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OVERVIEW OF FGFR SIGNVALLING
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Katoh et al . Nat Rev Clin Oncol. 2024; Ascione et al Can Treat Rev 2023
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MECHANSIMS OF ONCOGENIE ACTIVATION

Fusions: Type |
BCR-FGFR1
CEPA43-FGFR1
CNTRL-FGFR1
CUXT-FGFR1
MYO18A-FGFR1
TPR-FGFR1
TRIM24-FGFR1
ZMYM2-FGFR1

ETV6-FGFR3

Type lla
FN1-FGFR1

EPHAG6-FGFR2

FN1-FGFR2
KLK2-FGFR2

FN1-FGFR3

!

Type lIb
FGFR1-TACC1

FGFR2-BICC1
FGFR2-CCDC6
FGFR2-ERC1
FGFR2-INA
FGFR2-SHTN1
FGFR2-TACC2

FGFR3-TACC3

1

Gain-of-function mutations
FGFR1 N546K and KB656E

FGFR2 $S252W, C382R,
N549K and K659E

FGFR3 S249C, Y373C
and K650E

FGFR4 N535K, V550M
and K645E

Amplification and/or overexpression
Whole-gene amplifications

Partial gene amplifications
(excluding FGFR2 exon 18)

Enhancer amplifications
or rearrangements

Transactivation by other
oncogenic drivers
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Aberrant FGFR signalling can drive
oncogenesis and is implicated in
cancer cell survival, neoangiogenesis,
metastatic dissemination, cancer cell
proliferation and invasion, and
response to some types of anticancer

therapies?:3

FGF ligand ——= FGFR+ urothelial

carcinoma is driven

by aberrant FGFR
Altered FGFR  —= signalling, a result

of FGFR alterations

006\3

> 4 AN

Intracellular signalling
pathways

Cancer cell
survival and
proliferation

Invasion

Metastatic
dissemination

Neoangiogenesis

Katoh et al . Nat Rev Clin Oncol. 2024
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FOHR IVUROTELIAL CARGINOMA

FGFR3 mut
60-70%

FGFR3 mut
20-40%

a

Bladder
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FGFR alterations are observed in ~20% of advanced or mUC of the bladder and
~35% of high-grade upper tract UC, and may function as oncogenic drivers’3

FGFR3 mut: 14%

s MettrAe

TCGA: Molecular subtypes and systemic therapy
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GENIE BLCA: 0= 3164
MSKIMPACT: n =006
TCCABLCA = 402
Whigor:n= 179

f—=—=—agy
wadeos

o
of cahert

(o ]
v?é’i??&’e Luminal Basal/Squamous
6&@%9 KRT20+, GATA3+, FOXA1+ KRT5,6,14+, GATA3-, FOXA1-
=3
FGFR3mut: 32% V5% 12% 6% 15%
perivesical tissue
Luminal-papi“ary s @
FGFR3 mut, fusion, amp Low purity Female SOX2
Papillary histology EMT markers (TWIST1, ZEB1) | Squamous differentiation DLX6
SHH+ miR-200 family | Basal keratin markers MSI1
Low CIS Medium CD274 (PD-L1), CTLA-4 | High CD274 (PD-L1), CTLA4 PLEKHG4B
Myofibroblast markers | Immune infiltrates E2F3/SOX4 amp
rorrt o IS Wild type p53 —_— High cell cycle
ForRz  1o% ] =
FeFR3 2% 1w | e [—
rorre 2o I THiICE = &
i L ] 1 Low risk Anti-PD-L1, PD-1, CTLA-4 Targeted therapy? "Anti-PD-L1, PD-1, CTLA-4 Etoposide/Cisplatin NAC
i ] ] [ ampincaton [ Deep Deteton | No ateratons NAC* Cisplatin-based NAC** Cisplatin-based NAC
FGFR3 inhibitors >
Low response rate
* Low predicted
likelihood of response,
based on preliminary
FGFR3: MUT 21 S data
FGFR3: FUS 1.5% I'm
Genetic Alteration  § jnrame Mutation (unknown significance) B Missense Mutation (putative driver) § Missense Mutation (unknown significance) | Splice Mutation (unknown significance)
§ Truncating Mutation (unknown significance) il Structural Variant (putative driver) || Structural Variant (unknown significance) || No alterations -~ Not profiled

Robertson et al, Cell 2017; Knowles et al, Nat Rev Can 2015; Ascione et al Can Treat Rev 2023 Necchi A, et al. Eur Urol Focus. 2019.
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FOHR INFIBITORS IV UROTHELIAL CANGER

Inhibitor Mechanism Target  Binding Delivery Primary
site cancer
trials
Second generation (FGFR selective)
Erdafitinib TKI RTI FCFR1-4 ATPc Oral uc
(INJ-
42756493)
Rogaratinib TKI RTI FGFR1-4 ATPc Oral uc
(BAY1163877)
Infigratinib TKI RTI FGFR1-3  ATPc Oral uc/cGc
(BGJ398)
Pemigatinib TKI RTI FGFR1-3  ATPc Oral uc
(INCB054828)
Fexagratinib TKI RTI FGFR1-3 ATPc Oral Lung, brea:
(AZD4547)
Tasurgratinib TKI FGFR1-3 ATPc Oral CGC
(E7090) type V
Derazantinib TKI FGFR1-3 ATPc Oral UcjCcGC
(ARQ 087)
LY2874455 TKIRTI FGFR1-4 ATPc Oral Gastric/
NSCLC
Futibatinib TKI IRTI FCFR1-4 KD Oral CGC
(TAS-120) P-loop
Third generation (FGFR subtype-specific)
TYRA-300 TKI FGFR3 KDGMR Oral uc
LOX0-435 TKI FGFR3 KDGMR Oral uc
LY3076226 ADC FGFR3 ECR Systemic UC
Vofatamab mAb FGFR3 LBD Systemic UC
(B-701)
MFGR1877S mAb FGFR3 LBD Systemic  STs
First generation (nonselective TKIs)
Dovitinib TKI RTI VEGFR1- ATPc Oral RCC
(TKI258) 3
FGFR1-3
PDGFRA/
B

PDGFR KIT

VEGFR
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+ Pan-FGFR:
Erdafitinib
Rogaratinib
Infigratinib
Pemigatinib
Futibatinib

Selective TKIs _l @ ()
Q (®
@) (®)
L

® Phosphate

(T HSPG

. Monoclonal
antibody

lll

Nucleus

DA DDV —

Cell survival

Proliferation

Angiogenesis
Immune evasion

Non-selective
TKls

« FGFR1/2/3 + other targets:
Dovitinib
Derazantinib

— Activate

—— Inhibit

Pichler et al Act Urol 2024; Li et al Eur Urol 2025
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ERDAFITING INOROTELIAL CARCINOMA

The NEW ENGLAND JOURNAL of MEDICINE . . . . .
Figure 2. A) Progression-Free Survival® and B) Overall Survival
A 1001 —&— 8 mg B 100+
ORIGINAL ARTICLE =
5 80 80
-
L. . 2 g
Erdafitinib in Locally Advanced or Metastatic @ 60- E 60+
i R o s
Urothelial Carcinoma & 2
& 404 = 40+
=] o
& 2
" P 2 20+ O 20+
Table 1. Baseline Characteristics g
ERDA 8 mg/d UpT = 0 0
1 = 2 T T T T T T T T T T T T T T T T T T T T T T T T T
Fationts, n (%) ne 0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 1215 18 21 24 27 30 33 36
Age, median (range), years 67 (36-87) Months Maonths
I T Number at risk Number at risk
ECOGPS 0 51(50) 10167 39 26 19 14 10 8 4 1 1 0 10190 76 60 46 37 3330 28 15 8 1 O
! W) "By investigator assessment
2 7(7) ¥ 9 -
Pretreatment Progressed or relapsed after chemo 89 (88)
Chemo naive 12(12)
Prior immunotherapy 24 (24)
Number of lines of prior treatment 0 10 (10)
. . ' 200 - - - ) s
]2 ‘:2 (2’88’) Table 2. Antitumor Activity of Erdafitinib in the 99 Patients in the Selectad-Regimen Group.* Most Patients Recelvmg 8 mg QD Erdafitinib
(28) Variable Value Rate of Response (95% CI) Had Tumor Shrinkage
>3 15 (15) )
percent
f g * 75799 (76% luabls ients treated with
Visceral metastases Present 78 (?7) peri ig; t— no. of patients{ % 8mg cvtann'ﬁr:uitjas :?d;i?i?\?:::d ::guiﬁomn in
Absent 23 (23) Any objective response 0 40 (31-50) § 50 the sum of target lesion diameters
Hemoglobin level, g/dL =10 86 (85) (Comgiaieesponse 3 3 g M rGrRmutation I FGFR fusion
<10 15 (15) Partial response 37 37 E o
Stable disease 39 39 §
Tumor location Upper tract 25(25) Progressive disease 18 18
Lower tract 76 (75) Could not be evaluatad or unknown 7 2 *
Creatinine clearance rate <60 mL/min 53(52) Median time to response —me 14
. Median duration of response (95% Cl) — mo 5.6 (4.2-7.2)
> 60 mL/min 48 (48)
*2 patients were added to the 8 mg daily regimen since the cutoff date for the primary analysis (March 15, 2018).

Siefker-Radtke A, et al. ASCO 2020; Loriot et al NEJM 2019
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ERDAFITING INOROTELIAL CARCINOMA

Phase 3 THOR Study: Erdafitinib Versus Chemotherapy of Choice in Phase 3 THOR Study: Erdafitinib Versus Pembrolizumab in Patients With
Patients With Advanced Urothelial Cancer and Selected FGFR Aberrations Metastatic Urothelial Carcinoma and Select FGFR Alterations
Cohort 1 Cohort 2
!(iygee :gf:b;:rt! criteria Er:ina=f1i;i§r;ib Primary end point: K eA};: IZI?:;IEI:Z crena Er::rl|a=f1i§i;ib Primary end point
. Met;stat)i’c or 2 Once-daily erdafitinib 8 mg with « OS + Metastatic or unresectable Once-daily erdafitinib 8 mg with « OS
unresectable UC pharmacodynamically guided uptitration to 9 mg uc pharmacodynamically guided uptitration to 9 mg

« Confirmed disease « Confirmed disease

progression [FIROEEESENEm 1 (B G Secondary end points
+ Prior tx with anti-PD-(L)1 Chemotherapy of Choice Key secondary end points: ° MBI Eni=r-{i & Pembrolizumab .+ PFS
« 1-2lines of systemic tx (n=130) « PFS * Select '_EGFR-?/_Z"“ (n=176) . ORR
. Select FGFR3/2alt docetaxel or vinflunine once every 3 weeks (mutation/fusion)® 200 mg once every 3 weeks . Safet
(mutation/fusion)® + ORR + ECOGPS0-2 y
+ ECOG PS 0-2 « Safety
P ol : : Stratification factors: region (North America vs European Union vs
Stratification factors: region (North America vs European Union vs - st
rest of world), ECOG PS (0 or 1 vs 2), and disease distribution rest of world), ECOG PS (0_ or1vs2), anfl disease distribution
(presence vs absence of visceral [lung, liver, or bone] metastases) (presence vs absence of visceral [lung, liver, or bone] metastases)
NCT03390504 NCT03390504

Loriot et al ASCO 2023; N Engl J Med. 2023
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ERDAFITING INOROTELIAL CARCINOMA

Demographics and Disease Characteristics

Phase 3 THOR Study: Erdafitinib Versus Chemotherapy of Choice in

Patients With Advanced Urothelial Cancer and Selected FGFR Aberrations

Cohort 1

. Erd ib motherapy
(=130

o Erd
Characteristic (n=136)

emotherapy
(n=130)

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)° I
White 81(59.6) 63 (48.5) ?FGFRaIt, n (%)° (n=135) (n=129) Y
Asian 37(27.2) 40 (30.8) Mutations 108 (79.4) 107 (82.3)
Black or African American 1] 1(0.8) Fusions 25 (18.4) 19 (14.6)
Multiple (1] 1(0.8) \ Mutations and fusions 2(1.5) 3(2.3) y
Not reported 18(13.2) 25 (19.2) Prior lines of systemic therapy<

Presence of visceral metastases, n (%) 101 (74.3) 97 (74.6) 1line 45 (33.1) 33(25.4)
Liver 31(22.8) 38(29.2) 2 lines 90 (66.2) 97 (74.6)

Key eligibility criteria
« Age =18years

+ Metastatic or
unresectable UC
Confirmed disease
progression

Prior tx with anti-PD-(L)1
1-2 lines of systemic tx
Select FGFR3/2alt
(mutation/fusion)?
ECOG PS 0-2

11
N=266"

NCT03390504

Erdafitinib
(n=136)
Once-daily erdafitinib 8 mg with
pharmacodynamically guided uptitration to 9 mg

Chemotherapy of Choice

(n=130)
docetaxel or vinflunine once every 3 weeks

Primary end point:
+ OS

Key secondary end points:
- PFS

+ ORR

+ Safety

« Patient baseline characteristics were generally balanced between treatment arms

All Patients Enrolled in the Study Had Received

Anti-PD-1 in the First- or Second-Line Setting

Erdafitinib otherapy
(n=136)2 (n=130)

Chemotherapy + anti-PD-(L)1P 33(24.3) 15 (11.5)
Anti-PD-(L)1¢ 11(8.1) 16 (12.3)
Chemotherapy 1(0.7) 2(1.5)

2 lines of prior systemic therapy 90 (66.2) 97 (74.6)

First line of therapy

Chemotherapy 77 (56.6) 76 (58.5)
){ Chemotherapy + anti-PD-(L)1 6(4.4) 10(7.7) |
Other 7(5.1) 11(8.5)
Second line of therapy
P! Anti-PD-(L)1 76 (55.9) 76 (58.5) |
Chemotherapy 10(7.4) 14 (10.8)
Other 4(2.9) 7(5.4)

Loriot et al ASCO 2023; N Engl J Med. 2023
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ERDAFITING INOROTELIAL CARCINOMA

100
Erdafitinib Chemotherapy
Median OS 12.1 months 7.8 months
80— HR = 0.64 (95% CI, 0.47-0.88)
o p = 0.005
>
T 60
S
R
3
7]
o 40—
L
" eas o . o H
Phase 3 THOR Study: Erdafitinib Versus Chemotherapy of Choice in 3
Patients With Advanced Urothelial Cancer and Selected FGFR Aberrations 201 Erdafitinib
Chemotherapy
Cohort 1 0 T T T T T T T T T T T T T T T T l
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Key eligibility criteria Erdafitinib ) — No. at risk Months
- Age >18years . (n=136) Primary end point: .
o MEsERar NJ-LGI’ Once-daily erdafitinib 8 mg with . 0S Erdafitinib 136 117 97 74 46 35 25 17 15 9 5 3 3 2 2 2 1 0
unresectable UC - pharmacodynamically guided uptitration to 9 mg Chemotherapy 130 87 66 43 30 18 13 9 8 3 2 2 1 0 0 0 o] o]
« Confirmed disease
progression
« Prior tx with anti-PD-(L)1 Chemotherapy of Choice Key secondary end points:
« 1-2lines of systemic tx (n=130) « PFS
« Select FGFR3/2alt docetaxel or vinflunine once every 3 weeks
(mutation/fusion)? + ORR
- ECOG PS 0-2 + Safety
Stratification factors: region (North America vs European Union vs Erdafitinib  Chemotherapy 50 1
restof world), COG PS(00r'1 v5 2, and disease distrbution o S e oRR 35.3%
(presence vs absence of visceral [lung, liver, or bone] metastases) o eraton wpe : en oo c . o
NCT03390504 T nocaion —a—t a5 s s 8o osezicn 40 1 R 5% Relative Risk = 4.16 (95% CI, 2.27-7.64)
Mutation ——| 63108 105 eono7 77 0.67(0.47-0.95) P
Baseline £COG PS
—— 7025 122 7UMe 87 065045090 °
e 61 wm 28 0.47(0.161.35) S 30 A
Lines of prior treatment )
1 line L | 27145 14.0 21733 78 0.61(0.35-1.09) e
2 lines e wm0 e s 77 0.67(0.45.0.98) 2
Visceral metastasis 5 50 4
Presence —— se0a 122 smi01 77 0.65(0.45-0.93) L
Absence —t 1833 106 2125 88 061032110 PR 30.1% ORR 8.5%
T e s me e 1 omoisoecs e CRO.8%
Lower tract —et 61195 105  suE2 96 0.82(0.56-1.18) 10 (n=1)
Chemotherapy
Docetaxel — 7in36 121 awes 106 076(0.52-1.11) PR 7.7%
Vinflunine — 77136 121 303 77 0.60(039.092) (n = 10)
i —— o o0 4
- Erdafitinib Chemotherapy
(N = 136) (N = 130)

Loriot et al ASCO 2023; N Engl J Med. 2023
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ERDAFITING INOROTELIAL CARCINOMA

100
Erdafitinib Median OS:
80 10.9 months (95% Cl, 9.2-12.6)
11.1 months (95% Cl, 9.7-13.6)
60 -
o\o
w .
P brol b
o 204 embrolizuma
Phase 3 THOR Study: Erdafitinib Versus Pembrolizumab in Patients With 207
Metastatic Urothelial Carcinoma and Select FGFR Alterations o
0 I3 (Ii §I9 1‘2 1‘5 1‘8 2‘1 2‘4 2‘7 3‘0 3‘3 3:6 3‘9 4‘2 4‘5 4‘8 5‘1 5‘4 5‘7
Months Since Randomization
COhOl‘t 2 No. at risk
T Erdafitinib 175 160 131 100 78 60 52 41 30 28 23 21 13 9 7 2 1 1 1 0
Kiye"?;b"'tyc"te"a e Pembrolizumab 176 148 119 103 84 72 60 52 43 34 29 23 19 11 8 8 1 1 0 0O
« Age 218 years (

+ Metastatic or unresectable
uc

+ Confirmed disease
progression on 1 prior tx

nib 8 mg with + 0s
pharmacodynamically guided uptitration to 9 mg

Secondary end points 50 1
i Naiveitolanti PD(LTibx Pembrolizumab - PFS 1004
« Select FGFR3/2alt (n=176) - GER ) ORR 40.0% Relative risk, 1.85 (95% Cl, 1.32-2.59;
(mutation/fusion)® 200 mg once every 3 weeks Median PF: 40 4 P < 0.0013)
i e 9 y - Safety 80 4.4 months (95% Cl, 4.1-5.5) CR 6.3% A
Erdafitinib 2.7 months (95% Cl, 1.6-3.0) (n=11)
Stratification factors: region (North America vs European Union vs e 60 X 30 4
rest of world), ECOG PS (0 or 1 vs 2), and disease distribution ;). ,"j
(presence vs absence of visceral [lung, liver, or bone] metastases) w c 0,
NCT03390504 [ g ORR 21.6%
= 20 4 PR 33.7% @
S et CR4.5% (n=8)
20 Pembrolizumab
10
0 — T T T T T T T T T T T T T T T 1 PR 17.0%
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 (n=30)
) Months Since Rand 04
No. at risk . .
Erdafitinib 175 107 57 34 23 19 14 10 7 6 4 4 3 1 0 0 0 0 Erdafitinib Pembrolizumab
Pembrolizumab 176 75 50 36 30 23 16 13 12 11 9 5 3 2 2 2 1 0 (n=175) (n=176)

Siefker-Radtke et al ESMO 2023; Siefker-Radtke Ann Oncol 2024
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OIHERS FOFHR INFIBITORS

PEMIGATINIB INFRIGATINIB
Inhibidor selectivo potente de FGFR 1-3 Inhibidor selectivo oral ATP-competitivo de FGFR 1-3
Fase Il (FIGHT 201) con: Fase |
- Cohorte A: 64 pts UCm mut/fusion FGFR3 67 pts UCm con alteraciones FGFR3
- Cohorte B: 36 pts UCm otras alteraciones de FGFR ORR 25,4%
ORR 25%
A
FORT-1: Phase I/l Study of Rogaratinib T~ T e
ROGARATINIB Versus Chemotherapy in Patients With Locally g
Inhibidor selectivo potente de FGFR 1-4 Rdvinnnn A A Mataninadina Heathalial Pavainama £ s

Table 3. Exploratory analysis of tumor response by FGFR3 DNA alteration (full analysis set)

>

7 8 9 10 11 12 13 14 15 16 17

“ Rogaratinib Chemotherapy Time (months)
- (n=82) (n=79)° e e
e oL FGFR3 DNA®" FGFR3 WT FGFR3 DNA®" FGFR3 WT .
£ ﬂHIIWIIMI“m n=21 n=61 n=15 n=64 L REEE
P ORR, n (%) 11 (52) 6 (10) 4 27) 11 (17)
E;Z DCR, n (%) 16 (76) 27 (44) 10 (67) 33 (52)
IIIIIIIIIIIIIIIIIIIIIIIIIII DCR, n (%) [95% CI] 43 (49) [39, 60]

1-sided p value
(Fisher’s exact test)

49 (56) [45, 66] 02
0.1
0.84 © Consored
0 1 2 3 a 8 9 10 11 12

Time (months)

Necchi et al Ann of Oncol 2024; Lyou et al Clin Genitourin Cancer. 2022; Sternberg et J Clin Oncol 2022.
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COMBINATIONS OF FGFR:

mutaion detecsed™

Rogaratinib Plus Atezolizumab in Cisplatin-Ineligible Patients Erdafitinib or Erdafitinib Plus Cetrelimab for Patients With
With FGFR RNA-Overexpressing Urothelial Cancer Metastatic Urothelial Carcinoma and FGFR Alterations: Final
The FORT-2 Phase 1b Nonrandomized Clinical Trial Results From the Phase Il NORSE Study
Rogaratinib 800 mg BID +  Rogarasnib 600 mg BID + Erdajitinib Erdafitinib:- Cetrelimab
n (%) [85% C1) stezoizumab1200 mg  atezolzumab 1200 mg (n=18) (h )
=10) {n=15) ORR?, n (%) 6 (33%) 13 (68%)
[95% Cl] [13%-59%] [43%-87%]
R 11 a0 a1 Complete response, n (%) 1(6%) 4(21%)
Camplete respon=a
Pantial maponse 114 TS ] 7(28) Partial response, n (%) 5 (28%) 9 (47%)
Stable dizases 220 427 6(24) DOR, median, months NE 69
Proguative o 6 (60 203 a2 [95% Cl| [44NE] [1.6-NE]
Objecte resparee e 2 203,56 9 (80) [42, 84] 11(44) [24, 65]
Disassa ool mie 4 (40)[12,74 13(87) (60, 28] 17 (88 [47, 85)
100 ~ —i— Erdafitinib + cetrelimab 100 ~ —— Erdafitinib + cetrelimab
1% Treatrment 80 80
= 3% - mgmqm g BID + stezclizumab
g i1a = 60 ﬂ‘.;odi;z:r:‘s:(gs%cLasm 12.6) = 60 - %‘.’gi:nlnor?;:ssw.,q 12.0 to NE)
£ e I W s @
3 o 404 O 40
i ‘
= 20 20 E—
% 12-month OS rale:§
g‘ 68% (95% Cl, 50 to B1)
0 T T T T T T T T T T T 1 0 T T T T T T T T T T T 1
E 0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
& Time (months) Time (months)
Individusl pa tients (=23 Number at risk Number at risk
R e EEEEEEEEENEENEDSSEE®SEENENS N Erdafi_tinib+ 44 32 25 21 N 6 5 3 3 1 1] 1] 0 Erdaﬁ_t'lnib-v- 44 36 35 27 19 11 8 5 3 1 1 1 0
Fasetmongere [ BN B B B EESEEESC S ENCEEESEES Ealma e

S =t failure [EEpEEnTETE R e |
Sweis et al JAMA Oncol 2022; Loriot et al J Clin Oncol 2026
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SAFETY PROFILE

Oyee | <

Keratitis

* —| Hyperphosphatemia +++

CSR Grade 1 Grade 2 Grade 3 Total UpT No UpT
n (%) n (%) n (%) n (%) n (%) n (%)

N=101 N=41 N=60

Hyperphosphatemia 54 (54) 23(23) 2(2.0) 79 (78) 27 (66) 52 (87)

Stomatitis 21 (21) 25 (25) 14 (14) 60 (59) 23 (56) 37 (62)

Nail events® 22 (22) 23(23) 15 (15) 60 (59) 25 (61) 35 (58)

Non-CSR eye disorders® 28 (28) 23 (23) 5(5.0) 57 (56)° 21 (51) 36 (60)

Skin events® 25 (25) 22(22) 8(7.9) 55 (55) 23 (56) 32 (53)

Diarrhea 34 (34) 17 (17) 4(4.0) 55 (55) 24 (59) 31 (52)

CSR 12 (12) 11(11) 4(4.0) 27 (27) 12 (29) 15 (25)

| Hepatic cytolysis | _— ’

;/ / / Dry skin
/ —_— Nail toxicity ++ Select TEAE

Hand & foot syndrome ++ 1004

e ] —

—=a&—CSR * Diarrhea Hyperphosphatemia Nail events
004 Non-CSR eye disorders Skin events +— Stomatitis
80 @
\
704
604 O\

Incidence of first onset of select TEAEs (%)

T T T T
85-112 113-140 141-168 >168

Days since start of treatment

Siefker-Radtke et al. EurUrolOpen Science 2023
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Phase 3 THOR Study: Erdafitinib Versus Chemotherapy of Choice in

Patients With Advanced Urothelial Cancer and Selected FGFR Aberrations

Cohort 1

Erdafitinib . .
(n=136) Primary end point:
Once-daily erdafitinib 8 mg with « 0OS
pharmacodynamically guided uptitration to 9 mg

Key eligibility criteria

« Age >18years

+ Metastatic or
unresectable UC

+ Confirmed disease
progression

« Prior tx with anti-PD-(L)1

« 1-2lines of systemic tx

- Select FGFR3/2alt

Chemotherapy of Choice Key secondary end points:
(n=130) . PFS

docetaxel or vinflunine once every 3 weeks

(mutation/fusion)? « ORR
- ECOG PS 0-2 + Safety
NCT03390504

Erdafitinib

Chemotherapy

(n=135) (n=112)

Patients with AEs of interest, n (%)

Any grade Grade 3-4 Any grade Grade 3-4
Nail disorders? 90 (66.7) 15(11.1) 6(5.4) 0
Skin disorders® 74 (54.8) 16 (11.9) 14 (12.5) 0
Eye disorders (excluding central serous
ratinopathy)e 57 (42.2) 3(2.2) 6 (5.4) 0
Central serous retinopathy? 23(17.0) 3(2.2) 0 0

THOR Cohort 1 Safety!

Safety profiles were consistent with the known profiles of erdafitinib and chemotherapy

18 patients (13.3%) had
serious TRAEs with

Erdafitinib
(N = 135)

Chemotherapy
(N =112)

Loriot et al ASCO 2023; Loriot et al N Engl J Med

erdafitinib : . : :
Patients with TRAEs, Patients with TRAEs,
- 1 treatment-related death n (%) n (%)
occurred (sudden death) > 1 TRAE 131 (97.0) | 62 (45.9) > 1 TRAE 97 (86.6) | 52 (46.4)
- AEs with erdafitinib were ) .
mostly manageable with Hyperphosphatemia 106 (78.5) 7 (5.2) Anemia 31 (27.7) 7 (6.3)
dose modifications and . .
supportive care Diarrhea 74 (54.8) 4 (3.0) Alopecia 24 (21.4) 0
. 27 patients (24.1%) had Stomatitis 62 (45.9) 11 (8.1) Nausea 22 (19.6) 2 (1.8)
serious TRAEs with Dry mouth 52 (38.5) 0 Neutropenia 21(18.8) | 15(13.4)
chemotherapy
_ 6 treatment-related deaths PPES 41(30.4) | 13(9.6) Leukopenia 13(11.6) | 9(8.0)
Cr:fac;‘rg;dagjl;:iatf’fgebﬁ;f bone Onycholysis 31(23.0) 8 (5.9) Febrile neutropenia 9 (8.0) 10 (8.9)
neutropenia, septic shock, . . . . . -
and atypical pneumonia) ?}L\slfggtlnuatlon due to 11 (8.1)b _I?és/;:ggtmuanon due to 15 (13.4)¢
fﬁ'm‘se events leading to treatment discontinuation 19 (14.1) \ 20(17.9)
Related adverse events leading to treatment discontinuation 11 (8.1) 15(13.4)
Adverse events leading to dose reduction 93 (68.9) 27 (24.1)
Related adverse events leading to dose reduction 89 (65.9) 24 (21.4)
Adverse events leading to dose interruption 97 (71.9) 35(31.3)
S Related adverse events leading to dose interruption 89 (65.9) J 22 (19.6)

. 2023
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MECANSIMOS DE RESISTENGIA

Gatekeeper mutations Alternative receptor
pathway signaling

o | e

b = J
UC\D- *

i.e. VB55M/L

FGFR inhibition

W
FGFR tyrosine =g

kinase domain

Monoclonal
antibodies
(ie,vofatamab)

aleta Rlstelstetols(elela]
Tyrosine
kinase
inhibitors
(ie, erdafitinib)

Molecular brake
(ie, N540K)

Constitutive PTEN MEK

Shiggen “DFG latch” AKT
signaling (e, LB0BV)
Resistance mutations Bypass signaling

Li et al Eur Urol 2025
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NUEVA GENERACION

Vepugratinib Dabogratinib

LY 3866288 is potent against and highly selective for FGFR3 and Selectivity observed for TYRA-300 vs. approved or late-stage

FGFR3 V555M enzymes while Sparing FGFR1 and FGFR22 clinical compounds: /n vitro Ba/F3 Cellular IC, (nM)*
@ -asiiniv @ ruivaiiic @ rermigatriv @ risrain @ a0
Enzyme Inh Comparative selectuity vs FGFR3» 63X

[ [ Enzymelnhibiton |
FGFR1 | FGFR2 | FGFR3 [FGFR3 V555M FGFR3 FGFR3 FGFRI —(@—GO Tor —
IC., (nM)| IC, (nM)|IC,, (n IC, (n over FGFR1|over FGFR: FGFR2 (@@ o
0.2 -

Erdafitinib = 0.3 06 | o0 1218.0 1.5x 2.0x s
Pemigatinib | 0.5 03 10 752.0 0.5x 0.3x c® =y

Infigratinib 0.4 07 | 03 579.8 1.3 0.6x FGFR4 —@——@ © ©0
Futibatinib 0.7 0.4 ‘ 0.4 14.4 1.8x 1.8x 0 20 40 60 80 100 120 |
LY3866288  108.2 197 | 03 14 367x 66X ICey (M)

Phase I/II study of TYRA-300 in mUC and other

solid tumors with activating FGFR3 alterations (SURF301)

Aaron Hansen?, Alison Zhang?, Charlene Mantia3, Andrew Weickhardt?, Valentina Boni?, Evan Yu®, Marie Robert’, Shilpa Gupta®, Gopa TRIALS IN PROGRESS
Iyer®, Michael Millward!®, Rafael Morales-Barreral!, Christopher Hoimes!2, Jordan Berlin'*, Andrew Hill*%, Fabricio Racca'®, Damien Absti

Ve e A e ract ID TP 4
Pouessel’s, Kriti Mittal?, Christine Lihout®, Yohann Loriot'?, Ben Tran? bstrac S90:

A first-in-human phase 1 study of LY3866288 (LOX0-435),
a potent, highly isoform-selective FGFR3 inhibitor
(FGFRa3i) in advanced solid tumors with FGFR3
alterations: Initial results from FORAGER-1

BACKGROUND

Activating FGFR3 gene alterations have been identified in up
to.20% of metastatic urothelial cancers (mUCK. Currently

avallable FGFR inhibitors in mUC lack o
FGFR3, which can lead to off-target toxicities driven by

PRE-CLINICAL RATIONALE

FGFRL (hyperphosphaterria), FGFR2 (stomatts, ocular [ EEa )
toxicity, and skin and nail toxicities), and FGFR4 (Gl 3%
disturbances|21, TYRA-300 hs been designed to ba mare
60+ Efficacy Evaluable Pafients® Total (N=39) Treatment-Emergent AEs 220% selectve for FGFRS over FGIRU2/4 to minimizeof-target
@ ‘Confirmed ORR, % (n/N) 1 (16/39) | toxicity and to avoid interactions with known FGFR3
o | Confirmed ORR (prior FGFRi) 50 (6/112) All Patients 200 mg, 300 mg, 400 mg BID Eafsisaberimitations TYRA-300 s in it
£ p | < i, treatment of FGFR3+ mUC and other aduaneed solid tumors | rorne
3 40 Best overall response | (N=107) (n=70) e .
(7] PR, n (%) 16 (41) | o 20 40 ) 60 80 100
© SD. n (%) 19 (49) | All TEAESs, % Any Grade Grade 23 Any Grade Grade 23¢ 1Cep InM)
i 3 |
DE: 20 Rl e ‘ ‘Any 98 45 100 16
% Diarrhea 63 3 76 4
[ # o4 DGR, % (o) 20 (550) Fatigue 26 <1 29 1 DESIGN ASSESSMENT REQUIREMENTS
Y T -
® ALT increased 22 il 29 9 / t PH1 Dose Escalation Dose Expansions
> AST increased 22 7. 29 9 it aobera L
o g
< Decreased appetite 21 3 24 1 e
g AEs of interest, %
(8] Skin disorders? 42 3 46 4
= Hand-foot (PPE) 6 2 9 3 :
£ 60 Hyperphosphatemia® 26 <1 36 1 STUDY DESIGN, s
S 601 Locerever BOR FGFR3 Alteration Eye disorders® 19 - 21 - OBJECTIVES, and KEY INCLUSION KEY EXCLUSION OBJECTIVES ENDPOINTS REFERENCES § ACKNOWLEDGEMENTS
£ 10 200 mgBID m = Il vutation Retinopathy 4 - 4 - . et -
% .goJ M womgan L] so [ Fusion ) Stomatitis 18 <1 23 1 KEY ELIGIBILITY
g I 400 mg B0 NE D il S Nail disordersd 16 - 19 -
PD
Dry mouth 14 - 17 =
#
-100- Dose modifications, %

rorrs Aerston IR | ey [y 1| Dose reductions due to TEAES 10 14

- Responses were also observed in non mUC patients: intrahepatic cholangiocarcinoma and ovarian (Brenner) cancer (n=1 each). Discontinuations due to TEAEs 5 6

Lyer et al ASCO GU 2025; Hansen et al ASCO GU 2025
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NEW FOFR INFIBITORS

Vepugratinib Dabogratinib

A randomised phase lll Study of Enfortumab vedotin with Tyra B1osc1.ences Doses First Patler_lt 1n P_hase 2 Study of
pembrolizumab +/-Vepugratinib 1%t line in FGFR3 altered TYRA-300 in Low-Grade Intermediate Risk Non-Muscle

advanced urothelial cancer (FORAGER-2) NCT07218380 Invasive Bladder Cancer (SURF302)

Enfortumab vedotin with

pembrolizumab + Vepugratinib Figure I: Study Schema

1# line metastatic UC
FGFR3 DNA+ve 3
Flt for EVP Safety LR r DoseLevel ABOmg
PS 0-2 Enfortumab vedotin with — IR NMIBC s (n=30)
- pembrolizumab Fligibility L RatSmos —» CoMtinue TYRA-S00an
LGTa LGT1 T (n=30)

FGFR3+ I
|  Dose Level C TBD
\ (startafterASB initial
safety review) n=30)

FGFR 3 screening from plasma Global randomized phase llI

Initial eafety run-in enrolling with expected positivity of 25% | needs 450 patients. EVP can start

Phase | data suggest tolerable

prior to randomisation to allow
and safe (n=6)

PFS is primary endpoint FGFR3 results.

Clinicaltrials.gov
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FOHR IVOTHER GU MALIGNANGIES

THOR-2 Cohort 1: Erdafitinib Versus Investigator’s Choice of

Open-label, Multicenter Phase 1 Study to Evaluate Safety, PK, and

Intravesical Chemotherapy in Patients With High-Risk NMIBC Efficacy of TAR-210: Cohorts 1 and 3

Screening for FGFR
mutations or fusions in

Patients with
NMIBC with

tumor tissue by central — recurrence after

or local testing

BCG therapy

Cohort 1

* HRNMIBC

« Papillary disease only
(no CIS)

6 mg/day

Primary endpoint:
+ Recurrence-free
survival

Molecular Eligibility

A flexible molecular eligibility
strategy is used to detect
FGFR alterations:

« Local or central fresh/

Investigator choice:
* Intravesical GEM —OR—

« Intravesical MMC/
2:1

HR NMIBC (high-grade Ta/T1,
no CIS, papillary only), BCG-
experienced/unresponsive and
not undergoing RC

TURBT with complete resection
of all visible disease prior to

Part 1: Dose Escalation Part 2: Dose Expansion

BOIN'2
TAR-210-D

Dose level 22

Expansion Cohort 1

Stratification factors: z hyperthermic MMC horc treatment
+ Tumor type (Ta vs T1) N=2t0 archival tissue based ~ -/ TAR-210-B Expansion Cohort 3
« Type of prior BCG therapy ~ testing by NGS or PCR Dose level 12

(BCG-unresponsive vs BCG- Cohort 3

—or—
experienced) « IR NMIBC, recurrent, history of
low-grade only Ta/T1 disease
« Visible target lesions prior to

treatment (chemoablation design)

Urine cell-free DNA NGS
testing

The trial was stopped early due to slow accrual;

N . <Pl t 3 th
73 patients were randomized lacement every 3 months

« Expansion of both dose levels

NCT04172675 Clinical cutoff date: June 27, 2023

Response is assessed every 3 months with continued treatment for up to

. J 1 year if recurrence-free (Cohort 1) or in complete response (Cohort 3).

NCT05316155 Clinical cutoff date: August 29, 2023.

Safety Results Were Generally Consistent With Known Profiles for

Erdafitinib and Intravesical Chemotherapy

Chemotherapy
(n=23

Erdafitinib group: Cohort 1 FGFR-altered HR NMIBC (N=16)

Patients with events,

TAR-210 is designed to provide local, sustained

n G- * 14 patients (28.6%) had AEs leadina to ers o T
o 4901000  19(88) 19626 4074 release of erdafitinib within the bladder for . B TAR 210D (ne7)
Hyperphosphatemia 36 (73.5) 0 0 0 -210-D(n=
100 4 - . e eie o o ese
Diarthea 2765 10 30130 0 == Erdafitinib - Chemotherapy 3 months while limiting systemic toxicities B TAR-210-8 (n=9)
Dry mouth 23 (46.9) 0 0 0
Stomatitis 20 (40.8) 5(10.2) 0 0 i Response
Nail dystrophy 15306)  2(41) 0 0 L) & Recurrence free
Dry skin 11 (22.4) 0 0 0 °
Recurrence
Dry eye 11 (22.4) (] (] (1] Median duration of treatment exposure with
Dysgeusia 11(22.4) 0 0 0 2 60 “ TAR-210-D, 4.3 months (range, 2-9)
Constipation 10 (20.4) 1(2.0) 1(43) 0 L £ » Treatment ongoing
Eeczealsed appetite 10 (20.4) [ 0 0 E 0 HR 0.28 (95% CI, 0.1-0.6) .._"_,; > Lfeatmtem ;
entral serous B Iscontinuation
it 10 (20.4) 0 0 Nominal P-value = 0.0008 o
chorioretinopathy () T Treatment completed
Alopecia 9(18.4) 0 0 0 / W Follow-up period
Onycholysis 9(18.4) 0 0 0 20 o
Urinary tract infection 9 (18.4) 0 4(17.4) 0 Median RFS: _Bladder cancer
Fatigue 9(18.4) 0 1(4.3) 0 NE (95% Cl, 15-9;’\‘5)
e 1120 - AT o 11.6 months (9% C1,6420.1) ‘ . . . . ‘
O 2 € 9 1 P W oA u oH oW B Median duration of treatment exposure with
TAR-210-B, 3.7 months (range, 2-12)
o e Months : . . : .
q o. at risl
Erdaf Ib group' Erdafitinib 49 45 42 35 25 17 9 8 4 2 2 0 90 180 270 360 450
* 14 patients (28.6%) had AEs leading to Chemotherapy 24 20 16 13 6 2 2 1 o o [ Treatment duration in days

treatment discontinuation®

No treatment-related deaths were reporteds TAR-210is inserted into the bladder through a dedicated urinary placement catheter and

removed via cystoscopy.

Catto et al ESMO 2023; Vilaseca et al ESMO 2023
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Tumour types
Cholangiocarcinoma 31 (14%)
High-grade glioma 30 (14%)
Pancreatic cancer 18 (8%)
P, . . . . Breast cancer 16 (7%) 007 o st comcer
E rdaﬁtl ni b n pat e nts Wlt h adva nced SOI ld tU mours Wlt h Squamous-cell head and neck cancers 15 (7%) 807 ‘ et elecpiiing cancers Egﬁz%’,"i‘z‘%ﬁ%;fﬂ =dtepolopicin Egz’;'m e unkaonn ey
FGFR alte rations (RAG NAR): an internatio naI, Single'a rm’ Squamous non-small-cell lung cancer 14 (6%) % Z- gg:;nta\gs;aen::mmx =:?n:;lg{:d::r?1‘:rma g(()x.?lmcer  sahansind cance
Non-squamous non-small-cell lung cancer 9 (4%) S L
phase 2 StUdy Carcinoma of unknown primary 8 (4%) :§ Zz: |lllllljl-_ ___________________ i — - s
Colorectal cancer 8 (4%) g o o Il[[llll I" ]J l]ll
Endometrial cancer 8 (4%) é o] ¥ TG S Gty T 1 Wl
Oesophageal cancer 8 (4%) = _go ™ FGFRmutation and fusion !
Gastric cancer 8 (4%) 50 © Mool o non-pgesive s
Ovarian cancer 8 (4%) it
Low-grade glioma 7 (3%) =
Cervical cancer 6 (3%)
Salivary gland cancer 5 (2%)
Soft-tissue sarcoma 3 (1%)
Prostate cancer 2 (1%)
Other 13 (6%)

Erdafitinib for the Treatment of Patients With Castration-Resistant Prostate Cancer

ClinicalTrials.gov ID @ NCT04754425

Sponsor @ M.D. Anderson Cancer Center

Information provided by @ M.D. Anderson Cancer Center (Responsible Party)
Last Update Posted @ 2026-02-06

Erdafitinib and Abiraterone Acetate or Enzalutamide in Treating Patients With Double Negative
Prostate Cancer

ClinicalTrials.gov ID @ NCT03999515
Sponsor @ University of Washington

Information provided by @ Michael Schweizer, University of Washington (Responsible Party)

Last Update Posted @ 2023-09-28
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CONCLUSIONES ¥ FUTURD

Testar FGFR en pacientes con carcinoma urotelial avanzada

Erdafitinib aprobado en pacientes con carcinoma urotelial avanzado tras fallo a IClI

Favorecer adherencia

« Familiaridad efectos secundarios

Nuevos inhibidores

Posicionamiento inhibidores FGFR
e No musculo invasivo

* Primera linea
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