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7. REERVBREOREN

&Y LR

8. th¥l&DESEILL (WMEILFHEL)

AR L




9. A
HiE - B WEHERBRE O RuE) )
Zf - FlESEL 50rpm
AR 900mL
fEA © RS ORI AR pH #iHIZ B W T, e RIEHELZ R LT,

10. && -2

(1) FEMVELESR - A%, AEHLI/AERLEELS - AXCHT 2ER
BN ONANA

(2) %
PTP : 100 £ (10 §£Xx10)

(3) FPiREE
A% LR

(4) BBEOME
PTP al¥: RV 7mrbvLr CEHERIZVWEWE) | TAI=U A
ro—adt Ry e s

1. BB S h D EHE
R L

12. ZOfh
R LR

10



V.

ARICEET 518H

3.

MBEX [EBNR
OFENIEIE
OFBRBIEICH SERBONE

SEER I RICEET 535
RE STV

RZERUVAE

(1) RERUVAZEDMHESR

WE., BACIZY 2 A A RE LT 1 H 2mg & 2 BISH T, AREM 2~5 HA L ook s4
éo

(2) RERUVAEDRTERRE - R

(V.5 BREME<FERNEE> | O (3). V.5, BRBGE< 5 BRGEICEE © BiRotkE> |
DIE (3) &M

4. RERUVHAEICEET IR

1. BZERUVH=ICEAET 5FE
TERICER L TR L TN Z L2l L. T ARE 2~5 HE K0 &5 27T 5 2 &,
Fio, IBFEMIRR IR ORI A SE S 2 L, [2.2, 95 2]
[fZER]
R E 2R L QO D ATREE DO B D IR A~DOFR G IR TH D Z b, BE LT, A 5B
WBIZHTe> T, HRLTW W L 2fERT AL Ebic, LT AREY 2~5 HE L RERK
THZ L, Fio, ROBHLIEEORNVEMEORBITIR T, RF ORI T 5 AlaERH 5 2
END, FERNVEOBITAIT) 2L ERRE LT,
VI 2. Z22NAEEZOEB ] OFE 2.2, V. 6. HEOYRE2AT HBFICHET2EE 0HE (5)
BLO VL 7. FHEEH] OHSMR
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5. ERPRRLIE

ARG &R C o D I S MR Tk, —MEGRBAN OB GREO RS & TV D,

<FEREE>

(1) BERT—2/1\vir—2

£V—1 BETF—8/Syr—3

Phase B B | RalE | EMBE BE

g | JANERRASIE e | o | i o ke

g | IANERRASIE | e | o | mit o kst

514 iﬁ*@%m*ﬁ@ - | e © | el o R HTE AR GEAN)

w1 | AR | | o T AP T B E R L
16 13 7= WG PR SR B R

o140 ;Efﬁﬁ%kﬁ@ | - T 5 00 A P [ S SR

L | AR | | o CYP3Ad LEH & OM (%
12 4 Wt U 7 B A B E S8

o | PRATERRERE | | o ORI 7R L0 BB AR U
9 pi P BRI (SRR

45 T4 gﬁﬁ*amﬁﬁ%ﬁ o | © C | s TR (ESRERR)

5 14 gﬁﬁ%ﬁmﬁﬁﬁﬁ O — | mERsass ek

45 T4 iﬁﬁ*ﬁmﬁﬁ%ﬁ o | © — | mmEn e GRIERE)

P TR R B A L
45T ;ﬁﬁ%EWﬁEM% o | © | U Ao bR (AR
=%8)

e | PAATERERE | O | o AL R AR R L R

135 4] 53R

© : FFAME A

O : &%k

12




(2) BRRRZEEGHER
DRMHER
1) BEEOKEHER S
RV—2 BHEEORSHBOHE

HBRTTA > | e, 75 CRAR. W TR

IS RN 2t 24 £

FRBHEEAE | Filip 20~45 FROBA I THREFE &Il S hvic otk

FRERNEE | i TR L TS afRetEO & D A, IHF O A7 L
SER A Vx4 AN 0.5mg, 1mg, 2mg NI 7T BREKAEE 6 FlOREE N Lt
BRI IZHE A N B NS
FTHfIE B DEE, EEik
faR
OFEE=ER

TITRARBTIERO N hoTe, Y A MEERHCEBT 2 EEESE. 0.5mg BED 6
FilF 161 (16.6%) (2 11F, 1mg FED 6 FlH 1 6] (16.7%) 12 2, L 2mg #ED 6 i
1 3 ] (50.0%) (2 6 1388 HALTZ, 1mg BEOFER 1 18, Hals 1 EASTPAEEE Lo E S iz s,
ZOMITETRETH -7z,

Q&IEmA
YA 2mg BED 6 BT 1 (16.7%) I[ZEFE DT A 1 1FE O HALz Ay, MEALE T
P
®V-—-3 FAEEZR—E (HEEOHEEHR)
‘52 HEREES AE (PIT/HFRFEDRRRBR2)
0.5mg I—-3 K (72 L)
1mg n—7 SR (72 L), B (e L)
m—5 EHE (22 L), Bmdm (Z2L). B8m (B2 L)
2mg m—e6 gy (Beb L), BEE (e L)
m—7 AR (e L)

a: AEFRORRBEOHWHL, e L), DLW, TV ], IR © 4 BREETITbh, TEEb LW,
(HY | ZaWER (RARBRAESE T RVAEFRSR) L LK,

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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2) REROBREHRE
OREROKEHER (5= :0. 1. 2mg/H) 7
£V—4 RELOZRSHBROBSE
HEBRTHAY | 740k, —HER, 77 AR
* & TR RN 2 18 151
FHREHGEE | i 20~45 Bk ORMRAE IS\ TRERE & fllr Sz 2otk
FABRNEE | MR UITRE L T D alREMEO B Da A, I ols A 7s &
— Yx A b Img/H., 2mg/H X7 TR %E 1 H 2 BN/, BRE6 Flo
R fERERR A Ao 11 18] (6 HE) RERA#S- LT,
FHIE R HENE, EpHhhe

ER
OEEEZR
HEHEGT, 77RO 6 % 341 (50.0%) (261, = /7 A K Img/HREED 6 fiF 2
B (83.83%) 12 31, 2mg/ HEED 6 5 3 B (50.0%) 125 HiRD BN, 77 R X
W=/ AN Img/ FEEOAEFRIT, ETRECTH-72, Y/ 7 A 2mg/ HEEOHFL
2 51 2 {4 X OMEE R 11 1 X ZEE L HE S, ZOMITETRETH -T2,
QEIER
7T R REED 6 HlF 24 (33.3%) 122/, Y=/ AN 1mg/HEED 6 il 2 41 (33.3%)
W23k, Y=/ A L 2mg/ HEED 6 il 1 6] (16.7%) (2 18D Lz, & TERE T,

WAL S BERLE TIE R LTz,
®V-5 FAESE—E (RELKLOESHR)
BE5E HREES AE (PT/H5RMEODRERBR2)
[—5 ﬁ@ﬁwiw(FL)\IE%Emm(ﬁbbwk
5 R R (72 L), M (e L)
I—8 AIEFEHIf B L)
n—7 R (72 L)
Img/ i I—-3 gom BEb L)
I —4 Hiw GEb LW, REFEHm (Bb L)
I—4 fEf (72 L), MEHEIm (2 L)
2mg/ H on—8 R (72 L)
on—9 WEMEEEAR TR (72 L), AFER (BEb L)

a: AEFEZORREEBROAWNL, 72U, b LWw, [HY ], IRH] O 4 BRETIiToh, b LV,
(B ZEWEH (REEBRAEETERVWEEESR) L LA,

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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ORERO%KS - BN (R5= 0, 4ng/H) ®
®V—6 RELOKSE - ENHBOME

RBTIA > | 7o 7 Ak, EER., 77 CARRLE

IS PRERERR A 2t 9 161

FRBHEEAE | Filp 20~45 FROBE I THREFE &l S hvic otk

FEBRNEE | IR L TS MO H St AN, IRALT O N2 E

HERTTE

/31//7Xi\4mg/E1Xi77"ZT7§:1E12IEI o, R (U
ZAe FIXIL 36 (21118 (6 HfE) REROEE L,

ST A E DRVE, HKEhhe

BR
DHEEER

77 AREETIE 3 i 3 # (100.0%) 1T 10 . Y=/ F A b 4mg/ HFETIE 6 i 5 £

(83.3%) IZ 19 @B BNz, Y=/ A b 4mg/ B OFERE (1 # 1 1F) .

) IZPEE LHE S, TOMITETERETH T,
Q&R

TR REETIE 3T 2 6] (66.7%) 12 3 HERD HNT=0, & TRET,

M L7,
VAN 4mg/ BEETIZ 6 il 3 41 (50.0%) 1T 34 ERD BTz as,

HkEE (1613

WP HEALE T

Z D D BRI

161 I E CYER L,y R = b — i 2 ] 2 f & SEALE ¢ NFIFIEFR ] H250
T TIEHE ) 128 LT,
RV-—7 FESEHE—E (RELOES - BEMEHR)
BE5E HREES AE (PT/H5RMEODRERBR2)
m—2 ik (72 L)
M—4 MHMEEESE (Ze L), ok (e L), MM (72 L), MRS
7I R w (Beb L)

;Er (fccl_/) .LEV( bbb\) ﬁ'L“( bbb\)\

Al

=g (BEbH LV

=6 RGN (2 L), 752 LB (72 L)

M1 WHMEEA TR (7 L), &P (L), hrr BV T F b
ar v MESEEN (7aL)

mM—5 A (Zp L), HEsm (Zp L), B (ZrL), =T

m—7 g% (72 L)

HLY)

4mef e | T GxL). WRGER (k). %R (D). m=
NTF = (B L)

S (5 L), W (R L), S (L), [

m—9 (L) Ml (7 L) I (72 L) Mesass sl (5

a: AEFGOREBEGROHBNEL, 72 L), TBb LW, [&0 ), TP @ 4 BERET
(HY ] ZEWEH (REEBRAEETERVWEEESR) L L,

Tt TEED LW,

o AHOARRAE - AE&E Tl RAKEY= 7 A& LT1H 2mg % 2 [FIC
HEXWROEET S,

Gy, AREEM 2~5

15




(38) AERWHRAR
BTEASE I #HEER ©
xRV -8 HI#E IHAROME

HRBRTHYAY | T2k, FER

X R FEPIBE R 72 4

FAIE LTI /8m 2= v —UIFAEIC & U%Eﬁﬁfkﬁﬁéﬂk%%\%

s | OVITHRDE (BELEETEE MRI BSIBE{L), CT (2> Ea—
SEEER | | emine)) o R PR SRR S LT T b I D%EWﬁrg
B ST BE

FERRNEE | TR SUTFIR L TS a[REMD & 5 B, ‘%%@%%ﬁk

Yx ) AN Img/H., 2mg/H X% 4mg/H % 1 H 2 [AIC45 1) 24 R H#%

AERTTIE HE LT
Atk *&ffﬁ‘kTH*f (24 BT IERE) (ZH BRSO B RIER (TR,
B . PEGER. PEASTR, PNR2IPER) @*Eﬂﬁﬂﬁzﬁf“j’ocl:(}ﬁﬂﬂ AT AL
FEFEEE (#7Z Ao, 5 JBtoflR) oL ke LT, &
RGE, dag, R0wE, AL, BMEo 5Ex[$%:lbct(}n¥{ﬂﬁ7 T/ﬁ‘

GEEm L7,

BIRFHMEBIEE | Zatt : BIEH R

AN EREEEE SOV CRME SIEGHEII 92 TEMUE ] BB LU Tk
FRATETE 7 OEFIEOEIGZUERE L, 3R THE L,
e REEIZ OV T 3R THE L, BIERIFER DA L Lz,

HR
DeBREEDHER (?95}%“75#) - T EFHERE
BT (24 WOUIHIERE) O TfRdcBRE ) o 865 U EOSESRIT, 1mg/ A, 2mg/
Eﬁ?4mgaﬁf%h%hﬁzmauwwxgawau&%LSLweuam)?@oto
(%)
100 ITEAEE
mE it
L 1x® =
EER -

==

=

Hl =9%E

Db S Hit

A
(2116)

1mg/B %58 2mg/B 1% 53 4mg/B %58

V-1 £BRUEEOHRER (R5KTH)

B OBl g (GEIIYEE AT SCE O FIBURHT e 56150 TRd,

EMBEE . AREROBIESEERE (AR O AR, H BRSO B RIER) I JUMTERT R o
SEEE (X7 T Ao, FEErEORIR, fRGEE (NEREERER), 7 EE
R) BIECEE ZRE L THEUEE, W, U, AR, Bo b BifE LUHER
RE AT L 7=,

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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QEIERHXEE : BIXRFHEIEE
BIVER O3 BT 1mg/ HBETIE 21 64 13 61 (61.9%) . 2mg/ H BE 25 i+ 17 6 (68%) . 4mg/
HEE 26 B 13 1l (50%) IO B, HEICE DRI 2ENETRO SN2 hoTz, EE
ER B REOAFH 1T, AEFEHIM (25.0%), Ed (11.1%) ., BEE (6.9%). FF. %
TH (% 5.6%), IR (4.2%) TH-o7-,
ARBICBNT, HCHlZE0EEREVERIIRD biehotz, BEFIEICESZRIEA
2% 2mg/ HRETIE 5 Bl (FRIE7 & il 2 6, GIIR M OREHIN, V5708 & OO & OB U &%
ORIEF = i, BEOA% 160, 4mg/ HEETIE, 361 GREMED EVROELD, RIEFEH
i, 9 2% M OVE R & OARARAE & VR ZE e OV BRIBOR & OV ITHIE) 786D HAL, 1mg/ H B TIE
ﬂ‘bbb%hfcﬁi))of;o

(&) BHT—42
ﬁ%%ﬂ’fﬁﬁ%ﬁ C FEREEICKNT S HERGHAER 0
551 H1 3 THI I M O = NEE & 2l ST BE 25810, =/ 7 A b 1mg, 2mg

Xid4mg & 1 B 1[0, 24 WAL L, ZORMEERF Lz, 7286, Img/BEHE, H
IR X OMERES T O W T HICEB N T HEERRO LT, M TELEDO AR IEE i
BRO LN, KAHETOMmFE 4 FlcHik Uiz, BEBRMGATIE 2mg/ H#E, 4mg/HRE
DEBIN T Na A3 —CTHENBIERZNHER I NN, HEKTRIZIX 2mg/H#ET
I% 23.8% (5/21). 4mg/ HEETIX 20.0% (6/35) DIEMFNFE NIEERZ DR SR>
7=

if_\2mg/ Elﬁi 4mg/ H#ED r-AFS 53% (Revised American Fertility Society classification :
KEARIE PRI LD FENBYEDBELESFE) % TR LOE M OIEROEI G, &5k
ﬁmi%ﬂw%“n 65.5% (19/29). 57.1% (20/35), FE-# THIIZ N L4 14.3% (3/21). 30.0%

(9/30) T, WTFNOREFFITIBNTHEH M F L OB M ORERF] O TS (38555 T R
LT,

[Jyz/5zxremgBiEs#H YT/ 472 bamg/BR5#

533 B8 9.5% (2/21)  II#A 3.3% (1/30)
l [}
M I3 | me 4.8% : I
27.6% %g/'s?s/? (1721) " | 26.?52
80 (8/29) T#o5% — 1 (8/30) [ |
- 04 (2721)
E e 0 | 34.3% T e —
o 37.9% (12/35) 52.4% 15
2| (11/29) (11/21) 50.0%
% 40 — 1 1 (15/30) ||
I &8
[HE | | %
20 345% | (Eae) BEEL el
(10/29) 23.8% 0.0%
O (5/21) (0]
R SREMEET ST

HMV—2 rAFS HHHICK2FEREEDETE (BHNT—4%)

B o D FL A VST BB A (r AFS 53145 B D B FHI 6180 %2R,
r-AFS 7538« KEAE 2T L 2 FEWNEE DEESHE

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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Y )7 A S 2mgl HEER X O dmg/ HEED r-AFS A2 2 7 ONEHEIL, WREE b (23 5B AbmT

(114 B X097 T L, R TH (3.6 BLW3.9) ([CAEICHED Lz 2mg/ HEE ;
p<0.001, 4mg/HEE ; p<0.0001, Wilcoxon Sign Rank Test), 7233, 1mg/HREIXHIEA D
72, FHERRETH o 7o,

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

V-3 r-AFS X227 D

FOE T T NI FLE AR E R T,
* : p<0.001vs. B 5-BRAAETD 2meg/ HEE (Wilcoxon Sign Rank Test)
## : p<0.0001vs.3&E5BALERTD 4mg/ H B (Wilcoxon Sign Rank Test)

EELSHERRIIS RO LN, 9D, 4 FHXREBMRICBEI LT, "REMED W &I
S, TOWRRIT, &IE, ZEED Fu, FARARFERETCHEIE DY 141, Akt FLIR
WA, ILEER N 1, s NG, FERErEDRELZERa AN 1 B, EEYR. AENR. PR IAEE 1
HITH -1,

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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(4) tREERIEHER
1) AEREEER

%% 1R 1.2

KV-—9 ®REFE IHEFABROME

HEBRTHA Y | 7oA, —EHER, WATRERLE
SIS B NEE FB S 183 il
Z88 A2 a B —FBREIC L0 FENEE & 2k S BE D B DV IR
FABGREE | D BFWEE, MRI, CT) (2T = NBEMEER IR SN2 L1
L0 FENBEE & 2R S ERE
FRBRONEE | IR UTERE L T D AlREE D & 5 B W%%@%%ﬁ&
SERFE Yx ) AN Img/H., 2mg/H XX 4mg/H % 1 H 2 [AIC4y 1) 24 R H#%
AR A#eE L7,
HE &5%7%(MLXi¢mﬁ) ZHREELA O BRER (TS,
W, e, PEASTR. N2 ﬁfﬁ)@%ﬁ&ﬁfkivmﬂﬁﬁ
FEFHMEEER (7T A@EOmRE, 5 8O RIR) OWEEERE LT, &

B, o, ook, AL, EBLo 5 B R X OGHEAH T%
AREm L7,

Bl R 15 B

waeft - RIS EIR

FRATETE

M BRRSGEREIZ OV TR SUE BRI RT3 5 EESGE | B LN e
) OIEFIOEIE AWERE Lz, £7-. HERISBERICOWT
Mantel-Haenszel @ x 2 B EIZ L Y WfHl 5% DA B KMETHIE LT,

Zaett  AEERBLORIERRBEREEH LT,

R AR A A I 3R T, &5 8. 16, 24 B L O G T 4 181
WCHIE, FEm L 7=,

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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R
DeRBEENORER (BEKRTH)  TEMER
M= | 2R 20 7 A EROGEIR IR b v o 72 (p=0.366, Mantel-Haenszel
D x2RE), HEWHLERIT Img/ HRET 13.8%. 2mg/ HFET 33.3%., 4mg/ H#f 17.9% T >

7=
(%)
100 = it
CF =
L] wvE
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#

MV—4 £RHEEOHREE (KRE#HTH) [PPS (Per Protocol Set) fEHTx{%]

B OBl g (EPYE XUTSE O GBI 50150 TRT,

EMRERE - AR O B REROBHRSGERE (IR, MR, JHER. M. NR2REm) &
FOMBFEAT R OBRSEEE (¥ 277 @O, F5 aTBrEOfiR) e L TEHEHL
ET o, OUGE, AL, B 5 B K OWHIEREET R L 72,

1) Al A REE B 727> 72,

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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QMR EENERESR (BEHRTH) : BIXRFHEIER

FARRERELISN O BRI OMEFESGERE ] o [HEEWE) DL EOSEERICREHFIICH B
FAENIGERITRO 5N h -7 (p=0.180. Mantel-Haenszel ® x2#7E), 1mg/BED
BRI L 2mg/ H#E. 4mg/ B BEDOSEFRITN 10%m < . HEOHEMICH © SR o b
AEMARD b, o, FWSERIL, 2mg/ A Kb RN -T2,

(57 Z A @O OB B0 [FE @ EORIROUERE ] o THEEdE] UL
DOWERIL, FHEHCRBRE Ch-o7n, £z, FUUERIT, WTFIUTEB W TH 2mg/H
Db mnroic,

£V—-10 ARBUNOBREKROBIEREZE. ¥/ RBEOEHEOBEES LU

FEAHEDOHROBEE (RS TH)
EH | hEE | BE

|

by % NEE E 2 B E°
=] ‘5 S B o % 1t iy &8 | plE
S 13 22 15 8 0 0 58
m
AL i (22.4) | 60.3) | — _ _ _ _
24321 =k: A X 24 16 12 3 2 0 57
2mg/ 0.180
eseom | IR o [ o | - — — — —
FhEUGERE . 16 25 11 3 1 0 56
4mg/ H#f
(28.6) | (73.2) — — — _ _
D 10 15 23 8 1 0 57
o e (175) | (43.9) | — _ _ _ _
77T 14 15 17 9 0 0 55
EOMRE | 2mg/ B 5.5 | G2.7) 0.721
DUESE - . — — — - —
J— 11 16 11 14 3 0 55
m
£ (20.0) | (49.1) — — — _ _
) 7 18 24 6 2 0 57
1mg/ H#E
- (12.3) | (43.9) — — - — _
) 16 11 17 11 1 0 56
PEORIR | 2mg/HAF (28.6) | (48.2) 0.801
DYGERE - . — — — - —
dmef BB 8 15 22 7 3 0 55
m
& 146) | (41.8) | — _ _ _ _

P OEMEIIHE (SEROREY) 27T,
RBELUNOBEREKOBERERE :
AL O B IR OMIEEERE (TR, W, PR, M2, NR2RPEYRE) % 5846
A& bl U CEBISGE, UGS, \EUGE. R, B ko 5 BREE UGG R RE TR L 7=,
HEFRR (F9SREQEHE. FEASHEOHR) OHEE !
M TEFT RO FIE A ¥ 5-BRAAET & ik UCRESE, PEEUGE, BEYGE, AL, Bbo 5 B
P F5 L OV AN R CRAM L 7=,
a : Mantel-Haenszel ® x 2 f37E

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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QIUEFEFIR T TA—ILRE
MiEFTA ST VA= VIRE (5 8 H~F G TH) OFBIEIL, 1mg/ AR, 2mg/ H#E,
4mg/ A FETENZE I 84.5pg/mL, 37.4pg/mL, 26.2pg/mL TH V. HEKISEEEMRFED L
7= (p<0.001, #ulk LHIET — % Ot ; AERICKT 2 2R OMmE),

(pg/mL) e—e 1mg/H
200 =—a 2mg/H

iir} A—a 4mg/H

V1

B 150

I

A

k

S 100+

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 MBEDIRXFSTA—ILEEDHTE
[ D45 STl R 2 2R T,

@RIERAFRERE : BIRFMIER
BIEH OFBUL 1mg/ HHETIE 61 il 37 51 (60.7%) . 2mg/H#E 60 7 35 5] (58.3%) .
4dmg/ A #E 62 il 40 5] (64.5%) (ZFE b7z,
TREWER B REDOAR) X, AEFEHIM (43.2%). B0 (6.0%). i, LEAPR (%
3.8%) . FEIWED TV, IETYH, ~ETm @, (KEEN (4% 3.83%) Th-oiz,
ABRIZIBN T, FECHNTERD Do T, EEREIEHD 4dmg/HEET 161 (7= NIKHE
FEIE) 380 btz B FIEICE > ZRIERA A 2mg/ B EETIX 141 (ORIE75 i M OBEfilit
FRG9%) . Amg/ HEETIL 3 ] (A MEREDRD . B R OFEIED £, RNIEFE Hif) 78
i, 1mg/ HEETITR D HivZe o 7=,

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],

22



FEMA-EEREEREER v 10
RV-11 J+HL) UERERSRENRE LI-FLSUABROBE

SHER AR T MM, ZEER, FEIRE, WATRREE (TR BRI X TV
IV THA ‘:v_{f)
xR = PIBUE B3 255 3]
Fo8n A3 B IREIC LD FENEE L2 S BE, B D VIR
FHSREE | Dl (BEREEESE MRD (K VIIEF g oL — FERAHEERSh-Z &
2KV R NBRE & 2 S s B
FREBRNEE | G IR L QWD AREME O B D . AL oBRE R L
ARJEM 2 BB XY 24 8RS
PR G U AR 2mg/H (4 2) + 7' LU UERBE ARSI D
SERAE 7SR
s PRI HRE - T2 LU CERRSHE SR 900pg/ B (43 8) + Y= A K
D7Z 'R
BhE A RR LIS O B FER DR SE I L O pr R OBEFRE UGB K
0 AR A P E T D A AR E A B E LT,
ERUEE OREREER B L OV OREEEE &2k 5 FE
O A REELISN O B RIER OBEFESCERE (T8, Mm. e,
I, 2R O & S 2 G U 71— B )
T EMEL OB ROBHEUEE (X7 7 2@ ofsE, & &0 HIRO
KOE 2 S U - B )
BIEBIZOWT 5 B (0: 22 L~4 : BEEIEE) HIERSH
EERR L, #ERIBOBEIEEDEND D 5 CORRE L7 il
HELZHEV, ARRIRELAAN O B FESEIR X o7 R O M o8 B A ik
E LT,
LAk BIVER R
B BT 2 2 b — NREIOM/NEIX, FFETRDERE LY, 5 B
CEBHE/N - 50%LL b, #i/]s © 25~50%ATifE/ 1N, 2=ofE/N © 10~
B R ETE1E B 25% AT/ N, AR L 10%ATHOZEH), HEK  10%LL EO#KR) <
M L7,
LM EEEOELE
B B TR D SRR EEE I ST, BRI S e mI T et 5 T35
] BLO T8E] OEFBROBNGELERE L, Y=/ 72X
- NEE L STFRBEDO R DO SFERDZED 95%15 HE X[ O T [RAE —20% %
IELPERFE (A=20%) Ef%E LT, MEEROKEROEL LW
9B%EHXMAR M L, FELHMECOWNTHHG L 72,
el FERESE LORIERARBELZFE L,

23




R
OLBRBEEOHREE (BES5HLRTH)  TEHEEEB

FHELY RFRA LV N THLEMUEELFE L Li-dER (BHKTE) I2B\wT, Y=/
FANOKMIBIE (7' LY UEREE SRR Sk B IEL R S Lz,
ARERE O AR, RIS O BRIER, R ROSTEE T 5 15 NEYEBRF & x5
& L7 “HERLERER (24 R 5) (CBIF 5V ) F A O T ek EE (B 558 TH) |
O ek L EDOSFERIL 78.1% (100/128) THh -7z, £i-. Y=/ 7 A +d [ HERELAL
O BREFEROBIESEE (G TE) ] © [H%E] D EodEERIT 80.5% (103/128), [
AT ROBEUEE (5K TE) ) © t%E) DL EOUGEERIT 78.1% (100/128), [ A &I
O HRESEROMFESEE (kAR TR ) © TdE) DL EodeE#RIT 63.3% (81/128) T
Hol,

(%)
it O i
S OF %
80 78.1% 808% o momE
Yy =
g ] : m ER%E
S
40 -
204 . R o, I
O_
STH RN SR
(n=128) (n=125)
reE] UEORERQE
SIJHR B -RRE £ D95% (SRS
—2.7% —12.6%~7.3%

FELMEDORAE : 4=20%

RV—6 #“ELTEHOLAANEE [FAS (Full Analysis Set) fEHTxIR]
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QRIERHFXHE . TEFHIEE

BIEF OFBULY = 2 72 FT 129 filH 129 ] (100%) 28O bz, EZREIERIITIAIE
FEHIm (94.6%), 1FTY (49.6%). FEJE (24.8%). 190 (9.3%). THEHIH (7.0%) .
CA125 #8701 (6.2%) . HIE, FHAARE, ~E7n b Jld (5 5.4%) i ThoT,
SHREEORIWER X 126 174 117 61 (92.9%) (2D v, FEREWERIFAIET = i, 1ET
D (% 67.5%) ., HHIE (34.1%). JRH N-T o <7F NN, BEERD (% 9.5%). Bk
HE (8.7%) . TR, Hol, FEIED W, {EHEES b e R 7 A F U RFHIE R, &)
B, TAXREV T2V ST TF=0 (% 6.83%). BIEERE (5.6%) Ml Th oIz,
ARBIZBNT, HEFNITRD DR o7, EERBWERAMN Y= F A MET 16 (JERE
&) AERET 16 (HMMEIREER) RBdbh, Y=/ 7 A MELFIIZ O TEEGH I L
oo TOMOEEGFILICE S TZERWERIZY =/ 72 RET 56 (BBIE, PoOE, diad: p
WIRE, gL NETY  2EH92) . XTHREECT 5 6] (B & O AT, 13 TH ., IEH &
WNETY, |, MEREE) @B biv,

xKV—-12 FEBER5%LLOBEMER [REMFTIHR]

®E5# CI/TR M pugiich:s:
BEOBSE Ik 129 126
RIE R BB 5 129 117
RIE 8L (%) 100.0 92.9

BI{ER HIABIE (RFHE) HIABIE (FRER)
AIEF 5 122(94.6) 85(67.5)
Ex)) 64(49.6) 85(67.5)
GV 32(24.8) 43(34.1)
HHBIE 12(9.3) 6(4.8)
TIEE 9(7.0) 8(6.3)
CA125 #4/1 8(6.2) 2(1.6)
JEIE 7(5.4) 4(3.2)
FLEE AR 7(5.4) 3(2.4)
~NEZ TR 7(5.4) 0(0.0)
CEVT 6(4.7) 8(6.3)
L REERE 6(4.7) 7(5.6)
JRA N-T 17 F R0 5(3.9) 12(9.5)
FREIMED F U 5(3.9) 8(6.3)
TEYEALE Sy R R T TAT R R 5(3.9) 8(6.3)
5 RS A 4(3.1) 11(8.7)
A 3(2.3) 12(9.5)
% 3(2.3) 8(6.3)
FAXEVI I ST F =0 1(0.8) 8(6.3)
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2) REMHER

FOARMRSHE 1

RV—-13 HIMELTEUERHF LERARSHBROBE

HEBTFHA Y | ET X A, H—HE., EHkS
X R T B NIEE RS 135
B L5 80 %o b — . FEABE 2SN BE. HDH VIR
FLREHREE | G2l (BEEEEE L MRI) CTCHPETF 9 = L — MR HERR ém‘__
X0 T EANBYE &S S s B
FRBRAEE | G UTERE L TS e O H 5 B, BRI MoRE R Y
StER A HREAME 2~ HREX YV Y=/ /A F 2mg & 1 H 2 [ENZ53 1), 52 i
AR HER B Uiz GRS U Cli e s ) .
FEMER | Lotk RWEREEE

Bl R 1R B

AhME - ARRRELS O BRER CRIERE. R, PR, PEACH ., N2REATR)
OWHESEE R L ORI R (¥ 7T 28 oiifs, = /@t
FR) OMHEUGER X 0 S SGEE 2 ET 2 M EEA R E LT,
iﬂxﬂﬁﬁr X5 ERpE CEHIEE, diE, Oo0dE, AZ, B TRF
fili L7z,

FRATETE

et REOHRE, AROFRF A (HRAR) ., Mhastii, FEER L
HE - SRUGERE LRI SUE BRI R 5 [EEGE ) B L0 THGE )
@ﬂﬂﬂ;&@%/\%ﬂﬁz%fpk LC, #5248, 52 (F7=13&h
HERE) 1CHU AokESRR KON 95%E XM 2 Hi L7,
. Qﬂ%?‘a = l/** N ZER O/ NI T/ BLE (25% LA EO#E/ )
DIEFI DOEIE I O 95%E#E X M A2 B L7,
ek c BEKR TR 4AERNE COAERFRB LORIERRBIRELZE T LT,
REOHBIIREEBOEHEZITO L L biT, BIENBIZ LI
KRt R EH L,
- AR OFe B UL, BEK TR O ERARBMGH FTOHEE
BEHL, ERREHEEZEH L,
. f e g, BIERWIM 2 & o il BT — % OB R A R
L., MasHioOfRE 2 EFH 325 & &bz, EERHMmsSeEoE S
R LU,
- H#E T DXA (Dual-energy X-ray Absorptiometry) i%HIEE
PRSBSOS 265 & LC, &5 243, 523 (F/zi3#
kK © DXAEIZ L2 BHEE (glem?) OZE{LEEZFMH L,
BEMM Z L OB ROERHHELZH L L,

8. BEELGERMIE (—ERD)
8.5 KAz RHHEET 2HAITITUTORICEET D2 L,

« ARIEFE il A Fre i)l Luh&)%nfb\é AT HERE CEVEIESES) (CERKY 2 Him & OEHIc
BL. EHMICEGZEELZTO R E, $%@Ht Eéiﬂ—éa\?jzﬁffé:ko Fio. BHEIG UM% D
Jﬁ@?ﬁ‘]ifﬁﬁ@iﬁ’@%%ﬁﬁ‘é ze,

cARHND 1 FrBZ 2 REITBT 2ANMER OZEMEIHLL TWRWD T, 1 F2 /B2 %5368 L
VB LW SN DA OHTV, EMICHRRA (MERE, FRERES) F2175 2L BED
KREICFoEET 52 L,
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HER
OLMBWERE : BIRTMER
ERRUGERE O Ti#) L EotkERT, &5 24 8T 72.5% (95/131), #4552 # T 90.6%
(106/117) Th o7z, Fi=, FEWIBEERIT, &5 24 BT 19.1% (25/131), &5 52 T
51.3% (60/117) ToH -7,

Mz it
(1x =
P
B

% o0 W =5

i

D

2

A 40

[

4 8 12 16 20 24 28 32 36 40 44 48 52 ()
(n=135)(n=135)(n=133)(n=132)(n=132) (n=131)(n=130) (n=126)(n=125) (n=122) (n=121}(n=118)(n=117)

gz

V-7 [=iHEE] O#HB [FAS FiTHR]

EMRWERE « ARFLUNO BREROBEHESGERE (IR, R, JEER, Yoo, N2 &
FOMMTERT R OBHELEE (&7 T A@EOMRS, 1= Bt oflR) ke L TEHK
BT OLGE, OWE, AL, B o 5 B X ORI REEY TREM L 7z,

1) Al A REE B IE 727> 72,
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QEeRUEENERESR

¢ ARFLUSNDOBREEKROBIEREE
A RRRELIAS O B FEAER OBAS UGEE O TeE | DL EOBEERIL, 5 24 3 T 77.9%(102/131) ,
552 I8 T 84.6% (99/117) Th -7z, F7-, FHUGERIL, 5 24 T 35.9% (47/131) .
Beh- 52 T 58.1% (68/117) Th -7,

(%)

100 - E n
[+ =
80 Sl S
Bl =eE
iE 60
A
@D
2
& 40
a
20

4 8 12 16 20 24 28 32 36 40 44 48 52 (GA)
(n=135)(n=135)(n=133)(n=132) (n=132)(n=131)(n=130)(n=126)(n=125)(n=122)(n=121)(n=118)(n=117)

ERERESHA
V-8 T[ARKUNOBREROBMIEREE] OH#HPE [FAS BiTdR]

ARBUNOBREROBIELREE
HERE LSO B RIEROUGERE (IR, R, JEMR. MESm, WaRR) 2Ra LT
EUGE, i, RE, BYEO 4 B K ORHIERREY TR L 72,

) Al AR REREBIL 727> 72,
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S hE R RO IERERE
AT ROMFESGEE O [86E) UL EotERIX, #5 24 BT 78.6% (103/131), #4552
T 94.9% (111/117) Th o7z, F/o, FRUERIT, &5 24 BT 43.56% (57/131), &5
52 1T 82.9% (97/117) Th »7-,

(%)

100
|
]
80 HEE
fE 60
il
3
2 40
|
20
4 8 12 16 20 24 28 32 36 40 44 48 52 (A)
(n=135)(n=135)(n=133)(n=132)(n=132)(n=131)(n=130)(n=126) (n=125)(n=122)(n=121)(n=118) (n=117)
EREEHTEA
MV—-—9 MMuEMROBEREE] O#RE [FAS i R]
thEATROBHEREE

MRFTAOUWEE (¥ 7T A@EOHE, = TBEORIR) Zika L TEHEE, dE L,
BUL D 4 Befds L ORHliRRE™ CREAM L 7=,
1) R REIEGIX AR D> 72,
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QARBLNDERERDHEE
HRRIRELISN O B REAER 4 THE O [838) UL EodERix, &5 24 ., #4552 T [ FIE7H]
TIXENEH 71.2% (84/118) , 84.3% (91/108) . [N | TIXZTNLH 66.7% (66/99) . 72.4%
(63/87). THEENE ] TIZENEh 68.4% (39/57). 87.2% (41/47). THNZIHHLIFE | TIZZi
21 78.3% (94/120). 88.6% (93/105) T -7=,

mE i
LIx =
B =
M =0

41.5% I 61.1% . 42.4% il 56.2% . 50.6% I 80.8% . 53.3% I 66.7%

241 52 248 5218 2418 523 2418 52
(n=118) (n=108) (n=99) (n=87) (n=57) (n=47) (n=120) (n=105)
TEER B = BHER MR

MV—-10 TARKUNOBEREROREE] OHEXR

RN OBEER (THA. BE. HER. NDHEER OREE
FURIELISN 0 B SRR 00 B IE & # G BRAART & el L CEWNGE, 8, R, E(o 4 Bk
B & UG REE™ TR L 7=

V) R R AEAEFIE 2 2o 7,

BfzEFLIA OB EAER (THERE) © ARsLUANOBRER (BF) O
(%) SAEEHTE (%) Endi-£ii7:2

0 S

205 Moo Ml coo 0 = Es FEOEE B e
#5818 16 24 32 40 48 52 () H#5m 8 16 24 32 40 48 52 (i)
(n=135) (n=135) (n=132) (n=131) (n=126) (n=122) (n=118) (n=117) (n=135) (n=135) (n=132) (n=131) (n=126) (n=122) (n=118) (n=117)

s =l
V—-11 BREROEEEDHR

ARBUSNOBERER (THEE. B OEEE:
HERELIAA O B RER O BIEFE 2 B, AR, B, T<EE, R Lo b B TR L7z,
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@DAREOEEEROBIEREE
AREED B RIEROBFESGEE (R ARKTE) ] o Td#E U EodERT
65.9% (89/135 i) T&H - 7=,

OMEMRONEE
TR 2 A O [%E] L EoWwERT, #5 24 8, #5 52 0T (¥ 77 XD
TIXZENFH 71.4% (90/126) . 93.7% (104/111) , [F=af@PEDOHIR] TIXEhFh 74.2%
(92/124), 95.5% (105/110) TH 7=,

(%)
100

mE it
Cx =z
80 =
I =0
IE 60
il
D
2|
2. 40
) l
20
76.6% 40.3% l 80.9%
0
2438 5238 2438 5238
(n=126) (n=111) (n=124) (n=110)
505 A BDERS FEAEMHOFIR

BV—-12 ThEFEOREE] OxEx

REARE (F75XAENER. FERASHEOHIR) OREE :

L FT OO B L A& e G- BRAGHT & bei L CHEME, dE, AL, BYbo 4 BB L O
FEAMASRE™ CREAM L 7=,

1) FHEAREIESIL 2> 72,

555 2BOBRD FEATERMOHIRD

%) BEENE (o) BEEHE

100 100 ] :IEFL/
|| B ocEE

CU I o S e B e B B A A0 e

- - u = B ]

. ISR iniy 1

> = | CH EEE

D

240 ] .

[m=]

HBER 8 16 24 32 40 48 52 (i) #5878 16 24 32 40 48
(n=135) (n=135) (n=132) (n=131) (n=126) (n=122) (n=118) (n=117) (n=135) (n=135) (n=132) (n=131) (n=126) (n=122) (n=118) (n=117)

AR B
KV—-13 #ERROELEEDHR

MERR (F5ABE0ERK. FEASEOHR) OEEE :
AT R OERELE 2 FEEE, hEEE, A, <L, 72 Lo b B TR L7,
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©FEF 3L — FEROKE/NE
IISRT 2 = L— hEIaOME/NED Tifi/h) UL EOHMi/NRITES 24 8, #2552 TEhTh
76.9% (83/108). 84.7% (83/98) T -7z,

(%)

100 = — [ SPAEAAE
W X

ks

PO

E R

I =80

Db & Jit

2438 5218
(n=108) (n=98)

UREEF 3L — hEE

MV—14 BREF3aL— FEROMENMNE (RELRTH)
NEFaaL— FEROHE/INE
BN ORIEOMNE/INE % B 5-BlAART & bhlik U CEME/N, fi/h, SO0/, RE, RO 5 B
B X OGP RECRFA L 7=,
DIERIR FS O —ILBE
HEHM P OMER = A § T DA —/VIREOVEfEIL 28.8pg/mL~37.2pg/mL Th -7z,
(pg/mL)
180
160

140

Rl E < — S\ N H B E
r o
S & o
~
~
N
~
»>

n
o
I

O T T T T T T T T I T
®wE5FWET 8 16 24 32 40 48 52 #5518 TH4 (B)
(n=135) (n=135) (n=133) (n=131) (n=127) (n=124) (n=118) (n=117) (n=131)

k=g

V—15 MEFPRIR S OA—ILEEDHTE [FAS fZHxz]
X H DA T B R = 2 T,
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®Imi&EH CA125 B
Mg CA125 ¥ O EILH 5 24 3 T 34.7U/mL, #5 52 T 29.1U/mL Th - 7=,

(U/mL)
140 -

120

100 +

=)

/B 80 .|

+

CA125

W= 60 ¢
" l
40 -
* * . }‘ _-Ir

e
20
0 T T T T T T T T | T
H5EMAH 8 16 24 32 40 48 52 BERT %4 (GB)
(n=135) (n=135) (n=133) (n=131) (n=127) (n=124) (n=118) (n=117) (n=131)
EZ=REHp

KV —16 Mm;E4 CA125EEDHTE [FAS fZHix%R]
[t D45 ST+ R R 2 2R T,

Q=EA : TEHHER
BIVEFIT 135 B9 120 B (88.9%) 12788 bz, EREIEAIX, RIEFEHM (71.9%).
SH%E (18.5%). fHFL (10.4%). Ml (9.6%). 1FTY, ARRiEZ (% 8.9%) L& Th-o7-,
ARBRICBWT, SEEHI 2 G EERBER IR biphrotz, #EHIHICE - -/IVEAH
2376 CRIEF= i 2 6, 5L OWUESRE, B (B OFLE AR, FEgHbT
Ji 125 HEIN K OSB3 4 161 @B bivie,

RV—14 HBEE%ULDOEIEA

T2 ETE 15 3k 135
BI1EF F IR 513 HEE (%) FIEHM
ANTE -5 i 97 71.9 102
GIEbR) 25 18.5 29
A 14 10.4 14
LTI 13 9.6 14
ETY 12 8.9 13
GEESIEES 12 8.9 16
NI 11 8.1 11
FFENE D F 8 5.9 8
FLE AP 8 5.9 8
(=R 8 5.9 8
BB 8 5.9 8
EfE 7 5.2 7
PRl B2 RS % 7 5.2 7
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OAREDH : BIRETHEIEE
REOFHEOHER LIRS o7,
REOEACIZET 2RIER L, REBMNAS 11 61 11 . KERD S 36 3hTh -7z, (KE
BNZEFREE Lz 11 6] ((KEZE(LE ; +2.9~+6.0kg) OEIEFEITETHET, DI H 24
DEGHIZ, 1 BIDGBIFRAR TRRCEIE L, RETE O 8 #i b BRIV /e & &
7o WEBEDZBI LT 36 KEZL{LE ; —4.5~—4.8kg) OEFELLIL 2 FINHERE, 14
DT, 2055 1FINEEHRIZEE L, REHEO 2 66 BRI HEBEIZ R O 0720 &
Wr <7,

(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

RV—17 AREDHH®
X D45 ST ME AR S 2 R,

MEkAR : BIRFEEE
BOATH (R3HikR) 225 PR A B B £ TO RO VPHEL LU RER, £h
Zh 299 BB L UV27.5 B Th -7z,

®V-15 #H#5KTH (RIFHIEH) AoBRARFKBEETORE

BEE B n BEARRRIBBETCOEHE -
*TE THEEERE hRiE (BR/ME~RXE)
2mg 132 29.9111.8 27.5 (16~122)

a: FRARBET Lo 1 kR4 LT,
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OMEREMOEES I UREAL - IR MER
LEw o AREE | UL EOMES mmwmwgntrm@% j:&ﬁSL 33.3% (45/135)
CEbE< . U, #h5 24 B2 18.3% (24/131). ¥5 52 #ITiE 4.3% (5/116) F T
L7,
if: PSR LoD H $K (ﬂ?i’ﬂ ) IZOWTH, HE58IC18.7THERBLEL ., LK, BE 24
BIZiX 11.3 B, &5 52 121X 6.4 B £ THiBIL 7=,

(%)

100 W E=20RRLDZN
BERORREE
BEOBBE DN
75 [ cos
[ ] HmmEL
fiE
i
M 504
&
L
[=]
25

94 8 12 16 20 24 28 32 36 40 44 48 52 ()
(n=135) (n=135) (n=133) (n=132) (n=131) (n=131) (n=127) (n=128) (n=125) (n=123) (n=120) (n=118) (n=118)

BERFHA

V—18 MR mOREEREES DHR

BERG A RO HRE 52 HE ToOWIM A 28 H (4 ) :“2: XG0 AN T S kb E
WS OFRE ZAERF L7z, REDOK T H2DVIEIPIRIC &L 0 FRE B 42N 28 BT 22V EaiE,
%%%‘Té%ﬁf‘aﬁﬂ:%h‘é&@%@TEI&)%ﬂMiEPJJ:EIi?@‘f&%ﬁtﬂm@fifﬁ%%% L7z,

(B/4:8)
30

[
[&))
1

N
o
I

-y
o
1

BmEHR OB ERE

(&)
1

o

T T T T T T T T T T T T T
4 8 12 16 20 24 28 32 36 40 44 48 52 (@)
(n=135) (n=135) (n=133) (n=132} (n=131) (n=131) (n=127) (n=126) (n=125) (n=123) (n=120) (n=118) (n=116)

#RZeRF A
BV-—19 MBRHOOFRABDERE
B DA% T AR R 22 2 7R,

BEBBANOERSG 52 HETOMMAZ 28 A (4) ZLITKEID, HiF L,
BHOKT 55 W0EH RIS K0 FAE B2 28 RIS RWE R, ST 2 HIMICB T 2 & 54T
A2 Widdik B colim A Ba g L,
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DBEFZENEILE (DXAL. HERTH) : BIREHMEEE [V 77 /)L— JTfEH]
B GRTIC kT 5 %5 24 3 L OES 52 W OIEHER B D2 bR CEEHE CEER) 13,
ZNEN—1.560+2.408% (p=0.0001, t-FRE) BLU—1.740£2.238% (p<0.0001, t-iR
E) &L AERBANED LN, Ll &5 24 BT 5% 5 52 HOERIT—
0.178+£1.904% (p=0.5895, t-#E) T, HHGHMDIERIZ L 2 RFEARBDIERD Hiv/e
Nz,

o Rt e e
|

w5 RARI~1% 5248 BE5 BRI ~552:8
(n=42) (n=34)
BV-—-20 BEEEEE
KD H T NI FEE AR EE R T,

HERE DR . SEER
(5% L BNV BEO MEWZuv ) OFIAIE, %5 24 T 99.2% (130/131), #
552 T 97.4% (111/114), #&5# THFT 91.7% (121/132) Th o7z,
[TRELFENZ W] Tholz 1 #li%, &5 57 HHICAEFE M AZEBICH Ik LZE
FC, BREIX MRS A He X RT3V Th o 7,

KV—-16 #HEREDHZR

HREDHR
S - O R P et |- Rl
R (4?5) (9;72) ! ’ ST
B 528 (425.)0) (9?4) i E E 1i4
muwn | o1 : . g

K OEMEITHE (T2 LEDORE%) 2R T,
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(6) BE - WEEAIFER
REER e L

(6) JAFAIfEF
1) ERAEHAE (—REAMRAE. BFECARERE. ERARELERE).

SLEIRSE

BT —4R—ZME. BERTEBERABRONR
FEREREICHT SEERTRHART (BT) 9

HAEDOHB FTEABIEICRT A=) S A NOHFEZETICB T D125 AR ZEB AT
EWHER (RE60y HE) OR2Mkk OHIEEZBE LT,

A= HR LB G 2

JiE il BRERE B E 32871, FHAIE FI1 %3270

EiEsR:tlinks TR : 20084E7TH ~201745 1, #EMIM  &K60» HM

FAFHMEEE | 22t BERAORILRN., BRRAEM, 5HEE%
BRWE : ARRRELISN O B RIAER OUGESR | AT ROSGER, SRUGEE D
SR
FAHESE  AEFE M, i, KX ke gmk, Mo SR, B
T FEWD

FRRERER | BT SIEFI313261H1 144601 (46.2%) (218441 DEIWER FRD &

N, Zo5 LEEZREIERIT346] (1.1%) 541 Th 7=,
HAGHARE A EE i OBENERBEBLEIL36.6% (1147/3132%1) . & il
R 131.1% (35/3132 #l) Tho7-, 2D H LEEMRAEFE HINIT16
BB BV, 126NTEE R MEEFR Lo Tz, KA a7 U iE
WORWEHE LT, 1Z3TH (ML E2ETe) 2.8% (87/3132f1) . #HIHE2.4%
(76/3132 ), F#EIED £110.7% (23/313261) 2 Th 7203, HERKT
A ha g U PERITRO DL oo, #19 DEROEIERRBBEIT1.7%
(53/3132f) TH Y, EEZR I DIRMNIFNTRD BT, HEERD ORIE
F130.4% (18/3132f1) TH v, EELREBEERIIRD Lol
FWIE G - 388 U 7CRITER 1844144 5 BR8BL A 23 E S 41721824F12D W
T, KFBEEBRIE S HEFEHR E TOMMR2 65 H LN ORIVER I1X146314
(80.2%) THHo7=Dizxf L, 61 AifA125 H LN OEIVEAIZ1741F (9.5%) |
124 AEORWERIZ187H: (10.3%) TH Y | 64 A 22 THIEPFEBLTE
SITZRWERIZ D 2o T,

BRI 235 1T 5 A B LIS O B R IER Ot it A odaEsR, 4
WRUGEE O UGERIZ TN N81.6%(1957/2397H1), 68.2% (961/140941).
75.0% (956/1274%1) T ->7=,

2) RREME LTREFEONERILRIE L 1-HE - RROBE
KPR L

(7) 0t

KPR L
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<FERBEIZHESIERBROHE>

(1) BEERT—2 /1y r—
RV—17 BBERT—49N\vH5r—>

Phase NE B | RAtE | EWEE =
S5 14 EE?*E%WE%% © R Tt BT TS

S 14 Eﬁﬁ*gﬁ%ﬁ%ﬁ © | © R et T
A TEREE [Tt AENEE L ERAR
A | oo g © 1 0 (HREER 3R

o | A TERGERE | o | o T (At AR L R
A+ 130 4 HERER

O : P& B

(2) ERRREEMER

HMERR L

(5%&]
xR ML, BRI 0 A AT SR/ ET S=A M ChH Y . INEEESREIHIER (HEIRE L Ot
A& HI 2 ERE NI 2 T P4 — VRE O _ER7-Z2 W9 5 1EH) B £ O-52 NI GE)
M OBEMEER 2 R4, Y=/ A A MI, 2O OEIERICX Y, FEWNEYE & R =
HRADIE (253~ DIRENE N IRE S D 2 LD D, B 2 SEPRERBR O FEAM LA 2 & Il L, B nsBR
IXER LR h o T,

38



(38) AERMEHRAR

ATHASE O #HEAER 17
KRV —18 FIHAE IHEKBROME
HEBRTYA Y | iR, 77 b, ZEEHR. WITRER ikt
xR FE BRAE RS 4T )
- PRI I AR A S L OYMRI IC L 0 FEIRE & W S B
CETO AR E Gt BPREH AT 4 BEICR W T, FEIREICERT S
EEZONDERE (T E 3R 28, ERA27 T3 R EOBE
ERAQ7
HH | RE MR 27
EUBREE || | ﬁgﬁ(;éz CFE) HET 0L !
FREE | PSR | BRICe > TR L 72 < 22 213 O fkd (8% - ) ~oX ey | 2
B |1 AUEEGAR, A (FE - F9) BTEAhn 3
o | 2L |2L 0
o | EE | FEIANDO R b RIE DT R O RBUBRITIC B 1 RE L | 1
g, | T |G R b BT RO SISO 2 R LT | 2
W | AT OB b RO TN RO RS SEA% 3 IR EMA L | 3
< IR, BRI SUIEIR LSV D RfREME D & 5 BRE
ARl cTEABES LIXTFEHEZ AT 2 L an - BE
c TERAEIC L D HEEOE M (~F S 1 v 8.0g/dL A) DBEE XX
AU H I D BE
StER A AREHFE 2~ HR LV Y= ) A A1, 28X N4dmeg/H % 1 H 2 A%
. 16 ERER RS L,
- B ERAaT
ERFHORR | o . wmherms
BN ERORREDO A 27 8 X OERAIOEAR IO 2 27 VAS (FIE
= ST IE B - B . TR A X FEHBERKRIE, ERAER RS A X
MmiE CA125 JEE
et . BGBIA B LA OEIVE
HIE R A a7 B X O b &EEZ R, %5 4, 8, 12BN 161, &
f2AR S B TR PR A B T R L, SIS X ONHHR 95%(5 M X
MizBEH LT,
etk BERGBUBEOEERLB L ORITERHOBBELEH LTz,

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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LS
OEFBRAIT7ELE (BFEFH) - TEFTMEE

BHHR2EROER A a7 ZbBEOEAE R AL, &5 4, 8, 12, 16 BB IO L
THEICZEFNFN—1.8+1.8 (44 ), —3.0+1.8 (43 #1)). —3.3+2.1 (43f), —3.5+t1.6
(43 %) BLO—38.4F1.7 44 f) Th o7,

438 8:E 12;8 1658 R
(15) (14) (15) (14) (14) (15) (14) (14) (15) (14) (14) (15) (15) (14) (15)
|
_1 4
&
w27 ‘ j
2 3]
7
DN —4
g
It —51
%
_6.
] 1mg/B &
O 2mg/BE  TFHEFZEERZE
E4mg/BE () NOBIEIFIE
RV —-21 EEAXAIAT7ELEDHTFE [PPS @EHxtER. OC (Observed Cases) ]
Q=&

- BEERXERE . TEFMEE

HEREROBIRT, KHE5HT100%TH -7z,

2 BILL BIZHB LA EFGIL, lmg/ HEECARIEFE M (100%) . SHIER (25%) . AHEE
PEREZE (12.5%) . 2mg/ H B CARIEFE HML (100%) . SIHTEZ (18.8%). Tl BEE (%
12.5%) . 4mg/ HF CAIEF& M (100%) . #IATEZK (20.0%). 80/, T, EIEEHR (%
13.3%) TH-o7-,

- BIfERREBEE  BIRETEIRE R

BIERARBLRIL, £&5H T 100%Th o7z,

2 FILL IR UZRIER L, &8 & B ARIEFE M (100%), 4mg/H B CHEfR (13.3%)
Thotz, BWEROREERS X OERICEGIIZE D2 KREREWVIIRD ONT, FECHEE
DEELRBEIERISGED Dot

RV—19 FBHEICBTHIHRE 10%LLOEER [LT2HBITER]

= 1mg/B & 2mg/B & 4mg/B#
RItEF (n=16) (n=16) (n=15)

ARIE5 i 16 % (100%) 16 % (100%) 15 %1 (100%)
SHIA 05 (0%) 0 (0%) 2 5 (13.3%)

P OME : B (%)

HEHXOVRO®ET D],

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
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(4) tREERIEHER
1) AEREEER

% TAREER .19

RV—20 HEF IHEABROBE

HETHA

%

figzdem, T 2ok, 7T AR, THER, WATHRH LREUR

e

B R E FBE 158

%

ARSI B E 38 HUNDHBEE

- [EEHUS A 226 Visit 22 £ TOHREHIZIBN T, FEBHEICERT S

EEZDNDER (IR SUIER) 25, BRA =7 T3 L Lo

- [FEBAFH 25 Visit 2 £ TOHBAMICIN T, R REE AR A

BELOMRIIC LY T BRAE & W S a7 i
EREAQ7T

T H

R R

™
8]
=

IR D
Rz

STz L

fLH (F¥ - FF) B TOXESHY

BRI > CTHREA L 7e<K R 2 1E 8T (3% - FH) ~oX B2 ¢
1 BUEEAL, 8 (B - FF) pcEhwn

el
[ 2353
s
T

S Al
DAt H
PR

L

FRAHIRET R O b FREE O FEV TR OSBRI 8DFE A2 1 AR L
FRAHIRET R O b FREE O FV TR OSBRI DR A2 2 A L
IR Of bREO R R OB T ICSYRA% 8 HLAEER L

2L
[ 2353
s
T

W O[WN O

ERRRVEE

- U, R SUTIEIR L TV D ATREME O & 5 B
- RIEEEEEEERAES KO MRLICEY . FEABRGES L <75 il

EEPFT D LB ST EE

cFEBEIC X 2EEOAM (~EZ 1w B fE 8.0g/dL A) DREE XX

eI oA

- HETIERVWAN (~EZ e B E 8.0g/dL LA 1 11.0g/dL Afili) (2xd

HIERIZ Lo THNET 1 EfED 11.0g/dL LLRICE 720 B

- PR W EIER A O R, F LW FEIER CGBrERBER (FERHO

BREZ 100.0mm) LA EHDZWNEFEMERKNE 40.0mm LLE) 2535
B L

AERTT A

A
[

BREAME 2~ ARXV 78R, P /A2 1 BL02mg/H%E 1 H 2
2o, 16 B H R OGS L,

FERFMEEE

A
2§

itk s 5 16 BRF O 2 o 7 B &
2 AEFESRIIE

Bl R 1E B

A

e BGIRHE 2 IO m A 2 7 B L&, R A = T R b (B
RRi) (IR A 2 7R 1 Y72 0w A =7, VAS (FE -
fER) 2L, B A RO R SN T E R RIE O
DEREPDEE, FEMRIESR Y A X OMi/NR L/ NE

» B 5-BRAR B LI O RIFE ]

FRATETE

24

DR A AT L RICE L, EREYRSHTIC L0 RSS2 BREE L
7oo MESORBIRMAIRGE S NVT2IGEITRY | L Baihic L &5
REE OXF IR A2 4T o 72, 2mg/ HEED 7" BRI T D E-E (p
<0.05) PRRGEESI NI EIIRY | 1mg/ BFEO 7 7 B ARBECKT 5
i A 1T o 72,

A BEBBAUBOAEESZBS LORITEHORIEZH I L,

a: AERBHRRE —2 A B2 & L7 okBE A

1 - ARA| DK

A BEE D@, RAZY= A A& LT 1 H 2mg % 2 BN, H B 2~5
HEHXOVRO®ET D],
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EE S
OEB/AITELRE (5 16 B : TEFMIEER
I A a7 2 b & CFAEEERZE) X, 78RR Y=/ 7 A N Img/ HEEB L O 2mg/
AfECENEN—1.4+22, —33%1.7 BLN-31%1.7 THY, 77 ERHE, v/ 7R
b 1mg/H &R KO 2mg/ H O TR EHFMINCH & 72 H &S BRAEE S 7 (p<0.001,
BEVFOHT), EIRA AT EED T TR THY T/ 7 AN 1mg/ HEEB LY 2mg/
HEEDOX L Tl W ILOBEZ DWW T M REES L7z (2 p<0.001, #5-Ai
DR A 2T % A& L U o).,

£®V—-21 B5 16 ABOERAITELIVEILE
[FAS ##xt%&. LOCF (Last Observation al Carried Forward)]

i ER/AIT 2 EREAQT7LEIEE
w58 5 | msa 16 B8 16 ;BB RERGER | 7S5tAREED
> = (9595 #E X RSl OiRE 5t 8% o

e —14 B
FS5EAREE | 53| 4.7£1.1 | 8.3%2.0 [—2.0~—0.8]

. —3.3
Img/H#E | 54 | 4710 | 1417 [—3.7~—98] p<0.001 p<0.001

. —3.1
2mg/H#E | 51 | 4610 | 1.5+1.8 (36~ 26] p<0.001

a: PHIE AR

b: 7R, 1mg/ B EGRE, 2mg/ AR EHOKEEAZFNFN 0, 1, 2 LEWT, BFEAaT
Zibm=BoxX [BH] + 81X [BERIOEFAaT] + B2x [BEE] +#EEEHTT LV
& L= EBF T

c: BHEIOERA T #HER L LRS8O

T5uRE 1mg/H & 2mg/H#
0 (n=53) (n=54) (n=51)
_1 4
&
B 2
4
7 3]
D
% —4
1k ‘
£ —5 . .
p<0.001
_6 - L J
p<0.001
Tyl TR R E

FRERGEF: p<0.001, EEFHH
BV-—22 #516EKOEHBRAITELE [FASEHIXR. LOCFI

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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QEJ/AATEILE (BITMEL) . VASEILE., BEAITHRER, BREAATTEHER
(FAS f##rxt%. LOCF) : BIXZEHIER
I A a7 2t &, VAS Zb&, BRA a7 UER BHA a7 DEGRIOA 2T 06 —2
PLESE LTZBFEORIG) . ERA AT 5EREKRE (BRAAT N0 &72o o gling oEls

A I
RV—22 EEAATHRERDHEBE LIV VAS ELEDHT
- ZitE
F1Mm1E 8 5B S5 RIE
. i BERE e Em | BosE® | B5 1285 | &5 16 8%
1me/ H B 4.7+1.0 —2.8+2.0 —2.1£1.9 —3.2+1.8 —3.3£1.7
g (54) (54) (54) (54) (54)
. \ 4.6+1.0 —92.7+1.8 —92.9+1.8 —2.9+1.7 | —38.1%1.7
ERAIT | 2me/ HEE (51) (51) (51) (51) (51)
e 4.7+1.1 —92.942.9 —1.1+1.8 —0.9+1.9 | —1.4+22
77 AR (53) (53) (53) (53) (53)
Ime/ e | 6692188 | —37.5£30.8 | —89.76300 | —47.4x28.1 | —54.8222.1
mg (54) (53) (54) (54) (54)
VAS ome/H#E | 627187 | —39.1423.7 | —39.9427.5 | —46.3+22.0 | —48.2+24.4
(mm) & (51) (50) (51) (51) (51)
e eme | 68.4+18.4 | —23.4433.2 | —20.0428.5 | —16.0431.9 | —23.0+32.1
i (53) (52) (53) (53) (53)

mean+SD (%)

RV—23 EFEAATHREXOHEBSIVERRAITELHELE (16 )

MM B ®’E# %5 4 ErF %5 8 Er %5 1288 %5 16 @
\ 77.8 59.3 79.6 81.5
1mg/ A # (42/54) (32/54) (43/54) (44/54)
ER/RAIT ome/ B BE 72.5 64.7 82.4 80.4
BEE ne (37/51) (33/51) (42/51) (41/51)
o 52.8 32.1 30.2 41.5
77 (28/53) (17/53) (16/53) (22/53)
\ 40.7
1meg/ H - - (22/54)
EFEAQAT . 43.1
somax | /MW - - (22/51)
o 13.2
77 B B (7/53)
% (1%

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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@FEH a4 Xf/ME (BEHRTH) : BIRFHEEE. SEFEHR

B HAETREOF =W A /bR CERE CEERZ) X, 77 'R Y=/ 72k 1mg/H
B IO 2mg/ HRETENEN —1.78+27.38%, 13.97+£29.52%33 L TN 19.72+27.63% TH ¥ |
TIRARRE, Y=/ AN Img/ HEER L O 2mg/ HREO R T, #FHFERIICH B e H &G B
RFEO L (p<0.001, FEEUFDAT), £lo. 77 BFREICHTEH P ) 7 A - 2mg/H
HBLO Img/ HFEOFEENRD bz (ZFRZ1 p<0.001, p=0.005, X—A 7 1 fE
AR B U W) . BRSNS Z — 2 DS TITE D 2 ME U7k 5, o EbiR%k (1.
0. —1) IZHRHGET DEMMIIR T = DY TEE W RED > (p<0.001, X HHE),

o) wmmemE

p<0.001, ®LLARTE

40 A

30 1
#a
v 20
=

10 1

0 | S —
104 TS5uRE 1mg/B B 2mg/B B
(n=53) (n=54) (n=51)

BV—23 #BERTEROFEYAS IMHE/NE [FAS BHMR]

DFEmEBRRERLE (BRELTH) : BIXGHEER. 5&EHR

BEHE T RO 1 i JE e RIEAD 2 CEE LR ZE) 1, 7 7B AR, =/ 7 A b 1mg/
HEEB IO 2mg/ ARECTEN LI —2.98£23.91%, 5.64119.32%F & * 11.87+16.29% CTH
V. 7Rk, YA Img/ BB X O 2me/ HREOM T, HEHEAICABERHER
IEBERNRD BT (p<0.001, EEVFSHT) . £z, 7T BRBICKT 5= 2 A 2mg/
AREOFEZIRO NN, 78 RBEHCRT 2= AN Img/ BREO A B ZITRO
o7z (2mgip<0.001, 1mg:ip=0.103, _X— R 7 1 Ml & AR L U= 355800 .

RBEPENZ — o OB TUTE D ZRF LR, itk (1,1, —2) oY=/ 72X k 2mg/
ARECHENSLD ENDHENGE/SNE = DY TUTEDRNRI -7 (p=0.001, ST,

(%)
30 THE IR
p<0.001, Xt tLIRTE
20 -
B
10 A
$
==
TS5tRE 1mg/B & 2mg/B#
—10- (n=53) (n=54) (n=51)

BMV—-24 BERTHROFEHBRRERDE [FASFEFTAR]

T AHF| DK

HEHXOVRO®ET D],

A BEE D@, RAZY= A A& LT 1 H 2mg % 2 BN, H B 2~5
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OmMEIR FSSH—ILEE BRELTHE)
Beh 4, 83, 128, 16 B KOG TR T — & L L TERASW G OT T
MiETA T PA— VBEOFEEEEZBE T LICEN LA MET A N T U — ViR
CEEIME AR A2, pg/mL) 1L, 77 B4R, =/ 72 N Img/ H#EE KO 2mg/ HEE T,
TNTH 59.2+39.2, 57.7+43.0 8L 26.4+16.8 THo7-, FEHMIEL A T4 —/L
TR FE ORRIFRE 73 BT OFE S, R L RIERFRORBEERITERD e h (p=
0.089), HG#tH L OMERSICE W IR ENRAEEZNRD b (FhEih p<
0.001, p=0.039), xHHfR¥ (1. 1. —2) OV /7 A b 2mg/ BRETHRDLD L3S H
BLANT = DY TIE D REN -T2 (p<0.001, RHARE),

(pg/mL)

200
-7 5tA 8 (n=53)

1801 -m-1mg/ B 3 (n=54)
160 —4-2mg/H 8 (n=51)

140- FiE+IEERE
120
1001
80
60
40
20, . ]
O T T T T T I I T

‘50 4;8 8@ 1258 1658 BEETH

e
KV—-25 MEIRMSSA—ILEEDHT [FAS fZHixtg]

Rt — SN 7 N H 3 B &

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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(Of:331

- BEEZHERE . TEIMIER

HERFROFBBRI, Img/ AR, 2mg/ BB X OV 7 B REET, T E11100% (54/54%1) |
100% (51/51%1) 3 X 1%69.8% (37/53%1) T -7z, ERAEHELIT1Img/ H B TRIEF=H
i (94.4%) . SWHEEZ (20.4%) . &ifl (7.4%) 72 &, 2mg/ HRECARIEFE Hi (96.1%) .
EFEEZE (23.5%) . 58 (9.8%) . 1ETY (7.8%) 72 &, 77 R CRIEF = HIfL (26.4%) .
SHBEZ (18.9%). §HJF (11.3%) 72 & Th o7,

- BEMERRIRE . BIRHAIER
BIWERZILHRIL, Img/HEE, 2mg/HEEL O 7B REET, TNEN98.1% (53/54H41) .
98.0% (50/51%1) K 1134.0% (18/53%1) T ~7=, LE/FIERAIT1mg/ BB CAIE = Hi
(94.4%) . Z 1L (7.4%) FTY | FREEK (45.6%) 72 £, 2mg/ H B TARIE 75 HifL (96.1%) .
UEIR (7.8%). 1FTV . ¥IE, P eV LE N (£5.9%) Y. IR CREFE
i (24.5%) . 5838 (7.5%) « B> (5.7%) 72 T - 7=, NBLL A =2 71255 < Cochran-Mantel-
Haenszel (CMH) & (FHB#EHE) OFER. MRS B2 H &GRSO b il
(p<0.001), ARERIZB T, SETHIEELEELRBWERIIRD ot EEHIkIC
FEoZRIVERR, 1mg/HEE T2 (Z 5 FERE LK O ESE, 98%) . 2mg/ HEECTL1H] (815 i
R R, 77 ERBETIIFRD G- T,

xV-—24 BIMERAREZR

r’E# Bl | REGIF | REFE [95%EEXM] | AEREHEZEO®E 2
A N 53 18 34.0% [21.5~48.3]

1mg/ A B 54 53 98.1% [90.1~100.0] p<0.001

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

a: A2 a 7Ic &S < CMH #E (FHBIRE &)

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],

46



SEMA-EEREEREER 2020

RV-25 TS5tRERBE LELBRBROBE

HETHA

Shtiaxdilm, 72 oMb, 77 AR, CEER, WATHER gGAR

SIS

T E BRI E R E 67 5

- ARJEH B HS 38 HUNOD B

- [FIEREH 25 Visit 22 £ TO HBREHIZ
EEZONDER (PR X IXIER) 723,
cFAEIGH S Visit 2 £ ToOAREHICBWT, BRIBEES
BLOMRI I XV B IRAE & 2l S - B

EHF/AQAT

BT, FEBRGEICERT S
JEIEA 27 T 3 R LB
Pl T

HA | RE kS

>
u
=

A7z L

(% - FFH) IEToOXESHY

BRI > CTHRERA L 7e<K R 1R 8T (3% - FH) ~oX[Er ¢
1 BUEEAL, HF (B - FF) pcEhwn

el

[235:3
s

T

FETE D
FLHE

L
FRAHIRET R O b FREE O FEV TR OSBRI DR A2 1 AR L
FRAHIRET R O b FREE O FV TR OSBRI DR A2 2 A L7

el
[ 2353
s

S Al
DAt H
PR

WNHO[(WNH—~O

HE | PR O& HREOEY OB IR Z 3 HELERTA L7

ERANCY) 8-

T, FRILE SUTEIR LT B Al REME D & 5 B E

- R EREBIERERS L O MRIICL Y, FEABIES L I3+ /hE
EEPET D LW S B

s FEBREIC L D EEOE M (~F 1 B E 8.0g/dL K BRI
et a7 o8&

c EETIEARWEN (~E2Z e v AE 8.0g/dL LA L 11.0g/dL Ai)
HIERIZ Lo THNET 1 EfED 11.0g/dL LL RICE 720 B
R T AR A O R, FELWFEER GAEREK (FEEREO
AP 100.0mm) BLEH DWW E - EffE R KR 40.0mm UL E) 265795
BERE

Wb

HERTE

ARREWHE 2~5 HE XV 7T R, Y=/ Z2k 2mg/H%Z 1 H 2 024
. 16 EFEAROES L,

FEFEEE

B - BEE 16 BEFEOER 2 2 7BV &
LAEVE . HERERIEER

Bl R 1E B

BN - ARG OER A 27 B i, &5 16 83U E P IER O
AT WEOFIE, KA 2T EEHAOARE, VAS (TR -
fE) e L&

: B 5BAG B DI ORITE

FRATETE

|

ar |’
&
=

e« oA 2 T AL RIC B U BRI A 27 2 AR L LI JEsy

WSHHC LY 7T RBE L 2mg/ ABEOH# 2 T 72, £7-. W
DO GHOEFA 27 TEHM LT 7 ZAaT7icik>5< CMH
MREZEIT> T2,

Zatt  BERMAUBEOAEEFEERLS JURIEMORERREHH L,

. PBRBILERE —2 8 % F %2 & L7k
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HER
OERBRRAITELE (&5 16 :88) : TEFFHIER
Beh 16 M OESE A a2 7 B baE CPME T EERE) X, 77 8RE—1.421.812kkL, ¥
T /) A b 2mg/HRECT—3.8£1.9 THY ., 7T BRI T DY /) 7 A b 2mg/ HEEOHE
HEMENREES Uz (p<0.001, HA5EHT) .

RV—26 516 EHOEFEAATHIUZEILE [FAS fZHfixtg. LOCF]

EHERAOT 2 EBRAQATELE
HE5R %k
HE5aT 16 B 16 5B [95%{5#EXFE] Edcdol- S
75 R 33 48+1.0 3.5+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: REFOERMA a7 2 dedh i & U5 8ot

QEBRAATEILE 4~16BANRKEA) : BIXLEIER
TR ARHEORE 48, 8, 12 HB LN 16 BEFOIKR A o 7 & & (CEHE + FE (R %)
X, FNFEN—12+11.8, —06*1.4, —1.0+15BLVN—14+18 Tho7-, ¥ /7 A |
2mg BETIE, #hFN—3.4+1.5, —3.0t1.7, —3.9+1.9FB L N—38+t1.9 Th-oT-,

1,
0 I T [ T

D 5 RS LN it
o

i3 i
i4 i
_5 -~ 7 5t/RE (n=33)
] -a-2mg/B 8 (n=34)
—6 | | . Tyl AE R R E
438 8 12;8 1638
£R=rFHA

KV—26 KREAQATEILEDHT [FAS #Hfix%. LOCF]
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QEBAIATHREE (&5 16 ARy : BIXRFHAIEE

5 16 HIFOEE A a7 ER (BRA a7 D™ BRI 6 —2 DLESELZBHZEOEIS)
I, 77 ERBEB LY A L 2mg/ HEET, £124 39.4% (13/33 fi) L1 94.1%
(32/34 %) TH Y, NEL A 2 TIZHS< CMH BE (B 5-R1OER A 27 THE) OfEE,
TITRRRICRT AV ) A b 2mg/ HREOFEENRD bz (p<0.001),

TR REEORE 48, 8, 12 BB LW 16 BEFOLERIT, TN 33.3% (11/33 f41) |
18.2% (6/33 i) . 39.4% (13/33 f5]) 3 X1 39.4% (13/33 f3]) TH-7-, Y=/ 7 A b 2mg/
HEETIEL., £NEh 88.2% (30/34 ) . 79.4% (27/34 f51]) . 88.2% (30/34 ) 35 11X 94.1%
(32/34 f5l) T -7z,

p<0.001, CMHIRE

100<%) (B EROEFRIT THE)

80+
o
& 60-
A
|
7 401
& [ F5tKE# (n=33)
% 207 B 2mg/ B # (n=34)

0

458 833 1258 1638
E=pEHA

MV —27 EEAITREXRODHY [FAS iR, LOCF]

@EFRAAT7EEHEEE (B5 16:86) : B REHEER
IRA T OEEMERE (KRAaT7N&KE 16 BHIFIC 0 2o BHEOEE) X, 77t&
RHEBLOY= ) F 2 b 2mg/BRET, TN 6.1% (2/33 ) L1 61.8% (21/34 i)
ThHY., I BRBCKT DY ) 72 b 2mg/ HEOAEZENRD 57~ (p<0.001),

100 %)
p<0.001,

804 CMH#&E (& 5 RIDEFEATT THE)
&
B 60-
52
2
w40
$

20+

0

To5tREE 2mg/ B &
(n=33) (n=34)

KV —28 &5 16 BRDERBRAIATEEHKLE [FAS fEHixtR. LOCF]
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GVAS Z1tE (4~16ENEHEH) : B RFHEER
5 16 HFD VAS 2 b & CEHEEEEREZ) X, 77 8RB L0Y =/ 7 X b 2mg/
HEEFCTZ N —20.63+23.63mm I L' —58.38+23.63mm Td > 7=, T HMT OFEH.
TITRRBECKT DY) A A 2mg/ HEEOAEZENEO He (p<0.001),

2ér]wm) p<0.0012

. , ]

~20 - ‘

o
£ o0 I I L

.[ -7 5t7/R8# (n=33)
—+-2mg/B # (n=34)
—100 - 458 8:E 12;8 16:8
s

TEHEHIZHERE
a: BEFIORITERERBELI-R SO
MV -—29 VASZ=0Di#T [FAS fEHixt®. LOCF]

©SF-36 QOL RO 7ZEkE : SEER

SF-36 QOL ® 8 > D FALREDFNFND A a7 AL I DWW TS 21T - 1=,

ZORER., THHEEEE () ) 2a78E (CPYESEEREZE) X, 77 8RR X

W= A A b 2mg/ ARET, FHFN 6.82+141.11 BL N 12.50£36.02 TH Y., 77 &HR

FRIZHL, Y=/ 72 F 2mg/ HIECITABICKRE D o7 (p=0.038, L4580,
(HRDFFEI) A 2T B &L, 7T AL LY ) 7 A F2mg/ HRE T, ZZ4111.70

+31 57 8L 38.12£26.69 THV, 77 BAREECHL, Y=/ 72 b 2mg/ B REOFFF

WCHRZEMMAFRD bz (p<0.001, E3HHT) .

%@ﬂﬁ@TuRE{ (HIRHERE, 2RROREERE, 157), LS AEIRRERE. B W& EIEE Chitl)

BLOLOWEF) OFGH1B IR GETRROMO R a7 Z{b&OEEEIZ, 77 2R~

1.45~7.07 BL Y= /) # A bk 2mg/ A 2.26~8.46 TH - 7=,

p<0.001° [ 75t (n=33)

70 - ] [ 2mg/ B B (n=34)
SF-3650 p=0.038* i EERE
QoL 50 L4

40 | ‘
2 30-
; 20

10
oLl Mo b sk

_10-

_20.

_30d BiE BEEH BKO WM FH  HeEE BEEH LORE

HEE(BE) e RER HAE MR G

a: REFIORATEREELL-E SO
KV—-30 H5#ETHOSF-36QOLRAI7ZE{LE [FASHEHXE]
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O3

- FEEZXEE . FEFMIER

HEEGORIRIL, P /)7 A METLI00% (34/3401)) . 77 2 REECTT5.8% (25/33%1) T
bolz, TRAEEFELGIIY ) XA MECRIEFEHIM (97.1%), BIHTEZ (32.4%), 1
TN W (8.8%) 7oL, T EARBETEMAIAK (42.4%) . NETE M (39.4%) . 5
(9.1%) 72EThHoT,

- BERRBE - gIREHEIEE

BIEH ORBIRIT, Y=/ 7 A NET100% (34/34f1) . 77 B AR#ET45.5% (15/33%1]) T
bol, BWERIZY =/ F A MHETARIEFEHIM (97.1%), 1ETYH (5.9%). &, 5H%.
PARRHASESR . RELAIA £, UNEFER, P e Y L e (%2.9%). 7T E AR TARETH
Hif (39.4%), Huls, TANRTIXUBET I ) T A7 27 —FBH# (%43.0%) ThoT,
ARBRICBWNT, 2 E0EERBEMITRO bNehote, BERILICESZRIER
2, VT A METH (2TY ., BAREER) . 77 8RBT (REFE i) ~54
776

RV —27 BIERERE [REMMBINR]

B5 8 CI/ SR 2mg/BE TS5 RE
BRLESE R 34 33
BIVE I BB 34 15
BITERFELE (%) 100.0 45.5

BI1EF HEGIH (RBRER) RGIEH (RBEE)
ARIET & Hif 33(97.1) 13(39.4)
ETH 2(5.9) —
E=in 1(2.9) -
GIEbE 1(2.9) —
PRI IR 1(2.9) -
HLHIH #% 1(2.9) —
PNELEE R 1(2.9) —
MAE YL e HEn 1(2.9) —
L — 1(3.0)
TANRGEURT I NT AT 2T — BN — 1(3.0)
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mpat

@R MDIEE
PEERHMORRE (28 HZ L) IZBW T, NEFEOARRE] & LIX T@HEOAKRLD 2
OMEgR I 238 L= BEOEIRIL. 77 2RO SR, &5 48, 8, 12A, 16 #HK
BLOBRBIZEMIZZNZT 100% (33/33 #1) ., 51.5% (17/33 #1) . 90.9% (30/33 f5) . 80.6%
(25/31 ) . 83.3% (25/30 i) LU 87.9% (29/33 f5il) Th 7=, BHBHAAKREH X% EGF
IZE Do e 4 BREOFEGNHD Lz b 0o, ZLISMIAFHEREIC R & 22 L8
RO o T, 2mg/ HRETIL, TN 100% (34/34 f5]) . 11.8% (4/34 f51]). 21.2%
(7/33 fi) . 15.2% (5/33 f3), 15.2% (5/33 f5il) F L150.0% (17/34 ffil) T o7z, 2mg/
ARECIE, BERNE T 7 B R L RBREOEEG ThH o722, HE5PIIED Lz, T2 A&
HLIE DAFEOARI VDR OMERRHIMZEE Lz BEOEISIL, 2me/ BRETIE, &
H5RiHDHWET 7 BREICE L, &ML T,

(%) TS5tREE (%) 2mg/B B
100 - 100 - - . .
B
60 | . 601
Zl
&
404 40
20 4 20
0- 04
®EE 48 8B 128 168 HREEH ®E5E 48 8B 128 168 REEH
(n=33) (n=33) (n=33) (n=31) (n=30) (n=33) (n=34) (n=34) (n=33) (n=33) (n=33) (n=34)
ELRfiiis:t] Rl

O dmaL KA E OREOARIYALLZY EEFE0AREE EHMEEOARIYSL
MV—31 MHRLEMOEE 28BI&L) [REMBFTAR]
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O )=k

PEER M O B4k CE¥E SRR 13, 77 B REEOR LR, #5438, 8, 12, 16
HER B L OBt 80229 H, 3.7£34 H, 7.7£28 H, 7.2+2.7 H, 7.7+
40 HB XU 6.913.7T HCThoTz, HGHMARAREETICE DRI T2 4 WO H K
P L2 0D, FNDAMIS TN R X B8/ I R~ T, =/ 7 A b 2mg/ HEE
T, #FNEN 71124 H, 7.7£6.3 H, 15.9+10.0 H, 14.3+11.4 H, 12.4+10.5 HE X
W59+45 HCThHh-oT-, Y /7 A+ 2mg/ HEEOMES MO B CEHE) 1385 8 HiE
WCERBEI L, BB T AR L, BEEINCII R SR EIZIERRE ThH o,

(8) - 75t E (n=33)
304 —4-2mg/B# (n=34)
25 4 THEIZERE
% _
fﬁ 20
m 15
?3) 101 H
2l ~
5-
0
&5 48 8:8 1258 1658 HERH
EEFHA
KV—32 MHRHEMOBEZ (28BZL) [REMBHTXR]
OFRABRKRETOAH

BEGHETH (E7FHIER) NOARARERE TO RS CEIEFEERE) 3. 77®
RBET 18.546.5 AB LU=/ 4 2 | 2mg/ A BET 28.329.3 H Th 7=,

BEBIEIO ARORBRENKRERT LY BELS RoBFIL, 77 BARHET2HBIOY T ) 7R
k 2mg/ AREC 5 HITH o7,
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2) REMHER

FMARMRSHER 2229

RV—28 Z2MEAWMEEREFLERIARSHABROBE

HEETHA

SRR, T ¥ 2Mb, B, BB GHAR

w2

T R AR IE R 130 f
(96, TERABRESD 24 6], +EMHEESOE 24 B, WEESEDE 15 451)

- AREMAGT 2 HBE FEDISH 2 S Visit 22 £ TOHREHIZB VT,
FEBRBIEICERNT 2 & &2 DN (FIER SUIER) 23, &m A
7 C3 R EDEE

- [FEIAS H 2D Visit 22 £ TOAREHICB T, RIBETEKEIERE
BELOMRIIZE Y FEIRHIE & Bl Sz B3

ERAQ7T

HE | RE
mL
HEIE
46
HE
mL
HEIE
46
HE

N A37

AT L

fL# (¥ - FH) KETOXEDY

Bz o TR L 72K 22 212 E T (% - o) ~0Xme & 727
1 BLL AR, 8 (P - FF) B TER0

L

TR O B HARE OBV ORI I SRR A 1 B L
ARSI P O b FREE D TV VAR OB I SR A 2 2 A6 L7z
FASHARI T O b FREE O ER\ IR ORBIHAM I8 % 3 B LA A Lz

PEIR D
P

A
DR
R

W O|wh —= O

ERANCT) 8- 3

IR, BRI SUTIERE L CW A ATREE D B 5 B

c RS EERE B L O MRILIC LY KT EA SO 5 & 2k
Sni-gEk

c TEBRBEICLAEEOEMN (~EJ r B UE 8.0g/dL ) OREE XX
Gt fa T 5 8H

- BETIERWEMN (~E27 B EUE 8.0g/dL LA 11.0g/dL Afil) (Zxd
HIBEIZ L > Th~EZ 1 B 11.0g/dL VL FITiE S 2B

- R EERE O R, FLWVFEER GLITEK (FEEREBOK
K% 100.0mm) LLEdH 2D WIEFEAIERKE 40.0mm B E) 2/ 254
Fzh kL

HERTT A

AREWIFE 2~ HEHXL YV Y= ) 7 A+ Img §8% 1 A 2014 1 &£, 52 [
HAROEL L,

FEHEEE

zatt  BERMAUBEOAERER

Bl R 1E B

M B G-BRAG A AR O REIFE

A - IR A 2 TR LR, R A 2T SEEO A, KR A 2 T EaHAD
A VAS (T - Bm) ZMbE. 7591 XOMi/NR &M/,
FE A R NIE O R LR, i CA125 BRE

A

Lzl BEG B UBEOAE RS LURIERORBRZ R LT,
Azt B H IR LSRR R RO R F 7 3R AT o

a : BRBHARIRF —2 & B2 & L7kBEH

8. EELQERMIE (—ERM
8.5 &K% RHHET 2HAIIFUTORICEET D2 L,

* NEFEHMAFHRANCERO b TV 2 BE L, RS CEMEEES) (SN2 il & O#hNz
P

HL. EMR g2

EITOE, BEORBICHAERET D2 &, £lo, LEITELHMEZED

R EDOEEBETDHZ &,

cARFNO 1 FEEBZ DBEEICBIT DEIER L SIS L CWORNO T, 1 FE2B 2D REIFIEFEE
VB LW SN D BAICORMTV, EHCHERRE (LERE., BHERES) S2irok L. BEO
Wl o EETDHI L,
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HER
OERBRAITELE U~52 BOEBR. REZH)  BIXRFFMER
IR A a7 OFGRIME CE¥EEERERZE) 1246211 THY, 54, 8, 12,
16 38, 20 ¥, 24 His L O 52 HRFOZ v & CEHME CEERZE) 1L, 2hEh—3.211.7,
—26+1.9, —3.4+1.7, —3.3+1.8, —3.5+1.7, —3.4+1.8 K L 3.8+1.5 Th-o7=, #
BEMOE R CEHEEERA) 1L, —1.311.8 ThoTz,

1 - —1.3
0 |
&
@ — 11
3,
4
3l
1t
2 4
_5-
—6° 48 8B 128 1658 2058 24:E 2858 3258 36 408 443E 488 52:8 #5 #&H
BT =He
(129) (127) (126) (126) (125) (122) (120) (119) (119) (119) (117) (117) (118) (129) (129)

B
() NDOBIEIZERIE

a: I ERTRA~BEM(BRARKTET)
HMV—33 EEAITEILEDHTE [FAS#EHR. OC]

QEFBAIATHRER (4~52BNEHEAH) : BIXEER
Beh 48, 8, 123, 16, 20, 24 i L 52 BHIFOWER (LKA 27 N Hqi
NH—2 Ll bk LI BEOEIS) 1L, T 85.83% (110/129 fi) . 72.4% (92/127 fi) |
87.3% (110/126 f5l) . 87.3% (110/126 f3]), 87.2% (109/125 f51]), 86.1% (105/122 i)
X1 90.7% (107/118 f51) TH -7,

10(5/0)
86.1% 90.7% 89.9%
80
:j;’é 60 -
Al
7 40
-
= 20.
=
0_
48 88 128 16 20i8 24i@ 283 328 368 408 448 48 52 1’5
ETHEE
(129) (127) (126) (126) (125) (122) (120) (119) (119) (119) (117) (117) (118) (129)

BERH
() RDEIEIFIEGI 2R

KV—34 EREADITHEZRDHIFE [FASHEFT R, OC]
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k-3

- BEES  TEHIER

HEFSIL 130 B 129 61 (99.2%) 1278 LTz, ERAEFEHRIT, A EFE Hi (96.9%) .
BIHEAS (46.2%) . 1ZTYH (8.5%). FHE, SMEHIED U XIE (% 6.2%). 12, &l
(% 5.4%) 2L THoT,

- BIVEFARRE - BIREEMIE B

BIWEFA OFERIT, 97.7% (127/130%1) TH-7-, FREWEAITIAEFEHIM (96.9%) ., 1
TY (7.7%) . PARHEPER (4.6%) 72EThH o7z,

AFRBRIZCBWT, SEEFI2 G EEREWERIIERD b hoTz, HGFIEICE > -FIEM
23, 66 (RIEFE M 346, ' RofE, ARHER, FERY —7 034 161) Aoz,

£V-—29 BERARERE [REMBITXR]

A et S 4514 130

RIVE R B 5 127

RIVE R BLE (%) 97.7

Bl1EA FIRGIE (FEHFER) »

ANIEAE 126(96.9)
EFTY 10(7.7)
PRIAE IR 6(4.6)
BV 5(3.8)
T SR R 4(3.1)
2 ifi. 4(3.1)
FLEE A PRIER 4(3.1)
ARRSE 3(2.3)
BH 3(2.3)
% 3(2.3)
ZITE 3(2.3)
HIRZ 3(2.3)
e Ek 3(2.3)
T 3(2.3)

a : FBLE 2% Ll
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O ERFHRIC KL HEMERARER

3 AT & OFBFERNC X 2R ORIERFBLNC T 2 RBLRIL, &5 12 HETTIX
94.6% (123/130 %), 12 #H~24 i TIi% 0.8% (1/126 f3]) , 24~36 HTix 1.7% (2/121 ),
36~48 i TiX 0% (0/119 f1]), 48 FLIKETIX 0% (0/118 f]) . HE#& T Tix 0.8% (1/130
i) TH-oTz,

Be512 1 F TIZ 5% LA BB UZFIER X, AEFEHIM (93.8%) BLONETY (6.2%) T
Hotm, 12H~24 ELIETIX 12 BN L W IRIETH -7,

S EEDEIEREH

BHIHGHBRICBWTEEOAMBECHEFLAHKE L | X, BROMEHEIC (THAL L 722
WHOD, TEIERNIERAEEREETHY (RAEBSEFO~NE 7 EE 11.4g/dL, 1
R O KPR 9.40m, 1B 8 e KEVE 3.4em) ARAIHEES-90 B HIZHEEE OF I (Hb:6.9g/dL)
ERB LT, AFIOKRIEIZ L A REFEH OB AL, $F 0RO #5365 L OERIRES
WX EE LT,

@R EHMOEE

@ o R LL o) (H@Ew o A RERE ] XX TEEOAKRLY 2 ) 2RBE L
BEOEISX, &ER. #5408, S, 12, 163, 2038, 24, 52 #HE L OB
I, THFh 98.5%. 8.5%. 20.3%. 10.3%. 15.1%. 13.6%. 15.4%. 6.8%3 L X 53.5% T
»HoT,

(%)
1001 s — e m— m—
1 BLLLLL LRI
soi | (s bbb L P b B R e R
| 6o | [ 1 - 1 I |- — 1 L
o | | I
= | | | —
401 S O ) S ) [ — Iy
204 | | ] | [ [ R O () NN
0
B58T 48 8E 1258 1668 2058 2438 288 3258 36 4058 448 488 5258 %
He
(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)

B

O HmGL OI<4E MBEOARIYLLG HBEECAKEE EMEZEOARIYZN

a:BERTRA~SEB(BRARKRTED

RV —-35 MHRHMOEEDNHE (28 BL) [REMENTAR]
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Gl )=k

BB AR THOR A ~REKRTHET (LIF, &5F) orEgRHMmIZ, 125/129 4
IR B, FEFOMIRHIMREE B4 L OS540 5 o 2o R B B o E &
CEEIfE CAEHERAS) 13, 123.1£86.9 HEB L1 36.66+:25.31% Th -7z,

PEgs IO B 4% CEME EERERZE) OHERIL, & 501, &5 48, 8, 12, 16, 20
M. 24 ., 52 W I OBBIEY et 7.3+24 0, 7.1+72 A, 17.5+10.0 H. 16.1
+10.8 H., 13.0+10.8 H, 11.4+10.8 H., 11.3+109 H. 5.5+85 HB L *55+4.8 HT
HoT,

(8)

®
H
|
-
-
I—

®
H °
m 144 ¥°
D x M
E ® [ ]
# 7 | ¢ e L
L4 ™
0 W T L] L L L
RE5RT 458 8 128 168 2058 24:8 28:8 32:8 368 40 44:8 488 52 fﬁﬁﬁd
=1
(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)
TR
X <— ShiiE
le 75% 8 +1.5 x UAGIEFE LT
DERX(E
a : 20 % I L CHER FHME—> 0| ™ 750
b : 8% L TR RRIE 25% 5
c : 6BlEEE L THER N— 25%& —1.5 x MR EEE L E
d : BT HA~SHEM (FRARKTET) D&/ME

HMV—36 MHRHMOEBEDHRE 28B L) [REMETHR]

COBEARRRETOEH
B 5-BRLAE] 130 Bld H B, 127 Bl CHRARBHER INZ, T 0 9 bk ROFLE 2 5HH
FHETH 72 120 Bl G TH CUIFIER) 2HERARIEEE To R CEYHE =
HefF72) 1%, 28573 HThoTz,
B G-ATR K ORBIEH O Ao A CEAE CEERZ) 13, £ 66214 HB LU 6.2
+14 HThoto, [LEMEMHTRIE]

(5) B - MIEAHB
KPR L
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(6) AEEfER

1) EH

i

RIERE (—MRERARERE. BEEARERE. ERARELRAR).
RERT —FIN—RARE. RERTRERAROAR

HRARIERE (FERFECHESIEBRORE) (BRT) 29

FAEOBH) | RO TERIERE IZB T 2 L2 R OEMEICET 2B REE L, U
TORNFIZOWN TR -#EREITH .,
1) EHFERETICB T 2RITERZEO R AR O R
2) HEMXITANEICHEBE 25 LE 2 b5 ER

TR Hr gk gk 7 2

JiE B 5 UM SE (51145125951

FRAMIME | SIAEHIME 201741 H ~20204F6 H, BIZHIM « 523

FERFHEEE | Btk
<HBERBEINTZY A7 >AEFEHIL - &, 7F7 4 7% —
<EERIBIENY 27 > 20 A OIEGNZ IS 1T 5B 5 E~ DR
i
i HSEHE T CO T B MRAEIZ L © IR OSB3 2 7%k

7oA R | ZeMERRNTRI51185 Bl 5 H739 #2906 HORIER RS Hiv, FEL

TEIWERIX, AIEE Hime95H], &ifnbs3f], FEFE1961%E CTH - 7-, R
(BT D EIER S EREI 1362, 4% (739/1185 i) TV, AR £ TORGK
R (TERAERE 22X E L8 TR O IEREB 04RO 5) 12
BT 5RIWERZREEEE98. 4% (311/316 f]) ([CHA_TEL Rvotz, BEER
BEINTY A7 R OEEREEN Y A7 (CBE T 2 RIEH ORBBIR I,
AIETF-5 HA o« 2 ifn. oD B FE 4517030, 8% (10/1185441) | FE TR 451 7358. 6% (694/1185
) Tholz, 7T 747F—, 20 WARMOEGNZI T 2 BELE~DE
BORLETINTR LR T2,

BENERRAT R 5131182 Bl Toh o 7o, B5BAMERIR OISR A 27 NHE H A HE
THoTIEFNCBIT BRI P OEM A 27 & LT, iRy (514
MICE 63, EHXIRT =202 b bIEWVIHMITH) OEFA a7 04
B CPOEEEERZE, LFREE) 12—2.022.0 THY ., KBEEE TOR
PREBR (F e IRAIE R 28 & L= EWNSIAERER) To#R G168 DK
AT DR (—3.8£1.9) ICHRTEFEAaT OELREICKL HUED
FEGWIT/NE otz EWNFE TR CIIER A 2 7 033880 Lo B3 % xt
Gl LI=DIZHR L, AFETIT, RAEGBRLAREOIE A 27 32,880 F D
BEN6ATH] (HEWEMRAT R D54 T%) FFEN TV I ENEELZLE X
D, 2B, AANEGBRIEREOEE A 27 N3 mLL ETE 72533610 5 B B
BBAIERT# OITR A 2 7 BNEHTTRE T d - 7249941 T D e (L ETAM I D 58 A
a7 OEEIT—3.521.7 ThY ., EWNEIFHRBRAMAE & RFEEOA 2%
DHERR ST, ETo, AFNEG-BRAERE DT A 27 323 LLF D647 Hilod 9
B, GBIARTH O A 27 DR FEE T & o 7259861 T D I AL G RED
JEIRA 2T OZEALEITZ—0. 61 0T KM A 2T OWPITEO LN TND Z
EMD ERFERE T TOTEMRAEICE S R OUGEIZ BT 5 A 2RI REE:
OMBEIXNEEZ BT,
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2) KBEHL L TREFEONERGRIE L 1-HE - REOBE
gk L

(7) 0t
EEE R L
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VI. EhEHRICE§T S1EB
1. EEZMICEAEHILEYRITILEEE

2.

TugATuy, YRRFATuy ARndxrTas 2T FRT ATV B RedrTals

ATFuarhra B AT )L

EE  BHEO S DG WOREE - DRFIL, BKFOETRLEZMI L &,

KIEEA
(1) EREM - ERR

VI A MET B AT B URERIC AT BRI T T =R MEM AR L, SRR
L OFENIBHIR ORI & 1 5 ISR T 5 A0S L OF B IRARIEIC M 5 P ik

BERTEEBEZLND,
1) DREBEAREANHIEA

OVx ) A A MIBRETE— FRIKICERAT S Z ik v LH —2 2406 U, BEIImEI/E

%i_\‘ﬁqo

OVE ) HA MIMOREENRT S 2 LIk TR b7 DA — LA &7,

2) FERIEHALE e & 1 R

Ovx ) F A MEFE N6 U B A G 2 54,

OvE /A MITFEABAML R C <, FEPREMRL I U EE e 2 4

IT 5N
T m FEPRIEER
l LHY—2 ol l SRR EINE l
SIS F SRR EF

BEBRHNTHY
TIARSIF— L OEED T

1

EROFER . ARIERE DR/ - =0

RVI-1 I /H5RMOHEEEBER
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(2) EhEEFTSHHERRE

1) 7oA TO0VZBRRIIHT IERES LV TOSRATOUERA

Db FRTOA RRILECZEEIESHEE (in vitro) 2529
b hFusz2rarzEgR (PR), ZvazalFas REEE (GR), =& b F Ul o
(ERa) BLO=R b rziFZE B (ERB) IXEEBEFHABRLHROERA%, B F TV R
07 UK (AR) 12 MDA-MB-453 #ifil (AR 2 %314 2k b FELEMIE) oA R
N U CHERA L, RBRWE O ZRR~OFAREIIHAEICL VR L, EH%Y T8
DEZ AR~ DIEEITHRIT 5 50% I (ICsofE) ZRD7I=,
VI A MIPRICHT OMAEN KB E <, KN TARIZHT ofiaaEZ R L, GR. ER«
BELWERB IZxHT A EEIXEI - T,

RVI—1 PI/HFRFOERRTFOA RRILEVZEERIZDOWLNTO ICs E

. ICs0fE (nmol/L)
HERME
PR AR GR ER« ERB
xS A R 47.6 302.4 2664.1 >10000 10905.0
B — ) 159.3 12.2 1462.9 >10000 >10000
AR urAray
" _ 3.1 2.9 6.9 >10000 >10000
FEfR T 2 7 )L
WA= Sl = 4 6.3 123.1 76.9 >10000 >10000

713 duplicate T L 7=,

BZBREROREEFRBR CTIXLUL TORERY o REeEH L,

PR:3H-7usx7nmr, AR:3H-Pt ReT XA AT r Y, GR :3H-TXH A XV |
ERa/B :3H-=A T VA —1

B2 BRI KT DIEAEYE D ICso fEIFLL T D@ v

AR: Yt FuT7 A AT (0.8nmol/L)., GR: 7% A% V> (4.1nmol/L).
ERa : a-=A T4 —/L (3.6nmol/L), ERB : B-= A T U4 —/L (2.2nmol/L)

QE FRATOA FRILEVZBRRICKHTH7IR MEES L UVT7 02 TR +EM (in vitro) 2932
Jx ) A Dk b PR, AR, GR. ERa. ERS BLUOI % T/ aLFas FZEEK (MR)
T 57 F= & MEM (EM(L) 21y 727 —87 v LIk BE LTz,

COS-1 MK AT B A RANVEVZFEBOFBRARY X — K2 KEOIRERLS & FFoh 2 v
Ny 727 —BULAR—F—BEFTBLONBEREL L TCUITA XN T 2T —EBLAR—
4 —BIFZEANL, WL VITRBME L & bIic 1 BEEE Lz, £2FIRICOWT, #l
ESNTNAY T =25 —BIEMNOHERLY 7 =5 —PIEMA B L, RSO 50%% 5] &
ZTRBWEIRE (ECsofl) ZR7-,

Pz ) A MIPRICKHT A2BING AT T=2 MEMEZ X LA, AR, GR, ERa. ERB B
JOMRIZHT BT T=R MNEWEEZ RI 2o Tz,
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RVI—-2 PI/HFRAMDERRTOA RKKRILEVZERKIZHT H7I =R MEME 2729

i ECs0fE (nmol/L)
HERME =
PR AR GR ER« ERR MR
VT )AL 10.5 >10000 | >10000 | >10000 | >10000 | >10000
HF =)L 1136.7 18.1 >10000 NT NT >10000
‘mX RS AT
AR #i /f 7 0.1 56.8 23.3 NT NT >10000

FEfE— A T )V
A=A S = 0.8 7852.5 | >10000 NT NT >10000

&1L duplicate THEMi L 7=,
NT : Ef L TR\ & E5RT,

FEBRIHT L EEME (T A=A ) O ECsofHIZLLFD@EY
AR: YVt Fr7 A A7y (0.5nmol/L), GR: 7% % A% > (1.2nmol/L),

ERo :

a-TA N7 VA = (0.4nmol/L), ERB : B-=A T VA4 —/L (1.83nmol/L).
MR : 7/ K272 (0.lnmol/L)

AR, GR BLEOMRIZHTHT v X IT=AMNERENL T T =T —ET vEAIZLVRFI LT,
TR IT=A MEMIL, FSEROBRNT T2 NCHEEINAMERLY 7 =5 —BEH%
FRRE L LT, RIS % 50%H6] 3 2B E O E (ICsofl) %R 7-,

CEJHFAPMIARICHT AT X I =A MEEZ R L7 (IC50="775.0nmol/L),

RVI—-83 CI/HFXAMDEFRTFOA FRIVEVZERERIZNT BT7 U2 TR MEM 2930

. [CsofE (nmol/L)
HEBYE =
AR GR MR
V)AL 775.0 >10000 >10000
HF ) — >10000 >10000 44928.4
A Ra®xoralrfzAroy
. - >10000 >10000 1108.6
WElg = 27 )L
=2 S = 146.3 9762.9 18.1

HE 1T quadruplicate T L 7=,

BRI T DN (T X IT=A ) O ICsofEIFLL T D@D,
AR: B Fafxy 7% I K (362.7nmol/L) . GR : RU486 (3.1nmol/L).
MR: Atwm /77 b (26.2nmol/L)

V) A A NOEKRHAE 2mg/H) H5FEO Crax 1 140nmol/L? TH L Z &b, KHET
B T n A AT a AAERERTEEZ LN,
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@ I/ HFRLDTAFATAUVER (Sv k) 3339

MEMEZ > & (SD %, —HE 8 fl) OMAIIFEARH L, 2D 11 BENH T A T VA —/L (E2)
lpg/kg # 1 H 1Rl 4 HEIKEKL THE Lz, B2 05 4 HHIC Ee & [RIRFICEEE Gor RER)
Xixv>= 7 7 A b 0.03~3mg/kg FHEIRR D&KL, HHVNIT r S AT 1 10mglkg & 2 T #
L, ZOERICFEREELNE L, £7o, BICX 2 FEHEEMNZMHRET 5720, Bl
DI 4 BB THE Uiz B2 R GRE 2 5% T 72,

E: OB HIZ I FEEENEM LA GHREE) ., Y=/ 72 b 1 X% 3mg/kg & 51280+
EEBEOBEMAEEZIZIHE Sz (p<0.01, Dunnett L HEILEHRE),

B, VR A NBIOT e S AT e o FEREEMGIIRIE,. el AT e U B/BIKOT
VHT=A M THDH RU4A86 OF 5 (10mg/kg 2 F#5) 2k vHiahiz,

(mg)
400

300 "
200
100 ]
. L1
0.3 1 3

*{#8E  0.03 0.1 JAFR IARZ
mg/kg  mg/kg mg/kg mg/kg  mg/kg FO» A=

N 10mg/ki
ST FAR mg/kg FEREG

RVI—2 Sy rIBFEZSI/FRAMDIRAMOSVIZLEZFEEEEMICRIZTIEZE (1)
K D& 71T MEERE 8 Bl D £ FE R AR T,
** . p<0.01vs. ®FEHE (Dunnett DL EILEMRE) ##: p<0.01 vs. XHEE G-HRE)

Mo e e kN

(mg)

400 — p<0.0001 p<0.0001
[ 1T

p<0.0001 p<0.0001
[ 11

1
300
100 — I
0

B JI/HFAM FOFR RU486 Y I/#Z+ 7OFZR IARZ
3mg/kg =0 10mg/kg  3mg/kg = A=

Hlo e B

10mag/kg RU—I;BG 10m_E/kg FizE
10mg/kg RU486

10mg/kg
RVI-8 Sy MIBHA3CI/HFRAMDIRMAFVIZLDFEEEEMIZRIFTTEZE (2)
% T MIERE 8 FlOFEHIE HIEHERE F 7T,
tFHREIC L0 2 BERIOME 2 566 L 7=,
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@CI/FALOTOFRTOUAERA (McPhail 38 : o4 %) 39

HEPE D % (New Zealand White, —H£5 ) IZ= A NT7 VA —/v%& 1 H 1[0, 6 HERK
TG L=%, BELLEEE GHER) UIRB®W'E (Y= 7 A ME 0.001~1mgkg, ¥
Y —)L1¥ 300mg/kg) % 1 H 1[0, 5 H Faﬂ}i?ﬁﬁu&ﬁ HAHWNNIT e 2T D 0.2melkg
Z 18 1[E, 5 HRER TG L, &EEGEERICFELZME L, FEROBZEDOEARW
% McPhail ® 5L LD 005 4 if“% a7 LT,

KTHEHECIL, McPhail D227 ERIFERD b2 hoTc, Y=/ 7 A F® 0.00lmg/kg #% 5T
I%. McPhail 227 O _EHITZEO B> 7253, 0.01mg/kg UL EDO#FH 512 L Y McPhail % =
T EH LT,

L7eRo T, V2 FARMI, A NTZ VA=V EFIEE L U280 T 0.0lmg/kg UL E
DO¥H- T EIROFEAEE LT,

47
3 I
McPhail
A _
3 2
7
1 —
0
0.2 AFEEE  0.001 0.01 0.1 1 300
Ay zxror YI/HRD dFJ =l
(mg/kg *sc) (mg/kg* po) (mg/kg * po)

RVI—4 DHYFXIETEIPI/TRAINDFEBROREIZRIZTTEE (McPhail :RER)

DK T MIEFE 5 GO LIEHEREZ R,
*: p<0.05vs. XERE (Dunnett O & KR E)

** . p<0.01 vs. xtHEEE (Dunnett D% LR E)
##:p<0.01vs. xtHfE (Wilcoxon #iiE)

McPhail X a7

2a7 0 TENEISEE T TERIID R E L&’@ TEAEIRERELTVD
Aa7 1 FEBMIEIEREPIZIEET 500, EEROBEIZITZLD3 720
Z2aF 2: Aa7 LTk, TEROEBITEINT M3, ”*KODF?E [ A A
237 3 FEBIIFEES BET D08, BRPENE TR

Aa7 4 TERIFERBITS £ TRELDOBOIERA LD
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OFENEQBEEEL (FERNIRERSE) 9
TENBERE 25 L LEBRKERR T, Y=/ 72 b 2mg & 1 H 2 BN/ 16 @R
N5 L, Y= 7 A MEGHIR T OMEZSH IR B O 75 NESREZ T, LRI ke
%BdH DV ITEMG 2R L, BEIIZBERS 580 iz, 2 b OB b (RaiisE L) 13X,
VL) TANDFERNBEICHT AT S AT a AEARRE LI D EE X BT,

@FDMDATOA RKRILEAER (S k) 3739
7 v FEHWE In vivo WBBRICEBWT, Y2/ S A NMIT Ra AR, JvaanFad
RIERB LI R IV arFas RFIER&E RIS 20572,

RVI—4 CI/HFRAMDSY MIEFBZRATAA RKRILEVER
AERIEH TERDIEE EN 5V DY —EHI% | RE5EE R
Ty Rusy | KRBT v o | Wistar-Imamichi,” 5 it 6 1H 1[A., ;2;] iﬁg{??,?)glg
=1 [=1=} = TN e
EH BIIEFEAR BRI | 24 Him, /1 7 HM 0o B e T
R BB Z » MIZ . . 10, 30, 100mg/kg
% L . % ki .
z;?;’ﬁ;ﬂ? BUAFZY a— V/V;char—ﬁ/ﬁn_ﬁ% 8 WE | ROogE cER
vavg e RO LIRS T,
R R v b . . 10, 30, 100mg/kg
IRxIan A H o .
7)) B AR Natss Wistar &7 # i 6 B[] P R T

F oA FIEA

F KO

/T

W BRIz,
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2) DNEEEINHI/E A

OREROFBEOMEBEEICRIZTEE (AU A(4F)L) 0
FIE—E L7z ARE 2 AT 5 sBErE =7 4 v (—RE5 ) 2 vz, HRREM o B (A
BB H) NOROAREM 1 BEE T, WlEOA%Z 1 H 1R, KERSFHANKRE L2 R
BEHIHD), l&fE AREM 2 AR XY 60 A, =/ 7 2 1 0.003, 0.01 X% 0.03mg/kg
Z1H1E, KERBERNES L, S5V F R FOFERT 1S 60 H A KREELIR &
L7z, AR L, AR (EgsHim) ofF S22 L, miEh LH, =2 h 7 V4 — LB L0
Tu AT u SREERE LT,
VxS A MO 0.003mglkg 5Tl HEpE GG O AREEICEET R, TS AT
o UEED EEARO BN, YA b 0.01 BED0.03mgkg #EICkY, Fur T
o RO RS E AREROEIENABE S, LD, Y=/ A b 0.03mglkg #5-
BT, 2B\ TEMEEHM T o7 r 27 a REO LA, AREHOEIER X
VT A b7 A= VREDO EFAMHIAA S, 32 LH Yy — VI3 bivizsoiz,

®VI-5 PI/HTRMORERSTARERAHOELELDY
TOFRTOVEBEODLEEREO ont=-h=0 1 FILDOHE

DI/ TR MNRE=E JOFRATOVEEDODLR RREE#OEL
0.003mg/kg 5/5 0/5
0.01mg/kg 2/5 3/5
0.03mg/kg 0/5 5/5
—e | H

2 TANZIHA—Ib

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

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

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

Y SRRAN SOBEE
EBVI-5 I/4 Rk 0.03mgkg %50 1 4l
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QREZORSONEKECRITTEE (BERARME) 2

BERRRNZCHE T BNZ, =/ 7 A b 2mg/H %A 1 H 2[ENZ40 21 AR A&REG Lo & & (3
Blzz) ok LH, FSH, =X F 7 V4=, TanF 27 OREHBE, o=/ 72
N BRI O FRBIZ OHER & Ll L7,

OIS FrOE D
KRB ILE T O H A AL 502 g LH, FSH R E O —ifatk EFA-23580 biiz iy,
v ) A M RERBIERICmE S LH, FSH EE O —i@ME BRIk L,

HEBREES HEREES
—o ] o0—ao 2 o+ 3 o0 4 o—o ] o0—o 2 o+ 3 o0 4
- 5 [ b 8 & 8 = 5 [ e ] 'B & 8
(mIU/mL) BB EEETHA (mIU/mL) JI /TR MNEEEEREH
80 80
60 - 60 -
m
B 40 40
5
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
BimH (R) BimH (R)
(mIU/mL) Wi PR EAERER (mIU/mL) I /TR S REREZRE
50 50
40 4 40 4
m 30 4
=
::'E:.Il
FSH 204
P
=
U T T T T T T T T U T T T T T T T T
1~3 9 121416 19 22 25 28 1~3 9 121416 19 22 25 28
BiEEH (/) BRI (/)

KVI—6 EEMALEICCI/HFR2mg/B%E1H2HEIZHT 21 BEZOKS L
tEomFPITFFrOEVEE#T
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SIMERILELDHRE

BRI I @ E O HRAYICA LN 2MEOMETH =2 T VA —VREOE—27 B X
1D T B A AT oV BEO Y — 7 BRI SN, P ) F 2 MERBSEEIC T TR D
DE—=71TFBO LR T,

HERESRS HREES
o—o ] o—a 2 —+ 3 o—-0 4 o—=o ] o—o 2 -+ 3 o0 4
—a 5 —-e B aa 8 —a 5 o——e B o]
(pg/mL) YRR (pg/mL) IIT /TR MR
m 500 500
=
::?1
T 400 400
A
|~ 300 300
Z
/ _ _
7ir 200 200
j[; 100 ~ 100 ~
i = e
B 0 T T T T T T T 0 — T T T T T T
1~3 9 121416 19 22 25 28 1~3 9 121416 19 22 25 28
BfEs (B BfEs (B
(ng/mL) T HREREREA (ng/mL) JT /5 A SR
50 50
m
=
i 40- 40
7
E! 30+ A 30+
2
= 20 4 20 4
O
=/ 104 10 4
Seh
=
E 0 T T T T T 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

BEE (B) BEE (B)

KVI—7 BERALEICCI/HFRF2mg/B%E1H2HEIZHT 21 BEZOKS L
EESOMBEFINERILE VEEHTE

QUNEMEEINGIER (FERNIRESRSE) 2
FENBIEEREICY T ) 7 A N 1~4mg % 1 H 2 [BIZ0F 16~24 BRI O&F G L& &,
FROFERE L SN AMIET 7 v 7 2T 0 PR EIT 20 I O LUEELL T TH v . HEIRIMHEI 23
NI T,

O~@DHfEN b, Y=/ F A MIT Ry AT v LR, HKTH— TERAROMRHIC L
% LH % — Y OFFEs LOHI &2 M3 2 & o L #EE S,

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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@HEBBRENDIRA S CA—LELIUVFSHIZRIFIEE (W= /4HIL) ©
WEPED =27 A v (—8E 4 B) 2R, ARES 7 BIZEEE GHRER) HoviEy=/ 7 & K
0.1mg/kg % HERRSEH NG Lz, MiEh FSHIEEB L OMiEFo 2 b7 V4 —v (E2) #E
WZOWTIH, WEH DT YT 2 A FOBGRT, #5 2, 4, 12 B L O 24 KFfEZICHIE L7,
KTHRBEOIMAET Eo JREEIL, #6524 FRE#% £ CREAIME & RRRE Tho7-23, FSH RE X 24
HRBICEEICK T L7, Y=/ %2 b+ 0.1mg/kg B EEEC I 515 24 B o Mg Es
BEEX, HERTEICH_RTHEICE T L, —F5, FSH EEIT# 5% 12 B L0 24 FEfICAEIC
R L, LR T UV ) A ML S MEEF B RO X N ERIE LW S 5D FSH
BN LIAEATCIER2WEEZ LN,

XHRE
(pg/mL) (ng/mL)
T 150 8
{: 120 6
e 1 ] FsH e 1
;e ! 10 S
| 30 T I 2
1 0 0
0 4 8 12 16 20 24 0 4 8 12 16 20 =24
BR5ERIE BE5®REE

I /4 Z M0 Amg/koRE

(pg/mL)
150

120
20
60
30

SNl NH

RE&EE ‘S &R

KVI-8 PI/HFRMDMBRAIR NS CA—ILELIVFSH EEIZRIZTEE
FOERIE 4 BIOFE R EZZ RS,
*: p<0.05vs. #5857 (Dunnett-t i)
** : p<0.01 vs. #5771 (Dunnett-t f27E)
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GHERKZESDINEICRIZTTEE (A=VA4FIL) 4
VE)FANMIELDZA RN T U= RED LRI OMF A HEET 700, M =2 1
v (—RE3 B RV, AREE 7 BICEEE GHERE) HoHviEv = # 2k (0.1mglkg) %
HER&SEFHANEE L, IS RIE TR E LTI LT, 5 24 KR ICINER 2 5
L. FHIaoEREmalclil 57 v~ 22— 0B, —A&K DNA L@ Mic X527 R h—
T ADIBLE R LT,
xR MNEEREO 3 HIF 2 BITIE. EFEIFROT g~ 2 — Btk 358 < — AR DNA 4L
PRI CH -T2 b P ) F A NI EFIMEOENHEINT-EE N,

RVI—6 CI/HFXMOYILNBEIZRIFTHE

58 B - L
BE | 7avs—t2aH — %8 DNA &4
1 + —
pogiickis 2 + —
3 + —
4 + +
v ) A M 5 + +
6 + —

Touv =Bt £ (GEAE) + R
— A8 DNA Jeeath: « + (BBik) . — (fath)

COEFEINBELMBEFIR FSTA—ILBEDOHYE (FEREERE) @
FENBIEERE 9By ) A A F 2mg &2 1 H 2 [EIZ4 ) 16 R 05 Lz,
MiFH =R b7 VA — VRENEEINAROMHE E MR —FH L T\l &b, Yo F A b
DOIREFMHENERA N MIER T A N7 V4 — VBEO ERAZ2IHI LI &2 6T,

QIEEENHER (FERGESRE)
FEBEBRZICOT 2 # 2 1 A 1me. 2mg I 75 ER% 16 B AR OH#E L b
T, MIEFTZA NI U4 VREICHEHZENICHEBERAEMSBERNRED bz 1718, F£7-,
TR L, YT/ AN 1 A 2mg THRAMFHICEEZRIET =2 b7 U4 — LiREE#
FIMER 238 B iz 19,20,

O~DORGEND ., P ) A MIEFEIBIC/ER L, ZORE4#MIMETH2 L1k =2 |
T NVOEARIHT S EBEZ LT,

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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3) FENIEMAE5EINHI/E A

DFERNEBRBEETIL (S k) @
MM > b (SD SR, —BE 9 BISIE 10 ) A5 M0 b1 PNIKLAE 2 £ L, A= R i F st
TICBHE LTz, 2 %I, BHENEOAE R L OBBROB R E MR L%, WE GIREE) X
FRBE (= 7 A X 0.03~1mg/kg, ¥ 7 —/L1EL 100mg/kg) # 1 H 18], 3 #HE[H#X
BROEE L, BEEGOBRICEBRORE SZEL, BlaMELHEE L, 228, kg
KO-, IREFEHEE, 7' LU UEFERE (0.03mg/kg) OKER FERGREZFRT -,
Yx )7 A ME 0.1mglkg LA o H & CEERARE & i/ S 17z,

(mnswg)_
L]
e
& s
2 -
. .
.% .% ) ®
20 - ® : 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/HRAb, TELYVELVFTFY—ILOFERNEREZE
BEBELZSY FOBEFERNEOEZERARBICRIZTEE
OVX [FIPELf HIRE & %9,
Ko () NOBMEIZSEHOFE, K038 2 L OFEREHE, B X OWHRII RO B HE £
AR 2 TR T,
*: p<0.05vs. XEHE (Dunnett O % & R E)
B#:p<0.01 vs. XHEEE (t-HT)
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QFENEBARBEETIL (UHF) »
W Y% (New Zealand White, —#f 4 Bl E 7213 6 ) OFFE A0 S5 N IEHLRE 2 R
L. A0 EMBEOEMES LOWMOF 4 &7 (BEEEIXZNZIVE 10mg) IZBHE LT,
3 MBI LR GHRED) iEEBRwE (V= 7 A M 0.01~1mgkg, ¥ —/1iF 10
BLO30mg/kg) & 1 H 1[0, 4 AMNERDEES LZ, MBYERGKTORAICBETE
WIRZRH L, ZOEEZHE L, 2, BB O-O, JRER 25T 72,
KTHRREOBAE - NI E (X 104+ 10mg (CEXE FEHERRAS) Ll — ., JREAHI#ET
I IRERIC b L CTIRECH - T,
LA RD 0.1 B LV Img/kg BEHRET, BREL B NEE SO EIHE S 7,

(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)

KVI-10 PI/HRMESEIVEFFTY—ILOFERNEEBZERBEL -
DY XOBIEFENEESICRIFTEE
OVX I3IF A B A T,
Ko () NOBEIZSEEOFR., R38O T EREER, Mkl X ORI
SERE SRR A A R T,
¥ p<0.01 vs. X HEE (Dunnett O£ & LB E)
## :p<0.01vs. MBEE t-FE)
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QFENEMEMIADIEEINHER (in vitro) 49
b MR FENEREMR (B3 ) &, Wi GHER) HonwidiBmE (Y= 5 A b
1L 108~106mol/L, %> —/1 1% 107~10%mol/L, 7' r /A7 1 % 109~10"mol/L) E{E
TC 4 HRERGE Lo, MR 2 HE U, cRREE O HIRREUT oh 9~ 5 & ALE B O fat oIS (il
fadE 5 5%) R LT,
KRR CIIET R PR R O ML & bhl U THRESR M TR OIS N L, MR 380 B i
72o ¥ 7 A ME10"mol/L (31ng/mL) LA LW T N5 15 PRSI ENI IR O MR g
ZHHl L 72

(%)

100

80
ﬁ E S
5 ol e vI/rah
x o—0 FO4RFOv

O 5FJ—Ib
20
0 I I I I \
-10 -9 -8 -7 -6 -5

HEBRMERE (mol/L) DxiE

MVI—-11 DI/ 5 X MDOE MEEFENEREMIEICx T 5 EEINH /ER

B D45 550E 3 Bl OB E L AR HERRE 2 7R T,

BEEOMIEE S HE (%) I ExHRBEEOME O FEEE 100% & L THEE Lz,
*: p<0.05vs. XEHE (Dunnett O % & R E)

** . p<0.01 vs. XFHEREE (Dunnett 2% 5 R E)
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@FENEEMEMBOEEINGEER (in vitro) 40
FEANBIEEZEOINRTF a2 — FMERIVSEEL 72 M FENBERE ML, B Cofig
B HHWNITT 7 A B 108~106mol/L 7L FIZ 24 Rl L, 7 nET7 A0 ) U
(5-bromo-2’-deoxyuridine ; BrdU) ¢ DNA ~®DH Y AL & A fasE o= & L <, ELISA
(BEF o E &L CHE LT, &6 7L — hOiliR% 4 [FlEUR LT,
VA NMT 10 Tmol/L L EDRE T, b b EANBEMEMIZO BrdU BY A& % H B
L7z,

(%)
120

100 - S

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

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

KVI—-12 I/ HRXbOE MEBEFERNIRERMEMIBICX 9 5IE5EINHE|E R
FOEHT T 4R (—RBRH7-VEEE 6 7L — hTHEME) OBl AR ZRT,
ZRED BrdU BV AR ESF (%) 135BEED BrdU BV AR EOEHEE 100% & L THEH Lz,
*: p<0.05vs. xITB#E (one-way ANOVA, % & LLiiiE)

(3) {FFASEIRESRD - FERSRD
AR L
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VI. EVHEICEYT SHE

1. MFREDHT
b Mg ) SR MEER, BB L72%, SRk e~ NS T T 40— X T A

H&EoHr (LC-MS/MS) EIZ LV #lE LT,
(1) AREENHEORRE
KR L

(2) FRREBRCHERIN-MPEE
1) BEROKkse
RN ZMEIZ Y= 7 2 | 0.5mg, 1mg, 2mg (%Hf 6 ) Ziff FHEROKRG L L &
DOIER Y ) A NREWHER S L OSEYEIRE AT A —Z 3 TD LE) Tholz, MfEhE
L, #E4% 0.9~1.3 FEE Ol MAE IR BRI L 72, Cmax B X N AUCoIZHEITHKAE L T
AR L. FE 6.65~7.66 FEfE] Toh - 7=,

(ng/mL)
100

&H—A 1 0.5mg

n=4

01234 6 12 24 48 (RHFS)
K5 EISE

HMVI—1 #EEALHEICCSIT/ S X 0.5mg. 1mg, 2mg &
BRETHRRS LE-LEOMERT T/ SR FVERERR

BUH O UL 6 Bl OB AR ZE TR T, n=4 L RSN R 4 o R SRR 2 TR,

1 AR OAERE - AEE @, RAKEY= A A& LT 1 H 2mg % 2 BN, HREY 2~5
HEHXOVRO®ET D],
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RVI—-1 BEBRAREICOI/SAMEERBEAORGLEZEZOENERER/NSA—4
BEs Cmax tmax tieg tiueg AUCo-
(ng/mL) (hr) (hr) (hr) (ng-hr/mL)
0.5mg 17.56+2.2 0.9+0.2 0.749+0.201 7.061=1.00 154.9+34.2
lmg 34.7+3.1 1.3%£0.6 0.772+£0.364 6.651+1.49 320.4t56.7
2mg 76.1+-14.6 1.2+0.4 0.580*=0.209 7.6611.22 695.11t114.2

K OHAEL 6 Bl OV IIELFUER 2 TR

2) REROEKRS
OfERRALKIE TS

e N
HIZBWTH &G EE 6 B TIRFEFREBISE L,

RERAOE Lz & & oM $/I/ﬁxb@f%%ki0£%@
DN ChHoil,

8T A —

(ng/mL)
50

45 | -
40 |
35 4
30 4
25 4

i -E R

20 -
15 4

iZYx A 1mg, 2mg., 4mg (FHE 6 ) % 1 B 2 [EINTHT 12 R4
B (6 A KEREAEE Lz & & mERRE TR SEEICE VR~ 12 EA L,

WO H

ZIFLLTF D L5

n=>5

0_ T T T T
12 24 36 48 60

f RN
PIEHE SRR

72 84 96 108 120 132 144 156 168(5 fal)

MVI—2 BEBEALEICCSI/SFXF2mg/BE 1B 2HIZHITT

11 EREROKRELI-EEDMm

KH DK 5L 6 O FEIE HIEHERZEE RS, n=5 & RRI N2
(ftho> 1 BN E & FIMEART TH > 7272 DR .

FER TR 525 B O FRUE 2R,

KENIFHHRA > b ERT,

BhOoT /SR NEEHR
U 5 B O HE =R ZEE RS

T AR OEGBAE - HER TEE., AEy— /72 L T1H 2mg % 2 [\
HEHXOVRO®ET D],

Gy, AREEM 2~5
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RI-2 RELOESHOEVHE/NNZA—4
= w Cmax tmax tiues AUCa

1ARSE RSER (ng/mL) (hr) (hr) (ng-hr/mL)
Img 1[HEH 12.4+0.4 2.3+1.0 8.8211.48 166.5+39.5

11 [A1H 22.3+4.9 2.3£0.5 9.97%£3.21 187.4+47.2

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

11 [A H 42.9+2.7 2.7t0.5 12.44+3.17 341.2+31.5

4mg 1[HEH 52.0£8.2 3.6+0.5 7.47%0.36 625.4+73.9

11 [A1H 84.615.7 2.3+0.8 8.741+1.62 708.6t£104.4

FeP ORI 6 B O T HIEAE R % R T,
a: 1[\H O AUC IZHERR AR & CHME L7 fiE, 11 [B1H © AUC 1385 12 Rt £ Tof,

OFERIEERS

Y )AL 2mg & 1 H 2[ENZ53 T 24 WHFERR O #5728 IT4E

R 13 OB NIRE B 128

BB LY /7 A F 2mg % 1 H 2 [N 16 B D5 U2 BRI ER 20 o 72N
BYERE 9 BIOMAEFR = ) 7 X MREND, EYBIRE T XA — X A XWE LT, TEN
JEE BEIZI 1T D Cmax 38 XY AUCo- DHEEMEILEZ L 42.3ng/mL 35 X T 393.9ng - hr/mL

ThHoTl,

RM—3 A IEFZXITLYBONEFERNREEEOEYEE/ NS A —4

B’58

Cmax (ng/mL)

AUCo-» (ng-hr/mL)

Yx )7 A b 2mg/ H

42.31£6.9

393.91+84.6

KPP ORAEIE 134 H1 OV FEAER A2 R,

BRI B REARAT 6 G 137 frh . FESIERRERD 3 Blid, T~ TOMIKD ERIEN E & T IRERTETH

0 A ZHEEBEIIRE SR o T,

=
AR L
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(4) BE - fAEOEE
1) ﬁ%o)ﬂﬁﬁg 6~8)
HER SRR (GR) 3L O GRB GRR) ORI GOREE kil 5 2 LT,
VI SR OEYBIEIC R ET R FORBEERE L,
BEOERICE D, Cnax O FHMEIL 3 AR (0.5mg, 1mg, 2mg) & HITHI 20~30% R E(X T

L7273,
Lz, 2ozt kb,

AUCoD MBI TR Z 722 bl

BRI L DWIDIELE]
BT BEOREEII LV EEZ LN,

TBOLENDLHDD,

utuy)%ﬂfcﬁﬁ‘oﬁ_o if\_\ tmax i3ﬁﬁ£&¢) @E
S SSENONEP ST J ek

RI—4 #HEEBTELUVEEBTICOI/ AR MNEROBEL-EEZOEYHRE/ISA—4
AUCO'oo
w5 | B5%# | n (ng-: s
(ng/mL) (hr) (hr)
hr/mL)
T 6 17.5+£2.2 0.9£0.2 154.9+34.2 7.06+=1.00
0.5mg p
JFEHET | 6 12.4+0.4 2.3+1.0 166.5+39.5 | 8.82+1.48
) MR 6 34.7+3.1 1.3+0.6 320.4+56.7 | 6.65+=1.49
m
& JEHET | 6 28.0+3.2 2.1£0.9 313.5+29.2 | 856+1.91
9 T 6 76.1+14.6 1.2+0.4 695.1+114.2 | 7.66+1.22
me JFEET | 6 52.0+8.2 3.5+0.5 625.4+73.9 7.47+0.36

R ORAEIT P AR AE R 2 7R,

2) HHRAEDEE

IVIl. 7. fREAEMH) OIEZRR

2. E% anFHE’]/\7)( @
(1) A&

128 BIDFEHNFIEREN ST )7 A 2mg % 1 B 2 [HIT4y

F 24 B R AERE Q% 51% o

REWET —4% 375 RB XV IO FENBIEEEN YT ) 7 Ak 2mg # 1 H 2 [EIZ4531) 16

W M SAE R D 54 o i R RN E 7 —

NVEAGE LT, NONMEM 7' 7' Z AT K0 fiff L7z 6846,

(2) WRIRERE R
AR L

(3) HEEEEH
LR L

4) U733 2R
TR AR N 221
3.191L/hr ThH o7 6,

(CLtat .

L)

#8458 (FH459 ) ZINEL., 1-aL /X=X MET

VT A A Img ZHERR ARG LT EDANTD 7 VT T Z (CLiodF) 11,
2y 7V TZ7 A, F

AHEXORORST D,

A ARIOARAE - BER TEE, AR Y= A AL T1H2mg % 2 [

. ARREW 2~5
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(5) A MEE
e AN £k 6 Blicy = 72 K 0.5mg KON Img B HEIRR D& G Lz & & ORNT DA

wE (VAB/F) 1Z. #1Fh 33.79L K 30.04L T - 7= 0,

6) Zft
MR L

3. B&H (REaL—Lav) @

(1) BiAE
HHIREZNRET L (NONMEM) % 72 RER S Eh RE At

(2) NS A= EBHER
FEABEREICBT SV 5 A FOZEYERE (7 )7 7 0 AR LU0 MAR) ([CB1T 5LH%E
KO 2 IR EGZIRET L (NONMEM) % V7o RESE IS B REARAT 1 & 0 20 L 72 %
Ko WENZ VT T AT BN L LTRSS 9,

4. BN
LR L

(5Z] BH7T—% SEAN) 9
YA R 2mg & 20 Bl A AR BIEICHER FHRERED (BEA]) B X OEIRNES LTz

L Ex D AUCo-D EL#RIZ K 5 W EHIRIAERN 90.55% Th-o7-Z &6, HEES OWRINNE
HThdEEZLND,

o AFNIOARAE - AT TEE, BACIEY= A2 2 LT1H 2mg % 2 BICHT. AREL 2~5
HEHXOVR®RO®ET D,
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5. o

(1) i —EaPIEiB I
TR L

(2) mik—BaRRAFTEiBE
AR L

(5E] a7 —42 (Sv k) 9

iR 12 HARB XN 18 H HOMEMET ~ b (Wistar 52, 18 3 61) 12, [14C] Y=/ ¥ A % 1mg/kg
HRRE O E G U, RPN B REIR EE 2 JIE L7z,

R 12 HERB XN 18 HED T v OB TIL, RHERO MAEFHEREIREE & [F L~ b 50T
RmEWIRFEE GRS b, IR 12 B HOBETIE, #5 1 HER L O 4 BEZICRB WO TREENO
I AE PR ST RETR FE & 0 AR O REIR FE 35RO B AL, 24 WAL IS IXREER O I P B RE TR BE & [RIRR
IR L7,

iR 18 H H Olg I X OGO &M N B BEIR 1, 5 1 REH 36 L O 4 R I IV TREER
DOIMAEF HEFERE X VK<, 24 BE O 48 BRI ITIIREER O AT P O REIR FE & [AIERICIK T L
oo LIRS T, V2 F A NIBRICBITT 200, ZOREITD <, B M i 6E
BEDOIKTIZHE- T, WM D bIHKRT 2 EHEE ST,

(3) HA~OBTHE
AR L

(5E] 87 —42 (S b) 50

W% 10 H B OMEEZ » b (Wistar &, 183 1) (2, [14C] Y=/ # A b % Img/kg H[alkE O
B 5 L7z & & OB L O R E 2 JE L,

WL ORPERFRIC BN TS, A3t OBEREIRE L, REME R Og e & IZIZFRBRETH Y |
Be 5.4 0.75 REMIC B Al 295.1ng eq./mL Z 7R U728 B 5 72 BE% I3 @E O 1% F L.
MAEF D6 DO FEEEOTEIIA > THIH NS BIHKT 5 2 & 3R S vz,

(4) BBE~OBITHE
KPR L
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(5) TDIDMEADBTHE
KR L

(&) 87T —4% (v k)

WEMEZ >~ b (Wistar &, 1#E361) 12, [MC] =/ 7 A M%& Imglkg R OGS L7z & XDl
SHaeix, EenceF oL, RIBZRS T X CoOM G 1 % ICRmMEIsE L, &5
BORWRENC, BOHREIZE OIZEIE . I, IV XL ORI EIRE CTofm Lz, £D
. WT ORI REIREE HARCMITIR T L, #5168 BRI 2 Tk & A EHA L Tz,

RVI—5 Wistar RUIES v M2 [4C] ST/ R b+ &
1mg/kg BRIFBOKRE L1- & EDEBARGRERE

ZEE (ng eq./g or mL)
o B 5% DM
1 B 4 F5[E 8 BFfAl 24 BFRE 72 B 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
K il 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 B, LS 451.1 63.4 ND ND ND ND
iR Bk 111.1 23.0 13.3 2.9 2.4 1.7
N — F — ] 643.2 110.3 84.9 48.6 17.7 4.0
H b i 371.3 84.3 82.0 ND ND ND
i T JIg 465.1 79.0 37.9 10.3 7.0 4.4b
YHF U v N H 333.0 49.4 34.5 11.0 7.1 ND
i) Ji 271.5 46.3 33.5 15.3 9.0 4.7
i fiidi 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
Jif ik | 2405.5 402.1 285.5 73.6 40.2 18.3
i ik | 1050.4 152.4 80.6 18.3 12.1 7.2
Al B 7113.7 987.7 532.5 91.7 36.1 20.6
i fii 343.0 55.1 38.2 15.5 10.2 6.2
i fligk 526.1 99.7 45.9 8.7 5.5 4.1
H & B M 254.2 13.0 8.0 2.5b 3.5P 3.0P
W ot g W 393.8 38.2 31.3 10.5 9.1 6.9
i s i 279.5 39.0 21.9 4.3 3.5 3.5P
i3 J 297.4 37.0 24.8 9.4 6.3 4.3
JH R Y o Hi 352.9 54.5 35.3 10.1 8.1a ND
i i 326.2 69.7 53.9 25.6 13.32 ND
i Bl 1311.3 189.2 110.9 25.4 11.4 6.3z
+ I} 368.2 56.5 40.1 12.0 7.2 3.5

H 1827.7 80.9 55.9 14.4 7.3 5.8
/)N W 482.4 84.7 77.4 13.2 4.0 2.8a
N 155 279.1 79.8 558.8 32.3 6.3 2.6P

FHOBMEIL 3 Bl OFEHEZERT,

ND : BHBER (Nv 7 77 FED 24%) LLT,
a:n=1, MOEWIRHBRFLUL T ThoToz®,

b : 2 BIOFE), MOBPIFHRTEBRLL T Th oo/,

82



(6) MBTEBKEEE (in vitro)

[14C] v/ &7 A |k 100~1000ng/mL O#PFHIZI5 1T 2 MR A RS S RO FEEIME L, @R A M
MAET 93.5~94.5%Th V., V= /72 NOBEREIEFETIRE—ETH -7z 5D,
Flo, VA A MO MIERICBIT AEEEABIRECT LT I EEZI LN 2,

EV—6 bt FCOMEEERAE

BE (ng/mL) MFEAREE (%)
100 94.5+0.1
250 94.5+0.3
1000 93.5+0.3

K OKAEIT 3 Bl VHfE AR HER A 2 7~

6. 1t

(1) KHEREL R O BHRRER
RN LMY= 7 A b 2mg ZHERO#E L7256, RPICKREETRE ST, R
®ﬁ%%&Lffum&m%kiv7w7m/&@A%ﬁmﬁénto
Invitro B X OWHERBROFER LY, P2 ) FARDOB I V7T A 3EE A E 2R WIGERE TOH
BEICE DR BIFLALEZT RN EEZ LN LD, B MW TRAKG SNV )47
A NOWRITIFEEAEDBIFZ VT 72 A28 D EHEE STz 5355 HEEUEHIRIE &2 LA R IR T,

- YI/FAB

-
-
k‘,w \ HaC / q

3 (11 8 KEEALH) — REELRBRBETRT, 6 (FL7O-BRAEHE)
RVI—-5 E MIHITHHERHRE

o AFNIOARAE - AT TEE, BACIEY= A2 2 LT1H 2mg % 2 BICHT. AREL 2~5
AHXWROHEET S,
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(2) KBICEET S8R (CYPH) ONFE. F5X
B MFI 7B Y —LZ MW in vitro REBRORER LY . v/ 72 FOREITIE, FEIZ CYP3A4
DG D LB B2,
vz /A ME CYP1A2, CYP2C9, CYP2C19. CYP2D6, CYP2E1, CYP3A4 ifthEz (3L A
EIE L 2hoTe,

(3) NEBENROERRUZOHA
LR L

(&) B0 T—42 (SEAN) »
Y )7 A S 2mg % 20 B A NERERR A BIEIC &G LTz & & LY FROR R 90.55% T -
72 enb, B N TOMBELEBENFEOLZEII DN D EE X L,

(4) REMOFHEOEERVEMLL., FHELE
VI FA ORI TS MR ST, B N TOMREY (M1, M2, M3, M7, M8)
WZIEME (AT v A RARVE U FRICRT DG EReR L ONEMILEE) NRO 6TV nZ & k0|
R DA X ORI % 59 5 ATREEI RV & B 2 BTz 81.56)

RVI—7 SI/FRMEWOE FXTOA4 RRILEVSREADIESE: (ICs{#E)

B ICsfiE (nmol/L)
PR AR GR ER o ERS
v )7 A b 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

WEEFT =7V r— b THEME LT,

2 HREROEARER CIE TR Y Vo REfH L,

PR:3H-7usA27nmy, AR:3H-Vt Fus A ATy, GR:3H-TXH A&V
ERa/B :3H-= A T VA —)L

BRI T DEEHEYE D ICs0 fEIXLL T D@ Y,

PR: 7o A7mr ;64nmol/L, AR: ¥t K7 A M A7 2 ; 0.8nmol/L,

GR: T*%% A%V ;3.4nmol/L, ERa : B-= A F 7 VA4 —/L ; 3.1nmol/L,

ERB : B-= A T4 —/1 ; 3.4nmol/LL

o AFNIOARAE - AT TEE, BACIEY= A2 2 LT1H 2mg % 2 BICHT. AREL 2~5
HEHXOVR®RO®ET D,
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7. B
HEERAL B LR R
Rk L OFE

(&) BHT—42 (BHEAN) D

N 6 il [BH] Y=/ 7 A b 0.1mg/kg (5.2~7.8mg) ZHEREO#E L, JREB L OHEH
OISR ZIE Uiz, #5 144 Rfi]#4 £ CTORP I L OFEPPR=R O EIL, ZhE4 63.1%
BLU231% Th -7,

RVI—-8 RAXMEIZHEITS [BH] 2T/ 45X+ (0.1mglkg)
HEZOKRSROME EH R

L S - 3 |4 (9
7 5 1 P = ?x’a‘ugljﬂ; ZE (%) -
144hr 63.1£7.9 23.1+8.8 86.2+13.8
F P OEAEIT 5 B O VI EHAT R 2 & 7~
Bt 3=
OEEEORE
OHREEAKHEGHBROER ©

Y /A K 0.5mg, 1mg, 2mg Z R A ZME (K8 6 ) ISR THEROEE Lz & x
OFE 72 FEf#% E TORP YT ) F A MBI OMCEIREZIE LZ, JRPED O R FEHE
MR, M1 AR HE<, kKW TM6, M2, M3 ThV, Y=/ FA MBI MS5 I sh
oz, RIPRRBEIEERIL 22.5~28.0% CTH -7, &5 48 FHLLE DR h oM O ekt
RIT1%U T LTI ThoT,

OBRREMENEHERDKER 59
VT AR 1Img & 10 BIOMEER A PSR FHIERE 085 U, SRR E 2 ]E Lz,
PR O BAEPEIER T M1 23R 52 <. IRWT M6, M7, M8 Tho7-, 5 72 K]t £
TORFRYEIREIL 28.6% Th o7z, RTICHRIH S NIZWT OB LG 48 FEfEL £ T
WZHEE S 47z,

RVWI—-9 OIT/5FA05~2mg ZHEROKRE LIzLEDRP~DHME

THRPHFHE BE5EEITHT EH%)
K& HEE5HER EREREMENREHAR | 4 BID&KE =
0. 5mg 1mg 2mg mg 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
7t 22.5 28.0 23.0 28.6 28.3~35.5

NT @ I LT/ ND : g PR

a 1 A OPMRO R ME~ e REZ R LT, JIED 1 BOAOREHMITE ORFOPEHER 25
L7z, B O PR D B FHIA A O PR O fir/ME O B it~ M O PRl R O e R
EDEF 2R LT,

o AFNIOARAE - AT TEE, BACIEY= A2 2 LT1H 2mg % 2 BICHT. AREL 2~5
HEHXOVR®RO®ET D,
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QrERZOKE .8
VI /) A N 1mg, 2mg, 4mg Z&HE 6 BIOMEEEAZMEIC 1 H 2 [BNZ4 1 12 Refil4EIC 11 [F]
EROFS L, R M1 #EEEZ2HE L-, M1 O RERPHESR TR G% 0 S k2 (2 L5
L. 7EEGLZIZE-EOMETHRS L-, REEEE 48 Rl £ Tl M1 IZRFICHRE G &
D 11.5~12.2% 23l S v, HEIRE L7 & & LIRERBROETh - 72,

s
R L

8. h3URK—5—ITHT BIEE
KR L

9. BMHICLDBRER
AR L

10. BENEEEXEITHEE
FrigRElES B3
VI 6. 5 EDEEEHTHEFICHTI2EA] OIE (3) 2W)

11. £0ft
AHER R L
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. =4 (FRLOFES) ICRATSHHEA

1. E5RREZTDEH
BEEN TR

2. ERRBEZDEH

2.
2.

2.
2.
2.

B2 (ROBHICIFBELAENI L)

1 ZW OO WRFEESRTIO H 5 BF JHEEERER CEEEES) okEtnirids,] (8.1 &
]

2 TR SR L S B alRetE o b S 4tk [7., 9.5 & E]

3 ARAIDp A3 LiBHE OBEERE D & 5 B

4 BEOTEMAIIEEOEMOSH HEE [(FEFEHLAHEEL, KREHLsEZ 3%
nndHs,] [8.4, 11.1.1, 17.1.3, 17.1.4 ]

(%
2.1

2.2

2.3

2.4

B2)

Fgtastim a2 2 - 9RAEZIRICIEY . 2oP I FERBEEOEEES LS END,
MRS O RN EN5GE ., EEEEESHEET SRR 2 b, &E LT,
FERREE (7> MEZIET VX)) 280, BREICBO CXZIGE, iER X OUE
IRIAM O R, W REMIIC RS O QB RATE X VG R B IRSE R OB, A TR F %
WHNTWDS, Fiz, EMEICBT AHEARBRIIZR < Extd 5 2L LTy
ZEmD, BELE, VL 6. fFREOEREATLREICHETHHEE) OE (5) &
EANTREOBIERREICENT, 17774 7% —) ORIEABNERESNIZ &b, &
E L7, VL 8. ®IEA) oI (1) 11.1.2 &

T NBE OARRLE (EWNTIRE) ORWER®REICHBW T, BEERANEFE i - & imfiEs]
NERBEN, WIS FEBRIE I FEfEZ AT HIER CTho72 2 &b, [ FEIRFHIE
I FEMEOH 2 EE) = MEERE] IREL, EEWELIT-oTE e, —FH., FEih
SE I EEZ S0 L TN FENBIERE ICB VT, EERAEFE M - &ifixE
HERTHZRN,

Fio, ENTRZICE O CEB SN EE R AL i -2 il 2 58 L ERIcs VT, [5
EOEER] WL HEOCEM] 26T 2EFNBO NI b, 5 RESRS
gl U-ENERRER T, a0zt ez2EZE L., BEOTEEREATHHRE]
BIOY THEOCAMOEGHZAT 2B 2R EEO LBV ERL., BRI LTz, TORE.
TEIRIERE 254 L LZENEERBRICB VT, BEEARAARLE FEHIM - ZiidsEo s
Mmoo,

PlEaEsE 2, BEERALETFERMOBRY 27 2x/MbT 5720, TBEOTEERANITE
EoBMD & HBE | & 1] ITRE LT,

—F, TEEOEMOMAEZAT 25 T 7 ERERE 255 e U ENERRERICHAR
Lol b OO, BfOREN—ERE F ClHlfE L7 %RICE KRB I A S i 7- iE 5]
Tk, EEOBMMAEI L eho/mZ L E2EB L, IR [CITHRE LT,

VIL 6. B EDE EAATHEEICHETLEA] ©HE (1) 9.1.1 21

87



< T#£Z] ofpmoB%R >

EPHiRE (BhRE : FEWRE) 2B\ T, BEEOHEMAZM 5 HERNIEFE HIMAFEER L
TIEB, EaiL A S E LTEGINHRE SN2 &b BREORERWHAROALEFE N E A
TOHRERBLOEEOEMOAIEITIEL AT 2 EEF TIE. NEFE Rk 5 2
L TCTHEDEHMDOIEH D 5 WITHEED Y 27 NEESNLT2D, FERBEREZXIZRLE L
T2 EWERRRER (3 BRIFE "B LRI GRER) T, $rZocettzE L., UTo
BEZRS LI,
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RE STV
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5. EELERMNIE L ZTDER

8. EELEARNIEE

8.1 AFOFEITEE L Tk, BEUER CEMEERS) LofEpIcEE L, 5 HICEERERL
720 BRRIEROWEN L LNRWEEITREELPIETL 2 L, [2.1 B3]

8.2 JpHF g o L— MEIIL., HEIXEWVWE OO HKRRBIZEBW TEM L Z RIBT 2 HMEND D
DT, EHHCEBEZECEL ~ — U —EOBREZITV., BEOREBICHSEET D Z L,
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WIXEANZERH Y . BEPICHLA AR T 256 EICKEOHLAEL 565 H 2D
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s RIEFEHIMAEED SN T-SA TS BT S UClLigi a2 350 L, BE O®RiEx 45128
BT 5L, BENRDLNIHGEITIIEFOE G UIARF O G-H ik di§iin 2 oY) 722 AL
BEITH &,

- FENBEBRE 2SR & LEEENBEERRRICBW T, FERBIEX I FEHEZ S0 55
HTCOAMOFBEEFEZ, A0FL2VER LB L TEWEAARD LR TW5,

8.5 ARA|ZEMHG T 2L EITIIM FTORICIERT S 2 &,

« RIEF B HM SRR SN TV 5 BT, OGRS CEMEERS) (CERT 5 MM &
OEMNCEE L, EHNICEBRZHIELITO 2, BEORBICHEERET S Z L, F72,
VB IG CHIIEZ S OB ME O Eii 2 L5 2 &,

c REND 1 FEEZBZDEGICBT DEIEROLEMEITMEL L T RWOT, 1 E2 B2 5%
HAXIRR BB Ll SN A GEIC OB TV, EMICERRE (R, BiE&mES)
LETOMRE, BEOWREICHOIEETHZ &,

8.6 AF|DOEEIC L HAEMEERD S JIERERLZ T2 ERHEESNTNDDOT, AFIOMHH
B L IR ORESEEZ +oIcBlET5 2 L,

[fFER]

8.1 FEWNIBE ITERE B & OERINNEEZR Z R . AR GERIEREAE A LY, BFIE
WOBENH LR WIGA IR, BEEESEORLEREZ A L WD AEERS D, RAIES
OIS DR R ORISR Z BT 5720, BRE LT,

8.2 T EIERE B WK 59 121X, JPIT 3 2 b — REROEMEIIZOWT, BITOZ & R3#HE
ShTnb,

OIFEET 2 a L — MERNIFEEORERR & 72> TW D AREENEBR STV 5,

QOIFBHERTZ OREICIHB WV TIIRT 2 2 L — FEl L 2 S BE D 0.72% ™ (46/6,398 fi)
IR R B A STV 5,

OIFFIE DA D RITFHR L L bITEmBELRY | 405 L T4% %2 2 5,

@FEN DO K= SPIOINEFEAIHIRMOEREN 4em PLETH B, ZOAPRRIIEMOERZ
N 10ecm #2525,
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XEMICERZECIEE~ — ) —FOREEZITO ZEBLELEBZZ LN,
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8.3 AH| (2mg/H) DAHEMEZ M L7z 5= ABERE 23R & Lz ENRRRER (4 5355 *) 12

8.4

BWT, TERTEEOSMRERE DOERIL, 66.7%~90.0% T > 7275, DI 7208 & HAL

Bl LR BT,

T, BIRO 4B D 5 L EMBGRBRICK T 2 2R GGEE O ERIL, BE 248, #5 52

BT, 20T 72.5%., 90.6% TH V. #hFITE 52 HF CHeFRr sz, —J7. BTl

HDHHLOD, 24 FFHZEAN L T DEER T, 52 BBV THRIRA+STH -T2,

UboZ &b, KRADHEBED NRWIEEIC, BREEREINDZ 2D, RE

L7,
ok oo AT ARG (B 500018 @ 24 ) | W TR (50 : 24 BHF) |

FELMERER (BE5-WIM - 24 8 | BRWIEREGRR (G0 - 52 ) o 4 3Bk

TENBEREZNRE LEENBERRBE (5 Rk ) 2B\ T, AEFFEHMm? 60.6%
(320/528 f5il) 78 i, BMBh#HEOHFES (&, RMERERED, ~€r/a e B g, ~~ b

7y MERD) 205 LIZRERIDY 4.0% (21/528 f]) 3R b, WTENLIERETH Y .

BB 1.5% (8/528 f5l) TH -7z,

F7o. FENBERE 2R E LIZENEERRERO -9 5, —HEREERBREB L OERER

BRo 2 BRI T, HilLoRM & BMOFBBFEORREZMmFT L& 2 A, Tl O HRERE)

PLEoH A EgE 8 HEL EFB®O S IEFI T, A OFRBLEN 18.2% (8/44 #i) Lm< ., %

LA DFERFTIE 1.8% (4/220 f5l) TH -7,

PbXvy, HmENEZL HEAEAEVSAICIE, BMORBICEETILERDHDL EEZD

N2 e, RELE,  (FENBEEATREE)

0%, ENTREZORIERREICEW T, EERANETE M 238 UG 2S£ S,

FICIEEEM 2 E LERA D RE SN TWHDE 2 Enn, [TREOREFEHIM] BLO i)

BT oNEEENGEHE L7, (2018345 H)

(7B RAIE LS RE D I Ok ) ORIEE - WRBIICHT- 0 . TEIRGIERE 25 L L-H

WERARRER ORI 2 B E 2. Ao 5 EE T, LEIZE U CRAB G-I E o 1R

1T BB Lc, (bR - 2D RB7RGRES)

- RIEEHfLEMmIc s U, MERE O I UINEEZ BT IHBERH D b, HHM
COBE~OBPAZITO, HHETIXBEEOREZEBRRERBETILERS D B2 LN
TEnb, RELR,

s FEBRERE E R E LEENERRR TIX. & (~F27 o e iR 8.0g/dL ULk,
11.0g/dL #fifi) 238 555 121E. H O UHAMOIBEEITV, ~F 7 v v fln 11.0g/dL
U bEoBEZHAANT, TOMRRE, YEERHRBRICB T, EEARAEFEHM - &ifi
BOLNRNS T,
ENTIRZICBWTERBIN-EE R A EE i - &g ERRIEIE. 250031 IR
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BRIZEWT, 9 OBEER (92, 15 25%57) 73528 il 6 ] (1.1%) IZFEHBIL, £ D
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(5) 1%
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(239 B R BRI 78 < ZAAVEITRENL L TV,

[(8£] BREZ2FLTIEFICE T HXFBRERTHROITIRIZET 158
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D45 Bl 20 B (44.4%) PEGETH?D 22 5 A LAICEER LT,

@76 il 23 Bl (30.3%) MEHMETH0>5E) 8.4 5 A LINICHE LT,

(6) 23R
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V35,

(#2511

9.6 AWM T v b (BA) ITBNT, AFOLIF~OBITHRD LA TNS 0,
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9.7 EWERARRERTIE, NRISHT DEMREERD 272 LRI STV,
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7. ¥HE%EH
10. #HE#%R
AFNTEIC CYP3A4 TREF SN D, [16.4 2]

(1) GHREZZEZTDEH
BRE I LTV

(2) FREEEZDEH

10.2 BtAEE (BFRICEETH &)
A4 BERAEIR - F5 18 71k B - faliN 1

CYP3A4 [H5EH AANOMPHREDN LTI | = o o $HI A A K] D3y
YR~ HREFENND D, (AL ReEESE Td 5 CYP3A4 %
77V AR 77V An<A Db = - N
7 AR FZE O RFD Co | ) P EEIREBESZ

S RT A * AUC 1xzhensm | 212e
Z)af ) —)u BEEEO 20% K4 TN 86%
& BimLiz,)

[16.7.1 &1R]

CYP3A4 it AFNOMAFFREMET T | 0D OIEEKI B AHF DY)
R SV HZ IRV ARRIOER | REEEE TH D CYP3A4 %
= N % PERNETT28ENRH | FET LI LIk EEX
Tx )N ER—L %, 5n5,

TR s

PRa RV o E A B AEN ORI T B0 | FENBRETZ X b s
TR T VA — VB BN H D, REEDOERTHD Z L
T AN A —/LiFEk 5 PR A L S A U oD
AT A hu U 2 BHIC L0 REOIHRE R

PIHFET B AR B B,

AR LT o AT B Tar AT AEANE | L b u AT U%E
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T 27 VLA 2 AEA BRI TR
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<CYP3A4 [HEHI>
in vitro i BRIZEB W T, AFNTEE L CTHEMRHHESR CYP3A4 I v R & sy, =) xm~
A, v 2avwAYr A NTafy—u Tivaf S — Lo CYP3A4 FHEHRIBAK D
R AMLET 2 2 &0 ER STz 65.66)
Fo. BERALYEICZ T A< 200mg 2 1 H 25, 3 HREEAHKS L, H, KA
Img &7 7 U Aa~A32200mg % 1[EIPFH L7Z & & AAIO Cmax 3 XV AUColFAK] 1mg
BB G5EICH L, 20 1.20 %5, 1.86 51 EF L7z 56,
PlEozZ Evt, CYP3A4 BHEAIE OGFRIZL Y . AROIMFREN LR TI3BETANSDHZ L
MHRRE LT,
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OFAC X 0 M PREMET L, AFIOERNETH T 28NN HH 2 ENLERE LT,
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[fZER]
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11:30 | efg Y > # Lk 500mL X1, & Ko a9
12200 | o gy g 27 4F b U 7 A 300mg
1300 1 51 Epn ik 100mL X 1 % A iE,
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(2) ZDHOEIER
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JHF ik vy ey BRSO
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1% 25 1fn. 1 if Bk e
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Z Dt fE, 57 Jv BF L ERE i
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19 H7&FE, CTD 2.6.6.3)

FEH RS NE R BB — M7 » MR 5 6 fEH R 0 & 5 F RS — (2007 4 10 H

19 H&GE, CTD 2.6.6.3)

Fr RN R - BRI ~ Mok D 52 MR bR SRR BR— (2007 4E 10 H

19 H/&FR. CTD 2.6.6.3)

Fr A REEAE NG R - B ERRBR — M X121 5 91 H IR O B G- ERER — (2007 45 10 A 19
H7%:8. CTD 2.6.6.3)

M REAE NS R} - TR — M LIC B D 91 H R O & 5 iR ER — (2007 45 10 A 19
H7%:8. CTD 2.6.6.3)

Fr A RERAE NG R - 2R — MY L IC ks 1 D 52 B R O B G- R ER — (2007 4F 10 A 19
H7#%Z8. CTD 2.6.6.3)
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XI. 8E&H

1. ELGHETORTIKR
VxS A ME FERNBIEOBEIGE T R Y 25 EBEIC SV TR STV D,
B, AFICBT DREESUINE, HIELOCHEZLTO LB TH Y| SMETOARRI & I13E

%,

OFERIEIE

4. PEERIFZR

OFEMRBIEIZMHF S ERBDNE

ERAR

6. AERUVAE

W, RAIZIEY =/ A A MELT1H2mg 2 20120, AREM 2~5 HA L RO&S

1. FERVHAEICEET 5FE
BRI L CUIEEL TN Z E 2R L, S THREM 2~5 AR L v RE5 42495 2
Lo Fo. TRIEMBERIZIERAE HOBET A SE S L, [2.2. 9.5 BE]

E 4 KA

=it Bayer Pharma AG

HR5E 4 Visanne®

Flfz - 1R BEA : 2mg

FEITHF 2010 4

hEE - SR = NIBE

HiE - RE BeGHE . Rokh
b

WIRL S 7 OFERNIE, AR H 25 Rz Bitad %,

fBH 1 2P o2 L, TEIUIF CRANS, ik & LITRAT 5, &
i O3B & BIER 7R < 28 AR ZkRET 5 2 &, OE2DNRy 7 &/ T4
HE, T 2 R <RONy 7 DR ZBRSGT D,

(2022 4 3 HHAE)
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2. BB HERARIEIFR

HIR~DREIZEY Si@EMER (A—X S U T7HEE)
HARDOEATSTED 19.5 67, 19.6 I OHEOTHIILUTOLEBYTHY . A—A T U7
HEEITRR D,

9.5 1Eim
TG SATIEAR L TS ATREVED & 5 2eMICiT R G- Lian 2 &, B3R (T v b, %) (28
W, ZIABLE, MET RO A OVRES 3RO b T\ 5, [2.2, 7. ZH]

9.6 #=7Lim
BALZNWZ EREE LY, BMER (T b)) (BT, AHFHPICBITT S 2 enlmE s T
(AR

7

F—A 7 U758

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

<£%E: EOME>
A —AKZ U T 45%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.

INRFICEAT HEEHE
AARDIRMLEFEORLIUTO LB TH Y, #ED SPC LITHRR 5,

9.7 INR
NREZ G L UTeARIWE R OVt 2 FE1% & U T2 BRI 50 L Tuv7gny, [9.1.3 S

HH B REAR
#[E D SPC 7244 : Dimetrum 2 mg tablets
(2022 4 11 Hik 4.2 Posology and method of administration
77 Additional information on special populations

Paediatric population:
Dimetrum is not indicated in children prior to menarche
The safety and efficacy of 2 mg dienogest 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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2. TOMOREEER

- PEIm AN A KT A > —m AR 2023
https://www.jsog.or.jp/activity/pdf/gl_fujinka_2023.pdf (727 & X :2025 4 10 A 15 H)

- BEREZE (7077 A ME Img ZIRH SN D BE S A~ IL< 50D FENBYE— R L 15K —)

- BEREZE 7077 A ME Img ZIRH SN D BE S A~ IL< 00D FEIRIE— g L 15K — )
- B HEC My Diary
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