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Phase I study of LY3866288, a potent, highly isoform-selective FGFR3 inhibitor in FGFR3-altered advanced solid tumors
(FORAGER-1): Dose optimization
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Background

Activating alterations in FGFR3  are present in 15-20% of advanced or metastatic urothelial cancer (mUC). LY3866288 (LY) is an oral, potent
and highly isoform-selective FGFR3 inhibitor (FGFR3i) with favorable safety and antitumor activity in patients (pts) with FGFR3-altered mUC.
Preclinically, LY increases nectin 4 cell surface expression and enhances the antitumor activity of enfortumab vedotin (EV) in FGFR3-altered
mUC in vivo  models.

Methods

Adults with advanced or metastatic solid tumors with an FGFR3  alteration (tumor or blood) were eligible in dose escalation (A1). Dose
optimization (A2) randomized FGFR3-altered mUC into 3 DLs (200, 300, and 400 mg BID), stratified by prior FGFRi treatment. LY plus EV and
pembrolizumab (EVP) is being studied in 1L mUC (B5). Data are pooled results from A1 + A2.

Results

As of 27 Mar 2025, 176 pts (A1, n=113; A2, n=63) were treated at 10 DLs of LY (6 mg QD–400 mg BID). Median age was 67, 69% had ECOG
PS 1 and 75% had mUC. Median prior lines of therapy was 3 (range, 1-9; 22% prior FGFRi). Exposures increased with DLs up to 200 mg BID
which achieved sustained IC90. 139 pts received ≥200 mg BID and most common (≥20%) TEAEs were diarrhea (71%), hyperphosphatemia
(38%), increased AST/ALT (25%/26%), stomatitis (26%) and fatigue (22%), all predominately grade (gr) 1-2. In 42 pts treated at 200 mg
BID, most common TEAEs were diarrhea (67%), AST/ALT (21%/24%) and fatigue (24%). Hyperphosphatemia (26%) was transient and
predominately gr1. Gr3 anemia (10%; all unrelated) was the only severe TEAE reported in ≥5% of pts. TEAEs associated with poor tolerance
and compliance to erdafitinib were uncommon (PPE 7%, onycholysis 0%, retinopathy 0%). Few related AEs led to dose reduction (10%) or
discontinuation (2%). In pts treated with ≥200 mg BID, the ORR was 38% (31/82; 24 cPR [confirmed PR], 7 uPR [pending/ongoing]) and the
ORR at 200 mg BID was 43% (12/28; 11 cPR, 1 uPR) including 43% (3/7 cPR) in FGFRi pretreated pts. Cohort B5 opened at 200 mg BID and
updated data will be presented.

Conclusions

LY3866288 at 200 mg BID was well-tolerated and demonstrated promising antitumor activity in FGFRi pretreated and naive pts with FGFR3-
altered mUC, warranting further study as monotherapy and combined with EVP.



Clinical trial identification

NCT05614739.

Legal entity responsible for the study

Eli Lilly and Company.

Funding

Eli Lilly and Company.

Disclosure

A. Drakaki: Financial Interests, Personal, Advisory Board: BMS, ASTRAZENECA, SEAGEN, JANSSEN, PACT Pharma, Merck, EXELIXIS, ROCHE
GENENTECH, EMD SERONO, INFINITY, Daichi; Financial Interests, Personal, Stocks/Shares: ATHOS THERAPEUTICS; Financial Interests,
Institutional, Local PI: ROCHE, MERCK, SEATTLE GENETICS, KITE PHARMA, BMS, INFINITY, ADCENTRIX, ACRIVON, ALLOGENE, LOXO, ARCUS;
Financial Interests, Personal and Institutional, Steering Committee Member: ASTRAZENECA; Non-Financial Interests, Other, Member of the
NCCN guidelines Panel for Testicular Cancer: NCCN. D.E. Castellano Gauna: Financial Interests, Personal, Advisory Board: Pfizer, ROCHE, BMS,
JANSSEN, ASTELLAS, MSD, IPSEN, ASTRAZENECA, NOVARTIS, GSK; Financial Interests, Institutional, Local PI, advisor/consultant: PFIZER,
ROCHE, MSD, BMS, ASTRAZENECA, JANSSEN, ASTELLAS, IPSEN, EXELISIS, EISAI, LILLY, BAYER, GSK, CLOVIS, QED Therapeutics; Financial
Interests, Personal and Institutional, Other, advisor/consultant: NOVARTIS; Non-Financial Interests, Other, any: Associate Professor of
Medical Oncology/Internal Medicine department; Non-Financial Interests, Personal, Other, Executive member: SOGUG (Spanish Oncology
Genito-Urinary Group) Foundation; Non-Financial Interests, Personal, Training, Head of GU Alliance for Research and Development
Consortium: GUARD Consortium; Other, Other, any: Member of the Internal/local Pharmacy Commission at the Hospital Universitario 12 de
Octubre. A.O. Siefker-Radtke: Financial Interests, Personal, Advisory Board: AbbVie, Astellas, Bicycle Therapeutics, Biohaven, EMD Serono,
G1 Therapeutics, Gilead, Immunomedics, Janssen, Loxo, Merck, Pfizer, Seattle Genetics, and Taiho; Financial Interests, Institutional,
Research Funding, Grants/Clinical Trial payments made to the Institution: Bicycle Therapeutics, Bristol Myers Squibb, Janssen, Loxo, and
Merck. M.A. Reimers: Financial Interests, Personal, Advisory Board, 5SEP2024, 29NOV2023: Lilly; Financial Interests, Personal, Advisory
Board: Pathos AI Inc; Financial Interests, Personal, Advisory Board, 31MAY2024: Astellas; Financial Interests, Personal, Advisory Board,
15FEB2025: Eisai; Financial Interests, Institutional, Local PI: BMS, Merck, Crisper Therapeutics, Pathos AI Inc, Lilly. X. Gao: Financial
Interests, Personal, Advisory Board: Bayer, Flare Therapeutics, Arvinas, Loxo Oncology, Abeona Therapeutics, ADC Therapeutics; Financial
Interests, Personal, Other, Consulting: Hinova Pharmaceuticals; Financial Interests, Institutional, Local PI: Arvinas, Exelixis, Harpoon
Therapeutics, Aprea Therapeutics, Takeda, Aravive, Merck, Poseida Therapeutics, TopAlliance BioSciences, Novartis, Regeneron, ALX
Oncology, Flare Therapeutics, Nuvation Bio, Lilly; Financial Interests, Institutional, Coordinating PI: Bayer. S.Y. Rha: Financial Interests,
Personal, Advisory Board: Indivumed, Amgen, LG biochemical, Astellas, Beringer Ingelheim, BeiGene, Ono Pharmaceuticals, qureator;
Financial Interests, Personal, Invited Speaker: MSD, Daiichi Sankyo, AstraZeneca; Financial Interests, Institutional, Steering Committee
Member: Amgen; Financial Interests, Institutional, Funding: MSD; Financial Interests, Institutional, Research Grant: BMS, Daiichi Sankyo;
Financial Interests, Institutional, Funding, drug supply for IIT: Lilly; Financial Interests, Institutional, Local PI: Indivumed, AstraZeneca, Ono
Pharmaceuticals; Financial Interests, Other, Durg supply for clinical trial: Merck; Financial Interests, Institutional, Coordinating PI, Drug
supply for clincal trial: MSD; Financial Interests, Institutional, Local PI, drug supply for clinical trial: Jazz Pharmaceuticals; Financial
Interests, Institutional, Local PI, drug supply for clincial trial: Beigine; Financial Interests, Local PI: roche. M.D. Galsky: Financial Interests,
Personal, Advisory Board: Janssen, Merck, Pfizer, EMD Serono, AstraZeneca, SeaGen, AbbVie, Gilead; Financial Interests, Institutional,
Steering Committee Member: Merck, Bristol Myers-Squibb, Seagen; Financial Interests, Institutional, Coordinating PI: AstraZeneca. A.
Tripathi: Financial Interests, Personal, Advisory Board: Aadi, Seattle Genetics, Pfizer, Gilead, Deka biosciences, Bayer; Financial Interests,
Personal, Invited Speaker: Sanofi. M. Sarfaty: Financial Interests, Personal, Advisory Board: MSD, Pfizer, Astellas; Financial Interests,
Personal, Invited Speaker: AstraZeneca, Novartis; Financial Interests, Institutional, Local PI: AbbVie, MSD, Lilly. R. Mamtani: Financial
Interests, Personal, Advisory Board: BMS, astellas/seagen, Merck, King & Spalding; Financial Interests, Institutional, Research Grant:
Astellas; Financial Interests, Institutional, Funding: Merck. T. Zhang: Financial Interests, Personal, Advisory Board: Merck, Exelixis, Sanofi-
Aventis, Janssen, AstraZeneca, Pfizer, Amgen, BMS, Eisai, Aveo, Bayer, Eli Lilly, Gilead, Novartis, EMD Serono, Xencor, Dendreon; Financial
Interests, Personal, Other, Consulting: MJH Associates, Vanaiam, Aptitude Health, PeerView, Clinical Care Options; Financial Interests,
Institutional, Steering Committee Member: Merck; Financial Interests, Institutional, Coordinating PI: Janssen, Exelixis; Financial Interests,
Institutional, Local PI: AstraZeneca, Pfizer, Astellas, Eli Lilly, Tempus, ALX Oncology, Janux Therapeutics, OncoC4, Bayer; Non-Financial
Interests, Advisory Role, Medical Steering Committee: Kidney Cancer Association; Non-Financial Interests, Advisory Role, Scientific Advisory
Board: KCCure; Non-Financial Interests, Advisory Role: Myrovlytis Trust; Non-Financial Interests, Member: ASCO, AACR. G.P. Sonpavde:
Financial Interests, Personal, Advisory Board: EMD Serono, Bristol Myers Squibb, Genentech, Merck, Seattle Genetics, Exelixis, Janssen,
Bicycle Therapeutics, Gilead, Scholar Rock, G1 Therapeutics, Loxo Oncology, Lucence, Tempus, Syapse, Astellas, Pfizer, Aktis, Kura,
Syncorp, Vial, PrecisCa, Ellipses; Financial Interests, Personal, Advisory Board, Editor of Bladder cancer virtual center of excellence for
Practice Update: Elsevier; Financial Interests, Personal, Other, Member of data safety monitoring board: Mereo; Financial Interests, Personal,
Other, Author of chapter: Uptodate; Financial Interests, Personal, Invited Speaker: Research to practice, Seattle Genetics, Gilead, Exelixis,
Janssen, Astellas, Merck, Aveo, Pfizer, Natera, Bayer, PeerView, Ideology Health, Grand Rounds in Urology, Onviv, Pfizer, Bayer; Financial



Interests, Personal, Advisory Board, to develop a trial in bladder cancer: Servier Pharmaceuticals; Financial Interests, Personal, Advisory
Board, Investigational drug development for HER2+ cancers: Daiichi-Sankyo/AstraZeneca; Financial Interests, Institutional, Research Grant:
Gilead, EMD Serono, Jazz Pharma; Financial Interests, Institutional, Local PI: BMS; Financial Interests, Research Grant, Research support
fund to institution for investigator initiated trial: Bayer; Financial Interests, Research Grant, Free drug supply support to trial: Sumitomo
Pharma; Financial Interests, Institutional, Coordinating PI: Blue Earth Diagnostics; Non-Financial Interests, Principal Investigator, Steering
committee of trial: Bristol Myers Squibb; Non-Financial Interests, Other, steering committee of trial: Merck; Other, Other, Spouse
employment: Myriad Genetics, Exact Sciences; Other, Other, Travel: BMS, Astellas. A. Vinceneux: Financial Interests, Personal, Invited
Speaker: Pfizer, Astellas, BMS; Financial Interests, Personal, Advisory Board: Lilly, Novartis, Eisai, MSD, Ipsen; Financial Interests,
Institutional, Coordinating PI: LOXO Lilly, JANSSEN, Bio ntech, EMERGENCE THERAPEUTICS; Financial Interests, Institutional, Local PI:
ROCHE, ASTRAZENECA, IPSEN, EXELIXIS, EXSCIENTA, KINNATE, AbbVie, MSD. Y. Loriot: Other, Personal, Advisory Board, lectures: Astellas,
AstraZeneca, BMS, Janssen, MSD, Roche; Financial Interests, Personal, Advisory Board: GILEAD, Merck Kga, PFIZER, Seattle genetics, tahio;
Financial Interests, Institutional, Advisory Board, Local PI: ASTELLAS, AstraZeneca; Financial Interests, Personal, Steering Committee
Member: basilea; Financial Interests, Institutional, Other, Local PI: BMS, Exelixis, GILEAD, INCYTE, Janssen, Merck Kga, Pfizer, Pfizer;
Financial Interests, Institutional, Research Grant: **Celsius, Janssen, Roche, sanofi; Non-Financial Interests, Personal, Steering Committee
Member: Gilead/immunomedics, tahio; Financial Interests, Institutional, Coordinating PI: Janssen; Financial Interests, Institutional, Steering
Committee Member: Janssen; Non-Financial Interests, Personal and Institutional, Steering Committee Member: MSD; Financial Interests,
Personal and Institutional, Research Grant: MSD; Financial Interests, Institutional, Advisory Board: MSD; Non-Financial Interests, Member:
AACR, ASCO, ESMO; Other, Other, scientific committee: ARC. B. Garmezy: Financial Interests, Institutional, Research Funding, Research
Funding/Research Grant: AbbVie, Accutar Biotechnology, Adcentrx Therapeutics, Amgen, Arcus Biosciences, Arvinas, AstraZeneca, Bicycle
Therapeutics, CRISPR Therapeutics, Eikon Therpeutics, Exelixis, Roche/Genentech, Flare Therapeutics, Halda Therapeutics, Harbour
BioMed, HiberCell, IDEAYA Biosciences, Janssen, Janux Therapeutics, Jubilant Therapeutics, Kineta, Kinnate BioPharma, Loxo, Merck, Mink
Therapeutics, Novartis, Nuvation Bio, Pfizer, Profound Bio, Takeda Therapeutics, Xencor, Zenshine; Financial Interests, Institutional,
Speaker, Consultant, Advisor, Consulting only: AbbVie, Adaptimmune, Adicent Therapeutics, AIQ Global, Amgen, Arcus Biosciences, Arvinas,
AstraZeneca, AVEO Oncology, Bayer, Bicycle Therapeutics, Eisai, EMD Serono, Exelixis, Janssen, Merck, Novartis, Pfizer, Rondo
Therapeutics, Seagen, Specialty Networks, Takeda Pharmaceuticals, Xencor. S. Szymczak: Financial Interests, Personal, Other, Employment:
Eli Lilly and Company; Financial Interests, Personal, Stocks/Shares: Eli Lilly and Company. Z. Zhang: Financial Interests, Personal, Other,
Employment: Eli Lilly and Company; Financial Interests, Personal, Stocks/Shares: Eli Lilly and Company. R. Widau: Financial Interests,
Personal, Other, Employment: Eli Lilly and Company; Financial Interests, Personal, Stocks/Shares: Eli Lilly and Company. G. Iyer: Financial
Interests, Personal, Advisory Board: Flare Therapeutics, EMD Serono, LOXO @ Lilly, Aadi Biosciences; Financial Interests, Personal, Invited
Speaker: Pfizer, Curio Sciences, Janssen, AstraZeneca; Financial Interests, Institutional, Local PI: Aadi Biosciences, AstraZeneca, Flare
Therapeutics, Pfizer, Loxo @ Lilly, Tyra. All other authors have declared no conflicts of interest.

© European Society for Medical Oncology


	3070MO Phase I study of LY3866288, a potent, highly isoform-selective FGFR3 inhibitor in FGFR3-altered advanced solid tumors (FORAGER-1): Dose optimization
	Background
	Methods
	Results
	Conclusions
	Clinical trial identification
	Legal entity responsible for the study
	Funding
	Disclosure


