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7 Btk BR PTP/ %
25°C/75%RH 3 H RIS
() e A e
12055 lux - h Fuakes
R T SR R (SR
) 200W ¢ hr/m HIA¥— 1 104
oLk PTPAIE Mz E M GRAEN)

HEEH - PR

(OMEL) | meRSABR. W

AN —PE, AARIE, B




7. RRERVBREREOREN
BERRAN

8. fiH L ORATIL (MEILFrLL)
AR L

9. AHM
MY ER R L
<BE>
T4 F45 R ME 0.5mg
Fik o Bl —aBRE EHEBRE O RWE)
ZAf : [Pldsg 50rpm
ARERIE 7K 900mL
FEA 16y O I 80% L |

10. &3 - 8%

(1) IBAVERLGES - B, NENEKRLGRS - ARICET H1ER
AL

(2) 8%
PTP : 140 $2 (14 $£X10)

(3) PHEER
A L7

(4) BBROME
PTP ¥ : RV = (FHE) . TILI=ULE
Po—aiE A RY) ey

11. RS h 2 EME
L

12. £ Ofh
B L7
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ARICET SRE

1. MEXIEHE
4. PEEXITHE
A 2R EE

2. MEERIIHRICEAET HFE
BRE STV

3. BERUA=E
(1) AZERUVREDMEEHR
6%%&0%%
WL, AT = A A R E LTC1IH ImgZ 2S5 . ARRE2~50 B X v #5945,

(2) RERUVRAEDRERRE - RN
(V. 5. ERIRRGE < A IR EEE > (3) HELUSIRFEAER] DESM

4. AERUVAEICEET 3EE

1. RERUVAEZICEEYT 5I8
ERICER L TR L T W2 L 2 L. BT ARRASI2~5 0 B L 5200425 2 &,
Fo WERMIE ISR R e MEORE A ST D 2 L, [2.2, 9.5 ]

(fi#sn)

I SATIEIE L T B AHEME D H B LME~DE IR TH D Z b BB L2 I8FICEE LT

IR LTWARNWZ L AR L, L PTAREY 2~5 AR XV EEBBT S 2L, £7-. RROBETIK

%@T»%/imﬁﬁifi AFN OB RNETT D AlHEMEN H D Z & s, G T ITIER LT
ﬁ@ﬁﬁ%ﬁo_&& RE LTz,

(VI 2. #2NALEZ0HMB] OHE 2. KO VL 6. HEDOERZATIEECHETHEE (5)

%@J@Eﬁ%)

11



. ERPRAAR

KA TORRKRBRILIN L TR, R EES (74 757 & ME lmg KT 1 F 7 A Mg

0.5mg) DEFRFBREGE L 51 H L7z,

(1) BRERT—2/1\vH5—2

RV -1 BRERHAR—

B

=
B AT X 5y
PSE-d .
. e | A% | G I
B S o | B e | k| wwmryey | WK ik - R
B ) o vl BRI
T | M| M| 3 . P 5. 1A R
o - (B2 55130
% FEM, N Yz ) A 0.5mg.
MJ}?FU{;“\{?&T“ 1 Ol o |7oemumm, |BENE g omgxizr 5w
e i A RER H WiE (1) EO#E
e So2 AL vx /A Mmg/A.
MJR3511MAN12 T’ olol Zasm fERE R Lt 2mg/A T 7T &R
S o i | 186 1 H 2[EliE A% G-
A 77 AR 11 (6H ) O eEs
% fa i IR, TIERKOTE ) 7 A
AN ;0.5mg/H. 1mg/H.
% “HEHEM. FEREMH RXRERE | 2mg/H
MIRBEUDZL 11 | O | 0| 0| 7oumum, | % 1A 2[5l 15 5
AP ETEY i WATRERI LB | 23001 (23501) | BERHE
(BRI D 7 1A 1[ER O # 5
FEEMR) 1238 [H]
Lt
%5 VNN MREME R OSRENE | 77 B ARAR Y ) 7R
M{}?%%%P?’l m|o|o|o| —®msh FRUREEREE | b lmg/H 1A 2EEE NS
AP ETEY i 5w R, 951 (94/1) 1238
A THER MR
vz )7 A 1mg/A (E
B RE N NI i
MJR3511D41 # EZimesaEN v @?\Uﬁg@ E& i L C2mg/
Puipliin m|O|O|O SR H AR RS &)
AP Uit R 14761 (14741) 1H 2% O # 5
52 [H]
T 4 F A MEE Img BUER SR KRR
< ARRREERE A 2 72N T >
FIRREEE 2 a7 O HE o
IHH TR N Aay
L AR L 0
ER{D | R L5 (% - FF) B TOXEHD 1
BEE | EE (B CHEILTEC AR BIE R (% - FH) ~0XRE T 2
HE 1 BLLEEA A, i (2% - FFH) BTER0 3
L L 0
B § _
i (2903 AR AR TP D B b R O B OSBRI I8N Al A2 1 BEEA L7z 1
e R PR HAR] F D& HFEEE O EWVER OSSR P ISR Al A 2 B L7 2
HE TR R O LR O TR ORI I ERA 2 3 LA Lz 3

12




(2) ERPRZEEIZEER
1) BEAAZHRE L-EEZEORSHER D
RV—2 BHEZORSHBROHE

B BY | HER A& 5ICRIT 2 BRM & EEie & mad 5.,
HETHA Y | EH., 7T v RLR, WATEER ek
xt R | R L2451

FEREE | FR20~45R% ORI W THREFE & flr S 7z 2otk

FABRAEE | TR SUIIIRE L TSRO S DA, BP0 AR E

S B oA % Yx /)7 AM05mg. 1mg. 2mg XX 7 7 &R &K BE6H OEEER A Lotk iR T
T | EROEG

oM OIE B | AN Kok

O BEER

TR RHEETITRO N2 hoTz, YV FAMNEERHCBT 268 EFHSIT, 0.5mg BED 6 fiF
161 (16.7%) (Z 11, 1mg #ED 6 FlH 141 (16.7%) 12 2 & 2mg #ED 6 il 3 i
(50.0%) (2 6 RO BTz, 1mg FEOFAN 114, ol 1R REEEE LfE Sz, Zofhix
ETRETH T,

Q@sEl1ER
V) AN 2mg BEO 6 BIH 1 5] (16.7%) (ZEREEDSENEA 1 RO DAV, BALE TH K
L7,

KRV-3 AEFZR—E (EEROKRSHER)

BE5E BEES MR (PIT/FRMEOREBE )
0.5mg 1—-3 g (e L)
1mg on—7 S (L), B (e L)
m—s5 EsHE (Ze L), BmEE (RL). 38 (Ael)
2mg m—6 S (Beb L), B (L)
m—7 HEK (72 L)

a: AEHRSOREREROHBNEL, (2L, bl [HY ), TP 04 TITbil, T8b L
WL THY ) ZEIER (HEBBRBEETERVWEERESR) L LK,

o AR OERREL AR Dad., Ay /A2 LT H Img 2 2B, HREY 2
~s HELOVRO®ET S, |
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2) BERAZHRE LERERZOKRSHER®
RV—4 REZORSHBROHE

B B | KIER A& 5ICRIT 2 BRMN & EERe 2 Matd 5,
HETHA Y | JuFdab, “HER, 77 BRI
xt R | R L1841

FEREE | FR20~45R% O IT W TREFE & flr S 7z 2otk

FHBRNEE | TR UITHRL TS a0 d 5 A, b oAz L

S OB % Px ) FZ Mmg/B. 2mg/H X7 TR &2 1H2ENT4T . KEE6H DR A &
- | vEc1E (6HR) KERO#RE LT,

O OIE OB | AR, KhEhne

DFEEEZR

BEFLIL, 77 BRED 6 it 341 (50.0%) IZ 61, = /7 A 1mg/HEED 6 HilH 2 i
(33.3%) 12 314, 2mg/HEED 6 il 3 1 (50.0%) (25 MR LNTZ, 7T vRBELOY T/

AN Img/ BFEOFEFRRIT, ETRECTCH-TZ, Y /7 A 2mg/ BEEOMER 2 B 2 4 L

REERIEAG 16 1R PSS L HE S, 2o TRECThH -T2,

Q8IER

7T R REED 6 i 2 4] (33.3%) (Z24F, Y=/ A 1mg/HEED 6 il 2 4] (33.3%) (23
e, Y 2 b 2mg/ BEED 6 Bild 161 (16.7%) 12 1RO LA, RTRET, WTith
HEALIE TIHR LT,

RV-—5 HEEZ—FE (REROKRSHR)

#B58 BEES AE (PI/HFRMEORRBERY
-5 ﬁ@@bim(ﬁw\ﬁﬁ%éﬁm(ﬁbbwk
54k B (L), MEiesm (7 L)
I—8 AIEFEHIm GEb L)
mn—7 B (e L)
Img/B I—-3 g (BEb LVY)
I—4 Wi Geb L), AETFEHM GEbLwy)
o—4 R (22 L), IS (e L)
2mg/H m—8 R (72 L)
o—9 WEMEEEE R (e L), FI (b L)

a: AEHRSOREREZROHBNEL, (2L, bl (5], TP 4B TITbil, T8b L
W, T ZEWER (REBEREECERWEESRS) L L,

o ABNOARRHELOHERR ., AIEZY= 7 FAME LT A Img & 2 BENS. AREY 2
~s HELOVRO®ET S, |
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3) EIEEER (MJR3511D21) 9

xV—6 FIMRAE (MJIR3511D21) DHED
FEREME A INEEE B A 2B 5 Y= ) 7 A2 h0.5mg/A . 1mg/ A XiX2mg/ B OH M
8 B | ROREEORBI R b NCY ) A S OBFHEREAEORHFN AL BN LTS, &
B, VT FAFOBEBROMES T ORI EENE LT, SRELZRET D,
ceme e o o | ZHRRILRE, T F A, ZEER. 77 AR WATEER RGRER (S IRIERE
HEBETH1 >
DHIEF )
%t F | BREME A BRIREHE RS (EEH1 L L T23561)
© PRRER A W T IR MR A N NN T & 0 M RE e A RN EEAE & 2l ST B,
- ARSEH B %03 38 HLANDEBE,
 BEREME H RN EHE 1IN 2 L& 2 O DER (TR SUIEDR) 25, HRREHE
A7 T3 MU OB, %
FEEAE, TR, T BRAE SO E M A R IR EEE OBEE 2 A B B,
c WEFOHMEEOE M (~E 27 o LAl 10.0g/dL oK) 28T 5 HB%E,
FARRANEE | - MARE. FERE. MLFREED L IEBIIREER E 2132 OBERE 4T 5 B,
miEtEERNEHT 58,
- R, IR SUIIER L WA RIREE D B 5 B3, %
« U= AM05mg/H., 1mg/H XiX2mg/H., 25 WL T AR Z1H2ENTHT,
AREFE2~5H B L 128 O#E Lz,
cBRIL LT, FEAEVL /v -2 F =LA T V4 — 8 (BEPIC Fr 2
L/ y3mgh e F =)L A b7 P4 —)10.02mgE ) 1A 1E24RME VT Tk
OB G OER| RIA AR EER O ED BTIEICHE > THEEHR NS Lz, 28A
flZUEHE L, Hil3 oo TWH DN TN 2)MI00b b3, 290 B2 HIK
DOFMOEERZ G L, 3EH (84AM) Vi Uiz, #5846 H I, HREWE
1HEE L, HREHELE BICREZRBATERVEETHoTHES L LA
A5 H B £ CICIREEBIA LT,
i R SRR =2 () A
(1) FEARE (53
(2) MFTA NI VA —/VBE (53, 48, 8. 1218 F /2138 5+ L)
(3) MEFvF 2T o i (53K
i A SR B2 (O R O AT
LUF Ol R SRR 3T o0 AT % S0 L 72,
BREDBEHIFEFHE N OB O R 95%E MR M 2 5 H L7z,
1) TEAREE
(2) MyET AT A —NRE
(3) M7 v 2T ok
) BEME, RAMESHRPMIEOSEMEONESIT V. 5. R (3) AEMSERRR] OESR

REREE

# O A B

2 F &

(ER PR R IE a9 5T ]
FHRT R OF -3 Ry DE O LT BR LT, BRI R G-AT% & b B AR & HEE S -
— X DB FH LTz,

-MEFEFOFRTFOVEE

B SHFFO MG 7 v S AT v U REX, BERIDLOB{EREIZBWNT, T BREE, Y=
A~ 0.5mg/HEE, 1mg/HEE, 2mg/ H AR OSBRI CHERE TR 5z (p=0.031,
p=0.005, p<0.001, p<0.001, p<0.001) (Wilcoxon 1 fEARTE, A EAYE : Wl 5%) ., 77
BARREE ORETIE, Y= A N 0.5mg/ HEE, 1mg/H AL, 2mg/H B L OB RIERECHE R
R F2338 ) b7z (p=0.015, p<0.001, p=0.002. p=0.004) (Wilcoxon 2 =AM T, A H/KYE :
i 5%)
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- FEREE

Pl 3 HBF O NIEEIL, HEHIDOE(LRICBWT, 77 B RBETITAERBRD BB 5

Nigmnotzbon (p=0.171) . Y= /7 A b 0.5mg/HEE, 1mg/HEE, 2mg/ H#E K OS5 JRAEHE

THERBDRED Sz (p<0.001, p<0.001, p<0.001, p<0.001) (Wilcoxon 1 HEAME .
BKYE Wl 5%) . 7T BARREE Oxt g TlE, Y=/ 7 A b 0.5mg/ HEE, 1mg/ B #E, 2mg/

HEE R OB RIRRE A BRI 23380 H 7= (p=0.017, p<0.001, p<0.001, p<0.001) (Wilcoxon

2 HEARRRE, AEAKYE W 5%) .

CMEIR SO —ILEE

5 3ERFDOMET A N7 VA — /VREIX, HHRINOOELEIZEBWNT, 77 BREE, Y=/
AN 0.5mg/ HEEE N Img/ HEETITAERIK TRRO 62 o722y (p=0.196, p=0.423,
p=0.164) | 2mg/ H # M O'Z FREERE CI3A BERME T80 b iv7- (p<0.001, p<0.001) (Wilcoxon
1HEARGE, AEKEE B 5%) ., £72. 77 BAREELE O%fEETlL, Y=/ 7 A F 0.5mg/H
BEN O 1mg/ HEE CHBERZENRD L2 h-o 725 (p=0.198, p=0.899) . 2mg/ H #E K NS HRHK
HTIIAERETARED b (p=0.017, p=0.009) (Wilcoxon 2 FEAME, A E/AKUE : i
5%)

PG, &5 48, 8, 12 HKUEEK TREO MG A ~ T U4 — VIR O e O 4
EIX WTNOREZB W TS B GANCE LVIREA R L7, = 2 72 & 0.5mg/ HEEL T 1mg/
ARECIX B GHIMAB LU T 78R E RES A behoTe, v/ A b 2mg/ HEETIE,
TIRAREE, V= AN 0.5mg/ HEER O Img/ BEEL © HIRME CHER LT-, SIREERETIR, #&
5 4L 8BEIFICT TR, Y=/ A B 0.5mg/ B, Img/ HREN O 2mg/ HEE L D K
B CTHERS L7z,

B 4, 8, 12 BROEBREKTHRT —Z L LTERASNEZBRSHOETOMEL A VT
F—NVREOVHEEZBREZLICHEB L, B5MEERTOVPHMETA NI U4 —LVRED
WM R S (P fiE) (X, Y AR b 0.5mg/ AL Img/ AETENL ., 121.2+
112.1 (87.7) pg/mL K O* 87.5+70.2 (69.3) pg/mL THV ., 77 EHREE 77.0+35.5 (71.8)
pg/mL & K& B bhhotz, Y/ 7 A b 2mg/ AR TR EHIMIE= A T P4 — LVigED
I R S (P efiE) 1%, 63.3+86.3 (31.0) pg/mL T, KETH -7,

VI RUERA o AT

(pg/mL)
300 1 cedies STIREE (n=23)
280 1 =O= 0.5mg/ ¥ (n=22)
260 4 =1 mg/H fff (n=33)
240 —— 2 mg/ A £ (n=25)
1. 220 A -t <BHME (n=25)
H ]
5 200
2 180
N
5 160
¥ 140 A
| 120 A
g
i 100 4 .
B g0 | *
60 A
40 A
20 A

FERT 4 a3l 121 Tt
Bl

KV—1 MEIR S OA—ILEEDOHTE (FAS)

1 AANOFKBHEROHEIT T@E, EAZIZY=/ FARE LTLH Img & 2[ENZ T, ARER 2

~s HELOVROEET S, |
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4) HFMHEEER (MJR3511D31) 10

xRV —7 FEMMAERER MIR3511D31) DFED

=] 8]

ARFEIERFIZB T DY/ 72 N mg/ HOFIEDOKRGER NZ2MEORGH % B
HEd 5,

HEBRTH A v | HRIER., S ¥ b, ESH. T BRI, WATEER R ER
xt % | HRNEERSE (F5H1L LTo4fl, F932.8i%. 21-475%)

FREREE

« RIEB S I T IR R A R ORI & 0 A RINEEE & 2l S - B,
- ARRAM H N 38 HUND B,
- ARREHEICRRT 2 LB 2 0N 2%m (IR UIER) 2, AREEEEA 27
T 38U LB,
&

ERRBRAEE

- BEREME A RN EHE BT IOV T, FENBYE, FEIRGAE. 8 ME X Xag
H R NEEAE DREAY & A % /A,

- FREMEH RN EEAE B I OV TIE, IR I W R AR A DR RIS K 0 REIR NAE
AT D WS NICBE, k. RIEEEEETE SRR O TR R E# 2 5A X
TRE NGB SR EIEREZ b o CREMRBILE T2 2 & baEEE T2,

- IR E W AR E O R, BEOTFERER (FERBOEKRE 10cm UL EH D
W TBEHERNE 4dem DL L) 26585, 7o, BIRES I LR E O L
DR e A TR E AR S I W E R R A 2 b o TRWIMRILE T2 Z L L ATREE ¥
5,

CTEICBTOWMERENREREZ 2 b EEOHIM (~E 7 v b fE 8.0g/dL K
W) OB EZHT 5 RE,

cEHEOAIM (~EJ v B E 8.0g/dL Kiii) DEBEERT D BE,

s A~NES T EUEA 8.0g/dL Ll E 11.0g/dL R THY . BIIMOBERICL > TH
11.0g/dL LA B2 S,

- MARSE F 7 ZFERIEDO A D 2 W T 2 2 B E,

IR, BRI UIEIR L CW A EREME O B 5 A,

e

e

A B A&

VA Mmg/HXIET TR E1H2ENZ T, ARERF2~50 B X v 1210
i EE S A By e

# i B B

Z OO FF il
M= A b7 VA — VR

W, Rt Z2E LRI EOFME ORERIE TV, 5. BRRE 4 1) ARG omEs R
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MEFEIR S OA—IVERE : ZTOMOFFHBIER

MIFT A & T VA — VIR EE OV E R E (P fE) (pg/mL) 13, &E5R1IT 77 B AR T 139.1
+92.9 (119.0), Y=/ 7 Z b 1mg/AFET 117.3+91.1 (105.0), HEGK THHIZ 7 &REE 136.9
+95.1 (107.5), Y=/ %Ak 1mg/H#E 106.8+£102.0 (72.0) TH -7,

eh 48, 8, 12 @M OEEKRTHT —% L LTRASHEZMETA T P4 — VIBED Y
EAEBETEICEN LI BT A N7 O — VIR O E A ERZE (PRfE) (pg/mL)
X, ERER, 77 2REE (46 ) 122.8£73.5 (107.5) KO =/ 7 Ak 1mg/HEE (47 #1)
119.3+95.2 (79.3) Th-o7=,

(pg/mL) SR i+ B 2

360 1 R
o e T AR
320 4 —— | mg/[if
300
280
260 -
H 240 A
A 220 A
200 +
180 4
| 160 4
140 4
B 120 4

100 4

80 -

60 A

i 438 8iif 1234 T
o fffi e
7 ERE 47 16 43 43 46
Img/ A BE Bl 47 17 45 45 47

MV—-—2 mMEIRX LS OF—ILIREDHTRE (FAS)
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5) R#MAKEHER (MJR3511D41)

£XV-—8 EHFZEHRER (MJR3511D41) DFED

=] 8]

ARAEERFICB T A=/ 72 Mmg/H (B, ERICE T T2 mg/HIZHEE
AREL T D) ORI GIC I D EEEROAGIEORRIE BN E T,

HEBTYA 2 | ZHixIE, IEEHRAR
xt F | ARREEERE (561& L T147641)
« RIEB S I T IR R A R ORI & 0 A RINEEE & 2l S - B,
- AREH B %03 38 HLANDBE,
FABIREE | - HREESEICERT S EEX 0N (FIERSUIER) 25, HRREE X o
7 T3RL EDEE,
A
- BEREME A RN EHE BT IOV T, FENBYE, FEIRGAE. 8 ME X Xag
A RRERE DB 2 H 2 B,
- SRR H RRNEHE RF IS OV, BRI E R TR ORE R X0 R E
AT D WS NICBE, k. RIEEEEETE SRR O TR R E# 2 5A X
REGE TR EEREZ > CREMIRILE T2 2 L b AREE T2,
- REEE R EEREOM . SEOFEHKR (FEEHOREKE 10cm UL EH S
WETFERERNE 4dem DL E) 24T 5B, /2B, BRIEEE I E R A O £
DR GA TRERE ST EBERELZ b > CTRMRILE T2 2 L b Al s T
FHBRNEE %o
CTEICBTOWMERENEREEZZ DN EEOEIM (~F 7 v v U E 8.0g/dL F
i) O EHETHEE,
cEHEOAIM (~EJ v B E 8.0g/dL Kiii) DEBEERT D BE,
s A~NES T EUEA 8.0g/dL Ll E 11.0g/dL R THY . BIIMOBERICL > TH
11.0g/dL LA B2 S,
- MARE F 72 ITERIEDO S D D2 WX 2 AT 5 BA.
IR, BRI SUTER L CW A TTREME O b B B,
At
YT A Mmg/H GERIZIE U T2mg/H) Z1A2ENI T, AREY2~5H B &
DE2MME NG Lic, WEOSRM : 1mg/H TG ZB L, BH12BRELIEORE
OB A R | MEEICAREEEE A 2 71228 EOSENRD b WA GEREESIRA T
). BEORREMEEIEBREOE & 51258 L CIEBREE A o HI C H2mg/ A 12
WMETLHZEEmREE LT,
#omoE || Lo

MG A N7 A — ViR

WM, RatZ2 &R EOFM - A5 TV, 5. BRAE (4) 2) RerERE) oESR
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MEIR S DA—ILEE : ZOMOFHEIEE

MiFTA 7 oA —/VRE CENE R REE (FfE) (pg/ml) X, #HRI1, &5 128, 24

WK 52 T, 127.5+93.0 (103.0). 78.5+95.2 (44.0), 73.7+76.8 (49.0) K 1* 81.7+103.9
(40.0) TH o7, FHHKTHIX 82.0-101.3 (45.0) TH-o7=,

Beh 120, 2438, 36, 52 KOG TR —& & L TR SN EEMOETOMmE= A
N7 A — VRO EEZ BE T LR Ui, SEIME= R 7 A — R E CEE R

M7 (F9RflE)) (pg/mLl) X, 81.3%£76.4 (55.0) Th o7z,

(pg/mL)
2409 TR + RETEf 3%
220
200 -
. 180 4
i ]
& 160 -
140 -
120 -

100 4

BT —NUNI-NH

80

60

513 12 2414 3610 H2M TRy
AP I

{5l % 147 139 134 133 131 147

V-8 MEIR S OA—ILEEDHTE (FAS)
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(3)

RAERIHRRHER

a) BEALETRAERGHER

®V—9 FIHRE (MIR3511D21) YDHPED

=] B

FretE A RINEHEREICRBIT A Y= ) 7 A 10.5mg/H . 1mg/H XiX2mg/ H DA R
ROZEMEOBRF LNV ) F A MNOBKRERFAEORNEHNET 5, 2B,
Ux ) T A NORRONEMS T OREEERNE LT, Z2RIELZRET D,

HBRTY A

ZhusRIEE, T oMb, “HEMR., 77 BRI WATREH EGER (SRR
DHIEER)

o g

PRAEEME A R INEE B (51 & L T2356)

T REREE

o PRIEER I W IE MR e NN 2 & 0 B REME A IR T & 2 S R,

- AR B 38 HUND A,

- BEREME A BINEHEICEIK T 2 £ B X 5N 55 (TR SUINER) 25, HRREHE
237 T 3R EDERE,

AL

=

TRk EE

C FENEE., FEBE, R RARE OISR E M A RN EHEORBE 2 2 A,
cHEROPFEEOAN (~F 271 E 10.0g/dL K AT 5 8E,

- MARAE, ZERRUE, MM EE S U IGEBIRKE £ 723 OBERE 2 AT 5 B HE,
MAEtEsRR 269 5 8H,

i, BRI SUTEIR L TV D ATREMED & 2 1B,

Yarany

OB A &

sV R05meg/H, 1mg/H XiF2mg/H, HDHWIET T AR ELH2ENIIT,
ARREFE2~5H B LV 1 2B O &ES Lz,

cBRIEL LT, FRRAEL v s 2F =L X T4 (1LEETIC R R
L/ r3mg KR F =LA T V4 —10.02mg &F) 1 B 14224 BRIKL T F
AR 1H 184 AfZEEH EORZICED HNTNEICHE > Tl D& 5 L=,
28 HM & 1 AL L, HILAAK D> TV B NN T B2 hnb 59, 29 H H
SIROFEMOEERZEE L, 3 AN (84 A MV L7z, B5BEA X, AREN
B1IHBE L, ARBEEE 1 HEICRELZBTERNEETHoTHES LD
ARJEAYE 5 A B E CICIRIEEBIRE LI,

#Om ® B

BNtk D FEAT
FEEHMHIER : 85 12 @O A RREEE A 2 7 21{v i
MEREVE A N EHE ISR T2 & B2 DN DR b EVER (W - ) ORE R
OF OEIFIRFICRB T 28R A OFE AR EZ 2 a7 (b L THEF L, ARKEE X =
TELARKREEEA 2T FHa0 2 HIRREERS 12 #RE LI 5 IR
DOEACEZ -G Lz,
BIRFEMTEE -
(1) HRNEHE A 2 72L& (%5 8 i)
(2) AREEERE A 2 7 22RO R (5 12 8 X35 $ LK)
(3) VAS (Fhgss. M) KON VAS v (%5 4, 8., 12BN IS5 F
IEFE)
P2 O FEAT
FEEHMBIEE : B 5B A LI F EES
BIRGEME - #5846 A DI ORI EBERAEE CEX WA ESES (BIEM)
ZOMOIER « —AREERRE (MIEFRRE, KA L FRIRE) |
Ve R SRR 2 ) ST
(D) FEANEE (&5 3 EERE)
(2) MiEZANTIA—/LIEE (%53 B, 4 B, 8 #H, 12 WEZIFHREPIE
i)
(3) MyEFmA 2T o (%5 3 Hi)
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o st om | AL
FEFHMIIEE -
AREEIEA a7 2 b &ICB L. BWERA A REEHE 2 27 2 i, S %
B, WEBEZBREROARREER 27 & LSO orET VIcT, 77k
AEEZ RFRREE S L7 Dunnett O 2 E AT - 72,
BIREHmIE R -
A OFME B IC oWk, & GRTOREME CHRE L a8 aotres vic
X0 KBEOTIERF LT R OZF O 5% EHEXMEF T2 & & bic, &5
OREMTHTE L=/ OoMIcE Y, 778 Lo ) F 2 MR L Oxt
W E T o T, HRRED 2 7 — & OFEEB IOV TIE, SR T 251G
KOO 95%FHXE 2B HT 5 & & bio, BSaioREHE TR Lz —ik
BEFFTEICES< CMH BREICT, 778 REEL Y ) FA MNEEREE OxtLE
WE{To7,
e
LOCF (KHMENFEAE LTS, SARE R LLRT O ORI EME 2 RPEIZARA L T
FERT 24T D)
Z oM, FEFGE E X OCRIREHEE B 2 A — 32 BRY T, LEETIG U7 fi#fT
ML 7,
- FEIMEEE Th B HREEEE A 2 7 2L RO R B E RIX TR T % et

T5HT, MOEHARTEIT T,
e
BH5BMBUBROAEFESLORERORIEEZFE N LT,

TE) BRARSEHARDRHE ORERIT TV, b, ERRAE (2) FARIEHEAE) OESMR

(& it o 54 )
D5 12 B0 ARESER I 7ELE  TEHEER
<FEILBHFT>

772 AREE (46 ) Z %P L L7- Dunnett O Z BEHEOFER, = 7 72 | 0.5mg/ HEE (46 ) .
1mg/ B #E (47 #) X OF 2mg/ B #E (49 1)) OBBMEDSKREE S 4172 (p=0.003, p<0.001 & ¥ p<0.001),

KV—-10 &5 12 BFKOARREMER 27 EILE (FAS. LOCF)

T — -  WEES 9%
254 B 5 B A A !
¥ R s B (I
amE  PiE i FIRE R
T R % = —
7(?%5%) 1 20.81 <0.001 7T v IREE -1.4 -1.9 -0.9
51 3 12.75 <0.001 0.5mg/H B -2.6 -3.1 -2.1
R 183 1mg/H pizs -3.0 -3.5 -2.6
2mg/ H T -3.5 -3.9 -3.0
IR —
: \ — TH195% o
j%i BIROE R I B
ELE TG LRE | HmE i N
(123#) 0.5mg/ H #f—
75 & KR -1.2 -2.0 -0.4 183 -3.37 0.003
1mg/ H -
75 b R -1.6 -2.4 0.8 183 —4.66 <0.001
2mg/ H -
75 b R -2.0 -2.8 -1.2 183 -5.87 <0.001

WMEFET IV« ARREEE 2 2 7 2t E=B0 (U1 1) +8:(H R RH#IE 2 = 7 (& 5-5i)+B2 (3% 5-8H) +72 2= (IE Ly #r )
a: 77 BREELZ SR & L7zDunnett® FiEIZ L 0
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< B REY 75 24T >

FHERHMIE B3 2 BIRRY e it & LT, ARRINEEIE 2 =2 7 22L& 2B LI ir 2170, #&
512 W OSIIERE L 77 B ARREL O AT o 1ok R, SHIEHE L 77 B RRE L OED O
i AFEEIENE 0.9 (WM 95% 5 X : 0.2~1.5) T, ZMEEREL 7T VAR & ORI H RN HEHE
A 3T AL EDFEDNFED BT,

)7 7 & AR5 SR

£V—11 #512:80ARR#ERIT7EILE (FAS. LOCF)

A R EEE 58 Ik S fE FEHE o fE

=ty I 22

X (- 7T Rt 46 -1.5 1.7 -1.0

0.5mg/ H A% 46 -2.6 1.7 -3.0

1mg/ H B 47 -3.1 2.1 -4.0

2mg/ H & 49 -3.4 1.5 -3.0

2 RHERE 47 -2.3 1.7 -3.0

oA 75 R 46 4.6 1.0 5.0

0.5mg/ H #% 46 4.4 1.0 4.0

1mg/ A & 47 4.5 0.9 5.0

2mg/ A B 49 4.3 0.9 4.0

2 HERE 47 4.6 0.9 4.0

1238 75 AREE 46 3.1 1.6 3.0

0.5mg/ H #% 46 1.8 1.8 1.0

1mg/ A& 47 1.4 2.0 0.0

2mg/ A % 49 1.0 1.4 0.0

2 W 47 2.2 1.8 2.0

) ARERIISRIER L Vo SR MREFE L OHE AR LI b O TR,
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<&FEHEFH : BHEEARFT>
FEFMEE TH D455 12 HEFO H R IREHE 2 2 7 2L ORI AL LTI R -2 et L,

RV—-12 ARAHBEXRITELENENRIHE (N—X54 ) (FAS, LOCF)

HAH x| 51 %k FEIE ERE PRE SEEEOWR95%
7= TR XM
TRRfE ERRfE
HRRREEE  3~48 7T BREE 21 -0.9 1.2 -1.0 -1.5 -0.3
z2ay 0.5mg/ F #% 27 -2.3 1.5 -3.0 -2.9 -1.7
(B 5-qi) 1mg/ AR 22 -2.5 1.7 -3.0 -3.3 -1.8
2mg/ A 27 -2.9 1.1 -3.0 -3.3 -2.5
5~6/ TTBARE 25 -2.0 1.8 -1.0 -2.8 -1.2
0.5mg/ I #% 19 -2.9 2.1 -4.0 -3.9 -2.0
1mg/ A #¥ 25 -35 2.4 -5.0 -45 -2.5
2mg/ A 22 -4.0 1.8 -5.0 -4.7 -3.2
PR DFEFE (95 75 AR - - - - -
(#5711 0.5mg/ H #* 1 -2.0 - -2.0 - -
1mg/ A #¥ 3 -0.7 2.1 0.0 -5.8 4.5
2mg/ A % 0 - - - - -
LR TR 34 -1.1 1.4 -1.0 -1.6 -0.6
0.5mg/ F #% 32 -2.4 1.6 -3.0 -3.0 -1.8
1mg/ A #¥ 29 -3.2 2.0 -4.0 -4.0 -2.5
2mg/ B ## 35 -3.1 1.4 -3.0 -3.6 -2.7
HE 75 B AREE 12 -2.8 1.7 -2.5 -3.8 -1.7
0.5mg/ F #% 13 -3.1 2.0 -3.0 -4.3 -1.9
1mg/ A #¥ 15 -3.3 2.2 -4.0 -4.5 -2.1
2mg/ B ## 14 -4.0 1.7 -5.0 -5.0 -3.0
SEIR A D 2L 7T AR 0 - - - - -
o AR 0.5mg/ H A% 0
(Bt 5-811) 1mg/ A #¥ 0
2mg/ H & 1 -3.0 - -3.0
R 75 R 9 -0.9 1.4 0.0 -1.9 0.2
0.5mg/ I #% 10 -2.2 1.5 -3.0 -3.3 -1.1
1mg/ H&f 8 -2.5 1.2 -3.0 -3.5 -1.5
2mg/ A 10 -2.9 0.6 -3.0 -3.3 -2.5
AR T AR 13 -1.2 1.4 -1.0 -2.0 -0.3
0.5mg/ F #% 20 -2.3 1.7 -2.5 -3.1 -1.5
1mg/ A #¥ 20 -2.8 2.0 -4.0 -3.7 -1.9
2mg/ A #E 23 -3.2 1.6 -4.0 -3.9 -2.5
Y 75 AR 24 -1.9 1.8 -1.0 2.7 -1.1
0.5mg/ H #¥ 16 -3.1 1.9 -4.0 -4.2 -2.1
1mg/ A ¥ 19 -3.6 2.5 -5.0 -4.8 -2.4
2mg/ B ## 15 -4.0 1.8 -5.0 -5.0 -3.0
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QARR#ERAITEILE (%5 8B : BIXRFHEEE

# 5 8 RO A RENEHE A =2 7 2 & CEE TR ERA) X, 77 8 RiECT-1.3+1.7, Y=/
AN 0.5mg/ HEEC-2.5+1.9, 1mg/HEET-3.0£1.9 X\ 2mg/HAECT-3.3+1.5 Th-o7=, Loy
BONTICEEDSNW T TR L UV ) A NGO F A HEOZE (BhRiElC X 5 %)
KOV 95% 548X (FIRE, ERRfE) 1%, =/ 7 A2 b 0.5mg/ H#F C-1.3 (2.1, —-0.4) . 1mg/
AMEC-1.7 (-2.5, -0.8) &X' 2mg/HAET-2.1 (2.9, -1.3) Thot, T ERHEALXHE LT
Dunnett ®ZEEEOFER, #4512 @R L FREICT 7R ELE Y= 7 72 b 0.5mg/H#E, 1mg/
ARERL O 2mg/ AREOMICA B R ZENRD iz (p=0.001, p<0.001 & T p<0.001),

QARRMERAITOELHEROEE (5 12 BXIFEEPILE)  BIXRFHEIEER

$e 512 R TG HRIERIZBN T, ARREHER 7R 0 Lo Tc % TARREHER 27
SERMARN]) L L, e eMARERH Lz, %5 12 8FOEEEARIT, 77 AR T 4.3% (2/46
), Y=/ 7 AN 0.5mg/HEE 26.1% (12/46 #) ., 1mg/HEE 55.83% (26/47 #) KO 2mg/ A #
59.2% (29/49 f5l) TH V. —EBERKFHEICHK S CMH ME (B A =27) OfR, 77'R
BEL Y= 7 A b 0.5mg/HEE, 1mg/HEEL O 2mg/ HEEORNZH B 2030 bz (p=0.006.
p<0.001 X ) p<0.001),

@VAS (THERE. EfE) RUVASZETILE (&5 458, 858, 12 AXFFxEH L) : BT MEE
5RO VAS CE¥ME HHEHERZE) (mm) 1. 77 B RBET 62.54+19.27, Y=/ 7 A | 0.5mg/
HEET 63.15+15.27, 1mg/H B T 60.44+13.63, 2mg/ HEET 62.23+16.58 Th - 7-,

B 4 il O VAS CEWME CERERFZE) (mm) 1T, 77 BREET 51.21+£22.80, Y=/ 7 A |k
0.5mg/ H#£ T 42.05+26.02. 1mg/H# T 35.50+20.44, 2mg/H#ET 36.61+21.87 Th -7,

(a) &5 128

$h 12 lE O VAS CESME EHEHERZE) (mm) (X, 77 BRFET 41.53+24.04, V= /7 A I
0.5mg/ H # T 27.40+27.59, 1mg/H#E T 16.13+23.01, 2mg/H#ET 11.45+15.87 Th o7, #
512 58EE0 VAS 2 b & CEHE ¥R ) (mm) X, 77 2R CT-21.01£26.77, ¥~ /7
Z b 0.5mg/H & T-35.74+33.33, 1mg/HHE T-44.31+27.12 } O} 2mg/ H £ T-50.78+21.34 T
Hotz, WHHDITCIESNWET TR L Vo ) P2 N GREOFRIEE A EME 07 (% 5-Rifl
W2 XK D% KO 95% 5K (FRRME, EBRfE) (mm) &, Y=/ %X K 0.5mg/HEET
-14.17 (-23.61, —4.73) . 1mg/ H At C-25.24 (-34.64, —15.83) & U\ 2mg/H &£ T-30.06 (-39.35,
-20.76) ThoT-, 77 vREELE Y= /72 0.5mg/ BEE, 1mg/BREL O 2mg/ BREORIZA E R
ENRFBO LT (p=0.003, p<0.001 K O p<0.001),

(b) &5 8EmF

#4558 WFED VAS CEMMEAEMERZ) (mm) X, 77 EAREET 42.00£24.89, =/ 7 A |
0.5mg/ H £ T 24.97+28.52, 1mg/HAET 19.94+23.50, 2mg/H AT 15.12+19.24 Th o7, #&%
5. 8 KD VAS (kB CE¥EEE¥ERZ) (mm) (X, 77 B REET-20.54+27.60, >~ /7
2k 0.5mg/ A #ET-38.17+31.86, 1mg/H#¥ T-40.49+27.16 K} 2mg/ A Ff T-47.10+26.67 T
BTz, TEDITESNET TR L VT ) 7R NREGREOFIERE 2 EE D2 (% 5-FifE
WX BIH%E) RO 95% E X (FRRME, LRRfE) (mm) X, Y=/ 7 A K 0.5mg/HEET
~17.08 (-27.04, —-7.12), 1mg/H A T-21.87 (-31.79, —11.95) } O} 2mg/ H & CT-26.85 (-36.66.
-17.04) Tholz, %45 12 #KFLFEERIC, 77 BRBEE Y= 7 A - 0.5mg/HRE, 1mg/ B LK
W 2mg/ A OMICHBERZNRBO bz (0T h p<0.001),
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(L&t DT

OFEER

HEFGZORIRIL, 77 8RBT 56.5% (26/46 i), =/ 7 A k 0.5mg/ HEET 97.8% (45/46
). 1mg/ HRET 95.7% (45/47 f51]) JOf 2mg/ HEET 95.9% (47/49 #) TH o7z, LK RZED
OEERAEFGIIRD LN -7,

RV—-13 LWIIHIDHTRRELSWULDEEEFR (XEMBEFIHERER)

PTGEAGE HEER
7T R 0.5mg/ A #¥ 1mg/ A #¥ 2mg/ H 2 HHERE
(4611) (4611) (47151) (49¢51) (47%1)

Bl B | REL ORI | EL RBIE | BBl EEBIE | BRI RIE

ik~ (%) H%K (%) {GiEe (%) {GilEe (%) ik~ (%)
X0 26 (56.5) 45 (97.8) 45 (95.7) 47 (95.9) 39 (83.0)
AIET- 5 i 10 (21.7) 41 (89.1) 42 (89.4) 46 (93.9) 25 (53.2)
NS 7 (15.2) 6 (13.0) 5 (10.6) 7 (14.3) 7 (14.9)
L 1 (2.2) 3 (6.5) 1 (2.1) (2.0) (19.1)

H K 3 (6.5) 2 (4.3 1 2.1) (2.0) 1 @.1)
72 om0 0| 0 00| 0 00| 1 @)| 3 G4
ﬂfu }\huigb; 0 (0.0) 1 (2.2) 0 (0.0) 0 (0.0) 11 (23.4)
T HE IR 3 (6.5) 1 (2.2) 0 0.0) 0 0.0) 1 @.1)

HFEREFE : MedDRA/J Ver.20.1

©=IERA

BITER ORBRIL, 77 B AREET 34.8% (16/46 f5), =/ 7 A k 0.56mg/ HEET 91.3% (42/46
%), 1mg/ HREET 93.6% (44/47 ) KO 2mg/ A RET 93.9% (46/49 ) T -7z, Y=/ 7 A K
BEREOERBEMIZ, AEFEHM, BLTHoT,
BBREOEGHIEICESTRBERIZY = 7F A - 0.5mg/HEET 4 61 54, 1mg/BEET 3 1 6 4.
2mg/ HRET 20 3 CTho7-, =/ 7 A MEEROEFE 2 HILL EIZFRD b RBRIE OG-

IEIZE S T2 IERI,

RKV—14 VWIThHOHETRRELSWULDEMER (RE2UBHTXREH)

S, ELDEORIEFE M (3% 261 Thoie,

PTCREAGE BIVE
7T R 0.5mg/ A #¥ 1mg/ A Bf 2mg/ H # 2 HERE
(46151) (4611) (471) (4931)) (471)

B OBEBIE | ORBL ORI | RBL ORBE | BB KBIR | BB RIE

%K (%) %K (%) e (%) e (%) %K (%)

SIS 16 (34.8) 42 (91.3) 44 (93.6) 46 (93.9) 36 (76.6)
AIET- 5 i 10 (21.7) 41 (89.1) 42 (89.4) 46 (93.9) 25 (53.2)
L 1 (2.2 1 (2.2) 1 (2.1) 1 (2.0) 9 (19.1)
A2l 0 00| 0 00| 0 0o | 1 G0 | 3 G
mfu i”igb; o 00| 1 2] o ©ol| o ©o| s a0
T IEEE 3 (6.5) 1 (2.2) 0 0.0) 0 (0.0) 1 (2.1)

FEEEE . MedDRA/J Ver. 20.1
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OmERERERVEREEEICEAT IAETER

MIRFAIRE X IR L FRIREOFHBIL, 77 ERABHELAOY ) F A NGO WT NI
BWTH, EHME L OB 2N TRER A 4 38 U CHRLUEE PN CHER L7-, MIREEER A O£ 1E H I,
PT{EEE T v F hur ey Ul EREZRE, 779 8ARAHLEONY T ) F A MEGEHOWTICE
WTh, EHME TP RES TR M 208 U CHRMEEN CHERE Lz, PTIEMHER YT > F heo e
VI EEIE, 77 BERBEELROT ) 7 A MEGREO WU BT b PRI S E S )3 B HEfE
G &7 B PNERFID UL ST ), RIS L 2 5 2 & I3B 2 e ho iz,
TITRRBER N SR MNMrGRIC, BE, BEEORAFERIIFEOLNT, EEOGEESN
2mg/ HRHEIZ 1 #] (HFHERERAERE) B oz, RBREOE G R ILICE > oA EFR L OIREKIC
BoT-HEERIT, 2mg/HEED 161 (7 4 7V > D # A ~—H00, IS ERE RE) 238D b,
KEEIEZZ7 47V D ¥ A ~v—HINEOIFEEREREIC L VIEBEOK G ZRE L e
BREICLVIBBREOKGEZTIE L, WTFNOELLEERTH -2,

RV—15 BHRBREBICHIIAEER (REMBINRER)

PTGEAGE HEHESR

7T R 0.5 mg/ H #f 1 mg/ A B 2 mg/ A &
(4615) (4641) (47451) (49%1)

FEEL REEER | Bl REER | Bl REER | BBl OREER
BlE (%) | BilE (%) | B (%) | Bl (%)
747N DEA ~—H 0 0.0) 0 0.0) 0 0.0) 1 (2.0)
R RE IR A S 0 0.0) 0 0.0) 0 0.0) 1 (2.0)
7 F ha v e TN 0 0.0) 0 0.0) 0 0.0) 1 (2.0)
[T ) W =2 | 0 0.0) 1 (2.2) 1 2.1) 0 0.0)
e kY 27U & U RE8N 0 0.0) 1 (2.2) 0 0.0) 0 0.0)
IR Y R E AN 0 0.0) 1 (2.2) 0 0.0) 0 0.0)
v e 0 0o 1 e 0 00| 0 0o
M/ N N 0 0.0) 1 (2.2) 0 0.0) 0 0.0)
BT [ F A S 0 0.0) 0 (0.0) 0 0.0) 0 0.0)
T A SE 0 0.0) 0 (0.0) 0 0.0) 0 0.0)

HEEEE : MedDRA/J Ver. 20.1

T AR OARAER OCHEIX D@, AP A2 & LT1H Img & 2 BN, H B 2~
5HELVROKET S, |
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(4) 1REEAIEABR
1) AR
a) “EEREEHER
KV-—16 FMEFER (MJR3511D31) VDHEE

B gy | ARREHERE ICRIT DV 7 A b 1 mg/H OFMEOREER OVZ MO %
HEV L 32,

HEBFY (| BHERER, T aMb, TEHEM, 7T BRI WATRER HLEGRER

xt & | ARREHESRE (BEHIL LT 94 )

T 4RI R g | REBEEEWEIERA L ONZIC LY HREEE & 2 S h o8,
- AREW A £k 38 ALAIN DB,
- AREEEEICER T 5 L B2 O (FIERSUTRE) 2, AREEHEA =7
T3 AL Eo B,
%

X AR s o | BEREME A RINEE R IOV TR, FENBE, FERRAIE, 1 AR E I a
A RRERE OB 2 H 7 2 B,

« EREMEH BRI EEE B IS W T, RIS I T AR A OFE SR 0 RS T A
AT D LB S NICRE, ok, RIEBE R WE SRR O T R 5 A 1
REGE TR EEREZ - CREMIRILE T2 2 L b AREE T 5,

BRI W R A O R, BEOTEER (FERBOR K 10cm L EH D
W TEMERNE 4cm DL L) 2H9T258%E, B, BREBEFHEEEREOE
B AR B 70 S5 A I TR BB S T R R A 2 b o TRWHRILE 35 Z L b AR &
T2,
CTEICBUTARERENRNE B X LN EEORM (T 7 1 vl 8.0g/dL &
i) OBEFEEAT D BE,

cBEOEM (~TZ 1 E AR 8.0g/dL Kiili) OAEPEAT B EE,

s ~NESu b AED 8.0g/dL PLLE 11.0g/dL RETH Y, BiMOIBEICEL-TH
11.0g/dL UL BICiE S,

- MARSE F 72 1 XERIEDOAUFD 2 WX 2 2 B,

R, IR SUTER L CW A TTREME O b B B,

e

e

® B OA k| VT/FAMNImgANIET I RERE 1B 2B, AREHIE 2~5 HH LV 12
BRI A#E LT,

O 1\ B | AMEORHN

TEIFEER - B5 12 Ao HRINEEE 2 o 7 21L&
BV -

(1) &5 12 EEEOHRREE R 2 7 S04 &

(2) &5 12 EKEO HRREE R 27 528 HK O H K
(3) BehH 12 @EFD VAS (THESE F 72131 Zbs

AT
EEFPAR 5Bk B DRSO A 1%
BT R : 2120046 H SRR OBRIRBIRA S E C & A E 5 (RIfER)
ZOMOEE ;B RERCAR), A RERCAK)

F DO R
BT A kT DAL
- SF-36 QOL
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B

=]
=
=111}
=+
E

£

A

FEFME EICB 3 2 R M - ARREEERE 2K T 5 Img/ O
Z B REECRT 2 B E O MGE

5 12 @D A RINEHE 2 a7 2 EICE LT, BAIZEA A REEEZ 27
TAbg, A A RGO o (BEEEME A R IREEE & OB ME A % 1K g
JE), EEBEEZRGHTOARKEER 27 & L0 8or 21T, 77 2R
LV AN Img BED AT - 72,

ESRFAE F 1< B 5 B Z AT« 7 R IRBEAE K ORI AV & 2 46 04
o> b

LB FC BT B R B ARATIC R T 65T 2 6 B A BT 43
P72 B . A S & ISR REI 003500 TN 95% RIS £ B L 7.

BIREHALIE R : S A OFEE B (2o WTiE, RGO RIEME & OS2 k88 T
TR LT BT 21T o 7o, EOFEED 257 — & OFHE B 1220 T
I, BHRTORE M O W 758 Tl U 7e — i B FcE &1 -5 < CMH #E
iT-o77,

52715 « LOCF (RMMEASSEE UT3A, 584 W S LART O e fe o0 JI & il &
IR L THT 24T 9)

e

B G BG H RO R EER R OREHORIREH I L,

(Bt DaT]

OrE 12 B8RO ARE#ER IT7ERILE : TEFHERAR

<EELGEIT>

Be b 12 HRF O A RINEEE A a7 2 b & CEAEEEERZE) X, 77 B8R ET-1.01.8, =/
AR 1Img/ AR T-3.3£1.6 Th o7z, ilBALE & B G REL O Fa, % 511 0 A #E R #EE A =2

T ad R LI BT ORER. 7T B AR5 Y= A b 1mgl A REO BB D

Sz (p<0.001),

b L o
[=] (=] <

!
fo
=

&
=

HIE U NREESm
& L
= (=]

-5 e YT/ 4R Fmgst
(n=47) (D=47) T E - 4 i 2

-2.4 [-3.1~-1.8]

TR 22 [95% T BIE R T IR~ 1FR]
Eofomtr (TR 5RO A EREEA 27)

RV—4 #512:808BRR#ERIT7EILE (FAS. LOCF)

i

29



KV—17 5 12 BOARREER T ELEDOHSESHT (FAS. LOCF)

0% IR 34 . " e
PRERIE  mosm pc Tl BUEE ROME 5% TRME TS%A KR
A& 75 AREE 47 -1.0 1.8 -5 -2.0 -1.0 0.0 2
1mg/ A B 47 -3.3 1.6 -6 -4.0 -3.0 -3.0 2
& 5w 75 ¥ REE 47 4.6 1.1 3 4.0 5.0 6.0 6
1mg/ A B 47 4.3 1.0 3 3.0 4.0 5.0 6
1238 75 ¥ REE 47 3.6 1.7 0 3.0 4.0 5.0 6
1mg/ A B 47 1.0 1.5 0 0.0 0.0 2.0 5
T NN N mi195% gpgsea PIM95%
HAOZES il Sy BT Be R oy (4 TER 72 (g
Pl pliE EfE TR kR TR kR
ARk PR £ 57.43  <0.001 J;;ﬁ -1.0 -1.4  -0.5
)
o Zay 14.36  <0.001 & -3.4 -3.8 29 24 -31 -1.8
A (2 541) B
(12:8)

2o a 2.82 0.096

FEHET L« HRREEEE A 27 2t E=Bo(8) 7)) + 81 (8 5-4¥) + B2(H R R HEE 2 =2 7 (& 5-511) + B G2 Wi 73 70)
+RAE{ER AR}
a: lmg/ A7 7 B ARH

<BIRH9TZ R >

<EHrHEER B KRN >

W B (BRe M A B IREEE & O3B ME H IR EEE) ORI T 2 0ot Rae RV
-18 KMONER V-19 1R Lz, EENT & [RERIC, HEREME A R8I EERE 45 [ 2 OV B ME 7 08 IR S i £ R 4
W2, 7 eARREE Y= S AN Img/ HEEORICH E /22RO b7z (p<0.001, p<0.001),
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®V—-18 #B5 12:BROCAREMERITEILLE (it AREHRE) 0O

(BR5r £ HAZHT) (FAS. LOCF)

ARG

A % IR B G- Bl SERIE FrvE B/AME 25% 4% TPORME 75% M BOKE
a7y 7
I B 75 RRE 23 15 1.6 4 30  -1.0 0.0 1
1mg/ H B 23 -3.3 1.6 -6 40  -30  -30 2
5 75 REE 23 4.6 1.0 3 4.0 5.0 5.0 6
1mg/ H B 23 4.3 1.0 3 3.0 4.0 5.0 6
12 75 R 23 3.1 1.9 0 1.0 3.0 5.0 6
1mg/ H B 23 0.9 1.4 0 0.0 0.0 1.0 5
AiEE EWER RowoR gew S il o
Pl pfiE P fE S BB T kR
;%’ff:ﬁ e 51 18.01  <0.001 J;gﬁ -1.4 -2.1 0.7
Aar A A S Lme/
A B Zay 3.65  0.063 mgi 34  -41 -28 -20 -30 -1.1
(121) (# 5-5i)

WEFHE TV« HRRNERAE 2 = 7 224k Be=Bo(Y) 1) +B1 (5 5-1F) + B2 (H RN EEAE 2 = 77 (e 55-1iT) + AR 2= {E B3 A}

a: lmg/ A7 7 B ARH

RKV—-19 5 12EAROARREERAIT7TELE (FEHARERE) ORSHIHT

(BB EHfEHT) (FAS. LOCF)

H R e
IE BehRE Fl%k  EHIE {T e /ME 25% 88 FOME 75%sL KA
Ay &
A& 75 AREE 24 -0.6 1.8 -5 -1.0 -0.5 0.5 2
1mg/ A B 24 -3.3 1.5 -6 -4.0 -3.5 -2.5 0
Beh5omn 75w AREE 24 4.6 1.2 3 3.0 5.0 6.0 6
1mg/ A ¥ 24 4.4 1.1 3 4.0 4.0 5.0 6
12 AN 2 24 4.0 1.4 1 3.0 4.0 5.0 6
1mg/ A Bf 24 1.2 1.7 0 0.0 0.0 2.5 5
— T ST . ek ij@u%% vpea ﬁ]ﬁﬂ%%
B A DL 285K YR BehaE H (IR R 7= (A
TfiE pliE FHE S TR RR TR ERR
Ak \ 77
Rl B HHE 41.44  <0.001 - -0.5 -1.1 0.1
237 ARREEE e
Elv & Aay 11.12  0.002 mﬁi -3.3 -3.9 2.7 -2.8 -3.6 -1.9
(12:8) (B 5-a10)

WRtE 7L 0 HRNEEE 2 2 7 2L E=B0(B) i) +B1(B 5-1F) + B2 (1 RE R BEAE 2 =2 7 (B 55-il)) + RAE{E BLO0 AR )

a: lmg/H#-7" 7 EARHE
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Q5 12 ABOARRMERAITRENEE : BIREEE

ARRREEE A 278 2 DL Bk LT BRE ORIG 2B R L Lic b &, BE 12 BFOSESRIT,
7T RARRET 31.9% (15/47 ) O™/ 7 A b 1mg/ HEET 89.4% (42/47 f5)) THH . —fi%
BERHRICE S CMH ME (HLA=T) OFFR, IR REEE YT ) 72~ 1mg/ HEEORM
WCHBRENED b (p<0.001),

<SR B EEMET >

HERerE H BNEEE IZ 3 1T 2 &5 12 BRFOBGERIL, 7 7 BT 43.5% (1023 fil)) KOy=
AN 1mg/ HEET 91.3% (21/23 #il) Toh o7, SwBEMHEHRAEIEIC T 5 &5 12 B OUER
X, 77 BAREET 20.8% (5/24 f5]) KO = /7 A N 1mg/ HEET 87.5% (21/24 f5]) TH -7,
—BEATE RICHE DS CMH BRE (BEMLA27T) OfER, BRIz TH, &5 12 HkF
DWHERIZOWVWT, 77 BREEL Y ) 72 b Img/HEEOMIZA B 2203580 b7z (p<0.001),

Q5 12 BFOAREBER 7 TEHLXOAE : Bl REHAIEE

512 R S OTE G HRIERIZBN T, ARREHER 27 R 0 L oo % TAHRREHER 27

FERTYSM ] L L, SRR REEE L, 5 12 B0 RRIL, 7T B REET 6.4% (3/47

) kO 7 A Img/ ARET 57.4% (27/47 ) TH Y. —ixBERKHEICHKS< CMH ¥

E (EfLA=2T) OfER, 778 RBEEY= ) 7 AN Img/ HHEOMICAE R 2EZNRO L
(p<0.001),

<N EER - B EHER>

BRBEME A R (281 B 85 12 HRF O RHREIT, 77 v REET 13.0% (3/23 ) LY =
J 7 A 1mg/ BEET 56.5% (13/23 ) T o 7=, SEMEHREEEICHBT 585 12 @0 7E4e
HERIT, 7T7BRBETO0% (0124 ) K OY= 7 A b+ 1mg/H#ET 58.3% (14/24 f5) T -
Too —MXBIEALHEICHES < CMH BE (BERLA =7) OfEFR, ZWaElicksnTh, &5 12
W OFEEMERICONVWT, T EARREE YT ) 72 b Img/ AREORICH B R 2D bz (%
REME H R IAEEE p=0.003 & O\E M A #2 R HEE p<0.001),

@5 128D VAS (TEREEILER) T : 8IREHMAEE

512 K0 VAS 22k & (CEE EER2E) (mm) 13, 77 B R T-7.27£26.66 LN =
J AN 1mg/ HEET-44.96+28.28 Th o7z, L BHHICESWZT TR ) 7 A b
1mg/ H BEDOFARE R I EEIME D 722 K OV 95% 15 FE X ] (T RRAE, LRRME) (mm) 1%, -34.34 (—44.32,
-24.36) Th o7,
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<o EER B LT >

FEREME A R HEE K OB M A R BEE I35 1) 2 85 12 #FFD VAS 2L &R Lo &
Toto, BEREMEA RNV T, 85 12 O VAS 2 b8 CEME - EHERFEZE) (mm) 13,
7T ARRET-15.42+23.16 LY = F A b 1mg/HRET-44.71+27.30 Th o7z, LB
AW T T v REEE 1mg/ B BEOFREEFE A MO 72 & Ol 95% 15 48 X M (FBRAE, FFRA#)
(mm) (X, -27.00 (-41.19, -12.81) Th o7z, & MEHRKEIEIZIB T, 5 12 #HRFD VAS
AR CEAEEEERZS) (mm) X, 77 BAREET0.88+£27.91 KXY x /) 7 A b 1mg/HRET
~45.19+29.78 Th > 7=, IHWOMICHESNET T v REEL V= 7 FZ b 1mg/ A BEO TR 7
B D 7&K OV 95% 54X (FRRE, EFRE) (mm) (X, -41.63 (-55.97, -27.30) Th >
7o W RN BT G BRRENE A R IR BT K OVBEL ME A IR EEE & b2, B 5 12 FF VAS
PAb B DO FAHRER - FEIE D 722 K ORI 95 % EHIX I DWW T, 77 A#ELE Y=/ 72 k 1mg/H
HEOMICERRZNRD iz (p<0.001),

® SF-36 QOL : ZDHhDEHHIEE (BE1EHR)

SF-36 QOL ® 8 2@ FALRED H b, HHAID THEKOFEA ] 2a7 (CEHHE) 1. 77 Rt
T37.72 KON 1mg/ HEET 34.89 TH Y, HKTHRECILY 7 AR 51.29, V= /7 A | 1mg/H
BTT77.09 Thoto, THIKDRA| AT ELEOSGHAITIZESW T TR LY ) 7
A b 1mg/ B RED FHHEE O YIME O 2K ORI 95% 5 4H X ] (FIRME, LBRE) 1% 27.44 (18.73,
36.15) THV, 7I7vREELY T ) F A+ Img/ HEEOMICHEBERZNRD bz (p<0.001),
ZOMO TR RE (FAMRE, B EEEIREEE (JIR), SRR, 167, oA iE, W
RERSRE O ROV O ORI L O G4 TROM O 2 a7 Z{b &0 FHfEIE. Wih
DOREDOE /NS Ino Tz,

(R&MH 0T

OBEER

HEREZOFRHRIL, 7T REET59.6% (28/47#]) . = /72 b 1mg/ HEET 93.6% (44/47
Bl) Thotz, FHEN 5% EOFEFELT, 77 ERHLOY ) 7 A b Img/ AT
FWEEEE [T EREE19.1% (9F]) . P A S 1mg/HEE8.5% (4 f]) 1 KR OVRIEFE Hif
(77 AREE255% (1241 . Y=/ 7 A b 1mg/ARE 93.6% (44 ) ] Thotz,
AEFLOFBRT, E4ABEETHRbELS . MG Lz, £, ML bIZHRBEZRBOH
NIARETFE MO BRI OFBERIZIBNTH, FRROBE MR bl
FEROEEICET A EERIIRD NN -7, AR BELRAEERORRRIL, 75
TARBET 21% (/47 #1) T, Y= F AN Img/ BEETIERO b2 hoTo, 77 B REEOEE
RAEFEZONFIIANTHETH Y BIER CTIXehotz, BRIBOBREHILICESTZHEHELD
RHERIT, 7T BRET4.3% (247H]) . P F A+ 1mg/BRET 4.3% (247 ) Th o1,
BRIROEL T IR E > T AEFEFGZONGUL, 77 B REECTHEER, I, TIRFRE (% 115,
VAN Img/ HEECREE AL E, REFEHIM (% 11F) THY., IEIRIMEE 2R, BIE
HATholz, BEEIINVTNULORETHY, WThblEE L,

@=IEA

BIVER ORBR GEEBIE) 13, 77 B REET 29.8% (14/47 #1) . = /7 7 A b 1mg/HE T 93.6%
(44/47 ) Toh o712, T ZERL BERBERIL R -7, IBBRIEOF G- FEICE > - RIVER O

RHR ERBGE) X, 7T B AREET 2.1% (147 4]) , = 7 47 A+ 1mg/ B RET 4.3% (2/47 )

ThH-oT,
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5%LL BIZERO SNEEWERIZ. I B RBEL Y ) 72 b 1mg/ HEEO W & RIEF 5 Hif
Thv, FEBE CGEBUEED) LT, FIE) 1%, 2hEh 19.1% (961 K1 93.6% (44 ) T
bote, TNOLAREFEHMOBERMTOTNGRE T, HL5HELRILE TO R (FyfH)
IE. FNEIL24.0 HLDN18.5 HTH Y, FEEIFHINOFBLRITNTHORE & 5-EN L& E 4
BETHEKbLEN-STZ, YT /7 A Img/ HREOIBBRIKZEGOHIED 1 2 RE, Wi b HEL
B ThoT,

O Vlo¥:Xin

BEREME A R EHE O FFHORBET, 77 AT 56.5% (13/23 ), =/ 7 A b 1mg/H
HET91.3% (21723 f5)) TH Y, RHWEHOBBIRIX, 77 8ARET304% (7/2341), = /7 A
N 1mg/HEET 91.3% (21/28 f5]) Toh o7, HEEEMEA RREIEICI T 2 R IEF5E H o gHEH O
FERIL, 7T ERET21.7% (523 %)), Y=/ 7 A Img/AEET 91.3% (21/23 #fl)) TH -
7o BEHBREN ORI ETORE (PRE) X, 77 8FRBETI20H, Y=/ 7 A b Img/HRET
19.0 A CH o7z, ¥/ 7 A b Img/ AFFOIRBER G- O IED 1 flARE | W b ELE TH -7,
PV H RN EEE DA EELORBRIL, I BREET 62.5% (15/24 i), = 7 % A I 1mg/H
HET95.8% (23/24 1)) ThH YO, RHWERHOBBLRIX, 77 BAKET29.2% (7/2441), =/ A
I 1mg/ARET 95.8% (23/24 ) Toh o7, #EMEARKNEIEICK T 5 AEFE HORERD
FERIL, 7T ERET16.7% (424 %)), Y=/ 7 A+ 1mg/AEET 95.8% (23/24 ffl)) TH -
Too BWHBAMBMOREBETORE (Pl 1Z. 77 BARBET260H, Y= /72 Img/BRET
170 HTHY, WTNOFRIEBWTHELE TH -T2,

O Hm

Mg o B3 CEMEHEERZE) 1L, P/ 72 F Img/ HRETIL, #5001, %5 8 &N 12
WEFC, ZNFN 6.942.6 H, 13.8+8.7 H X (1 8.8+8.2 HTH V., #&5 SHEMFIZHER LML, &
G122 Lz, 77 BRBETIE, #NEN6.7£1.8 H, 6.3+2.3 H X (' 5.9+1.7 H TH
D, A, B5 8EEKWI12HEFTRKRX AT DN T,

Tl =+ 7 AR =)
29
oy
Ae
i
1.
o 14 +
%’E - E . T
g T i T __-._-_;! T
]
biz 2=t 43 BiA 121 e R TR HA
RIULSE
-@- 7T ERRE —— | mg/BRE
IR W =47 46 44 14 47
1 mg/ HAE |3 =47 47 46 43 47

MV-—-5 MHHRHOOB%K (28A8I&) DR (REMMBITHRERH)
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vx A N Img/ AREOR b HEOWPESHH ORI (28 H Z&) ([ZHoW T, lH O RFEL 1)

( DEEOARRE] T NEFOHREVZ V] ) 2RBLEEEORIGIL, &5 8KV 12
R & HITHRGRNZHE LD L, NEEOHRBREL Vv (T2 AT TaE o Ak
L odipng ) ZRBLCEZEORISGIIHM Lz, 77 B ARRETIE, &G &5 8HALT 128
T NEaFEOARBREL L] 28 LEEZ ORI LD 2EEGREETH T,

-5 N 1 mg/ AFE
1004 1004
%i
804 R 80 X 505¢ K252
SRR : %
0’0“‘0.0 P ; ) 0.
& 601 RS SRS : o a0
%—’ C’Q‘O‘O’Q & z’ {‘:’0002 3 .QQ
& 3 02 <o Roeeeed
3 B R
RRRse
209 B 20 peesed
% iodetetatele!
F R
oL B8 o] Reeeed
Baar a8l 12 mElEs EEET i siE 120 N
B A gk T A b
A IRF s At IRF A
i = ATH| A7 1641 A4 14 AT HlE = ATH] AT AT A6 AT

(ImzeL PAocsrn Nugoskrosne Rurodwey  Pesoskrozn
V-6 RLEMEGHIMORE (28 &) (REMBITHRER)

OBFEXRABRRXRETOEH

FERFE 71X N T PER O LEP AR X 0 8IEM ATk Lz 26 (F78RHEEOY T ) 5
AN 1mg/ BEES 16)) ZBRE ., 2FICHEARSHEER Sz, B5&T B SUXFIER 25 EEA
BRI ETO A CEYME+EAERFE) 1375 REET 1844194 A, Y=/ F A Img/HEET
28.8+9.7T HThH -1,
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2) REMHER

®V—20 EHEE5HE (MJR3511D41) VDHE

B

=

ARKNEERZF B ITAY = ) 7 A N 1mg/B (e, JERIZG LT 2 mg/BICHE
"HEL 9 5) OEMEEIZ LA REEROHEMEORGE AL 5,

n_t%ﬁT-'j-’r

2 e SEINER=T T

xt

HiNEHEEE (56 & LT 147 61)

TR ERE

v
£
i

- RIEB SR BIERE L ONZIC L 0 HRINEE & 2k S h i,

- AR E ) 38 HUND A,

- ARRAESEICERT 2 LB 2 D% (TR XINER) 2, ARRESEZ 27
T 3 S ED B, s

ETRBRSE

"

- BEREME A BRINEHERF IS OV TR, FENBYE, FERMIE. 8 fE X Xag
F R REEE OREAE & A % /A,

« SVEME A R IR EEE B I D W UL, RIS R I TR AR A O AT K 0 KGR T A
AT D LB S NICBRE, ok, RIEBE R WE SRR O TR R E# 5 A 1
REGEGT R EEREZ > CREMRILE T2 2 L b AREE T2,

- REEEE W HBIERE O R, MEOTEER (TEEBORAE 10cm LA EH D
W EBERNAE 4em L L) 2653 58%F, 2B, RESFEEEEREORE
W23 R 7o 5 A T IR E B S R W B R R A b > TREMRILE 325 Z & b rEE L
T 5,

TEICBITOWEERDRE E B 2 6N LEEOAIM (~E 7 1 B HE 8.0g/dL K
i) OBEFEEAT D BE,

cBEOEM (~T 71 E AR 8.0g/dL Kiili) OAPEAT B EE,

s ~NES b AED 8.0g/dL PLLE 11.0g/dL RETH Y, BiMOIBEICEL-TH
11.0g/dL UL BI2i8 SR,

- MARSE F 72 X ERIEDOAUFD 2 WX 2 T 2 B,

< SEIE, FRFURSUTER L WA FTREME O b B B, %

#_ OB A

&

VI/TX%lmgH(E%KEET2mgH)%152@K%ﬁ\ﬂﬁ%%2~55
BLV 52 BFREOEE Lz, HHEOSEM: . 1mg/H TREZBMG L. &5 12 WL
e DR FIN I A RRIREEE 2 270 2 LLEDOSERE D bR WEGEES (KR ED
REAT5) . BEOARFME L RBREDO R L T3 B B L CIRBREEHRR o H 8 C il B
2mg/ A ET A Z L &R[REL LT,

# O E

B

2 O FAf
EEEIIE IR E L TRy,
BIRFHMmEE
(1) ARKEEEEA =7 2bE
(2) HAREEE 2 27 i HEO A E
(3)  AREEEAE A 2 7 522004 I
(4) VAS (FiEJ E7213m) 2t
22D F
FEEHIEH - B 5-B4A B DR DA EHL
BIREHMIE A - 355046 B IO REBEGEA T E T RWEESRS RIEM)
ZOMOEE gt FBELOCHHE) ., Ak GFEEEROHE)
Z OO FAM
M A T O —ViEE

BR
+d
>
=
ol
-+

Ef

Aok
A OFHRE B IOV TE, ERMFRZREET 2, 27— LOB T 2Y
ANT =2 OFHBEHB IOV T, E7HE1T 9,
ZOML, BIKFHEEE T o 2 HRNEE 2 =2 7 2 L B ORI 2 MIX K+
ZRaTd % HRY T, SO RHMIT 217 - 72,

Eraetis
Feh5-BAG B DB FEFL R ORIEHOREBEEZFH LT,
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EEulcdoET i)

ORARR#ER I T7EILE : BIRFEMHIEE

AREEE R 27 ORGRIE CESECEERZE) 144510 THY, &5 48, 8, 12,
1638, 20 #, 24 KO 52 WRFOZE L& CEHECEERAE) 1L, -1.7£1.7, -3.1£1.8, -3.4
+1.6, -3.6+1.7, -3.7+1.5, -3.7+1.6 X -4.0+1.3 Tho 7=, HHE TR OBEBZY DO
B (PP EERER) 1T, -8.9+1.4 L 1-1.4+1.7T Th o7z,

21 A

LU R
|
o

~
|

(W)
L

Al B

R flir 5]
¥ 147 145 140 139 137 1356 134 134 134 133 133 133 133 147 147

MV-—7 ABRERHER I TEILEDHFRE (FAS)
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<HAELEEEEH : o EE@EFT>

FHEZTOA R (HEMERG] L OB &R OR IR 5 A RREE 2 27 2 k& ((FY
AR 22) 1 d, #5552 R CIX, I EHMERFFI T-4.121.3, B &EFIT-3.71.4, FHGHKTHT
%, HEHERH T-8.911.4, ¥&EHIT-3.61.5, %BIEHTIX, HEMERHIT-1.421.7, HEH]
T-1.9+t1.7 Th -7,

2 1 B+ e
1_
A 0
1
] ¢
E
A
1
k
=3
—6

48 88 128 16 20 248 288 3298 36 400 448 48 52H T M
G

AR
¥ 131 129 124 123 121 119 119 119 119 118 118 118 118 131 131

V-8 ARAMERITELEDHY REHEG (BHIKEMEH) (FAS)

21 R

LU N R R

|

B R

Af 8 12 1608 20/ 24 281 3208 36i8 40 44308 48 52 BT %8l

RIS
Pk 16 16 16 16 16 16 15 15 15 15 15 15 15 15 15

MV-—9 ARRABMERIT7ELCLEDHY BEF ESKEAMEF) (FAS)
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QAREHMERIT7DHREDHE : BIRFFHEIEE

HRRNEE R 2 7 2k & 2 UL ESGE LIcgBRE oBIG 2 THRNEE R 27 odegER) L L
ExL BG40, 83, 12, 16, 208, 24 H K 52 HERFOUGERIX, 52.4% (77/147 ) |

82.8% (120/145 1), 87.1% (122/140 ). 89.2% (124/139 f51]) ., 91.2% (125/137 ). 89.6%
(121/135 #51]) } ¥ 97.0% (129/133 i) Tdh -7z, BHHE THREOLER L, 94.6% (139/147 f])
ThoT,

QORARAMERIT7NDELHEELDEE  BIXRGEMIER

FAHMERF BT, ARREHE R 278 0 Lo/ BE % [ARKNEE A 2 7 22l km) &
L. BeHEARZHEE L-, ARKREHER 27 OESiEART, &5 48, 8, 12, 16 #,
20 ., 24 K O 52 WIFT, 11.6% (17/147 i) . 46.2% (67/145 ) . 55.7% (78/140 fi]) . 64.7%
(90/139 #51]) . 65.0% (89/137 ). 67.4% (91/135 %) K 73.7% (98/133 #i) ThH-o71-, &
G TREOSZEEREIL, 70.7% (104/147 ) TH -7z,

@VAS (THEREF-TER) £ BIXRFFMER

VAS O 5.5l CEHE+EEERZE) (mm) 1% 58.60+120.05 THY ., &5 48, 8@, 12 i,
16 ., 20 38, 24 KO 52 WRFO L g CESE AR R A) (mm) 1%, —18.60%27.36, —42.60
+926.33, —47.20+23.88, —49.04+24.64, —50.15+25.75, —51.33+25.06 K (*-54.01+24.12 T
bolo, BEKTREROZBIEMNOZNE CEEEERZ) (mm) (X, -51.18+26.00 LT}
-18.67+t29.93 Th -7,

(G2 TOEi)

OFEEZ : TEMMIEH

HEFEZOFRIRIL 98.6% (145/147 f5l) ThH -7z, 5% LU LICERD SNT-HEFERIT. REFE
Hilf 94.6% (139/147 f) . EWHEESK 40.1% (59/147 #) . A > 7z H | BEKLE O H s
D 7.5% (11/147 f51]) . 58% 6.1% (9/147 fl) . BEMER . BHIER, BLR OHAERREDO 5.4%
(8/147 ) ThHolz, LB S T-HERLII -T2, R BEERAEFRGT 3 6 314
T, WiRIE, BB IR, HHREEOBRTH 72, W LEWER TldRhrotz, EIEER
DEEFEFRORBLRIT, BEN 98.6% (145/147 ) K OHZEEN 9.5% (14/147 ffl) TH V| H
BElx7emnot=,

<HAEZEFHENOSHT>

HERLORFBRIIH BRI T 98.5% (129/131 #1) . HHEHIT 100% (16/16 #) TH -7, &
HIRBEORONAFFRGL, AEFEHIM TH Y HEMERHIT 93.9% (123/131 1) | #5545 100%
(16/16 f5) Th o7z, HWEHITIL, ARKRZOAEFEGFBEN 18.8% (3/16 ) & @&V, WV
TNHLHELTRANIRHA L-FRTho7-, HELATFRICEIL-AEFEFSIT 11 4] 38 Th-
Too WHEF 16 HID 5 H 1HIA, IBHREOHELATANIER L-AEFS (RIEFEHIMm) Z#H
IR O G52 Ik LTz,
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©=I1ERA : BIXRETHIEE

BIEA OFRBIZIX 96.6% (142/147 ) TH o7, 5%LL EIZFERD L ZRWERIZ, ARIE7= Hi
94.6% (139/147 f) . HBEUEL O H RIBZ DK 7.5% (11/147 ) . FLERPE 5.4% (8/147 f5])
THo7,

FEFE R OFIVEFH O BLRIL, BN 96.6% (142/147 ) KON 1.4% (2/147 #) Th -
7o WEEORIWER 2 HlOWNRIZ, BYEROWERREED 1 6], #EEERO 1FITH -7z,

2 BILL EICRD ONTZIRBREOR G P ILICE > ZRIER L, BEALZELOAEFE R (% 2
Bl) Thoto, EIEEIT, PEEOBELOMERREELRE, WINLBRECTHo 7=, PEHEEDOH)
RO N2 R E . WP b [EIE L7, PEEOBEME K O RES, S8l nThE
FEPICBEEE 2 0 L, iRt (iR Thote, IBBREMLEMIT, i comFBZIFICLD
BAECHER OB L, BIREEK T L,

RV —21 2L EICEDOSN-EMERADOES (REEBTRRER)

PT (EAGE BIVEH
AR (147 1)

FULBIEK TR (%)
R 142 (96.6)
RIEA= Hif 139 (94.6)
& T 11 (7.5)
JER:SIE2 11 (7.5)
LB AR 8 (5.4)
SHEY 7 (4.8
GV 6 (4.1)
TR 6 (4.1)
T NE 5 (3.4)
PN 5 (3.4)
FTY 5 (3.4)
IRTEIEM 4 2.7
JEERLE 4 2.7
(EE 3 (2.0
T 3 (2.0)
FERED F 3 (2.0)
AHRSE 3 (2.0)

HEEREE : MedDRA/J Ver.20.1

<HAEZEEFEIIDOHHT>

RIEH OB IT A EHERHI T 96.2% (126/131 f51]) . ¥4 &1 T 100% (16/16 i) Th-o7-, &b
FHBROEWVENEMIX, REFEHMTH Y . HEHERHT 93.9% (123/131 #i) , &4 T 100%
(16/16 fl) Toh-ol-, HEELZICHI LIZRIERIL 5 61 10 T, WX, (KRERI (2 #) .
RIEFE i, B, JERFENL, E, Hig, 13TO., 19 IEREORIRGE (% 141 THY .
FIEEITVWTNEBRE ThH o7,
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@FEF=EHMm
RIEFEHMOAEFRORERIL 94.6% (139/147 5], 142 1F) TH Y | EIEE TV HERE
Thol-, BWEMIX94.6% (139/147 f5il, 139 1f) Th o7z, NIETEHIMOF EFEFLHEIFI I
B EEBMAEN SR E OB (FRE) 12200 HTHY, &5 4B E TORIABN KL L0 -
Too WIS BRBIZHIK TR E CIZEE LT,

TE?@HM&B9M@%%%%1 512 B E TH 131 #i. H~24 B TIZ 6 #, H~36
NG EN LN B~48 B TIX1HITHY ., LIETITERD 67&72&75)0 726
@AM ENEEER

BMEEOHFEFZORKIEIL 2.7% (41474, 41F) THY |, EEE I THLLRETH T,
BIEF OFRBRIL 2.0% (3/147 fil, 3 1) Thotz, BEEDAERTLIEBRME 4 FIlCB T H#E
HRItE BB E TORENE, 31 B, 33 H, 35 HLUN 231 H TH o7z, W H BB R 5
MHizelE L,

Ok V0¥ X i
HEFRROEIRIIEENE A BRINHIE T 98.6% (73/74 ) . #EMEH RINEEIE T 98.6% (72/73
) Thoim,

BIVEFH O 78 B2 1 3HREME H B IR ERE C 95.9% (71/74 f51]) . #/E M H R IKEEE T 97.8% (71/73 1)
Th o7, HAREME A RRHEE IRV T 5% UL EICE S b -FIERIX. RIET = HIMm 91.9% (68/74
), ARRiEZ 8.1% (6/74 B) ., ILERPIEL OEBEEDOK 5.4% (4/746)) Tho7T-, REMEA
FRREEE Cld, AIEF= il 97.3% (71/73 1)) . B2 9.6% (7/73 #1) . 9% 8.2% (6/73 i) .
IR, EOLROHRRZ D% 6.8% (B/7341), 12TY., LERPEL OYIRERDK 5.5% (4/73
) Th-oi,

(O1E#s H M
FRabEE i (28 A Z &) OfEdsimo Atk CPEERMERZ) OHEBIX, =bA1, £5 8
128, 1618, 2038, 24 RO 52T, 71429 H, 11.7+9.0 H, 8.8+89 H, 7.849.0 H,

6.8t84 H, 7.3=85 H&N14.0£6.3 HThH-7,
928 - TR+

Hr 21 A

2]

PS4 8 120 1619 208 243 288 328 361 40l 443 480 523 EEL
E=L
Al it 15

fald 147 145 144 139 138 136 135 134 134 134 133 133 133 133 147

HMV—10 MHRHIOOB%% (28 AZL) DR (REMBIXRER)

41



BOLEWVESRHMORE (28 HIZ L) 1I2BWT, BEFOHABREE ] X NMEFOHKRL D 20
DOEGIT, A1, B5 8, 12, 16, 20, 24 L5231 T, 96.6% (142/147 f5) |
25.5% (37/145 fi) . 21.0% (30/143 ) . 15.8% (22/139 f51]) . 11.6% (16/138 f3) . 14.7% (20/136
%) KON8.3% (11/133 #) T - 7=,

(< AE] XE TEFOHKRID D7) OFIEIX, 8.4% (5/147 ). 59.3% (86/145 fi) .
51.7% (74/143 #1). 51.8% (72/139 #4i), 50.7% (70/138 i), 46.3% (63/136 i) KT 39.1%
(52/133 f5l) TH -7,

M7 L OB, 0% (0/147 #1) . 15.2% (22/145 1)) . 27.3% (39/143 ), 32.4% (45/139
). 37.7% (52/138 ). 39.0% (53/136 #5]) KT 52.6% (70/133 #l) TH -7z,

/)

100

K50

50 %% §§§§§§§ % %% § §§ % 33

R

X PX XXX

]| R \ \ R

[} ('0_ PO

o707k 2 /2 _é é _/2 s

o pe % 22 22 _é N
.00.0:

~ 3 A é

&

)

A 8 123 168 208 243 28 32 3638 40iW A4 483 F2iW 1R

B
BalESE

% = 14741 14541 145 14361 13941 138%1 1364 135 1341 134461 13445 13341 133f41 1335 1474

[ Jwizer Plz<rs R@mEongso vy B )@ Wiaiongrozn
BV—-11 HHLEVVEHRHMOEE (28 BIL) (REMBAMKRER)

OBFEXRABRRXRETOEH

FORARIIBHICHEE SN, TD 25, BREBIEHIK TRICHRKA RO R ML I 3 #ilzkk
< 144 BIOEGH&T H XTHIEA D ERARIEEE TO R (PO EERAE (PRE) X
28584 H (275 H) Th-o1=,

o ABNOARRHELOCHERR Y, AIEZY= 7 FAMELTL1H Img & 2 BIZ40. AREY 2
~s HELOVROEET S, |

- J B Bl SUER

(5) BE
LR L

(6) ;AEMER
1) ERARERE (—RERARERE. HEERARERE. FABBELERAET). 2ERTERT—4
R—RFE. WERTERBERABONE
YLD

2) KREHELTEBRTFEORNBTRITER LI-HE - HBROME
A LR
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VI. EZEE(CRET HIER

1. EEZHICEEH L LEMRIILEME
TugATury VEuFATuy A Ruxyruas2ATn R ATV B FaX v u s AT
nL AT R ATV, LR VAR LY
R BHEO® DB DOINRE - SRFIL, BHOWM LEZSZRT L2 L,

9. EIR{ER

(1) fERERL - 1ERABERF

VL) A NIT RS AT B RIS DR T T =2 MERZ R L, SNRBEREMH &
OB NI OB TR K 0 @RI R 7 0 22 77 DA D Z L b A REINEE
T T DAL RSB LND 12,
1) DREHERENNH 1A

Ov=/ FA MIBR T — TERAIEAT L 2 L2k v LH $—2 26 L, SeIvmiiiEm

ERT

OV= )7 A MEIMOFE R 5 2 LD LY =R N T A — AR 27T,
2) F BRI g TE 0 F A

OV=/ FFA MIF BB X USRS (R 2 73

OV=/ FA MITEPNBHII L A C <L 75 BEM IR U E SR m e 2 m 4,

R TE-TEH& o & FEREE
l LHY — L 0inE] lﬁﬂﬂﬂ%ﬁﬁﬂ#‘] l
R S A REHN I 4F A F = RS AR TE N 1F A
HESAIE

IR T IF—EEMHD

TaRE5T5 0 DEEF

ERDER

RVI—1 PI/HSRAOHEEEER
) MG A NI VA —NBEOERICBNT, Y /A AL 2mg/HTIE T TR L OABEEN RSN
7225, 1mg/ H CIIBEBEDNRENR -T2, (V. 5. BEEMGE (2) KK 3) 45 TR KO VL
2. FEPER (2) 3EhAEEAHT 2B 2) IREBEREIHIER) DESR)

44



(2) EMEEMTDHABRKE

1) 7aFATaVEZRRICHT HERERVCITOSRTOUER

DE FRTFOA FRIVEVZRIEKIESEE (in vitro) 1310
b hTarFATrergz®Z%EK (PR) \ ZvaalFa s REEK (GR) . = A ha 7 U /K
a (ERa) RO=X bbb o2/ K B (ERB) LB A BROERZ, E 7R
07U R (AR) X MDA-MB-453 #ifid (AR 2334 58kt FILEMN) 22694
R CTHER L7, RBRYME DS ZBER~OFEARRIIHFAEIC L VG L, ERY TR
DEZHE~OFEE x5 50% Ml E (ICso ) ZRKH7-,
VL) A MIPRICHT HMEERESP KD E LS, IRWTAR I T S5/ EEZ 1~ L, GR., ER«a
K OVER B XTI BAEEEEIZTE - T2,

RVI—1 CI/HFRAPDE RRTOA FRILVEVDZEKRIZDNTD ICs E
_ I1Cs50fE (nmol/L)
R ER
ARUE PR AR GR ERa ERR
LWL N 47.6 302.4 2664.1 >10000 | 10905.0
BF— 159.3 12.2 1462.9 >10000 | >10000
AReXxorurAra
7 3.1 2.9 6.9 >10000 | >10000
Wl — X 7 L
FuA AT 6.3 123.1 76.9 >10000 | >10000

HI7E X duplicate THEfiE L 7=,

B2 RROFELGRBETIILL T OERY A REfH Lz,

PR:8H-7m#25my, AR:3H-Pt FerF X 25y, GR:BH-FHFHF A Z YV,
ERa/B :3H-= A T UF—)L

BRI KRT DEEEME D ICs0 fEIXLL T D@,

AR: Ve Fur7 A X7 ry (0.8nmol/LL) . GR: 7¥ % A%V (4.1nmol/L) .
ERa : a-=A T U4 —/L (8.6nmol/L) . ERB : B-= A F T U4 —/ (2.2nmol/L)
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@ EFRTAA FRILEVRZBRICHTEZ7I=X FEERUVT 22 T=X bEM (n vitro) 1720
v /)7 ARDE KPR, AR, GR. ERa. ERB MO 2T vanFafl RgEEK (MR) 12
K457 A= MEM EML) 2L 727 —BT vEBAICLVBE LI,

COS-1 HIfRIZ A AT B A RARNEVZFEOBBART X — B RO ICEBL & ROk 4 L
Ny 727 —BUR—F—BEFRONTEEL LTI A E TNy T 2T —BLR—F—
BRFAEAL, WS VITHBRYE L L b2 1 HREE L, BZAEICHONT, JES
NNy 7 =T —PIRENSHRIILY 7 = 7 —PIEMEZEE L, i KRGO 50% % 5] & =2
KBV IR (ECsofl) ZRod7z,

VA MIPRICHTHERM T T=X MEMEEZR LN, AR, GR, ERa. ER3 &
O'MR IZxF 257 F=2 MEMEZ RS o Tz,

RVI—2 PI/HFRPOERRTOA FRILEVZRRIZHTEZ7I R MEHE 1719
. ECs0fE (nmol/L)
HEBYME =
PR AR GR ER« ERS MR
DT ) AR 10.5 | >10000 | >10000 | >10000 | >10000 | >10000
B — L 1136.7 18.1 | >10000 NT NT >10000
AReXxrurzAra
L 0.1 56.8 23.3 NT NT >10000
fEfig— 2 7 1
Fur AT 0.8 7852.5 | >10000 NT NT >10000

HI7E X duplicate THEfiE L 7=,

NT : #fll7E L TWhieuy,

BZ RIS HEREYE (7 =2 ) @ ECsofEIZLL TFD@EY

AR: Ve Fu7 A AT rY (0.5nmol/L) . GR: 77X % A%V (1.2nmol/L) .
ERa : a-= A T4 —/L (0.4nmol/L) . ERB : B-= A F T4 —/L (1.3nmol/L) .
MR : 7/ A7 > (0.lnmol/L)

AR, GR EOMRIZKT BT o X T=X MNEMEL L 72T =BT v L VBT Lz, 7
VA T= A MEWIL, FZEROERNT T=A N THESAIHELY 7 =7 —BiEtt2iE
FEL LT, ICsofliz k7=,

VI ) FANMIARICHRT DT X A=A MNEMER LT (ICs50="775.0nmol/L) ,

RVI—3 PI/HRAFDE FRTAA RHRILEVZREICHTHT7 U2 TR MEMHE 1920
o ICs0fiE (nmol/L)
ERME R GR MR
xR b 775.0 >10000 >10000
=) >10000 >10000 4428.4
A RaoxFarfxsTa
" _ >10000 >10000 1108.6
WEfg— AT )L
TaklATa 146.3 9762.9 18.1

HI7E 1% quadruplicate T L7,

BZRIRICKT T HEREYE (T2 T=A ) O ICsofEIZLATD#EY,

AR: B Re¥ 7% I K (362.7nmol/L) . GR : RU486 (3.1nmol/L) .

MR: A¥w/J7 b (26.2nmol/L)
V) FANOBKHAE (Img/H) #5800 Cnax (X 720mol/L¥TH D Z Linn, AHETIE
WINM T e A AT A A ERT EE L LN,
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R T/ HFALOTOFRTOVER (Sv k) 2122
WEPEZ >~ b (SD R, —#E 8 #) OWMAISIRZRH L, 2D 11 NSO A N T V4 —/1 (Eg)
lpg/kg Z# 1 A 1[0, 4 AMKER F&EG Lz, B2 05 4 B HIC Bz & FRRHCEBE Cof BEEE)
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
DF 4 BREIIER F#E Uiz B ERGREAZ R T 1=,
E: DFGIZ L0 FHEESIMLIZD CHREE) . Y=/ 72X b 1 XL 3mglkg & 51280+
HEEOMMAEEICISE 7 (p<0.01, Dunnett O L ELEHRIE)
B, VI FARNRRT RS AT o O EEEMENRIT, e S AT e UZBEOT v
2 A= FThH RU486 D5 (10mglkg 2 T#5) 2k vEHiEni-,

(mg)
400
i —
300 —
£
:EE'. 200 —
PiTS
&
=
100 -
0
AFFERF 0.03 0.1 JA5X IA+S

mg/kg  mg/kg mg/kg mg/kg mg/kg FOr  YF-I
SIEAR 10mg/kg  FFERE

RVI—-2 Sy MIBHIFA3CI/FAMDIR A VIZLBZFEEEEMICRIZTIEZE (1)

B DT T MFARE 8 Bl DNYRME L HERR 2 2 T,
** . p<0.01 vs. ®PEEE (Dunnett L EILEMRE) # : p<0.01 vs. FFREE t-HRE)

(mg)
400 — p< 0.0001 p< 0.0001
[ 1
p < 0.0001 p < 0.0001
[ [l

300
100
0

WEE SI/FAN FOFR RU486 JI/#ZL JOFZ  IAMS
3mg/kg = b 10mg/kg  3mg/kg = YF—=Ib

el e e I

10mgrkg RU_ZSG 1 Om_E/kg x5
10mg/kg RU486
10mg/kg

RVI—3 Sy MIBIFASI/HFAMDIRMNASVIZLDZFEESEMICRIZTTEHE (2)

B 450 5 AIRARE 8 (100 PA9fE = BHERRE & 7T,
CRIEIC LY 2 B OME & R L,
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@ T/ R +OTOSFRTOUER (McPhail RE - HF) 29
HEPE D % (New Zealand White, —#£5 ) (= A T VA —/L%& 1 H 1[0, 6 HFIERK
TRE L%, BHOOEE GHERD) IRBRPE (Y= 7 & ME 0.001~1mg/kg, ¥
Y —)LiX 300mg/kg) % 1 H 118l 5 HEIKERO&ES, 50X 72 A7 1 ? 0.2mg/kg
Z1H1[F, 5 AMKER ML LT, EEGERICFEEZRMB L, FEROBEOE SN
% McPhail ® FiEIZ LY 0026 4 FTRaT{kLTZ,
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 L EDFE(Z L D McPhail A =
TR LT,
LiBoT, V2 /7 A NI, ZA N VA= V&G L2728V T 0.0lmg/kg UL E
DOEE T EIROFRELEE L,

4 .
3| I
McPhail
Z
- 2
7
1 —
0
0.2 B8 0.001 0.01 0.1 1 300
JRFAFOr YI/FAR =
(mg/kg - sc) (mg/kg * po) (mg/kg * po)

BVI—4 JHYFIZEFECIT/TAMDFERDEEZICRIFTHE (McPhail HE)

B DT 7 KIEHE 5 Bl ONLLE HAFUERRZE 2 7R T,
* : p<0.05 vs. XfHA#E (Dunnett % 5 LRI E)

** . p<0.01 vs. *HEHE (Dunnett D% & E)
## o p<0.01vs. xfHH (Wilcoxon f1E)

McPhail X7

237 0 TENBIIEE CHERI R £, EEOIFEASITERL WD
Aa7 1 ERTEERBICREET 258, T OREICITZ LA 20

AaF 2 AaT LTS, FEROEITEMT 525, ESOMEITITE(LR’ 720
Aa7T 3 TERIRERER BET D, RERFE TN

A7 4 FERIFEHBIL £ TRELPOBOILRNRALND

OFENED R EEL
(%] FEREESRSE 2
T EANBIERE 2% & LRI T, =/ 72 b 2mg # 1 A 2 B4 16 R
A5 Lz, Yo/ 7 A MG oME2s i 8 BURs -1 5 RISIHRRS Tid, LRI B RE
%o VT FEMEE s L, BB IROS 3 580 STz, Zh b D2t (BB IRAL) 13,
VI ) FARDFENBIINT LT 0 S AT AR ER LI LD EEZ bR,
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@FNMNDRTOA FRILEVAER (v k) 220
7 v MW in vivo BRIZBWT, Y= FXAMNIT o Ra S UAEH, vaanFad

RERHEOI 2T varvFas RMEFAEZRE o7z,

RVI—4 PIT/HTALDSY MMZBIFBRATOA FRILEVER
HERIEE EFRDIEIZ R E TR — M8 | mE5EH R
11 10, 30, 100mg/kg
Ty Ruesy | EEREET v o | Wistar-Imamichi,/ 5 L6 il BOEGcIERI
1EH BIIEFHAREE 2SN | 24 A,/ 7 El\ - RO LN
=]
77
o 10. 30. 100mg/kg
Bl X - z
RV s ﬂﬁ%m?/H Wistar %6 J i L ROBECEMR
. BIFBFTY =2— 8 1==A 1 I
a4 FEH o i J/ Wb B ho
i 7=
_ _ 10, 30, 100mg/kg
B X - z
sxgnan |WIELTS TE  Wister w1 | | ERE TR
S /) 25 7o
F a1 REH KO J/ ;E&’)B%Lcﬁﬁo

2) DNEEBEEEINGIVE A

DOREZOBREDINEMEEICRIZFTEE (A=ZF(4HIL) 29
FIE—E LT AREM A2 F T DM D =7 L (—BEB ) 2=, AREB o B (H
EMEE) MOROAREAHM1IBEE T, BEOARZ 1B 1[H, KERSHNKRS L R
530 . sl&mE ARE 2 HE XY 60 HRE, =/ 42 k 0.003, 0.01 /% 0.03mg/kg
Z1H1E, RERBEENEEL, S5ICY XA MOBGKTIND 60 H i ZREHIRH &
L7c, BRBREIM AL, AR (Mgsitiin) ofFEA2E%E L, P LH, =X M7 V4 — VRO
n AT a PR A RE LT,
vx )7 A MDD 0.003mg/kg 5 TlE, G WRF O A REICEET R, e RT
0 UREO EERREO BN, YA R 0.01 KO 0.03mg/kg #EHICEY, eSS AT
VIBEO FEE S AREMoEIERRE SN, £ b, Y= 7 A b 0.03mglkg £ 57
TIE., 2B\ TEDHR ST O 7 a7 27 o LEEO FRmE. B REHMOE LR
A NTZUF—IVIRED EFIMEINRHA LI, 0 LH — VI3 bivie o 7=,

RVI-5 PI/FAMOREXRSTARAHOSLRY
TOFZRTAVEEDLENRD N =0 14 FILDOBIE

I/ FAMREE TOSRTOVEEDLR ARRBAHDEFIL
0.003mg/kg 5/5 0/5
0.01mg/kg 2/5 3/5
0.03mg/kg 0/5 5/5
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—s | H

2 TARSIA—)L

(pg/mL) (pg/mL)
Z E&ih’:}ﬁﬂﬁ I+----T--2---I S R | 1 500
; ! ! : | | ! LH
I | | | ‘ : - 1,000 &
“ 500 + ' ' | ‘ F
?’ ' : L 500
L Lo
= :
rg O T T : T T T T

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

EUS SRRSO
®VI-5 SI/4Z bk 0.03mgks 250 14l

QREROBEOMEREEICRITTEE
(3£] BERALXE (T /SR F2mg/B)29
fRRERR AN &E T B, Y= A AN 2mg/H A 1 B 2020 21 ARIEOEE Lz & & (B
Bled) omiEd LH, FSH, =2 + V04—, FuFx5uroREfgE 2, oo 7%
N BEHRT O RBIZZ M OHERS & bl LTz,

I F KO DT
SRR I E 0 A fiﬂﬂ;ﬁ CHHNAIMEY LH, FSH 2% o —i@tE ER-23580 H =03,
v A MEEEEYIZmES LH, FSH REO @M EFIXHEE L=,

wEEES WEREES
—o ] o—a 2 e+ 3 oo 4 —e 1 o—o 2 v—+ 3 o0 4
a2 5 B e B a5 e—b .
(miU/mL) STt mUmL) YT 2R e
80 80
m 0 60
A .
flhil 40 4 J“‘l . 40 -
R A
FE 20~ 20+
D I:f’-;‘-:‘:l T \V \" N li-- T T T 0 T “1 — T V. VI - f--l T l:"iwl
1~3 9 121416 19 22 25 28 1~3 9 121416 18 22 25 28
B2 (R) Bi2ms (R)
{mIU/mL) FEaEREN {miU/mL) T SN NGERERE
50 50
40 40 +
[m
A
FSH
m 20
lﬁ ES
10 fgoue » o
0 T T T T T T T T T 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
)
FEEm (A) BeaEs (R)

KVI—6 RBEMALZKHEICCSI/HFAF2mg/BZE 18 2EIZHT 21 BEZOKRS L
EEOMBFRIF FrOEYVEE#
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SINEKRILELDHTFE

XRBIZNZIT@EE O ARAIICA BN D 2O ME T A b T A= NVREOE—7 KD
1 MO T v S 2T AREOY— 7 RO LATR, Yo 5 A MEBEEIZIIEL LD
E— 7130 oot

HREES WEREES
o—o ] o—ao 2 e-+ 3 o0 4 —o |1 o0—a 2 ¢+ 3 o—o 4
—a 5 e B PO -] —-u 5 o—=e B P =
(pg/mL) T AREHERHA (pg/mL) ST /A MMEEREN
M 500 500
}qﬁj
T 400- 400
A
I 300 300
= i
9 2004 i, 1
7]_'_ 200 AN 200
JL 1004 g2 100
= L
E O I T T 1 T ] | 1 T U I T I 1 1 | 1 1 L]
1~3 9 121416 19 22 25 28 1~3 9 121416 19 22 25 28
BEE (R) BEEs (R)
(ng/mL) FERHER (ng/mL) VI /A MEERREN
50 50
i
o 40+ 40 -
=
O 304 A, 30 4
g ’f-’ .
= 204 20 4
O
2 104 104
;’;%;I
E 0 T T T T T T T T T 0 T T T T T T T T T
1~3 9 121416 19 22 25 28 1~3 9 121416 19 22 25 28
B2 (8) B (B)

MVI—7 BESALEICCSI/HFRF2mg/BE 18 2HIZSHT 21 BREEAQRS LT
EEDMBFFRINERILE VEEHR

QINEREEGIER [T07 R T0VRE]

ARER#EEREY

ARREEREICY = ) 7 A F0.5~2mg X7 7 B R Z1H 20N/ 12 MR O &5 LT,

BG3EREOME 7 v 7 AT v ARE, EERIDOEEIZE N T, 77 R, 0.5 mg/
R, 1mg/HRE, 2mg/ BEECHERE TR O bz (Wilcoxon VEAKRTE., HE/KHE
M5%), 77 AL OX K TIEL, 0.5 mg/ A, 1 mg/AFEA U2 mg/ A CTHERIK T2
W HiL (Wilcoxon 2HEARRE, A REAKUE : Wifl]5%), WITNORIZENTHIMET 77 AT =
VIREEZFERE & LT HEIR IS E R 23 R STz,

ba

AFNOAGBAER OHERR @, RAIEZy= /A A RELT1 A Img & 2 BN, HRREH 2
~5 HELOVRO®EET D, |
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(3%&] FERNEESRS 0

FTENBYEEREICY T ) F AN 1~4mg % 1 H 2 [ANZ 16~24 BRI OHK G Lz &%,
PIOIEHE L SNAHMIET 7 v 7 2T v U EIT26] TS O REMBLL T TH 0 . PRI A3
R E N,

DO~Q@DEfEMN S, Y /) A A MITar AT u v LRERIC, BUE FE— FEAZR ORI X
% LH —Y OFE R OYEIN 2 il 35 & 0 & HEE S vz,

@HEEHFENDIA S CA—ILRUVFSHIZRIZFTEE (h=H4A4H)L) 30

WEME S =7 A (—8E 4 B) ZHv, ARER 7 BICRE GHRED HoHrWvEy= /7 7 A b
0.1mg/kg % BRI EL H NG L=, Mt FSH & L RmifEh—o 2 b5 P4 —L (Bo) I
DNWTHE, BEH DZWTY T ) F A oG E, &5 2, 4, 12 KO 24 RERZICHIE Lz,
SFPREED MAE T Eo JREE 1T, 5 24 B & TR GAME & FBRE TH 7225, FSH EEIL 24
BB ICAEICIR T L7z, Y=/ 4 2 b 0.1mglkg HERECE T 55 24 FrRi#% o T Es
W, BGAMEICHRTERICIK T L, —J7, FSH BE I 54 12 KO 24 BifICHEIC E
AL, LiendoT, Y/ A ML D IMMET Ex I OK F i FEMAE2 50w S5 FSH
ENHLEERTIEARVWEEZ BN,

XTEREE

(pg/mL) (ng/mL)

T 150 8

I7: 120 5

S w 1

;Jr o I Jj FSH 4 r} J\'}

| a0 r I 2

}lj OI T T T T T 1 GI T T T T T 1
0 4 8 12 16 20 24 0 4 8 12 16 20 24

BS®RE RS

Y I/ MOAmg/kgEE

pg/mL)
150

1204
90
60

30

0 T T T T T ] 0 T T T T T 1
0 4 8 12 16 20 24 0 4 8 12 16 20 24

®5EREE RS
MVI-8 PI/HFRAMDMBHRIR S OA—IILRY FSH BEIZRIZTHE
B D45 s 4 B O R ER 2 2 R,
*: p<0.05 vs. ¥5-Hi (Dunnett-t i)
¥ p<0.01 vs. %58 (Dunnett-t #E)

SN I7 NH
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GHERKSDIMBICRITTEE (A=U A4 F)L) 3

VX)) FANMILDT AN T UA—NVRED EAMKOKTAREE T D720, MEED =27 4%
b (—BE3 D) M, ARRE 7 ISR PR HoHWEY =/ 7 A L (0.1mg/kg) %
HERESEHNEELG L, IR RIETREL MM TR Lo, &5 24 FEEZICINEZ
L. EEMao BRI BT 27 a~ 2 —EOREL, —A8# DNA YefatEic K57 R h—
VADFEB LR LT,

YIS ANEGEEO 3B 2 I TIx, ERIMEOT v~ X —BYE I35 < — A8 DNA 4L
BAHEIBETH -T2 b P ) A A ML EHINBOB#ENFES L EZ N,

RVI—6 CI/HSXLOYILNREIZRIFTHE

ey kY EFEIN
BS | 7O —t2EMH | —XEDNAZEH
1 + -
b HE B 2 + -
3 + -
4 + +
VISR | 5 + +
6 + -
T A —CRER £ BB |+ GR<B)
AU DNA B + () . — (&)

@OXFENRFLMEFERIR FS DA —LIREDHTR
(%] FEREEERSE 0
FEANBYELF 9B 7 A b 2mg & 1 B 2 BN/ T 16 B 05 L7,
iFF TR N T PA—VREN EHIPREOHE E MR —F L T\l &nb, Y=/ 72
DI EMHEWER A MIEFR =R 7 A —VRED EAZMEI LIz L& X b,

@INEEEINFMER [T X M DA —ILIRE]

AREE#EEREY

ARREERE Y ) 7 A N 0.5~2mg XIX7 7R % 1 B 2 BN 12 @REOEE L
7o 5 3WERFDOMETA T VA —/VREIL, BEFINOOEEICEBNT, 77 AR,
VAN 0.5mg/ HEER Y Img/ HEECTIZAERIL TR D LN ho 72 (p=0.196,
p=0.423, p=0.164) . 2mg/HHFH TITAERML IO b7z (p<0.001) (Wilcoxon 1 FEAfR
B, BEAKYE EH5%) . £, T EAREELEOXIE T, Y=/ 7 A N 0.5mg/HEEE Y
1mg/ HHETHERZNRD v o72hy (p=0.198, p=0.899) | 2mg/H R TITAERIKT
NRH BT (p=0.017) (Wilcoxon 2 HEARME. A BE/KLE : WAl 5%) .

I AR OABERAEL AR D@E., AP /A2 RE LT H Img & 2 B2, HRELY 2
~5 HALOVRO®EET D, |
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(2E] FEIRHEERSE
FERBEEBHICOT ) F A b 1 H 1mg, 2mg XE7 7 ERE 16 MM H RO RS Li
& MR A R U A L AR B T RS BIR AN RR Dt 5289, E 7,
IR L, Y2/ A N1 H 2mg THREIFFEOICHEBERMIG T2 ~ T P4 — LR
HIVEH 2GR & 7z 3489,

OD~DDEENS, P ) FA MIEFIIC/ER L, TORBEEZMHETLZ kv x b
T —INVOEAEIGIT S EEZ BN,

3) FERIEMARETE INH|/E A
@D [3E) FERNEBRBEETIL (S k) 39

MEPEZ > b (SD %, —H#E 9 I XIE 10 ) DEFE MDD IR Z ERE L, 72 B s
TICBAE LT, 2 %I, BHNIEO A4S K TR O A A iR L=, WEE CRFRREE) ST
REBEWE (Y= 7 A ME0.03~1mgkg, #7 > —/LiX 100mg/kg) % 1 B 1[0, 3@MKE
OG- U, REEGOBRICEROKRE IEZREL, FREELEH L, ok, bt
o=, INEFHEE, 72 LU UEFRE (0.03mg/kg) OKIERE F&GHEA T 7,

Y )7 A ME 0.1mg/kg LA D B CEIATE 2 fi/h S8,

(mms3)
80

60 —

SR

## ®
0 —4'2 T ®

T
OVX JEEEE 0.03 0.1 3 1 0 0.03
(n=9) (n=10) (n=9) (n=9) (n=10) (n=9) (n=10) (n=9)

if’
.
o

oy b
oy

JI/TAS FHJ—IL TeLUY

(mg/kg. po) (mgrkg. po) (mg/kg. sc)

BVI-9 SIT/HRXb, TELYURUEEFI—ILOFERERERZ
BRBELE-ZY FOBEFERNEOEZRABICRIEZTEZE

OVX (XTI EAH B2 KT,

Ko () NOFMEITSHOBE, & SI38W T & OFEREFE, R K OIS A BE O X = %
ALY,

* : p<0.05 vs. XHARE (Dunnett O % & R E)

##t:p<0.01vs. SRR t-HE)
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@ [8ZE] FENEBRBEETIL (VHF) 30
HEPE 7 % (New Zealand White, —#F 4 1] 1% 6 1) O 154705 1= PIEHLRE 2 B HL L |
A O & O MR K O 0 4 &7 (BEERIXZNZNH 10mg) ICBE L7z, 38
MBI GHRRE) EBmE (Y= 7 A ME 0.01~1mgkg, ¥ 7V —/i% 10 K
30mg/kg) % 1 H 1[0, 4 BHMKEROKESL Lz, REBWERGKTOF R I -2 L
L, TOEEZWE Lz, 2B, LoD, INREHEEZ % 72,
KTHREEO B T E NIEE RIX 104+ 10mg CEXEFEHERRZE) Ll — 4., IREAHIAET
IR HRER I LEE L CTIRECH - 72,
I ARD 0.1 KO Imglkg BEGRET, AT NIRRT S OB IH] S vz,

(mg)
160 5
( J
140 °
120 +
% ®
# !% ¢ °
? 100 + o Y
=
E’é 80 3% '%
® ¢
= ° ¢
% 60 ! . '% Y
40 ’
#i#
20 4 ii
0 T T T T T T T
OVX BB 0.01 0.1 1 10 30

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

JIT /A Mmgkg)  FFV—)bimgkg)
KVI—10 PI/HRAMRUSEFIY—ILOFENERBEZBRBIELT-
DY XOBIEFENEESICRITTEE
OVX IO I 2 R T,
Ko () NOBEIZSEEOFE. & 538W 2L OB T 5NN E S, BELR ORHEIIA D
T EERERR A A R T,
** 0 p<0.01 vs. XIHR#E (Dunnett D% HEEBHRE)
## o p<0.01vs. XHEEE t-HRE)
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QFENIEREBEMIADIEEINGIER (in vitro) 39

b MEEFENEREMR (83D . W GHERD) HonidamE (Y= 75 A b
X 108~106mol/L, # 7> —/Li% 1077~10"5mol/L, 7' 1 /7 A7 1 % 109~10""mol/L) TF{E
TC 4 HEREE L7, AIRRE A E U, ok FREE O MIRREU T 6f 9~ 5 &S ALE RE Ot o FIE (i
faE 5 5%) R ML,

K HRHE CIIEF R PR RF O MR & bhl U TIERE TR OMIREME N L, M2 380 61
Tzo Y=/ 7 A ME 10 mol/L (31ng/mL) LL LD TE bR 5 AR E I O Al
B e Il L7z,

(%)

100

80
ﬁ %
5 ., T YI/rAR
ES o—0 ZFO4RF0OV

O—{1 ¥+ =)l
20
0 T T T T 1
-10 -9 -8 -7 -6 -5

HBRMERE (mol/L) Dx3#
MVI—-11 2T/457XbOE MEBEFERNRREEMRRIC I 5 EEINHER

B D% L 3 Bl D EEIE LR HERR S A R T,

FREOMIBEE 23 (%) 3R REFOMIREK O Z 100% & LTHRH L,
*: p<0.05 vs. xHERE (Dunnett O % & R E)

** : p<0.01 vs. XHEHE (Dunnett D2 E LR E)
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@ (%] FENBEEMEMBOEIHEIMNGEER (in vitro) 39
FEHANBIELREOIIRFa a L — M ERIV SREEL 72 M FENBYEREMR A, B G
) HL5WIT T/ F A b 108~100mol/L f#/E FIZ 24 BFAIEER L, 7 nE7 A% v o
(5-bromo-2’-deoxyuridine ; BrdU) @ DNA ~®H V) A & % HfatEsm o FeiE & L ¢, ELISA
(BrF o E®iE) CHE L, &#E6 7L — MO %E 4 [BluR L7,
YA MX 10mol/L L EDRET, b b FEANBIEREMEO BrdU B iAALEH B

ikl L7z,
BrdU 80 -
)]
%} 60 -
A
& 40 A
20 4
0

FFREE 1078 1077 107¢
TI/AZ B (mol/l)
RVI—12 I/ RXbOE MEEFERIREREMEICX I S1EEINHER
KA DX T 2T 4R (—RBRHIZVERE6 7L — FTHEMf) OFWEHEREREE RS,
ZHEO BrdU BV AR E R (%) 13t REED BrdU B Y AL EOFHEE 100% & LTHEI L=,
* 1 p<0.05 vs. XfMBEE (one-way ANOVA, % EHHEGHE)

(3) {ERSEIBERT - FHERRRY
B L
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VI. EMEHEICET HSHE

1. MmAREOHETR

(1) AELEDLGCOPEE
MM ER e L

(2) BRRHBR CHRREIN-OPRE
1) BEEEOES
FEFRRALMEICY T 7 72 N 0.6mg. 1mg, 2mg (KR 6 f#)) ZHAE FHEREOKELG Lz L &om
Y ) A NREHERS K OSSR ENRE N T A —H XL F D LB Thoto, MmIEFRREIL, B
% 0.9~1.3 B[ Tl AT 253 L7z, Cmax M N AUCoo/ 3 HEITHIE L THER L, T

6.65~7.66 R[] T -7 7,

(ng/mL)
100

01234 6 12 24 48 ()
BSEE
HI—-1 @ERAXKEICCSI/SZXF0.5mg. 1lmg, 2mg &
BBTHERELEEZOMERDS T/ SR MVEE#D
X O mIE 6 Bl O TFEEE HEHERZ TRT, n=4 & FR I N7 803 4 Bl FHE S EAERFZE TR,

RVI—1 BERAZEICOTI/ S MZEREORS LI EORYPE/NSA—4

T, Cmax tmax ti2q tueg 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£1.00 154.9+34.2
1mg 34.7£3.1 1.3+0.6 0.772£0.364 6.65+t1.49 320.4+£56.7
2mg 76.1*t14.6 1.2+0.4 0.580*£0.209 7.661t1.22 695.11114.2

R P OO O T HIE £ FEHERZE TR

o AR OERREL AR HDad., RAKIEY= /A2 LT H Img 2 2B, HREY 2~
S5HEXVROKET S, |
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2) RELOKRSE
OBEER A XK 840
R A il 2 A A b 1mg, 2mg, 4mg (FEE6 ) & 1 H 2[EIT4T 12 H%%F'ﬂﬂ
| (6 Hf) KERAOFKE Lz & &, mgEh e TS EEI VR4 12 EF b\ﬂrw)ﬂ%
BICBWTH LR 6 B TR EFIREIZE L=,
x4 A b 0.5mgl H 2B ZKERO#KL LZEEXORYERR AT A—ZIUTDOLEY T

o7,
RVI—-2 REBRSEHFOEYHENTA—4
Cmax tmax t1/2B AUC )
5 EK (ng/mL) (hr) (hr) (ng * hr/mL)
1[5 H 12.4+0.4 2.31+1.0 8.821+1.48 166.5+-39.5
11 H 22.3+t4.9 2.3£0.5 9.97+3.21 187.4£47.2

P OFAEIL 645 O V- EIE + AR AER 22 TR
{£) 18 H OAUCITHEBRARFHE £ CToHME L7, 1101 H 385 12052 £ TOfE,

T AR OARAER OHEIX D@, RAIEY= /) Z7 A& LT1 H Img 2 2 BN/, H B 2~
5HEXVROKET S, |

3) EMFHR SRR
LB L

(3)
LR L

(4) BE - HREOFE
1) BEDFE 7840
ERER A &MY = 7 7 A b 0.5mg. 1mg, 2mg ZHERROEG L &, ERICXL IR DE
FEITFRD HND B DD, WU K OV E T BT, BFEORBIID AW EZ bNT-,

RI—3 #HBETRUFEETOEYEHE/ NS A—4 (0.5mg)

Cmax Tmax t1/28 AUCO-oo
Iqjx
Rt " (ng/mL) (hr) (hr) (ng*hr/mL)
MR 6 17.5+2.9 0.9+0.2 7.06+=1.00 154.9+34.2
FEHET 6 12.4+0.4 2.3+1.0 8.82+1.48 166.5+39.5

KPOBMEITFIIE AR A2 2 7R,

T AFIOARER ORI @, RAKIEY A2 L LT H Img 2 2B, AREE 2~
5HHXWRAKST S, |
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2) BHREOEE

VI 7. FHEAEH] OEZHE

(%]

H35)Z2ATAY

R ANt 10 Bl 7 ) An~A32200mg % 1 H 20, 3 AMEA&xEL, A, Y=/
AN Img 77V A<, 200mg 2 1 BgFHLZEE, P2/ F A D Cpax LY
AUColE¥= / 7 A b Img M GHERIZE L., ZNFN 1.20 %, 1.86 fFIZ EH L7z 40,

2. EYEERMA/NT A -4

(1) @A E
MM ER e L

(2) RIEFE E
MM ER e L

(3) HEEEEH
DR L

(4) PIVT7530R
BRI L
(%]
ERERALZMEIC Y= ZFA N Img ZHERRO&K G LIz EORNTD I VT T 2 A (CLwod/F) 11,
3.191L/hr THH7= 7, (Cliot: ®FZ7 VT 7 A, F : KILER)

T AFIOAGRER OB EIT T, BACIZY2 A2 & LT H Img & 2B T. ARJES 2~
5HEXYVRAKRET D, |

(5) NTMBE
ERERN 2 6 Bz 2 7 A & 0.5mg ZAERHERIRE G Lz & EOHRNTOHAARFE (Vab
/F) 1. 33.79L ThH 7= 7,

(6) it
MM ER e L
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3. B&H (REaL—L3v) @i

(1) BHiA®
BB L

(5] FERNERESRSE

128 BlD - HNIBIERBE/ND YT ) 7 A L 2mg & 1 B 2 [BIZ451) 24 B SAER 0 £ 54 o i
BERNTET —% 375 S LV IFIOFENBIERENL YT ) 7 A 2mg % 1 B 2 [AIZ451T 16 #
MRER O EGZOMPRERET —4 84 /1 (1459 1) Z#NEL, 1- 2 X—= M AV FET L
ZCE LT, NONMEM 7' 1 7' F A2 X 0 fifh L7z 7:84042)

(2) NS A—FZEFHER
MM ER e L

4. TRIX

xRN 2mg & 20 Flo A NERER A B THEERR O (BEA]) K OFRIRNES- L, £F

BIRIAROFEM 24T > T2 R, AUCo-b#Z X 2 A FRIARIT 90.55% CTh -7 (UHEANT —

y) 43) .

o AFOAEREROCHEIT TEE., RAKIZY A2 LT H Img & 2 BNS4 T, ARJES 2
~5 HEXWROKET D, |

5. o

(1) Mm%k —BxBEF9 @@t
MM ER e L

(2) mik—HBEMEBE
LR L

(5] 8T —4 (Sv k) @

R 12 H H XN 18 H H oMM » ~ (Wistar &, 1 #f 3 f5]) (2, [14C] =/ 7" A N % 1mg/kg
BRI e G U, AR PN RO B L 2 I L 7=,

AR 12 HEKON 18 HEDZ v NOMBEETIX, RO MR BERREIRE & R L1 dH 2 W0 IERe
OBV EEEN TR BTz, (IR 12 H B OMBIE CiE, &5 1 B & O 4 BRI BV CTREER O
R TR B K 0 AR REIR EESEE 8 DA, 24 BRI REER o> M b i R IR BE & [
FRIZAR R L7z,

IR 18 H H ORI OB I O BRI AU RERR 1L, #5- 1 RFR R OY 4 Rl #2123\ CTREER O
MR R X VA< 24 F O 48 FERIH IS 1L REER o M b O eI BE & RIARICIR T L7z,
L7eRoT, P/ 7 A MNIBIICBITT 2000, ZORETD 72 BERO mAE U RER
FEDIK FITHE- T, JRIBHRE S biHLT D L e Sz,
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(3) Fit~DBITHE
MR L

(5E] g7 —42 (Svb) ®
W% 10 H HOMEMEZ » b (Wistar 52, 1EE3 ) 12, [#C] =/ 7 A M % 1mglkg HilF]
PO G L7z & & ORI KO il REe B 2 I E Lz,
W ILORERERNC BT S FLiH O S RER L 1L, REER M O E & I ZIEFRETH D |
P 5-4% 0.75 eI e i 295.1ng eq./mL 278 L7-th, 5 72 FEf#% I3 EME O 1%IKF
L. M3EHR 26 O REDIHIAT > THIFH 2B IHKT 2 2 & DR I L7z,

(4) BEEA~DBITHE
MR L

(5) Z DDA DB
BT L

(8Z] 87 —42 (Svb) @

WEMEZ ~ & (Wistar &, 183 #1) (&, [MC] =/ 7 A % Imglkg HRE#FAKLG Lo L &
DFEREIZ, RN RHIIHA L, KIBZBR TR TOMM TR 1 RHEZICR&MEIZEL
Too BHHEDRWKHNC, BGRRIEE OIZ I8 FFls, VB M OV T b i i B C o3 L
Too D%, WTHOMBNIERERE HARSCOIIK F L, &5 168 BFifk TIXT L A LTHR LT
AV
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RVI—4 Wistar RIES v FIZ [4C] T/ 5FR %
Img/kg BEEROKE L1- & EDEBARGRERE

= (ngeq./g or mL)
s B5 %DM
1 EfE 4 B[R 8 B 24 BEE 72 B 168 B5fE

. it 679.9 88.0 54.2 12.4 5.7 ND
1. {54 479.7 84.1 53.7 19.0 12.6 10.8
PN Jib4 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
iR Bk 111.1 23.0 13.3 2.9 2.4 1.7b
N — K — ] 643.2 110.3 84.9 48.6 17.7 4.0
H b iR 371.3 84.3 82.0 ND ND ND
A T iR 465.1 79.0 37.9 10.3 7.0 4.4b
PR U v N H 333.0 49.4 34.5 11.0 7.1 ND
i) ik 271.5 46.3 33.5 15.3 9.0 4.7
Jik 425.7 50.8 32.7 7.4 6.1 4.8

il 438.4 66.1 44.9 11.5 6.9 4.5
Jili ik | 2405.5 402.1 285.5 73.6 40.2 18.3
i ik | 1050.4 152.4 80.6 18.3 12.1 7.2
il Bl 7113.7 987.7 532.5 91.7 36.1 20.6
G fii 343.0 55.1 38.2 15.5 10.2 6.2
i fii 526.1 99.7 45.9 8.7 5.5 4.1
H & g B 254.2 13.0 8.0 2.5b 3.5b 3.0b
¥ g W 393.8 38.2 31.3 10.5 9.1 6.9
B s il 279.5 39.0 21.9 4.3 3.5 3.5b
K J& 297.4 37.0 24.8 9.4 6.3 4.3
JH I U > X 352.9 54.5 35.3 10.1 8.1a ND
" i 326.2 69.7 53.9 25.6 13.32 ND
UL | 1311.3 189.2 110.9 25.4 11.4 6.32
+ =S 368.2 56.5 40.1 12.0 7.2 3.5

H 1827.7 80.9 55.9 14.4 7.3 5.8
/I 1 482.4 84.7 77.4 13.2 4.0 2.8a
PN 15 279.1 79.8 558.8 32.3 6.3 2.6b

FHOHAEIT 3 FlO A ERT,

ND : BRHIRA (Nv 7 752 FED 2 %) LLF,
a:n=1, OIMIIRERALLT ThH 72720,

b : 2 BIOFY), MOBMITHRHRBHRLLT CTh o7,

(6) MIFEEMEAE (in vitro)
[1C] Y=/ % 2 | 100~1000ng/mL OFFIZ 1T % MUER E5 A 3RO THIMIE, Rk ALt
M4ET 93.5~94.5% Th YV, Y=/ A NDOREIKFETIZE-ETH -7 19,

Fh, VA RO MBI ARAREEIIEICT AT I L EZ bR 1,

RVWI—-5 E+TOMBEELHEAE Y

% (ng/mL) A B A (%)
100 94.5+0.1
250 94.5+0.3
1000 93.5+0.3

KPP OLKMET 3 FIOFIIEEAEAE R 2 ” T,
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6. X#H
(1) HRBHERML R UL IR
e N ZeE 6 Bllcy = 7 " A b 2mg MR HERROZ G LcGa . RPICRZERIIR T S
TLRTOMRBY L L TEICKBILAKR DT Vo v Ui G R HRE S iz 7,
IH VI'tFO&ﬁ%ﬁ%%ﬁ@%t%iD )AL VT T RTITE A E R RIGEFE TOWHEL
WCEDRHHIFEAEZT RN EEZONLZZ N, B MZBLWTRARE SN YT ) A
F®ﬁ% EEAERFZ VT 7oAk D L Sl 4850, HEEHHRE 2 UL Flord,

....... > FIIOCEEES

W1 (6.5 KEIER) \ / (4 LLBEREEE)

2 (1o KER{EH)

O

e ITIHAR
:/CN "‘o
: k"

3 (11 B KE{LAE) — FEELRMBBERT, 6 (77O EEIAEHK)
RVI—2 E MIHITHHTEHRBHEE

(2) R#EIZEETS8E (CYPE) OHFE. F5X
EMFIZ7u Y —2%HW In vitro BBROFER LY, U= A ORI, FiZ CYP3A4
BREE 2 L& 2 HiTz 4950,
gl %%&AﬁiG% T/ AN 2mg A& 1 H 20, 3 110E (6 HRE) KEROEELZE
X DOEFIRIEIZIIT D Cmax D 368 DI (100 1 mol/L) IZB W T H ., ¥ ) 7 2 1% CYP1A2,
CYP2C9. CYP2C19 CYP2D6, CYP2E1, CYP3A4 1A 13 & A ERLE L 72h- 72 5152, (VL

7. WHAEEH) OEZM)

(3) MEBBMNROEERVZDEIG
/z/#th@%ﬂom®EA@%mAﬁ (85 LTz & & OEDFHIFI =8 90.65% Td -
2 e b. b M TOREREEL) R ORI i’)ﬁb‘%@k%z%ﬂt GHEAT—5) 9,

o AR OAREROHEZ DEE, RAIKIZY A2 e LT 1 H 1Img % 2 FINZAT. BREY 2~
5HBXVROBET D, |
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(4) KEYOFEOHERVEMSLL, FHEER
L) A ROREITN TR b EP ISR S, B FToM@EY (M1, M2, M3, M7, M8)
Wi (AT B A RRAE BRI T DRI LAOTEIELRE) 2RO o TR & XD,
B DIA DR LI F G 2 WREMEIR W L B 2 ST 1859,

RVI—6 CI/HFRMBEYMOE FXTOA FRILEVZBTERADIESEE (ICs5{HE)

. ICs0{E (nmol/L)
RS PR AR GR ERa ERs
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

WEXT 27V &7r— b CTE Lz,

BZRIROFESHBR CTIXTRLOERY o RaEH L=,

PR:3H-7mA 27 mr, AR:3H-Vt krT A MRT RV, GR:3H-THF VA XV |
ERa/B :3H-TA NT VA —/b

B RRITKRT DEEEE D ICs0 fEIXLL T D@ Y,

PR: Vv A7uvr (6.4nmol/L) . AR: Yk Fursr A A7 2 (0.8nmol/L) .
GR: T%% 2% (3.4nmol/L) . ERa : B-= A hT V4 —/L (3.1nmol/L) .
ERB : B-= A T4 —/ (38.4nmol/L)

7. HEit

(1) BEtARAL B UMRRR
PR K OV

(5&] BN T—42 GLEAN)
ALt 6 Bl [3H] Y= A b 0.1mg/kg (5.2~7.8mg) ZH[AFR G L, JR&E OFEF D
BORREZMIE LTz, &5 144 FFff# £ TORP R OFEPPEROPEHHEIT, 22 63.1% &
023.1% CThH-o7,
RVI—-7 BAZMIZHITS [BH] T/ 45X+ (0.1mg/kg)
HEZOKS®OMATRE

nE g BEEICHT HEE (%)
B E&REH = p =3
144hr 63.1+-7.9 23.1+8.8 86.2+13.8

R OEAEIT 5 Bl O FME AR HER A2 R,

o AFNOFGRER &L HEE, RAZEY= /) F A e LT1 H 1mg % 2 [ENZ3F ., ARER 2~
5HALV®ENKET S, |
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(2) s

1)

HEEOKRE

OEREOIXSHEBRDIER "

YT /A K 0.5mg. 1mg, 2mg A M AL (KR 6 F) I[THEE THER KRG L L&
OFL 72 % ECoRP U FA N R OEIREZJE Lo, R O RFEHE
KL, M1 b %<, RWTM6, M2, M3 THY ., Y=/ 72 FKROMb 3 S ho
720 R HRPEIERIX 22.5~28.0% Th - 7=, £ 5 48 B LLE O IR HF O O PR 1T 1%
PUTFEbLTNHTHoT,

OFREMBREHERDIER
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(fig7n)

<CYP3A4 FAEH|>
Invitro ABRIZBWT, V= /7 A MIFEE L TEYMREES CYP3A4 12 X D {UHT S 1950 =]
2avAvy, vV AuvAT A T aFYy—L, T)ary— L% CYP3A4 BLERIN Y
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<EMRBHBER (CYP) ITRIFTEHE
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L28 T PUIRE 18Ea 10:00 | 7« 74 A ME 1mg 1 FEZ D TR, LISVS
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[FEPIBE ] RO T B BRAIE (A D PR O eGE )

79

WO L NZEITERIC



SR ERBEE—ERF
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ks (%)
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AN 1 (0.5)
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A E AN VA Z v bk 6 H R O -
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(3) & DthdFIBEHER

EX—2 FIRHZEBHER 6779
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47 HEEAS ) E# e MEESR .
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PRSI0 T Y
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L iy RS _ o o
& {152 i IE%EF"ﬂ Z v bk 4 in vitro |10°6~105mol/L T2/ L
1;« . I MR EREE BE _ Rp— L7 3L
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SRR
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FU LA
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(2) REHSEMHHER
FX—4 REKZRSEMHER 68D
BE5 (5| B5E mENSE _
MR | wm e8| aees | Mele/B) ELHR
Sobh | otam | & | o os. 3 30mg/kg : BLE. HEATAIHIA L 5 (REBIEH,
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IINERABR & S L 7oA R

(4) NARMEHER
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(5) AREFRAEFIEHER

1)

v MIRATIREEER (RE= : 0. 1. 3. 10mgkg/B)

MEB B Tld, —BORRE, REX OB EFICEYR GIZ X2 EERBD LR T2,
10mg/kg #4512 X 0 FIFEIB DWW . B RE OB E R K O IR RO FEE AR D Hiiz,
JEWRCIX, 10mg/kg #5102 X 0 B EEOEMN, AR OBA R, & KRR 0% KEZ IR
FECEOBAMEN 3RO STz, Lo T, BHREMIC KT 2 —EErE 28I 8T 5
HEFEME AT 10mg/kg/ H LA b BB O AFE0IC RT3 8 R O R EM DR LI K ITT
BB 2 MM BT 3me/kg/A LHEE ST,

2) Sv MERMLRESHE (%5=: 0. 0.1, 1. 10mg/kg/B)

3)

4)

5)

FHERCIX, 10mg/kg #5120 X 0 ZHRBAE (2F)) | H5- I & ORI T OB AT I & O
(REHININHE 2338 S 7z, BT, Imgkg # 50X 0 ERBIEIEL RO, EAFRIE
(M) R OME, FHRBTIRFE T R, I » JEEIRER OB B RO B IER . BLEE (il
FRHEB LB ORI B oW hFE. PR E K ORI O KEE OBAMER) 2355890
bz, L7eho T, BB T 5 — Bt B R ORI AT 8 B3 5
FERIT Img/kg/ B, RERENM O AEIC RIT T 2B 2 WErEEIT 0.1mg/kg/ B & H#EE
=T,

Sy FREREEAKRERE (&52 0. 0.3, 1. 3mg/kg/H) 60

FER (Fo) TiX. 1lmgkg UL EOEGIZ X0 BEEINH]Z £ 5 (REH PG 23580 biviz, ki
(F1) TiE. 3mg/kg 512 L > THHARGFHITRD ST, NIRRT L OB O HBLEIC
BWTHEMEEIC L 5 BT N2 -0z, HAER (Fi. Fo) TiE, Y=/ 5 &5
WZ L DEEITRBD Lo T2,

L7edi-C, BittREWIC T 2 —REEFEENE T 0.3mg/ke/H, BREMW O LRI
B9 2 MM RI1X S3mg/ke/ H UL B, WK OV 2 BNV O3 A 1T B9 5 MM &
3mg/kg/ H LA b & HEE STz,

DU XRERERERE (BE=E: 0. 0.3, 1. 3mg/kg/H) 6

REERCIX, 3mg/kg 512 K 0 FiiE K O HY M 23 2 B v 7= B B o B9 e ), FE AR &
PES (RERD . IR D 7% A3 5 BHEROBINAZRD Hivlz, JRIETIE, Smgkg 512X 0 7%
RGIRSE SR OBNN, AEFIR VS DD e OVETEIB VLR E O IHME R 25580 Bz, Y=/
AN OWEFTAERITERD bieinotz, Ldio T, SR EMWIT 6 % — i n 5
PR BB O AT KIE TR B9 5 R R N ORI BV O A 2B 5 R
IV TS Imglkg/ A & HEE S vz,

v FAERROERIATSHER (&5= 0. 0.1, 0.3, 1mgkg/RH) 6

FHER (Fo) TliX. Img/kg £ 512 K 0 FEETMSI 2 0 5 REHDMINSH], LRI OIER 27D b
7o BN (F1) Tl 1mg/kg BECHRER MG (3 @R | FEME R OWMER, 222
(HE) M OZhR=R (MEE) O FMEmARD bz, £72. 1mgkg BEC/NUOIRN, FASHINIE
D EIN L O R O HER R O BE AN QN T IR E B OB MNTE D H iz,

FHER (F1) TlE. 0.3mglkg LA EORECTHERE OB o OUEUR I O R EIEINIH . 1mg/kg
FECIHRIMM O IEE RO Sz, HAER (F2) TiX, Imgkg B CHARB OB K OH AR
DOFME R 23T S Tz,

L7edi-C, BittREWICxHT 2 —REEFEENE R 0.3mg/ke/H, BREM O LRI
B9 2 MM R 0.83mg/kg/ B, IIHAREN) DI AT BT 2 MEEME &1L 0.1mg/kg/ H . ¥k & AR
Y OFRAICE T 2 MEM BT 0.3mg/kg/ B EHEE ShT-,
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IFEEEIRGT ) EE-EASEON T I VAT b
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3. BERETORE
SIRIRAF
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LY R YEORENEMNT 2560365 (TIV. 6 WH ORI FIZBT L EME) OHESHR)

#5 BERITEM

BEMERLTA R HY
<FTvVoLEBY: Y
ZOMOBEMEM : HY (XM 2. ZOMOBEEE OEBH)

6. R—H57 - REHE
[Fl—ps 3« 7 4 77 A ME Ilmg, 7«4 74 A b OD 8 lmg., 7 « F %7 A M 0.5mg
F % 3 vY—XEAEEE., oI —TFERAHE. 77 ARG, I L—T 52mg (FEWNEERKR L
U AT A) VT oUVER A BE LDV UVER A BE ULD

7. EREEFAR
2007 4£ 10 A 31 H

8. WERFAZFABRVARES. RMELNHFFEAB. REMIKEAR

W 58 4 IS IR e KGR AR A H R FAMIEEIGEAEH B | IGeBAGAEA A
TSI ]\fi 2022F-2H 151 30400AMX00099000 20226 H17H 20224F6 1 17H
0.5mg [EF X |

9. MEEXIIHREM. RERVAEZREENEOFEABRUVZOARE
BA=RSANA
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10.

11.

12.

13.

14.

BEEHR. BIMBERAREABRUVEZOAR

BA=RSANA

BEEHM
L

RERHRICE T 15K
AANE, BEHRIZEE T 2 HIBRIZED ST,

L£Ea2—F
JEAE B ERAMIEAE | BRI ER L2 —F Lt 7 MEE AL
Wi 5 HOT (947) #&=&
oA INE =L a2 — R YJ 2—F) (O fr) &7 VAT LAHa— K
o=/ Zell;fji 0-5mg 2499010F3034 2499010F3034 129084401 622908401
REHBAHEDIE

LR
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X1. X#k

# 1. 5IAXHE

1)

2)
3)

4)
5)
6)
7)
8)
9)
10)

11)

12)
13)

14)

15)

16)

17)

18)

19)

20)

21)

HARPERS ARHES B ERHS AFHHGESE - FIGEME. SGTH 4 ., A ARERR ARHER,
2018. : 60

BEhe wpiE fth o T MREES KRR FILEESE 1998 : 371-374

AARPEm NRHES T FEEM ARIZIRATA RT7A > - i AR ; B AERG AR 2, 2020.
106-107

FOF G o FERRARMELF~ =2 TV AR, ERERE 2013 : 68-69

B weiE  ERARm AREFR 2018 ;5 72 (4) @ 79-81

Harada, T. et al. : Fertil. Steril. 2008 ; 90 (5) : 1583-1588 (PMID : 18164001)

B MEUSRPGEHENE R . Y 2 A2 b (MJR-35) O 1 HRBR —HEHRGERR— (F 477 =*
8% 1mg : 2007 4 10 A 19 H&FR. CTD 2.7.6.3)

FrMARPGEHENE R . Y 2 A2 b (MJR-35) O 1 FIkR— K EHRGRBR— (F 477 A
8% 1mg : 2007 4 10 A 19 H7&FR. CTD2.7.6.3)

Ff HRSRAR e AR N R« 55 1A RRER — BRI A IR EHE BB 2B T 2 AR KOV et %
ST 5BR— (5474 & ME0.5mg : 2020 4£ 1 7 23 H&#R., CTD2.7.6.1)

Ff R RRAGEAENE B ¢ BB IAERER — A RRNEHE BE IS BT 2 H R L O e 2 it 5
Wb — (5447 2 FEE0.5mg : 2020 45 1 A 23 A&, CTD2.7.6.2)

FrHBEMGEAEN R - B G RER — A RREE R 2B 2 BB G OREMEB L OHER
PEO#EI— (5 4 T4 A ME 0.5mg : 2020 4E 1 A 23 HK#. CTD2.7.6.3)

R IIFE RO (54547 A ME 1mg : 2016 4 12 A 2 A&, CTD 1.5.2)
FEMARPGEHENE R . P ) A A FOFRHERBR -t T u SR T u U RIRICHT SO
Ot~ (74 F 7 A ME Img : 2007 4F 10 A 19 H7K##, CTD2.6.2.2)

FrMBURGGEENE R« P ) AR FOIIRBR— b b A o X USRI T AR AEED
Bat— (747 A FE 1mg : 2007 4= 10 A 19 H&AGE., CTD2.6.2.2)

FrMBURGEENE R« P ) AR FOEIRBR— b T Ra X U BRI T AR AEED
Bat— (F 474 2 ME 1mg : 2007 4 10 A 19 H/&FR. CTD2.6.2.2)

FABRUKEGEANG R . P S A NOEKBEREBE -t N v aanTF as RIS
BRentit— (5474 A FEE 1mg : 2007 4 10 A 19 H7&ZR, CTD2.6.2.2)
FRHBRUGREEALNG R : o ) F A NOEIRBR—v ATy - T ks rBLY
JaanFaf RERERIZHT D7 2= MEEORKE — (7 4 77 A M 1mg : 2007 4 10
H 19 A%GR, CTD2.6.2.2)

FEHRUGRIGEHENE R . P ) F A FOIERABR - P A b XU /RICHT LT I =R
MEHORT — (54 747 2 ME Img : 2007 4E 10 H 19 H/AGE, CTD2.6.2.2)

FEMERAE NG R« P AR PO — bt h I x T3 F o, REFRICHT S
T A=A MEMB LT ¥ T=X MEMEORG — (7 177 A ME 1mg : 2007 410 A 19 H
2. CTD2.6.2.2)

FrMBRBGEHENE R« P ) A A FOEIRBR— b hT o Ry - SlaalFaf R
KR T D7 2 T=A MEWEORHF — (7477 A M 1mg : 2007 4 10 A 19 HKR,
CTD2.6.2.2)

FrMERG NG R . P ) AR PO - X b2 5 LT Y PO EER
I R ET 28— (5 4 F 4~ A E lmg : 2007 £4£ 10 7 19 H/&ZR. CTD2.6.2.2)
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22)

23)

24)
25)

26)

27)

28)

29)

30)

31)
32)

33)
34)

35)
36)

37)

38)

39)
40)

41)

42)

43)

44)

45)

46)

FrHRBEEZAHENER : = ) S A NOFEKBRBR—= X va S 2R LT v NMZBIT AT
B R INIHIE R OB — (5« 77 A M EE 1mg: 2007 4F 10 A 19 H%&GE, CTD2.6.2.2)
FEHBUEEBOEANE R : P 7 7 A N OIRBLAER — U X RO REIC LIE T2 (McPhail
WBR) — (54 F 7 A FEE 1mg : 2007 4E 10 A 19 H/&#R. CTD2.6.2.2)

Irahara, M., et al. : Reprod. Med. Biol. 2007 ; 6 (4) : 223-228 (PMID : 29699280)
FEHBEEBOEANE R . = ) F A MO — T v FEHWET > Re Z AR OB —

(7 4+~ A bE 1mg : 2007 4 10 A 19 A/&GE. CTD2.6.2.3)

FEHBRUEBOEANE R . o= F A MO~ T v hEHW=ZvaarTFa s RMEFO
at— (5474 % ME 1mg : 2007 4£ 10 A 19 A&, CTD2.6.2.3)

FFAREESGENE R . P S A NOEEEBE— T v FERAWEI 2T va T aA FEA
O#EFt— (54 74 A FEE 1mg : 2007 £4£ 10 H 19 H/&ZE. CTD2.6.2.3)
FfHBEEBOEAENE R - P 7 A b OIRPEER — KER O & 512 L 5 L O AN W &
B — (5474 A ME 1mg : 2007 4E 10 H 19 H &R, CTD2.6.2.2)

Fr M RURIGEHNE R = 7 72 b (MJR-35) O B A SRBEEABR — (@ pk A et ic B 5 v
T UERERBR — (T 4 7~ A ME 1mg : 2007 4F 10 A 19 H&FR, CTD2.7.6.5)

FE R RUEEEGEAENE R : = 2 b (MJIR-35) O AR SEFRHER — B NBEYERE 2B T 5k
L CENRERBR — (5 4 47 A MEE 1mg : 2007 4F 10 A 19 A&, CTD2.7.2)

Sasagawa, S., et al. : J. Endocrinol. Invest. 2008 ; 31 (7) : 636-641 (PMID : 18787383)
FFMRGEEGEANE R : = A b (MJIR-35) O 15 IRHAEBHE &2 x5 & U= %I AR
B (7«4 747 A MBE 1mg : 2016 4F 12 A 2 A&, CTD 2.7.6.1.2)

KA BE fh : SEBEL L 7R 2017 ; 45 (6) : 907-920

FRH R AL NG R - = # A b (MJR-35) O ERFHIERE 255 L LB IR

(7457 A Mg 1mg : 2016 4= 12 A 2 H7kGE, CTD2.7.6.1.3)

Osuga, Y. et al. : Fertil. Steril. 2017 ; 108 (4) : 673-678 (PMID : 28911934)
FFRREESGEAHNE R . P S A NOREEBRE - T v N FENBEEZEBEE T CE T SH
itk — (F 4 F 4 & ME 1mg : 2007 4 10 A 19 H7/&FR, CTD2.6.2.2)

FEHRUGRIGEAHENE R - o= 7 7 A OB — v X FENEE ZBMET T VICBIT A
hE— (7 447 A MBE Img : 2007 4= 10 H 19 HAF, CTD2.6.2.2)

FE I RURIGGEHENE R - P 7 7 A b ORBLAER — b b -5 NIV 0O BEFE 12 K F R
— (F 4 77 A ME 1mg : 2007 4% 10 A 19 HA&AF, CTD2.6.2.2)

Fu, L. et al. : Fertil. Steril. 2008 ; 89 (5 Suppl) : 1344-1347 (PMID : 17511992)

FE M RUCRIGGEHNE R : V= 2 # 2 & (MJR-35) O 1 AR — KER S BNRR— (547
7 A NEE 1mg @ 2007 410 A 19 A&, CTD2.7.6.3)

Fr MRERPGEAENE R . = 2 # 2 b (MJR-35) OEKEYEERBR —2 7 ) 20~ A1 > U f
FAOSMM BN — (5« F 4 A b Img : 2007 4F 10 H 19 H/&#, CTD2.7.6.4)

Fr M RURIGGEHNE R = 7 7 2 b (MJR-35) ORGSR ENRERER — 1= PNIBUE B E & %15
& LT RHERSE BT — (T« 4 A MEE 1mg @ 2007 4F 10 A 19 HA&AR, CTD2.7.2.2)
Fr M RURIGGEHNE R = 7 7 2 b (MJIR-35) O#Es G Ky Ehae B — ek A Bz
O D AEMFRIAROBE — (5 4 74 A ME 1mg : 2007 4F 10 7 19 H&FE,. CTD2.7.6.1)
FE RSP EAENE R U A N 0SB RERER — MR AakER — (T 4 7 A ME Img:
2007 410 A 19 A&, CTD2.6.4.4)

FEARAGEAENE L - = ) 7 A N O ENIERER — I BATHEORE — (T 4 77 A ME
1mg : 2007 4 10 A 19 H &R, CTD2.6.4.6)

FrHRSEIEAENE R . = 72 oy EERER — v MiELABRS (D) — (T4
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47)

48)

49)

50)

51)

52)

53)

54)

55)

56)

57)

58)

59)

60)

61)

62)

63)

64)

65)
66)

67)

68)

69)

70)

A ME 1mg : 2007 4F 10 A 19 A&, CTD2.6.4.4)

FrHRSEI BN R . = 72 oKy EiERER — v M A BRS (2) — (T4
A M EE 1mg : 2007 4F 10 A 19 A&, CTD2.7.2.2)

FEHBEBGEAENE R . = 7 X N OFRMERERER — & MBI A HEERERE - (T4
7 A N EE 1mg @ 2007 4F 10 H 19 H/&FE, CTD2.6.4.5)

FrHREEIGEAENE R = 7 7R N O3 EIERER — RN 595 CYP 43 TR OMF (1)
— (T« 7% A Mg 1mg, 2007 4F 10 A 19 HA&GE, CTD 2.6.4.5)

Fr MESEBOEAENE R o 7 A S O3 ENREER — (U595 CYP /0 FRED IR (2)
— (F 477 A ME 1mg : 2007 410 A 19 A&GFR, CTD 2.6.4.5)

FERBEAR AN EERL . = 7 A N OFRYENRERER — CYP 2 - FEICxt 7 5 HEVEM O Mt

(1) — (477 A M 1mg : 2007 410 H 19 H/&KFR, CTD 2.6.4.7)
FRHRSEARFEANERL . = 7 X N OEYERERER — CYP 2 1 FEIZ %9 5 BEVEH oMt

(2) — (F 4% A ME Img : 2007 4F 10 A 19 H&ARE, CTD 2.6.4.7)
FEHBREESEANE R . = A ORI — O v AT a A RELVE UZERIZ
X HFEA RO — (54 74 A ME Img : 2007 4£ 10 A 19 H&ZR. CTD2.6.2.3)

Hobe, G., et al. : Dienogest — Priklinik und klinik eines neuen gestagens— (Teichmann,
AT, ed) , Walter de Gruyter, 105 (1995)

A APERMm AR« FEIRE R OB 2 ET60 MR - 20, @), 91 (2010)
ANARYE - PERm AR O FERS 2005 ; 54 (4) : 677-682

Ebert, A.D. et al. : J. Pediatr. Adolesc. Gynecol. 2017 ; 30 (5) : 560-567 (PMID : 28189702)
FEHBRUEBOEANE R . o= F A N OFERER— T v MCB T R GRBR - (74
7 A N EE 1mg @ 2007 4F 10 H 19 H &2, CTD2.6.6.6)

FEHBRUEBOEAENE R . = F A N OFERER— T v MCB T 2 EYIE SRR - (57«
F 4 Z M E 1mg : 2007 4E 10 A 19 HK#. CTD2.6.6.6)

FFARGEGGEANE R . P A N OFERER— T v MCB T 2RO E & 55
— (F 44 A ME 1mg : 2007 4 10 H 19 A&, CTD2.6.6.6)

F M RURIGGEHNE R - = 7 A b O#EMERER— U I8 T 2RO E A& SRR
— (F 4 7% A hE 1mg : 2007 4= 10 H 19 HARE, CTD2.6.6.6)

FEHBRUEEMOEAENE R . = F A M OFERER— T v MR T 5 EFENR L O 5t
B — (5 4747 A ME 1mg : 2007 4£ 10 H 19 H/&E, CTD2.6.6.6)

FEHBEBOEAENE R . = 7 A N OFRMBRERER— =/ 7 A b OREHIx T DAl K
(1) — (F 454~ A ME 1mg : 2007 45 10 A 19 H&KZ., CTD 2.6.4.7)
FrMEEBOEHNE R - = S X FOFyEERR— T 2 b ORI DA o5
B (2) — (F 447 A ME 1mg : 2007 4F 10 H 19 H &R, CTD2.6.4.7)

KA - ATFIEEE 2000 ; 42 (4) : 939-946

FEHBUEBOEANE R : = A b 02K IERER (7«7 A Mg 1mg : 2007 4F 10 A
19 HA&GE, CTD 2.6.2.4)

F M BRURIRGEHENE R - = 7 A F OREERER — b MRE RO SBIC RIETRE - (54
J 4 % FE 1mg : 2007 4£ 10 A 19 H/&#R. CTD2.6.2.3)

B RGEIRGEANE R . P A FOBEREBR — T v VBRI KIFTRE - (T4 TR
F§E 1mg : 2007 45 10 H 19 H7&ZR. CTD2.6.2.3)

FMBRURIRGEHNE R - = 7 A b OB — b MEIEFEMEO MBI RIETRE - (T4
J 7 A M EE 1mg : 2007 4 10 A 19 H&R, CTD2.6.2.3)

FE M RUGRIGGEAHENE R - P 7 7 A b OSRELER — b NSRBI O SFERE~D I &
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71)

72)

73)

74)

75)

76)

77)

78)

79)

80)

81)

82)

83)

84)

85)

ETHE— (5047 A ME Img : 2007 4E 10 A 19 H&GE, CTD2.6.2.3)
FEHRUGRIGEHENE R - P 7 A OB ER — & MER LT VA7 0T U A

AReOBH — (F 4747 A ME Img : 2007 4 10 A 19 H/&GE, CTD2.6.2.3)
FEHBEBGEAENE R . = 7 A N OFRBERER — 7 » b i/ IMREESR F & OV kR [ IRF TS &
ETEE (invitro) — (54747 A ME 1mg : 2007 4 10 H 19 A48, CTD2.6.2.3)
%m%ﬁa&ﬁmgﬂ VT A N OEIRE - HER OIS DT v bl MREEER X

MR EE B RN MAE T B — (7« 77 A ME 1mg : 2007 4 10 A 19 HAGE. CTD2.6.2.3)
Ff Eﬂ%‘i%ﬁ&%ﬁﬁp‘ﬂiéﬂ VTS A NOEKERER— T v MHIRFRICRIETRE - (TS

A M EE 1mg : 2007 4F 10 A 19 A&, CTD2.6.2.3)

FERBEMGEANE R : U 7 A R OEMERER — BRI G EERBR — (7 ¢ 77 A ME 1mg:

2007 4= 10 A 19 A&, CTD2.6.6.2)

FFMRUKSGEANE R Y R S OEERER T » MBI 591 B RO &5

— (T4 77 A MMElmg : 20074F10 7 19 H &, CTD2.6.6.3)

FFRSSRAN NG R . P R S o BB T o Mo 266 A MRk D &G EER

B— (547 A MElmg : 2007410H 19H 4&GE. CTD2.6.6.3)

FEHBUEEBOEANE R : U ) F A S OEmERER T » MBI D52 MRk 0 & G

— (F 477 A FElmg : 20074104 19 H &RR, CTD2.6.6.3)

FEHBEIGEAENE R o A h@f&mﬁt%ﬁ A X123 1F 591 B AR 1 5 53 iR —
(7«4 77 A MElmg : 20074107 19 H &R, CTD2.6.6.3)

FERBEBGGEANE R : U F A N O@mERE — MY LI 1T 591 H R 0 & G E R —
(F 4 F 7 A bElmg : 20074610 19 H A&, CTD2.6.6.3)

FrMASRGGEAENG R« = ) A b OBmERER — MY U T D 52 MR 0 SRR

— (F 4 7% A ME 1mg ; 2007 4= 10 A 19 HAR, CTD2.6.6.3)

FrHRSRAR BN B U 2 7R b OEERER — B EEERE— (7« 757 X ME 1mg: 2007

10 A 19 A&, CTD2.6.6.4)

B RRIREAENE R . V= ) F A P OFERBR—~ U ANRAURMERBR— (F 477 A MME

1mg : 2007 4F 10 A 19 A/&#. CTD2.6.6.5)

FrHRBRIGEAENERL . V= S A N OBEERBR— T v MRAUFRMERBR— (T4 77 A M

1mg : 2007 4F 10 A 19 A&, CTD2.6.6.5)

FrHRERAREAENE R . = X N OFERER — U R — (7 ¢ 75 A FE 1mg : 2007

10 A 19 H/K. CTD2.6.6.8)

2. ZOMOBEXH
LR L
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XI. 8&EEH

1. EHSETORTERR
WA TIX, 2009 4 12 HICERMN (= v & EFE) 1IB8W T T EABAE ] O2hEE - 25 TR % i
L. 2017 F 12 ARFRUICIBWT, Y=/ F A NI 106 OFE &k (HAZERLS) THERILTH
%o WTFNOEICBWTHRIEE - 2R3 T WNBE] <, Bk - A&EIX 2mg/H, 1 H 1RO

5] THD,

B, AFCET 200 - A, HIE - HEIZUTOLE) THY | SMNETOARRIRI L 13- D,

HEEN (TR
A RE#E

RZERUVRAE

BECEANFY 2 ) A A RE LTI H Img & 2B, ARREH 2~ B X ROk 54 2,

E4 KA

=tt4 Bayer Pharma AG

AR5E4 Visanne®

FIf - A& FEH : 2mg

HTE 2010 4%

WhEE - R + NIRUE

R% - A= Beh 5k BOkeh
i an i

Visanne®D IR 1%, HREINTEBERICWOTHHGT 52 &N TE 5,

182% 1 H 1[E, Flr5Z &<, TENER UKL, BRERLITVEDOR
RESLITWAT 5, EHMLOFRELE R <, SERITMFERICERT 22 &, O
LoDy T EETTIUL, P52 ROy 7 ORAZERMGET 5,

(2012 4F 12 H BifE)
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#2. BINCEIT HERRZIEFR

(1) ERICEET 5iENER
HARDOEASCED 19.5 #iF) . 19.6 £AIF] OHEOFTH I T THYD, A—A TV

T EITRER D,

9.5 YE4m

9.6 AR

I/\éO

PEIS SUTIEIR L CW D ATREMED & 2 HMEIZIT R G L2an 2 &, BERR (T v b, U¥F) 12k
W, ZRIEE, ECROEME OREFPRO 5TV D, (2.2, 7. BZH]

RILLRWZ EREE LY, BFER (T v ) (ZBWT, HPICBITT 2 2 el snT

2%

A=A N7 VT 5%
(the Australian categories for prescribing medicines in pregnancy)

B3 (20234 6 H)

<B%E HEOHME>
A —A ~F U7 43¥ (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.

(2) NRFIZEET HEE
HARDEASLCEDLBITILLTO LB TH Y, KED SPC LITRR S,

fem

9.7 INRZ
AN 2

MR E LT e OV eV 2 4aE & LT ERRAREBR 1520 L Tv7pvy, [9.1.3 S

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

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

#1. AR - MEIEICHELTERHRZTSICHEZ>TOSEER

(1) ®8:
ErEliclREd 252 &
&%k HROMNEbEEN 2SR

(2) B - BAMRURBREREF2L—T0EABH
ErElicRE3 252 &
&%k HFROMNEbEEN 2SR

# 2. TOMOEEER
- I ANBRZREATA R T A v — I AR KR 2020
https://www.jsog.or.jp/activity/pdf/gl_fujinka_2020.pdf (727 & A : 20234 6 H 20 H)

< BT EM
BERBEEZE TV ) 72 MEO0Smg [T 4 ZRH SN2 HRIKEEBE S A~
BF HFE My Diary]

CEEERERTY A b
https://www.mochida-sales.co.jp/dis/product/dge 05-h.html
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