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Subgroup analyses of safety and efficacy by number and types of prior lines of treatment in FRESCO-2, a global phase 3 study of
fruguintinib in patients with refractory metastatic colorectal cancer
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\ Safety

» Occurrences of treatment-emergent adverse events (TEAES) were generally balanced between the
fruquintinib + BSC vs placebo + BSC arms among patients with both <4 and >4 prior LOT (Table 3)

BACKGROUND a

Effective treatment options are limited for patients with refractory metastatic colorectal cancer (MCRC)

Did patients with mCRC treated with fruquintinib + BSC benefit regardless of prior number of lines and/or type of anti-cancer treatment?

Study design

Fruquintinib 5 mg PO QD
(3 weeks on, 1 week off) + BSC

Fruquintinib is a highly selective, potent, oral tyrosine kinase inhibitor of all 3 VEGF receptors
(VEGFR-1, -2, and -3) with weak or no inhibitory effect on other receptor kinases?

Table 3: Overall TEAE safety profile in the safety population*

Fruquintinib + Placebo + Fruquintinib + Placebo +
Category, n (%) BSC BSC BSC BSC
n=122 n=211 n=108

A statistically significant and clinically meaningful improvement in overall survival (OS) and
progression-free survival (PFS) with an acceptable and tolerable safety profile was demonstrated with
fruquintinib + best supportive care (BSC) vs placebo + BSC in the global phase 3 FRESCO-2 study
(NCT04322539)?

FRESCO-2 >4 prior LOT (n=319)

(NCT04322539)

Endpoints:

- Primary: OS - Key secondary: PFS
- Other secondary: ORR, DCR, safety

Global, multicenter, randomized,
placebo-controlled phase 3 study

n=245

Here we report subgroup analyses of efficacy and safety by prior lines of treatment (LOT) and types

of anti-cancer treatment for metastatic disease Any TEAE 241 (98.4) 111 (91.0) 210 (99.5) 102 (94.4)
METHODS Key results for OS (ITT population) Grade 23 148 (60.4) 55 (45.1) 138 (65.4) 61 (56.5)
_ _ _ oo ; . i intin < i Figure 1B: Median OS with fruquintinib + BSC vs placebo + BSC by type of prior - _ _ _ _
- FRESCO-2 was conducted in the US, Europe, Japan, and Australia, comparing fruguintinib + BSC vs Figure 1A: OS with fruquintinib + BSC vs placebo + BSC by <4 vs >4 prior LOT St Cancer treatment Treatment-related 214 (87.3) 69 (56.6) 181 (85.8) 61 (56.5)
placebo + BSC in patients with mCRC || MedianOS(es%Cl) | HR(95%CI) Pvalue | B Fruquintinib + BSC Placebo + BSC ated arade 33 0 (@71 - 330 (13.0)
: intini — Treatment-related grade 2 137.1 1 . 73 (34. 14 (13.
o . . . ] o ) ) 1.0 = Overall; Fruquintinib + BSC 7.4 (6.7-8.2) 0.662 (0.549-0.800);
- Eligible patients had received all standard treatments, including fluoropyrimidine-, oxaliplatin- and Overall: Placebo + BSC 48 (4058) <0.001 17 - A2.5 A3.0 A20 A2.6 A24
irinotecan-based chemotherapy, anti-VEGF therapy, anti-EGFR therapy (if RAS wild type), and S 0.8 - <4 LOT; Fruquintinib + BSC 7.6 (6.6-8.5) 0.702 (0.541-0.912):* Leading to dose reduction 61 (24.9) 5(4.1) 49 (23.2) 4(3.7)
trifluridine/tipiracil or regorafenib 0 <4 LOT; Placebo + BSC 5.1 (3.9-6.3) 0.003 o 10 1
. . . .. o > : Fruquintinib + 1(6.3-8. " = Leading to dose interruption 103 (42.0 31(25.4 110 (52.1 30 (27.8
— Patients with MSI-high or MMR-deficient tumors or BRAFV600E-mutant tumors must have also 5 0.6 7 j tﬁl ;a:eb: +ZSCB > :;2 j_: : oo oo S 8- " | - (420 (24 24 #19)
received an immune checkpoint inhibitor or BRAF inhibitor, respectivel > >4 LOT; Fruquintinib ' - = :
o reeRomt - TTRTOT, TESP / . = 044  +BSC n=214 G 6 Leading to treatment 50 (20.4) 19 (15.6) 20 (9.5) 3(2.8)
« Randomization was stratified by prior treatment (trifluridine/tipiracil vs regorafenib vs both), RAS E <4 LOT; Fruquintinib O discontinuation
mutation status (wild type vs mutant), and duration of metastatic disease (18 months vs >18 months) S o A +BSC n=247 & 4 .
_ _ _ _ _ a — >4 LOT; Placebo + BSC n=107 3 Leading to death 25 (10.2) 22 (18.0) 23 (10.9) 23 (21.3)
« Patients were grouped according to number of prior LOT (<4 vs >4, based on a median of 4 prior —— <4 LOT: Placebo + BSC n=123 = 5.
LOT), efﬁcacy and Safety da.ta were analyzed according to these SUbgrOUpS, as We” as according tO 0.0 . . . . . . . T T T T T T T T T T T 1 :r(zgfmpear:it(.ents assigned to fruquintinib + BSC, 3 did not receive fruquintinib, and 2 patients received placebo instead. In the placebo + BSC group, 2 patients did not receive
type of prior anti-cancer treatment received (anti-VEGF, anti-EGFR, regorafenib, TAS-102) ot 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 0 A - - - « The grade =3 treatment-related TEAEs in 25% of patients with <4 or >4 prior LOT in the fruquintinib

Anti-VEGF Anti-EGFR TAS-102

A=difference in median OS between fruquintinib + BSC and placebo + BSC arms.

Time since date of randomization, months

*Adjusted HR estimated using Cox's proportional hazards model with stratification factors (not including the factor of prior treatment) and treatment group as covariates.
DCR, disease control rate; ORR, overall response rate

Regorafenib Regorafenib+TAS-102

+ BSC arm were hypertension, palmar plantar erythrodysesthesia (PPE), and asthenia (Table 4)

RESULTS

Patients and prior anti-cancer treatment

Table 4: Grade 23 treatment-related TEAEs in 21% of patients in either arm (safety population)*

Key take aways Fruquintinib + BSC demonstrated improvement in OS and PFS vs placebo + BSC , irrespective of prior number of lines or type of treatment )
. . . . >4 prior LOT (n=319)
» Atotal of 691 patients were randomized and 686 patients received at least one dose of study drug

Fruquintinib + Placebo + Fruquintinib + Placebo +
Preferred term, n (%) BSC BSC BSC BSC
n=245 n=122 n=211 n=108

« The median number of prior lines of anti-cancer treatment for metastatic disease was 4 (range 2—-16)

_ _ pHot _ : + The median follow-up was 11.3 months with fruquintinib + BSC and 11.2 months with placebo + BSC
for patients in the fruquintinib + BSC arm and 4 (range 2—-12) for patients in the placebo + BSC arm

» Fruquintinib + BSC improved OS (Figure 1) and PFS (Figure 2) compared with placebo + BSC
irrespective of number of prior LOT or prior types of anti-cancer treatment

Treatment exposure, OS, and PFS by prior number of lines and type of anti-cancer treatment

_ o _ _ _ _ « The median duration of exposure of fruquintinib + BSC vs placebo + BSC was
» Baseline characteristics were balanced between arms in patients who had received <4 prior LOT and

: : - : — 2.76 months (range 0.4-19.1) vs 1.84 months (range 0.4-5.8) in patients who received <4 prior _ . o . APEMEMSEN U E2:2) 2 (L) 19 () 2
in patients who had received >4 prior LOT (Table 1) (rang ) (rang Jinp P Figure 2: PFS with fruquintinib + BSC vs placebo + BSC by prior (A) <4 vs >4 LOT and (B) types
| | | o o LOT, respectively of anti-cancer treatment (ITT population) PPE 14 (5.7) 0 14 (6.6) 0
Table 1. Patient demographics and baseline characteristics by number of prior lines of — 3.45 months (range 0.3-17.6) vs 1.84 months (range 0.3—12.0) in patients who received >4 prior PNSROGRPOO | wician oo (95%C) | HR(95% G Pvalue | |
anti-cancer treatment for metastatic disease (lTT pOpUIaUOn) LOT, reSpeCtively A 1.0 = n=214 Overall; Fruquintinib + BSC 3.7 (3.5-3.8) 0.321 (0.267-0.386) Asthenia 12 (4.9) 1(0.8) 12 (5.7) 2(1.9)
- ‘ e . . . . . . . i . . <0.001 .
_— =4 prior LOT (n=370) >4 prior LOT (n=321) « Fruquintinib + BSC demonstrated consistent OS and PFS benefit compared with placebo + BSC in © — =4 o7 Fruquintin + BSC - Overall; Placebo + B3¢ 18 (1.8-19) Fatigue 7(2.9) 1(0.8) 8 (3.8) 0
. . . . . o - - <4 LOT; F intinib + BSC 3.5(2.9-3.7 _ *
» Fruquintinib + | Placebo+ | Fruguintinib + Placebo + patients who had been previously treated with anti-VEGF, regorafenib, or TAS-102 (Table 2) - 0.8 >4 LOT: Placebo + BSC S e e .
Characteristic, BSC BSC BSC BSC o — o107 <4 LOT; Placebo + BSC 1.9 (1.8-1.9) S Diarrhea 5 (2.0) 0 10 (4.7) 0
n (%) n=247 n=123 n=214 n=107 Table 2: Median duration of prior anti-cancer treatment, median duration of study treatment, and & 06 - ___ <4LOT; Placebo + BSC >4 LOT; Fruguintinib + BSC 37(36-4.0) 0.300 (0.229-0.393);*
i i i o n=123 >4 LOT; Placebo + BSC 1.8 (1.7-1.9) <0.001 Proteinuria 5(2.0 1(0.8 2(0.9 0
) Median years (range) 64 (25-62) 63 (30-62) 63 (31-81) 65 (35-86) median OS and PFS by prior number of LOT (ITT population) > acebo (2.0) (0.8) (0.9)
e - iy - E L L
g >65 years 114 (46.2) 55 (44.7) 100 (46.7) 56 (52.3) Anti-VEGF Regorafenib (any®) TAS-102 (any?) = 0.4 Stomatitis 3(1.2) 0 4 (1.9) 0
S Female 127 (51.4) 45 (36.6) 89 (41.6) 45 (42.1) <4 prior LOT >4 prior LOT <4 prior LOT >4 prior LOT <4 prior LOT >4 prior LOT ﬁ 0.2 - Decreased appetite 2 (0.8) 1 (0.8) 4 (1.9) 1 (0.9)
ex = 0.
Male 120 (48.6) 78 (63.4) 125 (58.4) 62 (57.9) F P F P F P F = F P F P g
Increased ALT 2(0.8 0 3(14 0
0 111 (44.9) 63 (51.2) 85 (39.7) 39 (36.4) . . n=234 n=114 n=212 n=105 n=85 n=35 n=136 n=74 n=216 n=109 n=205 n=102 0.0 ! ! ! ! ! ! ! ! ! ! ! 08) (1.4)
ECOG PS Median prior o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 .
1 136 (55.1) 60 (48.8) 129 (60.3) 68 (63.6) treatmhent’ 11.47 11.24 1455 1452 3.02 2.89 3.29 3.24 3.09 i 3.58 3.02 Time since date of randomization, months Anemia 0 1(0.8) 1(0.5) 3(2.8)
ths
Colon, left 102 (41.3) 49 (39.8) 90 (42.1) 43 (40.2) mon o- (@8 (- (7- (03 (03- (01- (02- (0= (0- (O0- (04 —_ - '
_ (range) 57.7) 36.9) 580) 77.5) 159) 89) 31.7) 280) 186) 14.1) 27.8) 31.0) B Fruguintinib Aldeminalipain 0 Ll 0 2(1.9)
Colon, right 57 (23.1) 33 (26.8) 40 (18.7) 20 (18.7) A18 A1.7 A17 A19 — *BSC
Primary site at Colon. left and right 3 (1 2) 0 (0 8) T (0 5) 0 (0 9) Median OS, 7.6Vvs 5.2 7.1vs 4.6 7.2vs 5.2 7.0vs 4.6 7.4vs 5.1 71vs 4.4 4 = ] I— I— | Placebo :roel;tSmpea;iter;\tETas;i;:\iﬁg t:n:irrl:gtliggggszsc, 3 did not receive fruquintinib, and 2 patients received placebo instead. In the placebo + BSC group, 2 patients did not receive
1%t diagnosis ’ ' ' ' ' months 0.715 (0.545— 0.600 (0.456—  0.745(0.463—  0.560 (0.403—  0.707 (0.537—  0.601 (0.456— 3.5 - +BSC o
Rectum only 71 (28.7) 34 (27.6) 72 (33.6) 36 (33.6) Median PFS, 3.4vs 1.9 3.7vs 1.8 3.6vs1.9 3.7vs 1.8 3.5vs 1.9 3.7vs 1.8 % 25 - O n C u S I O n S
. months 0.352 (0.272—- 0.301 (0.229- 0.319 (0.202—- 0.249 (0.177- 0.329 (0.252—- 0.315 (0.241- = '
Liver metastases Yes 181 (73.3) 83 (67.5) 158 (73.8) 73 (68.2) HR (95% ClI) 0.457) 0.395) 0.502) 0.350) 0.431) 0.412) ff 2 1 * Fruquintinib + BSC demonstrated longer OS and PFS vs placebo + BSC in patients with mCRC
Duration of =18 months 37 (150) 12(98) 0 2 (09, Median n=233 n=112 n=210 n=105 n=84 n=34 n=136 n=74 n=215 n=107 n=203 n=102 o 151 irrespective of prior number of LOT and type of prior treatment
metastatic disease 18 months 210 (85.0 111 (90.2 214 (100 106 (99.1 study S 1+ . . . . . . :
(65.0) (90-2) (100) (9.1) treatment, 276 184 337 184 355 184 348 184 276 184 345 184 S » The overall safety profile was consistent in patients who received <4 prior LOT or >4 prior LOT
Wild type 77 (31.2) 36 (29.3) 93 (43.5) 49 (45.8) months (0.4- (04- (03— (0.2- (0.7- (0.7- (0.3- (0.3- (0.4- (04— (0.3- (0.2- L 05 -
RAS status Mutant 170 (68.9) 87 (70.7) 121 (56.5) 58 (54.2) (range) 19.1) 5.8) 17.6) 12.0) 147) 58  176) 7.4) 19.1) 58) 17.6) 12.0) 0 : : . T . » These results were consistent with the effect observed in the overall population, supporting
_ _ ' ' ' ' *The number of patients included in this analysis was based on prior anti-cancer treatment, and may differ to the number of patients shown in Figures 18 and 28, for which _ _ A_nt"VEGF ' Ant"EGFR - Regora.fenl.b TAS':LOZ Regorafen|b+TAS-102 fruquintinib as a treatment option for patients with refractory MCRC, irrespective of prior number of
VEGF biologics 233 (94.3) 115 (93.5) 212 (99.1) 106 (99.1) data were collected from oncology history; fAlone or in combination with TAS-102; *Alone or in combination with regorafenib. Cl, confidence interval; F, fruquintinib + BSC; *Adjusted HR estimated using Cox's proportional hazards model with stratification factors (not including the factor of prior treatment) and treatment group as covariates; . .
HR, hazard ratio; P, placebo + BSC A=difference in median PFS between fruquintinib + BSC and placebo + BSC arms. LOT or type of prior anti-cancer treatment
. EGFR biologics 77 (31.2) 36 (29.3) 103 (48.1) 52 (48.6)
Type of prior
anti-cancer Regorafenib 31 (12.6) 14 (11.4) 9(4.2) 4(3.7)
treatment TAS-102 162 (65.6) 88 (71.5) 78 (36.4) 33 (30.8) References Acknowledgments T_o_;/ii\;\{ an//(te_lectrtl)nic v/ezr%ign of this poster, scan this Quick Response (QR) code or
. . : o visit: https://tinyurl.com napm.
Regorafenib and TAS-102 54 (21.9) 21 (17.1) 127 (59.3) 70 (65.4) 1. Sun Q, et al. Cancer Biol Ther 2014;15(12):1635-45 The .FRESCO-ZI study was sponsored by HQTCHMED. Medical ert!ng support for the development of this postgr, under the dlrectlon.of the authors, was _ _ _
_ , _ provided by Emily Ruban-Fell, PhD, of Ashfield MedComms, an Inizio Company, funded by Takeda Pharmaceuticals U.S.A., Inc., Lexington, MA and Copies of this poster obtained through QR code are for personal use only and may not
ECOG PS, Eastern Cooperative Oncology Group performance status; ITT, intent-to-treat 2. Dasari A, et al. Annals of Oncology 2022;33(7):S1391-2 complied with the Good Publication Practice (GPP) guidelines (DeTora LM, et al. Ann Intern Med 2022;175:1298—1304). be reproduced without permission from the congress and the author of this poster.

Presented at the American Society of Oncology (ASCO) Annual Meeting, Chicago, IL, USA, June 2-6, 2023. For questions or comments, please contact Dr Arvind Dasari: ADasari

mdanderson.orq.




