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Al eF
[AtH) | Al 2FE(5)
Z X A20
ZX2A5
5) EEZFYd, el dard(4-487-2-ND)
= B Ax 0 4 M2/l | R ] gxt
EAXA90 : 14 164.64408] 12 =
EYEFdUCEqt) 20.00mg,
] 7] g} Ak (] 1) 2} A 2 498.19mge) (B ) 9.420mg
& [ghe
ZAEA5 14 122.703L g 23 =
EZFYd(Et) 15.00mg,
E] ¥ g}l Akl (B 9] gb A £ 46.14me)((E 1F) 7.065mg
gsgd | AAENSE A3 JAHEZ2AAY) B AL (AR )
o] k& AT Eoatn] o}, AY AF 1At ojulo] B3 A EE3)
HE, AoldA 27|18 Fo s EfZ2Ed oF 35 mg/m2/3)S AEHA
of wat oS = 1o wel 1Y 23] ovl Ay 2% 597 AL Esn 1
o]ZF 227k FoF3Th o] Z 2w WIEE T 14U7F FoFETh o] AL 1Alo]Z &
St WHEEY Fo)h o] oko] B o] WAL T F43 5 gle
Exo] st wrhx| x&Eojok gty Ao 13 £ 8Fe 80 mg o|t}.
Al A _ L
=S Bgo Qo AL TS BEsy] Y3 F/F £F S BEFAE < B
M | guea (8% 23>

= =F

A FEHA (m2) =718
[ET|EFE O EA]
< 1.07 35 mg / ¥ (70 mg/¥)
1.07 < 1.23 40 mg / 3] (80 mg/¥)
1.23 < 1.38 45 mg / 3] (90 mg/¥)
1.38 < 1.53 50 mg / 3] (100 mg/Y)
1.53 < 1.69 55 mg / ¥ (110 mg/Y)
1.69 < 1.84 60 mg / 3] (120 mg/Y)
1.84 < 1.99 65 mg / 3 (130 mg/¥Y)
1.99 < 2.15 70 mg / 3] (140 mg/Y)
> 2.15 75 mg [ 3] (150 mg/¥)




S AA7NQle) QA B ekl atel A A Zaa.

A 33 zrepo] S @E™, Ha 15 20 mgm2 & 19 23] BeATh pF &
Zge Se9A e

sty ms PGS SHo] Urhd A5 ok U FH, AN, 7P
N%e el gk,

2% 8 Fopol M T BF e Fashol Bk

() 2k AfolZe] AFF Al “AZ 7127 & FHAINA dow, BEAZAL ¥
el o Bk YA FB JET & wEss o4 Wgo] WAsY %
of Fusta A 7127 0% B @ H oAl Fofslo} Ak

AN G A 7= SN FTH =

B 8.0 g/dL oA+ 7.0 g/dL °]3}
=1 1,500/mm3 o] AF 1,000/mm3 =] 5t
RS 75,000/mm3 )4t 50,000/mm3 =] gt
ol 1.5 mg/dL ©]3} 2.0 mg/dL. =¥}
715 gk 9] 250 o]sHZE| 71 A 2.5u) o] (Xt
oo, | ae e | o sl 2 e
ALT(GPT) fel el 2 s .
3t 2] 5uf o]3}h) FgHA] ] 5ul 1 ’3)
EEREE! 1.5 mg/dL ols} L5 mg/dl, °]°¢
Uz ANAES Grade 2 ©]3} Grade 3 o]

Grade 1 o]sH(E& =,

Hzkol g, a4

h AurA AWy #AAE

4= At

>‘|

Grade 3 ©]%

Hk-g-o] o] Alo] ZEH(F2] 7I1ZF EFHol A
AN A AolF & 10mg A TAAA

okghth £ 30mg/dayolt}.
nE U=
ST T 500/mm3 =] gt
H403 5 50,000/mm3 =] 9k

19 50 mg/Ue Felshs A%, obd Aol 20mg §HOE, AY 5o
3}

%
30mg o2 Fos)ok I}

G A
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%oeﬂ}‘éi%‘?@—i% a) o = i B 3| H %)
.CTCAE* Grade 4 £%T#2% (<05 X 10%L) =| Eof;adoe] K J:f}y = RS S
S danas (<25 % 10700z 98 e wo[F THE GA FE

Jlﬂ
oX
o
(D)

9] A ZFo] 1229l o)Ak ¢l B8 3 RoRA Al ol Fo&FA 5 mg/m”/3
P AR (F 4 FF)
AE TC - 4 1_;3][ OFEL|H © L > L= - o oo
C]:;‘S'C‘:ﬂg?(}(r};gge3?i] GL:rL;r;]die jﬂE}g o A j/gt'lcé 23], A4 ELZFYY 20 mg/m¥/3 A 7
il - L,—J_E 1= m™ _LJj ol = _Q_% )
- ?‘E '9:,—,—(_)_— X]/\}-Z‘“Oﬂ ]ﬂ'%?ﬂ"\: Grade 3“] E—] ]' 7]],‘-,/2];] %]_—?—_D}-%_%}:E]_Z] o]%___xi_

A <l) ™
xo] kS T 5 20| 7] (Common terminology criteria for adverse events)

T #HaTe B9156x 10%/Leldor 3% 2 wiA) E= daw gaFe 4576
10%/Lol ez 35 2 w7tx)E o u|3ic},

13 H 82T A4
- =
dare g Awas | T 2 1T
(1d 23) | EAETAILS A=A 20 (mg)
(15 mg/6.14 mg) | (20 mg/8.19 mg)
Level 1: 35 mg/m°> — 30 mg/m°
< 1.09 30 2 0 60
1.09 - 1.24 35 1 1 70
1.25 - 1.39 40 0 2 80
1.40 - 1.54 45 3 0 90
30 mg/m? | 1.55 - 1.69 50 2 1 100
1.70 - 1.94 55 1 2 110
1.95 - 2.09 60 0 3 120
2.10 - 2.28 65 3 1 130
> 2.29 70 2 2 140
Level 2: 30 mg/m® — 25 mg/m°
< 1.10 257 2% 19 50?
1.10 - 1.29 30 2 0 60
1.30 - 1.49 35 1 1 70
95 mg/m? |—L:20 ~ 1.69 40 0 2 80
1.70 - 1.89 45 3 0 90
1.90 - 2.09 50 2 1 100
2.10 - 2.29 55 1 2 110
> 2.30 60 0 3 120
Level 31 25 mg/m®> — 20 mg/m°
< 1.14 20 1 40
1.14 — 1.34 252 2% 19 50°
1.35 - 1.59 30 2 0 60
20 mg/m? | 1.60 - 1.94 35 1 1 70
1.95 - 2.09 40 0 2 80
2.10 - 2.34 45 3 0 90
> 2.35 50 2 1 100
a) 14 50 mgs Foste 45, obA % E4327420(20mg/8.19mg) 174, A2 %o A=A

= A5
15(15 mg/6.14 mg) 24 S Folgt}
<EF A
1) A17of gk=}
7352 2N (Cler 60 ~ 89 mL/min) £+ FT535Y A&l(CLler 30 ~ 59 mL/min) 2=}l A
27187 24& FQa5kA] gk 28y $55Y AFelE Tkl e 54 SR Qg &% =
dol 9% 4 9t}

59 A% (Cler < 30 mL/min) v B7] AA3 3lxlo|x] A& HEo] glom=z o]zt 3




-73%0 o gatol A 2785 2He sk gt
=55 ~ FFY P (EW el $R >1.5xULN ¢l NCI 7] Group C, D) $-Afo|A] o] ko] Fok
2 AREA gEr) ulg- AlgtE 2Rl AN, T35 714 el A= #FAblA Grade 3
T 4 e FRdSe) HEv) ot

g F oAk

ERICEREL)
SE I B!
5

sho] o] FolA gk T FoE ¢
3l Foght
2) =594
o] ofo gt ZFAAR FAHFTH Ze Alze o dkgo] WA ALY otstd 4 o A F
AALE AAstaL gze] FElE wds] BEsor sl o) dAazie] #EEW A i AT ¢

EAZAZL Y, 55T Ao, NAT AT D A% AATS L8E 25 A HNES T
7FA A tE. RECOURSE oA, EAZ AL W ?%(18%), I HASB8%), 4oy AT GR) 2
B 5T #ATB8PeE FE T35 AES AFse =5 JA(Grade 3-H)E FEICH
ST AR gd/AEFow 29 $4H0.2%) 7 A} Falar, 499 2H0.5%)7F HEAH &I E AFY
A=

AT Hrls A85 AP%M A7 oo wet 548 #E3] 8, doJx 7 A5F7] o]
Al ojob st} WgAy T 7AZE Grade 49 TETF AZ EE FaA3 X171 50,000/mm®

Tord 5o TS Asfsof o)

W) A4 B Fobe ool v, 6% 7
Al 257 $X(ANC)7F 1.5x10%/L mlgh = g X7k 75x107/L wgke] At o] d X goA] %]
e A

it
557 %2 Grade 3 Ei= Grade 49] v] dstd 545 717 #Ab= X855 A= o "k
EXZAHORE Amgk & e 79 Tl Btk uinkgrt 25 gAe #dhE gt A
S 1HT wf, Fxpe] AEE WL #EE FYA E AHFHHAFAAG-CSF) 9 2 A Hgh
ZAE Aldslof gttt RECOURSE AollA EA24 A5 T 9.4%9] FA7F A|554 o= G-CSF
Hl-

3) o] okz} Tromvelvd A FoYFA, ol chAste] W& aWEe o E B bR 2k
FaW ), GAEA BTAEY, B QAGACIEEA o Esh AMEGAE EFFEE)
§ FolA AZE BoolAlSE 2 fRoPWEE o/ 1T § QomzE Felsof k. (6. $EA
E
s

4) Aol 2z}

59 Aol e 2] AAS s (Adlobeld J A (CLer)o] 30 mL/min v]go] Ay F2jo] Fg

St ZAp)ell A o] oF Fofof Uit FHE glonz o]yfgt Fxfo A o] ¢ T ARFEA Lerh T

=20 Ao @A Cler 30 ~ 59 mL / min)E Grade 3 ©]Ae] o] Aukg AlzFsl o] Abule- Eok %]

A B ] AT el A e AN 27T A4 B 2 BAYE(ELR)S BT E=S

A2HCLer = 90 mL/min) A17])% ﬂx} T 435(CLer = 60 ~ 89 mL/min)e] Ao} #x}e} v]ws}
59

o 35 3ol Wl SAEFAY 3 EAAAGAe] o ol wFAALE, G
Al AR




3) o] °ke FIFS FHota goermz AZTE O A~ EajAi(galactose intolerance), Lapp F@Ealat
A3dZLapp lactase deficiency) r= IeYg-ASTEQ A S 4Zoll(glucose—galactose
malabsorption) 59 FH2 <1 FA7}F d= gt

4) 5% Ao} == 7] AAS F2(CLler < 30 mL/min =& F40] a3k SAp)(11. A7) 3t

Aol T Fol )

A j=
5 Too T T3 el BT el FAplA Alzbet Al el S BHaE i
FTo Aol FAfe M= AR el ITh)(10. 7Hgel] gl st Fof Fx)
6) Ao} A}
3. & Aol = 253 Fold A
D =594 32 (25947 ofskd 5 Q)
2) 5ol e A (FFAR gETol ofsE 4= )
3) AF L F559 AAo] &xCLler = 30 ~ 59 mL/min). [F59A 59 of&oladkgo] Zr1a
T ATRI(11. Aol Ajel] gt Fof Fx)
4) A9, Aol sk Fo] =)
4. o] g3
1) A ANA gRld o] gk
AGAIE e FALIEHA Thee 2ol A FAEDE A AlFA | o] kgl nj &S ThE of
o] A gelA e Ao} Aoz nug ¢ glom A HAAES NdeA] e = Ak

ol

(1) 2249 34 4321 RECOURSE)

d

ofgfo] A HolEl= F2H9] wiA(2:1), olFWA, HokE /A RECOURSE I7dAIdo A o]
Aol dold AdAFY XFE w2 533 FxNAH Fhak 634, FAF 1 61%, W 57%, oAl
o}/ 5 41:35%, EQl/oe]FHA m=el: 19%)E ACZ 35 mg/m¥/3] o 2899 7} F7] Fot
1 - 54, 8 - 12¢ 1< 23] Fofste] A Aolr}, EAXA9 At A=7|H 12.75% T
22Xz AgTolA 9oF

ART ou] A FaAl Uepds okEolate i ZALA o] (A
Grade olH WAE 10% olhHe N, 37 A4%, P / A, o4, da9 gh, 48 %7,
MA}, FE, BE welo]9rh. RECOURSE d7olA 3,
™, 13.7%9] SRl Fo] aFHU Ao ool A4 TahAl e o4

825 THglo
WS T35 A4S, 98, 344 357 das, 2R 9 A5
¥ 5. RECOURSE Aol A §oF tiH] 202%) HAES Hol= o] -3(=5%)
o arato  EAEA (N=533) 91k (N=265)

1 o o = =

A |Grade 3-4 A |Grade 3-4

AFTA Aol

2 A 48% 2% 24% 1%
AL 32% 3% 12% <1%
TE 28% 2% 14% <1%
25 21% 2% 18% 4%
TU s 8% <1% 6% 0%
AukA Aol o} FoFR9] A

T3/ 2 [52% 7% 35% 9%
g 19% 1% 14% <1%
AL 2 o F ol

218 22 139% 4% 29% 5%
74 27% 6% 16% 5%
273 AE Aol

uzt ol 1% [0% 2% 0%
| 5 g u]3}z2 ol

e 7% 0% 11% 0%
¥ 6. YHAA o] HRECOURSE)




01471 AL B4 (N=533%) §]F (N=265%)

ner A H Grade 3 H Grade 4 A H Grade 3 H Grade 4
ol gl YA Aol

gt 7% 18% N/AT 33% 3% N/A

T AT 67% 27% 11% 1% 0% 0%

AP AT 42% 5% 1% 8% <1% <1%

* % AGAIE & DAMEES AFHS A} o TIRkelglon, o= 553 (BEAIZA) e 265 (919D
B A& 4

T 9d o] AkS EF 8o] 7]% ver 4.03(NCI CTCAE ver 4.03)°14] Grade 49 o3t A7t L
S oAa7)FEol A% Grade 49 ®ldo] 14 BRaE,

RECOURSE oA Za5A-e B2AZA FoF(27%) A e T (16%) Kt WIHSHA A3l

S
Pste 4 AR w9l

th BAEA TRzl A 7 E8H FAEAMZA 4%, Yok 29%)7}
82 TAATHEAZAY & 4%, 9F : 2%). HANASTLS EAZA Tk (2%)oNA (0%l sl
o A dA T

(2) oFrlo} 324 AAAIF(TERRA)

EAxge] AL T, Sk, ElTroll Al AAl @ vy, FREAE, ol WA 343 ddAE]
TERRA dToA % H7tE Atk TERRA ATollA] F 27149 27t EA2AS FoFgin

2MEZHY FokgtolA 71 %6}741 By ofZo]ditg T AR o] (A Grade oA HAE
25% oL WY, WY AT T AT, A, 4% AT AE 3, 9 mEgh
TERRA T4 10%29] ﬂxp} ol ANIS o7 EXATA XEE FuhIr)

3 7. TERRA AollA 91k div] £202%) TAES Ho

24324 (N=271) 2ok (N=135)
o] Zgnk-g

A HGrade 3 o] 2 A HGrade 3 o)
g A Aol
oA 38% <1% 15% <1%
TE 22% 1% 10% <1%
A A} 20% <1% 4% <1%
sl EE 6% 0% 3% 0%
AukA oo} FoFR-9] A
2 26% 2% 14% 3%
R 11% <1% 8% <1%
Zdg]
475 2 |5% <1% 2% 0%
HAAL
gz W F S7 19% 5% 9% 6%
23y W ®2u =7} 6% <1% 3% <1%
AL 2 g kel
A8 7 30%  [<1% 16 [2%
A AAE ol
75 9% 0% 4% 0%
T 5% <1% 3% 0%
% 8 - AAHARA] ©o] H(TERRA)
A A A S22 (N=271%) 2ok (N=135%)




A Grade 3 | Grade 4 A Grade 3 | Grade 4
ERIEREX S
Gl 78% 18% N/A 39% 6% N/A
A0 2T 36% 2% <1% 8% <1% <1%
Wy ZHAE 71% 20% 1% 3% 0% 0%
ST AT 68% 27% 6% <1% 0% 0%
* % AFAIE F HAWES ANHAG Ap Frofl IRkl o, ol 271H(BAZA) T 1358 (919
B2oh AS 4 dnh
2) o]ZdRkgol gk Al HH
1) =2
B TAHYS Eojure 65 A o]Ate] b= 65 A wlwke] dhxtel] e Tl 7S o] AbukSo] ulyE

o] =9tk Grade 3 - 4 ¢ 5T zj¢o(48 % vs 30 %), Grade 3¢ W18 (26 % vs 12 %), Grade
3 -4 9 WM 7FA2=(26 % vs 18 %) X Grade 3 - 4 9 42F HA2Z09 % vs 2 %).

RECOURSE oA A& #d 7+
A SHA] Ay g,

(3) @l

RECOURSE 7oA X8 #d gun=
o o] WP F Grade 1 - 2 AT}
(4) A 8

RECOURSE Aol A o]de] WAbd &
Zke] 749 AubH Q] HoieH " Z4 A
54.6 % W 49.2 %), EXZAH A7 A}
Ay 35T gase HAYE] o EUrh

(5) A 715 %iol*é T A A $atel digh Al
Ao Al § EAZA X" oA HEA HEghe] RaE )

jal*

=z
s

flo
[kl

EAxEg FAT (5.6 D)olA HoF FoAT (1.9 %)HTh

EAZY Folit (2.8 D)olA 1k Folat (1.5 %)l vlsl

il

| oFe Fiol Fojatx] ebmrh AFFole} vl A EYEFEY] Cut S7HAH
AR G FAF 1477 ©] oF 35 mg/m*/3] AF @IF P& o, T A dplste] BT
g9l AUC = wWishA] ARt EgEFe]de] Cu EVEHEANAS] Cru B AUCE 7P} oF

61%, 56%, 56% = 7FAFT).

2) B2 7hesk AEo sxtel T A A gk AAAR FEs agE] Fofgit

3) $18HA =54

EMEZAL 4], TE, A 59 AFHA 54 HAES FUMAY. oA, FE, AL 4 7]E} 94
548 7Hx Ak Fo] ZA RyyPsjorst, FFERAA, AARA] 2 %F%“/doﬂ*‘ A 8 &
A= A A Aol wet Algsfof gttt &% 2E(HA H / e A4S 8 wet X*%EJOM:
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BAZAL JIAE $ARIL g T AU JFL nAY Aw F 9, @21F we BAw
o] MAT 5 gtk

6. FEAE

In viro A@el WEW ELETY, Uagnd D 5-EdEF Y S48 Human CYP




isoforms ¢ A& At LSt In vitro ARAN= EEFEUY HIYGAAME 2 5-EF
ZZ o 7E 2148 Human CYP isoformsel] thdt % ZHgo] gitl= AL on| 3t}
In vitro AlgoA EEFdd gz a9 e ZH2E nucleoside transporters CNT1, ENTI,
ENT2 ¢} OCT2, MATE19] 7]1H<l Ao yetuth weps o]eh w3k enbA|9t ds2-8o] =
ook S AME-S W= Foyrt Hesit)
<HEFO (HEA FoE A)>

ik 5, s B AR ARRCERE:
ZFeEygud Ad ety
FHEA e, 72 ,%’\]%
oz gepd, HER- e
e LT oalaw' & A &
D (neﬁ Ei) — phosphorylases] AFE £-051e]v
ANAGA (MEEAAOE, Hv|E A dAE FFTIA o Akl 9F

T EA Thymidylate synthas = At =
Feld, & ez AL FetdEe
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A =R 7S thymidine kinaseZ 7|2
7 E-83+= 4-$ thymidine kinaseE E3h
2}4 thymidine kinase®] 71291 & ujo]H A4S H-8
thymidine kinase ¢ 7]&o] obd tA] ojekE, d &5 2| Fd, ZAEI, trhesl
of T2 fEE HEsh= AL gL
F 9 el gk Fo
D 9 === dAl sl e oAl FofshA] el [TECEIE)A A Elofol mA=
(o} A B wjo} XAH2E) H H7|do] B ]
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< 3 X ULN ¥ B2E X9 AST) 694 % 44 175S 7Hd 89e szl Eg ST gy}
AA AL FEFHE vlusts AlE 2y, EEFedy gy datde] A wE5e] e o
FHo R Fadk xpoli= gl F5TY 3 HolE s 679 A F 519 #AUF Grade 3 EiE
4o gl nl 2 Z7HE APk 5 el F2KE WelFR >3 X ULN 2 BE $X9] AST)
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A ereth el 250 Al 1 B 54 7R Qd 8% 240 Bad 4 Y F
Zo] A1l SAHCLer <30 mL / minol A= AL ARl glom o] ofe] Foli WAu A ehi=t}
12. FFFoIA 9] A

o] of JYFolo] Tjst W ASAE delA U4 ek

sepreld A9 el HEE wws] BAstn oldide] AWM UF wy 5o AP 22
Asfhok rt

1) PTPE39] oA PTPAEZYE 7ol 2855 Audeh. [PTPAEES 22l 47 A

o}
Eo] @7tRE AT Ak s AY, i

J

A FARA] SuAA mAARA gonz ofF T

c
o
12
=

t
ot
i

YEFEEE FEU A=A AR FufolH AA R ARE-H <= thymidine
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15. 583 AR

1) 335 =

O L& ¥t A gy SFEsEH A7+ Z27(001-10040010)

AEol g Fxol A o] k& 15 ~ 35 mg/m¥/3] EFoz 19 23|(o}H, A9 AF) 547 o
LEojstal, 297 FoFdn. o] AlelES T oWl whEdT EYEFEide] e EE N T A
S7haL, w3 Fo] Alek Hlael] Cpas oF 1491, AUCE oF 2.6v] S7hak whid, Ejujebd dabdd 3
Frro HH& BEHA gl 15 ~ 35 mg/mY/3] EFHSNA EEFdy gyt d gt
A9 Cuax®t AUCo-10 = AY &FEH o2 S/t EZFedy gyghdgatde] 4%
T 9 GBS HUMHSE ol ®el 2o e

<15 ~ 35 mg/m¥/3 SN BHFI 19 28 WEEA A o} Fo T P ) 2elETe
Ho] oFEEH PrhEE>

£ Day a Crnax tmax AUCo-10 nr ty
(mg/m?/3]) (ng/mL) (hr) (ng-hr/mL) (hr)
15 1 6 1009 £+ 491 1.7 £ 1.3 | 2037 = 773 11.39 + 0.38?
12 6 1205 £ 421 1.6 £ 0.7 | 5478 £ 2849 | 2.44 £ 1.57




20 1 3 1840 = 737 1.2 £ 0.8 | 4347 £ 535 | 1.17 £ 0.15
12 3 2747 £ 610 1.7 £ 0.6 | 9994 £ 2109 | 1.52 + 0.34
95 1 3 2450 £ 1021 1.5 £ 0.9 | 4281 + 1380| 1.49 + 0.59
12 3 2757 £ 1173 | 1.3 £ 0.6 8656" 1.96 = 0.10
30 1 3 3677 £ 1459 | 1.2 £ 0.8 | 8229 £ 1441]1.88 £ 0.73
12 3 5437 £ 1685 | 1.3 £ 0.6 |23672 £ 7844]|2.33 £ 1.26
35 1 6 3338 £ 767 1.3 £ 0.5 8678 + 1786”| 1.41 + 0.38
12 6 4752 + 1697 1.9 £ 1.6 20950 £ 2237| 1.97 £ 0.51

H + X582, a) n=5, b) n=2
<15 ~ 35 mg/m?%/3] &FoA @3 Folet 19 23] wHEFo] A o}f] Fof T I W gy gAY

Aol FEEE Bhas>

&% Day o Crnax tmax AUCo-10 r ty
(mg/m?/3]) (ng/mL) (hr) (ng-hr/mL) (hr)
15 1 6 25.8 £ 14.7 | 2.6 £ 1.6 | 117 £ 84 |2.27 £ 0.74
12 6 44,1 £ 51.8 | 2.8 £ 1.5 234 + 283[2.89 + 0.83
90 1 3 43.1 £ 6.5 1.7 £ 06| 166 £ 29 |1.53 £ 0.17
12 3 41.8 £ 14.7 | 2.7 £ 1.2 | 161 £ 41 |1.82 £ 0.18
1 3 54.2 £ 285 | 1.7 £ 0.6 | 214 £ 79 |1.78 £ 0.27
25 12 3 50.2 £ 13.1 | 2.7 £ 1.2 3007 4.01 £ 3.57
30 1 3 136 £ 77 2.7 £ 1.2 1521 £ 338]1.66 £ 0.37
12 3 99.6 £ 43.8 | 2.7 £ 1.2 | 447 £ 278]2.21 £ 0.62
35 1 6 76.6 £ 32.1 | 2.3 £ 0.8 281 £ 99¥|1.67 £ 0.22
12 6 70.0 £ 43.4 | 2.3 £ 0.8 | 317 £ 182 |2.37 £ 0.93
it + EFAAL a) n=5, b) n=2
<35 mg/nt/3 FHNA @HFolsh 19 28 WHT A o} Fol F EAZFAUD EuAd
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depddardel AF AT AAECL/F) 2doA A oteEld HAE&(Cler)o] frolg ko]t
A% 271 BN = 84)¢F vluste] AF 475N = 2 F55 A715IN = 16) FAfol A
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247t FoFRATh o AfelEE 7 W WHEIAG AS(N=8) R T5T(N=3) 1| 2AH(7}7} NCI 3t

Aol #F/F BT 2 Ciol AelA o] o Fol F 129 A EATTAUN 63 AG )
FEFH HI7MHSE o xoll UEMAT T35 ol oA FEFHIE E1HA] &ttt
<35 mg/m?/3] &3FolA Hgofsxto] A 1Y 23] WHEFA A EEF 9 Byt
o] opEE B>

EfEFEd B9 2k Akl
GI"OUD Day n Cmax AUCtau Cmax AUCtau

(ng/mL) (ng-hr/mL) (ng/mL) (ng-hr/mL)
A 12 8 4669 + 1996 20392 + 5609¥ 72.50 + 60.77 335.44 £ 230.06Y
B 12 8 3860 £ 1232 17489 £ 7379 60.18 £ 21.07 304.98 £ 112.05%
C 12 3 4277 £ 153 15406 £ 1244 98.87 £ 65.27 494.65 £ 287.56
Hi + %7 Az A G 3 7l 84 B AT e 3 C L e el 3hAp e

1) =29 3% AJATF(RECOURSE) 43}
[e=]

, olglxHzr, 2AYZgE, 3-VEGF ddZ 23 2 KRAS AAY
(wild-type) &2te] A9 Holx 17] ¢ &-EGFR @Y ZFE2A| S E3tsl= 2714 o|Ae] &ets)st
S Asgt ol AGAGY FAAE didoR o gu] EAxZAYe YA S JTShe v

7h SR, ol 34 dAAIFel MaAith 534 W, 266 We| b BAzA Foatd
of Foparow Zbzt g w ik

12 8 H7PHae AAAYEZIZHOS, overall survivaDollal, RE fFa4d HU7MHT-E F
AE717HPFS, progression—free survival), 2134 W-$&(ORR, overall response rate) 2 &
A5 (DCR, disease control rate)°] %It}

A 800 e At 2 0 12 FHRE A EA4324 (534 H)9 BSC(best supportive care)
EE 99K(266 W) BSCE Wgtth BAIEA Tk 35 mg / m® / 39 AlH S¥oR AxUA
S 7IWro g AAYPY. 2 F st 1 Fdol 5 4 oW A AAF F 1 d 2 3] A Fosta 2
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il 35%, %fﬂ/O} YA m=el 1% o QW B2 noon wE 3kxo] 7|4 ECOG PSE
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T 1otk 9IRS AG62%) T A (38%)0IATE DA ARG A A KRASE A
wild-type)°] 49%, &AW o]y (mutant-type)o] 51% It} HolA A XRE E2 o =3}
A A8 Fo FE2 30T BE A= ZFERVEVY Ad, A EEE 9 ol
o2 o+ 83 8o w AuE WAtk 199 AE At B HEA]
S F3da, KRAS AAE(wild-type)S 7F 292 A3 e xe= SJUEEY =
Forgnh, Az As5a# Hof A= Akl AFEAE B A AHEALS FAF
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AABE7) Hoverall survivaDoll thgk 12} &4 72% (5747) o|HE @A A Fadgal, £
A Az f1oF AuaHT Ao on] il FAACE Folg AL oS FTHIATHSA
3 HlE 0.68, 95% confidence interval [CI] [0.58-0.811 , p <0.0001). AAYE=77+e] =3k
2 7.1 MEEAZA) O 5.3 ML helAdt 1 d AEELS 77 26.6 % 17.6 %AUTE EAZ
4 AzadA Fr8 AEZ7IIHPES)o7F ostl s e AS dFIHEE vl= 048, 95 %
CI [0.41-0.571, p <0.0001).




<A A WE7 7 overall survival) 23>

A L7 S5k Hazard ratio "
2| & N ] . © One-sided P value ! azard rato
ME) (95% CD (95% CD

7.1
2R
R W (6.5, 7.8) 0.68

- < 0.0001

JSps 966 5.3 (0.58, 0.81)
-
(4.6, 6.0)

# 1 : KRAS gene type(wild, mutant), A ®H# o] gt o]F 77K 18 /i€, = 18 71 ¥), X9
(Y& Aohoz =3t9 2149 AA(og-rank test)S 7|¥to = Ak

# 2 : KRAS gene type(wild, mutant), 3 WA o] Xt o] 7|7H 18 7€, = 18 7€), AH
hoz 37 F2 vd Y =2 (Cox proportional hazards model)S 7]¥Fo 2 A4k
A §L 717 (overall survival) tste] HHo|EH A2 8399%(7129%) o|HE YA Al =3 AL
EAZH A5aolA foF AmaRT AR on Qi EAF R fFoyg AE olHE FHI
(Y8 Bl= 0.69 , 95% CI [0.59-0.81] , p <0.0001). AABEA7Fe] FH3ke 7.2 ML (EAZ
) ul 5.2 ML Pelrt 1 d AEELS 42 27.1 %9 16.6 %S

AZF, A9, A= 654 mRE 654 ©]43), A4, ECOG PS, KRAS %03_?*;01, A TFHdel It = A4
AIZE, o]l B9 g T R 2 BE S aFolA HA AEVI 2 R AEY
ZHPFES)9] o]fo] A &Aooz A=t Hx o] Mk & AHAE ECOG PS, 7o §-9] 4
2 BE F8% o dxE BAL F BAZAY] AL ofHe FAHJT (AF HE= 0.69
95% CI [0.58-0.811).

TR A" A F 61%485H)E olHd EFOoRIYuY AES Fo Wty 1 F
94%(N = 455%)2 EF o= nd Ao EgAoIUTE o] #AAeA] EAZAHORT Qg A
AEZIZE ol L FAHATHSE vE 0.75, 95% CI [0.59-0.941).

FAE A A F 18%(N = 1447)+= o]l #agtddE Fof Wkt o] FAEolA E
AMxgoR Qe A ALV olHE FAHAKHAF Hl= 0.69, 95% CI [0.45-1.05]). o] &
BAZAHO ai+ regorafenibd FojubA] &2 3xloM = FUSHA YEFITHSIE HE 0.69,
95% CI [0.57-0.831D).

AW ZH S (DCR, SAAH(CR), F-EAs(PR), ordH M (stable disease))S &AM ZH 7o
frojm Al A YEbSTH44% vs 16%, p <0.0001). BAZA A gtol 4 PS7F 2 mwkel )7k
QoF A mwt KBy FAXOR FoustA AFHUAT PSTF 2 o]fo] HiE Azt Fihgke £A43
4 A5aH 9ok Az A7 5709 2 40MEE YERETHEIE Bl 0.66, 95% CI
[0.56-0.781), p <0.0001).
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ghel 9 ol wHztS X g3 2714 ool mFdeEistay
ﬁﬂﬂm‘ SAfo A BAZA O] 9] ofriy] Té@% ZAbsh7] 9139 s :

£ Amad 9joF X matel Zh7; 2714 3 1359 9] 37t 55 &dt}. ITT ko] 4067
A= E% TN (T2 3059(75.1%), =< 819 (20.0%), BH=Ql 209 (4.9%) 1At} 12+ &
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(PFS, progression—free survival), 2132 w85 (ORR, overall response rate), X & Ad7px 4
2= AIZHTTF, Time to treatment failure) ¥ AW ZES(DCR, disease control rate)°o] 1t}
F 40678 #AE 2 11 © MER 59 mAste] EMZARTLIY) B f1eR135%)E FoFdl

ot BAEAY T2 35 mg / m® / 39 AA &Fon ARUAS vwtor ATt 2 F F<F




i
i)
N
it
ofN
2
N
N
ofN
=

G A B S) T BAEZA X504 7.8714(95% CI[7.1-8.81)°]%d

A TAME95% CI[5.9-8.2D eI AtHHIE Yl+= 0.79, 95% CI[0.62-0.99]). &£A
FASTERT dddo=m ou g Ao Fo3t AE o)JHE THAY
stratified log-rank test). & 3¢ A E2 A o“?lxjugi, i’\iiﬂ o2 Axn ’\]
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AABEZN F3 Hazard ratio **
x| & N 1= St One-sided P value *! azard rato
L) (95% CD (95% CI)
7.8

24z 271

174 (7.1, 8.8) 0.035 0.79

ojot 135 71 ' (0.62, 0.99)

B (5.9, 8.2)

# 1 : KRAS gene type(wild, mutant), 7N =, b=, Bl=)o 2 F3td 249 #H A (og-rank
tes)S 7|Hto. = At

# 2 : KRAS gene type(wild, mutant), 713t 2 X9 (F=, =, Bl=H)o=2 e F2 vld 99
24 (Cox proportional hazards model)S 7|Wto 2 A4k

22 fFaA HypASEA, F38 AE7IHPES) T (8% 23 fa4 BUMHS)E 242
Agmaell A 2.070€4(95% CI[1.9-2.8D%1 ®vHA #¢F A sl A= 1.8714(95% CI[ 1.7- 1.8] )o]
ATHHAE W= 0.43, 95% CI[ 0.34, -0.54]). N8BT PFS Aole EAHez FoldlokP
<0.001, stratified log-rank test). ITT Fwolx EAZgor awers v X7 Auf7tx 2y
+ AIZHTTF, Time to treatment failure)o] 714 % = Ho] #AZAHJHLE W= 0.46, 95%
CI[0.37- 0.58]). TTF &7+gke 2424 Mado 4% 1.9MY€05 % CI [1.9, -2.2D°lAx ¢
ofF 5o A9 1.8714(95 % CI [1.7- 1.8] )olflrt. TR Hus o=z A xd&(DCR) 3
o] HEe BAZAH x8aolA 44.1%095 % CI [ 37.9- 50.3 1 )93, Y A&TolAE
14.6%(95 % CI [ 9.0- 21.9] )& Yelgh
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O EAq=2H
« FTD(EYZFTY)E DNA synthesis inhibitor, TPI(¥] ¥ &}4)Le
inhibitor ¢}
- gyt olg= 2loF RS x5 B3 AAR, ARl H8-8ts A,
« FTD: dAIZZ F55 9] thymidine kinasedl 4 3 AabstEar, ¥ welrt Aol A
oAb Th 223l DNAC] A3 Agtall DNA7ZI 55 Walste] Alse] 5218 oA g
. 2% TAIHO PHARMACEUTICAL CO., LTD.o|X Az EZ9 g okEo A 9]

HE, g, Qo] BE srka 5.

O NCCN guideline(ver 3. 2018)
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Thymidine phosphorylase

DNA 7|2 =
= Fgolv,

CONTINUUM OF CARE - SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE’

SUBSEQUENT THERAPY?2

Irinotecan® + [cetugcin;l?b
FOLFIRI® or irinotecan® or panitumumab)**
(KRAS/NRAS WT only)

or
FOLFIRI® + (bevacizumab!® [preferred] or or 15
ziv-aflibercept or ramucirumab’®') Regorafenib

or . s g s 13
[bevaclzumabw [preferred] or h‘rlf[undme + tipiracil |

—|or
Irinotecan®
) or

ziv-aflibercept'®11 or ramucirumab%-11 . En
{INivolumab % ipilimumab]

or or pembrolizumab)™”
(dMMR/MSI-H only)3:8

FOLFIRI® * (cetuximab or See Subsequent therapy -=-+———

Previous 5 3412

oxaliplatin- panitumumab)**'< (KRAS/NRAS WT only)

based therapy or % . Regorafenib!?

without Irinotecan® * (cetuximab or or

irinotecan panitumumab)*3412 (KRAS/NRAS WT only) Trifluridine + tipiracil'3

or
Irinotecan® + (cetuximab or panitumumab)™
+ vemurafenib (BRAF VE600E mutation
positive)

or

([Nivelumab = |p|l|mumab]|

or pembrolizumab)***
(dMMR/MSI-H only)38 |

—|0or

(INivolumab % ipilimumab]
or pembrolizumab)***
(dMMR/MSI-H only)®#

See Subsequent therapy

—

» See Subsequent therapy

Regorafenib!®
or
Trifluridine + tipiracil'®

Regorafenib*13

ar

Trifluridine + tipiracil™1?
or

Best supportive care



Previous
irinotecan-

based therapy_rp

without
oxaliplatin

Previous
FOLFOXIRI

Previous
fluoro-
pyrimidine
without
irinotecan or
oxaliplatin

FOLFOX

or

FOLFOX + bevacizumab
or

CAPEOX + bevacizumab

or

Irinotecan® + (cetuximab or
panitumumab)*3-4.12
(KRAS/NRAS WT only)

or

Irinotecan® + (cetuximab or

(BRAF VG600E mutation
positive)

or
([Nivolumab #* ipilimumab]

or pembrolizumab)***
(dMMR/MSI-H only)®#

panitumumab)* + vemurafenib

—

L

}—~ See Subs‘equent therapy

Irinotecan® + (cetuximab |

or panitumumab) 412 |
(KRAS/NRAS WT only)

or

Regorafenib'® |

or

or
[Trifluridine + tipiracil'3||
or

([Nivolumab % ipilimumab]
or pembrolizumab)*™*
(dMMR/MSI-H only)32

FOLFOX or CAPEOX —»
or
([Nivolumab # ipilimumab]

or pembrolizumab)***

or

(dMMR/MSI-H only)3-28
See Subsequent therapy

[:mnitm'rlumab)""-"ﬂ12
(KRAS/NRAS WT only)
or

or

Regorafenib1®

or

Trifluridine + tipiracil®
or

- >

or pembrolizumab)***
(dMMR/MSI-H only)3:8

Irinotecan® + (cetuximab or

Irinotecan® + (cetuximab or
panitumumab)‘3 + vemurafenib
(BRAF V600E mutation positive)

([Nivelumab % ipilimumab]

Regorafe nib13

%

See Subsequent therapy =-————

Regorafeni

Trifluridine + tipiracil'®

or

or

p13

Regorafenib

or

or
_ |[Trifluridine + tipiracil™®|
or
([Nivolumab % ipilimumab]
or pembrolizumab)**”
(dMMR/MSI-H only)®®

See Subsequent therapy

FOLFOX or CAPEOX ‘
or

(FOLFOX or CAPEQOX)
+ bevacizumab

or

FOLFIRI® or irinotecan®
or

(FOLFIRI or irinotecan)® +
(bevacizumab1? [‘Preferred]
L or ziv-aflibercerf)t 0.1 or
ramucirumab’ 'ﬁ)

or

Irinotecan® + oxaliplatin

([Nivolumab % ipilimumab]
or pembrolizumab)*™*

Irinotecan® & (cetuximab or
panitumumab)*3412
(KRAS/NRAS WT only)

or

Irinotecan® + (cetuximab or
panitumumab)*? + vemurafenib
(BRAF VB00E mutation positive)
or pembrolizumab)™™**

or
(dMMR/MSI-H only)3:8

(INivolumab % ipilimumab]
See Subsequent therapy «+——

See Subsequent therapy +—

or

Regorafenib!?

Trifluridine + tipiracil®

Regorafenib™13
Trifluridine + tipiracil” 13

Best supportive care

=13

Trifluridine + tipiracil**13

Best supportive care

}7

Irinotecan® + (cetuximab
or panitumumab) 413
(KRAS/NRAS WT only)

—

or

Regorafenib1®
or

Trifluridine + tipiracil™]

FOLFOX or CAPEOX—————»

or
(dMMR/MSI-H only)>&

See Subsequent therapy <+

* bevacizumab
or
([Nivolumab % ipilimumab]

or pembrolizumab)*™*
(dMMR/MSI-H only)®®

}-» See Subsequent therapy

or
([Nivolumab #* ipilimumab]

or pembrolizumab)***
(dMMR/MSI-H only)®:#

See Subsequent therapy

Regorafenib1?
or

Trifluridine +
tipiragil!

Regorafenib"13
or

Trifluridine +
tipiracil™12

or

Best supportive
care
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« FDA, Lonsurf (2015.09.22., last updated: 2017.06.29.)

« EMA, Lonsurf (2016.05.12., last updated: 2017.07.09.)

« PMDA, Lonsurf (2014Mar)(F3—-34—=3-2—A A AF 8d)

LU FO|OREY, JHOFEY, YROFEY S

O WA RAH B AR
CvSeloRER), AROREY 4l FRom, § P4 AsEA2gel Wk %4 % oklel Bt A
A& WA 7H5. but A= AR B AEE
D GLP(d+d) %A Al=E. ICH S9ol whet o, e S ZeshA] S@EAle fd54d 9 A2
A AW
O AHAEAA ok
RECOURSE TERRA
A [ &9 [ dE R =
a4
800 406
271vs132 178vs88 55vs26 204vs101
(534vs266) (271vs135)
mOS 7.1 vs 5.3 6.8 vs 4.9 7.8 vs 6.7 7.8 vs 7.1 8.1 vs 5.9 7.9 vs 7.2
HR 0.68 0.62 0.75 0.79 0.77 0.82
(0.58-0.81) | (0.48-0.80) | (0.57-1.00) | (0.62-0.99) | (0.48-1.26) | (0.62-1.08)
mPFES 2.0 vs 1.7 2.0 vs 1.8 2.0 vs 1.8 1.9 vs 1.7 2.0 vs 1.8
HR 0.48(0.41-0. | 0.41(0.33-0. | 0.58(0.44-0. | 0.43(0.34-0. | 0.56(0.34-0. | 0.41(0.31-0.
57) 52) 75) 54) 93) 54)
[or0] o & o]




11. AFEE
o o Zgo] wE &7 (Pharmacological class) : 3t ¥ (421)
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12. 714 3 AR

B Z (TAS-102)+= trifluridine (FTD)3} tipiracil hydrochloride (TPD”} & H|(molar ratio) 1:0.5
(ZF% H](weight ratio), 1:047DE E3HE AA e AFo|t}. FTDE thymidine-based
nucleoside analogue 3EUAZA =M T Yol 2dAF3E o] deoxyribonucleic acid (DNA)$F
Asgtsity. TPl £ thymidine phosphorylase (TPase)E dAge=zx FTD 7 E&F= AES
AA s, AE2H o2 FTDe TPIE 94 583 o FTDY systemic exposure’} 57U

FTDE YA¥XZE &5°] thymidine kinaseo] & A2tal=ar, ©] vol7b A XA DNA 7]|H =
tAtEch 223 DNAC #35 A&s] DNAZ S Wallste] Alxe] S48 JA s

FTD”} DNA¢d ZAgstE AHAEE 2'-deoxy-5-fluorouridine (FdUrd)®} Blxsbd, =gk 108~
7008e]tt, FTDE 3 thymidylate synthase (TS)E At a8y in vivo A7+23E FTDE
BFol e W DNASH ZAijtske= 3ol F¢&s  (antitumour activity) FEH HWAUSIS
HERH AT

o] Z+87HE EXZTE F9 LI Ho] TS AA¢l Uracil-basedd AEA<2 fluoropyrimidines¥}

T8 A=tk 5-fluorouracil/leucovorin (5-FU/LV)E o]do] Fo] v 3AEdA FAdd =S
AExog FoA] FF ZFFEA (sensitivity) =5 A 84 (resistance) 7FA7F S E QAT 23kx}o) A
5-FU9 o3l A3 (resistance)S A E o] TS9} dihydropyrimidine dehydrogenase (DPD)<}
22 ai9 HId (over-expression) WY F AFo] HuFUY. EAMEZo AHEHHE FH
Z+871 e olE FEAEO oFEFA Fal, o= FHAHowE HAEZAHC fluoropyrimidineso] o3k
AddE Shstes v

5-FU°l 74 (sensitivity) B A4 (resistance)S Zti= oSt Mol s 229 g5

&2 h—(

,]
(e}

©m, o]#] human tumour xenograftsell g+ A&
(e}

B HAAAI RO gl E %) =
FHBAATE QAL o]Ae] FHE FAgrIHer SAH A

A%sl= FTDO %3 =& A

iy

ATESS FTDe A A o] 8 &2 TPase o o3t %3E3 a3 (first-pass effect)@ A3 wj-§ a1,

S FTD7F &2 wAFAIQl  5-trifluoro—methyl-2,4(1H,3H)-pyrimidinedione (FTY)Z HZ A
e 232 Y3t FTY+s E843 HAMAE in vivo ©|A transplanted tumoursel] th3k
FTDS HFH3g T4dA 47 vjus] folst 245 yeliA| e+t TPl TPase® €3
AAAZ FTDY UAE oA s TPIQ— FTDe HWEFo= FTDY vE5 7177|212, FTD=
ATE SR mdelx] Fat fasta dAF FIDY vEE 4& £ UEF Ak =3
TPI¢te] WE&Fof= gAZE FTD Chax “4742 ZHA et A ow FY oS rbeetal gk FTD
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= o
| T
QA ES Bl g Aol et (metastatic colorectal cancer (mCRC)) 3hAfoll A fHaA4dS

EAZE 4E(2014), 1=(2015), EU2016), &5 2 292(2017)F 238 30 71 o]/e] =7}l A
H7b wekom ABHE FAL Woth BALE AARbsE 294 BFAAIAID EE
Ay gAALALD) & HeFow o

=
add %.&?'f_ dAg B
10|

qol B8 AF

2. 7x=dE -=8|asy 44 A d=sX dAo
21. 959 %F(Drug substance)
21.1. 4N R
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o
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2
i
o
A
HL

o B4 .
3.2.5.1.1.1 International Nonproprietary Name (INN)
Trifluridine
3.2.8.1.1.2 Compendial Name

Trifluridine (USP, BP)

3.258.1.1.3 Chemical Name
2'-deoxy-5-(trifluoromethyl)uridine

thymidine. o.v.g-trifluoro-

3.2.5.1.1.4 Other Non-Proprietary Name
Trifluorothymidine

3.2.8.1.1.5 Company or Laboratory Code

FTID. F5;TdR. F3dThd

3.2.5.1.1.6 CAS Registry Number
70-00-8

o Wily . EYEF
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Generic Name (INN, USAN, JAN)
Tipiracil (INN)
Tipiracil hydrochloride (USAN. JAN)

WHO Drug Information, Vol.25, No.4, 2011, p-INN:List 106, P441
WHO Drug Information. Vol.26. No.3, 2012, r-INN:List 68. P326

Chemical Abstract Service (CAS) Registry Number
183204-72-0

Chemical Name(s)

2.4(1H.3H)-Pyrimidinedione, 5-chloro-6-[(2-imino-1-pyrrolidinylymethyl]-. hydrochloride (1:1)
(USAN. CAS)

5-chloro-6-[(2-iminopyrrolidin-1-yl)methyl|pyrimidine-2.4(1H.3H)-dione menohydrochloride
(USAN. JAN)

5-chloro-6-[(2-iminopyrrolidin-1-yl)methyl|pyrimidine-2.4-(1 H.3H)-dione monohydrochloride
(INN)

Company or Laboratory Code

TPI

TAS-1-462

LR ERERT
o ‘E‘X]”l}] : C9H11C1N402 ° HCl(mW 27912)
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A]‘ 17} L AZY2RE 36749, ALHA1~30 C), D L7

o A}
NEFF Ny =zA PEEEy a5
A7 BEAY 25C/60% RH 290,369 12,18 23 % 19)
; 7 ©] ZLDPE+HDPE ’ -
7HEA 40C/75% RH 2903 6 19
AA 1209k Z2A] oA} o
oFA] A - 9 4 o
e UV 200 9EA/m* ©]d 2/ o 9F4
718 A
e HAE
- SASES S HARARIIEE A DA o T "’Ff‘%& A 6/NY 7 FEAPAA foHl W
7h 93 36/ Y T A REAPCIA M WE glo] TR A ANFAIA 2L 2R

36719) & AFHE o Ay

BEE R
« DMF 2 A A3 (DMF 52¥W 3% : $487-2-ND)

- AAEZE  AZRLZRE 36€, A2EA1~30 T), LH L7
o QKA WA AR

e
NYFF AN@zZ 71 8H A A3
AN REN Y 25T /60% RH ] A0, 3, 6,9, 12, 18, 24, 36 7|2
— A o) ZLDPE+shol g o O 5 :
A 407C/75% RH A3H0, 3, 6 719)
AA 1208 S24 oy ..
ol A = 1) J
BUR UV 200 SFEA)/m? o] 4 wE/AE ENRUE

e AEAY

e A&
TojokE o] AAAANGIIE(AFATA) o meh £ A oMY b FEADeA foHd W
3l7F gla 3670 Y 3 AV|HEAFANA WME HE glo] AR R AAT AAF A E
3671 )2 ABH= A= ALRH

OERES

32. &A| 9 %F ABA

o AMAAE: BE2y - 7|WEY], AXEHQ1 ~ 30C), AZYEHE 3671€
ST _9_

B
Wz - U gr], Aen1 ~ 30C), AZYZRE 4871
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. . Be|2H: 0,3, 6,9, 12, 18, 24, 3671¥
A7 E_%_/\?‘S:-'] 9% _g_ 2E y 99 O 7, y / 7
$718eA 2C/60% RH el = WA 0,3, 6,9, 12, 18, 24, 30, 36,
e 48708
7HEAR 40°C/75% RH 230, 3, 6 /¥
A 1208 F2A] o] 4 5 /5 5
BoFA A vZ=/23% sh3s
BUR UV 200 ShEA/m opy | e/ AR HE i
o AE
FojorE5o] MBAANA7IE(AFA LAY, o met s34 A3 E82Ho dafiAde 6/1€ 3t
HAE R 36719 3 AV REAGAA WS 9 EE glol V1Rl Aison], WEFd o

[e)
Ae 6/ ZF TFEAIE R 4871 X AVIREAPCA W3l B WF glo] Yl AHdstE
2 AT AL7IHEEAEH: ARYERE 3609, 3EF: AZYERE 487]9)S AFHE
2R AEEH, PP AAE A kAT

33. ARAE & =9 IrtER

34. ARG tF AAA A
o TofofETo AALAG/IZ(AFATAN, o det FHF Z2F 671€ I HEAE 2 3eE Tt BV REA
YollA Wl 8 W glo] 71Edl Adstnz AT ALTIBAELETEH 24719) S AAHE AoE AR
=, LAY A HHT
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« GLP &%
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A% HA 7?. a8y SAE AR % A &3
41. SHNFAE N8

General Toxcology/Toxicokinetics

Shudy & Studly fifle

07 CAOT & 1%-Week Oral Repeated Dose Tomery Study of TAS-102 in Rats with a 9-
Wesk BEecovary Penod

B-522T A 13-Week Oral Repeated Dose Towicity Study of TAS-102 in CynomohgLs
Fon keys wnth 3 9-wesk Becovery Penod

Genetic toxicol

Study & Shudy title

DICA 1 Reverse mutation lest of TAS-102 in bactena

BCADE A Rieverse Mutation Test of FTD in Bactaria

BOS0550 Bactenal Reverse Mutahon Study of TFI

oCca 2 Chromosomal aberraton test on TAS-102 in CHL cells

CA & Micromiclsus lest of TAS-102

GEA-2 Micronucleus test of FTD in Mica

BOS05S1 Micronu cleus test of TPIin Mica

OECADS A Chromosome Aberraton tesl of FTD in SHLAU cells

BOSJ532 A Chromosome Abermation test of TP in CHLUIU calls

Feproductive toxicology

R-308 Study of fertility and eary embrvanic development to mplantation n
rals treated orally asth TAS-102- Administrabon o males

F-904 Shudy of Ferility and Early Embryonic Development fo Implantation in Rats
Treated Orally With TAS-102-Admimstration o Females

MCA 8 Reproductive and Developmental Texicity Stody of TAS-102 Study for Effecls
on Embryo-Felal Developmeant n B ats by Oral Admimisirabon

Special Toxicology

B110945 i witro 3T3 NEL Phototoxicity lest of FTD

B11094& In witro 3T3 NRU Phototoxciby test of TPI
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Fharmacalogy

T A28zA2F e wet 54 H okl #d AR
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Study & Study title
MAI-2006-0025 | Companson of Uptake mio Cells and DNA of FTD and Nucleoside Analoguss
20061-004 Evaluation of tha effects of a,a,a-triflucrethymidine {FTC] in suppressing the
proliferation of vanous human cancer call ines
11TARS Survival-prolonging effects of TAS-102 o mice xenograft model
intra pentonsally implanted KM20C, human colon adenccarcinoma cells
TTTAR Antitumaor effects of TAS- 102 foward human colon cancer cell ines with
miou =& senogratl implanted COL-1 znd HCT-116
11TADRZ Effic acy study of TAS-102 on MX-1 human breast cancer cell line using TS-1
a3 comparator
03-12-012 Analysis of transcription factor binding mofifs in differentially expressed
genes associated with TAS-102 administraton
H111-003 Evaluation of the sustainability of inhibitory effect of FTD on TS by
mea swement of miraceldar dTTF pool
03-13-004 Cylotoxicity test by concomitant use of FTD and dThd analeg-type antiviral
drug
Salety Phammacology
Study # Study fille
Bla0s e Sadety Phamacoiogy Study of TAS-102 Effects on the Central Nervous
System n Rals
BO4D8 3T Safety Phamacoiogy Study of TAS-102 Effects on the Respiratory Syatem in
Conscious Rals
BOu08 15 Safety Phamacoiogy Study of TAS-102 Effects on the Cardiovazcular
System in Conscous Monkeys
B 1099 Safety Phamacology Study of FTD Effects on the Cardiovascular Systam in
Conscious Monkays
BOSO268 Safety Pharmacoiogy Studies of FTD Effects on hERG Current
BOSG2TH Salety Pharmacoiogy Studies of TPl Effects on hERG Current
Pharmmacokinetics
Shudy # Shudy fitle
C-0149 Contribution Study of TPl an Pharmacokmaties of FTD in Mankey
120DA41 Pharmacokinetic Evaluaton of the Cplimum Desage Ratio of FTD w0 TPl in
Pon ey
AEBII2G Placental and embrvo Tetal transfor of TAS-102 using [MCIFTD o [MCITPL in
pregnant rats
AE-6523-G Excretion inte midk of TAS-102 using [MCJFTD or [MCITP in nursing rals
AE-2350-3G Pharmacokinete Studies on TAS-102 () Absorption, Diatnbution,
Metaboliem and Excretion in Fate using “C-FTD

AE-2350-2G Pharmacokinetic Studies om TAS-102 () Absorption, Distributon,
Metzsbolism and Excrebion in Rats using “C-TPI

AE-4140 Pharmacokinetic Study of TAS-102 Structural Analysis of Metabolite in Rats
After Oral Adrinsstraton of MC-TRI

AE-BII0-5 Pharmacokinetic Evaluation of TAS-102 using [BCIFTD or [*CITELin
cynamolgus monksys

1204 8 Metabelite Analysis for FTD and TPI Using Crvopreserved Human
Hepatooytes

120803 Matzbolic study of C-FTD using human liver microsomes

110ARE Study of Blood Cell Disinbuhon of FTD and TP Using Blood of Human,
Maon key, and Rat
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6.2. AFAFAER A8

AES QAP e 2o,

. QAN E

= o
- AEHAT Q)
+ geRE Q)
- patient PK:

102-j001(&F5% 30,40,50,60,70), 102-101(&H5% 30,35),
102-102(FTD vs FTD+TPI), 102-108(mass-balance),

102-9801(PK, bid-&%), 102-9802(PK, qd-&%),

102-9803(&#5%, qd-&4, 100,110,120,130,140,150,160,170,180/day),
102-9804(&5% bid-&%, 50,60,80/day), 102-9805(-&H5%, bid&4,
60,70,80/day),

- intrinsic PK: 102-106(7+l)

- extrinsic PK: 102-j004(&-21 &3}

- AuopEey

)
12da25

B4 AR 102-103(QTe), 102-j003(Y - 274), 102-9806(13t 274)

o A AeES 9d=sl= A AAAIE: 102-301(RECOURSE, m=t/6-3/9%), 10040090(TERRA, &

=/ 8 =)
o ] o ) N BD
- B Al =7} A 42HFID) IRl i
i} t 1:46™
14 BA TAS102-104 EIES 759 35mg/n?, bid par ¢
part 2:40%
| sermer pr TAS102-J001 . . 30,‘40,50,60,70 21 o
(10040010) mg/m?/day (bid-&%)
14| €229 PK | TAS102-101 el el 35mg/m’, bid 2773
— _ 2 3 . ™
I TPI-FTD TAS102-9803 e w80 35mg/nr’, bid vs part 1:44%4 o
52 (TAS102-102) TAS-102 35mg part 2:4478
TAS-102 60
14 | mass-balance | TAS102-108 SR 8o} e 81
->TAS-102 15,20mg
14| 7l At TAS102-106 e el 35mg/m?’, bid 24
TAS102-J004
14| &A% st S 3ok 35 2, bid 169 @)
° = e (10040040) = e me/n, bi °
4| Fdefsst 12da25 Q. Ry 35mg/nt, bid 2397
14 QTc TAS102-103 u|=k o= EY 35mg/nt, bid 444 @)
14| PK, bid&H TAS102-9801 LES nEly 100,50,60mg/n?, qd 144 O
i 50,70,80,90,100,110
14| PK, qd&4 TAS102-9802 =y gt me/?. ad 2474 O
m, g
100,110,120,130,140,
13| 359 TAS102-9803 n|=t oY 150,160,170,180 397
mg/m? qd
1| 5% TAS102-9804 v)=; a3 40,30,25mg/ny’, bid 199 @)
| g% TAS102-9805 EiEs 13er 80,60, 70mg/m?/day 159 @)




(tid 89
2%k T84 TAS102-9806 e GC 25mg/m?, bid 184 O
TAS102-J003 17278
24 FEA S RC 3% 35mg/nt, bid vs ¢k
T (10040030) CRC 32 | Sbmg/nt, bid vs 51 ausy | O | ©
FDA, EMA
pivotal TAS102-301 E = . . 800
A} CRC 3% 36mg/nt, bid vs ¢Jek @) @)
¥ (pwpA (RECOURSE) ) A g/, bid vs (534:266)
Z74H3)\1—)
TAS102/10040090 | 8= F= 406
A | obAlo} 34 '~ 7| CRC 3% 35me/nt, bid vs $Jok X X
X AFrE (TERRA) e A | Somefm, bid vs | o)
6.3. A=A A E
<A AHQA A ) &E
TPU-TAS-102-104 IEAE2 370, F29ed, 2-A, 3-7] s des a4 agsh Al
A TAS-102 AA<E dAAle] A4 AAo]&ES H7gth. FTD 9 TPIY F& EXE sk
AUCpast & 71202, TAS-102 Al AF-AA o st Ffd Aol &&E2> 27 100 % 2F 96 %
Attt FTD Cmax (0.79)¢] 718t #H¥uv]e] 90 % A F37F (CDel 3Fgke 0.80x.t} YA vF TAS-102

] Al
A o] AA o) LEELS Yo = TAS-102 ZAFAA|2] AA|o] &5 A3 Aoz IFHT),

64. 43N
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64.2. W2

TO-TAS-102-106 Y4A1¥S TAS-1029] PK,
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EQel 67
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FE5E9 7+ @Al 68 F SHETF I Ao 3 5F o9 dF WUIFW FUE AP o
E 3= FTD & TPIol v =&)X Foth, ZE PK, 94 2 ohdA 7o 248 oAz W
T Z7kel tig TAS-1029] 9 2 ek dxds] wiAlg 4 ¢l o) d Axp= 7 Ho] A
ol 5% Hel el e A2 o 27k4 82l wetade 71g Ad 4 9tk TAS-102+
B 7 2 AT AN AANA 98E SUIIA geEvkal ARAATE 18y TAS-102E F
T 9 F3Y el Fatol = AFEEHA] e o] EUL

64.3. 9AA A9 i PK
. %1\1
2ol g A go A dEQ gk Ao Al AF TAS- 102(35mg/m S @3Fo$ FTD AUCE W3}
| ko FTDO Cmax®t TPI®] Cmax % AUCE F5A)9F vlus] oF 40% 74Tk (J004
10040040). FTD AUC+x A% 2 FEAJH A dutdo=z 5d3st7) lﬂ}—roﬂ 2159l FTD Cmax %
TPl =% 747} TAS-1029] 834 ddHoz oun 9l
#Hy FTD Cmax®t W40 42T 2 S57040T
(JOO1-10040010). wehA off, Ay 2F 1At ool T

A

L e
Po{-
X

N

- QTc intervalOll OIXl= TAS-1022] &

TPU-TAS-102-103 Al deA 12417+ &8 ECG (12-hour Holter electrocardmgram) 7]%%
WA 24 TAS-102 5§ A 48/\17J W (FFobd wlol ekl [Day -21), &4 TAS-102 F 1%‘ d
(Day -1 #1¢F (¢d3) Fof 5, TAS-102 ¢ A F¢ F (Day 1, Cycle 1), 218 REEFo] 5
(Day 12, Cycle D)o =A¥ic}. Oﬂ_i\jﬂl‘ﬂ HANMZL Cycle 19 Days 1 I 129 HX]% ECG &=
Aol sgske Akl A FH o

ok} w)aLs)] patient specific correction (QTcl), Fridericia (QTcF) T+ Bazett (QTcB) A&
43 corrected QT interval (QTc)ol wal TAS-102¢] <dAHo=z Fdd AFdaHe= U
TAS-102 35 mg/m2§— g3 R = O HrEEREAS TAS-1029 92k Alo]o]  time-matched
baseline-subtracted QTcl, QTcF, ¥ QTcB intervaloll ™3] 1-sided 95% A& F-7F2] Ak <) o]9]

AlFANAME 20 msec & ZIHA] EUrh A= Al ALY QT, QTcF E& QTceB intervale] 500
msecsE 2ot b= QUlar, BE x| Toh, Uske] Jefshzel wisk= Il

g% FTD, FTY, TPl =2 9 °k-adjusted baseline-subtracted QTc interval Ate] A thak A
g Rdo] ZAyle] 7% QT dAads 45HA &tk 1-sided 95% A FHF7r A 20msec HE



=4 1zl (20-msec non-inferiority margin)g %35t A3E= At

- Pharmacogenomics Jt TAS-102 §s0| DXl &

Pivotal 34 944A1&€9 TPU-TAS-102-301 (RECOURSE)elA ¥ ® A&l F¥o] thit oF
Az (PGx) A (10040080)0] oA kmgivt. Thymidine Kinase 1 (TK1) @z &
TAS-102 &7 (10040080 Primary Objective) Akl ZHA1# A ofvel theFst -7t
3 (10040080 Exploratory Objective)S H7}3}= Ao &Aoot}

TK1 &4 0S Atolo] A3y AHege HAxZR &kt (10040080 Primary Objective Section
3).

o] 7oA TAS-1029 OS, PFS %+= DCR¥} WEsHA AddAZIdE 58 wdas S04 A] &
Sk} (10040080 Exploratory Objective Section 13).

—

644. I A+ Y

6.4.5. H A3 (PD)

RECOURSE A8 st 3= &g dolHE Al&ste] PK / PD 4% gxdo
(TPU-TAS-102-301 PK / PD Analysis Final Report). [ EEGGcNcNNGEEEEEEEEEE



65. 24 2 HAH
].

65.1. FEA - FARAE AL

2Rl F24() H7HA T AR/AY7E Ty
[RECOURSE]
o], flekdm], o)
WA, 72K, Hallt, 3 | ITT=800 -KRAS(mut or wt) 221
AF AT(as-treated)=79 -B00G O or 1
(2012.06.17.~2014.11.2 | 84 -Hold CRC= o]d
0.) TR(tumor | 1xkOS E3pslo X8E 7} Ag = 28
data cut-off: | resp)=760"% 22k PRS, Qb | ko oo 33 |¢
2014.01.31. *é gl TH8A opge] TAS-102 5= ¢

7|ek ORR, W 2zt k-

vl=, fE, 98 DCR, DR, (lemm 27 &3 55 bid/
[TERRA] TTF, RS =) 29§ H
o7, flekgm], ol sub-analysis ]F’/]LEHL = EE]’E}E] oF
WA FA Halah 3 | ITT=406 by KRAS T xglsjolsh
A AT(as—treated)=40 | status on OS VEGF(HﬂHV\] ), TAS-102
(2013.10.16.~2016.06.1 | 63 and PFS BGFRAISATH, = 35 mgy/m2/-8%F
5.) TR(tumor PR KRAS WTWH
data cut-off: | resp)=3914% D AeS WS
2016.02.16. = AE
Z, Sk, Ell=y







[F&4]
[RECOURSE]

-

2014 A 1 € 24 4 FT5Y (571 WA oWES] & dxlo] 4 Wo] AlY) 7V|Fo 7 AAYET|TL
(0S)9] 718 BAMo) & 574 o] Abgo] E3HE AT},
(

w24 BAl, TAS-102 1§ $haki= 364 & (68.2 %), 919F 15 k= 210 ¥ (78.9 %)ol3Ath.
AA 3] =4 #Z 717 FU432 11.8 /1Y (Module 2.7.3, Appendix, Section 7.2)¢] 31t}

BSC(Best Supprotive Care)oll TAS-1025 F7}std ¢ ekd vjws o), 0.68 (95% CI: 0.58, 0.81)
o] HRZ dAdAd oz Fost s Bt (45, 945 #74 p<0.0001 (stratified log-rank test))

TAS-102 Placebo
(N=534) (N=166)
Number of events (%a) 364 (68. 20789
Median O5 (950 CT), months 7.1(63,7.8) 33({46,6.0)
Hazard rato (95% CT) 0.68(0.38, 08
Stratified log-rank test p-value =0.0001 (1-sided and 2-sided)

0S9] TFw-E TAS-102 59 45 7.1 Hdolla 919 259 4
w9 A0S TAS-102 139 A9 123 7Hgolda foF 1
(TPU-TAS-102-301 CSR, ¥ 21).










[TERRA]
Overall Survival in the ITT Population

ITT AolA] & 316 B AEA7F 2016 @ 2 ¥ 16 ¥ 28X HE 71502 AAAE7ZHOS) 1
2} BAlo] EEEQQOom 1 F TAC-102 7o 205 ¥ (75.6 %), YeF1E] 111 ¥ (82.2 %) ©]
w4 =] 21 T}

TEAF gate] A, FEA A (cut-off) ol AFo 2 7] FH A

ahol9l
F2 712k F4a2 TAS-102 w4 13.8 /1€ (95 % CI @ 13.1, 15.3)0] 2L foFael A= 13.4
WY (95 % CI : 11.6, 17.3)°] At}

TAS-1029] FoJ=2 §oFa} Hlaste] AAME7IIHOS)NA A o2 ongla FAHOE frofgh
el ATt (P = 0.035, F3Hog-rank BI2E). 0S Al7ke] Fokghke TAS 102 159 4% 7.8
AL (95 % CI: 7.1, 8.8)°1AL 91k 28] A 7.1 MY (95 % CI : 5.9, 8.2)0]A3 Abgel] o

gk Hazard ratio(HR) (TAS-102 o} 9¥1¢H2 0.79 (95 % CI : 0.62, 0.99). (10040090 CSR, Table
14.2-1.1.1)

o rlr

Table 11-11 Supportive Analysis of Overall Survival

TAS-102 (N=271) Placebo (N=135)

Survival (months) Survival (months)
Parameter N Median®  95% CI? N Median® 95% CI®  P-Value HR 95% CI
ITT population 27 1.8 7.1.88 135 71 59.82 0.038° 0.78* 0.62.099
ITT population excluding patients not 270 7.8 71.88 134 7.0 59.79 0.035° 0.78¢ 0.62.0.99
meeting inclusion criteria 3 or 4°
AT population 271 7.8 7.1.88 135 1 59.8.2 0.035° 0.79¢ 0.62.0.99

Source: Table 14.2-1.1.2, 14.2-1.1.3, and Table 14.2-1.14

FigurelOoll A & 4= dxo], TAS-102%} fleko] gk OS ez Fglv A7 il FA1= A
o} FRuAE olE& 12 MY A AEZ 3x19] Kaplan-Meier (KM)Q] FAA (95 % CD+
TAS-102 25914 29.4 % (23.7 %, 35.3 %), HF1FAA 21.5 % (14.4 %, 29.6 %) = e}
1=

i

B0

o

0% s T ——
0% - ¥ - ¥ ¥ - ¥ T ¥ T v T ¥ ¥ v ¥ ) ~— T
¢ 1 2 3 4 5 6 7T B 9 W RZIIWSIENTIEW N D 2 I3 NN
bt ket ¢ o Fsnedom zat @ on
Hat Rk
4% 102 a7 'I i = ¢ 19 176 153 12% 108 ?ﬂ'.h TRl 44 o3 1 g 5 4 3 x]
H acelio (el 'I'II |!'l = 8 B8 _'b 48 & 181409 H 4 1 1 0
— AR OEE O = ATIETLY @ ® & CaonioningTseciTAR 102
= - Flsb-o A E 380000 ® % CanweningTom e ol Pl










Main Efficacy Conclusions

TAS-1029] 8A. = OS(overall survival) Phase III 944 (TPU-TAS-102-301; RECOURSE)<
F3 o] e Hol= mCRCO theh 2719 HF WS v g3y & ddwke A+ (EU, US, &
T ) %@ dE IAE Ao w RPorg Z3Psk Phase I A4 (TPU-TAS-102-301;
RECOURSE)S %3}

OS(overall survival)® 7o) SHEE H} At}

Pre-specified 3}9lE4] 4 olYe}, KRAS ZH |, Hx X4 o|F A7 283 A e & k9
Ao e 59 0S 235 Hx9 #4%(primary analysis)®} d#4do] 3l

At}7}, TAS-102 plus BSC = 92F plus BSC I vl et wf, PFS 7} EAIAcE Fo3A Z7}3
St}

ofrlotoll A A& 38t Phase III 94+ (China, Korea and Thailand) (10040090; TERRA): global
RECOURSE 4ol AxE 5iwrdsis=rl. TERRA <ol RECOURSE £EHU$ FU3
TAS-102 Fowyy 2 &5Fo] sdsAl AR EAa, A3% OS, PFS ¢ DCROA SAIF o= F9

_ o 3
st AsS dEEsith




dEel hator H33F Phase 2 LAH(Study JOO3-10040030)0 A= A#= OS, PFS 2 =714
DCRE Z#E YeAT

Table 204 HoFE vle} o], RECOURSE <4teo] 0S A3+ TERRASF JO03-10040030 study
o] Aze} d#E A, TAS-1027}F Placebo ol B3t OSE AFAIA Tt A& HoFEoh

3709l dAtoll Al Tumor response?] HI} A= TAS-1027F 9k thv] AW o] Control rates
o o7 FFA AT AS HERATL

AZHoE | TAS-102 9 9]¢l 0OS, PFS, Disease Control rate % ECOG performance
status 9 9}3} A7HS ESFSE a8 parameter ROl d¥AH o7 e

(53]
- 08 (RECOURSE®] PK 47 pop-PK 429 ZF59.0m, o s “2¥ 75 % Fvg 7
719 Yol B, 1 AH AF Ao HEG] JFL A FULOR JHED ofF UL

TERRA= PK $4+%.)

[eHd4d]

[RECOURSE ]

incidence of Grade =3 AEs % X3¢ #IHHA Qe oldwks @A S(the incidence of
treatment-related AEs):= TAS-1023-°] Placebow-ol H]SFe] &=gkov AubAQl oA W Al&
<& TAS-102+o] tjxwte] #ste] M =38Qlth (Table 4.16). 3FARH, AW A1 o] duh-g&
TAS-102 el H]3fe], fJ%kate] & ] ®IWSIIth. TAS-102 AH5v& =] THox of7|H+:=
SAE % AE9] HI% F7he} A gloleh.




|

[TERRA]

AT oA 13] o] TEAEsE Zd3F 3= 269 (99.3%) 327} TAS-102 +o]lal 118 (87.4%)
3217} 9] okt o] it

TAS-102 oA 2%& A3 BE 2x} (99.3%)7F 1 o]Abe] o dwsS Adslon, 9F
A= thEE Ak (120 [88.9%] patients)”7} 1¥H o]Ae] o] HlSS A3 1
A= A ok

AWA 02 Grade 30|49 TEAEsE fokdtol H]ste] TAS-102 TollA & vl &As9th (Grade
3: 127 [46.9%] versus 33 [24.4%]; Grade 4: 30 [11.1%] versus 11 [8.1%]; Grade 5: 5
[1.8%] versus 1 [0.7%]).

TEAEsE dutx o=z TAS-102+& 244 (90.0%) 1831 9F+S 70 (51.9%) Hi Y,
TEAEso| ¢f&9] =to g ®Hud AL TAS-10272 27 (10.0%) ¥ 9ok+& 13 (9.6%)°]At}.

% TAS-102 ¢ 63 (23.2%) ¥ 3} 2 gz 31 (23.0%) Ao AlA  treatment emergent
serious adverse events (TESAEs) 7} HFEAtt. 1WH o]ae TEAEs?E AFES =3 A=
TAS-10272 5 (1.8%) ¥ 2 k21 (0.7%) oAt

TEAEs, TEAEs of Grade 3, related TEAEs WA &S TAS oA §okt tin]&te] ko). 3HA
Hl okEZ=TS § 55 TEAEs 24§ 2 TESAEsE F T°] FAFst9th.(Table 4. 20)

rlo
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1) TAS-1029] AAYEE |AA 7]

~
B

(TPU-TAS-102-301,

aRRE

CELES

(G=7F 2391, olF84,

A}

3

RECOURSE) oA ¢

—

o] TAS-102 35 mg/m® BID+BSCE 2

kel
T

1= RPN
-

A

- oh,



ok
=1

- KRAS status % 12} o] Xtk o] % A

AN AR HAE 91 1Ee Ao} npbA R 1A F419] Aol AR T
T3k TAS-102+ BSCE 919+ BSColl H8] PFS (8 2 2+ F&A z
= 7H ok

2) ofAlo} (F=r, St El=) oA e eFiz 34 ddAIE (10040090,
TERRA)Z Global RECOURSE €At A 48 ZA3E - 3itt. TERRASA RECOURSESH 5
Al TAS-102E U3 &3 2 Fol ddow Ay 7] wjio] OS, PFS 2 DCRo] EA o=
o8k A S

(o
4
L
Ho
o
ol
o,
g

o] A A" 2 3 F23Y, oA, fE dAAE (Study JO0O3-10040030)°0 A
Ao faA dx= A4" OS,PFS 2 /4" DCR 2%4E R},

3 4 WSS HrEsk Ayl 9o thn] TAS-1029] AW A o] o34 A
H9eS o 4 9t} 3 RECOURSE ¥ TERRAOIA TAS-102 FoA] 9ekzt vlwa] ECOG
ol ¢l Azte] BA Ao R GostA ZF7tElr).

\)

performance status”}

5) QcoFsld TAS-1029] fFoAd2 AANANE, FRYPAE, A xd 8 2 ECOG performance status
olsl AIZHS ¥ 3E] SAHE BE a4 gl dXEA YERS T



23} olxdA dolE|: Table 59 WebglE 8 7HA A4 AldoA geld& 4= glt}d. ISS (Integrated
Summary of Safety)olA <SHAA HolHE= olE A A 35mg/m2 BID &0z ZxA2H
(TAS-102)E Fo93 E mCRC &AH(Safety Data Group 1, n=761)°] thaf] L ok=ia, 2709 ¢k
Z AAA S 2 E 32} (Safety Data Group 2, TAS-102 6469, $1oF 3229)0l i = Qi)



Number of Treated
Study Design Study Number Patients
TAS-102 Placebo
Randomised. placebo- | TPU-TAS-102-301 (Phase 3. Global®) 533 263
controlled. double- 190310040030 (Phase 2. Japan) 113 57
bhag Total for Safety Data Group 2 646 322
COpen-label JOO1-10040010 (Phase 1. Japan) 3 -—
JO04-10040040 (Phase 1, Japan) 3 -
TPU-TAS-102-101 (Phase 1, USA) 24 -—
TPU-TAS-102-102 {Phase 1, USA) 20 -—
TPU-TAS-102-103 (Phase 1. UK/TISA) 33 -—
TPU-TAS-102-104 (Phase 1. USA) 14 -—
Toral for Safety Data Group 1 761 —

* EU, Japan, USA and Australia.

Fe FoUA F49 AEsE Q% 304

Eo 7o o] s HAE] ol AT wiek go] %
=i
=

SUY:S

=
g aol =AY S mCRC &AkwolA] TAS-102 WefA 2 F3kth Toid AEs 3 A
Al AEsv= flefuroll A Bt TAS-102wel4 RIE7F wokrl; TAS-102 Az #He A o

RECOURSE®I A= TAS-102 o] 973 nus)] o =2 WEE Bol 9 71x o[ =do| 949
O TAS-102+ (X B7]7F 6744 )9 AA A<l
PR A9 48 a1, wpEbA] TAS-102wol A flefatHt) o e o] dAbd] T A7lsAdo] dctar g

[Se@AT R FRANAM 9 FHA]
1. 278

TO-TAS-102-106 9JAIH2 TAS-1029] FEF=E3H by 2 dekdd st 7hgele] Ja+s
A7 gk JAaE 18e @ AZE wiE FEEo 71 3212 TAS-1024 F ol :
FTD®} TPIo| gt =F%vw k& o8] S7hshA] @t 1y $5 59 (HgelE 7Hx
A 5 5 W Grade 3 o] dF W FHIZI/E YEET o] x5S FTD %= TP #Hr}

, 9 2 bAA A B 7]z WEl R RSkl gk TAS-102
T Stk o] AL 1 Aol tEet T E el AdH e Ze tE 27
A

i




TAS-102+= A s 2 A5 7ol dxpoA d8s 57 Al 714 e Aoz AEAAUC. 1Y

U TAS-102% o] =gilo A S5k e T35 (Mol 3

TERRA 1A &l S8 Frle] 1.6mg/dL ©]/e]lar AST % ALT7} 4%k (ULN)9| 385 =3
st Ak ATFdA A, AARE A kTt

2. Aol

RECOURSE A&l TAS-1025 Fol 3 533 W] sz A4 45 2 559 Ao gx
= 747} 306 W, 178 W 2 47 W o]t} UwtH o ® TAS-102% AT T T8 Ao x|
A g&drt AT AT BReg 3o v & AFELA LT ST wE FUHEou $5 %
o] Aol A} (o]l o] FAeolEld HAE 7159 1/4 (23.4 %) mwkel A S 4A7F L

o,

AEs, Grade 3 ©]4¢] AEs , A &E-¥¥ AEs T SAEse @wtxel @& #ds) 44 A%
Be Al s Alololl AAF ztol= fl oy, TEE A

H] Grade 3 ©]4¢] AEs® SAEs AEo| =tth. dosha HAMY v B9+ B 27w
7k ghztel wlE] AT Eve SR AFeidte A o wka, dEF gstd sy
ALP(alkaline phosphatase), AST(aspartate aminotransferase), W& Fw 3 A I oleld (F7}),
U AYEFHZNA Grade 3 =& 49 HE7t ¢ =94t}

TERRA A o)A 1.5mg/dLET =& wo]~gel I olE)ld FX5 717 x= AFoA A9
gormz HAE A okt

6.5.2. 34193 ¥ (Pivotal studies)
6.5.3. H13 A A A & (Non-pivotal studies) (A1F5t 32
6.5.4. 7]E]-?J’8'/\]f§(5upportive studies) (217 39
655. 1/] 0|49 AdA A& AFEA RTA (AoFe &
65.6. ABE AP & BIA(CID 53.6) (ke 52
657. &4 Ao UG 2o ¥ AE
658 AAY A g 8ok P AE
6.5.9. %4*4-34611@ B7HCTD 25.6) (Ao 313
A9 ey 9 FFHA & JH o

AAE7Fs e 584 mCRCE dAH oz Hol glom Xgo] 8 HA AE:ALY F4¢sto|t.
Fluoropyrimidines, oxaliplatin, irinotecan, anti—-VEGF therapy, % RAS wild-type?l % EG
inhibito® AMPA5E Wil EFAo] &elgl CRCEA ] gt AA w5 NCCN 7fo
trifluridine—tipiracil (243X A (TAS-102)), regorafenib, 943 A& zte] = BSCE 47FX
t}. NCCN 7jel=gela} wpd7bA| 2 TAS-102% 3 F9sHs] (ESMO) 7ho]=ehelel A
a8 22 CRC A5& v=3 EUNA H]5zs}t},

TAS-102% A2 A= Ao BE A H A regorafenib®} 2 Aol Urh

AR BAZB(TAS-102)0] oF4 FAHA & FHolro} Z7tl s AnHFHoE BAZA
(TAS-102)& AH&3taLzr 3= mCRC $haboll Al st o8t a7} ol 9l
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EAZAH(TAS-102)e AFHA8E e mCRC &}, ZF #2999 mlAE Fo(fluoropyrimidines,
oxaliplatin, irinotecan, bevacizumab, % cetuximab B+ wild-type KRASQl 7% panitumumab)®
E5AY BEUSS X283 d5H A5gdo] Al AT, oA AT & e b L2
o)
=

(1 A= cycle).
S ‘NTAS 102)9] a5 A4" FA, olswd, 1 A 34 dFAIFAA dFH
]

29 7 seael 24 o
EALY(TAS-102)9] dy TEnRAe HPARE we B9 A48 B84, B FUssay
A Ay mEe ;@ W 58 £§ sbssta Belsh golsith Ee TAS-1022 s 99



A 2 A g Ay 9 2871 TAS-1027 dA4 AH&¥ & fluoropyrimidinesol] thak A
= ) A A5FHAE ATT F U5S e

Pivotal 1Al A #zE A= Mgt unmet needE 7H Aol A wighA gt a7t

AT ATk wEbA TAS-102% Eddsistayel B84 =& &

WEd dold g Ao A AFL AR gude Am FHS AlFer)

6.6. 7t A E

- TAS-102 =& 7FA] TERRA study data (3=7¢l 94 dlole))E &3 7fuxa A& gk
ARAE

- Zba@A] A T A HE6 Al2euE(E
32 &9 regorafenib7}A] Qo2 RE 432 Q

- AEs A ofAloHF =, S, Bl =)
ek TAS-102 vs 919F AJAF(TERRA).

- pop~PK 25 5& TERRA §43A1@elAM 9] PK 445 AE3t 3

- 71k AR EA A A AR(FE, v=, F1 7FEA AlEE pivotal AR F) F7 A
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6.6.1 7t2A ¥
6.6.2. ICH E5 5& Do W& 29 4 %7}

6.6.3. 7t A EH 7}

6.631. %58 A=

6.632 AAA-FEA AR

6.6.4. 7}ag 7o thgt AAAA

1. W=A 74 97b M2 golo] xbo]7b AL (less likely ethnically insensitive) SFE = ¥
2. SaA Hy 23 vuw

- 14§84 @ANSE oS, AA mOS7h 7.8 vs 7.1(HR=0.79), #%¢ mOS7t 8.1 vs

5.9(HR=0.77)= fl°F WiH] Fa4 A
3. b H7E At W

A7 P Aol DA &2 dolA CRCe 4%
AF-E 7l HAY.

H %
i = | =
e 99 39oE, Moly CRC 23 & o F BAE
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—

- Study®] Z¥H A WEW, investigation T T TFTTHA, MHAFEALTLE ofA|ofQlol A
253 ®o] B, TERRA AFolA FTodadAx T34, NIF5047F 27 30.4%,

45.1%°01 4 AT A} skl e £2 vEql.

- TERRA study®l A, @A zptol A A yelhd o] At-&(AE) WY, wid 3 04AS daws 7
2, AU ER S FE SOl Sl o A el
TAS-102+ AE AA(2719) = 21(559)
1= 36.5% 16.4%
BHE D2AAS 17.0% 0.0%
AT 2UA 14.8% 5.5%
=928 EIt 10.3% 0.0%
- grade 3 °]¢9] AEZ wluslH JF3F Aol= A FUe. WS TR TS Has 9 9y

T AT A9, G-CSF o= #Estn Fof 7hedh
71 9] opafol QIFI 11 9] Q1T Atojell well Hi= Aol gl LR
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4. TFNA: kA AEE dEAAEE T P ASETA6S UHro] wE JtuAts g ehdek o8 A7bE.

6.7. 4ol g AAAYA
- EAZAH(TAS-102)S HAZFAEE TS mCRC &4}, ZF 2289 vlA Y Fof(fluoropyrimidines,

oxaliplatin irinotecan, bevacizumab, % cetuximab ®=¥ wild-type KRASQl 7-$ panitumumab)

F ESSAY BEUSS 38 A5HE AEFAe] AgAd A, oA B 4 e oA =
23dSS 7 e g0 gF9 A5t Aotk
- Fojge 24 2 3

2 3], o}, A9 A% 1 A7F Yol 547 Fol,
o (1 A= cycle).

- BAZAH(TAS-102)0 &5 A8E FAAMAE, olsWA, fFzx Al 34 AEGAFAA A3
t}. TAS-102 A& 0S, PFS @ ECOG PS7F 2 o)A o & o1dly = Az S7bo] tjsh A% e
A olHE AT we dFA o] ilEEJ 7 skl wel AA d@EA BEPoh
RECOURSE ¢4A1d¢] HEFEA (2014 @ 10 € 8 A74A F7F 5% %3 $8)0 & TAS-102¢
AN 7.2 ML FGHolE © 0S Fdwke] fokwt (5.2 E)EY 2 AY Arpe of%

3 TAS-1029] OS o] A2 PFS 3 DCRoA flofrt; BAIH o2 fofu|et 9-dAde ofs) w3
=

- TERRA IJAIEE ofrole] &7kxts Al&S fle Algoz wety tA g Al eltt. TERRA
AFAIFolA OS Fdak> Sk 7.1 /1Y tiv] TAS-102 oA 7.8 /Lol ar, AFEES §]fd)
i 21 % (HR : 0.79) A&k TAS-1027 % $JeFa*iF PFS f9g ztoli= HR 0.43 (P
<0.00D)e A #HZHTt o] dFAES 93} vas] TAS-1027F A2 frofgt AEadsE
EFS g5k

g &8t 24 ZH(TAS-102) A& #Hd AEsE TERRAS RECOURSE UAHA&ol A yebt
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- BEAEZAH(TAS-102)9] A Z2ude AP EE we dxo] Aygy B4, v Fddssa
HAe] A Z=2ads 18T o 53] 78§ 7bestal #Evt

dLEd9gel et SAE fith =594
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<EY 2> A8 &Y AY 2%

1 F5 18
3K AL FE(F) 371 2019-10-17
- =412420 2B HEAR s
A 242415 A, gy Ve
ZM2A400 1 14 164.644W 23 Z,
EZFd(E ) 20.00mg,
E] 7] g} Ak (8] 9] 2} A 2 498.19mg) (B 7F) 9.420mg
FAE 9 3
ZAZA5 14 122703908 13 =
EgZFd(E ) 15.00mg,
€] 2} o2kl (E] o] 2} 246.14me) () 7.065mg
o|do| ZFo VMY AL, AZeie 2 ol VEo
— 2 ok Aok 8e awow ARE W Ao glal, & VEGF A=A,
E_‘—_-..E"r
° 3 EGFR 2| 241(RAS A48 (wild type)?] A$)E (82 e 7o
AAY A58 ¢ Qe HolA AAAY st X8
(] HAA AETS U ZXA 3
A AEFE olekE ZAAE A 3t =xuhg*
1. 8% 7#H3E A4
5004 —oIukA el oJoFE 7H] &%
AFRA A, TE | e sAsigel ta Apwna
AR &SR o) Wue AR % FHzA 7
3
—/a)e) o] ol ALEl Wil B | ARG HREA (T AE)
A AR D ARG 22X B | YPE ALY EA (T Z)
7 o] HAF e
~RE Zg8 olakAlElel tlE
Haxe Wus AR
~A 3 F ZAHPMS)
2. 2% FAZ QA
Ao B2} AFA] ShAA | -~k el o]okE 7hA] BHE 5 7pALE FREA (0] )
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