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$E1mg, T 477 A MEImg £ H 153 T8% L EIEH L2 End . Al DO EH 28X
HPIL TS EHESRT,

a%

(1) FEMNDREGRE - BF. NENERGES - RICHT HER
A LR

(2) @
CI/FRIMMEImg TEFH] : (PTP) 100 $£(10 ££x10), 140 $£(14 £ X< 10)

CI/HFXLMODSE Img TEF4] : (PTP) 100 $£(10 $ X 10). 140 $£(14 £ X 10)

(3) FRRE

%4

L7

(4) BHEOME
CI/HFRAKRE1Img TEFH
PTPE%E AU Tub' Ly CEERHEWENWE) | TAI=0LHE

P

o—adE R Y Taer

CI/HFAFODEE Img NEFH
PTP ¥ AU Fmrbv Ly CREWPTEWEWA) | TAI=UAE

b

n—ptE T AITIR— T 4L

11



11.

12.

RIBRE S D EME
DR L

Z Dt
% L0

12



V.

ARICET SRE

3.

B EESES
OFERIEE
OFERFIEICH S BENHE

MEERIIHRICEAET HFE
RE I LTV

RAERUVAE

(1) RERUVAEDREDR

WE, BACIZY = A A RELT1H2mg & 2 HEICH T, AREM 2~5 HH Lo o5+
50

(2) AERUVRABORTERZRE - RN

V. BB < TEABE > (3) FIRBUSRARIR . (V. BB < T E IR 5 %
FOWE> (3) FIRKIGEARE] OHBH

4. RERUVHREICEET IR

1. BERUVRAEICEET 53IE
TRRRICES L QIR L T e W2 2B L, T ARES 2~5 BB L 0 &5 2Bth3 5 2 &,
Fo, BEHMEIIIERVE M ORETEE IS L, [2.2, 9.5 ZE]
(fiEsn)
PR E IR L C WD AIREED & 5 L~ DR G I3 R TH D 2 L b BE Lz, AAIH 5B
MIZh iz TR, IR L TWARWZ E2ERTI L bic, WTHRAEAS 2~5 BB X v &5
THI L, £, BROBHLIREOFR LT HEOBILIRCII, AREFIOEBWTT 5 /RN H 5 =
LD, FERNVENMOBTEZITO 2L ERE L,
VI 2. 222 NE EZOHE] OIE 2.2, V. 6. HrEOYER246T5BEICHETLEE] OHE (5)
BLO VI 7. #HAER] OESR

13



5. ERERRE

<FEWNIEE>
ARHNTORERFBRILFE N L TV 72w,

Img) DERABRERTL D 5 L7,

(1) BERT—41\vH5r—2o

FeFREIRS (T4 F 7 A ME 1mg KT 4 F 47 A b OD §2

X ﬁv 1 Euuﬁ% l)-"/\o‘ylf_

T4 F47 X ME 1mg

Phase W& BT | Rtk | W =

i g | JANERRASIE e | e e s omnst

14 gﬁf@%%*ﬁﬁ | e © | R o B SR

148 iﬁkﬁﬁﬁ*ﬁﬁ | e © | Ff R oo B SR GE )

g | AR | | o AP RET BRI L

A 16 4l 7~ BG PR B

5 14 ;Efﬁﬁﬁkﬁ@ - BT 5 0 A 1 4 S SR

| RARRRAEE | | o CYPBAL FLE A - 0T T 1 %

A 12 141 Bt U7 Bk SR B e R

| P RATERBEEE | | o TR OR R E RN LR

A 9 PRSRFRERER (R IIAR)

5 114 gﬁf%amﬁﬁﬁﬁ © | © — | s AR (RS

5 1A gﬁf%amﬁﬁﬁﬁ O — | ERUSRSR (ERIRE)

5 1A Eﬁﬁ%EWﬁﬁﬁﬁ © | o — B IR RIERER)
P THU U R BT KR

S5 ;ﬁﬁ%@Wﬁﬁﬁﬁ o | © A v

)

S TRAATEAERRE T AN R et R L BB

B | o © © HARER

T4 747X+ OD & 1mg

Phase PO B | 22 | EYEIEE =

140 i?fﬁﬁﬁ*ﬁﬁ - | o © | WEE SR A [ S R

g | AR | | o o | REEGRO R TR

% 72 {3l GEn)

O : P& R O : &G

14




(2) BRRREEHER
AEHE
1) EEEOHSHE
£V—2 HEEORSHBOBE

HEBETHAY | FFEHR. 7T AR, WATRER B

S RN M 24 1

FHBHEE | i 20~45 OB I TRERE &l S 7 &bk

FERNEE | M TR L T LS AREEMEOH Sl A, RAT O AR E

SERSE Y /AN 0.5mg, lmg, 2mg XiIZ7' TR EEEE 6 HlORBEM A LM
AR AR T HL AR O 5

FHEmEE DA, Y

HER
OEEER
TIERHETIEREO N R oT, YV FA NEGRICBIT 2 HEFRIT. 0.5mg #D 6
B 16 (16.6%) 12 1, 1mg #ED 6 Bl 11 (16.7%) 1 2 1, BLO 2mg #ED 6 fi
3 1 (50.0%) 2 6 18D HALTZ, Img BEOEER 114, ol 1 RS FREEFE LHE S 7z 23,

ZOfIFETRECTH -7,
Q&I
v AL 2mg BED 6 FilH 161 (16.7%) (ZEFE DOFENE DY 1 380 Sz s, MEALE T
KL,
®V-3 AEFF—E HEEOES5HR)
5 BREES AR (PT/H5RAEORRBER )
0.5mg I—-3 K (72 L)
1mg n—7 S (L), EL (L)
m—5 s (Ze L), BAmdm (72 L), 88 (72 L)
2mg m—e6 SEJR (B L), 5 (e L)
m—7 B (L)

a: AEFZORREROHMWHL, T2 L), TBEDOLWI, THY | R O 4 BFETIThh, TEED LW,
o0 ZEIER (RRBERIGETERVAEFSR) L LI,

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
HEHXOVRO®KET D,

15



2) REZOKEHER
OXRE#OKREHR (BEZ: 0. 1. 2mg/H) 2
®=V—4 REFOLSIHROME

HBTHAY | 720k, ZEER., 77 R

S e M 18 1

ELRBHEREE | Filin 20~45 R OMAIT IV THREFE & by S iz ik

FRBRNEE | IR SUTIEIRL TS RO S Sm A, AT OIm AN L

g | 00/ 7 AP Img/A.L 2mglA XY 7R E 1A 2 I, 46 0
AR R A el 11 18] (6 PR ik n4s s L7,

FHmIEE DRV, e

#R
DEEER
HEREGT, 77RO 6 #3641 (50.0%) I 64, = /7 Ak Img/HEED 6§ 2
Bl (33.3%) 12 31, 2mg/HEED 6 Bt 3 51 (50.0%) |25 HRD BNz, 7T BAREEL X
WYz /) 7 AN Img/l BEEOFEFRIT, ETRETH-Z, Y/ 72 2mg/HEEOHFL
2 B 2 fH3 X OMEERIEZ 161 1 ARITh & S HE S, ToMixETRETH T,

Q&R
TSR REED 6 T 2 4] (33.3%) 1221k, Y/ F A b Img/BREED 6 it 2 6] (33.3%)
W23, Y=/ AN 2mg/ BEED 6 B 141 (16.7%) 12 1 iR b0y, & TRE T,
WL MEALE CYE R LT,

®KV-b5 AEER—FE (REROKRSHR)

‘5= HRERS NE (PT/HFAMEORREIE )
- i%@%ﬁbiu\Q@LQ‘?FEqﬁgmml(%%>Lw>\
S5 R R (72 L), KA (e L)
I—8 AREFEHmM G L)
o—7 R (72L)
Img/F I-3 B (Beb L)
I —4 W (BEb Ly, RIEEHIm (BEbH L)
o—4 B (Fe L), MEEIE (F2 L)
2mg/ H on—8 i (L)
on—9 WEMESRE R (72 L), $LBER (Beb L)

a: AEFZORREROHMWHL, T2 L), TBEDOLWI, THY | R O 4 BFETIThh, TEED LW,
o0 ZEIER (RRBERIPGETERVAEFSR) L LI,

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
HEHXOVRO®KET D,

16



Ork#ERZOKSE - BMMER (IR5E : 0. 4mg/H)
RV-—6 REZLOKRS - EBMABROHE

REBRTHA Y | T 7 afk, “HEER, 7T A RELE

IS fERERR N 2P 9 151

ELRBHEREE | Filin 20~45 R OMAIT IV THREFE & by S iz ik

FERNEE | MG TR L TSRO H S A, RAT O AN E

SER Sk /I/?X]\4mg/ﬁﬂi77’k’]‘%152lﬁl o, REEERR A ME (%
BARRAT ZRoefix sfl) 1 11E (6 AM) KERNES L,

FHmIEE DRV, e

R
ODHEEER

77 AREETIE 3 #3411 (100.0%) 1T 10 . =/ F A K dmg/ HFETIE 6 #iH 5 Hi

(83.8%) 1= 19 fFd bz, Y/ /74 b amglH OB (L1140, FBkES (1
14:) 0i¢’ rk#”ﬂiéh %@ﬂﬂ‘ j: f%:rf&)ofuo
@RIt

7T RARRETIT 3B 261 (66.7%) (2 3RO BNIZA, ETERET, WL ELET

HEL,

Vx A b dmg/ HEETIX 6 1T 341 (50.0%) (2 3RS =M, T D D BRI
1 1 R L TEdke L, vy —ueid 2 1 2 B\ < NIFTER] HEH 0

lj: rIEI%J L'fg L/fu.o

RV-7 AEFER—E (REKOKRS - BMIHER)

B5E HREES NE (PT/HFAMEORREIE )
m—2 k(72 L)
M—4 MEMEBEA S (72 L), &k (Ze L), EH: (2 L), PE&R
7T R wy GEb L)
-6 SE (72 L), HEIE b LW, EL BEb LW,
R (L), 77 A3 /%m(ﬁw
m—1 WEMEEERSE (Ze L), &P (RL), b BV -TUF b
o e MHEA R (e L)
— SEJR (72 L), Balm (ZaL). FE (Ze L), M=
=g (BEbb L)
smg/H m—7 UEE (e L)
-8 SEJR (Zp L), WEMREEZRSR (Zp L), FE (Fe L), M=
T — b Bk L)
GEJR (72 L), WEMEEESAR (Z2 L), Babm (72 L),
m—9 (7o L), KRz (e L), B89 (72 L), MEgs/ws (
L)

a: AEEZORBEBEBOHEWIL. (7201, b LW, THY 1, I7RE] © 4 BERETITbh, T8b L),

(HY | ZaIWER (RRBRASETTRVAEFRSR) L L

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5

HEHXOVRO®KET D,

17




(3) RERICHERAR
BITHASE I AR5KER ©
RV —8 HI#E IHAROHE

HERTYA Y | T A uk, HEM

& R FEPIBE R 72 B

JFRIE LTI m 2 a v — IBEIC L 0 FERNBEE L 2ishi-BF. &
TR BDUTE W GBEIEEIELE. MRI (RS Itmm&ys) . CT (2 Ba—

S 2B )) 12T E BRI HER S T- 2 LT X FE I &
ST B

FAEBRNEE | e UIIERL T L RO H 5 T%?L%ﬁ@%%‘iﬁ )

g . V) A N 1mg/H., 2mg/H Xi¥ 4mg/H % 1 H 2 [BIZ45T 24 ¥8 HE B &%

FANTE : 5 T (24 BUE T IER) (1 REIREL O BLIETR (I,

WE . BEG. MEASH, NRRHER) OBHERIES L O TR
FEFHEEE (575 A FOME, FETHILORIR OUEEERALT, &
ki, i, O, AL, B0 5 Bl K ORI R AT
EREAl L7z

;

BIRFHEBIEE | Zatt : RIS =R

AN+ ERECEE SOV CRMI SIEFEI 2 TEMdaE ) B8O Tk
FRATETE 7 OIERIEOFIG 2R L L, SRR THE L7z,
LM BRI HOWTIE 3 FEH T L, @RISR OR L L,

tER
OeBHREEOHREE (KSR TH) . TEFHIER
B G TRE (24 TSI IERE) O TRREGER ] O THGE] Y EOBERIE, 1mg/H #. 2mg/
AR, 4mg/ ARECTZENZEH 62.5% (10/16). 90.0% (18/20). 81.3% (13/16) T&H V. 1mg/
AEEOUEERICHE L, 2mg/HHEB XN dmg/ ABEOZIT@m o7,
(%)
100 7 $IETEE
-E it
[ IF =
POUE

=

=]

Ml =

Obe S Fit

40%

(8/20) 31.3%
12.5% (5/16)
(21186)

1mg/B %58 2mg/B %58 4mg/B x5 8

V-1 =RAEEORER (REMRTH)

B0t ORISR (EVIUE SR DB R TR,

SRAEE - (ICEROTU I (RO B IER, HRIFLSAO BILIER) 55 X O IEFT L0
GEIE (577 ABOWES, FHTBEORR, (RRIEE (ABEER) . 5
X) BIMHEEE RS LCEWYE, 8, LRUE, FE, B0 5 IS L OHIER
AR L 72,

T AR OAEAE - AEE NEE., RAEY= /) F A& LT 1 H 2mg & 2 BICOT. HREY 2~5
HEHXOVRO®KET D,

18



QERIERARBRE : BIRFMEIER
BIVEH OFBLEL 1mg/ HEE T 21 il 13 61 (61.9%) . 2mg/ H # 25 4 17 #1 (68%) . 4mg/
AR 26 FlF 1361 (50%) (258 B, HEIZL D K& 72E 0 mmaﬂﬁ#otozﬁm
EA (BREDOAFDH 13, AETFEHIM (25.0%), El (11.1%) ., BEE (6.9%). 587, |
TH (% 5.6%), IR (4.2%) ThH-o7-,
ARBRIZBNT, HEHIZELEEREENITRD b hoTz, BEFIICEST EH’EHEJ
25 2mg/ HEETIE 5 B CRIEMEgRHM 2 6, IR X OYREIEIN, V71 K OV O K OV ek
OARIEFE M, ELONE 16, 4mg/ HEETIE, 341 GREINMED VRO, TE¥au”j
M, 5 29 K& OEE K ORIRSE & OVRZE L OVBARBEE K OV HE) @D Hit, 1mg/H BT
NSV WAIREoY

(5] BN T—4
BOAEDHEAR : FERNEREICHT A RIGHER
51 B IO I O 7= NIRE & 2 S B 2 X, =/ 7 A b Img, 2mg
Nitdmg & 1 H 1[0, 24 BAEKZEAOKEES L. FOHL i%*ﬁnfbto k. 1lmg/BEHE, H
FIER IS L OMERESR AT ROV TSV T HEENR O b LT, MR TELREORIEHM R
o, AHETOHRFZ 4 Hlchik Lz, &5 2mg/ HEE, 4mg/ HEEDO 4
BT " 2 ab— |l CHENRERENHERINTZN, BEK TR 2mg/ HEE TR
23.8% (5/21). 4mg/HEETIX 20.0% (6/35) DIEWNTF 5B NIERER A DN HER S 7R o 72,
E N 2mg/ H Ei 4mg/ H#ED r-AFS 47% (Revised American Fertility Society classification :
KERIE PRI L5 FENBEOEESR) & T#HlE LOHE M OIEFROFIG 1L, #&5HiA
WM%n%hﬁamﬁuww)57w6@m%)%%?%Tﬁi%ﬂ%h&4m6@mn 30.0%
(9/30) T, WFNOEGHFIZITH 5 I Meds I8 MU OEF] OB & 138 G4 T HRFIST
LT,

[J¥x/52romgBisE MY T/ 42 Mmg/BHSH

) B 9.5% (2/21) I8 3.3% (1/30)
l [
1T 4 I3 | m 4.8 IR
: 22.9% M 4.8% ——
80 %gigg/‘)’ | (8/35) (/2)) T [ 267% | |
T E) 9.5% - (8/30)
I (2r21)
fE go mg | 343% s -
ﬁu 37.90/0 (12/35) 52 4cy I m
2] (11/29) (11721 0
| 11/21) 50.0%
a 40 m — (15/30) —
184
I 2§ o,
20 a0 42.9% =
34.5% (15/35) ﬁi}% L REL L
(10/29) 23.8% 0.0%
o (5/21) 781565
1% SRR SR TH

BMV—2 rAFS HHICLHFERNBEECETE (BHT—4)

B A D EL A VST A (r AFS 5345 M O BRI R B1%) 2R,
r-AFS 558« KREAEFRIT &L D FENBEDEESH

T AR OAEAE - AEE NEE., RAEY= /) F A& LT 1 H 2mg & 2 BICOT. HREY 2~5
HEHXOVRO®KET D,
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T AR 2mg/ BEERB X W 4mg/ HEED r-AFS A 2 7 Ol WEEE HICE 5B tRRET

(114 BT (T, #5ETE (36 BXW3.9) ICAEICHEAD Lz 2mg/ HEE ;
p<0.001, 4mg/HEE ; p<0.0001, Wilcoxon Sign Rank Test), 7233, 1mg/HREXHI%A /D
72K FHliRRETH o 72,

25 —

[ 12mg/H
n=29 I 4mg/H
207 n=35
r-AFS _
2 15
Aa n=19 n_30
7 10 * 23
5—
0
56 ART 5T R

BV—-3 rAFS Xa7 0%

P DEF T DT EEE R A2 T,
* : p<0.001vs. Bt 5-Bl4ARTO 2mg/H#E (Wilcoxon Sign Rank Test)
## : p<0.0001vs. % E-BHAARTD 4mg/ H & (Wilcoxon Sign Rank Test)

EELHERZIIS RO LN, 9D, 4 FHTEREBERICE LT, "JREMEH 0 &k
S, FOWNRRIE, @miE, FEED E v, FRERBERETCERE DS 161, AR AL
YRR, FLEER 2N 161, S PERE R, FEREMEDPBLZENa A 1 B, SEYm. AENR. PEORIAEE 1
HITH -1,

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
AEHXVROEET D],
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(4) 1REEAIEABR
1) AEREEER

BRI THEHER 67

KV-—9 RUFIHEHAROME

HEBRTYA

7 H oMb, CEER, WATRER R

xR

5 NIBE 5 183 il

EFREHRAE

Z3m A =3 e —SUFBEI &0 R NIBE L2 Lﬁéhf_%%‘ oRAAAIENETES
2l (BEEEETE S, MRL, CT) 2T ENBIEMEERA R S Z &I
F Y FEANBYE &2l S BE

ERRRI R

PEdm SAFSEIR L T D AR 5 5 A, 1X¥ LE@OD%%‘ZE&

AERAE

Yx ) AN 1mg/H., 2mg/H X% 4mg/H % 1 H 2 [FNT4y ) 24 R B #%
H#h L7,

FRFEEE

HRE B A TR (24 WA IERE) 12 HBRIELIS O BEER (T IS,
R, PR, MRS, W%ﬁfr)@%%ﬁﬁfkivﬁiﬁﬁ
(7T A@mOWE., 8 a8EoRR) OXEEZRE LT, &
BREE, oaE, OE, A, %‘245@5&5%3‘5&(»“%%@%%%(%@
Al L 7=,

Bl R 15 B

ek - RIVER R BLE
HIWE - BEGEEEIZ OV CRElx GUE B LS
| OIEFBOBR G ESGERLE Lz, Fiz,
Mantel-Haenszel @ x 2 f2EZ L 0 /il 5% DHF &
P BEFRBLOEEARBEREZEH L,
FV*’\EEXT‘Q WL GaT, 5% 8. 16, 24 BB X O LK T 4
WZHE, B L 7=,

x5 TEHE) B LNk
H &K SEAFRIZDWNT
KHECTHRRE LT,

R
g

1 AR OEBAE - HEX TEE., Ay ) F 2L T1 H 2mg % 2 [\

. ARJEW 2~5

ARHEZOROKET S,
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HER
OB EEOHRER (BE5KRTH) : TEFMER
[RGB | ISR EH R B NS BMRITER O /e - 72 (p=0.366. Mantel-Haenszel
D x2RE) A HEOEINIES T8eE) D EoUGERO EAMEIMIFEO bivlc, ERUGE
X, 2mg/HREN R bR - T2,

(%)

100 = it
_F =
POWE
80 =
l EHE
7 60
3l
(D)
el
A 40

20 33.3%
(19/57) 17.9%
13.8%

1mg/B %58 2mg/Bi%5#  4mg/BIR5#

HV—4 £IRUEEONREE (KREKTHE) [PPS (Per Protocol Set) fEHTXI%]

B OBl oE R (G PIYE AT SE O GBI S 6150 TRT,

SMRWEE - ARSI O BIRIEROBHRSCGEE (PR, MR, PEERE, Mo, Wa2REm) B
FOMBREAT ROBIRSEERE (¥ 277 @O, F= aTBEOHIIR) Zia L TEHL
=g, OUE. AL, BEo b B L ONHlRAE™ TN L 7=,

1) R REIEGIX 22 hr o 7,

T AR OAEAE - AEE NEE., RAEY= /) F A& LT 1 H 2mg & 2 BICOT. HREY 2~5
HEHXOVRO®KET D,

22




QRN EENERER (BRELTH) : BIXRGHEIER

FHRREELSN O A RIAER OBFEYGERE ) © THhEESE ] D EOUWERICHREHFIIICAEER
FAEBRSERITED by~ 72 (p=0.180, Mantel-Haenszel @ x 287 E) 73, 1lmg/H#E
DUERIZIE L 2mg/ A, 4mg/ A BFOURERITH 10%m < . HEOWINIHE - R o
EHREMARD b, o, FRHUEERIT. 2mg/ AREDNR b &0 T,

(577 AGEOMWREDOBERE ] B L @O fIROSER ) o THEEYE Dk
DOUERIL, FHEHCRBRE CThH o, £z, FHIGERIL, WIFNIZBW TS 2mg/H#E
DicbmENoTe,

£V—-10 ARHFLUNOBEEROBEREE. ¥/ REOEHZOBREEL LUV
FEAIHEOHRBROHEE (FREHLRTH)
ZH | hEE | 8EF

W |

I L4 IS % " E Ea
=] B s o o, % 1t i &% | plE
- 13 22 15 8 0 0 58

m
FETt & (22.4) | (60.3) | — — — - —
SNoHR S 24 16 12 3 2 0 57 0.180
SR DL me (42.1) | (70.2) — - _ _ _ ‘
TR . 16 25 11 3 1 0 56
4mg/ H ¥
(28.6) | (73.2) — — — _ _
\med B 10 15 23 8 1 0 57
m
o & (17.5) | (43.9) | — _ _ _ _
77T 14 15 17 9 0 0 55
EOMRE | 2mg/ B 955 | (52.7) 0.721
DUESE - - — — — — -
s 11 16 11 14 3 0 55
m
& (20.0) | (49.1) — — — _ _
. 7 18 24 6 2 0 57
1mg/ H#¥
. (12.3) | (43.9) — — — — _
TEAR 16 11 17 11 1 0 56
PEORIIR ) 2mg B | o56) | 4s2) 0.801
DUESE : . — — — — -
s BB 8 15 22 7 3 0 55
m
i (14.6) | (41.8) — — — _ _

FKHOEAEIIFE (SEEROBRE%) 277,
A#ZBFUNOBREEKOBIEREE .
A RSSO B RSN OIS EEE (TR, MW, PR, M2, NRRREE) % & 554
A& bl U T AE, PR, BEWE, AL, Bbo 5 Bl X ORI AR TR L 7=,
HEFRR (F7SREQEHE. FEAESHEOHIR) OHEE !
MR RO AT A ¢ 5-BAART & ik U CEIE, REEWE, BIEWE, AL, B{ko 5 B
Pisds L O ASBE CREAM L 72,
a : Mantel-Haenszel ® x 2 f7E

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
HEHXOVRO®KET D,
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QIEFIR S TF—ILEE
MiFHT A NT oA — VRE (5 8~ G TR OFXIfEIX, 1mg/HEE, 2mg/ HEE,
4mg/ HRECTZE L 84.5pg/mL, 37.4pg/mL, 26.2pg/mL T®H Y . HAESIGBEEARD S
7z (p<0.001, # LRIET — & O53HHT 5 BRI 2 E2ROBIE) .

(pg/mL) e—e 1mg/H

200 =—a 2mg/H
iir} A—a 4mg/H
V1
F 150
I
A
k
S 100+
g
7 _
I 50_
L i T
ik e A
E

0 T T T T
&5 EART 8 16 24 (iB)
k=t

img/HE n=58 n=>58 n=>58 n=>58
2mg/BE n=57 n=>55 n=>57 n=>57
4mg/BE  n=56 n=56 n=56 n=55

V-5 MERIR LS OF—ILIREDHT
B DA BT P E AR E R A2 2 7R T

@RIVEARBRE : BIRFEIER

RIVER O3 BLL 1mg/ HEETIX 61 #ilH 37 1 (60.7%) . 2mg/ A 60 #H 35 61 (58.3%) .
4mg/ HEE 62 B 40 fil (64.5%) IZFBH HiL, HEIZ K D RELEWTE O bR oTz,
TEREIER (BREOAEH 1. AIEFEHIM (43.2%) . 58 (6.0%). Bl ILERPUR (%
3.8%). FHEMWEDEW, 1FTY, ~EZ/ b uEd, (KEHEN (% 3.3%) Thol,
ARBRIZB W T, SEEHNTRD biehno 7o, EERBIEMD 4mg/ BEET 161 (75 NIEE
FHAE) D BTz, B P ILICE S ZRIWEAN 2mg/ BEETIE 161 (RIEF5 Hifn & Oz fifd:
Ff§2¢) . Amg/ BRETIE 3 4 (B ek EO R ONEEIED £y, RIEFE i) #
S, Img/ BEETIIERD e o 7=,
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T ESEEE ORI OGS EE (¥ 7T AEOMRE, & a8t HIRO

O R 2 RS U 7o )

FIEBAIZOWT 5 B (0: 22 L~4: BEIEE) HEEEDH
ZERL L, B ERIROEIEEDOZEND H 5 U ORRE L a5
HETHE . AR LIS D B FESER SO AT I 7L O AREHS e A ok
E LT,

Bl R 15 B

LAV FIER B

B BN T 2 2 L — FREEOM/NEIX, FHETRDTEE LY, 5 B
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FANDOKIBIE (7' LU CERBE AR (kT D IELENRGE S vz,
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BIEROFRBLUI Y = /2 72 FT 129 il 129 1] (100%) 2@ O b, EREIERIIAE
TE M (94.6%) . 1ZTY (49.6%). BEJE (24.8%). s (9.3%). THEERH (7.0%) .
CA125 #9/0 (6.2%) . 9B, FLAEANRE, ~EZ7m v b (45 5.4%) e ThoT,

KTHRBEOREIWERIE 126 B 117 1 (92.9%) IR b, ERREWEAIIAEFE Hif, 12T
D (% 67.5%). BEIF (34.1%). T N-T a0 X7F R8N, BEERD (% 9.5%). EHK
BHIE (8.7%). FHEER. Bl ZEWED F W, IHMLES Fa R 75 A F R E . &)
B, TRV 2V LT F =k (% 6.3%) . FIESE (5.6%) mEThoT,
ARBRICEB N T, EEHITRD DN oTm, EELBERANY ) F 2 NEET 16 (K
). SEREET 1 (HimMESIREER) Rd b, Y=/ 7 A ME1LFIc O W TEEREHRIEL
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IETY, Mk, MIEHEIE)
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XTRRET 5 B (B K O AP, 12TY
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BE# DI/ TR B Pofiicki:4
BATFSESIES 129 126
BRI BB 129 117
BITEFZE LR (%) 100.0 92.9

gl FIRFIE (FETHER) FIRBIE (FEBEER)
AIEFE 122(94.6) 85(67.5)
1ETH 64 (49.6) 85(67.5)
SRR 32(24.8) 43(34.1)
B 12(9.3) 6(4.8)
TR 9(7.0) 8(6.3)
CA125 8/ 8(6.2) 2(1.6)
JEIE 7(5.4) 4(3.2)
FLEE A PR 7(5.4) 3(2.4)
S A= %) 7(5.4) 0(0.0)
N 6(4.7) 8(6.3)
EEERIE 6(4.7) 7(5.6)
JRH N-7 87" RN 5(3.9) 12(9.5)
I F 5(3.9) 8(6.3)
TEHEALER S b R 7T AT REIAE 5(3.9) 8(6.3)
AR AR [ 4(3.1) 11(8.7)
B R 3(2.3) 12(9.5)
NS 3(2.3) 8(6.3)
FARY I SOV T F =0t 1(0.8) 8(6.3)
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TIEZENZH 71.4% (90/126) . 93.7% (104/111), [FEA[E8MEOHIR ] TIXZEN LN 74.2%
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i EESIEES 12 8.9 16
PR E N 11 8.1 11
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15 8% 8 5.9 8
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35




OAREDHT  BIRFHTEEE

REOEEEOHERZEBIZFE O bR d o T,

REOZALIZEET 2BIER X, REEMA 11 61 11 ., KERD N 3FH 3 Th o7, KE
BMERB Lz 116 ((REEE ; +2.9~+6.0kg) OEIEFEITETHRET, TDHH 24
NG 1 BINBERERARE TRHCEE L, RIEHE DO 8 #i] & ERIKAVICRIEE W &l S
Too RERD Z3BL LT 36 (KEA L& ; —4.5~—4.8kg) OEIEEIT 2 BINTLEE, 1 4]
MEBEET, 2055 1FINREEHICEE L, RETED 2 616 FERAICHEBEIZR S ey &
Wr sz,

(kg)
60
Py Py 1 4 4 L T &
50 h £ ¥ b4 h 4 h 4 Y ¥ 8 4 hd
40
&
30
=]
20
10
D T T T T T T T T 1L T
5 hatART 8 16 24 32 40 48 52 154 T#% 4 (GA)
(n=135) (n=135) (n=132) (n=131) (n=126) (n=123) (n=118) (n=117) (n=131)
R 2R A

V—17 KREDH#H
B DA BT AR R A2 2 R T

OE kA - BIRETEEIEB
FBHEMATH (F72FHIER) 6 FERA R A £ To REOEHES L O RET, £h
299 HB LU 275 HTh-oT,

®V—-15 HE5RTH (XFHiER) AoBRARFKBETORYK

BEZ B n BHERAREFEKBBETOHOAK -
TR FEE B RE Rl (B/ME~BAIE)
2mg 132 29.9+11.8 27.5 (16~122)

a: FRA MBI ILED 1 Hl 2R LT,

36



OERBHEMOEBEESF L UERRBEH : BIREHEER
(3@ D H AR ) DL EotEds tummxmmwutﬂﬂ@% Ix. &5 8 1T 33.3% (45/135)
CEbmE <, U, #h 24 B2 18.83% (24/131) . #4552 #IiE 4.3% (5/116) F T
L7,
it ﬁ“mm®ﬂﬁ($ﬁ1)’ow1% BE5 8WIC 187 HEHRBLEL ., LI, %5 24
WIZIZ 11.8 B, #¥5 52121 6.4 A £ THE L7,

(%)

100 W E20AEbZN
BEOAFER
BEODBRIDAEL
75 4 [ c4E
[ ] Mgl
i
i
@ 50
£l
.
[=]
25 4

O7% 8 12 16 20 24 28 32 36 40 44 48 52 (W)
(n=135) (n=135) (n=133) (n=132) (n=131) (n=131) (n=127) (n=126) (n=125) (=123} (n=120) (n=118) (n=116}

B

V—18 fESRHmMOEERENEE DR

BEBWBANOHRE 52 BETOWMEZ 28 H (4 #) ZLicXly, SHENTHEISNZELE
WWESR I L OFRFE 2R3 LT, 5O T H D WIEHIEIC L 0 4 B30 28 BT -2 WA,
BT HHIRIC R IT A EGK T HH D WL R EToMSHofREZ2E L,

(A748)
30

0 T T T T T T T T T T T T T
12 16 20 24 28 32 36 40 44 48 52 (@)

(njas) (n:?as) (n=133) (n=132) (n=131) (n=131) (n=127) (n=1286) (n=125) (n=123) (n=120) (n=118) (n=116)
ERZEF A
V—19 MHHRHOOFERBBOHERE
HOK I FE AR ERE 2 R,

BEBBENOHRG 52 BETOMMA 28 H 4#) TEicRYly, £ L1,
BEOKRTHDVIEIHPIEIC L FHE B8 28 HIZHZRWIEE 1. ST 2 HIMICBIT 2% 5K T
Hd Ak A co i B a4 L,

37



®

BEEDOELE DXAZ, REKRTHE) :
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3 TR DEAMEAT A5 R\ I 1T D LR X GHER] 3,146 BITF D 5 H | 1,443 5] (45.9%) |ZEl
TERRRO BTz, 2072 OIFAEMIM (36.4%), 12TY (2.8%). B (2.4%). &l
(1.7%) %ETh o7, HEERRWERIZ 33641 (1.0%) T LI,

OESHAEE
FEFEHMRUCAMBEESR

3 HENFAMNTRERICB T A AR E 2 L ORIERAREBLERIL 36.4% (1,144/3,146 i) . H1fL
RS (B, skxkZMam, HimtEam) ORIWERBEEIX 1.1% (35/3,146 ffl) TH -
7o, EERAETEHMT 16 #l, EELAMBEERERGIT 12FICEBO N, WIThbEER
AREFEHMIZE> TR|R U, AREFE CORERBRICBWTEERAEFEHDEB L)
ZMEEELIIRO SN TE LT, HEAHF T OREROERE L, ik 21 4 1 IR
MCED TERZ2EWER ) OEICAEHIM & OE 280508 L, FAk 25 4F 5 A2 TEE
EANEE ) BLO TEXZRIER oEIC TREHM) ORBEORIEFOLE & LT M
] ZBEHNiid LEEma i 217 - 72,

- BEERY

3 FADFAMATRE RN T 2 B8 D O EWERI R BERIL 0.4% (12/3,146 i) ThH V| HE
IR E BRI e o T,

- RERS

3 PHEPEEMRITRE BICIRBW T, BEHIFN 12 & H LN OERI T 43.4% (788/1,816 f5) . 12
71 H B OJER]T 49.2% (655/1,330 f#)) TH YV, 12 W ABTEN-7223, BB LRIEH®
9 BREBLANRFE SN 1,811 FRIZ W T, AFIEG-BtA ) D WIEIFEBLE TOHIR 6 2> A
DINOFIVERIL 1,466 1 (80.9%) TH Y. 12 4 A 22 THIRBZEHE N RO b - BIER I
171 1F (9.4%) &b 7pinoiz,
[ Eopilid

3 AEOFAFATREFICB W T, &I ICERT 2 THBRIELIA O B RIER OBFESERE | |

MR AT ROSGERE | R ONMEZRE L TRRGEE ) 2 TdeE) U EoEMREGIE, £
nEn., 82.0% (1,973/2,405 f]) . 69.2% (978/1,413 1), 75.8% (970/1,279 #fl) TH -7,

2) RREHL LTERFEONEX LRI L -HE - HBROBE
LB L

(1) Z0H
gk L
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<FERBEICHESRROHE>

AHNT ORI L T, BREFRES (71 F 57 A Mg lmg KO 747 A K OD §&
1mg) OEFARFRERBAE LV 5IH L7z,

(1) BRT—21\w7r—o

£V—17 BEF—2/yhr—
TAFTTAMElmg, T4+ X+ 0D £ lmg
Phase W& B | Ralt | EWBE W=
5 1A Eﬁf%gﬁﬁﬁﬁﬁ o | © — | s e (ERARER)

s Vixonl %

S iﬁﬁ%gﬁ%ﬁwﬁ o | o — | emm s GRIErRB)
A AL TERERE T [ TSuAENEE L RERR
IR | o0 © 1 0 (BRIEARR)
A AL TERERE T (Rt AR L R
FA | o g © © HAR

© : PR

(2) EEFRRIZHR
TR L

(5%]

V) A NI, BRI T 0 S RT 0 U BET A=A N THY . IIEMEEIMHEIER (BB LW
BT D ERE NG A N T A — VEBED FRZ2ET A ER) B 5O 5 N GF)
MR OBFEIEIER 274, Y=/ F A M, 2O OEBEERICL Y, FEPRE & [R5
BRAFIE IR T DI RN HIFF S D 2 LD Hri- 72 FEPERER O FEAII LR 2 & flr L, BN
IXEE L7227,
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(3) RERICHERAR
BITHASE I AREUER 10
KV —18 mIHE IHEAROHE

BT | L
T

RILFE, T ook, TEER, AT HRGAR
SIES )

AR AE B 47

- RIS W E A A S L OV MRIIC L0 5 BRAE & 2 S B
- BT H R &G T, BB A AT 4 BRIV T, FERBEICERT S
EEZDNDER (TR EZIIERE) 25, KR A=a7 T3 RUEORHE

EREAQAT
HH | R A =
. N 2L WAL
EREHRER | |ppo | wm |(1F CE% - 26 CBETFOYHEDY
R | s B Ao OB L7 < 7 31T DT (5l - 28 ~0kHig X T
|1 B ERAL, (L CEE - FW) ATEAL
2L | 7L
K | AR O d b R 0 B R ORI ST AE 1 B L
e | SRS b 00 e R O S D SESIN I B A % 2 AR L
B | AR OR b O S VRO RIS I S A% 3 AL L7

BEm A
DA H
MR

WNH=O[WN = O

< G, AR ST LTV D AIREE D & 5 B
CFEABES LI TEfHEL G0 L2k S o8

FhRs R /
* P EIREREIC £ A EE OB (~E 1 A 8.0g/dL F) OREFE X
AU EET DR
StEA Tk HREME 2~ HAL VY= ) F A M1, 28X W 4mg/H % 1 H 2 BN
e . 16 ERE R O BE L,
TEERR | AT

At A TRIEBE

A - IR ORRED A 27 36 LOBERAIOE RO 2 =7 VAS (FiE
- R . FEYA X FEBERRNE, FERIERE Y A X

BB e
Bl RFHERE 7 CA125 Jfis

At B 554G B Lo BIE R

AIWE R AT B L OB L& E2 B GAT, &5 4, 8, 12 X016, &
GA& T, TR A RRAE T REICREAM L, SIS K OV 95% (55X
Mz L7,

et G AUEOREFRSS L ORWEH OB RELFHIH LT,

FRATETE

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
HEHXOVRO®KET D,
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HER

OEBRXIT7ELE (RFHORD) . TEFMEEER
B HHEREROER A 2 7 2L EOEHE FERZZ, #5454, 8, 12, 16 His L O H#
THICZENZEN—1.3+1.8 (444]), —3.0+1.8 (43 41)., —3.3+2.1 (43#l), —3.5+1.6
(43 f]) BLN—38.4+1.7 (44 f5l) TH o7,

R
458 8i& 12;8 1658 BERTH
(15) (14) (15) (14) (14) (15) (14) (14) (15) (14) (14) (15) (15) (14) (15)
I
i'] 4
P 3
& 2] ‘ [
2 3]
7
N —4
%
it —5-
%
i6.
] 1mg/BAE
O 2mg/BE#  TFHEFEEREE
B 4mg/EE () NOZIEILEIE
KV—21 EEAIATELCEDHTF [PPS @EHfixtER. OC (Observed Cases) ]
Q%=L

- FEESHRER . FEIHER

HEFEZORBRL, FREHET100%TH -T2,

2B BICRB LA EFRIL, Img/ HEECTARIEFEHIM (100%) ., SIHESK (25%) . A
MlESR (12.5%) . 2mg/ BB CARIEFEHIM (100%) . SIHSER (18.8%). T, fBEE (%
12.5%) . 4mg/ HEE CAREFE ML (100%) . #IHZHZK (20.0%) . 5. TH. EIEHR (%
13.3%) Th -7,

- BMEARBE - BIREHEIEE

RIERZEBLRIL, S BEGHET 100% Th -7z,

2 FILL EICREBL U -BIEMRIL, £BEE b ARETFE M (100%). 4mg/ AR TEYR (13.3%)
Tholz, BIEROREL I OREARICHREHIZEDZREQEVIIEDONT, LT EE
LEELEWERILGED Dotz

RV—19 FLHEIZBTIHRRE 10%LLOEIER [LR2MBITXR]

= lmg/BA & 2mg/BH## 4mg/ B
BlfF A (n=16) (n=16) (n=15)
ARIEB H i 16 %1 (100%) 16 %1 (100%) 15 %1 (100%)

GIERT:) 0% (0%) 0% (0%) 2 11 (13.3%)

RPOKE - H1% (%)

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
AEHXVROEET D],
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(4) 1REEAIEABR
1) AEREEER

B T A ER 1219

RV —20 ®HEFIHEABROBE

HETHA

Zhiaxdt, 7 o X oMb, I AR CHEEMR, WATHERH R

e

FE IR AE R H 158 Bl

FLEBHREALE

- AREE B 53 38 HUWDBE

- [FERSG H 25 Visit 22 £ TOAREYICHE T, FERFBIEICEK TS
EEBEZ LD (PR XTI 2, B A 27 T3 mll LoRsE
- [AERG A D Visit 2 £ TOHREIZIN T, RIEES K= ERE
BELOMRIIZ LY 7ERHE &2l Sz B

KRE/AAAT
HE | BRE RE= a7
L (AL
IR | BE | F (FE - FE) CETOXEH
FRE | PR | BRCR > TR L2 R D13 8 1EH (¥ - FH) ~0oXEE =7
A |1 ALLEEIAAR, thEF (B - ) BTERV
2L |72l
B | FHEIR P O bR O VESR OR B R SR AIE 1 BEH L7
FRAERE | A P O bR O FV VSR ORI ISR Al A 2 BEEH L7
T | AT OR B FEOE VR OFBIIR I 8RAIZ 3 HULER L

B A
DA H
MR

WNH=O[WN = O

ERRRIVESEE

< W, BRILE SUTFIR LW A ATREME D & B HBE

c RIEREEEEEERER IO MRIICE Y, FEANBES U< X5 HiE
EAUET D LR s RE

s FERIEIC X D2 EEORIM (~E 1 Bl 8.0g/dL Kii) OBER XX
et a4 58

- HE TRV (~F 27 1 vl 8.0g/dL LA E 11.0g/dL ARiii) (%4
DIREIZ L > TH TS v BN 11.0g/dL BLEIZIE & Va3

c RRIBBE I B ERE O E, HEL VW EER (FERER (FEREO
B KFE 100.0mm) LLESH D W E R KNS 40.0mm LLE) #H7 5
B L

AERAE

ARJEAFE 2~ HEL VW 78R, P2 ) A2 1 BL0 2mg/HE 1 H 2
B4y, 16 A AR n#E Lz,

FEFHEE

Bk 5 16 W ORI A o 7 b &
etk . AERRRBLE

Bl REHE1E B

ARME - B G HEHE 2 A OFR A 2 7 B L, R A = 7 B bR (R
) I A 2 T EGER, 1 A2 OEJw A =277, VAS (TF g -
) ZEAbE, 758V A XOM/NREMNE, 5 7 & KRR O
IR EPDIE T PRIE B A X ORI & i/ NE

L B G-BAAR B LA O REIFEA]

b |8
|

DA a T B LRI %LAEEF“W £ HERISEREZMREE L
7o FAECBROIBGEES N HAITRY | 0B oric kv #5
ﬁm@ﬁ%&%ﬁoto%@5ﬁ®77ﬁfﬁ IR EEEE (p
<0.05) BDHRESNTZHAIZIRY . Img/ BRED 7 T B ARRICRT 5
AT o 72,

el BEHGBUBEOEEFSB LOBWEHORBIEEZFEH L,

a : ABRBHIARF —2 % HZZ & L7 kB H

E o KRB DAGE

B AR NEE., RAKEY= ) 7F A& LT 1 H 2mg & 2 BIC0). HREY 2~5
HEHXOVRO®KET D,
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HER
OERBRAITELRE (&5 16:88) : TETAIER
JEIE A a T b CPYE SR ZE) (X, 77 v R, Y=/ 72 b 1mg/ HEER LU 2mg/
HEECENEIN—14£22, —33*x1.7TBXV—-31£17 THVH, 7T7vHREE, v/ 7R
k 1mg/ A #EE L O 2meg/ B BEO M C R EHEMICH B 72 &S BIR SMRGEE S 7z (p<0.001,
EEVFONT) . EIRA T B EO T 7 RFEIIRT 5o 72 b Img/ AR LY 2mg/
HEEDOX I TlE, WTILOBEC DWW T M REE S L7z (22 p<0.001, #&5-Ai
DEJ{A T b8 & U058,

®V—-21 516 EBOERRATELIVELE
[FAS ##xt%& . LOCF (Last Observation al Carried Forward)]

. EFEAQT 2 EEAOTLEILLE
BE58 55 s 16 @85 16 &% AERGER | 75EREED
> =" [95% 15 B XS] DHRE D s o

e e —14
TS5 REE | 53 | 4.7+£1.1 | 3.83%2.0 [—2.0~—08] —

. —3.3
Img/HEE | 54 | 4.7£1.0 | 1.4%1.7 [—37~—98] p<0.001 p<0.001

. -3.1
2mg/AEE | 51 | 4.6+1.0 | 1.5+1.8 [ 36~—26] p<0.001

a: PYE R

b: 77 REE, Img/ HEGH, 2mg/ HEEHOBERZZNETNO0, 1, 2 EENT, EFAaT
o= BoxX [BIF] +B1X [BERIOERA2T] + BX [BHE] +REZHFET IV
& L= = mlJf b

c: WHAIOERA a7 2B L U 58

TS5tREE 1mg/B & 2mg/B B
0 (n=53) (n=54) (n=51)
i‘] .
=
B 2
3
7 3]
()
E —4
1k
E 51 . -
p<0.001
i6 E L J
05<0.001
EHE+IZERE

AERIGEMF: p<0.001, EEIFHHT
BMV—22 #E516HABDERBAITEILE [FASEHTIR. LOCF]

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
AEHXVROEET D],
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QEF/RAIATELE (RIFEBY). VASETILE, BRERAIT7HRER, KEAATELHEHEER
(FAS fg#rxt&. LOCF) : BIREFLMIER
IR A a7 2 b, VAS Zib&E, ERA a7 8ESR (KRAAT7 DGO A a7 —2
Pl bk LIZBEORIE), ERA T HEMRE BRAIT N0 &Ro-tE ol

&R T,
RV—22 REAATHREEOHBRS LIV VASTILEDHT
ZiLE
FTmIE B BE58 RERHE
% IR TeE s ER | B58EE | B5 1288 | &5 16 86
1me/ B 4.7+1.0 —9.8+2.0 —9.1+1.9 —3.2+1.8 | —3.3t1.7
g (54) (54) (54) (54) (54)
. \ 4.6+1.0 —2.7+1.8 —2.9+1.8 —92.9+1.7 | —3.1+1.7
ERAIT | 2mg/ 1A (51) (51) (51) (51) (51)
e 4.7+1.1 —92.9+2.2 —1.1+1.8 —0.9+1.9 | —1.4+2.2
77w (53) (53) (53) (53) (53)
me/ B | 669188 | —375:80.8 | —39.7630.0 | —47.428.1 | —54.8£22.1
& (54) (53) (54) (54) (54)
VAS ome/ [ i 62.7+18.7 | —89.1£23.7 | —39.9+27.5 | —46.3+22.0 | —48.2+24.4
(mm) & (51) (50) (51) (51) (51)
e em | 68.4£184 | —23.4+33.2 | —20.04285 | —16.0£31.9 | —23.0+32.1
77 e (53) (52) (53) (53) (53)

mean+SD (#%%)

=V -—23

ERRAATHREROHEB S LVEBRAIATREHELE (16 88)

MmIEE B’E# "5 4 B %5 8 i %5 12 @ %5 16 88

\ 77.8 59.3 79.6 81.5

lmg/ A B (42/54) (32/54) (43/54) (44/54)
ER/RAQT ome/ 72.5 64.7 82.4 80.4

R me (37/51) (33/51) (42/51) (41/51)
o 52.8 32.1 30.2 415

77 R (28/53) (17/53) (16/53) (22/53)
‘ 40.7

1mg/ HEE - - o (22/54)
ERAQT . B B B 43.1

somux | ome/IH (22/51)
o 13.2

77 R B B B (7/53)

% (%0

HEHXOVRO®KET D,

T AR OAEAE - AEE NEE., RAEY= /) F A& LT 1 H 2mg & 2 BICOT. HREY 2~5
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QFFH A Xf/hFE (BEHRTH) : BIRFHEEE. S&1HERk

B HAETREOF B A Zffa/h2 CEBE AR ERZE) (X, 77 'R 8 Y=/ 72k 1mg/H
BB IO 2mg/ HRETENE N —1.78+27.38%, 13.97+29.52%33 L N 19.72+27.63% TH ¥ |
TIRARRE, U=/ AN Img/ BB KO 2mg/ B REO R T, RIS A B H EOGBE
R bz (p<0.001, FEEUFDIAT), o, 77 BFRBICHTEHY ) A - 2mg/H
HBIO Img/ HHEOFEZNRD bz (ENEH p<0.001, p=0.005, X—A T A i
AR B L U ) . BRSNS Z — 2 DY TITE D 2 MET Ui 5, e EbAR%k (1.

0. —1) IZHRIETHEMARNREZ = DB TUIF VW NEN->7- (p<0.001, X HHIE),

o) s
S

p<0.001, LA

40 4

30 1
]
I 204
H

10 1

0 —
_10. TSt 1mg/B B 2mg/B B
(n=53) (n=54) (n=51)

KV—23 EBEELTEROFEY A XME/NE [FAS FZHxR]

DFEHmEBRARERLVE (BRELTH) : BIRFHMIER. SEER
BT RO 15 i B KIE I 3 CEE SRR Z2) (X, 77 BARRE, =/ 7 A |~ 1mg/
ARER L O 2mg/ H B CTEN TN —2.98123.91%, 5.64+19.32%F L 11 11.87+16.29% T &
D, 7T7RFREE, Y/ AN Img/ HEER KO 2mg/ HEEORM T, M #MICHE 2 HEX
IEBER DR HvTe (p<0.001, EEVFSH) ., £7o, 7T BEREICKT 5= 7 X 2mg/
ABEOAEZIIRDO NN, I BREIHT SV ) 2 b Img/ AEEOH BT
Lo 7 (2mgip<0.001, Imgp=0.103, _X— AT A A& LB E L L0583,
MESJENZ = O TITED ZRE Lo R, )R (1,1, —2) oY=/ 7 2 F 2mg/
ARECRIRNN S BN D HERG/AE = DS TITEV RNE2 -7 (p=0.001, 3FERE) .

(%)
301 EyE+EgEE
p<0.001, F AT
20 1
b3
4 10
=
o I
TS5t 1mg/H B 2mg/B B
—10 - (n=53) (n=54) (n=51)

MV—24 BRERTEHOFEHBRRKERDE [FASREFTR]

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
AEHXVROEET D],
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OmMEIR S SA—ILEE (BREELTH)
B4, 8, 128, 16 HIFRB L OB LK TR — & L L CHRASNTBEHOFTTO
MBETA T PA—VREOEEEEZBE D LICE LIPS MET A T U4 — ViR
CEEIME AR, pg/mL) 1L, 77 8A#E, = /7 2 N Img/ Bt KO 2mg/ H# T,

FRFEN 59.2+39.2, 57.7+43.0 BL 26.4+16.8 THho/z, FHMFETL A LT V4 —/L
TR FE ORRIRFR E 3 BT ORGSR, BGREEER A ORZAMERITRO o720 (p=
0.089), #5H#tH L OMERSICEWCIHFI PR AEEZNRD LN (ENEh p<
0.001, p=0.039), xftbfRf (1. 1. —2) O/ 7 X 2mg/ HRETHRNLE 3D H
BEANE = DY TIE D BEN -7 (p<0.001, *HAMRE),

(pg/mL)
200
-o- 75t E (n=53)
b 1801 -=-1mg/B & (n=54)
¥ 1604 —-2mg/B & (n=51)
0 Tl B
X 120
N
5 100
v 80_
T
|b 60 _
;ﬂz 40-
= 20/ *> l
O T T T T T ll T
5 A 48 8:8 12;8 1658 BERTH

EREXREHA
KV—-25 MEBEIRFSOCA—ILBEEDOHT [FAS fEHxt£]

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
HEHXOVRO®KET D,
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Of:5==

- AEERHEEE . FEFTMIER
HERLOFRIRT, Img/HEE, 2mg/ BB L O 7 B REET, T E1100% (54/5401) |
100% (51/51%1) 3 £ 1%69.8% (37/53%1) Th-7=, TRAEELR I 1me/ HEF TRIEF=H
M (94.4%). SHEESR (20.4%). &l (7.4%) 72 &, 2mg/HEECAIEFEHIM (96.1%) .
SIHEEZE (23.5%) . 5HIE (9.8%) . 1TV (7.8%) 72 &, 7T B AR CARIETH HIM (26.4%) .
BIHTAZE (18.9%) . FAJE (11.3%) 72 & Th-oiz,

- BERAREE . BIRFHEAIER
BIEARBEIL, 1mg/HEE, 2mg/ HREL O 72 REET, 2N ETN98.1% (53/5441) .
98.0% (50/51%1) K 1N34.0% (18/53%1) T -7z, E/2REIEH X 1mg/ BB CARIE = H i
(94.4%) . 21 (7.4%) ETY  ABENEL (45.6%) 72 L. 2mg/ H B TARIE & HifL (96.1%) .
GEUE (7.8%). 1FTH ., WE, MY LB (£5.9%) 728, I RBECRETRE
HiIf. (24.5%) | B89m (7.5%) B0 (5.7%) 72 & Td o 7=, BT A =2 712 K3 < Cochran-Mantel-
Haenszel (CMH) #E (FHEEHERFE) OFEER., MetEMIcE B2 HE&NGBERPRO b vz
(p<0.001), AFRERIZIB T, FETCHE S EELRFNERITRD biLen o7, &5 HIkIC
EoEIEMAN, 1mg/HEET26 (% 5 FEIE K OWLESE, %) . 2mg/ HEET1H] (309 S%E
) BOLN, TTERBETITRRD NN T2,

xV-—24 BIMERARER

®’E# Bl | RRGIF | REE [95%EEXME] | AERCEARO®RE -
7T R 53 18 34.0% [21.5~48.3]

Tmg/ A B 54 53 98.1% [90.1~100.0] p<0.001

2mg/ H 51 50 98.1% [89.6~100.0]

a: AL 2 =725 < CMH #E  (FHEERERT &)

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
HEHXOVRO®KET D,
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FMA-E TR 1419

KV—26 TS5tHRzEHBE LELBEHABROME

HEETHA

Slisg kA, 7o 2. I AR, Tl WATHERH G

SIS

FE MR AE B 67 f5

FLEBHREALE

- ARRJEH BB 38 H AN D

cFEREAND V1s1t2aif@ﬂf¢ﬂﬂﬁ BT, FERHEICERT S
EEBEZOLNDER (PR XIIIR) 2, B A 27 T3 sl LofsE
- MBS A D Visit 2 £ TOHREMICBW T, RIEES KB EERE
BEOMRIIZ LY 5 RAE & 2 S o B

EH/AAT

HHE | R RS Aa7

L (AL

EIRD | &Y (hF (F¥ - FH) IETOIEDHY

FRE | R | BRCR > TR L2 D13 8 (% - FH) ~0oXEE =7
A |1 ALLEEIAAR, thEF (B - ) BTERV

L |72l
R | TR O & b FRE O VIR OFR B R SR AlA 1 BEH L7
FRAEEE | A R O b RRE OV EIR ORI IR A A 2 BEEH L7

B A
DA H
MR

WNH=O[WN = O

HE | PHEHIR T O O REOEY YEROFEBMM I E#RAlZ 3 HELEREH L7

ERBRIVEZE

< TR, IR TR LTV A ATREMED & % R

- RIEEEHMBERER IO MRIICE Y, FEABIED L I3+ ihE
AT D LR s i BE

c FERAIEIC L D EEOE M (~F 7 1 B fE 8.0g/dL Ai) OB I
GOt AT 5EE

C EETIIARWEM (~E27 o el 8.0g/dL P E 11.0g/dL AKdif) 12Xt
HIEPIZ L > THNEZ 1 B UED 11.0g/dL LLEICHE S0 HEE

- RIS W AR A O R, B LWFEIER CRrAEREK (FEEEo
R 100.0mm) LA EdH B W T EERAE 40.0mm LLE) 2 H7 5
BERLE

AERTE

HREWSE 2~ HEHX D 7I®R, P/ 72k 2mg/H% 1 H 2 FIZS
. 16 EME R OERS LT,

FRFEEE

Bk 5 16 W ORI A o 7 b &
etk . AERRRBLIRE

Bl REHE1E B

A - AR GRIOKSR A = 7 2 bR, &5 16 11 3R G- IR R O
A2 A7 WEOHE, KIRA 3T waHEOHE, VAS (THEW -
MER) b

FRATETE

Ve BB B L O EIVEH

BN ERA T E b EICE L, HRTOEBEA a7 2 &L L3
BWONTIZ LY 7T v R EEE 2meg/ ARBEDLK 21T o7, F7-. R
DI=DEGRIOER A 2T TRl LT 7 2Aa7|2#-5< CMH
REZEIT -T2,

eVt G BUEOREFRLE LORWEHORBEL FH LT,

a : RBRBAAGIF —2 W & B2 & LToKkBE
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HER
OERBRAITELRE (&5 16:88) : TETHIEE
Be G 16 O A a7 B b CPWE S %ERFE) X, 778 RfE—1.4=1.812kkL, ¥
T /)AL 2mg/HRET—38+t1.9 THY ., 7T ERFTHTHY = ) 7 A b 2mg/ A REDOHE
BEMEARREES U2 (p<0.001. 43T,

KV—-26 8516 AROERBAITELIVEILE [FAS xR, LOCF]

EH/EAQAT KFEAATELLE
BE5R Bi%k
K5l 16 BRF 16 5B [95%15 48X ] BT 2
75w RN 33 4.8+1.0 3.56+1.9 —1.4 [—2.0~—0.7]
p<0.001
2mg/ A ## 34 46*1.1 0.7t1.4 —3.8 [—4.5~—3.2]

a: RERIOEREA a7 &8 & & L L U

QER/AATELLE (4~16 BOERR) : BIRFTHMEE
77 RARBEORE 41, 81, 12 3 KLU 16 WRFOENE A = 7 A b i CFBfE R )
X, ThZh—1.2+18, —0.6=1.4, —1.0F15 B LN~ 14F1.8 Thoiz, YT/ 7 A b
2mg FECIE, ZHEh—34+15, —3.011.7, —3.9+t1.9FB L V—38+1.9 Th-7,

1.
0 [ | I T

D T RS I LI N i okt
o

73 i
74 i
—5 -~ J5tRE (n=33)
] —a-2mg/B 3 (n=34)
—6 | | - FiE+IZERE
438 ] 12;8 1658
s

HMV—26 ZEAQATEILEDHT [FAS iR, LOCFI]
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QERMAITHREE (&5 16 88 : BIXRFTMHEIER

5 16 EIFOKE A a Tk EE (BRA a7 ™M GRS —2 DL E%E LA OEIS)
X, 77 ERBEBLOY ) S A b 2mg/ HEET, £1241 39.4% (13/33 f5]) L1 94.1%
(32/34 f5) THY | NEFL A 2T I2HKS< CMH BRE (EGRTOER A 27 THIE) OfER.,

TITRARBECKT AT A 2mg/ HEEOF B DO Lz (p<0.001),

T RRBEORSE 43, 8, 12 B LN 16 WEFOERIL, T EN 33.3% (11/33 f1) .

18.2% (6/33 ) . 39.4% (13/33 f3]) ¥ X1 39.4% (13/33 f5) TH-7=, ¥= /) 7 A I 2mg/
HEECIX, £ E4 88.2% (30/34 f11) . 79.4% (27/34 ). 88.2% (30/34 f5]) + L1 94.1%
(32/34 1) ThH o7z,

p<0.001, CMHIRE

100 %) (B 5HOEBRIT THE)
80-

=

% 60

A

|

7 404

Z [ 75K (n=33)

= 207 B 2mg/H # (n=34)
0

B
MV —27 EEAITHRERDHRE [FAS f#HidR. LOCF]

@ERBAATEELHERE (5 1688 : BIREFHEIER
KM AT OFERMEER (ERAa TN EE 16 B 0 Lo BEOEIR) X, 7%
AHBLIOY= 7 A b 2mg/HEET, ZNEN 6.1% (2/33 f5l) XLV 61.8% (21/34 )
THY, 7T7BRBECHTEHY ) F AP 2mg/ HEEOAEZENRD 5z (p<0.001),

100~ %)
p<0.001,

804 CMHARE (I S RIDEHER T THE)
&
B 60-
JT
z
i 40
$

20

0
T5tRE 2mg/H %

(n=33) (n=34)
V—28 #5 16:BFDEFEAITELHLAE [FAS #EHxtR. LOCF]




GVAS ZtE (4~16ENDEEH) : BIXRFMEER
516 HKED VAS 2fb& CESEEIERERZE) X, 77 8RR XY=/ 72 2mg/
HEECZ N —20.63+23.63mm I L ' —58.38+23.63mm Td > 7=, L/ HHT DOFEH.
TR THY A 2me/ HREOF B ENRD bz (p<0.001),

20(n_1m) p<0.0012
—20 1
VAS
% —40 - I J .
B
2 —60 1 T I
.{ - 7548 (n=33)
—80 - —-—2mg/B 3 (n=34)
SE 1 fil + 42
—100 - 458 8:E 1258 1678 FOEERERE

B
a: BREMOAITEREEELE-ADHOST

KV —29 VASZLEDH#T [FAS fZ#i*f&R. LOCF]

®SF-36 QOL R a7 ELE : SEER

SF-36 QOL ® 8 >® FALREDZENFD A a7 BALEIZHOWTHASEIT 24T - 7=,

ZORER, THEEEMRE (1K) 2Aa72bE CEXEIFEERZ) L. 77 8RB X

VY ) Ak 2mg/ HEET, ZHE4H 6.82141.11 B L1 12.50+36.02 TH Y. IR

FREICHEL, Y= 7 A b 2mg/ HBEETITAEICKRE D272 (p=0.038, L4 HHHT).
(RO ) A 2T AL EIX,. 77 8RB IOV ) 72 F 2mg/ HEE T, 2N 11.70

+381.57 B L1138.12£26.69 TH V., I EAREECIHL L, Y=/ # X b 2mg/HEEO# ¥

B A B RN AR b (p<0.001, L5 HHT) .

ZOMO FALRE (HAMERE, SREERIE, 1577, thaAinHae. AW &REIMEE )

BLOOLO®EEE) ORGRTRE LIORGKETROMO R a7 Z{L&O VX, 77 v REE—

145~7.07T B LY =/ 7 A b 2mg/ B 2.26~8.46 TH -7,

p<0.0012 [ F5AE (n=33)
70 - ] = 2mg/ B B (n=34)
SF-3660 p=0.038* T 14 + R
QoL 50 1 :
40 |
2 30.
;:3 20 1
10 4
Eols dmr b L
i‘lo-‘
i20-
_30d st BEEH B4 KN EH  HEEE BEEH LORE
W (SE) A RER HEE  HEE ()

a: REFMORATEHEEELHADTRAT
MV—-30 #%5#&TEROSF-36QOLRa7X{LE [FASHEHTIR]
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O3

- BEEBZRHXEE . FEMER

HEFEZORIRIL, P/ 7 A MET100% (34/3401)) . 7 F 2 REETT5.8% (25/33%1) T
Holr, FRAEFEERIV ) FAMECARESEHIM (97.1%) . SAEK (32.4%), 1 >~
TN Y (8.8%) 7oL, T EABETERIFAR (42.4%) . NEFE MM (39.4%) . 75
(9.1%) ZRETH-T=,

- BEMEARIEE - BIXRFHE@IER

BUWER ORBLEIL, Y=/ 7 A MET100% (34/34%1), 77 B AR T45.5% (15/33%1]) T
bolz, BIERIZY = F A METAEFEHIM (97.1%). 1FTY (5.9%)., &L, .
BRI . RERRIH FR, DREAEER . P e U L8 (42.9%) . 7T B REETARIETFE
Hif (839.4%), Hols, TANRTIXURT I ) F T VA7 27 —BHN (£3.0%) ThoT,
ARBRICBWT, 280 EERBIERIIRD bNihot, BERIEICESZRIEA
M, VI AMETH (12TY ., BAREER) . 77 8RBT (REFEHM) #2560
77

KV —27 BIERERE [REUMBTAR]

K5 CI/HFR K 2mg/BE TS5 REE
BRIRSEZAPA 34 33
BIVEH BB 34 15
BIVEFH B (%) 100.0 45.5

EI1ER HIRGIE (EEE) FHEFIE (FKFEER)
ARIET & Hif 33(97.1) 13(39.4)
ETH 2(5.9) —
E=pl 1(2.9) —
SHYR 1(2.9) —
PRI IR 1(2.9) —
AHRBIA #& 1(2.9) -
B 1(2.9) -
ey LE BN 1(2.9) —
L — 1(3.0)
T ARG URT I N AT 2T —E N — 1(3.0)
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Ij ot

@MHFEMDIEE

PEERHIMORRE (28 HIZ &) [ZBWT, MEFOAREE ] & LT EFOHARLD 20
OVEZRHIM AR LI BEDOEEIL., 7T v REEOR G, %5 408, 818, 1218, 16 HiF
BLOBRBIZMICZNZT 100% (33/33 #1]) . 51.5% (17/33 #11) . 90.9% (30/33 f) . 80.6%
(25/31 ) . 83.83% (25/30 i) ¥ LT 87.9% (29/33 f5il) Th o7, BH-BHAARKRE A #8245
GO BG4 OB SN L b D0, ZRLIAMIA TR K X 22288 1%
WO LR -T2, 2mg/ HEETIL, TR 100% (34/34 1), 11.8% (4/34 f1), 21.2%
(7/33 f) . 15.2% (5/33 f3i) . 15.2% (5/33 f5il) ¥ L1 50.0% (17/34 ffil) Tod -7z, 2mg/
ABECIE, BEANXT 7 ERBELFREORIE Thoe i, HEHITHD Lz, T2 &)
HL<IE HAFOARE D Do) ORI ZRBE L2 B OBIE X, 2mg/ ARETIE, &
/i WNE 7 7 RERCE L, BEFICEmL7=,

(%) T5tRE (%) 2mg/B B
100+ 100 - . .
80 80 .
60 4 2 60
nﬁl
40 40
204 20
0- 0.
B’ERT 48 8B 128 168 REBERH w5 48 8E 128 168 RE=H
(n=33) (n=33) (n=33) (n=31) (n=30) (n=33) (n=34) (n=34) (n=33) (n=33) (n=33) (n=34)
ST B 2R ST fif A EA

Odmal COI<K48 OEFOARLYLLGY HBEECAREE EEFZE0ARIYSZN

KV —31 MBIHMORERE 28BI¢) [REMBITER]
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OttEH Mmoo B #

PEER I O B 4% CE¥E SRS 13, 77 RO R GaT, #5438, 8, 12, 16
R LORBBIEcen+h 8.0+2.9 H, 3.7-34 H, 7.7+28 H, 7.2+2.7 H, 7.7+
4.0 HB XU 6.913.7T H ThoTo, HHHMGKAREZETTED RN h 4 BRFO B
DA L b D0, ZRLISMIA MR R & 2 B8 -7z, Y=/ 7 A K 2mg/ H#E
TlE, FRFENT1+24 A, 7.7+6.3 0, 15.9110.0 A, 14.3+11.4 A, 12.4+10.5 A X
W5.9+45 HTholz, Y=/ 7 A b 2mg/ AREOMERRHIMO A CEME) 1345 8 i
WCEHHEM L, DB T M A2 L, BRI GRS IZIERRE CTh o7,

(B) - 75t (n=33)
301 ——2mg/B 3 (n=34)
25 4 THELIZERE
% 50l
?E 20
ml 15'
%) 101
i |
5-
0
BERI 4;8 818 12:8 16:8 HE=Y
ERZZrF A
KV—32 MHHRHMOBEE (288 T¢) [REEETNR]
OBEERABRREXRETOEAH

BH/(TH (F7203FR) 2oHRARIREECORE CEYEEEERZE) X, 77t
REET185F65 HBLOY =/ F A+ 2mg/HEE T 28.3+9.3 HTH -7z,
BEBEWOAROBRENRGATL Y EL o B X, 77 vRBET2HBLOY ) F R
k 2mg/HEET 5B TH 7=,
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2) REMHHER
FMARRARSHER 1617

RV —28 &M EAMEERF LERARSHABROBE

HRERTHA > | ZhiakdtF, ET ¥ b, FEEHR. RIEGHER

o = B IR IE A 130
(96, FERABESDE 24 6], EHEEOE 24 B, mEEEDF 15 4)

- AREI 2 AT 5 BE  FERSH 25 Visit 22 £ TO A BEDICB VT,
TEIRAIEICERT 5 B2 5N 5K (FIER IR 23, KR A2
7 C3 R EDERE

- [FEIAS H 22D Visit 22 £ CTOAREIIR T, RIEET KR IERE
BXOMRIIZE Y 5 RGIE & 2R - B

EHEAAT
FAERSEENE || HH | R M 237
L AL
IR | BE |fF (P FH) ICETOIELH Y

FLEE | PEEE (RIS > TIREA L 72K R BIE U (% - FH) ~OXEL2 & 7-F
A |1 AU EEIAG, (52 - FH) ATy

L |72l

BT | SHESIM P OR R OB VR OB I 8w A A 1 AR L7
AR | FAAIE A O bR O VSR ORI ISR AIA 2 HER L7
B | AP OR b EEOER EFORBHIM I S#RAIZ 3 HLLHER L

S Al
DFEH
R

WNHO|WNHO

T, R XUTIFIR L WA RREE D B B HBE

R IEWEEREB L O MRILIC LY K FELZ S0 5 & 20
hi-B%&

s FERAEIC X A EEDOE M (~F 27 1 B Al 8.0g/dL AKi) OBEE I
N ;5 aiftefad 5BE

ECBARE | S (~E 2 P 8.0g/dL B 11.0g/dL Kil) 12k
HIBEIC L > Th~EZ 1 B A 11.0g/dL LL EITHE S 2 B

- R EEREOK R, ELWFEER (ILIEEEK (FEERmoRk
K% 100.0mm) LhEHD W FEMHERNE 40.0mm Ll E) 2F5 258

R
stEpp | AN 2~ FHLD Y S AN Img fEA 1A 2 % 158, 52
e OB LTz,

FERFERE | et L5 UBEOAFERS

et o e G-BRMG B LA ORIEA
%k

= R E B A IR A 2T LR, EIRA T WEOHE, KA 2T EEHERD
e VAS (MR - Bm) (&, 75 A XD/ &/ NEE
TE A E R NRIE ORI R L, i CA125 $RIE

AR EHE 2zt B ERR A UBEOAEFERERL JORHENORBRZHH L,

At - REAGEE H B L BRIBt R O R F 3R AT o T

a: PBRBAAARF —2 W & B2 & L7k A

8. ERLGEARMIE (—#ikM)

8.5

AHNE BB G T 2HAICIIUTORICERTDH 2 &,

AIEHIM ARG RO STV A BE L, R A CEMERS) ICERT 5 Hin & ORI EE L,
EMPNCE BB EEZITS e, BEORBICHDERT A Z L, £z, LEIDS UHIlRESE ORI
BREOEZEZETHZ &,

cARHND 1 FEaBR2LREITBT 2 HMEROZEVEIIHL L THWRVWO T, 1 Falz 25136 %K L

VHE LW SN D HARICOLTO, EMICHERRE (MERE, BRERES) F2{T7o70L, BEO
KR FoEE+T52 L,
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R
OEFRATELLE A~52:A0KR. RBRY) : BIRTHEIER
KA 27 O 5EiE CEYMEEEERZE) 1$4.621.1 THY, &5 48, 8, 12,
16 38, 20 ¥, 24 i L O 52 HRFOZ b & CEHE CEERZE) 1L, #hEh—3.221.7,
—2.6+1.9, —3.4+1.7, —3.3+1.8, —3.5+t1.7, —34+1.8 BLV—3.8T15 Th-o7-,
BESEH oL E CEHOMEEEERZE) 1. —1.3£1.8 ThoTo,

1- —1.3

S I
o

is_
i4_
i5-
—6- 48 8@ 128 1638 2058 24:8 28:E 328 3638 40:8 44:8 48@ 52:8 #”E5 ®RE
RTE =H°
(129) (127) (126) (126) (125) (122) (120) (119) (119) (119) (117) (117) (118) (129) (129)

() RDEIEILIEFI 2K

a: RERTRA~SERE (BRARKRTET)

MV—33 EEAITEILEDHTE [FAS f#HixtR. OC]

QEBEAATHRER (4~52:BOEER) : BIRFMHEE
b4, 8, 128, 16 ., 20, 24 W L 52 WEFOU R (JLIF A 2 7 MREEER|
o —2 L FtE LT BEOEIS) 1L, T E 85.83% (110/129 i) . 72.4% (92/127 ) .
87.3% (110/126 #1]), 87.3% (110/126 ). 87.2% (109/125 ), 86.1% (105/122 ) ¥
X1 90.7% (107/118 f3]) TdH -7,

(%)
100

0,
86.1% 90.7% 89.9%
80 -

(o]
o

OS2 LN B
S 3

o

458 8@ 1258 1658 2058 24:8 28 3258 3658 4058 448 48E 528 ®’5

8T B
(129) (127) (126) (126) (125) (122) (120) (119) (119) (119) (117) (117) (118) (129)

() RDHIEISREBIE
RV—-34 ABRIATHREXRDHD [FASEHHER. OC]
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O3k

- BHEFER  FEMIEAR

HEFGT 130 il 129 41 (99.2%) IZ58D v, /2B FFRIL, AL 5= Hif (96.9%) .
SHTAR (46.2%) . 1ZTYH (8.5%). =B, ey v U XE (% 6.2%) . WE, Bl
(% 5.4%) L THoT,

- BIEARE . BIXRETMEIER

BIWEFA ORBRIL, 97.7% (127/130%1) TH-7-, TRENERAITAEF=S HIM (96.9%). 1
TH (7.7%) . PARHPER (4.6%) 72ETh o7z,

ARBRIZBWT, B2 G EEREWERITRD b hoT-, HGFIEIZE > -EIEM
23, 641 (RIEF= M 361, St R, BREER, FERY —7 2% 14 bl

KV-—29 BIERERE [REMURFINR]

BEFIE Ik 130

R R BB 5 127

AIE 56 B (%) 97.7

BlER HEGI (FBEER) o

ANIEAE 126(96.9)
ESQ) 10(7.7)
EEEESPTER7N 6(4.6)
L 5(3.8)
- - A e 4(3.1)
A1 4(3.1)
FLE AP 4(3.1)
RIRIE 3(2.3)
EEVE] 3(2.3)
P 3(2.3)
T 3(2.3)
E AR 3(2.3)
(Ehs9Rs 3(2.3)
hE 3(2.3)

a : FBHIE 2%k
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O XBEFAARIC L SEMERREE

3 » A Z & ORBRFHIHNC X AU ORIERAFBBGNC I T 23BLRIT, &5 12 BETTIX

94.6% (123/130 %), 12 #H~24 i TIi% 0.8% (1/126 f]), 24~36 HTIX 1.7% (2/121 ) .
36~48 I TiX 0% (0/119 f1]), 48 LI TIX 0% (0/118 #l) . #HEHH#& T Tix 0.8% (1/130
%) THoTz,

Pe5-12 8 F TIZ 5% ERBL U ZFIER X, AIEFEHIM (93.8%) BLNETY (6.2%) T
Hotm, 12H~24 ALIETIX 12BN LV IERIECTH -7,

& EE DR FRES
RUIHRGHBRICBWTEEOAMPEEDAEFFR LRI LI 1 i3, BROMEMEICITH L 722
WHDOD, FEERDHEBREEREETHY (AEIGRO~NEZ B B E 114gdL, +
B O R KR 9.4em, 5 Fi @ R KR IT 3.40cm)  AHFIHEE-90 H BIZHEE O (Hb:6.9g/dL)
ERBLLUTZ, AFIOKREICL D REFEHIMOBATNZ, $F OO &5 X OFIRESH
IR EE L,

@HREMOEE
g s O HBREEL Lo i) (HG@Es o A RRE ] UL BEEOAKREL Y 2V )) 2B L7z
BEOEISIL, BT, BE5 48, 81, 128, 168, 20, 24 8, 52 i L OMLE1£H
2. FHEH 98.56%. 8.5%. 20.3%. 10.3%. 15.1%. 13.6%. 15.4%. 6.8%33 L\ 53.5%C
Hotm, FhHFPTIE, &5 SHEMFICR LML, DRI T 2R BRI n-, -,
M 7Ze Uy o BEFOFIEIE, B5aiickh LGN+ 2Emn & s,

(%)

1001 I.yllllmllll _____ IIII ______ ______ II'. —— !1'.

BE5HET 48 8E 1258 1658 2058 248 28 32;8 36 40 448 488 5258 H%E
£=H°
(n=129)(n=129)(n=127)(n=126)(n=126)(n=125)(n=122)(n=120)(n=119) (n=119)(n=119) (n=117)(n=117) (n=118) (n=129)

O dmaL COSKAPE MBEFEOARIYALZ IMEFEOAREE EHMEED0ARLIYSL
a: BRERTRA~SEM(BRARKRTET)

RV—35 MHRLMOEEDHTE (28HL) [ReMBHTxtR]
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BmMS B R

GrssHmon B3
BB A RIS THORA~BEK TRHET (LT, #5%) ofgsHimix, 125/129 4
(ZERD B, G RO M E B LS B S O B g o R B A k0B S
CE¥IE A HERZE) (X, 123.1£86.9 HEB L1 36.66+25.31%Th -7z,
PEERHIM O B4 CEXME AR ) ORI, & 501, &5 48, 8, 12, 16, 20
M. 24, 52 MBI OB cEhEN 7.3+24 0, 7.1+72 A, 17.5+10.0 A. 16.1
+10.8 H, 13.0+10.8 H, 11.4+10.8 A, 11.3+10.9 H. 55+85 HEX L 55+4.8 H T
Hoto, MEERHIMO B4 CEME) 1355 8 MR b ML, LARIIRD 3 223 2 5
niz,

(82)
28' T T l X b ic
| l :
21 - X || | X
X
[ ]
144 *° *
ad
N [ ®
hd o I,
i 1 o
7 ® °
0- T T L L L L
BERT 48 8E 1258 16:8 20i8 2458 2858 32:8 36iE 40 4458 4858 528 ?&&Ed
=HA
(n=130)(n=128)(n=127)(n=126)(n=125)(n=124)(n=121)(n=120)(n=119) (n=119) (n=118) (n=117) (n=117)(n=118) (n=129)
R
X <— Sl
<— 75%4+1.5 % [MEEE LT
l NDEKIE
a : 2l EEE L CHER $ﬁﬁ\sos&\M%ﬁ
b 8% B L TR RR{E 25% 5
c : 6Bl EE L THRR S— 25%E —1.5 x MO ERFELL
d: BEKETHRA~CHM] (FRARKTET) D &x/ME

RV—36 MHRLEMOEEDHE (28HL) [R2MMBHTxtR]

COBEXRARBREXRETOAH
B 558461 130 Bl 5 B, 127 BICHKHARB MR S, £ 0 5 HERA RO % 3¢
ARETH 72 120 Bl EGHKTH CUIFIER) 22DEEARIEEE o CEHHE L E
HefFZE) 1%, 285+F7.3 H TH -7z,
B bk K OMRBLE o Ao A CEME CEERZS) 13, #hEh 66214 HEB L1 6.2
+1.4 HCThoTo, [REMEMHT4]
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(5) BE - HEHHR
DR L

(6) AmAER
1) ERRERAE (—REARERE. BEERRERE. ERRRLEAT) . RERERT—45
R—ZBE. WEREREFRRBONE
AR L

2) RBEMHE L TRBFEONERILRE L 1HE - BROBE
AR L

(1) 20t
DR L
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VI. EERICET HHEE

1. EEZHICEEH S LEMRITILEYE
raFAruy YResFATur AReXdra S 2T a ofigET ATV, B ke el
ATFarAara BT ATV

2. EEEH

(1) fEM%L - fERHF

VI A MIT R AT 0 CRZERITHT 58RI T T =2 MEZR L, JRBREH 4
L O E IR O HFE AN L 0 7 E B RS 5 A 2k OV B IRABIE IS A D AR Dl
BERTLEEZOLND,
1) BREHEREHNHI{F A

Ovx /A MIBR FE— FRIKIEMT 2 2 L2k v LH Yy — 2l L. JeIrmi{ER

R

Ovx ) FAMIIIMRORE M+ 2 2 LICE V=2 N T A — VREAIRIETN 277,
2) FE NI ETE I A

Ovx 7P A MEA- B BRI 6k U B A b A1 2

Ov=/ FA MITENEMIE L [T < 5 NIEM IR U BB (] 2 m

IT 5N
T m FENRIE
l LHY—2 ol l SRR FEEINFI l
SIS F PRI (EF

BEBRHNTHY
IARSIF— IV DEENF

EROFER . ARIERE DR/ - =

RVI—-1 I/ SR MOHEEREEAR
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(2) EshFEfTITHREERE

1) 7oA T7O0VRBRRIIHT ZERES LSV TOS R TO0 A

Db FRTOA FRILVEVZEBREESHEE (in vitro) 1820
b hTurATrargiw K (PR), ZvaanFaf RZREIK (GR), =A b U Z R K o
(ERa) BLO=ZX b7 25k B (ERB) FEB A B ROEREZ, B N TR
o7 5K (AR) 13 MDA-MB-453 il (AR Z 334 58kt FILEMIL) 22bY A~
NP THEMA L, B EOFEZRER~OEEREITHAEICL VBRHL, i) ok
DEZFARA~DFESIT 5T D 50%IMEIEEE (ICs ) A K7,
VxS A MIPRICKHT DEGED R E <, IRWT AR ICHT 556847 L, GR, ER«
BELOERB 2T /A REIXTE -T2,

RVI—-1 PI/HRAMOERRTFOA RFRILEVZEIKRIZDONTO ICs E

) ICso fE (nmol/L)
HEBYE o
PR AR GR ERa ERB
o)A R 47.6 302.4 2664.1 >10000 10905.0
HF7 =) 159.3 12.2 1462.9 >10000 >10000
PN === B Ol = I
" _ 3.1 2.9 6.9 >10000 >10000
FEfR = X 7 )L
rubAra 6.3 123.1 76.9 >10000 >10000

HIE T duplicate T3t L7z,

BZBROREETRTIILA T OB T RafH L7z,

PR:3H-7us 27, AR:3H-Yt Fusd A ATy, GR:3H-FXH A%V |
ERa/B :3H-= A T U4 —)L

BRI DI E O ICso fEIFXLL T D@ v

AR: Yt Fu7 X h X7 1m > (0.8nmol/L). GR F XY AKXV (4.1nmol/L) .

ERa : a-=A T4 —/L (8.6nmol/L), ERB : B-=A T ¥4 —/L (2.2nmol/L)

@b FRTOA RRILEVERRIZINT27IR MEES LU 7 2 T=X NEM (in vitro) 22-25
v )7 Z kDt b PR, AR, GR, ERa. ERB BIOI T/ aLFasf FZEAE (MR)
k57 =2 MEM (EML) 20727 —BT7 veAICLVBE LT,

COS-1 MfIZ A AT B A RARNE VZFERORHRARY X — B KERO BRI 2 FFoAR Z v
Ny 727 —BUR—F—BEIFBLUONBEREL LTI VAL TNV T 2T —BLR—
S —iBIn T EEANL, WS VIR E L &bz 1 BREE L, &SRR VT, #l
EESNTZNY T 2T —BIEWNOHMLY 7 2T —PiEEZEH L, SRRSO 50%% 5| & i
TR ERE (ECsofi) ZRko7-,

xR MIPRICKT DRI T T =2 MNEMEZ R L7, AR, GR, ERa. ER3 B
FOMRICHT AT T=A MEWEEZ RS o T2,
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RVI—2 PI/HFRLOERRTAA FRILEVZERRIZHT 27 IR MEHE 2220

. ECso{E (nmol/L)
HEmE .
PR AR GR ER« ERR MR
VxR 10.5 >10000 | >10000 | >10000 | >10000 | >10000
A=) 1136.7 18.1 >10000 NT NT >10000
‘pX v ATe
ARmE i }f 7 0.1 56.8 23.3 NT NT >10000
FEfg = AT )L
A=A k= 0.8 7852.5 | >10000 NT NT >10000

H7E 1% duplicate T L7=,

NT : ZEHi L TWARWI & &2RT,

BRI HEEYE (7= ) O ECsofEIZLATD®EY,

AR: vb Fuas X 27y (0.5nmol/L), GR: %% A%V (1.2nmol/L).
ERa : a-= A FTZ U4 — L (0.4nmol/L), ERB : B-=A T 4 — L (1.3nmol/L),
MR : 7V A7z (0.1lnmol/L)

AR, GRBELOMRIZHTHT v HI=A NE®ZAL Y T =T —ET vEAICLVIRFT LT,
T A A=A MEMHIL, FZREOBRANT A= S THESNIHML YT =T — Vi E
R L LC, SRR E 50%4MiE 3 2B E OBRE (ICso ) ZRd7i-,

V)T ANMIARICKT T X T=A MEEER LT (ICs5="775.0nmol/L),

RVI-3 PI/HFRMDERRATOA FRILEVRBRERICHT Z27 02 TR MEME 2429
. ICso & (nmol/L)
REmE .
AR GR MR
VxS A 775.0 >10000 >10000
I —)u >10000 >10000 4428 .4
A RodForarzxra
. . >10000 >10000 1108.6
FEfR = X7 L
A=A k= I 146.3 9762.9 18.1

7 1% quadruplicate THEfii L 7=,

EZRRICHT DIEEYE (T2 I=A ) O ICsEIZLLTOED,
AR: B Rr¥T 7% I K (362.7nmol/L), GR : RU486 (3.1nmol/L).
MR: Atm /77 k> (26.2nmol/L)

YA NORKAE 2mg/H) E5HFO Cnax i¥ 140nmol/L2 THLHZ b, AHET
IR 2 7 S AT a AERERT EE 2 b,
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@CT/ 7R +DTOFATOUER (T k) 2620
MEMEZ > & (SD %, —#E 8 4) OMAIINEAHH L, 2D 11 AENHLT A M7 V4 —/L (Eg)
lpgkg # 1 H 1Bl 4 HERKER TH G Liz, E2 05 4 HBIC B & RIRFCEESE Gk BREE)
XiFxv > /A K 0.03~3mg/kg #HEIFR A& L, HH VX7 17 A7 1 10mglkg % 2 T #
L, ZOERICFEREERLNE L, 70, BRICX A2 FHHEEMNZHEZRET 720, B
DI 4 AFIIER TG LTz B R GRE25%1T 7=,
E: OBGIZE Y FEEENHEM LA GHRER) . Y=/ 72 b 1 X% 3mg/kg & 51280+
HEBEOBMNAABECIHE S (p<0.01, Dunnett O % & ILERE)
BB, VZJFARNBLOTu AT a0 EEENHIRE. Ta AT /RO T
VA I=A N THDH RU486 O (10mgrkg 2 Fi4E) 12X sz,

(mg)
400

300 "
200
100 ]
. L1
0.3 1 3

*{#BE  0.03 0.1 JAFR IARZ
mg/kg  mg/kg myg/kg mg/kg  mg/kg FO» YA

N 10mg/ki
ST FAR mg/kg RSG5

RVI—2 Sy MIBIFASI/HFAMDIRMNASVIZLDFEESEMICRIZTTEHE (1)

DK T T NIERE 8 Bl O £ FEUER 2R T,
** . p<0.01 vs. XM (Dunnett O L EILERE) *: p<0.01 vs. XREE tRE)

Wl e e kN

(mg)
400 — p<0.0001 p < 0.0001
[ 1T

p<0.0001 p<0.0001
[ 11

1
300
100 — I
0

XBBEE SI/HFAM FOFR RU486 Y I/#ZAL 7FOFZR IARZ
3mg/kg =0 10mg/kg  3mg/kg = A=

Hlo e R

10mg/kg RU—I;BG 10m_|?/kg FixE
10mg/kg RU486

10mg/kg
RVI—3 SYMIBFASI/HFAMDIRMNASVIZLDFEESEMICRIZTTEHE (2)
M DR H T DITATE 8 5D + B YERFE % R T,
tRREIC LD 2B O E & Ik L 7=,
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@CI/HFALOTASRT O (McPhail 38 : 99%) =

WEPE 7 Y (New Zealand White, —#E56) I RA T U4 —/v% 1 H 1[F, 6 HREINER
TRE L%, BHOOEE GHERD) IRBRmE (Y= 7 & ML 0.001~1mg/kg, ¥
Y —/i% 300mg/kg) 1 H 1[E]l, 5 HIRER DL, H25WE7r S A7 200 0.2mgkg
Z1H 1, 5 BREXER FEE L, k&5 RRICrE2ME L, FEROBEOELSN

% McPhail ® HiEIZ LY 006 4FTRaT{k LT,

SHRAETIZ, McPhail D A 27 EFITZED HiZenoT-, Y=/ 7 A F® 0.00lmg/kg $5-T
1Z. McPhail 2 27 @O _EFIFTRBD L7273, 0.01mg/kg UL EOFEIZ L Y McPhail X =

THEHR LT,

LIciioT, Y/ FAMI, =X M T VA — V&AL L7z 73 X260\ T 0.01mg/ke DL E

DFETTE RO EZEHE LT,

47
3 I
McPhail
A _
3 2
7
1 —
0
0.2 AFEEE  0.001 0.01 0.1 1 300
P =l Sl = b YI/FADB gFU =
(mg/kg *sc) (mg/kg* po) (mg/kg * po)
BVI—4 JYFITHEFEIPI/TRXAIOFEROFEZFICRITTHEE (McPhail HER)

FOR T T MIERE b FlOFLEE AR EZ R T,
¥ p<0.05 vs. XHEHE (Dunnett D2 E LR E)

¥ p<0.01 vs. xR (Dunnett D2 H LR E)
## :p<0.01vs. XHREE (Wilcoxon fE)

McPhail 227

237 0 FENEIHE CHERITD RS ER, BROIEEALITERLTWD

Za7 1 FEBIIERREICREET 225, REOREIITEER 20

2ay 2 Ay I, FEROBITHIMNT 208, EHOMBEITIIZLA 720

Aa7 3 FEBIIMERS FES 225, B TR
Z2a7 4 FERITIFEMER £ TREZELNOROILENR A BN D

66



OFENEOARERL (FENEEESE) 29
FENBERE 2R & LEAREIERBR T, o=/ 72k 2mg # 1 A 2 [EIZ501) 16 @ M
A5 Lic, Y=/ 72 MxGHRE T orEd iR O+ 5 NERRGES Tl LRI HEkaE
% 2 WITFEMEE 2R U, BEIZIIREIEOS TR0 b vz, 2 b OZAb (BHERL) 13,
VL) FAMDFENBIINT LT 0 S AT AR LI b D EEZ bR,

@F DDA TOA KRILEVER (S k) 30732
7 v beMwWic in vivo WMBRIZEBWT, Y=/ FAMIT U Fr T AR, ZvaanFad
REHB LI XTI arFal RERE RS N1,

RVI—4 CSI/HFRAMDSY MIBITRRATO4 FRILEVER
HERIEE TERDIEIZE IR TER —#pI% | HBE5EHK R

Ty Ralgy | BEMET v o | Wistar-Imamichi,” 5 it 6 1H 11, ?hﬁ%{??ﬁfﬂfﬁ
= [=1=] =N TN e

1EH BIAETEERE BRI | 24 B,k 7 HIH S B L i T

. BB Z ~ hC . - . 10, 30, 100mg/kg

%6 Wl g

zﬁi;g% BB Y 2— Yg”%/BL% 8 WE | R OB TR
ad Wb LRI,

s BI'EHHZ » MC ) - . 10, 30, 100mg/kg

RNP- S R FE]" Y3 Y

%ij’:;ﬁ% B %R T Nat ygam/hﬁ% 6 Wi |0 TR
L OV KOk Wb LRSI,
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2) DNEHEREINGIVER

OREROBREOINEMEEICRIFTEE (h=V/4F)L) 39
FIE—E L7 AREM 2 H T 2D =7 4 v (—BE5 61 2 vz, ARRER o0 B (A
REAEE) DOROARBEM1IBEE T, BEOARZ 1 H 1, KERSEEARS Lz (R
FEHI) . l&mE HRREW 2 AE XY 60 A, = /%7 2 1 0.003, 0.01 X% 0.03mg/kg
Z1H 1, RERBENEEL, S5 X2 hOWGKTID 60 H 2 ARSI &
L7z, BRI, AR (hgstim) ofFEA2#E L, miEdh LH, =2 h 7 V4 — LB L0
Tus2ATru REZHE LT,
VI A MDD 0.003mglkg 5 TlE, WG OARENREET R, el 2T
0 UREEO EERED BN, YA 0.01 BEXO0.03mglkg H5ICkY, Tuar T
o RO EEMEE AREMOEIERBE S, £V b, Y= 7 A b 0.03mglkg &5
BT, BEICRBWTEYIREHM T o7 0 A 27 a o . AREoEIkk X
VA KT VA= VREO EFMHNR A LI, o LH — 3B biienoiz,

RVI-5 PI/7RALORERSTARAHOELEIV
TOFATAOVREQOLEENRBOoNI=HD =0 1 FIILOFIK

DI/ TR MREE JOFRATOVEEDLER ARRRAHOEL
0.003mg/kg 5/5 0/5
0.01mg/kg 2/5 3/5
0.03mg/kg 0/5 5/5
—e | H

2 TANSIA—IL

(pg/mL) (pg/mL)
T 1,000 ~ }Z%i ‘——}HHF'ﬁ ! ! ! r 2,000
z Eﬁh‘:}ﬂﬂfﬁl +----T-_1___‘ T RIERAR | 4 500
L ‘ ‘ | | | LH
Z L 1,000 &

500 - E
7{ Ls00
Ik -0
=
E o ‘ ‘ : ! : ! :

-40  -20 0 20 40 60 80 100 120 (B)

Y SRARAN SOBEE
BMVI-5 2T/ X 0.03mgkg %50 1 4l
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QREROBREOMEMEICRITIZE (BEBRALME) 39
fRRERR AN &E T B, Y= A AN 2mg/H A 1 B 2[ENZ0) 21 ARIEOEE Lz & & (B
Bled) omiEt LH, FSH, =2 + V04—, FuFXx5arORERBRE, o 7%
5RO X RBIE I OHER & ik LTz,

I FrOEVDHR
*HRBLEINC 3@ B O AR A I L 505 Mg LH, FSH i o —i ik EA-25580 723,
v ) g A MBI migE T LH, FSH O —iS Mk BRI LT,

HEBREES HEREES
—o ] o0—ao 2 o+ 3 o0 4 o—o ] o0—o 2 o+ 3 o0 4
—a D o B -] —a O o B o=
(miu/mL) pafiiefazi=d-i (mlu/mL) T 5 A MEEEERRA
80 80
60 60 -
m
= 40 40
h
LH
#= 204
= .
,,,,, e S—
U T T T T T T T T T U T T T T T T T T T
1~3 9 121416 19 22 25 28 1~3 9 121416 19 22 25 28
BiEmEH (R) BiEmEH (R)
(mlU/mL) FI BB ERERER (mlU/mL) T )5 A MRERERERE
50 50
40 40
m 30 4
=
Iqﬁ:l
FSH 20
=
=
U T T T T T -_ -VI T U T T T T T T T T T
1~3 9 121416 19 22 25 28 1~3 9 121416 19 22 25 28
BEEE () BEEE ()

MVI—6 BEMALMEICCSI/HFAF2mg/BZ1H2HEHIZHT 21 BREZEAOKS L
tEOmMBFPIT S FrOEVEE#T
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SIENILE L DR
*IRBLZE I ITEH O AR oD 2O MEF A b7 VA —NVREOE—7 B &
C 1O T v P AT v AREOE =7 035580 b, Yz 72 MBIz Th b
DE =7 TR N7,

HEREES HEBREES
o—=< ] o—ao 2 «—+ 3 o0 4 oo ] o—o 2 -+ 3 o0 4
—a 5 —-e B aa 8 —a 5 o——e B o]
(pg/mL) FHRERZZH (pg/mL) I /5 R MRS
M 500 500
==
JI':'E:I
T 400 400
A
~ 300 - 300
A
;; 200 200
|
)L, 100+ 100
s
E 0 T T T T T T T T T D T T T T T T T T
1~3 9 121416 19 22 25 28 1~3 9 121416 19 22 25 28
Bi2EE (B) BEEE (B)
(ng/mL) FIEBEREREA (ng/mL) VI /5 MEEFZH
50 50
il
=
40— 40
i
O 304 A 30 -
%— /,
Z 20- y 20
D i
VARIE | 104
P T,
E 0 T T T \4‘;"_: T T T T 0 T T T T T T T T T
1~3 9 121416 19 22 25 28 1~3 9 121416 19 22 25 28
BEEH (R) BEEH (R)

MVI—7 BEMRALMEICCSI/HFAF2mg/BZ1H2HIZHT 21 BREZEAOKS L
EEDMBFRINERILE VEEHR

QUNEMEEINFIER (FENBEERSE) 9
FEABERE YT ) F AN 1~4mg & 1 B 2 [0 16~24 BRI D& L=t &, BE
RO L SNAMEFT o F 27 o URET2A TIRBOREMEELLI T TH Y . HEIIHH] 23
R I Tz,

O~@DAEN B, Y=/ F A MITr s AT v LREBRIC, FUKTE— FEARORITTIZ X
% LH Y=Y O8RS ORI 2 M4 2 b o L #HEE Sz,

o AFNIOARMAE - HEIE TEE, RACEY= 2 A2 2 LT1H 2mg & 2 [BIS. AREH 2~5
HEHXoRO®ET S,

70



@HERBEENDIA S CAH—ILELUVFSH ICRIZFTEE (WA HFIL) 30

WEPED =2 A v (—8 4 F) ZHv. ARER 7 BIEEE GHIRER) Hovigy=/ 7 & K
0.1mg/kg % HAFR & EHNES Uz, mifEd FSHIEE B L OsET 2 b7 V4 —v (E2) RE
IZHOWTIE, WiEH D20 TY 7 X ORI, 5 2, 4, 12 B X024 R IHEE L7z,
SRR O M B JREEIE, 5 24 FE% £ CHREGAIME & FIRE ChH o722, FSH R 24
BRI ICA B T Lz, Y=/ 2 b 0.1mglkg % G5RCH 1T 545 24 Brf#% o MmiEd Es
WL, BEAMEIC R TEEICIK T L, —F, FSHRBEII& 5% 12 B8 X0 24 FEICAEIC
EH L7, LEERo T v A MK D iEd Ex iR O NI F®|ED O 2S5 FSH
ENLEEERTCE RN EEZ N,

X$HRE
(pg/mL) (ng/mL)
T 150 8
i 120 6
A I ] FsH e 1 .
2 e ! 10 S
| 30 T I 2
W 0 0
0 4 8 12 16 20 24 0 4 8 12 16 20 =24
BREERIE BE5®REE

I /4 Z M0 Amg/koRE

(pg/mL)
150

120
20
60
30

SNl NH

RE&EE ‘S EREE

BMVI-8 JI/FRIDIEHFIR S OA—LEIVFSH REICRITTEZE
PO RUT 4 B OB HIRHER A2 )T,
*: p<0.05vs. %581 (Dunnett-t f&1E)
¥ p<0.01 vs. FE-HI (Dunnett-t #2E)
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GHERKESDIMBICRITTEE (A=U (4 F)L) 30
VE)FANMIEDTANT VA —VRED RGO A REET D70, MEET =7 4 W
v (—RES B MV, ARREE 7 BICREE HERRE) HHWniEy =/ A~ (0.1mgkg) %
HERESHANRS L, IR T RELZ AR Lo, 5 24 FERIZICIRER A HigH
L. FEIpRa BRI T 5 7 n~ % — P OFE, — A8 DNA feathic L 578 h—
VADFEB LR LT,

VxR NEEREO 3HIF 2 fITIX. EFEIFROT v~ 2 — B35 < — AR DNA
CEHEXGETH T2 b P ) AR MZE Y EWIUOBENFEINT-EEZONT-,

RVI—6 CI/HSXLOYILNREIZRIFTHE

15 B __TRME
B2 [ FOvs—UREE | —7iDNA REHR
1 + -
X FEEE 2 + —
3 + —
4 + +
xR NEE 5 + +
6 + -

TuwZ—BReEtt s+ (B5ARE) + FECE )
— A4 DNA Jeeafk « + (BBt . — (Fath)

CEFENBFELMBEFIR FSTOA—ILBEDOHE (FERBEESRE) 39
FENBERE 9By = F 2 b 2mg & 1 B 2 BN/ 16 BRI A& 5 Lz,
MEH TR b7 A= VRENEFIRE O MR —H L Wl enb, Y=/ 7R b
DI FREIEERANMET TR 5 A —VBED FAZMEI L &2 b,

DI BRI (FERGESE)
FERBIEBHICOT ) F A b 1 H 1mg, 2mg XE7 7 ERE 16 MM H RO ES L7 &
ST A RS A LRI SR A A RS R VR B AL 12,19, F 7
SR L, U A 1B 2mg THRAENICAEARMETT R b5 24— L
FIER 2588 BTz 1415,

OD~DDEIENS, P ) FA MIEFIIC/ER L, TORBEEZMHET L2 kv oz b
TNV OFEAEIRT S EEZ SN,

o AFNIOARMAE - HEIE TEE, RACEY= 2 A2 2 LT1H 2mg & 2 [BIS. AREH 2~5
HEHXoRO®ET S,
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3) FEMNIEMAAETENFI/ER

DOFENEERBEETIL (Tv k) 3D
MEPEZ > b (SD %, —#E 9 FIIL 10 ) DOEFEMADD 1B N Z BREL L . 72 B
TICBAE Lz, 2 %I, BHNBEOAE R L OBROREHER LIk, B GIRRE) X
FRBRME (Y= /7 A X 0.03~1mg/kg, #7F > — L% 100mg/kg) % 1 H 1[0, 3 EEKX
EROEL L., KBGOV RICEROKRE IEZ[EL, BRAELEH L, 2B, ik
SO, IREAHEE, 7 LY UEEREE (0.03mglkg) DGR FHREFEAZRIT T,
Y ) 7 A ME 0.1mglkg LA D B CEIARE 2 fi/ S8z,

(mngg)_
L]
e
& s
2 -
. .
.% .% ) ®
20 - s o : o ?_ $
¢ 3 & o 3 i-E g .
## o .-
o §= ‘ e 0§ 8 o+ ,

T
OVX  xifER¥  0.03 0.1 3 1 100 0.03
(n=9) (n=1 O) (n=9) (n=9) (n=1 0) (n=9) (n=10) (n=9)

JIT/FTA HFJ=)b TELUY
(mg/kg. po) (mg/kg. po) (mg/kg. sc)

BVI-9 PI/HFRb, TELYUELKUEFFV—ILOFERNEHRRBZE
BERBELEZZY FOBEFERNEOERABEICRIZITEE
OVX IZINEHi I RE 2 T,
Ko () NOBEIZSFEOFE, & 03B 2 & ORI, Bkl X OWHRIZS B0 FfE +
R AEZ R T,
¥ p<0.05 vs. SR (Dunnett 02 B R E)
## :p<0.01vs. XHREE (t-FRE)

73



QF=ENEERBEETIL (DHF) 39
HEME D % (New Zealand White, —F#E 4 il E 721X 6 ) OA T E A0 515 PR 2 £ H
L. 26 O+ & IO IR L ORI oFE 4 & (B EEILZNE K 10mg) (SBAH L7z,
3 A% OIEEE GHRED) iEERBRwE (V= 7 A M 0.01~1mgkg, # 7+ —/1i 10
B LU 30mg/kg) # 1 H 1[0, 4 BAMMERO®ES L, SBYWEERGKTORRICBETE
WIEZfEH L, TOE&LZE L, 7ok, KB 0, IR N2 T 72,
SHRBEO A7 B NI E 1T 104+ 10mg CEAME HARHERRE) LN L., —J5, JREGHAET
IR HREE I b L CTIRECTH - 72,
YA ND 0.1 B LD Imglkg BEHHET, B NIEE O IE ST,

(mg)
160
[ J
140 + ®
120 4
% (]
1 ’}. ¢ °
i 100 4 o o
=
Eé 80 :% ‘%
® [
% 60 . ‘ .% B .
= @ = ®
=7 8 °
40 '
##
20 i{_
0 T T T T T T T
oVX AERRY 0.01 0.1 1 10 30

(n=4) (n=6) (n=6) (n=6) (n=6) (n=6) (n=6)

JIL /TR M(mgkg) U —)b(mgikg)

RVI—10 PI/HRAMELUSFTYV—ILOFERNEEBEERBEL:
DU XDOBIEFENEEEICRIZTTEE
OVX IZINEF & £ T,
Ko () NOEMEIZEREOFIE, #5038 2 L OB T = RIRE R, #iER L ONHRIIERED
EHIfE AR UHERR A A R T,
**: p<0.01 vs. 5THR#E (Dunnett % B HBHRE)
##t:p<0.0lvs. XWEE (t-HE)
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QFENIERBE M DIETEINGIER (in vitro) 39

b MEREFENEREMR (83D . W GHER) HonwidaEmyE (Y= 752 b
X 108~106mol/L, % F > —/Li% 107~105mol/L, 7'u /A7 1 % 109~10"mol/L) TF{E
TC 4 HEREE L7, AIRRE 2 E U, ok FREE O RIRREUT 6h 9~ 5 & ALE RE Ot o F S (Gl
faE 53 R LT,

K HRHE CIIES R PR RF O MR & bhl U TIERE TR OMIREM BN L, MIFREIE 2380 61
77 ¥/ 7 A X 10"mol/L (31ng/mL) LA EDJRE T MG 15 PR M0 AR o Hifa B
Z il L7z,

(%)

100
80
ﬁ *x
5 ol e vI/rak
x o—0 FO4RFOv
O 5FJ—Ib
20
0 I I I I \
-10 -9 -8 -7 -6 -5

HERMERE (mol/L) DxiEy

RMVI—-11 PI/7R Ot MEBEFERNEREMRICY 5EHEINGEER

D% I 3 FIOFEEE CAEAERR A &R T,

AREOMIEE 3% (%) 13 IRBEOHINEE DO FEHEE 100% & L THEM LTz,
¥ p<0.05 vs. SR (Dunnett 2 LR E)

¥ p<0.01 vs. XHHEEE (Dunnett D2 HE LR E)
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@FENIEEMEMBOBIEINGER (in vitro) 4
FEHANBIELRZEOIFRTFa a L — M ERIV SREL 72 M FENBEREMRAZ ., B G
B H2WEPT ) 7 A b 108~106mol/L f77E NI 24 Rl L, 7 nET7 A% v ) Vv
(5-bromo-2’-deoxyuridine ; BrdU) ¢ DNA ~®DH 0 AL B A Al ofsiE & L <, ELISA
(BeFRufEE =) CHIE L7, £ 6 7L — FOilBr %z 4 [BlfuR L7,
V7 A ME10mol/L UL EDORRE T, b b ENEEREMIEO BrdU B0 AL Z B EIC
L 72,

(%)
120

100 - —

BrdU 80 -
()]
B |
iy o
A
A 40
20
0

IFHREF 1078 1077 1078
T /5Z N (mol/l)

RVI—12 PI/FXbOE MEEFERRERMEMBEICK T SEEING{ER
KPR DET T 2T 48R (—RRH7-VEHE6 L — b THEM) OFHE - FEUERREE R,
FEED BrdU B AL E SR (%) 13 REED BrdU B0 AL RO FHEE 100% & L THEE Lz,
*: p<0.05vs. XIHARE (one-way ANOVA, ZEHLEHRE)

(3) {ERFTER - FEESRD
gk L

76



VI. EMBREICEET SRE

ARHNTOFEYBERERBRIT I L TV, BRERN (7477 A ME lmg KT 1+ A OD $&
1mg) OFEWEhEERABR LV 5IH L7,

1. MmAREDOHR
b hMEfR Y SR M RER, B ERAE L%, sERE nx 2T T 40— F 0T A
H#&5H (LC-MS/MS) A KLV IE LT,

(1) AEEENEDRRE
DR L

(2) EREREABR CHEREINI-MPRE
1) BRZEOKE D
R N il 2 A k 0.5mg. 1mg., 2mg (KHE 6 i) ZHA TFTHEROKE L-E X
OmiEfR T ) A MREHBE LOEYEENRT A =X FUTDO LB Thoto, mEEHIR
VL, PG 0.9~1.3 REf Chem AT IREIZE L7z, Cna B XN AUCe--I1EH &I LT
R L, T 6.65~7.66 FE TH - 7=,

(ng/mL)
100 -

01234 6 12 24 48 (BERS)
5%

RVI—1 RERAZHIZSI/ SR 0.5mg. 1mg. 2mg %
BBTHERKRSL-EEOMBEFD T/ SR VEEHTS

B4 413 6 B0 T AR B CR T, n=d & 305 ST 4 Bl T S e TR,

o AFNIOARMAE - HEIE TEE, RACEY= 2 A2 2 LT1H 2mg & 2 [BIS. AREH 2~5
HEHXoRO®ET S,

7



RVI—-1 BEBRAZHICOI/SAMEERREORES LEZEEOEMBE/NATA—42
BEE Cmax tmax tieg tieg AUCo-
(ng/mL) (hr) (hr) (hr) (ng*hr/mL)
0.5mg 17.56+2.2 0.9£0.2 0.749+0.201 7.06£1.00 154.91£34.2
lmg 34.71+3.1 1.3£0.6 0.772+£0.364 6.65+1.49 320.4t56.7
2mg 76.1*t14.6 1.2+0.4 0.580*=0.209 7.661t1.22 695.11t114.2
KHOEKAEIT 6 4D EHEERE TR,
2) REZEOES
OREHAKME2Y
BEEERR A el Y= 7 A N 1mg, 2mg, 4mg (FEE66) % 1 H 2 BN/ 12%%@
Bl (6 HME) EKRORS L L mEPREFREREIZE N RA I LR b‘ﬁ‘?ﬂ@ﬂ%
BIZBWTHEG R 6 B TIRIXEFIREBIZE LT,
RAERAEEG L L o> F 2 MREWHR S JOEDEIEAT A -2 ZUTOLE
D Thot,
(ng/mL)
50+
45 | -
40 |
35 1
% 0] | _
E.E 25 -
g 20 1p=5
15
10 + ﬂ*5T
5 4
n=5

0 - T T T T

12 24 36 48 60
f I I SO N B N A
e S
HMVI—-2 BEBAZKEIZCSI/SZXF2mg/A% 18 2HIC

72 84 96 108 120 132 144 156 168(E &)

7T

11 (AREZEAZRESLE-EEOMmMBRO T/ TR NREER

X D45 KL 6 Bl O FEMEEAEHERAEZ R T, n=5 &L FR ST
(o> 1 AN E BT IRIEA T > 7272 DRI o

FARERNEF 52 5 O FHIE A 7~ T,

RKENFBGRA o b E2rRT,

X 5 Bl FEEIE CiE R A2 T

TE - AR OAGRME - HEiT DEk,
ARXOVROKRST D,

RAIZIFZY =/ FARELT1 H 2mg % 2 [AIC

. ARJEH 2~5
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RVI—2 REZFORSHOEYFHE/ NS A—4

- . Cinax tmax tizp AUCa

1BRSE REER (ng/mL) (hr) (hr) (nghr/mL)
Img 1[HEH 12.4*£0.4 2.3+1.0 8.82+1.48 166.5£39.5

11 B[ H 22.3+4.9 2.3+0.5 9.97%+3.21 187.4£47.2

omg 1[EH 28.0£3.2 2.1+0.9 8.561+1.91 313.56+£29.2

11 [8] H 42.9+2.7 2.7+0.5 12.44+3.17 341.2+31.5

4mg 1[HEH 52.0£8.2 3.56%+0.5 7.4710.36 625.4+73.9

11 51 H 84.6+15.7 2.31+0.8 8.74*+1.62 708.6+104.4

FeP OEAEIT 6 B O I HIEHER A Z R T,
a: 1EHOAUC ZHER AR F CHME L7fE, 11 [BIH O AUC 1385 12 FEE#% F T,

OFENEERSE 4
YT/ A N 2mg # 1 B 2 B2 24 LFEJ%%DTQ—’?? L 72 BB MFEFER 8 9 1= NIRE B3
128l LY==/ A b 2mg & 1 H 2 [ENZ/T 16 @R A5 U 72 B R IEFEER 29 -+
ENBERE 9 B MIET Y ) A MBS RPENEE T A — X A AHEE LT, T
ENBIERFIZIHIT D Cmax B LY AUCo- DHEEEIZZ A Z 4L 42.3ng/mL 3 LT 393.9ng-
hr/mL Th -7,

RU-3 ~A REFHITEYBLNEFENBERE OENHE/ S A —4

B5&E Cmax (ng/mL) AUCo- (ng-hr/mL)

vx /)7 A 2mg/H 42.3%+6.9 393.91£84.6

FHOHBAEIL 134 Bl F¥E AZHERZEZ R T,
RHEMSRY BN EEMRHT 642 137 B, FELMERBRD 3 61X, T X CORKD T EMN EE FIRERM CTH
D “*‘/( x‘}’%ﬂi’fﬁ i’/fgf 6“73?7530 f;o

T RFIOAGEAE - AET TEE., RAQEY A2 e LT1 H 2mg % 2 BN, HREH 2~5
HEHXoRO®ET S,
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3) EMFHIEFEAR 2
(%58 3RS D AW AR T A R T A VO — S EIZ DWW T (A 2442 H 29 A,
SAFRA I 0229 45 10 5) | IZHEV, T4 F 7 A b OD #€ 1mg &5 « %7 A b 1mg DAY
BRI R 2 S0 L 7o, 7eds. BERERR AN Lotk 2 3t & L= A RS ERE (12 #) 2%
B U7, K7 LakBR Cili fA 0 £ PR S MESBGE S iz, Kb 0 ERBRIZOWTIE, FEH]
(36 ) A HIC L CAEMTFRSEMRER GBIN) &5 L7,

fERER AN LM T ¢ 5" 2 - OD §E 1mg OK72 L CTHRAISUIKTIRM) B LT 1 757 2 MiE
1lmg % ZZfEIRFIC AR A& G L7256 O iR E OHER B L O EIE T A — 2 13F
FROEBYTHY, EMFHICHEFETH D Z LR S NI,

@K% LEE (EYFIRFESER)
RVI—4 KELTIRALEEZOEYFHE/ NS A—4

FIENZ A—4 SEINT A—4
;T;.-é ﬁ'] AUCO-48 Cmax tmax t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)

7 47 A OD & 1mg
(k72 L TR
T4 T A ME 1mg
UK CIRA)
KA OHAEIT 12 O FE)E = AR 2 TR T,

282.80+66.37 | 25.81+4.87 | 1.25%£0.94 | 7.98+1.85

275.16%65.27 | 28.95+7.69 | 1.25%£0.89 | 7.92+1.92

(ng/mL)
40

—e— 714 5 A FODEImg (K% L CTHH)
30 L 0 74 F 5 A MElmg UK TIRMA)
| Mean*SD, n=12

W iE-BE B

0246 12 24 48(hr)
5 %R
RVI—3 KAZELTHRALEEEZOMFEGFDS T/ HFR MEEHE
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QkH YRR (EMEHIREMEHAR GEBM)
RW—5 KTHRALELEZDEYPHE/ NS A4

HEIINT A—2

SEINTG A—A

B Fl AUCo-48 Cmax tmax tie
(ng-hr/mL) (ng/mL) (hr) (hr)
A 2~ OD 8E 1
7ATTA L ODEEIMg | o ot rso | a7.68+6.38 | 0794030 | 8.35+2.11
K CHRA)
7R M 1
A rme 353.08+71.80 | 39.10+6.79 | 0.90+0.41 | 8.29+1.89

(K CARA)

K P OLARIT 36 11D T HIfE = AEHE(R 22 TR,

(ng/mL)
50
40
"'\
m 30 [P
\

—o— 74 F 4 A FODEEImg (K THRM)
o 74 F A MiElmg OKTIRA)
Mean =S.D., n=36

0246 12

24

S5 %EEE

48(hr)

HVI—4 KTHRALE-EZOMEBEHRDOT /) TR MNREHR

(3) i
AR L

81




1>ﬁ$®?£1®
BRI HRER (ER) B X ORERGHER GEER) ORI GROBEZ k425 2 & T,
VI ) FANDOEYEEIC KT TREORELZE LT,
BEOEIUCE Y | Cuax D FHHEIZ 3 HE (0.5mg. 1mg, 2mg) & HITHI 20~30%FLEK T

L7273,

AUCo--D FEIZIT R X 7221k
Lic, ZOZ XD, eI X DWINDIEIE]
RG-S AEOREBIVRVWEEZ N,

TBOLENDLHDD,

FRBO LN oTo, T2, tmax (T3 HELE BITHER
WY =R s I ONH R (2 13

RVI—6 MHETHLUVEBEBTICSI/ AR M 2EBOBE LELZTOEYHENRSTA—4
AUCO'oo
Cmax Tmax t
B8 RE&H | o (ng/mL) (hr) (ng- (ﬁg
& hr/mL)
AT 6 17.5+£2.2 0.9+0.2 154.9+34.2 7.061.00
0.5mg ;
FEHRET | 6 12.4+0.4 2.3%+1.0 166.5+=39.5 8.82+1.48
) M 6 34.7+3.1 1.3+0.6 320.4+56.7 | 6.65+t1.49
m
g FEMHET | 6 28.0+3.2 2.1£0.9 313.5+29.2 8.56+1.91
9 AT 6 76.1+14.6 1.2+0.4 695.1+114.2 | 7.66+1.22
me FEHRET | 6 52.0+8.2 3.5+0.5 625.4+73.9 7.47+0.36

KPP OLMEITTFIE EAEAE R 22 2 7R,

2) HHRAEOE

[VIl. 7. FHAMEH] DIEER

2. EYMEERINS A —4
(1) FEFAE

128 Bl ENBIEREN S Y= ) # A2 2mg % 1 H 2 [l
RERET —4 375 BB LI FIOFENBIERENG YT ) 7 A 2mg # 1 H 2 FIZ53T 16

WEER OB EHOMTEENET — & 84 &

(7l 459 i

N EE LT, NONMEM 7 1 25 AT X 0 i L7 17540,

(2) IR
gk L

(3) HEEEEH
DR L

40 JU7532R
R A 2
3.191L/hr TH-o7= 1,

(CLtot .

MU R)

\ﬁ24LWﬁ@ﬁD&5%®m$

) AIEL, 1- 2 %— M AV NET

VT TARN Img #HEERAORG LIEZEZORANTD 7 U T 72 A (CLodF) 1%
eHF VT I A, F

HEHXOVRO®KET D,

1 AR OEBAE - HEX TEE., Ay ) F 2L T1 H 2mg % 2 [\

. ARJEW 2~5
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(5) N MAE
EFER A &M 6 Bl /7 7 A 0.5mg KO 1mg R HERROBE LTz & & OHNT DA

wE (VAB/F) 1X. #hFh 33.79L K 30.04L Th 7= 1,

(6) Z0Hs
SRR L

3. BFKH REaL—av)

(1) FEHFAE
HMIGREGNRET /L (NONMEM) % 72 RESE T S RE AR AT

(2) NS A= EFHER
FEABIEREICRBIT 20> 7 F A MOEYEiE (7 )7 7 o 2B L OGMER) (2B 5L 8%
K OTRE Z | RGN ET L (NONMEM) % M7= RESE IS B REARAT I & 0 2k L 7265
R WEBRZ VT 72T 2REBRT L L TR S 4,

4. R
KR L

(5&] @BoT—4% HEAN) 9
YT )AL 2mg & 20 FlO A ANEEEEAA BYEICH A FHEERRO GEAD) B X OFRIRNES L7

L XD AUCo-D T X A AR R 90.55% Tho71-2 L0 b, LA DS DRI B
HThdbEEZLND,

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
HEHXOVRO®KET D,
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5.

kil

(1) % —RBEFEad T

YRR L

(2) Im%—RsiERArT @adtE

EEER L

(5] 8T —4% (Sv k) @

TR 12 HERB L OV18 HHDOMEMT » ~ (Wistar 2. 1 EE 3 #1) (2, [4C] =/ 7 A % 1mglkg
BRI O F G U, AR HOR RER B 2 & L7z,

R 12 HERB XN 18 HED T v OB TIL, RO MAE P HERBIRE L [ L~V 5T
RE WV EEN RO BT, EIE 12 B HORIE T, &5 1 KR L OV 4 BEf% 2B O CREERD
I 55 TR B L 0 A\ I R FE 28GR D DAL, 24 BRI I REER o 55 P RO BRI L & (A1
IR F L7,

fTHR 18 H H ORI L OB O A MR U BRI BRI, 65 1 REfATIS KO0 4 FERRI #1238 T RESR
DOIMFEF R REIREE L VK<, 24 B X O 48 FEILIC T REER o M e P i BEVR S & [RIERICIR R L
oo LIEWRS T, V) FANIBRICBITT 2000, ZOREID 7L, FEko M i 6E
REOK IS T, RIS BIERT 5 LHEE I,

(3) Eit~DFBITHE

UERR L

(2E] 8MT—% (S k) »

Syt 10 A HOMEMEZ » b (Wistar 5%, 18 3 6) 12, [4C] Y=/ 72 b & 1mglkg H[Al% M
BeE UTz & & ORI KO P U RER B & JIE L7,
WFROUERRICHB N TS, AP ORGSR L, RERILEEH OHERE L IZIEFRBETH Y |
Be5-4% 0.75 RefIZ e i 295.1ng eq./mL 2 0R L 72 % 4% 5 72 IFR IR @ IO 1% T L,
M BEH 7> B DBHREDTHRICH > TR H D bIMKT 5 2 L DR STz,

(4) BERADFHATHE

EEER L
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(5) ZDHOIEHADBTHE
B L

(£E] 8T —% (Sv k) @

WMEPEZ ~ & (Wistar &, 1#F 3 4) (2, [UC] Y=/ 7 X b % 1mglkg HEIRE A5 Lz &L DIk
HREIE. HOMNT BT L, KIBE RS TR TOMMTHRE 1 FFE#Z IR &EICE L2, &5
BOFOEEIINS, EREILE OF 2RI T, IR L ORI e m T A L, €0
. WINOMBABERERE BN T L, &5 168 BRI TIHIT & A LA L TV,

RVI—7 Wistar RIS v 2 [¥C] P/ 5RX+%
1mg/kg BERIZOKRE L1- & EDEBAREEERE

B (ng eq./g or mL)
o B 5% DR
1 FfE 4 B 8 B 24 BExfE 72 B8 168 B

ik it 679.9 88.0 54.2 12.4 5.7 ND
1. 63 479.7 84.1 53.7 19.0 12.6 10.8
X Jibd 134.7 18.6 10.6 4.5 3.5 2.4b
/I Jibd 131.5 16.6 11.5 4.8 3.5 2.3
T i % 451.1 63.4 ND ND ND ND
A Bk 111.1 23.0 13.3 2.9 2.4 1.7b
N o— B — R 643.2 110.3 84.9 48.6 17.7 4.0
H ® Jig 371.3 84.3 82.0 ND ND ND
i T il 465.1 79.0 37.9 10.3 7.0 4.4b
PR U L N 333.0 49.4 34.5 11.0 7.1 ND
i) il 271.5 46.3 33.5 15.3 9.0 4.7
i fiik 425.7 50.8 32.7 7.4 6.1 4.8

fiti 438.4 66.1 44.9 11.5 6.9 4.5
lil§ i | 2405.5 402.1 285.5 73.6 40.2 18.3
i) i | 1050.4 152.4 80.6 18.3 12.1 7.2
&l Bl 71138.7 987.7 532.5 91.7 36.1 20.6
g i 343.0 55.1 38.2 15.5 10.2 6.2
I i 526.1 99.7 45.9 8.7 5.5 4.1
H ot 8 B 254.2 13.0 8.0 2.5P 3.5b 3.0b
w g W 393.8 38.2 31.3 10.5 9.1 6.9
i ¥ il 279.5 39.0 21.9 4.3 3.5 3.5b
£ & 297.4 37.0 24.8 9.4 6.3 4.3
BRI D o R 352.9 54.5 35.3 10.1 8.12 ND
" i} 326.2 69.7 53.9 25.6 13.3a ND
i | 13113 189.2 110.9 25.4 11.4 6.32
+ =} 368.2 56.5 40.1 12.0 7.2 3.5

" 1827.7 80.9 55.9 14.4 7.3 5.8
/I W 482.4 84.7 77.4 13.2 4.0 2.8a
X W 279.1 79.8 558.8 32.3 6.3 2.6b

P OB 3 B O FEHEERT,

ND : BHRR Ny 7 7T FED 214%) LT,
a:n=1, fLOBPIHRHRFLL T THo77d,

b : 2 B, MOBPIIHRLRRLUL T CTho72720,
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(6) MIFEBHEE (in vitro)

[14C] =/ 7 X | 100~1000ng/mL O#iHIZI T 2 MBEE BFE G RO NI, RN ZHE
MAET 93.5~94.5%TH V., ¥ /)7 A MDOBEREIEFETIFE—E Tho 7o 40,
T, VA A MO MUFETICBT A EEEREITIECT AT IV EB LN 4D,

RWI—-8 E FTOMBEELKSE®

H=E (ng/mL) MFEZEEFEEE (%)
100 94.5%0.1
250 94.5+0.3
1000 93.50.3

R OKAEIL 3 Bl O VA fE AR HER A 2 7RI,

6. X

(1) RHERGL R U BHRES
ALY = ) A b 2mg ZHREIRROE&E L2546, RPICKREETRE ST, R
@ﬁ%%&LT%KK%M%%&U&»&m/&@A%#%ﬁéﬂto
Invitro B X OHRRBOFERLY, P2 ) FANOB I VT T U 230F E A E2 S WIGEFE TOH
IBEFICEDREBIFLALEZTRVWEEZ N2 ENEG, b MIBWTRAOKE SNV 25
A NDOWRITIEEAEDBHFZ VT 7 228D EHEE STz 4850 HEERHHRK 2 UL FIoRT,

3 (118 KBLl)  — BEBARBREETRT, M6 (FL70- B H)
MVI-5 E MZHITDHHETERBER

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
HEHXOVRO®KET D,
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(2) REICEAET 8% (CYPE) OHFE. HEE
v MNFI 7 mY—2aZ2 W in vitro BBROFER I, =/ 72 oL, FEIZ CYP3A4
NEGT 25 L E X i 49,50,
v A ME, CYP1A2, CYP2C9, CYP2C19. CYP2D6., CYP2E1l, CYP3A4 iEM&I1T L A
CHELAR -7,

(3) ¥EEASENDEERVZDEES
MM E R L

(&E] BNT—%2 SEAN) »
Yx )7 AN 2mg % 20 D EA@%%E)U\;’U G- LTz & & AW FRIFI 2 90.55% Td >
=2 EhD, B FTOYRIEEZROZEID RN DO LEZ LN,

(4) REWMOFEOEERVENEL., FELE
v ) FA NOMREITOT L RSB ST, B N ToRE Y (M1, M2, M3, M7, MS8)
WIEME (AT B A RABRVE VSRR T DREAEER L OYEMHALRR) BBO LTV RN & LD
RN B IR LRSI TFET DA getEi RV & B 2 b7 2450

RI-9 PI/HSRAMREYOE FXTAA FHRILEVZER~DHEEEE (ICs0{H)

. [CsofE (nmol /L)
BBRMR PR AR GR ERa ERA
SV L SN 75.5 397.2 2360.4 >10000 >10000
M1 >10000 >10000 >10000 >10000 >10000
M2 >10000 >10000 >10000 >10000 >10000
M3 6041.2 >10000 >10000 >10000 >10000
M7 >10000 >10000 >10000 >10000 >10000
M8 >10000 >10000 >10000 >10000 >10000

BETT 27V 7r— b CTHE Lz,

BZRIROFESHBR CTIXTRROERY o RaEH L=,

PR:3H-uX25uy, AR:3H-Yt Fues A hA5Foy, GR:3SH-TXH% A&V,
ERa/B :3H- = A NT U F—)1

B2 BRI HAEHEYE O ICso fEIXLL T D@ Y

PR: 7u#A27umr ; 6.4nmol/L, AR: Yt K E17‘}< F A7 w2 ; 0.8nmol/L,

GR: T%% 2%V ;34nmol/L, ERa : - A hT VA4 —/L ; 3.1nmol/L,

ERB : B-—= A FT A4 —/1 ; 3.4nmol/LL

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
HEHXOVRO®KET D,
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7. HRit
Bt R R AR R
Rk L O

(%] B T—4 GLEAN) 2

Ntk 6 il [BH] Y=/ 7 A b 0.1mg/kg (5.2~7.8mg) ZH[ERE 05 L, JRE L OHEH
DIGTReZRE LUTc, $E5- 144 Kl t: £ TOIRF I L OFHR YRR O SEEIL, 224 63.1%
B 23.1%TH -T2,

RWM—10 MALMEIZEFS [BH] >/ 45X+ (0.1mgkg)
HEROKRSEOMST R =

BREZIZHRHTHEE (%)
%5 1% -
& " R % /it
144hr 63.1+7.9 23.1+8.8 86.2+13.8
FHOEAEIL 5 O IR ERZEE T,
HE 2R
DOEEFAERS

OHREBOKREHBROIER Y
vx /A N 0.5mg, 1mg, 2mg KA ZME (B8 6 #) ICHER THEREARG Lo L &
OFE 72 FF#% ETORP YT ) S A B X OCHEIREZRIE L, RPED O R iEHE
MRE, M1 AR bHE<, KW TM6, M2, M3 Tho, Y=/ 72 MBI MS5 TR Sh
o, RIPRPEIERIL 22.5~28.0% TH > 7=, &5 48 FEHILIE DR h o O ket
R 1% U T EbT N THoT,

OERREMENREHABRDEER 5
vV /7 A N 1mg % 10 Bl ORISR N HERE O G U, SR REPIRE A RIE L,
PRI O REEHRIEEIT M1 23 b % <, RV T M6, M7, M8 Th o7z, 5 72 REf#IfL &
TORTHRIEMFEIX 28.6% Th o7z, RTPIHRH SNI-WT OB L5 48 FEf% £ T
IR S 7,

RWI—11 2T/ 45 X+ 0.5~2mg ZHREKEOKRE LI-& EDRFPADHMIE

EHRPEME (BE5EEITHT H%)
&Y HEEE5HER ERREMEIRESAER | 4 BID&EST
0. bmg Tmg 2mg Tmg 0.5~2mg
M1 11.7 13.3 12.0 11.8 11.7~13.3
M2 1.6 2.7 2.6 NT 1.6~2.7
M3 ND 0.3 0.3 NT ND~0.3
M5 NT NT ND NT ND
M6 9.2 11.8 7.6 9.4 7.6~11.8
M7 NT NT NT 6.9 6.9
M8 NT NT NT 0.5 0.5
it 22.5 28.0 23.0 28.6 28.3~35.5

NT : /& LTV, ND : E& FBRE AR

a : FREOPEMROF/ME~ T KIEZ /R Uiz, WIED 1 [BOHORFMITZE OREOPERZ 7
L7z, o0 5 5HIE R O BRI R O B ME O & §H~ & O HEt R 0 e K
BEOEFHER LIz,

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
HEHXOVRO®KET D,
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QrERZOK’kE 23
VI AN 1mg, 2mg., dmg & 5HE 6 BIOMRR A ZMEIZ 1 A 2 [BNZ4 T 12 R 11 5]
SR O#E- U, RS M1 BEEARIE L-, M1 0 BiERDHe==I0)a % 5% 0 bk 4 (2 L5
L. 7THEEGLRZIZE-EDOMETHRE Lz, &&EERE 48 Rt £ Tl M1 ITRFICHRR &
D 11.5~12.2% 3 PEt v, HEEE L7z & & LIRERBROETH - 72,

PR
AR L

8. FrSUARR—E—IZEHT B1ERHR
B R L

9. ENHFICLBBRER
MM E R L

10. BENE=EETHEE
FFigaefEERE
VI 6. K EDYEFAEHTHEEICHETHIEE] OE (3) &)

11. Z0ith
MM E R L
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. &£t (ERLOIEF) (CBETHEAB

2.
2.

2.
2.
2.

22 (ROEBFIZEFIEBEELGWNI L)

1 W oo REtkasino H 2 B85 DECEER CEMERES) oBThnd5.] (8.1 &
]

2 MR TR L CW A ATREE DO H B4t [7.. 9.5 &7]

3 ARAN DRIk L BOE OBEERE D & 2% B

4 BEOTEERXIIEEZOAMO S HEHE [HMERSHEEL, KR&fihzik 2 5s82hn
H5,] [84, 11.1.1, 17.1.3, 17.1.4 W]

(fi%
2.1

2.2

2.3

2.4

)

REMGHILZ X 72T REITZEICEY . 2o FERESEOEMIEE LS EN D,
VG E O RPN ELT-SHE . BYEGE SRS DN H D 2 L b, RE LT,

HEEAHER (7 v PEZEFITTF) (2B T, BIREMIZBS W TIZMBIAE. JER & O
PRI DAL . UAARENIZ IV TITAE IR TR K OB R EIRIE T RO, EFHRE R 38
HHENTWD, Fio, ERFICRIT 2RI < B9 2 eIz LTy
b, RELEZ, ML 6. FEOEREATHLEEICHTLHEE] 0HE (5) M

FRERLOENTIEOBWERHREICBWT, 7740 7% —) ORIWERANERINT-
ZEMB, BRELE, VI 8. EIEH] oIE (1) 11.1.2 &M

FEFEIES OB NIE O KGR (EINTIRE) ORWEH#HE 2BV T, HEER AR ERHIM -
BIMJEFINERB S, Wb FERE XX FEBELZET2IEN THh o722 L b, [+
HIRAEX X T EHEOH HBF ) 2 MEHEKL ) IREL, FEWMELIT-> TE, —F,
T EBRE LT E M Z G0 L T e W B NBYERF IV, EERAERM - Al
IS STV AR,

T, ERERGLOENTRZICEBOCERB SN EE R RIEHM - & 238 LEICE
WTC, EEOTFER] 250X THEEOAIM ] 28T 2EFAPRBOLNZI LD, 75
PRFHIE B At G & L ENERRERER ik, B oL e s+EZBE L, [SEOFEEREA
THEE BIO HECRMOGIEATLEE] 2RIAEEO LB ERL, BRI L,
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X. JEEREREERICET 5B

1. FEHER

(1)

EOERERR

VI, KA 5IHE | OHSM

(2) REMEEHAR
RIX—1 TEMEMERER 6D
B B g 5l #%| ®’EAE # B
—RIER S L O T Z v b 6 H[ERE D [3. 10, 30mgkg THE/R L
B i 1077~10 5mol/L T L
\F i | DEEENER | BT b 6 in vitro |10 *mol/L T APDso D) 7% D %iE. APDeo D
I %9 10% DIE R
R SRETL 77 )~ - ~ o N S
- BRI — L i 3. 10, 30mg/kg Tin I, L%k, LXK PR
gz | P77V 4 B T ORS g £ O Qe I A L
e _ e, 3. 10, 30mg/kg CMWL I H72 L
S AT - N % i
2 SN B Z v b 6 HE#EA 10. 30mglkg “CH kWD
Ny hoLeZ—) VIR, B RERR, B8R
FAR R RIS = N FORUF LT TV —VEERIC L DR
BT 77 b 1610 | RIERER | e T n g RIS C 3. 10, 30merke
TR L,
W& - R F T R 7 v b 6 HERe D (3. 10, 30mg/kg THHETEREICRE T L
e f T HEY -
)’?E{j&?ﬁﬁf‘;;&ﬂw“ 7k 6 | WO (3. 10, 30mgkg THAARL
U XEGO HERES), EAEy NEBOT &
Fray, bRAXIUBIOHAY YA
. £ DU, 7 o MR O TSRS & Ot
(¢ (‘X/T\ El\ P e re—n ~ ~ <
iﬁ\ﬁiﬁi%?ﬁfgﬁ)mfl %Z/%E k 4 in vitro 7 v MFEOAF Y h AN T, 107
34 g ~105mol/L THE2 L,
P T ) A Z ME 104mol/L TiE, v ¥XEI.
EEy MABGB L OT v b8 TOUUHE %40
L. 7 > Mk O ELMRIHE & HE5R Lz,
(8) ZFDithdZIRAER
KX —2 BEIXRAZEERHAER 63-75
" H EEILY)] Bl | ‘|EARE = R
R’ g} Ik d e - n Vi 10 7~10 Smol/L TH# /2 L
% =R 77 B B in vitro mo IR
i FEN - S o A sk
Y et gﬁﬁﬂ; =2 75&%,2553@5;@ — | invitro |1078~10 6mol/L, TH#7 L
& [EFmRoA | ERE VEFMR | — | invitro [10 ~10 PmolL THEAL
g RGN w A o .
g ;ﬁﬁ;ﬁ@i@t E%ﬁz%;;’g%jé — | invitro |1077~10 "mol/L TR L
R VAR o .
@?S’HEG/)TF%&;;#): £ | SHBG — | invitro |ICsol% 9.5%10 Tmol/L
— A, T
\ ?b? PATEAN R
g %z fin/} ﬁgg‘;ﬁ;o vk 4 in vitro | 106~105mol/L, TR/ L
a 7;\% Yev N - N N
B3 i/ e kOt _ .
o % < Bl 95
g: ; i F vk 5 HEREN |1, 10mg/kg THE7 L
H
% 2 H L 5 7 b 7| KRN | 10melke THER L
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2. HEHER

(1) BEERS5EERER

RX—3 HEKZSEHEEHE

A 1'~_
nE | B58 g; DofE | HBEEDEHIE LR
ié;) o sgie |0 | >2gke | ~ogie W - BT R
HE - R FE 5 (R
10 B 1 pISEE (& 5% 11 A .
St , Sogke (). | FEFERHI. 10 B H £ T JEE.
ey | O 2efke | HER | >2eke ol ) PR - OB RS {7 B B 72
U 00 L5 = O 5 - it
BH0) B R
, 2g/kg B D 1 4TI GPT _L&- (3%
A4 X (M) | 1. 2g/kg | &H >2g/kg BT H). AR

(2) REHSSHEHER

RX—4 RELESSHMHHER 7

BE BE5 rEE mEME -
DR | s | e | eke/B) | (eke/B) EGRR
7> bk 91HM | &R 0. 0.3, 3 30mg/kg : B, EEFNGIA L 5 REH IS, M
(M) 1. 3. 30 NS 7 4 7Y = Bosn, IR -
WIEABRE - TAT I a7 a7y UAEOH
m, warzxFo—i - U UREORD ., FlEE
BN
A4 X 91HM | #&0O | 0. 0.03. <0.03 =0.03mglkg: 74 7V J—5 U EOHENIMER,
(1) 0.3. 3 M (W) D4
3mglkg : MEARIMEREL OB A 11 5 B 7222 i,
Wz 91HM | &R 0. 0.1, 0.1 Z1mgkg: 747V )= EBEOEN, 7T A3
(1) 1. 10 J = RO E&
10mg/kg : VWX I VB-ELECVR N T AT S
F—+ (GPT) &M _EHMER
Fy b | 6x AR | B 0. 0.1, 1 10mg/kg: B =& FBEEHNH & £ © REIEMEH, 7 ¢
() 1, 10 7V = EOBIMER, a ko R
DIER, mLEV R7-AH (HDL) -2 L A7 a—
Ve TNANT I Ta T ) O, Ra L AT
2 —)LOWMER], Pl S SO BN
N 52 | B&H 0. 0.1, 1 10mgkg: 747V /=7 EBOEM, 7o ta v
() 1, 10 EUROER ., 77 IR L AT e —)L -
U URRE ORI FYERRNG - WEERRRAEE O BE N,
JHF g b B S O B AMER [, PRBEIR AT S M 25 S
faB s K ONMIARE FRAR A TEA& OB
Hv 52 | #&A 0. 0.1, 0.1 =0.3mglkg: 747V ) —F L EOEM, 7T A
(1) 0.3. 1. J = RO ER
10 10mg/kg : 7 VX I VB-ELECVR N T AT S
J+—+ (GPT) {&MHED L&
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(3) BinEHHER s
T 2 D A1 IR 29K BB . LB O BRI 2 W A e R B E R B ks L OV~ w7 R 2B 1T
BB R FHE LTS, WP b IR T o

(4) BATRHEGER 8489

~ A (M) BEOT v b () 2T 104 B8R N REDARMERBRZER L2, #~o X
THENBEEERY —7 (B, fi~ T XA TEMY VN ES SOV RERE (B4 OB
oz, 7y N TREY= ) F A MNEIZLDEENREOHEIMITRD bheholz,
R~ 7 A CRO BT IEEMERZ L, WInb~ VA TROLNL FHFbINY = ) 7 A K
ORE Mb) O A hu U AERICER T 28 (b L HEZ STz, M5 13T > 8 T2 OIFEEN
RSN, b M TImP B X ORFPFOVT IR S o7z,

% TVIL 6. fR#H oM (4) KO TVIL 6. Hft) oESM

(5) HEFEAEZ AR
1) S v FERATIRSHER (RE5E 0. 1. 3. me@E)m
MEBLENY) Tl —BCRIE, (AE L OB RS M 512 L2 ENRD DR o 1203,
mmﬂgﬁg’i@%%@ﬁ@ﬁ9\%rﬁ@ﬁQ@mkiUx BE O T 23R BT,
JERCIE. 10mg/kg 512 & 0 I E SO, EFRIREEROBMER, HFERE1E X OFKRE
FRBE - RO BAMEFA AN ZRD bz, LIS T, BB I kT 2 — R Bt 8 4
5 M EIX 10mg/kg/ H DL _E | Bl B O 2L 5H| &iﬁgﬁkioﬁﬁﬁﬁww%i_&ﬁ
W BT 5 mEEME T Smg/kg/H L HEE ST,

2

~

v MERMPIREHE R5£ 0. 0.1, 1. 10mg/kg/H) 59

FEERCIX, 10mg/kg &% 512 L 0 ZhaAE (2F]) . #5381 H s L ORI OB EF Il X
OMEEBEIINH 25380 bz, B TiE. Img/kg #5112 L 0 FIRBISIEE RO, AERIE
(E) REOIH], FRATRIETE, WL - BT X O EEEOBMMEN, BLEBE (il
FAHEF b X ORI oBD . FFE. ¢Eﬂki0m&%®km OWIMER) 2

OB, Leho T, M REMW I 5 — B2 2 X OV KIE 9 2B
T HEEMERIT Img/ke/ B, RIAREMW DI AL &i?%@ R % MEFEMEEIL 0.1mg/kg/ H
EHEE ST,

3) Zv FREEBSARSHR (85& 0. 0.3, 1. 3mgkg/RH) 5

FHER (Fo) TiE. 1mg/kg PLEOEHAZ L0 BEFMH] 2 CF 5 REHE NG 238 0 iz, IR
(F1) Ti. 3mg/kg #5125 > THARFIITRD HLT ., WIREF B L OVERKAE O HBLE
B THEW BRI L2 EEBIIRO N2 o2, HAER (Fi, Fo) TiX, Y=/ 7R M
HIZXDEEIIR DN o Tz,

L7eoC, B REmIT T 5 —EEFIOEEMREIX 0.3mg/kg/H ., BB O EFHIC
B9 2 MM &1L Sme/ke/ A LA L, itbfE L O~ B 03 E IR 2 M &
3mg/kg/ H UL | EHEE S iz,
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4) VY XREMEHAKREHRER (K52 : 0. 0.3, 1. 3mgkg/H) 60
FHER 1%, 3mg/kg B512 L0 FEPER K OSMEE M2 2 & 7= B S o S A, AR B
O RER  WIIRO A% 3 HREEROBINAFE O Hiviz, BT, 3mgkg #5250
BHRBIE RO, EFRIBEOBED B L OEFR BEEOMEER AR Sizn, ¥
T )R N OBTTAERITRD SN oT-, Lizn-> T, BIREMIC T 5 — ikt
M E, BB O BRI LT TR BB 3 2 MR R X OWRIHREM) O AT 5
MEHMEREIIOTN Y Img/kg/H EHEE SHT-,

5 Tv FEAEMS L VIRIAARESRR (FBE5=: 0. 0.1, 0.3, 1mgkg/H) 6V

FEEL (Fo) Tl 1mg/kg #2510 K 0 BEEINHI A £F © REHINENH], BRI OIER 23380 b

Teo HAEW (F1) Tl 1mg/kg BECHREHMING (3 HEnhE) . FBERE OB E, KRR
() 3 X OZR=R (M) O FEMAFED bz, £7-. 1mg/kg B C/NUOINE FASHIP

Ja DM E L O RS O HEBLER OB N 72 & NS FRAE &OHMAED S,

FREL (F1) Tid. 0.3mg/kg VL EORETHEIKRE OB I L OUEHRWI M o O R EHININH] . 1mg/kg

FECHEEIM OIEE 2580 iz, HAER (F2) T, 1mgkg #F CHAERK O B L OH A

ROPRMEM D FED DT,

L7eid > T, BEREMWIT T 2 — kTR EEMEEIL 0.3mg/ke/ A, BHREM) O AT
BEJ % M AT 0.3mg/kg/H . R HREM OFAIZEI T 5 M IE 0.1mg/kg/H | K & (R

Y OFRAICE T 2 MEM BT 0.3mg/kg/ B EHEE ShT-,

(6) BEFRIMEHR
TR L

() ZDDE%REN
PR ER 80
EE Y MBI DREENEGMET T 7 4 79X v —KIeB IOV~ U A—F v NEESEHNEZET
T4 TFR RO TRbERTHY, Y= SR MIHURMEIE AW O L HEER ST,
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BEREERAAL : HY
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9. FMEEXIIHEREM. FZRVEAEERENENERABRUZTORNR

B—R5 - RzhE

FeREIS T 4T A ME Img, T 4T A b

—W) ZAAFR Y L

Fl 2 .Y Freryrzxsur, JAFAR L - 2 F =LA NFOF—L, RRAEL )V -
ITFNTZRARNTOF—=NR—=FF IR )V F ATy « 2F =)L A TG
— BTV TRV URERE, BT L), TR URERE, U=
—7'v L CEERRIE

OD & 1mg

EREEEAR
2007 45 10 A 31 H(HEA)

HERTARRFABRVEARES., EMELERFEFAH.

ARFERARF A B

V) FANE
lmg [EF %)

Y= /)7 A K OD #E
lmg [EF %)

KA B

b
3
&
St

20172 H 15 H
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g ot —E A BEKRRAE A B

i
o
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Gohtie - B DEIN)
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Gohtie - B DEIN)

P & 2
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<fili X HCFE O H

201746 H 16 H

201746 H 16 H

S| 4| B

e b o4 A H

20176 H 16 H
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<FHHE AT ZhARE I >

FEBRARAE A D IR O

202143 H 24 H

10. BEERR. BERRLAREABRRUVZOAR

11.

BARSANA

BEEYA
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12. ZRELARFIRICES T 515

AANZIEATGBREDED D TR _EIRD

THINTWBEIS ] IZEYE L,
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13. £iEa—F
L7k
JE A fEE - e
. o 7?{% ERIESR S = — K | HOT(O #7) GR Uk
IR 7E 44 SRAM AL (Y3 25— 1) £ o 25 Il
S T — | 7 )
2— R
VxR NE
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X1. X#k

#1. 5IAXHE

1)

2)

3)

4)

5)

6)
7)
8)
9)

10)

11)

12)

13)
14)

15)
16)

17)
18)

19)

20)

21)

BRI BURA e AENE R . P A2 b (MJR-35) 0% 1 Mk — AR 5B — (5474
A M EE 1mg : 2007 4 10 A 19 A&, CTD 2.7.6.3)
Fr MR FEAENE R . Y= A b (MJR-35) O 1 A — KE &R GRBR— (54~
A M EE 1mg : 2007 4F 10 A 19 A&, CTD 2.7.6.3)
FFMRGKIGEANE R . = 2 2~ (MJR-35) OF 1 FHEER — KE& 5 BMRBR— (T4
7 A MEE 1mg : 2007 4510 H 19 H&GER, CTD 2.7.6.3)
BRI e AENE R P # 2 (MJR-35) ORTHIS TAHRER — = NIRE g IC B 1T
HAIMER LOEEMOMRE — (7 4747 A FE 1mg : 2007 4 10 A 19 HAR, CTD 5.3.5.1-
1)
B e AENE R P 2 F 2 bk (MJR-35) DS T ARRER — = PIRE o 1Ic B8 1T
HHMED A BOSBEROMGER X 2O BRF — (7«77 A ME 1mg : 2007 4 10 A
19 /&8, CTD 5.3.5.1-4)
FR AR ARG R . P 2 F 2 + (MJR-35) D #1551 AHRER — BE/EA LA T B ROG
B — (7« 75 A ME 1mg : 2007 4F 10 A 19 H7&GR, CTD CTD 5.3.5.1-2)
BRI fih o KPR L 7R, 2007 ; 35 (7) : 769-783
JRE A fth : SKER L 59, 2008 ; 36 (2) : 129-140
Fr MRS EAENE R = 2 b (MJR-35) OEIAHRRER —HLMERBR— (54 T4 A
F§E 1mg : 2007 4F 10 A 19 H/&#F., CTD 5.3.5.1-3)
Fr MR NG R P A2 (MJR-35) DOEHIF 535k — = NEEREICBIT S
B G50AMER K OZ2MEORE — (74 77 A Mg 1mg : 2007 4F 10 A 19 HAR.
CTD 2.7.6.8)
BRI BUERA e AEINE R P ) F 2 b (MJR-35) D5 IRFHIE B E 265 & L7 Bt s AR
B (7 47 A ME Img : 2016 4 12 H 2 H&FE, CTD 5.3.5.1.1)
FR U BAL NG R . P A2 (MJR-35) DO E B RE 264 & L= % H% T4
B (7 47 A ME Img : 2016 4 12 H 2 H&AFE, CTD 5.3.5.1.2)
KIEE BE fth . KEE L 759, 2017 ; 45 (6) : 907-920
FRHR R EALNE R . P F 2+ (MJR-35) OF = RAHIERE 264 & L AR
(74 77 A MiE 1mg : 2016 4F 12 H 2 HA&AR, CTD 5.3.5.1.3)
Osuga, Y. et al. : Fertil. Steril. 2017 ; 108 (4) : 673-678 (PMID : 28911934)
FR R B4 NG R . P ) A2 b (MJR-35) DO ERSIERE 264 & L= B 5
B (7«7 A FE 1mg : 2016 45 12 A 2 HA&GR, CTD 5.3.5.2.2)
Osuga, Y. et al. : J. Obstet. Gynaecol. Res. 2017 ; 43 (9) : 1441-1448 (PMID : 28737239)
FEHBREEBOEANE R . Vo ) F A FOFEARBR — b e S AT v U FERICHT AR A
OfRf— (54 F 7 A FEE Img : 2007 4 10 A 19 H/&KFR, CTD 2.6.2.2)
FFRRUEBGEHNEE . V= ) F 2 FOEERBR -t F =X hu S U/ RIS T HREARED
WEt— (5474 % ME 1mg : 2007 4 10 A 19 H/&#R. CTD 2.6.2.2)
FFMRUEBGEANEE . V= ) S 2 FOHEERBR - N TV Fa U/ IR D REARED
Bat— (F 4% A FE Img : 2007 45 10 A 19 A&, CTD 2.6.2.2)
FEHBEEBOEANE R . Vo ) F A FOFEFRBR — b N v aanF ad NIRRT 55
ABREORRI— (F 474~ A MEE 1mg : 2007 4 10 H 19 H&AZE. CTD 2.6.2.2)
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22)

23)

24)

25)

26)

27)

28)

29)
30)

31)

32)

33)

34)

35)

36)
37)

38)

39)

40)
41)

42)
43)

44)

FrMRERA NG R V= ) SR MR- e s AT oy - T RrsrB L

W7 vaanFad REFEICHT 27 F=2 MNEWORE — (7 1 75 A MME 1mg: 2007 4

10 A 19 A/&GE. CTD 2.6.2.2)

FrHUERAGRHENEE P ) A A NOFEHHRBR —b P A b AU BRI T AT I =&
MEMORKG — (54 F %7 A2 ME 1mg : 2007 4F 10 A 19 H/&R, CTD2.6.2.2)
FEMRURIGGEHNEE . Vo ) F 2 FOFEHERBR - NI x T aF af RRFRICHT D
T A=A MEMB IO v # A= MEMEOKEF — (7 4 77 A ME 1mg @ 2007 4 10 A 19
H7&#8, CTD 2.6.2.2)

FiHREREEHNEE : O ) F 2 FOEKEREBR—b F T Rasy - JlaaFa l Rz
BRIk 27 2 T =R MNEMORKF— (7 4 7% A FME 1mg : 2007 4F 10 H 19 HKGE.,
CTD 2.6.2.2)

FERRURIGGEHNEE : Vo ) SR FOFERR - A b AU ERELET y PO EER
Iz R E 58— (5 477 A MEE 1mg : 2007 4£ 10 A 19 H7&FE., CTD2.6.2.2)
FERRURIGEHNE R : Vo ) SR FORBERBR - A e U2 RELET Y MBI AT
= HEHEINIHIER OB — (57« 77 2 ME 1mg: 2007 4= 10 A 19 H &R, CTD 2.6.2.2)
FERBEIGEAENE R = 2 7 A N OFRBEERER — U X T RO R EIC KT T (McPhail
WBR) — (547 A ME 1mg : 2007 4 10 A 19 H%&GE., CTD 2.6.2.2)

Irahara, M. et al. : Reprod. Med. Biol. 2007 ; 6 (4) : 223 228

FERBEIGEANERL . O ) F A NOFEHRBR — 7 v hERAWET > Ra 7 AR ORG —
(7457 A Mg 1mg : 2007 4= 10 A 19 H&GR, CTD 2.6.2.3)

FRHBERR NG R V= ) SR NIRRT > "W vaanrgas KMEFD
Bat— (F 447 A ME Img : 2007 4= 10 A 19 HA&GR, CTD 2.6.2.3)
FEHBRUKBOEHNEER . Vo ) F A NOHEHRBR — T v hEHWEZI X2 T varTF as FEH
OfEt— (54 74 A FE 1mg : 2007 £4£ 10 H 19 H/&ZE. CTD 2.6.2.3)

B MBLKIRGEAENE R . U ) R S OEERE — KER O R 5L DL OAETERN SN K
ETEE— (547 A ME 1mg : 2007 4 10 H 19 A&, CTD 2.6.2.2)

FR R B4 NG R . P 2 A2 b (MJR-35) DB SRR — Rk A L PEic 1) 57k
LB CETRERBR — (5 0 7 A ME 1mg : 2007 4F 10 H 19 H&RR, CTD 2.7.6.5)

PR R BAE NG R . P A2 b (MJR-35) DERK SRR — 7= NEEREICBIT 5
RIVECERERBR — (5 47 A ME Img : 2007 4E 10 A 19 A/&GE, CTD 2.7.2)
Sasagawa, S. et al. : J. Endocrinol. Invest. 2008 ; 31 (7) : 636-641 (PMID : 18787383)
FEHBEEBOEANE R . Vo ) F A NOHEFRR — 7 v b ENEAFBHET VBT 5H
ik— (F 4% 2 EE Img : 2007 4= 10 A 19 HA&AFR, CTD 2.6.2.2)
SR AR B AENERE - P ) F 2 b SRR R — 7#%%%Wﬁ§%@ﬁ%7” BFDDEHE
ik— (F 4% A EE Img : 2007 4= 10 A 19 H&AFR., CTD 2.6.2.2)
FrHRSRIREAENE R . =/ 7R R OISR — tb%amﬁﬁ MR D TR T T R
— (F 4747 A hE 1mg : 2007 4= 10 H 19 HAR, CTD 2.6.2.2)

Fu, L. et al. : Fertil. Steril. 2008 ; 89 (Suppl 3) : 1344-1347 (PMID : 17511992)

FR R B AL NG R . P 2 A2 (MJR-35) DEGRK S EIRERBR — 1= N IEE BB 2t
G b LT REEM SR B REMRIT — (T ¢ 4~ A M EE 1mg: 2007 4= 10 A 19 HA&GE, CTD2.7.2.2)
FrH RSB EAENE B - MIR-3519 W) 20 [R5 E R

FEHBREEBOEAENE R . Vo ) 7R N OWSME R Y Eh e B — R AN BRI B 5 A=
BFIARORH — (5 4747 A FEE 1mg : 2007 45 10 A 19 H/&#E., CTD2.7.6.1)
FrHBSEIRGEAENE R = 2 7R N O3B RERER — Mk B — (7« 77 A ME 1mg:
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45)

46)

47)

48)

49)
50)
51)
52)
53)
54)
55)
56)
57)
58)
59)
60)
61)
62)

63)

64)
65)

66)

67)

2007 - 10 A 19 H7&GR, CTD 2.6.4.4)

FRHBEEBOEANE R . = A N OWEhiERER — - BITEORS — (T4 47 A Mg

2007 4= 10 A 19 A&, CTD 2.6.4.6)

FFRRUKBGEANE R . Y A FopEReRR - v FEZABRS D) — (T a7

A M EE 1mg : 2007 45 10 A 19 A&, CTD 2.6.4.4)

FrMRSEBOEENERL . O 2 hoEpEiERE— v MR A BRES (2) — (T4

A hEE 1mg : 2007 4F 10 A 19 A &G, CTD 2.7.2.2)

FrRRSEBOEENG R = X R oIy EERBR — v MBI 2 HERBRE — (517

7 A N EE 1mg : 2007 4F 10 7 19 H&FZ. CTD 2.6.4.4, CTD 5.3.3.1-1, CTD 5.3.3.1-2, CTD

5.3.3.1-3. CTD 5.3.3.4)

FrHBOEIRGEAENE R = 7 2 h O BIRERER — RN 59 5 CYP & RO/ (1)

— (F4 7 A ME 1mg : 2007 4= 10 A 19 H&AR, CTD 2.6.4.5)

B MBREKERGEAENE R = A b oK EhEE uft%ﬁ RFNZBE 595 CYP 4O (2)

— (F4 7 A ME 1mg : 2007 4= 10 A 19 H&AF, CTD 2.6.4.5)

FrHRGSEBEAENE R . U ) SR S OSKBERER — ﬁuﬁﬂ%@t NAF A RBEVE DRI

T AHREAREDMT — (54747 A bE 1mg : 2007 4E 10 H 19 HA&FR., CTD 2.6.2.2)

Hobe, G. et al. : Dienogest —Priklinik und klinik eines neuen gestagens— (Teichmann,

AT, ed), Walter de Gruyter, 105-117 (1995)

BRI RUERA e AENE R P ) F 2 b (MJR-35) DOFGFEEMEIRERR—27 7 ) 2Au~ A

O OEMMEAENER — (5 4 7% A FE Img : 2007 4 10 4 19 A&, CTD 2.7.6.4)

A APERMm AR« FE IBE BB 2 ShvaRm « iz, @R, 91-93 (2010)

INAR i PESR AR O ERE. 2005 5 54 (4) : 677-682

Ebert, A. D. et al. : J. Pediatr. Adolesc. Gynecol. 2017 ; 30 (5) : 560-567 (PMID : 28189702)

FEHBREEBOEANE R : = F A hOFEERBR— 7 v MR T 2R 5B — (74

7 A NBE 1mg @ 2007 4 10 A 19 H &S, CTD 4.2.3.5.1-6)

FERASRPGGEANE R U= ) S A NOBERBR — 7 v MBI DERVIE LR - (7«

F %7 A Mg 1mg : 2007 4F 10 A 19 A&, CTD 4.2.3.5.1-7)

FERBEBGEANE R . O ) S A NOEERB— 7 v MBI S IEIE OB AR & 5 5R

— (T4 77 A M 1mg : 2007 4% 10 A 19 A&, CTD 4.2.3.5.2-2)

FERRURIGEHNEE . V) 72 S OEERER — U XIS DB IE O E A& 5 AR

— (F 4 77 A ME 1mg : 2007 45 10 A 19 H&ARE, CTD 4.2.3.5.2-4)

FEHBUEBOTANE R . Vo ) F A N OBFERR — 7 v MBI D EFER X ORI 5

Br— (7 447 A ME Img : 2007 4 10 H 19 H7#&RE, CTD 4.2.3.5.3-2)

Fr MR EAE NG R - P R S O IR EL e uft%ﬁ VxR N ORHHTRET DA O

# (1) — (F 477 A ME 1mg : 2007 4 10 A 19 H#%&FE, CTD 2.6.4.7)

FEHBRBEBOEANE R . Vo ) 7R N O3y Eh R — /z/#xb®ﬁﬁ IR DA DR

B (2) — (F 4747 A ME 1mg : 2007 4F 10 H 19 A&, CTD 2.6.4.7)

KA %0 ATIZEE. 2000 ; 42 (4) : 939-946

FrHRSEARFEALNE R : = 7 A N OIEMBNRERER — CYP 2 RT3 7 5 LEEH OfEt
(1) — (F4F 4 A E Img : 2007 4 10 A 19 HA&GR, CTD 2.6.4.7)

FrRUGRARBAL NG R« P 2 A R b DS ERE R — CYP 5y FREC RS 2 BEVEH ot
(2) — (F 477 A M 1mg : 2007 4F 10 A 19 H&FR, CTD 2.6.4.7)

B MBRUKEGEAENE R . Y ) 7R R OB (7 4 )7 A ME 1mg : 2007 45 10 A

19 H/&8, CTD 2.6.2.4)

!
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68)

69)

70)

71)

72)

73)

74)

75)

76)

77)

78)

79)

80)

81)

82)

83)

84)

85)

86)

B MAUSRPGEAENE R . P 2 OIRBRER — v MEHRO MU RIETRE - (51
J 4 % FE 1mg : 2007 4 10 A 19 H7&FR., CTD 2.6.2.3)

FERRSRPGEAENE R . U S A NOIRERBR — 7 v MERIUZKIETEE - (T4 7R
€ 1mg : 2007 4F 10 A 19 H &, CTD 2.6.2.3)

FMBRGGEENG R - P 72 SO — b MR MO MEICRIETEE— (54
J 4 Z FE 1mg : 2007 4E 10 A 19 HK##. CTD 2.6.2.3)

FrMRSRGGEAENG R . P ) 2 S OB — b b RIZER SN OF R~ DI &
B — (54 F 4 A ME 1mg : 2007 4 10 A 19 H7%&ZE. CTD 2.6.2.3)

BB EENG R . P ) A S OSRBEABR — b MERALE RS S 0 7 KT B
AReDiEt— (F 474 A MEE Img : 2007 4E 10 H 19 H&ZE, CTD 2.6.2.3)
FEHBBEBOEANE R . U ) F A N ORI — 7 o b i/ IREEE S I OV EERE FRERH] 12 K IE
THE (invitro) — (5474 A ME lmg : 2007 4£ 10 A 19 H&Z. CTD 2.6.2.3)

Fr RSP EAENE R : U A N OSHBR - BRI OB HIC X D T v M/ MEEE R &
OV R RE R M F 32— (5« 7 A ME 1mg: 2007 4F 10 H 19 H&8.CTD 2.6.2.3)
FEHBREEBOEANE R : P F A F ORI — 7 v NI RIETEE - (T 457
A REE 1mg : 2007 4F 10 A 19 A&, CTD 2.6.2.3)

FEHBUEBOEANE R : v 2 7 2 b Otk — B G HERBR — (7« 77 A b 1mg:
2007 410 A 19 A&, CTD 2.6.6.2)

FrMRIRGGEENG R : = ) F A bOBMERBR—MT » MBS 91 BRI 0BG EMER
Br— (5 44~ A ME Img : 2007 45 10 H 19 H/%&:8. CTD 2.6.6.3)

FEHBEEBOEANE R . = F A b OB T v MBS 6 fEH MR 05 FMER
Br— (7 44~ A ME 1mg : 2007 4F 10 A 19 HA&GE, CTD 2.6.6.3)

FEHBEEBOEANE R . = A FOFMERBR M T » M2 5 52 MR 0 5w ER
Br— (5 474~ A ME Img : 2007 4F 10 H 19 A48, CTD 2.6.6.3)

B MRIRGGEAENG R« = ) A b OBmMRER — M IR T D 91 H RIRE 0% SRR
— (F 4 7% A ME 1mg : 2007 4 10 A 19 H7&F., CTD 2.6.6.3)

FrmRURIGEHNE R - Y= A2 b omtERBR— MY LIck i D 91 B IR O &G Er AR
— (F 4 %7 A Mg 1mg : 2007 4 10 H 19 HAFE, CTD 2.6.6.3)

B RURBGEENG R - P AR OmEREBR— MY CB T D 52 R 0% SRR
— (F 4 74 A ME 1mg : 2007 4F 10 A 19 A&, CTD 2.6.6.3)

Fr RSN AL NG R . = ) 7 2 N OF R — B inmtERBR— (54077 A ME Img :
2007 4= 10 A 19 &R, CTD 2.6.6.4)

FrHRRIREAENE L . P ) F A F OB —~ v ARAFMRBR— (51077 A Mg
1mg : 2007 4£ 10 H 19 H&#R. CTD 2.6.6.5)

FRHRRIGEAENE R . o= ) F A hOBFERBR— 7 v FRARMERBR— (57177 R Mg
1mg : 2007 4 10 A 19 A&, CTD 2.6.6.5)

FrHREEMEAENE R = R~ OB ERBR —HURMRER — (7 0 5 A ME 1mg : 2007
£.10 A 19 A7&GE, CTD 2.6.6.8)

. ZOtOSEH
KR L
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XI. 8&EEH

1. EHNETOHRFTIRR
V) A ME, FERNBEIEDEGE T RA Y 28 HREICRBW TR S TV S,
B, AFOBRIIEBTHREEITHE., HELOCHEIUTOLEY TH Y, FETOAZIRI

LITFER D,

OFERIRIE

4. MEEXIFIE

OFERMIEIZHF > ERDHE

ERAE

6. RZRUVAE

WHE L RAZIEY = S A RME LT1 H 2mg & 2 RIS, AREE 2~5 A H L&Ak sb

1. BERUVAZEICEAET 3IE
BRI L TR L CWARWZ E 2R L., VT AREY 2~5 BE LW 52K TH 2
Lo F L REHMAIIIER L OB A ST D 2 L, [2.2, 9.5 ]

E4 KA

=4 Bayer Pharma AG

HR5E 4 Visanne®

FIfz - R HEAI : 2mg

FE 2010 4E

WhEE - R + B PNIEE

Ri& - AE BehH 5 BRokh
b

Visanne®D iR %, A BEEMICHERRICWOTHAT S Z &N TE D,

1824 1 H 1, PHrd 52 &< TEIUEFE CRANC, SBER 5 IT RO
RLILITIRMT %, IEHMmOFEER & BMRZ < SEANTREERICHER T2 2 &, O
LoDy 7 R TIIE, PT 2 2 &R <RONy 7 DR ZBRT D,

(2012 4F 12 H BifE)
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#2. BHMIH T HERRIRER
IR~ DREICEYT 5 BMEHR (A —RX LS U725
HARDOEATCED 19.5 dbhw) . [9.6 &Z3lbw) OHEOLBIILLTOLBY THY, A—A KTV
T LR D,

9.5 #EiF
PERG SUTIEIR L CW D AR ED & 2 mMEIZIT R G Lan 2 &, BSERR (T v b, U¥F) 12k
WT, ZRIEE, ECROEME OREFPRBO 5N TWD, (2.2, 7. BZH]

9.6 &=5LIF
RALRNZ EREE LY, BWER (T v b)) IZB8WT, FIHTICBITT 2 Z L liESh T
11\60
ok

A=A Z7 VT 0

. . _ L B3 (2023 46 H)
(the Australian categories for prescribing medicines in pregnancy)

<BE: NEOHE>
A—A +Z U T743¥E (the Australian categories for prescribing medicines in pregnancy)

B3 : Drugs which have been taken by only a limited number of pregnant women and women
of childbearing age, without an increase in the frequency of malformation or other direct
or indirect harmful effects on the human fetus having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.

INRFICEEY HECE
HARDEA SCEDLBITLLTO LB THY | KED SPC LITRR S,

9.7 INEZ
INREE Rt G b LT A RWE R OV e 2 e & L7 BE R BRI E M LTy, [9.1.3 2R

H B REAS
H[E oD SPC x4 : Zalkya® 2 mg film-coated tablets
(2021 4= 10 A | 4.2 Posology and method of administration
%ET) Additional information on special populations

Paediatric population:
Zalkya is not indicated in children prior to menarche
The safety and efficacy of Zalkya was investigated in an uncontrolled
clinical trial over 12 months in 111 adolescent women (12-<18) with
clinically suspected or confirmed endometriosis (see sections 4.4 and 5.1).
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XI. {§&

#1. RF - REZIRICHE L TEREHMZITS2HE=>TOSEER

(1) #$
i R b R
HEE  HIROMWEbEEN SR

(2) B - BAMRURERSEF1—T0@EBHE
i R P R
HEE  HIROMWEbEEN SR

#2. TOMOBEEEH
c PEIR ANF2IR A KT A v — i@ AR R 2020
https!//www.jsog.or.jp/activity/pdfigl_fujinka_2020.pdf (77 & X : 202346 A 20 H)
- BT EM
- BERREE
(Vx> ) 7P A MiE Img [£F X ZRASINDEBE S A~ KL< 5000 FENBE —Wig & 1G5 — )
(V) FANE Img [£F %] 2RASNDEEIA~ KO0 T ERHIE—HE L6 —)
- BF HFE My Diary|
- ERBERE T YA b
https://www.mochida-sales.co.jp/dis/product/dge-h.html
https://www.mochida-sales.co.jp/dis/product/dgeod-h.html
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