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* Family of 4 receptor tyrosine kinases

(FG FR1—4), ™™ domain FGFR3 dimer "gan\ds .
* FGFR5/FGFRL1 lacks kinase domain iy .

Physiologic roles: embryogenesis,
wound healing, angiogenesis,
phosphate homeostasis (FGFR1 +
Klotho axis)

* Oncogenic activation = mutations,
amplifications, fusions/rearrangements

* Fusions force receptor dimerization -
constitutive kinase - MAPK + PI3K-
AKT + STAT signaling
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.
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Katoh M. Nat Rev Clin Oncol 2019;16:105-122 Babina IS, Turner NC. Nat Rev Cancer 2017;17:318-332



Targeted treatment begins with testing:
|dentify FGFR+ patients today
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~20% testados

Table 1. Patient Demographics

Figure 1. FGFR3 status

haracisristic N = 3,661 (100%) N = 1,495 (40.8%) N = 2,166 (59.2%) A- Overall Result B- By Primary Tumor Location

Overall Patients With Genomic Test Without Genomic Test

(Md. Q1, Q3) 74.0 (67.0, 81.0) 73.0 (67.0, 80.0) 75.0 (68.0, 81.0)

Race, n (%) " 19.0% Lower Tract =i o
White 2,514 (68.7%) 1,029 (68.8%) 1,485 (68.6%) n=185 16.2%
Black 197 (5.4%) 61 (4.1%) 136 (6.3%)

Asian 39 (1.1%) 8 (1.2%) 21 (1.0%)

Other 219 (6.0%) 89 (6.0%) 130 (6.0%) Upper Tract o
Unknown 692 (18.9%) 298 (19.9%) 394 (18.2%) n =69 i

Practice Type, n (%)"*

0 20 40 60 80 100
= Positive Negative FGFR3+ (%)

Soélo 40% testados

Figur
g <1/3 antes de 3L

4 4.0% 8 8.9% 0.7% 100
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ECOG at advanced diagnosis, n (%) “* 80 652 713
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Unknown 1,887 (51.5%) 658 (44.0%) 1,229 (56.7%) 2
Stage at initial MIBC diagnosis* 8 40
Localized MIBC 1,183 (32.3%) 450 (30.1%) 733 (33.8%) 5 276
Locally Advanced 947 (25.9%) 298 (19.9%) 649 (30.0%) ° 15.1
Metastatic 1,489 (40.7%) 731 (48.9%) 758 (35.0%) s 20 - :
Not documented 42 (1.1%) 6 (1.1%) 26 (1.2%)
Primary Site, n (%) * 0 -
—— 2792;()(2:67;/;/)) 13:*523(?72%9:/3)) 137737%5;@) Testatany 1L initiation 3L initiation 4L initiation ~ Within 3

ower trac 2 .3% 5 1% - 5% - e w -

B — o _t|1m§95) (N=648) (N=182) (N=82) m(()jr;t;tsh of
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Emily Nash Smyth et al. ASCO GU 2026
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Patients with aUC in Flatiron
Health Database
(n=15,236)

Available First Line Treatment
(n=10,960)

First Line EV + Pembro

(n=757)

Progression on First Line EV +
Pembro who received Second

Line Therapy
(n=120)
Carboplatin- Cisplatin- Other
based based EV rechallenge haeetion
therapies therapies (n=16,13.3%) (ot vy %)
(n=42, 35%) (n=16, 13.3%) B

-Erdafitinib (n=11, 24%)
-Trastuzumab deruxtecan (n=11, 24%)
-Sacituzumab govitecan (n=10, 21.7%)

-Other (n=14, 30.4%)

Gebrael G. et al. (2026). Bladder Cancer.
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Figure 1: THOR Cohort 1 study design

Cohort 1

Key Eligibility Criteria Erdafitinib

» Age =18 years Once-daily erdafitinib 8 mg with

+ Metastatic or unresectable pharmacodynamically guided
uc up-titration to 9 mg

- Disease progression Treat until

* Prior treatment with dissase .
anti-PD-(L)1 progression or

. . unacceptable
SHieC hener ove o thotapy Investigator’s choice of [JRUNIIHY
« Select FGFR3/2 alterations chemoth erapy

(mutations or fusions)
« ECOG PS 0-2

Docetaxel or vinflunine
once every 3 weeks

Stratification factors: Endpoints
Region (North America vs Europe vs rest of
world), ECOG PS (0 or 1vs 2), and disease
distribution (presence vs absence of visceral
[lung, liver, or bone] metastases)

Primary: OS
Key secondary endpoints: PFS, ORR (both
investigator-assessed per RECIST v11); safety

ECOG PS, Eastern Cooperative Oncology Group performance status; FGFR, fibroblast growth receptor; PD-1, programmed cell death protein 1;
PD-L1, programmed death ligand 1; UC, urothelial carcinoma.

Loriot Y. et al. (2023). N Engl J Med.
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A Erdafitinib Chemotherapy N Erdafitinib Chemotherapy

Age, median (range), years 66 (32-85) 69 (35-86) ECOG PS 0-1, n (%) 124 (91.2) 117 (90)
Men, n (%) 96 (70.6) 94 (72.3) Primary tumor upper tract, n (%) 41 (30.1) 48 (36.9)
Race, n (%) = PD-L1 low (CPS <10), n (%) 89 (92.7)° 68 (86.1)°

White 81 (59.6) 63 (48.5) FGFRalt, n (%)P (n=135) (n=129)
Asian 37 (27.2) 40 (30.8) Mutations 108 (79.4) 107 (82.3)
Black or African American 0 1(0.8) Fusions 25 (18.4) 19 (14.6)

Multiple 0 1(0.8) Mutations and fusions 2(1.5) 3(2.3)

Not reported 18 (13.2) 25 (19.2) Prior lines of systemic therapy®
Presence of visceral metastases, n (%) 101 (74.3) 97 (74.6) 1 line 45 (33.1) 33 (25.4)
Liver 31(22.8) 38 (29.2) 2 lines 90 (66.2) 97 (74.6)

Loriot Y. et al. (2023). N Engl J Med.
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20 1 ORR 45.6%
40 A Relative risk, 3.94 (95% Cl, 2.37-6.57;
P<0.001)
3:. 30 A
=
2
B 20 - PR 39.0%
o (n=53)
ORR11.5%  cros%
10 T ’ (n=1)
0 -
Erdafitinib Chemotherapy
(n=136) (n=130)

Loriot Y. et al. (2023). N Engl J Med.
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100

—@— Erdafitinib —l— Chemotherapy
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40
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Progression-free survival, %

t —y B 1
0 T 1 I I | I T I I T I 1
0 3 6 9 12 15 18 21 24 27 30 33 36

Months Since Randomization
No. at risk

Erdafitinib 136 90 39 24 12 7 3 3 3 2 1 1
Chemotherapy 130 43 23 9 4 2 2 1 1 0 0 0 0

Loriot Y. et al. (2023). N Engl J Med.
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Months Since Randomization
No. at risk

Erdafitinib 136 117 97 74 46 35 25 17 15 9 5 3 3 2 2 2 1 0
Chemotherapy 130 87 66 43 30 18 13 9 8 3 2 2 1 0 O O O O

Loriot Y. et al. (2023). N Engl J Med.
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Erdafitinib Chemotherapy
HR and 95% CI n/N* Median n/N® Median HR and 95% CI

Overall —— 77/136 12.1 78/130 7.8 0.64 (0.47-0.88)
FGFR alteration type

Translocation * 13/25 16.4 15/19 8.0 0.49 (0.23-1.03)

Mutation = 63/108 109  60/107 7.7 0.67 (0.47-0.95)
Baseline ECOG PS

0-1 —— 70/125 12.2 717119 8.7 0.65 (0.46-0.90)

2 ¢ 711 6.1 711 2.8 0.47 (0.16-1.35)
Lines of prior treatment

1 line —— 27/45 14.0 21/33 7.8 0.61(0.35-1.09)

2 lines —— 49/90 11.6 57/97 7.7 0.67 (0.45-0.98)
Visceral metastasis

Presence —— 59/103 12,2 577101 1.7 0.65 (0.45-0.93)

Absence ——1 18/33 10.6 21/29 8.8 0.61(0.32-1.14)
Primary tumor location

Upper tract — 16/41 23.3 27/48 7.2 0.34 (0.18-0.64)

Lower tract —+ 61/95 10.5 51/82 9.6 0.82 (0.56-1.18)
Chemotherapy

Docetaxel — 77/136 12.1 40/69 10.6 0.76 (0.52-1.11)

Vinflunine —— 77/136 121 30/43 7.7 0.60 (0.39-0.92)

0.10 < 1.00 > 10.00
Favors erdafitinib Favors chemotherapy

Loriot Y. et al. (2023). N Engl J Med.
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Impact of Dose Reductions on the Efficacy of Erddfitinib in Patients with Advanced or Metastatic Urothelial Carcinoma
(mUC): A Post-hoc Analysis of the Phase 3 THOR Study Cohort-1 Evaluating Erddfitinib versus Chemotherapy

Figure 2: Disposition of patients included in subgroup analyses by dose reductions

Randomized to erdafitinib ——= Erdafitinib randomized population

n=136
4
Received 21 dose of erdafitinib Erdafitinib safety population
n=135
|
- B
No up-titration of Up-titrated from
erdafitinib 8 mg to 9 mg erdafitinib
n=31 n=104
I |

Subgroups by number of dose reductions*

0 dose reductions 1 dose reduction =2 dose reduction
n=66 n=33 n=36

*De-escalation from 9 mg to 8 mg not included.

Giannatempo P. Presented at the European Society of Medical Oncology (ESMO) Annual Congress, Berlin, 2025
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Impact of Dose Reductions on the Efficacy of Erddfitinib in Patients with Advanced or Metastatic Urothelial Carcinoma
(mUC): A Post-hoc Analysis of the Phase 3 THOR Study Cohort-1 Evaluating Erddfitinib versus Chemotherapy

Table 1: Baseline characteristics by number of erdafitinib dose reductions

Number of dose reductions
Characteristics
0 (n=66) | 1e=33 | 22036 |

Age, median (range), years 65.0 (34-84) 65.0 (32-85) 69.5 (60-81)
Age, n (%)

<65 years 32 (485) 16 (48.5) 11(308)

65-69 years 13 (197) 9(27.3) 7(194)

T0-74 years 9 (13.6) 1(3.0) 11(30.6)

=75 years 12 (18.2) 7(21.2) 7(194)
Female, n (%) 17 (25.8) 12 (36.4) 11(30.6)
Race, n (%)

Asian 13 (197) 11(33.3) 13 (36.1)

White 45 (68.2) 17 (51.5) 18 (50.0)

Not reported 8 (121) 5(15.2) 5 (13.9)
Primary tumor location, n (%)

Lower tract 51(77.3) 22 (667) 21(58.3)

Upper tract 15 (22.7) 11(33.3) 15 (41.7)
Visceral metastases, n (%)

Present 51(77.3) 24 (727) 25 (694)

Absent 15 (227) 9 (27.3) 11(30.6)
PD-(L)1 status, n/total (%)

CPS 210 5/46 (10.9) 0/22 (0) 2/27 (14)

CPS <10 41/46 (891) 22/22 (100) 25/27 (92.6)
Previous lines of systemic therapy, n (%)

1 24 (364) 11(33.3) 10 (27.8)

2 42 (63.6) 22 (66.7) 25 (694)

3 0 0 1(2.8)

Giannatempo P. Presented at tfh'ecEru#r@pea'nsS@cﬁetV@ﬁMedli@elh%ohggyp(cE&M@%&mwal Congress, Berlin, 2025
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Impact of Dose Reductions on the Efficacy of Erddfitinib in Patients with Advanced or Metastatic Urothelial Carcinoma
(mUC): A Post-hoc Analysis of the Phase 3 THOR Study Cohort-1 Evaluating Erddfitinib versus Chemotherapy

Table 2: OS and PFS by number of erdafitinib dose reductions
Erdafitinib Erdafitinib safety population

randomized Number of dose reductions

population
(=38 | 00§ | 1033 | 2036
Overall Survival
Median (95% CI), mo 121 (10.3,16.4) 10.0 (81,10.9) 10.3 (8.5, 16.8) 23.2 (18.2, NE)
6-mo rate (95% Cl), % 85 (77,90) 77 (63, 86) 87 (69, 95) 97 (81,100)
12-mo rate (95% CI), % 51 (41, 60) 36 (23, 50) 43 (24, 60) 81(63, 91)
PFS
Median (95% CI), mo 56 (44,57) 4.2(2.8,54) 5.6 (4.0,5.9) 10.8 (6.8,13.7)
6-mo rate (95% Cl), % 37 (28, 46) 20 (10, 32) 31 (15, 49) 68 (50, 81)
12-mo rate (95% Cl), % 17 (10, 25) 7(2,16) 10 (1, 32) 34 (18, 51)

Mo, months; OS, overall survival; PFS, progression-free survival.

Giannatempo P. Presented at the European Society of Medical Oncology (ESMO) Annual Congress, Berlin, 2025



7™ ANNUAL
Emerging personalized therapies for the

management of urothelial carcinomas

Impact of Dose Reductions on the Efficacy of Erddfitinib in Patients with Advanced or Metastatic Urothelial Carcinoma
(mUC): A Post-hoc Analysis of the Phase 3 THOR Study Cohort-1 Evaluating Erddfitinib versus Chemotherapy

Table 4: TEAEs leading to dose reduction of erdafitinib with incidence 210%

Number of dose reductions

Stomatitis 7(21.2) 12 (33.3)
Palmar-plantar erythrodysesthesia 2(61) 10 (27.8)
Onycholysis 5(16.2) 7(194)
Onychomadesis 4 (121) 5 (13.9)
Diarrhea 3(91) 5 (13.9)
Dry mouth 2(61) 4 (111)
Hyperphosphatemia 2 (6.1) 4 (1.1)

AE, adverse event; TEAE, treatment-emergent adverse event. *0One of these 33 participants is not included in this analysis as they did not meet the criterion for dose reduction
based on the exposure data. However, the AE data indicate that the participant had a dose reduction due to an AE.

Giannatempo P. Presented at the European Society of Medical Oncology (ESMO) Annual Congress, Berlin, 2025
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Impact of Dose Reductions on the Efficacy of Erddfitinib in Patients with Advanced or Metastatic Urothelial Carcinoma
(mUC): A Post-hoc Analysis of the Phase 3 THOR Study Cohort-1 Evaluating Erddfitinib versus Chemotherapy

Table 3: Objective responses by number of erdafitinib dose reductions (unconfirmed)

Erdafitinib Erdafitinib safety population
randomized Number of dose reductions
B T
ORR 62 (45.6) 22 (33.3) 17 (51.5) : 3 (63.9)
Best overall response
Complete response 9 (6.6) 0 4 (121) 5 (13.9)
Partial response 53 (39.0) 22 (33.3) 13 (394) 18 (560.0)
Stable disease 50 (36.8) 24 (364) 14 (42.4) 12 (33.3)
Progressive disease 14 (10.3) 1 (16.7) 2(6.1) 1(2.8)
Not evaluable 10 (74) 9 (13.6) 0 . 0
Disease control rate® _ 112 (82.4) _ 46 (69.7) _ 31(93.9) _ 35 (97.2)

ORR, objective response rate; *Complete response + partial response + stable disease.

Giannatempo P. Presented at the European Society of Medical Oncology (ESMO) Annual Congress, Berlin, 2025
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Erda antes o después de EV

A B
100 - EV-naive 100, * Erda-naive
EV-treated Erda-treated
£ 759 z 75 L
= p =050, HR 0.78; = p = 0.058; HR 0.61;
% : 95% C10.3510 1.7 2 95% C1 0.34 to 1.09
e e 50
o : o
E ]
L 25- & 25
'3 ] I | 0 | I 1 I | I | |
i i 12 18 0 B 12 18 24 30 38 42 48
Nurnber &t Risk Time from erdafitinib start (Months) Number at Risk Time from EV start (Months)
EV-naive 24 12 3 i Erda-naive 59 26 7 3 3 3 3 1 1
Ev-reated 15 5 2 1 Erda-ireaied 24 8 3 i i i 1 i 0

Talukder, R., et al. (2023).
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COMBINACIONES MEJORES FARMACOS

Sinergia terapéutica para Farmacos de nueva generacion
mejores resultados mas precisos y efectivos
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Tratamiento adaptado al
perfil molecular

NIXT

a . e oo i s =
00O El cancer es complejo. : /( O PACIENTE . Nuevas moléculas, nuevos mecanismos.
La combinacion de estrategias potencia ) ENELCENTRO Farmacos mas inteligentes para lograr
la eficacia y supera resistencias. Tratamiento personalizado ( mejores resultados con menos toxicidad
8

Medicina de precision

() CONCEPTO CLAVE

Combinaciones complementarias y mejores farmacos:
dos caminos convergentes hacia un mismo objetivo: mejorar la vida de nuestros pacientes.



7™ ANNUAL i
Emerging | Walized therapies for the
management of urothelial carcinomas

ETCTN 10483: Phase Ib Trial of Erdafitinib (E) Combined With Enfortumab Vedotin (EV) Following
Prior Therapy For Metastatic Urothelial Carcinoma (mUC) With FGFR 3/2 Alterations

Rohit K Jain!, Yuanquan Yang?, Laura Graham3, Faustine Ong#, Zhengming Chen', Bishoy Faltas!, Di (Maria) Jiang®, Risa Wong®, Sumati Gupta’, Anishka D’souza8, Waddah Arafat?

Jazlyn Heiligh*, Timothy W. Synold'?, Scott Tagawa', Lorraine Pelosof!!, Jingsong Zhang*, Guru Sonpavde'2

Va N Dose escalation ‘”' B
- Locally advanced ) cohort Dose expansion
unresectable or » - Erdafitinib 8 mg Q # cohort » End of treatment
muC day for 28 days + Erdafitinib 8 mg Q ‘ |
+ Upper/lower tract plus EV at starting day for 28 days plus e
Itl:mors I dose of 1 mg/kg EV at RP2D on
= Mixed histology D1,8,15 every 28 D1,8,15 every 28 e
types are allowed if days e days /' P"mary
urothelial is « 3 +3 design + 12 patients endpoints:
predomln_ant + 6-18 patients Safety, MTD
* Pro_gressmn after n B — d RP2D
platinum-based and | ", cipNA (Guardant 360 at A +Imaging q8 weeks an
anti PD-1/PD- baseline) : ] » Secondary
Lithera ) until progressive :
erapy - Baseline FFPE tumor Tissue for f endpoints:
disease P
- Positive FGFR 3/2 PD-L1, Nectin 4 expression Safety, ORR
activating alterations . C1D15, C1D17,C2D1 plasma +ctDNA (Guardant 360 arety, ,
| * Measurable disease levels of erdafitinib and free at progression of | DOR, PFS and | ) FGFR & FGFRIGITC % FGIRATACCHN! Fusen Gone
ECOG 0-2 /. MMAE for PK studies AN disease) N 08 4 , ‘ J
MTD: Maximum tolerable dose; RP2D: Recommended Phase 2 Dose; DOR: Duration of Response; DLT: Dose-Limiting Toxicity
Patients

Jain R.K. et al. (s.f.). ETCTN 10483 (Phase Ib Trial). ASCO GU 2026
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A first-in-human phase 1 study of LY3866288 (LOX0-435),
a potent, highly isoform-selective FGFR3 inhibitor
(FGFR3i) in advanced solid tumors with FGFR3
alterations: Initial results from FORAGER-1

Gopa lyer!, Hiromichi Ebi?, Natalie Cook?, Xin Gao#*, Shigehisa Kitano® Nobuaki Matsubara®, Melissa A. Reimers’, Arlene
O. Siefker-Radtke8, Miso Kim®, Matthew D. Galsky'?, Debbie GJ. Robbrecht'', Jun Guo'?, Bernhard J. Eigl'3, Clare
Schaverien', Brent D. Butts'#, Eunice Yuen'4, Sylwia Szymczak'4, Xiang Zhao'4, Ryan C. Widau'4, Alexandra Drakaki'®

Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY, USA; 2Division of Molecular Therapeutics, Aichi Cancer Center Research Institute, Nagoya, Japan; 3The Christie NHS Foundation
Trust and Division of Cancer Sciences, Faculty of Biology, Medicine and Health, University of Manchester, Manchester, UK; “Massachusetts General Hospital Cancer Center, Boston, MA, USA; Department of
Advanced Medical Development, The Cancer Institute Hospital of Japanese Foundation for Cancer Research, Tokyo, Japan; ®National Cancer Center Hospital East, Chiba, Japan; "Department of Internal Medicine,
Washington University in St Louis, St. Louis, MO, USA; #Department of Medicine, The University of Texas MD Anderson Cancer Center, Houston, TX, USA; ®Seoul National University Hospital, Seoul, Republic of
Korea; "9Division of Hematology and Medical Oncology, Tisch Cancer Institute, Icahn School of Medicine at Mount Sinai, New York, NY, USA; ""Medical Oncology, Erasmus MC Cancer Institute, Rotterdam, the
Netherlands; 12Peking University Cancer Hospital & Institute, Beijing, China; "*British Columbia Cancer Agency, Vancouver, Canada®#; Eli Lilly and Company, Indianapolis, IN, USA; "*Division of
Hematology/Oncology, Department of Medicine, UCLA David Geffen School of Medicine, Los Angeles, CA, USA
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Radiographic Response and FGFR3 Variant Allele Frequency in

FGFR3-Altered Efficacy Evaluable mUC Patients Receiving 2200 mg BID (n=39)

i b
60 FGFR3 Variant Allele Frequency
Q Confirmed ORR, % (n/N) 41 (16/39)
E Confirmed ORR (prior FGFRI) 50 (6/12)
E 40 -1 Best overall response .. 4
I PR, n (%) 16 (41) L 100 ] Dose Level
© SD, n (%) 19 (49) < 200 mg BID
m  20- PD. n (%) 3(8) > - g
= NE, n (%) 1(3) 2 fon 50 M s00mg BID
# DCR, % (n/N) 90 (35/39) TR T
° o & (52
(= ] 2
Q c o 04 — — — — — 4
= *a = ]t
c -201 # g
© & =
- g @ —50-
O _40- £
s # &) Y
£ # 2 -100] =dl= |
S 60 poseLevel BOR FGFR3 Alteration : / '
£ PR SD PD
200 mg BID B PR Il mutation n=12 n=7 n=2
E™ -804 I 300 mgBID [Jso [ Fusion
o - 400 mg BID E‘ NE Treatment Ongoing BOR
E . PD # Prior FGFRi therapy
#
-100- * Decreases in FGFR3 Variant Allele Frequency

(VAF) at C2D1 correlate with BOR

® 21/39 patients had detectable FGFR3 VAF at
baseline

BOR
FoFR3 Alteraton I T | e e | |

* Responses were also observed in non mUC patients: intrahepatic cholangiocarcinoma and ovarian (Brenner) cancer (n=1 each).

Data cutoff date of 02 Dec 2024. *Efficacy evaluable patients are those with measurable disease who had at least 1 post-baseline response assessment or had discontinued treatment before the first post-baseline response assessment. °Changesin ctDNA were assessed using Guardant 350 from patients’ plasma samples.
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A randomised phase lll Study of Enfortumab vedotin with
pembrolizumab +/-Vepugratinib 15t line in FGFR3 altered
advanced urothelial cancer (FORAGER-2) NCT07218380

Enfortumab vedotin with
pembrolizumab + Vepugratinib

1%t line metastatic UC

FGFR3 DNA+ve :

Fit for EVP afely n i o -
Enfortumab vedotin with

PS 0-2 pembrolizumab

FGFR 3 screening from plasma Global randomized phase |l
with expected positivity of 25% needs 450 patients. EVP can start
prior to randomisation to allow
PFS is primary endpoint FGFR3 results.

Initial safety run-in enrolling
Phase | data suggest tolerable
and safe (n=6)
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El FGFR+ que no se testa, no se trata y en 2026 eso ya
no tiene excusa

» Menos del 40% de los pacientes se testan

» Menos de 1 de cada 3 antes de la tercera
linea.

Con erdafitinib demostrando OS paciente sin
test es un paciente al que le estamos robando

opciones
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La toxicidad no es el enemigo = es la seial de que el farmaco
esta funcionando

» Los datos de dosis-reduccion del THOR son contraintuitivos
pero contundentes: los pacientes con =2 reducciones de dosis

tienen una OS

» Tratar la toxicidad no es fracasar, es la estrategia.
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Erdafitinib es el presente, pero el futuro se llama
combinacion y ya tiene un ORR del 93%



La mejor terapia dirigida que existe... es
un oncologo que no se rinde



