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Backg round Results Figure 3. Tumor response in patients with gastric cancer receiving futibatinib 20 mg QD Table 2. Characteristics of responders with gastric cancer
FGFR aberrations in cancer Patient population A All patients with gastric cancer receiving B Patient 1 Aoe e ':;":r'i):rr o
e Dysregulation of the fibroblast growth factor receptor (FGFR) pathway is known to drive oncogenesis in various e As of November 26, 2020, 44 patients were enrolled into 3TIW (n=11) and 2 QD (n=33) dose expansion cohorts 10 futibatinib 20 mg QD Abdominal lymph node Ve ar:c. PS | treatments FGER aberration shrinkage
. . . . . . . . . i
Gcance-rs harboring FGFR aberrations o gﬂgsgoﬁ]aglrf:ts were male (82%); median age was 61 years in the combined TIVW cohorts and 65 years in the combined . Patient 1 53 hale 0 5 FGFR2 amplification & overexpression 198 —
astric cancer =t : .

e Patients with ad q tab o o val out 4 fow treat oot ft — All patients had previously received systemic chemotherapy for advanced disease 0. 590 > & Patient 2 46  female 0 3 FGFR2 amplification 21.4 60 %

AHENTS WITh atvantet UNTeseelable 9astrit Cancer Nave POOT SUTVIval OUIEOMES ant TewW Teatment OpLions atter e (Gastric cancer was the most common tumor type (n=20 [TIVW: n=1; QD: n=19]; Table 1), followed by biliary tract Y Patient 3 b4 male 1 10 FGFRZ amplification & rearrangement 24.2 73%

fallure of standard second-line chemotherapy?3

— Objective response rates (ORRs) with second-line chemotherapy range from 7% (with docetaxel)* to 28% (with
paclitaxel plus ramucirumab),® and they are even lower with third-line systemic therapy (=4-11%)°%’

e FGFRZ amplifications are associated with poor prognosis in gastric cancer, suggesting that FGFRZ-amplified gastric
cancer may be sensitive to FGFR inhibitor—-based therapy®1°

tumors (n=5 [TIW: n=3; QD: n=2]) and esophageal cancer (n=4 [QD: n=4]) —20 4

e A total of 19 patients with gastric cancer received futibatinib 20 mg QD, 11 of whom had tumors harboring FGFRZ2
amplifications

All patients included above received futibatinib 20 mg QD.
CNV, copy number value (for FGFR2 amplification); ECOG PS, Eastern Cooperative Oncology Group performance status; FGFR, fibroblast growth factor receptor; QD, once daily.
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Table 3. Antitumor activity in gastric cancer by FGFR2 amplification levels

- = = * Confirmed partial responses
Futibatinib _ Any FGFR2 CNV <4 CNV 24 CNV <10 CNV 210
e [Futibatinib is an oral, highly selective, potent, irreversible FGFR1-4 inhibitor™ Combined TIW cohorts Combined OD cohorts C Patient 2 D Patient 3 aberration (n=19) (n=8) (n=11) (n=10) (n=9)
* |n preclinical studies, futibatinib demonstrated potent antitumor activity in various tumor cell lines and xenograft _ (n=11) (n=33) Abdominal Left ORR 16% 0% 27% 0% 33%
models harboring a spectrum of FGFF aberrations” A Median (range), years 61 (30-76) 65 (32-77) Ml o cervical R ST, DCR 26% 13% 36% 10% 44%
— Robust activity was noted against FGFRZ2-amplified gastric cancer cell lines and xenograft models g¢ <65 years, n (%) 7 (64) 16 (48) \ $ node ' Median treatment duration, days 36 36 28 34 49
e |n a global phase 1 dose escalation/expansion study (NCT02052778), futibatinib showed manageable safety and =65 years, n (%) 4 (36) 17 (62) 32 mm
antitumor activity N patients with advanced solid tumors'14 Sex, i (0/0) Male 9 (82) 27 (82) Abdominal (—60%) - CNV, copy number value; DCR, disease control rate; FGFR, fibroblast growth factor receptor; ORR, objective response rate.
— Futibatinib 20 mg once daily (QD) was established as the recommended phase 2 dose Female 2 (18) 6 (18) tymph node o~ & axillary | 4 " ¥ i Saf . . i o B b i o0 QD
— Preliminary activity was observed in cholangiocarcinoma (CCA), urothelial carcinoma, gastric cancer, and breast ECOG PS, n (%) 0 7 (64) 25 (76) Tt el a\ :}’:;':h ~ afety In patients receiving futibatini mg
cancer harboring various FGFR aberrations 1 4 (30) 8 (24) 10 mm e QOverall, 31 patients received futibatinib 20 mg QD in the dose expansion study
e The phase 2 FOENIX-CCAZ2 study further demonstrated the efficacy (ORR, 41.7%) and safety of futibatinib in Prior therapies, n (%) Chemotherapy 11.(100) 33 (100) EEElhe LT EEEAIE e Hyperphosphatemia was the most common treatment-related adverse event (TRAE; Table 4), occurring in all
FGFR2 fusion/rearrangement-positive intrahepatic CCA'® Adjuvant chemotherapy 3 (27) 6 (18) patients receiving futibatinib 20 mg QD
] ] ] ] ] Neoadjuvant Chemotherapy 2 (18) 4 (12) Dotted horizontal lines represent partial response (=30% reduction in lesion size) and progressive disease (=20% increase) per RECIST v1.1. QD, once daily; RECIST v1.1, Response Evaluation _ Hvperphosphatemia resolved with dose modifications and concomitant medications: median time to resolution
Phase 1 dose escalation/expansion study in Japanese patients (JapicCTI-142552) Gastric 1) 19 (58) Criteria in Solid Tumors version 11 yPETPhOSP >ations, .
e A phase 1 dose escalation/expansion trial was conducted to evaluate the safety and efficacy of futibatinib (dosed Biliary tract 3 (27) 2 (6) from a value >7 mg/dL to <5.5 mg/dL was 4 days {range, 2-6 days), and median time to resolution from a value
P i vitv i " i >b.b mg/dL to <b.b mg/dL was 4 days (range, 2-21 days)
at 8-160 mg 3 times weekly [TIW] or 16-20 mg QD) in Japanese patients with advanced solid tumors'®'” Esophageal 0 (0) 4 (12) Antltumo_r aCt“_"ty n _gaSt"c cam_:?r by _FG_FBZ aberration o No batient discontinued treatment b h nosohatem
_ The safety and pharmacokinetic profiles of futibatinib in the Japanese dose escalation study were consistent Type of cancer, n (%)  Colorectal 1(9) 2 (6) e \When patients with gastric cancer receiving futibatinib 20 mg QD (n=19) were grouped by FGFR2 amplification — O patient discontinued treatment becallse 0T iyperphosphatemis | |
with data from the global phase 1 study Lung 2 (18) 1(3) levels (CNV <4 or =4 and CNV <10 or =10; Figure 4; Table 3): e Paronychia was reported in 3 patients receiving futibatinib 20 mg QD (10%); all events were grade 1-2 in severity
_ | | | | Bladder 2 (18) 0 (0) _ ihatini Vi i | ' ' | ' ing i ' ions: | ' '
e Here, we present updated results from the dose expansion portion of this Japanese phase 1 study, including Pancreatic > (18] 0 (0} Futlbatlmt())actlwty was most Pronognced |r.1 patlgnts vgth advanced gastric ca.ncer harbormg FGFR2 CNV =10 ° $Eﬁgz were managed with dosing interruptions and reductions; no patient discontinued treatment because of
activity in patients with gastric cancer Other 0 (0) 5 (15) = The ORR was 33% (3/9) in patients with FGFRZ2 CNV =10 and 0% (0/10) in patients with FGFRZ CNV <10 | | | | | | . -
— The primary Objective was to assess antitumor activity N FGFR-aberrant gastric cancer and other = Patients with FGFR2 CNV =10 Stayed |Onger on treatment (49 dayS) than those with FGFR2 CNV <10 (34 dayS) — The fO”OV\/lngTRAES. led 1o d.ose I.ntelz)ru.ptlons/r.edUC.:’[IOF;S n =3 patlents rece|Y|ng ftltl_batlc?lb 20 mg QD
FGF/FGFR-aberrant tumors ECOG PS, Eastern Cooperative Oncology Group performance status; QD, once daily; TIW, 3 times weeKly. — Similarly, futibatinib activity was greater in patients with tumors harboring FGFR2Z CNV =4 than in those with ?%cc;e.ags/d) appetite (interruptions: 26%; reductions: 10%), hyperphosphatemia (19%; 107, and malaise
. 0, 0
— Secondary objectives were to evaluate safety (with the recommended phase 2 dose) and antitumor activity in tumors harboring FGFRZ CNV <4 (Table 3)
gastric cancer, based on FGFFR aberration Antitumor activity in the dose expansion cohorts _ : - —
e ORR in the QD dosing cohort was 12% (4/33), and the disease control rate (DCR) was 33% (Figure 2) Figure 4. Tumor response by FGFR2 CNV in patients with gastric cancer receiving Table 4. TRAEs in patients receiving futibatinib 20 mg QD
— Partial responses (PRs) were observed in 3 patients with gastric cancer (FGFR2 amplifications) and 1 patient with CCA futibatinib 20 mg QD 20
. -mg QD cohort (n=31)
S A1 PRs vre b I e e
e Patients enrolled in the dose expansion study had advanced FGF/FGFR-aberrant tumors and no alternative — AllPRs were observed in patients receiving futibatinib 20 mg QD A Best percent change in target lesion size B Duration of treatment .
treatment options (Figure 1) * No responses were observed in patients receiving futibatinib TIW from baseline Any TRAE, n (%) 31 (100 6{19)
— FGF/FGFR aberrations were determined at screening in central or other laboratories e Among patients with gastric cancer harboring FGFR2 amplifications who received futibatinib 20 mg QD, the ORR was W CNV <10 Action taken because of TRAEs, n (%)
— Patients received futibatinib 56, 80, or 120 mg TIW or 16 or 20 mg QD until disease progression, unacceptable 16% (3/19) and the DCR was 26% (Figure 3A) B CNV >10 Dose interruption 15 (48)
toxicity, investigator decision, or withdrawal of consent o All 3 patients with PRs had received 2 or more previous treatment regimens; they experienced tumor shrinkage 40 ; * Confirmed partial Dose reduction 11 (35)
e Tumor response was assessed by the investigator according to the Response Evaluation Criteria in Solid Tumors ranging from 59% to 73% (Table 2; Figure 3B-D) Q 20 responses Discontinuation 0
version 1.1 @ TRAEs in 210% of patients, n (%)
* |n patients with gastric cancer, antitumor activity was assessed by FGFRZ amplification levels: : : : : o : S 0- *2 Hyperphosphatemia 31 (100) 2 (6)
 FGFR2 amolificats o FG c . . Figure 2. Change in target lesion size from baseline in the dose expansion study ? @ |
plification was assessed using FGFRZ copy number value (CNV), and patients were grouped into < = Decreased appetite 13 (42) 2 (6)
categories of FGFRZ2 CNV <4 or =4 and CNV <10 or =10 e —20 . * Increased AST 6 (19) 1(3)
e Adverse events were graded according to the Common Terminology Criteria for Adverse Events version 4.03 00" _g ““““““““““““““““““ I CNV <10 Increased ALT 6 (19) 0
Q —40 1 B CNV =10 Diarrhea 5 (16) 0
40 - c 50 - * Confirmed partial Malaise 5 (16) 0
. . . S S B responses Subretinal fluid 4 (13) 0
F|gure 1. Dose expansion StUdy deS|gn _g :glgi:[ric _80 - * 0 50 100 150 200 250 300 Vomiting o 4 (13) 0
£ 20- e Patients Duration of treatment (days) Increased blqod creatinine 4 (13) 0
Patients Treatment Obijectives 3 Urothelial Hyponatremia 4 (13) 2 (6)
© mL rizontal lines represent partial r nse (=30% reduction in lesion size) and progressive di >20% incr r vl
TIW h d | QD h d | c% 0 ’: :‘ T oE EEEBEBE BB oBE EEBEEE BEE B E o o msSc¢comEERE R EEEEE " Ezgghageal gﬁl%egog?/ nt?nr;[glelrv%lsuee;ngsFeR,tf?tfrc;[t;;s?tsgprgvsteh(fai‘?oﬁreec?ep?té(r); QD,leoSnge Zaile;;aRgC?ISO'lgvﬁ?f, F?eisgﬁzg I(Evi?u;tior?ggfeer)i;ien gclj_licél'?uTm;rl version 1.1. ALT, alanine aminotransferase; AST, aspartate aminotransferase; QD, once daily; TRAE, treatment-related adverse event.
schedule schedule i _
e Histoloaicall oaicall f ) = m Cervical
dhancad/metastatis Soid tamors At activiy in gast > " Colorecta Conclusions
120 mg 20 mg = Antitumor aC’FIVIty IN gast_rlc cancer g = Gallbladder
e Failure of standard therapies; no Level 7 (N=3) Level 2 (n=31) and other SO|I.d tumors with FGF/ S = Head and neck
available standard treatment options FGFR aberrations T ICRECEEEEEEREREREERERES In J : th ad . g futibatinib sh . : . . f i : A1 th f : fFutibatinib J
= o
e FGF/FGFR aberration. as determined ; . 16 mg QD N Japanese patients with aavancea solia tumors, tutipatinio snowed antitumor activity ana a satety protile consistent with those ot previous tutibatinio stuaies
in central/other laboratories Secondary S Y M20 mg QD
80 mg 16 mg ) 3 — No new safety concerns were noted
e No prior futibatinib treatment Level 6 (n=3) el (n=2) SEIEY § ggg 23 1:xvv . y : : - : : : : : o : :
e ECOG PS 0 or 1 = Antitumor activity in gastric cancer by S €120 mg TIW e Promising preliminary antitumor activity was observed In patients with advanced gastric cancer harboring FGFR2 amplifications with CNV =10
FGFR aberration : ; : : : : : . : : : : e :
7 nge =20 e | *No tumor assessment e Data from this phase 1 trial and the global phase 1 trial form the basis for an ongoing global phase 2 study evaluating futibatinib in patients with gastric cancer harboring FGFR2 amplifications
« Adequate organ function 56 mg * Confirmed partial response (NCTOZH 89445)
e No history/current evidence of -80 -
endocrine alteration of calcium and FGFRT Bl Amplifications . . .
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