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5-FU vs FTD/TPI
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TAGS: TAS-102 Gastric Study

Patients with mGC End points
(including GEJ cancer) FTD/TPI (TAS-102) + BSC * Primary:
« 22 prior regimens: (n=337) - 0S

35 mg/m2 BID orally on days 1-5
and 8—12 of each 28-day cycle

— Fluoropyrimidine « Key secondary:

— Platinum — PFS, safety
— Taxane and/or irinotecan - Other secondary:
— HERZ2 inhibitor, if available, = — ORR
for HER2+ disease _ DCR
— Refractory tof/intolerant Placebo + BSC — QoL
of last prior therapy (n=170) — Time to ECOG
* ECOG PSof0or1 BID orally on days 1-5 PS 37

» Age 218 y (220 y in Japan) and 8-12 of each 28-day cycle
Target sample size: 500

* Treatment until progression, intolerable toxicity, or patient withdrawal
* Multicenter, randomized, double-blind, placebo-controlled, phase Il study
* Stratification: ECOG PS (0 vs 1), region (Japan vs ROW), prior ramucirumab (yes vs no)
 Sites: 18 countries, 110 sites; enrollment: February 2016 — January 2018
* Data cutoff date: March 31, 2018
» Target 384 events allowed detection of HR for death of 0.70 with 90% power at 1-sided type 1 error of 0.025

BID, twice daily; BSC, best supportive care; GEJ, gastroesophageal junction; QOL, quality of life; Tabernero J, ESMO Gl 2018 Barcelona D.0,(
ROW, rest of world GASTRO




Baseline demographic and disease characteristics

FTD/TPI(n=337) | Placebo (n=170)

Age, years; median (range) 64.0 (24-89) 62.5 (32-82)
Gender, % Male 75 69
Geographic region, % Japan 14 16

ROW 86 84
ECOG PS5, % 0 36 40

1 64 60
Primary site, % Gastric 71 71

GEJ 29 28

Both 0 1
Prior gastrectomy, %% Yes 44 A4
Number of prior regimens, % 2 37 38

3 40 35

=4 23 27
ITT population

Tabernero J, ESMO GI 2018 Barcelona DOG
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Baseline disease characteristics, prior and
post-study therapies

FTD/TPI (n=337) = Placebo (n=170)

Number of 1-2 46 42
metastatic sites, % >3 54 58
HER2 status, % Positive 20 16
Negative 61 62
Not assessed 18 22 HER-2 status UNK
Prior systemic Fluoropyrimidine >0ga 100 in 100 patients
cancer Platinum 100 100
therapeutic
agents, % Irinotecan® 54 28
Taxaneb 92 87
Ramucirumab 34 32
Anti-HERZ2 therapy 18 14
Immunotherapy (anti-PD-1/PD-LT) 7 4
Post-study systemic anticancer therapy, % 25 26

ITT population; PD-1, pregrammead deatn-1; PD-L1, pragrammed death-ligand 1
3 patient did not recelve a fluoropyrimidine; "All patients received ifinclecan or laxane or both

Tabernero J, ESMO Gl 2018 Barcelona D.0.(
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Mo. at risk

FTDI/TPRI
Flacebo

100

Primary endpoint: OS

FTDITPI
(n=337)
Events, no. (%) 244 (72)
80 Median, months 57
HR {95% CI) 0.69 (0.56-0.85)
B0 — 1-sided P 0.0003
a&tratified log-rank tast
40 =
— FTDITPI
— Placebo
20
12-month OS: 13% ! 9 oo
09— T—T7 71T 17 T T T T T T T T T T T T T T T T T T T T 1
g 1 2 3 4 5 8 ¥V B 9% 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Time (months)
33T 328 282 240 201 181124102 80 B8 51 40 3 22 & M 9 7 7 7 4 4 4 3 1 0
170 158 131 101 71 60 47 40 34 29 17 12 w0 @ 7§ & 2 2 0o 0 o 0o 0 o 0 a0

Placebo
(n=170)

140 (B2)
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PFS(%)

Mo. at risk

FTDITPRI
Placebo

ITT population

100

80

60 =

40

20

Secondary endpoint: PFS

FTD/TPI Placebo
(n=33T) (n=170)
Events, no. (%) 287 (83) 156 (92)
Median, months 2.0 1.8
HR (95% CI) 0.57 (0.47-0.70)
2-sided P* =0.0001
Eiralified log-rank lest
— FTDITPI
— Placebo

g-month PFS: 15%

s, 1

337
170

314
145

154
41

122
21

6-month PFS: 6% .
[ [ | I I I | I [ | ]

4 5 B 7 8 9 10 11 12 13 14
Time {(months)

72 60 a7 3z 20 18 12 9 4 2 0

12 11 8 5 2 2 1 1 1 1 1]

Tabernero J, ESMO GI 2018 Barcelona
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OS subgroups analysis

Variable Subgroup Patients HR (95% CI) Variable Subgroup  Patients HR (95% CI)
Age (years) <65 279 - No. metastatic sites  1-2 227 -
265 228 —-— 23 280 -
Sex Male 369 - Peritoneal Yes 140 ——
Female 138 ——— metastases No 367 -
Ethnic origin White 357 —— Previous Yes 221 -
Asian 80 —a— gastrectomy No 286 -
Other 70 —-— No. prior regimens 2 190 ——
Region USA 26 = 194 ——
Europe 408 - 24 123 ——r
Japan 73 —— Prior ramucirumab Yes 169 ——
ECOG PS 0 191 —-— No 338 -
1 316 - Prior irinotecan Yes 281 —a—
Primary site? GEJ 145 —-— No 226 -
Gastric 360 - Prior taxane Yes 459 -
HER2 statusP Positive 94 —-— No 48 &
Negative 313 -
CI) 015 1.0 1t5 2j0 2?5 CI) OI.5 1.0 1:5 2j0 215
— — — —
Favors FTD/TPI Favors placebo Favors FTD/TPI Favors placebo

llson DH, ASCO GI 2019 S. Francisco D,0.(
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Safety overview

FTD/TPI (n=335) Placebo (n=168)
% Yo
Any AE (any cause) o7 93
Grade 23 AE (any cause) 80 o8
AE (any cause) leading to discontinuation 13 17
Treatment-related AE 81 af
Treatment-related death 0.3 0.6

All treated patients

Tabernero J, ESMO Gl 2018 Barcelona ).0.(
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Non-hematologic AEs

FTD/TPI (n=335) Placebo (n=168)
Any grade Grade 23 Any grade Grade 23
AE Yo % Yo Yo
Nausea 37 3 32 3
Decreased appetite 34 9 31 7
Fatigue 27 7 21 6
Vomiting 25 4 20 2
Diarrhea 23 3 14 2
Asthenia 19 3] 24 7
Abdominal pain 16 4 18 9
Constipation 13 1 15 2
Dyspnea I 2 10 4
General physical deterioration I 7 10 9
All treated patients
Tabernero J, ESMO GI 2018 Barcelona DOG
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Hematologic AEs

FTDI/TPI (n=3282) Placebo (n=1622)
Grade3 Graded4 Grade 3/4 Graded Graded Grade 3/4
Laboratory abnormality Yo Yo Yo % % Yo

Neutropenia

Leukopenia 19 2 21 0 0 0
Lymphocytopenia 17 2 19 8 0 8
Anemia 19 e 19 7 ob 7
Thrombocytopenia 4 2 B 0 0 0

"Treated patients with 21 post-basaline measurament
Par Common Terminolegy Criteria for &dverse Events, the highest grade of anemia as a laboratory abnormality is grade 3

* Grade 23 febrile neutropenia was reported in 6 patients (2%) treated with FTD/TPI

Tabernero J, ESMO Gl 2018 Barcelona D.0,(
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Efficacy and safety of trifluridine/tipiracil in patients with
metastatic gastric cancer with gastrectomy: Results from a

phase 3 study (TAGS)

OS subgroups analysis

Variable Subgroup Patients HR (95% CI) Variable Subgroup Patients HR (95% CI)
Age (years) <65 279 --— No. metastatic sites 1-2 227 —-—

265 228 —— 23 280 --—
Sex Male 369 - Peritoneal Yes 140 ——

Female 138 ——— metastases No 367 -
Ethnic origin White 357 —— Previous Yes 221 --—

Asian 80 o gastrectomy No 286 -

Other 70 --— No. prior regimens 2 190 ——
Region USA 26 = 3 194 -

Europe 408 - 24 123 —a—

Japan 73 o Prior ramucirumab  Yes 169 ——
ECOG PS 0 191 —-— No 338 -

1 316 - Prior irinotecan Yes 281 -
Primary site? GEJ 145 —-— No 226 --—

Gastric 360 - Prior taxane Yes 459 -
HER2 statusP Positive 94 —— No 48 =

Negative 313 --—

(I) OI.5 1.0 1i5 2j0 2?5 (I) OI.5 1.0 1i5 2j0 2I.5
— — — —
Favors FTD/TPI Favors placebo Favors FTD/TPI Favogspraceno
llson DH, ASCO GI 2019 S. Francisco DOG
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OS and PFS in patients with gastrectomy

100 100 7
FTDI/TPI Placebo FTDI/TPI Placebo
90 (n=14T7) (n=74) 80 (n=14T7) (n=T74)
a0 Median, months 6.0 3.4 a0 - Median, months 2.2 1.8
70 - HR (95% CI) 0.57 (0.41-0.79) 70 4 HR (95% CI) 0.48 (0.35-0.65)
a0 &0
ESP §-month DS: 50% £ oo
[ 7] 1 {E
O - | & a0
! FTOITPRI FTOITPRI
i ' Placebo | Placebo
30 . a0 4-month PFS: 24%
G-month O5: 24%0 12-month O5; 20%
20 1 20
: . 1 G-month PFS: 13%
10 : — 10
: 12-month O5: % o' —| d-mon 5.
|:| I 1 I 1 1 1 1 I 1 I I ¥ I 1 I I 1 1 1 1 1 1 I I I ':' ] ] I I I 1 } I } I I 1] 1] 1]
01 2 3 4 5 6 7 8 8 1011 121314151617 18 18 20 21 22 23 24 25 ] 1 2 3 4 5 & 7 B 9 10 11 12 13 14
Time {months) Time {months)
FTDUTPl 147 444 125 103 90 70 &0 48 32 27 22 # 12 & @ 7 & 6 & 6 3 3 3 1 1 10 7 114 TE B4 3 ] 7 it i 4 5 4 ! i i
Plagebo 74 71 88 42 27 22 4 12 0 B 6 € 3 2 2 2 1 1 0 0 @ & D o0 0 D 74 &7 1% 5 1 ! i I} il il I} il il <] i

llson DH, ASCO GI 2019 S. Francisco
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Treatment exposure in patients with gastrectomy

Gastrectomy® Overall population?!
Placebo FTD/TPI Placebo
(n=73) (n=335) (n=168)
Mean (SD) dose intensity, mg/m2/week 145 (28) 159 (23) 148 (27) 155 (28)
Mean (SD) relative dose intensity 0.83 (0.16) 0.91 (0.13) 0.85 (0.15) 0.89 (0.16)
Median (range) cycles initiated 2(1-14) 2(1-6) 2 (1-14) 2 (1-186)
per patient
Mean (SD) treatment duration, week 12.7 (11.8) 9.8 (4.4) 12.1 (11.5) 7.1(7.8)

llson DH, ASCO GI 2019 S. Francisco
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Most common AEs in patients with gastrectomy

Gastrectomyb Overall populationt.1

Anygrade Grade23 Anygrade Grade23 Anygrade Grade 23

AE Yo Yo Yo Yo Yo %e

Hematologic AEs
Meutropenia and/or 60 44 1 0 53 34 4 0
decreased neufrophil count
Anemia and/or decreased 53 21 11 4 45 19 19 8
hemoglobin level
Leukopenia and/or decreased 28 14 1 0 23 g 2 0
white blood cell count
Thrombocytopenia and/or 21 5 1 0 18 3 5 0
decreased platelet count

Gastrointestinal AEs

Mausea 39 3 36 4 37 3 32 3
Diarrhea 30 1 16 3 23 3 14 2
Womiting 25 3 16 1 25 4 20 2
Abdominal pain 18 3 22 10 16 4 18 9
Constipation 12 1 16 3 13 1 15 2
Other AEs
Decreased appetite 35 8 32 7 34 9 31 7
Fatigue 25 2 22 5 27 7 21 6
Asthenia 21 2 26 7 19 5 24 7
Back pain 10 1 4] 1 7 1 7 2
llson DH, ASCO GI 2019 S. Francisco XX
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Analysis of symptoms and Health-related QoL scales

Time to deterioration in EORTC QoL scores by 210 points
(events: death and disease progression)

v’ 496 patients with available data

QoL Score[*] HR (95% CI)
QLQ-C30 - GHS 0.65 (0.52, 0.81)
Physical functioning 071 (057, 0.89)
Role functioning 062 (050, 0.77)
v’ Analysis at 6 cycles for FTD/TPI and 3 cycles for e ol
Social functioning 062 (050, 0.77)
placebo Fatigue 0.65 (0.52, 0.81)
Nausea and vomiting 0.75 (0.60, 0.93)
Pain 055 (0.44, 0.68)
Dyspnea 065 (052, 0.81)
. .o . . . Insomnia 064 (0.51, 0.79)
v’ No significant deterioration in QLQ-C30 GHS Appstis loss 063 (051, 0.78)
score, EORTC QLQ-C30 functional scale scores and o 0o e
H Financial difficulies 057 (046, 0.71)
symptoms scores with FTD/TPI e e
Dietary restrichons 063 (051, 0.79)
Pain QLG-STO22 0.59 (0.48, 0.74)
Upper gastroesophageal symptoms 0.70 (0.56, 0.87)
Anxiety 0.59 (047, 0.73)
v TREND TOWARDS FTD/TPI REDUCING oo
Body image 075 (060, 0.93)
DETERIORATION OF QoL SCORES ) -
Taste problems —8 0.70 (0.57, 0.87)

05 075 1 125 15 175
HR (95%C)

~
o~ -
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Efficacy and safety in EU patients

EU suhpupulatmn Overall population EU subpopulation Overall population
(N=180) (N=337) (N=97) (N=170)

Age, years; median (range) 64 (38-89) 64 (24-89) 62 (39-82) 62 (32-82)
Male, % Fils] 5 74 69
ECOG PS, %
() 37 36 42 40
. 63 64 58 60
Primary site, %
» (Gastric 64 i1 63 1
* GEJ 36 29 35 28
* Both 0 0 2 1
Prior gastrectomy, % 46 44 40 44
Number of prior regimens, %
.2 33 37 35 38
.3 44 40 40 L
L | 23 23 25 27
ECOG PS5, European Cooperative Oncology Group performance status; EU, European Union; FTDYTPI, trifluridine/tipiracil; GEJ, gastroesophageal junction.

Alsina M, ESMO 2019 Barcelona abstract #3420 DO
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Efficacy and safety in EU patients

A FTD/TPI  Placsbo
100 1 {n=180}" n=07)"
Events, no. (%) 130 (72) a1 (Bd)
&0 Meadian 0S5, morths ES 3.2
HR [95% CI) 0.5 [0.44-0.78)
- B0 P-valus (two-sided) 0002
gl ___ 1 ~~ _  _ _ ss—_——————
8
40
— FTI¥TRI
20 Placsbo
n T T T T T T T T T T T T T T T T T T T T T T T T T
0 1 2 &8 4 & 6 7 8 9 10 11 12 13 14 15 16 17 18 18 20 21 22 23 24 25
N at Risk Time {monthe)

FTCYTPI 180 173 148 120 100 A3 & B4 43 34 265 168 16 12 @9 il B 4 4 4 1 1 1 i} o i}
Placebo 87 88 7 62 33 27 20 1@ 14 12 & & & 4 3 2 1 A1 60 o o @© 0 0 0o 0

B FTD/TP  Placebo
100 - {n=180)" (=87}
Evante, no. (%) 147 (82) a0 @3
&0 4 Madian PFS, mantha 1.9 1.8
HR: (85% CI) 0.46 (0.35-0.61)
— 60 P-valus fwo-sided) =0.0001
£ 00—
i
o A 4
— FID¥TRI
20 Placebo
u T T T T T T T T T T T T T 1
] 1 2 a 4 5 6 7 8 g 10 1 12 13 14
No. at rigk Time {montha)
FTDYTFI 180 166 i 61 a8 20 18 18 11 11 6 4 2 1 0
Placabo 97 80 20 6 2 2 1 0 0 0 i i 0 0

HR (95% CI)

OS (overall) . 0.69 (0.56, 0.85)
0S (EV) : 1 | 0.59 (0.44, 0.78)
PFS (overall) —— 0.56 (0.45, 0.68)
PFS (EU) [T E— 0.46 (0.35, 0.61)
TTD of ECOG PS to >2 (overall) [ = | 0.71 (0.58, 0.88)
TTD of ECOG PS to >2 (EV) [ N | 0.59 (0.45, 0.78)

0325 05 06 07 08 09 1.0
HR (95% Cl)

Cl, confidence interval; ECOG PS, European Cooperative Oncology Group performance status; EU, European Union; HR, hazard ratio; OS,
overall survival; PFS, progression-free survival; TTD, time to deterioration.

Time to deterioration in EORTC QoL scores by 210 points or death

HR (95% ClI)
Overall population - 0.92 (0.74, 1.16)
EU subpopulation . 0.76 (0.55, 1.04)
I T T 1
0.25 075 1 125 1.75
HR (95% Cl) o

Alsina M, ESMO 2019 Barcelona abstract #3420 DO
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Conclusions

v'FTD/TPI showed a clinically meaningful and statistically significant improvement in
OS and PFS compared with placebo in heavily pretreated mGC;

* 31% reduction in risk of death (HR, 0.69; 95% Cl, 0.56—0.85; P=0.0003)
e 2.1-month improvement in median OS (5.7 vs 3.6 months)

v'FTD/TPI prolonged survival versus placebo regardless of gastrectomy;

v Treatment with FTD/TPI was associated with a positive trend toward a lower risk of
QoL deterioration than placebo;

v'FTD/TPI showed a significantly prolonged OS, PFS and time to deterioration in
ECOG PS to > 2 also in the EU subpopulation.
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