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Introduction

« TAS-102 is an oral combination treatrment comprised of an antineoplastic thymidine-based nucleoside analogue, trifluridine
(FTD), and the thymidine phosphorylase inhibitor, tipiracil hydrochloride (TPI), at a molar ratio of 1:0.5 (weight ratio, 1:0.471)
(Figure 1).'2

— FTD is incorporated into DNA, causing DNA dysfunction®?
— TPl improves the bioavailability of FTD"2
+ The mechanism of action (MOA) of TAS-102 is distinct from that of B-fluorouracil (5-FU), a uracil analogue (Figure 2}.

—  The primary MOA of B-FLI is believed to be the inhibition of thymidylate synthase (TS), which leads 1o depletion of
decxythymidine triphosphate and inhibition of DM A replication®8

—  The monophosphate form of FTD also inhibits TS, but this is not balieved to be the primmary MOA when dosed orally*

+* |nthe phase 3 RECOURSE trial in patients with metastatic colorectal cancer (mCRC) refractory to standard therapies, TAS-102
demonstrated a significant improvement compared with placebo in median overall survival (0O5) (71 vs 5.3 months: hazard
ratio [HR]=0.68; P<0.0001) and progression-free survival (PFS) (2.0 vs 1.7 months; HR=0.48: P<0.0001).7

+ This analysis was performed to evaluate efficacy and safety in the RECOWURSE trial based on KRAS and BRAF mutation
gena status as reported by investigators.

Figure 1. Components of TAS-102

FTD (trifluridine)

7 o
H'«-‘u"TfCF-“ BN

Antitumor Suppression of FTD
activity degradation
Molar ratio @: 0.5
. o Trifluoromethyl group Methyl group ™
Thymidine @ g
analogue (j"l”‘ﬂ‘ et EIT@
H, AU e

g 5
. e
FTD j,'; .L Thymidine

Figure 2. Differentiation of 5-Fluorouracil (5-FU) and TAS-102
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dTMP deaoythymidne monophosphate; dTTR deaxythymiding triphosphate; dUMP deciyuriding manaphosphats, FAUMP flucrodedadyuriding monophasphata; FTD, tifuriding;
TS, thymigylats synthase.

Methods

+ RECOURSE was a multicenter, randomized, double-blind, placebo-controlled phase 3 trial (Figure 3).7

— Eligible patients with mCRC had received =2 prior lines of therapy, including fluoropyrimidines, irinotecan, oxaliplatin,
and bevacizumab, and cetuximab or paniturnumab for patients with KRAS wild-type tumors

— The primary endpoint was OS; secondary endpoints included PFS, overall response rate, disease control rate, and safety

— Median OS5 and PFS were calculated using the Kaplan-Meier method, with corresponding 2-sided 956% confidence intervals
(Cls) for the estimates

+ Prespecified analyses of RECOURSE compared efficacy and safety of TAS-102 vs placebo in subgroups of patients who had
turmiors that were wild type or mutant for KRAS and BRAF mutation status was determined according 1o site practice as
reported by investigators.

+  The primary endpoint (O%) and key secondary efficacy endpoint (PFS) were evaluated using univariate and multivariate analyses
for stratification (eg, status) and prespecified (eg, status) factors.

Figure 3. RECOURSE Study Design
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bid, twice dally; B5C, bast supportive care; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFA, epidermal growth factor receptar; po, by mouth.

Results

Baseline Characteristics

« (Of the 800 RECOURSE patients, 394 (49.3%) had KRAS wild-type tumors (63.7% male, mean age 62.0 years); 406 (50.8%)
had KRAS mutant tumaors (69.1% male, mean age 61.1 years) (Tables 1 and 2).

— KRAS status is per assignment on the case report form
+ Treatment groups were well balanced with respect to KRAS status, including KRAS mutation types.

Table 1. KRAS and BRAF Status in RECOURSE

TAS-102 Placebo Total
(n=534] (n=2686) {N=800)
KRAS status,* m {%]
Wild type 260 (48.7) 134 (0.4 294 (49.3)
hurtant M (613 132 (49.8] 406 (B0.8)
KRAS miutetion type, n (%]
Codon 12 ZM [37.6) 102 {38.3] 3 3T
Codon 13 BE 103 28 {106 231104
Cithar 612 a2 9i1.2)
Lnknown 6 4.9 B0 2404.3)
BAAF statug, n (%]
Wild types TEN4.00 41 01E4) NEN4.E)
Mutant 4 (0.7] 4118 a0
Mizeirg 4BE (B6.2) 2211831 B76 [24.5)

AR pEr BEEKINMEnt on the casa report Tom.

Results (cont'd)

Table 2. Patient Demographics and Baseline Characteristics by KRAS Status

(ITT Population)

KRASWild Type KRAS Mutant
TAS-102 Placebo Total TAS-102 Placebo Total
[n=260) (n=134] [h=304d) (n=274) in=132) [(M=40&)

Gander, make, n (%) 162 B4 A 22 E1.9 261 [E3.7) 16B (B77) 82 i62.1) 2401{58.1)
Age, ¥, maan (501 B2.1 110,33 &1.6 (9.48] 62.0 [10.03) 50.5 [10.05) E14 [11.E1] E1.1 [10.65)
Race, m (%]

Ceucesian 139 B3 .5 g2 E1.2 211 eE.1] 167 (502 T3iEE3) 2406E0.1)

Bleck/Africen Amearican 21(0.8] 1i0.71 300.8 2. 4 (3.00 G (1Bl

Asian a7 (373 43032.1] 140 {365 a7 [31.8] B1 (25.6) T3B34.00

Mot collectad 22 [Bh) B (6.00 30 (78] 18 (6.E] 4 (3.00 2216.4]
ECOG F5, mi (%)

1] 145 [B7:3) M 212 (p3.8) 162 {EG.E] B4 i536) 236 (BB.1)

1 111 (42.7) 71i63.00 182 [4E.2) 122 (44.5] 42 35.4) 1T7o41.9)
Tirme since dagnoeis of first metastasis,* n (%)

<18 months 39 6.0 18{134) E7 (14.5) 72(26.3) 37 (28.00 108 (3a.8)

=18 months 221 [86.0) & iB5.6) 337 [85.5] 202 [(73.79] Q6 (7200 287{73.2)
Basalineg renal function,® n (%)

Meorrral (CrCL =30 mb/rmimn] 163 (B84 73(b4.5] 276 [B74] 164 (BE.2] 72 (646 226 (BB.7)
Primary turmor site, ri (%)

Calon 1EE B A BO{5A.7] 23k B A 183 (BB.8) 21 [E1.4] 284 {86.00

Rectal 106 (404 B4 40,3 168 40.4) 91 &2.2) Bl (2B.8) 142 (36.00
Mumber of prior regirmens,® n (%]

1 1] 1] ] a a a

2 2L [3.6) B (6.00 334 M0 (266 37 (28.00 107 (36.4)

3 B0 [19.2) 220184 T2018.3) i (26.2) 2243 100 124.9)

=4 186 (71.23) 104 {776l 285 [734) 136{48.3) 63 AT 198 48.8)
All priar systamic cancar therapautic egents, >4 n (%)

Bevecizumak 260 (100.00 133 [993.3] 393 [99.7] 274 NM00.0) T3z {1000 408 (10000

Catudmeab/paniurmurmab 262 N00.O 137 0 393 (100,00 16059 13198 206211

Catuzimab 186 {(M1.6) 104 {776] 2080 (73 6] 16 (5.5 316.8) 24 (6.9]

Paniturmurmab 115 i44.2) B2 (38.8] 167 i42.4] 5 i2.2) q(3.00 106{2.6)

Fluoropyrimidine® 260 [100.00 134 {100.0) 394 {10000 274 100.00 132 {10000 408 (100

Irirotecen 2E0 000 134 (100,00 394 (10000 274 1M00.0) 132 (10000 406 (10000

Cralipletim 260 000 134 (100.0) 394 (10000 274 1M00.0 132 (10000 405 {100/

Regarafanib A0 ME.4) izan 1B B1{18.8) 22{18.7) T3{18.0)

Cithar 228 (87.7) 116 (BE.6) 344 [87.3] 243 (887 121 (91.7] J64 (BO.7)
CrCL, crastinine clasrance; ECOG PS, Eastern Cooperativa Oncology Group parommance status; ITT Intention to treat.
"AS randomizad.

*CrCL basad on Cockorof-Gault using baseline creatining.

“Inciudes al prior systemic theraplas (neosd)uvant, sdjuvant, matastatic).

“Pationts with multipke levals are courted In sech spplicable catagory.

«*Flucrogyimidne” Includes E-FLU-containing agents fluorouraci], capecitabine, dodfuniding, 5-1, tagatur, and UFT,

Efficacy

+ (5 favored TAS-102 vs placebo across both KRAS subgroups (Table 2: Figure 4).

— Inthe KRAS wild-type subgroup, median OS5 was 8.0 months with TAS-102 vs 5.7 months with placebo (HR=0.E8, 86% CI,
0.45-0."; P=0.0001)

— Inthe KRAS mutant subgroup, median OS was 6.5 months with TAS-102 vs 4.9 months with placebo (HR=0.280, 95% CI,
0.63-1.02; P=0.0712)

* |n an exploratory analysis of treatment factor interactions using a Cox proportional hazards (CPH) model, KRAS status was not
predictive of treatment outcome, with an interaction Pvalue=0.4213.

—  Pwalue for interaction with treatment from full model plus the 2-way interaction with just the factor shown (ie, separate
rmaodels including only 1 factor crossed with treatment)

— The CPH model included the following factors identified using a stepwise selection process: KRAS status, time since
diagnosis of first metastasis, region, primary tumor site, Eastern Cooperative Oncology Group performance status, and
number of metastatic sites

+ Results for PFS also favored TAS-102 across KRAS subgroups (Table 3; Figure 5).

— Inthe KRAS wild-type subgroup, median PFS was 2.1 months with TAS-102 vs 1.7 months with placebo (HR=0.48,
6% CI, 0.38-0.60; P<0.0001)

— Inthe KRAS mutant subgroup, median PFS was 1.9 months with TAS-102 vs 1.8 months with placebo (HR=0.42, 95% CI,
0.38-0.61; P=<0.0001)

+ Disease control rate ([complete response, partial response, or stable disease) was 4b.8% with TAS-102 vs 21.4% with placebo

in the KARAS wild-type subgroup, and 42.2% with TAS-102 vs 11.4% with placebo in the KARAS mutant subgroup (Table 4).

Table 3. Overall Survival and Progression-Free Survival: Overall RECOURSE Population and

by KRAS Status

Overall RECOURSE Population KRASWild Type KRAS Mutamnt
TAS-102 Flacebo TAS-102 Flacebo TAS-102 Placebo
(N=534) iN=266) [m=262) in=131) (n=27Z) (n=135)
Mediem 05, months (@6% CI i1 [6.5-78) b.34.6-6.0) B.O[E8-9.2) B.7 [4.6-6.6) 6.6 [B.6-77) 458261
HR [36% CII .62 [0.6B-0.81) 0.68 04503 0,80 [0 &3-1.02]
Pyalue <0000 <. 00 n.oviz
Mediem PFS, maonths [88% CI) 2.001.8-2.17) 17 1.7-1.8 2.111.8-2.7] 17 1.7-1.8) 120.8-2.7) 10718
HR [2E% CII .48 (0.41-0.E7] 0.43 [0.38-0.60) 049 (0.380.67)
Pyelus <0000 . 008 ). 0

I, confidenca Interval; HA, hazard ratlo; 05, overall surdival; PR3, progressionSrae sundval.

Figure 4. Kaplan-Meier Overall Survival by KRAS Status
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Table 4. Best Overall Response According to KRAS Status
KRASWild Type KRAS Mutant
TAS-102 Placebo TAS5-102 Placebo
[m=253] [m=126] (n=248]) in=132)
Bast owerall responss, n (%)
Complete and partia resporsEe 7(2.8] 1 (0.8 1104 0
Cisessa control rate N& 468 27(21.4) 105 [42.2) 16 11.4)

*[{=aase comirol rata - complats responss + partlad response + stable disessa.

Safety

* There were no overall differences in incidence of adverse events (AEs), grade =3 AEs, or serious AEs for patient subgroups
based on KARAS status (Table 5).

+ |n the TAS-102 group, patients with KRAS mutant vs KRAS wild-type turmnors had a higher incidence (=5%) of diarrhea (35.2%
vs 28.6%), asthenia (21.6% vs 14.69%), and decreased appetite (43.2% vs 34.6%); patients with KRAS wild-type vs KRAS
mutant tumors had a higher incidence of neutropenia (41.7% vs 34.2%), leukopenia (24.3% vs 18.6%), and thrombocytopenia
(Z7% ws 2.6%) (Table 6).

— IntheTAS-102 group, there was an increase in hematologic AEs for patients with KRAS wild-type vs KAAS mutant tumors;
the difference was significant for thrombocytopenia and borderling for febrile neutropenia, anemia, and neutropenia based
on 95% Cls (Table 7)

+ Dose intensity was similar for patients with KRAS wild-type and mutant tumors (Table 8).

Table 5. Adverse Events by KRAS Status (As-Treated Population)

KRASWild Type KRAS Mutant
TAS-102 Placebo TAS-102 Placabo
{n=260) in=123) [m=273] (m=132]
Arwy AE, i [%] 268 {80.2) 124 E&3.2) 265 A7) 123 (53.7)
Grede 23 AEE, n (%) 177 887} GO (615 192 707 8 (B1.5)
Serious AEs, n (%) B4 [32.3) 42 (31.8) M7 47 (36.8]

AES, Bovarss evants.

Table 6. Adverse Events by KRAS Status

KRAS Wild Type KRAS Mutamt
TAS- 102 Placabo TAS-102 Placebo
[n=260] in=133] in=273) in=132)
Most cormrmon AEs (215% in amy TAS-102 groupl, n (%)
Mausea 126 {48.5] 3 (23.3) 132 (48.4) 32 24.2)
Fatigua 91 36.00 201218 97 (36.68) 33 [26.00
Diecressed appetits 90 (34.8) 41 (30.8) 118 43.2) 37 [28.0)
Ciarrhaa 74 [28.8] 19143 95 (36.2) 14 {10.8)
Pyrexia 42{18.2) 21{16.8) BE (20.5) 16 12.1]
Agthenia Jei14.5 17128 B9 [21.6] 13i8.8)
Laboretory abnomnalities,® n (%)
MeLtropsmnia® 108 i41.7) ] =2 (34.2) 0
Leukopanis® (24.3) ] BO{18.8) 0
Lyrmphocytopania® BO (Z3.00 11 (BB B3 (20.00 161114
Anemig® BB [21.2] 6.5 41 16.2) 215
Thrombooytopaniat 2007 140.8) Ti26 0

AES, advarsa evants.

sSelected grads =2 [sborgtory pammatars that waorsanad from bazeling by =1 grade at any cycle.
SKAAS wikl typs: TAS-102 In=269), placebo (n=121); KAAS mutant: TAS-102 (n-269), placebo in=132).
“KRAS wikl typa: TAS-102 {n-257), placsbo in-1201; KRAS mutant: TAS-102 (N-268), placaba (n=123).

Table 7. Relative Risk of Selected Adverse Events for KRAS Wild Type vs Mutant: TAS-102

Group (As-Treated Population; =3% in Either KRAS Group)®

KRAS Wild Type KRAS Mutamt RE Mutant vs Wild Type
[m=260] [m=273] 855 Cl)
Greds =3 hermatologic events, n (%)
Clinical firdimgs
Febrile neutropenia 14054} B 2.2 0.41 i0.16-1.08)
Leboratory abnormalities
Anemia BE (21.2) 41 NE.2) 071 1048103
Meutropsnia 108 41.7) 82 [34.2 081 10.EE-1.00)
Thrombocytopsnia g 728 0.33{0.14-0.78)
Grede 23 nonbematologic events, n (%)
Clinical fimdimga
Asthenia E[2.3) 12 4.4} 1.90 {0.73-5.000
Cecrazsed appatita SAk 1037 1.0 [0.44-2 B8
Ciarrhes 727 533 1.22 [D.48-3.24]
Fatigus 10 (3.8) LRGNl 1.0& [046-2 43)
Mamiting 831l 20 0,38 10.10-1.33)
Lekoratory irvestigetions
A5Tincressed 1002.8) 1314.9) 1.24 [0.66-2.77)
Alkaline phosphetass increassd 1B E3 3B 6 116 {0.84-2.07)
Bilirubin increassd 26110.1] 190010 0.7 10.38-1.23)
Fotassium decreased 10 (3.89) Bi1.8) 048 10.18-1.37)
Ary grede nonhemetokogic events, n (%)
Cerdiac: [arrhythmic) 2131 7128 0.83 [0.31-2.27)
Thromboembaolic events [arteria end venous] 12 [4.8) B3 071 0.3-167)

AET aspartata amirdtransteraza; AR, relatha risk.
*KRAS stahus Is per asskgniment on the casa neport Tomm.

Table 8. Exposure to Study Medication by KRAS Status (As-Treated Population)®

KRASWild Type KRAS Mutant
TAS-102 Placebo TAS-102 Placebo
[n=260] in="133) in=273) [m=132]
Total dose administensd, mgdm?®, meaan (S 236571 (1744.58] 1666.E (112023 2162.3 &M B4 14484 (917.64)
Doss intansity, mafm?iwesk,” mean (501 1635 (17624) 166.42 16.24:38] 164,76 (21,964 165.08 {1&.844)
Relative dose intensity (ratic to planned), mean (S0) (0.883 [0.1007] 0,545 (0.0828] 0B84 (0.1267) 0,943 (0.0963)

SD, stardard caviation,
*KKRAS status |s per assignment on the casa neport fomm.
£P-0.7224 [-tast) comparing dose Intenslty (Mmg/m?fwaek) of mutant and wid type.

BRAF Wild Type and Mutant

+ PRAF status was provided for ~15% of intention-to-treat patients: 116 (14.5%) had BRAF wild-type tumors and 8 (1.0%) had
ERAF mutant tumors (Tables 1 and 9).

+ The small number of patients with BRAF status identified, especially BRAF mutant, precludes any meaningful analysis of OS5
or PFS (Table 10).

+ The small BRAF status sample size makes it difficult to draw any conclusions regarding differences in incidence of AEs (Table 11)
or clinical laboratory abnormalities.

Table 9. Patient Demographics and Baseline Characteristics by BRAF Status

(ITT Population)

BRAF Wild Type BRAFMutamt
TAS-102 Placebo Total TAS-102 Plazebao Total
(n=T5) [m=41] (N=116] {n=d} (n=d} [(N=8)
Gender, make, n (%) B2 ig9.3) 6 53.4) T8 E72) 2 (B0 2 {60.0) 4 (60.00
Age, ¥, mean (501 80.7 [M.48] 50.3 N0.e0 B0.E (11.11] E3.8N7371) BE.0 (8.7E] BG4 (14.06)
Racs, m (%]
Cacesian 47 82.7) 28 58.3) BT 4 {100.0) 4 {100 &{100.0
BleckiAfricen American 227 ] 2071 a i 1]
Asian 1201610 B 18.5) 20017.2) Q i) a
Mot collectad 14187 E(12.2] 1ails4d a 1] a
ECOG F=, m (%]
n 47 |2.7) Z3 (bB.1) Pl - ik} 2 B0 2(60.0) 4 (E60.00
1 28 (373) 18 439 45 327 2 B0 2 (60.0) 4 (B0.CI
KRAS status, ™ n (%)
Wild type 42 {B5.0) MEiE A 68 (EB.E) A7 2{60.0 E{B2.5]
hAutant I3 e 1B [3E.6) 42 [41.4] 1250 2{60.0 37k
Tirre sirce dagnoeis of first metastasis,* n (%)
=18 months 21 (28.00 8 [18.5] 282600 1280 2 {60.0) {376
=18 months B4 (72.00 33 (B0.E) B7 (7.0 A e 2{B0.0) b (B2.E
Basalineg renal function,® n (%)
Morrral {CrCL =20 mbLfrmin 4% (566.3) 24 (BB.5) 3|28 A e 1i26.00 4 (60.0
Primary turmor site, ni (%)
Calon 42 (66.0) Z3(B8.1) 66 (56.00 Q 4 {1000 4 (B0.0I
Rectal 33 .0 18 [43.9) B1 (44.00 4 {100.0) 0 4 (B0.01
Number of prior regirmers,® n (%)
1 ] ] ] a i) a
2 16 [20.0) 428 19 ie4d ] i) 1]
| 7227 G [14.8] 23{19.8) ] 2(60.0) 2126.00
=4 43 {573 31 (756 Hig3.8] 4 §100.0) 2{60.0 B (75.00
All prior systemic cancear therapautic egents,*? n (%)
Bavecizumek 7E 1000 41 1100.00 16 (0.0 4 §100.0) 4 {1000 {1000
Catuximab 3Bi{B0.T) 24 (BB.R) 62 (E3.4) A 7O 1§26.0 4 {50.0]
Paniturmurnab 120180 1 [2E.8) 23019.8) 12800 1i26.00 22600
Fluoropyrimiding® 75 [100.0 41 (100.00 e (00.00 4 (100.0) 41000 & (10000
Irirotecen TE00.0) 41 1100.01 TE N0 4 {100.0) 4 {1000 S {1000
Cralipletin TE100.00 41 [100.00 TE (100.00 4 {100.0) 4 {100 S {1000
Regarafanib 18 24.00 13 [31.7] 31 (267 Q 1§26.00 TNZE
Cithar (8.0 34 (828 =7 B35 4 {100.0) 4 {1000 & {1000
CrCL, crastinine clarance; ECOG PS, Eastern Coopamtive Oncology Group perfonmiance status; ITT intertlion to trest.
sA5 randomizad.

*CrCL basad on Cockoroft-Gault using basaline creatining.

dnciudes all prior systemic theraplas (neosdjuvant, sdjuvant, matastatic).

“Patiants with multipke levals are courtsd In sach spplicable catagary.

*Fuorogyimidne” Incudes E-FU-contaning agents fluorursc], capecitabing, dodfunding, 5-1, tagatur, and UFT,

Table 10. OS and PFS by BRAF Status

BRAFWiIld Type BRAF Mutant
TAS-102 Placebo TAS-102 Placebo
(n=T5) (n=41) [m=4] [m=4]
Mediem 05, months @6% Cl 6.1 [B28.7) 6.6 [3.8-7.0) BARR.260 MA 10.8-MR)
HR [36% CII 0.73 10441181 (.65 (0.03-10.2E]
Pxyelue 0.1963 0.70EE
Mediem PFS, maonths [96% CI) 1901.82.1] 1.7 11.e-1.8) 16 .0-2.01 17 10519
HA [2E% CI) (.66 {0.26-0.88 (.6R (0.03-10.2E)
Paeue 0.0110 0.706E

Cl, confidenca Interval; HA, hazard ratio; MA, not resched; O3, ovarall surela; PES, progression{rae surdheal.

Table 11. Adverse Events by BRAF Status (As-Treated Population)

BRAF Wild Type BRAF Mutant
TAS-102 Placebo TAS-102 Placebo
[n=75) [n=40] in=d) (n=d)
Ary AE, i (%] 76 [100.00 40 [100.00 411000 4 (100.01
Grade =3 AEs, n (%] BO [86.7) 19 [478) 2 (50.01 2 (50.0]
Serious AEs, n (%) 26 (33.3) 11 (275) 112601 0

AES, Bovarss evants.

Conclusions

In the RECOURSE study, improvements in overall survival (O5) and ion-free survival (PFS) were obsernved in patients

with KRAS wild-type and mutant tumors who received TAS-102 vs with a favorable safety profile.

While the effect on PFS was the same fc aroups, the OS shows a more pronounced effect on

wild-type with a hazard ratio of 0.6 2
Although similar results were seen for OS5 and PFS with respect to BRAF status, the small patient sample size precludes
evaluation.
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