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HIV t MEEAREL Y A /LA (Human Immunodeficiency Virus)

IUPAC EFSFE - )G A b5# A (International Union of Pure and Applied
Chemistry)

JAN AARERS—RALFR (Japanese Accepted Names for Pharmaceuticals)

KTZ 7 k=2 —/ (Ketoconazole)

LDH FEENi Kk FEB# % (Lactate Dehydrogenase)

LEP BEHEZA vaZr - 7u 2F 2 (Low-dose Estrogen Progestin)

LS fx/N "3 (Least Square)

MedDRA [ERRESEHFE4E (Medical Dictionary for Regulatory Activities)

NRS Numeric Rating Scale

NSAID FEATuA FEFIARIEZE (Non-Steroidal Anti-Inflammatory Drugs)

pH KFEA A F% (Potential of Hydrogen)

PG I AH 75 Y (Prostaglandin)

PKa P fiRE fE T2

PPS TRBR S F I EICE A Lt 54EH] (Per Protocol Set)

PTP Press Through Pack
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QOL AEOE (Quality of Life)

RH HRHEE  (Relative Humidity)

RMP RS Y A7 @G H (Risk Management Plan)
SAF LM S 4EH] (Safety Analysis Set)

SD IEHE(F 7 (Standard Diviation)

SE FERERA 72 (Standard Error)

tie TH R0 (Half-life)

Ts VY 3 — R¥ A 2=" (Triiodothyronine)

Ty #A v¥ > (Thyroxine)

tmax fe I PR EE R EERER] (Time to Reach Maximum Drug Concentration)
TVUS BRI S MA (Transvaginal Ultrasonography)
VAS Visual Analogue Scale

WHO AR (World Health Organization)
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Hm 1561 (14.83%) | EOKOEEREAA106] (9.56%) . hrrbEr - 7o F hrre vl

BEREEMI (8.6%) KT 47V DA ~—tMNTH (6.7%) & Th-o7,

RKV-30 2%LULDBEHICHBLIEABRELEEDHLIAEER (52:H. SAF)

AHIRE
105841
REREK L D H HETORERS 76.2%(801)
VRBLR2% U EOFEESL
BGkEE 11.4%(1241)
L) 9.5% (10%1)
—f - EHEER RGO RE 10.5%(1141)
s IR 3.8% ( 4/51)
RAGMEE E 3.8%( 415)
R R A 33.3%(35%1)
747N DX A ~—HN 6.7%( 7451)
TT A )= 24.8%(26451)
a7 A S 3.8% ( 4/51)
rar ey s 7 UF bu e ITEA AN 8.6%( 9f1))
TR REE 13.3%(1441)
FEIMED 2.9%( 3451)
FIEpE] 9.5%(10%1)
AFER R O EREE 56.2%(59%1)
PR H I, 38.1%(4071)
ARIEAE Hf 14.3%(154))
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§Et é:%’) f:ﬁ%%%&ib \ﬁ_i’b@%ﬁﬁf %) Aith &) %ﬂiﬁﬁ*o 71:_0

HELAEFRRIL

Sy AWAYIEESY

2431 F TSR OB G IEICE > oA FE RS, AFIFETL0561H 161 (1.0%)

. TR (2438) 12— ABLABERETLIHNZ TAD D,
TeH21H TIIAANEE CTLHNZ RIER D ZILEIED HILTZ03,

EH}W“Y?E‘% %a?é.‘
WG R & o> B

u» [N

(1fiL/ )

W) Thote, —75. v — ARG EERE TIZ1076IH 6] (5.6%) THY . 261 L3

BLT-HRIT7 47V DY A ~—HIROER (%2) ThoT-,

52 I £ TOARKIRES
k [—J%VC&)O%@O

BT ORBREORK GNP ILICE > A EFZORBE S

124K E T




ARICE T SR

3. AREHMEZNRE LI-ENE I/MEDRSPEFRAEXTER VT T R HBLLEEER
<28B RIS (EE24B+T7tR48KRA) > HEES3102832829

H

HRREHE BT 235 L Lz 7 7 AR RS sk R IELE 0 1 —EER
B EBR 12 L W DRSP 1 mg/EE 0.020 mg (EE-X—% 5 7 Z) | DRSP 2 mg/EE
0.020 mg (EE-X—%5 7 Z) | DRSP 3 mg/EE 0.020 mg (EE-X—% 757 X)
Z16HEM (488 &5 Licia o H R IREEHE 259 5 DRSPO £ FH & % 1%
5, 2. ARKNEUEICKT 52DRSP 3 mg/EE 0.020 mg (EE-_X—% 52
) OHEIMEERGEET 5,

HET I o

77 A RS i SRR D AT T EERIILEGER (P 12553

i &

H 1IN e R
SHE - 23241 (&P 5-RE8H41)
RATEF « FAS : 24241, PPS : 22041

TR L YE

R B L AR 20 s LA oD AR IR R A Aot (A8 8kAT, 1EAT 2 (Bl A &5
WA 28+3 AT, EAT 2 WD ARz T, ARRNEIER a7 083 (UUTF
THRRREEE 2 27 &5 Vo) 28 3800 E]

AR 715

% %#DRSP 1 mg/EE 0.020 mg, DRSP 2 mg/EE 0.020 mg, % O' DRSP 3
mg/EE 0.020 mg®D3FEDOWF I ENEL IZEIM T, ThEhoH& T, 28H
ZUEME L, HIRBIAA1~50 B D& G R OREBRIE A 1 A 185524 B MIARA L
Ttk FERHGREEBICT TR EZIHSEAHMBRAT 2L L, 1687 (4)F
) BHMkeT o2& & Lz,

A PERHmE H

FEEHITIA RKREIE A 2 7 H G5 OR—R T A4 U DI i £ ToZfb &
L7,

1 A REEEE A 2 727

HE | BE N A
Y 2L 7L
mg& BE |(EF CFE- 50 CE T oXhd D
DR AR (R > TIRE LT- < e IR O (B2 - ) ~ XAk
FE 1AL EEIALR, i (-5 BTERV

L |72l
PR | WYY |EET (DWW o BRI TCSER A LR L
O | e BT (BHHWEEHE) o BRI SR A2 B L
B |ERT (B 5WIEERE) O AR IcsREEASE U HER L
27) ) —~ L7 7 —< &k Prog Med. 2005: 25(3): 739-758.

BIRZESIE, ARKNEE R 227 G5O, HREFO MW, BE, B
JetE QNS SRR M O BEFE OHERS . H LIS OB X 27 o0&k, A%
R ¥ E S OF A #RIRELLAL O 5 #1253 5 Visual Analogue Scale (VAS) D%
fb. FERBEEDN—ZF A b OZ b, Yedsii, MmiFCA125(E K& OLiE
CRPIRE., MIETA T VA —/MREXOMET 0 7S AT 0 L Lz,

\4

W N[~ |o|lw|d ko]l

AR HmE

AFEER, BWRRA ST A =2 (MK, LEAELT. RRE) | FEOHR
B AN ZY A (RHE, e, 8D | LERE, a2, dEEEN
AL, FESEEMRE, FEABHIIEE, 1Y IRE AR M O Rm A

ftT 07 ik

BHRWED FEES « FEEBEGHEE 7T R A FAS* CT, 2 A t RTICX
DG LT, AEKRETRM2.5%E L, 778 RBEIKR D& KB GREOM
MIB%EHEXM 2R M Lz, ARKEEIER a7 5 DOX—2 T 1 )b i&GF
fliRE £ TOZEL DOFLRHE R & % kbt Z L IZHEE LT,

BIWEDORBIREE « TN CRLBFHFHEZ W TERH LT,

et AEFEG L TEEEEKHGESE (MedDRA) 11.1 i ZHWT=— KNk
L. FAS TEEHANEE LTz, o202 HT FAS TRl #e itz it
L7,

%2 HMBREZ 1L R G Sn o BE s S L,




V. BEICEI 5IRE

BEAEZAL L2249 D 5 6, RERIEDO T 525211722420 % FAS & U, LMD 4 Kk O
HIMED EB R BT R & Uiz, 209 H208BIN iR 5.4 52 T Lz, AikBRoOthIEf]IC
B2 ERPIEEEIIRERE N O EFRORBETH T,

OB DL R
HOWED FEFHMEER T 5. DRSP 3 mg/EE 0.020 mg? A fRINEEIE 2 =2 7 A5t D_— 2
TA DO EREHME COEITTRD LBV ThoTo,

£V-31 ARERHERIT7HHADOEIL

\ Aar & TTER o =
Ex Ex C) '_L’d)
B HRE n I {t B L o3 95 %15 #E X ] R E
DRSP 3 mg/ i i i .
EE 0.020 mght 61 1.9 (1.63) 0.92 1.49~-0.34 p<0.001
7SR 58 | -1.0(1.53) — — —

a) FALFEMREIZ I 2 AREBIEA 2 7 55— N—A 74 VBT 2 AREENE 227 & : F¥(SD)
b) EHE LR L 7T AR HREEHE A 2 7 A5 07O RHEEE

o EIEEREL 7T 2RO ARKEMIEA 2 7 &5 0 72ED95% (5 X M

d) DRSP 3 mg/EE 0.020 mg & 77 B REEO FIE D 72T DU TE WA RE Lz |l E

AHERCIE, SWEEEBEZA SRV ERENE A RIREDE BT L EEE L AT 28R
RN HEE A 1281 HDRSP 3 mg/EE 0.020 mgDA M A elekait Uiz, T ORERIZULT

DEBY THoT=,
#V-32 DRSP3mg/EE0.020mg NDEEEFAC LD ARRMERITHREHDELE
DRSP 3 mg/EE 0.020 mg IR
n=42 n=41
FEREM: A IR #EE -1.8+1.73 -1.0+1.48
p<0.001 p<0.001
n=19 n=17
SREME A R IR HEE -2.8+1.37 -1.0+1.70
p<0.001 p<0.027

VrgESD, plE A& FHIE & R— R T A DD AEARE
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Q@LEMEDRER

LA
HEPEZONT, KRB CROONTEERAEFRIITERO LB ThoT,

RV-33 FLAEER

DRSP 3 mg/EE 0.020 mg#¥ 7T REE
(614) (5831)

ETOREFER 61 (100 %) 56 (96.6%)
GER ] 30 (49.2%) 23 (39.7%)
F #8 IR EEE 22 (36.1%) 26 (44.8%)
SHEA S 24 (39.3%) 26 (44.8%)
P HH 1. 23 (37.7%) 8 (13.8%)
G 22 (36.1%) 17 (29.3%)
ATEA Hi i 8 (13.1%) 4 (6.9%)
UG [ AT L 13 (21.3%) 4 (6.9%)
WL A% H 1. 8 (13.1%) 8 (13.8%)
I 3 (4.9%) 4 (6.9%)
TREE 9 (14.8%) 3 (5.2%)

W ORETHRELFR10%LL b, BRRAEMRT 25T,

hiklC B > 7= AEHEL L, DRSP 3 mg/EE 0.020 mghf T2 (FRME N7 4 7V DX A ~
— Mg T 0T A USHEADLIE) | 7T ARRETE] (BRERMmE ER K OWE RS 141)
s &z, EERERAEHREGL. 77 v AL ODRSP 3 mg/EE 0.020 mgllih o> F23ERE
THE S, W RERIE & ORI RBERIZIEAE Sz, BRI F oL THIL o7,
(1) AHFNoA&AZEHEIZDRSP 3 mg/EE 0.020 mg T 5,



aEICET SIEH

2) REMAER
1. K124 8 E A0
[5. (4) DA MER

HIZk HEER
AFRER 1.385r15457) (P.17-29% M)

2. 28BN A (EFE248+ T 5 HR4BRA) 2L HER
ARE#EEEZNRE L-ENFE I/IHE EE AEEERUVRABRSZEMHRETHR
ERES 310284 29.30

H ©

AR EEE B 2 x5 & Lo sk R MR A S 1 e MR L Y
DRSP 3 mg/EE 0.020 mg (EE-X—% 57 ) } 1 DRSP 3 mg/EE 0.030
mg % 24 HRE (6 AH) OGS L-EAa0HH R EEHmcs+ % EE
DENEERFTT 5,

F7-. DRSP 3 mg/EE 0.020 mg (EE-_X—% 77 R) % 52 ## (13)4
) oS5 LizsaoRN2et 2 a5,

HERT A

Stk LR BEAERE D AT BE Btk (EW 26 fiisk

PO S

H R IR EEE R
FHiEE - 390 1 (DRSP 3 mg/EE 0.020 mg ¥ : 330 44,
DRSP 3 mg/EE 0.030 mg #£ : 60 i)
FRHTIE © SEMEAT T 5151 414 1,
TRBR S A5 371 il

ERRPUILHE

Rl BUSREICAE 20 bl oo A R EEIE B oMl OB ST, BT 2 |
D AREEAD 25~38 BT, ERT 2 [BlO A BRIV, AREEEE <
a7O&EH UT THREEERA 7 8H L)) N3 HLE

BT 5

B# %DRSP 3 mg/EE 0.020 mg X {ZDRSP 3 mg/EE 0.030 mgD2RED
AN IEAEZIZEN D A1), SR ARRBIMR1I~5H B D EHK A1
H 18824 H F'W*JH& L7 7 v REEZTHIEE4HBIANRL, Z028H %1/
H# & L. DRSP 3 mg/EE 0.020 mg#¥ (X523 (13 #1) . DRSP 3
mg/EE 0.030 mg FEi324W (6/9#) #5& L7,

AR IE H

FEAERIIE 6 B o ARPRIMHMmORBEBRE Lz, BIRESIX. AR
WEEE R 27 G502 b, ARREEE R 27 55 ORRFHZEl, AR
TREER ., B . BRI N Mmﬂi%%@ﬁﬁf@%@ H REELLS D
B A a7 02 b, H & K B E & OV H K LLAY © 5 8 s ISkt
9 % Visual Analogue Scale (VAS) ®Z4k., TEE MR & LT,

EERFATE H

AEFRR, BWRRA ST A= (IEE, MIRAESE RIRE) | 1 20
YA (RE, ME, RHE | LERE, WE2., #EEEimRg, +5
SHERHIIGRS . ' PIBSHIIE RS M OV AR MR A

fiAT 7 ik

FEEE - W 95%F X M4 R H L, DRSP 3 mg/EE 0.020 mg £ 95%

FEHEX MO ERMA, BEIZEN THIR 40T 2 155 3K o B il 7 81 =R
(27.56%, IEFEBRD 5% EHEXM O ERME) X v {KiFiux, AR$H

HIH L OFBRITFHFRTE E) &F U7co Megsitiin oo 3B K O BLHI

RN R R X FAS™ TP = L ITEER LT,

RIS éf%ﬂiﬁffﬁ%é@@:ﬁ% L7z,

Lt AEFEL T EREEMAFESL (MedDRA) 12.0 i) Z2HWTa—
FEL. FAS TEREREHNCER LTz, foReEDZHIE FAS TRllia!

WL FRHT LTz,

XA A 1L B35 Sh- BEE

S

KRR AN DIV T 420 BNV EIERL S 4,

Z D) HLRAERIEDO G- 25 T T 414 Filn

FAS & &, REVEDOMITHR R OAIEDO EZ gL L THRMA S, ok,

DRSP 3 mg/EE 0.
mg/EE 0.030 mg

030 mg BE 65 Bl 9 6 6 G- %25 T L7cDIL 56 1 TH Y, DRSP 3
BE 365 Bl 56 13 A5 25E T L72DIiX 254 il TH - 7=, Kikro

FUEFNC BT 2 Ea P IEEHIE, FEMELRCEEEROERETH T,




V. BEICEI 5IRE

OBEHMHEOHER

FEFME H Th 5 RIS GG %E 6 B oA A oRBE LT, DRSP 3

mg/EE 0.020 mg#f TlE 12.6% (29/23141) (95% 5 #HIX[H : 8.57%~17.563%) Th -7z
(CAE, 7—=% 7y b A TREROFHM) , WTNOEGEHIZEWN TS 95%EFEX MO LR

DRBRN, TORE L-BIERIER 27.56%% FEl-> T\ o, 728, & FHhE S R

fliCix. DRSP 3 mg/EE 0.020 mg #HIZ351) 2 ikBRak e 5-BRAAR 55 6 JE 1 oo A # i 3 i

DFEBLFIT, 18.4% (40/299 #)  (95%IEHHIX[H : 9.78%~17.77%) Th o7z,

F7-. DRSP 3 mg/EE 0.020 mghtD HRRREHEAR 2 7 G5IOHBIT TRO LB THoTo,

xRV-34 AREHMERIT SDHRE

Ryt R—=RT A 565 4] 55135 BHHT %
DRSP 3 mg/ 4.2+0.96 1.7+1.50 1.6+1.54 2.7+1.68
EE 0.020 mgh¥ (349) (272) (242) (244)

T EREEREA, () n

Q&REMDHER
AFRER TR 5N 7-DRSP 3 mg/EE 0.020 mght D LG ERHGIITRO LB ThoT-,

RV-35 FREAEER

ORI 544 T R AR HE13JE I TR
(F—% 71> bA TR (R & B PR A0
F TORAEH F O
DRSP 3 mg/EE 0.020 mg | DRSP 3 mg/EE 0.020 mg
(3491)) (349131)

2TCOHEEFRR 337 ( 96.6) 343 ( 98.3)
R G) 185 ( 53.0) 215 ( 61.6)
SUHEA S 147 ( 42.1) 182 ( 52.1)
oL 115 ( 33.0) 128 ( 36.7)
H R A FEE 105 ( 30.1) 124 ( 35.5)
AIEA-5 i 83 ( 23.8) 97 ( 27.8)
R A 65 ( 18.6) 70 ( 20.1)
7T A3 ) — 7 N 11 (. 3.2) 18 ( 5.2)
P 61 ( 17.5) 97 ( 27.8)
AL A% HH i 9 ( 26) 55 ( 15.8)
TSR 34 (9.7 53 ( 15.2)
ZEEIMET L L — 21 ( 6.0) 35 ( 10.0)
&%/ggbf/% hrres 14 (40 35 ( 10.0)

WO TRER10% I b, BRREER T 25T,

RERHIF R, SECHIE /2o 7z, RO G HIEICE 726 EFES1L, DRSP 3 mg/EE
0.020 mght 276 #H A &=, DRSP 3 mg/EE 0.020 mght D54, BEELAEES
(REER, TEABE, ARNEE, B, AR A 16]) 2N®s Shiz, 2
D 9 HA- T NI N OB 28 | TRBRFAEIEANC X - TRBRE & OBEMENGE T
TRV EHIE SN,
(1) AHFN AR EIZDRSP 3 mg/EE 0.020 mg T 5,



V. BEICEI 5IRE

(5) B - MRRERIGER

Rk L
(6) s RBI 5 R

D ERARGERE (—RERKERE. HECARERE. ERARELERRAR) |

SERTRT —

AR—RFE. HERTRERABROAR

ERAKERE ($&T) 3182

Y A2RENY] AFNORIER TR BT, L TFTOFEL MR L, FBEA, RSS2 iEy
5ELHIZ ﬁmﬁ%ﬁﬁﬁﬁ&@ikﬁﬁﬁ% ﬁ%@%%é@ﬁﬁ%&d
T 5,
1) REDORIWER %
2) IR O FEEE T2 2 BIER O BRI OHE
3) AN IIHIMES I EEHE 2D EEZONDHENR
F2, TEANBERE LA RINEHERF 28T 5 /RS O Quality of Life
(LLF. TQOLJ ) ZAFNRWERI% T L, AHIOQOLIZ x4 % B4 % Jfh
THZ LK, AR - LeMEERAENINCEHET 5,
A= Fh LRk
X G BE = PNIBUE ST A R IR EEE O FBR
SEFIEL IAESERI 70141 (H BEEFIE60041)
A A 201794 H ~20214F10H . BIEIR] « AAI G866 5 A (ke 575
BA OB TR 24 )
ERRHMEIEE | ek, Aok
FRBEE R | Btk

LAV R GE B 6526112 I W TRIVER 1212561 (19.2%) IZiBH b, +
REIVERIE. AR 555 (8.4%) . L1441 (2.2%) . HEIE 1214
(1.8%) ZHThH-o7-,

HERRESNIZY A7 ThHIMRIEIZ26 (0.3%) 1231 (EEBFNR MLARAE K&
OV ZEARIE 114 & MARELB TN HEE) (2B L, EEREBENY 27 T
b o3, BHEROEMEOES., a8, &0 Y U A MAEORBLIL
N, SEMRBOBEIIAGIERE SN2, 20 ) bR Y EMARIVER &
W L 7= D 1% 141 <0.2%) DHTH -7,

HEhE
B IR 6 BIE 16521 12 3\ T F = NIRSE 29941 & F #& IR #EIE 3531 12 ASH
N E X, ARKREMER a7 0OHERIZ, EOLBY ThHhoTz,

A RRREEE AR 2 7 ¥ OHER
g | &E5% e 5% e 5% k5% | &E5#%
1% A 35 H 64 H 124 H 244 H
;‘ JiE 5155 147 271 249 190 110 45
7 | F¥MEESD | 2.7+2.0 | 1.7+1.8 | 1.0=1.4 | 0.8£1.2 | 0.7£1.2 | 0.4*0.9
%5 SEIEK - 95 70 54 34 10
& | F¥EESD -0.8£1.6|-1.6+2.1|-1.8+2.1 |-2.02.4 | -1.5£2.0

JEBIER - B )ﬂb‘t%\ﬁffETT 2D DI TV D SEFITEK
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XA IR EEE 2 =27 (FRREEEAE OFRE 0 2 =0 7 &) Jr OB FI O LRI 2 =2 7D Fa) 27
a) BE B LNEE A RIS IR MR i AR ME S (22 - ) IR RIT L REL 4 B TR
L. #4425 b0xid 5, BEIIEE BB kbR AR Y EMIA~TLT 2, b, A7 3UTO®Y L2,

T IR T D FREE
TR EH
L el

B g (% - T ICEFOXED Y
PEE | BUCR o TRE L7 2213 EEF (3% - ) ~DXmakT
=T 1 AL EEAA, T (% - FF) BTEin

AT 5K
R AU | mE | wmE | mE
= 0 1 2 3

b) HEFHAPNEE HIICHURAZEM Lo B 250 2, B ITEE B3 2 AORBERF ST A B A ~F22 T 2, 7235,
AATIFLLTO@EY &35,

BEA A OB IR DL
FRE TE 7%
L el

[958 BT 1 o H oA BRI $m 4L 1 BER L7
PR | BT 1y ORI I EERE 2 A L
Gl s BT 1 o H oA BRI $mSE%E 3 BEEA L7
AT R
s AL B | g | EE
2ar 0 1 2 3

27) J —~ L7 7 —< & tE Prog Med. 20058 25(3): 739-758.

) RBEM L LTEBFTEDONBEXIEE L I-FAE - HABROBE
A L7

(7) £ Dt
RN



VI. EMEEICET HIEHR

1. EEZFMICHEHLILEPXITILEYME
FRAXEL/ > (DRSP)
TRGFATRY VR NFA RV, JVERFAT AL VI PR TRy ) kg
TATN, A RBXT TS AT UEBT ATV, At )5 b, 2 LL ) Ry
IFZIIR S PA—IL (EE)
BT A T VA=), A FT VA VERBET ATV FESHTA hr sy A YA —
g E
TR B & LB DRIRE « RFIL, OB IR EZRT D L,

2. EBER

() e - 1EE#HF

) FERBREIZHF S BEORE., AREEE

FENIARFMINCB W T HINE, MiEE g0 IEL TV D8, R, RFFICE1~2H BIZIUHE
NEKRICET D, EFRDELE LT T A 770V % (PG : PGFa, PGE2 ) 7o &
NET S, AREHORLVE EEICE - TER SN 5PGFa, PGEEITZA L L, 1EH otk
2ol U RINEEE B Tl BRI ARELI~20 BIC ARG OPGFa, PGEMEE N A &I
ERHF D2 ERHE I TS, ARKEHEOEFRILUL, PG & OBE WA BE T 5 1
EOEIE OWNAE, EAUTEE D Bl X O ARmERIC LD b7 &b LB 2 539,

IR ARV o LR G AR VE & OREA] (EPELEAD 11X, 2O NERESEINHEIERIZ X
0. FHEIMEERIC L > THRALVE VBB ZIHIT L2 L2k ARKNEEERS TRD 5
LD BN D O 72 PG O PEA Z i) L3539 -1 P i) O 58\ UG & Pl 9- 54040, %
DFERL LT, KRR EDIERNEHT L EZ 6N, FENBIEREDL X, AREO
IR 72 5 NS AR LIAN ORI 2 5F 2 5, EitOER 28+ 2 EPEC A A 2 i K120 H £ Cifife
BHFT DT LY | 7 E NERE O & 2 {1 5 IR H L O BFE 2R L, 2 Diam iR o
U 22 i 2 e /BRI Uy i By (OF R8BS SOy B b)) (20 2 CH MR LAA O 9 A %
D 7R & BRI T 5,

PLED L 90z, KAIZEHEPELS A0 F R REEE I ON 75 WBSEICLE © I35 E 72 E
FERIE. 075 NGNS ER K OPEImSER Ch 5 B 2 bid,

UL EOVEREF L0 . ARFOBERZHMERTALIARR FE, TERELR O TFENETSH S,

2) ENEMHBNEREICE (T LA INERH D RR A DR

AH A —EHEEG L, NEMEDOII AR LT R OEERRLE > OS5 WA IR Lz ET. AKH
DHEBNES T DA IR LT & B RERRVE > O P E 2 — THIRHER L. AHl o
FIRIC K ZNSDOMPEEZEMICE TESE 5 2 L THENEMNILSE L, AMEmMBIERIC
BT 2 A EI IR B O BA GG & R E 3 2 iR I 234 U 5,

(2) EhZEF 1+ HEERAE
(DDRSP 3 mg/EE 0.020 mg (AF) Z RN 2P IR S B 72356 O IRl ) 542
OEANT— %)
A4 E S FERE A 104611 DRSP 3 mg/EE 0.020 mg Bl A% 3/EH £ T, 24 ¥ 21
HR*20 5 c28 A AW G L. 3EHE TIZBEOD1~38 2 5B RIRAE ¥,
Hoogland A2 = 73 (EVI-2) & HWCHEININGIER 238 L=, £ OfEE. FEIREnHIEH 23
RO BAL, 24 B RLGEE L 21 HRALGRETIE, 24BMAFHEDO TN A a7 BDRETH - 7,
Fz, FHEIZRRIAZIT o 3B B2V T, 24 ML FEEO e KIMaRE X, 21 A 4L
FRELHAEETH Y . AN 21 S 21T 728546 (M) L RIRE O arg T
HoT,
M1 24HME @ 24 H M EIE G +H4 BT 7 B AREER G-
%2 21AMALYT : 21 AIEER G +TAM T 7 B REER S
%3 Hoogland 2 =7 : JifafR, M7 m s 27 v ROT A b i 4 o HE O LR HS < HESRmEIER o
L e 2 a7 (FVI-2)
(1) AANEEL TV OF IS EIZDRSP 3 mg/EE 0.020 mgTH 5,



HEEEE(ICEHY SIEHE
Iu(/)aof | Xk
:z: 3EH
B ool
£ ol
N oogand 297 1 Hoogland RI7 26
(REH) (BTEEE~HEn)
KVI-1 Hoogland2 a7 (FRVI-2) [Z& 321 BRENA 23T 524 BREAL G OHEENHNHIZ R
#:VI-1 HooglandR a7 (FRVI-2) [Tk BHIIEFEMES L—F : n(%)?
Hoogland 1. AR 2. (R 3. AIG{EFLS*
24 ALY | 21 BRI | 24 BREIAL) | 21 B REALS | 24 B 4L | 21 A L)
Be5-ni 0 0 2(4.1) 0 0 0
25 H# 43(87.8) 28(56.0) 5(10.2) 11(22.0) 0 0
3 H# 27(55.1) 15(30.0) 8(16.3) 7(14.0) 0 0
Hoogland |4 jm4t(LFLS* 5. SIKLATEZIM 6. HEo
24 B | 21 BRI | 24 BREIAL) | 21 B REAL | 24 B 4L | 21 A L5
e 5l 7(14.3) 4(8 ) 0 0 40(81.6) 46(92.0)
2541 1(2.0) 9(18.0) 0 1(2.0) 0 1(2.0)
3JE 1) 13(26.5) 24(48.0) 0 0 1( 2.0) 4( 8.0)

% FLS : follicle-like structure (JRJafEHEE)

a : PPSHMH

b : 21 AR RED BN 2l OPEIR (281 & 3EA MBI N Z 1IN 23do o 7=, HEIRD & - 72 551 D 1k

FHAEBIPAPERE ATE~OIRELER & M Fu 2L RO b AR 2 @5 LT,

WTTRED VENIIRALED IR D 72 10 H IHTAR Z IR L Tz,

#%=VI-2 HooglandX a7

L2rL21HH

; 4 I ATa s TRARKNT U —v
AT WO FLSEZ -y D)
1 ARIEE <10 — —
2 TG >10 — —
3 RIEEFLS >13 — =0.1
4 1EHEEFLS >13 <5 >0.1
5 | EMMEARMAIN | >13, £ >5 >0.1
6 L >13, k% >5 >0.1
FLS : follicle-like structure
- |
a5l
a:_ — 24EM05E
PAR=] P <

T+

[EEE=Ra

I

S ==
0
R5H0 21558 3 B8 w5#%
HVI-2 &mKIPfEE

5 3ma
iﬂ R

51 maE



VI. EMNEEICET HIEHR

@7 = IR EEFE N I /E 25,26
T ENBUERED 255 & LIZRABR15457TIC8 W, AFIREO TENBIE CE¥E+SD) 1%,
NR— 25 A UM CRPE4) 010.7£3.8L . 24 (ORBR10) 124.242.4 L0 LT
V. FENREOIEFEERNRZ ST,

tmm FEHEESD
°r 10.7+3.8 10.9+39
“r 8.614.1
121
= 101
R s
iy 42424
= -l f—
47
2 3
R—2A54 2 2488 R—ASq 2488
FRE2HR sRE2R
(=130 (n=104) (=128) (=110)
X H B SRR

MVI-3 F=ERRBENGER

FERREEEZRARICL-ERNLERER (G18R15457)

(REAmAEAE] TR PIRE ) okBia GERINTAY) | RFE10 R UDRFE1T O Kk, B
£ (o) EMATVUSIC L0 #E L,

[V.5. (4) VARG 1.585815457)  (P.17-295 )

ARNEERE20 25 L L-iBR161141I2B W T, AFIBEOFENBE (CEXE+SD) 1.
NR—2A T A B (CGkEBi4) ©12.143.8 L b, 248 (GERE10) (24421 LTHE
0. Y— RECABERE & RIS B NIROIER(LIEF 2 RIB S i,

(mm)

1er T TigiELSD
141
12.1+3.8
12 11.1£3.1
i 101
=
A" 8
E
. 6 |
g
ata] 3.8+1.7
a4l
ok
R—=2A54A4 > 24188 N—=AS4> 24188
HEREy ezt
(n=105)  (n=99) (n=107)  (n=86)
X Al B —ZXECE T

RVI-4 F=RNEEBEIGIER

AREHEEREZNRE LEEERLERER (15816114)

[FEMmAEYE] T2 NBEE ) okPid GEAHNCHY) | SkBE9 K OURBE17 D% Kb b (iR B 25T
() ERMNATVUSIZ L v HlE L=,

[V.5. (4) DAhEREERER 2.3885816114)  (P.30-45%MH)



VI.

EEE(ICHAT SHE

OMIFT A b7 A — VIR 2 FRIE & U 7 IR sl 20h S25.26)
FENBYE R FED 2 xR & LRBR1545TICHE W T, ARFIRETIZITZ & A LB T4
(CEPE10) DIfiiE= A N7 VA — VIREN27.2 pg/mLAH THY | MiFTA FT U4 — L
JE - fREE & U 72 IR R R S R AR O B e (M= A b7 A4 — LigE27.2 pg/mL : Jf
fa R BEE)

(%)

100
o 88.5%
80
(=)
£ 6ol
=
D)
|
% 40l
201 4.6%
(n=6)

N—RA5A 2 2488
R
(n=130)  (n=104)

HVI-5 MEIR S OA—IL<27.2 pgimLDEZEDEE
FENEEEEEDNRICLE-ERNLRHAR (GER15457)
[FEAmAEHE] Ty = A b7 oA — VR - KBE3 (UMIREICHE ) | KBE10 & OBKkBE11D 453k
BRI s PR A 2 I E LT,
[V.5. (@) DA EMZERER 1588815457,  (P.17-29% M)

AR IR IE R 20 2 kf 5 & L7 ilBR16114Tlid, 248 EF CEFE9) IZBWTAKIRE, ¥ — i
BEEREL BITIEL AL OBEETET A N T VA —/VIBENR27.2 pg/mLAHTHY . WIi
DOIANZBNTHMET A T VA — VIR E & U= IS B 0358 Sz,

(%)
100

80
81.4%

(n=70)
601

Ob&E St

40

201

=
FHE pagn
(n=99) (n=86)

RVI-6 24BBDIMELIRA SO —IL<27.2 pg/mMLDEEZEDEE
ARRHEREZMRICLE-ERNLERRER (£8816114)

[FEMIEHE] TmE= A b7 OA— VRE ]« kBe3 (UNEHICHY) R OSKBE9D & e PiE 2 I

1R 2 JE LT,

[V.5. (4 DARhEMZERER 2786816114 (P.30-452 M)



VI. EMNEEICET HIEHR

@7 v 7 AT v AR AR & U 7= PRI 2h 52520
T EPNIREBRE2 265 L L2 BR15457IC8\ VT, 24K (CEB£10) oIl 7 v/ A7 1
VIREEDN1.57 ng/mLA Th - I BEOEIGIT, AFIFETIX100% THY . MiET a7 AT
0 RE AR L LRSI R AR bz (7 e S AT v U157 ng/mL : 4k
SR OBE) o

(%)
100
100%
(n=104)
80
= o
£ 60
[1)]
2|
& 40+
20t
16.9%
0 (n=22)
R—RS54 > 2488
R

(n=130) (n=104)
KVI-7 mMEFEOF5RTAU<1.57 ngmMLOEEDEE
FERBREEREZMRICLE-EALEEHAR (XE815457)
[FEAGIEYE] Ty oA AT o BB kbid (BEARHNCHY) | SKEBE10M OSEBE110 4 Kk
WF LI P RS 2 I L7z,
[V.5. (4 DAhERZERER 1588815457  (P.17-292 M)

A RN EEE B 204 x5 & L7-3BR16114 Tk, 24Ky CEBE9) I vy 27 0 U RE
231.57 ng/mLAT T - 7= BEHEDOEIE X, AFEE, Y — RELEEEREE HIZB%LLETH D,
WEFNOEANZBNT OIS 17 AT 0 R A2 L U= PEINEI 03380 iz,

(%)
100

98.8%

(n=85)
801

60~

Db St

a0

X #H B A iRy
(n=99) (n=86)

HVI-8 24:BROMETIALS R TR <1.57 ng/mLOEEDEE
AREHEREEZRNRICL-ERLEFER (18816114)
[FEAGIEYE] TyE 7 e 7F A7 o R kbid GERHNTHY) | KBR9D & KB M ig F
TEEAHE LT,
[V.5. (4) DARIERMEERER 2. 516114 (P.30-45%18)



VI.

EDEE(ICHAT HHE

GDRSPDO ' a7 AT v U FIR~D#EE (In vitro) 43

AT uA RBRE AR OY A Y VB ZRG, P TFULATER LS w S AT
B UE TIZR W T, BARFMHRAIER L. e s 27 v O RKIRITK3 2 DRSPO#E
FEZ R Le, TOMEDRSPIZV Y X FEHko 7 a A7 S/ RIZx LT el
AT 1 D12.505 FEFESBFE : 40%) . B b FEHRRO T B S RAT v U2/ RICH L
T RT AT OU2.2M(5 (FERHEEBFNE © 46%) DOfEEREZ =~ LTz,

G®DRSPO$HLT > Fu s U NEM (in vitro) 49

AT aA RFRVEVZFERZRBE L2 RUSFLVEME (CVIfE) &, 7y h7 v Fe
TUZRE (rAR) Bis . WNZrARICE VBN GIE S D LAR—% —#Eis & L T2
DI AhT7rz=a— LT EFIL T AT =T —F (CAT) Bz faE AL, CATIEMZHIE
THZ LK T Fa o/ EE I LB riEEEE2E& L7, DRSPOT > K
TFNEREGRRT v Rue s ThHRI881E, FichiiT v Nur AEHZEEY 7T r v
(CPA) tznEntbfe L7, CVIAIIEIZR1881 (0.1~1,000 nmol/L) #¥sh+ 5L, LK
— X =BT ORI (CATIEEO EF) BROH LI, ZOFRIUIY F 2 FEERK10 nmol/LT
R KIZ72 > 72, DRSP (0.1~1,000 nmol/L) D ¥ TIXCATIEMEDFHE NGRS ST,
DRSPIZ7 v FuaF  AEREZB I RWEN R I, —F . DRSPIZR1881 (0.5 nmol/L)
WZE D VAR — & — B T RBLZ R ERAICILE (50%MHl#EEICso : £9200 nmol/L) L7z
ZeMmH, DRSPIFHIT v R P UAEHE AT 5 & 2 bivlc, DRSPOHILY v e/ AEH
I%. CPA (ICso : #9330 nmol/L) (2 L THIDN o 72,



VI. EMEEICET HIEHR

R T » MBI DR ORI IR ERIC KT TDRSPOEE (Hi7 v Rus L AEf) 49
HeZ v b (6~120L/HE) OREEFEHSH Hvs ., A HEDODRSP X IZCPA% 1 H 17 H X 1E
BAO5 L, R o4 BT A A7 1 20.10 mg/H 21 B 1E7HBIKER TS5 L=,
DRSPIZ7' m A VT A b AT 1 T K 2K 3 K ORI g oD B e N 2 FH B A7 L 3

L7,
RVI-3 FBEBEHESY MIBITHARERVANIIRESICRITIDRSPOFE (#OKkSE)
TR TE iR LIRS 1R X [ TR X [
(mg/E4/ ) (mg/100 g + BW) (%) 5% i 5% b Ji
FE IR 40.1+11.5 (6) — — —
VAR 51 5.8+0.8 (12) — — —
%Z\‘f;ifjﬁ 42.5:75 (12) —~ —~ —~
0.1 41.0+6.5 (6) -4.2 -19.8 13.1
0.3 37.0+10.7 (6) -15.1 -30.4 1.5
DRSP 1 33.1+3.0 (6) -25.6* -40.7 -9.6
3 25.1+8.1 (6) -47.5* -62.6 -32.2
10 13.242.4 (6) -79.8%* -97.2 -63.4
0.1 33.1+8.1 (6) -25.7* -40.8 -9.7
0.3 24.6+7.5 (6) -48.7* -63.9 -33.5
CPA 1 14.844.7 (6) -75.5* -91.5 -60.4
3 13.2+4.4 (6) -80.0* -96.3 -64.8
10 8.1+1.2 (6) -93.8* -111.0 -78.3
TR FIT 7 IR GRS fEHEX EHEX M
(mg/E4/A) (mg/100 g + BW) (%) 5% FJi 5% ki
s B 46.1+7.6 (6) — — —
R G 6.6x1.0 (12) — - -
%Z‘figgﬁj# 36.149.6 (12) = = =
0.1 31.1+4.6 (6) -17.0 -33.5 1.0
0.3 29.5+6.2 (6) -22.2% -38.6 -4.5
DRSP 1 25.5+7.5 (6) -35.7* -52.0 -18.7
3 18.5+5.3 (6) -59.6* -76.3 -43.2
10 14.142.2 (6) -74.5* -92.0 -58.1
0.1 23.2+3.8 (6) -43.7* -60.1 -27.0
0.3 21.1+3.4 (6) -50.9* -67.5 -34.4
CPA 1 14.8+3.4 (6) -72.1%* -89.4 -55.7
3 12.1+2.3 (6) -81.3* -99.2 -64.8
10 10.5+2.6 ( 6) -87.0* -105.2 -70.4

FHME+ESD () ink

*AELME (vsFm A UEET A N AT a B, Fieller's theorem)
Ta A UEET A AT e UBF0.1 mg/ B (TS ROYREEE R O S LT,

CPA : ity 7 a7 o




VI.

EDEE(ICHAT HHE

®F v MEBEALENIZ 1T 2 Nalgs |2 2T DRSPOFE (HLI 27 /LanF aA REH)

(in vitro) 4®

7 v b ORfEHFER B2 W CREBEENaEE A2 BERAEHFEICHE L 2 A, DRSPIET
)V RAT v 2 XA Nalik 296 L7- (p=0.05, vs 7/ RA7 1, Dunnettiii®) .

RVI-4 S5 MEBERERIZH T BNa k(2 RIZITDRSPO L
2T uA NjERE 102 mol/L 108 mol/LL 10" mol/LL
7L RAF 1 109 mol/L 5.32+0.39(60) — —

DRSP+ B .
L K25 1 2109 mol/L 2.13+0.72(8) 0.03+0.06(8)

Avwm /)77 h+

— * sk
K25 1 2109 mol/L 5.18+0.92(8) 0.39+0.18(9)
JuaFATar+ o *
L K25 1 109 mol/L 6.01+0.61(8) 2.41+0.71(8)
THEESE, () :n¥
*p=0.05 (vs 7/ RA7 1 Dunnetthiic)
O®IEL 7 » MR 2 DRSPORE 512 & 5 Na+HEifitic W IR I rans

a4 FEH) 47

BB 7 v MCT Vv RAT v 2 FIRNEE G35 & JRPENa+Jett &3040 L (Nalit®
ER) . IRPK+HHEENENT %, A/ J7 ol xorardas MER%
BT AL, ZOHNRMET IV RAT a2 X 2 NallrE1EH R ORI ER ICHE T 5,
DRSPOHLI r T /v ainF aA RMEAZRFNa+/K+EEEE L TR L,

DRSP 0.25~1 mg/@h¥y (3L Z1.67~6.7 mg/kglZfHY) OfRAOKEIZ L RFNa+/K+
DL TFRIH S, Avr /77 hrl~4 mg/@h¥ (55X %6.7~26.7 mg/kglZflY) 2L
THRWHLI 2TV aLFaf RMER (T K27 o UREHER) 23389 iz, DRSP 2O
4 mg/EWY) (BLZ13.3%026.7 mg/kglZFHY) TIXEHOIEIT LR HivT-,

WEED A ~a U ZRIK~DFEE (in vitro) 49

AT aA REVEAMARFHEMEEOY A Yy vl EFAV, NV FUATER LZZA ST Y
F— (B2) fF/E FIZBWT, EEOT X s a A S B5RICkT 2 BRMEIC W TRE LT,
ZOFMEEEIXT v P AU b FEHKOT R Fa s U2/ RICR L TENENLED 1/0.5(%
(200%) . 1/0.6f% (167%) DOFEFHEEEZ L, =A M7 U/ RITT 2 BIFMEIZED2
fechHot,

(3) YEFASETRRSRE - FAERSRI
BB L



VIL EYEREICEET SRR

1. M REOHS
ORI b b
Rk L

() EgPRERBR CTHER SN RE
DH[AlF 529
e H AR N ZetE18%1 (20~355%) (I Km AL/ (DRSP) 3 mg/mF =LA KT TVF—/L
(EE) 0.020 mg# BR[O &G L1z & & DFEYEREFH AT A —21%, UTO LB ThoT,
175 FDRSPIR B V3% 5- 1.6 ) 2 e s TG IR EE (Cmax) (ZEE L, £ D% MO R Z R
L7z, Mg EEREIZE 5 1.5 %I Craxl T L7212, BHOMNTHA L, & 5-6~48FFM %12
ILEEBHRLLT &2 o7,

RVI-1 FEYHREZH/NT A —4

Chnax AUC?
(ng/mL) tmax (h) (ng - h/mL) tuz (h)
DRSP| 37.4+12.2 1.5 (0.5-4) 501+88.1 27.0£5.60
EE |0.0538+0.0191| 1.5 ( 1-4) 0.229+0.142 —

WEEEESD, tmaxD A RAE (HiPH) . n=18
a) DRSPIZAUC (-« . EEIFAUC (0-tlasty 27T

(ng/mL)
50

45+
40
35+
30 -
25+
20

15 -
10 F19fE+SD

wTwn=oUO

5 -
0 T T T T T T T T T ' T * T *
0 12 24 36 48 60 72 84 9% 108 120 132 144 156 168 (h)

B A

HVI-1 Mm;E+DRSPRE#H

(pg/mL)
60

50 |-
40 |-

20 -
B

1
20 30 40 50 60 70 80 (h)
k=

o4
-
o

HVI-2 1EHEEREHS



VI. EYEREICEAY HIEHE
@B 529
Rl B AN AN £otE2401] (20~355%) (2. R AL/ > (DRSP) 8 mg/mF =L R T VA —
w(mm00%n@%%maﬁﬁﬁﬁmﬁﬁbtk%®ﬁ%%%$%ﬂﬁf~&@\uT®&%
D CTholz, MIETDRSPIEE IR G8HBZRICEFIREICEIEL, &#521HHOFEREEIL3.0T
Holz, MIFETEEREOKRE21H HOERERII25TH -7,
RVI-2 FEYHREZH/NT A —4
C (ng/mL) t (h) AUC 24 tie (h)
max g max (ng . h/mL)
DRSP 1HH 40.5+11.0 1.5 (1-2) 9277+56.1 —
21HH 80.8+17.7 1.5 (1-2) 825189 29.5+5.28
EE 1HH | 0.0362+0.0162 1.5 (1-2) 0.1194+0.0783 —
21HH | 0.0576+0.0286 1.25 (1-2) 0.275+0.168 —
WHIMELSD, tmaxD AP HAE (FEPH) . n=24
LI FIZDRSPD k7 72 OHERE & 773,
(ng/mL)
40 —
35
30+
D 25+
E 201
P 15
10 — FiEESD
sk
0 T T T T T 1
0 5 10 15 20 25 30 (B)
B M
HVI-3 MMEHDRSPM k5 7 EEH
(3) hEE

BB L

4)BE - HAXOEE
.ﬁ%@ﬁ/ﬁﬁ

R AME N £t (19~365%) 16612 %t RICEE 140, Hiftizk, IEEHR. BIEAL, 7 ax4—
/vnﬁﬁééﬁmb\SHT4ﬂmA(DRSP3ngEammHg)&)%ﬁ%ﬁﬁwﬁﬁTﬁlﬁ%@(%
FERAE) RICHRERE DS L7258 ODRSP X UEEDWIN OFEEIZ KT TREOBEL MG L
7o SHNCHYBRE 16 L TR T UTR%ICSH T 470FA 288 & BilRfe O 4% 5 L7z, #BRICH
HAIHATZ1661 D 5 H1SHIOWERFE PR 252 T L, RWEREfiir x5 & L7, DRSP 3
mg/EE 0.030 mgll & Al & E TR ORFE (RIEE) #%ICkELizL &, BEFOEBME TIX
A MG DRSP X OCEER EEITIEAE L, P TENZNHIS8% L P41% K T2 Z EA/REh
koﬁ%®EHﬁ¥WWﬂ%N4ﬁTN4?HU?4mm%f%okﬁ\DMP@N4ﬁ7N4
TFEUT LI TR O N o7, ULELD, B TR TE% TlL., DRSPEXOEED
%Wﬁﬁi@%&ﬁbt%@ﬁ\%%%K%%&&é%kﬁ%b%hf\ﬁﬂ(m%P3mME
0.020 mg) IZBWTHLEBFEROGEIZOIDOLTRAFEETH D LB X LN, 7o, KAl
DORERB W TUIRFICET 2 HIBRIE—U T2 o7,

(8) AFNEEY -0 OF S & EIZDRSP 3 mg/EE 0.020 mgTH 5,



VI

EWEREICEHAT HHE

WO D8 (DRSP L EEDHAANEH)

AR CITRERRE e AN ZetE (24~405%) 1861 2 9% 3" D2BE IS MEAE 4 IS BT, —H ORI
DRSP 3 mgf™ (SHT470N) #HiEIEO#5 (FG5A) L, @M%l _DRSP/EEEE/:.\%I (SHT
470F : DRSP 3 mg/EE 0.030 mg) P #Hi[alf& 5 (&5B) Lz, £z, M5 ORI 5IER
ZIZL, PEREE (B5B) O2[M%ZICHEMEE (5A) 217V, DRSPOIEYEhEIZ KIT
TEE(F &5 OB HHRF N THEL LTz, #ERE 2R EE T L,
DRSPOWIITHL/NTH Y | tmaxlTHE5-A (DRSP) TiX1.98:f, # 5B (DRSP/EE) Tix
1LAFEICTH 572, Cmax. tiebHEALFHEBOMICHIEZZB DT, EEFHMEEH THDHAUCD
il b W5 CRRE TH -7,
MG HFEERE X, DRSP/EE% H[RI#E 14 5-1%501.520.6/F[#] TCmax  (58.2+£22.8 pg/mL) (ZE|
EL, FHAUC (o4n) 15154.7+75.3 pg » h/mL, FHAUC (0-24n) 15463.3+352.6 pg * h/mL T
BT,
UEoFER IV, EEOPFHE G IZDRSPOEYEREICHE L 22 &R ENTZ50, HARAK
U“E}\ﬁéa’:ﬂ% (ZAF] (DRSP 3 mg/EE-~—% 5 7 20.020 mg) XI/ZDRSP 3 mgZ Hi[al#% M
BehL LG AIC b, RO REME LN TN D,

(18) AFNEEL 720 DAY E EIZDRSP 3 mg/EE 0.020 mgTH 5,

W {75 LR

(1) CYP2C19XUFICYP3A4ERDIFIEIE (A AT TV —)v, IXITAh YV UNRNREZTFY)
1n vivolZ 317 5 DRSPOCYPEEE Ik B BHEZ R Z . CYP2C19 X IECYP3A4E.SE OREHEILE
THDHAAT T =), IXTT AR U NAETF o O TR TR L7,
CYP2C19DEWEILVE L L TA AT T — L& AW T BRI B AVEHA R Tk, DRSP 3 mg
ZIAHMREROBEEGELTH, A7 7Y — /L EOCYP2C19IZ L A 1E#HEY (5-OHOMP) @
7V 7 7oA (CL) CAEREELRITS fmxofco E 51T, CYP3A4ICZ X 5 R EW
(OMPSO) 27 U7 Z A (CL) ICbABEREEEKIEII e olz, LEDOZ EG | in
vIvolZ B\ T, BRIR &I 1 52 DRSPI :iCYPZCl9&U\CYP3A4@¥??ﬂ-: A fRE L& & %
HiT=sY, Fio, 24F| O ARG LM E A x5 L LTz, CYPSAADIEHEREH L LTy /3R
B2F o ORI B EARBRE £ L7z, Lo L, YiRBROMEHIZDRSP & &~
VNAE T L OEpENREFIME BERIT W SRR T DI E L o 27252 CYP3A4
DERILE L LTI XY T L% AWK Z 8N TEM L. DRSPOCYP3A4EEFTE M%)
@“%6 BRI LT, OSSR, KA E THSDRSP 3 mgdif H KER O & 5% O E FIRRE
IZB T DDRSPIREIZL 5T, I4Y T L0EYERBITELZZ T RN LRSS, Dk
X v . DRSPIZCYP3A4BETEMEAPLE LW Z LRS-, VILTAHAEER] (P.95&M)

(2) ACERHZFEA| (=FZ77 U 0)

% 5 o L D BARR % Aot 2 64212, DRSP 3 mg/— A h 7 VA4 —/L (E2) 1 mghid&AI™ (1H1
[) L7 7R EACEREA~ LA V)77 Y010 mg (1H2F) Z14HMOFH L, 1
TEH VU LB AFHE L7, DRSP/E2REE 77 B ARBEORICIZ, MiED U 7 L3 EICHRR MK
UREHFIICA BERZITRBO o oTo, DLEORER IV 1Y U MMEFEHESERICTH 5 ACEM
x| & DRSPELAHIZ DG L Th, MiEH Y 7 LJREICHK FRIE & R 2 BT &
2oz, BL, PFHBETIZ, X=X T4 LKL T, MEOCKTFRRED LiLZ

(139/80 mmHg—130/75 mmHg) 59, [VIL7FHAEA/EA] (P.103%H)



VIL EYEREICEET SRR

(3) NSAIDs ([~ RAZ V)

TR 7R PR M2 % 5212, NSAIDTH DA > KA KX 50 mg (1H3E#YS) & DRSP 3
mg/E2 1 mglil &™) 208G L2 Ba omEn U v SREZFE L7z, @HfEA S FA XY
VEHBIZHED DL, @AY U AMIENREIL LI-EBRE X 0o T, A KA X U A BN
S O'DRSP/E20f FHIRFIZ 35T BRI KR OB FH PRI E B2 gD U 7 AR OEBIGRD &
Niginoiz, ZOb, @HEERLMEIZNSAIDs E DRSPECAHIZFHES LCThH, miEH U v A
TREEICHGR LRI L 2 D BT e B2 b7, IIL7TAE/ER]  (P.103&0R)

(4) FIRAI (B FmrzoaF7roR)

DRSP/E2f & FI OIS FIc, Mg EETHEERIC XL 0 TR EF/ U72BR% ket awtg L LT,
FIPRA O 1R FER Ik 2 DRSPOF G DRI DWW CTRRat L 72, PR OARRENE & 1
JEJEHEEIZDRSP 3 mg/E2 1 mglil &#™ &t Fu2ZouaF 7Y K (hydrochlorothiazide :
HCTZ) 25 mgZ4BEIOFH L7 & & 0tk mELXOEYBERRZFI L, WTnDEHEIC
H DRSP/E20F & 5- I ZERRIICRE S 72 5 MG A U 7 AREO EF XA LN >T, ZD
7o, HCTZIZ X DinH & ikt L T2 ARREVE & ESE B F ICDRSP/E2IZ K 5 AR V& k%
EFHT 256, HCTZOER 5843 2 0B ITrnwWeE 2 bhilz, (BL, EH54HBIZEBT S
UG B L /AR E A L E DR — 2T A EN L OZEOEHEIE, 77 AR (0.4 mmHg/
-0.4 mmHg) X Y £ DRSP/E2#% (-7.6 mmHg/-4.9 mmHg) TKZ <, WEEOZEDFHHEIZ
-7.20 mmHg/-4.52 mmHg C& - 7256),

(5) CYP3ARHFEIE (7 b=t — (KTZ) )
TR Lot (18~455%) 50K %51, AHIXIZDRSP/E2EIAHI 2 A5 Lz & & 0w ke
TOEYBREIZKIET 7 b2t — (KTZ ; 8O CYP3ARRERL) RO OREL KRG 5
MVELALIEE AR (16245708%) 571235 T, DRSP 3 mg/EE 0.020 mg DAl A #I X IZDRSP 3
mg/E2 1.5 mgDEGHIT & KER NG Li-kOEFREICE TS, EEXIIE2ELADRSPO
gl KIET 7 b= —L (KTZ) 200 mg 1B 20815488 0 #5058 2 50l U 7=, AH)
K O'DRSP/E2 & #8\ \CYP3APHE 3 T & 5 KTZ 0 R T 82 2 7 & 45 B o> SE A B RE - i AH FLAE
DIFET D Z ENRENT,
AHKIIZDRSP/E2 £ KTZ (200 mg 1H2[A]) Z10HBOFH#&E L7z & &, DRSPOAUC-20md
IR L (2.30~2.68(%) . EEM O'E1DREE EITEE (SN (1.3~1.4f%) L7225,
B2 EIIKTZO BT L A EZ T ehot-, £2. MIED U U AMEEE O - IMIEBRE
RLEXNT A—=FDOX—=2T A b OFEEEA LIRS E®R O H 5 LT LR )
> 77,

(1) AFNEEY =0 OB RS &EIXDRSP 3 mg/EE 0.020 mgTh 5,

2. EWNEEMR/NSA—42
)2 iwap:
DRSPI32-z2o /28— F A v hEF/L, EEIZ3-2 03— " A R ETIVICHE ) DR S 7259,

(2) VR AR B FE S 4
Rk L

(3) SRR AR
BB L



VIL EYEREICEET SRR

BHoIVF7I3UR
DRSP59
faEE 2 A E N B oMt (54~63 75%) 6 illC 14C-DRSP 2.09 mg # RN 5 L7234 D
7 V77 A (CL) 1% 1.2+0.3 L/min/kg TH > 7-,
EE
MERR L

OF it~y

DRSP59)

e 72 AN E BRI Aot (54~63 %) 6 #1112 14C-DRSP 2.09 mg % &k 5 L7-58 D%y
AT 4.240.9 L/kg TH -T2,

EEs®

(Z%E)

KRB TOSMER (V,) X, vV A T144 Lkg, 7 v FT67~73 Lkkg, UV H ¥ T
31.7 L/kg, A XT16.8 L/kg, /KDL & TENLI6.0K% V6.9 LkgTh o7, 2TOEY
FICBNWT, mWEE 7 V7 7 AMENBRE SN, kbEWI VT 7 AEZ2 R LIDIE,
~ U AKDRT v N TENEI, 112 mL/min/kg % 164~74 mL/min’kg ChH -7, 7HF, A
R, PR ICBTL7 V7 7 A%, £hEh37, 25, 17Tk 022 mL/min/kg T -7z,

(6) £ DAth
ek L

3. B&E[M (REaL—2ay) @
() @ AE
DRSP & OEEDHEWEHREIZ DWW T, FIEFPBIRGIRET /L (Non-linear mixed-effects modelling)
(2 K0T LT,

QINTA—2EEIER
ittt (18~355% @ 1,16641) Zxf4 & L= MFHER (RUBR308683) 592 T3k L 7= REAE[H
SEWENREREHT I\ T, [Al—Rsy T D72 5 A%], DRSP 3 mg/EE 0.020 mg 124 H J& 4L
FHR O — XA s (280 AWMLY #keh L, EFIRAE (BB3~27#) 12817 5DRSPL D
EEDOSEW B 2% KT T RO & 5 M EBORKR #1To7-, ZOHF. DRSPLXUEED
TEFARAE T O R BYRE I (T8 G- IR L2 BRIZER O H 2 B TR b o7,
ZEECEB VO CDRSPE OEEDBRE BICERITRBD DR o722 Eovh, 4L OE\W ZDRSP
K OEEDEHIRRE COEY BRI E L KIF S22 3R E T2, DRSPLX U EED K YEhhe
SR KT HAR L LT, AE (DRSPLXUEE) KO (EEO&R) BN S8, £
DOEBOREIT/NS | BERPZERITNSNWEE Z b,
%124 0 fH (120 A RIS G-+ 4 A RIRSE) 2104 7 v & UCHEE Liciu)y



VI

EWEREICEHAT HHE

4.

IR 4R
DRSPsv

(%)
Mt~ 7 2 IZDRSP % #% O #% 5-1% . DMW&L%%’&W%M P12 420.5RF M LLNIC fi i i
JEIZH)E L7z, 4C-DRSP 5 mg/kg# & 1% 5%, DRSPIZFEAICRIN v, £ 0#5-% Ol
RED R HHEE R RN 5% & 1ZIERE & R o7,
Mﬁ?ybﬁDMﬂ%ﬁﬂ%ﬁbk% DRSPIZHCHNTIRIL SFu, #5514 205 LA I e e 1A
¢%f’ﬁ%btowﬁﬁ:: LVEFA L7 (BDC) M7 ~ RiZ14C-DRSP 5 mg/kg# #% [
Feh L= & &, DRSPIXSERICWIN &, #5 U7 HEE 0 94.3% A3 R K ORI [E]IX &
72
HEPE 7 B FIZDRSP 1.0, 10 mg/kg#f& &5 L= & &, DRSPIZHECNCIL 4, 1IRFE LA
Chm MAE R ICBE L=, L L, 100 mg/kg Tl mﬁ$%f CEIET D DIT4.TH
MAEZE L=, WM FICUC-DRSPERENHE L7z & %, DRSPIFZERICWIN S, &RO#5
B ORI RED IR PHRM RN . FIRNE 5% S ZIERE & 2o T,
MﬁﬁhvﬂDR$?1ngkg%$£%§ﬂ&5&j?%\DRSHiE%%WU&Wé%M 2R E Tlohk
HEPREEICE L, LavL, 10f50 A& T, %ﬁ%ﬁ*%bk 3% 514 3~ 4B T dH
ot@MCme%@mﬁﬁbt&% DRSPITFERITRIN S 4L, #% 1 i 5-% O K Re D IR HE
MRS BRI G54 LRI L 72 o T,

EEs®

(%)
Bat L2 CoigfElcBVC, EEIZ# 58100 pgkegE TH7< & 150%L0 1, 25 <X
&A&% (RIS 7z, — RIS, #& P G2 ORINE %%Wf\&ﬁﬁmvwﬁnﬁﬁif_
¢Eﬁﬁﬁfﬁébtomm?yk*mfm 50 ng/rat ($J300 ng/kg) %+ _FElENE S
Lt . BEE IR OB NICIIHR S L2 RE D 20% 235847 L. SEFMZICITE DF%fFE
1w%ifﬁ?btoﬁﬁuﬁﬁum B LE80% DHHRENRIN SNz, ZDXHT, T
MIBWTEEXIZIZZAIZ L b RulIcIN Sz, L L, WRIGERERIC BV TRBE RE X OV
WKi@rM@@ELﬁﬁﬁ%xfto7/F B DEHERIC LU, EEROEG 05 E
40~50% D IFERET T V7 b IR A A% T T,



VI

HEMEEEZRE T HI1EH

5.

NAFTT ATV T«

GrEAT —%)

DRSP59)

fEE 2o E NP 2ot (54~637%) % %5 (214C-DRSP % Hi[al# ik PN 5% 5- Ko OVHA 1% 11 4% 5
L7 EDMAHINA AT XA TV T 1, YARNT U AROCRB T v 7 7 A LV EETT 572
WIZ, 200F (FRIRNE G R OR D $#5) ORI X 5 I Ematiia Ehi L=, SE AR
1% £oE6611214C-DRSP 2.09 mg# §FlRINEE G- L, £ Dtk 4 M O IE % B34 T14C-DRSP 3.13
mgZfEAFKG L= . DRSPILRR D52 L 0 iiE 052 IR &, Z ORaxkt) A 47
ATV T 11385+24% TH o 7=,

EEs2
FUF 7 A THEHSNTZEED60 pg % fEEAREIIZABI DO LMEIZ. 3 mgZ B AN 36 D ekl
5L, 3BlO&MIZ100 ngZ ® 0 R OWEE AR G- U7z [HEEEZ ot (24~33m%) 1, HAZE
DHEHTRE L, 33 (64 kg) | 265 (68 kg) KL U245% (61 kg) 12100 ng»EEA % £ 5-
LIS B DONAFTT XA T E YT 4 13ENZEN44%., 58% K 126% Th -7,

(7£) AFNEEL 720 DAY E EIZDRSP 3 mg/EE 0.020 mgTH 5,

ol

(1) I & — fix B P& 1

MR L

(2) M % —RE A BEFY @B 14

DRSP83)

(%)

IR 18 H OMENE T » MIZ1C-DRSP% HERE O£ 5- Uiz, ME PR REIR 1L B 5-7£ 0.5 1FF
R IR U, g - AR AU RBIR B 1T s e A L BIF AN I A R BE LT B L
Too BHZR LSRRI W T b WU BEIREE 358 60 DT igds - MRk, AP, B &K OVh
BCHH . ZibDlEds - Mk RS ERE I, ETBIHRRIREDOENEI1L, 20Kk
V6 Th oo, WNT, TEMROEIE OB RBIRE R & < . AP AU RRIRE OK405 Th
ST, IREKLROVE OFUHRENR BEITAHX AR S . E B AVME IR D22% Kk N T% Th - 7=,
P 5-1% 1.5 [E] O B VAL M OVSEK O U RRIR EE 1. REEM O IV P U RBIREE D Z i
#165% K M11% Th o7,

EE63.64)

(%)

MM >~ MIZ3H-EE 50 pg/rata #2 A& 5- L7-t2, 24 KOV I SRRk 0 2 JE LTz, &
G424 1Tl 13 & A DR S v, BUNRRIZME WA SUTIR K OFEHRIAEE LT,
ME— TR R RE SR T S v 7e, AFBR PR AE I, B T2REM#%121.3420.4% CTh > 7=, #E
7 v b (WER18H) (Z3H-EE 2 nglkg% 3EFE% Onorethisterone 1 mg/kg & & TR O &5
T 5 & HERRITESCONCRIN S v, BEE%0.5F M ORENMIZ 31T 2 R 1394 pg
H/mLIZE L, ZVTRMERICHE T2 LR 58&00.16% MY Lz, ., BILKOE
K OISR X, REEM O Mg L 0 RETH -7,



VIL EYEREICEET SRR

Q) Ei+~D#BATHE

DRSP65)
RILPORFELME (23~31i%) 6(1ICDRSP 3 mg& EE 0.030 mgDBEIAHIZ#5 Lz & &,
L O DRSPIEE 1T 3.7+1.9 ng/mLTH->72™ , AUCoasn% i35 & i HiEE
(AUC) 1 ZiiE#E (AUC) OF#)0.23+0.091% CTh - 7=, 24FH COIHBITRIT, &5
=D0.02% Th -7,

EEs6)
t MZEE 0.5 mgZzf&O#& 5 L, iH., Lt OEEREITN100:256THDH Z b,
EL A IR ICAT T 2 EE BT 245 TH90.02% & B S e ™

(%) AFINEEL 72 OF RS & IZDRSP 3 mg/EE 0.020 mgTh 5,

(4) R~ DBATHE
REER e L

(5) Z DIDIBMA DB T
BB L

(6) MIFRAFEEER
DRSP67
fatfe et (18~34i%) ICEEDRLA &N 5 3FHODRSP/EERL A K265 A& Li-L 2
7. MIEE A% T 52 DRSPOFHFESRITFIS% Th - 77,
EE6®
EEOt MSEEH & OREEHEITB%E R L, TOMEEADIZIEAERT LTI THY
IFFRAFER Th D,



VI

EWEREICEHAT HHE

6.

e

(1) FCRHHBRR AL B MR AR ER

DRSP6&9)

TERERAR S & tE6f] (B AN) ICUC-DRSPEZ R A#&G- Lz & &, Mg SED TEIE, R
BALR, REIM-11 (VR U ERR) R OM-14 (4,5- & K -DRSP-3-fiifisfu A& 14) fzi%)o
7zo ZDIEMNIC2FA O RFEENRH Y & MRG0 biien, Z0EEITbTNTho
77

b MZBWTIE, 85 LIEASEED38.5% N RHIT, 44.4% B EHIZEIR iz, R
Dre EH19EORB OB S, M-11 (VR UBRIR) BNEERFM TH -T2, £E
ERIZZ LS BTN TRI% Th o7z, FHORBW ¥ — NIIEFITEHE T, RIS
LU BED1% Th > 7~

REREE & ER2MHIILLTOEY TH D,

HaC OH o

non-specific esterase Qe M-11

a) 5a-Reductase
b} 3-OH-steroid dehydrogenase
c) 3-0OH-stercid sulfotransferase

DRSP -~

M-14

XVI-4 DRSPMDHHHEEE & ERKHY



VI

EMEREICHAT HEE

EE7®
b MIBT DEEDOREHHREH Z LU T OXIZRY, EEO BRI, SNKEEEOAE (b
WKk T v ig) LULDKIBILTHD, DT DPTIESH DD, 4, 6, 16(LOKEAL HEE

H oI,

2
? oo

H

H!

o
=

Conjugation -—— 2-MeQ-EE i |

//' \ | “~OH .
Excretion o’ 00 H

O@ Omdatlon i D-Homoannulation o

\. / HO F=OH / D-Homoestrogens

Further ~—— 2-0H-EE- 2.0H-EE -

metabolism 3-methylether i y

O@ g
0)(|dat|on

Ethinylestradiol (EE) - Deethynylation

=
Oe O@ Estrone
HO HO Conjugation J { Enterohepatic

O
S

circulation

£%)
3

. QOL
: Ga-OH-EE : HO
il o I £ il Estradiol
' |3 ' F
—OH D
<OOMe
Gl
HO O@ UC\O 035 ""o
TBE0RkEE 3-Glucuronide 3-Sulfate
Excretion

HVI-5 EEDRBEHRER



VIL EYEREICEET SRR

Q) KHIBAET LHEER (CYPHF) OHFiE. FHFEXR
DRSP7V

LT 212 X0 CYPAy T-HE 4 BB S 87 V79 2 vy, DRSP®Din vitrofiz bWt %
fREt L7 ft 5., DRSPIZCYP1A2, 2A6, 2C9, 2C19, 2D6K UR2ETTIXUH S22 &7
O MNE IR o7, ME—CYPSAARBLMAR N DT N o & £ LTz, Z OfEHRIT,
DRSPAE MiFIZu Y —AlZloThTFnLaREanianz LA LE, B2, Z0
CYP3A4RBIVTIMAL A CTHR L= O 2TiX, B MY 2 B> FCYP3A4IZ L 0 ARk
L7 & —E L7z, DRSPIZCYPEEFRIZ L2 RENIZ TIZ< nWeEEZ b,

EE™2

EEORLAREIE. P72 v Y — A2 HWTAEICHIZE SN TS, B MFIZa Y —AlZ
B2 ERRGE, 1) 2-, 4-, 6- K16l IT DKL G, 2) DEEOKRET =2 L—
varKO8) mF = VEORBERIGTH D, ZD ) bLOEERFILIGIE, 2O KEEE T
Hol-. B MFIz Y —5 (it 7—0) IZX BB W T, EED2-Mi KR EICIE,
CYP3A4 L 2C9M 2B G- L, 2C8, 2C19KVBASR LT NG T2 Z & MR I 17z,
—J. 1A2, 2A6, 2B6, 2D6 K O2E1DR 53R CX 2 ETh o7z, NAAX—DF
71— A KB in vitrofit O R, 14C-EEIZ2-OH-EE, 4-OH-EE. 7a-OH-EE. D-7R%
TA bbb, HiZ, KBRIEENZ2HO N T a—n1 2 4 7ORBOERS RSN, T
Rit2-OH-EEIZ AR Lo 047% % 5 7=, Mg EEE (SULT) I X 20REs
Bt . B K OWHIE CoMEh@iEAEHc W CEEZR&ZE 2 B2 LT\ 5, FEMERE
EEALIE . 3L DK TH DA, FICSULTIELIC K WA &, T4y 5
(SULT1A3, 1A1, 2A1) OFHIZ/NESWERHL NS TS, 77 a Ui RESR
(UGT) Ik D77 v BuaRcS., MEs & FREEDHE RGBS TH D, FIiT
UGT1AIBUSZRE G- L, LD KEEIL E D7 v 7 v VAR 2 ARk LTz,

Q) WEEENRDERRVZEDEE

B
)

FIEEL R %% HEED/SA 4T~ TV Y F (2B LTE VLA, S AT <A T
741 (P6TZH) ,

4) R DOFEOBERVENL, FHELE
DRSP73)

EE

v hifEFIZE 1 2 DRSPO EERFHW CTh 5ZK151414 (M-11) K OZK202313 (M-14)
IZHOWTC, A MaXFy, FaFRAN—=4Fr ZhaalrFaf R, T RaF o RO xR
TN aANTF A, RZERITKT 28R % in vitrogi S RBRIC K VR Lz, WThofEym
HLINHAT A RZRERITITIFEAERE Lhote, 2B, ZK1514141FI x T /v ab
F a4 RZFEERITOT DB Z R L2y, DRSP & RIFRE OFEA IZITKI60014% O @i 2
WBETHoT-, LT - 7T, ZK151414}% (ZK202313iZin vivoll BWTZ N H AT a1 R
KRENTHHEAER 2 RS VW EB 2 bz,

X512, DRSPZH G SNz kMR OG5 SN TR WEEN DLz RP O AT 1A K
SREERFECWEICRT D AT n A FZREEGRRE T Lz, &5HEOIER G O
MBI LTZIRIZ, AT 804 RZFEERNPOIZIERBEO U H o RE#zZ R~ L7z, L7=22A-> T,
PR AP S V7 DRSPOREHMICIZIA T 1 A RZFREFHEEBIEIIRE ST, AT7rA R
SZREEN LRSI O nen B b,

BB L



VIL EYEREICEET SRR

7. et
DRSP74)
fREEERARE L Lotk (A A) IZUC-DRSPA#H (3.13mg) SUTEARNE S (2.09mg) L7z& &,
B REOHEMITI0 A B TIZIER T LT . WP OB 5RK T § 3 PR R R PR R &
RTRRLE L, FFIRNE 5% O RRIZH#EF1244% ., JRFI1232%., BO#E% T, #PIiC
44%, PRFIZ39% M EIL X 7=,
EE™
Rt (20~415%) IC3H-EEZ R O & 5% O#RPHRIL, & 5H%10HPNIZE L £92% T,
bt h TOER~OYEIERITIFIE6ATH -2
(E) AFN1EEL 720 DA R & &IZDRSP 3 mg/EE 0.020 mgTh 5,

8. FSUARKR—E—ICEHT 51EH
BRI L

0. BB IREE
BB L

0. BEOEREHT 8%
Rk L

1. Z0ih
BB L



VI. 22 CEEFIEFEHR) ICEHIT HIER

FVIE 1 O 2 Z RO EZEFHITAHE ISR LT,

[

TRAREZTNDEH
=2

==

—y

AFIDORAICEY., mMEELHLHON., BMEMGREBZLELSZLENHLINDT., RDOKSLHER
RHobn-HFEEFELICESEZHIEL, BULGLEEZITI &,
X EET 5 MED E RERK
TEROSBGER - BiR. ZROEUIN., WE. BLVER. IO - KE. #EE
. AURAEEE
BEIIFHLTH, SOLSGERLEHOoONZEEIE. BEGICRAZGTLEL. HEEREEEZZ
ZIDEIMHAT L &,
[2.4-2.11, 2.14, 2.15, 8.2-8.6, 9.1.2, 9.1.5-9.1.10, 11. 1. 13H&]
[z ]
AFNT P — AELESEDORHEE L [F UMK - EEORFITH Y . MARMEICE L v — XE A6 L [FH
FROTFEMENMLETHDHEEZDND, Y—ABAH T, FEBEBRAEE TE 2WIiiaeiEll
EDHEFNRHE SN TS Lo T, BAKHSE BT 2 MARED ERfER N H & bz
SAEIFELICEG 2RI L, MURLELZITO 2 &, o, BEICH LTS, 20X RERD
oo -HaE. EHICRHERIEL, *&%Eﬁ*ﬂ%%’i’x 29580 TPOMHTLZ L, Fi2,
IwﬁﬁﬁiﬁﬁTW%/ YEfa7R L€ > (LEP) BlaAl, 8 AREERE L Rsk,  TREEAD
— ) OFAZEEET L L,
X et T A BREEE TR AT — OB G HEIC K D MmARSEIZ DWW T (CEk26 41 A 17 H)
(PMDA D3B3 A ) https://www.pmda.go.jp/files/000147261.pdf

2. ERARLENER

2;ﬁﬂ£®$%(ﬁk%bmu &)
2.1 KFNOREA Ik UBHEZ R 0 & 5 B

[zl
— A ZRE B R ORLHEICHE U T AR ORI ITEBIERR O H 5 BH TS L L,

2. BER(ROBEIZIZBRE LN L)

2.2 =R b u FUAREEENEES; (B 20X, o, FEREE) | FESELREDORVWOH S
BE EEOEAD DV TEE b a2 RT o e nH 5, 1 [8.8-8.10, 8. 12% ]

[z ]

ENOEEFLE L« IR E CEEAH (BB & FEROEE Zfid L,

FLIE 0T PIBSE DBATEIZ 6f LTy IR LE 3 S B B A R T Z LR b TV 5,

ZOD, T A b u U ARTEME BRSOV DR D B B IRE IR VT U ARG e AH &

532 LEEOMELZHIBENLIH LD T, KFIEZEE LW L, Fio, B0 REEAl o6 H

% IBWCHESFEOVAINEF LI EORELH LD, FESHELOTEDRNOH HBH

WXL CHARBEZRG L2 &,

L L OV 5 S O AT B T 24 E o A o RE R 1T, TVIL12. (DERARMSE HICES <

15.1.2) (P.117) &Moo L,



https://www.pmda.go.jp/files/000147261.pdf

. =% CEEREFER) (CEI SEE

) BR(ROEEICEBRELHENIE)

2.3 BWOMERE LT R RE B O b 5 BE WSO D 5, HIILAEREIC &
BEAIE, MOEH DXL 2 (2 = L2855, 1 (8.8, 8.10, 8.125]

[z ]

[N ORI - SR VEAH] GRS & RSOEE A R L,

BRI I 2 R TR BT ST D7 B 8, ZOICIIEIE b A E NS, MR ICTRE LT

BEAITIE, ARICEERBIRAE L BENERESEEBEAND S, LEN-T, B

PS5 355 A LM B T/ T E AR TE 5 T, ARIERE LAV L,

2. BER(ROBEIZIZBRE LN L)

2.4 imAerEE RS, MZERE, MIERE ., EEREE I OB O & 2 B Lk EEE
BOATESIL, ZROOERPEEST L 205, 1 [1.0 11.1.15H]

[z ]

EN OB LE S - IR LE CEAH (AR & FEROEEZ s L,

SME O FLFAE OREF CIE, B DRETEAI O AR S B AR MARIE 12 | fdzErh 35 | DARFESE 6.0 DI H

BIMCBEEL TS EORERH D, & OISR O REER ORI X 0 (i i e K - 7T <o i

RRRFDIHE SND EOBRENRDH D 89 , LEEN->T, EitRBEEZAIF I TOBEREDH 5

FiIb &b EMEEERENILE L CODAEERH D . 2D OBRENAHZRAT 5 & i

EHRBT DERMENRH DD T, KRIZHEEG LN &,

7pd. LRECIRBISIE DO MERRIEIC I A h & BUEEAES 5 2MCBE#E L T 0T VL2 282 NS &

ZFOEH2.5] (P.75) %. FMRFEICHOWTIE (VLS. (1) ERAEIWER & FIHIER )

(P.104) K O® TVIL12. (1) BRRFEMICESE#HI5.1.1) (P.116) L&,

<HE K>

1) WHO: Lancet, 346, 1575-1582, 1995 (PMID: 7500748, & ¥l = B023106)

2) Spitzer, W. O. et al.: Br. Med. J., 312, 83-88, 1996 (PMID: 8555935, %3 = B023275)

3) WHO: Lancet, 348, 498-505, 1996 (PMID: 8757151, &#I%& 5 B023738)

4) Petitti, D. B. et al.: New Engl. J. Med., 335, 8-15, 1996 (PMID: 8637557, &£l#% 5 B023562)

5) WHO: Lancet, 348, 505-510, 1996 (PMID: 8757152, &£l 5 B023739)

6) Lewis, M. A. et al.: Contraception, 56, 129-140, 1997 (PMID: 9347202, &¥}% 5 B025123)

7) WHO: Lancet, 349, 1202-1209, 1997 (PMID: 9130941, &k}%& 5 B024827)

8) WHO Special Program of Reseach: Br. J. Obstet. Gynaecol., 98, 1117-1128, 1991 (PMID: 1760424,
EEE 5 B024496)

9) Jespersen, J. et al.: Am. J. Obstet. Gynecol., 163, 396-403, 1990 (PMID: 2196812, &£}% 5 B022742)



. =% CEEREFER) (CEI SEE

2. BER(ROBHIZIZHBELEWLI L)

2.5 355 LA ECLHISARLL EOBRER [LAHIES OO ME ROBENEE LT D Lo
ERB D, 1 [1.. 8.6, 9.1.2, 9.1.5, 11.1. 1]

[figsi]

ENOHERALE L - PR VT CELER] (R OBEHTAISE) & FRROER Z5e# Lz,

MIHEIZ L0 BRI ANC X D EE O ME RAWEH OMBRMESERT 2 Z L8 biTnD,

A E DO EFAEICB T, DFEZEIC X 30T H OISR 2 4l B B B ORI AR A

DA BTN TR U7 fER, B OBHTEAIRAE O 34 L F O TldZ OfERRIIRV 23, 35

WL DM KIS TIRAMICHINT 2 LGS TWa D, Ee, BMImEREE (MET)

RFHARMARIEIZ DWW T ST 5 35 kbl b Lol TRBERILAMITEMT 5 & OEERO®EN H

%2, KERR DRI SCET A & A% (2004 FEGTI) Tld, BHOEIC RO L 9 IS5

#HINTWD,

357 LA L TR U CTu 2 A PRI 13008 FOBESE A D ] 2 HEDE T & 7o vy, WM 3RS 1 kAT
N & 2 BELRIERGREVEMOY 27 2RSS L, Z0U A7 130 & B
AEIZ LN %,

PlbozZ &t BROBHTANC X 2 MARAE % O HEEE 7o 0 I SR BIVEH O fE R 2 88k S8 5 EIA
ELT, I85mbl by | B (1H15KRLIE) | BEZLND DT, RAIZRMAT 2 EHFITIE
BT X oEETL 2L,

MARFEIZ DWW TIE VIL2ARNAE L Z0EH2.4) (P.74) . [VIL8. (1) FEKRZENEM & PIHIEIR )
(P.104) K O® TVIL12. (1) ERARFEAICES HE®I5. 1.1 (P.116) &,

<&k >
1) Layde, P. M. et al.: Lancet, 317, 541-546, 1981 (PMID: 6111642, &#l%& 5 B021331)
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T2 L7238 T, FFIBICEIT 5 Z 02 IDRSP/EERL AAI DT 2 a7 U4y T 2 EED
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TEUT 47 EEET D AICHAIT SR CIA DIl TV 58D, B-CDIX/NMETIZIFEAE
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L7z, BEMRITIEIR20~90 0 T, FE&E AU & O EFESR /LI R AU T2, R
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For medical institution use

Start Date of Treatment with YAZ Flex |nquiries on YAZ FIeX

Y M D Bayer Yakuhin Ltd. Help desk
L YAZ Flex Call Center : 0120-822-091
(Japanese only)
24 hours a day, 365 days

PP-YZF-JP-0102-06-12
Improving agent for pain associated with endometriosis /
Therapeutic agent for dysmenorrhea

Patient card
To YAZ Flex users

@Thrombosis should be suspected when the following symptoms
appear. Stop taking YAZ Flex and make an appointment
with a doctor immediately, even if symptoms seem to be mild.

Pain, swelling, numbness, redness in the leg, headache, vomiting,
nausea, hot flush, etc..

@When the following condition develops, stop taking YAZ Flex and
make an appointment with a doctor immediately.

| Difficulty in moving body, dehydration, etc. |

Standing still for a long time or lower water intake contributes to thrombosis onset.
Drinking water frequently and moderate workout is recommended

Improving agent for pain associated with endometriosis /
Therapeutic agent for dysmenorrhea

To YAZ Flex users

@Thromboembolism (blood vessel occlusion by blood clot) could
happen when you take YAZ Flex.

@Keeping regular visits to your doctor can help preventing
thromboembolism at an early stage.

@If you notice the development of the following symptoms,
please go immediately to an emergency medical center.

Patient card

@ Sudden pain in the leg/swelling

@ Weakness/paralysis of hand and leg

@ Sudden shortness of breath and squeezing chest pain

@ Severe headache, difficulty with speech (or slurred speech)

@ Sudden visual impairment (eg., poor vision or narrowed visual field)

Please, show this card whenever you visit any physician.

To doctors or physicians

@This patient is taking YAZ Flex (estrogen and progesterone
combination preparation).

@Thrombosis* (due to estrogen and progesterone combination
treatment) should be suspected,
if a patient reports any of the symptoms described before
(see the red square on this card)
*Leg venous thrombosis and pulmonary thromboembolism, mainly. Infrequently
intracranial venous sinus thrombosis, cerebral infarction, mesenteric vessel
thrombosis, retinal vascular thrombosis, myocardial infarction, etc.

@If abnormal symptoms are present, please contact the physician who
had prescribed YAZ Flex, whenever it is necessary.

ANA VIR RS m ARBEE 1 b Gynecology Expert

https://pharma-navi.bayer.jp/gynecology
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