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FH

(2) BREFORE

AR ANA

(3) BE
ARV

3. HBRMROMRRUVEE

A LR

4. A
AL

5. \BRAY DAEENED & %W

MM ER e L




6. HADFTEEXHTICHEITOIREN

TA4TFT5 R ME Img

FHIRAFRER (25°C, MHXHZE 60%. 36 » H) . MEiER (40°C, MHAHZE 75%. 6 » H) B X
OVEBERER R, 1BJE, ) OMENS, T4 747 A ME Img OIFEITEDE, |BEMFEES L, W

W I8\ T SERLZETH T,

RKNV—83 TAF7RAIiE1lmg DREY

HRICBTEIEHRUREN

RE MR REEN GRFHARM REREE #w B
IR AT AR 25°C. 60%RH | 36 » A PTP fuE Hs I E A
JIBEREEN 40°C, 75%RH 6% A PTP fuE Hs I E A
50°C 3% A PTP fuE Hs I E A
At . 1% A E THREBICES
R R 60°C 55 A PTP A% | 3 » A CHEGWEOR R
DSBS AL (BE)
iy R AN
SRR - W | 25°C. 90%RH | 3 » A Pﬁf;% Eﬁtgg
5 HF CHIKIZHES
25°C e al At 10 A TI3HEBWE DR &N
WiEEERBR (Ot | DesHOET > | 10H JEASE AL (HEN)
5000 /L7 A PTP 134k Hs I mE A
PTP &l « e | Bl &
HERIEE - MR, ERWE. RERBR. B8, k. EHRR

T4F45 X LO0D &R

1mg

ZEMRBIL, MERER (40°C/T5%RH, 6 » H) | wilEaEr (B W, o) KORBIRGRER
(25°C/I60%RH. 36 » H) OfHliz%ME L., 7 174~ A~ OD § 1mg (Xi#HE Ol FIZHBW\ T,

SHERZEThH -7,
XNV—4 T4F75XFO0DEE Img DREMRRICETI2EHLERVEREN
REMRAR RESH RAFHARE RERRE #w R
. . . PTP+ N
EMRTFRE | 25°C. 60%RH | 36 » H LS e HUFE A
. o . PTP+ N
IBETER7S 40°C, 75%RH | 6 % A LI e BRI G
PTP+ A
SRR ¢ IR 60°C 3» A 1% HE THSICES
AL 3 # H CI3HBEME O &
PHRESN GHEE)
PTP+ N
HiEERER B | 25°C, TB%RH | 34 A | 7o —@ik BRI G
JEa)%E RS A
25°C }T?+ g | BUSICEE G
e e o T o —ak
wEER Ot | DesHET 7 | 10 H YSEe eIV IRETVN
5000 /L7 % AW ELER U B

TERILE -

BUK IS

AUBRIEE « PRI, FERBRBR, BRWE. R —E, miEERBR, TR K.

s HI AR
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7. REERVBHREROREM
%Y LR

8. fFl ORAL( (WEILFHEL)
DR L

9. AU
TA4TFT7 R ME Img
T4 745X+ OD & 1mg

Fit s Blm TeHEBRE ONNuviE) )

ZME : FlHE4C 50rpm
AERIE 900mL

TR RS OF IR T AEFR AR pH IR WN T, BRI E R LT, £, T4 TR
L OD §E Img B LT 4 77 A ME 1mg (2O T, [HRRIE IS O AW 0 [F) S5k 7 A
KT A EO—EHEIEIZOWT (FAL 24 4F 2 A 29 A, FERFEAER 0229 5 10 5) | IZ/E->T
BR8N FUlE 50rpm) % 33 L 72/, R TORBREFIZBNTT 4772~ OD
Img, 747 A NE Img &% 15 43T 85%LL IS L= Z &2 n . il A OFS HH 288 358
lL T L HE S,

10. #& - 2%

(1) FEMIVELRSS - 8. BB LEELS - QXCHT 5ER
AR OANA

(2) %
TA4TFT7 R ME Img : PTP : 100 #& (10 & X 10)
T4 74 AL OD & 1mg : PTP : 100 #& (10 #£ X 10)

(3) FREE
A LR

(4) BRBOME
T4 F45 R ME lmg
PTP &% . RU 7Ly CREHTEWEWE) | TV =T A
Pe—@miE AR Tarr

T4 745X+ OD & 1mg
PTP @ AU 7oLy (FBFEAZWENR) | T =L
ve—giE TAITIFR—FT 4L
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11.

12.

RIBIRE S D EME
DR L

Z Dt
% L0
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V.

ARICET SRE

3.

. PIREXITHR

OFERIEE
OFERFIEICH S BENHE

MEER (I RICEAET HFE
RE I LTV

RAERUVAE

(1) RERUVAEDREDR

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

(2) AERUVRABORTERZRE - RN

(V. 5. BRIRERE <15 ABRE > ) DI (3). V. 5. BRIRAGHE < 5 IRARAE (S 9 B Ot > |
DI (3) M

4. RERUVHREICEET IR

1. BERUVRAEICEET 53IE
TRRRICES L QIR L T e W2 2B L, T ARES 2~5 BB L 0 &5 2Bth3 5 2 &,
Fo, BEGIMFIERLVE A EORHEZ S5 2 &, [2.2, 9.5 2]
[fEER]
PR E TR L C WD ATREED B DI A ~DR G T TH D Z L b, BE L, A 5B
WIZh iz > TR, IR TWARWZ L2 ERT L L bic, WTHREAS 2~5 HH X &5
THZE, Fo. BOBHEERE O R LVE ORI CTIX. AR ODFENWETT S REENH 5 Z
LD, FERNVENMOBTEZITO 2L ERE L,
VI 2. 222 NE EZOHE] OIE 2.2, V. 6. BiEOYER2 46T 5BEICHET LR OHE (5)
BLO VI 7. #HAER] OESR

13



5. ERPRAIE

AGRIFRHIE R CH D H# S - BT

. THRAEGRANA OB GEEOBENE ENTWD

<FEMEE>
(1) BETF—%/yr—3
i V—1 Euuﬁ% A AN W —
F 4+ G Lmg
Phase W& BT | Rtk | W BE
5 1 48 i?f@%ﬁ*ﬁﬁ _ © | A R o R H R
5 1 48 i?ﬁﬁﬁﬁkﬁﬁ | e O | i o R R
514 iﬁ*%ﬁﬁkﬁ@ - | e © | Bo 5K AT AR GEA)
L | AR || o AP RE T HE R L
A 16 14l 7~ B RS A B
14 ;ﬁf@%ﬂ*ﬁﬁ - W 51500 A 2 [ S AR
| ARRRALE | | o CYP3AZ FLEA & DM I &
o e g Wit U 7 B3 B A
wi | FEATERBGERE | _ | o T RO BT A e LT
o /i PRAKEIRIR (PSRRI
5 1A iﬁf%EWﬁﬁﬁﬁ o | © — | WO R (R
T4 gﬁf%EWﬁﬁﬁﬁ O I T
5 1A Eﬁﬁ%EWﬁﬁﬁﬁ © | o — s R RIERER)
- . T LU MR SR A R R L
ST ;ﬁg%amﬁﬁﬁﬁ o | o | Lr A ORI
)
i | LA TERBEEE | O | o T kL et i L B
* 135 BakER
T4F4% X+ OD £ 1mg
Phase PO B | 22 | EYFEE H=
140 iﬁfﬁﬁﬁ*ﬁﬁ - | o © | WEE SR A [ S R
| ARRRALE | | o o | T GO R
A 72 {5 GEN)
© : Mk O : 2EEE
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(2) BRARZEEEGER
DRMEHER
1) BEROKEHER©
RV—2 BHEZEORSHBROHE

HREBETHAY | FEHR. 77 ERR WATHER i

X g PR 2t 24 1

FREEREAE | Fln 20~45 5k ORI B THRERE & HIlr S 7z otk

FERNEE | M TR L TSRO H S A, RAT O AR E

SER Sk vx /AN 0.bmg, Img, 2mg XX 7 7 EREERE 6 Bl OREEER A Lt
PR (SRR T RN 4% 5

FHmIEE DAV, e

tER
DEEER
TITRRHETIERD N hoT, Y A MNEERICBIT 2 EEFERIT, 0.5mg BED 6
Bl 16 (16.6%) (214, Img BED 6 FlF 161 (16.7%) 12 2 F, B X 2mg £ 6 {4
3 1 (50.0%) 1 6 3R HiLT-, Img BEOTER 114, Hly 1 PSS LfE Sz 28,

FOMIZETRETH- T,
Q&I1EM
T A N 2mg BEO 6 Bl 11 (16.7%) TR DTIFN 1580 biv/oh, HEALE T
LT,
®V-—-3 FEHZR—E (HEEOHES5HR)
58 HREES AR (PT/H5RAEORRBER )
0.5mg I—-3 grp (e L)
1mg n—7 S (Za L), Bl (Zel)
m—5 s (7o L), B (ZeL), B8R (A L)
2mg m—e6 gm BEbLw), BW (L)
m—7 ﬁﬁ@(@b)

a: AEEZORBEBEBOHEWIL. (7201, b LW, THY 1, IR © 4 BERETITbh, TgbLuv),
(Y] ZEWEH (REBEBEAEETER2WAEEES) L LA,

T RFIOAGEAE - AET TEE., RAQEY A2 e LT1 H 2mg % 2 BN, HREH 2~5
BEHXOROKET D],
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2) REROKSHER
OkE®OKSHE (X580, 1. 2mg/H) 7
RV—4 REFORSHBROHE

HEBETHAY | T X2k, ZHEKR, 77 AR

S e M 18 1

FRBHEAE | Filiv 20~45 R OMRAIZFW THEFE &Il Shv iz otk

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

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

FHmIEE DRV, e

#R

DEEER
HEREGT, 77RO 6 #3641 (50.0%) I 64, = /7 Ak Img/HEED 6§ 2
B (33.83%) 12 3. 2mg/HEED 6 it 3 #1 (50.0%) 2 5 HRDLNT-, TR X
OV ) A b Img/ RO EFRR T, 2 TRETHH-TZ, Y=/ 7 A b 2mg/ HBEOFEFL
2 B 2 fH3 X OMEERIEZ 161 1 ARITh & S HE S, ToMixETRETH T,

Q&I1EMH
TR REED 6 HIT 24 (33.3%) 1224, YAk Img/HEED 6 4 2 4] (33.3%)
W23, Y=/ A b 2mg/HEED 6 Bl 141 (16.7%) (2 1 438D Hi=nd, & TR T,
WS MELE TIE R LT,

RV-5 AEEE—E (REZOKRSHER)

B5E HREES RNE (CIT/HFRAMEORRBERZ )
I —5 FEMED (jﬁp)\ REFEHIM (b L),
S5 R fEfs (Z2 L), &I (72 L)
I—8 ARIEF&Hif (Bb L)
m—7 L (72 L)
Img/ 11 I—-3 gEgE (R L\Y)
I —4 Taw (BEb L), AEFEHIm GEb L)
o—4 fERL (72 L), MESIEm (7o L)
2mg/ H o—s8 B (72 L)
on—9 MEMEBEE TR (72 L), ABER (BEb L)

a: HEHEGOREBZROHENEZ, 720, b L], [Hv . IR © 4 BEciTbhi, b L,
(B0 #EER (REBBEPEETERWEEFSR) L L,

o AFNIOARMAE - HEIE TEE, RACEY= 2 A2 2 LT1H 2mg & 2 [BIS. AREH 2~5
HEHXoRO®ET S,
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Ork#ERZOKSE - BMMER (IR5E : 0. 4mg/H) ®
RV-—6 REZLOKRS - EBMABROHE

REBRTHA Y | T 7 afk, “HEER, 7T A RELE

IS fERERR N 2P 9 151

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

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

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

FHmIEE DRV, e

R
ODHEEER

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

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

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

HEL,

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

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

RV-7 AEFER—E (REKOKRS - BMIHER)

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

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

(HY | ZaIWER (RRBRASETTRVAEFRSR) L L

T RFIOAGEAE - AET TEE., RAQEY A2 e LT1 H 2mg % 2 BN, HREH 2~5

BEHXOROKET D],
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(3) RERICHERAR
BITHASE I AR5KER ©
RV —8 HI#E IHAROHE

HERTYA Y | T A uk, HEM

& R FEPIBE R 72 B

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

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

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

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

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

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

;

BIRFHEBIEE | Zatt : RIS =R

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

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

=

=]

Ml =

Obe S Fit

40%

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

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

V-1 =RAEEORER (REMRTH)

B0t ORISR (EVIUE SR DB R TR,

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

o AFNIOARMAE - HEIE TEE, RACEY= 2 A2 2 LT1H 2mg & 2 [BIS. AREH 2~5
HEHXoRO®ET S,
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QERIERARBRE : BIRFMEIER
BIVEH OFBLEL 1mg/ HEE T 21 il 13 61 (61.9%) . 2mg/ H # 25 4 17 #1 (68%) . 4mg/
AR 26 FlF 1361 (50%) (258 B, HEIZL D K& 72E 0 mmaﬂﬁ#otozﬁm
EA (BREDOAFDH 13, AETFEHIM (25.0%), El (11.1%) ., BEE (6.9%). 587, |
TH (% 5.6%), IR (4.2%) ThH-o7-,
ARBRIZBNT, HEHIZELEEREENITRD b hoTz, BEFIICEST EH’EHEJ
25 2mg/ HEETIE 5 B CRIEMEgRHM 2 6, IR X OYREIEIN, V71 K OV O K OV ek
OARIEFE M, ELONE 16, 4mg/ HEETIE, 341 GREINMED VRO, TE¥au”j
M, 5 29 K& OEE K ORIRSE & OVRZE L OVBARBEE K OV HE) @D Hit, 1mg/H BT
NSV WAIREoY

(5] BN T—4
BOVE DHERR . FEREEICHT A2 RIGEER 10
51 HL 3 OB M O = NIRE & 2l S 7o BB 2RI, =/ 7 A b 1mg, 2mg
Nixdmg = 1 H 18], 24 BAEROBE L, ZOoFMEERFT L, 2B, Img/BREZ, B
TR IS K OMEPESE T ROV T ICE N T HBERRD b T M TELEDOREHMmAFE
o, AHETORKRFEZ 4 HlCchik Lz, &5 2mg/ HEE, 4mg/ HEEDO 4
BTN 2 a b —IZTCTHFENBRIEREN R SN, BEKTRICIE 2mg/ AR TIX
23.8% (5/21). 4mg/HEETIX 20.0% (6/35) DIEMNZFE NIERER A DN HER S 7o 72,
E N 2mg/ H Ei 4mg/ HRED r-AFS 57%H (Revised American Fertility Society classification:
KEAREFRI KD FENBIEDE L) 5 0 XTSI OIEFI ORIGIE, &5
%m%n%hﬁam6wa)5memb TR TRIZZENZ N 14.3% (3/21) ., 30.0%
(9/30) T, WFNOEGHFIZITH 5 I Meds I8 MU OJEF] O FIE 138 G4 T HRFIS T
DLz,

[J¥x/52romgBisE MY T/ 42 Mmg/BHSH

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

BMV—2 rAFS ZHICLHFERNEECETE (BHT—4)

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

T RFIOAGEAE - AET TEE., RAQEY A2 e LT1 H 2mg % 2 BN, HREH 2~5
HEHXoRO®ET S,
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T AR 2mg/ BEERB X W 4mg/ HEED r-AFS A 2 7 Ol WEEE HICE 5B tRRET

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

25 —

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

BV—-3 rAFS Xa7 0%

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

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

T AFOAEME - AT MEE, FAKIZY= A2 & LT 1 H 2mg % 2 RIS, ARED 2~5
HEHXoRO®ET S,
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(4) HREERIEKER

1) BMERIIRER
B HASE T 4AEKER 1112
RV-9 ®HEIHRROBE

AEBRT AV | T Fnfb, CEER, WATHER L

S T EWNIRLESRE 183 i

F Y FEANBYE &2l S BE

Z3m A =3 e —SUFBEI &0 R NIBE L2 Lﬁéhf_%%‘ oRAAAIENETES
FHBHEEE | Dhr (BEEWEE, MRL CT) 2T EANBYEMERAHER S Z &I

FHBRNEE | MR SUIERL T D et d 588 XY LEHOD%%“ZEJ:

:}I//fxl 1mg/H., 2mg/H XX 4mg/H % 1 H 2 [A]IZ

531 24 JEEE H A%

AREm L7,

BN BT (248U TIER) (2 RIS AR (T,

I YA, IR, BN ORESERD L G5
FEFHEE (77 AEOME, FETHEORR) OSFELRALT, ¥
e, Sl ook, I, B 5 B L ORI R

BIRFHEBIEE | Lt RIS =R
A

P AHEFRBLOREMREIRRZHH L,

R
g

{/E\IJ/:E\ le:,ﬂﬂj L‘/‘\_o

S BRUGEE I OW CRMER SUERIEII T 5 [FH%E BI O TH
E| OEFEOEEERERL Lz, ¥7-. HEMSERZRICONT
Mantel-Haenszel @ x 2 B EIZ L Y Wl 5% DA &

KHECTHRRE LT,

FV*"EEXT‘Q G, 5% 8, 16, 24 B X UG T 4

A AR OARAE - A& TEF, RAZIZY=/ A& LT1H 2mg % 2 [
HEXORO®EET D],

. HRRJEW 2~5
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HER
OB EEOHRER (BE5KRTH) : TEFMER
[RGB | ISR EH R B NS BMRITER O /e - 72 (p=0.366. Mantel-Haenszel
D x2RE) A HEOEINIES T8eE) D EoUGERO EAMEIMIFEO bivlc, ERUGE
X, 2mg/HREN R bR - T2,

(%)

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

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

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

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

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

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

1) R REIEGIX 22 hr o 7,

o AFNIOARMAE - HEIE TEE, RACEY= 2 A2 2 LT1H 2mg & 2 [BIS. AREH 2~5
HEHXoRO®ET S,
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QRN EENERER (BRELTH) : BIXRGHEIER

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

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

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

W |

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

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

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

o AFNIOARMAE - HEIE TEE, RACEY= 2 A2 2 LT1H 2mg & 2 [BIS. AREH 2~5
HEHXoRO®ET S,
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QIEFIR S TF—ILEE
MiFHT A NT oA — VRE (5 8~ G TR OFXIfEIX, 1mg/HEE, 2mg/ HEE,
4mg/ HRECTZE L 84.5pg/mL, 37.4pg/mL, 26.2pg/mL T®H Y . HAESIGBEEARD S
7z (p<0.001, # LRIET — & O53HHT 5 BRI 2 E2ROBIE) .

(pg/mL) e—e 1mg/H

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

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

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

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

@RIVEARBRE : BIRFEIER

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

T AFOAEME - AT MEE, FAKIZY= A2 & LT 1 H 2mg % 2 RIS, ARED 2~5
HEHXoRO®ET S,
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FMA-ETHRILEREER v 10
RV-1 TtLY UEBERARREMEBL LEESURBROBE

HERTYA

528 MM, CEER, SR, WATRRLEE (75 R % e ¥ T
3 i)

¥ R - PIBURE [T 255 {3
Foia A a3 B — IR L FENBE & 2E S BE, B D WIS
FLBEEE | Dl (BENETEEE MRD ICKVIIEF g oL — FEREAHGRSh-Z &
W& FENE & 2 S o B
FRRNEE | 4G IR L CW S EREM O B 5 i, A oBE L
AREY 2 HH XV 24 BR# S
BRI 5EE . U ) S A N 2mg/H (43 2) + 7 LU CUERRBIE R SR O
HERAE 7R
< XPHSRPERE - 7' L) CEEERE S SR 900pg/H (53 3) Y=/ A b
DT TR
BhE AR LASN O B RSE IR OSSO L 3 L UM R T R O R S A K
O CEE A R E T DA E A R E LT,
ERUGEE O E RIS X O OBESEE 2R 5 FE
O A R LSO B IR OEFEScEE (PR, M. e, M
I NPT D& U 2 G L 7B )
T ESEEE ORI OGS EE (¥ 7T AEOMRE, & a8t HIRO

O R 2 RS U 7o )

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

Bl R 15 B

LAV FIER B

B BN T 2 2 L — FREEOM/NEIX, FHETRDTEE LY, 5 B
CEMME/ - 50%LL B, #i/)s @ 25~50% AT/ N, 2=ofE/N © 10~
25% AT E/ N, RAE ¢ 10%A DA E, BIK : 10%LL Eogk) T
AL L 72,

FRATETE

LRV BEEOE(LE

HE - B ER T RO SRR ERE IZ O T, Sl S BRI kT 5 T2
HE BLO %E OEFOEIAZYERE L, Y=/ 7R
FREL SHRBEDO R D UGERDFED  95%(E H8H X [H D T PR — 20% %
IELMERIE (A=20%) EF%E LT, WEEFOKERDOZEL LW
95%IE X ZHH L, FELHEIC OV TR L 7=,
CAEESB L ORIERRBEZEH L,

R
£
%
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R
OLBBREEOREER (BE5KRTH)  TETEER

FHETY RRA 2 M THLEMUEE R L LiztEmR (B TE) kBT, Y=/
FANDOKIBIE (7' LU CERBE AR (kT D IELENRGE S vz,
AR O HRIER, ARRELIZ O BRAER, MR RORTEAET 2 75 NIRE B 2 55
L EEREEGERER (24 AM&ES) I8 T3V 7 A O T 2R SGERE (544 TR
O Te#) L Eo#ERIT 78.1% (100/128) Th o7, Fiz. Y/ F A D [HRELIA
O BRIEROMFESEE (EG-&TR) ) © [dEE] D EoERIX 80.6% (103/128) . i
THTROMFESERE (FG-& TR ) © T8 D EOSERIL 78.1% (100/128) . [ A #&EE
O BRIEROMFEUGEE (BORHA R TR | o TeE] DL EoE=RIT 63.3% (81/128) T
HoTl,

(%)
100 o= 1
i
801 O eoRE
my
g ] mERRE
&
40 -
0
SEYL IS e 3
(n=128) (n=125)
rsE)| LEOhERDE
DI/ TR MNE-XRE =D EEXHE
—2.7T% —12.6%~7.3%

IELMEORIME : A=20%

MV—6 HZRELRTEHOEMRNEE [FAS (Full Analysis Set) fEHTxIER]
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QEIMEARERE . TEMEEE

BIEROFRBLUI Y = /2 72 FT 129 il 129 1] (100%) 2@ O b, EREIERIIAE
TE M (94.6%) . 1ZTY (49.6%). BEJE (24.8%). s (9.3%). THEERH (7.0%) .
CA125 #9/0 (6.2%) . 9B, FLAEANRE, ~EZ7m v b (45 5.4%) e ThoT,

KTHRBEOREIWERIE 126 B 117 1 (92.9%) IR b, ERREWEAIIAEFE Hif, 12T
D (% 67.5%). BEIF (34.1%). T N-T a0 X7F R8N, BEERD (% 9.5%). EHK
BHIE (8.7%). FHEER. Bl ZEWED F W, IHMLES Fa R 75 A F R E . &)
B, TRV 2V LT F =k (% 6.3%) . FIESE (5.6%) mEThoT,
ARBRICEB N T, EEHITRD DN oTm, EELBERANY ) F 2 NEET 16 (K
). SEREET 1 (HimMESIREER) Rd b, Y=/ 7 A ME1LFIc O W TEEREHRIEL
oo TOMOEGHIICESTRIWERIZY =/ 7 A MRET 561 (BLBSE, SolE, dEAav:F

IETY, Mk, MIEHEIE)

K, BERENETY, FHHP) |

XTRRET 5 B (B K O AP, 12TY
b b,

xKV—12 FHEEL%LLOEMER [REMBITR]

BE# DI/ TR B Pofiicki:4
BATFSESIES 129 126
BRI BB 129 117
BITEFZE LR (%) 100.0 92.9

gl FIRFIE (FETHER) FIRBIE (FEBEER)
AIEFE 122(94.6) 85(67.5)
1ETH 64 (49.6) 85(67.5)
SRR 32(24.8) 43(34.1)
B 12(9.3) 6(4.8)
TR 9(7.0) 8(6.3)
CA125 8/ 8(6.2) 2(1.6)
JEIE 7(5.4) 4(3.2)
FLEE A PR 7(5.4) 3(2.4)
S A= %) 7(5.4) 0(0.0)
N 6(4.7) 8(6.3)
EEERIE 6(4.7) 7(5.6)
JRH N-7 87" RN 5(3.9) 12(9.5)
I F 5(3.9) 8(6.3)
TEHEALER S b R 7T AT REIAE 5(3.9) 8(6.3)
AR AR [ 4(3.1) 11(8.7)
B R 3(2.3) 12(9.5)
NS 3(2.3) 8(6.3)
FARY I SOV T F =0t 1(0.8) 8(6.3)
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2) REMHHER
FLoARHRSHER 1

KRV—-13 AUWELREMZERE LERARSHBROBE

Bl R 15 B

HERTYA Y | T Fafe, B RS
SRS B NRE B 135
BIEXIZ T "e2ae =2k, FERNBYELZBShZEB8E HH0IE
EARBGRELE | G2W (BEEWUEE S MR (IS TIRET 2 2 L — NERa 2 iR ézmz_
IRV FEABYE L B S BE
FHBRHNEE | R UREL TS Wettod o 88, RAHoBER L
StEA Tk AREAME 2~5 ALV Y=/ 72 b 2mg % 1 A 2 [BIZ1F, 52 i i
S HRE O #h L CREIRIZIE U Coi BT ) o
TEFRIER | 2o AUEARBE
A - AR LIS O BRER CRIERE ., B HEOE ., MEase., PR IRTR)

OFESEE S LOMREAT R (¥ 77 AEORE, 1= T Ehko ]
[R) OHEFELERE X 0 SRR ERE 2 E T Dl e 2 3% Lz,
ERUCGERE L 5 BERE CEILGE, dag, OUGE, A, B TRF
i L7,

FRATETE

Ltk REOHER, AROF A5 (FRARR), MR, §RER L
B - EfRUCGERE X SIS SR B [ B L O [
@Hﬂi&@%/\%ﬁﬁi4& L., ¥5 2438, 52 (/=135
k) (2R AERE L ORI 95%EEX M AR H LT,
cONET 9 2 V~ N FERL OFE/ N THE/ N LA E (25%LL EOffE/ )
DIEFIDOEIAE T L ORI 95% (5 HEIX M & FiH L7,
Tt c K T%R AERE TCOREESB L ORIERRBEZEH L,

CREOHBITRFELBOEFZ1TH & & bIT, BRI T L IH
K at ez R LT,

- HRROFiE B 3L, B TR O FRHARRBGHE £ To R
BHL, B REEZEH L,

- PEESHME, BRI L o BT — ¥ OB EAE R
L., MEesHmofRE 2 £ 5 & &b, MEasHim BB oE &
R L,

< B E L DXA (Dual-energy X-ray Absorptiometry) EHIEE
SRR OWERE xR & LT, #5248, 52 (F/=13#
Hrikikg) © DXAVEIZ K2 BEE (gem?) OZEEEZFEH L,
BEYIM = L OBLRO B EEZFH LT,

8. EELQERMIE (—#ikH)

8.5 AAlZ R G 25 AITITLLF OIS

1238
—pic>

« ARIEH I A3 Er5EAY L
TE B B2

HETDZ L,

WD HAIVTWV D EBE L, FREE GRS %) | ilﬁémmk@@%_%%
%ﬁi@f\%ﬁ®ﬁﬁﬁ+%ﬁﬁT6:&oit Vbﬂﬁﬁ%mfﬁ%

MRE DR ZBET D &,

c AKFND 1 EEBZ DEEIC

WEE L SN D GBI DT,

KRB FEET 52 L,

B DA O 2

WIFESL L TV RV T, 1 2B 2R 513ERE
EHICERBRE (MERE, BHEERES) 217577 L, BEOD
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R
OLMBNERE : FIRFMER
ERRUGERE O [ME] U bodaERix, &5 24 8T 72.5% (95/131), #4552 # T 90.6%
(106/117) Th o7z, Fl-. FRLGERIT, &5 24 BT 19.1% (25/131), &5 52 T
51.3% (60/117) ToH -7,

(%)
100

Mz it

C]x =

80 PE
QO

Ej o0 W =ruE

S
o

IpHS

20

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)

g

RV—-7 [£EHEE] OB [FAS BiTdR]

SIRHEE - HRILSNO BIEROBHESGEE (FIOW, B, BEE, M5, MR B
L OMBEFT R OBHEUGEE (27 5 ABOMSE, 78 BtkofIR) 24 L TENR
WM, R, R, B0 5 B L ORHIRREY CR L7

) FIRREIE I 2o 7,
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QERBEEDERESR

¢ ARFLUNDOBREKROBIEREE
AR LIS O B RIE R OBHESERE O T8E | UL EoUGESRIX G 24 1T 77.9% (102/131) .
5. 52 1T 84.6% (99/117) Th o7z, £7-, FHLGEERIL, £ 5 24 1 T 35.9% (47/131) ,
Beh- 52T 58.1% (68/117) Th -7,

(%)

100 - E it
LIFx =z
80 TR B
I =uE
iE 60
il
D
|
2. 40
=
20

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)

EIEZSHA
MV—-8 TARRUNOBEBREROBIEREE] OH® [FAS FiTdR]

ARBUSNOBEREROBIEREE
AR LSO BRIEROUGEE (PR, R, PEER, PR, W2REm) 2Ra LT
ERSE, g, AL, B 4 BPER LORHIARREY TRME L7,

) Al A RERE B 727 > 72,
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S thERMROMIENEE
AT ROBHEUGEE O (M) DL EodeERIL, &5 24 8T 78.6% (103/131), #4552
BT 94.9% (111/117) Th o7, Fio, FRUEERIT, &5 24 T 43.5% (57/131) ., &5
52 1T 82.9% (97/117) Th-»71-,

(%)

100
|
]
80 EEE
fE 60
Bl
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)
EREEATEA
MV—-9 TMuERROBEREE] O#R [FAS FHxR]
thERT R DOBHEREE

MR ROUERLE (477 AEOWR, = I@3hEORIIR) s L TESEE, 68, AL,
TULD 4 Befigds K OSHAIANRE™ CRFAM L 7=,
1) R REIEGIX 22 hr > 7,
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QARBFUNDEEERONEE
A REELASN O B RIEIR 4 HE 0 8] UL EoSER T, 5 24 8, #5528 T [ FIEH)
TIEZNEH T1.2% (84/118) , 84.3% (91/108) . [ | TIXZI LI 66.7% (66/99) | 72.4%
(63/87) . THEMERE] TIXZN TN 68.4% (39/57). 87.2% (41/47), THNZHHLR | TIXTh
Zh 78.3% (94/120). 88.6% (93/105) T -1z,
T2, AREUAOHRIERD O bEMEICALND [FER BEO MR . Wi
HEGHIB ORI R, TR | TSR ) (SRS DEMOEIEORD L 720, T2X
WERE | ZR% 4T DIEBIOEIA ORI S,

mE i
LIx =
B =
M =0

241 528 248 5218 2418 523 2418 52
(n=118) (n=108) (n=99) (n=87) (n=57) (n=47) (n=120) (n=105)
=R B = BHER MR

V—-10 TARRKUNOBREROBREE] OHER

ARB LI DERER (THE. BF. HER. NDHER OXEE
HRERELISA O B AR OO AL & 8 5 BT & BLe L CHWIRG, i, R, (LoD 4 Bxl
£ X OFHIARED R L=,

) RER AR A o 7,

BfzEFLIA OB EAER (THERE) © ARRUNOBRER (BFE) 0
(%) SAEEHR (%) BIEEHER
100 100 l:l U

0 2o I St 0 L S5 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)

(SIS =T

V-1 BREROEEEDHER

ARBLUSNOBERER (TEE. BE OEEE:
AR LSO BRER OB 2 B, PR, BE T<BE, RLO 5 BRI TRME L,
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@ARBOEEEROBIEREE
HRREED B RAER OBIESGERE (FFRARKE TR | © dE M EodaERIX
65.9% (89/135 i) TH - 7=,

OhEmMROHREE
AT R 2 THE o (48] L EodERIE, #5 24 @, &5 52 0T (477 @m0
TIEFNEA T1.4% (90/126) . 93.7% (104/111) . [FE ATEIMEDHIRR] TIX L EI 74.2%
(92/124) ., 95.5% (105/110) TH -7z,
E70, (575 ZAHOME B L0 TFETEEOBIR) 1E, WIS B GEHHOER I,
MR | THREERE | IS T 2IEMOEIG oW & T L), TT<E|E) ICRS T DIEFI O
HEOBMMEE SN,

(%)

100
— mE it
C1F %
80 =
I =0
IE 60
il
D
2|
2. 40
) II
20
76.6% 40.3% l 80.9%
0
2438 5238 2438 5238
(n=126) (n=111) (n=124) (n=110)

595 2B FEABMDOHIR
KV—-12 TMhERROBEE] OHER

WEFR (595 2BOEE. FETHEOHE) ORERE -
T R 00 A 4 - BRAA T & P L CEWICKHE, o, R, B0 4 WS KO
AP TR L 72

) T RRE I 72,

595 ABDER-ED FEATEEDFIRD
(%) EEEHR (% EEER
100 100 L
= [ckeE

80+ H HT—— H — — H

Feold =1 ] L] L
1>

D
240

20

#w5H 8 16 24 40 48 52 () #5818 16 24 32 48 52 (iB)
(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 R
KV—-13 MERROELEEDHER

WREAR (F5ABOER. FEASBMEOHR) OEAERE :
AT RO BEAERE 2 R, AR, B, TKEREE, 7 L o> b BB TRk L7z,

33



@©IEF 33 L— FEEOMHE/NE
GURT 2 2 L— NERROM/NED T/ DL RO/ G 24 8, %5 52 B TEhLh
76.9% (83/108). 84.7% (83/98) T -7z,

100 = — [ SFAAAE
I X
80 N
PR
e R
Z o0 [
%?J
= 40
20

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

UEEF 3l — hEE

MV—-14 REFaal— rEROHENE R5RTE)

BIEF 33 L— FERORIME -
S5 OO PRI OO/ IE 2 B 7 DRRART & Hole L CRDI/D, /b, SoRoRi/h, 8, HIK oD 5 B
£ X ORI AR CREA L7,

QMEHRIR SO —ILEE
BHEWRFOMER T A N7 VA — VR EOFEIEIL 28.8pg/mL~37.2pg/mL T, 7T M
EEBLTHWDL 00, [KTFTOREIIREHMHLZBELC CREE THDL EEX LI,

(pg/mL)
180

160 -

140 4

80 - /

RREE < — SN N H B R
»

0 T T T T T T T T I T
#5E%E 8 16 24 32 40 48 52 518 T 4 (B)
(n=135) (n=135) (n=133) (n=131) (n=127) (n=124) (n=118) (n=117) (n=131)

kgt

HV—15 MBEFIR S OF—ILEEDOHT [FAS BHRR]
[ th D45 ST+ R 2 2R T,
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@®mEH CA125 2R
MIEH CA125 O EHEITI S 24 B T 34.7U/mL., #5 52 @ T 29.1U/mL T, ¥ 50
1hEED 62.3U/mL 2k LC, {NfE THER L7z,

(U/mL)
140 -
120 -
100 -
[m
=
$ 80 |
CA‘I 25 _
W= 60| ¢
" 1
40 | -
* ¢ . } _ -l
4 ﬁd
20
0 T T T T T T T T ” T
W5 8 16 24 32 40 48 52 R 548 T 84 (A)
(n=135) (n=135) (n=133) (n=131) (n=127) (n=124) (n=118) (n=117) (n=131)

kgt

V—16 ;7% CA125 ZEDHFE [FAS fEHrxtR]
[ th D45 T+ R R 2 2R T,

Q=RIER : TEMIER
BIVEM X 135 B 120 61 (88.9%) 2D Lz, ERRIEMIT, RIEFE=HIM (71.9%) .
SEE (18.5%). A (10.4%). Bl (9.6%). 1TTYH, ARKRE (% 8.9%) ¥ ThoTl,
KkBRICB W T, A2 a0 EERBIERIIRD bhihotz, BEPIEICE - ZFIEH
2T (RET S 2 6, 35K O ER ., B8 ERD ., (B OFLE AT, FEHbT
Ji 125 L O ER . HIR234 16 B b,

®V—14 RIRES%LULDOEIER

=2 ET 151 3% 135
El1ERA F BB FKIRE (%) HEHH
AIEFE H i 97 71.9 102
SHYm 25 18.5 29
{5 14 10.4 14
IR 13 9.6 14
FTY 12 8.9 13
L SIEES 12 8.9 16
(BN 11 8.1 11
FEMED W0 8 5.9 8
FLA AN 8 5.9 8
2k 8 5.9 8
K% 8 5.9 8
EulEs 7 5.2 7
PEfidE R R 2% 7 5.2 7
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OAREDHT  BIRFHTEEE

REOEEEOHERZEBIZFE O bR d o T,

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

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

V—17 KREDH#H
B DA BT AR R A2 2 R T

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

®V—-15 HE5RTH (XFHiER) AoBRARFKBETORYK

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

a: FRA MBI ILED 1 Hl 2R LT,
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OERBHEMOEBEESF L UERRBEH : BIREHEER
(3@ D H AR ) DL EotEds tummmmwutﬂﬂ@% Ix. &5 8 1T 33.3% (45/135)
CEbmE <, U, #h 24 B2 18.83% (24/131) . #4552 #IiE 4.3% (5/116) F T
L7,
it r“mm®ﬁﬁ($ﬁ1)’ow1% BE5 8WIC 187 HEHRBLEL ., LI, %5 24
WIZIZ 11.8 B, #¥5 52121 6.4 A £ THE L7,

(%)

100 W E20ARLDZ
BEOAFER
BEOBRKIDIEN
75 4 [ c4E
[ HmeEL
iE
1
@ 50
4
.
[=]
25 4

0% 8 12 18 20 24 28 32 36 40 44 48 52 (A)
(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=116)

BEer

V—18 fESRHmMOEEIENEE DR

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

(A748)
30

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

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

BEBBENOHRG 52 BETOMMA 28 H 4#) TEicRYly, £ L1,
FHOKT H DV IEIC L 0 FHE BB 28 HISH- 22 WEA1E, 4T 2 HIICRIT 2% 54T
Hd Ak A co i B a4 L,
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®

BEEDOELE DXAZ, REKRTHE) :
BERN T 245 24 I KOG 52 QM2 EOZE(LE CEAME - EERA) 13,

BIREHMEIRE [ 77— T#]

ZNEh—1.5601+2.408% (p=0.0001, t-#iE) L V—1.740+2.238% (p<0.0001, t-f%

i)

RE

MmoTc,

o Rt i e

&L AERBD PR b,

H5RART~i8 52418

(n=42)

XV —20

BEELILE

B 5 R~ %5528

(n=34)

T DT T NIV AR R A AR T

WHEREDHNR . SEFERW
(5% L BEOENTZ W] BEO MEW2uvy oFIGIE, %5 24 T 99.2% (130/131) ., #
552 1T 97.4% (111/114) , HHETHRET 91.7% (121/182) Th -7,
[TREELfENE 2V Tholz 1A%, &5 57 HHICAEFEHmA2ERBICH ik LiE

LovL, #5 24 #Hizx3 585 52 HOE{LERIT—

0.178+£1.904% (p=0.5895, t-faiE) T, HGHIMDILERIC L 2D RAERIRBAITRO b

PG, B TSRS % T TS Tl o 7,
£V—16 BBEONZ
RREDHZ
FEEE | enon | mon [ murcan | o SRS AR
T e N e
wrs | o) i i o
e I I I R

FHOEAEIIEE (MW= BLEOBFE%) 2R,
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(5) BE - HEHHR
TR L

(6) AR
1) ERABMERE (—REMARERE. FEERARGRAE. ERAMELKRE).

SLEIRSE

BT —IN—RBE. WERTRERABROAR
FEABREICH T HRERTRHAE (&T) 0

A B TEABYEICHT DY) F A NOREZR FICBIT 5120 AMEB 7=
FEW G (RE60H HE) DRk O RME 2 it Lz,

TR Hr kg 7

JE 115K BRERNE X 32871 FHAE B % 327041

R A 2% FHATHAR : 20084E7 H ~2017T4E5 4, BIZLHIM : & 604 AR

FERFHIEE | ettt RERORIURGL, BRMRAM, SE&%
AhE © A RRRELISN O B RIER OBGER | MR IT R OUGESR, SR UEE O
SR
EARAESE  AEFE L, &, Ko bR, 1o ok, F
B

TR | MR R SEFI313261 HH 144661 (46.2%) (21844 DREIEHMFED &

Nz, 205 LEERBIERIL346] (1.1%) b4 ThH -7z,

HRHAFE A EE i ORIEHREERITL36.6% (1147/31326%1) &l
R E5131.1% (35/3132 #l]) Tholz, 2D H bLEERANEFEHMIT16
BRSO HAL, 120N T EE R MAEFER Lo T, IR R a7 U E
WoORIEHE LT, 1ZTh (LA ET) 2.8% (87/3132%41) . BHIE2.4%
(76/3132 #1) . FFEMED F100.7% (23/31321) ZThH 7228, EHERKT
A b U ERITR D bt n oo, #19 DIERORIEMA R BLEIL1.7%
(53/3132%1) TH Y, HEER I DRNIHNTRD BT, HEERD OBIE
F1E0.4% (13/313261) TH v, HEREEERDITRD b oTz,
FW& G - BB U -RIER 18441 0 5 HIEELH AMFE S 7= 1824112 >W0»
T, KFFG-BRIAE D YRR £ TOHR 2365 A LN OEIE M L1463
(80.2%) TH->7=DIZXF L, 65 A125 A LINOREIWERIX1741F (9.5%) .
125 HHEOREWER X187 (10.3%) TH Y . 64 H Z# x THIEIFR BN
SNTERIWERIZ D o 7z,

B EHIREIZ 35 1T 2 HRRRELIAN 0 B RAEIR OB, Rt odaEsR, £
e e 38 D e RIL T N ZEH.81.6%(1957/2397651), 68.2% (961/1409%1).
75.0% (956/1274%1) Th -7z,

2) RBFHLELTERTIENDHNBIIERELE-HE - HBOME
M ER e L

(7) 0t

MM ER e L
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<FERBEICHESRROHE>

(1) EERT—31\vr—o
KV—17 BRRT—31\v7r—2
TATHTRME lmg, T4F5 X+ 0D £ 1mg

Phase & B | Ralt | EWDE W=
o R e

ST Eﬁf%gﬁﬁﬁwﬁ © | o — | s dEgerREB)
o R e

S iﬁﬁ%gﬁﬁﬁwﬁ © | o — | emm s GRIErR®)

A A TR EE T (TSR ENEE L RERAR

IR | o0 © 1 0 (WAL

| A TERGEEE | o | o T [ Rafrl AR L R

130 45 53R
O : P& R

(2) EREREIEBHER
YR L
(%]
V) A NI, BR T 0 A AT 0 UK IKT A=A M TH Y IREEREINEITEN (BEIRB LY
H 8 Zmfl 9 2 ER I NG = A N7 U4 — WREO EFE2 I3 2 1ER) 3 X OB B OF)
M OBIEMFEIER 2R, Y=/ A2 M, 2 b0EEERIC LY, FENIBE & R =
RRAFIEI R T DI RN HIFF SIS 2 LD Hri- 72 FRPERER O FEAII LR 2 & flr L, BN
WX L7 o 72,
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(3) RERICHERAR
BITEASE I #AEER 17
RV —18 mIHE IHHAROHE

BT | L
T

RILFE, T ook, TEER, AT HRGAR
SIES )

AR AE B 47

- RIS IR E A A S L OV MRIIC X0 5 BRAE & 2 S B
- BT H R &G T, BB A AT 4 BRIV T, FERBEICERT S
EEZDNDER (TR EZIIERE) 25, KR A=27 T3 RUEOBRHE

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

BEm A
DA H
MR

WNH=O[WN = O

< G, AR ST LTV D AIREE D & 5 B
CFEABYES LT TEHEEL G0 L2k S o8

FhRs R /
* CFEIREREIC £ A B OB (~E 0 A 8.0g/dL F) ORERE X
AU EET DR
StEA Tk HREME 2~ HAL VY= ) F A M1, 28X W 4mg/H % 1 H 2 BN
e . 16 ERE R O BE L,
rmmigag | | AT

At A TRIEBE

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

BB e
Bl RFHERE 7 CA125 Jfis

At B 55 B LI BIE R

AIWE R AT B L OB L& E2 G, &5 4, 8, 12 X016, &
G TR, TR A RS T REICREAM L, SIS K O] 95% (55X
Mz L7,

et G AUEOREFRLE L ORWEHORBRELFIH LT,

FRATETE

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

OEBRXIT7ELE (RFHORD) . TEFEEER
B HHERROER A 2 7 Zb EOEHE FERZZ, #5454, 8, 12, 16 His L O H#
THICZENZEN—1.3+1.8 (44 4]), —3.0+1.8 (43 #%1)., —3.3+2.1 (43#1), —3.5+1.6
(43 f]) BLN—38.4+1.7 (44 f5l) TH o7,

BRrFE
458 838 12;8 1638 BRELRTH
(15) (14) (15)  (14) (14)(15)  (14) (14)(15)  (14) (14)(15) _ (15) (14) (15)
|
i']-
&=
& 2] ‘ [
3 3
7
D —4
%
it —51
%
i6_
] 1mg/BAE

O 2mg/BE#  TFHEFEEREE
B 4mg/BE () NOBIEXHFIEK

KV—21 EEAIATELCEDHTF [PPS @EHfixtER. OC (Observed Cases) ]

Q%M

- FEESHRER . FEIHER

HEFERZORBRL, FREHET100%TH-o 72,

2 BILA BICRB L= AEFRIL, Img/ HEECTARIEFEHIM (100%) ., SIHEK (25%) . HIE
MlESR (12.5%) . 2mg/ BB CARIEFEHIM (100%) . SIHSER (18.8%) . T, fBEE (%
12.5%) . 4mg/ HEE CAREFE ML (100%) . #IHZHZK (20.0%). 8. TH. EIEHR (%
13.3%) Th -7,

- BMEARBE - gIREHEIEE

RIERZEBLRIL, S GHET 100% THh -7z,

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

RV—19 KLHEIZBTHIHREI10%LLOEER [LR2MBITXER]

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

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

RPOKE - H1% (%)

T AFOAEME - AT MEE, FAKIZY= A2 & LT 1 H 2mg % 2 RIS, ARED 2~5
HEHXoRO®ET S,
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(4) 1REEAIEABR
1) AEREEER

B T A ER 1819

RV —20 ®HEFIHEABROBE

HETHA

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

e

FE IR AE R H 158 Bl

FLEBHREALE

< AFREE B 53 38 HUWDBFE

- [FEHSG H 22D Visit 22 £ TOARBEYICHE T, FERFBIEICEK TS
EEBEZ LD (PR XIIM) 2, IR A 27 T3 mll LoRsE
- [AEREF A D Visit 2 £ TOHRBEIZIN T, RIEES K= ERE
BELOMRIIC LY TERHIE & 2l Sz B

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

B A
DA H
MR

WNH=O[WN = O

ERRRIVESEE

< W, PRILE SUTEIR LW A ATREME D & B HBE

c RIEREEEEEERER IO MRIICE Y, FEABES U< I1X5=fE
EAUET D LR s RE

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

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

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

AERAE

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

FEFHEE

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

Bl REHE1E B

AR - B G HEH 2 A OFR A 2 7 B L, R A = 7 B bR (R
WP (I A 2 T HGER, 1 A2 OFJm A =77, VAS (TF IS -
) ZEAbE, 758V A XOM/NREMNE, 5 7 & KRR O
IR EPDIE T PRIE B A X ORI & i/ NE

L B G-BAAR B LA O REIFEA]

b |8
|

DA a T B LRI %LAEEF“W £ HERISEREZMREE L
7o FAEGBROBGEES N HAITRY | 0Bt kv &5
ﬁﬁ@ﬂw&%ﬁotomgaﬁ@77tfﬁ IR EEEE (p
<0.05) BHRESNTZHEICIRY . Img/ BRED 7 B ARRIIRT 5
AT o 72,

eVt BEHGBUBEOEEFSB LOBWEHORBE L FEH L,

a : ABRBHIARF —2 % HZZ & L7 kB H

I ARKlOHE

SRR - AR D@, RAIIZY = ) A2 L LT 1 H 2mg 2 2 B34, ARJES 2~5
HEHXoRO®ET S,
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HER
OERBRAITELRE (&5 16:88) : TETAIER
PG A a T CPYE SR ZE) (X, 77 v R, Y=/ 72 b 1mg/ HEER LU 2mg/
HEECENEIN—14£22, —33*x1.7TBXV—-31£1.7 THVY, 7T7vREE, v/ 7R
k 1mg/ A #EE L O 2mg/ B BEO M T EHZMICH B 72 &G BIFR MRGEE S 7= (p<0.001,
BRI, EIRAT B EO T 7 ERFEIIT 0 72 b 1mg/ BB LY 2mg/
HEEDOX I Tl W T ILOREC DWW T M REE S L7z (22 p<0.001, #&5-Ai
DEJ{A T g5 &8 & U0,

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

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

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

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

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

a: PYE R

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

c: WHAIOERA a7 2B L U 58

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

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

T AFOAEME - AT MEE, FAKIZY= A2 & LT 1 H 2mg % 2 RIS, ARED 2~5
HEHXoRO®ET S,
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QEF/RAIATEE (RIFEBY). VASETILE, BRERAIT7HRER, KEAATELHEHLER
(FAS fg#rxt&. LOCF) : BIREFLMIER
IR A a7 2 b, VAS Zib&E, ERA a7 8ESR (KRAAT7 DGO A a7 —2
Pl bk LIZBEORIE), ERA T HEMRE BRAIT N0 &Ro-tE ol

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

mean+SD (#%%)

=V -—23

ERRAATHREROHEB S LVEBRAIATREHELE (16 88)

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

\ 77.8 59.3 79.6 81.5

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

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

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

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

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

77 R B B B (7/53)

% (%0

ARXOVROKRST D,

T RAIOAGEAE - AEE TEE., RAQZY A2 FELT1 H 2mg % 2 BN,

HAREEW 2~5
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QFFH A Xfig/hFE (BEHRTH) : BIRFHEEE. S&HEHk

B G TREOF B A /b2 CEBE AR ERZE) (X, 77 'R 8 Y=/ 72k 1mg/H
HB IO 2mg/ HRETENE N —1.78+27.38%, 13.97+29.52%33 L N 19.72+27.63% TH ¥ |
TIRARRE, U=/ AN Img/ BEER L O 2mg/ B REO R T, RIS A B H EOGBE
ZFEd bz (p<0.001, FEEUFDAT) ., o, T 7 BFRBICHTEHY ) A - 2mg/H
HBIO Img/ HFEOFEZNRD bz (ENEH p<0.001, p=0.005, X—A T A i
ZALZR B L L ) . BRSNS Z — 2 DY TITE D 2 MaT Uik 5, e EbAR%k (1.
0. —1) IZHHET DEMAR AT = DY TUIE VBRI -T2 (p<0.001, X HHE),

o) s
S

p<0.001, LA

40 4

30 1
]
I 204
H

10 1

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

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

DFEHmBRARERLVE (BRELTH) : BIRFHMIER. SEER

BT RED 15 i B KIE I 3 CEE AR R ZE) (X, 77 BARRE, =/ 7 2 |~ 1mg/
ARERB L O 2mg/ HBECTEN TN —2.98123.91%, 5.64+19.32%F L1 11.87+16.29% TdH
D, 7T7BFREE, Y/ AN Img/ HEER KO 2mg/ HEEOR T, M AMICHE 2 EX
IEBR DR HivTe (p<0.001, EEVFSH) ., £7o, 7T BRBICKT S0 7 X 2mg/
ABEOAEEZIIRD NN, I ERBEIHT SV ) 2 b Img/ AEEOH BT
Lo 7 (2mgip<0.001, Imgip=0.103, _"— AT A AME & ILEE L Lm0 8o,
MESJENZ = O TITED ZREF LR, )R (1,1, —2) oY=/ 7 2 | 2mg/
ARECRIRNN S BN D HERG/SE = DS TTEV BB -7 (p=0.001, 3FERE) .,

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

MV—24 BRERTHOFEHBRRKERDE [FASREFTAR]

T AFOAEME - AT MEE, FAKIZY= A2 & LT 1 H 2mg % 2 RIS, ARED 2~5
HEHXoRO®ET S,
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OmMEIR S CH—ILEE (BREELTH)

B4, 8, 128, 16 HIFRB L OB LK TR — % L L CTERASNEEHOTTO
MBET AT PA— VREOEEEEZBE S LICEH L P MET A T U — ViR

CEEIME AR, pg/mL) 1L, 77 8AH, = /7 2 N Img/ B#EE KO 2mg/ H## T,
FRFEN 59.2+39.2, 57.7143.0 BL 26.4+16.8 ThHho7=, FHMFETL A FTF VA —L
TR FE ORI E S BT OFE R, BEGREEHER A ORZAMERITRO bz ho7-n (p=
0.089), &EHHEB I OMER SIZEWTIEIFHEIFHRAEEEZNRB D b (ZhEi p<
0.001, p=0.039), xftbfRf (1. 1. —2) O/ 7 ZX k 2mg/ HRETEHRNLE B3 H H
BEANE = DY TEE D BEN-72 (p<0.001, *HARE),

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

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

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

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

- BERAREE . BIRFHEAIER
BIEARBEIL, 1mg/HEE, 2mg/ HREL O 7 v REET, 2N EN98.1% (53/5441) .
98.0% (50/51%1) K 1N34.0% (18/53%1) T -7z, E/2REIEH X 1mg/ BB CARIE = H i
(94.4%) . 21 (7.4%) ETY  ABENEL (45.6%) 72 L. 2mg/ H B TARIE & HifL (96.1%) .
GEUE (7.8%). 1FTH ., WE, MY LB (£5.9%) 728, I RBECRETRE
HiIf. (24.5%) | B89m (7.5%) B0 (5.7%) 72 & Td o 7=, BT A =2 712 K3 < Cochran-Mantel-
Haenszel (CMH) #E (FHEEHERFE) OFEER., MetEMIcE B2 HE&NGBERPRO b vz
(p<0.001), AFRERIZIB T, FETCHE S EELRFNERITRD biLen o7, &5 HIkIC
EoEIWEMAN, Img/HEET26 (Z 5 FEIE K OWLESE, %) . 2mg/ HEET1H] (305 S%E
) BOLN, TTERBETITRRD NN T2,

xV-—24 BIMERARER

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

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

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

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

o AFNIOARMAE - HEIE TEE, RACEY= 2 A2 2 LT1H 2mg & 2 [BIS. AREH 2~5
HEHXoRO®ET S,
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FMA-ETHRLEREER 2020

RV—-26 TS5tRzEHBE LELBEHABROME

HEETHA

Slisg kA, 7o 2. I AR, Tl WATHERH G
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FRAEEE | A R O b RRE OV EIR ORI IR A A 2 BEEH L7

B A
DA H
MR
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HE | PHEHIR T O O REOEY YEROFEBUH IRz 3 HELERH L7
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< TR, IR TR LTV A ATREMED & % R

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

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

C EETIIARWEM (~E27 o el 8.0g/dL P E 11.0g/dL AKdif) 12Xt
DIERIZ K> THNEZ 1 EED 11.0g/dL LL EICHE S 720 B

- RIS T AR A O R., B LWFEIER GAEREK (FEEREO
AP 100.0mm) LA Ed D5V T EAERAE 40.0mm 2L E) #FT 5
BERLE

AERTE

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

FRFEEE

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

Bl REHE1E B

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

FRATETE
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BN ERA T E b EICE L, HRTOEREA a7 2 8 &L L3
BWONTIZ LY 7T v R EEE 2meg/ ARBEDLK 21T o7, F7-. R
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eVt G BUEOREFRLE LORWEHORBEL FH LT,
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HER
OERBRAITELRE (&5 16:88) : TETHIEE
Be G 16 O A a7 B b CPWE S HERFE) X, 778 RfE—1.421.812kkL, ¥
T )AL 2mg/HRET—38+t1.9 THY ., 7T ERFTHT A= ) 7 A b 2mg/ A REDOHE
BEMEARREES U2 (p<0.001. 43T,

x®V—-26 8516 AROERBAITELIVEILE [FAS xR, LOCF]

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

a: RERIOEREA a7 &8 & & L L U

QEHBAATELLE (4~16BDREE) : BIRFFHEIER
TR RFEORE 438, 8, 12 B L 16 HEFOIKSE 2 a 7 2B b CEHE + EUEF )
X, FNEFEN—1.2+1.8, —06*F14, —1.0Fx15BLN—14*x18 ThH-o7=, /7 RX }
omg BECIE, N2 —34%+15, —3.0+1.7. —39+1.98BL0—38+1.9 Th-o1-,

1.
0 [ | I T

D T RS I LI N i okt
o

73 i
74 i
—5 -~ J5t/RE (n=33)
] —a-2mg/B 3 (n=34)
—6 | | - FiE+IZERE
438 ] 12;8 1658
s

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

5 16 EIFOKE A a Tk EE (BRA a7 ™M GRS —2 DL E%E LA OEIS)
X, 77 ERBEBLOY T S A b 2mg/ HEET, £H24 39.4% (13/33 f5]) L1 94.1%
(32/34 f5) THY | NEFL A 2T I2HKS< CMH BRE (EGRTOER A 27 THIE) OfER.,

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

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

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

p<0.001, CMHIRE

100 %) (B 5HOEBRIT THE)
80-

=

% 60

A

|

7 404

Z [ 75K (n=33)

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

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

@ERBAATEELHERE (B5 1688 : BIREFHEIER
KM AT OFERMEER (ERAa TN EE 16 B 0 Lo BEOEIR) X, 7%
AHBLIOY= 7 A b 2mg/HEET, ZNEN 6.1% (2/33 f5l) L1V 61.8% (21/34 )
THY, 7T7BRBECHTEHY ) F AP 2mg/ HEEOAEZENRD iz (p<0.001),

100~ %)
p<0.001,

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

20

0
T5tRE 2mg/H %

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




GVAS ZtE (4~16 BNEMH) : B XRFMEER
516 HKED VAS Z2fb& CESEEIERERZE) X, 77 8RR I = /7 72 2mg/
HEECZ N —20.63+23.63mm I L ' —58.38+23.63mm Td > 7=, T/ HT DOFE .
TR THY A 2me/ HREOF B ENED bz (p<0.001),

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

B
a: BREMOAITEREEELE-ADHOST

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

®SF-36 QOL R a7 ELE : SEER

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

ZORER, THEEEMRE (1K) 2Aa728bE CEXEIFEERZ) L. 77 8RB X

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

FREICHEL, Y= 7 A b 2mg/ HBETIIAEICKRE D272 (p=0.038, L4 HHT).
(RO A 2T AL BIX. 77 8RB LI OV ) ¥ 2 L 2mg/ HEE T, 2N 11.70

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

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

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

BLOOLO®EEE) ORGATRE LIORGKE TROMO R a7 Z{L&O VX, 77 v RiE—

145~7.07T B LY =/ 72 b 2mg/ B 2.26~8.46 TH -7,

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

a: REFMORATEHEEELHADTRAT
MV—-30 #%5#&TEOSF-36QOLRa7X{LE [FASHEHTIR]
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- BEEBZRHXEE . FEMER

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

- BEMEARIEE - BIXRFHE@IER

BUWER ORBLEIL, Y=/ 7 A MET100% (34/34%1), 77 B AR T45.5% (15/33%1]) T
bolz, BIERIZY = F A METAEFEHIM (97.1%). 1FTY (5.9%)., &L, .
BRI . RERRIH FR, DREAEER . P e U L8 (42.9%) . 7T B REETARIETFE
Hif (839.4%), Hols, TANRTIXURT I ) F T VA7 27 —BHN (£3.0%) ThoT,
ARBRICBWT, 280 EERBIERIIRD bNihot, BERIEICESZRIEA
M, VT A METH (2TY ., BAREER) . 77 8RBT (REFEHM) 250
77

KV —27 BIERERE [REUMBTAR]

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

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

PEERHIMORRE (28 HIZ &) [ZBWT, MEFOAREE ] & LT EFOHARLD 20
OVEZRHIM AR LI BEDOEEIL, 7T v REEOR G, %5 408, 818, 1218, 16 By
BLOBRBIEMIZZNZT 100% (33/33 #1]) . 51.5% (17/33 #1) . 90.9% (30/33 f) . 80.6%
(25/31 i) . 83.83% (25/30 i) F LT 87.9% (29/33 f5) Th 7=, BH-BHAARKRE A %&£
B DR oT-HE 4 BEOEIENED LIZb 00, R USMIA AR 2k & 288
WO LN -T2, 2mg/ HEETIL, T 100% (34/34 f511), 11.8% (4/34 f1), 21.2%
(7/33 f) . 15.2% (5/33 f3) . 15.2% (5/33 f5il) L1 50.0% (17/34 ffil) Tod>72, 2mg/
ABECIE, BEANXT 7 ERBELAREORIE Thoe i, HEHITHD Lz, [T &)
HL<IE HAFOARE Y Dl ORI 238 LB OFIE X, 2mg/ ARETIE, &
/i WE 7T 7 BREHCE L, BEFICEmL 7,

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

Odmal COI<K48 OEFOARLYLLGY HBEECAREE EEFZE0ARIYSZN

KV —31 MBIHMORERE 28BI¢) [REMBITER]
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OtEssH o B 3

PEERHIm O B4k CEHOME EEERZ) X, 77 B R0, %5 48, 8, 128, 16
R L ORI cEnsi 80129 A, 8.7£34 A, 7.7£28 A, 7.2+2.7H, 7.7%
4.0 HB XU 6.913.7T H ThoTo, HHHMGKAREZETTED RN h 4 BRFO B
DD LTt 00, ZLSMIE IR R & R EB/T R0 o7, Y=/ 7 A b 2mg/ BB
Tk, #FNEN 71124 H, 7.7£6.3 H, 15.9+10.0 H, 14.3+11.4 H, 124+10.5 HB &
W5.9+45 HCTHHo=, Y/ 7 A b 2mg/ AREOMEZR IO B4 CE¥IE) 13% 5 8
WCEHHEM L, BRI T M A2 L, BRI GRS IZIERRE CTh o7,

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

BHJ(TH (F7203FHR) 2OoHERARIKEE CORE CFYEEEERZE) X, 77tk
REET185F65 HBLOY =/ F A+ 2mg/HAE T 28.3+9.3 HTH -7z,
BBEWOAROBRENRGATL Y EL o B X, 77 vRBET2HBLOY ) F R
ks 2mg/ARET 5 HITH -7z,

55



2) REMHHER
FMARRARSHER 222
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o = B IR IE A 130
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s FEARBIEIC L A EEOZIM (~F 7 1 B LE 8.0g/dL Ai) DO X%
N 5 GOt AT HBE

ECBARE | S (~E 2 P 8.0g/dL B 11.0g/dL Kil) 12k
é%ﬁﬁ;of%m%fney@ﬁuﬁymuﬁm@é@w%%

- RIS T B IERAE O E, ZELWFEER FLIREK (FEREo R
K££100.0mm) YL EHDWETEERKE 40.0mm L E) 2695 H
Fip L

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

FERFERE | et L5 UBEOAFERS

et - BGRRG B IR ORIEM

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

Bl REHE1E B

AR EHE 2zt B ERR A UBEOAEFERERL JORHENORBRZHH L,
i At - REAGEE H B L BRIBt R O R F 3R AT o T

a: PBRBAAARF —2 W & B2 & L7k A

8. ERLGEARMIE (—"‘Hﬁ*")

8.5 AHzEMMZEET 2HAEITIFUTORIEET L2 L,
« AIEH I 23S FFGeAY L :E}Eéb %MTU\ZQ BT, R GRS (SRR 2 i & OERITREE L,
TEWIHC B G WE 21T D 72 & '%%@ﬁ( BICHAEET L 2L, £lo, LEIDE CHMEBEOREY:
IREE D FEfi 2 EET 5 2 &,

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

VHE LW SN D HARICOLTO, EMICHERRE (MERE, BRERES) F2{T7o70L, BEO
KR FoEE+T52 L,
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R
OEFRATELLE A~52AD0KER. RBRY) : BIRTHEIER
KA 27 O 5EiE CEYMEEEERZE) 1$4.621.1 THY, &5 48, 8, 12,
16 38, 20 ¥, 24 i L O 52 HRFOZ L& CEHE CEERZE) 1L, #hEh—3.221.7,
—2.6+1.9, —34+1.7, —3.3+1.8, —3.5*t1.7, —3.4+t18FBL3.8+1.5 Th-o7, %
Bl o2 i CEYMEEHERZE) 1L, —1.3£1.8 ThoT,

1- —1.3

LN B
o

i3_
i4_
is_
—6- 48 8@ 128 1638 2058 24:8 28:E 328 3638 40:8 44:8 48@ 52:8 #”E5 ®RE
BT =H
(129) (127) (126) (126) (125) (122) (120) (119) (119) (119) (117) (117) (118) (129) (129)

() ADEIEILIEFI 2K

a: RERTRA~SEHRE (BRARKRTET)

MV—33 EEAITEILEDHTE [FAS f#HixtR. OC]

QEEAATRER (4~52:BNEKR) : BIRFMHEE
b4, 8, 128, 16 ., 203, 24 W L 52 WEFOUER (JLIF A 2 7 MREEERT
o —2 L FtE LT BEOEIS) 1L, T EN 85.83% (110/129 i) . 72.4% (92/127 1) .
87.3% (110/126 #1]), 87.3% (110/126 ), 87.2% (109/125 1), 86.1% (105/122 %)
X1V 90.7% (107/118 f5]) TdH -7,

o
86.1% 90.7% 89.9%
80
% 601
Z
> 40
-
= 90
$
O.
48 88 12 168 20i8 2458 2838 3238 3638 408 448 48 528 5
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(129) (127) (126) (126) (125) (122) (120) (119) (119) (119) (117) (117) (118) (129)

() NDEIELIEHI 2K

MV—-34 ZREAITREXRDHR [FASEHTHR. OC]
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- BHEFER  FEMIEAR

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

- BIEARE . BIXRETMEIER

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

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

KV-—29 BIERERE [REUMRINR]

BEFIE Ik 130

R R BB 5 127

AIE 56 B (%) 97.7

BlER HEGI (FBEER) o

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

a : FBHIE 2%k
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O XBERFAARIC L SEMERREE

3 » A Z & ORBRFHIHNC X AU ORIERAFBBGNC I T 23BLRIT, &5 12 BETTIX
94.6% (123/130 %), 12 #H~24 i TIi% 0.8% (1/126 f]), 24~36 HTIX 1.7% (2/121 ) .
36~48 I TiX 0% (0/119 f1]), 48 LI TIX 0% (0/118 #l) . #HEHH#& T Tix 0.8% (1/130
%) THoTz,

PE5-12 8 F TIZ 5% BB LZFIER X, RIEFEHIM (93.8%) BLNETY (6.2%) T
Hotz, 12~24 ALIETIX 12BN LV ERIETH -7,

& EE DR FRES

RUIHRGHBRICB W TEEOAMPEEDAEFEFR LRI LI 1 L, BROMEMEISITHE L 722
WHDOD, FEERPEREEREETHY (AEISRO~NEZ B B E 114gdL, +
BRI O R KPR 9.4em, 1 7 @ e KIEIL 3.4em) \ AFIHEH-90 H B ICEE D& 1M (Hb:6.9g/dL)
EHEBL LT, ARAIOKRIEIZ L DR IEFE ORIz, $F 0RO #5365 X OFIREH
IR EE L,

@rEBHmOIEE
@ H o RFEEM Eo i) (H@EsE o RERE] T TeRFEOAKRL Y W) 8B Lz
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. ENFEN 98.5%, 8.5%. 20.3%. 10.3%. 15.1%. 13.6%. 15.4%. 6.8%33 L X 53.5% T
@oto&5¢fi B b 8 HRFICHR B L, LRI 2 Em s Bles Shiz, 72,
M7 L) OBEOEISE, FERNCH LGP 2 @Emansbni-,

(%)

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

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

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

RV—35 MHRLMOEEDHTE (28HL) [ReMBHTxtR]
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2) BAEMXIIHEMEICEREL 525 B2 LNHERN
TR Hr kg 7
JE 115K N SESE B S50 1 25941
FRAHIME | AHIE 201741 H ~20204E6 H, BRI - 52
FARRHmEE | et
<HEBELRFTEINZU A7 >ARIEHM - &, 77 4 7% —
<EBERBIEN Y AT > 20 mEARM OGN 1T 555 B~ 5
i
M FERR N TOFERAIEIC E O KR O LRI 5 A 2%
TR | RN E1185 il H B739 $i112906 HEOEIWERA3FEH Hiv, FBHE L

TRWERIE, RIE= HiMme9sH], &ims3fl, SERE19%I%E Th -7, Ak
BT D EIERARBE G362, 4% (739/1185 f5]) TH V. AR £ TOREK
R (FERERE 2 & L8 TR O ITHRBRO4RBRIF5) 12
BT AEIEAZEBLEIA98. 4% (311/316 f5]) ITH_TEL v ot-, BHELR
FEINTY 27 R OEBREERN Y A 7 (ZBEE 32 ®IVEH O BLRIUE,
ARIEH I « 2o EEER230. 8% (10/118541) . FEE EEHIH58. 6% (694/1185
#l) Thotz, TFT74T7FT—, 20 BAMDIEGNZBIT D BHBE~DE
BORLEINTR 2T,
BRNERENTRIG131182 Bl Toh o 7c, BEHBRLARITE O A 27 NE A HE
TohoTIERNZBIT HBIEMHFR OEFA 27 & LT, R&FHmR (5310
MICE BT, H£EHRT =209 Bk biBVIHMIA) OERA 27 Ok
B (PRt EEFEZE, UTFRER) 13—2.0+22.0 THY ., KBREEE TORE
R (e BRAE B E 264 & L [EWNETITHERRER) TS5 1618 DL
AT O E (—3.8%1.9) ITH_NTEHAaT OELEICLDUED
FEAWT/ NS otz EWNETAHRER CILER A 2 7 0338 L Lo B3 % xt
G L LIDITHR L, AFHAE T, AR GHIGR OERE A 27 B2 T D
B MN6ATH (BRIMERENTRI R D54, T%) G EN TN ENREELZEE X
Do TRk, ABIBEGBHIARF O A a7 233 mLLE7E 572633010 5 B #&
HBAMARTH OEIR A 2 7 B H ATHE T & - 7249961 T O i #& A TR O & @ A
a7 ORI —3.5+1.7 THV ., EWNEIFHRBRAAE & RFREOF 2%
DR STz, Filo, AFIFRGBIGR O A 27 B2 LN T 0647 il 5
B, EGBMGRITR OISR A 27 DNE I FHE T & o 7259861 T D He i G RE D
ERA 27 OEEIT—0.6E1. 0C EHA 2T ORDITRO LN TS Z
EMD IR T TOFERIIEIZE © KM OSGEIZB T 2 A 2R B
OMBEIZR N EE 2 BTz,
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2) KBLEMH L LTREFEONERFRIE L HE - BROBE
AR L

(1) Z0f
AR L
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VI. EERICET HHEE

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

2. EEEH

(1) fEM%L - fERHF

VI A MIT R AT 0 BRI T 58RI T T =2 MEZR L, JRRBSREH 4
L O E IR O BTN L 0 7 B RS 5 A ks KON B IRABIE IS D AR O
BERTLEEZOLND,
1) BREHEREHNHI{F A

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

R

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

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

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

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

BEBRHNTHY
IARSIF— IV DEENF

EROFER . ARIERE DR/ - =

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

1) 75X TOVEBERIIHT HEBRES LV TOS X TAUERA

Db FRFTOA FRILVEVZEREESEE (in vitro) 2529
t h e 2xre /5K (PR), Zvaaldadf REEK (GR), =& a7 SRR o
(ERa) BLO=ZX b7 UZi5k B (ERB) FEB A B ROEREZ, E N TR
07 UK (AR) 12 MDA-MB-453 fifil (AR 25814 2k b MILEMIE) oA -
NERR L THEMA L, B EOFEZRER~OEEREITHAEICL VR L, ) ok
DEZFARA~DFESIT 5T D 50%IMEIEEE (ICs ) &Ko7,
VxS A MIPRICKHT DEGED R E <, IRWT AR ICHT 556847 L, GR, ER«
BELOERB 2T /A REIXTE -T2,

RVI—-1 PI/HRAMOERRTFOA RFRILEVZEIKRIZDONTO ICs E

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

HIE T duplicate T3t L7z,

BZBROREETRTIILA T OB T RafH L7z,

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

BRI DI E O ICso fEIFXLL T D@ v

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

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

@b FRTOA RRILEVSERRIZINT 27 IR MEES L U7 V42 T=X NEM (in vitro) 2932
vx )7 Z kDt b PR, AR, GR, ERa. ERB BIOI T/ aLFasf FZEE (MR)
k57 2= 2 MEM (EML) 20727 —BT7 v ALV BE LT,

COS-1 MfIZ A AT B A RANE VZFEBRORHRARY X — BZKERO BRI 2 FFoAR Z v
N 727 —BUR—F—BEIFBLUONBEREL LTI VAL IV T2 T7—BLR—
S —iBIn T EEANL, S VIR E L & bic 1 BREE L, FZRIEIC-OVWT, #l
EESNTZNY T =27 —BiEWNOHEMLY 7 2T —PiEEZEH L, SRRSO 50%% 5| & i
ZT B ERE (ECsoffi) ZRko7-,

xR MIPRICKT DRI T T =2 MNEMEZ R L7, AR, GR, ERa. ER3 B
FOMRICHT AT T=A MEWEEZ RS o T2,

64



R"VI—2

CI/HFARDE FATOA FRILEVZRRICRTE2T7I =R FEH 27~29

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

H7E 1% duplicate T L7=,

NT : ZEHi L TWARWI & &2RT,

BRI HEEYE (7= ) O ECsofEIZLATD®EY,

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

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

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

RVI-3 PI/HFRMDERRATOA FRILEVRBRERICHT Z7 02 TR REME 2930
. ICso & (nmol/L)
REmE .
AR GR MR
VxS A 775.0 >10000 >10000
I —)u >10000 >10000 4428 .4
A RodForarzxra
. . >10000 >10000 1108.6
FEfR = X7 L
A=A k= I 146.3 9762.9 18.1

7 1% quadruplicate THEfii L 7=,

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

YA NORKAE 2mg/H) E5HFO Cnax iE 140nmol/L? THLHZ Lnb, AHET
IR 2 7 S AT a AERERT EE 2 b,
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@PIT/FRLDTOFATOUER (T k) 3839
MEMEZ > & (SD %, —#E 8 4) OMAIINEAHH L, 2D 11 AENHLT A M7 V4 —/L (Eg)
lpgkg # 1 H 1Bl 4 HERKER TH G Liz, E2 05 4 HBIC B & RIRFCEESE Gk BREE)
XiFxv > /A K 0.03~3mg/kg #HEIFR A& L, HH VX7 17 A7 1 10mglkg % 2 T #
L, ZOERICFEREERLNE L, 70, BRICX A2 FHHEEMNZHEZRET 720, B
DI 4 AFIIER TG LTz B R GRE25%1T 7=,
E: OBGIZE Y FEEENHEM LA GHRER) . Y=/ 72 b 1 X% 3mg/kg & 51280+
HEBEOBMNAABECIHE S (p<0.01, Dunnett O % & ILERE)
BB, VZJFARNBLOTu AT a0 EEENHIRE. Ta AT /RO T
VA I=A N THDH RU486 O (10mgrkg 2 Fi4E) 12X sz,

(mg)
400

300 "
200
100 ]
. L1
0.3 1 3

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

N 10mg/ki
ST FAR mg/kg RSG5

RVI—2 Sy MIBIFASI/HFAMDIRMNASVIZLDFEESEMICRIZTTEHE (1)

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

Wl e e kN

(mg)
400 — p<0.0001 p < 0.0001
[ 1T

p<0.0001 p<0.0001
[ 11

1
300
100 — I
0

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

Hlo e R

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

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

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

% McPhail ® 5L 06 4 FTRaT{k LT,

SHE#ETIE, McPhail ® 2 a7 EFIIERD Sniehnotz, Y/ 75 A F® 0.00lmg/kg #% 5T
X, McPhail 2 27 @ _EFIFTRO L2y 7228, 0.01mg/kg UL EDFE(Z L D McPhail A =

THER LT,

LIciioT, Y/ FAMI, =X NI VA — V&AL L7z 7 F X260\ T 0.01mg/ke DLk

DIETTE RO EZEHE LT,

47
I
McPhail
A _
3 2
7
1 —
0
0.2 AFEEE  0.001 0.01 0.1 1 300
P =l Sl = b YI/FADB gFU =
(mg/kg *sc) (mg/kg* po) (mg/kg * po)
RVI—4 DY FICEFEI3PI/TAMOFEROREZEICRIFTEE (McPhail K5R)

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

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

McPhail 227

237 0 FENEIHE CHERITD RS ER, BROIEEALITERLTWD

Za7 1 FEBIIERREICREET 225, REOREIITEER 20

2ay 2 Ay I, FEROBITHIMNT 208, EHOMBEITIIZLA 720

Aa7 3 FEBIIMERS FES 225, B TR
Z2a7 4 FERITIFEMER £ TREZELNOROILENR A BN D
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OFENEOARERL (FENBEESE) %0
FENBERE 2R & LEAREIERBR T, o=/ 72k 2mg # 1 A 2 [EIZ501) 16 @ M
A5 Lic, Y=/ 72 MxGHRE T orEd iR O+ 5 NERRGES Tl LRI HEkaE
% 2 WITFEMEE 2R U, BEIZIIREIEOS TR0 b vz, 2 b OZAb (BHERL) 13,
VL) FAMDFENBIINT LT 0 S AT AR LI b D EEZ bR,

®FDMDRTOA RHRILEAR (S k) 3789
7 v beMwWic in vivo WMBRIZEBWT, Y=/ FAMIT U Fr AR, ZvaanFad
REAB LI R TILaLFads RIERE RS Rh Tz,

RVI—4 CSI/HFRAMDSY MIBITRRATO4 FRILEVER
HERIEE TERDIEIZE IR TER —#pI% | HBE5EHK R
Ty Ralgy | BEMET v o | Wistar-Imamichi,” 5 it 6 1H 11, ?hﬁ%{??ﬁfﬂfﬁ
= [=1=] =N TN e
1EH BIAETEERE BRI | 24 B,k 7 HIH S B L i T
. BB Z ~ hC . - . 10, 30, 100mg/kg
%6 Wl g
zﬁi;g% BB Y 2— Yg”%/BL% 8 WE | R OB TR
ad Wb LRI,
s BI'EHHZ » MC ) - . 10, 30, 100mg/kg
RNP- S R FE]" Y3 Y
%ij’:;ﬁ% B %R T Nat ygam/hﬁ% 6 Wi |0 TR
L OV KOk Wb LRSI,
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2) DNEHEREINGIVER

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

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

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

2 TANSIA—IL

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

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

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

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

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

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

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

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

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

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

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

o AFNIOARMAE - HEIE TEE, RACEY= 2 A2 2 LT1H 2mg & 2 [BIS. AREH 2~5
HEHXoRO®ET S,
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@HERBEENDIA S CH—ILELUVFSH ICRIZFTEE (W4 HFIIL) 9

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

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

I /4 Z M0 Amg/koRE

(pg/mL)
150

120
20
60
30

SNl NH

RE&EE ‘S EREE

BMVI-8 JI/FRIDIEHFIR S OA—LEIVFSH REICRITTEZE
PO RUT 4 B OB HIRHER A2 )T,
*: p<0.05vs. %581 (Dunnett-t f&1E)
¥ p<0.01 vs. FE-HI (Dunnett-t #2E)
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GHERKESDIMBICRITTEE (AU A4F)L) ¥
VE)FANMIEDTANT VA —VRED RGO A REET D70, MEET =7 4 W
v (—RES B MV, ARREE 7 BICREE HERRE) HHWniEy =/ A~ (0.1mgkg) %
HERESHANRS L, IR T RELZ AR Lo, 5 24 FERIZICIRER A HigH
L. FEIpRa BRI T 5 7 n~ % — P OFE, — A8 DNA feathic L 578 h—
VADFEB LR LT,

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

RVI—6 CI/HSXLOYILNREIZRIFTHE

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

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

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

DIMEEHER (FERGESRE)
FERBIEBHICOT ) F A b 1 H 1mg, 2mg XE7 7 ERE 16 MM H RO ES L7 &
X MRT A N T U A LR R A T A RS B R AR AL 119, 7
SR L, U A 1B 2mg THRAENICAEARMETT R b5 24— L
HIE R A3 3R B L7 19,20,

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

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

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

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

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

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

BVI-9 PI/HFRb, TELYUELKUEFFV—ILOFERNEHRRBZE
BERBELEZZY FOBEFERNEOERABEICRIZITEE
OVX IZINEHi I RE 2 T,
Ko () NOBEIZSFEOFE, & 03B 2 & ORI, Bkl X OWHRIZS B0 FfE +
R AEZ R T,
¥ p<0.05 vs. SR (Dunnett 02 B R E)
## :p<0.01vs. XHREE (t-FRE)
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QF=ENEERBEETIL (DHF) 9
HEME D % (New Zealand White, —F#E 4 il E 721X 6 ) OA T E A0 515 PR 2 £ H
L. 26 O+ & IO IR L ORI oFE 4 & (B EEILZNE K 10mg) (SBAH L7z,
3 A% OIEEE GHRED) iEERBRwE (V= 7 A M 0.01~1mgkg, # 7+ —/1i 10
B LU 30mg/kg) # 1 H 1[0, 4 BAMMERO®ES L, SBYWEERGKTORRICBETE
WIEZfEH L, TOE&LZE L, 7ok, KB 0, IR N2 T 72,
SHRBEO A7 B NI E 1T 104+ 10mg CEAME HARHERRE) LN L., —J5, JREGHAET
IR HREE I b L CTIRECTH - 72,
YA ND 0.1 B LD Imglkg BEHHET, B NIEE O IE ST,

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

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

JIL /TR M(mgkg) U —)b(mgikg)

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

75



QFENIERBEMIDIETEINGIER (in vitro) 4©

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

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

(%)

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

HERMERE (mol/L) DxiEy

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

D% I 3 FIOFEEE CAEAERR A &R T,

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

¥ p<0.01 vs. XHHEEE (Dunnett D2 HE LR E)
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@FENIEEMEMBOBIEINGER (in vitro) 47
FEHANBIELRZEOIFRTFa a L — M ERIV SREL 72 M FENBEREMRAZ ., B G
B H2WEPT ) 7 A b 108~106mol/L f77E NI 24 Rl L, 7 nET7 A% v ) Vv
(5-bromo-2’-deoxyuridine ; BrdU) ¢ DNA ~®DH 0 AL B A Al ofsiE & L <, ELISA
(BeFRufEE =) CHIE L7, £ 6 7L — FOilBr %z 4 [BlfuR L7,
V7 A ME10mol/L UL EDORRE T, b b ENEEREMIEO BrdU B0 AL Z B EIC
L 72,

(%)
120

100 - —

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

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

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

(3) {ERFTER - FEESRD
gk L
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VI. EYMEHEICEYT HSHE

1. MmAREDOHR
b by A MRER, BB EMRH LR, sk o~ NI T 4 — 2 T A

HEoH (LC-MS/MS) I KV HlE LT,

(1) AEEENEDRRE
DR L

(2) FRIREER CHRE S h-IPiRE
1) EEZEOKSE©

T4+ R Mg 1mg
R N il 2 7 A k 0.5mg. 1mg., 2mg (KHE 6 ) Z#A FTHEROKE L L X

DIEFR T ) S A MNEEHERE L OEMEE T A —Z XU T LB Th oo, MmEEHRE
FEIL, 5% 0.9~1.3 B TR EMIEPIEEICE L. Cnax B L AUCo I THEITEFE L T
AR L., HHIE 6.65~7.66 KT - 7=,

(ng/mL)
100

4&—4 1 0.5mg

n=4

01234 6 12 24 48 (R5FE)
B5EISE

HRETHERZRS L-LEOMERS T/ SR FNREHRE

R4 1T 6 HlO TR ETRT, n=4 & &5 SR RIE 4 Bl TR+ B TR,

o AFNIOARMAE - HEIE TEE, RACEY= 2 A2 2 LT1H 2mg & 2 [BIS. AREH 2~5
HEHXoRO®ET S,
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RVI-1 BEBRAREICOI/ZAMEEREORGLIZEEOEYEFR/ANTA—F
BEE Cmax tmax tieg tieg AUCo-
(ng/mL) (hr) (hr) (hr) (ng*hr/mL)
0.5mg 17.56+2.2 0.9£0.2 0.749+0.201 7.06£1.00 154.91£34.2
lmg 34.7+3.1 1.3£0.6 0.772+£0.364 6.65+1.49 320.4t56.7
2mg 76.1*t14.6 1.2+0.4 0.580*=0.209 7.661t1.22 695.11t114.2

R ORAEIT 6 Bl O P IELAE R 2 TR,

2) REZEOES
OREHAKME"Y
T4+ R Mg 1mg
ft B Rl N 2o
Bl (6 AM) MKE&ROESG Lz &, mEFRE R EREICE NV RA I ER
HIZBWTHE5EH 6 [FITIRITEFIRIBICE L,
KEZO®RLG L L &omfEfhyo 2 72 MREHER S L OSEYEhE
D CTHo7,

E/NT A—

(ng/mL)
50 4
45 | -
40 | T
35 4
m | -
% 30 I L
m 254
=
E 29n=5
15 |
n=>5
10 + T
5,

0 - T T

ICYx /7 A K 1mg, 2mg, 4mg (FHE6 ) % 1 A 2[B! 7L 12 R4

wTﬂ@%

FAESYSNRPS

n=>5

12 24 36 48 60

fifffffffif
PIEHE SRR

72 84 96 108 120 132 144 156 168(5#?'1)

HVI—-2 BEEAZEICCI/ZA2mg/HZEZ 1B 2EIZHITT
11 EREEAZRELI-EEONEF DT/ TR MREKER

X D45 kUL 6 B O FEEHIEHERAEZ R T, n=5 & FR ST
(10> 1 23 7E B T BRAEA T do > 7 72 D ERAL) o

FERIRNEFR 5225 O FRIEEZ =T,

RKENFBGRA o b E2rRT,

UX 5 Bl E =R AEZ R~ T

TE - AR OAGRME - AR D@EE, A
ARXOVROKRST D,

Ty=/ A MELT1H2mg % 2[BZ

. ARJEH 2~5
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RVI—-2 REZFORSHOEYFHENZA—4
- . Cinax tmax tizp AUCa

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

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

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

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

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

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

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

OFERNEEEE
T4F5 R ME Img

VxS A R 2mg & 1 H 2N 24 B A &G U2 S T

B 1901 NIRE B 128

Bl LY==/ 7 A 2mg # 1 A 2 [ENZ531F 16 WFERE ARG U7 BRRHEELEER 20 O 7=
PRAE A 9 Bl MEh o ) 7 A MRENG | EWENRE T A — 2 2 A AHEE LT, FEN
IRIEEHIZH T % Cmax B &N AUCo- DHEEEIZ TN L4 42.3ng/mL 35 & O 393.9ng - hr/mL

Thol,

RM—3 RAXEFEXITEIYBONEFERNREEEDOEYEE/ NS A—4

rREE

Crax (ng/mL)

AUCo-» (ngrhr/mL)

vx /A 2mg/H

42.3£6.9

393.9£84.6

KR OLYEIT 134 BlOFHE FFERAEZ T,
RESE BN REMEAT 65 137 Bl FEHMERRRD 3 BllE, I X TOMIKDE RAEH E & T HRMEARN T H

D AA ZAHEEIIAF DR o T,

o AFNIOARMAE - HEIE TEE, RACEY= 2 A2 2 LT1H 2mg & 2 [BIS. AREH 2~5
HEHXoRO®ET S,
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3) EMFEHIEFEAER ©
(%58 3RS D AW AR T A R T A VO — S EIZ DWW T (A 2442 H 29 A,
SAFRA I 0229 45 10 5) | IZHEV, T4 F 7 A b OD #€ 1mg &5 « %7 A b 1mg DAY
BRI R 2 S0 L 7o, 7eds. BERERR AN Lotk 2 3t & L= A RS ERE (12 #) 2%
B U7, K7 LakBR Cili fA 0 £ PR S MESBGE S iz, Kb 0 ERBRIZOWTIE, FEH]
(36 ) A HIC L CAEMTFRSEMRER GBIN) &5 L7,

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

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

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

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

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

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

(ng/mL)
40

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

W iE-BE B

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

HEIINT A—2

SEINTG A—A

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

(K CARA)

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

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

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

0246 12

24

S5 %EEE

48(hr)

HVI—4 KTHRALE-EZOMEBEHRDOT /) TR MNREHR

(3) i
AR L
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1>ﬁ$®?£%8
HE# G535 (R) BIORERGHER CGEER) oRRRGROMES kT 5 2 & T,
VI ) FANDOEYEEIC KT TREORELZE LT,
BEOEIUCE Y | Cuax D FHHEIZ 3 HE (0.5mg. 1mg, 2mg) & HITHI 20~30%FLEK T

L7273,

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

TBOLENDLHDD,

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

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

KPP OLMEITTFIE EAEAE R 22 2 7R,

2) HHRAEOE

[VIl. 7. FHAMEH] DIEER

2. EYMEERINS A —4
(1) FEFAE

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

WEER OB EHOMTEENET — & 84 &

(7l 459 i

NEARGE LT, NONMEM 71 7' J AT K0 fifh L7z 6846,

(2) RULEETEH
U E R L

(3) HEEEEH
DR L

40 JU7532R
R A 2
3.191L/hr THo7= 0,

(CLtot .

MU R)

\ﬁ24LWﬁ@ﬁD&5%®m$

) AIEL, 1- 2 %— M AV NET

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

HEHXOVRO®KET D,

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

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

K (VAB/F) 1X. #hFh 33.79L K 30.04L Th 7= 6,

(6) Z0Hs
SRR L

3. BFKH REaL—av)

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

(2) NS A= EFHER
FEABIEREICRBIT 20> 7 F A MOEYEiE (7 )7 7 o 2B L OGMER) (2B 5L 8%
K OTRE Z | RGN ET L (NONMEM) % M7= RESE IS B REARAT I & 0 2k L 7265
R WEBRZ VT T AT 2REBRT L L TR S 9,

4. R
KR L

(5&] @BoT—42 HEAN) »
Y7 AN 2mg & 20 O A AR BHEICHERE FHERERRO (FEA]D) B X OFRIRNEES L7

L E D AUCo-D T X A AR R 90.55% Tho71-2 E0nh . LA DS DRI B
HThdbEEZLND,

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

kil

(1) % —RBEFEad T

YRR L

(2) Im%—RsiERArT @adtE

EEER L

(5Z] 8T —4% (Sv k) ®

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

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

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

(3) Eit~DFBITHE

UERR L

(2E] 8T —% (Sv ) o

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

(4) BERADFHATHE

EEER L

85



(5) ZDHOIEHADBTHE
B L

(£E] 8MT—% (Sv k) 0

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

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

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

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

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

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

P OB 3 B O FEHEERT,

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

b : 2 B, MOBPIIHRLRRLUL T CTho72720,

86



(6) MIFEBHEE (in vitro)

[14C] =/ 7 X | 100~1000ng/mL O#iHIZI T 2 MBEE BFE G RO NI, RN ZHE
MAET 93.5~94.5%ThH V., ¥ /)7 A MDOEREIEFETIEE—E Th o7z 52,
Fio, VA MO MUFETICBIT A EEEREIZEICT AT IV EB LN ),

RWI—-8 Et rTOMmMBEELESE P

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

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

6. X

(1) RBEBELRURBHRR
ALY = ) A b 2mg ZHREIRROE&E L2546, RPICKREETRE ST, R
@ﬁ%%&LT%KK%M%%&U&W&m/%@A%#%ﬁéhto
Invitro B X OHRRBOFERLY, P2 ) FANOB I VT T U 230F E A E2 S WIGEFE TOH
IBEICE DR HIEEAEZIT RN EEZLNEZZ D, B MWW RAkG SV ) 7
A NDOWRITIEE AV EBIFZ VT 72 228D EHEE STz 5456, HEEREIREE &2 LU FIoRT,

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

1 AR OEGBAE - AR EE., Aciiy— /72 & LT1H 2mg % 2 B0, ARER 2~5
HEHXOVRO®KET D,
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(2) REICEAET 8% (CYPE) OHFE. HEE
v MNFI 7 mY—2aZ2 W in vitro BBROFER I, =/ 72 oL, FEIZ CYP3A4
NEGT D LEEX LT 53549,
v A ME, CYP1A2, CYP2C9, CYP2C19. CYP2D6., CYP2E1l, CYP3A4 iEM&I1T L A
CHELAR -7,

(3) ¥EEASENDEERVZDEES
MM E R L

(&E] BN T—%2 SEAN) 9
Yx )AL 2mg & 20 D EIJ\@J%EJU\;U I8 G- LTz & & AW FRIFI 2 90.55% Td >
=2 ED, B FTOYEIEEZROZEID RN DO LEZ LN,

(4) REWMOFEOEERVENEL., FELE
v ) FA NOMREITOT L RSB ST, B N ToRE Y (M1, M2, M3, M7, MS8)
WIEME (AT B A RABRVE VSRR T DREAEER L OYEMHALRR) BBO LTV RN & LD
RN B IR LRSI TFET 5 AlgetEi Vv & B 2 v 816D |

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

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

BETT 27V 7r— b CTHE Lz,

BZRIROFESHBR CTIXTRROERY o RaEH L=,

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

B2 BRI HAEHEYE O ICso fEIXLL T D@ Y

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

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

ERB : B-—= A FT A4 —/1 ; 3.4nmol/LL

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

(%] B T—4 GLEAN) ®

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

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

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

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

ORREMENREHABRDFER 57
vV /7 A N 1mg % 10 Bl ORISR N HERE O G U, SR REPIRE A RIE L,
PRI O REEHRIEEIT M1 23 b % <, RV T M6, M7, M8 Th o7z, 5 72 REf#IfL &
TORTHRIEMFEIX 28.6% Th o7z, RTPIHRH SNI-WT OB L5 48 FEf% £ T
IR S 7,

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

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

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

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

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

PR
AR L

8. FrSUARR—E—IZEHT B1ERHR
B R L

9. ENHFICLBBRER
MM E R L

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

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

2. ERHNREFTDEH
P23

B (ROEFICZITERELAENI L)

1 ZW OO REMEISRH O & 5 858 DELER (EHEES) oBsZhrid5,] [8.1 &
]

2.2 WS XATHEHR L TW B R[REME O S D &t [7.. 9.5 &R ]

2.3 AFIO sy % LisBuE OBEEED & 5 B3

2.4 BEOTERAUIEEOGEIMOH 2 EE [HMERSEEL, KEHhziEZ 32
H5H,] [8.4, 11.1.1, 17.1.3, 17.1.4 BH]

[AEE5]
2.1 REMGEHNLZ X 2T REIIZEICEY . 2o FERREEOEMEE LS EN D,

VG E O RN BN SHE . BYEGE S ET DR H D 2 L b, RE L,

2.2 FEERABR (7 v bEZIFTIF) (2B T, BIEMICEO TIZRIE, ks L O

2.3 EANTIREORIEMWEICBNT, 7774 7% — ) ORWEANERESNIZZ Linb, &

IRMIM OER ., KR EML ’iSD‘Yf:i%§ﬂ<ﬁﬁi5J:(ﬁ%%ﬁ‘@é?ﬁﬁEt:EEODﬂébﬂ\ A A RE R 5 378
HOHNTND, Fio, EEFICBT DHEHREERITR | ERICxT 2 L aMEIIMEL LT
Zihb, RELE, VL 6. %ﬂi@jﬁ"%%ﬂﬁﬁ‘é%\% BT SIEA) 0mE (5) M

{{

E L7z, V. 8 FEIEAI oI (1) 11.1.2 &K

2.4 FENBEOARRIURE (EWNHRE) ORWEAREICIWT, EEARRE D « 2 iiE 4k

I, Wb rERGEXXTFEfEL BT R CTho7Z Lnb, [ 5 RE XX
TEHEOS HHBEE ] & HEERS ) ITREL, EEMEZIT> Tk, —JF., TERHEX
T EREZ SOl TN E NBRE RS 2BV T, EEZR R EHM - BifidHs ST
VAN

T, ERHRZRICBWTERISNEEE R ARAEHD - & A2%8H LZEMICBWT, [EE
DOFEEK] HHWE HEOEM] AT 5EFANRO NI b, FERMIERE %
*g L L-ENBRRER CIL, giEoretszBZE L. EEOrFEEREAETIRE B
LT TEECAMOEI AT HEE] ZRAKEO LBV ERL, B L, ZOREER, T
wIRAVERE 2SR & LEENERRBRICB VT, BERREHD - ZMITEE0 Shiho iz,
PbzagEx, EERAREHDOREY A7 2/MbT 570, TEEOTEERXITEED
BiMOHHEE ] & HE] ITRE LT,

— ), [EEOAMOBELZA T 288 X FERIERE 23R & L ENBRRRBRISHEAN
ST b DO, BMOREN —ERLE £ THIE L 7= B IR A AN & VT2 SE A
Tk, BEOBMMAREA LLh-o7ol t2EE L, [BR) ITERE Lo T2,

VI 6. FrEDE A AT HEFICHETL2HE] ©F (1) 9.1.1 &R
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< T3] OfiFOER >

ENTRE BhEE : FEABE) ICB8W T, EEORMA M > HEARAREH MR L 7iE
Bl Wi A LB e LTERINRE SN2 D, BEOEWH BRSO ERHMZ AT 5 BE
BLOEEOEAMOAIFEITMEZ AT 5 8F Tldk, REHMAHEET 22 & THEOHE
MOFEELD DVITHEED ) 27 PR SNDHT-O, T EIRIERE 255 & L ENERRR
Br (3 HMBROFG "B L ORI GHER) Tix, RE DL EMEEZBE L, ITOBEZRINL
7o

(S IZEYTD2DENTONTIE, FreofiEs B2 L L, BRIER 2 & By 525
LB L, BHEAIREZHET5Z L,

* o BHIEE ARGRER, W15 MARAER, 265 AR

< BE . FEHRGERE 2% L L ENBERABROBRI LT (FEORE S X0 mEHEEE) >

OFERGIEIC L2 EEOEM (~F 2 v B Al 8.0g/dL #ii) OB EE-IZaHEET 5
e

@Visit 12 O MEFHIBAEDFE R, ~F 27 v Ul 8.0g/dL VL . 11.0g/dL Kl TH Y |
BILOIERIZ L > T Visit 20 {2 11.0g/dL BLEIZHE S R0,

QFERMSH 25 Visit 2 £ TOREEFKEBBIEREOM R, FLWFEER (FEEH
DEREE 10em L EH D WEFEFERKE em UL E) 2#H7T 5 EH,

a) Visitl : A& SR

b) Visit2 : Bkl

. MEERIIHRICEAET HEE LT DER
BIE STV

. RERUVREICEEYT IR L ZDER
(V. IBRICEET 2 HE ) OHESM
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5. BEELEAKRMNIE L ZTDHER

8. EELEARMIE

8.1 ARANIOEHICEE L CTik, FEVER CEMEEES) L oElICEE L, 5 hICEgEiaERL
720 BRRIEROBERH LR WGEEITREGEETIET 52 L, [2.1 B3]

8.2 UNEATF g = L— NEERIE, MRV S O HARBOBIC W TEMLE RIET A2 HENH 5
DT, EHBNCEGZ WL~ — I —FOMAEEZITV., BEORBICHDERT D2 &,

8.3 AAZIPe Gk &2+ I BlE L. MR 220038 D e WIGAITITEBR & & 5 & ke
T MO RIREEEETH L,

8.4 AFHREZICANERMA S bbb, HECEMICED Z &R3d 5, Ml ORREITIIME A EN
HY, BHEPICHOLARE T 254 EICKEOHLAEL2HAELH DD T, LLFD I
HEETDHZE, (24, 11.1.1 ]

BEIEH S U L, HIl &2 % < Fi BB B WA — EICKEO i)
PO LITGAEIIE, ERIASFERT D L 0 fET 52 &,

B H 5 EE T, LEIDS U TARBIEGINCAMOERZITY 2 &,

s RIEHIMAFRD B BA IV IS U CliEea 2 £ L, BEORIEL 5 1c @izt
52 b, BEPERD LTS AIIIEE O 5 SUIAR O # G Ik g s oY) e ALE &
1792 &,

s FENBEERE S & LEENERRRICBW T, FERGE I FEfmEZ S50 5 8
FHTOAMDIEBFEIL, A0FLRVWEE & L TEVWEAINFEO b T 5,

8.5 Az EMBETHHLEITIIUU TORICERTHZ &,

« AIEHIMAFFHANICEE® BTV D EE L, RS CEMEEEE) (SRR 5 i & o
MNCHEE L, EFMICEGZELITI oL, BEORBICHPEETLIZ L, £/, SE
WIS T2 EORBFEREDOE 2 BET 5 2 &,

c RKHND 1 FEBZ HHEGITBIT DA MERNLEVEITHNL L THWRWO T, 1FEEZEX 5
FAXIRE B LW SN DG A DOHITV, EHIRICERR A (IR A, B SR A E)
ExRITORE, BEOWREICHAIEETHZ &,

8.6 AFIDEHAZ L0 HAEMIIEEMRO 5 DIEREZ R Z 3 Z EARE SN TNDL DT, KFIOFEH
WL CIRBEORBEL 2Bl T 52 &,

K5

8.1 TENIUE DR R & OERINREERZ ERH Y | RFIFEGTIEENEA LY, BRIE
ROYGERH B NRNEEITIE, BEEERESEOHEEEZ A L TW DL AL H D, KAl S
OIS OR L OBNCHEZRET 5720, RE LT,

8.2 TEWNIEERGL K 60 21k, JPHETF 3 2 L— FEBEOEMLIZOWT, LLFOZ LRt
EhTnb,

OIFRT g a L— FENIIGEORAERM L 72> T B ATREMENER STV 5,

QINBERZ OREICB WV TINRT 2 2 L — NE L 2 S = BE D 0.72%* (46/6,398 1))
WIRBE SR ST b,

QIFFE DG OFRITFR E L bICEmELRD | 405 ET4% %22 5,

@EHOKRE SHIOIEAHIBROREN 4em LI ETHALN, ZOAHFRIIEROER
2 10cm #8225 L 2T 5,

o T, MBI AZE kS Ipnieolz, JifF a a L — NEREZGT 5 FENBERE T
IEEFANC G2 OIS~ — 7 — S OMELITH) Z NN ELEE I HND,
kPN TF g 2L — FERE BB SN TRV T, 0.012% (7/57,165 #1) ([ZINEEARE R S

2L 5 STV,
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8.3

8.4

AH| (2mg/H) O IMEZ AN L= NBERE 2 x5 & L ENERRER (4 355 (12
BT, WERTHEOSRUERE OWERIL, 66.7%~90.0%TdHh - 7273, DEFIZ2 08 & Eip,
&8O BT,
E7o, RO 4R RBRO O HLEMEGRBRICEIT 5 2R UEEOSERIX, &5 24, &5 52
BT, ZNnEh 72.5%., 90.6%TH V. hITE 52 HF CHeRF sz, —J7. DEBITi
HDHHLOO, 24 BEFITHEIL L TV DERTIX, 52 BEFIZB VW THLIRA S TH o 72,
UbDZ &b, KRDOMEBRD NRWIEEIC, BREREINDZEZSTD, RIE
L7,
sk oo ATHICE MAEERER (G-I : 24 R | B TR (RG5HIH - 24 8RH) |
FELMERER (B 5IR - 24 W) | EWIEERER (B5HMH : 52 ) @ 4 Rk
T ENBERE 2kt g E L ERNERRER (5388 2) 128\ T, RIEHM2 60.6% (320/528
) BHHN, BMBEEHOFES (i, RmEREKRLD, ~E/oe b, ~~ 27U v ME
WL) w5 LIEFIDS 4.0% (21/528 #il) @B bz, WINbLIEEETHY | HFHH 4]
1% 1.5% (8/528 %) TH -7,
Fo. FENBIERE 2GR E LEZENERRBRO 5 b, “HEMREERRE L ORHHRGR
BrRo> 2 BRERICIBWTC, HilLoRI E A MOFBBEEORRRERTF Liz& 2 A, Tl OHRERE)
DL ko i 3R 8 HLL EFR HAVERERTIL, AMOI BN 18.2% (8/44 f5l) @<, %
NUADIERFITIL 1.8% (4/220 1)) T - 7=,
PLEX Y il &2N2% < Fi HEBR R WSS, AORBICEETALERH L EEXD
Nz s, FELE,  (FEPIEE &R
Z 0%, ENTR%OBIER#REICR T, EERAEMM AR LIEFANER S, Fi
A E LZEM LIRS SN TV A 2 Enn, TREHM) BXO Mim) 2B+ 2NE%
BANGEE L7z, (201845 H)
(7B BRADIE LS RE D T O E | OIRE - RBMIH-Y . TEIRMIEERE 255 L LiZE
WK RBR O LR 2B * 2. BfodH 2 BHE T, LEIDEG U TAFERGNICE M OTEE
179 BB Lz,  (BhEE - 2hRBINRGERR)
- RIEH Mo M3 L, MERE O£ TN EZ2ETHEENH L b, HENTD
BESOPAEZITO, BHETIIEEOREEZTFEREBETIVNERbDI B2 N2 L
Mh, BIE LT,
s FERAIE R S L LI ENERRBR T, A (~F 27 o iR 8.0g/dL LAE,
11.0g/dL Kiii5) M DHAITIE. H O UHRMOIEHFEZITV, ~EZ 1 B UfEN 11.0g/dL
Vb @BEEZHAANT, O/, BEERRBICK T, EERARERM - & ifiX5E
o,
ENTHREZICBWTHERB SN EEARRERD - ZiioRIERREIENL, 2000815 BT
I EMEEZ AT HEFTHY . TERGE XX TEEL AT 58528\ T, RAIE
GANCSEIZS U CTAEMDOIRREZITO) ZEITEAThI BN Ehvn, RELE,
c TEANBYERE xR E LENERRER (5 RBR) ICBWT, FEBRIE ST EHE
AL TO2IEBIOE MBE O FGORBLRIL 9.8% (18/194 ffil) THYH . APFL T2
VMEBI OB I ORI 0.9% (3/334 #) &l L@ MERINERD Shiz7-o, RE LT,
a : EEPRSRELEAR . AU MARRRER, W) AEEER, FELMERER, BRI 5Bk 5 3Bk

1|
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8.5

TAT7TAMEIMgFERREEEZHRE LEERRKRAR GHER) 2515
EMEENEZRREER (FEHFEF-EFERFHEDNHER)

i am ANEJOEY (AT ROy | FRIEkEK &5t
SHOEE e B o2 L o
%k FHRIREFIZ (REHE)
T N T R 194 5 16 11 10 18
AV w g WikY:5Y) (2.6%) (8.2%) (5.7%) (5.2%) (9.3%)
T B ANE - - AR ADE 334 1 3 3 2 3
DOWT bl (0.3%) (0.9%) (0.9%) (0.6%) (0.9%)
s 6 19 14 12 21
Ll 28 | (1.1%) (3.6%) (2.7%) (2.3%) (4.0%)

a : FRACEBERUER, AU ARRAER, #M IARGAER, FEAMERER, REIRGRBRO 5 W5k

* ARG TIIARIEH IS FFRERINCER O DN SRR 525, KRNI 72 2 Fphd e i i

TEEREEOEMFSEICER T 256055, 20X 5 2HMREEO b H5A I, i
NIV S OB BICER T2 DO TR L 2R T IMLERH L7720, RE LT,
EMAICEEESEE, CT &, MRI BMAFEOEGZK 21T 2 %, BFEOIREE + TEEL
VB U CHIRRZ E OR B PRIRELZ T 5 2 L 2BET 52 LIc Ly, EIEEEE
FHANBENLRWEOEETHZENNETH D,

C PEANBERS 25 L L ENERRBIC BT, 52 BA R BG5BT

bhTWRnZ Enb, 52 (14) 2B TORGEITERLITI RS TIIRWEEZ, &
E L7,

ek, I A ha S IR TEREBE T AT, EOEHAOREICH L5708, BE5H
MOIERIZL Y BEMICEEENBDT28ZN1H5, FTENBEERELZ SR E LT
HEMRILEGAER (24 HM&KE) TiE. BHEEOWD D72 EYBRGRER (52 HRE#S)
IZHBWTH BRI A N T2,

8.6 AANIINEMBEIFIEMN 2 A L TRV, MiFHTTA T IA—/VREZEFSEDLZ &b,

HEMEERED S DIERRD b E2BEFNRH D, FENBIERE 255 L UZENERRR
BRI\ T, 9 OBEFESR (920K, #190 O%5) 28528 Bl 6 4l (1.1%) 12RO B, £ D
FCEEOEMS 1B LNTZZ ENLERE LT,

VI 6. FrEDERAEATHELICHET2HE] ©H (1) 9.1.2 &R
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6. HENEREATVEEICHT IR

(1) A6HE - BEEZEOHLEH

9.1 B6HE - BERZEOHIEE

9.1.1 FEHEOHDIEE

HIMFERAEE L, U kKEHLEZEZTB8ZNNH 5.
9.1.2 5SOMRXUELS DREBEDEBLNICENLDOBREREOHLEE
FAEHREERRD ) YIERN D bbb DBENNH D,
9.1.3 ZABEEICELTLWENES
AFNEEIZBE U, AAFI 512 X 2B HBIE O O FHEMECRER 7 B HERESE O RIEY 27 %
B L7 LT, RAIOBRGOAEAEEICHET 52 &, £/, ARG HIX, EHrICEE
BRAELFEET 570 EREOREBICHIERE L, BWE EORRE L BEERDOY X7 2558
L7z BRGSO P2 EEICHBI L, BARERE LN L, 12 E~18 e xfg L Lic
WAERIR BRI IV T ARH 52 BRI 5% OB BEEL(LRIT-1.2% Th o7 62, [9.7 ]

[fFFr]

9.1.1 TENBYERE Zx5RE L-ENBERRRICE T, EERAEHM - ZifiXiEo Hien
ST, TENBEOAGELURE (ENTR%) ORIERSREICEWT, FERMIEE X1
EEEZ AT HEE KT I EERAERM - BimEHGANER SN, BEICESGTOIHME
DHdHEZZLNIZZENDL, RELL, (200941 A)

2009 4E 1 ALK G, BHEE*TIXH D200, FERMIEEZ I FERELZAETHREICEB

2 EERRIENM - BB HE S, AFEGHRIIREHMICHET 2MLERDH D
EEZONTEZEND, TFNICKEHNEZEZTBENLD S B BMEH L7Z, (2013

£5H)

2016 4 12 A, T IRAEICIE D IIFOUGE ] ORE « WFBINZH =D . FEHWNIEGED

AL (ENTI%) ORIERRE BT 2 EERRIEN - & EF OEFIRILE L OT

EIRIERE 2t & L ENERRBRO ERN 2B E 2, TREOFEBEAITEED

BMOdHLHEE] & [HE) ITRE LT,

(Tvl. 2. 2o NELEZOHB] DIEH 2.4 W)

Fo, MEEKE) L0 [TERIEOHHEHE] ZHIBR L,  (Rh6E « 2R BINEKGRER)
% EERAIEHMOBHEKZOWTIX, (V. 8. AIEH) o (1) 11.1.1 &M

9.1.2 FEANBERE 235 & LIZENEBRKRREBRICIHSW T, 5 B#EFES (520, 19 2%5)

23 528 Bl 6 B (1.1%) 12D B, TOFRTEHEDEMD 1 FERO LN ENBFREL
77
¥ GnRH 7 F =X FClE, &G HFICMET TR~ T UA— LR E DR L~ LI
BEn, FEMEERD ) SERRSH LN Z 0DV, ZOENMEA LoEEICi# s
NTWD, ARANZITINEBEREIHIERA RSV | AFE GRS MEFT R N7 O —RED
BEFEREDOOENTNDSZ D, GnRH 73 =X b & RERICEEDIEERD - SERNH
LD AEEENREZ LD,
B, TS AFUBEICEDEIERE L TORENREZ D Z E0NMEINTWS Z &
AFIBEEHOMBREA N7 VA= VREOIKRTOREIT GnRH 7 2=2 X D135 <,
PRI L L 2 MR T 2R TR W2 &0 D, AFIEGEHFIZALND 9 DERITIKT A b e
7 RRBICEER 3 2 RARHIBE HAR D O SIERoftlls . KEO 7 v 727 v AERICHESL 9
IEROAREME LB X HID,
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LUFIZEED 5 DI H ek

LD B IV IEFI OFEM 2 7R,

IORMEBM (T4 F7AMEImg DFEREEREERRE L
ERNERRABRICEVNTHRESNEEED 140

451 #5s . -
Py HEFREH s gy HIEH B LR
Tt | FEANBYE| 4mg/Ha | 29 A |#5 29 B A | 9o, B, RIYE, AL | K
30 FAt 50 H BRBR, ZITFRERBL,
550 HE [FFIZH) ORMBEATH DL
OARF I, FEALE,
ik 6 At | it _RComEIRTER,
a: RFOARBEIN-HE - AEIX 11 B 2mg 2 2B RO S TH D,

9.1.3 12~18 MO TENBIEMRE 111 Fla 5 & LTI RES LN T U 7= 1E /- G PR

(VISADO #A5R)

HINTWD 2,

ui%ﬁiz HEREEEISGEL TOARWEFICOWT, AFEGI2ES
REMECRE R 2B HIRIESE DO FRIE Y A7 B[ L1z LT, KRB OF 50> A 45 2 18 5 24

ﬁ“é\_c‘:o

2B, FEARBERERS IO FERHIERE 255 L LZENBRRRBRIL, WIhoiRit
MEIREEUE . 200 B ThoT2720., ERNERRERIZBWT,

BRIZ 720,

(2) Btkne

EE &

£

RESN TR

(3) FHHRElEER

5]

IZBWT, Y= /72 (2mg/H) 52 BG4,
L7z 103 Bl DREHED B % EELFI13-1.2+22.3% Th o 72,
HEF B EENME T L7z 73 Bl NEHER B E L RO EHEIZ-2.3% TH 72, ZD I H 60 FlD
BT 6 5 H 1 OIEHEE B EELRIT-0.612.4%TH V. HGHETHITITIEHEE % 5 D5
SH7REIE AR L, 60 Bl 22 Il TR G-RiE £ 72132 bl B & CIEMEE B E N BIE Lz &

5

9.3 FrikRelEERE

eI FIC LV . AFIOERNHERT 2 2 ENH D, BEEDOIFHERERERE LA T
AR D
K=

9.3 AANIEICHIETRE SND =0, IFFEE

KA ER 5ARE

(4) AFERE

EHIDHE

RESN TR

D> % BE TR NI LD | AF O i ik
‘I\iﬁi‘&)é:&ﬁ)%n ﬁzbfuo
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(5) ¥E4m

9.5 yE4m
PEIG SUTIEIR L CW D ATREMED & 2 mMEIZIZ R G L2an 2 &, BSERR (T v b, U¥F) 12k
W, ZRIEE, ECROEME OREF RO 5N TV D, (2.2, 7. ZH]

[AEE5]

9.5 7y b (A) BLOUHF (RA) ZHWATERAFEERRICBW T, #aRERITRE D
ATV B REMW TR E ., iER X QYRR O R . KB THIKATRS
FOERBIMSE RO, AFEREMREF S35 b TW\ D 63~6D | F | FRARRER Tl3idhm
(2R 2 A R BRIE 7 < A thIIHESZ L Ty,

(2] BIREZFLIIEBICETE2AFIRESRTHROTIRICET 51EHR

AR GHE TR ORI OV TIE, N CEiSNTE 2 SOERRRBRIZIB WO T, L FOREDRH D,
1L EORTE AT 5 15 NBIEBEICAFI O 2mg/H% 6 » ALLE&EE LI- & &

D45 Bl 20 Bl (44.4%) DEGETHID 22 5 A LN LT,

@76 il 23 1 (30.3%) MG T th0 D) 8.4 H A LIWNIZHER L=,

(6) RELIF

9.6 =FLim
RILLRWZ EREE LY, BFER (T v ) (ZBWT, HPICBITT 2 Z et s T
W2,

[AEE5]

9.6 AMDOT v (BA) IZBWT, AADOHIT~DBITHRD 5 TND 5

(7) INRZE
9.7 INRZ
%

e

ANEE
(&R ]
9.7 EWNEEARRERTIE, DNRISHT AR 2N, REMEIIHESL S TH72R,

KR E LT R O eV 4aEe & LT ERRARBR 1520 L Ty, [9.1.3 S

(8) E#nE
BIE STV
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7. HEEA

10. #EEH
ARNEEIZ CYP3A4 TR Db, [16.4 BHR]

(1) BHREZEE L ZDOER
REI LTV

(2) HIRZFEELZDER

10.2 AR (BRISEET S L)

SR 4 B AEIR - #5108 71k - - falRIA 1

CYP3A4 [ H AANOMAREDN BRI | = & o 5RHAI S AFK D5
) I Qi HRFNND D, (BH L REEESE TH 5 CYP3AL %
77V AR A 77V 2avA O | g -y .
7L SR FINZ D o AFID Con 12 E;zé“‘”‘i“%z

A NFafF— W AUC 1ZZF °
T aF S — L P HEE D 20% &% 8 86%
% L i,)

[16.7.1 B/#]
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E4 KA

=4 Bayer Pharma AG

HR5E 4 Visanne®

FIfz - R HEAI : 2mg
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Visanne®D iR %, A BEEMICHERRICWOTHAT S Z &N TE D,
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9.5 §EiF
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9.6 =3LIE
RALRNZ EREE LY, BWER (T v b)) IZB8WT, FIHTICBITT 2 Z L liE ST
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pok]

B3 (202143 H)

F—ANZ VT
(the Australian categories for prescribing medicines in pregnancy)

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

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

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

significance of which is considered uncertain in humans.

INRFICEEY HECE
AARDIRMNLEORLHIIUTO LI TH Y, #[ED SPC LITHER 5D,

9.7 INERZ
INREE Rt G b LT AR OV e 2 e b L7 BE R BRITE M LTy, [9.1.3 2R

H8 BEARNES
#[E o SPC Hi5E4 : Zalkya® 2 mg film-coated tablets
(2021 #- 9 Ak 4.2 Posology and method of administration
i Additional information on special populations

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