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Ax ) g7 L g7 L 7R L 7z L
o g7 L @7 L 7R L 7z L
il i g7 L @7 L 7R L 7z L
s 7 L 7 L A7 L g7 L
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\ 16 | 477 | 418 | 59 BB O PG |
Aok | PHAO T T 828 | 56 LD E15%LLN B
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He.8 15 58.7 | 57.3 1.4 FE YLK o SR HY -
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X RV FEYERIA OSSR | .
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FRORELY, TRTOBREMTHA RT A OIRHZEEB ORI OH) EEYEICHEE L.,
TR HEUBE300mg [ h—T | EAEHERFI O EEENIEALL L TV D Il L7z,
P> T, B MBI 24EMFEME SRR ATV, H X Z B U8 300me [ h— T | [TEEHERL

il & DEMZR RSV HERR S iz,

AR
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56 & [14 X4 : PTP. ®lEHIA Y ]
140 & [14 $£X 10 : PTP. ®lEHIAY ]
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V. JBEICEEYT 4I1EH

1. MEEXEFIHE

1 MREX TR
OF TR IS BRI
Oflh - EME

OB

2. MREXIIHRICEET HEE

5. SIREX (I RICEET HFFE
(FMAFRERITEHRELE
5.1 AAl OD?JF??&’@EMI:#%@ B DHIMER O VIS L T,

B IR D

5.2 HAIKRE 21T 5 LB, T b TV A 7 U R GUBIEIET A 2 & Lo fb Ak DO 1

5.3 PFFEICEA L T, FIEHEFRIEIC IS T 2 A 200 K OV A MEIERENL L TUany,

B LL

3. RZERUHRE
() AEBRURAEDREZDS

6. AR UAE

o5 L, 20% 7 HEIKES 2,
Ihar1la—RE L THEELZEEYIRT,

FINARESUIHRIBEIIT AEUI BEZEH L, 75F =7 F VDK FY) & 9%

I CHEEMEMT 2, #ilE - EEREICBT DML FREIIE BEEZER L, A%
TIF LT 5EICIE CIER T 5, IEYIBRR R ELT - SRR O - BRI
(T OFUENERGA & OPFH T C AT EiEZ MM %, ERREICIR T 2 MBI L5 T
SRS & O T 2558 I DB 5, B3 aeidA L ot T CliEz T %,

AL AREEICHOOE TROBKGELHRE A% 30 2LNIC 1 A 218, 21 HRER#EA

R IR 1 [ &

1.31m?2 i 900mg
1.31m?2 L _F 1.64m?2 A 1,200mg
1.64m2 Ll | 1,500mg

BO&kE L, 20% 7 HEIKRES 5,

Bi% : AEmEICHOE TROBRGEZHREZ LAV R% 30 0LINIZ 1 H 2 [0, 14 Hf#E

&1 a—RL L TEGERYIRT, 2, BEOREICXVEERET S,

KRR AR 1 5] &
1.33m?2 A 1,500mg
1.33m2 LAk 1.57m2 Kl 1,800mg
1.57m2 LA | 1.81m2 A 2,100mg
1.81m2 Ll | 2,400mg

BO&E L, 20% 7 HREIKRET 5,

Cik : REMMEICHDOE TROKGREZHIRE & HR% 30 7LINIC 1 A 2 [\, 14 HHEEH

a1l a—XE L TRGEZBYIRY, 2k, BFOKREBICIVEERET S,

R HIFE 1 B &
1.36m?2 i 1,200mg
1.36m2 Ll _F 1.66m2 Kiifi 1,500mg
1.66m2 LA _F 1.96m2 A 1,800mg
1.96m2 VL | 2,100mg

D% (REREBICHDOE TROKR G REFER &/ B8% 30 7LINIC 1 B 2 18], 5 B HE




H#eh L, Ttk 2 ARIKET 5,

INERYIRT, ek, BEOREICL 0 EERET S,
IR IS 1 [0 &
1.31m2 A 900mg
1.31m?2 LA | 1.64m2 A 1,200mg
1.64m2 L) I 1,500mg

E

AREREHEICODOE TROFGREZHI &% &5 &% 30 57 LINIC

ARG L, £O%k 7 HFEIRES 5,

INE1a—RL L THEREZEYIRT, vk, BEOIKEIZ

1 H 2[[E, 14 HFEH

SV EHBET D,

RS THIFH 1B &
1.31m?2 AJiii 900mg
1.31m2 L | 1.69m2 i 1,200mg
1.69m2 LA _E 2.07m2 i 1,500mg
2.07Tm2 LA | 1,800mg
(2) RERVHAZEDRERRE - 1B
MUERR L
4. BERUVRAZEICEET HEE
1. FRERVHEEICEET 5EE
(Fheet@E)
1.1 £HEoORGHE QA RHE) FUTORKREREOHTZY OFENGEH LTS
- A7k 825mg/m?
B i£ : 1,250mg/m?2
C % : 1,000mg/m?
D % : 825mg/m?
- E 7% : 800mg/m?
1.2 {KRFE - WEIZTDOWT
7.2.1 BIEED CIECBWTCREITERANEE L-5HE121X, LTOMEEZZEIZ L TRE - &
ITH bk, rB. BHIEIC Téﬁﬂﬁﬁﬁbﬂﬁ%fg{f ZEWT Grade2 DIFMEEIENFEEL L 72
TaiZid, LT Graded DR - JEHELZSZIC L TRE - HEZZET 52 L,

IREE « JEOBE

NCI (2 X B FMD Grade HE&™ TR ] R oD ALiE TR B D 55
Gradel IRSE - Pl AN T AN
Grade2 #]FIFEHL Grade0-1 [T 2 F TIREE T AN
2 [A] H 3 H GradeO-1 |ZHEPRT 5 F TIRHE T B 1
3 =] H 7 Grade0-1 [T 2 F TIREE TR B B T 2
4 [A] H FE B BhHH Ik - FREARE] —
Grade3 #I[FEIFEHL Grade0-1 [ZHRT 2 F TIREE T B P 1
2 [A] 2 FEHL Grade0-1 [T 2 F TIREE TR B B T 2
3 =1 H 7 E BhHH Ik - FREARE] —
Be Gk - R AR]
AR S R
Graded HIE%H IR i Ao BB 2
Grade0-1 |[ZHHRT 5 F CThe b




EREORE « PEOHEITIEC THEZIT O, UTOHEEZZBIITDHI L,

- 1,250mg/m2 FH 4 & TH G- 2 BAts L7256 OJERF O 55

1 EH=
IRt R 1 LR 2
1.13m2 i 900mg
S \ 600mg
1.13m2 2L F 1.21m2 R 1.900
1.21m2 2L | 1.45m2 K =PPmE 900
1.45m2 L) |- 1.69m2 A LE00 e
1.69m2 Ll |- 1.77m2 At OUIHE L 200
1L.77Tm2 b | 1,800mg <UUme
+ 1,000mg/m2 #HY & TR G- % Bt L7216 O ERF O R 5 &
1 EH=
IRt R 1 LR 2
1.41m2 A 900mg
. ‘ 600mg
1.41m2 2L | 1.51m2 FJifs 1.900
1.51m2 2L | 1.81m2 A =PIme 900
1.81m2 L | 2.11m2 il . e
2.11m2 Ll I OUUIE 1,200mg

1.2.2 —BEE LIZBICHEITITDRVWT &,

) BiEIC X AENEKRRERICHB O TIZ NCI-CTC (Ver.2.0) 12XV Grade ZH|E LT, FE
JEGERRIILL T ORI EREEIHE -T2, Fi2. CIEIC L DZENBERRBRICBWD X T RIEREE LS
¥ T CTCAE v3.0 Xi% CTCAE v4.03 12 X Y Grade Z¥|E L7,

Grade fife R R 3 K RE AT
LU, i, eVel -F7 . .. _ .
i N z = : 7P SER
1 N — H 5 AT ICHIR 2520 5 2 L1372 WER
2 PR 2 £ 5 A 9 1M R SR RLBE H i AR I IR &2 52 0 F D IR
3 BRI, {85, A, TRVIE A H 5 BTS2 2T T E 72V ER

YT HER D Grade 23 EHE (BRARTEIR, HEREFFIR) T L2WEGATE, L0y &

T& 5 Grade 45
(FHFEEX ST HIE)

1.3 fLEERE D & 5 HER2 MO PIRAREE IR IEIIH LTI I F =T KON T AV X
~7 (B z) LORATOIBRORAELROHEIL, Y AIF =T OB IR EBRT D2 L,
CREUIRTRELEST - BROKEE - B

1.4 KH| & O Do FUEEEANE, [17. KK E) OTHOWNEZRM L, ERNIORHO
HA RTA LU EEZBZIZ LT LT, BEORESH AMEFERIERICS U TEIRT S Z &,

[17.1.9-17.1.11 ]
(BREIZE T SR ERLEEE)

1.5 A& DT DM OPEEMESANL, T17.68KEE] OEOWNELEZ B2 L7 ET, BE Ok
REOS AL SEIRIERR IS U CGBRIRT 5 2 L, [17.1.12 B ]
(FEBERUVBEIZH T 51T ML 2EE)

7.6 HGHRIN 8 a— R &A= HE DA O EVETHESL L TV 720,

(i)
1.3 TR ZOFH T 2 3N, RSN OV A RS R O KGR EE E OB Mz D
TJ (F0 645 5 H 31 BATESRIRGES 0531 45 1 &, [EIRMEHFE 0531 &5 3 5, [EIKZLH 0531
B 1 BNCES & MEFHERED & 2 HER2 BMED FIRARRE UL R LR IS5 L TARFIZ > 7
F=T RO T AY A~T GhiaTHHz) LA 2BOBEEEBRLE,



5. ERPRALIR

Q)

2

®)

(4)

BB T — /8y i — O
TR L

i PR ZE B S B

CAEVIRTEELEST - BROKEE - Bl

ERE 1/ 0 EERRAER

HETT « SR PR RS « EIGHE BB & k151 XELOX ##iE (KA & A4V 77 F o 4fH) . XELOX
+BV #iE (XELOX 1L & "NV X< T H) %2479 #2505 L7z (%) : 1,000mg/m2 1
H 2\, 14 HE&G - 7 HREIRER) . 1T - BB - B E EE 1239 5 XELOX A D

FERNFHIL 66.7% (4/6) TH V. XELOX+BV HEIEDO =1L 71.9% (41/57) Tho7-, £7-.

XELOX+ BV LD HE s A 7 M (PFS) O i 336.0 H (95% 5 #EX [ : 293-380 H)

ThHol-,

BIEM X XELOX # Tt 6/6 # (100.0%). XELOX+BV #% Tl 58/58 5 (100.0%) (2

L7z, ERRWER I, XELOX #ETIEELD 6 61 (100.0%) . KIMERE =2 —0 /8 —6

Bl (100.0%) . BAKAHR 5 B (83.3%). FHI4 6] (66.7%). TIEIEMERE 4 5] (66.7%). &7

4 5] (66.7%). 32 3 #i (50.0%). 4FHEEDD 3 61 (50.0%). Lx->< b 34 (50.0%)

G0 . XELOX+BV BIE CIEIRMMRE = 2 — 1 /8 —54 ] (93.1%) . BHRIE 50 f
(86.2%) . 57 48 5] (82.8%). TF/RIEMERE 44 5] (75.9%) . M.y 43 5] (74.1%) . GAFEILAE

e 34 1 (58.6%) . T 32 il (55.2%) . FINZK 31 5] (53.4%) . 4F HEREIED 29 f1] (50.0%)

BThoT,

AERICIERAER

(FMAEXITEHRILE)

ENATHASE O HRERPR R

AIVER 1 LU A ETOMET - FRABREICI X UL BT 5B % i L7z
(1,657Tmg/m2?/ H, 1 H 2 [FIpEFE S 21 AEESE - 7 BEIRIE) , A2 AT 561 22 11

XD ZEENHRIT 45.5% (10/22) Th o7, EIWEMIL 19/23 1] (82.6%) IZHRELL 7=, F72REIE

Mz e U re s E5 10 61 (43.5%) AR IMERTED 10 61 (43.6%) B JE 32 TLAE 7 61 (30.4%)

LDH E5 761 (30.4%). HifEkED 76 (30.4%) FTh-o7z.9

FREEAIEABR

1) BHERREIHER

($ERREIZH 1T S TR EEE)

B E ARG R ER

SAEHROIERAY 0 < 4172 Dukes C OfEMEETE (1,987 ) X5, 7A0Fr T F )L - 7R

U F— R (5-FU/LV J&iE, Mayo L2 A L ED) I h Lo 2 B U g & Hph e 5.4 25 B 4

Fhi L= (B X8 1,250mg/m2 1 B 2 [E, 14 HE#&S - 7 BEWAIR), TR, #

SEAETERAR . R, 24BN T, AU Z B UEED 5-FULV ¥&EIC

% IELPED ERE S duiz, 6.1

1) ARSI 5 5-FULV EIEIZENTER SN TWADLARRY F—F -7 rdur oy
JVRIER L AREKR Y F—h « 70Fa v Bt EED i - HEL 138
Do

BIERIE A R % B U BERETIL 868/995 il (87.2%) 23 L7z, TRBIWERIL. FEIEMRE

594 il (59.7%). FH#i 458 il (46.0%). (> 326 B (32.8%) HThH-o7- (W~ AT H :

200444 A1 H).?

SN E ARG R AL ER

SAEHROUIERAY i < 4172 Dukes C OfEM A (1,886 ) X5, 744 r T Z )L - 7K
U — MEHE (5-FU/LV #&¥E, Mayo LY A ¥ D% Roswell Park L2 2 ) Xix XELOX
JE (DB EEEEAX T T T T UH) 27 0RBRE = L7 (B X e

1,000mg/m2 1 H 2 [B], 14 HEEG - 7 HEWASE), ZOREER, BRAFAHMIZH VT XELOX



VLD 5-FU/LNV BIEIT KT 2 B0 fed8 S 47z, ®

1) AREBRICEBIT 5 5-FULV EIEZENTER SN TWALRKR Y F— -7t ey Ty
NWHRER VAR Y F— b« 7uAa v T VRGO EO Ak - E L TR
Do

FIVEIEL XELOX #745 TlE 921/938 il (98%) (238 U 7=, 22 BIVE R 1., #pi et 730 411 (78%) |

L 618 B (66%). [ 564 5l (60%). MEMH: 406 61 (43%). %57 325 5l (35%). T-/iE

=R 273 B (29%) % TdH o729

CREVIRTRELGET - BROER - BEEE)

#5155 I AREG PR A4 BR

AR PERE RS - AR 2,035 Bl xRz, AxFHVFIF - 7uguarT bRl F—
~MEE (FOLFOX4 #%1:) . FOLFOX4 i+ 754 (P). FOLFOX4+~_ 3 X<~ (BV)
JEyE,. XELOX %1%, XELOX 5% +P. XELOX+BV WEEA1T O B2 FEfi L7- (KH -
1,000mg/m2 1 H 2 B, 14 HAR#EL - 7 AEIREE), HEHEEAGFHE (PFS) 2 FZRHM0HEE
AT (0S) ZEIRMGHETER & L7z, ZOfE%E, FOLFOX4 #iEICkd % XELOX #
TEDIEL TN FEARNT M OBIIRIFRNT TRl B LTz,

FOLFOX4 #IEIZx 3 2 XELOX WRIED IS MR A R

ESE A
FOLFOX4/FOLFOX4
S+ | +P/FOLFOX4+BV (N= XE’;%;E’;&%&E;Z : P
HH 937) (97.5%CI)
g (H) g (H)
PFS 259.0 241.0 1.05(0.94 ; 1.18)
0S 594.0 *3 600.0 1.00(0.88 ; 1.13)
Bl B RO
e FOLFOX4/FOLFOX4 XELOX/XELOX+P "
ﬁgﬁa ? +P (N=620) (N=630) ’(935%2;&
B HgefE (A) gL (H) '
PFS 241.0 220.0 1.06(0.92 ; 1.22)
0S 565.0 9 572.0 1.01(0.87 ; 1.17)

W2 PFS#H > b4 ~7H 20065421 H 31 H, OSH > b4+ ~7H :200741H 31 H
1 3) AR GAE R DB L 939 il
T 4) TR GAE O BH0 L 622 1
F 72, bR (FOLFOX4 +P/XELOX +P) (Zx9 B Ab22 A + BV SREE OB )Y 3= 21
Hre#w i, XELOX W24 T 5 XELOX+ BV JE OB ENE S B BIRHT TR T,




B RETRE T DA FRIE + BV 315 & OV XELOX JiEI2 % %5 XELOX+ BV #IED

PR AT A
£ HE OfE T
g FOLFOX4+P/XELOX FOLFOX4+BV/XELOX T
DIEE +P (N=701) +BV (N=699) P fi£(log-rank test)
R (H) hgfE (H)

PFS 244.0 285.0 P:06803023
0S 606.0 646.0 bt
O Wy i M7

ZTATE2 XELOX+P (N=350) XELOX+BV (N=350) NH— R
HH L (H) hdfE (H) P fEi(log-rank test)
PFS 225.0 282.0 P:06707026
0S 584.0 650.0 P:O(5804698

BI1EM X XELOX ##7%: (XELOX ##%, XELOX #i:+P) Tl 642/655 i (98.0%). XELOX
+BV JRIETIE 349/353 3] (98.9%) ZRIL L=, LEREIEAIX. XELOX #EETIL FHl 414
B (63.2%) . o> 395 5] (60.3%) . MEM: 262 5] (40.0%) . $EER 240 5] (36.6%) . %57 238
1 (36.3%) . T )R EMRE 198 1 (30.2%) % CTd ¥ . XELOX+BV &1k TILHEL 226 1] (64.0%) |
T 220 $1](62.3%) MEM: 157 1] (44.5%) . T/ AEWERE 139 41 (39.4%) | SRR 131 41 (37.1%) .
P57 127 B (36.0%) FETho7c (> FA7H 200641 H 31 H),

B E ARG R ER

AV TR TNFa T v R F— NEIEOTRIEIE N & 5 WA - 15 B3 627
Blaxtgilc, AxHV7FI7F 0 - Tt n T - R Y F— MNEE (FOLFOX4 #iE) &
XELOX k% i3 23kl 2 940 L 7= (&4 : 1,000mg/m2 1 H 2 7], 14 HEESE - 7 HIH
RIEE), fEHE A I (PFS) 2 RERHMIEE . 24 (0S) ZRIRIFHEER & L7z,
Z DOfER FOLFOX4 L% 9 5 XELOX BIEDIELMENRD H iz,

FOLFOX4 #iEIZxt 9 5 XELOX VA D IEL PEMEAT 75 5

AR E 5 FOLFOX4 (N=252) XELOX (N=251) NP — Kt
IHH P (H) e (H) (95%CI)
PFS 168.0 154.0 1.03(0.87 ; 1.24)
0S 402.0 393.0 6 1.05(0.88 ; 1.27)

5 PFSHy A7 H :20064£8 H31H, OSH v 47 H : 200742 H 28 H

1 6) fiRtT R GAE o Bl HU L 252

EIVER 13 XELOX #4 Tid 302/311 61 (97.1%) (238 8 L 7=, E72BIWERAIE., B0 181 41 (58.2%) |
T 169 151 (54.3%) . W@t 131 1] (42.1%) . J&57 113 il (36.3%) . $HEIE 103 5] (33.1%)
BCholm (v NAT7H 200648 H 31 H),




(BEICH T 5Tk EEEE)

) 55 ARG PR 54 BR

SR BIFRDY 20 S 7z Stage /MM i AE (1,035 ) Zxigic, Ria#lgs & XELOX &
B (RAEAXH Y 7 TF 0HH) &3 2508 a e L7 (R4 : 1,000mg/m2 1 H 2 [A],
14 HEE - 7 BREMASR), MR rm 42 EEHMEEE . 242 Bk ARHMEEE & L
7o TOFER . FOBBIZICKTT 5 XELOX JRIEDEBIEN GRS b7z, 10010

\ . N . ¥
SR A7 o Kaplan-Meier Hifg A LFHIM o Kaplan-Meier Hif

o —— — 1.0]

’ = REEEZ (5156]) 0o

0.9 — XELOX  (520fi) .

0.8 0.84

0.7 . 0.74

' - L 0.6 ] vt bt (et = b

u 0 h e (J_ . wmnn  FEEAEHEE (515f)
ff 0.5 7054 m— XELOX (5204
# 04 0.4

0.3 0.3 4

0.2 V=R (95%ZHEIEMD 1 0.56 (0.44-0.72) o2 NHF— KR (95%EHIEM) - 0.66 (0.51-0.85)

o | P<0.0001 (WaldfiE) o1 | P=0.0015 (Waldfisi)

U' ol T XELOX /##i8 #%2 "o T XELOX / #%i #22

0 3 6 9 12 15 18 21 24 2‘7 30 33 36 39 -1‘2 45 48 51 (A) 0 3 6 9 121518 21 24 27 30 33 36 3942 45 48 51 54 57 60 63 66 69 72 75 78 ()
<UAZREOREIE> <) A RED X
#EiBiE%: 515 442 415 388 353 332 289 255 211 188 148 120 58 25 22 20 6 0 FEEHIEL 515 473 460 453 443 431 415 407 395 379 369 352 344 329 316 284 247 222 194 163 137 107 81 60 33 8 0
XELOX 520 462 442 425 400 379 332 205 246 218 166 147 73 31 30 25 10 0 XELOX 520 481 468 461 452 439 434 426 418 405 392 382 376 369 361 333 204 246 220 200 168 126 92 67 42 11 0
7w hA7H 201049 A 24 H 71> bAT7H 2012411 H 22 H

BIVER 13X XELOX #75 CTl 488/496 141 (98.4%) (2% Bl U 7=, ERRIWEA . B 326 41 (65.7%) |
I ERIBE 300 1] (60.5%)  BAKIGE 292 il (58.9%) . KA ME = = — 1 /XF—276 il (55.6%) .
T 230 51 (46.4%) . W& 189 f5i] (38.1%). J%97 152 f5] (30.6%) % Th-o7- (v A7
H:20104-9 H 24 H),

2) REMHBR
ek L

(5) BE - mEANKR

(FHTEEXIIBEHRIALE)

ERN%EE T 1R R

AR 1 LU A ETOMET - BRABBEICHI XU ARG T 5 BRA S L7
(1,657mg/m?/H, 1 H 2 [EIpEIE, 21 HREES - 7 HEIRE) . A bR %5451 46 5112

XD RNHRIT 28.3% (13/46) Th o7, EHEMIZ 50/50 5] (100.0%) (ZFBL L7z, E72EI

TERIZ. FRIEGRE 33 B (66.0%) . ARILERD 26 61 (52.0%) . HIMEREA 25 451 (50.0%) |
U > gk 25 151 (50.0%) . BERIERID 19 61 (38.0%). B UL EME LS 17 451 (34.0%)

HEThoTz, 12

ERN% A O HERRGER

Rt %X VEZOELT - BRABREICI NV A U EARET 5B 23 L7
(1,657Tmg/m2/H, 1 H 2 [R/p#EB G, 21 HEEG - 7 HERSE) . AWM X561 55 612

*3 D ZENFIE 20.0% (11/65) Th-o7-, RIEHIZL 58/60 5l (96.7%) IZHBLL 7=, EeEIE

FE, FRSEWRE 36 6] (60.0%). AST b5 29 6 (48.3%). U >/ ek 26 6 (43.3%) .

LDH E5- 26 #5l (43.3%). #RIMERID 25 5] (41.7%) . BEAIR 24 i (40.0%) . FE.0 22§
(86.7%) \Al-P |- 51815 (30.0%) . A M.EkIE 1841 (30.0%) . B U L B E 5 1841 (30.0%) .

ek BRI 18 41 (30.0%) & TdH 7,13



(6)

ENE I tBERPREAER

xR URIEA] (X7 ) XX LT R Z X)) EHOMIT - BRIEEFICISVAYE
VEEE G HRER A e L7 (2,600mg/m2/H, 1 H 2 BEyERE. 14 HREES - 7 HFEIK
), HRWERRMT RSB 32 Bk D2 RIL 21.9% (7/132) Th-o7-, EIWEMIL 35/35 f
(100.0%) (ZHB L7, EREWERIX., FRIEMRE 29 1 (82.9%). il 19641 (54.3%), B
BRARHR 18 5l (51.4%) . NNk 16 B (45.7%) . T 14 1 (40.0%). W&EM: 11 il (31.4%) %
ThHot-, 14

EIVE AR R ER

RV X vVEGOMEST - BRIABRE DX Z LR ET 53 5R %2 £ L 7=
(2,610mg/m2/H, 1 A 2 [B53HIE S, 14 AE&ES - 7 BEIREE) . A MR 545 135 i
RS D 221X 20.0% (27/135) Th-o7-, BIERIX 150/162 #1 (92.6%) (ZHBLLZ, &
ZRBEIVERIE., TRIEMERE 91 61 (56.2%). i 88 1 (54.3%). ol 84 f3] (51.9%). NEAH: 60
Bl (37.0%). ¥ 59 f5l (36.4%) ZE T ~o7-, 1516

BIVE T ARERRERER

NI Y ZXENAVT NEZ B2 VEOET - RILBEFIC U Z E U sEL G 5
R L7 (2,510mg/m2/H., 1 H 2 [E55EE, 14 AFEEE - 7 BREIRSE) , A 2PEMT 5
1 69 Bk 5 BhFIL 24.6% (17/69) Th -7=, BIEHIX 66/74 i (89.2%) IZHEL LTz,

FRRIERIT, FRIEBRE 46 £ (62.2%). T 43 B (58.1%). Hul» 41 #1 (55.4%) . NEAt:
27 5 (36.5%). % 25 i (33.8%) ZHTH-o7z, 17

ARAIE A

1) ERARERE (—REARERE. BREERBRERE. EAMBLERAZR). RERTERT—

AR—ZRE. WERTRERABROAR

AR L
2) KBEM E LCRETEONEREREL-BE - RROBE
AR L

Z ot

)

AR L



2.

VI. EEEICEHAY HIER

. EEZHMNCEAESH HILEYMRITIEEYEE

INFasgL. THI—), THIT— 0T REI 7Y 5
EE  BEO®H Db EWDOREE I EFIX, KHOEBEBTHRLESHTH L,

KIEMER

(M

(2)

®)

YEFRERGL - fEFRHERE

T B ENTIHEE L RO EEWI S, R CTOLRF LT AT T —FEIZLY
5"DFCR (2 S5, I E L LTRSS ET DT oo 7 I —Bicky
5"DFUR (ZA#a S5, HIZ, FEEHMRICHE LSV THFEET LTIV FRARY 7—BI kY
IEMEARCTH D 5 FU ICEB S NHUEBEN R 23T 5, 5-FU 1L FAUMP IR sS4, 73
/vﬁi R N 5,10- A F LT b T FaiEi s MEESRE KT 5, TORRET

DR EIGIT D Z L1k, DNA &z ET 5, 72, 5-FU X FUTP (2 S,

UTP O 0 IZ RNA ICHEVIAEN T F-RNA 24 L, VARY—ARNA KA v T¥
—RNA OHREAREET H L EZ LN TN, 1819

HEMEENF T HREBEAE
1) FEEEIRAY 5-FU D ER
bt hMEGE HCT116. CXF280 KT COLO205 ¥k (v & Bz th) X — R~
ZZHRU Ay (FBOkE), FEF 710 Yy (5-DFUR. #&A#%5) RO 5-FU (&
H/“Vﬂ&“ff) EEEAE (BEIBRGRORKME) 5 L, REFICEBEHAR, L,
$Ep o 5 FU E2E Lz, h_Xv ¥ b~ o 2 CREHBICEIRMICERED
5-FU DI S 7z, BEEHL 5-FU AUC (35 A & OULEF o 5-FU AUC 12k~ =
VUG TENE 22 (5L 114~209 %, 5-DFUR &5 CTENZ4 6 5K 21~34
EEVMEZ R LTz, —7. 5-FU # 5 Tld, 5-FU I3EEHRRIL 0 Tl < R KOS
BRI LTz, Ay Z v b~ 20EEMRS 5-FU AUC 1% 5-DFUR K *
5-FU # 5.~ v AJEEHAFE 5-FU AUC (2, ZN 24 3.6~4.3 [ Y 16~35 %=\ M
R L7z, 20

2) mEBMR
"RAENE e N3 (ZR-75-1. MCF-7. MAXF401,. MX-1) . &~ (CXF280, HCT116,
LoVo, COLO205) XUt kH¥E (MKN28, MKN45, GXF97) HfEX— K~ 7 X1Zx L
T#H@“ ENRD LN, £7o, MOTUEMEEEA S ORI XL Y . HUEE IR OHEH
Wb 57, 2029

ERFIRERR - Frfhsf
RS L



VI. E¥EhseIcBi9 518 H

| MSREOHTS
(1) AE LA MR
R L

(2) RSB CTHREIA-MDERE
1) AETEELEESEOMmMEREE
BT R 12 412X X B 829mg/m2 F VA Bk ICHER A& G Lzt &, B %
v, 5-DFCR, 5-DFUR KO 5-FU I%, $54% 1.1~1.3 FFH T Crmax (ZEIFE L, PR
0.4~0.8 BT L1z, 5-FU ® AUCast 1%, 5-DFUR D) 1/20 T - 7=, 29

AETHRE LIS E OFYERE ST XA —Z D (n=12)

Lo Tmax Crnax AUChast tie
(h) (1 g/mL) (1 g+ h/mL) (h)
TR H e 1.1£0.7 4.85+3.74 4.77*£2.51 0.42=+0.70
5'-DFCR 1.3+0.7 5.35%3.04 9.631+4.25 0.79+0.19
5'-DFUR 1.3%+0.7 4.33+2.09 6.96+1.66 0.67%0.11
5-FU 1.3+0.7 0.25+0.18 0.39£0.20 0.69+0.17
mean=*+SD

F-EEEEEE 16 412 251~1,2556mg/m2 F VDFH 58T, I Z v K OSN#ED

Cmax. AUCuast 3% G-2=IZHAI L THEM L, WIEEG#Z DT~ 2 e v ROFRHH O I7%

WENRE A 2 7R3 2 & AR S iz, 29

W) AR SN - ARIRREHEICS DT TAEKOD AT 1 [\ 900~1,500mg
Z. BiETIX 118 1,500~2,400mg %, CiLTiE 1\ 1,200~2,100mg %, EJET
I% 118 900~1,800mg % 1 H 2B TH 5,

2) BETHREL-BAOMBEDEE
TN EEE R 20 BTV A 1,250meg/m2 2 A% 1 B 2 BhE AR O%G L L
x5 1 BAF2O B~ Z v, 5-DFCR, 5-DFUR K} 5-FU O ix, #
54 1.7~2.3 ] C Crmax ([ZEIEE U -8 0.565~0.81 FF R Tl L7, #&5-1 H B @ 5-FU
® AUCiast IX. 5'-DFUR DO#J 1/30 Th -7z, 5 14 HH OIEWEHENT 2 — XX 5-FU
ZhrE ., YA % OME EZIEFRETH - 72, 2020
H2) B5 1 HHEIX1,250mg/m2 Z8iR%IC 1 H 1EROEE L,

B ik TG LI2Ga OEMENTE/ ST A —F Dk

e Cmax (u g/mL) AUClast (1 g+ h/mL) n
1 HH 14 HH 1 HH 14 B H 1 HH 14 HH
TI_RAZE | 4.80+1.75 | 4.19+2.55 | 6.91+2.40 | 6.14+1.92 20 19
5-DFCR 5.95+£2.50 | 5.20%£1.90 | 15.1+4.31 | 14.1£4.58 20 19
5-DFUR 6.02*£2.49 | 6.569+2.83 | 12.8+3.74 | 13.0%£3.31 20 19
5-FU 0.22%£0.12 | 0.38%=0.21 | 0.45*£0.18 | 0.71=*=0.23 20 19

mean=*SD




3) AEYMFHIRIF AR
HRUHEUEE 300mg [ h—D ) LPua—XEE 300 &, /7 uAA——iElk Y ETnE
58 (IR FZEELT1,5600mg) HANEESE (n=40) [CRFZHRBIFEOEKE LT
MAE ARG E 2 JE L, 156 N7 3YEhE Z 2 —% (AUC, Cmax) (22 T 90%
1EHE K BB CREGHIRIT 217 - 7245 8. 10g(0.80)~1og(1.25) D&EIPHNTH V. Al DLW
PRI SR S T2, 29

(ng/mlL.)
2500 A
‘ —O0— A EE300mg h—17 |
2000 A —e— P —45E300
i mean=SD,n=40
51500 -
1|x
i
& 1000 A
500
0O T } : Q
0 2 4 6 8 (h)
FF 4]
EMEIRE/NT A —4
HIEINT A—F BEINT A—4
AUCO—S Cmax Tmax t1 /2
(ng * h/mL) (ng/mL) (h) (h)
AR A E $300mg [~—"7) 3868 +1475 2645+1102 1.9+1.2 | 0.5%+0.2
' o— & §300 3968 +1807 2645+1260 2.0+1.2 | 0.4+0.1

mean+SD, n=40

M AEFR N ONE AUC, Cmax D /3T A—2 13 #ERE OFIN, RIEOEEE L - R
DR EMIC L > TR D ATHESERH 5,

AEFIDHFENT A= ONBEREDOTHEDER UV 90%EEXMHE

INT A —H AUCo-s Cmax

NI D 7 1og(0.9901) log(1.0274)
SEHMEDZZD 90%EFHE X | 10g(0.9375)~10g(1.0456) | 1og(0.9251)~1og(1.1409)

(3) s
PR L

4) BE - HRAXDOZE
1) HEElE DHBEER
B ERE 12 BT ¥ B2 1,250mg/m?2 2 B%KBILT VI =0 A Kigb~ 7 %
U L EETHIEEA L PR G L&, B Z B RO 5-DFCR @ Cax 1 ER % 5
LR LT 14~21% LA L7 b DD £ DO ZEITE O G-z GhEA
T—%) .29



2) JLIT77YEDHEEER
(VI 1. BENEEZOHA] OESH

2. EYRERNTA—S

3.
(1) A E

5

(1) A E

LR L

(2) RIGEETEH

R L

(3) HKEREFER 20

kel : 1.6482+0.4514hr? (HARANJEEE . B%ZHERROBES)

4) 2UF7S2R

TR L

(5) D TEHE

AR L

(6) it

R L
BHEE (KE2lL—3ay) @i

TR L

(2) RSA—SEHER

AR L

R
LR L

Pkl

() mik— BB

VI 5. 7340 (5) EOMOMBE~DOBATIE] DESH

(2) % — AR @B

<HBE.vTA>

iR~ 7 A UC R AR Z v (198mg/kg) ZHEREO#KG- Lz L &, HEHREDH

DBATHRD BT, 30

Q) Eit~DFITHE

<HBE. <>
VIl. 6. (6) il DOESH

(4) BB~ DFITHE

AR L

L
=]

Ui

ES



(5) ZD DA~ DEITHE
<HBE. <A P>
< 7 ARV IUT UC BT R Z BB ERER 198mglkg & TN 54mglkg O F & CHERE
AL Lz & & BSBRITECOITIN S 7%, RNICIAS 040 L7 Ay, #5144 24 RfEE
TIZZEDIFE AV EDMENI VK LT, B2 e olln, . BEICEES-34 5 e .
JElg, BT DRI D o 7203, HEHRED I ~DBATIZIR N~ 72, 3D

(6) mIEEAREA
LR L

6. st

(1) ABEREL R U BHRRR
HREEANIHNVEF NV T AT T —EIZLY 5-DFCR (fR#f s, Sl Ty ers T
IS —Fizk v 5-DFUR ~&# x5, 5"DFUR IV Y IV X7 LAy RRAKRY 7—F
(PyNPase) (8 hOBETFIVUFRARY Z—8, FoHWHEOLET Y VU FRARY 7—F
NEE) 12k 5-FUICE#HEN D, 32

(2) R#IZBEAE5T HEBEFE CYPEH) OHFiE. F5F

t MiF 7 ey —AlSE AN Th~ 2y, 5-DFCR. 5-DFUR. 5-FU K& FBAL m#
%R (CYP1A2, CYP2A6. CYP2C9., CYP2C19, CYP2D6. CYP2E1l, CYP3A4)
~DEB A in vitro TR L7, FOME., h X0 ¥ U3 ER ETHEE S A g IS
BISEMIREE (59 0.015mM, 5.4 4 g/mL) @ 7 {f5IZFEYS T 23E (0.1mM, #9 36 1 g/mL) TiX

PHEEIERRD AR D o 7223 130 {512 S 9~ 5 @i (2mM, 9 700 1 g/mL) (23T CYP2C9,
CYWEL%W%ﬁ<mibko*ﬁ RO TITIEM A HIEE SR R~ OB R 72 FHE 17
O BRI T, 39

(3) DEBBHREOEREUZOEE
AR L

4) REYOFEDEERWEMEL., FELEER
RS OIEEDOFHE A
TEMERE ORI N T A —4 - VI 1. (2) KRR CHEER S ZIPiRE) 25 M,

7. Bt

TG - B ERE 20 41T R FZ L 1,250mg/m2 AR ARG L L x| BE% 24 B E TS

FH-BED 69~80%IZF Y T D BB IR ~HE S vz, 2D 9 BHRZEMKRD IR PRI I3 3% &

K%~ L, FBAL |34 50% % 7~ L7z, 26.27

E S R 6 4412 14C TIEFR L=~ ¥ B U /KRR 2,000mg 2 B% HEE OG- L&, 7

H B F CORFRAEIEERIIE G 2O 96% /Y L, #HEDOIZE A ENRPICHRES Lz, R

@#ﬁi KEbsy CF¥) 84%) 723 Beh-1% 12 FERILAWIC BRI S v, 9 144 BRI T2 T L7, IR
RO bR e OREIL 5-DFCR. 5-DFUR. 5-FU, FUHs:. FUPA }(* FBAL

ﬁ%@\itm @ b REIT 5'-DFCR, 5-DFUR. 5-FU, FUH: %! FBAL T&

S 7, MAER R ORFIZE T DRBERE & LAV OEHDBIZIERK ThH -7 2 L b, it

&UR¢K$%R%%%@E#5ﬁ%%m@w:&ﬁ%@énk(%EA?—&LW

8. I UAR—E—IZEHT H1ER
BRI L

9. BNZHFICLKBBESRE
BNy A



10. HEDERZEHTHEHE
BEaEERE
B RE 2T A OBMELZ 7 LT F=0 « 27U T T A2L - T, B (>80mL/min), B
REfEERE (51~80mL/min). & E (30~50mL/min) X OVEE (<30mL/min) (Z/%E L.
HRUZ B 1,255mg/m2 P VAR OFKE LT-BO Ry Z e r 2D D AUCie (ZLLF D
LBV ThHoT UMEANT —%), 39

B RERRE B LR D X X B O D AUCine (1 g » h/mL)

JLVTF=r 7 )T T A (mL/min)

L& >80 51-80 30-50 <30

n—==6 n==8 n—==o6 n—=4
TR H e 6.24+2.06 5.98+3.06 7.88+4.32 7.79+4.43
5-DFCR 11.6+4.12 12.4+2.25 13.5+17.18 12.0+2.09
5-DFUR 13.7+2.62 13.8+3.57 19.4+7.16 23.4+5.38
5-FU 0.87+0.45 0.57+0.17 0.78+0.27 1.07+0.43
FBAL 39.6+14.6 42.6+12.8 73.5+28.2 142+53.2

mean=*=SD

WD) AGR SN - ARIARREHEICHDOETAELKOD AT 1E900~1,500mg %, B
#CIE 1191 1,500~2,400mg %, C Tl 1A 1,200~2,100mg %, E Tl 1 [7] 900~
1,800mg # 1 H 2 TH 5,

1. 20t
AR L



VI. Z&4 (ERALOFEF) (CHAYTHEE

1. BERBEZDEH
1.
1.

I

H

1 REZEOHNAILEERET. BEBFICTOMIETEIERERICE LT, NALREEICH
DEHE - BRBREFOEMODE & T, AFMNEY LI SN BEFICOVTODAEET 5 &,
BIEEEDERICH-->TIE, ARRUVEHAERFORMIXNEZSELTHFETSHI &,
Fiz. AERKICEILS., BEXEZTOREICEDERUVEREZTSHBEL. REEZHTH
LbiETSHI L,

1.2 FHI7—=I - FASUINL -FTI3VNLAI)DLBERIEDHAICEY ., EETMEEEEFD
BMERANRIRT 28T H LD T, HRAZITHHENI &, [2.2, 8.1, 10.1 SH]

1.3 &XFETILT7Z) DAY DLEDFHAIZKY., MRRERREBEERS. HIARE LTI
EoHlLMESNA TS, ChoDBHERIE. AFIEDTILT 7o) D LOGRBEEHE
BHOERERSHIEE 1 » AUROHRBIZHRIE L TS0 T, HRT 25E8(C(X MK EERER
EFTEHMICITL., BEICRCTEYGLEEITS 2 &, [10.2, 16.7.1 SH]

(fi7)

1.3

DILT7 V) ODENHE - BAEADARIFZEDEE

BT EE 4 £ I2 XU Z B 2500mg/m?/ HA2R% 1 A 20, 2BEREO#&KS, 1 EEKREKE
1a—2E LEMRESE 3 a—217HRiTENENTI LT 7 U o F Y 7 A 20mg &8 O #
H LTz, IV H e BERTE il L CREZICBITD S-ULT 7 U > ORRERMEERD S{K) @
AUCin 13 57%. INR 13 91%#M L 7= (AEANF— %), 36)

2. ERRBLZDERH
BE (ROBEIZEEBEELGWNI L)

2.2

2.1 AFNORES X7 A v 7T 2 nizst UIBBUE OB LR & 5 B

2.2 THT7—=IL X RAT )N FT TN N )T AEERIERG T OEE KR OEET I 7 HUWN
DEFE (1.2, 8.1, 10.1 ]

2.3

4

2.

BHELBEEOH HHBEE [9.2.1, 16.6.1 2]
TG SUTIIR L T2 AfREMED 3 5 etk [9.5 R ]

3. MEEXIIFNRICBEET HEE EZTDEH
(V. 2. REXIIRICBEET H1EE] 220352 &,

4. RERUVRAEICHEEY HIEETDER
V. 4. FEAOHEICEET R 22752 L,

5. EELEKRNIE L ZDER

8. EELERNIER

8.1 THT— I XAT LN AT TN A U LEAEAIBS FIER, ABIO® G %217 9 5A 1.
Ll b THULEOREZ TS Z L, [1.2, 2.2, 10.1 ]

8.2 A FIXEMAY (Frlc GHIHNTAARD) (CEERMRE (MRRA, T - B aEMm A S)
EITH 7, BEORELZ HOICBIRT S L, [9.1.2, 9.2.2, 11.1.4-11.1.6, 11.1.13 ]
8.3 JEYYE - HIMmAEm OB UTE( LI+ TEET D 2 &,

8. 4 B VIR AR YT - RO B IE. EE IS T Db RIS 2 6 3 2 BRI,
BHEI SR ([EIE E OB D @ WO ARKGRIE - BIC/NERGTEE AFBEE O 4IRS
T 0E) ZRGTDH I L,




6. HENHREZAY VEEICHT HIE
() AfHE - BEERZFDOHLEE

9.1 AfHE - MEEFDHHEE
9.1.1 BHREEDRTEDHLEE
DEFENROODbNOBEINNH D, [11.1.3 2]
1 2 BREIIE D H 5 EE
BEIIHIMETR T DB 2N H 5, (8.2, 11.1.6 =]
9. 1. 3 HIEEBBXIHMOH S EE
FERDNELT 2200 H D,

(2) BHREEEEE

9.2 BHkeE Bﬁ% i
9.2 1 EELEBEZTODHILIEE
BhHLZRWZ L, (2.3, 9.2.2 K]
.22 BEEFEODHIBEE (EELERZTOHIEEZKR)
BIWERA D L XUIRBER LR T 582003 H 5, [8.2, 9.2.1, 16.6.1 ]

() MHREEEEE

9.3 HFHeEEERE

4) £EREZRT 2F

9.4 AEREEHT HFE

9.4.1 BIHVREZREM O BE TR G T OLENH D5 AT, RIS T 22825 ET5 2
&

9. 4.2 AR ATREZR ACPE A 11T, AR G- th e OFe G T 1% — IR I @ U0 70 kit 217 5 & o 4
BynZ L, 95 2]

9.4.3 /= N F—DEHRT D ATREMED B 2 BB TR, AAIE G- R OB G T % —E IR
WY 2T O KO FRET D 2 &, [15.2 2]

(5) 4¥i&

9.5 1%

IR SATITER U CWA AIREME D & B PRI I G- LW 2 &, @J%é@%ﬁfﬁfﬁﬁﬂ/ﬁfﬁﬁi}@é
FAERRHE SN TS, v 7 RIZBWT, REIMET, MEIR, BHEE0HENn, b

E (198mg/kg/ HUL B RKEHK L), FicisnWT, JieE, T (90mg/kg/H UL E ﬁ?ﬁ&
H) B@EESNLTWD, [2.4, 9.4.2 3]

(6) ZELIZ

9.6 Z3.1@
BRI LW ENEE LY, #BER (U R) IZBWT, At ~OB1T (198mg/kg HAIF
) BHEIATWD

(1) MR

9.7 /J\
/J\ %)d‘%& L/f_ﬁuurbn %ﬁié%ﬁrﬂb’(b\iﬁb\




8) =tn&

9.8 SEE
BEOREBEZBRE LA OHEEICKRE T2 L, —RICAEHBEMET LTS Z EREU,
FriZ 80 miA LD @AV T, BHAED P, IR, MR OFEIERN EF L & OGN
D,

. HEEA

10. A EEA
AFIDHFF &7 v— 2 P450(CYP2CO) DR R A HCRITIEE L, BERTEVEDME T 9% rTREME
&% DT, CYP2C9 TRz 321 % A & P 2 A (S OFHEEA O M PR EF7-9 538
TNDRH D,

(1) BRZEZS L ZDER

10.1 BERAZEZS BERALGWI &)
A4 ERIRIEAR - HE 1L BT - fEBRIK -

THT =V« XAT ) - AT |BRWICEHE R MEFEES TR, OFATIARTIALFRT T

F YNV U AEAANT 4 —|NREOHLEREEFEN BRI T 5|20 B2 FHE L,

TR ) BENURHADT, TH7—) - |7 Aa 7T L

[1.2, 2.2, 8.1 %] XRATGIIN AT TIND Y T ANELL ERHT S,

Bl A A G- R OG5 H i 7 H

DINIFAF Z 5 LianZ &,

(2) HREEELZDER
10.2 HREE (BIRISEET S L)

HHN 4 5 BEERAEAR - HEE 1k FEFF - fEBRIK 1
INVT 7 A T A OEABMBE R DO ARAFZGEHIAF NHFF b7 v — 4
[1.3. 16.7.1 ] 1E%% 1 4 A LN O A i i EE[E | P450(CYP2CY) Df# R & H &

RERR AT L M O TG BRI A L, BRI DMK
INTWD, EMIRICMEEEE SRR T LW D AIREMERZ 2 bl
WA (Fa he B, INR/TWA,

) ZATV, MES LT
g #1752 &,

Tx= kA Tx= MM UOMPREN EA|ARF B HFF F 7 v — A
L7 DHENRH LD T, 7 = =|P450(CYP2CO) DE.HEE &
A > DI IR E O AT E R | BGRICHEE L, BERTE MK

THI L, TLTWDAREMENE Z B

W5,
NI TZAY Dy s FETUAERIWERPEBRT 28NN H 5, |7 vbE U IV RPuUEMEE
Wi G L 5 741 A OB 2 KT ]

MDD 5,




8. El{EHR

11. Bl¥E B
WORWERARH Hbid Z ERHDHDT, BEE 01247, BENRD ONGEICITRS
LT 57 Bl AT Z &,

(1) EXAEER & B

1.1 EXLEMER
1111 BRKEIR (B AREE D)
PRLW TR (FIELR - i, BRI OREESE) 23 6 bNKERE TELZENH D, Z0D
X9 RIERA S Db BA L, B A2k Uik, ERER 5O R AE 21T S 2 L,
11.1.2 F2E&EEE (Hand-foot syndrome) (HHEARBHED)
FEE OV EICEIERE ., EEE. AR, EE, MR Re, AR, RSO FEERE
HMRHLDLNDZ ERH D,
11.1.3 1IDEFE (BEEARPED)
ORFEZE, PROME, BN, OMEIE, LARS, 2R%E, ODEXEE (LDEEREIR, LEH
g, OEMHEMNES) FOLEERH LN Z ERH D, [9.1.1 BE]
11.1. 4 FFEE, #E GEERTD)
S REMATE B . IR 2L ) FEEN D Sbil, FREICEsTEF L ME SN TS, 7
B, EEREEET 2EDRVWEEND SN Z ENRRE SN TN5, [8.2 5]
11.1.5 BEE BEERH)
EHSEERMAEE R T 2L O BREENDHODOND Z ERH D, (8.2 5]
11.1.6 BEEIH (B ARPED)
PLILERIE D . BERIER D2 OB BEIIHI S, E 72, B BEIH OFHGIC X 0 BEYWE, B ESE )
bobhbdZ endbbd, [8.2, 9.1.2 BH]
1.1.7 ORK BEHERHTD)
AN CREIRZS, KERTEE, DFENIEES) RN Lbhd Z Enb 5, ARMEOMBE, OWNE
B SR ENRO DN GAIE, B2 IR L#E @& EZITO 2 L,
11.1.8 FIE M2 (BHERH)
MVEMENGZE (R « ik, B84, PERREE, RBEE) RbobhbdZ enb b, BEN
RO OLNTHGEITIFTEG 2R IE L, W X BREOREZITV., BIRRERLVE L AZEGT D
72 EHEEIIRAEEZITO 2k,
11.1.9 EEGEHELX (BEELRH)
HImPEAG S, RRIMPEAG S, BEAEMEIGREN D Sbnd Z E0n3H 5, B LUVIER « TR - %
DIERNR S BN HE T FE G 2R IE L, WURAEZITY 2L,
11.1.10 EELGFEAARERES (BERES) GHEAH)
TR, OB, SEMRSMESAEIR, R0, WhalEShbEE, Pk, SRS, EakiEE, BIR,
BEEL, . RS, RkRE, RABERHODOND I R D, o, 2O LD RE
WO HEMEFEOYIIERE LTHELDOND Z 3B 5D,
111,11 mieEefE BEERH)
DR ERIRIMARSE, AMMZE, MERIESENH LD Z LB 5,
11.1.12 HESLIEARGEIZEE (Stevens—Johnson SEREE) (HEEEAE])

11.1.13 jAmM&Mm BEEARH) (8.2 5]




(2) ZnthoEI1ER

1.2 Z0fthdEIERA
11.2.1 BRIFEICE T RS

A BHfE, e RS

10%LL EF2) 10% A " 2 A A D
e WRESH . BEE. TRENMEO | RIRAE. 9 O9E. SR
SR F
L (33.2%) . BACRIR|(ERL, MER. EMEER. O EARR, BE. RIER,
e (30.5%) . Mt JE 4% +HEES. BB, H
o, DINEZEE BRAE, D8,
ERNIR
B Mgy, TREERRE, OFE,
OABRE L, AR
I & Ik P ]
TRIMEREDR D (26.2%). FA|~~ b7 U > M, i/ # i
i MEREGD (24.8%) . V > (BB, HEREEMN, 7
PSEREE (21.5%) . ~F|E b o v B URERE . AF
ZA=1 =27 TR D
BRI AERE W95, PLEIE INDEw (N BERIE, M
5N, NEE, WY A ha
7 4 ) | KBRS, KZ
R I e, SemE. R
FREF Y o — UREERE, ZE
Wil FIMMERC RG2S, e JE
WG, % O FEIE, gk
- IRREE (B, ARk,
IRAINGSE) . BRI
Wl - e Doy e O RICERE, AR, BUN\FFRRES A, 2 L7 T
i (24.2%) . AST #/0, LDH#EN, R~ RoBEGME (=89
" N, ALT 850, Al-P 890
R, REMD, REN, [SIHEESS, (REBEIN, 57, |MIE, B, WUETRE. B
Z Dt i~ R o WEs, M7 v L KR R e, AW, &

NU 7YY RilfE

11.2.2 i BEEGR & DHFARSRICE T H8HE

10%L4 L9 10% A 2 B REE D
AR EE CRISMERGE = = [FEMED £ U, BT, RIR[BERRGE, REMIE, MM

SRS, SEELR. X O FE
JiE

FEt — B XT— RIEMEEE) = E J#k
PR 2 —nm X —%) (93.9%) .,
R B (32.83%) . RGO
L (82.9%) . BEAAIR|IDBR, B AR, TEBHEMAR, 0N
e (75.0%) . @M (40.9%) . [Jm. dJES. w9, A
fEfs, I i, EREEE, WEeE.
K
B2 S iR, FEFEIRE . SORGIGEREE |k PR
= OMMRE, Leo< Y
R EREOHD (66.5%) . ML|~F 7 1 L@, &, [FEEWELE R E
iR HREED (85.4%) . ALY > NERERUD
Bk
BRLAERE (85.4%), F|NOFEE, BEE, TFE%,
R R& 23




10.

11.

12.
(1) BRRERAICED IER

53 PRIREEN, TR
EEAK, AST 8390, FFkgse| /R, ALT #h0, ey
JH i H JLE AN, AP #0, y
R Mk -GTP #gin, 7173
Vg %%
97 (57.9%) . TESTHEL A |5 Em . BB AP, WAL, |1 0E IR AR IHE .
I &R, A JE, RLBE, (BEBESE. @miE, EL E{RS U v AfmiE, B, K
oo MERRSE) (40.9%) , WBUE, |KOERYE (BHIERSE) , WU|F F U U AfdE, B K
EEE, RERED o, VAE, BIER. A |BEORIE, OFED VP FE,
gm, ESZMERImE, PR, Y 7 Uk Y R
U 8. CRP #90., SENR[JE

H 1) EWNAORRRBR L OB RRE TGS, HEZ2REH T RWETER

H2) AEELLSIE BIETEELZENBEKRR (BEREICRT2ENE KRR
[JO14865 #fR], HE1T - FRFLIEICXKI T 2 EWNE TR [(JO15151 bk, JO15154
AR, JO15155 iR, JO16526 3R], HE1T - R BRI T 2 E N AR RS [JO15152
ARBR ], HETT - BRSNS - BRI 2 ENE IFEERRRER [JO15153 3Bk, HE1T - #nfeit:
feil - BRI R 2 ENEE TAHERREER [JO15951 sllR]) DLEE!

1 3) CIETHM L-EWNEARRER T - SIS - BRI 2 ENE 1/ TAEERARR
B [JO19380 #k], Stage [1 & UMD H ¥ DIRIEYIBRIEA T4 D B 123t 5 ENE ARG IR
B [MO28223 ikBr]) D

. BRERBRERRICRIETS

42
=

RS

REIN TV

BERE
REIN TV

BAEDIE

14, EALOEE

14,1 BEHZHEOEE

PTP (450 $A1E PTP & — k2 B0 L CIRAT 5 & 55535 = L, PTP o— k oifk
120 | BECGA IS AR A U, B3R B T L CHIRIR RS 0 B A BHE %
BT 2 LD B,

ZOMhDTE

15.1 BREREAIZE D < 1E5%R

INFu T LORNEEEZE THLIYE Frr Y IV F e Fus S —+t (DPD) KiE%
DBEENILS ENICHFEL, ZOXIRBHEICTINI Y T U LREAZHE L-5EE. &5
MMWNCEER2RIER (DN, M, MKES, fREEE) DEBTLL0RERH D,

(2) FrERREBRICE D L EH

15.2 JERRRREABRICE D < 1B
AFNOREH TH D 5-FU IO\, BERZ W RaHc B W, Bin 2R ERFRIER %
RTZENRMESN TS, 39 [9.4.3 5]




X. JERRPREERICRE 9 HIEE

1. FREHER
(1) ZEshFIEHER
VI SGIBICBET 25HE | OHEMR

(2) REMEBHR
R L

(3) TOMOFEH
R L

2. HEHR
(1) BERS SRR
TR L

(2) RERSHEHR
AR L

(3) EEHERR
YR L

@) BARIERER
R L

(5) EFEFREFEAR
VIl. 6. (5) #fhw| OIESPR

(6) RBRTRIZMEHER
RS L

() TDIOEHSE
AR L



. BHERS

X. EEMEIEICEAT 41EH

BA - BISEK ATEE IR
) EE—EMSEONGTE L VRS2 L
HRISy « h 2 B

. AhHEAR
34

%mﬁf

. BEVEDEE

20. L EDEE

TV B n— e R E R IR AT TR D 2 &,

. BERITEM

BAERMERLTA R F

<FvolLEy : F

Z O BE W ER -
IR BEEUEE T =T ZRHASNTWD A~
HRUAE L DIBREZ T HNDERES A~ (KIBHA)

HRUBEEDIEEEZITONDBEI A~ (A2 A)
HRUBZE L DIRBEEZ T ONLBES A~ (HHBA)
(IXM. 2. ZOfhoBEEEE DOIEESR)

. R—H%5 - R%E

[Al—pk 738« B r—4§E 300

. ERFEEFRAB

199844 H 30 H CK[H)

. BERGEAREABRVEARES, EMELERFEFAH.

AR5ERAsRE A B

BUEARTEAKREAEA B

B SAMAEIGEAEA B | IRZEBRMGHEH H
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