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Rk 24 4 2 A 29 H BT 0229 5 10 5 R RERL O LY FRIERBR T A K74
“1)
O HEHERIFIA 15 43 LN ) 85% LA HIRH 4 254
FRBRBLAIAS 15 43 ANIC ) 85% LA EIRH T2 7, XU 156 /21 2 sk BR LA O SRR
HH R A AE LA O SRR HH R = 15% OFPHIC $ 5,
@ HEHERIHFIA 15~30 431245 85% LA LR+ 24

FEAESRIEN O IR R DY 60% KON 85% 1T & 72 Bt 24 7 2 BE 2BV T, iBREUA] o1

VIV 3 D3R YE R O ST N R £ 15% OFEPAIZ & 5 7>, X% 2 B OfED 422 LLETH

Do

@ FEHERIAIA 30 43 AT T 85% LA EIRH L 7a W iGA

LR OWFNLOREEEEHET D,

a. BEINTZREBRFFFICI W TEERIF| O LR RN 85% LA E L 705 & X | FEAER
DR D 40% KON 85% (T D 2472 2 BT, s BRERA 0 SEH) A H
PFEAERUHN D LA = 15% OFEFHIC H 5 >, L P2 B OEIT 420 ETH B,

b . HE S BREBR R I W TRE AR O ST RS 50% LA B 85%IZEE L7pu & &
FEAERIK DS BLE S N7 R BRI NC BT 2 A ED 1/2 O HER E 871 Y
PRI M OSLE & 72 3R BRI R 8V T RRBR U 0D SE AR HH =R )M HE LK o0 SR
HRE12% OFFICH 20, XX £2 BEEDOMEN 46 LLETH 5,

c. HEINTABRRFRICIBW T, BEERIFI O FIEE DS 50%I122 L & & | N
BUHN DS BUE SRR 81 2 IR RO 1/2 O VR R 2 /R 3750 Y 7o RF
S K OWUE S 7= BRBRIE R 0\ T 5B LA 0 S35 PA HH S8 ) A HE LA o0 SRR H
RE9%DHFPHIZH D0, XL 2 BB OMENR 53U ETh D, 7277 L, BiEshi-®R
BRI o TREHERIFI O SEHFR RS 10%LL F DA BE SR B T o 2
FEAR L, BRER LA 0O YR HH SR R HERLE O SRR SR = 9% D FEFHIZ B 5
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10. #% - 8%
(1) EENLERRG - W MBI RS - OIICBT D1

BARRAAR

(2) %k
Jx ) A MNE Img [F) : 100 £ (PTP)
T A AR ODEE Img TF) : 100 & (PTP

(3) Tlir&E
AR OVANA

(4) BREOME
xR NE Img [F)
I 5E i3
PTP o — bk : RUBE{EE= LT 4 b A, TAI =T A

Yx A 0D §E Img TF)

INFE i3
PTP > — b : RUBIEE = VT 4V A, TV =T L9

1. BRBHINIEHME
[X-5. BEIMITEM ORZR

12. £t
L
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V. AmIcBEd 5EE

1. BEEXITZHR

4. BEERITZR
OFERIRIE
OFEMRFEICH I ERBORE

2. PEXIHERICEET SR
HESIHTWHARWN

3. AERUHAE
(1) HEROHE O

6. AZRUHAE
WE L. RACIZY = 2 A A RE LT H 2mg & 2ENCHT, HRER 2~5 HA L v &kD
BHS 5,

(2) AEROHEOR ERME - Rl
BRI L

4. RAERUVHAECEAETSER

1. RBERUVHBAZICEAEYT 5EE
BIFRIZE L CIEEE L TWARWZ S 2R L., U AREM 2~5 B L0 &52B1A9
HZ L, Fim, REMBRIIIES LT EORFEE SEDZ L, (2.2, 9.5 BR]

5. ERERAE
(1) BRERT —H Xy /r— (2009 4 4 A LIBAGREL B )
M ER e L

12



(2) FRIRIRFEZARR - B
1) H[ER O £ 53808k

16.1.1 BEREixE

B N i 2 A4 A k0. 5mg, 1mg, 2mg Z#a B H[ERE 0 %5 Lz & & oEKyEhRe
WNIA=FFUTOLEEY THY, MEEFREZ, &5% 0.9~1. 3 K[ Tl mAE R
FEIZEE LT Coax TN AUC ool T BRI L THIR L. BT 6. 65~7. 66 B CTdh - 7=

5)

o

B 5RO I ENRE X T A — &

Beh5 8 | Cux(ng/ml) |ty (hr) ti/2q (hr) ti2g (hr) | AUCow (ng * hr/mL)

0. bmg 17.5£2. 2 0.9%0.2 | 0.749%0.201 | 7.06x1. 00 154.91%34. 2
1mg 34.7£3.1 1.3%£0.6 | 0.772=%0.364 | 6. 65%1.49 320.4£56.7
2mg 76.1x£14.6 1.2%£0.4 | 0.580%£0.209 | 7.66%=1. 22 695.1%x114. 2

(Mean=£S.D., n=6)

16.1.2 REHE

R ALY ) A2 0.5ng, Img, 2mg % 1 H 2B 12 Bffi4EIc 110 (6 HY) K
\ROREE) Lize 2 A, MFERREFERGREICEWVRAIZER L, WThOHEIC
BWTHHERE 6 B TIZIETERREIZZELEZY D, = /2 Ing & 1 H 2 [\IKER
O35 L- L 2 OEWBEENRT A —Z U TDO LBV THD Y,

AEFGE (1mgX2ml/H) OEYENHRE ST A —X

&5‘@@ Cmax (ng/mL) 1:max (hr> tl/Z B (hr) AUC a)0*OO (ng ° hr/mL)
1[5l H 28.0%£3.2 2.1%£0.9 8.56=*x1.91 313.5%29.2
11 =3 42.9%£2.7 2.7%£0.5 12.44=%x3. 17 341.2=%31.5

(Mean=£S.D., n=6)
a) 18] H D AUC I EERR AR & CHMT L7, 11 [ B35 12 FRE#% £ Tofm,

o, FENBRESRE 1344y A2 M1 H 2mg & 2 [BI2430F 16 @ XX 24 HERBR
A% 5 L7z & & D Crx MO AUCr DHETEAE X ZF N ZEH 42. 3ng/mL, 393. 9ng * hr/mL TH -

- 8)

— o

(3) JH RIS AR
AR L

13



(4) HREEAIEAER
1) AZWPERGERER |

17. BRERAIE

17.1 BHHERUVREMICET 5588

(FERNIEE)

17.1.1 ERE 11 85188

AR ARAER, AR O B R, T oS TE AT 2 B NEERE 255
BlZxtg & L “EHEMRLERER (= 7 X b 2mg/H. 24 @EEE) B TSP/
A ND TERUGEE (BG-&TER) ] o 868 DL EodaESRIL 78. 1% (100/128 )
Tholz, £, Y=/ FA MO THREELA O A RIER OBEFEUEE (B 58 TH) |
O TtE ) DL EOSESRIL 80.5% (103/128 1)), TMhFAT ROBEFEUEE (B 5 TH) |
O TeE] UL EotERIL 78. 1% (100/128 4) . [ AR B R AE R OGS E

(R ARAETHRE) | o T2 UL EodGESRI 63.3% (81/128 ) Th o7,
BIERZBMEE L, = ) 72 MEERET 100% (129/129 ) Thot-, =) 52 %
BREOFERBEWEMAT, RIEE M 94. 6% (122/129 ), 1FTH 49.6% (64/129 ), A
Jii 24. 8% (32/129 f5l) T 7=,

(FEBRBIEICES BRO®NE)

17.1.3 ERE 111 #8518&

T EARPIERSE 67T Hla ity L7 7 bR EHEREHRER (= ) 72 |k 2mg/H .
16 ML) TiE, TFEERSOREREN 10em GHAERIER) UL EXITFEHEEKRE
dem LA FEDBE ] KON NEZ o (6 8. 0g/dL KD EE | ZR4 L., [~ES oy
B 8. 0g/dL LA L 11. 0g/dL Ri D BAE | 1 X ) 7 A M FREGFNCA MR 5 185 2 F i
L. ~EZ 1AMl 11, 0g/dL DL IS #E LTIER OB A Bk LTZ, Y= 7 X hDOERE
2 a7 CEYEEERZE) 13-3.8+1.9 34 4]) ThHhYH. 7IFEREEO-1.4
+1.8 (33 ) (kI B EHMESABIEE N (p<0.001, HERIOER AT #4LEE L
L7 355800 T) . BIVEFISSBLBEEE IZ. 100% (34/34 f5]) Th o7, EREIEMIL.
ARIET-5 Hif 97. 1% (33/34 f) . 13T Y 5.9% (2/3445]) Tho7= 10, [2.4, 17.1.4 B]
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2) MR

(FERNIEE)

17.1.2 ERE 11 HEHBE SRR

AR ARG, ARERLSA O B RIER, RO TERE T 5 - ENESERHE 135
Blastge s LI-E#EEGERR (= 7 A 1~4mg/H. 52 BE&EGIE)) IIB AV
A O TfdcERE ] o 1868 DL EoUGERITRE 24 1, 5 52 1 T % 72. 5%
(95/131 ), 90.6% (106/117 %) Th-otz, £/, Y=/ FA D THEREUAO B R
JEROBESERE | O T2k DL EocE RIS 24 8, #1552 3 T 4 77. 9% (102/131
B, 84.6% (99/117 #i) . M ROMIESGERE | o (88 DL EodcERIIk S 24 |
e 5 52 T4 % 78.6% (103/131 ), 94.9% (111/117 B]) . THEREED B RIER OBk
B (HRARKTR ) © 88 DL EotESRIL 65.9% (89/135 %) Th-o7z, RIME
FHRSBIAEE X, 88. 9% (120/135 ) Toh o7z, FREWEMIL, AEFE Hif 71. 9% (97/135
1) . HHJE 18.5% (25/135 f51) . {HF4 10. 4% (14/135 ) ThH-o7= ' 12,

1) AANOEKRBISNANEKROHEIT 11 H 2mg % 2 BN TRAKYE ) ThHH, AR
BRIFAEIR IS C Tl E T RE (1~4mg) & L7,

(FEBRBIEICHES EROHNE)

17.1.4 ERE 11 AEHESHRE

TEIRAIE RS 130 2 Xt & LI RB G5B (= 7 X | 2mg/H ., 52 #HEEE)
WZBEWTH, ENSIHERER &R RN ERELZRE LT, Y/ 7 A NOERA a7 %4
EIL, &5 24 HFFIC-3.421.8 (122 ), &5 52 WFFIZ-3.8+1.5 (118 ffl) THh o7z,
BIVEF S BIMERE 1, 97. 7% (127/130 %) Tdh o7z, FREWEAIL. AEFE Hi 96. 9%
(126/130 i), 1ETY 7. 7% (10/130 %) . PAREHASEIR 4. 6% (6/130 f5l) TH o721, [2.4,
17.1. 3 ]

(5) M - FHIERIKER
AR L

(6) TR
1) SRR AR (— M A A R e R AL, I i L ) . B e
BT —F =2, RIEIR TR BRI O N
A LR
2) RS E U THEMmTEONE UTFNM L7t - SUBROME
AR

(M) Z o
MR L
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VI. EMEEICET 5EE

1. EEPHICEAEHSLAMRITLLEVE
vkarFzxrary, IV FRTury, TaFATar LRJJVFARNLIL, Jalw
V) U ATV S

2. REHER
(1) YERFAL - TERIBEF

18. E3EE

18.1 #E AR

VI FAMNIT 0T AT v CF R 2B T =X MER 2R L, IREBKRE
0 K N5 PRSI O HE SRS I 0 -5 NIBSRE L 56k 9 % A 0 M OV B IR AE L A
IEROBEE T EELLND Y,

(2) FRh % TAT T 2 lBRARRT

18.2 25704 RRILEVZBRKRIZKT 2R

18.2.1 RBHK7I=R FEM

t AT 8aA RFRLVEVSRRELGFZ2EANLT-MREZ W= in vitro RBRT, 7a s
AT 0 UZRRICRT IR T T =2 MEEEZR LT 979,

18.2.2 7o X700 R

F v NEOUHXE2HAWE in vivo BERIZBWT, FEIZH LT e 27 AAERH%
RLE O —F T Ra U AER R, SrvaanFad MER® KIS RILan
F a4 RER P IR E otz

18. 3 DREEHEREHNS/F F

18.3.1 BBEALXM

R A MEZ Y= 7 7 AN 1 H 2mg & 2 [BIZ400) 21 BEBEOEG Lz X, @ DH
BRI AN HIMIET T A N T VA=A RN T a7 AT 0 L BEO BRI, kT
LH % OF FSH R O —3@ P D _EH-OR 5388 5t 2,

18.3.2 FEANRESESE

FENBSEEREICY T ) A A M1 H 1~4ng & 2 [ENC40 1T 16~24 R OGP Lz & X,
MEFTA NI VA VREIIAEOEEICEMMEEZ R LT, £/, Y=/ A1 H
I~4mg ™ T, MG 7 v/ 2T 0 I TS OFEEELL T TH Y . HEIIEH
VAN /R AW N

18.3.3 ¥ ERMHIEEE

TEMRFIELRFEICY ) 7 A M1 B Ing, 2mg XIE7 7R % 2 [BIZ1) 16 BEER OS5
B L&, M= A T O VBREIIAREOBBICHEVVREE R L, £2, YV
J A RLH 2mg CTIIEHFZA T UA—NVBEETT 7RI UEETHY . iFF
TR N T A VIREMGIERA SRS b 2,
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18.4 FERE~DIER
18.4.1 FERNEMIRDEFEHH £ A
b N E NI E ML A s in vitro REBRTC, MBRBEFEOMIEIAFRD H il 2,

18.4.2 FERNED A EEL

FENFERE 25 & LR EHRR T, Yo /A A 1 H 2mg & 2 [AIZ43T 16 1
R Osb Lzt x, oo ) F R oTa X275 a L AERIC X B T ENEO GBI L LA
B BT Y,

18.5 RERMFERNREICH T 53R
7y b OROT XD 2 N EBRI T E NEUEOFRBR T, BB BT O AR/
& D VIIEEOEINGEI 22 S, FEPNREICR 210 R RR S iz,

1) AANOKRINIHELOCHEZ 1 H 2ng & 2B TROKS ) ThD,

(3) {FFIFBUR - REpEE
AR L
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VI. EWB)RECEEd ZEE|

1. MPREOHTE
(1) W LA PR - BB R L
(2) BRARTUR CHERB SHLTcf PR g - TV-5. BRIRAGE) OHSM

JI

16.1.3 £MFHIRF AR

VxS AMEIng [F] LT 4T A ME Lngk, 7 A4 —"—iki2EEnthl
§¢ (= /A ML LT Img) BEFERC ZCHEICHE A BLRIRE 1 #¢ 5- U C I R 2B L IR TR
ZHEL., BONTEYEE/ T A =5 (AUC, Cu) 12DV T 90%[F X AIEIS THEGHE
WrzAT > 72k R, 10g(0.8) ~Tog (1. 25) DHFANTH U | WA DL FHIR FIED R S

hfc 32)0
HEYENRE N T A — & (IR RO S
HIE/RNT A—H BENT A —H
AUCO*&]’m (ng * hr/mL) Cmax (ng/mL) tmax (hr) t1/2 (hr)
U )P A RN
VST AN 295.61t44. 1 34.71t4.9 1.1x0.5 7.2%21.0
Img [F]
= 2 &
T4)+1/Zg b5 291.41t43.6 35.614.3 1.1x0.5 7.2+1.2
(mean=£SD. , n=24)
(ng/mL)
0 -
35 |
1L § .
# 30 —— 2 x /7 % i 1 mglF)
Ho2s o T AR N Img
s
ﬁ: 20 mean=*S.D.
15 n=24
he
g 10
5
0 1
0 5 10 15 20 25(hr)

A

S AE PR FE 722 & ONT AUC, Cou ZED 285 A — 2 |3 WEERE ORIR | (KT D EL B a5 -
155 0 BRI P o> T 572 B ATREME N B 5

18



VT ) AN Ing [F] EF 4 F 7 A ODEE Ilmgk, 7oA A—_"—ikickZh
FhlsE (V= A RNE LT Ing) fEFERRALZMEICKZ LEUKS U Cfe & BLRIRE O £
5 LT R bR E A RIE L, &b -3 yEike <5 A —%— (AUC, Cmax) (2D
VN 90%E FE X RIE IS THERHIRNT 21T - 7o f5 3. log (0.8) ~log (1.25) DOHIPHNTH
0. WEIOEY RS S vz, P

<JK7%2 U CHRA >
HWENRE R T A — % (A RERR O S)

HENT A—H
AUCo-1in (ng * hr/mL) Cuax (ng/mL) Lyax (1) Ty/2 (hr)
xR R
+ + + +
oD &% 1mg F 343.1x70.6 32.5£6.5 1.2%0.7 8.7£1.7
= 2
7ATTALR 336. 3268. 9 31.7+5.8 1.1£0.7 | 8.7£1.6
0D #¢ 1mg
(mean=*S.D., n=35)
(ng/mL)
40 ¢
35
I . X
s 30 —e— 1 /X NOD$E | mglF]
;E 25 o= T4 FH A OD BE 1mg
R
TA-E 20 mean=S.D.
k15 | n=35
s
BE10 |
5 1
0
0 12 24 36 48(hr)

154

KAMAE PR EEAE ONT AUC, Coax D /X T A —Z 13, HERFE ORI (RHK OLRER B + FFH]
LEORRENFIT L > TR D RN S D,

19



<kdH Y THRH >
SENE R T A — & (MR O
AUCo—1iw (ng * hr/mL) Cmax (ng/mL) Tmax (hr) t1/5 (hr)
cﬁ{léxﬂ 363.0+£61. 1 34.6+8.2 1.2+1.0 | 9.0+1.3
T AT AR
oD & 1ng 360.067. 0 36.8+8.3 0.9+0.6 | 9.0+1.5
(mean=*S.D., n=35)
z(f%g/l_n]_;)
40
i 35 ‘
i —e— U1 /&7 Z MODSE 1 mglF]
IJI 30 ve0- T AT AL OD $E Img
% 25
it 20 mean*S.D.
LS n=35
w15
10
5 L
0 i L T o
0 12 24 36 48(hr)
I 1]
S AE R FE N ONS AUC, Con DX T A —H X, WA OBIR, IR OEREEEL « BER
HDORBREMIC L > TRARD AR S D,
(3) gk : s BRI L
(4) BF - fFHEDORE .
16.2. 1 ﬁ$0)55§=
RN LI = 2 7 A - 0. 5mg, 1mg, 2mg Z HiERAKGIE) Lo &, BRIZLD
WL DA | mu&)%nmmw W B O AR BE I I B REFORBITD 0
LEZLNEYT,
HETROIEHE FOEYBENFE ST A —X
BhE | 55 | Cu(ng/ml) tnax (h) tis2g (h) AUCq-o (ng * h/mL)
0.5mg MET 17.5+2.2 0.9£0.2 | 7.06=%1.00 154.9+34. 2
M | 12.4%0.4 2.3+1.0 | 8.82+1.48 166.5+39. 5
1 mg e 34.7£3.1 1.3+£0.6 | 6.65+1.49 320.4456. 7
JEMERT | 28.0E3.2 2.1+0.9 | 8.56+1.91 313.5%29. 2
2 mg Mo T 76.1+14.6 | 1.2+0.4 | 7.66+=1.22 695. 1+114.2
IEMERT | 52.0E8.2 3.540.5 | 7.47+0.36 625.4+73.9
(Mean=SD., n=6)
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. RYEER/NFA—F

(1) fitfr 51k CREHERR L
(2) MR B E 5K CREHERR L
(3) VHIHEE S CREHERR L
4 2977 2A CREHERR L
(5) AR :

16.3 720

16.3.1 955
@%mAﬁ$6m /1/&zbo&m&Uhm%@ﬁﬁﬁ%n&ﬁmbfkéwﬁ#f
SRS (VAdB/F) 1. %M%MSSWL&USOMLT%Ot o

&)$ﬁ®%;éﬂt%%&mﬁgirlamg%zﬁ TR OES) THD,

(6) Z Dty CEEERR L

. BEH (REaL—23aY) ﬁﬂ*ﬁ

(1) fEMT 75k EERR L
(2) /RTA— 2B EK CREUEER L
. BRI

16.2.2 EMFHFIAE
FERER A BAE 20 FIlC /&2 b 2mg & HROKEE O 5 (GEAD) ROHIRNE S L
1oL & EMERRIARIL 00. 55% T o 72 ) GHEAT —4),

) AFNOARB SN NER O EIT 1 H 2mg &2 2 ISR AKRE] TH D,

ki

(1) itk — figd BEI P et CREEERR L
(2) ik — A @R - BRUERR L

(3) FL~OBTHE AR L
(1) i~ OB AR L

(5) ZDOMOMFE~DOBATIE : A EE e L
(6) e Al & :

16.3.2 MiIFEAKEEE
HEFE R A etk o 2 iV NT= in Vz'zfro Eﬁ% BiFrsdY= /7 A~ (100ng/mL) DOFEHE
BHRIZ .9 THo Y, HEEAYE ITINT I EEZ LY,

. feE

(1) ARHEBAL K O - Pl
(2) Rtz G 3 DS (CYP450 Z5) D4y 1 :

16.4 R

t MFI 7 vy =% MW in vitro MBROFER LY. Y=/ 72 FoRFHTIE, R
CYP3A4 RABAET A LE 2 57 ¥ 3

Elo, WRERALME6 il F AL 2mg &2 1 H 208, FH11[E (6 AR SERE A
BB Uje b & OEHARIEICB 5 Cu O 368 (FOWE (100 m0l /L) BT h, Px )
7 Z N CYPIAZ, CYP2C9, CYP2C19, CYP2D6, CYP2EL, CYP3A4 % 1E & A KPS L7ad»
S 72303 10, B ]

1) ARAOAKRINI-HELOCHEL 11 H 2mg 2 2 IS ROE) Th A,
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(3) FIEh@EEZROF KL OZDEIE LY ER 2 L
(4) @ DOIEPED A HE K O bR DR L

7. BEit

(1) RN & ORI
16.5 HEitt
R AL 6 Bllc Y = 7 A b 2mg Z AR HEIRR Q&5 LE | IRAIICRZE(LE
B S ROTORBW & L CRITKBILER TV 7 v s dit S ¥,
) ARENOAR SN HEKOHEZ T1H 2mg & 2 BICHTROES) Th b,

(2) PR CRRHER R L
(3) Hlitid g CRRHER R L

8. FIUARR—5—IZHT BHEH
MR L

9. BHIC L DREE
AR L

10. HEOHREHT 5BH
AR L

1. 20k
AR L
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. Z&t (EALOEES) CMT5EE

1. BERBLTOER
BRES TR

23 (ROEBFICEEELEWNI L)

ZWrOONIRWEREM SO & 5 B [FHLER GEMEES) oBZhnd 5, ]

(8.1 ]

IR SOTIEIR L CW B ATREME D B B &tk [7.. 9.5 ]

ARFND B3 2%t Lo OBEEE D & 5 B3

2. 4 BEOTEERIZEECENOH 2 HBE [(FEFEHMLAEEL, KEHMEE
TTBEARH D] [8.4, 11.1.1, 17.1.3, 17. 1.4 B8]

2. ERNBLE0ER (RAEEZEY)
2.
2

—_

NN
w N

(At ]

2.4 ) 7R NUAIB GHICAEFEHLAD Sbi, BECEMICESL Z L0355,
I OFEEEITMBEAZEN B D I FEE T 2 56— EIC KREDHIMAAE U 5
PAYLHB, T, INFETICHEINLN TWVWAARLESE HME X0 mEF o m Iz, H
MMES 5 o 2 o G, 78 AR % B L LI b R b,

< MRl o¥EHE %>

HESRAEFEHOOREER, H 25 WA EFEHMOMESEE S D720, F 5 IRIE
BEZRG L LT ENERRERTIX, ITOBRANEELZRE L CER SN, T5E] (I
FAET O DENTONTE, TR0z B L L L, BRERZZ0ERETREFLERED
b wmEARHEWT L&,

[FERAIERE 2515 & U ENERRRIC BT DR gE] 1019
<FEOREX>

s TEAREOR KL 10em LLE (FEHEEIIZE O 2D)

HHVE

s FEMERKRE dom LLE (B8O HIEWED)

< DOEE >

« NES 1 B UAE 8. 0g/dL R

3. ERXEEHNRICHEET SEALDIELTNDER
BRE I LTV

4. RAZERUVARICEEYSEALOIE L TOEH
V. RIS 2HE ) 225528

23



5. EELEFRNIBLZOEHRVLESE

8. EELEAMIE

8.1 AFNDOEGITHE L CTix, MEEE CEMEES) L oENIcEE L, &5 @mEmn
HWRLEZY, BRIEROLENA LN WSS IR GEFIETH L, [2.1 2]

8.2 JREET =2 = L— MNEIE, IRV D OO BARIEIZE W ML 2 RE T 5 W
N D DT, EHIRICH B2 K-S~ — 7 —SOMAE LTV, BEOIRIEIC+07E
BTaoz L,

8.3 A G R &+ IcBlE L, BT 20N E O N WS ICITEBR LR 5%
e, o RiERE BT D &,

8.4 AAFEZRIIALETEHLAS b, BEEOBIMICED Z L23H D, AETEHIM
OREEIIIMEANZERH Y . BEFICHLA AR T 258 EICREOHMALEL S
LBELHLZOT, UTORICEETDHZ L, [2.4, 11. 1.1 5]
cBEIIEH LN LD HSICHA L, HIENZ L F AN EWEGEAES—EICKE

DAREAEHIMAED SN HAICE, ERi~SERT L2 X 5fET 52 L,
cBIMOH 5 EBETIE, BEIDES U TARARGRNCEMOIREZITY 2 &,

« RIEFB M AER S BI85 AT MBS U TR A 2 320 L, BE OIRES
BT D 2 L, BENRD DS AITIT A O 5 X IARA O G-k,
WMDY LB EITO Z &,

« EANBE B 2 xS & LIZENBEERBRICB W T, FEIRIE XX FEHEE2 A
2 HBE TORMOBEIRIL, A0FLARAVES & L TEWEMDERD 5T
W5,

8.5 AHlZEHRETIHEAIIIUTORICEETSHZ &,

c REFEHMARRAICRD B TWH BRE T, FEEER (EMEESS) (CERT
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L72boo, BEZHEAL, IEOMENATEETH -7,
EMEGERBRICBNT, REFEHRMAEE L 126609 6, 3G 2HiEL, v
Thb&EEPIE 0~21 BRICETE Lz, F72. 14 FliddkE s~14 EfREL7=H DD, W\
FIVDIER] PR FEIA R op K OV 5-FFBH 2 1S AR IE 1B I I 2 L R O AR IE 15 H IS8 5
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F 4T A S OEMNERRR (3 3BROEE 2mg/ BED) I W T A 04 EHL )N R H,
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TR L2 b 00, FEERSHERMEERBETHY, ¥h5 20 HBICHEED
AREFEHMAZRHF L, 90 A HICEEDOZIM 2RI L7=08, KRR OFFI O 8RS 23
i, Bl L7, BED 2 BlEEF O 0 &5 T ARN & 528 7o, #5H-RHI
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AREFEHOAEEL FRCKEHLZEZTBENAND D,
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4% OFBEENERIT-1. 2% ThH-o7= ", [9.7 B8]
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%ﬁ) 41)
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BALHIT-1.2£2. 3% Th o7, FHANCH L, BT RIS % B MK T Lz 73 41
DIEHER AL RO PRIEIE-2. 3% Th 272, £ D 5 5 60 FIOEGHET 6 5 A1k DOIEHE
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T ) N)LEHX—)L
TR

AFN O EEDME T %
Z LI K AR OB
BE T 2B ThnidH 5,
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A FEBIE R I L TIRFT D 2 &

5. BEMITEM
BEMERLTA R 720
<TholLkYy : FH
T OMBE T EM - H
BEEEE . FERIE Y=/ 7 A ME 0D 8 Img [F] ZRA SN D 5~
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NEE : 2007 45 10 A 19 H/KGR, HFEEEHMEE 2. 6. 2. 2)

20) PR — =2 b U ERE LT v MIBI D= EERINEVE A O RE —
(F 4 F 4 A RBE : 2007 4F 10 H 19 HKZR, HiEERHMTEE 2.6.2.2)

21) SRR — v Y X EAROREIC LT T (McPhail RER) — (F 4 77 & Mg : 2007
10 H 19 AR, HEEEEMEE 2. 6. 2. 2)

22) HERER— T v NERAWET v Re U EHORE — (5 47 A REE - 2007 4 10 A
19 H7AR, WiEERME 2.6.2.3)

23) HEHAER—F v bW vaalFad RMMERAOKES — (54 77 A ME : 2007 4F
10 A 19 H7KR, HFEEEHMEZE 2. 6. 2. 3)

24) HHREBR—F > FEAWEI R T aLFal FMEROKRE— (F4F 47 2 M @ 2007
10 H 19 AR, HEEEEMEE 2.6. 2. 3)

25) R HEFEEER — R A RIS BT AR VR VENEERER — (5 4 4 A NEE : 2007 4F 10
A 19 H7KGE., HGEEEMEZ 2.7.6.5)

26) FEIRIEFRE — FHNBUERE ICBIT AR LE CERERBR — (F 4 74 2 FEE 1 2007 4
10 H 19 H7RFE, HiEEEMRZ 2. 7. 2)

27) RIVEREM - 3E¥E LRI, 2017 ;45 (6) : 907-920

34



28) MEPERFER — b b= ARV E AR OB RIF TR — (T 77 A MEE : 2007 4F 10
A 19 B7ARE., HFEERMEEE 2.6.2.2)

29) Irahara, M. et al. : Reprod. Med. Biol., 2007 ;6 (4) : 223-228 (PMID: 29699280)

30) ELRER— 7 v N FENEAZEBME T VICBIT 52 HME— (T 07 2 ME 2007
10 H 19 H7KGR, HWEEERHMEE 2. 6. 2. 2)

31) BB — v X FENEAZBME T VICB T 28— (5T 07 2 ME 2007
10 H 19 H7KGR, HWEEEEMIEE 2.6. 2. 2)

32) B EHUER T kSt NS R (R RIS ER)

33) VSRR S B RE AR — fEEE R BB AW IR AR OE — (54 74 A b
BE : 2007 4 10 A 19 HAGE., HREEEMEZE 2.7.6. 1)

34) EpEhreRi— v FE A BRS (2) — (T4 5 A MEE 2007 4210 A 19 HAGE.,
SRR 2.7.2.2)

35) FMEhRERER —FHCB 595 CYP o FHEOMKET (1) — (F 447 A Mg : 2007 4 10
A 19 H7&GE., HEEEEMEZE 2.6.4.5)

36) HpEhERER —EHZB 535 CYP o FHEIOMRET (2) — (7 447 A MEE : 2007 4 10
A 19 H7&GE, HEEEEMSEZE 2.6.4.5)

37) FEMEhRERR — CYP oy FREIC K 2 EMEH OBET (1) — (F 4 77 A ME © 2007 4
10 A 19 H7KGR, HFEEEHMIEE 2.6.4.7)

38) FEMEhRERR — CYP oy FREIC K 2 FEMEH OMGE (2) — (F 4 77 A ME : 2007 4

10 A 19 H7KGR, HFEEEHMIEE 2.6.4.7)

) F 4 A A NBE/OD BE : 2018 4E 2 H 19 H R &£ 3

) T4 A A NEE/OD BE : 2016 AE 10 H 11 HEAEREE

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

) Kuroda T. et al., J Bone Miner Metab 2009; 27:379-385 (PMID:19247574)
) EHEIED TR EIBET A KT A 2 2015 FER BHERIED T8 LB T A KT A4 AERR

ZFES (BREFHREYS BAREREYS FHREME) p4d

44) FRRIEDENERR — 27 7V Aa~A U FHOEDHBEIEH — (7 4 F 7 A NE : 2007
10 H 19 H7KGR, HWEEEEMIEE 2.7.6. 4)

2. TODEEH
L

35



X10. 3EZ&H

1. ELENETORFTRR
FARPAA

2. BHE T HREKZIRTER
(1) Efm~D# 5T 5

2) NRE~DEEGIZET S R

36



1.
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