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. AF 9mg
N AFHl 3mg 17 M
ARFNDINA FT <A mE4(k 75V = RECK 3mg | JFUK 9mg ATz —
A=t 70 A —s— e B AR 5 5 F
(340 = — 1 e
7TV = R AR
0.5mg
AHN OB K O R F—7 AF| 9mg, 5 A
BO&EREOIEYEY|  FEmIEAL fEHERE | &K 83mg 7L | BIRIEROERYS | R
e FExTHR (ZeligrE)
. . H—T A 3.9 RO .
TARIR TROM) yazxr—s— | s | Ansmg p7 e |15me, 45 M| 2
" (33 AR O
HEM . AF| 9mg
KB A AT F Y —| 7 aRF—ri— — A Smeg 7 HA[ELR O &5 AT —
VO EAER 23 FAFF >~/ 20mg |6 ARIAEROE| T
PA A1) E 77 &R) 5
e s e | A Bme
TOFEY) |4 FT7_AFEY F—F A7 Smg / HAERR 5
ik TAIIRT D L— Ve L e 77V = REER 3mg| K 3mg A —
TIN—=V P a—A| JaARf—— s H T BA[A[R e 5 5o
PR (450 Hs BT 7V = F|
JKVEIE 0.2mg FHETRARP IS 5
HE AH 4.5/m(g/ H.
. MEVE LY AH 2.25mg FiE 7 H RIS %
rERRA | 5
%?if?;é;é (340 g | 7L F=Y 1 10mg| 20mg/H. 7 HI# ;ZI_
;; 7 2 BEIAT E7H AERE OB 5
- (RURAAERI) - 7 AR 1
75 v R PAZA N 5
KA 4.5mg X 2/
H. 8ERMIMER
BETO | AAMEERL T A 20 L s 21—
e | i sornn|  A—rr | 75 %{’ﬁ Eﬂ Lome B W AR | 7 RO
w_ep | e = 8 45mg X 1A, 2| 4T 4
T AR 1%
5.




V. BRI SEE

RBRIX Sy RERNE RERT YA x5 TR ik - HE ESyiEs|
AHl 3mg/H .
NN AH 1.5mg 7L | 4.5mgX2/H.
; - | CEHEMR A% 3mg 7L | 9mg/H.15mg/H
pesepty | I TIEBTOT ey e ey B
oy |V IR BB e | s 7=
I U AR O B A S 7L K=Y 10mg|20m/H, 5 HfE |5
A I 63 it AR
7T BRI i
SR 5 HMRAER N
5
ﬂiiiﬁ AH| 1.56mg H 7L iggii;ﬁg
FIeRxt AR 7 a— OmME N g X 2/ A .
e A7 i)y i) AFHI3mg 7w | L . ot
JIEGEY A BEGITRE BE . 2t 10-12 AR
Wil WU : 2-4 38
i
]
. —HER 9mg X 1/H
TIRARREO1IH 1 IIEAAL THENA i%m2%gﬁ7?w4jm>qm
FIR SR 2| TR | 7= AR Bmg h T | Ogﬁ% Kl
B 5B 3 ﬁﬂﬁfiﬁif'a'ﬂ B FIER SRR - 23R
Hig
9Img X 1/H
BETO “HEM TEE , FL R=ynm
e (AR TL F=vu|  mEEs i | IR D T somexun Gmg |
TN | v e OHBERER<#6> | 2 BEATRER | 2 m— 20m ; | Bk G
L B g 210 @
TR - 2 AR
9mg X 1/ WO, A
AHN1H1EHES, 1 —EER | A 1.56mg 7 7B/ | 4.5mg X 2/ H 2 ‘b -
2 BT LRENT | s | L [(AAIBmg h TN | T R=Y a2
LR=Y LRI o my |2V F=Ymy 5, | 40megx1/H RS
B 50 LUBGRBR<HT> TR & 10mg & 12 R ; e
TR« 4 38R
S ; , 9mg X 1/H BRIN. T
RAIE AT ogp|  RER BB\ AR Bmg TN\ >0 5.
- IEAL Ja—9% | AT T 500mg
JHEE & DGR o BEIAT LS e e 2,000mgx2/H |4 —=A h
TR & = 16 HEFH 57

(2) ERPREEIEAER

1. 55 1 FABGREAER (H[EEE) P <#1>
H A NARERR A S 20 B2 50, ARFIZ 2R C RS 05 (Bmg, 9mg, 15mg X7 7 ER)
L7z & & DR R OB AZ R 2 2 L& BIC, BEALIC K 2 BERABRZ FE L7z, WTho
HEIZBWTHEWERIZERD 5119 (Bmg £5-0 1 BIICIATREE & OBJHNED 22\ L DORPEIREAZR 732 b
72) BRSS9 2 AHI 0 BRI B T2 S OE DR S 1T,

TEE) AFOARBS VZIEROHE @, RAI77TY=FE LT9mg & 1 A 1 HEREA#KEGT 2,

2.5 L ARERARAR (R O <t2>
HAANBERERNBYE 20 B2 %T5RI2, &K 9mg, 156mg/ H Z#ZZERFIC4 5 HEIEMIER ARG L&D
G A T OB BNEE A Wa5 = & % BT, BHEAIIC L 5 S, 7T R AR L,
NORABEIZBNTHEWEHITERD bV (9mg ARG 1 BIZIRBRIE & OBIEVED 70\ EEE DERJR 37~ b
NI2) | R KT D AR5 CORSMENHER SN, BAMELIERNbOLEZ bNT, £
o, MIEH 7T Y = FREIIHRG 2~3 HERUPNICEFRRIEICE LT,

TEE) AFOARBS NV IEROHE @, RAJIT77TY=FELT9mg & 1 A 1 EEREA#KEGT 25,



V. JBRICEY SEB

3. MAEF LR 2 VT — HE~DFE<HE>, <H#H6>, <HT>
SME R R 2 5l 5 & U7 AR SEERRBR I C B T AKIBSRE (3mg, 9mg, 15mg @ 1 H 1[0 5 HEX
1) OG- 24 B% OFDMEE LT — U NS 514 24 FER £ CofET 2 v — Al & IE
THRAENL, L R=Y 1 20mg 5 X055 o7 9, <#5>
F7-. HAENEEH 7 v — BEICB1 5 ACTH B OFER., AKl9mg # 1 H 1[5 S ARHRG- L7-L &
DORIFBHEREIC RITTHEIT T L F=Y 1 0 40mg I[N THREINESWZ EARENTET Y, <#6, #7>

HEE) AFIOEARSHAEROHR  @%, RAE7TY=FELT9meg % 1 B 1 R O#%E15,

4. B HE RN
SMEN 7 v —AREFICAR (EEHE 9mg/H) 37’V R=ryrr (E&EHE 40mg/H) ZREDOTEE)
RS U AR CRE 2 R G Lz L&, AT a4 N DIREROL2WVEERCIX, ARNCL D EHERE
BTV R=y a NN THEIDNES o729,

TEE) ARG RITEEOREEZ OB L, #55 8 i 2 B ZITARIOMLENEZ MG L, 18R & B5- 2k L7au
z&,

(3) AERIIERHER
NS TAREGIRERER (77T & A IRE MR A ER) 10 <#3>

B B | BARNEEEZ 0 — 9 EHRE AR, AK) 9mg KON 15mg 2 1 B 1 [ERROES- L= L 2otk
O ZeME 7 78R E T 5,

BT A | BERL, SHBEHE, 7T A 3FRIATRRM., EER

*f & | WEO AARNZ v—REE

T2 B GRELYE | EEYRANENG HIEIEER RO E TSI T2 OV IUNTIFIET S, CDAL A =2 7543 200 LLETE
2 SNABIED O PESEOTEEIA 7 1 — LR

ER RSN EYE | B SUIALFIOWTNNNSTEE 7 v — R OIRE L AT 588, FEEarFaAf K, 7a—Ro
180 H R COFUEWE TR 3 A LLED NSAID O # G2 LB, 185 G-BRAGHTO —EH
RIS BRSO G 22T T 8B 70 &

R B F B AFROT TR RV, SEHE U TORET S Bk,

AH 9mg #f : 9mg # 1 H 1 EIEAERNCESE [2 BFOEEHIME : 6mg (1 8EMH) -7 78R Q@
) ]

AHKI15mg #f : 156mg 2 1 H 1 [FEIRFTHIHRS [2 EEOBEINE : 9mg (1 #[E) —6mg (1:EMH) ]

TTRAREE . TIERI T AE 1A L EFIERICESE (2@ OBEEIE © 77 2R E k)

R¥, —EORIEE (900keal HLATF) . 5V 2L 77U P (4,000mg/ HLLTF), A5

(3,000mg/HEAT) 1XOFHTATE LTz,

TEIMGEE | £5 8 W& OTIMFER (CDAI X = 7#=150 DEFOEIE)




V. BRI SEE

BIRFHAM S B | A2
OFe5- 2 1% K% O 4 % DO FIRR
@CDAIL A = 7H*OFRIFIZAL,

MO TR E TOHH
OERMSER (IR UE CDAL A = 753 100 LA Hjgd) 7e &
Eraeciis

BERGIERE, BERERS

% : CDAL 2a7id, 7 v— ROBREIEBMELZTHE T 5 72 OB L SN OMEREE ChH Y | ERmICEE L THOh O
TV W, EREESUT TRIOER, IERORE, —iikiE, AOMER, TR~OXE, EBEE, ~~ b7 Uy MA,
KHED 8 SOIHANDRM SN D, A AT PREWIEETFIED FELY,

<fEE>
FENTRIGHER] 77 41 (9mg Ff : 26 5], 15mg #f : 25 i, 77 BHEE : 26 f51)

(EEERHME R ]

Beh 8 W% O EMRIL, AA| 9mg B 23.1% (6/26 #l) . 15mg BEAS 28.0% (7/25 fll) KO Z v HREEN
11.5% (3/26 i) TH -7,

KK Omg/ AL 77 B AREEE OEfRROZE [90%FHEXMI T 11.5% [-6.1, 28.7] TH Y, A EKIER{H
10% CTOREHIAG EEITRD biLen»7= (p=0.4654, Fisher OEAEMHERIRTE)

% ¢ HEAHIE /e LD Newcombe-Wilson A 27 5% FIWTHEHY (4 : 15mg #f & 77 BAREEE ORI, 9mg FEO LI
B O 0B FhiE)

Flo. YT IN—THHTORR, &5 8 HEROTEMRITIN T, BRIIZE®ROH 5 ERITFD b o7z,

(EIER]

RIVERZEBLERIL, AA] 9mg BE T 19.2% (5/26 f51]) . 15mg HETIE 32.0% (8/25 i) LU 7 BAREETIX
11.5% (3/26 ) T -7-, Img FEOEIWEHZFEBRIL 15mg REICHAMEL . 7T RBEE K& AT bh
7pinoto, ERREIWERIL, AK 9mg FETIIIVE, M, FRERE 72 E03% 141 (8.8%). 77 BHREETIX
ALT 00, AST #n, ACPEFEERS 2 3% 161 (8.8%) Th o7z,

7k, ARBRIZIBWT, AABEGRUCETH], HEEZEWEH, 5P ERICESTZRERITRO bhzinoT,

HE) AAOARB SN HEROHE @%F, AI7 7Y =RFELT9mg % 1 H 1 ERAKRET 5,

(4) HREIRIEAER
1) BEREEEAER
1. BIEALETRERIGHER

RCKIZ 1T BRI UL EA TR IR 20 3 2BIEN O HEIED 7 1 — R O RfEE A% B & L 7= A%
OEGERAELOHEIZ, 9mg 2 1 H 17, 8 #ME TOROFLETHY ., ZOEIMER OZZEMITIAL ff
BINTVWD,
FEINES T FHERARER<#3>123 T, AAID 9mg/ H O 15mg/ H B 5-OG M ERFRRRE TH -7, F/=, K
A 15mg #f & bl LT 9mg #E Tl RIWEHOTBLERMELS | BE 2T a4 FEEAFEFLORBIR LK
Molz, 6T, KT T — iz R L7225, 9mg B 16mg #f & bl U CEOER 1395
Mmool
INOOREFRIZHASE | FIKHEZ 9mg & %8 U CIENES AR ER<#4> % 520 L 72,



V. JAERICEEd SEA

2. LEEEAER

[EIPN S MRS (RO R ARE AR " <>

H B | BARNEEIN 2 v — B 2510, AH9mg 25 LTz & & DAZMER L2 HREE (A
FUV) LHBHETL. BRI OWT AT T AR D IS A RGEET D,

BT A | BER(E, ZREREERE, WATRR, —EHER

*f % | RO AN v— i

E e BRI UE | EEYRAD BN B EIE R O AT T OWTINIFET S, CDAL A22773% 180 LI 400
PR CRER SNDEED S P EEDIRENY 7 v — JRBE

TR RO EYE | BB UINLM OWTINTEE 7 0 — RO EEZ AT 58E, BEHaLFaA( B 7 o—{o
160 B COFVEMBE OO RGP LB B RSB GRIMGHTO —EMEINIC A T Vv (>
ZVHRI=T THI LT REREROR G 2Z I T RE R E

W OB IE| ABIROAT T U UEEE AV, SRR LT OHET 8 kRS,
A 9mg/ BAE : 9mg A 1 B 1 [EFARATNCES (2 EHOEEEIN : 6mg (1EME) -7 7&K (1H
)]
AP0 3,000mg/ HEE : AYT 1,000mg % 1 H 3 [BHER%ES (2 BEOMEIR : 297
D s )
R, —TEOESRERE (1,200kcall HELT) . 7HFA4 7Y v (2.0mgkg/ BHLELT), 6- AL A7 K
7V v (1.2mghkg/ HELF) (X0FHAIE Lz,

FEFFHEA | #5 8 BHROTIMAE (CDAL A=7 =150 DHEE OFIE)

BIVKERHIEE | A2

O 2 % KON 4 BB OEfRR

@CDAI 2 = 7 DRI,

ORI D ESFEE O
@EFRMMER (TR L CDAI 2 =7 A% 100 BA_HiEA)
OBBFOH M L 2 EEE IBDQ M—F /L 2=27) Ry
o

BEHRGIEE, BIEAZREE

<fEEL>
FEMT RS - 112 151 (% 9mg/ B - 56 i, AHF 22 3,000mg/ HEE : 56 {51)

(FZERHmE A ]
B 5 8 Mk DOEMARIT, AAK| 9mg/ HEEA 30.4% (17/56 B) . AHF > 3,000mg/ HEEDS 25.0% (14/56
Bl) Tholm, KAl 9mg/ HEEL AV T2 3,000mg/ H#EE DEMFERDE [90%FHEX M 1% 5.4%
[-8.49,18.94] TH V., AHKI 9mg/H D AT 2 3,000mg/ HIZ%$ 2 IHM BSEES Nz (p=0.526,
X 2HE) o
X1 EHAHIEZ LD Newcombe-Wilson A =1 7 ¥4 AW TR
X2 1 BAEERDZEDT 90% S D FERA-10%LL LOGE, LML Liz



V. ARICEY 5EE

(%)

507 s
Z=:5.4%
a0 90% CI [-8.49, 18.94]
[
30.4%
5 0] 25.0%
7
$ 20 4
104
20—~ A5
9mg/BE# 3,000mg/HE#
(5641) (5641)

GEStE~—T 0 0 -10%. BHI : 90%)

(BRI AR E ]

(DCDAI A =17 ORRRIZAL
W5 2%, 48% KO8 H%ED CDAL 27 DR—AF A b0 E (BN T EHHE) O
D7 [90%EHEXM] 1X. ThEhn-24.2 [-43.71, -4.63]. -34.8 [-55.91, -13.73] } (*-28.7 [-54.18,
-3.28] TH V., AK| 9mg/ HEEIT A YT 20 3,000mg/ HREIC LT, 5 2 B CDAL 2 =27 028
fLENPRKEVMEATZR LY (=2 T A D CDAI 2 a7 24756 W, G R O & 351
DI AANER Z BRI & LT KAGRERE D IE T VIR o

—e- > 47— bk 9mg/BE¥ (564)
3507 o AHST> 3,000mg/EEE (5661)

300 -

250 -

200

150 +

NUN—=>OT0O

100

50 A

0 HHE + R RE
R=ASA> 2 4 8
P HEESER GB)

€>45—hk 9mg/BE 56 53 56 56
AHYST> 3,000mg/HEE 56 55 56 56

OQEFRMISEESR
Pe b 8 W% DEFERIL, AK 9mg/ HEEN 42.9% (24/56 1)), AHF 2> 3,000mg/ HHEA 30.4% (17/56
f5l) ThH-oT,



V. JBRICEY SEB

®IBDQ h—# /L2 a7 O
AFK Omg/ AEHZIBIT B =2 T A, &5 2 g, 438tk 8 HHELON 10 #% 0 IBDQ h—# /L AaT*
DOIFHE+SD 1E, FNFh. 154.7+27.75. 171.5+25.97. 175.9+26.54, 175.7+26.12. 178.7+

25.46 THERS LT-,
220 T -e- > 47— 9mg/HE¥
Fral=SD o AHYS> 3,000mg/BEE
I 200 T
B
D
2 1801 '
| N I e d HE A @ -eemremtt ®
ﬁ 160 -
Ze
|
77 140
120 T T T T T T T T T T T 1
R—=R51> 2 4 8 10
o RS2 CED]
¥>#1—b 9mg/BHEE 56 56 55 51 50
XHPS5> 3,000mg/HEE 56 54 50 45 45

3% IBDQ X 32 THAMNLRAEMETHY . FIHBIL T BTS2, h—Z A 2aT7REWIEE QOL A&V,

RIVEM]

BIVEFZEBISRIE, A 9mg/ HEETIX 16.1% (9/56 f5il) . AT > 3,000mg/ HEETIL 8.9% (5/56 i) T
Hotz, BWEHOWNERIZ, A4 Img/ BEECTIIERL, SERREZER. 7 b E—RER, FIRR, MWERE,
JFRkRER AT S SR, FB, TRMAE 1 6] (1.8%), AY T 3,000mg/ HEETIXY v— 9K, AP,
MHSEZ 72 E 3 1B (1.8%) Th-oiz,

B, AR T, EUFIROEEREVERIZEED bhvenoTo, #5HIEICESTRIER & LT,

-

AFH 9mg/ B BETSIBRER GRS 1], AY T2 3,000mg/ HEETZ o —75A8 1 FllCF80 BT,

2) REMHER
AR L

(5) % - WA
MR L



V. BRI SEE

(6) AREHMFER
1) FARERE (—REARERE. B eERARERAE. FARELEERE) . MERGET -2 XA—XAE.

B EIRFTREGRABRDARE
15 FH RS AT

B RGeS O RFEE FICBWT, B ¥ a— k®u 70 3mg (LR, AHFI) ZHL

7B DOLUL TOFEHEIIOWTHERT A2 Z L2 H T 5,

- EISOM R FER T D EIWEH OF AR O

B ITE IS EE B2 D EZ ODNDER

MERA EOEEN L TRITE 2V RIVER

AEVEMRT A T o LF oA RREEEL GBI

c T T 4 TR —EE e EUE B R IR

- EEE 7R BYYE

c AIE T A NA TR 7 A L A EGE O EEAL

- BEUF 2O FHEMA L
AR 2ETEE | BRSBTS 2 Ak
A7 et 0
*IGRE IBRRED b PESEOTREI 7 v — i
Fzfiatre] 201749 A 1 H~20204E3 A 31 H
H ARG 200 {3
B AFBE G-I E SIUVRIRY | AFIEE G5 16 HH
ESi e 75 Jitigk
ARSI 220 151

LAV SR BIEL 214 13
NIRRT SUE B 214 {4

<FEHR>

Ztk

ATEICE T DRIEARBEIA T 4.67% (10214 ) TH Y, AR E CTORIERARBES 17.07%
(14/82 #1) # ERIHT, FE L ZRIERIC RS R 2 HEITERO 720 o 1o, AFREIZB W CEEZ2FRIE
ER -7, BWERREIC A MIFTEHRICOWTHE L & 2 4. BHERBOA M CRE220972

AEEEROTN, IHAHREEAT HEENR AR I 3o 7,

LA S

[EERRFESNEY A7 | Thd FEanLF a4 FEEFESR) 1SS T 28WEHORERIT, 21T
V= 3, SE 2 B, SIERREZER., BEIRIFL OV v v v TERIERS 1B Ch o T,
TEEREENR Y A7 | \ZRS T 2RWEHORBURIUE, (77 ¢ 7% o — 42 GinluEEss) &
U CSERRRER 1 Bl A58 723, TEEREYYE ], [KE Y A VA IIRRE 7 A VARG O EEL) K&
W IBAFROBIEME L) (25243 2RWERITRED 7207,

O LZEWERIZOWT R OIEERE CTHH 2 &, Fio, FHEXIBIEL TND Z b, FEORMBEATE
2o,

L OMOZZ MBI % FH

AR TR HZRWE OZ < IIAARR G-t 8 LUNIZRD HL TR Y | 8 AL THKE LD
FHEGIHMET L, BEELOLRD o7,

LD Z b, Kz 8 M &2 TR G LT25E b LB B OB 2 &flkr L7z,




V. JAERICEEd SEA

A

AFEIZIT D ERNC X D EFHI DAL 73.36% (157/214 ffil) Th -7z,

B85 K O EATAERG LA DEMLIZ BT DIREOF TR TOHAMEE . ERIC X 2R A7 OFRIE L2 VTR
A7 [TERG. EATRERG) DISROEAI 1 Db 72an] BEOAZIX 71.43% (90/126 #) . [TERG,. AT
TG LISROENLN 1 DL Ed 5] BEOARIHRIT 76.14% (67/88 ) Tih-o7-, LAEDZ Enb, TEIE.
FATRERS ) DSMTIRESNIMFE L T D BFIZBWLTH, AFIOZEIVRIE Sz,

B G- 8 % T IERE (81 E TITH L LISEFIZ &) (Z81T 8555 D CDAIL A 2 7 2 k&l X
-51.2175.4 T, $5BRAMAKE & i UFGEHFRIICA BEIIR T ST,

Fifsr (CDAL A= 7 78 150 LU NIZ LB OFIG) 1L, AFIKRE- 4, 8, 12 KUY 16 B CENEh
49.50%., 54.35%. 57.63% K& N54.72% Ch -7z, F7-. B&5- 8L UIF LR (8MEFE Tl IE L7AE
BlaEte) OEMEIL 49.59% Th -7,

U EDZ ED, RAIOHEZEET 2 RETFEIZ OV CHIBA RO o7z,

ZOMMOBE BT 5 FIH

BEHBHMAHE S D CDAL 2 27 OZ k&I, 4, 8, 12 K 16 lIF CFNFN-51.6+70.2, -57.8+71.5,
-60.3£76.5 L U-65.7184.9 L WTNHIK T 258072, Fio, AAMS 8 LN K UG- 8 I DO FfiR#IX
FENEI 49.59%., 58.44% Th -7,

U bDZ L0 b, ARIOHETREGRMG 4 BHEN GRS, STEABZ THIETTH Z L1372,

2) AREHLE L TERTFTEDABRNIEER L-HE - HEROME

7

A% L7

Zoft
AP L



VI. EFEEBICEET SIEH

. REFHICEESH S EEMRIE &Y

FLR=Yuy, REREZ v Ry REZS oo iaa)lFal R
R O H AW ORIRE « HIRFIL, KFOEBTFIRLEZZRT D&,

. EEER

(1) YERERGL - 1R
VEFERAL « 5B R
TERBST - BFE 2T 34 Nz LIEB A2 RFHRIElE i & £ 2 b,

(2) EhEEFTITSHREBAAE
1. JRFTHIG A ER
OARTNT I VBAEBRET VT v MIBT H1EH
FRTNVT I VEBAEGRET VT > MZBWT, 77 V=K 0.lmgkg KO F=Y1 > 10mgkg Dft
A5, BE (Mt A b)) ~O7 LA o ERENEE A ERE 24 EIC8mE L7-
(AUCs0-110min. p<0.01), F7=. BETEMA L7=7F Y = K 30umolV/L A EMHEIER ZxR L2,

J7Y=R

(uL/53) —m— JFVY=R0.1mg/kg# (n=9)
0.6+ --&-- HEEIE%E (n=18)

9B+ SE

=]
[0
1

H8i EE il I3 ITHE X B e et il \/ S = T N

10 20 30 40 50 60 70 80 90 100 110120 130 140 150 160 170 180

mEAERMIRERE (92)

(uL/%) JurzZvoy
0.7 1 -eo— JFLRZYOYimg/kgdt (n=4)
7 —-m— JLRZY0>3.3mg/kgBt (n=4)
L osd —A— JLRZYOY10mg/kgs¥ (n=4)
L F9{E+SE
»
S, 051
=
£ o4
%
m
48 03
5
g 02
i
H o1
=

10 20 30 40 50 60 70 80 90 100 110120 130 140 150 160 170 180

RLAERMIRERE (9)



VI. ESDFEE(ICEAT 51EH

@TNB EHREGEET L ANL AT —IZBT H1EH
M) =haxXo B AL 7+ U (TNB) ICLVREBREZFRSEIZNLAZ—IZBNT, 77 V=R
FRBRER) ROB51T 800pgks CHRIEENID I = m LA o & —PiglE EF 4 Lz, Z0fEH
IXRIEERC TSP G- BRkA U T- B ORIEER G I GBA LB oW T ChfER Sz, Sl 77
Y = RAGEMAR R IRRBI L. 200ug/kg ORR OG- T7 T Y = RIFERIEEIR 800ug/kg & [FIFEE OHIHAE
ERZE L5 LY,

2. FEHEIERAHRR~DER Y JAI K ONHRRN BRI
FRTNT I EMEIBERET VT v MZEBWT, 77 Y= K 30umol/L. X7 K=>"1 > 600umol/L z»}
JRATER Lz & & BRI QNG R TRk ~D 75 Y = RO#&L 20 3% OITEE (HVIAR) |
62.457 J2 1N 15.734pmol/g/nmol, #5-4 Rtz Ol & (I7H) 13 10.382 & 100.809pmol/g/nmol Tz% D N
7L K=Y 1 32NN 4.181 KO 1.047, T 0.229 KX 0.072pmol/gmmol TH-7-, if:
V= RO—%, IBIABB= AT AL L T D Z LRS- (B85 20 5k, IERIET 6.6%. f *E
I FHHAR T 31.9%) 19,

Be52000% (LD iAR) B EarsfE % (RrH)
(pmol/a/nmo) B 7V (n=4) (pmolfa/nmoD 7=k (n=6)
100 L R=VO> (n=4) 100 L R=VO> (n=5)

FELRERE

T fEARERE

-
o
-
o

-

BISHBSTR
O Ot St Bl R R B R S T &

o
B

IS RES R
SOt St EIS ¥ B C R R B S T &

0.01 0.01

IR EHERR PR EHEIR T AR IR EHERR PR EHERR T

HEPESD 7 v b (n=4~6/Ef) (&, T LSy (ARTVT V) ZEENES L CTEET v b
R LTz, ART AT URIET » POl 7 A2 M2, H %75 Y = K 30umol/L X
13 °H H55% 7 L K=" 1> 600umol/L % 10 4y fElHERT L. SRUMREFERRLA 20 /014 M OY 4 BEREIT41C
AR AR D SRR B A E LT,

3. MAEH K OPRF 2 /LT — A~ DR
HANBEERCA B (n=7~13) 12, A 9mg 2 ZZERHCHEINIT 1 H 1015 HRERKEROEG Lz & &
MAE R OR 2 VT — U A4 A 28 L7220, WP b5 24 BRI oo mifEh =5
VIR EEHPAN  (107.6~568.4nmol/L) Toh-7- 7, <#1. #2>
HARNEBI 7 v — 458 (n=26 : 517 - % 9) |2, AHl9mg % 1 H 1 [BIEAERTIC 8 AR 15
L7z & &, #5 8 B%“OHOEHMIES 2 /LF ) — ) UEDR— 2T A 276 OFRF i3 89.02nmol/L
ThY ., fflT2Hm AR LT, &G 8 OO Mg /LT — U E A (<150nmol/L) Téh-
T-HEOBEIEIE, AK 9mg/ HREE 36.4% (822 f5l) . 7T B AREHT9.1% (2/22 i) Th -7,
Be & T 238 (FAEEREAMKE THE (21X, =R T A AEIZEE LTz 1Y, <#3>



©)

(nmol/L)

500 -

4001

300

200 1

1001

me—\CHe U BB

VI. EFE(CEHI HER

-~ > 40—k 9mg/BE(n=22~26)
o FStREE(n=22~26)
EHfEESD

O 1 1
R=R31> 2 4 6 8 ABRAE THY

VERAFEIRAFA - Frigchsra

LR L

RSHAR GE) (SRR T i)



VI. EYENRECEAY 51EE

1. mAREOHER

(1) AFLEARE e R
RSP L

(2) ERERGRER CRESR S N-IRE
1) BRI KD M o
HARNEERERR A BPE (n=13) (24K Img ZZEIERFCHEERR O G Lz & &, mETh 7T Y = FREI,
Fe54% 6 HEE] (Tmax) CTHETEE (Cmax) 1.86+0.68nmol/L 1T L7z, 9.8+ 4.1 BRI DOTEIHEI (tie)

TR LT,
(nmol/L)
3.0
—e— t>%1-K9mg (n=13)
m >3 FELSD
$ 2.0
A
J 15
E 10
=
E
0.5
0_0 1 1 1
0 6 12 18 24 0 3 36
15850 (h)
= Crmax Tmax>< AUC tie
B (nmol/L) (h) (nmol-h/L) (h)
%?g 1.86+£0.68 6.0 (3.0,6.0) 25.1+9.5 9.8+4.1
(n=13)
SEEiE+SD

K HHUE (REDH)

2) REHHIC K B R Y
HAABERERR A B (n=7) (A% 9mg & 1 H 1 FIZEMIAC 5 0B OB L & & 77
= NIEEE, bk 2~3 B LIICERIRIBICE LT,
(nmol/L)

5 A T¥51-hmg/B %5188 (n=7)
-®- €>4%1-Nmg/B %5588 (n=7)

4 F15{E+SD

ka7 | 1\ NINLBREE

12 20 24
B5RBR (h)



VI. EMENREICEY SEHB

AFK9mg/ A
BH1HE (n=7) BE5HE (n=7)
Cmax (nmol/L) 2.39+1.94 2.71+1.83
Tma™ (h) 6.0 (4.0,6.0) 4.0 (3.0,6.0)
AUC (nmol-h/L) 30.4+21.5 26.0+14.5%
tiz (h) 11.7+8.2 75+2.9
X1 PR ()
%2 : AUCo2am
(3) il
MR L

4) BE - ftREOEE
1) BFEORE GHNEAT—Z)9
AR A 1=6) |2 MIn ik L7=7T Y= F 45mg ZBEADUIREZICRAO®KE Lz L 03y
BIHE T A —H BT DIV D2 T2,

2) PFHEORE GMEAT—5)
TERERLANCAA] 3mg (HiE) &4 k=Y —L 200mg/H (4 BRE) 20RO LI-LE, 757 V=
ROFH AUC 1377 Y = R & B LTz & &I TR T RS B L ™ 9,

TL—FT)N—rP2—2A (200mL % 1 H 3B, 4 Hf) OEHIC LY, fEEERLAICAH] Smg % HilE#
B LT & & O RHEEIIAR 2 B G L & 212, M2 fsic B/ Lz,

HERERR A COMOBEHTIE (7Y 7 A b LL0.15mg/ A KN F =)L A b T VA4 —/L 30ug/H) Off F#EER
L A HAPBRERACRV T, AAl 4.5mg/H % 7 ARG Lo & & OWMEORHREGEEIIED Lo
=,

EBIT, HERAICAH 9mg (5 HEH K6 HHD 12 1#%) &4 A 75— 20mg/H (6 HE) %0f
ﬂ%fxmj&fﬁbf_& &, T Y= ROBHREBRIT T TR G L ED Lo,

TR AFIOAGR SV IEROME @%, RAET7 7Y =Fe LT9mg % 1 B 1 REREA%KET 2,

2. EYEERA/NSA—4

(1) A%
1-a /38— KAV MET L

(2) TRULEETER
0.106h? (RHEHSEMENRE T A —4)

(3) HEEETEH
0.287ht (RHEMZMENRE T A —4)

4 2UF732A
1.24+0.14L/min  (GfA4 8D, AANERE F#dRE (0=12) 277 Y = I 0.5mg HREIFHIRPEG-E)
1.02L/min G¥(TFE, SMNEAREEWRERE (0=8) |Z HsiFi#k~ 7 Y = K 0.2mg FlRIMNEL 515) 17
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(5) DTBE
3,870L (HARNBERRA., REEMHIZEERE T XA — X&)
1,540L (HANZ m— i, PG, REEREEYERE T X —4)
2,200L (HARNZ v— i, 105 2 1 H LR, REEMSEE NZ X —4)

6) Z0it
RNAFT_AFEY T 4
SEBERER A B (n=8) MUSMEIAZ 0 — 5 (n=6) 177 Y = RIATERAILA] 18mg 4 Wi 1
BHLIZEE, AT _AFETT 1135 10~20%ThH -7 1" 2V,

3. BEE (REaL—Lav) f#if

4

(1) fRAE
1-a /= h A FET IV

(2) IS A—RLTEFER
HANEE 7 0 — 958 (n=26. 18~63 #%) OMIETEEL, HARANEFERABYE =7) OF—%%
G- RHEMNEEREf#T (PPK fi#T) 12Xk 0aMi Lz &, AARNEGE Y o — JRHRE BT 5 20RE
Bid, P GRECIE, BARNBEERABIEL U LR TH 7228, KA 9mg/ H ORER 5 X DRI
EFRAHBNE 2,

AAI9mg/ H
R B JEEIH 7 v — R
1H18] (ZEfgRE) 5HERRO#E 1H1E GFRRD 56 H [ Q&5
k510 E k550 H WE GRg B 5.218 B LI
(n=17) (n=7) (n=26) (n=25)
Cmax (nmol/L) 2.39+1.94 2.71+1.83 3.50+1.71% 2.90+1.71%
AUC (nmol-h/L) 30.4+21.5 26.0+14.5% 60.2+44.9 42.8+32.1%
X1 REBEEOSEM (V. 5. (8) AEMIGEZHER OESH SEEfiE+=SD

K2 i Nl O 7D BB

%3 : AUCo24n

MRUR

VIL 1. (2) FEARREBR CHER SN7- R | DIESH
HNEEER A B (n=6) |2, W In BRI A S Te P L ¥ 2 — N 7L 4.5mg KONV Hs kS 77 Y = R
J 7L 4.82mg &, Tk 7 VT I anAf e EBICRADUIBZICHBROKS L, v F 777 44—
ZHWT, 77 Y = ROWIGAN K QWL &2 70 L7,
IR &: « SEEMRIE BTN & T,
WRAERAE. < K9 55% D3 EIE M O EA TR G 2 SR S ui= 19,
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(%) B> 40— MATIL 4.5mg BREI%SE (n=6)
%0 - B> 0— MF L 4.5mg BEIESE (n=6)
80 | B: 05V RERNT L 4.82mg BATESE (n=6)
IH 5 L B: 7Y RERAT L 4.82mg BILIE5EE (n=6)
\7"“3 948 £SD
_zg 60 | CH{EESAD S ORIIRE € S5HBEE)
REP 50 L
DAL
& 40
XS
(T 30
)
20 |
10 7 I

[EIREE LART B2 LiThERE  BWITHRBRLE

5 9

M

)

3

4

%)

(6)

1% — R B P E

MR L

<HE>

YR SH-TT Y = RN G Leag A — 77 7 ¢ —CHEREZFHAI L7 & 2 A, —EBA MK — MRS
Mz L7z, Eiikr n~ 777 4 —TRIELTZE 24, MADBEEEIZT T Y = ROREBKIZ L D
HLOThHo72 Y,

% — iR RE P Ed
MR L
<BE>

TR~ MIZSH-77 Y = K 100uglkg % F2 F#5- Uiz & &, 4HRE 10 B B ORVAIIRHAMIE D 2~6 1%, 4R
17 H B DRV RHAILE & 1 ZIFFEFLEE DPEENTRD b 2,

At ~OBITHE

MR L

<HBE>

REL BT 2 L OBERH D P,
E%%i%%%ﬁ?é%%l~6wﬂ@%ﬁﬁsmm\mox&«mgwf?y:F%F§4ﬂﬁﬁ—%A%E
LICkY TH2EL 7K b 3 p AN S EIABRT, WA 8 I DT> TR ONERLHTOTF Y = |
L RO Conas FZHZNO AT 0.39 X0 0.78nmol/L T V) . ELHIRATT BN E B,

.......................................................................................................................................

BB~ DB
R L

Z DDA~ DIBITIE
VI 2. (2) 2. RSIECRANRRA~DIR Y 1AL R OSHARNETRTE ) DIHZM

MFEEAFEEER

Invitro BRI T, b MIFEEEE & OFEARIZ. 1~100nmol/L DI T 90% Th 7= %,



VI. EMEREICEY SEHB

6. L&

(1) IR UMEHHERE
77V = FOFFRIEIEENRITRE <. BEE VT 34 NEEOBEROREmICR# s ND, EREWTH D

6Bt RrXI 77 VY= RED 160t RR¥ 7L R=y o rOffgaLFas RERITT Y= RO 1%L F
Thot= 2,

B, T b, =7 AKOE MFECBIT ARERRIL. ROLHIHEESHLTWE 2B »),

(IIHZOH

i HOL A ONeH
Cc=0 -+ 07 "\ CH,CH,CH; CH,OH
HOL e O /H ¢=0
07N ~

07 NCHCHCH; HOL A~ oH

HO H --OH

o
H R

CHOH 16a- EROFSTIL RZVOY

21 froMEAE RH PO N oSl
etk ) ng o e o
~RMH ¢=0

N,
=07 "™\ CHCH,CH.
CH,OH JFVYZR p=rEee

(2) REICEHET SE% (CYPE) ONFE. F5F
TFV=RiE, EELLTF M7 u—5hP450 O FFETH 5 CYP3A4 IZ L » TREF &5 0,

(3) VEEENROERERVZDEIS
77 Y = FOFFOIEIE@EARIFIRE < HEaLF a1 FEEOEROREMICRH# S5,

4) REMOFEOFERWEMSLL, FELE
7y FEHOWIERFHZBWT, B MIBIT2ERB@HTH D 160t FrF 7L =y r KN 68-& Rr¥

7T Y = FOWTIOHSIEEM (HEEmHER) ROEIER (RIRZEHEIER) 213& A ERERD-
7o (RZEAUARD 1%L TF) 7,

7. it
SMEI BRSPS SH AR 7 7 Y = N 100pg Z#flikii G- Lz & & 96 BifH] & TITHe 580 57% 3R i

34% M FEPICHEE S ®,

8. FSVARKR—E2—ICEAT H1ER
BRI L

. BT L BRREE
AR L



10. HEDERZEZRY HBA

11.

JFHREIR S COMETRE GMEAT—%)
BEE)N D P EEDOIE A AT 2EANR L (0=8) IIHHt7 7Y = F dmg A HERAKE L& &, A
j7N4) ? = U 5: A &(ﬁ Cmax Li@%ﬁi}\ (n:8) @%h%ﬂ 2.5 1%&@7%@ 3 'f%?&)o f:o

VI. EYBREICEEY 51RE

R A (n=8) JFiEZE B (n=8)
NAFT_ALZEVT 14 (%) 7.4+24 18.6+11.2
Cmax (nmol/L) 1.7£0.3 5.1%t34
SR+ SD
T4t
YRR L



VI. &£t (FALDEES) [CETHEHEE

. BERRLTDEH

FBRIE I TR

. ERAR L TDEH

2. B2 (ROBEIZIFEE LA E)

2.1 ARAIDRS R UISEUE DR D & 2 BE

2.2 AR PIEAIOFE LRV VERYYE, REMEEIEDRE DERNEET I B8ZnN01H 5, ]

(fi#=30)

2.1 EIGEETBT DR EEFEE L GRE L,

2.2 FIBEEAT A FAIOIEKBWER Th D ZPHEERSCHRIEERIC L D . BRI RS ORRYEZ R L
720 BGOIEBAMALIZ L VY - BOYEDEDRRRINSTL 22 BENRH D Z ENLEE LT,

. PIREXIIMRICESET ST & T DEHA

BRIEIN TR

. BERUAEICEET 58 L TDEHR
(V. 4. HIEEOHSEICEETFE] 220352 &,

. BEERGEFRMIE L ZDER

8. EEREARNEE

8.1 AAIDEIG M O FATRERGLISN OISR 2 A TR L TuvZeuy, [17. 1. 138

8.2 AAE MG LIcaIc, 7 v o TEIERSORIE BRI SO RS EARH Do D Z &M d
DI, IR GHET, RFIEFIET D584 ITBET 52 &, (1.1, 7.2

8.3 AANIRIBEEATEA RTHHT-H. A ML AICHT AHE T — FHk—FIB RO E T <%
ATREMEDNH B DT, FHl, FHEORNA b L ARNE UEEAIIEFEHOBRN AT oA FHlZ&REGT5
72 ETU)IRALEZIT O T &,

8.4 AAFIF IR, AR, BAEREOERNRS Sbns Z Endb b, U, Y, I, B, EEED
JERDRHLONDZERHY ., ZO X IRIERNS LN HAITIE, B R EEREMH 2 5, MBS
U TR B ER OV AT a A REIO#R521T5 2 &,

8.5 EHIEHDIRNAT A REINOAANIETT D55, IR BEREREMRIZEE Y IR B B o s Z &7
HDHOT, BB EERED T % BT 57 EEHEROMNAT oA FAIOBEIHERICIT) Z &,
8.6 RHTEHOBNAT 1A REINDOAANIET T L5512, Bk, WBEOT LAX—ERNEAE T 5 2

EMBHHDOT, ZOLX D IRIERN S SO GAIILEY B E21T5 2 &,

8.7 BIRFE AT v A FAlZRRATOBRENKEUIFHBIEYT 5 &, BERRGREZ -85 MHEERH 5,
AIE SUTIRRIE DEEENR 220 U <X TPRIEEE A2 1T 72 2 L S WERE TR W T, ARG XU TS ~ DY %
BT DXL HEETHZ &, B LIEGAICE, BEHICZ2 75X 08 L., @MURAEEITI 2 L,

(i)
8.1 [EWEBIFHERAGABR TlE, LR EALNEIG U EATREIGI A ET 2 BB 2B L TR Y . FEK
O EATRENGAS N DI ZEALI 6 2 AR OARMEZEE L TUIF DT DI TORWZORRIE LTz,




VI. &2 (ERLOIESH) (AT SIEB

8.2 — ML EORIBREAT v A NElZEHIRES Licha . BIBEEAT a4 ROBENZ L0 i H AR
RSB/ ERFROD T v v TIEERSCRIE R EREBE ORI KX D84 2 FEOIERR S bbb Z &
MNHHILTWAD Z ENHERE LT,

8.3 AFNIEHMDRIE R EAT A RANZHANTEEI DN EEZONDD, BIBEEMEOTHNIZ LY,
RND LT — LR L, FHEORNA h LR EHRE & L CAMRIBRSEIL S5 ATREMENE 2
HILAZ EMBERE LT,

8.4 —RINZEFVEORIBEE AT aA FHlZEHFRE SN TWDHBRETIL. B BERERE DI U IR K
BOZEMENIEETWDIEEERH Y, ZO X786, AT uA ROLRHIECEY, VEEDO LTV —
IVBGFWEILT, KN 2 /LTF Y — )L DORBIT L VEEA IR S H oD Z EDRNHBNTND Z EMNBER
ELT,

8.5 EHTEADIRNAT v A RANZ LV BB R EHEREOIH U TR RRE OFHENE L TV AEGEE, AENCAERE
THIEILEY, (ANOANTF Y —VORBIHEI B2 TIERDBH DD Z ENBEZ LD T ENDIRE
L7z,

8.6 AANIEHEHDOTHNEAITHY . E2HEHDOIRWAT A RRINOARNCERTHHEIC, =2 ha—b
INTWZER, IBBZEDT LIV —JERD S H oI D RIREMN H D Z L HERE LT,

8.7 BIEEEAT v A NAlZBGEHIKESUIRBIZEG L, BIBREAT vaA REIOGEIHTERIC X D ER
PEEE « EE/RRE T Yo7 L OBENRH AR Z LB ELE,

6. HMEDERZHI HBHICEHY HIE
(1) GHHE - BEEEDHLHEE

9.1 &HHE - BEREZEOHHEE

9.1.1 #ERMEEEDEE
ERPHEEST DB ENNH 5,

912 BREFEDEE
JERDHEES 282N S D,

9.1.3 BMEFENEHE
ERPHEEST DB 2NN H 5,

9.14 HERRODESE
JERDHEEST 2 B8EZN0RH 5,

9.1.5 BHREDNESE
JERDHEES 28201 H 5,

9.1.6 HILMHEEBDESE
JERDEEST 2 8EZN01H 5,

9.1.7 RANEDESE
JERDBHEES 2 B8ENAH D,

9.1.8 REONEDEE
ERPHEEST D BENNH 5,

9.19BEFRIAMIAF Y TDESE
AN O EHIRH] K O 548 T 14 1 30ke L OIS RERR AT R VA NV AS = —DE =R Y T 21T
728 BEUTFR 7 A NV ABBEOBGEIERORBUTEE T2 2 &, BHENRD bNEAITIE, AHFIDR
BEBE L, PLUA NVAKEEGT 570 EEUIeAEZTIT O Z &, BRIFR D A /L ZAOHEIZ KL D IFRD
HOOIDZENDD, 2B, BERGHNCHBsHUREMEDBFE TNV T, MORIBREAT 11 M
HAZIZBRITHR 7 A VAN K DIFR 2 380E U TERID S ST g,




VI. &£ (ERLOIESH) (AT SIEB

911 AFNIEFMORIBEREAT 0 A RANCENTEEIIDRNEEZ GNDN, BIBREAT oA R
DOSFAMEWENC X 0 FSEM R B OIEIR S 2 A REME N E 2 HD Z E D HRE LT,

9.1.2 AFNIEGMORIBREAT 0 A RANCETEEBIIDR2NEEZ NN, BIBREAT oA R
DOFFEINHIVERIZ X 0 JBYE DRSNS D AN B 2 55 Z LB E LTz,

91.3 —fRMICEFMORIBREAT v A FRIOFEGIZ L O EFITFICE S TR0, fiE BER%
BIZFH T ZRIBHLTENRMONTNDE® ZENHRE L,

914 —RIZEHMORIBREAT O A FRIOFEEZ XV g oA et S, s L7335
VDRI MWBHDHZEDMBILTND I ENLRE LT,

915 —fRHICEEMDORIBEEAT oA FRIOFRGICEIVERERDZE TV RIBH5Z ERmoNnT
WD Z EDMBERE LT,

9.1.6 —RXMICETMEORIBREAT uA NElZ#HGT5Z LK v EbERBICRT 2T ax4 7o 0o
VOREEMET L, HEMHHEEEZ & 72T A7 RHBEZ ENMBNTWNA Z EMHRTE LT,

917 —RMICEIBREAT uA RRIORGICELVIRENR ER L, HHNEEZ X727 YR 83552 N5
NTNE N ZEMBRIEL,

9.1.8 —RIMICEIBEEEAT A RAIOEEGIZL Y, KEEOBRERIREZ & -7 ANE (REANE)
DIIEY Z T WD ENHENTND P ZEMORELT,

919 BEIHRATUANAXY U T OREICEFREAT oA FRlZHRETLHZ Lk, BRFREYA LA
O¥HE (FIEMA L) OURZNRHHZ ENMBITNS % 30 Z LGB E LT,

(2) BifRefEERE
BIE IR TR

(3) FrRelEEEE

9.3 FFiaeEEERE
9.3.1 EEDITHEEEEDHLESE
AFNTEE TR SN D 72D M REN BSR4 5 TREMN 5, [16.6. 1507]

(i)
9.3.1 HEDIHKEERE D H 5 EA TIE, IR TOIPCEHREENMET L TV D720, AR O M -
ATDIRENNDD Z LNORE LT,

(4) HFEREXHT HE
BIE I TR

(6) yEiE

9.5 yEiF
YRR SR L TN RTREPED & 2 BT, 1R LA Gtz ER % &l S5 58102
BT L, BER (T b)) CREBEA RS ST,




VI. &2 (ERLOIESH) (AT SIEB

(6) #RELUR

9.6 &Z5LiF
160 EOATRMER O RFLREO LM Z BB L, RO UITIE R o 2 L, BELT~BITT5
EDOWERD DY,

() MR

9.7 INR
INREE AR & U T BRI BRI 320 L TRy,

(8) =g

9.8 =&
WREABIZE LR DEEICRGT D2 &, —RIZAEFEENMET LTS,

1. #8EFH

10. #HE/ER
AANE, F& UTREIFERCYP3AA TR# S LD,  [16.451]

(1) HAZSEEDER
BUE STV

(2) FFREEEZDHEH

10.2 BREE (BERISEET 52 4)
HHIA FEAELR - FEE IR FEFE - SRR 1
CYP3A4BHEA] AANC L DRWER ORI 27 0358E | CYP3A4IZ & 2 ARFI ORI HE S
A FFar— L% SRDAMREMERH D DT, BEE+ | D Z L2k, RAIOMAFREN
[16.7&:H4] AT, BEICEGTHZ L, R B EHEERH D,
TVL—=TIN—=Y =TT — | AFIORAFITHER LW E 2EE | /NEOCYP3A4IZ X 2 AKIOHN
VY a—2A THZ L, fRESNDZ &Ly, AFloimH
[16.72MH] PREN LRI RN S 5,

(fign)

AHl & CYP3A4 12k LBLEEH DO ® 23K (1 N7 2y —%) Z0FH L7256, CYP3A4IZXHAK
KON E S, AFOMPEEN EFTHZ L1k, 2FEOERRD b D REERH 5,
Fiz, =77 —22t CYP3A4 Z[HET H@ENHDLZ E0HERE LT,

(TVIL 1. (4) 2) PFHEDEE GMNEAT—%)] OHESH)
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8. EIfEA

1. Bl
ROBWERDBHHOND Z ENRHHDT, BEELTHIUTO, REDRBO SNIGEIIdxKEG 2 PIET 57
EWYIMLEZTH Z &

(1) EXRAEWER & HAGERK
FRIE I LTV

(2) ZothoEIEA

1.2 ZDOEHER
1~10%Ai 0.1~1%A5 BEEEANEA
R & J5, HFRSTEY
WNEUWR 7o JRRER (SUE, WA . AR
TR FFRGEECED | RIRED | ROyEhEEE Y
iR D
PEBR AN Bty
e fEf, MEARE
i - BAER F g v
fiie fFiRe
Z DA 1A U & AGEED TFT 45 F D)
1) HESMEAEAER CRE BT RIVER
1 2) VAMLEIRTEA TR DAL EIER

QEEREE—E%

<FIWEHEEET & T H BIRIVER RSB >
FEAT RIS 82
BIVEFFRBIEL (%) 14 (17.1)

EINEEARRER  AEHREVAI R OKGEET)

BHERDIEE EEED EWEROMEE EEZEED
MEH IV VREE FrEEERIES
2 | 1 a2 IFHRE R | 1 a2
BiAlEE ERERRE
f5EFK 2 (24) FFtRem AT 1 (1.2
M- 1 (1.2 A7 T 3 A 1 (1.2
LR R 1 (1.2 HeEE FRD 1 (1.2
A LT 1 (1.2) REB L UVERBES
REH & VR THRRBIES BERIP 1 (12
55 1 (1.2 RAOTE 1 (1.2
Y/ 1 (1.2 BB L URREE
SRR E S 1 (1.2 SRR 1 (1.2
7 e — MR E S 1 (1.2 MedDRA/J ver.17.0
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9. BRINRERRICREITEE

FRE STV

10. BERE

RESN TN

1. ERLOZFE

14. BRALDOIEE
14.1 BHIZMFRFOZE

PTPERAEDHANIPTPY — F bWV H L CIRAT 2 L 5852 L, PTPY— FOBARIZE D, AV
FERDEIEREA~HIA L, BT 2B 2 L CHERIRR SO BEE R AIHEZ T Z L 13D 5,

12. Z0thdiTE

(1) BERR{FERICE D 1FR
BREIN TN

(2) FEERPRERERICED < fE#R
WE STV




X. FFERFREABRICEEY HIHE

1. FREHER
(1) ZEhZEIEHER

VI FEEEICBI 5HE ) OHEM
(2) REetREHER

AHITIE, ZRMFIERBIIER L TR0, 77 Y = FO—BIEMEM & LT, ROWERH D 39,

75V = N 10mg/kg (in vitro TI3 10 4g/mL) £ TOFMRNER GO T, PR, 0 - fEERER LN
MAEHRA~DA B ERITERD biviehoTz, £o, BEMRER L OEEMHIZH LTE, 7 v FToRH =
IKEH ORI OEIE pH @ FAARD S, S50, WRERIC LTIE, 7 v F CRMEPEIE L YR
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iz Entocort CR 3mg Capsules
ZhAE « ZhiR Crohn’s disease - Induction of remission in patients with mild to moderate active Crohn's

disease affecting the ileum and/or the ascending colon.
Microscopic colitis - Induction of remission in patients with active microscopic colitis
Maintenance of remission in patients with microscopic colitis.

JE - & Posology

Adults

Active Crohn’s disease: The recommended daily dose for induction of remission is 9 mg once
daily in the morning, for up to eight weeks. The full effect is usually achieved within 2-4
weeks.

When treatment is to be discontinued, the dose should normally be reduced for the last 2
to 4 weeks of therapy.

Active Microscopic colitis: The recommended dose is 9 mg once daily in the morning
(corresponding to 3 capsules).

Maintenance of Microscopic colitis: The recommended dose is 6 mg once daily in the
morning (corresponding to 2 capsules), or the lowest effective dose.

Paediatric population

There are limited data on the use of Entocort CR Capsules in children (see Sections 5.1 and
5.2). The available data are insufficient to support safety and efficacy in the paediatric
population, therefore such use cannot be recommended until further data become
available.

Older people

No special dose adjustment is recommended. However, experience with Entocort CR
Capsules in older people is limited.

Method of administration
The capsules should be swallowed whole with water. The capsules must not be chewed.
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8.1 Pregnancy

Risk Summary
Limited published studies report on the use of budesonide in pregnant women; however, the data are

insufficient to inform a drug-associated risk for major birth defects and miscarriage. There are clinical
considerations /see Clinical Considerations/. In animal reproduction studies with pregnant rats and rabbits,
administration of subcutaneous budesonide during organogenesis at doses approximately 0.5 times or 0.05
times, respectively, the maximum recommended human dose, resulted in increased fetal loss, decreased pup
weights, and skeletal abnormalities. Maternal toxicity was observed in both rats and rabbits at these dose
levels /see Data/. Based on animal data, advise pregnant women of the potential risk to a fetus.

The estimated background risk of major birth defects and miscarriage of the indicated population is unknown.
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Some published epidemiological studies show an association of adverse pregnancy outcomes in women with

Crohn's disease, including preterm birth and low birth weight infants, during periods of increased disease
activity (including increased stool frequency and abdominal pain). Pregnant women with Crohn's disease
should be counseled regarding the importance of controlling disease.
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Fetal/Neonatal adverse reactions

Hypoadrenalism may occur in infants born of mothers receiving corticosteroids during pregnancy. Infants
should be carefully observed for signs of hypoadrenalism, such as poor feeding, irritability, weakness, and
vomiting, and managed accordingly /see Warnings and Precautions (5.1)].

Data

Animal Data

Budesonide was teratogenic and embryolethal in rabbits and rats.

In an embryo-fetal development study in pregnant rats dosed subcutaneously with budesonide during the
period of organogenesis from gestation days 6-15 there were effects on fetal development and survival at
subcutaneous doses up to approximately 500 mcg/kg in rats (approximately 0.5 times the maximum
recommended human dose on a body surface area basis). In an embryo-fetal development study in pregnant
rabbits dosed during the period of organogenesis from gestation days 6-18, there was an increase in maternal
abortion, and effects on fetal development and reduction in litter weights at subcutaneous doses up to
approximately 25 mcg/kg in rabbits (approximately 0.05 times the maximum recommended human dose on a
body surface area basis). Maternal toxicity, including reduction in body weight gain, was observed at
subcutaneous doses of 5 mcg/kg in rabbits (approximately 0.01 times the maximum recommended human dose
on a body surface area basis) and 500 mcg/kg in rats (approximately 0.5 times the maximum recommended
human dose on a body surface area basis).

In a peri-and post-natal development study, rats dosed subcutaneously with budesonide during the period of
Day 15 post coitum to Day 21 postpartum, budesonide had no effects on delivery but did have an effect on
growth and development of offspring. In addition, offspring survival was reduced and surviving offspring had
decreased mean body weights at birth and during lactation at exposures 0.02 times the MRHD (on a mg/m?
basis at maternal subcutaneous doses of 20 mcg/kg/day and higher). These findings occurred in the presence
of maternal toxicity.

8.2 Lactation

Risk Summary

Lactation studies have not been conducted with oral budesonide, including ENTOCORT EC, and no
information is available on the effects of the drug on the breastfed infant or the effects of the drug on milk
production. One published study reports that budesonide is present in human milk following maternal
inhalation of budesonide /see Data/. The developmental and health benefits of breastfeeding should be
considered along with the mother's clinical need for ENTOCORT EC and any potential adverse effects on the
breastfed infant from ENTOCORT EC, or from the underlying maternal condition.

Data

One published study reports that budesonide is present in human milk following maternal inhalation of
budesonide which resulted in infant doses approximately 0.3% to 1% of the maternal weight-adjusted dosage
and a milk/plasma ratio ranging between 0.4 and 0.5. Budesonide plasma concentrations were not detected
and no adverse events were noted in the breastfed infants following maternal use of inhaled budesonide. The
recommended daily dose of ENTOCORT EC is higher (up to 9 mg daily) compared with inhaled budesonide
(up to 800 mcg daily) given to mothers in the above described study.

The maximum budesonide plasma concentration following a 9 mg daily dose (in both single- and repeated-dose
pharmacokinetic studies) of oral budesonide is approximately 2.15 to 4.31 ng/mL which is up to 10 times higher
than the 0.43 to 0.86 ng/mL for a 800 mcg daily dose of inhaled budesonide at steady state in the above
inhalation study. Assuming the coefficient of extrapolation between the inhaled and oral doses is constant
across all dose levels, at therapeutic doses of ENTOCORT EC, budesonide exposure to the nursing child may
be up to 10 times higher than that by budesonide inhalation.
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F—ANZ U7 D45% : (The Australian categorization
system for prescribing medicines in pregnancy)

S OB
F—A 87 U T D434 - The Australian categorization system for prescribing medicines in pregnancy

B3 (20194E11H)

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.
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HL[EDSmPC 4.2 Posology and method of administration
(20194£10H) | Posology
Paediatric population

There are limited data on the use of Entocort CR Capsules in children (see Sections 5.1 and 5.2). The
available data are insufficient to support safety and efficacy in the paediatric population, therefore
such use cannot be recommended until further data become available.

4.4 Special warnings and precautions for use

Paediatric population

It is recommended that the height of children receiving prolonged treatment with glucocorticosteroids
is regularly monitored. If growth is slowed, therapy should be re-evaluated. The benefits of the
glucocorticosteroid therapy and the possible risks of growth suppression must be carefully weighed.
Long-term studies have not been performed in children treated with Entocort CR Capsules.

KEDOWHRFISCE | 8.4 Pediatric Use

(20194F1H) The safety and effectiveness of ENTOCORT EC have been established in pediatric patients 8 to 17
years of age who weigh more than 25 kg for the treatment of mild to moderate active Crohn’s disease
involving the ileum and/or the ascending colon. Use of ENTOCORT EC in this age group is supported
by evidence from adequate and well controlled studies of ENTOCORT EC in adults, with additional
data from 2 clinical studies in 149 pediatric patients treated up to 8 weeks and one pharmacokinetic
study in 8 pediatric patients /see Adverse Reactions (6.1), Clinical Pharmacology (12.3), and Clinical
Studies (14.1)].
The observed safety profile of ENTOCORT EC in pediatric patients is consistent with its known safety
profile in adults and no new safety concerns were identified /see Adverse Reactions (6.1)].
The safety and effectiveness of ENTOCORT EC have not been established in pediatric patients less
than 8 years of age for the treatment of mild to moderate active Crohn’s disease involving the ileum
and/or the ascending colon.
The safety and effectiveness of ENTOCORT EC have not been established in pediatric patients for
the maintenance of clinical remission of mild to moderate Crohn’s disease. An open-label study to
evaluate the safety and tolerability of ENTOCORT EC as maintenance treatment in pediatric
patients aged 5 to 17 years was conducted, and did not establish the safety and efficacy of maintenance
of clinical remission.
Systemic corticosteroids, including ENTOCORT EC, may cause a reduction of growth velocity in
pediatric patients. Pediatric patients with Crohn’s disease have a 17% higher mean systemic exposure
and cortisol suppression than adults with Crohn’s disease /see Warnings and Precautions (5.1) and
Clinical Pharmacology (12.2)].
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