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Ders plani

dUroteliyal kanserlerde neoadjuvan/adjuvan/metastatik giincel tedaviler
(dProstat kanserin PSA niksl, metastatik evrede yeni tedavi secenekleri
(ABerrak hiicreli RCC adjuvan ve sistemik tedaviler

dBerrak hiicreli RCC disi kanserlerde tedavi secenekleri

Testis seminom tedavisinde yeni secenek

(dPenil kanserde yeni tedavi secenegi



Uroteliyal kanserlerde tedavi secenekler

The Treatment Landscape for la/mUC has Evolved Rapidly
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Neoadjuvan Sisplatin+Gemsitabin+Imunoterapi

Pathological Complete Response by Central Review (ITT)

10% improvement in pathological complete response rate in favor of the durvalumab arm

NIAGARA Study Design
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Adjuvan Nivolumab

Stratification factors

Uzun D6nem Sonuclari

Median DFS (95% Cl), months
N =709 « Tumor PD-L1 status ( 1% vs < 1% or indeterminate)® = NG 356 (15541 8)
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Overall survival probability (%)

NIVO

Adjuvan Nivolumab Uzun Dénem Sonuglari
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Benefit vs Overtreatment - MIBC Cohort
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Nectin-4 Uroteliyal kanserler icin hedef molekdil

Why target Nectin-4?

= Nectins are transmembrane

Biopsy origin

H-score, median (IQR)

Nectin-4 expression at baseine (H-score)

cell-adhesion molecules

— Over-expressed in multip
cancers

— Highly expressed in both
localized and mUC
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Individual patients

Median:* EV+P Chemotherapy
H-score=275 AN (n=394) (n=406)
Q1@ H-score, median (IQR) 280 (230-298) 270 (215-297)
H-score=225  ‘Subgroup, H-score, n (%)
<150 38 (9.6) 50 (12.3)
2150 to <225 50 (12.7) 56 (13.8)
Hescares150 2225 306 (77.7) 300 (73.9)
Patients with H-score 0, n (%) 3(0.8) 6 (1.5)

Challita-Eid, P et al. Can Res 2016, Powles et al ESMO 2024



Enfortumab ve pembrolizumab kombinasyonu uzun donem sonuglari

PFS by BICR in the Overall Population OS in the Overall Population

PFS benefit with EV+P was maintained with 1 additional year of follow-up Risk of death was reduced by almost 50%
100 — Median PFS, Stratified HR 100 — - Median OS,  Stratified
20 mo (95%Cl)  (95% CI) s S mo (95% Cl) (95% C1)
- EVeP 12.5(10.4, 16.6) 0.48 90 — " \g...\ EV+P 33.8(26.1,39.3) 0.51
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Duration of Confirmed Completed Response (cCR)? by BICR Duration of Response (CR or PR) by BICR
Probability of maintained CR at 24 months was 74% with EV+P Among responders, the probability of maintained response at 24 months was ~50% with EV+P
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Data cutoff: August 8, 2024,

Powles T, ASCO GU 2025




Enfortumab ve pembrolizumab kombinasyonu alt grup etkinligi

Subgroup Analysis of OS

OS benefit in select pre-specified subgroups was consistent with results in overall population

Events/N
Subgroup EV+P Chemotherapy Hazard Ratio (95% Cl)
Overall 133/442 226/444 —— 047 (0.38.0.58)
Age
<65 years 39/144 58/135 F - 4 046 (0.30-0.71)
>65 years 94/298 168/309 —-—y 0.48 (0.38-0.63)
Sex
Female 32/98 54/108 I o { 0.51 (0.32-0.80)
Male 1017344 1727336 _— 0.47 (0.36-0.60)
ECOG PS
0 44/223 947215 I - { 0.36 (0.25-0.53)
1-2 89219 1317227 —a— 0.54 (0.41-0.72)
Prnimary disease site of ongin
Upper tract 38/135 451104 ! - i 0.53 (0.34-0 83)
—lower fract 34300 180/339 = = 046(036000) __
Liver metastases
Present 43/100 67/99 | - | 047 (0.32-0.71)
Absent 907342 159/345 _— 0.47 (0.36-061)
PD-L1 expression
Low (CPS <10) 53/184 99/185 ———y 0.44 (0 31-0 61)
[ =>10) 79/254 125/254 —a
Cisplatin eligibility
Eligible 697244 106/234 —_— 053 (0.39-0.72)
Ineligible 64/198 120/210 p——a— 0.43 (0.31-0.59)
-— 77T 1T 71—
0.1 1 5
Favors EV+P Favors chemotherapy s
CPS, Combined Positive Score; ECOG PS, Eastern Cooperative Oncology Group Performance Status; EV+P, enfortumab vedotin + pembrolizumab; OS, overall survival;
PD-L1, Programmed death-ligand 1. Data cutoff: 08 Aug 2023

Powles T, et al. Oral Presentation at 2023 ESMO Annual Meeting: October 20-24, 2023; Abstract #LBAG / Presidential Symposium (Oral Presentation) Powles et al. NEJM, 2024.




Enfortumab ve pembrolizumab kombinasyonu toksisite yonetimi

Treatment-Related Adverse Events
Grade =3 events were 56% in EV+P and 70% in chemotherapy

EV+P (N=440) Chemotherapy (N=433) Serious TRAEs:
. * 122 (27.7%) EV+P
Overall |97.0 55.9 95.6 + 85 (19.6%)
Peripheral sensory neuropathy 50.0 chemotherapy
Pruritus 39.8 ;
2 TRAES leading to death (per
Alopecia 32 investigator):
Maculopapular rash 32.7 EV+P: 4 (0.9%)
- « Asthenia
F ; {
.atlgue 293 36.0 .  Diarrhea
Diarrhea 275 « Immune-mediated
Decreased appetite 268 |ung'disease
Nausea 202 38.8 * Mulipletorgan
‘ : : dysfunction syndrome
Anemia o g 13.9 56.6 Chemotherapy: 4 (0.9%) .
Neutropenia | Ev+pP = 9.1 416 . :Aebrlle Cr;'e::t.rc;pen!a
: Chemotherapy =B . yocardial infarction
Thrombocytopenia 34 05 34.2 « Neutropenic sepsis

T T T T T T T T T T T T T T T T I 1 1

100 90 80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 80 90 100 * Sepsis
Incidence (%)

Median number of cycles (range): 12.0 (1,46) for EV+P; 6.0 (1,6) for chemotherapy

EV+P, enfortumab vedotin + pembrolizumab; TRAESs, treatment-related adverse events.
TRAES shown in figure are any grade by preferred term in 220% of patients for any grade in either arm. Data cutoff: 08 Aug 2023
Powles T, et al. Oral Presentation at 2023 ESMO Annual Meeting; October 20-24, 2023; Abstract #LBA6 / Presidential Symposium (Oral Presentation) Powles et al. NEJM, 2024.
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Yeni Nectin-4(SHR-A2102) Tedavi Secenekleri

occurring in 210% of patients

Key eligibility criteria

* Pathologically confirmed ¥4 4 mg/kg on D1 and D8 Q3W 4 mg/kg on D1 and D8 QIW
advanced solid tumors; J

* Had failed or were intolerant to

standard therapies or had no 6 mg/kg on D1 QIW 6 mglkg on D1 Q3W 6 mg/kg on D1 Q3W
standard treatment available;

* Prior use of ADCs with a toxin
and target distinct from SHR-
A2102 was allowed;

: O Primary endpoints: safety, DLT, MTD, and RP2D.

* ECOG performance status of 0 1 mg/kg on D1 QIW A o Y
or1; os dary efficacy endpoint for urothelial carcinoma: ORR, DCR, DoR,

* Life expectancy of at least 3 PFS, and 08
months;

* At least one measurable lesion * During dose escalation, 1 patient in the 8 mg/kg dose group reported a DLT (grade 3 febrile neutropenia). MTD was not
per RECIST v1.1. reached.

* 6 and 8 mg/kg SHR-A2102 IV Q3W were selected for efficacy expansions.

Neutrophil count decreased
WEC count decreased
Decreased appetite
Vomiting

Alopecia

Weight decreased
Lymphocyte count decreased
Platelet count decreased
Constipation

Hyponatremia

AST increased

ALT increased

Proteinuria

8 mg/kg on D1 Q3W 8 mg/kg on D1 QAW 8 mg/kg on D1 QIW
il

2 mg/kg on D1 Q3W

GGT increased JIRNSIBED
Biood creatinine increased }m

Fatigue I = Grade 1-2 wuGrade 3-5
Hypcalbuminemia JEIRISE0

Here, we present the preliminary findings, focusing on urothelial carcinoma.

40.0 60.0
Incidence (%)
160
z i o 1 G Events.n (%) Median (5% C)
g ol ® PR m 2 mg/kg vent 0 g
=2 B 4 mg/k
§ 100 -1 : 23 6 mg:’kg
e 80 W 8 mg/kg ==
2 W 4 mg/kg (D1 & D8) P
8 g0 =
£ [
g« :
2 2 AR % -
i ..',?'-:o::o: o
E 0 .. 2 H 1 ]
5 %ol i l | ‘ &
3 = ¥ Reeeees E I | 5
* 4 )
g 40 * ee : o : ®eq g
% -60 £
3 o
@ 80 0
a
-100 * Patients who had received prior ADC
Patients
i B ]\ T No. at risk Time (months)
= (N=31) | (* i 1 ; “ 6mgkg 31 ) 5
ORR, % (95% CI) 41.9% (24.5-60.9) 50.0% (31.9-68.1) 18.2% (2.3-51.8) 38.3% (27.7-49.7)
DCR, % (95% Cl) 90.3% (74.3-98.0) 84.4% (67.2-94.7) 54.5% (23.4-83.3) 76.5% (65.8-85.3)

Bixia Tang, MD, ASCO GU 2025



Yeni Potent F

FORAGER-1 Study Design, Eligibility, Objectives

Phase 1a Dose Escalation Phase 1b Dose Expansion

Cohort A1: All Solid Tumors
Dose Escalation (N=107)

Key Eligibility Criteria * Cohort A1 evaluated 10 dose @ - T T
+ ECOG PS 0-1 levels (6 mg QD to 400 mg BID) L J s = = Hee 'f’“s e
. r;‘lja)s:':::u?ﬂrglasya‘ﬂ: (cohort A1 * Cohort A2 is evaluating 200 mg, i 33&35:: cg-er:‘?gw
« Eligible FGFR3 alteration on | ssting 300 mg and 400 mg BID { + Pharmacokinetics -~
\+_ Prior FGFR inhibitor treatmeant permitted * Data cutoff of 02 December 2024 L » Prefiminary Efficacy per RECIST v1.1

— Phase 1a Design =
+ Single-patient accelerated design followed
by mTPI-2 methcd
+ 21-day cycle (DLT evaluation period)

Nossuginatialy ssougeiisfive srnbin: wqshalint lbaley o ron coseeicat st smatie mefons o FGFRY av pamited i cansstation wit Spcevay. 51, arformab i, mT972. rwsbed bocky

ity ey, o, poribicumas HCTS 1T

GFR3 Inhibitorleri

Treatment-Emergent AEs 220%

All Patients | 200 mg, 300 mg, 400 mg BID
(N=107) | (n=70)

] — e E— i i o i S
Any Grade Grade 23 Any Grade Grade 53¢ Median follow-up time: 5.0 (0.4-19.9+) months
S ® 10 dose levels evaluated (6 mg QD — 400 mg BID)
Diarrhea 63 3 76 4
Fatigue 26 <1 29 1 * No DLTs observed during dose escalation
ALT increased 22 7 29 9
AST increased 22 7 29 9
3 1

Decreased appetite 21 24 ® At the higher dose levels (200, 300, 400 mg BID)
AEs of interest, %

= 25 (36%) remain on treatment at data cutoff

Skin disorders® 42 3 46 4
Hand-foot (PPE) 6 2 9 3 - Most TEAEs were grade 1-2
Hyperphosphatemia® 26 <1 36 1
E’;g';“;’r‘,’;‘:y 19 21 - High-grade FGFR-1, 2, and 4 related AEs typical
2 S 4 - g

Stomatitis 18 <1 23 1 for erdafitinib’ were very rare

Nail disorders® 16 - 19 - 5 . g 3

Dry mouth 14 = 17 = - Dose reductions/discontinuations were
Dose modifications, % uncommon?
Dose reductions due to TEAEsS 10 14
Discontinuations due to TEAEs S 6
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Radiographic Response and FGFR3 Variant Allele Frequency in
FGFR3-Altered Efficacy Evaluable mUC Patients Receiving 2200 mg BID (n

i b
60 - Efficacy Evaluable Patients® Total (N=39) FGFR3 Variant Allele Frequency'
[} Cenfirmed ORR, % (n/N) 41(16139)
£ Confirmed ORR (prior FGFRI) 50 (6/12)
T 404 Best overall response s .
0 16 (41) w 100
© 18 (49) <>t
m 204 3(8) "
NE. 143) (=}
= DCR, % (nN) E 50
< (&)
h (&)
- €2e
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5 -60- T
£ PR  SD PD
k3 = n=12 n=7 n=2
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[} 80 W wwomgBi0 NE ¥ Treatment Ongoing BOR
= P § Prior FGFR: therspy
#
-100- * Decreases in FGFR3 Variant Allele Frequency
B e e o = e Gl e et e el el
FGFRS3 Alteration * 21/39 patients had detectable FGFR3 VAF at
+ Responses wera also observad in non mUC patients: intrahepatic cholangiocarcinoma and ovarian (Brenner) cancer (n=1 each). baseline
o 40200 2034 sy ki s Ty —— s s
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Conclusions

® LY3866288 (LOXO-435) demonstrates
= Promising preliminary efficacy in patients with FGFR3-altered metastatic urothelial carcinoma treated with 2200 mg BID
> 41% (16/39) of patients with an activating FGFR3 mutation or fusion had a confirmed response with a 90% DCR
> 50% (6/12) of patients who previously received an FGFR inhibitor had a confirmed response
= Favorable safety profile
> Diarrhea was the most common TEAE and was predominantly low grade and manageable

> High-grade FGFR-1, 2, and 4 mediated AEs (e.g. nail/skin disorders and ocular toxicity) typical of pan-FGFR
inhibitors were very rare

® Randomized dose finding is currently enrolling patients to 200 mg, 300 mg, and 400 mg BID to select an optimal dose for
further development

® Select expansion cohorts, including enfortumab vedotin + pembrolizumab + LY3866288 (LOX0O-435) in 1L FGFR3-altered
mUC patients will open in Q1 2025

ASCO Genitourinary
Cancers Symposium

B ot ASCO =

o e vt 56 KNOWLEDGE CONQUERS CANCER




Datopotamad-Deruxtecan(DXd) coklu tedavi almis hastalarda kismi yanit

ASCO Genitourinary 5
Cancers Symposium StUdy DeS|gn

* Datopotamab deruxtecan (Dato-DXd) is a TROP2-directed ADC composed of an anti-TROP2 mAb covalently linked to a

DatOpOtamab deruxtecan (DatO'DXd) in IOca"y highly potent topoisomerase | inhibitor payload via a plasma-stable, tumor-selective, tetrapeptide-based cleavable linker!
advanced/metastatic urothel ial cancer: TROPION-PanTumor01 is an ongoing, phase 1, multi-cohort, multicenter, open-label, dose-escalation and dose-

expansion study evaluating Dato-DXd in patients with several types of previously treated advanced solid tumors,

updated results from the phase 1 TROPION including urothelial cancer
PanTumor01 study e

) ) ) . o « Unresectable locally advanced/metastatic Primary endpoints
Funda Meric-Bemnstam,! Omar Alhalabi,?2 Aaron Lisberg,?® Alexandra Drakaki,®> Benjamin Garmezy,* (stage 11l or IV) urot);,ehm carcinoma (included renal + Safety and tolerability

Takahiro Kogawa,® Alexander Spira,® Mohamad Salkeni,® Xin Gao,” Anthony Tolcher,® Manali Bhave,® pelvis, ureter, urinary bladder, and urethra) Dato-DXd

Deborah Doroshow,!® Jeannie Hoffman-Censits,'" Gunnar Klauss,'? Yoshiaki Kaga,'® Yasuyuki Kakurai,' Previous treatment with 21 line of therapy including
i i o 6 mg/kg Q3W . ORR
Takahiro Kojima'® an immune checkpoint inhibitor e
ECOG PS 0-1 (N=40) - DOR

1Department of nvestigational Cancer Therapeutics, MD Anderson Cancer Center, University of Texas, Houston, TX, USA; *Department of Genitourinary Medical Oncology. The University of i .
Texas MD Anderson Cancer Center, Houston, TX, USA; *Department of Medicine, Division of Hematology and Oncology, David Geffen School of Medicine, University of Cakifornia Los Angeles Unselected for TROP2 expression
(UCLA), Los Angeles, CA, USA; *Sarah Cannon Research Institute, Nashville, TN, USA; *Department of Advenced Medical Development, Cancer Institute Hospital of Jepanese Foundation for No prior treatment with DXd-ADCs or
Cancer Research, Tokyo, Japan; *Virginia Cancer Speciafists (VCS) Research Institute, Feirfax, VA, USA; "Department of Medicine, Division of Hematology and Oncology, Massachusetts TROP2-directed therapies
General Hospital, Harvard Medic Harverd University, Boston, MA, USA; *NEXT Oncology, San Antonio, TX, USA; *Department of Hematology/Oncology, Emory University, Alanta, GA p
USA; ®Division of Hematology & k Oncology, The Tisch Cancer institute, lcahn School of Medicine at Mount Sinsi, NY, USA; "Departments of Medical Oncology & Urology, The Sidney
Kimmel Comprehensive Cancer Center at Johns Hopkins, Johns Hopkins Medical Institutions, Baftimore, MD, USA; ?Global Oncology, RD, Dairchi Sankya, Inc., Basking Ridge, NJ, USA:
Ciinicel Science, Dairchi Sankyo, Inc., Basking Ridge, NJ, USA: *Data Intelligence, Daischi Senkyo, Co., Ltd., Tokyo, Japan; *Depariment of Urology. Aichi Cancer Center, Negoya. Japan b wiioe, DCR, & £COG PS, cakivo Oncok

o 8. Mol Canc

Secondary endpoints (by BICR?)

mesewreoer Funda Meric-Bernstam, MD

Response and Change in Tumor Burden Progression-Free Survival

Confirneq BOR - BICR s . Median PFS (95% Cl)
Response by BICR® DETGE) RIS 0 ilpe for EV, Prio s 1.0 6.9 months (2.9-NE)
ORRP, n (%) [95% CI] 10 (25.0) [12.7-41.2]
DCR, n (%) [95% CI] 31(77.5) [61.5-89.2]
BOR, n (%)
CR 1(2.5)
PR 9 (22.5)
SD 20 (50.0)
Non-CR/non-PD 1(2.5)
PD 5(12.5)
NE 4 (10.0) + Censor
0.0 T T —T
0 3 6 9

Time (month)
No. atrisk: 40 14 3

0.8 -

0.6

0.4~

PFS probability

0.2-

DOR, median (95% Cl), months NE (2.6-NE)
6-month DOR rate, % (95% CI) 76.2 (33.2-93.5)

ORR by investigator was 30.0% (n=12); all were PR




HER2 Mesane kanserinde Yeni Hedef Molekdl

Is HER2 a good target for ADCs in UC?

Loca Her 2 IHC*
ocation >1+ n 3+
Primary - i :
0= 114) 84 (74%) 36 (32%) 5 (4%)
Lymph node 5 > 2
(n=38) 35 (92%) 17 (45%) 4 (11%)
*Dako HercepTest system

Press, ASCO, 2013

Relationship Between HER2 Alteration by NGS
and HER2 Expression by IHC

HER2 IHC

0=18.8%

1+ =29.7%
2+=33.7%
3+ =17.8%

[ ensmzwr
[ £rasz2 Amplified
ERBB2 Mutated

HER2 expression status

ERBB2 alterations (mutations and/or amplifications) were
identified by MSK IMPACT in =20% of urothelial cancers

Aggen et al, ASCO GU 2023



HER2 Mesane kanserinde Yeni Hedef Molekdl

Phase Il DESTINY-PanTumor02

Trastuzumab Deruxtecan

Anti-HER2 Antibody-Drug Conjugates

Urothelial Cohort All Patients
Antibody Payload Linker -
Trastuzumab 90- All natient IHC 2
. o | patients - +
e(n;tgrmr;e Trastuzumab DM1 Lysine-SMCC . ?2_ (N=267) IHC 3+ (n=T5) (n=125)
z 60-
Trastuzumab 85 * _
deruxtecan Trastuzumab DXd Cleavable 38 wo ORR,%  37.1(313, 613(494, 27.2(198,
,,:_E 40- - 350 (95% CI) 43.2) 72.4) 35.9)
.. . SE 30-
&}
D|S|ta([rg%t11;<)edotln SIEEREE MMAE Cleavable 20.. N . Median
10- B2 ¢ m[’oaﬁﬁ 11.3 (9.6, 17.8) 22.1 (9.6, NR) 9.8 (4.3, 12.6)
0= B T = "
, ) 95% CI)°
MRGO02 Humanized anti-HER2 MMAE Cleavable oo @ owoo eeeC)
Seco-
SYD985 Trastuzumab duocarmycin Cleavable

Meric-Bernstam et al, ESMOQ,2023; Meric-Bemstam et al, JCO 2024.




HER2 Mesane kanserinde Yeni Hedef Molekl

RC48 (Disitamab Vedotin) in HER2 2-3+ mUC

Target Lesion Change from Baseline

ORR=50.5% (54/107) = ex:

‘||||||||..._

Number of prior systemic therapies (n, %)

Only one line
ztwo lines

Subgroups cORR (%, 95% ClI)

HER? status

IHC2+FISH+ or IHC3+ (n=45)
IHC2+FISH- (n=53)
Metastasis site

Visceral Metastasis (n=97)
Metastasis to Liver (n=48)

62.2% (46.5%, 76.2%)
39.6% (26.5%, 54.0%)

51.5% (41.2%, 61.8%)
52.1% (37.2%, 66.7%)
Prior therapies

Post PD1/PDL1 Treatments (n=27) 55.6% (35.3%, 74.5%)
Post 1 line of Chemotherapy (n=38) 50.0% (33.4%, 66.6%)

Post 22 Lines of Chemotherapy (n=69)  50.7% (38.4%, 63.0%)

Sheng et al, ASCO, 2022. Sheng et al, JCO, 2023.
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RC48 (Disitamab Vedotin) in HER2 1+ mUC

63% had 2 prior lines of tx

Confirmed ORR
n (%) 5 (26.3%)
95%Cl 9.1%, 51.2%
Subgroups cORR (%, 95% CI)
IHC 0 (n=6) 0

IHC 1+ (n=13)  38.5(13.9, 68.4)

Xu et al, ASCO, 2022



HER2 Mesane kanserinde Yeni Hedef Molekl

Trastuzumab Deruxtecan + Nivolumab

cORR (CR + PR), n (%) [95%
cl

Best overall response, n (%)
c

DoR, median (95% CI), months
TTR, median (range), months
PFS, median (95% Cl), months
0S8, median (95% Cl), months
Treatment duration, median
(range), months

T-DXd

Nivolumab

Cohort 3:
HER2-high
n=30
11 (36.7)
[19.9-56.1]

4(13.3)
7(233)
12 (40.0)
5(16.7)

2(6.7)

13.1 (4.1-NE)

1.9 (1.26.9)
6.9 (2.7-14.4)
11.0 (7.2-NE)

3.9 (1-21)
41 (1-20)

36.7% cORR

HER2 IHC 3+: 62.5% (5/8) patients had a
confirmed objective response, including 2 CR
(25%)

HER2 IHC 2+: 27.3% (6/22) patients had a
confirmed objective response, including 2 CR
(9.1%

6.9 months, mPFS

11 months, mOS

Galsky et al, ASCO GU, 2022. Hamilton et al, Clin Cancer Res, 2024.

Best tumor change from baseline (%)

RC48 + Toripalimab

Confirmed ORR: 75.0% (30/40)
*  Confirmed CRPR

HERE HC 0

HER2 IHC 1+
B HERZ IHC 23+

Ny

8$8é8a3388

Prior systemic treatment (n,%)
0 Line
21 Lines

0 H] HCO HC1+ WHC2+ MC3I+ CPS<10 CPS210

Prior systemic Baseline HER2 expression Basaling PD-L1
treatment lines expression”

Zhou et al, ESMO, 2024



HER2 Mesane kanserinde Yeni Hedef Molekdl

Study design Subgroup analysis

Key Ehgihile Crileria: * The pCR rate for the T2NO patients appeared higher than those for the other subgroups.

Histologically confirmed urothelial i 3 . § i
» The pCR rates were generally consistent between patients with pure UC and patients with

carcinoma; DV 2mg/kg*
MIBC at stage of cT2-T4a, NO-1, and " UC with other differentiation or variants.

MO;

Eligible for radical cystectomy (RC) Toripalimab 3mg/kg
+ pelvic lymph node dissection Q2W x 6 cycles
(PLND);

HER2 expression: IHC 1+, 2+, or 3+. Neoadjuvant

Toripalimab 3mg/kg
Q2W x 20 cycles

Radical
Cystectomy
Survival

Follow-up

Baseline cTN stage Baseline pathological type

Adjuvant

Primary endpoint: Pathologic complete response (pCR, defined as ypTONO) rate.
Secondary endpoints: Pathological response rate (defined as sypT1NOMO)¥; event-free survival (EFS); overall survival
(OS)*; adverse events.

The preliminary results of this trial showed promising efficacy and acceptable safety.! Herein, we present updated results including the

pathological response, event-free survival, safety, and other outcomes with a longer follow-up (data cutoff: Dec 3, 2024). TanyN1 Pure UC  UC with other
it n=5 n=24 differentiation
T et 8 e S e e a1 O o 4 Ol ol 2, (. OO or variants
n=9

[ wes
“Erubeiont to G284 o015 ¥y wsi OV based encisn of hina. «
Aliesion HC-krmuschisischaetetry, GIW.wsary St ok, RECEST -Sloeporem Evuptcn Caeet s Sokd Tuncs.

Subgroup analysis Conclusion

» RC48-017 is the first prospective study showing that ADC in combination with a PD-1 inhibitor as
perioperative treatment provided prominent outcomes in operable MIBC.
» pCR rate: 63.6% (95% Cl: 45.1-79.6)
¢ 12-month EFS rate: 92.5% (95% CI: 72.8- 98.1)

» The pCR rate for the HER2 IHC 3+ subgroup was numerically higher than those for IHC 1+
and IHC 2+ subgroups regardless of PD-L1 status.

22 171
100.0% 100.0% LG i > Neoadjuvant DV plus toripalimab did not delay RC procedures or impact patients’ ability to

e i undergo RC. Safety profile was manageable with no new safety signals.
W HER2 |IHC 1+

» The results indicated that neoadjuvant DV plus perioperative toripalimab had promising efficacy
and acceptable safety in patients with HER2-expressing MIBC, warranting further investigation.

Baseline PD-L1 positive Baseline PD-L1 negative




Kombinasyon Tedavileri

Selected Ongoing Trials of ADCs + Immunotherapy in mUC

Primary
Treatments Population Endpoint NCT Number

Disitamab Vedotin + Pembrolizumab DV-001 1stline HER2+ PFS, OS NCT05911295
Disitamab Vedotin + Toripalimab 1] 1stline HER2+ PFS, OS NCT05302284
Zelenectide Pevedotin + Pembro DURAVELO-2 1l 1stline PFS NCT06225596
EV + SG + Pembrolizumab DAD-IO 1l 1stline ORR NCT04724018
DEIE L0 . TROPION-PanTumor03 Il 1%or2™line ORR, AEs NCT05489211
Volrustomig or Rilvegostomig

SG + Avelumab JAVELIN BL. Medley Il 1stline PFS, AEs NCT05327530
20 ST O ETETE O 1A © KEYMAKER-U04 111 15tline ORR, PFS NCT05845814

investigational agents
EV or SG + Atezolizumab MORPHEUS-UC b/l Post-platinum ORR NCT03869190

SG + Zimberelimab (aPD-1) +
Domvanalimab (aTIGIT)

BGB-C354 (B7-H3 ADC) + Tislelizumab | Later line AEs, ORR NCT06422520

TROPHY-UO1 Cohort7 1711 1stline ORR NCT03547973

EV: Enfortumab Vedotin. SG: Sacituzumab Govitecan



Prostat Kanseri izole PSA nuksu

Biochemically recurrent prostate cancer:

EMBARK

High-risk PSA
recurrence:
PSADT<9 mo
No PSMA PET
imaging, but NO
MO on CT/MRI/BS

Freedland SJ, de Almeida Luz M, De Giorgi U, et
al. N Engl J Med. 2023;389(16):1453-1465.

Screening
N = 1068
Randomization
(1:1:1)
Stratification™:
Screening PSA
PSA doubling time
Prior hormonal
therapy

Enzalutamide

monotherapy
Open-label

Enzalutamide
combination
Double-blind

Leuprolide
alone
Double-blind

Day 1

Daily enzalutamide

.

>

Daily enzalutamide
or placebo R
L1 L2 3
LA
L & &
Week

PSA < 0.2 ng/mL!

Yes

No

Suspend
treatment
Monitor PSA

(reinitiate if

PSA rises)

Primary endpoint:
MFS (enzalutamide
combination vs.
leuprolide alone)

Remain on
treatment

those without prior radical prostatectomy and greater than or equal to 2 ng per milliliter for those with prior radical prostatectomy.

Key secondary
endpoints:

MFS (enzalutamide
monotherapy vs
leuprolide alone)

0S8, time to PSA
progression, time to
antineoplastic therapy
(enzalutamide
monotherapy,
enzalutamide combination
vs. leuprolide alone

"Stratification by screening PSA (510 ng per milliliter vs, >10 ng per milliliter), PSA doubling time (s3 months vs. >3 to 59 months), and prior hormonal therapy (yes vs. no).

1Study treatment was suspended once if the PSA was less than 0.2 ng per milliliter at week 36 and restarted when PSA was greater than or equal to 5.0 ng per milliliter for




Prostat Kanseri izole PSA niksu

Biochemically recurrent prostate cancer:

EMBARK

87 v 71% MFS at 5 years

If PSA undetectable
(<0.2 ng/mL) at week 36,
treatment was held — resumed
when PSA >5 (RT)
or >2 (surgery)

80 v 71% MFS at 5 years

Freedland SJ, de Almeida Luz M, De Giorgi U, et
al. N Engl J Med. 2023;389(16):1453-1465.

A Metastasis-frew Survival with I o plus L dide v L dice Alone
1004
80 — 87.3
Enzalutamide « leuprolde
5o
114
T4
§ 60+
T
k-] Lewprolde alane
g ¥
Mo of Median Metastasis-free
40+ Fatients Survheal (35% C1)
w0 mo
Emzalutamide + Lewprolide i1 N (N N
20 Leupmobide Alone 153 NE (35, 1-NR)
Hazard ratio for metastasis or death,
10 042 (95% O, D30-0.61)
Two-sided Pei001
+—r-rT——TTTTrT—T T T T T T T T T T T T T T T
0 3 & 9 1215 1% 21 24 27 b BF MG 3D 42 45 4B 51 54 57 60 63 66 69 TX 75 78 Bl 84 BT 90 93 96
Manths
Mo, at Risk
Enzalutarmide + 355 339 331 330 324 324 318 317 304 303 292 290 231 270 265 252 251 6 234 153 180119106 83 60 51 24 22 6 5 0 0O 0
leuprolde
Leuprolide alone 355 344 335 334 321 320 303 301 280 276 259 256 198 226 221 206 203 145 1B 141 138 93 3 66 3 27 15 13 & 5 1 1 @
B Metastasis-free Survival with E ide b py vs. Leuprolide Alone
100 ———
20 h't—h._\ - )
50 Yy % - 800 Erzalulamide manotherapy
— 714
704 ‘.—.—-—‘____\
1 » e
G
Louprelide alany
B gl
Mo, of Median Metastasis-free
40 Fatients Survival (95% €1)
304 mo
Enzalutamide Monctherapy 155 ME (NE-NE)
20 Leuprohde Alone 138 W (85 1-HR)
Hazard ratio for metastasis or death,
10+ 063 (95% O, D46-08T)
Twn-sided P=0U00%
7 T 7 7 T T T 7 T T T 7 T T T T T T T 7T T 7T T T T T 7T T
0 3 & 9 1215 18 21 24 37 30 33 36 39 42 45 4B 51 54 57 60 63 66 69 7X 75 7B Bl 34 BT SO 93 96
Months
M, at Risk
Enzalutarwide 535 350 542 54l 533 336 309 500 287 TET 373 MO D0 2aE 2T IS ZE NI MG ATRAVILOG IO e 3% 49 2 M 3 53 O O O
monotheragy
Loupeolide alone 358 244 335 334 171 320 303 300 280 F76 259 256 799 226 271 205 207 195 IR 140 138 B3 R 66 3F 37 15 13 6 5 1 1 O

4

ADT alone — 50% without
metastasis at 8 years

Duration (mo)

Median duration of treatment suspension®

25+

20.2

20+

A=

=

Enzalutamide Leuprolide Enzalutamide
Combination Alone Monotherapy
(n = 353) (n = 354) (n = 354)




BRCA2 mutasyonu dahil HRR mutasyonu izlenen hastalarda

standart tedavilerle Cevap daha kot

BRCA2m dahil germ hattt HRRm izlenen hastalarda standart
tedavilerle olumsuz sonug olasiligi daha yiiksektir -2

gBRCA2m izlenen mKDPK hastalarinda
kansere 6zgii sagkalim!

100+

B0+

Medyan CSS (%95
GA)

Taslyici olmayanlar

33.2 ay (29.0-37.4)

60+
BRCAZm

17.4 ay (10.7-24.2)

Log-sira testi p=0.0266

-

204

Nedene 6zgii sagkalim (%)

0

0 & 12 18 24 30 36 42 48 54 40
Ay

Tumor HRRm igin de standart tedaviye olumsuz

Progresyonsuz sagkalim

yanit goriimustard

HRRm izlenen mKDPK hastalarinda
progresyona kadar gecen sure?

]
m_
—
RS
—
Lo
MJ
(o]
M
i
2
(a2}

ATM=ataksi telenjiektazi mutasyonlu; BRCA1/2=meme kanseri geni 1/2; BRCA2m=meme kanseri geni 2 mutasyonu; CSS=nedene 6zgi sagkalim;
gBRCAmM=germ hattt BRCA2 mutasyonu; gHRRm=germ hatti homolog rekombinasyon onarim mutasyonu
1. Castro E, et al. J Clin Oncol. 2019;6:490-503; 2. Annala M, et al. Eur Urol. 2017;72:34-42; 3. Annala M, et al. Cancer Discovery. 2018;d0i:10.1158/2159-
8290.CD-17-0937

TR-12365-EYLUL-2024-ONKO



Kastrasyona Direncli Prostat Kanserinde PARP inhibitorler
ve Yeni nesil androjen reseptér blokérleri

Phase 3 PARPi + ARPI Trials Design

PROpeI: a global randomized double-blind phase N trial MAGNITUDE: Randomized, Double-Blind, Placebo-Controlled Study

Prospectively selected biomarker cohorts designed to test HRR BM+ and HRR BM-

Z Study start: February 2019 Prescreening for Allocation 1:1
Patient population Primary endpoint p—— BM status* to cohort randomization
g ~ 3 igibliity
« 1L mCRPC + Radiographic prog or death (rPFS) + L1 MCRPC
s ICUBIRLES ANOWRCS ot by investigator assessment + 24 months prior AAP allowsd g _. £ PrS oy clotra
mHSPC stage for MCRPC s » 1PFS by central review

« ECOGPSDort
= BPI-SF worst pain score 53

Nao prior abiraterone
Other NHAs allowed if
stopped 212 months prior
to enrofiment

Ongoing ADT

« ECOG (-1

Key secondary endpoint
« Overall survival (alpha control)

Stratifications
Additional endpoints + Prior taxane-based chemo for ~ —»
G

« Time to first subsequent therapy or death (TFST)

or ARI foe nmCRPC of
cepc

mc:

Other prespecified endpoints
g Niraparib + AAP « Time 1o PSA grogression
_ - OR

« Time to second progression or death (PFS2)

Stratification factors + Priot AAP foe L1 mCRPC HRR BM- . prea
« Site of distant metastases ebo * Objective response rate (ORR) * HRR BM¢ cohort only : Planned N = 600 i o+ AAP « Tere topar progressen
bone only vs visceral vs other abiraterone 1000 d° — I HRRm! prevalence (retrospective testing) + BRCA1/2 vs other HRR A Placebo *+ Patientreported culcomes
gene alteraticns
« Prior taxane at mHSPC 307 maq « Health-related quality of life . Note: Patients could request to be
yes vs no £ + Safety-and tolesabilit Clinical data cut-off was October 8, 2021 for the finaé PFS analyss ;‘W‘:W'Wrﬂﬂ s
y Y Patiants wera prospactivaly tosted by plasma, Sssue andior salvawnole blood. Pationts negative by plasma ondy ware required ,,w,;'m“m ot

10 test by Bissoe to confiem HRR BM- status.

Chi, KN. et al. JCO, 2022

Clarke, NW. et al. NEJM Evidence, 2022

TALAPRO-2: A Randomized, Double-blind, Placebo-Controlled Study

Patient population Talazoparib 0.5 mg” + Primary endpoint

« First-dine mCRPC enzalutamide 160 mg, Radiographic progression-free survival (rPFS) by

. ECOG performance status (PS) 0 or 1 once daily blinded independent central review (BICR)

(N=402)
Stratification factors (7035 g dally i modenmie rens! mpayment} Key secondary endpoint
« Prior abiraterone® or docetaxel in + Overall survivai (alpha protected)
castration-sensitive setting (yes vs no) (N=805)

+ HRR gene alteration 5‘3‘:‘5 Other secondary endpoints
hed it LA 2 Time to cytotoxic chemotherapy

PFS2 by investigator assessment”

Objective response rate (ORR)

Patient-reporied outcomes

« Satel
N=169  Ne230 o (Data cutoff: August 16, 2022)

All comers (Cohort 1

+

Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR,
CHEK2, FANCA, RAD51C, NBN, MLH1, MRE11A, CDK12) using FoundationOne*CDx and/or
FoundationOne”Liquid CDx Agarwal, N. et al. Lancet, 2023.

HRRm only (C




TALAPRO-2 Uzun Dénem Sonuclari

TALAPRO-2: Trial Design

Patient population
1L mCRPC
ECOGOor1
Ongoing androgen deprivation
therapy

Stratification factors

*  Prior abiraterone* or docetaxel for
CSPC (yos vs no)
HRR gene alteration status
(deficient vs non-deficient or
unknown)®

Sequential enroliment in two cohorts:

Unselected (Cohort 1) N=805

HRRm  HRRm

unknown
Neg38 N=169 N=230

Analysis timeline

HRR-deficient cohort is being presented today in poster Pri E
Statistically significant and clinically meaningful improvement i rlmary

3 g

Sp— Primary analysis (DCO: Aug 16, 2022) Update (DCO: Sept 3, 2024)
« PFS by BICR Median

Events/  Median rPFS Sollowa Events/  Median rPFS
= patients  (95% ClI), mo s P patients  (95% CI), mo
Key secondary endpoint .

e G s h TALA+ ENZA 151402 NR (27.5-NR) 49 : TALA + ENZA 2 ) E (27.4-39.0)
locted Cohort 1 (N=805 - . 403 219 (16.6-25.1)  24¢ ! PBO + ENZA 7 16.6-24.7
o eI et Other secondary endpoints ) ( )

* Time to cytotoxic chemotherapy
Placebo + enzalutamide
(N=403)

Probabity of (PFS
Probabsity of PFS

s prospactively asse HR=0.627 (0.506-0.777); P<0.0001 HR=0.667 (0.551-0.807); P<0.0001*

Time (Months) oo, of ek Time (Months)

TALA « ENZA 402

Overall Survival (Final Anal

N NSK dea

S

Probabdity of 05

HR=0.796 (0.661-0.958); P=0.0155

) Subgroup Analysis of Overall Survival

mpr

TALA » ENZA PBO » ENZA HR (95% 1)

Subgroup Events/patients
Overall 211402 24340 0.796 (0.661-0.958)
Median OS Age, years 1377240 0.797 (0.633-1.004)
95% CI), mo 741162 3 0.778 (0.571-1.059)
TALA + ENZA 211/402 E (39.4-50.8) ECOG PS 134259 1 . 0.842 (0.669-1.061)
771143 2 . 0.700 (0.514-0.952)
e Gleason score 6117 z - - 0.895 (0.622-1.289)
— 153281 - 0.769 (0.619-0.955)
G Rprevuimen: Stage at diagnosis 9111 1 . - 0.828 (0.627-1.093)
Median follow-up for OS was ¢ 1 . 1 0.781 (0.609-1.003)
52.5 months Site of metastasis Bone only 9 , - 0.676 (0.502-0.910)
Soft tissue only . - 0.900 (0.495-1.636)
Bone and soft tissue 100181 0.868 (0.670-1.125)
HRR status* Deficient 4018% - 0.542 (0.361-0814)

Events/patients

PBO + ENZA

Non-deficlentiunknown 171317 1 . 0.874 (0.711-1.076)
Prior abiraterone® or docetaxel Yes 55/109 7 2 0.663 (0.467-0.940)
No 156293 0.853 (0.686-1.060)

Favors TALA « ENZA  Favors



PARP inhibitdri+ ARPI kombinasyonu

The rationale for combining PARPi with ARPI

. _Androgen'; ® - ®
ARPIs induce a Suppressed AR function [0 ANl . = & . °
phenotype resembling causes an upregulation of [P EmmEmTew s ® = =
HRR deficiency PARP e | S tAR. | e o -
g o Q-
ARPIs prime tumor cells s
for PARP inhibition — , V)

PARPI ) _\ B

inhibi : | »fz'#n o2 2

PARP augments AR PARP |nh|b|t'ors may é () o
attenuate resistance to S

activity

ARPIs

it

_/

-~

PARP |nh|b|t0rs eXtend the 1. Adapted from Bin Gui et al., PNAS 2019 June, DOI https://doi.org/10.1073/pnas.1908547116

benefits of ARPIs 2. Agarwal N, et al European Journal of Cancer, 2023.



Enzalutamid +Lutesyum-177 Kombinasyonu

Progression Free Survival

R-PFS
HR 0.61 (95% Cl 0.42-0.87)

PSA-PFS
HR 0.40 (95%Cl 0.28-0.59) p=0.000001

ENZA-p Schema

Eligibility

mCRPC with PSA rising and >5ng/mL

No chemotherapy for mCRPC

>2 risk features for early enzalutamide failure
Positive $8Ga PSMA PET/CT

Stratification

Study Site

Volume of disease (>20 vs <20)

Early docetaxel for hormone-sensitive disease
Prior treatment with abiraterone

Cancers Sy

smesenreone. Prof Louise Emmett

Enzalutamide 160 mg

Enzalutamide 160 mg
+ [Y77Lu]Lu- PSMA-617 7.5 GBq
2-4 doses

Objectives

PSA-PFS (primary endpoint)
Overall survival
Health-related Quality of Life
Radiographic PFS

PSA response rate

Pain response and PFS
Clinical PFS

Adverse events

Health economic analyses
Translational/correlative

ASCO ¢

KNOWLEDGE €

HRO.20 (85% €10.28 - 0.59)
Log:rank p <0.001

[ 12 s

Months
Number at risk (number censored)

- 7900) 42(0) 21

-3 (0) 69(2)

Participants | Events

Enzalutamide

Enzalutamide+[/Lu]LuPSMA617

Lancet Oncol. 2024 May;25(5):563-571

PresenTED B

nzatarde
- Enzaduride + LOSUA

HRO.61(95% C10.42 -0.87)

~+ Enzautamice
-+ Erzavtamice « LiFSMA

[ 12 18
Months

Number at risk (number censored)
- 79(0) 53(1) 40(1) 28(1)
- 83(0) 724) 53(5) 33(5)
Censored = Median Months

Participants ~ Events

Enzalutamide

Enzalutamide+[7LujLUPSMAG17

Prof Louise Emmett

15@2)

16 (13)

Censored | Median Months

o o
@ =
S a

Proportion Alive

o
0
x

~ Enzalutamide
=+ Enzalutamide + LuPSMA

HR 0.549 (95% €1 0.36-0.84)
Log rank p = 0.0053

0 6

12 18
Months

Number at risk (number censored)

- 79(0)
- 83(0)

74.(0)
79(3)

Overall Survival
Enzalutamide

Enzalutamide + Lu-PSMA 617

smesenreony: Prof Louis

[ #ouzs

42(2)
58 (4)

24(9)
33(20)

83 (1)
72(4)

54.(1)
63 (4)

Participants Events Censored
79 26

83 40

Median Months
26 (C195% 23-31)
34 (C195% 30-37)

ASCO ¢

KNOWLEDGE ¢

cancen

Health-Related Quality of Life

Fatigue

Difference 5.9, 95%Cl 1.1 to 11; p=0.02

e ENZA wm LuPSMA_ENZA

Predicted Mean

Pain
Difference 7.3, 95%Cl 1.6 to 13;

Predicted Mean

w— ENZA e LUPSMA_ENZA

46 70

Time Point (weeks)

94 All 0 : 46 70 94
Time Point (weeks)

54 37 27 22

Prof Louise Emmett
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Mevrometostat(EZH2 Inhibitdri) +Enzalutamide Kombinasyonu

Methods: Study design

Mevrometostat
1250 mg orally BID
empty stomach +
Enzalutamide
160 mg orally QD
n=41

Patient population:
mCRPC
Prior abiraterone
<1 regimen of prior
chemotherapy in
any setting
Evidence of progression
per modified
PCWGS3 criteria
Ongoing ADT

cancer; OR, cbjective rosponse; PC
in Sokd Tumors; FPFS, radiogra)

Key findings

Coples of the side deck and Plain Language Summary obtained through

Primary endpoints:

» rPFS per investigator
assessment

« Safety

Secondary endpoints:

. ORt
* PSA;,
» Pharmacokinetics*

noer Working Group; PSAs, decline In prostato-speciic
ee survival

Quick Response (QR) code are for personal use only and may not be
reproduced without permission from the author

Mevrometostat in combination with enzalutamide showed promising antitumor
activity/oncological outcomes compared with enzalutamide alone in patients with

mCRPC (rPFS: HR 0.51 [90% CI: 0.28, 0.95])

Mevrometostat 1250 mg BID empty stomach in combination with enzalutamide has

a manageable safety profile

Plasma exposure with mevrometostat 875 mg with food was similar to 1250 mg

empty stomach, with an improved safety profile

= Mevrometostat 875 mg with food is the recommended phase 3 dose

Pivotal phase 3 studies are in progress in patients with mCRPC previously treated
with abiraterone (MEVPRO-1; NCT06551324) or who are ARPI-naive (MEVPRO-2;

NCT06629779)

ARP!, androgen receplor pathway inhibior; BID, tw \ce interva; HR, hazard ratio; mCRPC, meta
Addtional findings from this study presented by Dr.

mtion-resistant prostate cancer; 1PF:
ster Session A: Prostate Cancer on Thursday, Febeary 13, from 1125 AM-2:45 PM and

adiographic progression-Iree survival
5:45-5:45 PM (Poster D20)

Safety summary

Mevrometostat 1250 mg BID empty stomach + enzalutamide has a manageable safety profile

Mevrometostat 1250 mg BID
empty stomach + enzalutamide
(n=41)

Event, n (%) d All grades Grade 23
Any TEAE 40 (97.6) 37 (92.5)
Treatment-related TEAE 39 (95.1) 33 (82.5)
Serious AE 14 (34.1) 11 (27.5)
Treatment-related serious TEAE! 10 (24.4) 1(2.5)
TEAE leading to dose reduction 15 (36.6) 7 3(7.5)
TEAE leading to study 1(24) 0 2 (5.0)

Enzalutamide alone
Asthenic conditions e
Diarthea =
Decreased appetite | — |
Anemia L
Nausea e
Dysgeusia-| M Grade 1-2 [ v]
Alopecia-| M Grade 23 | e ———
T

M Grade 1-2
W Grade 23

T T
80 60 40 20 0 20
Incidence (%)

Most common TEAEs
(>30% of patients in
either treatment group)

Data culoft: September 2, 2024
No troatment
AE, adverse event;

semeoer. Michael Thomas Schweizer

Primary endpoint: rPFS by investigator

49% reduction in the risk of progression or death and ~8-month improvement in median rPFS

Mevrometostat
1250 mg BID empty
stomach + enzalutamide
(n=41)
Events, n (%) 15 (36.6)
Median rPFS
(95% CI), months

HR 0.51 (90% CI: 0.28, 0.95)

19 (47.5)

14.3 (7.5, NE) 6.2 (4.1, 13.9)

e e e ey ey e e e e )
D 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26
rPFS (months)

Median (IQR) duration
81D, twice dally; Cl, confidel

5 9.0 (3.1-14.5) months. Data culoff: Seplember 4
, hazard ratio; IQR, interquartiie range; NE. not estimabie; PF'S, radiographic progression-froe survival




Gene Skoruna Gdre Prostat Kanserinde Tedavi Modifikasyonu

NRG Oncology/RTOG 01-26

Standard-RT - 70.2 Gy

DE-RT - 79.2 Gy

14 ineligible
4 withdrew consent

Tertiles for
biopsy &
definitive RT

11 ineligible

Received allocated treatment
(N = 1449)

Arm B (70 Gy‘. 95 87

847 uniquepatients
tissue samples available

449 unique patient samples with

9 tumor insufficient
5 failed RNA QC metrics

384 failed cDNA QC metrics

GC scores available

215 unique patient samples with

234 failed microarray QC
metncs

GC scores that passed QC

A

Standard-RT - 70.2 Gy DE-RT - 79.2 Gy
* [
PORTOS PORTOS
Lower: 34 Lower: 38
Average: 31 Average: 40
Higher: 42 Higher: 30

Lower PORTOS

HR (95% Cl): 1.78 (1.02 - 3.11), p = 0.04*

100
&
L= 75
= 7
2%
53
£ 60
(=]
Ew
@
Lo
c& 25
(&)
0

B Higher PORTOS

y 6]

Clinical progression
free survival(%)
0
o

HR (95% Cl): 0.19 (0.05 - 0.70), p = 0.01*

i

) 3 X

2 3 4 5 6 7
Time from randomization (years)

79 72 67
A (64 Gy 94 87 81 80 73

50 26 7

Arm B (70 Gy)
61 33 10 Arm A (64 Gy)

Number of patients at risk

Arm B (70 (}y; 94% 80%

96% 89%

Arm B (70 Gy)

Arm A (64

Freedom from event rate

PORTOS - Lower
SHR (95% CI): 1.03 (045 - 2.36). p = 0.94

{

x

g s

a r

d 25! =

@ -

|
Times since randomization (years)
3DAMRT 79.2 38 32 1 4
M M 25 10 1
Number of patients at risk

3D/MRT 79.2 1% 24% 36%
M 12% 31% 31%

Event rate

PORTOS - Average
SHR (95% Cl): 0.45 (0.22 - 0.90), p = 0.02"

20
17

1004
e r
& & = o
g. P
u < /
- =
£
[
Times since randomization (years)
3D/IMRT 79.2 40 % 14
A Kl 17 7
Number of patients at risk
IDAMRT 79.2 18% 3%
/I 29% 63%
Event rate

3 2

Time from randomization (years)

19 18 18 18 15 13 6
16 12 12 8 6 S 3

Number of patients at risk

100% 100% 94%
94% 71% 49%

Freedom from event rate

PORTOS - Higher
$HR (95% Cl): 0.30 (0.12 - 0.75), p = 0.009*

BF-Phoenix (%)

NN

Times since randomization (years)
3D/IMRT 79.2 30 23 15 1
WA 2 42 27 14
Number of patients at risk

IDAMRT 79.2 17% 21%
)M % 57%
Event rate




RCC Adjuvan Tedavi

What benefit to expect from adjuvant pembrolizumab?

Intermediate-High Risk

24-mo rate
81.1%

HR 0.68
—— Pembro
— Placebo

(95% C10.52-0.89)

Metastasecto
mys1y from
naphrectomy

pT2, G4 or pT4 or N+

pT3, any G

M1 NED

24-mo rate
78.4%

High Risk

24-mo rate

35.4%
HR 0.60
(95% C10.33-1.10)

HR 0.28
—— Pembro (95% CI10.12-0.86)

—— Placebo

—— Pembro
— Placebo

§ 10 15 20 25 30 35 40 45 SO § 10 15 20 25 30 35 40 45 0 5 10 15 20 25 30 35 40 45

Months

Months Months

Median, mo (95% ClI)
NR (25.7-NR
116 (56-NR

Median, mo (95% CI)

Pts wi Event Pts w/ Event

NR) Pembro
Placebo 19

Pembro 2 24M1
Placebo 114 (29-NR)

grade, NO, MO,

s comiplobily Feseciad £ yeus fhom seplevcionty

Choueiri et al. AS 022; Powles T, et al. Lancet Oncol. 2022 Sep;23)

SO — KNOWLEDGE CONGH

Vwd o Smnna Taragy bty At e gy
St % (e B A S0 St W 0 e WPy

How 16 traat patients post aSuvort pambeolizomab?
Does S 30 relagse coatier?
Randomised Al and now MoA are noocdod!

How to inform the patients? il

«

Potential risk of TRAES

Pooled analysis of Pembrolizumab adjuvant trials

Safety of pe:

European Journal of Cancer B.E
n

in a pooled ana

s of phase 158

jung cancer, and renal

Summary of immune-mediated adverse events.

All immune-mediated
AEs
Hypothyroidism

Hyperthyroidism

Penbrolizumab

Placebo
n - 2005
Any
grade
76 (3.7)

2703

Pacumonitis

While Immune Mediated high grade toxicities
are rare (<1-2%)
- Some are life threatening e
- Some are life long lasting o
- Require prompt diagnosis and "
management = trained team

Hypophysitiz
Type 1 diabetes mellitus

Myelitiz

29 (1.4)
11 (05)
17 (0.8)
1(<0.1)
6(0.3)
4(02)
s.1)
6(0.3)
2(0.1)
2(0.1)
0(0)

1(<0.1)
1(<0.1)

2901.4)
14(07)
91(0.4)
5(02)
6(0.3)
)

Luke JJ

ASCO Genitourinary

sesososr. Laurence ALBIGES, MD PhD
Cancers Symposium 128 ASCO Pamanin v ¥

etal

ASCO

KNOWLEDGE CON:

Conclusion

ADJUVANT is SOC !

Discussing adjuvant in eligible patients is needed with both the information
on the estimated risk of relapse and the potential toxicity related to the

treatment

Further developments are ongoing
= To increase the benefit of adjuvant strategy
= To optimize the patient selection




RCC Berrak Hiicreli Kanserde Ucli kombinasyon Uzun dénem sonuclari

COSMIC-313 Study Design

Cabo + nivo + ipi

Cabo 40 mg PO QD
o + NIV 3 M/kg IV Q3W x 4
+Ipl 1 mg/kg IV QaW x4

Cabo 40 mg PO QD

Advanced RCC (N~840)

Tumor assessment every 8
weeks per RECIST v1.13

* No prior systemic therapy*

+ nivo 480 mg IV Q4W!

+ Clear cell component

+ Intermediate or poor risk per
IMDC criteria

+ Measurable disease per RECIST
vii

+ Karnofsky Performance Status 270%

Treatment until loss of clinical
benefit or intolerable toxicity$

Placebo + nivo + ipi

Stratification Placebo PO QD
* IMDC nsk + nivo 3mg/kg IV Q3W x 4
« Region +ipl 1 mg/kg IV Q3W x 4

No crossover allowed

Placebo PO QD
+ nivo 480 mg IV Q4wW1

Primary endpoint: PFS per RECIST v1.1 by BIRC after the 249th event in the first 550 patients (PITT
Secondary endpoint: OS after 433 events in all patients (ITT i

Additional endpoints: ORR. DOR, and safety

*One prior systemic adjuvant therapy allowed for completely resected RCC and if recurrence occurred 26 months afler the
combination with a CTLA-4 inhibitor not permitted. Nivolumab given for a maximum of 2 years. *Tumor assessment (RECIST
every 12 weeks thereafter. *Discontinuation of one agent did not mandate discontinuation of all agents.
CTLA-4, cytotoxic T-lymphocyte associated protein 4, DOR, duration of response: ITT, intention-to-treat, IV, intravenous, ORR, objective response rate; PD-(L)1, programmed death
(ligand) 1. PITT, progression-free survival ITT, PO, orally. Q3/4W, every 3/4 weeks, QD, once daily. RCC, renal cell carcinoma; RECIST, Response Evaluation Criteria in Solid Tumors.

COSMIC-313 )2!

t dose of adjuvant therapy; adjuvant PD-1 o PD-L1 inhibilor in
v1.1) at week 10, then every 8 weeks through week 50, then

Albiges L et al. ASCO GU

Updated PFS in the ITT Population

PFS benefit was maintained with longer follow-up

Median PFS
100 ~ (95% Cl), months
Cabo + nivo + ipi (n=428) 16.6 (14.0-22.6)
90 Placebo + nivo + ipi (n=427) 11.2 (9.3-14.0)
80
9 HR, 0.82 (95% CI, 0.69-0.98)
& 70
a 604
b
> 50
3 40 %
H R R e
[ 304 RS r——
o
20
104
0 T T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months
No. at risk
Cabo + nivo + ipl 4 5 G 19 1 14 1 5
Placebo + nivo + ipl 427 205 221 192 154 133 119 103 94 85 78 7 67 58 35 11 7 2 0

Median follow-up of 45.0 months.
COSMIC-313

Albiges L et al. ASCO GU 2025

OS in the ITT Population

OS was comparable between arms

Median OS
200 -+ (95% ClI), months
‘\,\ = Cabo + nivo + ipi (n=428) 41.9 (34.8-47.9)
901 g Placebo + nivo + ipi (n=427) 42.0 (34.9-53.1)
80 4 S
z = s = HR, 1.02 (95% CI, 0.86-1.23); P=0.8366
1 .
O 60 65% S ——
° B NS
2z 504 se% w-
3 404 - “u_‘-« +—s
§
o
20
104
0 T T T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months
No. at risk
Placebo + m\"o «lpl 427 402 n 350 331 312 297 276 205 253 240 230 216 189 168 10€ e 24 4

Meectian 1ow-up of 45 0 months

Updated PFS and Final OS by IMDC Risk Group

PFS benefit was maintained in intermediate risk patients
OS was comparable between treatment arms in both IMDC risk groups

Progression-free survival Overall survival

Median PFS
(#5% C1), months
221 (14.4-25.3)

Intermediate (n=642)

Intermediate (n=642)

Median O
(85% C1), months
479 (426-516)

£ ‘:2 Placebo ¢ nivo + ipé (n=321)  11.3 (8.3-16.7) 7 ‘% T Placebo + nivo + gl (ne321)  48.0 (42.0-NE)
g 8 R N HR, 0.76 (35% C1. 0.62-0.93) g 80 N HR. 0.99 (98% CI. 0.79-1.24)
70 N 1 0 S
s ® b S, s s 00 ——
% ~— . 50 T——
e -_ < &0 % : ~ EEEE
® % an [ - 3 s
20 - 20
e 10 2 10
B e e send I e e e e e e g et i ee———— 77—
0 3 6 0 1215 18 21 24 27 30 33 36 30 42 45 48 51 54 © 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 57
Months Months
Median PFS Median OS
Poor (n=213) (95% C1), months Poor (n=213) {95% C1), months
o - v 95(82-158) s 2o + . 104 (158-29.3)
.5, %0 \ Placebo + nivo ¢ ipi (n=106)  11.2 (6.0-21.6) € 00 TN Placebo + nivo + ipl (75106) 24.0 (16.3-30.9)
-
E RIS HR, 1.04 (95% C1, 0.73-1.48) 8 ® . HR, 1.09 (95% CI, 0.78-1.51)
0 . 70 .
0 - 49 % @ N 51
3 0 ey 0% 80 - e =
E bl i o = §4r: —~—, 3%
0 ‘ — 30 7= =
3 2 § 20
E 10 &
e e e e e g e R e T e R TR 0 +—r—r g P e e e e T e T
0 3 6 0 12 15 18 21 24 27 30 33 36 30 42 45 48 51 4 0 3 6 O 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54 &7
Months Months

Madun follow-up of 45 0 months
NE . 0ot estmadie




RCC Berrak Hiicreli Kanserde Uclii kombinasyon Uzun dénem sonuglari

The Addition of Cabo to Nivo + Ipi Overcomes
M2-like Macrophage-Mediated Immune Suppression

Progression-free survival Overall survival

. s Median PFS
Cabo + nivo +ipi (95% CI), months

M2-like low (n=147)  22.1(11.4-30.6)
M2-ike high (n=50)  10.1(9.23-NE)
HR, 0.97 (95% CI, 0.62-1.5); P=0.89

T e

Probability of PFS (%)
ocooooooo0o~
PEEERPr e re R =

T T T T T T T T T T T T T T T T T T 1
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54
Months

_— Median PFS
Placebo + nivo + ipi (95% CI), months

M24ike low (n=151)  16.7 (12-25)
M24ike high (n=50) 5.95(3.81-12)
HR, 1.9(95% CI, 1.3-2.8); P=0.0019

T T T T T T T T L T T T T T T L) T o 8

0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54

Months

A cox univariate model with different quantiles of M2-like

Probability of PFS (%)
oocoooooooo~
S2RCRGa%86s

Cabo + nivo + ipi

Probability of OS (%)
OCO00O0O0O0O0O0O0O —~
camwasOOwDOO

Median 0S

M2-like low (n=147)  47.8 (36.8-NE)
M2-ike high (n=50)  39.9 (31.4-NE)
HR, 1.0(95% C, 0.65-1.7), P=0.87

Placebo + nivo + ipi

Probability of OS (%)
OO0 -
ocLaMwANOuPO®O

| ) o P e S TR ro fom R o o N T PR e G e |
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 &7

Months
Median OS

M2-ike low (n=151)  NE (NE-NE)
M2-ike high (n=50) 23 (13.4-35)

T T T T T T T T T T T T T T T T 1
9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 &7
Months

was used to determine the cutoff with the minimum hazard ratio. Patients with M2-like macrophage
abundance in the top 25% were classified as M2-like high. Median folow- -up of 45 months for PFS. Median follow-up of 37.5 (cabo + nivo + ipi) and 36.8 (placebo + nivo + ipi) months for
S.

(95% CI), months

(95% Cl), months

HR, 2.4 (95% CI, 1.6-3.7), P<0.0001

Deconvolution Was Used to Investigate the Effects of Cabozantinib on

Immune Cell Types

Multiple targets of cabozantinib are expressed on immune cells Immune cell deconvolution

VEGFR
2.
w
Treg
7AM |
o y

p PD-1
ol ~cos .LVEGFR =
MHC
TAM
d“..
)

4 Cabozantinib inhibition

Immune cell type?

T cells CD4 memory resting =
T cells CD4 memory activated -

The relative proportions of different immune cell types were
estimated from bulk RNA-Seq data*

‘

A random forest survival model was defined using relative cell
proportions as predictors of PFS/OSt

Macrophages M2 -

T cells CD8

Mast cells activated -

T cells gamma deita -
T cells follicular helper -
Macrophages MO

NK cells activated -
Monocytes -

Abundance of M2-like
macrophages was
best predictor of 0S

~anugy

B cells naive
Macrophages M1 -

J..._

T T T 1
0.00 001 0.02 0.03 004 0.05
Variable importance

*Immune deconvolution was performed using CIBERSORT (LM22 signature). 'A random forest survival model was built using relative abundance ofimmune cell subsets from patients
across both treatment arms as predictors of PFS/OS. Hyperparameters were optimized to select the model with the best prediction accuracy. *Variable importance with regards to OS
showing immune subsets with >0 cells in at least 10% of patients. DC, dendritic cell; MDSC, myeloid-derived suppressor cell; MHC, major histocompatibility complex; M®, macrophage;

NK, natural killer; Treg, regulatory T cell; VEGFR, vascular endothelial growth factor receptor.



RCC Berrak Hucreli Kanserde Birinci Basamak Nivolumab+Kabozantinib Uzun dénem sonuclari

Study design: CheckMate 9ER PFS per BICR in the ITT population

Stratification factors & 100 Median PFS (95% Cl), months
+ IMDC risk score ;__?_.’ 90 NIVO+CABO 16.4 (12.5-19.3)
N = 651 + Tumor PD-L1 expression® :E 80 SUN 8.3 (7.0-9.7)
+ G hit i
o cographic region ] € 704 HR (95% Cl), 0.58 (0.49-0.70)
Key inclusion criteria’ Nivolumab 240 mg IV Q2W S
P b [ T
+ Previously untreated advanced or + Cabozantinib 40 mg PO QD £ 5
metastatic RCC 3 i y
3 Sea @ T
S Clear cell component Sunitinib 50 mg PO QD, L Nk‘w\zz o
- Any IMDC risk group cycle of 4 weeki on/ § 204 %6
2 weeks off’ 2 : . T
) - 2 10 10.7%] : 2681 oo :
Median (range) follow-up for 0S¢ in the Primary:endpoint: PF? per; BICR (RECIST.v1.1) [ 0 T T T T T t T T T t T T T
ITT population, 67.6 (60.2-80.2) months Key secondary endpoints: OS, ORR per BICR (RECIST v1.1), safety S 0 6 12 18 24 30 36 42 48 54 60 66 72 78
Database lock, June 21, 2024 . Months
No. at risk
R NIVO+CABO 323 237 168 131 104 79 58 48 37 31 26 12 2 0
+ All analyses presented are descriptive and exploratory ST 53 a0 i % 8 % 9 @ . > ¢ 3 o
aDefined as the percentage of positive tumor cell membrane staining in a minimum of 100 evaluable tumor cells per validated Dako PD-L1 IHC 28-8 pharmDx immunohistochemistry assay.
bPatients were treated until RECIST v1.1-defined progression or unacceptable toxicity. NIVO dosing may not exceed a total of 2 years (from cycle 1); CABO and SUN treatment may continue Median follow-up, 67.6 (range, 60.2-80.2) months (ITT population).
beyond 2 years in the absence of progression or unacceptable toxicity. Patients may be treated beyond progression. “Follow-up was defined as the time from patient’s randomization date to Stratified Cox proportional hazards model used for HR.

last patient last visit date; median follow-up represents the median of individual follow-up periods of all randomized patients. Minimum follow-up was defined as the time from the last
patient randomization date to the last patient last visit date. Maximum follow-up was defined 2s the time from first patient randomization date to last patient last visit date.
1. Choueiri TK, et al. N Engl J Med 2021;384:829-841.

Efficacy by baseline organ sites of metastases
OS in the ITT population

« PFS, 0S, and ORR favored NIVO+CABO vs SUN in subgroups by baseline organ sites of metastases shown here

100 Median OS (95% Cl), months
£ o0 NIVO+CABO 46.5 (40.6-53.8) Liver®
> g0 SUN 35.5 (29.2-42.8) Ontoois NIVO+CABO NIVO+CABO NIVO+CABO SUN
= (n=73) (n=79) (n = 241) (n = 251)
5 70 HR (95% Cl), 0.79 (0.65-0.96)
2 o Median PFS (95% CI), mo | 10.9 (7.0-15.2) 6.2(2.9-8.3) | 13.8(8.320.1) | 5.3(3.9-8.2) [16.4(12.3-21.4) | 8.3 (6.9-9.7)
=%
s 0 HR (95% CI)¢ 0.55 (0.37-0.82) 0.43 (0.30-0.64) 0.56 (0.46-0.69)
s 404
I Median OS (95% Cl), mo | 37.6 (23.5-49.9) ‘ 22.1 (9.9-29.3) | 34.8 (21.4-58.9) ‘ 20.7 (12.7-29.2) | 47.5 (40.6-55.8) | 32.4 (24.6-38.0)
£ 209 : HR (95% CI)© 0.65 (0.43-0.97) 0.66 (0.45-0.95) 0.75 (0.60-0.94)
> ! :
3 104 : :
i : : ORR (95% Cl), % 52.1 (40.0-63.9) | 21.4 (11.6-34.4) | 49.4 (37.9-60.9) | 9.3(3.8-18.3) | 57.3 (50.8-63.6) | 27.9 (22.4-33.9)
T T T T T T T T T T T T T T
0 6 12 18 24 30 3% 4 48 54 60 e 72 78 84
- Months
No. at risk
NIVO+CABO 323 298 272 250 222 208 183 164 149 132 122 79 18 0 0
SUN 328 277 243 218 190 169 154 138 120 113 103 59 14 q 0

*An exploratory analysis of efficacy outcomes by baseline organ sites of was in the ITT (pri for bone; post hoc for liver and lung). ®Within each subgroup, all
patients had metastasis within the specified site but may have had lesions in more than 1 site. <Unstratified Cox proportional hazards model used for HR.

Median follow-up, 67.6 (range, 60.2-80.2) months (ITT population).
Stratified Cox proportional hazards model used for HR.



RCC Tedavi Yanitini 6ngdren biyomarkerlar
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Evaluation of circulating kidney injury molecule-1 (KiM-1)
as a prognostic and predictive biomarker in advanced
renal cell carcinoma (aRCC): Post-hoc analysis of
CheckMate 214

Wenxin Xy, "% Syl Vikram Vernula,* Rodbert J. Motzer.? Aparma Chhitber, * Deepthi

Charmbene,* Nahuel Perrot,” Xiaowen Lin,* Joseph V. Bonventre, 2 Tori K. Choueiri, 4
David F. McDermott, ** Saurabh Gapta,* Rapal S, Bhatt*

‘Dana-Farber Cancer irstitate, Soaton. MA; ‘Brigham and Women's Hospatal, Bonton, NAS "Harvasd
Nodical School, Boston, NA; “Bristol Myers SQuibb, Princeton, NJ: *Memarial Sloan Kettering
Cancer Center, New Work, NY: "Beth Iwrael Deaconess Medical Certer, Boston, MA;

ABroct tumber 4307

Baseline KIM-1 levels and clinical outcomes

» Higher baseline KIM-1 was associated with worse overall and progression free survival

e [ [ HR (95% C1) ] 190 I HR (95% C1) |
R | XMy igh vl Low | 27afzvasss | Z | Wt thghvakimt low | vsaprisren |
S xwitghvikmimed | 205(162259 | 3 W1 tiogh v oMy bhed | v.s7[1.212.00 |
z \ ~ 075!
0.75 he \, &
® = 3 0.50 \ KIM1 Medium
g : M1 Hig
3 & KIM1 Hig
§ 025!
] g Wit
g
a
0.00.
(3 % 50 75 160
Months
Number at risk
f" 159 133 ?3 KIM1 Low| 274 71 40 24 1
93 146 106 8 um| 274 67 36 23 1
U = L] S ton{ 273 36 17 1 1
® e o 1% (] = 50 75 700
* Months

KIM-1 association with outcomes remains significant after adjustment for
IMDC risk and baseline tumor burden in multivariable models

CheckMate 214

CheckMate 214 Background and Study design

* CheckMate 214 demonstrated that Nivo+Ipi has superior OS and durable response compared to
Sunitinib with 8 years of follow-up in first line treatment of aRCC!
- These results continue to support Nivo+Ipi as a first-line standard of care for intermediate/poor risk
aRCC
* There are currently no RCC specific biomarkers to help prognosticate patients or to identify
those who are likely to respond to Nivo+Ipi

Nivolumab 3 mg/kg IV
3 wk + ipilimumab 1

every 3 wk x 4 dose
nivolumab 3 mg/kg eve

Stratification

Key eligibility criteria

« Treatment naive,
inoperable, locally
advanced, or
metastatic RCC

« Clear-cell histology*

* KPS 270%

IMDC prognostic
score (0 vs 1-2 vs 3-6)
Region

(United States vs
Canada/Europe vs
rest of the world)

Sunitinib 50 mg orally daily
(4 wk on, 2 wk off)

Endpoints
+ Coprimary: PFS, OS, ORR (intermediate/poor risk)
+ Secondary: PFS, OS, ORR (ITT)

- Exploratory: PFS, OS, ORR (favorable risk)

1. Tannir NM, et al. Ann Oncol 2024

CheckMate 214

Early KIM-1 decrease post treatment predicts overall radiographic
response in Nivo+Ipi arm

* Decrease in KIM-1 at 3 weeks post treatment was strongly associated with
subsequent radiographic response in Nivo+Ipi but not Sunitinib arm

Nivo-Ipi
CR{ s—e—
2 0.6
g PR - e
D
[ 1
= sp ——
>
S 12
g PD 4 ——
ND/NE/NN + ——
025 050 1.00 2.00 4.00

Ratio of Geometric Mean C1W4D1/C1W1D1 (95% CI)




Evre IV RCC Birinci Basamak Tedavi Secenekleri

Prognostic
groups

Summary of first-line combinations in RCC (at Feb 2025)*

CHECKMATE 214!

Ipi/ Nivo Sunitinib

KEYNOTE 426>

Axi / Pembro Sunitinib

CHECKMATE 9ER3

Cabo / Nivo Sunitinib

Len / Pembro Sunitinib

Ipi/ Nivo / Cabo

Ipi/ Nivo

Fav 23% / Int 61% / Poor 17%

Intermediate/Poor risk

Fav 32% / Int 55% / Poor 13%

All risk

Fav 23% / Int 58% / Poor 19%

All risk

Fav 31% / Int 60% / Poor 9%

All risk

Int 75% / Poor 25%

Intermediate/Poor risk

Follow-up,
mos

99.1

67

67.6

498

45

Nephrectomy
(%)

83

69

74

ORR (%)

42

61 40

56 28

71 i

46 37

CR

11

12 4

14 5

18 4

4 5

PR

31

49 36

42 23

53 33

42 33

SD

31

23 36

32 41

19 38

40 36

PD

19 17

12 17

6 14

5 14

8 20

Median OS,
mos

46.7 26.0
(35.0-55.7) (21.8-32.6)

47.2 40.8
(43.6-54.8) (34.3-47.5)

46.5 35.5
(40.6-53.8) (29.2-42.8)

53.7 54.3
(48.7-NE) (40.9-NE)

419 420
(34.8-47.9) (34.9-53.1)

OS HR
(95%CI)

0.69 (0.59-0.81)

0.84 (0.71-0.99)

0.79 (0.65-0.96)

0.79 (0.63-0.99)

1.02 (0.85-1.23)

Median PFS,
mos

23.9

16.6

PFS HR
(95%CI)

0.73 (0.61-0.87)

0.69 (0.59-0.81)

0.58 (0.49-0.70)

0.47 (0.38-0.57)

*Includes first line doublets positive for OS and emerging triplets. Not intended for cross trial comparisons.
1. Tannir et al. GU ASCO 2024. 2. Rini et al. ASCO 2023. 3. Motzer et al. GU ASCO 2025. 4. Motzer et al. ASCO 2023. 5. Albiges et al. GU ASCO 2025.

0.82 (0.69-0.98)




Berrak hlcreli disi RCC Tedavi Secenekleri
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Abstract ID: 443 Koy Bligibility Critaria

Assessment

Lenvatinib plus tislelizumab as first-line therapy for advanced © ¥ s . Tmstment Ciincal and I st

fumarate hydratase-deficient renal cell carcinoma (FH-RCC): - y i Imaging assessment Zn‘.’i%iu;m.?.y
- . Mokt . e e aks eath or loss of

A single-center, single-arm, phase Il study 2 o o irst 24 weeks plonte 8
Zaoyu Wang?, Jin Zhang! i st raen funceon (NCT05877820)

= . i 3 = * Primary Endpoint: ORR per RECIST 1.1

bital, Shanghai Jiao Tong Ur sity School of Medicine, Shanghai, China . Secondary Endpoint: PFS, DCR, DOR, 1/2-year OS rate, safety

g g University : jhai, China Exploring Endpoint. lating fying
charactenstics of immune infiltration

Department of Pathology, Reniji Hospital, Shanghai Jiao Tong Unive: 5chool of Medicine, Shanghai, China

ECOG, Eastern Cooperative Oncology Group; FH, Fumarate Hydratase: RECIST, Response Evaluation Criteria In Solid Tumors; Q3W, once every 3 weeks; QD, once daily.
ORR, objective response rate; PFS, progression free survival, DCR, disease control rate; DOR, duration of response; OS, overall survival

ASCO Genitourinary —— —
Concersymposom” 1 S — ASCO

KNOWLEDGE COMQUERS CANCER

Results: efficacy ‘ Results: efficacy

The median time to response was 6 w
* The median follow up was 9.7 (1.4-15.2) months.
g g We did not observe primary pi
= ORR: 90% (18/20); DCR: 100% s regimen, for all patient:
+ Both hereditary and sporadic FH-RCC benefited from the treatment A

Cohort (n=20) Four patients got PD at the latest
ORR, % (95% Cl) 90 (66.9-98.3) asoesa

Best respons

achieved some shrinkage in tumor burden

Overall, four PFS and one OS events

urred. Median PFS ¢ S were not

4 (20)

14 (70)

2(10)

0(0)

100 @00-100)
5 (611960
e .

patients u
rthout radi

JLii ity
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Berrak Huicreli RCC 2.Basamak ve Sonrasi

Treatment Disposition

263 participants
allocated/randomly assigned to

! }

Arm BS:
Lenvatinib + belzutifan
n=64

KEYMAKER-UO3 Substudy 03B Study Design
(NCT04626518)

64 participants allocated
s B1, B2, and B3

Safety Lead-In Phase

Efficacy Phase

Key Eligibility Criteri

Pembrolizumab + lenvatinib

Histologically confirmed n=73

locally advanced/
metastatic ccRCC

Disease progression on or n=10
after PD-(L)1 inhibitor Safety lead-in

(in sequence or
combination with a VEGF-

n = 5§2¢

Discontinued, n = 27

TKI, or vice versa)

Measurable disease per
RECIST v1.1 by BICR

KPS

270%

Arm BS:

Arm B5® n=12
Safety lea

Lenvatinib 20 mg PO QD +
belzutifan 120 mg PO QD

» Progressive disease, n= 18
+ Adverse event, n=6

+ Clinical progression, n = 2

« Protocol violation, n = 1

Discontinued, n = 43

« Progressive disease, n
+ Adverse event, n=3

= Clinical progression, n

+ Participant withdrawal, n = 1

Pembrolizumab 400 mg IV Q6W +
lenvatinib 20 mg PO QD

Ongoing, n = 36

Median study follow-up:
17.6 months (range, 6.5-35.9)

Ongoing, n = 30

End points in each arm
Primary: ORR per RECIST v1.1 by BICR and safety
Secondary: DOR, CBR?, PFS per RECIST v1.1 by BICR, and OS

Stratification Factors

« IMDC risk group (favorable vs intermediate vs poor)
« Prior treatment with CTLA-4 inhibitors for advanced RCC (yes vs no)

Median study follow-up:
16.6 months (range, 6.5-38.7)

Median study follow-up:
19.4 months (range, 6.7-33.2)

BICR, blinded independent central review; IRT, interactive response technology. *Participants were randomly assigned to arms open for enroliment. YJArms B4 and B5 had a
safety lead-in phase where 10 and 12 patients, respectively, were initially enrolled before randomization. ‘62 participants were evaluated in arm B4 in the efficacy phase. %64
participants were evaluated in arm B5 in the efficacy phase. ®CBR is defined as CR + PR + SD 26 months.

for reuse.

Content of this presentation is the property of the author, li by ASCO. P

Progression-Free Survival per RECIST v1.1 by BICR

1 i 100 6-mo rate 12-mo rate Median
Objective Response Rate per RECIST v1.1 by BICR oy (95% ci), mo
DOR, median = S0 :63.1% ! 51.8% Arm B4: Pembrolizumab + belzutifan 5.4 (2.8-6.9)
100 cR PR (range), mo e R | 86.7% ! 34.5% i )
- Pembrolizumab + belzutifan [l 100+ ) + belzutifan JV f - : Arm BS5: Lenvatinib + belzutifan 12.5(5.9-26.3)
O 904 Lenvatinib + belzutifan [l %% 90 Lenvatinib + belzutifan 22.1 E 70— | Pembrolizumab + lenvatinib 9.4 (6.9-11.2)
2 % (1.4+ 10 32.8+) -
2 g0 Pembrolizumab + lenvatinio [l 8 80 Pembrolizumab + lenvatinib 8.3 > 60— 1
< 384U (2.6+ to 25.64) "
B - o g 50 I
£ 46.9% 2 704 &
@ 60 § 60~ £ 40—
& = )
é 50 - < 50 ﬁ e
o / o -
o 40 ) c 40+ -
g 19.4% // £ g
2z 30 _ g 30+ o 40—
7] 7 ]
2 204 T2, ///% 29 & 204 0
3 S CRs ///,;//////% PRs T T T T T T T
104 " 5/}//;///// 104 0 10 15 20 25 30 35 40
[ PRe //// No. atrisk Months
0 ’ Z%%/%/{é o T T T T T T 1 : )
Arm B4 Arm BS Pembrolizumab + 0 5 10 15 20 25 30 35 64 4 2% 16 10 4 1 0 0
belzutitan Pelzutifan e Maoths 51 2 10 2 1 0 0 0
30 23 12 9 5 1 1 o

Data cutoff date: March 22, 2024 29 21 6 3 1 1 0 0



Berrak Huicreli RCC 2.Basamak ve Sonrasi

Phase 3 Study Evaluating Cas + Cabo in Advanced or S
Metastatic ccRCC, Following Prior PD-1 Therapy

Anticipated first half 2025 P E A K_'l
PATIENT POPULATION: )
+  Unresectable, locally N 100 mg QD casdatifan + PRIMARY ENDPOINT:
vt aeaste 60 mg cabozantinib GHES
+ Measurable disease per
skt R KEY SECONDARY
2:1 ENDPOINTS:

+ Have had prior
anti-PD-1/PD-L1 l

+ Have not received
cabozantinib

+ HIF-2a-inhibitor naive

* OS

Placebo + 60 mg o Den

cabozantinib

Cabo, cabozantinib; cas, casdatifan; HIF, hypoxia-inducible facter; R, randomized.

ASCO Genitourinary - pesenreoev, Toni K Choueiri, MD ASCO &=
Cancers Symposium Ao 1 Sy A My 8 B Pl Aied o s A e s e

KNOWLEDGE CONQU

ARC-20 is a Phase 1 Dose-Escalation and Dose-Expansion .
Study of Casdatifan

KEY | — At least 1 measurable Dose Expansion

lesion per RECIST v1.1

INCLUSION et o iand = ~30 per cohort
CRITERIA marrow function —_—
PRIMARY |
OUTCOMES:
Dose Escalation 2L+ ccRCC AEs
Casdatifan mono Post-10 ccRCC DLTs
PATIENTS WITH ADVANCED SOLID TUMORS
Casdatifan monotherapy 50 mg BID capSUIe
. SECONDARY
2L+ ccRCC OUTCOMES:
Casdatifan mono a0 A ;)Krjg’
50 mg QD capsule * e z
EXPLORATORY
2L+ ccRCC Casdati ) D 4 OUTCOMES:
Casdatifan mono elirr 23V PFS
100 mg QD tablet os
ost-10 ccR Biomarkers
1L, first-line it setting; 2L+, second-ine treatment setting or greater; DLT, dose-limiting toxicity; 10, immunotherapy.
PASSESS g 10 RECIST v1.1
ASCO Genitourinary — ol . , MD
Cancers Si/"r;poswim 2 - ::fj?,, ..O;ur:( S:nf\.:m:‘ M. o ASCO =

v cone senmi s B0 0D KNOWLEDGE CONQ

Treatment With Casdatifan Showed Meaningful Clinical
Activity and Disease Control Across Doses

50 mg BID 50mg QD 100 mg QD
Efficacy-Evaluable Population? (n =32) (n =28) (n=27)

Median follow-up, mo (range) 15 (7-19+) 12 (9-14+) 5 (2-6+)
Confirmed ORR, % (n) 25% (8) 29% (8) 33% (9)
(95% CI) (11.5,43.4) (13.2,48.7) (16.5, 54.0)
Best Overall Response®, n (%) 10 (31%) 9 (32%) 9 (33%)
CR 0 1 (4%) 0
PR 10 (31%) 8 (29%) 9 (33%)
SD 16 (50%) 15 (54%) 14 (52%)
PD 6 (19%) 4 (14%) 2¢ (7%)
zié:é‘::k ent due to progressive disease or death

ASCO Genitourinary
Cancers Symposium

Casdatifan 100 mg QD Showed Rapid Response and a :
Trend of Decreasing Sum of Target Lesion Diameters

100 4 PR PD | m=—PR w—PD

@EmSD P Ongoeing treatment 80 B SD > Ongoing treatment
80 4 60
60
40
40 4

-100 4

Best Percent Change From Baseline in SLD,
Percent Change From Baseline in SLD, %

Weeks
Median (range) follow-up for the 100 mg QD cohort is 5 (2—6+) months (ongoing)

Data cutoff date: 03 January 2025.

éSCO (_’gom'nour nary - emesexeosy. Toni K Choueiri, MD ASCO =
BNCers Symposium 0

Presantason b progerty o the 940 d A5 Pammssion sy 1 s SOORNE ST @ISO NG KNOWLEDGE CONQUES




Evre IIA/IIB Seminom Tedavisinde RPLND

Guideline recommended treatment options

are associated with significant long-term toxicity

Prospective COTRIMS (Cologne Trial of
Retroperitoneal Lymphadenectomy in rr—2dlation | chemotherapy |

= = % Solid cancer RR29-59 RR34-75 Mortality
Metastatic Seminoma): final results Leukemia RR 3.0 RR 3.2-5.1 e
z especially in
cardiovascular RR 2.3 RR 5.7 seminomas beyond
Axel Heidenreich, MD, PhD Diabetes mellitus RR 2.3 RR 2.6 15 years

Professor of Urology

ospital Cologne, Germany
Fung et al., 2018; Kvammen et al., 2016

ASCO Genitourinary sewren v Axel Heidenreich, MD, PhD

Cancers Symposium

Patient characteristics number (n = 34)

age (years), median (IQR) 34.2 (21-54)
Primary orchiectomy, n (%)

right 11(32)

left 23 (68)

pT1 22 (65)

pT2 12 (35)

Rete testis Invasion 6/22 (28)
Tumo diameter (cm), median (IQR) 43 (2.1-5.1)

Clinical stage at diagnosis, n (%)

mean F-up 50.5 (12-81) months
median Follow-up 43.2 (12-62) months

overall survival 1086
ii ::B treatment-free survival 88.3%
4(12) relapses 4,6, 9 and 12 months
Clinical stage at RPLND, n (%) ’ SREET)
CS lIA 22 (65) 1 x Redo-RPLND and NED
cs B 12 (35)

number lymph nodes on preop. CT, median (IQR) 1.6 (1-3) 36 I 7 84
Survival time (months)

Relapse-free survival (%)

Size of lymph nodes (cm), median (IQR) 2.2 (1.3-4.5)

Axel Heidenreich, MD, PhD

ASCO Genitourinary 7 | wsenreo v Axel Heidenreich, MD, PhD
Canc S L 2 Presormsion s praperty o 9w auver s A e R e

ers Symposium




Penil kanserde Kemoterapi ve Immiinoterapi Kombinasyonu

Survival outcomes: PFS and OS

Median PFS Median OS
6.2 (95%Cl 3.7, 8.7) months 15.5 (95%Cl 6.0, 25.0) months

EPIC-A: Phase |l trial of cemiplimab plus standard of
care chemotherapy followed by maintenance
cemiplimab in locally advanced or metastatic penile

carcinoma.

Amit Bahl'. A

Survival Probability
Survival Probability

o o - Be—demcencminer ASCO - Time (months) Time (months)

Efficacy: Clinical Benefit Rate (CBR)
Efficacy outcome _____[N=29 |

12 weeks

Table: List of AEs = Grade 3 related to chemotherapy or cemiplimab.

AE CTC Cat0 Chemotherapy Related Cemiplimab Related
% N %

|
Gastrointestinal disorders 13.6 1 11
Blood and lymphatic system 9.1
Infections and infestations 9.1 222

Clinical benefit rate (CBR) 62.1% (95%Cl 44.4%, 79.7%)

CR 0 Response over time
12 weeks 21 weeks
PR 15 (51.7%)

sD 3(10.3%)

Cardiac disorders 4.5
Ear and labyrinth disorders 4.5

Immune system disorders 4.5

Objective response rate (ORR) 51.7% (95%CI 34.4%, 68.6%)

21 (12+9) weeks

Clinical benefit rate (CBR) 48.3% (95%CI 31.4%, 65.6%)
CR 1(3.4%)
PR 12 (41.4%)
SD 1(3.4%)

Objective response rate (ORR) 44 8% (95%CI 28.4%, 62.4%)

Musculoskeletal & connective tis 4.5

Respiratory, thoracic and medias 4.5

Vascular disorders
100




Sonuc

Uroteliyal kanserlerde neoadjuvan ve adjuvan immiinoterapi verileri olgunlasiyor

Uroteliyal kanserde FGRF3 daha potent molekiiler

RCC berrak hiicreli kanserde TKi+immiinoterapi/Nivolumab/ipilimumab kombinasyonu standart
RCC berrak hicreli hastalarda 2. ve sonrasi Belfuzan+Lenvatinib verileri dikkat ¢ekici

Prostat kanseri izole PSA nliksi ylksek riskli hastalarda yogun tedavi secenegi

Kastrasyona direncli hastalarda 6zelikle PARP inhibitorleri ve litesyum kombinasyonlari ne ¢ikiyor
Testis seminom evre IIA/IIB RPLND bir secenek

Penil kanserde standart kemoterapiye immiunoterapi eklemek sagkalimi artirabilir
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