202347 HEGT (BE12hR)
H AR AEDS fh iy JE T 87424

EERAIVAIEL—T+—L

H AR e SR AI 2 OIFEC i 662018 (20194E FHR) IS HEML L CT1ERK

BRI
NG ) B X )LESR

B2 —)L° X 5% 30mg
23X —)L° ;E54i%100mg
TAXOL® INJECTION

&

#l TS

e NNET S O

Ul 1 VAN
REOREE I ) e mEsonsE L 57T 2

2% — )LiEFHE30mg 134 70 (5mL) 30mg

G = =% 2%V — VIERK100mg 1234 7V (16.7mL) ' 100mg
g X7 Y Z2%E (JAN)
— % £

PE4 - Paclitaxel (JAN, INN)

BOEARFEAGERAEA B 1 2005 4E 12 A 27 H ( 30mg SmL 1) (RFE4ZHIZ L D)

0 s E—— 2005 4 12 A 27 H (100mg 16.7mL 1 #) (74 25 X
I ERTARFEARA ;

s E = jé W E A B SAMFEYENEAFEA H 2 20064 6 A 9 H ( 30mgsmL 1) (RFEEALEFIZL D)

L N 2006 F 6 H 9 H (100mg 16.7mL 1 #) (74 2 I X

Bt B & B B | pioemas e A A 19974104 1 H( 30mg SmL 1)

2000 4~ 4 A 3 H (100mg 16.7mL 1 i)

%)
%

)

HERT (BA) -

% IJ‘%: J':L::L‘#: I::“I\ /f:\
= . RS A BUERFETE : 7 U =V = R4

ERFERIELEDERE

7 )=V e A~ —F L F—

TEL 0120-192-109

BZAFRER : 9:00~17:30 (- B - #HLH - MHRE ZFRL)
SRR T R — L=

http://www.clinigen.co.jp/medical/
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I FRIFDOFE & OFE  — A AREEEAINS—
(2020 4F 4 HET)

1. BEZAVEE 11—+ —LIEFDEE

IR ESR S O AR ERE R E LC, ERAERMNRHCE CLF, BIE) 3d 5, ERBIET
EEAT - KA O ERIEEH S A 7 5 LB e E IR O B IE R A2 IE AT 2B, IRA eI
ENTEREEMT 2 EICEERBEHRA L ERGANH 0, MIESEORERFERELYE (LLF, MR) &~
DOIEFROBIMNFERDLERICEIVEREMEL TETWD, ZOBRICHLEREFREMENVICATT 57200 H
HUARELTEENLA VX 2—T74—24 (LUF, 1T F &) 2384 Lz,

1988 4=1C H ABE Al (LU, BHFE) M 2/ N EBa0 1 FOM@ER T, I Fiidskl, [ Fit
WHEEL KT L. TO% 1998 41T BB ANE 3 /NRESH, 2008 42, 2013 12 HWEEEFRE SN
[ FRi#EEO%eT 217> CT& 7,

I FRO#iZEeE 2008 LA, I FIEPDFEOE T —& & LTRRET 2 Z ENFAIE eofz, 2Tk
D, W CEOTERKGTR S > EHAICHETORIMT —Z 28N LT FAESeHriciRftshsz e b
Tpolm, WO T Fi, EEMEREIRRAHE (LT, PMDA) OBEEBERAERLERBRBEON—
(http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) 12 CAB I TW5H, HIHIKTIL, 2009 4F L 0 FHEIHLO
I FOEREMFTHIMME LT (A2 a—Tr— 258 2R EL, Hx 01 FAGRMCELH
THMIEMHAFEHR E L CHUNER - Bt LTV D,

2019 FFORMIEFLRBEFEDOEEIZEGOE, 1 FROdlZEE 2018 BAR I, 4 TERHEIRMGL ORI
TEMRMTEENICET 204 RT 4 ) ICBET 2 FWREH OO, TOEFMEZRE LT,

2. 1 F&lE

I Fid TR SCESoFBRE2mTz L, E - BAMSOEREERICE > TREES ICLE R, ERHO
MEEOTZDOEH, WHERHOTOOER, FAROT-DOEHR, EERGHOBEEFEA OO OEHR, FKE
W7 B T O OIFHRENEN SNIR G 2B O ERSMHES LT, ARENTREEZRE
L. ZEAIME O 72 DI Y 3L E IR O RUE IR ST GE 128 0 D R ZEIT/ER L QSR HE 2R IH L TV 2 T
B ELEMT BB,

I FIZRE#ET 2 HEBEINII BRI RE L7 | FRisiEmEICHERL L, — 04 % bR & KRB O AN O
WA SN D, =L, BERGEOMBESIZHEDL 5 b OROFIME B A3 - Hkr « 209~ & HiEss
X1 FORFHEE IO, SNz 5L, BERMEN ORI T Fix, FIHEB O 2554 - )
Wr- BRBEHT2E B, BERMREETDOILOLEVIRHEF O L &AL LTWND,

I FORMITET T —F 2 HARL U, IESETORARITVLATIT RN,

3. I FOFRAIZH->T

BFHAAD T Fix, PMD A DO ESRMAEEKNERRBE O — VICHEBSG IR E SN TWD, I3
MEHLA A a—T 3 —IERDFF & | IZHE-TI Fa2ER - #2208, 1 FORAZEEL. E
PEHSICAZE L TO A IEHRSC T F BRI GEdE LR MERE IO W TOIRIEEEDOMRE~D A U F B o —
WCEOWRAZAOPNEZRESE, I FORAMZEDLIHERH L, -, MHFGGTSNDHH Lo
EEICHETAHEEICE LTI, I FAWFTENS ETOMIE, RIEBRGENRHET 2 WFTANEZH LML
L B D WITEFEO EH G IF R — © R X0 B E ST L b, T FOMHI
bico T, BFOBRMILEE PMD ADEIRMEFBRERRREOX—V THRT HLENRD D,

2B, MIEFEASCEEMOMBBEO AN LEHREIN TS V.5 BEREEE] < IXIL 2EEE . [XIIL {F
E T 2HEHESIAREZ T TORWERPEEND ZERHD ., TORD FWIZIFHHEET & T
»5,




4. FAIZBLTOBES

I FZHFEBIZBWVWTRDT I ENTERAVEELERFEE LTEHLTWEEE20n, 1 FIXARE
DOEFEEZT T, Yi%lE IR ORERTE TG EE b DN ER - 1232, ERLEEFEHAO7ZHD
FHERTH D L ONESITIEN, Fol - REUTIZIRAEIE 0O R85 HFL R 0B 7 B 3K 5 o0 IR 5 1 SAe IS B s
4284 KT40, 8o —F - 47 - 7577 4 2ZOHNE —EREZ T 5258700, IRGEEH
RMTREN T A KT A 2 TlE, RARIESEBIN O HIES T 2 HMRMIC oW, EAENEEESEE
DEORDIIELTIT) ZEIFELZZRNEENTEY, MRE~DA LV Z B 2—H bOXHGHE 72 &
WZED, FIHEBON I FONREREIEIRELEDTHD Z 2B L TELRT I S0, fISK
TENLHOLNDEROBFIMBILE MR L, ZORBIEL Rk s, ERBYICRIT 2#IEHERZ#AERT 5
ZEIFEAMMOABTHY, I FEEALTHEEBZEICMMEL D LOICL T &0,
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I. HEICEHT 5IEH

1. BRROBERY
Bx ) — )VEFHE (—i%4 N7 ) ZxBv) 13X, Taxus brevifolia (A FA B OREHHE D & HEE S V28 b 24
EEAET DPEMEEACTH 5.
T, BERHEOHENS, A TFABOWEY (%4 : Taxus baccata) DOFHIEESUI/INENGHIH SN D 10-7 7 & F L
Ny AT EFERE UTHEARRIC X0 152 BEEENBTE S,
1966 412 >k [E] National Cancer Institute (PL T K[EINCI & B§) OFUEETEEA 7 ) —=2 712X - T, L1210, P388, P1534
F M. Walker 256 carcinosarcoma, Lewis iS5 DEFi~ 7 A KOV MEBERICK LT, A F4 > OHiH Sk
SYCHURIEETEDN 55 Z EN RSN, 1969 412 M. Wani HIZ K » THIEWN S 827 U Z X AR50 - FESHh,
1971 FEIZZ DL FREGE N RE S N7z, 1979 &, S.Horwitz Hi%, /X7 U X X ARHEOERKT. >V iNVEES
OAEE - REMMERZRTZ & 2D THRE Lz,
ERARFBR TIE. 1984 A KENCI UV TEAREE T B BRIA S 4L, 1991 /£ 1 AICKE T VA L« v A ¥ —X R I AT
FE2SKE NCI &0 BARMER ZBUG L, AR BRICET Lz, Z0% 1992 4 12 AKER OB F X280 CTIRESEIC
KT DERPMELN., TORIBERMASECTERIN TS, UL, YUERE O 72 24 B AMHEIL, BEF 2 E
PR3 2 2 D g R _E O MBENFEHE 41TV 7272, National Cancer Institute of Canada (NCI & #) T s FFE
(24 B5[E] vs 3 BE[) OESGRBROFEFE A2 S 12, 1994 4 6 A2 FDA £V 3 B AME O AR 257,
ARFRIZINTIE, 1991 4F 9 A L0 24 WELETEFHEIC X 2 KRB A J40E L7223, Ak o> K 51T 3 e A # ik o f H
PERFER SN2 Z & H . 1992 4 12 H XV 3 FEEL R FHEO R T O, E ORI, AFIMRIIFEICK LA
BN TH D 2 LR S, 1997 45 7 A AR 245 CRI4E 10 BI2%5 Lz (30mg RK (SmL FE)]), 1999 42
A IR N e B OVELE 3 E & L CAGR S H, 100mg 841 (16.7mL &) LBMNMAR SNz, S 512 2001 £ 5
FIZE R, 2005 4 5 F ISR 2406, 2007 4 12 AICHUEICHEROCHEOBMP AR SN, £, 0%
P, BESEME . AEE. SIS 2R QNS IN B ISkt 2 AR ORI EIZ OV T, TER EOXLENED R
WRKGEBIE « WIS/ RIS #) CTER EOMLE®RNTE W E W I Sl A 15T, JEAEF@EE LR SN -BREE Ik
D& 20114 11 AICAHBFE ATV, 201243 AICARZEE L, Rk, HIIaEECBE 3 2 2hhelcD T, 2012
9 HIZAHMFEEITV, 2013 422 AICAGRA IS L. BEICxd 2 HIEROHEOBEMZ DWW TIX, 2015443 l2A
FHFE 21TV, 201549 HICH&ER 2 G LT,
2023 4F 7 HICH Y —AEHKIZT VA ML - v A ¥ —X 27 A4 TS LY 7 U =V = VRS RS IR 5E &
ROEMP TN,

2. HEOREBENHEYE
(1) Y —)VIERRITIA FABOMEY (524 : Taxus baccata) DOEIEX NI/ HHHEND 10-TT7 2 F ANy B F v
I 250k E L CHE R S 7z Taxoid THDH /37 U XX L& EHW o &ETH2EHHETH D,
(M. 1. BAZ O] oESH) (1 H)
Q) 1EA#FE L CHM/MNMEOEAEAZREL, MNEORENL - BEEREZSIXE T, TOMEMRSRHZEEL T
FUES R 2T LB 2 S, BEOFEMEEA & 122 OEAMER RS (invitro),
(TVL 2. (DIEREL - (ERMT) 0B (35 H)
(3) 7 U EXENEIVATTF L (CDDP) fEsthb MR EMatk (KF1) & %@ CDDP fittERk (KFrb) (2% L,
LTRSS R 2R L7e (in vitro) o
(TVL 2. () ERRAT - fERIMERE) OTAEZIR) (35 H)
(4) 3 W TR FHED A TEIC X 2 EWNE TERBRICE T 52830013, A@BAIRIE - F3E1OINERIT3 LT 26.6% (17/64
), FHIARRE « B LFEIRED 22 O I/ NI 126 LT 35.0% (42/120 B), 1T « FEEEALEICH LT 33.9% (21/62
B) . LT - BREEICK LT 23.4% (25107 #) . #EAT - BRTEERBICH L T304% (723 ) Tholz,
(Tv. 5. BRIRREAE] OHEZH) (15~26 H)



Fio. 1 RFHEAERHEEFEO B IBIC X 2 ENE AR 228500513, 1T - B OFLEICT LT 44.9% (31/69 #1)
ThoTl,
(Tv. 5. EEERAGKE) OHEZBH) (26~30 H)
(5) EBRAREWERE LT, Yav 2, 7T 74 7% — AMEKBAZEOEIMG], RREARRREE, Bs, HEMEMZ%.
FRRHENE , SPEPEIR S50 SEERE, DAEZE, O oML ARE, OMmEREE, Mg, mARTESIRIK . BdZsrf, fifikAE,
WS, HS. VLEEESE, LB AL, R, WREIEE. EE L. R, BE R, FEeeRETE,
HOE, R, BMEREE, PEMEE R BERAEIE (Toxic Epidermal Necrolysis : TEN) , B2 & B ARJE A% (Stevens-
Johnson JEMGEHE) . AN ML AL PEEEREMRE (DIC) . NEBAAEBEGE, DB (FTitht: D EREREGRE 2 5 Tr) 2
WEIN TS,
(TVIL 8. (1) \ERZENWEM & WIHER] OHBM) (60~70 H)

3. HAORF PR
BN

4. BEFRICELTAMT N EHE

1 z 43
e, roy L | T #A M. BRA
RMP JHE
BMOY 27 F/MEIEE & LT e
TERL STV B EH -
BB HHEE T A BT A i3
PRI 1 0 Y B S il

M PIRE, SESHEHE, M. 75 SEmICBT 208 QNS IR IC 9 2 AL A BIZoW T, TR Eosgmpk
DOEWFAGRIK - WIS/ EERFTRE] CER LEOMLEEREN &V D FM AT, EAEF@E D DR S - B ER
IZHEDE 2011 4R 11 AICAFIHREEZITV, 2012 4F 3 BICAGR A EUE L7,

[FIERIZ, PRHIAIEEE (Z BE 3 2 0HBIZ DUV T, 2012 4F 9 HICAHREE 21TV, 2013 /22 AICAREZESG L, BEICHT 5
FER OHEBOBIZOWTIE, 20154 3 AICAMBFEEZITV., A4 9 AITKRERE L=,

5. RRFHRUVRE - EALOHRER
(1) &EBEMH
EAERRANE

(2) @ - ERALOFIRER

PARSAYA

6. RMPOHE
Y LR



0. AFICEET 5IEH

1. R5E&
(1) 4
2 XY —NVPEHE 30mg
2% — VOHEHE 100mg

2)#4%
TAXOL® INJECTION 30mg
TAXOL® INJECTION 100mg

) BFDHAX
A FA OF4 T 25 Taxus [ZHRK

2. —i&4
Mg (HL%K)
N7 Y EZFEL (JAN)

Q) x4 (%)
Paclitaxel (JAN, INN)

@) RT L
PrEEMEIEEAl (¥ 29 38 K) © -taxel

3. #EXXTRERX

/9
O— C CHs

H

4. ?FRXRUSFE
43+ : C47H5INO14
Sy 853.91



5. {LF8 (@ifiEk) XEEE
g . ()-QR,38)-3-_X VAT I /2-k FaXxi-3-7 =17 a4 (1S, 25, 3R, 4S, SR, 75, 8S, 10R, 135) -4,
10-U 7T FF 2=V A NFFH -5 20-TRF -1, 7-VE FRF -9-4F V¥ FRA-11-=-13-1 /LT R
7/ (IUPAC)
gty (-)-(18, 28, 3R, 48, 5R, 7S, 8S, 10R, 13S) -4, 10-Diacetoxy—2-benzoyloxy—5, 20~epoxy—1, 7-dihydroxy-9-oxotax—11-en-
13-yl (2R, 3S) -3-benzoylamino—2-hydroxy-3-phenylpropionate (IUPAC)

6. ERAA. A&, BE., BE5EE
1B5R %5 : BMS-181339, BMY-45622



M. AT 51EE

1. BT
() 488 - K
N7V X VTAB~EAROMETH D,

(2) B
1) BIEBREICHT HAREE
NPT T— VRETRTL, TR MU AITAZ J —VZRREIT T, =& 7 —)b (99.5) ITIAETIZ
<KL KT EAETET 2D,

2) &1 pH B ISR S B IRME
RT Y B R AOKITH DRI pH RFEITRO 50T, /87 U Z 2 u/WBKITIEL A LTET R T,

RO ) B X )LDEFE pH IBRISHT 58 (23~25°C)
AR (ug/mL)

pH R D A ¥ KK 37 U 2 ¥
4.0 0.28 0.24
5.1 HEET 0.25
7.1 e 0.17
9.0 HEET 0.25

3) B X (KR E D AR E
M L2

(3) iR
23°C. FAXHIE 75% CIHHMIZET S F TIRIELZ (B BEFLIN) 25, WIBHEIZEEE SR T08% Th o7,

MHErm (RS, Ba. BEA
FA : 220~223°C (55 HR)

(0) BAIE E AR E 2K
NI Y ZFRMIA A AT DEOEEE A LR,

(6) P ELIREL
logP=3.7 (n-4 2 % /) —)L—5EfEHE (pH4.0), 23°C)

N FDHD E 4 RIEME
BEHEE [alD : —49~-55° (0.05g. A% /—/L. 5mL. 100mm)
WSEHEE © Amax=227nm (X% J —)L)
E!% (227nm) =360 (A% /J—)L)

lem




2. AYESDERELETICETIREN
N7 Y VOBEEMERBERIITRO LB TH D,

SRR A TR i e e RAFTEHE A7 Pers
40°C DEARY TF LY 18 7 H | &M,
o 77 AN RT LAY KERIE ORI AN
me | 0C = T S 6P weni,
o 2EARNY ZF LAY BB E O BN ER
65°C BEABAY K O e,
25%
ek 25% 4 °
o | © o . 2EAY EF LA S
ED {E&E HEFﬂT 4 6 71 A [ R o=
2t 65°C 250, st SERRAE DRI ST
%ﬁ O BT,
B 2T SRR DN K O}
1000100 BT 2@ v —1L 67 H | EEOETHREDS
T 4= M TG ni-.
* »c a SR ORI O
SITEE MR I AR
ﬁ*&iﬁf” R — 1 3HH | BROEFRED D
iz,
DHERY ZF LY
EHEERR | 30C - W T T ANR—=KFAAD | 18HA | BHEA.
F2 N
I 40°C 75% e éﬁf IETUAR L un | A,

* @ KRR AT VXX NT—H
Xk 1 T4 —bF T T=H10 1T A
HIEEHE : SV, MedikBR, SEtE, vk, ERWE., Ko, 88

3. AMESOERBHARE, EEE
filERB R TE
TRIMBIX A7 b VRIEYE (ATR I£)

£

{ o

i
Wik7 o~ 777 4—




IV. ®KI|IZE§d H1EE

1. #lfg
(1) Ffz DX R
PRI FERE (IR

(2) HFE DN R UMK
SMBL - A~ I O REFANE O iR

Q) #Aa—F
BN

4) EFDYE
pH 43~6.3 (10v/v%/K¥AIK)
BT K4 (RA SOmL % EFAHEIR XX 5% 7 K v kR 5S00mL CTHAy R )
(EEAEIRICRIT 5 k) 3 (RH33.3mL 2 ABAE XL 5% 7 R UK 500mL TR iE)

(5) £ Dt
TESIAI OFR R ORFERIR IR - =R

2. BE O
M EDES CEERS) OEERUHRMHA
HR5e44 & — LiESHR 30mg 2% — )LVESHK 100mg
N L AL T AFDO4SE
SmL 16.7mL
BRSY RYVAE &% 30mg 100mg
R FXzF Lo b<iil 2.5mL 8.35mL
N -0 S
MKz x ) —) T Bihs
Q) EREZEDRE

A RBRANA
OF: 5

YL

3. RTEMBADOHERRUVER
ML

4. Aif
BN



. BAT ATTREMD b HRHEY
BERSAR
. BROBREEETICE T HREH
2 X — VIEFHR O 22 E R R
AR RIE T bl K - R PRAEHI R
60°C — i 3HH EEOK TR bz,
B S . =RER=g vl M5 5 A
25°C* — 1000100 INA TV 3HAF | GROETIRD LN,
T4 — N NIUT T | EEERE
IR ER 40°C 75% W 7T HE 6 71 A B
FEHIRGFRR | 25C 65% AT 36 7 A RSN,

§ : XUV H B AT 30mg DT —

¥ KRR 7 ) 2 ¥R, ER

HoRERE L HH=7207, 24 H=1440 5, 3 5 4 =2160 75 Lux * hr {ZZFLZFHFEY

HIEER - SMEL B, Wo@, pH, K5y, ERWE., = Fhxv oy, BH, =4 —LE58, &

fem

7. REERUBREORTEN
(1) FRss% -
FHELYEIT TVIL 11, A FoE] oEEZBROZ &,

(2) BREEBEOREME
KA % 5% 7 B o BEERE & O BRI IS AR L7 IRIX SN HOE T C 27 BERE TH o 7203, AFNCE R HEAID
BECAR Y Mk v = LB E > & WA DEHP ; [di- (2-ethylhexyl) phthalate : 7 # /LEE Y- Q- F/L~F L) ] 73
WHEND 728, A[#Fl L LT DEHP 2 &4 L W\ AWiEEE O I8 A2 LERH 5,

AR 24 B ~48 BRIDREMET—4 (USP, ShTHF R bO—RF5K)

PRIFERAT: - 24~27°C, 70~100 7 4 — b A>T Z 3 RER B % 24 BERE A
RAETHE . R Lo RNy TRV ZF Lo Fa—"T T, VT T 4 LR P EEE

TR RERTE H Ry Rt B AR 3 Ry 15 BEfE 27 WEfH
21 L - 0.56 0.57 0.57 0.57
7(51;;{? ' RS (100) (102) (102) (102)

N o B 0.57 0.57 0.57

(FRA7=) (102) (102) (102)

YEigW e IRAFA 2 0.76 0.82 0.80 0.83

0.6mg/mL (&%) AL — 0.82 0.83 0.94
DEHP PRIERR A 0 0 0 0

(ug/mL) IR — 0 0 0

AT 2 5.0 49 5.1 5.4

pH TR - 5.2 5.5 5.3




TR RERTE H [GYERaR ekl 3 s 15 ¢ 27 R
Ry Y B FHL - 1.05 1.04 1.03 1.02
(ril,;mL) Riea (100) (99) (98) 97)
o - B 1.02 1.02 1.02
(FRA7=) (97) (97) (97)
S TRAFA A 0.87 0.79 0.75 0.78
1.2mg/mL (HiFE%) SR — 0.75 0.78 0.81
DEHP RAF A% 0 0 0 0
(ug/mL) A — 0 0 0
oH PR A 5.4 5.6 5.2 5.0
AR - 5.0 5.7 52
ARIEASES - (RAFA R D IBEERIN, AR © WA A 03 L 723k
174—=b o TI7=K101LVy 7 R
a RYxFLra—hFa—7, vUarFa—7KRORY 7oL Ul T/ hEL OBRINS,
b b e =T 2 — 7 RO I AL & = VISR S e v m— A A T T T g L7 LR SN,
DEHP; [di- (2-ethylhexyl) phthalate : 7 Z Vg - (2-=F L~F L) ]
BfE% 24 BRI ~48 BRI REMT—4 (USP. 0. 9%EEF b D LIEFR)
PRIFERAT: - 24~27°C, 70~100 7 4 — M > 7 Z 3 RERIRE % 24 BERE A
REBE: B) 7oL Ny ZERY T F Lo Fa—T  RUA U TA T 4 A Z P
TR ARERTH H REHAR " BR AR 3 ke 15 I 27 K¢
2R S - 0.53 0.53 0.53 0.54
7(11)1;;;) / PRrras (100) (100) (100) (102)
. - B 0.52 0.53 0.54
(F%A7) (98) (100) (102)
HiamE PRAFA 2 0.84 0.80 0.82 0.74
0.6mg/mL (HfE%) SR — 0.80 0.89 0.80
DEHP PRAFA 2 0 0 0 0
(ug/mL) JaR R — 0 17 45
PRAFA 2 55 53 5.8 53
pH IR — 5.5 5.8 5.6
A L S 1.03 1.03 1.05 1.03
7(;;/7;;6 ' PRer s (100) (100) (102) (100)
o e B 1.03 1.06 0.97
(FA7=) (100) (103) (94)
SERE AT 2 0.85 0.80 0.75 0.79
1.2mg/mL (HiFii%) AR — 0.83 0.77 0.88
DEHP PRAFIR 4 0 0 0.5 0
(ug/mL) S — 0.5 11 18
PRAFE 2 5.5 5.5 6.2 5.6
pH SRR — 5.7 6.0 5.1

RORAFEA G L RAFA AR DRI, AR - TG E 2 i L 7
174 =P AT T=K10Ly 7 A

a RNV FLra—hFa—7, YV arFa—T7ROR) ZFa LBl T/NEL VBRSNS,
b L= T 2 — 7 RO R LR E AL v = 8l

Z=on

Ao

DEHP; [di- (2-ethylhexyl) phthalate : 7 % Vg - (2-=F L~F L) ]

W SN e —RARA LTI 0 7 4 V2 LR END,




8. FlEDEEEL (MELFEMEL)?
Vg, BRE. 7/ BEAOE e Y — RO 17 fH ORI OV T, BIRECLT 24 FEFRE TORRN O R ENE %
REFER, DT L ERORTIXA LR 2T,
Fio. MEEITT R TORIT, BEEZPOAANCHRT 20T TH (A R) ZELEH, BREFNELITR

D HIIRIMNDTZ,

LFERREDESEIL
& XY —)L 30mg/5mL X4 /XA T )L | ZF Y —/L 30mg/5SmL X 10 /31 7 /L
L4 S| (120mg/20mL) (300mg/50mL)

0 6 24 0 6 24
5% KRR 500mL* a8 (%) 100 98.7 100.6 100 99.3 99.5
<L hZ-10 500mL a8 (%) 100 100 99.9 100 99.2 99.1
YAEy hT 500mL i (%) 100 100.4 100.1 100 99.4 99.2
AFAHTR 500mL* e (%) 100 98.5 99.1 100 98.7 98.5
Z 7 w71 500mL i (%) 100 99.6 100.1 100 99.9 101.5
Z77 w7 Gi¥E 500mL i (%) 100 100 100 100 99.8 101.2
vt —> D 500mL a8 (%) 100 99.8 98.3 100 100.4 100.2
v —> F#E 500mL a8 (%) 100 98.4 98.9 100 98.9 99.2
77 F v hE 500mL a8 (%) 100 100.6 99.4 100 100.9 99.7
VU X —T3% 500mL & (%) 100 100.7 100.3 100 100.6 98.8
T4 0FY— 38 500mL | EE (%) 100 97.5 99.5 100 98.7 99.6
TIHY v 500mL i (%) 100 100.2 100.3 100 100.2 99.6
FZ A7/ 500mL i (%) 100 99.5 99.5 100 99.5 99.1
~v 7732 500mL i (%) 100 100 99.3 100 99.9 100.1
NATY 7 2F  700mL+ e (o
F7 3 7 12X A00mL &8 (%) 100 100.1 100.6 100 99.3 99.4
KUy 28 600mL—+ e 7o
73500 300mL a8 (%) 100 101.1 100.8 100 99.3 99.1
XY A =25 o (o
I8 800mL. 11 J& 300mL a5 (%) 100 99.1 100.8 100 99.6 99.4

* o KGEE R OV i

9. Mttt
A RBRANA

10. &3F - 2%
(N EBPFDELGRSR - AF. SNENFRGRS - ARICHT 2FR
EERRANE

(2)a%&
(2 *FY—)LiE5iK 30mg)
SmL (X7 U Z XN 30mg EFH) [1 3517 V]
(B FV—ILiESHHE 100mg)
16.7mL (/X7 U Z%tE/L 100mg &F) [1 /314 T V]



Q) FREE
YL

) BHRDHE
NA TN BEHER O T AR
Take TFAL

1. AREHSIhIEME
A LR

12. 20k
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aEICEEY 5IEH

1. MEREHRE
OB
O3 /NVRAHHE
OfE
OB

OF =)

(Z35

OBEXIFEREBRZHT 2RELE
OBEXITEREBERT LIRERE

OmERE

OEFTRIIBEDNFEHE
OBRXEFH#HAEORMIES (BRES. INRES. MHRNES)

2. MEXEMRICEEYT HER

(
5.

5. MEERITHHRICEIET 5T E

FERE)
1 KRB ORI E AR BT D A ME R L EVEITHESL L T,

(Ft
%

¥ 2

)
I T OERFN ORI L FREIC BT D ERRER 2 i L T\, FOE RN R O EVEITHESL L TUuRuy,

3. BERURE

M AZER
FE/ Nl
LI
IH B9
L
RN
R X
HEAT X

ATk

Bik:

Cik:

D% :

Elk: i

APSN
AR

VRAEDMHESR

fe it K OV (2T A TR A5,

T AEXITBIEEHENT 5,

I AESNIINAR T ZF L OPFH T CiEEHT 5,

T A BT BT 5,

VEEEIRVE O BRI R IS T O TR & OF T AR R T 5,
(DERRERRS 2 A DS, B SUIERER 2 A 2 Em, MR BIEEMEMNT 5,
EHEEOFETRIIIT AT TF o LOHIZEWNT, DEEZEMRT 2,

WHEL RAICIE N7 U 2% AL LT, 1B 1E 210mg/m? (KREE) % 3 BRI CREHEL, Pt b
STWRMASES B, Thi 17 —rE LT, BE5EE2BYIET,
WBE. RAZIE N7 U 2 XL LT, 1 B 1[E 100mg/m? (REmERE) 2 1 R TaiiE L, 1 EkS
ok, P &b 2 BERIET S, Tk 1 72— E LT, BEZBVIET,
B, RAIZIE N7 Y 200 LT, 1 H 1 E 80mg/m? (RFEmFE) % 1 MM CTrifiE L, B 1 E#RS %
3HEERET S, ZhEk 17—l LT, AR IRT,
WH, RAICE 7 U 2% L LT, 1 H1E 135mg/m? (KFERE) % 24 BERT CREEEL, 272< b
STWRMASES B, Thi 17 —nE LT, BEEBYIET,
WA Y 2 XL LT, 1 H 1 E 80mg/m? ((RRmFE) % 1 KT TRiliE L, M1 EE %
HERE L, e &b 2 l@ERET S, Thix 17— e LT, HEE/BEVIKT,
BHEIT, BEORBICLVETRET S,
T TIV. 7. SRRNE R QR OZ2EM ), TVIIL 1. #H EolEE ) OEEZROZ L,

= @




Q) AERUVRAENRTERE - Bl
FER OHBOR ST V.5, Q) ARMIGEZRAER] OHEEZZBROZ L,
BIWERSIC L D& - P23 V. 4. HELROCHECHEET ER] OHEZZBOZ &,

4. RERURAEICEET 53R

1 RERVAZICEES 515

1.1 RER G X 2 EERBIEROFRZBIET 2720, AFEGANCLTRREEZITO 2 &,

711 A
AR GH) 12~14 FeATR O 6~7 FEHIATO 2 Bl b L < EAAIFRER 30 SATE TICREGEZ/ TT 589
W, 1 EFFPRAZY ) U AT R U AERK (TXhAZ Y8 LT 20mg) ZEFIRNEES. &
FIH 54 30 HRETE TR EEKTTA L9, P7xv b RIIVERERE (P70 b RT3 VR
LC50mg) ZfEN#&h, RAEEGH 30 0ATE CICEEGEK TT L1, =TV U EBREEIR (=7
DL T50mg) XIFHEHMA 7 7EF Yy (Z7EF VL LT 20mE) #ERNEET S 2 &,

7.1.2 Bk, Cik, DIEKOVEE

M AFFEGHK B0 DRTE TG ER TTHLC, TIVAXY YUY VBT AT AF M) U AEFHE (T4
ALY LT 8mg) ROT=F PV UEBEFRK (=72 LT 50mg) IEHHAZ 7TV
(Z7EF T & LT 20mg) ZRNEEE., 7k RIIVHEBEE (P70 FTIIVERBEL L
T50mg) ZREAKET5HI &,

Q) T XY AL T gE G 8mg & L, KB GME CITBBEUER O FRINH 520N 7356 TR L
RO R VIBBUEROBE X, 2 BEHOES LV PR dmg) ICHELELLTH IV, UBEOEEHEIC
BOTHRBEOEA, T oK Img £ TRE LES L TH LU,

1.2 KAOEEIZHT- > TiE, BEEBCTRICERL, VEICS VKRR, BE2EiEd o2&, 72, HE
IRARRAREE S LG A i, RIE OB G B2 REIHE OREO B 2260V, BELTRETs2E
EEET D,

- AL

EfLER & O HEROEBNC B E L. B 5T OERRAE THIMEREL 4,000/mm3 A5 I3 4F HERE
2,000/mm® R CTHIVE, BEEEESEIE T RS2 EM T 52 &, #5%, BMmERES 1,000mm?
Al & T2 o PGB IITR B OB G BEEHET D Z L,

-B ik

K7 —NVERBETHE FEZ —LE2ET) . £5aOERMRA CHIMERE2 3,000/mm3 A 3 IL4r HEREL
28 1,500/mm’ K ChIVE, EHIFEEENRIE T D TS EEHN TS L, F— 7 — LN TOAKIDOE S
W7z > T, BERTOBRKIRA T HMEREDS 2,000/mm? A4 STAFHEREAS 1,000/mm? Kiifi ThIvX, &
BEMSREANRIE T 2 £ TR G ZEMT 2 2 &, &E5#%. AMERED 1,000/mm® Kiili & 722 o 72358 IR E O

BERBEZBET DL,
(i B %)
w55 T B EEE s
BTN ANy 210mg/m?
A 1 E&B%ﬁ% 180mg/m?
2 B P 150mg/m?
3 BePi 135mg/m?
BTN aEN Y 100mg/m?
B % 1 BB 80mg/m>
2 BERER R 60mg/m?




(fif33)

AFNI OB FEMH BN 2 BB L, WMEHREE L0 ARICT 27-DICREACCERER L, FRICHERBIR-TH D
F M ERIE B O BRI 6 LT, 5RO BRI T A IMERES 4,000/mm? SR X FER-EL S 2,000/mm? R
W ChIVE, BHERENEET A E CIER G2 T o EENNEL 25,

T, BH%, HMEREA 1,000/mm’ Kl & 7o A ITIXREIORE &2 REOBER) ORESBICL, HEHR
BT N0 LRD,

728, EERMMREENREE LSS bRFICKRBIOZEEEEY (HEOBE) ORESEBICL, HERETS
ZLEBETAHNEND D,

5. BERPRRELAE

MERKRT—2 /v or—o
ML CRANE., M AAE, BESHE R, SR, FESEE. ISR B 22088, IRELRE IS B ik M OV
&, WONZFBIZTT 2 HiEROHEOBINZOW TR, AFPFHZ21TV, ARERS LIZERLTHD,)

(2) BRPR R

1) BAMRER

D3 R ERARN 1 G- BR Rl *
TEMEIE B 27 BIICKT LT 105~270mg/m? % 3 RERERIRN I G- L7 RE . AAI O Fl E8LHIR 1 1 BRI BRI E . K
R AR R T K OV CHe KM &1 240mg/m? T > 72, EERLBEUERSEH L= b Db o, ZD7H 35
MEF RN G- OHESEH & 1T 210mg/m? &8 2 HivTz,

@1 WREE AR $E 55 BR R
PRI 15 BTkt LT 80~120mg/m? %3 1 [l 6 WA EHE L. 2 BEIREL 1 A4 70 e LTHEET IR
BRICIR\W T, MG E O 72 A ERAIFME IR Lo 7288, 120mg/m? BEC W CRMARIEEIC L 285
ik, R OVEMERE) (Grade3) &K BHEIEM RO Lz,
ZOEDE AR OB S5 L LT 100mg/m2 28R S iz,

@24 R EEFARIN B Bk AR (25)0 Y
TEPEREE AR 18 Bl LC 49.5, 75, 105, 135, 180mg/m? % 24 HERIFRAIRINIR G- U723 B ONEME S RS 12§41
W% LC 50, 100, 150, 200mg/m? % 24 WREFRIRAEE G U723BR & 5 U 7o A5 3, A 00 H B il K] 7 L SR B ek
DIE R OV FUCEE D BIERYWE CH D Z LR SN, 26 ORBRICE T 2 HELEA BIXRIE Tl 135mg/m?, #%#F T
13 150mg/m? & &z S ivlc, RIEHIENIZ. TR ERIRAE O RARMEIZE 2 £ TOMB L OETE £ TOME 2 ZE L 318
& L7,

1) AFIOHEGR S NTRRESUTRR., FEROHAEIE V. 1L 2IRESUIRR, 3. MEROHE) 0BEEZZROZ L,

2) EHEMHER
BB L

3)QT/0Tc $H{fEER
MU ER R L

Q) AEZRIGIERAER
AERGZERARE GMEADT—4)°
B3 & 5 IR AT & X4 24 WER & 3 IFRI O B 5 RERT & O 135mg/m? & 175mg/m? 0 F & T bifactorial design %
FAW T2 bk B & 5 L 72 fE A, B ZNBESUS ORBUL 1.5%., HE5EdH D\ VTR X 5 BB Lo
72o 175mg/m? FECTEBEN @ Moo b DD, AREFA LI oT (20% vs 15%, p=0.2, x2 RE), HET LW



RETOAEFEHMIZ 175mg/m? BECHEICED>7= (19 # vs 14, p=0.02, x2ME), 24 KR5S TL Y mEDOL
HERID OFEBLN A DAL Tz, e 5RE TR L OAEFHIRICEIZA LR D 5 T,
TE) ARG SN REIRIE, MELOHEIL TV, 1. ZEUIEhE. 3. MBEROE] OEEBEOZ L,

DERLEDEEEZRV-DEDRER
DA ik
HAREWNICI T 2 ARAIHM 3 REM AR HED A BIC X258 1 AHRERIT, IVEEAEE 66 . FE/NMpafiiEBaE 122
B, FEEE 65 B, HiAE 107 B, TEMAEERE 23 flaktgl L TEEINT,
TASBNZ KT HEDEIL, TEROLEBY Tholz,

ERE |1 18R atE

s n‘?ﬁfﬁ% ESE R
JE 5L CR+PR (%)
GR By D 64 17 26.6
FE/ N it ) 120 42 35.0
Hy 10 62 21 33.9
GRE 107 25 23.4
T 23 7 304

CR : complete response (F5%h)
PR : partial response (f5%%)
ZhE - 201 (CR+PR) /& EGIEL

1. B 2 ENGE 1T ARRER (A5 7
R 1
ko B PIEE T, TEROEERITAIRIEICI T 2 BRHISUIAIL R AEH] 66 41
HiEROHE : 210mg/m? & 3 Refil it L, 27 < &b 3 IR,
Ihxla—2xLLT4a—xp LEE,
PD L oo Bk, ZORATEGEZFIET S,

BEER
HalAT SEBIEL (%)
TRERIE L 66
S TIE 64 (100)
il %) e fE 54
i 21~74
performance status 0 30 (46.9)
1 25 (39.1)
2 9 (14.1)
A BRI 42 (65.6)
IR ME e 4 (63)
N 5 (78
P e i 6 (9.4)
HorAbsE 4 (63)
Wk BN 1 (1.6)
S R R I 1 (1.6)
HHRBEPE IR A R 1 (1.6)




HERRT SEGIE (%)
AL FIE 1 17 (26.6)
(A 45440 2 16 (25.0)
LA 3 15 (23.4)
=4 16 (25.0)
HaRANT 3 st | AR 42 (65.6)
HRE (64 A) 4 (63)
BREE (>6 4 A) 8 (12.5)
B 10 (15.6)
RIS A X <2cm 3 (47)
2~5cm 38 (59.4)
5~10cm 13 (20.3)
>10cm 8 (12.5)
B 2 (3.1)

HE AR FIC O W TIHAET R GHRICER L, BHENCERRAE (hgma, e

T, BHRERES) 21T RELTHET DI L, —MRICAEBREAMETL TV 2R
2% HHEMHIER B bR T,

H R pIAR

ENEE T ARRBRICB VT, AERAIRIE « TR OIEE O EIZ T 2 Beh#1% 26.6% (17/64 f5]) ThH o7z,

BESAFARESHE

EJA N = L EVR Ly -
JE % 2 15 7 16 | 17 7 | 17/64 (26.6)*V 17/57 (29.8) *?

Performance 0 1 71 2 | 12 7 1 8/30 (26.7) 8/29 (27.6)

status 1 1 7l s | 4| s | 3 | 825 (320 822 (36.4)
2 1 5 3 1/9 1/6

R R 2 9 | 7 9 | 11 4 | 11/42 (26.2) 11/38 (28.9)
AR M s 1 2 1 1/4 1/4
S IERE 1 2 2 1/5 1/5
fﬂ B s 2 1 2 1 2/6 2/5
ij AR b 2 2 0/4 0/2
SRR 1 0/1 0/1
M RE 1 1/1 1/1
HHRBEPE TR A T IS 1 1/1 111

Ak 1 71 1 3 4 717 (41.2) 7115 (46.7)

) 2 1ol |6 | 3| 4 | 216 (129 212 (16.7)

Skl 3 1 301 6 4 4/15 (26.7) 4/15 (26.7)

>4 4| 4 1 6 1 4/16 (25.0) 4/15 (26.7)

SRl I oYl 2 9 | 4 11| 13 3 | 11/42 (26.2) 11/39 (28.2)
g;@ Eﬁ@ ) 1 1 1 1 1/4 1/4
Eﬁj;é@ ) 3] 2 2 1 3/8 3/7
N 2 2 3 3 2/10 (20.0) 2/7




EJA > - L = By -
fe KIS <2cm 2 1 0/3 0/2
YA R 2~5cm 2 8| 5 10 | 12 1 |10/38 (26.3) 10/37 (27.0)
5~10cm 51 1 5 1 1 5/13 (38.5) 5/12 (41.7)
>10cm 2|1 1 2| 2 2/8 2/6
N 2 0/2 -

CR : complete response (357%)). PR : partial response (£ %)), MR : minor response (MR [ZZ%LOREIZITMZ TVRV,) |

NC : no change (“R%8). PD : progressive disease (#£1T)
k1) 95%IEHEIXM] : 163~39.1%  *2) 95%{Z4HX [ : 18.4~43.4%
MPUBEBE VR OHIEIL T HABIRR RS - W AR AL RE O BB FHESLUE ) ([2hE - 72,

BENF TOHERUVEIHAM

SERIE (CR) 2 f
HRECOMT P 41~63 A
JEFI% (CR+PR) 17 451
50%LL EAfE/NE T oI R 46 H
i 20~117 H
JEHI% (CR+PR) 17 1)
NI e fE 64 H
P 29~163 H

CR : #%). PR : %)
PUBEB R OHET [ HARBIBFERES - I ABD A LEREO BEDFpEEYE ) 12t 72,

AITER

AFNZ LD EHESNTZEWERONR (B, BEMEE) X TR0 LB Thod, AFIREIC X DL E R
121 B, ERBIERITRMEMEESE (55.0%) . BIHEDE (35.5%). AiE (33.9%) KOEL - &t (28.9%). H
N2 (182%). THI (16.5%) FDOHELEIERTH Y . TOMBE (73.5%). FE (52.1%) E1RRD LNz, GE
HZOWTIE 72 HEBIR)

BRI R 3 i

EAN O T FHRERICIS T D B RRAE MR I3 B mBkE (99.2%) #FHERED (97.5%) . ~E 7 v e vl
(89.3%) . If/MEIED (24.0%) ZEOFBERHITH Y. AST (32.2%). ALT (30.6%) O _EFZEONFHEEEMRAE MR,
BUN L& (7.4%) SOBBEREMAEESRD 5Nz, GECOWTIZ 73 HE W)

/NI (63 2 [EIPN A T ARRUER (A 75)99)

AR 1%
*f

4 FITARE TRIHEFRIED 22\ IR/ MRt B 122 B

FER OV E : 210mg/m? % 3 R AGfiE L, D7 &b 3 MRREE,
INE1a—AELT2l BEIZKVIEL, R b3 a—A ERET D,
PD L7228, TORATHREEZFIET S,

BEER
HRRT SEBIE (%)
BRERIEFIEL 122
TSGR 120 (100)
PRI 5 94 (78.3)
8 26 (21.7)




HERT SEBIEL (%)
il (%) g fE 64.5
i pH 27~74
performance status 0 25 (20.8)
1 81 (67.5)
2 14 (11.7)
AT R B 35 (29.2)
g 72 (60.0)
KA e 9 (7.5)
i o b B 4 (33)
7 1A 9 (75)
111B 24 (20.0)
v 87 (72.5)

HE  ESREIC OV TIARYCICEGMRBICEE L, HENCEERE (e, FEER
., BHEERES) 21750 L THEETLIZE, RICAFBENME T L TWnD Z &N
Z < BEEIHER S D bhedn,
Fifh R AR
FITARE CTRHALFIEIE O 72V IR/ N R IE O @A T2 # % Y — VIEFHR O33R IT,. 35.0% (42/120 #i) T
HoTz,

RI1EM

/RIS A kb5 & 9 2 EINGE 1 AHEAER (3. 24 W E) OREMFEMAER] 135 BlicsiT 2 EREWEMIX. K
s R 66.7% (90/135 ), BAHiE 39.3% (53/135 1), PV 32.6% (44/135 ), 3 L OVEL - TEM: 31.1%
(42/13541) . FHI11.9% (16/135%1), OINZK9.6% (13/135%1) LEDOHELEIHERTH Y . ZOMBITE 90.3% (121/134
B) . FEEN47.4% (64/135 ) ENRD LTz, GEHIZOWTIX 74 BESHR)

AR R A B M T

/RS 2 kP & T 2 EINES T AEERAER (3. 24 W E) OREMEFEMAER] 135 BliCIsiT 2 e kAR A il 2
Wik, MFPERIED 92.6% (125/135 #) . A M ERNEA 88.1% (119/135 #) . ~F 7 1 & 63.0% (85/135 i), Ifi
IINBRY 7.4% (10/135 1)) SEo-BHHE TH 0 . ALT O _EF- 41.5% (56/135 f5]) . AST O _LH- 30.4% (41/135 {51)
EONFHERAEMAR . BUN L5 8.9% (12/135 fiil) HOBEEMAERET bR D b, GEllcOWTIL 75 B
Z )

CFLEIT T D EINES AR (A TE)10

X7k

X B BINAEE THIRIOLERIEN N 2 AT - ISR A 65

AERORE : 210mg/m? % 3 FERLETFHE L. 272 < &b 3 RHIRIE,
INE1a—REL T2 HEIZKVIEL, il b3 a—RU EREGT 5,
PD Lol AE, TOR R TR EHIET S,

2EE=
VSRR SEFIEC (%)
BRI 1 2K 65
RSB 62 (100)
il (%) H A 54
P 33~72
performance status 0 36 (58.1)
1 20 (32.3)
2 6 (9.7)




BT FEBIE (%)
FELART R LA 3 (4.8)
FLEE R 18 (29.0)
T FRRE I 21 (33.9)
T 15 (24.2)
AR 2 (32)
sl 2 (32)
B 1 (1.6)
HEFT 3(438)
7 59 (95.2)
AL 3 0(C 0
H 62 (100)
R wE)-3e 17 (27.4)
5B - FEE% DI PRIE 13 (21.0)
[EPRFESY 32 (51.6)
TUVATYA 7Y% | & 17 (27.4)
HH A 45 (72.6)
it B bk 11 (17.7)
58 - B3R ORIk 29 (46.8)
[EP RS 5 (8.1)
N S P A TR kv B 14 (22.6)
(3 27 (43.5)
A 21 (33.9)
TugAT RS BEPE 12 (19.4)
Rtk 26 (41.9)
A 24 (38.7)
A SEBIEC (%)
B EL R JEFE B 3 (4.8)
SHAEL 7 3 (4.8)
id 19 (30.6)
FTIE U v /X 29 (46.8)
bR I i 16 (25.8)
H H 23 (37.1)
P Bk fii 24 (38.7)
Jiks 14 (22.6)
sk 10 (16.1)
Ak 1 (1.6)
Z DAt 3 (4.8)

FIEGNIC K> THEOWREEZHT %,
TR @iREIC OV I EE ISR GBI E L, BRI RE (iR, ATRRER

&, BHERES) 270 LTHEET LI L, RICAEHBRESMETL TV Z &N
2% BREMHIED S 5T,



e PR i At
FHFARRE THIRIOAL FHIE N TN A0 AT - BRI OB FNI R D & %V — W IEFHR O FREhHR 1T 33.9% (21/62 i)
ThHoT,

BESEF - REBLFMESHE

EJA b > I E3A o=y -
R cr | MR N o L Tt | s oo
JiEBiI%L 2 119 1 |17 | 20| 3 | 21/62 (33.9) *V 21/59 (35.6) *?
performance 0 1| 12 9 | 12| 2 | 1336 (36.1) 13/34 (38.2)
status 1 1] a4l 1] 8] s 5020 (25.0) 5020 (25.0)
2 211 3/6 3/5
FELART R AL 2 1 0/3 0/3
FLEARRE I 2 7 4 4 | 1 9/18 (50.0) 9/17 (52.9)
T8 S M AR 6 | 1 6| 8 6/21 (28.6) 6/21 (28.6)
T 41 5|1 5/15 (33.3) 5/14 (35.7)
R 1 1 0/2 0/2
BN N 1] 1 0/2 0/1
] 1 1/1 111
TAT i3 7 5 5 7/17 (41.2) 7/17 (41.2)
A7V 2 |12 1 | 12|15 | 3 | 1445 GL1) 14/42 (33.3)
R B by RE | 1 211 21 5 3/11 (27.3) 3/11 (27.3)
W - BREOTHRE | 1 9 7 9| 3 10129 (34.5) 10/26 (38.5)
Y S 1 3 1 1/5 1/5
E11A N =& = By -
HCERRE A JFURE B 1 2 1/3 (33.3) 1/3 (33.3)
SHAIAL 1 1 1 2/3 (66.7) 2/3 (66.7)
& 30 5| 6 1 4 8/19 (42.1) 8/19 (42.1)
FTE U o 3 i 4 | 5 1 9 | 7 9/26 (34.6) 9/26 (34.6)
WE Y o3 4 | 21315 4/14 (28.6) 4/14 (28.6)
H 13| 4 1] 6 0/17 (0) 0/17 (0)
P Bk it 2 8 9 5 10/24 (41.7) 1024 (41.7)
Ji¥ 1 319 1 1/13 (7.7) 1/13 (7.7)
Ji 7k 8 2 6/8 (0) 6/8 (0)
JEK 1 0/1 (0) 0/1 (0)
D 1 1 1 1/3 (33.3) 173 (33.3)

CR : complete response (&%%). PR : partial response (47%f). MR : minorresponse (MR IZZEZNROREITITMZ T2V, ), NC :
no change (/RZ%). PD : progressive disease (#£1T)

*1) 9S%IEHEIRM] : 22.3~47.0% *2) 95%{FHHXE : 23.6~49.1%

*3) JEFNZ Lo THEOHREEGT 5,

PUEE R O E (T e In B R E R N R B AT - RIS ISR DIRRMROHELLLE) 1Tt T,

BESFE CTOHMMEUVELM

CR, PRIER] (n=21) (ZHBW\T, JEEDN 50%LL LT 5 £ TOYMOFRAEIL 41 B TH -7z, CR D 2Bl
THEENHEET S ETOMMIZ 90 B & 276 H Tdh -7, CR, PR BIOZEMAM O P IfEIX 125 B (36~305 H) T
ot



RIEH

U Z RIS L T HENE L AHRER 3, 24 ik 5) OLEMEFMIER] 82 Bl 5 EA2FINERIL, RIS
78.0% (64/82 $i) . BAHINE 48.1% (39/81 Bi) . #HANE 42.0% (34/81 f3i]) . B L OEL - EH: 40.2% (33/82 f), AN
2 9.8% (8/82 f5l) . T 9.8% (8/82 f5l) ZHEDIHLAEIRTH Y | ZDMMNTE 90.2% (74/82 f5]) . FEEN 41.5% (34/82
B) FERRD BT, GEIICOWTIZ 76 HS )

B WAL R | F 4

JUEE MR ETHENG AR (3, 24 R ) OREMFHER 82 Bllci ) 2 ERMRREMBA T X, AiM
KD 100% (82/824511) . 4FHEKIHA 100% (82/82451]) . ~F 7 1 B8 82.9% (68/8241) . Ii/IMIFA 9.8% (8/82
F) EOHFEEEMEITHY . AST @ L5 28.0% (23/82 i), ALT @ L5 29.3% (24/82 i) % DITHEREMR A ME A H |
BUN L5 -4.9% (4/81 #f) EDOBEMEMREMERT Cho7o, GEHHIZOWTIZ 77 HEZH)

BRI A EPNE T AERER (AR

SRR

X % AT - FIEEHE 108 4

MEXROME : 210mg/m? % 3 AT FEL, D7 &b 3 IR,
Ihux1a—2ELT2l A YEL, D7 b2 a—2 (FiIE THRBRTIT4 2—X) L
E#L5T 5,
PD & 72 o 2G50 . T O CTREETIET 5,

BEER
W EA T FEBIEL (%)
BRERAE B EL 108
TR 107 (100)
el 5 83 (77.6)
8 24 (22.4)
i (%) A 61
el 31~74
performance status 0 63 (58.9)
1 41 (38.3)
2 3 (2.8)
HEL iR BRIE (R eE) 11 (10.3)
AR (B 40 (37.4)
3L i 41 (38.3)
FIVER il s 10 (9.3)
SLEA 1 (0.9
R 2 (1.9)
e 1 (0.9)
TR 2 1 (0.9
AL A 2L 41 (38.3)
HY 66 (61.7)
&ie 5-FU % 54 (50.5)
% ¢e CDDP 39 (36.4)
4t CPT-11 11 (10.3)




s T JEGIE (%)

ST JRFE 40 (37.4)
i 63 (58.9)

fili 5 (4.7)

JEER Y o /K 58 (54.2)

PR INIAN: i 17 (15.9)

D 16 (15.0)

EE SEHEFC OV TR OIC RSB E L, EENCERRA (ERE., PR
. BHRERES) 217528 LTRETL I, —BICAFBREMEFL TS Z &N
% < BBEHTEISE D B B IR T,
i PR AR
FEINEE I ARRBRICBW T, 1T - BREBOBRAIIT 5 7 % Y — VEFRORHEIT 23.4% (25/107 #]) T
HoT,

BEREFIRESMR

ENG N > L = By -
JE % 0 | 25| — | 38| 38 | 6 | 25107 (23.4) 25/101 (24.8)
performance 0| 0o | 18| — | 24| 18| 3 | 1863 (28.6) 18/60  (30.0)
status 1] 0 — 13|19 2 7/41  (17.1) 739 (17.9)
210 — 1 1] 1 0/3 0/2
ERAE (R 0 — 6| 3| 2 0/11 ( 0.0) 0/9
wRE (har ey 0o |10 —[19]10] 1 10/40  (25.0) 1039 (25.6)
ﬁ A 0 | 10| — | 11| 17| 3 | 1041 (244) 10738  (26.3)
ﬁ B0 e 0 4 | — 21 410 4/10  (40.0) 4/10  (40.0)
i | SLEENAS o| 1| =] ol olo| mn 11
o, | R 0| 0| —1] 0] 2|0 0/2 0/2
e 0 0| — 0 1] o0 0/1 0/1
PR S b B 0 0| — 0 1|0 0/1 0/1
ﬁij$ﬁ%@L 0 |10 | — | 14 ] 16| 1 10/41  (24.4) 10/40 (25.0)
{1 | B ED Y 0 | 15| — | 24 | 22| 5 | 1566 (22.7) 15/61  (24.6)
| &te5-FU % 0 | 12| — | 22| 18| 2 | 12/54 (22.2) 15/52  (23.1)
| & CDDP 0| 8| — | 13|14 | 4 | 839 (205 835 (23.9)
B g cpTnl 0 4 | — 3 1 411 (36.4) 4/10  (40.0)
JFE B 0 0] 4 |23 9 0/40 ( 0.0) 0/31 ( 0.0)
Ji 1 |13 ] 1 |20 21| 7 | 1463 (22.2) 14/56  (25.0)
it 0 1|0 2 210 1/5 1/5
JEHEE D oo 0 | 13| 1 | 25| 14| 5 | 13/58 (224) 13/53  (24.5)
o U o X 0 301 7 4| 2 3/17  (17.6) 3/15  (20.0)
Z DAt 0 1] 0 6| 7| 2 1716 ( 6.3) /14 (7.1

CR : &%, PR : %), MR : minor response (—J5[AIJIE FIREFRZE D 50%LL X% — 5 mIMIE FTREFRZE O 30%LL EOHE/INS 4 AR
T DREGI O, T EIE FTRER A D 25%LL b S0%ATE O/ NS 4 WAL EEReE L72EF], B L MR IZEZFROFEICIE
MMZTUWeW,), NC: RZE, PD : #4T

AEMEDOHIEIL WHO ORI S ZEMEIZHE, JF BB 2 HEIXBEMEs THEBHR RN SGTE 12 ) © THEO
FIPRIE - BETBRIEOTH) AL U GHEZTT > 72,

El{E

HEE AR ETHENE AR (3 FFM&KRS) ORI MIES 107 FllcBiF 2 ERRER X, T (85.0%).
HREEE (70.1%) . AR (43.0%) . BIEIR (42.1%) LOEEL - IR, TH, ANRZEOHLEHER TH -7z,
GEMIZ DN TIX 78 HBHR)



W AR A M F

B E X5 THENE 1 FHRR G W#EE) OLREMEFHEES] 107 FlcB T 5 LR RAE R 1X, Amsk
WD (86.0%) . UFHEKIEA (91.6%). ~EZmE D (78.5%) . /MR (4.7%) EOFEMIHE ChH -7, F
72, AST L5 (51.4%). ALT k5 (53.3%) SHOFHEEMRAMEER. BUN L& (18.7%) EOBEHRERAM I A

O HNT-, GEHIZSWTIL 80 HE M)

1 BRI Ko OV R i)

S D
AMERENREMEICES ETORETHN 1~2 #BE T, FEITIETCORLKIN I BEE T,
Grade BEME (mmd) HIKMEIZED E T | 4,000/mm? 2L EIZ[E{E
G-CSF | =— =¥ N " DO B#% (R) TAHETORK (A)
O | T | I In IV PO B e ) gl ()
2.900 12 g
A A 285 99 | 91 | 75 20| 0 (1,100~3.900) (4~35) (2~35)
2.050 T 3
Ca 53 20 91T B2 (740~3.500) (6~21) (1~11)

G-CSF granulocyte colony stimulating factor : PER7ER = 0 = — Hi[{§ K+

W47 R ER R
HPERE D BAMEICE S T TOREKITN 1I~2 BB T, BETA2ETOHKIN BB THo T,
Grade SR () FARAEIZE 2 £C | 2,000/mm? LA -IZ[EI{E
G-CSF | =— =¥ N " DO B#% (R) THETOHRE (H)
0 | T | I |m|1v | rhofE (&) L (RGPE) Pt (REE)
1,055 13 7
Ak H 282 83 | 44 | 66 | 47 | 42 (89~1.979) (6~46) (1~49)
354.5 11 4
L 53 3L 6o B30 e 1607) (6~14) (1~13)
G-CSF granulocyte colony stimulating factor : PEh7ER = 0 = — Hi[ 3§ K+

CTEREIC T B ENGE AR (AR

AR 1%
*f

5 AT - HEEE AR 23 61

MEKR O E @ 210mg/m? % 3 Rl ifiia L, 272 < &b 3 IR,
INE1a—AELT2l BEIZKVIEL, FHIE LT2 a—A ERET D,
PD L 72 o 7o E13, EOR R THREEZHIET 5,

BEER
B USRS SEFIEC (%)

HRES 23
il %) P 60

i 30~72
performance 0 14 (60.9)
status 1 7 (304)

2 2 (87)




HEA T SEFIHEC (%)
AR NN 15 (65.2)
JUR ol e T
M R
A e
TR 2
TRA
WA T/ T3 HETT
111 347 2
IV #
PR
AL A L
»HY
CDDP + CPA + THP
CDDP+ CPA + Epi-ADM
ADM+CDDP + CPA
CDDP +THP
CBDCA +CPA
CDDP
CDDP+CPA+THP, 5-DFUR
CDDP+CPA+THP, 5-DFUR, VP-16
AR | 7e L 20 (87.0)
Ho 3 (13.0)
HE  mREIC OV AR NICREMBICEE L, BENCEKRE (MikHRE, FFsER
. BHEERTES) 2170 LTHETA DL, ~BICEBBEMEF LTS Z R
% < BBEHIHISE R B S bIeT U,

—_— = NN N
~ o~ o~~~

— ] —
ISERS
~ o~~~ ~
3
A BN
n o »
Z2ZEZ2 =2

—_
w

_ = = N = W) = W

e PR e At
EINE I ARRERICRBW T, 1T « BRFERE ORI D ¥ % Y — LR OFSh R *132 30.4% (723 #1) T
ot

BESEF - REBLAGESHR

=T N - =T By -

S5 0| 71| 3 7 5 1 7123 (30.4) 7123 (30.4)

0ol o 5 2 | 3 3 1 5/14 (35.7) 5/14 (35.7)
performance status 1 0 1 1 4 1 0 1/7 1/7
210 1 0] o0 1 0 12 12

HEPN R 0 5 3 2 | 4 1 5/15 (33.3) 5/15 (33.3)
M BR L ololol1lo]o 01 o1
f% R e 0 0 0 2 0 0 0/2 0/2
l;;f? SR R ol 1]o]o]1]o0 12 12
4, | DI B O 1 [0 | 1]O0]O 12 172
IR 0 0 0 1 0 0 0/1 0/1
HeAT T 4 0 1 1 0|l o0l o 12 12
IV 0| o 1 0 | 3 0 0/4 0/4

FRs 0| 6 1 7| 2 1 6/17 (35.3) 6/17 (35.3)

AL A el 0 6 2 0 2 0 6/10 (60.0) 6/10 (60.0)

HY 0 1 1 7 | 3 1 113 ( 7.7) 113 ( 7.7)

AT R 2L 0 6 3 5 5 1 6/20 (30.0) 6/20 (30.0)
HY 0 1 ol 211010 1/3 1/3




P AL CR | PR | MR | NC | PD ;fﬁ% FEINIE B AL

JRFEH 1 1 1 0/2
BHEN 1 4 1 1/6
RN 2 1 1 2 1 3/7
fii 1 1 3 3 1 2/8
Jiks 1 2 0/3
AT U > o) Hi 1 4 1 1 1 5/7
THERR ) o R 1 0/1
Kt 1 1/1
[ 1

i3 1 0/1

CR : complete response (35%}). PR : partial response (%)), MR : minor response (—J7 Al € FIREIRZ @ 50% LA b % —J5 1703 & AT
BERZ O 30%LA_Ef/INAY 4 AT FEGE S 2B B O — 7 I E ATREIZS 0 25%BL L S0%ATG O/ a3 4 BRI LL L Frfge L 7 E .
{H.L MR [ZFEZROFEEITITIMZ T /2wy, ). NC : no change (“RZE). PD : progressive disease (H#£17T)

*1) 95%(SHAXH : 13.2~52.9% k2) 95%{SHEX[H] : 13.9~54.9%

*3) NE %R\ BAMERIEK

* ZNRIT T AR AL FIRIE OB R EFEUE ] 1266V, Response Evaluation Criteria in Solid Tumors (RECIST) £ &% L L7,

BENFETOHAMEUEIEM

SERIE (PR) 7 Hil
50%LL_EAfE/ N E o HIM e fE 43 H
P 11~69 H
SERFI4L (PR) 7 Hil
PR Z8%h 1 [#] LA 119 H
i 41~204 H

* BRNE TR AR AL IR O B B w FL e ) I2HEV . Response Evaluation Criteria in Solid Tumors (RECIST) %% & L7=,

Bil/E

FEHE AR L9 D ENE I ARRER O 2RV EAmAER 23 Bl I T 5 ERRIERIZNE (100%) . EEFIHGE (87.0%) .
W (73.9%) . BESIR (69.6%). iR (69.6%). ¥ (56.5%) . M.Dy (47.8%). WIFL (47.8%). f#f (304%). T
Fl (30.4%) ZEThHoT=, GEHHIZOWTIL 81 HEMH)

YRR AN A A

TR 2 KR T D ENG 1RO 2R MERES] 23 Flici 1 2 ERBRRAEMERIX, GPEREgED (100%) .
FIMEREDAD (95.7%), ~FZ o el (652%), ~~ b7 U vy b (522%) ., FRImEREDAD (52.2%) . Ifi/Mk
Bigib (21.7%) ZEOME—MRERE Thotz, Tz, P YA E s8I (26.1%) . AST #M (47.8%) ZDFH
HERRZEMER T, BUNBN (30.4%), M7 LT F=H00 (21.7%) SOBEEREMER /RO bz, GEIZS
WCIE 83 HEIR)

P 1 Bk IR e OV v Bk b

W B M EkE
AIMERE A RIMEICE S EFTO BT 12 l\ET, FETLIETORZIKN1IEETH-oT-,
Grade o x| WIREICESET Grade0 (Z[FI1E4 5
aesk | === T T T [ ;f;f‘:g Eff)) DHE (H)* ETORK (A)*
Sl rhofiE (f) ol (PR
2,705 115 7
FRESGE 67 15| 17 | 30 510 (1.300~4.200) (3~18) (1~17)
2,000 1 4
i 29 D320 8000 4 00~3200) (5~16) (2~39)

% Grade0 O =1 — R Z R CHEE

%k [ElfE Lz a— ADHTHEE

G-CSF granulocyte colony stimulating factor : ¥R Ek = 7 = — il IA +




Wi R
SEERE A 5 F T BB 1~2 BRI, W5 £ To I LM Th - 7.

) Grade FeEE (mmd)* %ﬁﬁ@%é%f &mw@@@#i
G-CSF | == A% 0 | I | Il | I | IV | "ol (iPH) :;) 5,2 éj} ((%2) * g;?%%%%é))
HAEH 67 7 102125 4 (304E?f;77) (6ii8) (3ﬁf35>
L 29 01 0 0I5 14 025219@ 61i6) (233D

% Grade0 D 21— R Z RV CHER
G-CSF granulocyte colony stimulating factor : FER7EK = = = — Hil{% KX

kk[AlfE L7 a— 2D AL THEE

@B &

AHI 100mg/m? B | REE A ERED BB & 255 T AHRERIE,

MY DR EIT, TROLEY ThoT,

ERNE 11 RS

LB 69 Bl &%t g & U CHEN S vz, BRI

\ i BT L
PR JiE 5Kk CR+PR (%)
L 69 31 44.9

CR : complete response (%))
PR : partial response (£5%h)

FNE - BRI (CR+PR) Ak e B

1. FL o 2 ENE 1 ARRER (B %)

AR I%

®F 0 G AT UIEROIBEE RIEFEE 1 LY A v IR ERIEO R BT b)) 69 B

MEROHE : BiRIEEITo721%%, 100mg/m? (BH{LEEIEIC CORMMMRBEE 27T 2 2 L B3 5T 5 AN
i ST IERI T 80mg/m? B R & 9°5) & 1 BN 1Al 1 R B2 R ET 5, Zh
Z 6 BHH TITV, 2 BRI LA T 1 a—xL L, FAIE LT 1 =2 %595, PD &
ol A, TORETREE T IET S,

2EEE
AT FEBIEL (%)
BRERIE L 69
I PERTAMG T GLAE 1 5K 69 (100)
i (k) L 55.0
i 27~74
performance status 0 49 (71.0)
1 17 (24.6)
2 3 (43)
HELAR RMEEFLEE (S RRE 7 (10.1)
LA (LIRS ) 14 (20.3)
MRS (e RRE ) 20 (29.0)
ML () 24 (34.8)
SN 1 (14
LR 2 (29
kR 1 (14
LT 4 (58)
R 65 (94.2)




H RN FEBIE (%)

bR ERE fiid 1 (14
" 68 (98.6)
it B bk 29 (42.0)
B BRIk 15 (21.7)
R E FE it 24 (34.8)
TUATY A7 YRR | 18 (26.1)
H 51 (73.9)
Mtz B bRk 26 (37.7)
B R RIE 20 (29.0)
T % S it 5 (172)
RLE BT H— T haby Btk 34 (49.3)
(=35 29 (42.0)
N Ev 6 (8.7
WA= a = D Y 27 (39.1)
Rax 36 (52.2)
N ET N 6 (87
AT * SEFIE (%)
B JRFEE - MG 2 (29
g 10 (14.5)
RN 25 (36.2)
SHER Y /R 2 (29
s U 2 i 1 (14)
SHE B Y o3l 4 (58)
Mg 5 ) > o $Hi 4 (58)
HERR U i 1 (14)
AITHERR U o /N 1 (14
1 H 20 (29.0)
P hik Jii 35 (50.7)
i s 14 (20.3)
lils 27 (39.1)
ez N TR 1 (14
fiE 7k 1 (1.4
FIEGNC L > THEOWEEZ AT 5,
ha—2% (a—2) R 3.0
i 1~13
feg Gmgx ([8) il 16.0
b 1~68
Beh5MkE (R) R 14.0
i 13~21
~13 A 1361 ( 6.5%)
14 H 160 5] (79.6%)
51~21 H 28 i) (13.9%)

HE  @EICOVWUIA RO EGMEICEE L, SHENCERRRA (R, e
T, BHRRES) 270 RELTHERTLII L, —MICAEHBREMETL TS Z N
2% BRSNS T,



PN
AT TFHROAEBEE GHEFRE 1 LY A v iR REo G mEIZRHh ) |
BNZxE 95 & % — )VIESHE B IEO TR * 1T 44.9% (31/69 #il) Th-o71=,

HBE

HF - WESCANESEHNER

HIMERHM AT SHER 69

EEL
IR cr | e | we | oo SR R | i)
iE 515 28 | 26 | 9 3 31/69 (44.9)*V 31/66 (47.0)*2
performance status 0 22 | 18 5 2 24/49 (49.0) 24/47 (51.1)
1 6| 5| 4 1 717 (41.2) 7/16 (43.8)
2 3 0/3 0/3
FHAY REMEILE R (Y FEANHE) 4| 1 2/7 2/7
EEMRLAE R (CPLERAE E) 1 50 1 2 6/14 (42.9) 6/12 (50.0)
RS (RS ) 1 8 | 3 9/20 (45.0) 9/20 (45.0)
REMERLE R () 1|10 8 | 4 1 11/24 (45.8) 11/23 (47.8)
RN 1 1/1 1/1
R 2 2/2 22
=3 1 0/1 0/1
[i[if{e==5 7S it A B b s 3 11210 3 1 1529 (51.7) 15/28 (53.6)
R B Lk 5 7| 2 1 5/15 (33.3) 5/14 (35.7)
A v St 11 9 | 4 11/24 (45.8) 11/24 (45.8)
TUATYA 7Y RIEA| i3 1 5 3 1 6/18 (33.3) 6/17 (35.3)
H 2 | 23118 6 | 2 25/51 (49.0) 25/49 (51.0)
Witz B b A 2 | 14| 6| 3 1 16/26 (61.5) 16/25 (64.0)
AR B s 7110 | 2 1 7/20 (35.0) 719 (36.8)
DRSS i 2 1 2/5 2/5
Dose Intensity ¥ ~69 1 4 2 5/15 (33.3) 5/15 (33.3)
(mg/m?/iH) 70~79 1 10] 3] 1 11/15 (73.3) 11/15 (73.3)
80~89 1| 12121 2 13/27 (48.1) 13/27 (48.1)
90~99 21 211 2/6 2/5
100~ 1] 3| 2 0/6 0/4

CR : complete response (%)), PR : partial response (5%)). NC : no change (R%).
k1) 95%IEHEIXM] : 32.9~57.4% *2) 95%{ZHHX [ : 34.6~59.7%
*3) (RS2 (mg/m?) X7)/ (&S5 H—PEEEH+7)

PD : progressive disease (£1T)

*ERERIT TIEBIR VR G5 14 i, AARILESEESR) | 12iko<,
= Tsh 2k
ISR CR | PR | MR | NC | PD ifﬁg - {fﬁﬁé@ )
HERREA JRHFEEL - SHAIFLE 1 1 12
R & 51 2 2 1 5/9
U L i 6 | 10| 1 3] 2 3 16/22 (72.7)
SHIEL Y L i 1 1 1/1
e U X 1 1/1
$E LY v 1 3 1/4
W5 U o /S 21 1 2/4
L =R AVAN: i /1
HURERR U > <Hfi 1 0/1
B (=8 1 15| 2 2 1/18 (5.6)




= Jsh s %
i cr | e | ar | x| po |70 REAER<)
Pl Jif 2 16| 5 8| 1 | 3 18/32 (56.3)
] 2 7 4/7
JiF 9| 5 71 4| 2 9/25 (36.0)
RERE N TR 1 0/1
JEAK 1

CR : complete response (3%7%)). PR : partial response (%)), NC : no change (R%5). PD : progressive disease (#£1T)
*4) JEFNZ Ko THEOWEEZ AT 5,
R AT TR OER G 14/, AAIIEFSR) 1 125,

BENF TOHFERUEIAM

CR/PR BRIGHERR H £ TD CR PR 4
REER | o (o) C‘?éﬁ% " iffﬁ'ﬂ o | e |
(g | (H) () ()
o 3 4] 31 61 3 ] 3161 3161
HEBIEL 3141 (CR+PR) (CR) (CR+PR) (CR) (CR+PR) | (CR+PR)
o gl 700 50 64 113 75 140 238
i 300~3,900 21~313 57~499 29~590 63~499 36~590 91~631

+ CRIIM : [9)> T CR 2B Lo B2 b DEER XXV AOREZIC CR 2GR LI H Y E TOHIRH,

- PRI : T T PR 2R L= B I7nh THITE R L 0 ATOR%IC PR 2#B LB £ ToOHIM,

- CRZEZHIM - (9] TCRAMEEELIZ A A0S BEEAH FToHIM,

« PR ZX0HI] - THIO T PR 2R L= 01205 THIE R £ ToHIM,

- EFWIR  REBGEA B o MELY) £ ToHM,

IR OB HE U OHHE (FEHBR b & Te) . BB, T OA Ny bR E 2R BOAME L, FEHE]
ZOWTIHIREDRMNER 24T HE0 B & LTS,

*FOERT TABRBOEN OF 14, AARILEZER) | 12k,

EIEH]

AT SUIFHR OB E R L9 5 B IEIC L 2ENE T HRBROZEMFHMBES 69 #llZBF 2 EREERIX. BT

JE97.1% (67/6911) . FRFIBIE CRIYFREIEE) 89.9% (62/6941) . JE57 75.4% (52/69 1) . & 55.1% (38/69 #4) .

BRI 52.2% (36/69 i) . HE.ls43.5% (30/69 i) . JNOBEE K OFIB I 42.0% (29/69 B1) . TH#i36.2% (25/69 1)

TENE 34.8% (24/69 f51]) . SMHEERK 31.9% (22/69 1), fFM L OO NRNE 26.1% (18/69 ) . BRIT HE 23.2% (16/69

). W& 18.8% (13/69 fil) . REEHIM 15.9% (11/69 ) . AR, FHEIWED E VN, Z 2 FEAE K OWIAL % 14.5%

(10/69 f1) . HESIIE 13.0% (9/69 Fl) . MM M ORERADNE 11.6% (8/69 ), FEEL 10.1% (7/69 ) ZEMFRD 5

Nz, GEHMZoOWTIL 84 HER)

AR M E
AT SUI TR OIIE 2 R G & 95 BIRIC L 2 EWNE T ARRBROZ M MIES 69 BlZi T 2 ER R R MR T
X, AIMEREGRA 91.3% (63 151/69 ) . 1F T ERE 89.9% (62 11/69 f51) . ~F 27 11 & L8 75.4% (524511169 1)
ARIMERFGR A 50.7% (35 B11/69 ) . i/ IMEHE NN 11.6% (8 $1/69 f5l) D #iIMEI TH Y . ALT L5 36.2% (25
/69 f5l) . AST k5 33.3% (23 #i/69 1), LDH L5 31.9% (22 $i/69 #i), 77 I i 20.3% (14 $i/69 1) . i
FEULEY EFERONALP B 13.0% (9 61/69 i) 5D FFFERERMAE S5 > CRP ¥4/ 59.0% (36 f5l/61 f51]) “&EH338
DN, GENZOWTIE 87 HB M)

F 1 BRI Ko OV R i)

W B mEkE A
Grade ST (mmd) HIEEIZESLE T 4,000/mm? LL iz [alig
A oy n | m | il (BH) » Eﬁ%ﬂ(ﬁa) ﬁkéif};?%?gz (R)
2,700
268 55 [ 51123 39 (1,000~7.300) 2 14




Wi R

(100~4,818)

Grade B () HIKEIZED E T 2,000/mm? L1 iz (el
a— 2 N e DH# (R) TAHETORK (A)
0 I |10 |mm| v Hho i (REPH) e st
268 51|77 |90 | 43| 7 1.475.5 22 13

WS R RER (SNE A DT — &) 1D

HEIMZ BT 255 T ARRRBR I, ASHI M 3 RS SED 3 BEER S (I 175mg/m? i 135mg/m?) & LT, J
BERE ., WEBRE 2 RICE B INT-, SFDRIILUTOLEY THh-o7=,

#wEovE 11 ARG O

IRSLA © 195 29 149
JEBIEL : 135mg/m® BED A W IEMEMNT I SERIEL  CR : complete response (F57%))
PR : partial response (%h)  ZE405R : Z4h6I% (CR+PR)/JERFISL

L 471 116 246

JEGIEL - 2HEEX LRI CR : complete response (35%%)

PR : partial response (F%h) R BOFH (CR+PR)/AEMEAELD LB

) ARFNOAEGE S AV ZIRESUINR . HEROHEIL V.1 2SR, 3. HiEAUHE] oEESROZ L,

) BEEHRER
1) AR
AR L

2) Re MR
AR L

(5) B - FEANHBR
DRI L

(6) A mAIfE A

DERARERE (—REARERE. FELARERAE. CARBLEERR) . HERTRT —I~A—IARE. WiER

TRIBERABROAR

I AR A« (AR A 3,169 §1 2 & TeRIME A K& OB IR BRI L 12DV T

ER) DHEZROZ &,

(V.5 (7) ZoOfly, TVIIL 8. &l

FEEMEARETAE (FFRIFAE) Wk 13457 A DK 14 45 12 AIZ/T T T& %Yy —ud f5BIERE) G LV
VBB T 2SS OFARI) OFEFBROBIEIL, LT LEh THD,



— AERBROBE

. VUVBTXYAZY T NIDA U720 RIIVERE, =YV ERE (2377257
) O 3FIFTRCORHEHEE BEK 30 RNHifT9 58 LR
R DIz, FREGTR (FRPEFIBESD 1280 ARRFBIFRA 2 Fhi L7z,

2. AKFEICHIT DB IEBUEGIZRIT 13.04% (33/253) TH Y . FER ORI T 0BT 38 BUAE 4]
3 11.89% (222/1,867) [AHIOME SRR R] L HB LT, ZIFREOERTH 72,

3. ARHE CIEEELBEBRIEORRIT | floAT UL, 33 FlFHEREG Sk 20 FIFFEET 10 fllcAxbhi
RN T NG EEE 23R U E L, Zeds, BESOGORBIRER, 7 — 8k, BIERIC—E OB
TR e o7z,

4, PEROFIEIEGE & FEEIC B 55 30 RN T R T ORHEERZ T 5 8 5 5 5051 CRAZ 5 L= 854
BN TY, WBEBRKEORKRE Ty hr— LW RETH D Z L ANRBE T,

FoUF 2 IR D FE LR % e

TR % BRI EER  RIGEOETI NHPAEZ SR E Lz X7 VA X)L, FAVZEY, B LLE L DOHRER
RE I AHEER (LLF, FACS ) I2BWTRZ U B XL EDARTSF o LD, FALEZEL L RATT
FUEOPFHEIEE I ) LV E L E VAT T F U EOPHEIRICRIL, AV )T EV AT TF L O HE

et L LT, et s i,

FORER, X7 ZXvNLEDNVRTTF UHERABEOF M
AT 324%, 123 5 A, 51.0%THV 1D, LZEMEFHlIXT5: 148 BN\ TRRWD b AL BRI E B 5 &K OFEIER I

TROLEY ThoTe,

W 3E/NERBATEIC & 1T 5 AR R ER R EHER (FACS ) TO X LRREIMEARTMEE—K

MAEFHERREERS

AT 145 BICIST 2R, AFHF P RE, 1 4

BIVE R O FRE F BUE 14K Grade3*!' LI ko
(MedDRA/J version7.1SOC, PT) GEBLR%)  [FEBUEBIE (GEBLE%)
B AR AR A R M ERE B 121 (81.8) 18 (12.2)
F i R H D 140 (94.6) 67 (45.3)
I eSS A 140 (94.6) 130 (87.8)
M R N 9 (6.1) 0 (0)
MR 90 (60.8) 16 (10.8)
~ETZ B E D 123 (83.1) 22 (14.9)
MEFHERRBREEEE LN ORMERSE
BIVER S OFiE FEBUREFIHL Grade2*' PA ko
(MedDRA/J version7.1SOC, PT) (GEBL=%) | BIUEGIE (GEHLER%)
M3 LY 7 REE FEENE LT H BRI 26 (17.6) 26 (17.6)
Rtk L OekRE BRI 110 (74.3) 48 (32.4)
il AARAE 26 (17.6) 1 (0.7)
PR TR B FEMED F 17 (11.5) 1 (0.7
R S 15 (10.1) 1 (0.7)
GIEP 31 (20.9) 4 (2.7)
R PR 15 (10.1) 4 (27)
RS 87 (58.8) 25 (16.9)
Vo R Bl 37 (25.0) 9 (6.1)
175 B WL 35 (23.6) 2 (1.4)




RIVE RS DREH FEEUE B Grade2*!' L Lo
(MedDRA/J version7.1SOC, PT) (R HLHE%) FEUEGIE CRRBLHE%)
MR g, MasEtds K ONMERESE | Leo< D 29 (19.6) 10 ( 6.8)
IR RN 12 (8.1 1 (0.7)
15K 65 (43.9) 56 (37.8)
T 45 (30.4) 10 ( 6.8)
L 106 (71.6) 37 (25.0)
SADS 20 (13.5) 7 (4.7)
Mgk - 63 (42.6) 33 (22.3)
FEE 8 KOV TR ik 128 (86.5) 66 (44.6)
Z O PEIE 16 (10.8) 5 (3.4)
R 39 (26.4) 15 (10.1)
E kR KOS GRS | BN 110 (74.3) 32 (21.6)
e 97 (65.5) 26 (17.6)
SHEER LORGRITERRE | ESHEALRG 19 (12.8) 8 (54)
TR 117 (79.1) 42 (28.4)
FEEN 33 (22.3) 9 (6.1)
i R A AT TI=2 T NIV ART = TR 75 (50.7) 22 (14.9)
T ARG ET ) 8T VAT = F7—EHEN 65 (43.9) 9 (6.1)
m7 A7 3 AR 56 (37.8) 13 ( 8.8)
M e Y L e 51 (34.5) 18 (12.2)
M H v A 26 (17.6) 5 (34)
i 7 a— g 51 (34.5) 2 (1.4)
i 7 v — N 16 (10.8) 0 (0.0
ez V7 F =48 12 ( 8.1) 3 (20)
ifn. P PLER R K S ISR B N 45 (30.4) 3 (2.0)
MV o AR 21 (14.2) 3 (20)
M U S8 22 (14.9) 3 (20)
T~ T LD 56 (37.8) 10 ( 6.8)
1 H R B 13 ( 8.8) 0 (0.0
Ifn. HR R SE B0 54 (36.5) 4 (2.7)
PR R O WG 25 (16.9) 8 (54)
FE PR 65 (43.9) 3 (20
LGN 28 (18.9) 6 (4.1)
SRR B 42 (28.4) 6 (4.1)
M7V Y RAT 7 2 —EHn 35 (23.6) 4 (2.7)
%1 : NCI-CTC version 2.0 (HAGFEM JCOG ki) 121E > CTHIE (FENEERT)

DEBEHELTEEFTENABTXEEREL-HAE - HBROME
V.5 (0)IRMIVER ) o TR IR AER) OHAEZRO Z L,



(N Z it

LA BT A

1) EREGPREER

QA ¥ (FFEAK TR L OBHEBINFEOER) D10
KT 3,817 B (FAFEIF 500 B, i AR TR 3,169 il K OV 1% B PR AR 148 451) 12 381) 2 RIVE A K OV AR AR i B2
HWORBLAIL 83.3% (3,181 £1/3,817 #) TH V., ERBEWEAIIRMAHFRESE (37.6%). B (23.5%). A
(18.7%) KOVELD (21.3%). WM (15.0%) ZFEOMHEERTH Y | ZOMBLE (30.5%). FE (11.0%) E1FRH 6
o, BRARMRA(E R ILE mEREED (48.5%) . AFHEREOEA (43.8%) . ~EZ r E A (16.6%) . IM/MRERD
(10.6%) ZOFHMHENETHY ., AST E5H (8.0%). ALT E&H (9.4%) SOIFHEEEMAMEET ., BUN L5 (4.0%)
LOBMIEREMBET DR bz, Fio, BRRBICRT 2 MR ORHRIL, 1.6% (6 F1/373 #l) Th-olo,

@B & (LB
ARG 181 B OKEBAL D [hEE - 2 (X D EERRBR O 112 filZ &) 2ROV TG SNz A2 RIEH
LOBRBEMRFEITEOLBY THD, -, BRRERIZBIT 2 HEMMEOFREEIL, 22% @ #1181 #l)

ThoT,
FHEERERE (10%L EDEIER)
kb (PRfE) 1,100mg/m?
BIl/EH EXON Grade3 UL E
B 92.3% —a
FIB 37.6% 1.1%
JIIN7) == 20.4% —a
RO 76.8% 5.0%
TR S 12.7% —a
FEWED FE 11.0% 0.6%
957 70.2% 2.8%
2 NE 17.1% 0.6%
FEEN 12.2% 0%
HL 39.2% 2.2%
&t 18.2% 1.7%
] 29.8% 1.1%
(A 22.1% 3.9%
BHRIR 21.0% 1.7%
A% 17.7% 0%
Y5 43.1% 0%
A& 39.8% 0%
FUHEEZS 18.2% 0%
LEEN 12.7% 0.6%
RTEIIN 10.5% 0%
& I 12.7% 1.1%

| E FEHUE © INCI-CTC version 2|
a NCI-CTC Tl% Grade3~4 DM ALAED 72\
b LN D RRphfEfEE



IUHREAREERE (10U LOBRKREERS)

iR E R () 1,100mg/m?
it A A A IF S 5 25 2 RN Grade3 DL |
i Bk E e b 77.9% (141/181) 24.3% (44/181)
i HRER B 75.1% (136/181) 31.5% (57/181)
~NE T T B LR 74.0% (134/181) 4.4% (8/181)
IR M EREIR D 62.4% (113/181) —
M N N 16.0% (29/181) —
ALT k5. 38.1% (69/181) 1.1% (2/181)
AST L5 28.7% (52/181) 1.1% (2/181)
LDH 5 26.5% (48/181) —
Al-P L5 10.6% (19/180) 0.6% (1/180)
CRP #41 52.6% (90/171) —
7L I R 27.6% (50/181) 1.1% (2/181)
TR A 22.2% (40/180) -
A~ U v AR 16.7% (30/180) 3.9% (7/180)
M U 7 S 15.6% (28/180) 1.1% (2/180)
PR AR BB 12.7% (22/173) 0.6% (1/173)
BUN |5 11.6% (21/181) —

| EFYE : INCI-CTC version 2|

ENOF AR ICB W TIE, AH & ORBEERNZEEITIIBE TEXRWIETHI 56 (i 16, JEEAR41 6,
R4 - A4 1 B, DIC EEREIC X ARA4E 1 5], DIC fEMRE 1 1)) 2O LT,

2) BHNEERFAER GIEADT—4)01
AFB 542 & 2 2 MEREMAE B 1,106 B (RFIHM 3 R = o 3 RS (& 175mg/m? i 135mg/m?)
WZ K DEREBRD 651 BlaEde), FHRBWERITMANE - BIHIE (61.4%) . RIFMEREE (59.3%) K OVE.LD - REH:
(50.8%) . M (39.8%). TH#i (35.7%) HOMHLIEKRTHY . ZOMME (88.7%) . MEIIIE (64.0%) . FE
(33.5%) SRR NIz, ERERREMR T ITAMEKED (903%) . HHERED (88.7%), ~E 7 17 B2
(72.3%) . I/ERIEAD (15.6%) 20 FBEIMEITH Y . AST (29.7%). ALT (37.6%) O 55D NFHERE AT R 5 |
BUN k& (32.2%) OEHEREREMETNBO T,
SEIOE T HRBRICIH WV TIL, AH & ORPEBENFZRITIEGE TERVIETH 9 6] (RULAE 7 6, RiMmE 1 4,
e/ - EHEREAR 2 1 B IZRRD b,
) AFIOAR S NIZDRE ISR, AER ORI V. 1L DREIZE, 3. AL O OHEEBBEOZ &,



VI. EEB(CEET SHIER

1. REPHICEESHSILAMRTEEME

R & K (—id)
EE : B0 H 518 DR

2. ¥EE{EHR

(D e RAELL - ERMRF

WNEZF 27 Y VLo TR ENTWD, FaT7 Y vida D200V Ta=y b3HY ., b3 AFIRIZES
LTPEOEABRMEEZMR L TV, BUNE MR Y 2ETHM L. Z R R OEEZH-> Tnd, N7 U~
FRTZOMNEES L - RET D, TOME, MIaNEE MB) I\ THSER BUNENLRD) DO
ZRIF L, MiEHE M IE L S EMEEEE A RET L LB A6 D,

PRACHRRE

1) &spavE BB (/n vitro)™
N7 YEXRVEFATTF L (LUT CDDP) @z tEe NIPEEMARkE (KF1) & OY CDDP (iRt 5P 5 M fa ik
(KFrb) & 3iahsse U250, 12 WefElfk, 24 BRI ISRV T Go+M HlOER., Go+ G O 23388 5

iz,

FaT)>
ZEfx

aFa7V>

-
BFa7r ‘

TRREFT, KON IEZSZRS L2 L,

INJ)ZXHIV

o _©O
o
© O

4

EEMEE

¢

R E & 0l

WINEDREIL

EEMNEDTK

e.

¥

48

| BRSER |




D WINEDEMFEEIZRIFTIER (in vitro)?
MIENTIETF 27V COBEA EBEESNFEFICEZ D, MNELTF 27V > 2 BIENEIREFHREICSH D, = Ok
FEIXIRE, F27 U B, Ly a4y (Ca2Y) JRE, GTP RO/ INVERAER (MAP) 72 8 CHELZZITD,

FaTUr g4
B MAP.GTP
T

aFa7ye
217')> <

) Ca* KB
BFa7ur ‘ TR
BRES

G

F 27U 2 ®mIKIL GTP, MAP fFET (A) TIEEWEEI/NETERRICEI K 28, X7 U Z ¥+ GTP, MAP JE
FET B) KBWTHM/NEEAESARESES, £/2. N7 U ZX2v/c kv AR LESBNE TR TLET
HY., BEONESLMETHD Ca OFEPLKIBLIIC L > ThF 27V 2 2 BIKICES 20,

0.16 - A 2322V |

0.14 |- ]
0.12 | ]
0.10 | / §
0.08 |- §
0.06 GTP+MAP i
0.04 | .
0.02 | .

OD 350nm

004 - B ININAFRILERIN 4

002 | T GTP+MAPEZ I

1 1 1 1 1 1

0 10 20 30 40 50 60
TIME (min)

NFaTYUeDEESHEEBE Y
RV EFRMIBF T 2=y NEFEATHE VbR TS,



BN SED,

B 16), 17)

Go/M 1) ITHEH LEERIE (aster) %, F7-MiaEH %28 U CTH/NMER (bundle)

INTURFEIVIFIE T DFMERIREE

et

il E
Brhun
ERE

s NS
EEMIER
()75
mp 52
P> ra
EEWMIER
DRI

ERWIER
DR

INT) X wIVIETFTE T DMEIKAE

INT)2XIVIEE T OMBTIREE

"

FlME

BEL
HVER




(2) EME RN T D HERAAR
1) EEEMBIC T HIBIERERR (/n vitro)
t 9B RDOLLT OEBEAIIIE TD ICso (S0%IEFEMERE) IZLLFD LBV ThHho7,

i) ICso (nM) JiEEA ICso (nM)
CCRF <25 SF-268 3
S HL-60 (TB) <25 SF-295 3.5
PR K-562 <25 SF-539 2.5
MOLT-4 LT I SNB-19 21
RPMI-8826 <25 SNB-75 7.1
e DMS-114 2.5 SNB-78 >
7 INHB i DMS-273 <5 U251 <25
XF498 2.5
A549/ATCC <25 LOXIMVI <25
HOP-18 8 M19-MEL <25
HOP-62 82 | o,z SK-MEL-2 6.1
HOP-92 3.1 SK-MEL-5 <25
P NCI-H226 3.8 UACC-257 5.1
F/INAALBE R NCI-H23 <25 UACC62 38
NCI-H322M <25 IGROV1 <25
NCI-H460 <25 OVCAR-3 <25
NCI-H522 <25 ‘ OVCAR-4 2.5
EKVX 30 SRR OVCAR-5 11,000
COL0205 <25 OVCAR-8 <25
DLD-1 25 SK-OV-3 5
HCC-2998 <25 A498 25
HCT-116 <25 CAKI-1 73
PN HCT-15 214 I RXF-393 2.5
HT29 <25 SN12C <25
KMI12 <25 SNI12K1 <25
KM20L2 <25 UO0-31 2,000
SW620 <5 |IER MCF-7 <25

* o [EPN AT TR

2) £ FRFEWEMRICH T BEAEAEER (/n vitro)®
b E R REREMIORIC BT D ICs (S0%IHFRPLERE) XU ToEBY Tholz,

ISR ICso (ng/mL)
RL95-2 0.68
KLE 1.0
UM-EC-1 0.47
UM-EC-2 0.85
T UM-EC-3 0.46
UT-EC-2A 1.0
UT-EC-2B 2.0
UT-EC-2C 0.42
UT-EC-3 0.49
S 0.82

ER AR ORESIRRIT TI0EE) Rlaiom . TRm) . B [Feadm), TR UIERER 2 A7 2 BSHEE)
MR TEREE 2 AT o /B, TMERE . DEITOIRROTFEGE) RO TR SOIEAEO ISR Ok R
Wi, URBLIESG, MEMSMEDD) | Th D,



3)RTSF > (CDDP) REZtE (KF1) RUTMmMME (KFrb) & ERREBHAICK T ZMEHBHR (/n vitro™
7Y S FEMT 107, 10°M T KF1 KU KFrb OABRIEFE 240 L7z, £ ORf, WAL T Go+M WIOBREE 22 &7,
Go+ G HIHIALL DR TR bz,

N7 )8 FELOE MRREMRIEEICRIFZTER

100,000 100,000
KF1 KFrb
10,000 .
%
i CR— #H 3 0]
11 10,000 . - " e
b4 4
1,000
(X100) (X100)
1,000 100
0 24 48 72 0 24 48 72
FRERE (b) R ()

[J:control @:108M A:10"M €:10°M SEYMEAESD (n=6) * : p<0.05 (t-test)

NY ) Z X )LERERD G+MEIaD th 3

1001 KF1 1001 KFrb
90 90
80 80
70 @ 70
Ha 60 i) 60
ﬂﬂ 50 ﬂﬁ 50
40 40
%) 30 (%) 30
20 20
10 10
0 0
0 3 6 12 24 0 3 6 12 24
R () RERE ()

O:control @:108M A:107M €:10°M
R - AFI ORI T TONEE ). TR/ i, T3, (Bl e, THER ERES & A3 2 S

(R SULERES A A B AR (AT U FR O T HE ) RO (R SR ORGSO S
. SNRUES, MERAMIEDE | Td b,

NG )8 X ILERERD G+6 ANt

701KF1 701KFrb
60 60
an 5 a5
i 40 fia 40
I L)
) 9 ) 50
10 10
0 0 3 6 12 24 0 0 3 6 12 24
RERE (n) RER (n)

[J:control @:108M A:107M €:10°6M
R AR ORREIIZNRIT (OB, [IE/patigs) . T, TR, TFEdm) . T UTERESE 2 F 3 5 B E]

M LEREE 2 A o il TMERE . DETOIREOFEEE) RO THRESOIEERYEO IR (R R
Wi, RELIESE. VERSMER) | ThH D,



H) AIBAETEES I A MERMR (YU X)
O~ v A EEZA
CDF1 & %\ & BDF = 7 A lfifft 2 F\V P388 (AILIK™ ., B16 AT/ —~™ MI109 FifE™ 2 EHNIcB L, X2
2 %2 N OHNEE IR 2 R AR O P IUE (MST ; %T ; JREH/C ; HIREE) THML-E A, N7 VX
XEADEEARGIZL D T/IC (%) 141~>295%DIEMHENRA B,

WYY RAABENESICHT 5/ U2 FILOHESHR

SR (EES
(EES IR &5 . o
JEE 155 % . ) T, N Y=Y Vit ESRE Ecn %ﬁ%ﬂ
FR | M| R | MR | R (A Va—n (meke/H) (mg/kg/H) T/C (%)
P388 [ 1™ CDF; | F ip 1X108 ip dayl—5 6~24 5% 24 178
dayl—5 | 24~48 12.5% 24 159
day2—6 | 4.5~36 12.5% 18 160
dayl, 5 | 25~100 | 12.5% 40 155
day2, 6 2~64 12.5% 64 141
day2, 6 | 45~90 12.5% 45 160
iv iv day2—6 | 4.5~36 12.5% 36 129
day2, 6 2~64 12.5% 64 119
MMC T P388 | CDF1 | F ip 1X 106 ip dayl—5 | 24~48 12.5% 24 117
dayl, 5 | 25~100 | 12.5% 40 108
DXR fiif: P388 CDF, | F ip 1X108 ip dayl—5 | 24~48 12.5% 24 105
dayl, 5 | 25~100 | 12.5% 100 100
Bl6 * 5 /—~1® | BDF, | M ip 10% ip dayl—9 3~8 CMC/ 8 >295"
0.5mL H0
Brei
sc Frag dayl—9 3~8 3 100
M109 Jifi™ CDFi | F | ip 2% ip | day5. 8 | 20~40 | 12.5% 40 144
Oész day5. 8 | 25~75 5% 75 262
sc 2% iv dayl—5 12~50 12.5% 501 145
Qé;;L day5—9 | 24~48 | 12.5% 48" 155
day5—9 24~48 5% 481 152
src Imm? ip dayl—5 12.5~50 12.5% 12.5 0%
Frag iv dayl—5 | 12.5~50 | 12.5% 25 -21%
iv dayl—5 | 24~48 12.5% 24 3%
M5076 PR BDF: | F ip 1Xx10° ip dayl—5 10~40 5% 207 123
sc Frag iv dayl—5 10~40 5% 407 122

VRERE - n=6 tFREE : n=8 ¥¥) : [EWNEAZS
I 5% or 12.5% R ) AF o F L b <+ 5% or 12.5% T % J — L +90% or 75%E B AR IR
MMC: <A h<=A3>>C DXR: R¥VaAET Y T FPE#EHE #:TC (B) + :58EE%E

TEE « AFIOREITZNRT TIREAE ), DBl TRU) . THmE) . THEWm) . TERSOIERGERE 2 A7 2 SR
IR UTEREB 2 A 2 /i), (MR EATSUIM RO FE S RO TR ITEHAMEO IS (R
REE, ORISR, PEMRAMESE) | TH D,



@t bEER 0~
@-1) & b A431 SMEEE™ . A2780 URELEE. HCTI116 K™ . M 3 £k (LX-1. L2987, H2981) 7 6 #k% Balb/c
X— R AR EETICBE L, N7 U XXV EERNES Lz & 2 A, BEEHRNE e U S il 200 2%
NRD BN,

BX—FYOXBREETREE FEREESICHT SN\ )X ILOREBEEHR

N & ESS) &

R BHEAS D a— | Beh— b (mﬁjﬁ ) (mﬁfgi) MTW%T/C
A431 S e | dayl, 3. 5. 7.9 iv 24~48 24 -54a
A2780 JHELY dayl, 3. 5. 7. 9 iv 24~48 24 -63°
HCT116 K™ | dayl, 3. 5, 7. 9 iv 24~48 24 -1e

LX-1 fitis dayl, 3. 5. 7. 9 iv 24~48 24 4b

L2987 Jffis dayl, 3, 5. 7. 9 iv 18~36 18 5b

H2981 fiii dayl, 3, 5. 7. 9 iv 18~36 24 722
n=6~8/k TE) : ENKRSEE

. FAVLERE D AN A X
EEREDIA = - — —1) X100

W WEEEORE= (S nmesy <
41135 L oD i E YR ?]E L :30D) h: = .
by BRI o A — (LR WLl A XA IR PUIESS 4 X ) o

SEFNILPERE D NIV A LA/ HEF LB E D RIS Y 1 X

TER AR OMRESOI AT TINEE ), [IE/ i), TRLf) . TR, TFE ), THSUIEIRER 2 A9 2 BSHETE ) |
TR LRSS 2 A T 2 /i) . T REE) . DEATSUIMREOFESE] RO TR ITEHA MO ISR (R
JEESE . INERIEG . PEMRSMES) ) ThH D,

©@-2) & AN NCI-H23, NCI-H460, A549 (LI _LJE/N#RfafiiifE) . DMS-273 (NHIRaiiE™) 2 X — R~ o2& TF
B LS ) 2 X EBIRNICE G Lz L 25, BRHR R0 bz 2,

E MERERRICX T S IBTERREE A

O :A549
A :NCI-H23
[1:NCI-H460
100 A :DMS-2730
]
50

bl

#

(%)

0]

I |
0.1nM 1nM 10nM 100nM 1000nM
SEFIRE



BX— Y JRAETHIBE MEICHT /N V2 FEILOTEREDR

8-+ T/C fi 2 . ik KIRER
W S (mjjig ) (%f) Untest? e ﬁﬁi%{f o
NCI-H23 RV e i” 24 3 P<0.01 HY 14
Ry ) E XL 12 35 P<0.01 HY 3
AL TF 3 10 P<0.01 HY 17
NCI-H460 Ry ) EFEL 24 25 P<0.01 HY 25
R Y E X 12 45 P<0.01 HY 15
VASTF 3 55 P<0.01 L 26
A549 R Y EXEL 24 32 P<0.01 HY 12
R Y EXE 12 49 P<0.01 HY 2
VASTF 3 52 P<0.01 L 12
DMS-273 ¥ VR &% 24 0 P<0.01 HY 11
Ry E X 12 12 P<0.01 HY 5
VASTF 3 46 P=0.01 L 21

k=6 IL/EE, MO EIT1 B 1 [E S BREFIRNES 1) ERNKRIMER

a T/C fE =day14 OIRFEHED FE s HINESHATE -1 /day 14 0D st FRE D FE e O IEIES ARE -2 X 100

b Mann Whitney U-test

¢ T/C fifi<50%, 7%>>. Mann Whitney U-test (P<0.01) THEREE. HMH Y

d JREEBDRE= (BIERE O E — F R EBD IR O SEE) R ) /BR MG O S EI IR E X 100

TER  ARFIOBRESOIN AT TINEUE . TIE/DAIalmE ), ToLf) . TR, T i), THSEUIERER 2 A9 2 BSE ) |
TP LRSS 2 A 2 i) . TR, TEITSUIFREOFEEE] KO TR RO IR (5
I, SRS, MERRAMESS) | TH D,

©@-3) bt FHLEMAA X — R~ A FICBE L7 U 22 L2 RN #EE LT7-& 2 A, MCE-7, MX-1 2% L TiZ

PEBEINEIZh BT H -2, R-27. Br-10, T-61 125 L CIIHUEBIE A2 R S o 72 2

BX—RFYYHRETBHEE FEEICHT 2/ ) 23 E)LOREEDR

55 ESSE ANy A% T/C fi »
(mg/kg/#5-) (mg/kg/$¢5) (%)
MCF-7 5. 10, 20 20 11.6
R-27 10, 20 20 66.1
Br-10 20 20 95.4
T-61 10, 20 20 78.8
MX-1 5. 10, 20 20 1.0

aPfili U7 BESE = 5~ 12/8 EWix 53 R 5 mIEEN S
a T/C fil = 1R 5RHE OO A e AR T53 B B 12349/l AR 0 F e OGS B 1245 X 100

Bt FEEREBIER (R—FYDURAEHKRT) ISR 58 BAEAREONESARY FILOLE

&5 Ry aEEEL | A hwA2 0 C REVALEYY |3 70FRAT 73 R|AFPAFIALATI
MCE-7 11.6° 234 64.5 36.3 88.5
MX-1 1.0 1.9 39.8 0.8 0.0

b FAISES E R S L RdR T/C i (%), F#A M L7offid [HIK T/C if=42% T, FUSERA Y | 2577,




@t MNEEMEEX - R U AL TICBEL N2 U XX E2fIRNEE L& 24 &G EITEAF L5

IR FZD BT,
BX—RYDRAETHIEE FBRICHT /37 ) 2XEILOREEMNR
. 5 b T/C fi * i i ONL N
RS SHI (mg/kg/HE5) %) U-test AN B (%)
MKN-1 AV & V% 24 21 P<0.01 HY 15
AV & V% 12 41 P<0.01 HY 3
VAT TF 3 63 P<0.01 2L 21
MKN-45 VAR &% 24 16 P<0.01 HY 23
AV & V% 12 28 P<0.01 HY 17
VAT TTF 3 52 P<0.01 L 24
MKN-74 VAU &=yl % 24 14 P<0.01 HY 15
VN V% 12 33 P<0.01 HY 6
VAT TF 3 60 P<0.01 L 18
St-4 VAR & v % 24 26 P<0.01 HY 8
AV & V% 12 45 P<0.01 HY
VATTF 3 70 P<0.01 2L 16

k=6 UL/, HEMOKEIL1 B 1E 5 AEFIRNE S

a T/C fE =day14 OIRFEHED FE e HINESHATE -1 /day 14 0D st FRE D FE e O IEIES ARE -2 X 100

b Mann Whitney U-test

¢ T/C i <50%, 7%>>. Mann Whitney U-test (P<0.01) THEREE. HAMH Y

d RRIRERD R= (BRI AR E — e KR I8 IRf 0D S5 EE) /BR 4RI D - E) (K EL X 100

(RPAVOL &= )P
804 (24mg/kg)
(RPAVOL &= )P
70 M (12mg/kg)
60 ] Co Cdvz2rs7v
I (3mg/kg)
c 0]
i 40
(%)
30
20
10
0_
MKN-1 MKN-45 MKN-74 St-4
M Bk

©@-5) b FEEREMM EC-1-JCK, t M7= SEEMI UCC-8-JCK, TOGY-15 #X— K< U AFE FICBE L7 ) Z %
BN ERE LI A, HWEEMEIZIRE SR i,

BX—FYOARTRIEE FFERERVFEHEICHT SNV EXLILORESEHR

P H& T/C fi 2 N - NN
itk 871 @ig ) (O/j) Ustest® | ArgmEe | W ¢ ﬁ?j%? o
EC-1-JCK VAR & id)” 36 8.6 P<0.01 HY HD 22.1
VAR & 9% 24 12.1 P<0.01 HY HY 7.7
N7 ExEL 16 17.8 P<0.01 HY HY 3.4
VAT TF 4 18.6 P<0.01 HY L 5.7
UCC-8-JCK | /X7 U Z¥&)L 36 2.9 P<0.01 HY HD 26.8
7Y xR 24 55 P<0.01 HY HY 8.1
7Y xR 16 5.7 P<0.01 HY oL 3.4
VAT TF 4 20.5 P<0.01 HY L 6.9




st Sl (mﬁg | o | et | gmiee | e | PO
TOGY-15 VAN &y 36 14.0 P<0.01 Hh HY 20.3
VAR &y 24 14.4 P<0.01 Hh HY 5.6
VAR &y 16 23.1 P<0.01 Hh 2L 29
VAT T 4 423 P<0.01 HY L 34

BB =8 IL/HE, 7V X XEAE2 AMIZSEL VAT T F L4 BRI 3 BIERIRNE S

a T/C fE=dayl4 OIGHEED AR RIS AR 18/ day 14 oD st BRI 0O A AU IR IE (AR 12 15 X 100

b Mann Whitney U-test

¢ T/ICHE<50%, 7>>, Mann Whitney U-test (P<0.01) CTHEZRSGA. AMWEHY

d RFHE T (day35) OREBARESFERBILARE L 0 /NS WIEE . IEEHE IR S D

e ANEEBDR= (BHIARE O E — H R HBUD I O SER ) /B 4G IR O FEI AR X 100

R ER T a—)UREE (XHR)P
M109 ~ 7 A fili™ ffifd (2%Brei. 0.1mL) % CDFifEtE~ 7 A DIEHK T (sc.) (B (day0) L. /X7 U & FE1
ZHA[A] (dayl). FIBK (dayl. 5. 9) D WidEfE (dayl—5 XiL dayl—9) FARNEEE L=, LR & L Cidstif
BE(C) ITRIT 21 (T) OPREIAEFEEE (MedST) 12H8WWT 25%LL EE2EZhE L, £ 5IREEC KT 2 180D
A AL R L7z,
JEBHETEIIHIC DWW T, EEEED 1g (CFET 5 A 2 EERIE MR Bk | IRREE & HREED BEGE T-C 7234 B
PLEEABE LT,
HEAT R 25% L LD RN EIT day1—9 6.5mg/kg/day G R IB N TDOHIRD SV, TEISHEAEIHIN R G R r P 2 —
JATBWTHRREIEICERD B, dayl—9 OBERE S TRRKOZIEN, dayl—5 ki 5, dayl, 5. 9 RIS,
day1 H[A[ 5-ONEIZZhFITRES LT,

WA THAEM0 T Y REY IS 2RESHRICEFER T P a—UKEFHE

R P58 MedST HEA R MST=SD HEA R T-C fi
(mg/kg/day) (fEpd) (R) (%) (A) (%) (R)
day1—9 0 39.0 (31-40) 37.8+3.5

day1—9 53 9.0 (8-9) -77 8.840.4 -77 —
26 42.0 (14-62) 8 36.3+18.9 -4 30.4

13 45.0 (41-49) 15 45.0+3.8%* 19 20.9

6.5 56.0 (40-79) 44 573+16.1% 52 16.2

dayl—5 48 41.0 (40-41) 5 40.8+0.4 8 16.7
24 41.5 (32-66) 6 443+11.4 17 152

12 41.0 (40-43) 5 413+1.5% 9 13.8

6 40.0 (38-43) 3 403+ 1.6 7 8.8

dayl, 5. 9 80 1.0 (1-13) -97 3.0+4.9 -92 -
40 44.0 (37-55) 13 45.5+6.0* 20 11.9

20 40.5 (30-44) 4 38.3+6.7 1 10.4

10 39.5 (27-47) 1 38.3+7.4 1 5.4

day1 120 1.0 (1) -97 1.0+0 -97 —
60 33.5 (2-42) -14 29.8+14.3 21 5.0

30 29.0 (23-40) -26 29.8+5.8 -21 25

15 29.5 (28-50) -24 35.0+9.5 -7 1.4

SHERE (B 5&0) XA AERES —  BHARE n=6/f
SHREEICHL L % p<0.05 3 %kp<0.01 (Student’s t-test)
) ENRARSME R

TERL : AFIOBRE ST RIE TORSAE ), T/ NNt s, T3LE) . TR, TEidom) . TS URRRREss 2 3 2 FSHN
TR OIERES 2 A 2 /Em) . TERE ., DETIEROF SR LU THRESOIERATEO IRAIIEE; (R R
Py IR, PEMSMIESS) ] Th D,

— 44—



6) ZHRIM MK T SIMEBRHR (/n vitro)
b N RIBRERR® HCT-116. bt hIPEERE A2780. CDDP itk HCT/DDP5 }2 (X A2780/DDP, K A= LR K (VP-16)
MitPERE HCT/VP35 (2957327 U & BV DR MEA Gt LTz,
96 X7 L— FZ 4000 /R OMIEZRFERE L, BH X7V X2 Mz 72 BRI XTT & (L 450nm) (2L 9
BE Lz, AERIT ICso (MEALE S HREE O MRS & S0%PEIE T2 72 OIS LB AR ) TR LT,
FORER, /X7 U XX /LT CDDP MEMIEIZ ) L TR XM E2 R S e o Tz, SAIMMERE 287 2 Miatko 5
B, EOMEEEN AR A VAT —B N OWITL D L&D HCT/VP3S 2% U TR X2 R S 22007z,

BEFMEESMEICNT S FENBLESHOERD LR

b _ ICso (uM)
’ KRG HE A ™ B BgE A
A4 HCT-116 CDDP ffitthkk | VP-16 ittEfk | VM26 fitt:Ak A2780 CDDP fiifM:#k
RS MERR HCT/DDP5 HCT/VP35 HCT/VM46 RS MERR A2780/DDP
BYAR L 0.005 0.005 (1) 0.005 (1) 0.428 (92) 0.005 0.006 (1.2)
CDDP 7.96 454 (5.7) 542 (0.7) 470 (0.6) 2.4 167 (6.9)
DXR 0.224 0.183 (0.8) 0.608 (2.7) 1.067 (4.8) 0.064 0.138 (2.0)
VLB 0.003 0.004 (1.3) 0.003 (1) 0.063 (21) 0.034 0.032 (1.0)
VM26 0.17 0.145 (0.8) 1.19 (7.0) 0.629 (3.7) 0.099 0.103 (1.0)
() NOBFFRZHRED 1Cs0 % 1 & L7= & & OFHRIZE XL
SHEF R FRIERE « 72 1R
) EPEGRAE R
() 1EFARIRRERE - iurERa
VIL 1. i REOHER | DHAZHOZ &
ERE AR OBRESTNRIE TORRRE] . TR . T, TR, TFmdoms). TR ULERES 24+ 5 HSMmE . [

LRS- AT 2 ERE) . TIEAE . [T OIFROFESHE] KO THEREUIEHEMEO MuER Ok JEg., 5P
BESE, PERSMESD | Th D,



VI. E¥EEIcREd 5IEH

1. mMRED#RE
(M ABERLESGLDEE
BMEE R L

Q) BRRAB THAE SN ITEE
1) 3 B A EROMmMPEE (EE%kS)Y
TR RS BB L ARA] 105~270mg/m? % 3 WER AT TRk Lz & 2 o MR T 2 fEEOER 2R L, i
9.9~16.0 Bl Tdh~7-, MIFPHEE—RFEIRE TER (AUC) R UMREMETIE (Cua) 13 EEKIEH 72 B0 A
R LTz, SEYERBITIERRIEMEZ R L, AUC KO Coax (38 5- EBOHINLLL EOBIMER 2R Lz, 7ok, ARk
DRy Y B X NVREMEOERITZ UV RHIC X 2 @E#Aks v~ 757 +— (HPLC) 12X VW iTo7z,
) ABIOAGR SN ZEE IR, FHEERORERDT TV 1L REIshE, 3. FHIERUCHE] 02RO L,

CEHfE) | o
10 A
E 4 @ : 105mg/m?(n=3)
i O :135mg/m? (n=3)
i M : 180mg/m? (n=3)
I [ : 210mg/m? (n=5)
1 A : 240mg/m?(n=7)
T O A 1 270mg/m? (n=6)
=
X [
M L
i
T
o
501;
-
0.01 b | | | | | | | | | | | | | | | | | |
0 3 6 12 24 48
0 3
TR (h) MR T (h)

R )B4 3 B REFEROMERIRE

R AFNOER SN ER O X, /Nl & O 2 I3 A VE, FURICIE A IESOE B ik, RBERICIE A XTI v
RTZF L EOHHAT C . BT A ESUT E B, 5 SUTEEEE O ISR AT S (X oo B ERE S & DR C A 3%,
F38 T FRsAs & 9 2 SHSTEE - B LERESE 269 2 BEE - MFAEICIE B E, BT UIHIEO2 S ICIE
VAL TF OBV T D EEMAT S,
FLARELOCHE (1 B&E) &, AL 210mgm® (REmEAD) 3 K. B ik @ 100mg/m? (RFEEAE) 1 FFE. C 1% : 80mg/m’
(fRFTRE) 1 MEfE], D% @ 135mg/m?> ((RFETFE) 24 BifEl, E ik : 80mg/m?> ((AEMRE) 1 MBI TH 5,



)1 FHEAEFIROLPRE (RERSE)
FE/NHRRRATRE S A AT A 80~120mg/m? Z 1 el 21 Tl 1 [RLRGRfE L7z & & oS iR EHER 2”9,
IMAEIT 8.5~11.6 I TH B . AUC KT Conax 13 RAKTFA R HIME A 208 U7, i BIRRIIIERIBIE 2R L,

AUC KO Crax 13 G- RO, EOBIMER 2R LTz, F72. 6 HERERG IO THERITAR <, KpEhEic
BAIZ RN o Tz,

1) AHFN DA S ik

IR, RIEROH R TV 1. 2hhE

3R 3. EAOHE] OEEZZEROZ L,

WYY B F+)L (100mg/m’) 1 B RiRE TR DENBE/NF A —42 (Fi9{E) (n=6)

Cmax AUC tin CLT Vss
ug/mL ug-h/mL h mL/min/m? L/m?
1A H & 5-5f 5.9 8.1 8.5 211.5 50.0
6 i H £ -1 5.9 8.5 12.0 208.1 71.0
Conax @ e MO ZIMAE R REEE  AUC 5% i B dh R T i fl
tin : SERMHIAE W CLT: 2527 V7 J A Ve EHFIREO SRR
(pg/mL) (ug/mL)
10 LEBE#S 10 6EERS
O: 80mg/m?(n=3) O+ 80mg/m*/week (n=3)
}17)\ @ : 100mg/m? (n=6) llﬁ)\ @ : 100mg/m2/week (n=6)
i 1k []:120mg/m? (n=6) ; 1k []: 120mg/m?/week (n=5)
+ +
L L
Ifit 1fil
i 4
\;é 01} E 0.1}
i:3 53
Jliiﬁéi‘ﬁ?ﬂ#ﬁﬁ (h) ;f\ﬁﬁ%ﬁiﬁ#l%ﬁ (h)
H H
01 01
0.01 Lt ) 0.01 Lt L . !
0 12 24 0 12 24
(| (h) [S3 1] (h)

NY ) Z X)L | BRI RERERO MR RIRE

R AR OERB SN HER O EZ, I/ & O 2 EEICIT A, FORICIE A BT B 5, IIEEICIE A EEXIE L
RTTF L EOFFT CIE, BREICIE AET EE, B UIEEMEO ATIES 2 3o PEEMEIER A & R T A 5%,
PR TR R & 9 2 BSE - BB TERIEE 254 2 &l - MERMEICIE B 1, BT UIMIEO-2 S ICIE
VAFIF L OHICE T DIEEAF AT S,
FAMEROCHE (1 B&E) (&, AL 210mg/m? (RELmER) 3 KiH. B ik @ 100mg/m? (AEmEE) 1 HFF. CIE : 80mg/m?
(RFE M) 18, D% : 135mg/m? ((KRmFE) 24 B, EE : 80mg/m® (REEFE) 1 W TH 5,

(3) sl
AR L

DHEE-HAEDEE
HMEE R L
BERIZ L 0 BN H HIEFNCHOWTIE [VIL 7. #HAMER] oEEEBROZ L,

2. EMBERIITA—F
(1) B4 7535
AR L

(2) BRARSE I R
BRI L



Q) HREEEH
AUk L

BHYITIVRA
BT VT T ATOWTL [HEYERE AT A -5 B

O) FMEHE
EFREBONMAER (V) [ZOWTL, HEYEEAT X —% ] 2R

®) Z 0t
BT L

3. BEE (RKEaL—3>) BiF
OF Ziv2ps
gk L

/85 A— S EHER
MR L

4. RN
LR

5. &%
<BE> (Tv M)W
MERET > M UC AR U # X0 % 10mg/kg HEIFIRNE S L7z & & Olifids - MR N B BRI S04 & 49, 50 HIC
R, N7V Z R IEGHECOIT AN - AT L. R, TR, MR, MR, MEIAR. DR, A
Ll C IR D ST RE AN ER O BTz, #H 120 B ICB W T H MR ClI i m iR E O AR S izn, 2o
E A CORERED RNERAFRIT 1% R TH o 72 27,

(1) % — RRAPYEsB
PR L

(2) % — BR AR RAPTE B 1%
FMEE L
<BE> (Fv 1)
ERIIC B BT » MIC UC AR/ N 7 U # 10 % Smg/kg BIERIRNEE G L2 & & 13 & A E ORI CIT i #rig
FEIIRHIR R LT CTH o 7223, PR G51% 3 BER EIC 0.153ug Y B/g, 24 BE H T 0.141ug Y &/g, IRFEATIREE%
24 BEfET EIZEN T 0.022ug Y /g Tho 1o,

@) EA~DBITH
U ER R L
<BE> (v h)
AT H DMET v M UC AR 7 U Z F & Smelkg BIRIFHIRNE G- L7z & & Fitth OO RER B 134 5%



1 BEE E ISR RE (0.919ug Y E/g) TEEL, il 2.78 Bif TR F L, 51 24 R B 3R AT RE 22 i1 238
DO, BET v bORE% 1 R BIZ T 5 MK & S OB REIR X Z I Z I 0.559ug Y i/g & 0.645ug

Y&/g Tholz, H&E% 24 K B ITITm B RE TR BRFURE £ TR T L Tz,

B BEHE~DIBITH
BRI L
(5) T DDA~ DT
MBI L
WSy MCHTS C-/0 ) 2 X)L EEFRNZSEZOER - HENBHERESH
@ LS L)
1 M 3 HEH] 24 FHERY 48 ¢ 120 H#RS
o 18.5+3.36 14.1+14.82 D. N.D. N.D.
% 10.61.73 7.90+7.943 D. N.D. N.D.
AR LER 5.76+1.631 6.117.044 D. N.D. N.D.
K 0.336+0.0401 0.348+0.2808 D. D. N.D.
N1 0.487+0.1107 0.448+0.3932 0.081+0.0376 0.072+0.0089 N.D.
BN 145+1.73 9.78 £6.096 D. N.D. N.D.
OB 0.834+0.4914 0.347+0.3023 N.D. N.D. N.D.
iR Bk 2.19+0.614 2.010.308 0.628+0.1146 0.370+0.0346 D.
W 715 it 22.6+0.46 15.4+7.56 0.969+0.3298 0.159+0.0196 N.D.
FROBR 14.6+2.23 6.78+2.167 D. N.D. N.D.
U o 8.96+0.516 7.50+2.396 0.809+0.1637 0.201+0.0967 N.D.
i 6.39+0.725 7.00+1.387 7.81+£0.271 6.86+0.706 2.32+0.557
RO 6.510.499 5.99+0.922 1.1340.059 0.547+0.0383 N.D.
D ik 16.4+0.77 11.4+7.08 0.390+0.1566 0.127+0.0314 N.D.
fit 19.3+1.52 15.5+9.01 1.08+0.216 0.670+0.3227 0.160+0.0110
W 34.7+0.37 32.0+3.33 3.97+0.888 1.81+0.192 0.280+0.0595
Bl 23.7+0.78 18.6+7.18 1.58+0.738 1.89+0.554 0.318+0.1867
gl B 23.6+6.50 12.6+6.98 D. N.D. N.D.
[N 19.0+1.65 16.2+6.35 0.987+0.3235 0.276+0.1003 D.
e e 19.9+6.12 14.4+7.80 0.914+0.2247 0.201+0.0283 N.D.
i1 3.42+0.362 3.87+0.835 0.230+0.0621 D. N.D.
re g 2.67+1.153 2.22+0.665 0.212+0.0351 D. N.D.
i W 7.13+0.375 6.04+1.433 0.448+0.1129 D. N.D.
g 5.11+0.344 4.76+0.257 1.43+0.158 0.907+0.0870 0.231+0.0369
= 17.3+4.05 14.8+0.73 0.841+0.2598 N.D. N.D.
&R 10.2:2.04 8.37+1.445 1.85+0.167 0.865+0.2240 D.
% Bt 6.23+0.356 6.36+1.085 1.88£0.253 0.838+0.1493 D.
" 12.8£2.64 10.6+1.46 3.63+3.038 0.686+0.0966 D.
BNAEY 1.19+1.305 1.81+2.192 8.71+13.037 0.094+0.1628 N.D.
+ e 34.1+15.20 23.2+4.90 1.57+0.580 0.512+0.3613 N.D.
7z Wy 26.4+4.23 20.0+2.57 2.44+2.396 0.259+0.0884 N.D.
CI: ] 16.5+3.06 23.6-11.30 1.910.483 0.518+0.1205 D.
5 W 7.862.522 7.40+1.322 9.70+3.816 1.30+0.447 D.
KRG - BN 9.161.797 9.26+2.586 5.55+0.822 1.19+0.439 0.151+0.0660
BHRAEY 5.07+1.247 16.1+11.29 36.1+13.12 2.46+1.021 D.
B 6.610.304 5.37+1.582 0.543+0.0962 0.208+0.0312 D.




®OE" (ugeq/g)

M 1 FREfE 3 TR 24 IHRE 48 TR 120 BEE
R 0.512+0.0699 0.491+0.1121 0.607+0.0779 0.332+0.0492 0.253+0.1145
I L RN 2.81+0.293 2.60+0.167 1.77+0.093 1.24+0.185 1.08+0.166
[FIRA 9.0240.645 7.89+0.884 2.00+0.288 0.777+0.2405 D.
5 & 10mgke, FHIELESD (n=3)  * : MR OMHRIZ OV TIE ug eq./mL
D.: M &N, E&E FERRM, ND.: miIhs
WSy RCHEITS C-/80 ) 4 X)L EEEFRNES RO - BBNBHERESf
@ @ BOE" (ugeq/g)
1 I 3 BE[H 24 THE Y 48 TH¢ ] 120 M
i 4 16.9+3.95 6.02+1.295 D. N.D. N.D.
i & 9.06-4.748 3.71+0.855 D. N.D. N.D.
R ER 4.60-+1.092 1.58+1.219 D. N.D. N.D.
X K 0.353+0.0763 0.186+0.0064 D. D. N.D.
AN 0.477+0.0105 0.265+0.0866 0.112£0.0170 D. D.
THEER 23.4+17.82 7.89+6.786 D. N.D. N.D.
H OB 0.355+0.0597 0.207+0.0376 N.D. N.D. N.D.
ARk 2.05+0.112 1.95+0.217 0.559+0.0432 0.286+0.0660 D.
W 23.5+2.78 11.5+2.38 1.17+0.590 D. N.D.
R 13.1£6.66 5.34+3.469 D. N.D. N.D.
IIANE 7.53+4.287 8.07+1.617 0.882+0.1592 N.D. N.D.
i AR 8.49+1.008 9.11+1.407 8.99+1.350 4.31+3.148 2.500.296
OB 6.56+1.417 4.86-0.243 1.07+0.183 D. N.D.
L ek 15.8+2.29 7.32+1.131 0.416+0.2207 0.060+0.0131 N.D.
fit 18.6+3.91 14.0+2.97 1.11+0.255 0.708+0.4086 D.
I N 35.9+2.33 36.7+4.12 3.78+1.576 0.894+0.3993 0.234+0.0312
Bl 19.9+0.99 122+1.54 1.00£0.531 0.412+0.4586 D.
Bl 30.32-10.00 13.4+2.03 0.617+0.4919 N.D. N.D.
Ji ik 19.8+2.84 123+1.37 0.9360.5213 0.142+0.0841 N.D.
e ik 25.7+3.59 11.9+1.25 0.774+0.1630 0.092+0.0214 N.D.
Mg Wi 4.01+0.093 427-+0.106 0.268+0.1013 D. N.D.
et 2.87+0.426 2.45+1.042 0.288+0.1433 D. N.D.
i A 6.12+0.363 5.33+0.401 0.387+0.1368 N.D. N.D.
& 4.9940.198 4.97+0.217 1.48+0.327 0.768+0.0441 0.284+0.0150
g 17.4+9.03 11.8+2.21 D. N.D. N.D.
&R 11.7+2.23 6.70+0.524 1.98-0.405 D. N.D.
e 6.331-0.483 5.93+1.386 1.90+0.578 D. N.D.
H 13.9+1.76 10.5+1.23 241+1.414 0.5040.1066 D.
BNEY 0.584+0.9476 1.36+0.190 5.06+3.775 N.D. N.D.
+ e 24.7410.23 20.9+9.58 1.73+1.160 0.190+0.0649 N.D.
7= W 19.0+5.17 21.1+9.14 2.00+1.183 0.218+0.0901 N.D.
EI] 19.42.44 45.0£22.29 5.35+4.876 0.259+0.1272 D.
5 W 11.2+424 7.31+0.721 13.6+7.56 0.541+0.0857 D.
FER - B 9.05+2.837 7.65+1.210 5.17+0.739 0.719+0.2237 D.
MY 6.41+1.804 17.7+1.80 29.8+17.50 0.787+0.1754 D.
B 4.84%1.109 3.55+0.252 0.417+0.1708 0.093+0.0232 N.D.
T " 7.98+1.374 6.49+1.117 2.25+0.622 0.535+0.2701 N.D.
g B 9.442.104 6.35+1.001 1.24+0.292 0.289+0.0845 D.
BE5E 10mgkg, EHHE+SD (n=3) sk : MHEM QUK IOV TId ug eq./mL
D.: B &2, ERTHRAM. ND.: Rl sh$




(6) MiFEEFREEE >

<BE> (T v b, A X, invitro)

T v b, A XKV MJEE AW T invitro T, £727 v SRS XTI 5 invivo EAEAREZNWE L7z, b MG
FANT in vitro TEEAMEGRERE LR, 0.1~50ug/mL OFRFEHIFH T 88.4~90.6% T -7,
WY YEAXEILDSY b, 41X, £ FIEEAICHT ZEESE(/n vitro
i BAMBEGE (%)
(ug/mL) R A X =N
0.12 90.83.61 89.6+0.68 88.40.79
0.4° 84.740.8 78.9+3.0 84.2+22
0.5 89.740.21 90.6%0.17 90.6%0.25
0.9° 87.9%1.0 79.2+0.4 87.0+0.8
1.0° 89.6+0.35 90.940.17 90.10.17
4.3b 89.6-0.3 81.4+0.6 88.4+0.2
5.00 — 90.5+0.29 89.7+0.55
8.3 90.00.1 81.3%0.2 88.84-0.1
108 89.4-0.45 90.30.21 89.6+0.17
250 89.340.57 89.60.06 89.2+0.21
508 87.120.50 89.1+0.23 89.00.42
758 87.30.95 — —
SEHE+SD (n=3)  — : RHEE
a:MC/Ry Y ZXEAEMA b ST Y X 2R R
BC-/XY)aXEILDTy FIERUVA XMEEBICHT EEZFE(/n vivo)
. 5 R S - iR | EAAE
e e e o | e |
A 10 10 24 0.44~3.78 82.5+8.1
q X 4 2.5 1.5 0.70~0.88 87.1£2.0
EHMAE  FHEESD

6. fti

(1) FCEBR L B UM BBHAR R

<BE>

KA (7 b, A%, & b)o

v b, AXIZBWTRI U XX EE LTI CTRE S, REBIROE & LTKERE, L7851k, = LR
TN R DI HERR T HEE S T,

7 v MRS RE(BR & IR 4 FEO AR
S, TOMBEOWED R DFAENRR ST,

BN E K 10%EEERHE SN 721Z0s, 7T EORE OIFEE TR

i o R OVR HFHTIERZA AR DIE D, BEDOBE OB DO FENHER SNz, ok, /7 U 2 F @ oRa X

B I otz



N )R FEILORBIERAL

b MCBIT A ERBHWIIZ B 6 (M OKEBLE N (L7 = = VEOKBELIE T, 25 OfHIZIE P450-CYP2CS.
CYP3AA DS FFENEE L TWAZ ERMmbN TV 5,

QKRHI<EET 8% (CYPE) OHFE. FEERH W
P450-CYP3A4, CYP2C8

QMEBENROEERVZDEE
EE R L

@) RBMOFHEDOERREMELL, FHELEY
B DHUEG R & in virro THGES LTZRER, MIRFEFIEZA BN RhoT7e,

7. i
(1) Bt ER AL B UE R
JilERGR

(2) Bt =R
KRN RS B ISAA 105~270mg/m? & 3 BRI 2T TR FHE L7z & & OREKRO R FERIER T, #5175 W &
TT6~12%Th-o7-,

K58 (mg/m?) Ik SRR (%)
105 3 8.59+1.76
135 3 8.81+2.20
180 3 12.23+2.28
210 5 9.45+3.76
240 7 6.811.78
270 6 6.20+1.42




<BE> (Fyh, AX)
N7 Y EFRAROEERHWIETEE U280 L, RESHEIE ~P S vz, JRPPEINIER 5 80 10%4K T
HoTz,

HEFEZOR - Eohfbitta (144 B5RE)

Zyh(#f) : 10mg/kg (0=4) 101.0+6.53 Fyb () : 10mg/kg (n=4)

97.65+7.54
MaE e 100 -
?\\ 80 - ?\\ 80 |
i 0
1 i
i 60 i 601
(%) 40 (%) 40}
20r 7.62+1.77 201 9.412.79
ol e oL R
Rk ek IRt 3k
) £S.D.

BC- 7 ) ZXE VAT y MTHRENRS L, R XROIES ORI RE 2 HIE,
) AFNOHKGR S AV ZRE TR, TEROEIT TV 1L e 3shiR, 3. MERONE] OHESZROZ L,

HE - AFIORR S ELOH R, FE/NIINE & OB RIS A B, FUBICIE A BT B A, SPBVEICIE A LT VR
TZF v EOPFHT C I, BHEICIT A IEXIE E L, BB SUSERATE O ISR I 13t O PUIEMEREIER] & OFFH C A &, %
SFEIREES A A T 2 SEHEEE - R XILRREEE 2 A T A A - M RIEICIE B A, T IR0 FESEEICIE AT T
Fr L DOHERICBWT DERZFERT S,

FEERELOHAE (1 BE) 1. AL 210mgm? ((RFEmE) 3 K, B 35 : 100mg/m? (FFEmAE) 1 K, C ¥ : 80mg/m?
(AFmER) 1M/, DL 135mg/m?> ((KFRER) 24 B, E¥E : Somg/m? (KEEE) 1 FEMTH D,
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R L
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R L
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R L
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(FEH - HAEDE 11 HHEER)
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EIERE'S mg/m? SER L. N o e
FEXY AL 135 2 a—  |FERNEE, DEV, [T E | Hik 0 1 =— 2 BIZAER
PT7xre RFI | CRE) | LM |IEK. B, E0LE | E—1 7oL, 1R B
F=FDv 6mg % 5- KB R DB
R AR

e

WHOENE Y 2 v 7 OFRBHFEIIEN - SMEOF 1 FHRBRTIX 1 FI7ZA, v a v 7 DAMIARIREGY BIZHRBL
FoIBEUER & Uik, FRIRIEEE, Mo, IRIE, SR, BRAR. WAL, MAETRERE. BITOMERENL SN TVWD,
B LR EE AW 7o BB T 20.7% (19/92 41) . BEAGRORTHIEE LS AW - B ORB TIX 27.7% (13/47
%) . BEAAGROINERE, Fls. FE/iafim OEBRTIE 13.6% (33243 #il) Th o7z,

FEBIMEFEIE, T BLRBUEICEEI L TV 2 O TREZNHFEDNEL LT b LB 2 b b, YR G CORBLH)
b 3 D O THERIEEFIS T LR b D IR AT (tx&:/ﬁ:%ﬁ{’ﬁﬂ% £) OB HLRBENTEY
H ORI AR CH D, EERBESIEEZ LT 50120, AAIIIR) AT =F L e~ lEam
WK (FxIES 7 v 2R Y USRS ﬂbﬂﬁﬁzrmﬂ}m;@&;é%ﬁ (TVIL 2. 2RNEEZOMEE 23]

DIESM) ITIFARE L L0 2 & ROARAIBR SR TRHEEE (V. 4, AELOCHRICHEET 23S ©
HEM) 21T 2 EBRE LD,

2 MEKFAICERBICR 202 5 2 O THENZMEIRE 21TV RENR O LA i3EE, K3, G-CSF
WF OB 72 L OB RMERLETH D JREICOWTIE V.4, ﬁﬁ/ﬂzwﬁg ufﬁL'ﬁ"éEE&J DHEZMH),
o5 1 AERER (EIN 3 RefE]AH) TiE 33.1% (116/350 f51) & G-CSF HAIDMEH S 4L, AFIOF 512 X0 A ek
D XATAFH BRI A3 Grade3 LA EIZ72 5 Th, G-CSFRFIZFERTHZ Lk viEe»IcHE L (3H £ '8
BEHNE 22,
FIZ G-CSF WA oA MR D [ Bk K O H BRI OFL | KA E T R B & ONEE £ To A HE: =
L7-, G-CSF HF| & Lph o7z a2 — 2B 2 AMmEREA X 19.6% (201/1,026 #1]) 2% Grade3 LA LT, #HIK
B 2,600/mm® (FRAE) | FREICESETORKIT 12 B (FRE). 4,000/mm? Ll EIZEE$ 5 ETo T
7H (hifl) Thote,
—J7. G-CSF #AIZHEH L2 — 2B 5 AMERBA L, 62.6% (164/262 fil) »3 Grade3 UL LT, fALfEIX
1,800/mm? (H9efE) . FAMEICESETOREIL 10 B (FFRAE) . 4,000/mm® L LICEIET S5 ETOHRBIL 4 H
(Pfl) CTHolo, HFHERBAICOVWTIEL Grade3 L EOFHERIT, G-CSF WA ZHH Lo/ a—AT
51.0% (515/1,010 1), fEfA L7z=2— AT 84.4% (217/257 #) ¢, 2,000/mm? LA Hic[mliE+ 2 £ CcoRKiZZEN
7B (hafE), 4 8 (hfil) Thoto,
G-CSF A& L7z 22— A D5 Grade3 LA EDIEFI OSEE R E D> 7212 b b 57, G-CSF BAIZEH L
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FORBFITEE IR NMAMEZ R LI & (93 AR [HRREMERFLAHREEASE K 2238) MR
0.05~0.1gmol/L LA E DRGNS E WV & EELT 5 L OWEZD 22 2352 O CREMEIERICITER DS HLET
3@5

WARKIE VAT ZF o2 0ERT 256X, TVIL 7. #HAEEM 1021 O (59 H) 2505 2. KHIE
EM& VAT ITF o ERET S L oiﬁ%hlﬁf WCHEET LI &,
T, AEFEE L, BHE5%AMERED 1,000/mm’ Kiifi & 72 o> 72 5A12E, TV 4 AEROAEICEET 2
iﬁzﬂ O REOHR) OXRESHBIZL, EMERURET LI EBXNLETHD,

PRERBR IRV CRYE, Bl o BB 2R ENEANIEL LB HIRRD b it
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Ff | 1,026 | 250 © 259 © 316 1 197 ¢ 4 | 776 12,600 800 '13930| 776 ' 12 ' 1 : 35 | 736 ' 7 : 1 ! 91
fEA | 262 | 3 ¢ 17 ¢ 78 1 144 1 20 | 259 11,800 300 13500 259 ¢ 10 @ 2 21 | 252 4 i 1 1 25
Ak [ 1,288 253 1 276 ¢ 394 & 341 1 24 [ 1,035:2,320: 300 :3930]1,035: 11 1 35 | 988 : 7 1 91
G.CSF i BRI
ﬁ'% a— 28 Grade™ AR E BAKMEICE D £ Co A%k [2,000mm’ LA IS5 E TR
0 ¢ 1 2 v 34 | m— A R M e KA = — R AT e /I e KA = — A R M e R
S| 1,010 202 1 105 | 188 ! 248 | 267 | 808 | 777 ! O 1997|808 ! 13 ! 3 ! 46 | 7431 7 ! 1 ! 72
| 257 | 17 1 5 1 18 1 62 ! 155 | 240 ! 366 ! 0 1673|240 @ 11 ' 2 ! 23 [ 219 ' 4 i 1 ! 38
Ak [ 1,267] 219 © 110 1 206 § 310 @ 422 [ 1,048 649 @ O :1997[1048: 13 @ 2 : 46 | 962 ' 7 ' 1 ! 72
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0 1 2 1 3 0 4 = APl MBS ORAE | = — A U /ML e R 1 — R e SR /M e KA
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Hb Jgi
a— 2% Grade™ SARAE FARMICE S ETOHE | Ngmm’ BLHIEET 2 ETO RN
0 L 1 1 2 13 1 4 |[a— Al MERAE] = — A PR MEDROAE] 2 — AR R ME A
1,288 472 1 435 1 288 1 91 + 2 | 8161 96 : 53 1109|816+ 10 i 1 1+ 56 | 372 7 1 i 94

* Grade DFFAIAHE © HARERRFS BB AALFHREN RO F i e

Japan Clinical Oncology Group (JCOG) o gl A& Fh 1

TR - B A O BIE A E 5451 NCI-Common Toxicity Criteria ver2 (H AGEFR JCOG hi) Z W TRV | Bl sk & O EkBA O Gradel A3Esfed L
LRI DI, EROEFNIIFERBOT — X IXE R0,
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3.1% (11/350 #), 1 =— R H TH 60%DFBISEE & 7e 5 (TVIIL 5. EERERVEE & ZOHH 8.6) OES
IO

B 5 kT X 0 R DREWITE y H UNICEBAE H 503 I U HEES CREE I3 LTV B, &
EHITIEEHICERICEIRZET 256 b H 20T, RERGIITEENLETH S FEIZOWTE V. 4
FAEROCRAEICEET 23E 0ESH),

HERT AR EEZRET 27290, BUNER S FEET 2MRMRICEELZ EZ bbb tEZ BN
Do 551 FIRBR IR G IEZIZE A EREE L TWDR, B2 KT 2 L0k 2 ERMEZ RET 5 HES Y,
U7 KT [EHE, MRREEOBEE (RS, alcoholism), HEEEOH 2 3HAI L OIFH] OBGOHESD 59
Ld D,

ANAEFEHIT, [ENCEMF ORERSR (Paclitaxel * Cisplatin FFH % [ HRER) <, HEELEX LN LW FEAS
RO N7, Gid Uiz, & OEF OB %2 TREiomrd,
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la—2% 52 BR L VAR - BERES (%53 AR LB FROBACL O BITESE) L), ¥7/n
ZxF 7 I UL 25mg/H) WARICE V&S 7 HEHIZEIE, ZOEI D EFRO L OTUESREBL LR~ IZ
B U7z,

2 a—A#53 A B XV YIEIRBEOHAR - BEERAREE LR, Rtk TgEcY a7 75 MY
v (25mg/A) WARIZE D 2 a—2A&E 8 A BIZEHE LS, WMFERO LTIEITE > T, 2 a—2X1%
fIBEICOI D B 2 2 PEETCIRBE, 2 = —A#5 41 B H X0 WBESICHROTRESHBLL, Z0%A TR
g, W RO IVETAHBL L, L - BITATRE CRERE) Liolz, "ZAX Y 23mg/H) W
ARIZTC, %950 ARIRGAEEE, BT TH BT TE D L CFE LR,
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0
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LIS
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AFBE 522 HAETO
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Thol=Z Enb,
AFNC I DURERE:
fitige  (HEFIME Pl
R L

70 1%

38

1
BN R
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Y
RAHEIT)

210
(3 )

12 B
(12 /)

AFB G 9 AFi, M X MEEICTELAR T
B LR IR S A58 D
la—2HEIRH KD 39°Ci£ru\‘.%¥w>f:&>
10 A BIZ AR, ABihs, KT AT —Z I
PaO; ; 50.0 & (KA MIEA 588, LDH : 869 <E
W, CT (TR TR ARG L 0 fiEr iR
EERZRO, AT aA RV 2EEZ B
L7z,
23 HH
3

o

|12 LDH, MiEH A, X TR & b2tk

eIk

»HY

A 5T HAlD
Mg AT —4 -
Pa0, ; 70.2
PaCOs ; 33.0

60

38

1
BN R
(FHRRAEIE)

v

210
(3 )

107 A
(45 1)

AFNR G- 19 FAfl, B X 50 CRifl 1
IZHEIRE 2380 5,

4 a—2$ 5 45 B BICHPRIREEDS B L, i

HRAEAE (F?E Pl D@ MEHE) b L <33

FIPERE MR 25, Vv - A Rr—)L g

% 3 AR, BRBERAZITOER,

LIS

»HY

AFEIH 513 BRilD
MIEH AT —% -
Pa0, ; 69.5
PaCOs ; 37.5

60 1

38
-
=

210
(3 )

31 [
(10 /)

£
R
A
HH

1 =2—X
14 HH

10 HH

Bk A

(/mm?)

3,900

11,300

ArrpEREL

(/mm?)

156

/MR
(X 10%mm?)

1 a—2%h5 14 HA : AMmEkEL, G PERER
by 2 BH#%2>H G-CSF 2 HR# 5.,

2 a—2Z$¢E 6 HE : G-CSF (150pg) #5.,

7 HB i MRER A U, IREEHL, G-CSF
{(Z;Sﬂg) Be b, f/MiigmBRAS (7 HEE ;55 B
ML) o

8 HH : AmEkEED, biE
il 15-BH 4,

9 HAH : MPEEIKT (saturation=70%),
CSF (150ug) #t45-,

10 A B : FPAR4HEL (PO=43.5mmHg) |
X BEEICCHBEMEMZ, <N )\
TR SR, AT uA R OV ARERLS (3
AR, YL+ A Fr—/1 1,000mg/H), G-CSF
(150ug) #45, FRiLER [MAP] #iifBits (&
# 800mL),

12 A B : BVEMERGARER PR A,

I3HHE: 7L = (60mg/H) 554,

14 BB : BEORBITERL T DN, L4
P E g LT%E’?QJF%)\TW% § OO IR
50% (PO,=97.5mmHg),

16 H B : Mok X #r 5 EC TR MR Z i,
18 HE : 7L =% 55mg/E| L L. LA
WL 11 A% LY 15mg/F TR,

24 A B : B X MBI, MR T Ao EgE o
BREFTROKEZRD, BERAZ I,

34 BHE : W X MEE R A BRSO

R RO Db OO, BMEMEMZTITITE

KHE, G-CSF,

G-

[EI}6-)

Y




11.1.6 DAHEEDTHERESS BdH DD T, ZONEERNTT 5,

KRB GZLIZ VAT T T OG5 %2%F, =0 2 BEBICERRE., L7 a v 7, IEET, BRIRSREE LK
U (FRRIC T L 20, 72770, BIEOBEREE B2 L AT a0 —/VMiE, X OICIEERNICE T O L
BRBEFEFTROH HREHTH 127,

9 S MMEOLARORFESY 20 BNWhHHOT, TONEEBINT D,

KA EZICHERGROBEAERL (REXEEESRE), B2 EE (5 ~mELREe) B8%HL S AR
IZHETE, AlTEHRIE FAC (5-FU+ADM+CPA) & FEC (5-FU+EPI+CPA) %31}, ¥R GEIZI R YL E Y ViR
FetE 235mg/m?, T EILE T UMEREHE 434mg/m? Thote, RIRRICBIT DT VA T4 7 ) U RIERIORE
HRNEVIEF CIRERTRELDOZ L TH B,

o, RAE RE YA EY UHEBEOHA T, 9 > LREOHENEL b L ORELHHZY,

FiZERE IS D NARBR T S HIA BN TWD, T ONERIT 3 BB SR ERE 2 6. AR HELOCHED 24 K
F”ﬁ E{Eﬁﬁ%ﬂi 3 ﬁ‘J LIIALA 5{) 62’[17)‘»_0

iR VEEF RS 34 B O RO FE TIT oA 7 ERN OIS TERER GE/ Nl <141 (Grade2) #iE 4L

Tro FMAOFENFERBRT 1T AL TND, TONRIE 3 REEAEERE 4 5, AN HEL OH EO 24 FF
Fmﬁﬁﬁsmummghto

A O T ARRER T 1 flH 6TV D, ZOWNFRITARGEINHEL O HED 24 FiE AUHEEE 1 IR
%zhf:o

MR 2SR O % TAHFRER T 1A DN TNV D, £ OWNFRITATESNRIE K O 80 24 BRI EE 16, £z,
WS O Z R MR T 50 HlIZER O b7,

HE  ABIOAGR SN AEL AR, N L O S I A 5, IUEICE A ESUT B IE, IIBRICIE A TR
ZHNRTTF o EOPFRAT C 1A, BHEICIE A BT E JE, B3 SUTEEAE O SRR 2 134t o JUE ML S & OF
AT A k%, BRERXLERIES 24T 2 S - BRXGERIES 241 2 /5E0 - mEREICIE B k., T
HROFBESRBIIITATIF L LOAICBNT D kEHHAT S,
Fio, FHEKROHE (1 B&E) 13, A 210mg/m? (KFKERE) 3 M. Bk : 100mg/m® ((KFRER) 1R, Ck -
80mg/m* (R mifE) 1 WM. D% : 135mg/m? ((KFKififH) 24 Wi, E 1% : 80mg/m? (REHEFE) 1 FHTH 5,



11.1.7 HERIEPNOSE I FEERERT 2§ [HEgskEE

GEER) 1plzETe]. WAO%E TR T 4 41, HFRIIERO

1 FARER T 2 B, #ESAOE I FERER T 10 FlIIFEO bitiz, HBIZ DWW T Grade3 L EOHEIT 2o T2,
7eR, ZERIEHTE 1 BlOMM A2 T RITRT,

REMHE (ERF 1 88

performance status . . "
PRI stage H‘lg/m a— 28| (k5% 0% Rl - ALE L BE %
(7T (R IReD) WETOHEK
2 a—2#%E 15 H BIC2e38ME
1 HERE (Grade3) 2SHBLL. A
o g TuA FRIECTHRET S
50 £¢ FE/INHI R At e 210 36 H b B L EE3 a—2, 4 .
o v 4 | @a—zgy |2 TP = K| R
e S L i ls ) | LT AEITD. 4 3o Ay
45 BEL D) 101 H B L7 BifE, 28%
i PEEERE I3 FR2 (Grade2) L C
W5,

R - AFI OGRS AEL ORI &L, /Nt & O 28I A R, FUBICIE A EXIT B L, IS A 1B X
IZHNKRTTF o EOPFAT C ik, BEICIE A B E A, R SUTEHRMEO ML 1 O FUE Mg A & OF
AT A EE, R ULEREEZ A9 5 HEEHE - R UIRREE LA 28R - I RECE B &, #7303
FRDOFEHERIIIP AT I F o L ORI T D BEEEHNT 5,
2, HFHERCHE 1 RE) 13, A 210mg/m? ((REREHE) 3 WM. B 100mg/m? (KREAE) 1M, Cik:
80mg/m? (KFKMFE) 1 HEM], DA @ 135mg/m? (KRN 24 BEf], E ik : sSomg/m? ((FRMME) 1MHEITH B,



11.1.8 {HLBEZLITMEA O TR T2 814 5TV D, EONFRIL 3 R AR ERE 1 6], ARAHELOCHED
24 ATREE 1 B T o 72720, BRSIEIRD S & b B aicid i 52 P Ikd 570 LMY ME 2175 2 L0
WMELI D,

k. MHALE M, MLETEEIL. THR% ORED D OWE T 2001 45 1 AIZBFEE L, TORERMZLLFIZRT,

SHALE H
B . il 12
| A gﬁ;% FR— =
Eilh (& DHE]
S IR 240mg/m* B | BWER4 - H(EE i
SO K| (stage : H1IC) L HH 6 Hi% | FMERE 300/mm’ £ TANKIC FH. kA5 Bk,
[T ]

7H% 39CHEDORFEEAEL, WMMENELS Bbitd b, [FEEC DIC
EOMR L2729, MmighssE (BRif) R, vav 7 L5,
L 7 75 AF I 100ug B 5 & OWT DIC JEIEBA,

10 B |M/E 4,000/mm® £ TR L, /R 20 BiAr, AZRIEBRE
JER 2 BT, TR EORE AN MAE 4 BT,

% HEE I (total 9 1,000g) 23%EHL,

% Ifil/NVR 10 BAALERIL,

% MR CE O 23807, AmMEEER @), Wk
UL, I/ 5 5 A0 CHER, YA H i,
U AE b B4,

19 %% DIC ¥,

12 H
17 A
18 H

S 2 S

2HAI| 3H 6 H 9H |10H | 11H | 148 |16H | 17H | I8H
FRMEREL (X 104mm?) 402 333 334 295 259 254 161
~NESr LR 11.8 9.8 9.9 8.5 7.7 72 4.6
HifmERE (/mm?) 8,600 | 8,400 | 300 | 1,000 | 1,700 | 5,400 | 2,700
Mg (X 10%mm?) 382 | 19.1 4.0 0.7 0.4 48 0.2 25 1.7 43

HNVRFTF o, VoBTFXFHAZS ) B AT AT N A, S=F I UHERE, 7o =% o Uk,

PR o oo e o s o timeti

HE - AAIOAR SN B L ORI, FE/NMIRRE &K OB SIS Ak, JUBICIE A 30T B A, RIS A TEX
IEANVRTZF o L OPFAT C L, BIEICIE A BT E 5, BB UZEEAE O IR AL L 13 th O JLEEME A & OF
AT A k%, BRERXILZEREE 26T 2 S - BRXLEREE 28T 2 /E8E - MERMEICIE B ik, #7XX
FREDOFEHERIIIT AT I F o L ORI T D RN 5,
Fo, FMAELOHE (1 BE) X, A 15 210mgm® ((RFREAD 3 B, B 15 : 100mg/m® (RFREELD 1 W, C 15
80mg/m’ (A MHEFH) 1M, Dk @ 135mg/m? (KK EFE) 24 FE#], E 1% @ 80mg/m? ((KEXHEE) 1M TH D,



HILEES

B Rl
M i I ERL B 5T
&5‘/ FE' ;\ 18 \
| [opHE] I R R AL
B fities 166mg/m% H |BWEA4 : BiEE
70| (stage : INIB) VAW g mgn Aibne N L— o RIEBHET
W Acstr 2] SE% | AN & R R B
4R FEELL, BERREEFZ S, B, SARCRIENRE,
WG, WML (44 +) 2SFEBL, MOEEER,. SEBERN %
H, e f
HNHERE CERIBEEZ RO 5, IVH A, MEN 5
B — VRS (FOHHER 3L ), APRORFZH Y,
A7 FNT77—h 15g/A, KBRILT VI =7 L5 0 - Kk
~ 730 A 60mL/HANAR, @l U —lEiEER A,
Wk, EIRLIS DN RSEH 1L,
7H% B,
ﬁ%ﬁ‘Tfm%ty\?%#%5?VUV@IX?»T%U?A\NV&Y?Vﬁ%ﬁ\3?4VUV@E\?:?VV
R, IARTSFL. Y7o BT I LR
11.1.9 \EERIGRIL., HIREOHFHAE S OHET2001 F 1 AIGER L, ZOMEMZ LI TIZRT,
H 1t 4 S o
i mem BE RIEH
B _
3 1 FF B R M6 FEH o I
e | rabe) | | scork R O
# SRELE | 135mg/m¥/H 9 H B4 - bR (OBIWER : A L R)
e (ER) LR 2 Hi% | 38.0°CLL RODFEA b e e OMERIMARIRE S B L7,
BN BEER AR L. RIRICERH Y, A L AFHL
3 A% | BT 2 D BB A R A %70 BRI
2% F L, PEURIEEE BN L TN,
TR% N T =, VT a R MNEEICENEEZ R
O, (TS
9 H% | MM Z RO, HMPE s 55,
15 B | KM PR STRA Ei, B~ 25 i 0 & ool
éiﬂ I‘t‘to){ﬁr%muy)tﬁ[ﬁl L/Tl/\f;o
46 Bt A Ly R, ALK Je iR,
WGBS - T ) — )L, P Fax b, B,
W, S
PEASE | IR T FTF

B AR OKR S ER O &I, FE/ NS & O = AR IE A A,

LIS

13 AEXIT B, IREUEICIT A TEX

FHNRTZF LT CIE, BRICIE A EXIT E 5, 3 SUTEEAME O IR IS LA o HUEE IR & OF

AT Ak, FREX
LEoEEE ik
EEN
SOmg/m® (PKHH) 1 K, D 3% ;

AT RS & A 5 5 SESEE -

P38 L0 Risfs 2 5 5 s -
ET AT T F oL OFRICBNT D EEHEAT S,
EMELOHE (1 BE) X, A i 210mg/m? ((RFEEFE) 3 FFE, B ¥ @ 100mg/m? (RFEEFE) 1 FFE, C ¥ :
135mg/m® ((KZHEAE) 24 BifE, EiE : 80mg/m® (AR 1M TH 5,

MEREICIE B &, #ATXZ




PN P

BE

R EH]

P
Fiiin

PR . . R
¥ 511 b \
LA PRE] W

el
Rt My OV

50 1K

P 242mg/m?*/ B | BWER4 « (AR R G 2%
(stage :

1IC) 1 FfH 16 BAT | BT B AR, mAHE SRR AT BN Y o SEERE
W BEREINR Y o SEVERIT, KU, TR i
7,

Witet 7 B2 EAR X VIR 20/ A & 5 AR5,

TH®% | THIE 8CEOFREAD Y, HRWATRICAL, £7 7YY
VF R U YA A/ B GBI,

10 H%  JKERME T & 38°CHDIEN, MGHIENE & s 2R 5, I
XMEEIZTA LY AR OGERBEOF ALV, C. difficile
P,

A RIGR OBZW L 720 | RO o~ v U HEERE 2g/H
(11 A . WHMEFLEAE 3g/ A . ik E BB AR,

12H% K77 A4 3—2a—7T, BEARIZHEAGCORRERYE D
FEERD, BEERGR & EZE, REQ 3.7gdL, 7L
720 20gdL LIREAMIEOEITH Y . 25% T LT I v
150mL % 5368,

13 Bf% | Bl R OREE P9I Ak i B2 M B, B IR i 4 R 43 H7 12 T pOa
77mmHg | ﬁTL BRI BAA, M X B Ere | B
BEMEOIE T, ARERIER Ed v, 88 [IIEEIC & 5Pk
LWL, SRR A 5 AT G

14 B# | PRUCIREEO S E A < MEKITRE I e 0 | BEAKZERNETT
9 1,500mL OJEKAEBRZE, MRZICEE 2 <, miEEK TR
RN E VI, CHTRESGRE A MAE 10 B S (B 16 B
19 H#IZH 5 ALk,

18 B Ko HHA L L bicF 7T/ —EBHE, 39CHREDH 1V, SpO2
89%IZAL T, p0255.6 (0O25LLLF), M X M5 B, A%y
MRS EEEAR R, MRE LD, N=tx s - X
ZI7arfh, RICEERRENS, HAKEEZE, 20X
5 IR FAER IR KB O (M ELA LIRS 3 BN 0 IR9, RIRRIC
39~40°C DFEHE - ﬁ%%#itbm@ﬁ%%ﬁoﬁbim¢
A, B CHUMEOZMICE ST, LIEH < 38CHED
S EAVIN

26 A% k%774ﬂwx:wff\%%@%Em%éﬁ%%ﬁ%%
V2 & fiERE

19 B#  DIgERER L,

GREES

INKRTZF v, TEXHBAZ ISV UBIRAT AT NI UL, FJ=F U UERE, 772t b G U7 <
e RT3 Rt

11T AR, YWIFEESE, FFPERNIE & fldl S Cunie sy, IFEESE, IFPEINE XIS RERE E oS R & L CHELT
Bl MR D OFRIZ X D BEOERS b G2 LT L,

EE AR OAR SN MEL O RIT, NI ARE & OB ARICIE A M, FUBICIE A X B A, JRBREICIE A X

FANRTZF o LOPFIT CE, BIICIE A EXIT E B B TERREO L HEI“ (A D HUENEIEIS A & O
AT A Bz, BRIERES 267 DS - B IERES 263 2 /888 - MEREICIT B ik #1730
BEOFEGRIZIZL AT 7T EOPHHICBN T D EEENT 2,

7o, FMELOMHE (1 FE) 13, AL 210mg/m® ((RRERD) 3 BfH, Bi% @ 100mg/m> ((AKER) 18H, Cik:
80mg/m> ((AKMEH) 1 W[, DIk : 135my/m’ (FRREFE) 24 B, E % : 80mg/m® (RRERD) 1K Th 2,



11.1.12 BERO TR EE DR H LD T, FORNKERENT 5,

T4 RFLERE (B, IFEERBA) 1k L. AHl 175mg/m? 5487 3 B, BE OB LEIIWR I E -
7oo ERIRFTRIZ EMEROER DA, MG X B CIEELR L, BRREM TIET I 7 —8 132U0L, U —8
425U/L 2R LABEE 72D,

- AR, He EEHTAIR OBR AN TR ZATV. B HIRATIEE D,

cla—xEE53HH, 778, UAX—BIHKT L, BEERE CIIERORE Z2RmcEd,

cla—x%E16HE, 7I7—8, U X—FE LH3 %, ERCP (NESHITHIE RS EE) ik, I

fige & N 11X BE DNRD bR h o7z,

cla—xEEH24 08, 77—, UNX—FEFIZRED,

<l a—2%E25 HE, 2 23— 2 HOAHK 175mg/m? % 5-,

c2a—2FE2HH, WRERE LA L, 1 a2—XH ERBRONZ — %2377,

2 a—2EE5 15 HA, 7I7—8, U R—ERREMEELRT, B CT THRIROETEED D05, T

LIEEICIERENRO Do T,
2 a—AFH 48 HE, L,

*ﬁ?ljﬁzﬁ A 1l a—xH#EE 2 a—2AE&KE
(HATL) #5H | 3B | 16HE | 248 | 2AE | 1AB | I5HH
73I5—+% (UL) 5-81 132 57 168 24 26 33 37
) —+¥ (U/L) 23300 | 425 192 503 117 128 80 110
Ja—= (mgdL) | 70-110 | 210 — — 399 586 355 533
LDH (U/L) 313-618 | 634 — — — — — —

% | BEEREICHBER, B LRk,

11.1.13 2MBREEIOE THRBR T 40250 TWD, ZDONGR] iT’\TE(E WO R OV B 0D 24 IRp [ e i
H 4 flCholz, £, MREOFAENSORED &H DO THE L +4IZ4TV, BUN, MiE7 V7 F=r, 7
VT F=r e 2 )T T AMEIZEERRO bR EAIT i&“?%ﬂfjt“é‘é REWEZATO ZEPMETH D,

11.1.14 HpEPER R EERIAIE (Toxic Epidermal Necrolysis : TEN) . B2 REIEIRIEERE (Stevens-Johnson JEERE) 1,
AR @ﬁﬁﬁ?ﬁ DOFRETHE S, £/ CPLP (Corporate Product Labeling Profile) (ZHiRdndH D Z &b
2001 4 1 HIZIBRE L7, MifHEMREREL OEREREZIT O R L, BEOREZ FICBIET L 2 &

D AEIOARES NI AEROCHET. B/ NIRAGE & OB AR A . SLEICIT A U B 5, IRHVEICIT A 15X
FANARTSF o EOBAT CHE, BEICIT A BT E B, R IS0 IR HEI“ A o HUENERRE A & OF
AT A %2, FRUIERGS 2 A1 5 IASEEE - F% UIEREB AT 5 A0 - ARSI B . #1730
BROFEFRITIIL AT TF o EOPRICB VT DIEEFERT 5,

Fo, FHEROCHE 1 BE) 13, A% 210mg/m? ((FR@A) 3HEM, B 100mg/m? ((RFmE) 1HH, Ci&E:
80mg/m? (KX MAE) 1 WH, DIk @ 135mg/m? (KFmAE) 24 Fif], B Somg/m? ((KEKmE) 1 HHTH 5,



(2) 2 DD EIE R

11.2 20 thoE|ER

20%LL

5%~20% 1

5% ATt

SBEOE

B

MR

ulia]

TEER e

R i

AEEAR, BEAR. ARAR, HSMIY
i, EmE, DETLE, O
B S D EANE D= A
B, OIER. PRLE

S
RN

[FAR

(e (35.1%)

TR BRI, N
W%, (R

HIER R, sihide, Bk,
HEFRAEZ RS . ELAG T, W
BT, AR, ELREE. N
B, EE. A

BIER, KR,
KL NI AR S

JFF Ak

AST k5. Al-P L&,
LDH F5&. ALT k5

=V 0 gl oF =

USSR 2

BIE R, BUN L
5

sV TrF=v ER. BEHR.
BESRIREE, fpR, JRKZE K
BA. H PR 2

7B (45.3%)
B

O, MEREA. N
EOBRG . RS, BE
K. CRLE. RIFwHR, £
PRI, POERENR, TN

BEIR B PERE . TR
BOERRZAL, HAE
BExY T~ h—7
2

FEthpiRe R

HEW, AR, AL, DO
. EHR, SR R
KR, PR PRRESEROIR R
R BV, ERE,
RARTT . EalkbEE . 58,
aEbEE . BORJUE, R AE
e =, BRI, FHEE
), W5, JANLH)

s KR

BRTEEISE, BRIEHEL, H R
HLOMRIRE ., AR, HOE .,
IRAm . A, PRI, IRKE
BJ7. RWOIE, IRFCHEE, AR
R, HEEK, MM, L
BUIE

WAl SEBE AR

IRF-J% R

IR Be FEE . W HEAN, MR IR B
Jn, WABEAS R

WIE, MR, BE
&, SHIE

TENE, R, A7 W
FRAEERE, EWER, St
. KBS, (KERD

5 P9 (28.8%)

BEER (32.3%) .

. HEE

SHEBIR . MR

Pl

Z DA

FEEN, WAL

Maga, i, ESHERSOS, R
MVERIE, REARD, 7V
T B, SEIT.
Wi, FYe, AIEH, A
e VRS . BAETRE. i
B R Bk

IAgE

ED gEaehilkds L

H2) FEFHEEIL, ORELRE. B/, FLE. FOE. FENREEE 2R L L E RN BITRRE & OV EE,

kG & LT Mo EIHARER A AR AR N TR B R AR DS A S & e L 7=,

AmEEz

(i)

Tl
&K

FEEBUBHE T, IR, I RaimE, . B, TERNERE AL L LEENE U AR L OUPEE, mdd
ARG LT WA T AR, 8 O R A T QNS T IR B AR SRR O AT FE S & Fal L7z, BHEE (%) 2372\ EIE
AIEHRERES»OEZRE2WET 720 Lis, £, BEEEIMERV L OOREMBEEICHES b T2 BIETR.
PR, FEEUC OV [VIIL S, EEAEARNER L TOHEE 84, 8.5 OEEZSROZ L&, B, WBEEDIERD
HOONTEGAEIE, 7T 740 7%y —va v 7 ORiBIER TH D AREMEREH VWO T, HEE2FIET5,



RERAEERERMEER VERRREERE—E
1) ElRER R ER
OFRBAE 6 2 EPNE 1 ARRRER (A )7 12361) 2 AFIIR G2 X 2 AaVERWAER] 121 4 o> 22 BIE A B ORI F A
ERFEIITRO LB Thol,

R _ /5\51'” G”radelll ULk
KFRBIEL FEELBIEK FEE (%) B EK FEE (%)
FEEER i =& 117 86 73.5 30 25.6
FEIR 121 2 1.7 0 0
PR T 1AL 121 8 6.6 0 0
Z D 121 8 6.6 1 0.8
L2 RA A 121 43 35.5 1 0.8
AR 121 41 33.9 1 0.8
T DMK 121 8 6.6 1 0.8
AR P 120 66 55.0 4 3.3
VA bR L - MR 121 35 28.9 2 1.7
T 121 20 16.5 2 1.7
ERA P 121 22 182 0 0
Z DA, 121 3 25 1 0.8
TEER A IACEAEE Yo 102 3 2.9 0 0
HER 102 4 3.9 0 0
HSMIHE 102 4 3.9 1 1.0
{8 1fn 120 5 42 1 0.8
&I 120 1 0.8 0 0
IR 110 2 1.8 0 0
FEEN 121 63 52.1 4 33
T TR ) % 121 5 4.1 1 0.8
BRI 121 2 1.7 2 1.7
ZOih 121 7 5.8 0 0
(k:4ERD) 5k FRERAN O FAE B O B 0> 24 W] A S M AT & e,



R AT _ _ /E|\§+” (‘},radeIH Pk
KFRBIEL FEBLBIEL FHLE (%) FEEUIEK FHE (%)
BiIRY:7 i Bk s 120 119 99.2 104 86.7
IR Ek ek 119 116 97.5 111 93.3
B ERIE % 119 3 25 — —
~NES B EUED 121 108 89.3 51 42.1
IR BRI 121 59 48.8 — —
~v 7y M 121 61 50.4 — —
LiRANY i3 % 121 29 24.0 7 5.8
HE R R B H 63 29 46.0 — —
JiiIRY 37 5 13.5 - —
igE| ME PR T 121 2 1.7 — —
A/G LR 96 1 1.0 — —
JHFHRE weyrry k5 119 5 4.2 0 0
Al-P L5 118 20 16.9 0 0
AST L& 121 39 322 0 0
ALT L5 121 37 30.6 0 0
LDH |5 121 23 19.0 — —
LER e BUN |5 121 9 7.4 0 0
JVTF=rER 121 1 0.8 0 0
B Na 121 0 0 — —
K 121 3 25 — —
Cl 121 0 0 — —
Ca 92 0 0 — -
Mg 16 0 0 — —
73 BAR 106 9 8.5 0 0
PR 106 2 1.9 — —
vael ) =7 104 1 1.0 — —
SRUCHES 25 52 7 13.5 — —
(tEEEET sk FKERAN D FAVE M OYT B D 24 R S5 T 2 & T,




@/ (9 2 ENES I AHRRER (3. 24 Wefl#% )% Y 2 A VEREAEER] 135 filth o> F= 72 BIE I B OB A AL i
REFITROLBY ThoT,

_ &t Gradelll L1 |
RIEAHE — " ” ”
KGR FEELHSK FEHE (%) FEELH S FEHE (%)

I IS 134 121 90.3 5 3.7

R 135 1 0.7 1 0.7
IR REHA 135 53 39.3 5 3.7

7 PR 135 44 32.6 5 3.7
Kt - ARRER FETRIE IR 135 1 0.7 1 0.7

FES 135 1 0.7 0

2% 135 1 0.7 0

TR AR i 135 90 66.7 2 1.5
TH 3% EEA S 135 13 9.6 0

BACRIR 135 5 3.7 2 1.5

HELL - IE M 135 42 31.1 7 5.2

T 135 16 11.9 0

8 A R Jak 135 1 0.7 0

Wz 3k 135 5 3.7 0

57 IR 135 1 0.7 0
TE B HER 124 5 4.0 0

WIS IHE 124 6 48 0

IR 124 3 2.4 0

L ARE) 124 2 1.6 0

ST-T %4 124 4 32 1 0.8

MEE T 135 9 6.7 1 0.7
2l FEEL 135 64 47.4 0

PR 135 2 1.5 0
JEYIE BRIAES = > 27 58 135 1 0.7 1 0.7
TRk | PERIREE - e 135 1 0.7 1 0.7

B 135 15 11.1 0

PR T AL 135 5 3.7 0

FRIE 135 2 1.5 0

R 135 1 0.7 0
Z DA VR M i ¢ 135 5 3.7 3 22

HEEHAL D35 135 1 0.7 0

BINET 135 1 0.7 0

SR PR 135 1 0.7 0

Hug 135 1 0.7 0

FEs VLSRR 135 1 0.7 1 0.7

(CanaE 1)) * ARGRAN O FATE R O B0 24 BRI A se M1 T 2 S e,



&t Gradelll UL F
R IR A TE H ” " "
PE= VP FEEUIEKL FELER (%) FEELHIEK FHE (%)
IIR7(3 P Bk 135 119 88.1 44 32.6
IR Ek ek 135 125 92.6 107 79.3
L ERERYE 2 135 29 21.5 — -
~NET 0D 135 85 63.0 8 5.9
R Bk e 135 35 25.9 — —
~< ;7 U M 135 37 27.4 — —
s R R 135 10 7.4 0 —
AR . R L 61 9 14.8 — —
.k 42 1 24 — —
EHA R PET 135 1 0.7 — —
A/G LLELE 111 2 1.8 — —
JHHgRE Brysey k5 134 11 8.2 0 —
Al-P R5. 135 26 19.3 0 —
AST L5 135 41 30.4 1 0.7
ALT |5 135 56 41.5 0 —
LDH 5 135 17 12.6 — —
ST BUN L& 135 12 8.9 4 3.0
JLTF=r kR 135 7 52 0 —
EARE Na 135 1 0.7 — —
K 135 2 1.5 - —
cl 135 1 0.7 — —
IR BAR 133 5 3.8 0 —
SR bE 133 3 23 — —
vavel s —r gk 132 3 2.3 — —
CRP 1 1 100.0 - —
(kR # FKFRIN D FATE R OV B 0> 24 W RS A S FE A T 2 B o,




@A G L T HENE IR (3, 24 R 5)0 O 2MEFHEAES] 82 FIIZF51F 2 T2 EIVEH K OB AR AR A fitf 2
WX TROLEBY Tholz,
Al _ /E.\?r” (?radelll ULk
KFRBIEL BB EK FELE (%) FEEUIEL FELHE (%)
& S 82 74 90.2 33 40.2
B FEALBE 82 1 1.2 0
B Z 82 3 3.7 0
F 1 FIBE 82 1 1.2 0
BH AN NE 82 1 1.2 0
&R R EiR 81 39 48.1 1 1.2
i PR 81 34 42.0 0
[P 81 2 2.5 0
iagra 81 1 1.2 0
- MiRR | HFEW 82 1 1.2 0
BIEgEEN2 82 1 1.2 0
AR FR B 82 64 78.0 4 49
EE( M2 82 8 9.8 0
REARIR 82 3 3.7 1 1.2
T - M@ 82 33 40.2 2 2.4
T 82 8 9.8 0
(A 82 1 1.2 0
B TR 82 1 1.2 0
[0 82 3 3.7 0
TE B HER 72 2 2.8 0
HASMI i 72 2 2.8 0
IR 72 2 2.8 0
BERTETa YT 72 1 1.4 0
ST-T H5%; 72 3 42 0
AR 82 5 6.1 3 3.7
08 A 82 1 12 0
2l FEEL 82 34 415 0
(R 82 6 73 1 1.2
YL E Wi JiE 82 2 2.4 2 2.4
RGBS 82 2 2.4 0
PRI SR SE 82 2 2.4 0
HRIE S 82 4 4.9 0
bk 82 1 1.2 0
GIEESE 5/ 82 1 1.2 0
T LR | R R 82 1 1.2 1 1.2
WIB 82 12 14.6 0
B TRTALH] 82 3 3.7 0
JREE 82 3 3.7 0
AT I 82 1 1.2 0
Z DAt I R S 82 1 1.2 0
(kR # AR D FATE R OV B 0> 24 W RS A S FE AT 19 2 2 o,




&3 Gradelll L |
i R A A I E " " "
PIE=JVIEx FEELH S B (%) FEELHSK B (%)
IIR7(3 5 if Bk ek 82 82 100.0 62 75.6
1A Bk ek 82 82 100.0 78 95.1
AFBRERIE S 82 8 9.8 -
~EZ T e U 82 68 82.9 3 3.7
7R M R 82 10 12.2 —
~< 7 U ME 82 13 15.9 —
RIIRANY 7357 82 8 9.8 0
IR Bk B H 66 2 3.0 —
T RE wrirry k& 82 8 9.8 0
Al-P |5 82 8 9.8 0
AST L5 82 23 28.0 0
ALT b5 82 24 29.3 0
LDH k5 82 11 13.4 -
ST BUN k& 81 4 4.9 0
73 BEAR 80 2 2.5 0
JR¥E 80 1 1.3 —
A=A WA/ 80 1 1.3 -
(CanaE 1)) Sk ARERAN O FAE B O B 0> 24 WEH] A S M AT & e,




@OF AR ETHENE O AR G Rk G) OREMRHEAEG] 107 FlZ31T D 722 IR K ORI R A 5 513
TEROLEBY ThoT,

BIPEEE _ it Giradelll 1.1
poE3VlE g HEHE | FEBE (%) FHGE | BBE (%)
& it 107 91 85.0 2 1.9
e 107 5 4.7 0 0
AR 107 2 1.9 0 0
PR FE AR 107 2 1.9 0 0
B3 107 6 5.6 0 0
ETY 107 2 1.9 0 0
BT H i B 107 1 0.9 0 0
BH I AL 107 4 3.7 0 0
IR 7 P 107 46 43.0 2 1.9
RA &Y 107 45 42.1 0 0
AR 107 1 0.9 0 0
R} 107 1 0.9 0 0
B B W 107 2 1.9 0 0
FEES T 107 1 0.9 0 0
N2 2T 107 1 0.9 0 0
FEJEg 107 2 1.9 0 0
Kt - RRR SrblEE 107 1 0.9 0 0
AR 107 1 0.9 1 0.9
GIEPL 107 3 2.8 0 0
HE GiE) 107 4 3.7 0 0
HEN 107 5 4.7 0 0
TR R 107 75 70.1 0 0
SERhEE 107 10 9.3 1 0.9
ik H % 107 10 9.3 0 0
BRI 107 11 10.3 1 0.9
L - MR 107 41 38.3 1 0.9
T 107 17 15.9 0 0
Lo b 107 9 8.4 0 0
Ma=eir 107 1 0.9 0 0
{5 5% 107 6 5.6 0 0
J 5 A gk 107 1 0.9 0 0
J BB A PR jek 107 1 0.9 0 0
201 107 1 0.9 0 0
B AP 107 1 0.9 0 0
BR 107 1 0.9 0 0
Bk 107 3 2.8 0 0

(2R



_ &t Gradelll P4 |
RIEMEE — — —
PO VIES FEBLHIEL FEELEE (%) B FHLER (%)
TG B BN 107 3 2.8 0 0
TRTEAENR 107 1 0.9 0 0
LB ARE) 107 1 0.9 0 0
WISMIHE 107 1 0.9 0 0
IR 107 1 0.9 0 0
M EART 107 5 4.7 0 0
i 5 107 5 4.7 3 2.
EUlEs 107 1 0.9 0 0
DAER 107 1 0.9 0 0
TAMETR R 107 1 0.9 0 0
g PR 107 46 43.0 3 2.
HE (FERSL) 107 22 20.6 0 0
JER YR E R E R 107 1 0.9 0 0
PR S Y 107 1 0.9 0 0
fifi¢ 107 4 3.7 2 1.
FEEN 107 11 10.3 0 0
RIEER 107 1 0.9 0 0
LSRN 107 2 1.9 0 0
(Rp=2Tap2 S 107 1 0.9 0 0
I i 107 1 0.9 1 0.
IEYEERE 107 4 3.7 0 0
7 LILF—ER TS 107 1 0.9 0 0
I 107 2 1.9 0 0
i 107 13 12.1 0 0
PR T AL 107 1 0.9 0 0
ETY 107 1 0.9 0 0
Z DA A PE2¢ 107 1 0.9 1 0.
g 7 107 1 0.9 0 0
B DR PR 107 1 0.9 0 0
NS 107 1 0.9 0 0
& IR 107 2 1.9 1 0.
15 i 107 1 0.9 0 0
R S 107 3 2.8 0 0
EE Y1 107 1 0.9 0 0
T B i 107 1 0.9 0 0
(MR




&t Gradelll UL F
B 22 " , .
PO F B B (%) FEBLHIEL LR (%)
& F if Bk s 107 92 86.0 30 28.0
i Bk % 107 4 3.7 0 0
I R ek 107 98 91.6 62 57.9
I ek % 107 3 2.8 0 0
TS FEBR R 107 1.9 0 0
LA Rk 107 1.9 0 0
I ms Rk % 107 17 15.9 0 0
U L SERRH 107 5 4.7 0 0
BRI E 107 5 47 0 0
~NESZu LR 107 84 78.5 15 14.0
AR BRI 107 65 60.7 0 0
~< h7 U MR 107 66 61.7 0 0
~< h7 U MEH 107 1 0.9 0 0
MR A 107 5 4.7 3 2.8
M/ NN 107 1 0.9 0 0
CRP -5 91 52 57.1 0 0
EA T AR 107 34 31.8 0 0
TNTIUVRT 92 31 33.7 0 0
T RE wruirer by 107 20 18.7 3 2.8
Al-P 5 107 45 4.1 2 1.9
AST L5 107 55 51.4 5 4.7
ALT L5 107 57 53.3 4 3.7
LDH |5 107 32 29.9 0 0
LER e BUN L5 107 20 18.7 0 0
IV TF=v kA 107 7 6.5 0 0
B Na 107 24 22.4 2 1.9
K 107 22 20.6 0 0
Cl 107 7.5 0 0
Ca 107 4 4.0 0 0
7S FREE N 94 21 223 0 0
SR 94 15 16.0 0 0
A=A RN 7T 94 15 16.0 0 0
PRUCHE it 68 8 11.8 0 0
(REP4EED




OFEWRELZ MR LT DENE I HRBROZEMEFMER 23 Skl 2 EREFARCBABEEREII TRO LB

D THolz,
Al F _ /El\?rw Gradelll UL F
PIEVIER LIS RBLFE (%) B FEELEE (%)
MK o pbiad | FEEMEATHERIBE 23 2 8.7 2 8.7
DR EUllE 23 1 43 0 0
L PEHASMIHE 23 1 43 0 0
R Ok R E Hig 23 1 43 0 0
AR L 1f 23 1 43 0 0
AR iz 23 1 43 0 0
FA R 23 1 43 0 0
H S R e 23 1 43 0 0
i35 23 1 43 0 0
1550 23 7 30.4 2 8.7
T 23 7 30.4 0 0
EES 23 1 43 0 0
TH AL TR 23 1 43 0 0
TH LA A 23 1 43 0 0
P 23 1 43 0 0
TN 23 11 47.8 1 43
ERENISE 23 2 8.7 0 0
PN 23 3 13.0 0 0
Mgt 23 6 26.1 1 43
RHEEL) e 9 23 2 8.7 0 0
Bl RpTHkiE W 23 1 43 0 0
W7 23 17 73.9 1 43
B 23 1 43 0 0
e SEs VAR N st 23 3 13.0 0 0
JEIF 23 13 56.5 1 43
FEEN 23 2 8.7 0 0
JEGE KON TR B 23 1 43 0 0
U PR B I Y 23 2 8.7 1 43
PANETIES 23 1 43 0 0
GRAEME B B AE 23 1 43 0 0
[HCYZ N NS nE=s 23 1 43 0 0
fe R AT 23 1 43 1 43
WA 23 1 43 0 0
IR 23 1 43 1 43
AR ORERE | BRRR 23 3 13.0 1 43
(kR




S A _ /5\%'” Gradelll L4 k-
P VEx g LIS FEELE (%) B FEELE (%)
i R B O RA &R 23 16 69.6 1 43
i AL AT 23 1 43 0 0
e 23 16 69.6 1 43
S 23 1 43 0 0
VU I 23 1 43 0 0
TSR PR FELED F 23 2 8.7 0 0
ST 23 3 13.0 0 0
GIEPE 23 3 13.0 0 0
Vg R IS 23 20 87.0 1 43
SEIETL 23 1 43 0 0
T B AARAE 23 4 17.4 0 0
R EH) 23 1 43 0 0
M QYRR R 2% 23 1 43 0 0
LR E N O IZ ik 23 2 8.7 0 0
K ORI I, 23 1 43 1 43
g 7 23 1 43 0 0
ENEIEDS 23 2 8.7 0 0
N PR TR 23 2 8.7 0 0
B R OV TR | BBE 23 23 100.0 0 0
L T 23 1 43 0 0
T LLX R SR 23 3 13.0 0 0
R % 23 1 43 0 0
FTLBE 23 4 17.4 0 0
EEK 23 1 43 0 0
SO fEEE 23 2 8.7 0 0
% 9 FEIE 23 6 26.1 0 0
SIS 23 3 13.0 0 0
B2 e 23 1 43 0 0
SAE OV EHLE | IR R L ER i 23 1 43 1 43
k=gt e AL 23 11 47.8 0 0
FTH 23 2 8.7 0
(FENER)




&t Gradelll UL |
R AR A B " " "
PSEI FEELIEKL FBRE (%) LIS FEELEE (%)
1% AR L BRI 23 12 52.2 0 0
S/ = RS % 23 15 652 3 13.0
~v b7 Uy Mg 23 12 522 0 0
i R Ha D 23 22 95.7 11 47.8
H i EREEN 23 5 21.7 0 0
- ERER 23 23 100.0 18 78.3
A HERECE N 23 4 17.4 0 0
1R Es A 23 5 21.7 0 0
/IR N 23 7 30.4 0 0
JHFHRE M E Y e 8N 23 6 26.1 0 0
mHE Y L e 23 1 4.3 0 0
AST #4n 23 11 47.8 0 0
ALT /0 23 13 56.5 0 0
Al-P #41 23 8 34.8 0 0
LDH #41 23 13 56.5 0 0
igE| TR H s 23 8 34.8 0 0
TNT 2 D 23 9 39.1 0 0
R BUN #4/0 23 7 30.4 0 0
w7 V7 F=2uih 23 1 43 0 0
s 7 L7 F =4 23 5 21.7 0 0
BT Na Jizb 23 8 34.8 1 43
Na 40 23 3 13.0 0 0
K i 23 5 21.7 2 8.7
K #0 23 7 30.4 0 0
Ca J§i» 1 1 100.0 0 0
(FENER)




OETUIH RO LR LT D B ILIC X 2ENE 0 AHREROZ EVERHIES] 69 F1IZF10 2 T2 EIVEH K O IRRR
BERFIITROLBY ThoTz,

BI{EFTE A G Gradelll ) I
FELBIEL FEBER (%) SEELFIEL FEBE (%)
B R O Jih 67 97.1 0
BT ALk Jep5 29 42.0 1 1.4
JNOD 29 42.0 0
% O FEIE 10 14.5 0
HLDE 6 8.7 0
R % 4 5.8 0
B & I it 4 5.8 0
B FILA R E 4 58 0
ez 3 43 0
S B7 i 2 2 2.9 0
B2 e R 2 2.9 0
JNVZ £, 2 2.9 0
Bl R 1 1.4 0
FRR R Z VRS 1 1.4 0
SerpaB O RS 1 1.4 0
A PN 1 1.4 0
JISEE7 W 1 1.4 0
PE MBS 1 1.4 0
FRAR HH o 1 1.4 0
TR R E Ry R IS 62 89.9 4 5.8
PN 16 232 0
FENE D F 10 14.5 1 1.4
GIEpL 6 8.7 0
fEAR 3 43 0
R RE 2 2.9 0
EIH 1 1.4 1 1.4
FHEL LD T 1 14 0
IRAEE D F 1 1.4 0
SRS 1 1.4 0
PRk 1 14 0
BERR 1 1.4 0
H DS 1 1.4 0
EHFER) 57 52 75.4 2 2.9
PG JRPTERE V2IE 24 34.8 1 1.4
1 9% 9 13.0 0
FEEN 7 10.1 0
TESHEL S 2 2.9 0
AT IR 1 1.4 1 14
Bk 1 14 0
JEIRE 1 1.4 1 1.4
Fr i 1 1.4 0
ALz f 1 14 0
(mP7=) 1 1.4 0
lliEeand 1 1.4 0
RIE 1 14 0
(FENEERD) | EFYE : INCI-CTC version 2]



~ AEE Gradelll P |
RIVEMIEE — —
FH K FHELE (%) FEHLBIEL FHELHE (%)
I G 30 43.5 1 1.4
TH 25 36.2 0
(EE 18 26.1 2 2.9
Ok 18 26.1 0
R 13 18.8 1 1.4
FREE 6 8.7 0
il-2h1) 4 5.8 0
RN 2 2.9 0
D RN PR 2 2.9 0
AER 1 1.4 0
HIERER 1 1.4 0
i P 1, 1 1.4 0
B P 1 1.4 0
iz 1 1.4 0
2 PR H i 1 1.4 0
i R B O fiXn 38 55.1 0
Al LA B i 36 522 0
A 4 5.8 1 1.4
el 1 14 0
il S50 1 14 0
AR 1 1.4 0
1 [l e 1 1.4 0
DLl i A ek 1 1.4 0
JEYSIE Y LIRS 22 31.9 0
A HUIE e 8 11.6 0
I 3 43 0
LTI 2 29 0
Za—FEVRAT 4 AH U =filifk 1 1.4 1 1.4
B UL 1 1.4 1 1.4
PR S G 1 1.4 1 1.4
ENES TN 1 1.4 0
FE R 1 14 0
B B 1 1.4 0
FRINE 1 1.4 0
NGRS 1 1.4 0
R 1195Q0N e PR 3 43 1 1.4
bR I S 3 43 0
MEEEE A 2 2.9 0
AU 2 29 0
Ni= S 1 1.4 1 1.4
R P AR FR 1 1.4 1 1.4
S A 1 14 0
5V HE R AR 5 1 14 0
FERGEDORIE 1 14 0
(FENEERD) W EFEYUE : INCI-CTC version 2 |




(R _ &t (\})radeIH =
B FHELE (%) LIS FHELHE (%)
JiiiEg i AL 10 14.5 0
R 1 6 8.7 0
FTY 4 5.8 0
18 1fn 1 1.4 1 14
R A A 1 1.4 1 1.4
B AR AT IRE SN 11 15.9 0
RE D 8 11.6 0
WE R L 1 1.4 0
R R OR AR EE RACRR 10 14.5 1 1.4
RAEOR 1 1.4 0
bl AHRAE 3 43 0
(SR 2N 1 1.4 0
B R ORI REE E 2 2.9 0
HER K 1 14 0
ZIR 1 1.4 0
FRIR 1 1.4 0
R AONDINZAE s FEEVELT H BRI E 2 2.9 2 2.9
DR ElE= 2 2.9 0
HER 1 14 0
R Ok s HE 1 1.4 0
AR PETRIEEN 4 5.8 0
F 3 43 0
TR 2 2.9 0
MR A 57 1 1.4 0
IR i e At 1 14 0
Al 1 1.4 0
R 1, 1 1.4 0
IR v 1 1.4 0
RS 1 1.4 0
HEVEARERR 2% 1 1.4 0
R 72 1. 1 1.4 0
S LNER Y] 1 14 0
% RVERE A 1 1.4 0
Gy R E W EUE 1 1.4 0
GE. PELV P15 2 2.9 0
AL & DEAE B 1 1.4 0
e s R ! 14 0
AR N OFLE R E P fH i 1 1.4 0
(HhNEEEH | FEHEHE : INCI-CTC version 2 |




i 5 Kt ot Grade {2 -
FEEGIEL B (%) FEBLHIEL LR (%)
& 7R if Bl A 69 35 50.7 —
~NE S a e U 69 52 75.4 1 1.4
1 BRI D 69 63 91.3 22 31.9
H i ERE SN 69 5 7.2 —
I EREE A 69 62 89.9 26 37.7
B rh RSSO N 69 4 5.8 —
[ MR 69 3 43 0
iR N 69 8 11.6 —
CRP #5/1n 1 61 36 59.0 —
EHA R ER R 69 11 15.9 —
TNT 2 69 14 20.3 1 1.4
JiF#nE mHryLrers b5 69 13.0 0
ALP 5. 69 13.0 0
AST |5 69 23 33.3 2 29
ALT L5 69 25 36.2 2 2.9
LDH -5 69 22 31.9 —
T HRE BUN & 69 6 8.7 —
BUN L5 69 72 —
mhrvrF=>Fri 69 2 29 0
EARE PR VRN % 68 10 14.7 1 1.5
PARNURVVN::y | ) 68 2 2.9 0
VRN 68 6 8.8 1 1.5
J U 7 AEEN D 68 11 16.2 0
mH A E s P 68 4 5.9 —
A e N 2 68 1 1.5 —
Jv 7 LEEHN D 68 3 4.4 0
VIIAVIN 5 7o) 68 7 10.3 0
J7S PREE FI i 64 11 17.2 1 1.6
SRBERGME 64 1 1.6 —
Rovvy ) —5 kY 64 2 3.1 —
(FNEEET Y| E At : INCI-CTC version 2 |

1) 8 i G TR G RHEMEH 2 <. FHEARE,
2) 1 BNIEGHOREMA 72 < FHEAEE,
3) 5Pl E-RDUI B RIIEMA 2 < | RHEAEE,



)ENERKRAR A BEERTHRUDEEEMBFOES)
A VED S L, TKEREE D099 500 Fi K OVE ST 3,169 BT IS 1T D EIVEM K MR MRS E B R BIRIE 82.7%
(3,033 /3,669 #l) TH V. BEUWEHOFEMITILO LB THholz,
(TR BE PR AR 148 Bl DWW TIX 33 HE )

FRFRIRFE e g s - e e RIVE S o AR S BUEGIIEEL (%)

e g WIRAE| BT reaDRANr6050C, 1) | REIE Tooecn T o

A M 358 - ’ (FakEL &) e o
A RE Bl 500 3169 3669 His X Ok EE 56 (1.00)) 1341 (0.41)[ 1861 (0.49)
B % 0D 6 BUE (5K 499 2534 3033 % HNOS 1 (0.20) 2 (0.06) 3 (0.08)
B 4 D FE B8 5732 9987 15719 Hia 1 (0.20) 1 (0.03) 2 (0.05)
B %5 D BUE (]38 99.80% 79.96% 82.67% W e 1 (0.20) 1 (0.03) 2 (0.05)
g 3 (0.60) 8 (0.25) 11 (0.30)
A 52 00 A 1A 0 e g (o EESEA 1 (003) 1 (0.03)
(Medgllizvjf&jsoﬁc, pr) | FUFISORBRRSVERIEE (%) P IEE 15 (003)] 161 (0.03)
Mg LY >Rk 1396 (27.80)| 430451 (13.57)| 56945 (15.51) sk ADHANIE 543 Wh 1 (0.03) 1 (0.03)
Sk MEEDRT ERIE 5 (0.16) 5 (0.14)  |pRpseE 761 (1.40)[ 1141 (0.35)]  18f5 (0.49)
ZfNOS 333 (10.51) 333 (9.08) fEME L 1 (0.03) 1 (0.03)
Sk R R I PR R 4 (0.13) 4 (0.11) T LL PR g% 1 (0.20) 1 (0.03)
kA ERERHEINAE 21 (4.20) 21 (0.57) e 1 (0.20) 1 (0.03)
FEENEL] PR E 25 (5.00) 1 (0.03) 26 (0.71) AR i i 4 (0.13) 4 (0.11)
[ 1f BRI AENOS 103 (20.60) 67 (2.11) 170 (4.63)| | s ot o 1 (0.20) 1 (0.03)
sk [ 1 BREE I0E 6 (1.20) 6 (0.16) | R#Z4ENOS 1 (0.20) 1 (0.03)
BBt 13 (0.41) 13 (0.35) | sk 1 (0.20) 1 (0.03)
I BRI E 48 (1.51) 48 (131)| | s e 1 (0.03) 1 (0.03)
i FPERBEINE 3 (0.60) 3 (0.08)| | i@ 1 (0.03) 1 (0.03)
DL ERS A E 4 (0.13) 4 (01D | sk fpe 1 (0.03) 1 (0.03)
i BRI A E 5 (1.00) 19 (0.60) 24 (0.65) | e R A 28 1 (0.03) 1 (0.03)
RS 1 (0.03) 1 (0.03) WAET 1 (0.20) 2 (0.06) 3 (0.08)
R 4815 (9.60)|  80f (2.52) 128f5 (3.49) HEFEENOS 1 (0.03) 1 (0.03)
AR REZE 1 (0.03) 1 (0.03)] | s A 1 (0.03) 1 (0.03)
Sk PRDME 2 (0.06) 2 (0.05) RIE % 9 FEAE 1 (0.20) 1 (0.03)
TEENRNOS 19 (0.60) 19 (0.52) | ppses 25541 (51.00) 808%31 (25.50)| 106341 (28.97)
DA 4 (0.80) 4 (0.13) 8 (0.22) [P 2 (0.06) 2 (0.05)
LS 1 (0.03) 1 (0.03) [ERAL 2 (0.40) 14 (0.44) 16 (0.44)
DB AENR 1 (0.20) 1 (0.03) TS 16 (0.50) 16 (0.44)
=7 u v 7 NOS 2 (0.40) 2 (0.05)| |x FrEmmE #1) 1 (0.03) 1 (0.03)
FRIRNOS 5 (1.00) 8 (0.25) 13 (0.35) JEHENOS 4 (0.80) 35 (1.10) 39 (1.06)
DFR4NOS 2 (0.06) 2 (0.05) S ER 4 (0.80) 21 (0.66) 25 (0.68)
LEANOS 1 (0.20) 1 (0.03) 77 R NNE 1 (0.03) 1 (0.03)
HSMMAENOS 1 (0.20) 5 (0.16) 6 (0.16)| |xpE% 4 (0.13) 4 (0.11)
s Ui R L 2 (0.40) 2 (0.05) (B 29 (5.80) 62 (1.96) 91 (2.48)
BiE 2 (0.40) 15 (0.47) 17 (0.46) FHINOS 74 (14.80) 95 (3.00) 169 (4.61)
TRPEARHE R 1 (0.20) 1 (0.03) 2 (0.05)] | FHINOS #1) 1 (0.03) 1 (0.03)
TATELRR 4 (0.80) 4 (011 AR 2 (0.06) 2 (0.05)
TAPEAIR 7 (1.40) 7 (0.19) (% N e 2 (0.40) 3 (0.09) 5 (0.14)
MR RNOS 2 (0.06) 2 (0.05) [P 2 (0.06) 2 (0.05)
Nt v 5 (1.00) 3 (0.09) 8 (022) Bl 1 (0.03) 1 (0.03)
* _EEVEMISMGEE #1) 1 (0.03) 1 (0.03) =hiA 2 (0.06) 2 (0.05)
MR 2 (0.06) 2 (0.05) B o e 2 (0.06) 2 (0.05)
HARNOS 9 (1.80) 15 (0.47) 24 (0.65) S % 1 (0.03) 1 (0.03)
FEAEMEANRNOS 1 (0.03) 1 (0.03) B 4NOS 2 (0.40) 6 (0.19) 8 (0.22)
DR MERIEIRNOS 2 (0.06) 2 (0.05) 5 H flNOS 3 (0.09) 3 (0.08)
D EE P AMIHE 9 (1.80) 7 (0.22) 16 (0.44)] | s yiyfl sl b 1 (0.20) 1 (0.03)
WAL SR T 2 (0.40) 6 (0.19) 8 (0.22)




=1 A oD FEEE R 3 FEMGMER (9 RIVE 4 R R EREMIESL (9
R s RO %H%{;iwmfitﬂbuiﬁﬁ@ﬂ+g( (AA)) 55 00 g{%{;iﬁmﬁrﬂbq,ﬁ%@ﬁ@wﬁ (AA))

(MedDRA Ver.6.0 SOC, PT) (P iz A1) fif R A o (MedDRA Ver.6.0 SOC, PT) (P a1) {65 A 2 A &F
TP i, 1 (0.20) 1 (0.03)] |fayRpE 1451 (0.20) 1351 (0.41) 1445 (0.38)
et 1 (0.20) 1 (0.03) T4 xR a v 10 (0.32) 10 (0.27)
A% 2 (0.06) 2 (0.05) IBEGENOS 3 (0.09) 3 (0.08)
kS 1 (0.03) 1 (0.03) 7 LL X — P2 ENOS 1 (0.20) 1 (0.03)
AL 1 (0.20) 11 (0.35) 12 (033)| Yyt ds L 0% AR e 4411 (8.80)| 92451 (2.90)| 136f5 (3.71)
kA LA #1) 1 (0.03) 1 (0.03) |x s 1 (0.20) 1 (0.03)
JRIPEA L 2 2 (0.40) 4 (0.13) 6 (0.16) e 1 (0.03) 1 (0.03)
I EHZENOS 10 (0.32) 10 (0.27) BERE S NOS 1 (0.03) 1 (0.03)
(e 1 (0.03) 1 (0.03)] |k apEsis % 4NOS #2) 1 (0.03) 1 (0.03)
ALF 2 (0.06) 2 (0.05)] |suemize 2 (0.06) 2 (0.05)
FPERTR IR 1 (0.03) 1 (0.03) BN P2 D4 1 (0.03) 1 (0.03)
G 173 (34.60) 534 (16.85) 707(19.27)] | % RAa1% 2 (0.40) 2 (0.06) 4 (0.11)
W T 1 (0.03) 1 (0.03) 7R BRI 28 1 (0.03) 1 (0.03)
FIERNOS 6 (0.19) 6 (0.16) Bl L~ R 1 (0.20) 2 (0.06) 3 (0.08)
* PR 1 (0.03) 1 (0.03) eI [OE2 5 (1.00) 6 (0.19) 11 (0.30)
SRR 2 (0.06) 2 (0.05) JYENOS 1 (0.20) 18 (0.57) 19 (0.52)
sk BT IR K 1 (0.20) 1 (0.03) 2 (0.05)| | mYNOS #2,3) 3 (0.09) 3 (0.08)
[T 9 JE A 2% 1 (0.20) 1 (0.03) NAMESEZENOS 1 (0.03) 1 (0.03)
& JIT. ¥ BE R 1 (0.20) 1 (0.03) BAIFTA S 15 (3.00) 2 (0.06) 17 (0.46)
SO E 2 1 (0.03) 1 (0.03)] | s i@ kLt th - 4sNOS 1 (0.20) 1 (0.03)
* R 2% 1 (0.03) 1 (0.03) IEEE 2 (0.40) 3 (0.09) 5 (0.14)
AR 6 (1.20) 14 (0.44) 20 (0.55)| |xnEsEse #2) 1 (0.03) 1 (0.03)
% 62 (12.40) 46 (1.45) 108 (2.94) i ZENOS 4 (0.80) 17 (0.54) 21 (0.57)
Fu 1 (0.20) 1 (0.03)] | fifi%NOS #2) 8 (025) 8 (0.22)
16 MH-NOS 182 (36.40)|  329(10.38) 511(13.93)] | s myENOS 1 (0.03) 1 (0.03)
* Mg HNOS #1) 1 (0.03) 1 (0.03) B ENOS 4 (0.80) 10 (0.32) 14 (0.38)
JEL P . 1 (0.03) 1 (0.03) PRI fiErE S 2 v 7 2 (0.40) 1 (0.03) 3 (0.08)
* A THEF 1 (0.03) 1 (0.03) bk 1 (0.20) 1 (0.03) 2 (0.05)
DR 1 (0.20) 1 (0.03) 2 (0.05) - SGHIRYENOS 3 (0.60) 3 (0.09) 6 (0.16)
11 DR SRR 1 (0.20) 7 (0.22) 8 (0.22) SRS EYENOS 5 (1.00) 6 (0.19) 11 (0.30)
HEER LU G RPTEERE | 25761 (51.40)| 53561 (16.88) 79251 (21.59) | JRHIEILNOS #2) 1 (0.03) 1 (0.03)
- 1 (0.03) 1 (0.03)] |x4tpatnss 1 (0.20) 1 (0.03)
A F7JiE 8 (1.60) 44 (1.39) 52 (1.42)| | *x ARG 1 (0.03) 1 (0.03)
TR A e 4 (0.80) 8 (0.25) 12 (0.33)] | % &ERYENOS 1 (0.03) 1 (0.03)
a5 5 (1.00) 28 (0.88) 33 (0.90)| |k VRAEMEELEE 1 (0.20) 1 (0.03)
RRIENOS 2 (0.06) 2 (0.05) VA=S S NWIAVEN U IN 2 1 (0.03) 1 (0.03)
19 (3.80) 3 (0.09) 22 (0.60)| | iRy 1 (0.03) 1 (0.03)
2 (0.06) 2 (0.05) |, R L OWE S OHE 24511 (0.40) 7451 (0.22) 95 (0.25)
2 (0.06) 2 (0.05) T a— L 1 (0.03) 1 (0.03)
1 (0.20) 4 (0.13) 5 (0.14) | sk dizm) 1 (0.03) 1 (0.03)
1 (0.20) 10 (0.32) 11 (030) | Fpamadr 1 (0.03) 1 (0.03)
AT ELH 2 (0.40) 2 (0.06) 4 (0.11) B A 25 1 (0.03) 1 (0.03)
TR ALBE 1 (0.20) 1 (0.03) 2 (0.05) TR A 3 (0.09) 3 (0.08)
RO M AR 3 (0.60) 2 (0.06) 5 (0.14) pE s 2 (0.40) 2 (0.05)
ST IR 1 (0.03) 1(0.03)  [papktats 49751 (99.40)| 17864 (56.36)| 2283 (62.22)
RS 2 (0.40) 4 (0.13) 6 (0.16) TI=0 T NV AT = 7N 207 (41.40) 75 (2.37) 282 (7.69)
TSRO IRSE 2 (0.06) 2003 |x7173v.rn7y i 3 (0.60) 3 (0.08)
a2 1 (0.20) 1 (0.03) 2 (0.05) TANGEET ) NT AT 27—V 181 (36.20) 61 (1.92) 242 (6.60)
EEHHBA R ENOS 2 (0.06) 2 (0.09)| | s ppt HEBR AL B ENOS 2 (0.40) 2 (0.05)
BB 71(1420)) 253 (7.98)] 324 (883) |ywmhrT s L 64 (12.80) 64 (1.74)
* R4 1 (0.03) 1 (0.03) e Y L R 58 (11.60) 23 (0.73) 81 (2.21)
T#IENOS 5 (1.00) 14 (0.44) 19 (0.52) s S 9 (1.80) 9 (0.25)
KA VLT IE 3 (0.60) 20 (0.63) 23 (0.63) fwrp s o ZH 1 (0.20) 1 (0.03)
JEIENOS 19 (3.80) 19 (0.60) 38 (1.04) 1 TP iR 23 (4.60) 1 (0.03) 24 (0.65)
FE 179 (35.80) 208 (6.56) 387 (10.55) I AL R 4 (0.80) 4 (0.11)
B 3 (0.09) 3008) iz y o xF 5V 1 (0.03) 1 (0.03)
0B 2 (0.06) 2 OO | fisry Ly - L 1(0.03) 1 (0.03)
JHERRE R 16401 (5.18)| 16481 (447)| |s ey L7 F =1y 1 (0.20) 1 (0.03)
BTt 5 - 1 (0.03) 1 (0.03) Lz L7 = 29 (5.80) 10 (0.32) 39 (1.06)
FFFEZENOS 39 (1.23) 39 (1.06) kG 4 (0.13) 4 (0.11)
KR4 1 (0.03) 1 (0.03) i LR K SR S B 101 (20.20) 32 (1.01) 133 (3.62)
JIFHHE 2L HNOS 125 (3.94) 125 (3.41) s U AE> 22 (4.40) 1 (0.03) 23 (0.63)
B YL v E 2 (0.06) 2 (0.05) e U v A8 35 (7.00) 2 (0.06) 37 (1.01)
I EIR T 20 (4.00) 12 (0.38) 32 (0.87)




E= A ) Rl EE R % J iHH o, =1 A P KGRI & FH b5 0,
R s RO %H%{;iwmfitﬂbuiﬁﬁ@ﬂ+g( (AA)) BIE A4S DR g{r;i\f;ivr@tﬁ_*ﬁbq,?qﬁ@”tpﬁ ( AA))
(MedDRA Ver.6.0 SOC, PT) (P iz A1) fif R A o (MedDRA Ver.6.0 SOC, PT) (FERTE AL {65 A 2 A &F
* M EET #1) 1 (0.03) 1 (0.03)] |4 F7v R— % 1 (0.03) 1 (0.03)
fFE E5 3 (0.60) 4 (0.13) 7 (0.19) |FrERs R L O AMRREE | 29941 (59.80) 86445 (27.26)| 1163f (31.70)
LG Rl R VPN % 52(10.40) 2 (0.06) 54 (1.47) BE R 208 (41.60) 577 (18.21) 785 (21.40)
[N RN )i 3 (0.60) 3 (0.08)| | BAMIZENOS 2 (0.06) 2 (0.05)
iR SN 70 (14.00) 28 (0.88) 98 (2.67) e 10 (2.00) 70 (2.21) 80 (2.18)
sk C-FBEEZR FI BN 53 (10.60) 8 (0.25) 61 (1.66) B 1 (0.20) 3 (0.09) 4 (0.11)
BUVLTF=r - V)T I AR 15 (3.00) 15 (0.41) Elipe 1 (0.03) 1 (0.03)
* FLERE Sy R E 1 (0.03) 1 (0.03) TR BTG 2 (0.06) 2 (0.05)
DEXIELHNOS 1 (0.03) 1 (0.03) DU ENOS 4 (0.13) 4 (0.11)
LNEESTERSS T 1 (0.03) 1 (0.03) R A 1 (0.03) 1 (0.03)
DEEXSTER 5 5 1 (0.03) 1 (0.03) T A BT 4 (0.13) 4 (0.11)
BT i 3 (0.60) 3 (0.08) i SINOS 6 (1.20) 1 (0.03) 7 (0.19)
T ERER SR 2 (0.40) 2 (0.05) iz 189 (37.80) 426 (13.44) 615 (16.76)
sk AR ER BN 42 (8.40) 2 (0.06) 44 (1.20) SHHRIR 1 (0.20) 3 (0.09) 4 (0.11)
Ky WE UV NT VAT = F— BRI 3 (0.09) 3 (0.08) DU 3 (0.60) 77 (2.43) 80 (2.18)
SRER (AR R == 5L 1 (0.03) 1 (0.03) B 1 (0.03) 1 (0.03)
kPRI R 30 (6.00) 30 (0.82) 5 K R 2 (0.06) 2 (0.05)
e ER AR 17 (0.54) 17 (0.46) 55 e A P 1 (0.03) 1 (0.03)
~< h7 Uy MR 214 (42.80) 1 (0.03) 215 (5.86) PE, MR LORHIREOR Y
ko~ b7 U RS 1 (0.20) 1 (0.03) %H@B;Ua‘fuf7%ﬁng 161 (0.03) 161 (0.03)
~NES T U 378 (75.60) 133 (4.20) S11(13.93) | il A A RENOS 1 (0.03) 1 (0.03)
AP ERR AT il 4 (0.13) 4 (0.11)  |dpR Rk 31145 (62.20) 10385 (32.75)| 13494 (36.77)
kU L SERECR N 1 (0.03) 1 (0.03) U RIEE N 9 (0.28) 9 (0.25)
kU 2 SERIRENOS B4 5 (1.00) 5 (0.14)| | sezEsE 1 (0.03) 1 (0.03)
* HIERELHNOS 5 (1.00) 5 (0.14) [ETE 1 (0.03) 1 (0.03)
TP EREOR D 472(94.40)] 1060 (33.45)| 1532 (41.76) FEHENOS 1 (0.20) 1 (0.03) 2 (0.05)
sk S R ERECHE N 4 (0.80) 1 (0.03) 5 (0.14)] |k g RENOS 1 (0.03) 1 (0.03)
eV IRl 1 (0.20) 1 (0.03) ik L~V DK 2 (0.40) 2 (0.06) 4 (0.11)
i R 53 (10.60) 262 (8.27) 315 (8.59) % EHL~LOET #1) 1 (0.03) 1 (0.03)
kAR H I 69 (13.80) 1 (0.03) 70 (1.91) FEEED F 9 (1.80) 19 (0.60) 28 (0.76)
AR ER SR 204 (40.80) 61 (1.92) 265 (7.22) PR U 1 (0.03) 1 (0.03)
SRR IR R 40 (8.00) 40 (1.09) R S 6 (1.20) 26 (0.82) 32 (0.87)
S MR HEN 1 (0.20) 1 (0.03) DAFF U — 1 (0.20) 1 (0.03)
s KT 1 (0.20) 2 (0.06) 3 (0.08) v L 1 (0.03) 1 (0.03)
REE N 1 (0.20) 1 (0.03) GHI 11 (2.20) 80 (2.52) 91 (2.48)
1 i ERE s 356 (71.20)|  1355(42.76)| 1711 (46.63) R4 B RS 1 (0.03) 1 (0.03)
* [ EREEE N 5 (1.00) 2 (0.06) 7 (0.19)] | S 2 (0.06) 2 (0.05)
MLyt 6 (1.20) 6 (0.16) R HGR 316 (63.20) 960 (30.29)] 1276 (34.78)
DEXST-TH S T 2 (0.40) 2 (0.05) et LS 2 (0.06) 2 (0.05)
PRUCHE RSP 8 (1.60) 8 (0.22) TEB)EENOS 4 (0.80) 4 (0.11)
kA E Y L E R 1 (0.20) 1 (0.03)] | EBREENOS #1) 1 (0.03) 1 (0.03)
LEMST-TZE{ENOS 2 (0.40) 2 (0.05) HERFRNOS 4 (0.13) 4 (0.11)
ML/ INREEE N 8 (1.60) 2 (0.06) 10 (0.27) Bl 3 (0.60) 6 (0.19) 9 (0.25)
BF TR ERE 43 S8 1 (0.03) 1 (0.03)] |45 #4) 1 (0.03) 1 (0.03)
SRIES B 1 (0.03) 1 (0.03) FRENOS 1 (0.03) 1 (0.03)
PR R A 51(10.20) 7 (0.22) 58 (1.58) FhyPE= = —n ¢ —NOS 23 (0.73) 23 (0.63)
kR E e Rk 21 (4.20) 21 (0.57) ol Ao 1 (0.03) 1 (0.03)
FFoAT IF—F LA 1 (0.03) 1 (0.03) RE EENOS 6 (1.20) 15 (0.47) 21 (0.57)
AT VA Y IRAT 7 H—BHEN 117 (23.40) 18 (0.57) 135 (3.68) R 2k 1 (0.03) 1 (0.03)
Rtk KOs 3145 (6.20)| 2444 (7.70)| 2751 (7.50) fEEHR 3 (0.09) 3 (0.08)
BRI 28 (5.60) 183 (5.77) 211 (5.75) DG 1 (0.20) 1 (0.03)
AABEENOS 30 (0.95) 30 (0.82) Heth 4 (0.13) 4 (0.11)
AR 2 (0.06) 2 (0.05) U PR R R I R 1 (0.03) 1 (0.03)
kg 1 (0.03) 1 (0.03) PR 5 (0.16) 5 (0.14)
K &7 =T ME 1 (0.03) 1 (0.03) 1 O, 2 (0.40) 2 (0.05)
& v — Ve 1 (0.03) 1 (0.03)| |Kshpass 376 (7.40)|  22f8 (0.69)] 595 (1.61)
& MAHNOS 2 (0.40) 4 (0.13) 6 (0.16) N 1 (0.20) 3 (0.09) 4 (0.11)
* @ MFENOS #1) 1 (0.03) 1 (0.03) FEs 1 (0.20) 1 (0.03)
mh U T AfE 6 (0.19) 6 (0.16) I RSY- s 1 (0.03) 1 (0.03)
&7 v — )L i 4 (0.13) 4 (0.11) 5 ¥ 2 (0.06) 2 (0.05)
R fUEEHENOS 1 (0.20) 1 (0.03) SR 22 (4.40) 2 (0.06) 24 (0.65)
KA U v A fSE 10 (0.32) 10 (0.27) IR AR 1 (0.20) 1 (0.03)
29wl VRPN 13 (0.41) 13 (0.35) RIRE 12 (2.40) 14 (0.44) 26 (0.71)
kKR [ I 4 (0.13) 4 (0.101) | sk By i 1 (0.03) 1 (0.03)




= s D FRFE R AR ) | A K FE 5 A5 A2k 0,
BT 5 O I &%{;’iﬂm@*ﬂ”'@%”'w %) P g{nif;g@@ﬁw;étﬂmwﬁ %)
(MedDRA Ver.6.0 SOC, PT) (P iz A1) i R A &t (MedDRA Ver.6.0 SOC, PT) - Ef;&;:émﬁ) aloe ot b o
kGO EFHINOS 1 (0.20) 1 (0.03) 15 1 (0.20) 9 (0.28) 10 (0.27)
FEARERNOS 1 (0.20) 1 (0.03) FUEE 15 (3.00) 66 (2.08) 81 (2.21)
15 ek 1 (0.03) 1 (0.03) ZIALBE 1 (0.03) 1 (0.03)
B L ORI EE 2205 (4.40)|  40f5 (1.26)]  62f5 (1.69) R 40 (8.00) 102 (3.22) 142 (3.87)
sk HY L PERE 2 1 (0.03) 1 (0.03) IR 3 (0.60) 13 (0.41) 16 (0.44)
FEREZRNOS 1 (0.20) 1 (0.03) 2 (0.05) BT Hi . 1 (0.20) 1 (0.03) 2 (0.05)
* [EIERNOS #2) 3 (0.09) 3 (0.08) | M ERAEAME N J& 1 (0.03) 1 (0.03)
PR IR 5 1 (0.20) 1 (0.03) 2 (0.05) M 2 (0.06) 2 (0.05)
iR 13 (2.60) 10 (0.32) 23 (0.63) JND AR 1 (0.03) 1 (0.03)
kIR 1 (0.03) 1 (0.03) MOFEENOS 2 (0.40) 2 (0.05)
EAR 5 (0.16) 5 (0.14) a3 4 (0.13) 4 (0.11)
B EENOS 3 (0.09) 3 (0.08)| |*GFILAEMRENOS 3 (0.09) 3 (0.08)
BB R4 1 (0.03) 1 (0.03) e 1 (0.03) 1 (0.03)
BAAENOS 4 (0.13) 4 (0.11) & 9 FEIE 24 (4.80) 42 (1.33) 66 (1.80)
T RERZ ENOS 11 (0.35) 11 (0.30)| |+ WofiE 1 (0.03) 1 (0.03)
PRI EE 1 (0.03) 1 (0.03) KLBEM: R % 2 (0.40) 2 (0.05)
SR 1 (0.20) 1 (0.03) LB MR B 2 (0.06) 2 (0.05)
* pRELHNOS 7 (1.40) 1 (0.03) 8 (0.22) FIENOS 22 (4.40) 14 (0.44) 36 (0.98)
AR L OFLERE 15 (0.20)| 1061 (0.32)] 116 (0.30) 5t 1 (0.20) 1 (0.03)
* LR 1 (0.03) 1 (0.03) i B2 2% 1 (0.03) 1 (0.03)
E3 1 SREPIN(ON 1 (0.20) 1 (0.03)] |*BURZE 1 (0.03) 1 (0.03)
PES2HILNOS 2 (0.06) 2 (0.05) B JHEENOS 1 (0.03) 1 (0.03)
PEERFES 1 (0.03) 1 (0.03) B & 2 (0.06) 2 (0.05)
s BRI IIIRE IR 1 (0.03) 1 (0.03) EZD 5 (0.16) 5 (0.14)
TRIE -5 Hi . 3 (0.09) 3 (0.08) BN 2 (0.06) 2 (0.05)
BHEFENOS 1 (0.03) 1 (0.03) EHIBNOS 1 (0.20) 10 (0.32) 11 (0.30)
PN ENT 2 (0.06) 2 (0.05) EEVEE D FEIE 1 (0.20) 7 (0.22) 8 (0.22)
MR, S KON 306 (7.80) 1030 (3.25) 142 (3.87) | BURENENR 1 (0.20) 1 (0.03)
sk A2 PEIPI 50 (R 1 (0.03) 1 (0.03) PR S 1 (0.03) 1 (0.03)
sk HESUN 1 (0.03) 1 (0.03) [PPRHEOWRHLE 1] (0.20) 115 (0.03)
A 1 (0.03) 1 (0.03)] |k IR/ Bk i 1 (0.20) 1 (0.03)
Ik 3 (0.60) 3 (0.09) 6 (0.16) R 5205 (10.40)| 2571 (8.11)] 309 (8.42)
I R 4 (0.80) 22 (0.69) 26 (0.71) WAL 41 (8.20) 218 (6.88) 259 (7.06)
ok IR R E #1) 2 (0.06) 2 (0.05) & IfLENOS 5 (1.00) 20 (0.63) 25 (0.68)
7 VEPE T K] 5 1 (0.03) 1 (0.03) K 1fi  ENOS 7 (1.40) 10 (0.32) 17 (0.46)
St 1 (0.20) 5 (0.16) 6 (0.16)] |* VU VER 1 (0.03) 1 (0.03)
kMR I 3 (0.09) 3 (0.08) B ST AR 1 (0.20) 2 (0.06) 3 (0.08)
Leo< Y 20 (4.00) 30 (0.95) 50 (1.36)| |*%&HA 1 (0.03) 1 (0.03)
Mg 7 2 (0.40) 2 (0.06) 4 (0.11)] | * KM 1 (0.20) 1 (0.03)
VR MM FR 6 (1.20) 17 (0.54) 23 (0.63) FiRZENOS 1 (0.20) 2 (0.06) 3 (0.08)
NERGE BEA iR 4 (0.80) 11 (0.35) 15 (0.41) vav 3 (0.09) 3 (0.08)
N AR PR 4 (0.13) 4 (0.11)] |*k =3 v #6) 3 (0.09) 3 (0.08)
* g7k 2 (0.06) 2 (0.05) e PEFR RS 2 (0.06) 2 (0.05)
fifill e NOS #5) 1 (0.03) 1 (0.03) L& FEFNOS 1 (0.20) 1 (0.03)
* ZUINOS 1 (0.03) 1 (0.03) GRS E R AR E 1 (0.03) 1 (0.03)
MiZERE 2 (0.06) 2 (0.05) KM EOEESL FRITERWEIES - BYUE
fitiAJENOS 1 (0.03) 1 (0.03)] NOS (Not Otherwise Specified) : fLIZHFiE S 41720
S ti OROEIVER | IZRLHA SERJFAE L D 7o AR AN &I LT,
oS ool el E R a1, A L. -
S I (0.03) 1 (0.03) #3) E’H’F)ﬂé’.li@%f‘:?péﬁx M ED 2 2 > M T IEFREE ) L i
o OO, AR &I LT,
A PO OO0 gy miEma s TREEORRIR) LR D DT, Ak L HI L,
LSO RIE 1 (020) L (03 #5) B BRI S T 7o 7= 0B &I L7z,
MRS PR 1 (0.03) 1 (0.03)]  #6) TERZRFEIEM 2 LFHABNARVFRKIZE B> 3 v 7 DA & Ik
NHEEALBE 1 (0.03) 1 (0.03) L7,
g L O TRk 4285 (85.60)| 763%i (24.08) 119145 (3246)
* KIENOS 1 (0.03) 1 (0.03)
Jit B 421 (84.20) 614(19.38)| 1035 (28.21)
mit 1 (0.20) 1 (0.03) 2 (0.05)
IR R 2 1 (0.03) 1 (0.03)
T UX— R 2% 3 (0.60) 3 (0.08)
T JRNOS 1 (0.03) 1 (0.03)
SHRAN: B 2% 3 (0.09) 3 (0.08)
F2 )& RNOS 2 (0.40) 1 (0.03) 3 (0.08)




3) ENEGRAER (Bi%k : FikiBmEs)
B iE (B CTiE, Zatkibilixig: 181 fl (KBS TEhEE - DR ICxhT DR 112 iz &) (8B
WTCHE SN ERRERA R OBEAREMAEFE LI TEO LB Th D, 2. BERBRICK T 2B MEMiZ% 0%
Blsi%, BiETIL22% 4 HI/181#)) ThoTo,

FHRMERAREER (10%L LEOEIER) FHEKBREEESE (1%L LOEBEKEEERE)
R RBIZ : 181 Bl ey ER () 1,100mg/m?
s i 1,100mg/m? — —
%%Eiiﬁ(;%m = Zg;n3uL T FEHGIE B (%)
il =08 rade3 L o [ERYEZAL VI o -
BB 92.3% s — Sale Grade3 VL
s e 1o 9 i Bk A 77.9% (141/181) |  24.3% (44/181)
~ ' 0" e 1 ER R 75.1% (136/181) | 31.5% (57/181)
ic/jg _—a
ﬂ\ma:,b 204% PN =R 74.0% (134/181) 4.4% ( 8/181)
B M?p“ 0 0
'@‘F:Z% 76.8% 3.0% R Bk 62.4% (113/181) —
o , o
ISR 12.7% N 16.0% ( 29/181) —
2 H) u\ 11.0° 6°
{*@]@ji 0% 0.6% ALT F5- 38.1% ( 69/181) 1.1% ( 2/181)
t{%* 702% 2.8% AST |5 28.7% ( 52/181) 1.1% ( 2/181)
#Hj 17.1% 0.6% LDH -5 26.5% ( 48/181) -
0, 0,
R 12.2% 0 % Al-P |5 10.6% ( 19/180) 0.6% ( 1/180)
L 39.2% 2.2% CRP H{/1 52.6% ( 90/171) —
1]k 7 29 79 . -
B 18.2% 1.7% M7 L7 2 27.6% ( 50/181) 1.1% ( 2/181)
N 0 0
; ;” 29.8% 1.1% OTE ) 22.2% ( 40/180) -
% 22.1% 3.9%
° ° G NURVINT 77 16.7% ( 30/180) 3.9% ( 7/180)
BRI 21.0% 1.7%
A U ABEn 15.6% ( 28/180) 1.1% ( 2/180)
0N 17.7% 0 %
: . - R R ARG 12.7% ( 22/173) 0.6% ( 1/173)
ﬁ’?f? 43'10A’ 0 0/ BUN |5 11.6% ( 21/181) —
A 39.8% 0 % FIE T | INCL.CTC version2) CRLPVERD)
ERTE S 18.2% 0 %
RE R 12.7% 0.6%
IREEHEM 10.5% 0 %
e I 12.7% 1.1%

| EHAE - INCI-CTC version2] ((EPNEEED)
a NCI-CTC TiZ Grade3~4 DM AEAEN 220,
b L UMD KRB RS,



4) EINEREREABR (3 BfEl U, 24 BrfE )
EWNEERRBRIC ST 2 3 WA CREBMIER O E) & 24 Rl GRESMNTIER OH &) ORI ERE RO
FEBEIITRO LB ThoTe,

5 11 FERR oSk
AR E 3 5 - 210mg/m?* 24 15 - 150mg/m? o
i - =

X4 JEBL | JEBL |Grade™ JEBL | xR | B | B |Grade™ ) JEBL | A 1 I | B {Grade™| B

JEGI L B L OBEEE P 3DLE D BEE | EEI | G | BEEE L 3DLE L BEE | Esl L Bk L BE 3Lk BE
R ifn Bk 382 145 | 38.0% 0 0.0% 95 47 49.5% 0 0.0% | 477 192 | 40.3% 0 0.0%
JiiREE= 2 382 277 | 725% | 43 11.3% 95 86 90.5% | 34 35.8% | 477 363 | 76.1% | 77 16.1%
~v b7 Uy M 382 154 | 403% 0 0.0% 95 48 50.5% 0 0.0% | 477 202 | 423% 0 0.0%
~v 7Yy M 107 1 0.9% 0 0.0% — — — — — 107 1 0.9% 0 0.0%
FfLERD (E) 382 344 1 90.1% | 187 | 49.0% | 94 93 98.9% 88 93.6% | 476 437 | 91.8% | 275 | 57.8%
FIEREZ (F) 139 6 43% 0 0.0% — — — — — 139 6 4.3% 0 0.0%
T FLER LR 107 2 1.9% 0 0.0% — — — — — 107 2 1.9% 0 0.0%
i ER R 381 356 | 934% | 283 | 743% | 94 93 98.9% | 92 97.9% | 475 449 | 945% | 375 | 78.9%
a8 358 U 107 2 1.9% 0 0.0% - - - - — 107 2 1.9% 0 0.0%
IFERERIN S (iE) 381 57 15.0% 0 0.0% 94 6 6.4% - — 475 63 13.3% 0 0.0%
ek (E) 107 3 2.8% 0 0.0% — - — - - 107 3 2.8% 0 0.0%
HAERELH 107 5 4.7% 0 0.0% — - — - - 107 5 4.7% 0 0.0%
U 2 REREL 107 5 4.7% 0 0.0% — — — — - 107 5 4.7% 0 0.0%
/RIS (GE) 382 31 8.1% 4 1.0% 95 22 23.2% 6 6.3% 477 53 11.1% 10 2.1%
/MR N 139 1 0.7% 0 0.0% — — — — — 139 1 0.7% 0 0.0%
1fi% AST |5 382 144 | 37.7% 6 1.6% 95 26 27.4% 0 0.0% | 477 170 | 35.6% 6 1.3%
Mi# ALT 5 382 163 | 42.7% 5 1.3% 95 31 32.6% 0 0.0% | 477 194 | 40.7% 5 1.0%
FNHYTHAT 7 H—P LR 379 102 | 269% 2 0.5% 95 7 7.4% 0 0.0% | 474 109 | 23.0% 2 0.4%
LDH |-5 382 72 18.8% 0 0.0% 95 16 16.8% 0 0.0% | 477 88 18.4% 0 0.0%
v YA E Ul S 380 46 12.1% 4 1.1% 94 6 6.4% 0 0.0% | 474 52 11.0% 4 0.8%
MIEHE AR 382 61 16.0% 0 0.0% 73 0 0.0% 0 0.0% | 455 61 13.4% 0 0.0%
MmiE7 V7 I LT 314 33 10.5% 0 0.0% 58 1 1.7% 0 0.0% 372 34 9.1% 0 0.0%
AR BN R 133 27 20.3% — — 57 13 22.8% — - 190 40 21.1% - -
BUN -5 382 47 12.3% 0 0.0% 95 0 0.0% 0 0.0% | 477 47 9.9% 0 0.0%
7 vrF=rri 382 23 6.0% 0 0.0% 73 1 1.4% 0 0.0% | 455 24 5.3% 0 0.0%
Cer & F 30 15 50.0% 0 0.0% — — — — — 30 15 50.0% 0 0.0%
Mg b Y 7 LR 382 44 11.5% 4 1.0% 73 0 0.0% 0 0.0% | 455 44 9.7% 4 0.9%
LR RN ¥t 382 39 10.2% 0 0.0% — — — — — 382 39 10.2% 0 0.0%
MiE 7 v — L 5 382 25 6.5% 0 0.0% — — — — — 382 25 6.5% 0 0.0%
R AN %1 181 9 5.0% 0 0.0% 59 0 0.0% 0 0.0% | 240 9 3.8% 0 0.0%
i~ 7' %> v DG - - - - — 31 0 0.0% — — 31 0 0.0% — -
SRR [ HN 362 49 13.5% 0 0.0% 83 2 2.4% 0 0.0% | 445 51 11.5% 0 0.0%
DRAE 362 30 8.3% 0 0.0% 83 0 0.0% 0 0.0% | 445 30 6.7% 0 0.0%
PRUCHE B 93 10 10.8% — — 27 2 7.4% — — 120 12 10.0% — —
vaey =5k 359 19 5.3% 0 0.0% 62 2 3.2% 0 0.0% | 421 21 5.0% 0 0.0%
CRP -5 92 53 57.6% 0 0.0% 21 0 0.0% 0 0.0% 113 53 46.9% 0 0.0%
iR/ 79 6 7.6% — — 20 0 0.0% - - 99 6 6.1% - -

) EWNARARAEROHE
* 55 RS (3 W + 210mg/m?) OIS OFAISS I ARABR (/NI 3 BERT - 180mg/m?) 32 Bl b &£ 5, Eiz, FEHMEA 1 F
T Grade3 Ll L3R WEIEAIC OV TIE, ZORICTEL T,
% % Grade OFHMILKE : HAFIBRTS BB AL FHEN R IR 00| E HuE
Japan Clinical Oncology Group (JCOG) o gil{E I Ak v

R ARFNOAR SN HEL O &, IR L O8I A RIS A B B ik, IRBE IS A XU v
RTTF L EOPHT CIE. BREICIT A BT E iE, B3 OTHEEETE O RIS I3 o BB EEA & DR C A %,
TR OOLRERERR 2 3 A BESEE S - TR TR 2 A 7 2 Bl - M RIEICIE B &, T 3UIHRO 7= I
AT F L DPERICB T DERERT 5,
Flo, HFHELKOHZ (1 HE) 1%, A 5 210mg/m? (RERHFE) 3 K. B 15 : 100mg/m? (ARG 1 KeE. C ik
80mg/m® (ARZEMAE) 1 WM. D5 @ 135mg/m? ((RFmifE) 24 K. E % @ 80mg/m? ((K&KiffE) 1 FEfTH 5,



5) @SV ER R EHER
OEBREWERRESEE GFEADOT—%)
WSO 11 MRS O Ik VT, ARG L D2 REMEFRER 1,106 FF ., E2mIER TG AR - BER
(61.4%) . FAHMREIESE (59.3%) K OEL - g (50.8%) . IEF (39.8%). Tl (35.7%) ZDOWHLEERTH Y |
ZOMPLE (88.7%). TSE (64.0%) . KB (33.5%) S35l

3 IRpf ¢ - 24 BRI 5 &t
BIEHIEE *G | FBUEIEL Grade3 x5 | BB Grade3 xtge | BB Grade3
JiE A5 (%) PLE(%) | JEH (%) PLE(%) | JEp] (%) LB (%)
B
B R [ 651 [136 (209) [ 4 (0.6) | 455 [ 117 257 | 2 (04) | 1106 | 253 (229) | 6 (0.5) |
TEER A
CERME [651 [151 (232) [ 3 (05 | 455 [ 122 (268) | 3 (0.7) | 1106 | 273 247) | 6 (0.5) |
U
L g [ 651 [ 285 (438) | 34 (52) | 455 | 277 (60.9) | 23 (5.1) | 1106 | 562 (50.8) | 57 (52) |
T 651 | 178 (27.3) 8 (1.2) 455 | 217 (47.7) | 14 (3.1) 1106 | 395 (35.7) | 22 (2.0)
BACIR 651 | 153 (23.5) | 24 (3.7) 455 | 100 (22.0) 8 (1.8) 1106 | 253 (22.9) | 32 (2.9)
1550 651 | 107 (16.4) 7 (1.1) 455 | 107 (23.5) 3 (0.7) 1106 | 214 (19.3) | 10 (0.9)
WL R R 651 39 (6.0) 2 (0.3) 455 49 (10.8) 0 (0) 1106 | 88 (8.0) 2 (0.2)
N2 RERE D% 651 | 133 (20.4) (1.2) 455 | 182 (40.0) | 14 (3.1) 1106 | 315 (28.5) | 22 (2.0)
F
B [ 651 [602 (925) [ 299 (45.9) | 455 | 379 (833) | 147 (32.3) | 1106 | 981 (88.7) | 446 (403) |
TEARARRE R
RhebRbEE [ 651 [ 380 (584) [ 22 (3.4) | 455 | 276 (60.7) | 17 (3.7) | 1106 | 656 (593) | 39 (3.5) |
HEWN 651 61 (9.4) 2 (0.3) 455 72 (15.8) 0 (0) 1106 | 133 (12.0) 2 (0.2)
IR
R [ 651 [ 144 (22.1) [ 25 3.8) | 455 [ 105 3.0 | 6 (1.3) | 1106 | 249 (22.5) | 31 (2.8) |
EX-CIIIN
ComE | 651 [ 403 (61.9) | 81 (12.4) | 455 | 305 (67.0) | 25 (5.5) | 1106 | 708 (64.0) | 106 (9.6) |
i 651 | 203 (31.2) | 38 (5.8) 455 | 237 (52.1) | 30 (6.6) 1106 | 440 (39.8) | 68 (6.1)
SER 651 | 106 (16.3) | 16 (2.5) 455 | 118 (25.9) 6 (1.3) 1106 | 224 (203) | 22 (2.0)
NS
CWAE - BIAE | 651 | 394 (60.5) | 69 (10.6) | 455 | 285 (62.6) | 28 (6.2) | 1106 | 679 (61.4) | 97 (8.8) |
Rk 651 86 (13.2) | 18 (2.8) 455 92 (20.2) | 12 (2.6) 1106 | 178 (16.1) | 30 (2.7)
B 651 | 214 (32.9) | 66 (10.1) | 455 82 (18.0) 6 (1.3) 1106 | 296 (26.8) | 72 (6.5)
ZOfh
T A Y 651 [ 138 (212) | 12 (1.8) | 455 [ 232 (51.0) | 14 3.1) | 1106 | 370 (33.5) | 26 (2.4) |
Y 651 | 152 (23.3) | 14 (2.2) 455 | 175 (38.5) | 21 (4.6) 1106 | 327 (29.6) | 35 (3.2)
HH . 651 52 (8.0) 3 (0.5) 455 85 (18.7) 5 (1.1) 1106 | 137 (12.4) 8 (0.7)
AN 651 | 213 (32.7) 0 (0) 455 | 174 (38.2) 1 (0.2) 1106 | 387 (35.0) 1 (0.1)
RAY P IE 651 70 (10.8) 5 (0.8) 455 88 (19.3) 3 (0.7) 1106 | 158 (14.3) 8 (0.7)
W4 N 651 89 (13.7) 5 (0.8) 455 70 (15.4) 1 (0.2) 1106 | 159 (14.4) 6 (0.5)
SR S 651 25 (3.8) 5 (0.8) 455 | 100 (22.0) 1 (0.2) 1106 | 125 (11.3) 6 (0.5)
W95 651 80 (12.3) | 14 (2.2) 455 62 (13.6) 4 (0.9) 1106 | 142 (12.8) | 18 (1.6)

W) ARFNOAR SN A EOHEIX 3 FRELAEHEIC XL 2 210mg/m? ((BRHfE) THY. B IEOMAEIE 1 REAREFFEIZ L 5 100mg/m?
(EFRHFE) ThD,

HE ABIOAR S AL ORI, FENIRITE & OB AR ICE A %, FUBICIE A BT B A, JIBEICIX A JE3UT
NARTZF oL OFATC %L, BB A BT B, BRESUTEAME O PSR X th o FUEMIESA & 0 < A TR
. R ITERES A1 2SS - BRXILGEREE 2 AT 2B - MEREICE B &, #ITXIEHERO - EH
RISV AT T F o L OMFRICB T DEZERT 5,
Fio, FHEKOHE 1 BE) 1E. A % 210mgm? ((KFEAE) 3 BEFE. B % : 100mg/m? (KFKmAH) 1 KEfE. C ik
80mg/m® (R mifE) 1 WM. DI : 135mg/m? ((KFKimifE) 24 KefHl, E 5 : 80mg/m? (KR EFE) 1 K TH 5,



QEERRAEMERT, GMEANDT =)

HESL O 11 AR O 10 12\ T, KA G X 222 2 MEEMAEF 1,106 FIrh, I 5 R il 5w 1 (i kg
(90.3%) . fFTERFAD (88.7%) . ~F 2 v B (723%) . Mf/MRED (15.6%) 0 B#H TH Y. AST
BUN k5 (322%) % OEBHREMRAEM R 1’80 bz,

(29.7%) . ALT (37.6%) O FF0 [ FHRemMs il .

3 W5 24 IREf ¢ 5- aF
BIVEHEE R | FEBUIEL Grade3 x5 | BB Grade3 x5 | BB Grade3
I 5] (%) PLE(%) | fERF (%) PLE(%) | JEp (%) Pl E(%)
i ifn BR ek 648 | 556 (85.8) | 177 (27.3) | 455 | 440 (96.7) | 338 (74.3) | 1103 | 996 (90.3) | 515 (46.7)
1A Bk ek 643 | 536 (83.4) | 348 (54.1) | 453 | 436 (96.2) | 409 (90.3) | 1096 | 972 (88.7) | 757 (69.1)
~EZ e UL | 647 | 378 (58.4) | 29 (4.5) 455 | 419 (92.1) | 104 (22.9) | 1102 | 797 (72.3) | 133 (12.1)
MR IR 648 54 (8.3) 13 (2.0) 455 | 118 (25.9) | 44 (9.7) 1103 | 172 (15.6) | 57 (5.2)
MERBET 40 13 (32.5) — 205 96 (46.8) — 245 | 109 (44.5) —
wryarer kS5 | 635 35 (5.5) 5 (0.8) 448 42 (9.4) 7 (1.6) | 1083 | 77 (7.1) 12 (1.1)
Al-P -5 633 | 251 (39.7) | 40 (6.3) 448 | 163 (36.4) | 14 (3.1) | 1081 | 414 (383) | 54 (5.0)
AST & 622 | 211 (33.9) | 34 (5.5) 425 | 100 (23.5) 9 (2.1) | 1047 | 311 (29.7) | 43 (4.1)
ALT |5 90 38 (42.2) 5 (5.6) 197 70 (35.5) 8 (4.1) 287 | 108 (37.6) | 13 (4.5)
LDH L& 133 | 103 (77.4) — 230 | 178 (77.4) — 363 | 281 (77.4) —
BUN L5 50 19 (38.0) 0 (0) 264 82 (31.1) 0 (0) 314 | 101 (32.2) 0 (0)
JVT7F=r kR | 640 43 (6.7) 1 (0.2) 451 | 121 (26.8) 0 (0) 1091 | 164 (15.0) 1 (0.1)
A/G LR 29 17 (58.6) — 230 | 127 (55.2) — 259 | 144 (55.6) —
Na 34 13 (38.2) — 237 | 106 (44.7) — 271 | 119 (43.9) —
K 40 21 (52.5) — 242 | 117 (48.3) — 282 | 138 (48.9) —
Cl 10 6 (60.0) — 231 88 (38.1) — 241 | 94 (39.0) —
Ca 49 24 (49.0) — 224 | 143 (63.8) — 273 | 167 (61.2) —
Mg 20 11 (55.0) — 147 94 (63.9) — 167 | 105 (62.9) —

1) ARFIOKRI N A EOMARIT 3 REAHHEICL S 210mgm® (FRRER) THH. B EOHARIT | BRAEHEICL S 100mg/m?

(RREFE) THD,

9. BERRERRICRIZTHE
BEIN TV

10. BEHRSE

BEIN TR

. EREDEE

14 BRAELEDIE
14.1 EFFARFOEE
1411 RFNL 5% 7 R 0 BEESHE K OVE R R 2 B < oo 3655 I TRIE L 22V 2 &,
PRI FREEMN T2 2 LB RE LV, BREICEIRD & L6

14.1.3 FRRLREIC

14.1.2 AFTHlEE 2 AT 5720,
. EBHICZEOWAK TR ENIET Z &,

HEHFHIBM SN TWD VY 2=l L VR EMEE L 2 80D 5,
REWB RO AR THEGR T2 2 &y NEMMBRBO NG EERER LenZ &,

AR IR




14.2 EFIBEHDOEE

14.2.1 FIRNIE SIS L, SRR MEIMIRID & AL - BA R -T2 &R H 50T, kR
MESMIRN WL YL T2 2L, Eo, DRNCRIIGE A FBL U 7o R & 12 R DA AR K & /5
Beh U254, UaiOFEICRMGE TR T D L W0WoTo, Wb d [Recall | BB Lz & OHE
BdH 5,

14.2.2 AFNT, BRICIR%, CEDETHEOHCRG T L,

14.2.3 AFIF 5HF, A BT 500mL @ 5% 7 K o FEEGHE I ABAMIRICIER U, 3 B2 0 e
HZ &, Bk, CHEROEETIE250mL @ 5% 7 R USRI SERICIRM U, 1 BRI TR R
FET5Z &, DIETIH 12 KMED 2 B0 CRBE OB G T5 2 &, REKRGEOEE 250mL O 5%~
R RS SO A AR U, 12 BN CREET 2, Shk LEsrE LT, 2 [BhEg L TG
T %,

14.2. 4 AR OFBIFEIL, HEATREBICH 572037 U Z X ANER E LTS A TTREMER S 5 DT, AH|
PeHIFITIE, 022 S 78 UTOAYTZ 0T 4 NE =W A v T4 T 4 V2 —5BLTELGTDH D
E,

14.2.5 ST v NECARBI ORI BT 2 585512, w[¥8%]) & LC DEHP [(di- (2-ethylhexyl) phthalate : ~7
IR 22 FNA~F )] ERLTWDbODEMERET D Z L,

14.2.6 iR > 72 EH L CARAZ B 5T 58581, Fa—7NICAlEM (MEO/NSRT 402 —) A
AENT-EEE Y NEEHT DL, FNICAR L TOYEOTILIC L VT T 287 U 2 X2 L OfEE S Ail
WEEEOE, RUCTOEIENREZLZZERHDLOT, ABMPHELAENZEEE Y MIFEH LR
&

14. 2.7 AANTIKMESR CH Y . iR TAR SNSRI RERSIMET L, 1 HORE SBNEREER LI
VNS L A2 D120, Wi v b HDWITEIER 7 E AV SHEAIIL T ORI EETHZ L,

- ARE T HCRET 2854, MRty MNCERIN TV O CRGEEZRET H L. BEICHA
HEENMETT 50T, MEEZENSETCRET2SOMTENLETH D,
i FHIEEREIR AR Y 7202551, REZHENSE CRETLIEOFENLETH D,

()

AFN WL CHRIRNT D L&, WHRADTHINTATHERZDZE (N R) Bbb, ZIUIEHRIE L THWEZRY 4%
VEF LU UIMICHEET IO THD, ~A R1L 022 270D T 4F—RiER L, BEEMEAROLZ 2SI
AP AN

V. 7. FRENE K OB DR TENE Q) IR D& EM) OHAESROZ L,

12. Z0t0EE
(DEREREAICE D 1ER

15. ZDtDEE
15.1 BRERERAICE D < 1]

15. 1.1 EAEGERA I W T, BEERMEMMREOMEEORBIEIT, IREHIRM AR LD 3 JELL Lo
JEFITIL 0.27% (5 611/1,862 i) T o723, 3 MLV E) - TIERITIE 1.41% (12 Bi1/852 f5) Th - 7=,
15.1. 2 JOR A I B U 7= RGO RS B A R L T2 O & 2 BREFICAK 2 B 5 LI25E . RIS

FED R ERE 2 BT 5LV o7-, W5 [Radiation recall BiG: | 23 HNT- & DHWENH B,
15. 1.3 AH| & o HFUEMREAC RN L2 O L2 BE ., A AR, MR EIEER (MDS) 233
ELIEOWMERH D,




()
KEOUA CHECRMA DD = &, Eio, EIROERIIHI THAA & HOHBRIAS & OMAE TR SIS 2 &
FHTREND Z L b, T 570 E LTz,

(2) JEERARERERICE D B
BRE SN TWVARN



X. JERREREABRICREI SHE

1. FEBEHER
(1) EEEAER
[VI. ZEIRBCBIT2EE | OEEZROZ &,

(2) REMZEEHE ©
R VXN OREMEBERE LT, —BIEREKOITE), HRARR K ORMARRR, SRR, FFR - JEEBRER R
HAERR RN Z OMIZ RIETHEIZONWT, vV A, Ty b, UFFROELEY FEHAVTRF LT,
ZEEFKHERBROZEEILX, ~vUARYT v bTIET7 v NOHRRGHERBROBIEAE 8Smgkg O 113 TH D
30mg/kg &, UHFTIEA XOKIE (18mgkg) B[ LT 12mgkg &, FNZIEARICHRE LT,
ZORER, N7 U Z XLV THERANRO GNZDIET v b PSPHHEIETH - 7208, AR TRHIERIZRD LN, F/H
B (15 B0 30mg/kg ; AF BT TH 105 L0 210mg/m?) THEO LN LD TH -T2,
R EEE TRIORT,
% : phenol-sulfonphthalein ; 7 = / —/b « AR 7 X LA L (YN X0 B, R R BERE 2 IR E T 2 HiE

BNY ) RAFZRILORLEEERIER

BRI H BWFE | n B | BGRE G AR iR

I SAOSE TEAE SN S Bl H N ELAN R L Y& A
% - P =i 3 S }\ 5 iv. 75\ 15\ 30mg/kg %Zﬂéﬂfcﬁb
R EB) L KT R ~UA | 5 iv. |75, 15, 30mg/kg | &L
Qﬁ HIEAEH ~UZ | S iv. |75, 15, 30mgkg |FHIEL
'+ N
b ?Tfﬁ o gjﬁ~/vaﬁaa) TURS | TS domeke | PRAL

FHAIEH <7 A 5 iv. 7.5, 15, 30mg/kg | FRIEML

I R O

fa | <~ | 5~6 7.5, 15, 30mg/kg | L
| k) v v meke | R

1 B O LR
(RUF KTV =)

30mg/kg THRELMEfH RE D 5T

~J A | 5~6 iv. 7.5, 15, 30mg/kg 0D 4

I RIET R

<A | 5~7 7.5, 15, 30mg/kg | %57,
(i v b mehke | L

IREETCRNRER T
=

N
2

~JA | 5~6 7.5. 15, 30mg/kg | & %57
IR R E v i.v mgkg | 7 L

Fv k| 5~6 iv. 7.5, 15, 30mg/kg |#H L

B MM RT3 7> bk 3 iv. 30mg/kg WL
AR EH  (RREELR) ~ A 5 iv. 7.5, 15, 30mg/kg | B8 L

I P BRI ISR L
ACh |2 X DA S AR A

F 105~ His |2 & AU A B A 4T

S, | sz H z > Eé@ LE . . B - b Ly > I —

%’% S H IS (= R 1393 TVESR 3| invito |y gL | Ba AU R
B S IFIERBRE D D WIiTh T
N

IR WO T |2 M 1 E T R 2 7HE | 3~5 iv. 6. 12mg/kg L

| B i - kR R IET B | 9% [3~5| iv. | 6 lomgkg |WEAL

76| F - . ) 12mg/kg ThHF 720 DR

i | g |0 980 s | 3~ . 12mg/k . >

i D UYE |35 v 6. 12mghke |\t vt o R

A DEXIC K A 7Y | 3~5 iv. 6. 12mg/kg A YD




HERTH H HYFE | n gk | FGRE b5 B R
ﬁi%%m%%%m&&#%% ~uZ | 5 iv. 7.5, 15, 30mgke | 877 L
Cr Rl N N - . 30mg/kg T BRI E & ORI
x| Fik ST A D V. .
z R AN 5 Z v b 6 iv. 7.5, 15, 30mg/kg DI T
NEE Telimigy AR z "
;:Z ﬁfﬁ@%ﬁ#ﬁﬁéﬂ RiEy Zv k| 5~6 iv. 7.5, 15, 30mg/kg | 27 L (HEMRFENRZE2 L)
W
B [ PSP pitihi Sk |5~6| iv. |75, 15. 30mgke | 15 0} 30mgke < PSP kA ]
. 3X1073~
o . o o
z [@.14 2 I Ve ] R 7AVES 3 in vitro 3% 10 3g/mL s L
o |’ P
i | EE | L Vg = . - s 7
E AR Fv k| 4~T 7.5, 15, 30mg/kg | &7 L
R S k| 4~7 7.5. 15, 30mg/ke | B L
L {2 vy | 3 | invit 3310 P~ g
. MO 310 3gmL |
ACh: 7%&F/)=l) His: B A% I Ba’" : BaCl
PSP : phenol-sulfonphthalein
(3) T DD EBHER
MU EE L
2. EMHR
() BEE5EERE 7
BERNESHOERIREEN
ENLZiEn Beh & (mg/kg) o E
Z > b MR 0. 38, 50, 65, 85 K& 85mg/kg (510mg/m?)
I E  18mgkg (360mg/m?) LI E
12 M 0. 125, 2.25, 45,9, 18 IK#MERE  2.25mg/kg (45mg/m?)

Q) REHREE MR 1

B ERG SRR
y - B b e b S
DOR | DR g | e | (mgke) o
7w b 1 BEMERE LA | Bk | 1.0, 3.3, | MR 1.0mgke (6.0mg/m?)
(Crj: CD | % 5HfE | 100 BT - B, BBEOMIEA. U o SHL R O A
(SD)) 10~20 4 FESROFENE, ARMLER & OV A fLER ORI
B - HEME AR O ZERELISMT 1 1 H OIRIECRIE
1 FfE 67 A RPN | 0.3, 1.0, MR 1.0mg/kg (6.0mg/m?)
& 7R |33 FBHEATR B0, U v SRR OV £ TR AR O
12 {51 ZEHE, ARIMER R OV A kO
A X 1 R 171 H RPN | 0.3, 1.0, MEF MR - 1.0mg/kg (20.0mg/m?)
(e—7n | % 7H#E |30 FETR - B ORI, + R Lo RIEMEZEAL,
x) 3~5 4 ARIER & OV ek o etz
[FIfEYE : 1 7 A ORI CRIE
1 B 6 71 H RN | 0.3, 1.0, HEFEMER: © 0.3mg/kg (6.0mg/m?)
% 14 A4 |30 BT - + 2B EEORESEZEL, FRIMER R O A I
4 RO




Q) EfnEERER

WEEEEHR
AR ESEs AVER 5 1 SRR FAE
in vitro Y ILELXTH. N rp N o o
in vitro BifE b MMM A L N "
Yo (R S SRR Vo SER REHEMEAEDEH 50~400ng/mL B
/NEEER R ~ A JERZEN, 3 [ 0.625~5.0mg/kg 51k
4) B ATRERER
LR L

(5) £FEF A S MK ER 0~
RO Y 8RR 1 Omgkg/ B E CORETT bR, LRI B OBEALIRIN > 4 SN AR - L
3 AR AT A REBIL X 0 O BB TR 5 B 2 TR

WEEHRAE SR
SRR, F v MZBITARERT | Ty MZBITARIED | oU9XICBIFABED | 7y MR 5 EEMH
o K ORI G530 | 2B 5505k B TR G- R K O L3 8% 55008k
Be5 515 RN B G- FRN 5 RN £ G- FRN 5
B Crj:CD (SD) 7>k |Crj:CD (SD) T I | New Zealand White Crj: CD (SD) 7 v k
o6 s 210 TR 12 T8 YK ERT 0 HE | TR 12 8 E
fEHEME/RE | "20C 220 T 34~36 [t 16~20 3} 20 [t
%E*/l;i/a) 09, 0. 0.1. 03. 1.0 |09, 09, 0.15. 03. 0.6 |09 0. 03. 1.0. 3.0 |09 0. 0.1. 0.3. 1.0
MEKE 0. 0. 0.6. 1.8. 6.0 0. 0. 09, 1.8. 3.6 0. 0. 3.6. 12.0. 360 |0. 0. 0.6. 1.8. 6.0
(mg/m* A)
I RECET 63 H ~AZhd
900 o g | FERT~17 YE# 6~18 A GEIR 17 i~ 530k 21 B
7H

a) B b) B (X ) =L ERY XL F LU v )
1) RECHT R iR EAR 5
F v b ABLET R OMEROIEA OB 5T, 1.0mg/kg/ B TAFEREICHENH VY . OB RN EH Lz,
2) BEMREIKRS
7 v MEEMEIER G TIX, 0.6mgkg/ H TRIE (FI) OLEMEMEORIER EH L, HAER (FI) OFBAENEBEL
D, ENLSNOIEIIIE L h o T,
LsL722d s, ZRERRENC 2.0mgke ZHIER G925 2 ek, BRIE (F) ([2HAERFE OMK, DER, M - /N3,
SMNERAFEER G 2 &) . WNIRE TR (I - /MR, SRR L) R OVBRE T (EHEEE - KI8 - BB G & fte
57 E) BRI,
TV XEE AN TIE, 3.0mg/ke/ B TREMY L OYEIE
7205, 1.0mg/kg/ H LT TR 2o T,

(F) IZFLWEE (RREMWZEC, IR - JRIESED) 235

I BEHER RIS
7 v MEEH R ORAM OF L TIE, 1.0mgke/ B TREMNICITRER 2 HAER (FI) OHEHREE -
EROATENFEIEDEIE LT3, LS OFBIRITIZ AL B b Rino Tz,

LK —

—100—



TR O AT 2 FERE BT LT, X7 U 2B A0 Ty MOxd 2B T HEY (Fo) ([oxt LT 03~
1.0mg/kg/ B, WA (F) (2xh L TIiE 03mgkg/ A EHEE SNz, £72, UvHFTIIREY (Fo) KOWHAR F) 2
LT 1.omg/kg/ H & H#EE X iz,

(6) BFT R Bk °
B FE w55k h& i AE
B AR 1 e
'7"%'3? %ﬁ%@&ﬁ‘ 5\ 10mg/kg ﬁj:}_.x— &%Fﬁ%lj{%l\iﬁ D
FEN#EkoFBEER | 1.2mg/mL (0.2mL) — M DR 7 TR
(N 20Dk EN
RS ER >
EL7/En BhH 5k Bh& PUAR L & Z ORGE
BHT T4 T7F—  fatk
ELE Y | BT 27 B % 0.1mg | PCA Kt @ @bk

W 1 [EIEE 3 (Rl

YR VERRS

fi RGBS « Btk
PENBOG « BT B RE SO

TN YR P -
TR W EEE | mmRoEaRay |07 N PCARID
2) I DB
W BT P A
- 20, 40, 60mL/kg
4% ?EﬂESHW (10%¥548E) HOOE R« £ 5 4mL/%) T 40~60mL/kg
8 P 2, 4mL/%y
%) SRR
T BT Wb R
FRPY 25.5mg/kg Ff CERIIZ 692 B D [al8E S D 1 2
TR LA L s AR |26 25Smelke BOGEE (A[3HY)
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X. EEMFEICHYTSEAE

1. RHERS
BIK . & X — LEFHE 30mg ¥ F Y — VIEFHE 100mg
A TR
) EE-EMSOLFECLVERTLZ &
BRIy - X7 ) Ak #mIR

2. F3HARE
HhIIR : 36 & H

3. ARKETORE
FEIRRAT

4, BV EDITE

20. L EDEE
201 EEMRHEBL L AL TAZHANTRET D Z &,

5. BEMITEM
BEMERLTAR HY
<FHoLBY SR L

6. R—H% - FZhE
[l =Rk 77 7 %V e AflEEEMN 100mg
FIZh3E © & XA KMY

7. EEEAEERR
1992412 A 29 B CKE, »+ %)
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8. WERFXRFABRUVRRES. RERFNHFAR, RFEMKFAR

10.

B %Y —)LESK 0mg

JE RLEIREAGRAEA H AREE A YEINEEA B ARFEBAMA4ERA A
IH R 584 o
5% L 1997 4 7 A 2 H*| 20900AMY00170000 | 1997 412 A 12 H 19974210 A 1 A
e Y %0
4% v — LR 30mg 2005412 A 27 H | 21700AMX00177000 | 20064 6 A 9 H 1997410 A 1 A
TG R 7T A GBAHE ” ” I 20234 7 A1 H
X1 BATKERAER B
X2 RIEA A RIOIRTEBALAFEAR B
A X —)LiE5% 100mg
JE RLEIREARREA H ARBEE SRAm I YEINEEA B ARFEBRAMA4EA A
IH K 7244 x1
JREAGRA 1997 4 7 A 2 A*¥I| 20900AMY00170000 | 1999 4F 11 A 26 H 200044 A3 H
AR 7425 s
4 % — L VERHE 100mg 2005412 H 27 H | 21700AMX00178000 | 20064 6 A 9 H 200044 H 3 H
U R 78 AR R A n ” I 20234£7 A 1 H

K1 EAARRAFEA R

X2 G L AT O IRGERAATE A A

199942 H 10 A

FE/He iR, FLBE O LIRE -

2001 £5 H 31 H
OB -

2005 4£ 5 7 31 A
FE MR ORRE -
2007 £ 12 A 12 A

BRDBEIME T,

BRDBEIM ST,
AR O LB S L7,

EDEIM ST,

FLEEIZ BIEO A - B S T,

20124E3 A 21 A

. PRERIIHREMN, RERVAREEENFOEABRUTEOARE

SRS, ROEfE, MAEFAIE, FESUEOSRE - AERSEMEhi,
YRELREC CIEDO ML - ENBIIS iz,

201342 4 21 H
IRAI RIS D B RE -
2015429 H 24 H

ZRDBINE LT,

HFEIC EYEO ML - HENBINS iz,

FETRER. BMERRARFEABRUVZTOAE
HHEERERENFEAH 1 20084E 6 A 17 H
FEEMBRONE  EEF 4 5F22EHLABFONTIUCHEY Ly GEFBARIZFEL)
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11.

12.

13.

14.

BEEYM
64 (199747 H2 H~200347 H 1 H)
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