (1,05, 0.11) :-._E 2_?..?."..?"...‘5..".’?'???'.19 ___________________ SSmenaon Qa0
203 L Two-sided P value* 0015 S8 Fvaiun 004
-l =
e § 14
g s
=
g L*3
£ 2§
a 5 E
= F 4
E 3 3
2 Z
2 i !
Clinically meaningful improvement : i |
ad -
0 1 2 3 4 5§ 8 7 8 98 10 11 2 14 1 20 23 28 5
Week 0 1 2 3 4 5 6 T 8 9 10 11 12 14 17 20 23 26
Mol Risk
No, ot Risk Week

Chamotherapy 345 306 2903 301 204 28 282 208 ) Fal} m 260 % 2% M 204 17e 12

The least squares mean reduction in worst pain at week 26 was numerically greater Meaningful (>2 patient) improvement from baseline in
with enfortumab vedotin + pembrolizumab versus platinum-based chemotherapy (- BPI worst pain from week 3 through 26:

0.61 vs -0.03, least squares mean difference: -0.58 [95% Cl -1.05, -0.11] [nominal 2-
sided p-value = 0.015]).
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CALIDAD DE VIDA (PROS) EN PRIMERA LINEA DE CA DE VEJIGA AVANZADO

Patient-reported outcomes (PROs) from a randomized, phase 3 trial of
enfortumab vedotin plus pembrolizumab (EV+P) versus platinum-based
chemotherapy (PBC) in previously untreated locally advanced or metastatic...

In EORTC QLQ-C30 Global Health Status/Quality of Life, enfortumahb vedotin + pembrolizumab demonstrated a transient
worsening at week 3 (-6.3) that returned to baseline from weeks 4 through 26, while patients treated with platinum-
based chemotherapy demonstrated deterioration from week 1 through week 17 (range -1.2 to -7.1) when scores
returned to baseline:
Dr. Gupta concluded her presentation by discussing patient reported outcomes from EV-302 with the following take

15+
= = Cramabapl home messages:
Clinically meaningful improvement

SR EAS RO DA e Patients treated with enfortumab vedotin + pembrolizumab have significantly improved progression free- and

overall survival compared with platinum-based chemotherapy without detriment to quality of life and functioning

' ® Patients with moderate to severe pain treated with enfortumab vedotin + pembrolizumab demonstrated clinically

meaningful improvements in worst pain and Global Health Status/Quality of Life

Worsening

e Data collection across the entire patient journey was a notable approach and was associated with differences in

Adjusted LS mean change from baseline
o
1

S e T e compliance between treatment arms
A & T 5 o OF T T e S0 AT a0 meEee e Findings from this study may inform the design of future trials
No. ot Bk Weeek e Patient reported outcome data presented here complement the published clinical efficacy and safety data, add the

patient perspective, and support the use of enfortumab vedotin + pembrolizumab for patients with previously

Cnhemotherapy 350 300 288 300 204 208 282 204 279 278 271 260 256 230 240 204 V7O 172

untreated locally advanced or metastatic urothelial cancer



XVIl JORNADAS ONCOLOGICAS 1201 =¥

iy NS
ARAGON - NAVARRA - RIOJA 2624

Fundacion Biomédica Miguel Servet

¢ MAS ENFORTUMAB ES MEJOR EN CA DE VEJIGA AVANZADO? Si

Impact of exposure on outcomes with enfortumab vedotin in patients with
locally advanced or metastatic urothelial cancer.

The characterization of dose- and exposure-response for efficacy and exposure-response for safety outcomes included
patients in EV-101 (enfortumab vedotin monotherapy 0.75, 1.0, and 1.25 mg/kg on days 1, 8, and 15 of a 28-day cycle

[3Q4W]), EV-201, and EV-301 (enfortumab vedotin monotherapy 1.25 mg/kg 3Q4W). Time-averaged exposure up to an
event of interest, (4,0, was computed using a population pharmacokinetic model. Pharmacokinetic assessment included

multiple samples in first 2 cycles and pre-dose samples in subsequent cycles. The characteristics of these three trials are
highlighted below:

Patients with prﬂ":'luuﬁ.},' treated mUC and other solid tumors
EV-101" * 3 rapy regimen andfor anti-PD-1/L1

EV monotherapy (mUC; n=155) 075, 1.0, and 125 makg 304W |

EV-20122

EV monotherapy (cohor 1, n=125; cohort 2, n=83) 1,25 mg'kg 304W ]

Patients with previously treated La/mucC EV monotherapy (n=301) 1.25 mg/kyg 304W ]
EV-3014 = Prior platinum-containing chemotherapy and
anti=FD-1/L1 inhibitor therapy

Chemotheragy (n=307) ]
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¢ MAS ENFORTUMAB ES MEJOR EN CA DE VEJIGA AVANZADO?: +dosis

Impact of exposure on outcomes with enfortumab vedotin in patients with + respuesta
locally advanced or metastatic urothelial cancer.

In the phase 1 EV-101 study, EV 1.25 mg/kg 3Q4W achieved a high response rate and was supported by exposure-

Furthermore, higher early enfortumab vedotin dose intensity was generally associated with ¢
response analysis:

response in pivotal trials:

ORR by EV starting dose Exposure-response for EV

starting dose in EV-101 EV-201 Cohort 1 EV-201 Cohort 2 EV-301
Ha% g 100% ORR: 44.8% 100% ORR: 51.7% 100% ORR: 41.3%
g E16%
it i = 80% Lkl a0% 52 1% (1422} BO%
& ] 54.0% (20532} f1azz) S545% 2
2 42.9% ] x (17731) P P 2 = o EHA%
g o (48112) g ° & o . § so% g = il i?:,:?. L)
E 2 3 35.5% =4 S 5 (32068) i 1
£ 21.4% [ S 2 . (11581 i [
G 5 % E 25.6% r E 722y E .
Q o = A% By & A% ] ]
= = r |3 13 18.6%
3= (3] 5] s} 13/70)
g 200 20 20% [
& ADC exposure 1 with dose
i Svam Exead 0 2 s 5 L e [~ L TG G4l e "o oy Qe &% g ar a5 4
5.2 mak, 1AMk 153 mohg ADC €, up to 2 eycles (ugimL) IR @AM DTN ) (<247 @4taT QDA a1 A7) @S2 Na Jr
ADC C,,, up to 2 cycles {pg/mL} ADC C,,, up to 2 cycles [pg/mL} ADC C,,, up to 2 cyches (pgimL)
Furthermore, higher early enfortumab vedotin dose intensity was generally associated with a greater probability of EV exposure quartiles: Q1= 102" 1Q3 WQ4°

response in pivotal trials:
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¢ MAS ENFORTUMAB ES MEJOR EN CA DE VEJIGA AVANZADOQ?

Impact of exposure on outcomes with enfortumab vedotin in patients with
locally advanced or metastatic urothelial cancer.

Dose madifications were common, including dose reductions to 1.0 mg/kg (EV-201 42.1%; EV-301 35.1%) and 0.75

mg/kg (EV-201 13.6%; EV-301 11.1%). The majority of patients in EV-301 maintained EV 1.25 mg/kg through cycle 7,
though dose reductions were more frequent in later cycles:

EV dose level by cycle in EV-301

w EV dose level

£ W 1.25 mg/kg

T M 1.00 mg/kg

g3 0.75 mgikg
@

Ty

B3

ET

e

a

2

: I I

J I

& ¥ 8B 9 11 12 514 15 16 17 18 189 20 21 22 23 24 25 26 27 28

Mo of patients receiving EV 296253213194 162138102 88 69 56 49 44 3 3432 2824 21 w1t 108 & 5 5 311
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¢ MAS ENFORTUMAB ES MEJOR EN CA DE VEJIGA AVANZADO?

Impact of exposure on outcomes with enfortumab vedotin in patients with
locally advanced or metastatic urothelial cancer.

e Enfortumab vedotin monotherapy at the 1.25 mg/kg 3Q4W dose has shown a consistent benefit and manageable
safety profile across multiple trials of patients with locally advanced or metastatic urothelial carcinoma in the
second and third line setting

e Higher enfortumab vedotin dose intensity was generally associated with a greater probability of response

® Dose modifications, including dose reductions, were common across trials, particularly in later cycles. However, the
safety and efficacy outcomes with enfortumab vedotin monotherapy were achieved with the use of dose
modifications

¢ Recommended enfortumab vedotin dose modifications assist in managing adverse events and may allow patients
to remain on treatment

® Patients continue to benefit from enfortumab vedotin monotherapy in the setting of dose modifications to manage
adverse events

e Enfortumab vedotin monotherapy provided a progression free survival and overall survival benefit versus
chemotherapy across exposure quartiles
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¢ CA DE VEJIGA AVANZADO, CISPLATINO GEMCITABINA NIVOLUMAB ES
UN ESTANDAR EN AFECTACION ADENOPATICA EXCLUSIVA?

Characterization of complete responders to nivolumab + gemcitabine-
cisplatin vs gemcitabine-cisplatin alone and patients with lymph node-only
metastatic urothelial carcinoma from the CheckMate 901 trial.
A total of 102/608 (16.8%) of patients achieved a complete response (CR) in the

CheckMate 901 study. Among these, 34 (51.5%) in the Nivolumab+GCarmand 19

. (52.8%) in the GC alone arm had lymph node-only mUC, :
Study design

Select characteristics for all patients with complete response
= NIVO+GC vs GC in cisplatin-eligible patients®

All randomized patients Patients with CR
Stratification factors: NIVO+GC GC NIVO+GC ‘ GC
: i Combination phase Monatherapy phase (N =304) i =304) (H=86) | (H =36}
. Liv stases

| Median age (range), years 65.0 (32-86) 55.0 (35-85) 65.0 (33-81) 63,5 {36-30)
NIVO 360 mg cn D1 NIVO 480 ma Q4w {Malnaar, Bk = A it : et 33 130) 1 (88
Kevinclosion e tharia ) ; = ! Sl (A £ il
ey N = 304 @ty Tl LD TERTOVEL Sl ERSRA ARGl 3 weeks  (until progression, unacceptable i —— . — R—
+ Age 2 18 years + Cisplatin 70 mg/m¢ on 01 toxicity, withdrawal, or Black or African American 0 i< 1) a 0
Ameriean indfan or Alaska Native 10:1) 1(<1) o 113
* Previously untreated unresectable = Q3W (up to 6 cycles)® up to 24 months®) Asian 75 (25) 83 (21) 16 {24) 6417)
ar mUC invalving the renal pelvis, ORher 17 (&) | 13 441 31451 | 2 (6)
ureter, bladder, or urethra LN only disease,” n (%) 54 (18) 56 (18) 34(52) 19 (53)
Gemcitabine 1000 mg/m? on D1/08 SEAE SE S Sy oty 1)
= Cisplatin eligible 7 = 2 Stage |1l 37 (12) 28 (9} 9 (14) 5{14)
+ Cisplatin 70 mg/m¢ on D1 stage IV 265 i87) 274 (90) 56 (B5) 31 (86)
+ ECOG PS of 0-1 QAW (uUp 1o 6 cycles)t Hot reported 2(e1) (<) 102) 0
PD-L1 status, n (%) |
1% 112 (37) 109 (36) 18 42} 11 (31)
. . § | <% 192 (63) 195 (64) 38 (58] 25 (69)
Median (range) study follow-up: Primary endpoints: OS, PF5 per BICR Current analysis includes: baseline | Subsequent anticancer therapy received 108 (36) | 156 (51) 23 (35) 15 (42)
Key secondary endpoints: 05 and PFS characteristics, ORR, 05, and PFS in all 7 L :
AEb L) nunittis p::rmcg by prg_]_l gpw;,lc HRQoL ranckrrized LN only satients + Of the 608 total patients randomized, 102 (16.8%) achieved a CR

:::y;leg;:::tury endpairits: ORR per = Approximately 50% of patients with CR had LN only mUC vs approximately 20% of all randomized patients
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¢ CA DE VEJIGA AVANZADO, CISPLATINO GEMCITABINA NIVOLUMAB ES UN
ESTANDAR EN AFECTACION ADENOPATICA EXCLUSIVA?

Characterization of complete responders to nivolumab + gemcitabine-
cisplatin vs gemcitabine-cisplatin alone and patients with lymph node-only
metastatic urothelial carcinoma from the CheckMate 901 trial.

Select baseline characteristics for patients with LN only mUC Response per BICR
ORR (95% Cl) CREHN
NIVO+GC GC All randomized patients LN only patients PR
(N = 54) (N = 56) 90 81.5%
Median age (range), years 66 (41-85) 65 (37-80) 80 — w
Tumor type at study entry, n (%) = 57.6% 643% .
Urinary bladder 40 (74) 36 (64) = 60
Ureter 3(8) 5(9) = 43.1%
Urethra 6(11) 4(7) £ 33.9%
Renal pelvis L 59 . 11.(20) . LB
ECOG PS, n (%) 20
0 37 (69) 38 (68) 20 35.9% e -
1 17 (31) 18 (32) o il 30.4%
PD-L1 status, n (%) :
= 1% 26 (48) 17 (30)
< 1% 28 (52) 39 (70)
NIVO+GC GC NIVO+GC GC

(n = 304) {n = 304) (n=54) (n=56)
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¢ CA DE VEJIGA AVANZADO, CISPLATINO GEMCITABINA NIVOLUMAB ES UN
ESTANDAR EN AFECTACION ADENOPATICA EXCLUSIVA?

Characterization of complete responders to nivolumab + gemcitabine-
cisplatin vs gemcitabine-cisplatin alone and patients with lymph node-only
metastatic urothelial carcinoma from the CheckMate 901 trial.

Response characteristics for LN only patients with CR 00—
| i ..“‘L .
o, 1 GC 24.9 (11.429.9) i 100 |
&4 L HR (95% C1}, 0.58 (0.34+1.00) "_"1
i s i
T:lvf;if (N Ecsél 70 ) o T
£ "'L!Ll'“'l ; - |
= 604 = = 1 e
Patients with CR n=34 n=19 g (g z [ ]
| T € 5o L = £ o0
Median time to CR (range), months 2.1{1.8-2.2) 2.0(1.6-3.3) s | II\ (- | i > i
E 404 & 4 g .
Median duration of CR (95% ClI), months NR (22.0-NE) 8.7 (6.7-15.6) | 3 = £ |
10 { = H h
€ (Y9% CIJ, % 7O (9T1-8Z] s 1 & 3 i
204 £ 1
24-month CR rate (95% Cl), % 65 (45-79) Not applicable (0) |
10
| 101 1
+ The median duration of CR was NR in the NIVO+GC group and was 8.7 months in the a4 : ; ; ; - " . . y —
0 ] 12 18 24 30 36 42 48 54 60 b : ; g ;
GC group
i Manth:
= The 12-month CR rate for patients treated with NIVO+GC was more than twice that of ﬁﬁ;‘;'_t(?k 54

> 49 41 35 24 18 13 L] 5
patents treated with GC 6C 56 54 4 32 20 10 8 3 2
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¢CA DE VEJIGA AVANZADO, CISPLATINO GEMCITABINA NIVOLUMAB
ES UN ESTANDAR EN AFECTACION ADENOPATICA EXCLUSIVA?

Characterization of complete responders to nivolumab + gemcitabine-
cisplatin vs gemcitabine-cisplatin alone and patients with lymph node-only
metastatic urothelial carcinoma from the CheckMate 901 trial.

*The post hoc analysis of CheckMate 901 revealed that among patients achieving complete response (CR), more than
half had lymph node-only mUC.

*In patients with lymph node-only metastatic urothelial carcinoma (mUC), Nivolumab+GC demonstrated durable
disease control and clinically meaningful improvements in OS and PFS compared to patients who received GC alone.

*Lymph node-only mUC represents a distinct clinical entity, and with Nivolumab+GC, we may alter the trajectory of this
disease through consolidation therapy, especially for patients with pelvic metastatic lymph nodes.

*These findings strengthen the rationale for Nivolumab plus cisplatin-based chemotherapy as a standard first-line
treatment option for patients with mUC.
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Biomarcadores en primera linea de cancer renal avanzado: CLEAR

Biomarker analyses in patients with advanced renal cell carcinoma (aRCC)
from the phase 3 CLEAR trial.

Biomarker analyses focused on the lenvatinib + pembrolizumab and sunitinib arms

Primary endpoint

- PFS by IRC per RECIST v1.1 - -

Key eligibility criteria

« Age2 1B years

+ Advanced clear-cell RCC

+ Mo prior systemic anticancer therapy for RCC

« Kamofsky performance status 270 s -
- ORR by IRC per RECIST v1.1 PD-L1 expression IHC: 22C3 pharmDx
Stratification factors S n=441
* Geographic region: Western Europe and AL
+ Key exploratory endpoints Gene alteration "

Norh Ametica v Rest of the Word S =380 Whole-exome sequencing: ImmunolD NeXT Platform
« MSKCC risk category: Favorable, n=

Intermediate, or Poor

E:ggﬁemmssm" RNA-seq: ImmunolD NeXT Platform
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Biomarcadores en primera linea de cancer renal avanzado: CLEAR

Biomarker analyses in patients with advanced renal cell carcinoma (aRCC)
from the phase 3 CLEAR trial.

There were no notable differences in baseline characteristics and tumor responses in biomarker analysis sets versus the

intention to treat population:

FLHI analysis set FU-L1 anaiysis set HMMNA-S2q analysis set WWES analysis set

A EA A A A
(N=355) (N=357) {n=218) (n=222) (n=192) (n=126) {n=1886)

MSKCC Risk, %
Fav /Int / Poor 27/64/8 2716479 28/64/8 27/64/8 2616717 27/66/8 26/66/8B 27/65/8
IMDC Risk, %
Fav / Int / Poor 31/59/9 35/547/10 31/58/10 34/54/12 28/85/8 AB/H54/10 29/62/9 s/
PD-L1, %
CPS<1/21/NA 32/30/38 29/33/38 51/49/0 48 /54/0 46/48/8 417158217 47 147156 41/54/86
CLINICAL OUTCOMES
i Median PFS, mo 2349 9.2 253 92 24.3 94 253 9.2
| (95% CIy (208-27.7) (6.0-11.0) (21.4-20.0) (6.0-11.0) (186-286) (60-111) (203-31.1) (5.8-11.0)
| PFS HR of L+P vs S (85% CI) 0.48 (0.38-0.58)" 0,47 (0.37-0,60) 0.52 (0.41-0.68} 0.49 (0.38-0.63)
ORR, % 71 87 = 78 40 | 76 41 75 38

In the lenvatinib + pembrolizumab arm, the continuous gene-expression profile signature score was not associated with

best overall response:
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Biomarcadores en primera linea de cancer renal avanzado: CLEAR

Biomarker analyses in patients with advanced renal cell carcinoma (aRCC)
from the phase 3 CLEAR trial.

Association with PFS (p-value)
PD-L1 IHC (CPS) Lenvatinib : f;;;brolimmab S:nitinib
0.2301 0.0670

Stafistical testing for L am: one-sided lest; for S arm: two-sided lest. Analysis with KPS scare group-adjusied PFS was performed using the Cox regression madel

Progression-free survival was higher with lenvatinib + pembrolizumab vs sunitinib, regardless of the deleterious
mutation status of BAPT, VHL, PBRM1, SETDZ, and KDM5C, which are frequently mutated genes in RCC:

Patients PFS Hazard Ratio HR [85% CI) Median (months)

Subgroup L+P 8 L+PvesS L+F 8
Overall population 355 357 1 0.48 (0.39-0.58) 239 9.2
Gene alteration analysis sst 188 194 e 0.49 0.38-0.63) 25.3 82
VHL Mut 122 127 i 0,48 (0.35-0.67) 27.6 75

WT B4 67 e —— 0.53 (0.34-0.82) 20.3 82

Mut 65 84 —— 051 0.34-0.78) 186 75

PERMT Wt 131 130 —_— 0.48 {0.34-0.67) a7 9.2

. Mut @ 43 _— ) 0.58{0.34-1.01) 259 85

SETD2® wy 145 151 —_—— 0.46 0.34-0.62) 24.3 75

L Mt 30 0,47 [0.26-0.86) 186 56

BAPT® wr 182 164 [ 0.48 {0.35-0.64) 278 8.5
Mut 2 20 0.48 0.2i-0.98) 28.6 128

KDM5C* Wt 165 165 —— 0.49 {0.37-0.65) 243 (V]

r T T T
025 035 050 0.75 10

+ in tavor of L+P

Gene signature scores were not associated with PFS outcomes for the lenvatinib + pembrolizumab arm:
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Biomarcadores en primera linea de cancer renal avanzado: CLEAR

Biomarker analyses in patients with advanced renal cell carcinoma (aRCC)
from the phase 3 CLEAR trial.

Tumors of patients with favorable and intermediate risk were enriched in the angiogenesis and angiogenesis/stromal
clusters, and tumors of patients with poor risk were enriched in the proliferative cluster. Tumors of patients that were
PD-L1+ were enriched in the immune/proliferative cluster:

MSKCC risk category PD-L1 IHC (CPS)

n=101 n=258 n=29

1 . :’5 i
B Mgmgsnesm.r’S!mmal.
B Angiogenesis
B Immune/Proliferative 504
I Proliferative ;
B Stromal/Proliferative 25 ]
Other .
0 .
¢ if 7 K l_::-:"'

100

- - PD-L1

= =

g 2 PD-L1-
s & B PD-L+

7
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Biomarcadores en primera linea de cancer renal avanzado: CLEAR

Biomarker analyses in patients with advanced renal cell carcinoma (aRCC)
from the phase 3 CLEAR trial.

e [envatinib + pembrolizumab showed clinical benefit over sunitinib in patients with advanced renal cell carcinoma
regardless of biomarker subtypes

® The progression-free survival analysis of lenvatinib + pembrolizumab confirms the high level efficacy of the
combination irrespective of PD-L1 CPS

® |envatinib + pembrolizumab showed longer progression-free survival and improved objective response rate versus
sunitinib regardless of RCC driver gene mutation status or gene signature

® |envatinib + pembrolizumab demonstrated numerically higher tumor response and longer progression-free

survival than sunitinib across all molecular subtypes
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Biomarcadores en primera linea de cancer renal avanzado: Keynote-426

Biomarker analysis of the phase 3 KEYNOTE-426 study of pembrolizumab (P)
plus axitinib (A) versus sunitinib (S) for advanced renal cell carcinoma
(RCC).

861 patients
Pembrolizumab 200 mg intravenously Q3w randomly assigned
=35 cycles

{~2 years)
+

Key Eligibility Criteria
« Newly diagnosed or recurrent stage |V
clear cell RCC

* No previous systemic treatment for advanced

Axitinib 5 mg orally twice daily®

Pembrolizumab + axitinib

+432 assigned »429 assigned
+429 treated »425 treated

Sunitinib

* Measurable disease per RECIST v1.1

Sunitinib 50 mg orally once daily

Stratification Factors for first 4 weeks of each 8-week cycle® Biomarker evaluable Biomarker evaluable

* IMDC rizk group
(favorable vs intermediate vs poor) =369 RNAseq * 361 RNASEQ
+347 WES »351 WES

+407 PD-L1 CPS *409 PD-L1 CPS

= Geographic region
(Morih America vs Westem Europe vs ROW)
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Biomarcadores en primera linea de cancer renal avanzado: Keynote-426

Biomarker analysis of the phase 3 KEYNOTE-426 study of pembrolizumab (P)
plus axitinib (A) versus sunitinib (S) for advanced renal cell carcinoma

(RCC).
e
Biomarker ORR PFS os ORR PFS 0s
Teell GEP <0.0001(+) <0.0001(+) 0.002(+) NS NS NS
Angiogenesis NS NS 0.004(+) 0.002(+) <0.001(+) <0.0001(+)
PD-L1 CPS3 NS NS NS NS NS 0.025(-)

PD-L1 CPS was negatively associated with overall survival (p = 0.013) for sunitinib.
There was a strong positive association of T-cell-inflamed gene signature with overall survival (p = 0.003), progression-free survival (p < 0.0001), and objective response rate (p <

0.0001) for pembrolizumab + axitinib.
Angiogenesis was positively associated with overall survival (p = 0.013) for pembrolizumab + axitinib, and there was a strong positive association with overall survival (p < 0.0001),

progression-free survival (p < 0.001), and objective response rate (p = 0.002) for sunitinib:
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Biomarcadores en primera linea de cancer renal avanzado: Keynote-426

Biomarker analysis of the phase 3 KEYNOTE-426 study of pembrolizumab (P)
plus axitinib (A) versus sunitinib (S) for advanced renal cell carcinoma
(RCC).

Comparison of T-cell inflamed gene expression profile and clinical outcomes

TeellGEPMondow

Teell, GEP
2" n=128 n= 114 " n=240; n =247
10 146 = #
U [ HR (95% CI) ] HR [B5% CI)
: o LT T 3 -
a g 0.58 0470721
£ H
e ik
H 5
P L E] H Median
5 B g 20.2mo
e g g 9.8 mo
o &
o e ey Stk et wia ) | T ol
w
Rasd | | A B e e
% #
E [T i MaaT
HE (85% CI) HR (95% CI)
=10 = &® e
g . 0.90 (0.65-1.25 g
NS P<0.0001 5 E
151 = a
- E .
i Muedlal
5 Median © 533 m
44.3 mo R 40.8 ma
47.1 mo
loall BEP = <1ui tertla, Tooll GEP™ == = 215! Wrlile. Chinical data culeft, January 23, 2023 _;‘N
e
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Biomarcadores en primera linea de cancer renal avanzado: Keynote-426

Biomarker analysis of the phase 3 KEYNOTE-426 study of pembrolizumab (P)
plus axitinib (A) versus sunitinib (S) for advanced renal cell carcinoma
(RCC).

Other RNA signatures:

* Pembrolizumab + axitinib positive association with monocytic myeloid-derived suppressor cells was found for progression-free survival (p = 0.018)
and objective response rate (p = 0.093).

» Sunitinib, positive association was found with hypoxia (overall survival, p = 0.034; objective response rate, p = 0.071) and negative associations
with MYC (overall survival, p < 0.001; progression-free survival, p = 0.012) and proliferation (overall survival, p = 0.002)

Pembrolizumab + axitinib Sunitinib
n=2369 n =361

Signature ORR PFS 0s ORR PFS 0s
mMDSC 0.058(+) 0.039(+) 0.057(+) NS NS NS
Hypoxia NS NS NS 0.071(+) NS 0.094(+)
MYC NS NS NS NS 0.017(-) <0.001(-)
Proliferation NS NS NS NS NS <0.001(-)

Molecular subtype® NS NS NS NS NS 0.010
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Biomarcadores en primera linea de cancer renal avanzado: Keynote-426

Biomarker analysis of the phase 3 KEYNOTE-426 study of pembrolizumab (P)
plus axitinib (A) versus sunitinib (S) for advanced renal cell carcinoma

(RC C) *  Across all molecular clusters, objective response rate favored pembrolizumab + axitinib over sunitinib, with the highest
pembrolizumab + axitinib objective response rate in the immune/proliferative cluster:

3,7

2
| Giycolysis —
Profferaton —I_.. ]
Il e L !
gMDSEC —

mMDSC

PO

7 |
urs2 l‘
| Sarcomatoid = }
| RAS l
WHNT J
Hypoxia —]
Ormega cddation |.
Angic i 5Is i i

100 200 300 400 500 600 o0

By WES, PBRM1 mutation had positive assaciation with abjective response rate (p = 0.004) and progression-free survival

(p = 0.079) for pembrolizumab + axitinib. For sunitinib, positive associations were observed with overall survival
for VHL (p = 0.073) and PBRM 1 (p = 0.001) mutations, and a negative one observed for BAP7 mutation (p = 0.046).
Pembrolizumab + axitinib improved objective response rate over sunitinib regardless of mutational status.
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Biomarcadores en primera linea de cancer renal avanzado: Keynote-426

Biomarker analysis of the phase 3 KEYNOTE-426 study of pembrolizumab (P)
plus axitinib (A) versus sunitinib (S) for advanced renal cell carcinoma
(RCC).

® |nthis exploratory analysis of KEYNOTE-426, higher T-cell inflamed gene expression profile values were positively
associated with clinical outcomes for pembrolizumab + axitinib, and angiogenesis had a positive association with
clinical outcomes for sunitinib
e PD-L1 CPS was not associated with clinical outcomes for pembrolizumab + axitinib
e Pembrolizumab + axitinib showed improved objective response rate versus sunitinib across molecular subtypes
o Within the pembrolizumab + axitinib arm, the objective response rate was highest in the
immune/proliferative subtype, and within the sunitinib arm, the objective response rate was highest in the
angiogenic subtype
e Additional correlative data and further prospective clinical investigation are needed for biomarker-directed

treatment
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BIOMARCADORES EN CANCER RENAL ADYUVANCIA: KIM-1

Circulating kidney injury molecule-1 (KIM-1) biomarker analysis in
IMmotion010: A randomized phase 3 study of adjuvant (adj) atezolizumab
(atezo) vs placebo (pbo) in patients (pts) with renal cell carcinoma (RCC) :

& K ™
ey eligibility criteria
Atezolizumab 1200 mg IV q3w
_ B | —
%0 * Resected intermediate- to high-risk® RCC — | for 16 cycles or 1 year®
= - T2 Grade 4 | / \
2 - T3a Grade 34 = ;_—I
§. 7 - Tabic or T4 any Grade 53] ey o
g P - TN+ any Grade ;-7-?; | Placebo IV q3w
B - M1 NED? g for 16 cycles or 1 year®
§ = .* Clear cell and/or sarcomaloid component )
40
‘E 0 Atezolizumab Placebo s Stratification factors "| rPﬂ'lTlaW Qndpaint
| {n=380] (n=388] . i - i
g - DF& avaria, n (% 164 (42) 168 (43) 5 Investigator-assessed DFS in ITT population |
| * Disease stage i
Median (35% CI), mo §7.2(44.6,NE) | 49.5 (47.4, NE} | Key secondary endpoints
L Fauatied AR (855 i T2/T3a vs T3b/c/T4/N+ vs M1 NED Y vy .p
(95% CI) 0,93 (0.75, 1.15); P=0 49508 ! * 0S8 In the ITT population
2 * PDL1 expression on |G- | + Investigator-assessed DFS in the IC1/2/3 population
0 3 6 9 12 15 18 21 24 27 W 33 36 39 42 45 48 51 54 57 60 1C0 (<1%) vs IC1/2/3 (21%) g PopR [
e ) « Regioh | + IRF-assessed DFS in the ITT and 1C1/2/3 populations
« |IRF-assessed EFS in the ITT population
Pgr;;omwng;ls 343 305 204 275 268 254 243 232 226 216 209 187 160 121 1 56 3 15 | NE th America® vs rest of world .l Pﬁp
Atezolizsmab 390 360 322 306 288 272 265 257 244 234 222 218 194 171 124 100 75 48 22 & 1 L 7 \_ Safety o
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BIOMARCADORES EN CANCER RENAL ADYUVANCIA: KIM-1

Circulating kidney injury molecule-1 (KIM-1) biomarker analysis in
Part one of the circulating biomarker analysis scheme included a retrospective proteomics analysis was done with an IMmOti0n010: A randomiZEd phase 3 Stlldy Of adjuvant (adj) atezo’izumab

affinity-based proximity extension assay panel of approximately 3,000 analytes to identify circulating proteins with

(atezo) vs placebo (pbo) in patients (pts) with renal cell carcinoma (RCC) ¢
differential abundance patterns in matched serum samples (baseline versus at recurrence). Circulating proteins with

; ; : , , L In the ASSURE trial of adjuvant sunitinib, sorafenib, or placebo, higher levels of kidney injury
differential abundance patterns in matched baseline versus disease recurrence samples (n=73) were identified. Among . . .
; , - | , g - iz molecule-1in post-nephrectomy, pre-treatment plasma samples were associated with worse
these 73 patients with matched proximity extension assay, circulating kidney injury molecule-1 was identified as the . .
e . . ‘ disease free and overall survival
most significantly enriched protein at recurrence versus baseline:
KIM-1 IHC analysis in RCC Primary Tumor
Pr - e .,
Baseline (pre-treatment) vs at disease recurrence matched samples b = S KIM"‘ 'Hc ‘&\
(n=73 pairs) =
10.0 1
@ * KIM1
= (i
>
o
= -
5 5.0
o
T
25
0.0 1

-05 0.0 05 1.0
Log, fold change

Enriched in Baseline Enriched in Disease Recurrence
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BIOMARCADORES EN CANCER RENAL ADYUVANCIA: KIM-1

Circulating kidney injury molecule-1 (KIM-1) biomarker analysis in Kidney injury molecule-1-high status was associated with reduced disease-

IMmotion010: A random'z_ed pl'!ase 3 study ?f adjuvant (adj) gtezollzumab free survival, and patients with kidney injury molecule-1 high had better

(atezo) vs placebo (pbo) in patients (pts) with renal cell carcinoma (RCC) ¢ disease-free survival with atezolizumab versus placebo (HR 1.75, 95% Cl
1.40-2.17)

Among 778 patients enrolled in IMmotion010, 752 (97%) had baseline kidney injury molecule-1 data (high: 300 [40%];

low: 452 [60%)):

107
ol — KIM-1tov
KIN-1High KIM-1Lom ) — -9 High
Characteristic n=300 =452 08 4 KIM 1
Age, median (range), y 64 (56-70) 58 (50-67) =
Male, n (%) 232(77) 314 (69) 07 -
Region, n (%)*
Europe and Middle East 128 (43) 207 (46) i 06 4
North America 102 (34) 172 (38) n :
Asia-Pacific 53 (18) 231(5) i 054
Central or South America 12 (4) 41 (9) a :
Australia 5(2) 9(2) 04 -
Pathologic disease stage, n (%) :
T2/T3a 171 (57) 313 (69) 53
Tabic/T4IN+ 81 (27) 82 (18) =
M1 NED 48 (16) 57 (13) 02
Disease stage, n (%) it
\ 16 (5) 14 (3) 01
I 21(7) 26 (6) =1
Il 249 (83) 388 (36)
| 14 (5 4 (5 0 1 35.88 57.23
FD\_’Ll‘shwsl {} 2[4} LI L L L L L L UL OO UL O L L L L A R BN BB
PD-L1 positive 188 (63) 266 (59) 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
PD-L1 negative 12 (37) 186 (41)
Sarcomatoid component 48 (16) 51 (1) Time (months)




JUNIO
2024

Organizador:

XVII JORNADAS ONCOLOGICAS

RIOJA

e s

Fundacion Biomédica Miguel Servet

ARAGON - NAVARRA .

BIOMARCADORES EN CANCER RENAL ADYUVANCIA: KIM-1

Atezolizumab improved disease free survival versus placebo in the
baseline kidney injury molecule-1 high subgroup (HR 0.72, 95% CI 0.52-
0.99), but not in the kidney injury molecule-1 low group:

Circulating kidney injury molecule-1 (KIM-1) biomarker analysis in
IMmotion010: A randomized phase 3 study of adjuvant (adj) atezolizumab
(atezo) vs placebo (pbo) in patients (pts) with renal cell carcinoma (RCC) ¢

KIM-1Hgh subgroup

KIM-1-*% subgroup

1< 1 -
ok — Placebo o5 - EEB‘DE?O b
— Atezolizumab R
0.8 0.8+
0.7 0.7+
32 o8- & 064
75]
E 0.5 E 0.5+ i
o] [
044 i |
0.4 s
0.3 034
0.2+ 02
0.1+ 0.1+
0 21.16 o 57.23
LB R AL R L B B B R U LS LT  FLE LR LA
04 B 121520 24 26 32 36 40 44 48 &2 58 0 4 B 12 16 20 24 P8 32 35 40 44 48 52 56 60
Time (months) Time (months)
n Median DFS MR [85% CI) n Median DFS HR* (95% CI)
Atezolizumab 151 MNE Atezolizumab 229 57.23
0.72 (052, 0.99) 1.12 (0.88. 1.63)
| Placebo 149 21.16

Placebo 273 NE
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BIOMARCADORES EN CANCER RENAL ADYUVANCIA: KIM-1

Circulating kidney injury molecule-1 (KIM-1) biomarker analysis in
IMmotion010: A randomized phase 3 study of adjuvant (adj) atezolizumab
(atezo) vs placebo (pbo) in patients (pts) with renal cell carcinoma (RCC) ¢

* |nIMmotion010, high baseline serum kidney injury molecule-1 levels were associated with poorer prognosis but
improved clinical outcomes with atezolizumab versus placebo
® |ncreased post-treatment kidney injury molecule-1 was associated with worse disease-free survival
* Additional validation studies are warranted to confirm the utility of circulating serum kidney injury molecule-1in
adjuvant RCC as a non-invasive biomarker for:
o |dentification of minimal residual disease
0 Predicting outcomes to checkpoint inhibitor treatment

o Longitudinal monitoring for disease recurrence
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Supervivencia global en cancer renal avanzado: ¢ Alguna novedad?

Partitioned overall survival: Comprehensive analysis of survival states over 4
years in CheckMate 9ER comparing first-line nivolumab plus cabozantinib
versus sunitinib in advanced renal cell carcinoma (aRCC). _ -
® Time on first-line protacol therapy

© Meantime with/without reported grade 2+ treatment-related adverse events (TRAESs)
» TFS: Time between firs-line protocol therapy cessation and second-line therapy initiation or death (difference

between the two endpoints)
o Meantime with/without reported grade 2+ TRAEs
Time-to-event endpoints Survival after subsequent systemic therapy (second line) initiation.
time from randomization until death or censored at
date last alive

Time to subsequent therapy initiation or death:
J time from randomization until subsequent sysiemic

anticancer therapy initiation or death, whichever occurnmed
first, of censored at date Last known alive and free of
subsequent therapy

| Time to cessation of both protocol therapy and toxicit Y
) +— — time to protocol therapy cessation plus number of days
with toxicity after therapy cessation

Patients (%)

+ | Time to protacol therapy cessation: time from
+— A randomization until cessation of protocol therapy or
i consored al date last known alive an protocol therapy
[+} [ 12 i 4 & s 38 42 [ Time to cessation of protocol therapy without toxicity:

Months since randomization | time 1o protocol therapy cessation minus number of days
on protocol therapy with toxicity
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Supervivencia global en cancer renal avanzado: éAlguna novedad?

Partitioned overall survival: Comprehensive analysis of survival states over 4
years in CheckMate 9ER comparing first-line nivolumab plus cabozantinib
versus sunitinib in advanced renal cell carcinoma (aRCC).

NIVO+CABO SUN

Patients %)
Patients (%)

Time since randomization. months Time since randamization, months

Intent-to-treat

e T et e NIVO.CABO | SUN | Difference (35% C) Nivolumab+Cabozantinib group spent a mean of 8.5
(N =323) (N = 328) NIVO+CABO vs SUN . . ] .
o 54| %07 : j (95% Cl 6.2—10.8) months more survival time on first-line
et g 20| s teiotd
T g o protocol therapy, whereas the control group spent a
E-—Ef.—j:-:—‘;“,‘jjfi;;;“*i = = B mean of 6.5 (95% Cl 4.4—8.6) months more survival time

With grade = 2 TRAE 8.3 6.7 1.7 (0.1-3.2)
Without grade = 2 TRAE 14.3 7.4 6.8 (4.8-8.8)

ﬁe on protocol treatment 2.6 14.1 8.5 (6,2-10.8) after Second_“ne thera py initiation.
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Supervivencia global en cancer renal avanzado: éAlguna novedad?

Partitioned overall survival: Comprehensive analysis of survival states over 4
years in CheckMate 9ER comparing first-line nivolumab plus cabozantinib
versus sunitinib in advanced renal cell carcinoma (aRCC).

In patients with IMDC intermediate/poor risk, Nivolumab + Cabozantinib was associated with improved 05 compared to
sunitinib (46.8% vs. 35.4%). At 48 manths, 15.7% of patients in the Nivolumab + Cabozantinib group were continuing first-
line protocol therapy, compared to 5.9% in the Sunitinib group. The mean TFS (95% Cl) was 2.5 (0.8—4.3) months longer
after treatment with Nivolumab + Cabozantinib, and the difference in mean TFS without toxicity was 0.6 (95% Cl -0.4 to
1.8) months.

NIVO+CABO

Patients (%)
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Supervivencia global en cancer renal avanzado: ¢ Alguna novedad?

Partitioned overall survival: Comprehensive analysis of survival states over 4
years in CheckMate 9ER comparing first-line nivolumab plus cabozantinib
versus sunitinib in advanced renal cell carcinoma (aRCC).

e At four years post-randomization in the CheckMate 9ER study, there was a longer OS in patients assigned to
Nivolumab + Cabozantinib compared to Sunitinib (49.2% vs. 40.2%).

® The longer 05 achieved with Nivolumab + Cabozantinib was accompanied by 1.5 times longer mean time surviving
treatment-free before second-line therapy compared to Sunitinib (difference of 2.4 months).

e The mean TFS difference was similarly longer for Nivolumab + Cabozantinib versus Sunitinib across most
subgroups analyzed.

* TFS was more frequently observed after patients discontinued therapy for TRAES, toxicity, or other reasons such
as completion of therapy per protocol.

® This research highlights the importance of monitoring patient status after treatment discontinuation to
understand the patient survival experience.
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Supervivencia global en cancer renal avanzado: éAlguna novedad?

Avelumab + axitinib vs sunitinib in patients (pts) with advanced renal cell

carcinoma (aRCC): Final overall survival (OS) analysis from the JAVELIN
Renal 101 phase 3 trial.

JAVELIN Renal 101: a multicenter, randomized, phase 3 trial

Key eligibility criteria

* Previously untrested advanced

or metastatic RCC with a
clear-call component

= 21 measurable leslon per
RECGIST 1.1

= Any IMDC risk group
= ECOGPS0or1

Avelumab 10 mg/kg IV G2W
+ Axitinib 5 mg PO BID
B-week cycle

In 21 countries

Patlents enrolied from March 29, 2018,
threugh Decomber 19, 2017 at 144 sites

Stratification
= ECOGPS(0Ovs 1)

NCTO26R4006

» Geographic region (US vs Canada/\Westem Europe vs ROW)

Primary endpaints

» PFS(RECIST v1.1) by BICR and OS
in the PD-L1+ population

Secondary endpoints

* OS5 and PFS (RECIST v1.1) in the

overall population

= PFS by investigator, ORR, and

duration of response (RECIST v1.1)

= Safety
« Patient-reported outcomes

Prior results from JAVELIN Renal 101 in the overall population

Primary analysis of PFS
1st interim analysis of OS
26 months of follow-up!

3rd interim analysis of OS5
228 months of follow up?

* The primary (final) OS analysis was planned when 368 deaths had occurred in the PD-L1+ population, which would
provide 90% power to detect an HR of 0.70 using a 1-sided log-rank test at a significance level of 0.021

Avelumab + Sunitinib Avelumab + Sunitinib
Axitinib (N=442) (N=444) Axitinib (N=442) (N=444)
PFS
5 13.8 84 129 85
MedEREESORKED OIS (i snE) (6.9-11.1)° (11.1-16.6)t (8.2-9.7)"
HR (85% CI) 0.69 (0.563-0.838) 0.67 (0.568-0.785)
p-value 1-sided p<0.001 1-sided p=0.0001
0s
i Mot reached Not reached Not reached 3r.a
Median OS (95% Cl), months (NE) (NE) (42.2-NE) (31 4-NE)
HR (95% Cl) 0.78 (0.554-1.084) 0.79 (0.643-0.969)
514 257 553 318
Confirmed ORR (95% C1), % (46.6-56.1)" (21.7-30.0)" (54.5-63.0)1 (27.4-36.3)1

2000 ASCO [T e Rt ot o

The analysis of OS remained Immature in 3 prespecified interim analyses
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Supervivencia global en cancer renal avanzado: éAlguna novedad?

Avelumab + axitinib vs sunitinib in patients (pts) with advanced renal cell
carcinoma (aRCC): Final overall survival (OS) analysis from the JAVELIN

Renal 101 phase 3 trial.

Final analysis of overall survival

PD-L1+ population* Overall population
(Primary endpoint) {Secondary endpoint)
Median OS (25% Cl), menths Median OS (95% CI), months
Avelumab + Axitinib (n=270) 43.2 (36.5-51.7) Avelumab + Axiiinib [N=442) 44.8 (39 7-51.1)
Sunitinit (n=290) 36.2 (29.8-44.2) Sunitinib (N=444) 38.9 {31 4-452)
Stialified HR, 0.86 (85% CI, 0.701-1.057) Stratified HR. 0.88 {95% Cl, 0 749-1.03%)
o 1-sided p=0.0755 i 1-sided p=0.0669
i o}
B0 B0 H\\.‘__\
g o $ T
oy -
# o 45.5% # e 46.9%
; 50 e 50 e "
g M e 3T1% “é "n-_"“.;_.-\_-\__:_:‘iﬂ.ﬁ&
@ P 0 AR =
. T x s e
20 ; i 20 ; :
10 : 0 :
o . ; 0 = -
0 B 12 18 24 30 38 42 48 54 80 BB 72 TR B4 90 O € 12 18 24 30 38 42 48 54 6D 68 T2 & B4 S0
Maonths Maonths.
" =% a1 1 1 47 403 360 328 287 258 236 213 HE 74 155 129
o108 93 B 75 4 @0 0 1 444 201 544 208 208 228 205 87 173 1B W 13 T4 N

he svuiaiud « matick e and 73 8 months 5 e sueinib am (mekmam. Kiow up B8 monihs s pabiood randomined o dala calofT])
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Supervivencia global en cancer renal avanzado: éAlguna novedad?

Avelumab + axitinib vs sunitinib in patients (pts) with advanced renal cell
carcinoma (aRCC): Final overall survival (OS) analysis from the JAVELIN
Renal 101 phase 3 trial.

OS in prespecified subgroups in the overall population

Events/patients
Subgroup Avelumab + Axitinib  Sunitinib HR {85% Cl) When St ratlfyl ng by I M DC r.Isk grou ps’
Overall Al participants |{stmafified) 293-:4-12 255::44-1 8 0.8a2 (0 !'E‘}-t.IIIEIQI . . . .
All participants {unstratified) 2831442 2051444 = 0877 (0.745-1.035) OS was sti || not S|gn |f|ca ntIy better in the
;] ek i . 7 (0.677-1.036 . . .
o’ 1 artes 120163 2t I 0939 (0.722.1.210) favorable or intermediate risk groups.
ORI Eer R} Canadawemar Euscp aaitan Sari2s = 0863 {0 5441 158) However, in the poor risk group, the
Rast of the world 1141185 112185 B 0951 (0.733-1.233) median OS was 21 3 months in the
Age <8f years 1711271 162275 | 0,635 (0.678-1.028) o
=65 years 112147 1131169 — 0.955 (0 7351 240) avelumab + aX|t|n|b group compared to
ax : =] T ] 3 - 13 T1-0.884) ags e
v i o0 - 1078 (0 782-1 473) 11.0 months for sunitinib (HR 0.63, 95%
il - 8 188270 e =1 0984 (0 7781 170) Cl1 0.43-0.92, p=0.015).
Paar E173 5271 o 0828 (0.431-0.816)
PD-L1 status*  Puosilive 17EET0 1887290 — 0863 (0.704-1 057)
Megalive 81132 720 - 0,889 (0.650-1.214)
Limknown 2640 168734 — 0,992 (0 548-1.7495)

0o a5 10 1:5 20 2.5

Favors Avelumab + Axitinlb Favors Sunitinih

EC Q-G-Pl Lot w:-" JI & Crivoagy G w.' piricinan dinbos MR, Raumed rshe IM’.H'. hioralpon Lo I JJ Jtll:w.u'.a.' Congnifum IRT, éreracin meguini lochholigy. 06 ovedll susvivel RCC rén il toll cecmoira
nyin,
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Supervivencia global en cancer renal avanzado: ¢ Alguna novedad?

Avelumab + axitinib vs sunitinib in patients (pts) with advanced renal cell

carcinoma (aRCC): Final overall survival (OS) analysis from the JAVELIN
Renal 101 phase 3 trial.

Final analysis of OS in IMDC risk groups in the overall population

Favorable risk Intermediate risk Poor risk When stratifying by IMDC risk groups,
Median OS (95% CI), months Median OS5 (95% Cl), months Median OS5 (85% CI), months OS was Sti” not significa ntIy better in the
Aveiumab + AxXitinib [n=84) 79.4 (38.4-NE) Avelumale + Axitinib (n=270) 41.3 (32.7-50.0) Avelumab + Axitinib [n=73) 21.3 (14.7-33.1) . . .
Sunitinib (7=98) 6.5 (53.4-TB B} Sunitinib (=277} 38.0 (29 5-47 &) Sunitinib [n=T1) 1.0 {7 B-16.5) favorable or intermediate risk groups.
Unstratified HR, 0.78 (95% CI, 0.52-1.17) Unstratified HR, 0.95 (95% CI, 0.78-117) Unstratifisd HR, 0.63 [95% CI, 0.43-0.92) . .
ke pe0 281" T sided pe0 85041 e alied pe0.0147" However, in the poor risk group, the
i i 08 b “ﬂv\ median OS was 21.3 months in the
B i Lk ul
o TS m\\ 3 \‘*\ avelumab + axitinib group compared to
. . ' "\_ : L . wigiw -
: o \_‘::_‘? ff-. \\\\Q\ - . 11.0 months for sunitinib (HR 0.63, 95%
& | e ] x"» —
. - SR L e ) C1 0.43-0.92, p=0.015).
20 2 m e
0 10 L[] =
@ 6 12 18 34 30 30 42 48 54 80 88 72 T8 B4 0O I:'U 0 12 18 24 30 3 A3 4 64 00 8572 T8 84 0D JI'.I 8 12 18 24 3 3 42 458 54 80 68 T2 78 &4 B0
et Wanihs Months Monihs
i T3 T BN 4T M de 33 a7 1 0 270250228 203178 157 108 430110 95 &5 T4 4697 2 @ T3 50 43 M 32 28 25 3 W8 4T 9B 1B

Sewimd B 0P B0 BS TF T2 B5 &0 57 BT &0 2.0 N1 2 0 7T AE0222 VRS NS 1SR AES YA 104 82 B4 TO M M 0 @ 71 48 20 8 48 15 M 13 12 M B 4



XVIl JORNADAS ONCOLOGICAS 1201 =¥

JUNIO £ NS
- 2024 Fundacﬁ}\{}!&&wewﬂ
ARAGON - NAVARRA - RIOJA

Supervivencia global en cancer renal avanzado: éAlguna novedad?

Avelumab + axitinib vs sunitinib in patients (pts) with advanced renal cell
carcinoma (aRCC): Final overall survival (OS) analysis from the JAVELIN
Renal 101 phase 3 trial.

Subsequent treatment in the overall population

Avelumab + Sunitinib Subsequent PD-1 or PD-L1 inhibitor treatment . . o . .
Axitinib (Nadd2) (N=444) in the overall population and in IMDC risk groups Second-line therapy was received by 58.1% of patients in the
70 | b avelumab + axitinib arm and 69.4% in the sunitinib arm.
Received 21 subseguent 257 (58.1) 308 (69.4 i : M Anter Avelumab
anticancer drug treatment, n (%) ' 4) a ; + Axltinib
i 862 i .. . o . .
53.6 B aersuniind  This included a PD-L1 inhibitor in 18.8% of the avelumab +
Category of drug received, n (%)* 804 ! L. L.
PD-1 or PD-L1 Inhibitar B3 (18.8) 238 (53.8) axitinib arm and 53.6% of the sunitinib arm.
VEGF or VEGFR inhibitor 226 (51.1) 205 (46.2) = a0 4
Other drug therapy 102:(23.1) 120 (27.0) 3 .
Ew Additionally, more than double (65% vs. 30%) the number of
Nn.lnfsubsexfntdmg e patients in the favorable risk group and more than triple
regimens, n . . . . .
0 88 (19.9) 86 (14.9) 201 (55.2% vs. 19%) in the intermediate risk group received
1 147 (33.3) 155 (34.9) il subsequent treatment in the sunitinib arm compared to the
= oLt 5 Ly avelumab + axitinib arm
Mot reported o7 (21.9) 70 (15.8) ] )
H=443 N=444 ! n=g4 =0 n=2Th =277 m=Td =7
Owerall E Favorable Intermediate Paar

population ! risk risk risk
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Avelumab + axitinib vs sunitinib in patients (pts) with advanced renal cell
carcinoma (aRCC): Final overall survival (OS) analysis from the JAVELIN
Renal 101 phase 3 trial.

In an exploratory analysis, after adjusting for subsequent PD1 or PD-L1 treatment in the overall population, there was
still no significant benefit associated with avelumab + axitinib for OS (sHR 0.76, 95% Cl 0.539-1.057).

OS analyses adjusted for subsequent PD-1 or PD-L1 inhibitor
treatment in the overall population

0S5 (RPSFT analysis), %

7 — Avelumab + Axitinib (N=442)

10 - — Sunitinib (N=444)

Stratified HR., 0.76 (bootstrap 95% CI, 0.538-1.057)
——— - —r

D= T b (T o R e T A L [ T
0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 B0 64 BB 72 76 BD B4 BB

No-atrisk Months
Avelumab + fodinih 442 412 387 363 340 316 287 267 50 235 222 206 182 183 169 155 14) 131 BE 43 @ 4 o

Sunitinib 444 400 366 339 306 271 246 233 205 193 1BZ 167 148 113 .75 I 12 1 0
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Avelumab + axitinib vs sunitinib in patients (pts) with advanced renal cell
carcinoma (aRCC): Final overall survival (OS) analysis from the JAVELIN
Renal 101 phase 3 trial.

Long-term analysis of PFS by investigator assessment in the Responses by investigator assessment in the overall population
overall population
100 Median PFS (95% Cl), months ~
201 szl.u-mab + Axitinib (N=442) 13.9 (11.1-16.6) gd;;sﬁ l;a; E:ULB_: chEl::l
801 Riactinll theast DRSSy Avelumab + Axitinib Sunitinib 1-sided p<0.0001
Stratified HR, 0.66 (95% Cl, 0.566-0.769) (N=442) (N=444) 70+
707 1-sided p=0.0001
= Confirmed BOR, n (%) il ORR: 58.7%
o 507
E CR 25(5.7) 16 (3.6) =
0 FR 239 (54.1) 126 (28.4) ®
201 ) 111 (25.1) 196 (44.1) % ORR: 32.0%
| § ol R
g ; ; PD 40 (9.0) 68 (15.3) = e B
a
0 6 12 18 24 30 3 42 48 54 60 66 72 78 84 20 4 o
Months NE 26 (5.9) a7 (8.3} PR: 28.4%
ND a“:sr 42 293 24 B0 120 & 77 67 58 45 40 3@ 21 0 Non-CR/non-PD* 1(0.2) 1(0.2) i
Sunitinib 444 240 130 B6 63 49 38 28 18 13 12 10 ] 1 0 0 -'g,

Avelumab + Axitinib Sunitinib
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Avelumab + axitinib vs sunitinib in patients (pts) with advanced renal cell
carcinoma (aRCC): Final overall survival (OS) analysis from the JAVELIN
Renal 101 phase 3 trial.

Duration of response by investigator assessment in the
overall population

1004 Median duration of response {85% CI) Proportion of patients in the TOTAL arm
J in patients who had a CR or PR, months by duration of response, n (%)
90
Avelumab + Axitinib (n=284) 19.4 (16.4-22.3) Avelumab +
804 o Duration of Axitinib Sunitinib
2 Sunitinib (n=142) 14.5 (8.7-16.6) response (N=442) (N=444)
g 704
E 60 Any 264/442 (59.7) 142/444 (32.0)
5 604
E‘L 504 26 months 216 (48.9) 97 (21.8)
2 40 21 years 161 (36.4) 69 (15.5)
©
g‘ 30+ 22 years 101 (22.9) 37 (8.3)
204 =3 years 62 (14.0) 21(4.7)
101 =4 years 47 (10.6) 12 (2.7)
D T
0 6 =5 years 35(7.9) a(2.0)
e =6 years 11 (2.5) 21(0.5)
\welumab + Axiini 284 216 161 130 101 80 62 51 A7 38 38 2 11 3 O

Sunilinib 142 97 69 45 ar 24 b4 T& 12 8 9 B 2 a 0
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Supervivencia global en cancer renal avanzado: éAlguna novedad?

Avelumab + axitinib vs sunitinib in patients (pts) with advanced renal cell

carcinoma (aRCC): Final overall survival (OS) analysis from the JAVELIN
Renal 101 phase 3 trial.

e JAVELIN Renal 101 trial provides the longest follow-up for any |0 +TKI| combination reported to date
e (S analyses favored avelumab + axitinib vs sunitinib but did not reach statistical significance.

e PFS was longer with avelumab + axitinib vs sunitinib

® ORR was almost double for avelumab + axitinib and responses were durable in a subset of patients

e Final analysis results confirm the long-term efficacy and manageable safety profile of avelumab + axitinib
treatment in patients with aRCC
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ABSTRACTS RAPIDOS : UNA DIAPO A RECORDAR

A multi-institution analysis of outcomes with first-line systemic therapy for
99 patients with metastatic chromophobe renal cell carcinoma.

A multicenter phase Il study of modified FOLFIRINOX for first-line treatment
for advanced urachal cancer (ULTMA: KCSG GU20-03).

Camrelizumab plus apatinib for previously treated advanced adrenocortical
carcinoma: A single-arm, open-label, phase 2 trial.

Systemic treatments in favorable and very favorable risk metastatic renal cell
carcinoma (mMRCC): Real world evidence from the International mRCC
Database Consortium (IMDC).

Avelumab (A) as neoadjuvant therapy in patients (pts) with muscle-invasive
urothelial carcinoma (MIUC): Survival data of AURA trial, Oncodistinct 004.
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ABSTRACTS RAPIDOS : UNA DIAPO A RECORDAR

Avelumab (A) as neoadjuvant therapy in patients (pts) with muscle-invasive
urothelial carcinoma (MIUC): Survival data of AURA trial, Oncodistinct 004.

AURA : a multi-centric non comparative randomized phase Il trial investigating| Survival in the cisplatin-ineligible cohort

neoadjuvant avelumab alone or in combination with chemotherapy

Survival in the cisplatin-eligible cohort

Event-free survival Overall survival Event-free survival Overall survival

Canort 1 : Ciaplatinsligible

+ Gomcitabina — cinplat

v Dose-donsn MVAC + auslumab

Key slignility i i il

+ Pathatogical confirmation of muscle- Radical
invasive wrathelial bladder carcinama eysteciomy
Planned radical cysteclomy and 1
Beditlasornty Gohort 2 Claplatin-ineligiblo

ket - g + avetumaty

12-month EFS

Primary Endpoint:

* Proportion of patients achieving a Preliminary 38-month EFS 12-month OS
pathological complete response (pCR)

ypTO/TisNO

neligible cohort according to pCR

Overall survival in the cisplatin-eligible cohort according to pCR

Aarm
ddMVAC-A arm

e (isplatin-eligible cohort :

o High event-free and overall survival rates are achieved at 12 months and 36 months in patients treated with
neoadjuvant avelumab in combination with cisplatin-based chemotherapies, especially in patients treated
with ddMVAC + avelumab.

® (isplatin-ineligible cohort :
© Lower survival outcomes are achieved at 12 months, with no additional benefit from addition of avelumab to

Non pCR

paclitaxel/gemcitabine.
o Longer follow-up is needed for a 36-month survival analysis. Achieving a pCR is associated with longer overall survival
e Achieving a complete pathologic response is correlated with better survival outcomes for each treatment arm
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A multi-institution analysis of outcomes with first-line systemic therapy for
99 patients with metastatic chromophobe renal cell carcinoma.

There were significant differences in time to treatment failure between the four treatment groups (log-rank p=0.034).
The median time to treatment failure was longest for patients receiving VEGF/TKI + mTORi doublet therapy (17 months)

and TKI + |0 doublet therapy (15 months).

Time 1o First.Line Treatment Failure

Log-rank p=0.034

Event-free probability
(-1
-

T4 8 r 3 1 1
4 T 5 3 2

1] 6 12 18 24 30
Months from start of firstdine therapy
——— TKlor mTORi TKHO

VEGFUTKI +mTOR| = 10 0 10410

N

Median TTF, months

Overall Survival

1.0 -

o . Log-sank p=0.093
0.8 g

0.7

0.6 b

S~

Survival probability

01
00 . o n

0 12 4 £ 48 60 T2 84 9% 108 120
Months from start of first.line therapy

events months (95% CI) rate (85% CI) median (range

doublet therapy (39 months) and TKI + |0 doublet therapy groups (56 months).
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TKI of mTOR} TKI+IO

VEGFUTKI +MTOR| = 10 01 10410
——————————————
0s Median OS, 12-month OS Months flu survivors,

From an overall survival standpoint, the median survival was similarly longest for patients in the VEGF/TKI + mTORi
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ABSTRACTS RAPIDOS : UNA DIAPO A RECORDAR

A multicenter phase Il study of modified FOLFIRINOX for first-line treatment
for advanced urachal cancer (ULTMA; KCSG GU20-03).

21 patients
PFS and OS

No. of pts/percentage After a median follow-up of 24.7

Complete Response (CR) 2(9.5%) months,

Partial Response (PR) 11(52.4%) median PFS was 9.3 months (95%

: Cl: 6.7 -11.9)
Stable Disease (SD) 8(38.1%)

Protressive Diseass (PD) 0 median OS was 19.7 months (95% Cl:

14.3 — 25.1).

Overall response rate was 61.9% (95% ClI, 41.1-82.7)

Survival Probability (%)

The ULTIMA study, the first prospective study in advanced urachal cancer, showed that a modified FOLFIRINOX
showed an encouraging abjective respanse rate (62%) and progression-free survival (9.3 months).

This regimen is well tolerated with no febrile neutropenic events using praphylactic long-acting G-CSF

* Modified FOLFIRINOX should be considered for the 1°* line treatment of advanced urachal cancer

Survival Time (months)
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ABSTRACTS RAPIDOS : UNA DIAPO A RECORDAR

Systemic treatments in favorable and very favorable risk metastatic renal cell
carcinoma (mRCC): Real world evidence from the International mRCC
Database Consortium (IMDC).

Favorable Risk Very Favorable Risk
19 Se— I S & 5
® Primary diagnosis to systemic therapy 23 year Rl sl il TS Legrank p=0.6412
oa- “RE:'-]‘ L fa ‘"-. = sl — U
® Absence of brain, liver, or bone metastases B i, & .
& .\....L' b c
. 3 o - = - 1
e Karnofsky Performance Status of 90-100% & * as SRS =
% 04 — %ui
i 247 OB (Us%EN 08 MR (457, 1C) < '_g 2y7 08 (U 08 MR (35, 1)
T oz b ety ' L Rt isrango By
i .'I' - & I. . . .I" X ™ o0 T
o 0 A B0 B0 EI\ .’10 ap (-rl'l ]
e |n all favorable risk patients s Manths
o There was no significant difference in 2-year overall survival between the treatment regimens. S — | I e = i |
o However, the |0 + VEGFi regimen demonstrated superior outcomes compared to VEGFi in terms of objective | " i ;‘f -}: oe

response rate, treatment duration, and time to next therapy,
® |nthe subgroup of patients with very favorable risk disease:
o There was a statistically significant worse 2-year 05 (HR 3.19; p=0.041) and objective response rate
(p=0.039) with IPI-NIVO compared to other regimens
o This suggests the importance of including a VEGF inhibitor in the treatment regime for this patient subset.
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Camrelizumab plus apatinib for previously treated advanced adrenocortical
carcinoma: A single-arm, open-label, phase 2 trial.

From an efficacy standpoint, the objective response rate was 52% in the patient cohort (all partial responses). Stable
disease was observed in an additional 43%. There was one patient with progressive disease as best response.

gibility criteria a]

i Camrelizumab plus apatinib
nfirmed R/M ACC; H
! 5 * Camrelizumab: 200 mg, IV, D1, g3 5
ne or more lines of therapy; | » Lt mg & > Follow Up
or 1; i« Apatinib: 250 mg, PO, once per da
= At least one measurable lesion; - H
* Ad an function. y, Until

Best changa from baseline in sum of lesions (%)
Change from baseline in sum of lesions (%)

Primary Endpoint: Objective response rate (CR+PR)

Second Endpoint: PFS, OS, and safety,

Exploratory Analysis: PD-L1 exp ion, immune microenvironment,
genetic alteration, and gut microbial diversity.

Hormenalty funcbong tumee & Yis = Mo o PD A PA W SD

o : o s 2
Time sinca anrolimaent (months)

The median progression-free survival was 12.6 months, and the median overall survival was 20.9 months. The
corresponding 1-vear rates were 57.1% and 74.5%. respectivelv.

Camrelizumab and apatinib combination therapy for adrenocortical carcinoma patients with disease progression
following =1 line of therapy is associated with an objective response rate of 52%, which is higher than what has
been historically reported in this setting.
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