ReFocus: A Phase 1/2 study of the highly selective FGFR2 inhibitor RLY-4008 in patients with advanced solid tumors, including breast cancer
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RATIONALE FOR TARGETING FGFR2 IN BREAST CANCER RL A NOVEL, HIGHLY SELECTIVE FGFR2 INHIBIT
FGFR2 driver alterations in breast cancer * RLY-4008 is a highly selective, potent, irreversible FGFR2 inhibitor designed based on insights into the * ReFocus (NCT04526106) is an international, multicenter, open-label, first-in-human study of the highly * The target enrollment for ReFocus is 400 patients across all cohorts, including patients with breast
differences in conformational dynamics between FGFR2 and other FGFRs. This approach has delivered a selective FGFR2 inhibitor, RLY-4008, in adults with unresectable or metastatic solid tumors harboring an cancer
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o ) ) ) ) degree of selectivity not previously achieved for FGFR2, with the potential to overcome the limitations of FGFR2 alteration (Figure 3) «  Recruitment is ongoing at sites in the United States, Europe, Asia, and Australia (Figure 4).

* Aberrant activation of FGFRs may occur through single-nucleotide variants, gene fusions, and copy number pan-FGFR inhibitors. RLY-4008 is the first known highly selective FGFR2 small-molecule inhibitor to reach

amplifications and occur across solid tumors (Figure 1)%2 the clinic
* In public datasets, FGFR2 alterations are reported in 6~7% of breast cancer patients overall, with » Tumor models demonstrate the broad therapeutic potential of RLY-4008 across FGFR2-driven solid tumors. I:g:.lre 3 ReF(')cus: — :’:ﬁr!_labfl P:ase ]_'/2 Stl,ldy of BL:_Z‘SO& P“CI‘OtaI COh(:;t, in lid Figure 4. Open study sites for the ReFocus study

frequencies appearing to vary by disease subtype™ Marked reductions in tumor volume were seen with RLY-4008 in:8 c (: adnglo;arcmoma, additional cohorts in patients with advanced, FGFR2-driven solid tumors,

including breast cancer
— Amp||f|cat|on of FGFR2 is the most common FGFR2 alteration seen in breast cancer3 — ICC13-7-FGFR2V565F cholangiocarcinoma xenograft with FGFR2-OPTN fusion with V565F gatekeeper &
) ) ) ) resistance mutation (Figure 2A)

— FGFR2 alterations vary by breast cancer subtype, with most seen in the ER+, luminal subtype3 —  CC6702 cholangiocarcinoma xenograft with FGFR2-TTC28 fusion (Figure 2B) Phase 1: Phase 2: l {
* In previously published data from the ongoing ReFocus study (NCT04526106), RLY-4008, a highly selective, - SaacrlzadenqcarC|qoma xenograftftwnh:GgRZ-ZWDR.T..:.fus!on (Flgurg 20) ber=39) (Figure 2 Dose escalation (completed) Dose expansion (ongoing since December 2021) > Y L

potent, irreversible FGFR2 inhibitor has shown promising efficacy in patients with FGFR2-driven - AN 3-CA gaztrlc carFllrmo(;na "e”°$ra with F FRﬂamphl |cGat|02r'1“5(‘gK FR_ copy num e.r— ).(Flgurze D) .'*

cholangiocarcinoma.# In the non-cholangiocarcinoma cohort there were four patients with breast cancer - AN endometrial adenocarcinoma xenograft, with FGFR resistance mutation (Figure 2E) Solid tumors, including breast cancer w b 4 B 5

— One patient with breast cancer, whose tumor had the oncogenic FGFR2 N550K mutation, achieved a * Unresectable or RP2D FGFR2 fusion+ (n=30) ' o

metastatic solid tumors
harboring an FGFR2

confirmed PR per RECIST 1.1 with 70 mg QD RLY-4008° FGFR2 amplified (n=30)

FGFR2 mutant (n=30) d

Figure 2. Preclinically, RLY-4008 has broad, tumor-agnostic therapeutic potential across FGFR2

— Two other patients with breast cancer, whose tumors had an FGFR2 amplification and the FGFR2 K660E alterations and acquired resistance mutations® alteration (per local RLY-4008
oncogenic mutation, respectively, had a reduction in tumor size with RLY-4008> testing) 7?1:;\8 “
q n . Cholangiocarcinoma
“Includes FGFR2 overexpression Cholangiocarcinoma FGFR2-altered solid tumors « RLY-4008 PO QD/BID g
L
. . . . . e N= FGFR?2 fusion+ previously treated with
Figure 1. Oncogenic FGFR2 alterations drive multiple types of cancer hpee et _
. ) ) chemotherapy, FGFRi-naive (n=100) United States ® France
FGFR2-fusion+ FGFR2-fusion+ FGFR2-fusion+ FGFR2-ampli n+ FGFR2-mutation+ Pivotal cohort
FGFRi-resistant ICC* FGFRi-naive ICC gastric carcinoma gastric carcin etrial carcinoma Key objectives: * Mayo Clinic, Scottsdale, AZ * Centre Georges Francois Leclerc, Cote-d’Or
Three types of driver alterations in FGFR2* ) . i i i . — Insti ie — i
* Phase 1: MTD/RP2D, safety profile, FGFR2 fusion+ previously treated with UCSF Helen Diller Family Comprehensive EDOG - Institut Bergonie - PPDS, Gironde
A B c D E pharmacokinetics y p) Y Cancer Center, CA * Centre Léon Bérard, Rhéne
ificati i i 10 10 10 10 100 . o LA =t * USC Norris Cancer Center, CA + Institut Gustave Roussy, Val-de-Marne
Amplification Mutation Fusion ¢ Phase 2: Anti-tumor activity: objective FGFR2 fusion+ treatment-naive (n=20) « Mavo Clinic Jacksonville. FL oG Y,
response rate, duration of response FGFR2 mutant or amplified (n=20) 4 . ! er.man'y ) )
(IRC assessed per RECIST v1.1) * H. L.ee Moffitt Cancer Center and Research « University of Heidelberg, Heidelberg
Institute, FL o [taly
3 3 3 3 BID, twice a day; FGFRI, FGFR inhibitors; IRC, independent review committee; MTD, maximum tolerated dose; PO, by mouth; QD, once daily; *» University of Chicago Medical Center, IL . . . . . .
g E RECIST, Response Evaluation Criteria in Solid Tumors; RP2D, recommended phase 2 dose. ¥ g . Istituto Nazionale Tumori Regina Elena’ Lazio
3 10 ) * Massachusetts General Hospital, MA « Istituto Europeo Di Oncologia, Lombardia
‘g * University of Michigan, MI * Istituto Romagnolo per lo Studio dei Tumori “Dino
2, o L o o - 3 * Mayo Comprehensive Cancer Center, MN Amadori” — IRST S.r.I - PPDS, Emilia-Romagna
c
< I H‘ KEY ELIGIBILITY CRITERIA * Memorial Sloan Kettering Cancer Center, NY ® Netherlands
g  Cleveland Clinic Foundation, OH * Nederlands Kanker Instituut Antoni Van
e‘ ‘e 2 0 i . * Fox Chase Cancer Center, PA Leeuwenhoek Ziekenhuis, Noord-Holland
C 4 2 ey -3 -3 -3 A Inclusion criteria * University of Texas MD Anderson Cancer e Erasmus Medical Center, Rotterdam
e’ ‘0 R Center, TX ® Spain
CPE * 218 years of age * Texas Oncology-Baylor Charles A. Sammons * Hospital Universitario Vall d'Hebron — PPDS,
Adanted from Babina et al.t ' ' * Histologically or cytologically confirmed diagnosis of unresectable intrahepatic cholangiocarcinoma or Cancer Center, TX Barcelona
P ’ -10 - -10 - -10 - -10 - -10 other advanced solid tumors, including breast cancer * University of Utah Huntsman Cancer Institute, UT » START MADRID_Hospital Universitario Fundacion
* Measurable disease by RECIST v1.1 * Virginia Mason Medical Center, WA Jimenez Diaz, Madrid
) ] ] ) Total daily dose: = Vehicle mm Pemigatinib (1 mg/kg) == Erdafitinib (30 mg/kg) = Infigratinib (30 mg/kg) == Futibatinib (6 mg/kg) === RLY-4008 (60 mg/kg) « ECOG performance status O or 1 ° Hong Kong * START MADRID_HospitaI Universitario
FGFR2 alt/eratlons may result as a bypass mechanism of resistance to endocrine 'RLY-4008 was dosed at 30 mg/kg QD in this tumor model. * Refractory, intolerant to, or declined standard therapy, including pan-FGFRi * Queen Mary Hospital HM Sanchinarro — CIOCC, Madrid
and CDK4/6 inhibition BID, twice daily; FGFRi, FGFR inhibitor; ICC, intrahepatic cholangiocarcinoma; QD, once daily. . . P P . . Clini : :
RLY-4008 was dosed at 30 mg/kg BID in all tumor models except for in FGFR2-fusion+, FGFRi-resistant ICC, in which RLY-4008 was dosed at Documented FGFR2 fusion, copy number amplification, or mutation in blood and/or tumor per local ® Republic of Korea Chmc’a Unl\'/e'r5|dad' Nav?rraT, Navarra .
30 mg/kg QD. Pan-FGFRi were used at doses equivalent to their recommended human doses. assessment * Samsung Medical Center — PPDS, Seoul * Hospital Clinico Universitario de Valencia,
* Growing clinical evidence suggests enrichment of FGFR2 alterations in hormone receptor-positive tumors Teugbyeolsi Valencia
resistant to CDK4/6 inhibitors (W|th or without endocrine theraPY): Limitations Of pan-FGFR Inhlbltors * Asan Medical Center - PPDSI Seoul TeugbyeOISi © Sweden
— Recent data identified FGFR2 amplification in 3/60 (5%) of biopsy samples from patients who were * Seoul Natio.nal University Hospital, Seoul * Karolinska Universitetssjukhuset, Solna
resistant to endocrine therapy® * Various pan-FGFRi are in clinical development; to date, four agents are approved in solid tumors, but none * No history or ongoing, clinically significant corneal or retinal disorder Teugbyeolsi ® UK
— In another study, ctDNA analysis was performed on 34 patients who progressed on endocrine therapy are indicated for the treatment of breast cancer®12 * No history of prolonged QT syndrome or Torsades de Pointes Singapore * The Christie NHS Foundation Trust, Lancashire
and CDK4/6 |nh|b|t9rs. fGFRZ alterations were detected in four patients: two had FGFR2 amplification, « In Phase 1 studies, a reduction in tumor burden or stable disease has been observed in some patients with « No clinically significant, uncontrolled cardiovascular disease . Na}tlonal Cancer Center . Sar.ah C.annon Research Instltutg, London
H an;:l t(;NO had mutations | roles for FGFR2 dth breast cancer, although patient numbers are very low?3-15 * No uncontrolled/unstable CNS metastases or primary CNS tumor ® Taiwan * University College London Hospitals, London
* These findings suggest potential roles for -targeted therapy in overcoming resistance to . . L i . i . . s . . . . . . « China Medical University Hospital Australia
combination endocrine and CDK4/6 therapy « The utility of pan-FGFRi has been limited by off-isoform toxicity, such as hyperphosphatemia — caused by No anticancer therapy within 14 days or five half-lives (whichever is shorter) prior to the first dose of the y Rosp ] . )
. S _ _ inhibition of FGFR1 - and acquired resistance mutations in FGFR216 study drug. Adjuvant hormonal therapy (e.g. previously treated breast cancer) is not exclusionary * St. Vincent's Hospital Sydney, New South Wales
* There are no FGFR2-targeted therapies approved for breast cancer, highlighting an unmet medical need in * Icon Cancer Care South Brisbane, Queensland
these treatment-refractory patients « Linear Clinical Research Ltd, Western Australia
N\ /\_ /L J J
Copies of this poster obtained
References Acknowledgments Abbreviations through the Quick Response
1. Babina IS and Turner NC. Nat Rev Cancer 2017;17:318-332. S. Goyal L, et al. Presented at AACR-NCI-EORTC 2021: Abstract P02-02 9. Infigratinib prescribing information. October 2022. 13.  Meric-Bernstam F, et al. Cancer Discov 2022;12:402-415. The authors would like to thank the patients, their families, and all study investigators, BID, twice daily; CDK, cyclin-dependent kinase; CNS, central nervous system; (QR) Code are for personal use
2. Helsten T, et al. Clin Cancer Res 2016;22:259-267. 6. Mao P et al. Clin Cancer Res 2020;26:5974—-5989. 10. Per}niga}tir\ib presgri?ing informaltion. October 2022. 14. Bahleda R, etal. Cli() Cancer Res 2019;25:4888-4897. sub-investigators, and research staff across all study sites. Medical writing and graphics ctDNA, circulating tumor DNA; ECOG, Eastern Cooperative Oncology Group; only and may not be reproduced
i. ﬁhew NJ, et al. Breast Cancer Res 202.1;23:82' - 7. Formisano L, et al. Nat Commun 2?19;10:1373. ‘ 11. Futlbi:lt'ln‘lb prescr'lb‘lnglmformat}on. October 2022. 15. Nogova L, et al. J Clin Oncol 2017;35:-157l—165. support was provided by Christine Elsner of BOLDSCIENCE Inc., funded by Relay FGFR, fibroblast growth factor receptor; FGFRi, FGFR inhibitor; ICC, intrahepatic without permission from SABCS®
. Hollebecque A, et al. Ann Oncol 2022;33 (Suppl 7): Abstract LBA12. 8. Casaletto J, et al. Cancer Res 2021;81(Suppl. 13): Abstract 1455 and poster. 12. Erdafitinib prescribing information. October 2022. 16. Goyal L, et al. Cancer Treat Rev 2021;95:102170. . . . . o . . .
Therapeutics. cholangiocarcinoma; QD, once daily; RECIST, Response Evaluation Criteria in Solid A
. and the author of this poster.
umors.

Presented at the 2022 San Antonio Breast Cancer Symposium (SABCS), December 6-10, 2022. San Antonio, TX, USA. This presentation is the intellectual property of Suneel Kamath. Contact them at ClinicalTrials@relaytx.com for permission to reprint and/or distribute.


mailto:ClinicalTrials@relaytx.com

