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100 F 100 F —g—A
280 F Sz 80 f
) )
760 | w0 T
Hj40 R R 40 —n— P —#5E300
= —— Er—4§E300 = e
~ SRS T SRS .
7220 —— U HE A3 00mg S T4 | % 20 —O— LG00[S A |
O N N N N 0 1 1 1 J
0 15 30 45 60 0 15 30 45 60
AR IR [ (47) R BURE ] (47)
P HHERER A 2R (pH4.0/100rpm)
100
T80 f
¥
W 60
t —b— B —4#$E300
% 40
—~ —— 1 U BE300mgl A H |
% 20
0 1 1 1 J
0 15 30 45 60
BRI B HURE AT (47)
10. &g - 8%

(1) EENRELGRSE - 8% NELVRRGES - QRICHYT H1ER
BAERRAN

(2) 8%
56 §E [14 882 (PTP) x4, ¥HEHFIA ]
140 8¢ [14 %8 (PTP) x10. #MHIAY ]



Q) FREE
B RBANA

4) BREOME
RYFrELy, 7Ai=vh (PTP Y —1)

RV F Ly - TAI=0 b RS (BEa—48)

11. BI@RREINLEME
Briz7e L

12. £t
LR
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V. BEICEI SIRE

1. ZEERITHHR
OFHFHRLBERIE
Ofilf - HIHE
O

2. MEXIHRICEES HEE

5. MEXIIHRICEHET HEE
(FMTEERIIEHEILE)
5.1 AN DAL AFRIEIC BT 2 AR OV PRI LT euy,
5.2 BAIKRGZAITHOBEIZIE, T T H A 7 U RGUBMEGA 2 & /b P RIEOHES L <
RGN IR D,
5.3 OFAREICEE LT, WIEHEERIEICR T 2 AE R O L aMRITHEL L Ty,

3. RZERUHRE
(1) RZERUVAEDHESR

6. RERUVAE
FHTARE I FREIIEIIT AEUT B2 L, 7°35F =7 b vV K Y & OFH 3 2 56
(ZIE CHEZ T %0 KM « EIGRE IS T DML EREICII BIEZEA L, A%V 77 F
EPFHT 25 E6101E CiEZ MM 2, IBEUIBRARER AT - AR - BRI I3 O FTEM:
FEGEA & OOFH T CiEUT B B2 %, ERREICB T DML IE TR IR & OFH 4
LH A D EERENT 2, BEIIASRA L DT CEEHENT 2,
AL AREBICODOE TROBGREZHI &% &5 &% 30 2 LINIC 1 B 28] 21 H il HifE
A&b L, 20% 7 HEKREST S, Zhid 1 a—X L LTEREEHRD KT,

LIl = 1 = &

1.31m?2 A 900mg
1.31m2 LA _E 1.64m?2 il 1,200mg
1.64m2 Ll | 1,500mg

Bi%  KEREICHDOE TCROBRGELZTHAEZ LA/ R% 30 0LNIC 1 B 28], 14 B B E &R
O#E L, #0% 7 ARKRET 2, it 1a—2 & LTHEL2EYIKRT,
kB, BEORREBICEL Y EERET S,

R 1 [ &

1.33m2 A 1,500mg
1.33m2 LAk 1.57m2 A 1,800mg
1.57m2 LA _E 1.81m?2 Kifi 2,100mg
1.81m2 Ll | 2,400mg
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C ik MEREMEICHDOETROKRGBARE LS &K 30 7LINIC 1 B 2\, 14 H[FEE AR
A5 L, 20% 7 HEKREST S, Zhid 13— L LTEREEHRD KT,
¥, BEOWREICL Y EERET D,

R 1

1.36m2 A 1,200mg
1.36m2 LA | 1.66m2 A 1,500mg
1.66m2 LA | 1.96m2 A 1,800mg
1.96m2 L I 2,100mg

D i ARERICHDOE TROKGREZHYIR% & & &% 30 0 LINIC 1 H 28], 5 A B D
BhH L, Z0% 2 ARKRES 2, Tz iRy, k. BFEOKREIC XY @ AR

Do
IRF A 1[5 &
1.31m?2 A 900mg
1.831m2 2 E 1.64m2 A 1,200mg
1.64m2 L) I 1,500mg

E ik MERERICHDOETROKGEEZH % L H &% 30 7 LINIC 1 H 28], 14 A AR
b L, 20% 7 HEREST S, Zhid 13— L LTEREEHRD KT,
¥, BEOWREICL Y EERET D,

L Jiap s 1 (=&
1.31m2 A 900mg
1.31m2 LA _E 1.69m?2 it 1,200mg
1.69m?2 LA | 2.07m2 A 1,500mg
2.07m2 LA |- 1,800mg

(2 RERUAEORERE - R4
R L

4. AERVAZEICEET 5FE

1. BERUHAEICHET HEE
(ZheE$R)
1.1 HHEOREHARE Q1 EHR) XU TOERKRRRHOHZ Y OFHENLHEE LT\ D,
- A7k 825mg/m?
- Bk : 1,250mg/m?
- C 1k : 1,000mg/m?2
- D £ : 825mg/m?
- E % : 800mg/m?
1.2 PRI - BERICHONT
71.2.1 BEKRD CEZBWTEWEANRBLL2GGI2IE. UTOBEEZSEIZ L TRE - Bz
11928, ek, BREICBT DMRMIMEFIRIECRB VT Grade2 OIEMIEFERIENFEH L
e aiZiE. LU Graded OIREE « MEREEZSZIC L TRE - HELZEZETHZ L.
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IREE - RO HE

NCI I L5 FMED BB
Grade H| ﬁ?L I A i f&ﬁ’ﬁ:iﬁ#
Gradel IREE - el B AN
Grade2 #][EIFEEL GradeO-1 [ZHEERT 5 F TR TR AN B
2 [BIH%H | GradeO-1 (ZH&9 2 F TR TR B 1
3EIE%BL | GradeO-1 [ZHERT 5 £ TR TR B 2
4 HFE | FEHIE - RS -
Grade3 #][EIFEEL GradeO-1 [ZHERT 5 F TR TR BERE 1
2 [BIH%H | GradeO-1 (ZH&IR9 2 F TR TR B 2
3EHHE | FEHIE - RG] -
Grade4 #[EIFEH Gk - G AR VR A B 2
BB VIR S B E o TEE LW EHES
N7 %a1L, GradeO-1 (TR 5 F THE-Hlr

FROKREE  FEOBEIE U TREEZIT OB, KOHEEZEEICTH 2 &,
- 1,250mg/m?2 FHY4 & T 5 2 Bihh L= 356 O ERFO & 5 &

1FIHE
R F i fE = o
TR B 1 T B 2
1.13m?2 KJifi 900mg
- 600mg
1.13m2 2L | 1.21m2 R
- 1,200mg
1.21m2 2L | 1.45m2 i
- 900mg
1.45m2 LA | 1.69m2 i
- 1,500mg
1.69m2 UL I 1.77m2 K
\ 1,200mg
1.77m2 UL | 1,800mg
+ 1,000mg/m2 FH 4 & TH 5 % Btk L7255 O ERF O & 55
1B H=
RS - -
TR B 1 Dl 2 B i 2
1.41m?2 i 900mg
‘ 600mg
1.41m2 LL F 1.51m2 R
- 1,200mg
1.51m2 LL k- 1.81m2 K
- 900mg
1.81m2 LAk 2.11m2 i
1,500mg
2.11m2 L |- 1,200mg

71.2.2 —BEELEBICHEEII TN &,
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F) BB L AEANERRBRICB VD TIE NCI-CTC (Ver.2.0) 12X Y Grade 2H|E L=, FEIE
EREIIA T OHIE IR~ T, £, CIEIC X B ENBRRBRICB WO CIEFREREE S &0
T CTCAE v3.0 X% CTCAE v4.03 {2 & ¥ Grade % HI7E L7z,

Grade AR ARG B RE RIS
1 LOM, BEmEEE, eVel - F7 | BEAEFICHIRZZ T 25 2 &3V ER

F 7, BRI, MR MERIBE

2 FENR & £ O AL RLBE B AETE (IR 2 521 2 AEdR
3 VRIS 5, AR, 5RO R A B AETE 23217 T & 2WER

YT DIER D Grade 23 ELE (BRIRFEIL, BEREFEIR) T L22WGEAIE. K 0wt & flk
T& % Grade #8425
(FMTRERITBERIE
1.3 ALEEIERE O & 5 HER2 5% O FINABE X XA X L TY I F =T KON T AY X<
7 (B z) EOFRT BOMEROHEIL, Y ITF =T OEFIRLESRTHZ L,
CREVIRTREGETT - BROHER - ERE)
1.4 KEEOFRT 2MOPUEMEANL, T17.BRERE ] OHONFEZRM L, BRSO EH O
HA RTA U EEBEIZ LT BT, BEORESCH AMLFRIEREIIS U CTRIRT 5 2 &,
[17.1.9-17.1.11 &#]
(BEIZB T SR ERE)
1.5 AAIE AT Ao FUEEREREANL (178K OBEONEEZ I L LT, BEOIRE
RN AACFIIEREIS U CTBRIRT 2 2 &, [17.1.12 B3]
(HEBERUVBEICH TS fikEBL2EE)
1.6 H5HIMA 8 a—REH A 12356 DA MK L BMEITMESL L TRV,

5. ERRRAE
(1) BBERT—2/1\vH5r—
B Re L

(2) BRPRZEEEHER
BEUIRTRELET - BREOKEK - ElRE>
EMNE I /I HERRER
AT - SR PERE RS - B R A 12 XELOX ##iE (IS B eVl A% F5F
). XELOX+BV % (XELOX ik & ~ AU X~ 7)) 2479 Bz £l L7z (B2
THEUEE :1,000mg/m21 A 28], 14 AE&ES - 7 BEIKREE) , EIT - IR - B
Flzxtd % XELOX #IEDZR33# 1T 66.7% (4/6) T YV . XELOX+BV #IED RN HIT 71.9%
(41/567) Th 7=, F£7-. XELOX+BV LD HEHEAFHF (PFS) OHyLfilX 336.0 H
(95%[E#E X [ : 293-380 H) T -7, BIEMILX XELOX %14 Tl 6/6 i (100.0%), XELOX
+BV LTI 58/58 fil (100.0%) (ZFIL L7z, ERFEIEMIX. XELOX L TIEEL 6
(100.0%) . KHEPERET = 2 —r/3v—6 fi (100.0%) ., BECAHE 5 61 (83.3%). THi 4
(66.7%) . FEIEMERE 4 51 (66.7%) . JE57 4 5l (66.7%) . %% 3 5 (50.0%) . #fH ERE I
341 (50.0%)., Lo->< v 34 (50.0%) % Thv, XELOX+BV L TITRMHMET = 2 —
o3 —54 il (93.1%) . BACKE 50 1 (86.2%) . %57 48 5l (82.8%). FILJEMERE 44
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(75.9%) . 043 ) (74.1%) . (AFRILERE 34 6 (58.6%). TH#i32 6 (55.2%). HNAK
3141 (53.4%) . &HEREID 29 61 (50.0%) & TH o712, [7.4 8]
[TV—4. FAEEKOHEICEET EE] OEBK]

() AERGIFERAR

<FMTEEXIETBHRILE>

EMNHTHASE O HERREER
AR 1 LY A E TOMET «- BRIBEFICISVH U ELRGET 2R A L L 7=
(1,657mg/m? A, 1 A 2 [EIpEIE, 21 ARES - 7 BB, A2 M 506 22 5l
352N 45.6% (10/22) Th-o7- %, FIEMIL 19/23 ] (82.6%) (ZFBL LT, F/efl
ERE. e Y ey B 10 ] (48.5%) . JRIMERMED 10 6] (48.5%) . RIEEFEILE 7
(30.4%) . LDH k5 7641 (30.4%). HifLERED 761 (30.4%) FETh o7z,

(4) HREIRIEAER
1) BRI
<#EGEICH T S MR EEI LR EE>
@ MBS EIMHEERRAER
SERHRIEIBR Y Sl S 4172 Dukes C OfEEEE (1,987 ) ZXI4IC, 7rAdro T -
AU F— hEE (5-FULV 75, Mayo LU A L ED) Ik~ 4 B iz B 54 5
Bra £l L7 (B X B8 2,600mg/m2/H, 1 H 2 [E5E#RS, 14 HE&S - 7 BREK
), TORER, BRFEAEFHN, BERATYM. 24AFMRICBW T, IRV HEUED 5
FU/LV SEIEICx T 5 IEL DR S iz 67,
HE DARBRICEIT 2 5-FULV BAXENTERRIN TS LARK Y F—h - 7rFdny T
WHER N VRER Y F— k- 7vAd a7 T DOV EGEEOFRED ik - B L 138 5,
BIERNE A~ & B BERECIE 868/995 i (87.2%) ZHHL LT, EREIWEAIX., TIEMRE
594 5l (59.7%). T 458 {5l (46.0%). Hui» 326 5l (32.8%) ZECThH -7z (v hA7H :
200444 A 1 H),

@ BHVEIMHEERRER
SARHRIEIBR Y 0 S 4172 Dukes C OfE i EE (1,886 ) ZXI4IC, ZrAdrmT T -
ARV J— FEE (5-FU/LV %, Mayo L ¥ A %1 X% Roswell Park L # ) X% XELOX
L (IS F e EEAX T T TF ) 270 BRAEFEm L. (DX U8
1,000mg/m21 A 2 =], 14 ARG - 7 AFIAER), ZORR, BERAFHIRMIC BT XELOX
WIED 5-FUILV FRIEIS RS 2 e fez8 S iz 9,
BIMEMIE XELOX 14 Tld 921/938 i (98%) IZHBL L7z, EREIEMIZ. #hifkatE 730 4
(78%). M. 618 il (66%). THi 564 ] (60%). Wit 406 # (43%). 57 325 #i (35%) .
FRIEBHE 273 ] (29%) FThH o729,

<SAEYVIBRTREGEIT - BROHER - ERE>
QiEs\ 5 MABER R AR BR
RS - I R 2,035 Bl ARSI, AX VY TTF v - Tt a T RS
— ML (FOLFOX4 #%) . FOLFOX4 ##i5+ 7 7 & &R (P) . FOLFOX4+~ Y X< 7 (BV)
15



W%, XELOX %%, XELOX J&7E+P. XELOX+BV RiEZ1T ) BRAFEM L1- (H<v %
BV BE 1 1,000mg/m21 B 2 [a], 14 BE#ESE - 7 BEYREK) . MWREAGFIM (PFS) % AT
M8 H | 2 F IR (0S) ZBIKMFHBEE & LTz, = Ok %, FOLFOX4 k1% 5 XELOX
PV D IEL S = BT B ORI BFRHT TR H LTz,

FOLFOX4 FEIZx9 5 XELOX J&1E D IEL PEMENT /5 3

EE - A
FOLFOX4/ XELOX/
B FOLFOX4+P/ XELOX+P/ .
R FOLFOX4+ BV XELOX+BV OIS
AH (N=937) (N=967) (97.5%CI)
el (H) Pl (H)
PFS 259.0 241.0 1.05 (0.94 ; 1.18)
0S 594.0 *% 600.0 1.00 (0.88 ; 1.13)
Bl W R HT
FOLFOX4/ XELOX/
SEAEL) FOLFOX4+P XELOX+P N R
IH H (N=620) (N=630) (97.5%CI)
hoeE (R) hoeE (R)
PFS 241.0 220.0 1.06 (0.92 ; 1.22)
0S 565.0 ¥4 572.0 1.01 (0.87; 1.17)

HE2PFS Ay bA7H 2006461 H 31 H, OSHy h47H 200741 H 31 H
1 3) RN REM O BRI 939 Bl
T 4) FENTHSEE O BRI 622 51

F7-, AbLFFEE (FOLFOX4+P/XELOX+P) (Zx59 A b5k + BV FRIEO BRI =2
AT TR i, XELOX #iEIZxtd 5 XELOX+ BV #1EO BRI BIR BT CRO H i
77

{EEEFREIT R 2 L5+ BV #i3E & O XELOX #HEIC 92 XELOX+ BV ik

DB AT S 5
* = O M
FOLFOX4+ P/ FOLFOX4+ BV/
=T 4 2) XELOX+P XELOX+BV NP — R
HH (N=701) (N=699) Pl (log-rank test)
e (H) HofE (H)
0.83
PFS 244.0 285.0 Pt 0023
0.89
0s 606.0 646.0 P 6.0769
gl oWk M fE M
o XELOX +P XELOX +BV o
ﬂﬂﬁ;) (N=350) (N=350) P ’(l\*ff Flftt o
8 ki (R) ki (R) " Hogmanktes
0.77
PFS 225.0 282.0 P—0.0026
0.84
0s 584.0 650.0 Pt 0698

BIEH X XELOX ##1% (XELOX # 1k, XELOX # 14+ P) Tl 642/655 i (98.0%) . XELOX

+BV 1L TIE 349/353 Hi1(98.9%)IZHEL L7z, EZ2mITEAIL. XELOX L TIL THI 414 41

(63.2%) . .0 395 1 (60.3%) . Mant: 262 1 (40.0%) . $EEKTE 240 il (36.6%). 57 238
%1 (36.3%) . F/2SEMEE 198 1511 (30.2%) % TV \ XELOX+ BV &L T3l 226 51 (64.0%) |

T 220 Bl (62.3%) . MEAE 157 B (44.5%) . FRIEMGERE 139 1 (39.4%) . #HEEE 131 i
(87.1%) . %57 127 f5l (36.0%) 5 Th o7 (v N4 T7H 200641 H 31 H), [7.4 ]
[(V—4. HELKOHEICEET 2HE] OESHR]
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@iy MAEERREAER
AV )T Hy s ThFarTor - R — NEEOIBEREN & DB - B EE
627 BlEXIGUZ, AX PV T TFF - TAFrr T oL - R Y F— MEE (FOLFOX4 %)
& XELOX JRiEZ i+ 2B A2 3G L2 (D20 % B8 1,000mg/m21 H 2 8], 14 HE
5 -7 AR, SEEEAEFHIE (PFS) 2 HZRHMlE . AR (0S) & BIRAYFEAT
HHE Lz, ZOfEF, FOLFOX4 #IEIZxT 5 XELOX HRIEDIELENTRD Hiviz,
FOLFOX4 #EIZxt9 5 XELOX #&1ED FEL MEMENTHE FL

o FOLFOX4 XELOX )
FEAfS) NP — Rk
(N=252) (N=251)
EHAH (95%CI)
HofE (H) e (H)
PFS 168.0 154.0 1.03 (0.87 ; 1.24)
0Ss 402.0 393.0 £6) 1.05 (0.88 ; 1.27)

#£5) PFSHZ v b4 7H : 200648 A 31 H, OS> FA~7H : 200742 A 28 H

1 6) fENT IR OFIEIX 252 51
EIEA X XELOX #iE Tl 302/311 4

(97.1%)

(ZHH L7, ERRIERE, El 181 fi

(58.2%) . T 169 5 (54.3%) . WAt 131 1 (42.1%) . JE57 113 f5i] (36.3%) . $&IEH 103 )
(33.1%) &Tho7- (I~ FA7H 200648 H 31 H), [7.4 %]

[TV—4. FiELOHEICEET AR OESK]

<BREIZHEITHMRMHEERE>
OB/ MARRR R ER

SBHEIER AN i S 7= Stage I/ O HHEEE (1,035 6) Z2%F4:1C

wmEiE: b XELOX

WL (I ZE L AXY Y T TF M) bl d 23BRa i L7z (W~v Z B g

1,000mg/m2 1 A 2 [8], 14 HE#EE -
ZEIRAIFEEE & Uiz, FORE., i

10,11)
o

5 4 A7 HA S K aplan—-Meier il £

7 HEIAREE)

MR AP 2 BRI E . A
BBLEIZ KT % XELOX HRIEDE-BMEDFED b7z

101 senn EEREIEE (5154
0.9 m— NELOX (52044
0.8 %
————
wrl T el
4 06 T L
7505 e
S
0.3
gozd AH—EET GHEEEERD - 0056 (0. 44-0. 72)
61, P, 0001 (Waldbirig )
o |- *F KELOX, - #Eifh it e
o
0 % & 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 (H)
<) ZEWGOEEE>
ﬁ'f-ﬁ',ﬁ!',‘c al5 442 415 388 353 TI2 X9 255 211 1ER 148 120 58 25 X R0 & 0
KELOX 530 462 442 425 409 379 332 295 246 218 166 147 73 31 30 2% 10 |
A1 bA7H 20104£90H24 H
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4= fr i O Kaplan—-Meier Hi #

1.0
0.9 =
--h‘.-‘
.8 ] e
e

07 '--..-..___‘
-

{I—' .6 . I R m"-'-
) amnm AREEEE (51581
4; 21 m— XELOX (5204

(1]

0.2 M= REY (95X FHEMD - 0066 (0.51-0, 85)
0.1 P=0.0015 (Waldie)
] tXELOX. S
[

0 % & 9 1215 18 21 24 27 30 33 306 39 42 45 48 51 B4 57 60 63 66 69 72 75 TR (H)
< ZEPHOKE S
BEIFRBEIEE 505 473 460 453 443 431 415 407 395 379 360 A58 B0k 320 306 254 247 222 194 163 137 W07 HL 60 A3 B O
XELOX G20 451 468 461 452 435 434 426 418 406 392 382 36 369 161 353 204 246 20 200 169 126 52 67 42 110

A1 bATH 20124E11 H22H
AIVEH X XELOX 14 Tl 488/496 141 (98.4%) (278 L 7o, T2 mIVEHIL, 0 326 1 (65.7%) |
A HERIEAE 300 1] (60.5%)  EEAKIBHR 292 151 (58.9%) Kt = = — 1 /X5 —276 1l (55.6%)
T 230 B (46.4%) . TR 189 1 (38.1%) . 257 152 ] (30.6%) FThH o7z (Y FA7H -
20104E9 A 24 H), [7.4 ] [(V—4. FEAOHEICEET 2R OESH]

2) KLU
AR L

(5) BE - REAKR
< FMTBERITEHRIE>
1) ERNEEE IEERKHR
AR 1 LY A ETOMEIT - BRIVERFICI X BRI 28 RE F2h L7
(1,657mg/m? A, 1 A 2 [EpEIE, 21 ARG - 7 BB, A 2T 65061 46 52
xF3 525N %1% 28.3% (13/46) Th -7 12, EHWEMIL 50/50 1 (100.0%) ([ZRBL L7z, e
RIMERIE. FRIERRE 33 #] (66.0%) | FRILEKED 26 ] (52.0%) . HMLERIEA 25 1] (50.0%)
U LBk 25 B (50.0%) . FERIEKREVD 19 fi (38.0%). BV L E ME EH 17 1 (34.0%)
EThHoT,

2) EWNZEE IEERREER
REH e VS OMEST - BRABEFTICH NV O UEL RS T 2B E FEh L -
(1,657mg/m?/ A, 1 A 2 [EIpEIE, 21 ARES - 7 BB, A 2T 6505 55 FillC
xF3 5 Z5N%1% 20.0% (11/55) T o172 19, RIVERIL 58/60 i (96.7%) (ZHHLL7=, T/l
TERIZ. FRSEMRE 36 15 (60.0%). AST 529 i (48.3%). U >/ Bk 26 1] (43.3%) .
LDH E5 26 % (43.3%). ZRILEKEZD 25 61 (41.7%) . BECAIR 24 ] (40.0%) . L 22 5]
(36.7%) . Al-P F5 18 5l (30.0%). HIMEKIEA 18 5] (30.0%). E U /LE A EH 18 fi
(30.0%) . HERIERID 18 f5] (30.0%) FETH-oTz,
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3)

4)

9)

ERE I EERREER

2 X RIEA] OV X XA IL R XRL) EHOMEST - BRILEEE IR
Uk G ARBR A FEE L7 (2,500mg/m2/ B, 1 B 2 [E5EERYS, 14 AE&RS -7 B
IRHE) . B VMR 2051 32 BTk 5 2820813 21.9% (7/32) Th o719, FIEMIZ 35/35
i (100.0%) (ZFB L7z, ERBWEMRIZ. FRIEMRRE 29 61 (82.9%). HE.L 19 # (54.3%) .
BACARHRE 18 B (51.4%) . AN 16 1] (45.7%). T 14 5 (40.0%). MEM- 11 1 (31.4%)
EThoT,

BV I AEERIR S ER

PRI B XV NV OMET - HRIBEBRE IS F R RT3 E £ L7
(2,5610mg/m? A, 1 A 2 [\I5EFE G 14 AFRS - 7 A FIRE) , AR PEMRET 545 135 $iiC
x4 5 Z8h=1% 20.0% (27/135) Th -7 19, FEIWERIL 150/162 # (92.6%) [ZHH L7z, &
REWERIZ, FRIEMREE 91 61 (56.2%). T 88 i (54.3%) . H.l» 84 i (51.9%). W&t 60
Bl (37.0%). #9759 B (36.4%) FTh o7z 16,

BV I ARER RS ER

X7 BRENLIE R X FBVEGOMBAT - BRIBEZ I F L ERET 5
Bra 9k L7z (2,5610mg/m2/H . 1 H 2 BI5EFE S 14 BREES - 7 BEAIK) . B RPERRHT
G451 69 BN X9 D 7280 3#1T 24.6% (17/69) Th-7-17, EIVEAIL 66/74 i (89.2%) (ZHHL
Uiz, E72RIWERIE, TRAEGERE 46 1 (62.2%). T 43 61 (58.1%) . Hls 41 1 (55.4%) .
mait 27 %1 (36.5%). AN 25 65 (33.8%) FETh o7z,

(6) AmAEIER

1)

ERAMERE (—MEARERE BFECAREREZ CARBLERAER) #ERTERT—2
~N—RFE, WERTRERABRORE

AR L

2) EBEHELTEBPENONBEXIEERE LR - HBROME
A% L7

(1) Z 0t

AR L
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VI.

EDEE(ICHAT HEE

1. REZFMICEESH DILEYMRITLEYME

Ivtuasv, THIT—I)v, HIVET—)L, THT—)L e 7T RFEIT)NY DU
R B#ED S Db EMDORIEE I RFEIT, BFOETRLESHRTH L,

2. ZEIBER

(M

(2)
1

2)

)

YERERGL - 1EFRRER

TR HETHE LD REEO E FRINS L, T ARF LT RT T —BIZ X
» 5-DFCRIZHH s 2D, WICEE LTSS AT 2 F V77 I —BIc X
» 5-DFUR IZZ&H S5, BT, GRS VNV THEET 2 F IV R ARY 7—BIT X
DIEVEIR Cd 5 5-FU IR SNFUEE 2 R A4 435 U, 5-FU (X FAUMP (G S, F3
UNBEEER K 5,10- A F LT b T b RaERR L NIEHESEETERT 5, ZO/MRT
UNBEG R EIHIT D Z Lk v, DNA A EET S, £7-. 5-FU X FUTP I S,
UTP O 0 IZ RNA IZHVAENTF-RNA 248 L, UARY—LARNA LA vV Py —
RNA OHREZEET 5L B2 HNTVD 2,

T Ef T HHABRAE
FE5:& R 5-FU D& R

b MEEREE HCT116. CXF280 & U COLO205 #k (v & B i) X — K~ o |
ARy (#FRO#E), F¥ 710U Y > (5-DFUR, #O#&45) KO 5-FU (fEEn#5.)
EEEAE (R GRORKME) K5 L, RROICHESER. HRL g 5-FU &
ZME LTz, AU F e fh~ U 2 TRIGHBIOERICERE D 5-FU 23 Sz, 5
F#% 5-FU AUC 13 A L g o 5-FU AUC IZH_ A ~_o & BB 5 TR 22 5RO
114~209 1%, 5-DFUR #5-CTZNEN 6 5RO 21~34 @ MEZ R LTz, —J7, 5-FU &5 T
%, 5-FU [3EGEAARRIED 0 TR <AL MR b RRIZOM Lic, A~y 2 er&b~y
A DNEEFRR 5-FUAUC 1% 5-DFUR & (! 5-FU 5.~ 7 2 @ 5-FU AUC (2, ==
L 3.6~4.3 MY 16~35 fEmVMEA R LT- 19,

nESEMNR

AR e L (ZR-75-1, MCF-7, MAXF401, MX-1), t MG (CXF280, HCT116,
LoVo, COLO205) KUt kH# (MKN28, MKN45, GXF97) #HE X — R~ 7 A (2% L CHiE
BRI T 19, FTo, MOFUEMEESGA & O LY | FUESE R OHEMATED bl

7- 20.21)

{6 PR S TRRSR - FEAREERY
BB L
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VI. EYEREICEET HIEH

1.

i s iR EE D HEFS
() ARLADGMFRE

R L

(2) ERPREAER CHER SN zMmARE
D AETERSLEGAEOMPRE

2)

BB 12 B IR Z B 829mg/m2 ™t 2 BBICHER O Lzt &, Ay HE
>, 5-DFCR, 5-DFUR K&K 5-FU %, #5% 1.1~1.3 BT Cmax (Z2IFE L, ¥ 0.4~
0.8 FEM T L7z, 5-FU @ AUCust 1%, 5-DFUR O%) 1/20 ThH -7z 22,

AVETEL LA OEMBIRE T A — 2 Ok (n=12)

Tmax Cmax AUChast tie
ox?)]

(h) (ug/mL) (ug*h/mL) (h)
VIEONVE, & Vg 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 9.63+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

FoEEREE 16 412 251~1,255mg/m2 ) DR G/T, ¥ v o R OEREH D
Cmax, AUCust [THFEG- A L THMML, #IEERGHZO T~ % B v RS R OIRNE)
BEIIAEME 2R 9 2 & DVRIE STz 29,

WD) ARSI - ARIIARERRHICHHOE T AELOD ETIE 1 [H 900~1,500mg %
B %% 1 [ 1,500~2,400mg %, C # Tk 11H 1,200~2,100mg %, E % TiE 1 [ 900
~1,800mg # 1 H 2[ATH 5,

BEATIHRE L-GENMEFRE

FERG « ELIGFEERCE 20 412XV X B 1,250mg/m2 2% 1 A 2 AR OKRE L& 0
BH51HET ) oA~y % v, 5-DFCR, 5-DFUR KO 5-FU O AR E L, #5% 1.7~
2.3 Wi ¢ Cmax (22532 L, il 0.565~0.81 B T L7z, %51 HH® 5-FU ® AUClast
I%. 5 -DFUR ®#J 1/30 Th o7z, 5 14 H HOEYERE T A —% 1% 5-FU ZfrZ ., #lH
B H%OfE L FIZFETH o 7 2429,
W 2) B5 1 HHBEIX1,250mg/m2 Z81&%I12 1 H 1 ERROEE LT,
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BiETHRE L2 Ha OFRMBIRE T A — 2 DLk

Cmax AUChast
et (ng/mL) (ng-/mL) !

1HH 14 HHE 1HH 14 HHE 1HH 14 A H

HRHE 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 6.59+2.83 12.8+3.74 13.043.31 20 19

5-FU 0.2240.12 0.38+0.21 0.45+0.18 0.71+0.23 20 19
mean+SD

3) EYFHRIEH
AARNEBEIZ ST X EUEE 300mg [# 74 LBr—4§E 300 %7 v AA—/S—JEIC &
D, ZThEN 58 (W2t LT 1,500mg) #RBICHRBREOESE L, mighh <o
B URECERRBE AT Lz, o Ey#iiE 7 A—4% (AUC, Cmax) (22T 90%(5
FED A CHRERHIRIT 24T o 725 2. 1log (0.80) ~log (1.25) DHIFANTH 1 | WA DALY+ [FH

SEMENHERR S T 2600,
(ng/mL)
2500 - —e— R HE EE0mg T 7 H 4 |
—— P O — 5 §£300
_ T (Mean=+S. D., n=40)
2000 -
Eé 1500 4
h
"
g 1000
500
0 a
0 2 4 6 8
i) (hr)
HIE/NT A—H BEIRT A—H
AUC Cmax Tmax T2
(ng-hr/mL) (ng/mL) (hr) (hr)
FRUHE U EES00mE
3868+1475 2645+1102 1.9+1.2 0.5+0.2
[ 5 94
£ r—&§E300 3968+1807 2645+1260 2.0+1.2 0.4+0.1

MAEF RN N AUC, Cmax FD/NT A—Z %, HERE OBIR, (KR ORIERL - FF#E%E

DG K> TR D WRER S 5,

(3)
BB L

22
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4) B - fftRAROEE
1) HIE&HFI & DMEEER
BB 12 I H XX B 1,250mg/m? &2 B%KEELT VI =0 A, Kb~ 7 3w
L EHRIRA L PERRE LI x, I3 ZE U KN 5-DFCR @ Cmax [$ M 5.0 & bhiig
LT 14~21% LA L7 b 0D, ZDOMOREWITEEITZRD bed o7z 20 UMEAT —4),

2) )L77) o EDMEEER
B EE 4 BT X B2 2,500mg/m?/ HA2R#% 1 B 20, 2 BEEOES, 1 EBARE
Fla—AEL LIRS % 3 a—ATHRIEZETENENY LT 7 U ) R U DA 20mg &% 1
b Lic, IRV ZECEERTE IR L TIRGZICBITS SSULT 7 U v OEFREERD S £K)
® AUCins 1% 57%. INRIZ 91%HM L 7= 29 (WAEAT—4), [1.3, 10.2 B[]
[TVII— 1. 85NEE 20 b, II— 7. HAEH] oESH]

2. EWEERNINS A—5
(1) BB
BB L

(2) RAGERE R
BB L

Q) HEREETEH

AR AR O & B
B b & 1500mg (n=40)
Kel (hr1) 1.6482+0.4514
(Mean+S.D.)

@ 5975VR
LBk L

(5) NMEE
Lk L

%

® Zott
KPR L

3. BEH (KEal—v3) i
(1) #B# A%
KPR L

(@) 185 A— S EBER
BB L
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4. RN

BRI L
5. o
(1) mi%-xEEr@E s
BA- [[VI—5. (5)ZFDMOMEE~DBITIE] DOESMH]

(2) mi&-Ra AR &G
MR L
<HE . vTA>
IR~ 7 AZ UC Kk 1~ 2 vy (198mglkg) & BRI DG Lz & & BURREDIRIE~D
BATHRD BTz 29,

Q) EA~DFBITHE
BREERRL [(VII— 6. FrEDOERAEATLEEICHETLER] DESM]

() BERAOBITHE
BB L

(6) ZDtDMBEEASADIBITHE
MERR L
<HE ~TA, P>
~ U AR OY T 1UC R R X BB R 198mglkg M Y 5dmglkg D H & CHL[RIRE
A#G- Lic b &, BOHBBRITESCONIRIN S N7, RNIZIRS A L7223, & 5% 24 RfRJE T
ICZEDIFE A ENERN L DL LTIz, B & e ORI, A P B 54 5 10 . BFE.
BB 31 DB REIX @ o 7o hy, BEHBE DI ~DRBATIZR > - 72 30,

6) MEFERAE
BB L

6.

(1) REMELRTHRBHER
XU BEENIHNVEF N AT T —RBIZE Y 5-DFCR IS, Sy F VT
I F—Fick v 5-DFUR ~E# x5, 5-DFUR (I IV X7 LAY REARY 7—F
(PyNPase) (B hDBEF IV UARAKRY T—8, FolHHEOBE T VU ARRAKRY 7—ERN
Bi5) 12XV 5 FU ICEH S LD 8D,

24



(2) REICEAET 2EEFR CYP %) OHFE HFEX
b MF 7 a Yy — A4S EANThIvZ 'y, 5-DFCR, 5-DFUR, 5-FU }& X FBAL D3
WS R (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A4) ~
D% In vitro TRt LT2, FOREER., XU B3R ETHEE S 5 R IERE S 9;@1
MR (% 0.015mM, 5.4pg/mL) @ 7 f5I2AH4S 3 5EE (0.1mM, & 36pg/mL) TIXMHEILR
D BN T2, 130 fFICF YS9 2 EEE (2mM, £ 700pg/mL) (28T CYP2C9, CYP2E1
Z 50%iT < PAFE L7z, —J7, ARSI O W TITEEM IR R~ DO EHERY 2 RE TR b2z

27z 32,

(3 NEBEHROBRRUZOHE
AR L

4) KREYOFEOAERVEMEL, FELLE
R OIEEDOF I - A
IEPERH ORI ST A —42 - IVI— 1. (2) BRI CHER Sz iR 25,

7. B

10.

TG« B ERE 20 41T H XU B 1,250mg/m2 ARk O #E LT L & | 5% 24 FRf £ Tl
B 580D 69~80%IZFH YT 5 EBIRT~HEIE S T2, 0 9 HRELIKRD R e ERITH 3% &K
%z~ L, FBAL I3 50%% 7~ L 72 2425,

B g B 6 412 14C THEFR L 7= m o & B U KRR 2,000mg Z BB HEERRO&RG Lzt X 7
H B & CORTREMRIIEGED 96%ICMHY L, HHEEDIZE A ERRTICHHES T, R
PEix, KRy (¥ 84%) M BG4 12 RERILINIZ PRI S v, #9144 RFREIC5E T L7z, IR CRR
D HNIZ U H L DREIT 5-DFCR, 5-DFUR, 5-FU, FUH2, FUPA %O FBAL T& Y |
F - MAETICERD S - REIE 5-DFCR. 5-DFUR, 5-FU, FUH2 KO} FBAL Toh -~ 7=, I
O ORI DRRE L SMEA MO AT MRIEFREETH -7 Z LD, MIEHR R OYR IR
A EIET D ATREMEIR N 2 LAV R Stz 39 (SME AT —4),

S U RIR—E2—IZEAT B 1E#R
BRI L

. BEWMEFICKDBRER

BB L

HEDERZHT HESE
EREEERE

B RS 27T L OBIEEZ 7 L7 F =2« 7 U T 7 AL > T, IE% (>80mL/min), B
REfE S (51~80mL/min), HZE (30~50mL/min) K OVEE (<30mL/min) (Z/34E L, &
Ny Z ey 1,255mg/m2 FY BROFRG LEBEO I SRUZ v 2D O AUChs 1ZLL T D &
BYThHo30 UEANT—%), [2.3, 9.2.2 5]

[(VI—2. #2oANRLZOHB, - 6. FFEOHFEATHEETICHETLEE] OESR]
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ERD T~ 28 O

B D AUCint (pg-h/mL)

JVv7F=r 7 VT F A (mL/min)

fta >80 51-80 30-50 <30
n=6 n=8 n=6 n=4
HRUBE 6.24+2.06 5.98+3.06 7.88+4.32 7.79+4.43
5-DFCR 11.6+4.12 12.442.25 13.5+7.18 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

AR L
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. &% (ERLOIFESF) ICETLEE

ERELETDER

— —|mg

—y

[

H

FHZEUHAILREERET. BEABICHORIGTEIERBHRICH LT, NAILREREIZT
DI - BREBEZEFEODEMMDY & T, KENEY EHH SN BEFZDODVNTDAERT 5
L, BRREEODERICHI->TIX, FERVEZHAZEFORIXEESBLTHRIEET S

&, Ff- BERKICEILSL, BEXBFZOREKICHEMERVERMEZ+T25BAL. AEZ
/FThoRET D&,

1.2 THI=IL - FASUIL - FTISVILAYDLERGRIEDHAIZKY ., EELMAEEETEZD

BIERARIRT 2HEENLH DD T, fIRAZITHLGNIT &, [2.2, 8.1, 10.1 3]

1.3 RHFEDLTF7IA)DLEDHAIZEY ., MERERREERE, HOAFREELETIC

EoflIMESN TS, ChoDEERIE. RFIEDILT 7)) oA 7 LOG AR
B&M S AFITZREHRIER 1 » ALROHEICRR L TLSDT, AT HI5EICEMEER
BREZEHMICITVD. BDEICSHLCTEIGREZITI &, [10.2, 16.7.1 3]

. EERRNR L ETDER

2.
2.1
2.2

2.3
2.4

BE (ROBHEICFIESLENI L)

AKENIDOR S UL 7V F 1 7T 2 Akt UBBUE DBEERERO & 5 B

FHT—=I s AT - FTFI0H Y 7 AREHEG T OBRE R ORETI% 7 HLLN
oEE (1.2, 8.1, 10.1 ]

HEERFEEOH HEE [9.2.1, 16.6.1 B

BEdi ATAEHR LTV 2 IREME D & D 2tk [9.6 /]

. PRERIIRICEET DR LT DER

[V —2. eI RICEET AR S

. RERUVHAEICEEY TE L EDER

'V—4. HEAOHEICEES LT 2R

 BEELGEANEELTOERH

8. EELEANIE

8.1 THT—N FXFATIN AT TINAY U LRGSR GRS, AKFIOEGE21T 5 561X,
Dty THUEOREZH TS Z &, [1.2, 2.2, 10.1 ]

8.2 AFIEGHITEMN) (FRCEGAITHERE) ICHRRA (k. e - Biema%)
BATH L, BEOWREL HoIcBIEZT 52 L, [9.1.2, 9.2.2, 11.1.4-11.1.6, 11.1.13 & ]

8.3 YW - il ORBSUTE I HFATEET D2 &,

8.4 JHEYIBRAREZRMELT - FFRE O B, B IC I T 2 B FIEIC AR A E R 2 BRI, B
HOTER (T O LENED B RAGRIE « IS ERRFTSE AR RFE~O Y IEITLR D #H
i) 85360 M) AEGET DL Z &,
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6. HENEREZAI VEBICHT IR
(1) &HHE - BEEFOHLESE

9.
9.

1 BHHE - BIEBRFOHDESE
1.1 BHREBEORTEDHSHESE
DEENROEDNLIBETNNH 5, [11.1.3 2]

1.2 BEIIRIDHLEE

HHEIHI RS 2B TN H 5, 8.2, 11.1.6 ]

9.1.3 HLEEBEXIHMDHLHESE
TERDEALT 2B NN H D,

2) BHEREERE

9.2 BHmEREERE

9.2.1 EELEBEEENOHDEE

BhHLpWZ &, [2.3, 9.2.2 5]

2.2 BEEOHLEE (EELGBEREOHDHBEERI)

BIVER DS EIEAL U BN LR T2 8Fn0"H 5, (8.2, 9.2.1, 16.6.1 ]

Q) FrikrelEER%E

(4)

BRE STV

HERRERY HFE

9.
9.
9.

4 HEREEAT HE

A1 EFHFTREARFIR O BFICR G T D LER S HGE121E, HEIRICH T 2 EBEBET DL L,

4.2 GEHRVIRBZR ACPERREICIT, AFIR G- R O G546 T #% — & I O) 208t 247 © X 9 f5
HI95Z L, 9.5 2]

4.3 N—= TR D AREMED & B HIEEEITIX, ARG RO G T 1% e RIS

YRR 2AT O K OFRET 5 2 &, [16.2 2]

(5)

bt

.5 HENE

B SRR LTV D AIREMED & 2 e MEICIT R G- L s 2 &, B SRR CTIRESEE FH X OME AT B
TERRHRE SN TND, v T AZEWT, REIMET, Mg, BREROM, {bERIE
(198mg/kg/ HUL b KiEEE) . Iz W T, e, ML (90mg/kg/H UL KiERE) 72
HwESN TS, (2.4, 9.4.2 2]

(6)

=L

9.

6 XIlw
BRALZWZ EREE LV, BEER (w7 R) IZB8WT, AI~0OBIT (198mg/kg Hila[F:H)
NREIN TS,
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(7 /MR

9.7 IMNR

NS ARG & U T BRIRERBR TS L T 7y,

8) EknE

Iz

—'%—
HOREBEBLE LN OEEICREGT D2 L, RICAEMHBEENMIT LTS Z ENE0,

80 i LA LD IRA (TR T, BAED T, MR, WEIESFE ORI RN B Lz & OWERDH D,

7. HE/ERA

10. #HEEA

TNRD D,

ARFINIFF 7 m—2 P450 (CYP2CY9) Of#EEEH G RGR
PR H 5 DT, CYP2C9 TR &2 52 1F 23K & O3 2858 IR ES oM REN ERT 58

TR L, BERTEENME T 95 AIRE

(1) HitREEREZDER

10.1 gtREZ

(BFRLABZWNZ &)

A4 5%

AR - FEE Tk

BFE - fEbRIA 1

THT =) TRXZ )L -
FT TN T ARE
#Hl (T4 —m AT )
[1.2, 2.2, 8.1 &/#]

RN EE e MR ESS TH, 1
WREDHLE R ESENHBLT D
BENKRHLDT, THT—)L-F
AT e AT TN T LR
BRI F RO G H IR 7 HEL
NITAA Z G L2 &

XRT NN TN A T T UL
DEALRFZHEF L, 7 v
Fu T UNVRENELL EF
ERAR

(2) ftRZFEEZDER

10.2 HREE (BFRISEET S &)

KA 5

BERPRIEAR - FEIE T 1A

tFr - fepRIA T

NI I /R RN
(1.3, 16.7.1 &M

OF I BA A6 2 B 1% 5> b KA 5o
1E#% 1 2 A AN O IR ik e
REMRATE S A, i O FETLS ey
STV D, IR EERE AE
& (e be e oRgHE, INR
) ATV, SIS CTEY) R
UEZAT D Z &y

KEIBHFF b7 v — L P450
(CYP2C9) OF#FEHAAR
R, BERTEMEME T LT
WAHFRRENRE Z LTV 5,

=N N N

T M DML EER |5
L7t DHRERHLHDOT, 7=
kA DR EOEACITIEE
T5HZ &,

KEIBIFF b7 v — L P450
(CYP2C9) DEEEEHA R
R L, BERTEMEDME R LT
WD RBEMEDRE 2 BT 5D,
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MUY Dy FET | BHERREMRT 28T D5, | 7 vk ) IV RPuEME
VIR RS A Al OAEN B 2 R E ]
REMEDR & 5,
. BlEA
1. BI¥ER

WOEWERRH LoD Z EBRHDHDT, BlEr 01T, BENPRO NG ICITkE %
I3 57 P E AT H Z &,

(1) EXBEIER & FHEIR

1.1 EX%GEIER
1111 BRKGEAR (BEEEARBRED)

BLUW TR (WIRER : B0, BEEIOBES) Rd L bIUAKERE TELZ ENHDH, 2D XL
ORI B b G AR, 52 IR UK. BMERSEOMEYRNLEEZIT) Z L,
11.1.2 FBEEE (Hand-foot syndrome) (HEEEASHAED)
FELOVEEICRERIE, BEESE., AR, &R, BRAe, ARmIEAEE, RSO T EEER
NHLLNDLZEND D,
11.1.3 (DEE BEERRTYD)

OFEZE, PotdiE, HERE, MF L, DA%, R, LDEXRE (LEMERENR, OFEAE,
DEMEIIMESE) FEOLEERL DL Z ERH D, [9.1.1 ]
11.1.4 FEE. &E (EERHED)

FFHSRER AT S | BEIA A 0 O IFRER S S b, FARRICE S TER b HE SN TWD, 7ed,
FFRSRERAME B 2 PR D WA S S b d Z E BAE SN TWD, [8.2 B]
11.1.5 BEEE (HEARH)

SRR AR 2 1L ) BREENRL L bND Z LB D, [8.2 &M]
11.1.6 B8EINGH (EEEARBED)

PLIM BRI . FERLER D S OB BEIIHIAS, £z, HHNH ORI & 0 BEYYE, BUliESE ) &
bohdZendbsn, 82, 9.1.2 ]
11.1.7 OR% GEERHED)

DN CRERRZE, REIRTEIE ., DIENTESS) BN obbhd 2L B3H 5, AMMEOREL, 0 WNEE,
EIEGENRD GG EITIE, 52 R IE Lt 2R L@a2175 2 &,
11.1.8 MBS MM GHEARH)

MU MERG R (FIER - ik, Eliv, MERREE, REE) REbbD I b b, RBENR
D ONTGEITIE RS 2L L, W X REOMAEZITV., BIBRERLVECHEekET 5L
WEIRILE 21T D 2 &,
11.1.9 EELGIRE GHERH)

PRS2 . EiEIgR, BB RER O DO Z ENH D, MUV - THI - IfEED
FERN D HoNT-GAII G2 IE L, WURAEEITS 2 &,
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1.1.10 BRLEBHEREE (QHEKES) 0L RY)
SR(THER, BRI, SEORONEOEIR. SKTR. WIREEINEE. TR, MK, EEE, IR,
SEEL. B, HREOIE T, MM RSN S DA T ERb A, . T0L S Ak

DAERIESEOFHIER E LThHOLbhD Z Endb D,
11,111 MigERE (FHEAH)
TREBERIR MARSE . ANAEZE, MZERIEENH LDONDLZ LD D,
11.1.12 RE*EIRAREIZEE (Stevens—Johnson SEREE) (HEE AHH)
11.1.13 Bl Am BEERE) [8.2 &M

(2) ZothozIER

11.2 ZD4idEI1ER
11.2.1 BERFEEICE T 58S
10%u£7£2) 10%5@%\&2) %}Efgﬁiﬁﬂﬁw
Fp MR B SR REME D | RIRIE, O O, SEIEE
PR R F
Hikas | O (833.2%), BACK | R, M. IR, 0 | HIEARR, 3, X, +2
R (30.5%) . M- J& 9% falze, Himttin, B, AW
HrfgR HRGE, DYE. H AR
TEBR A e, TRGEERE, GOMARE. O
JiE M., BENR
BRIES IZ K -k R
g | AR i Bk % @ A | ~~ b2 Uy MED, | Al
(26.2%) . FMLERER | /IMREDRA . BLEREEEN,
b (24.8%), UV RER | Ta b\ v v R E
Bigd (21.6%) . ~F | & P EREGRAD
V=R s
KRE | BRI REE ®Z, WEIE JNOD B (TN BERIE | a5 T
NEMRA N A b7 g —5)
FLEEVER S | RS R, ek
B, BB Y 3 — U E
BE. PRI, RIBMERE 2.
FREHIG. % 9 FERE, R
iR IRFEE (REIRZe, AR, IR
W) . RN
JEfeE - | AR E U VBB | SRICE M, EER, | IFEERE f s LT =0
T ek (24.2%) . AST #5/0, | BUN #8800, Rt~ Kok | 890
LDH #4540, ALT #n, | Btk
Al-P #8/0
Zofth | BRI, (KERED . % | BIREEK, (REMEIN, B | ERE, B, WEGR, ERE
Z T R BERN | 57, e, b oV R | B ME. AR, s s U 2
VD B, E B | 'Y RifE
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10.

11.2.2 thpiBHESH & DFRBRERICE T 58S

10%u£7£3) 10%5@%\&3) ﬁ};ﬂfz:%ﬁil)
Fath | MRREENE CRASMERRE = = | mEMED 0, B8R, RIRE | $50E ., BEGE, &
MR | —a Ry — R MEES) = R
2 —r R —5) (93.9%) .
R B (32.8%) ., MR
Hibgs | B (82.9%) . BARIR | HER, BAMRE, TIER. | HIEAR, Db
(75.0%) . W&t (40.9%) . | BEJEs, V. sEMm, -
B, MEW NEERTR . EiR . PR
FEegs | S SR, FEFEPRE ORGSR, | R R
MR, Le-o< b
i | fFPEREE (66.56%) . I | ~FE 7 m e iggd, A, U | REEVELE P EREE
IREEA (35.4%) . EIIL | 2 ERE D
ERHas
FRg | BRIEREE (35.4%), % | INOREE, BEE, X,
iz B, REWIR. O FEE
iR TRIREEN, EAR
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