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fn i B OB 40°C |7T5%RH|  BEAT | vadE 64 A S
ERTREE  I B oo [RMVEEED | 3 | 1 [R5 o
=t @zmc 75%RH i T 0dg 5D 3 2 A vl 0.4g EIZRIETH - T2,

1) A7 var2: ROPEEKT T ERENENT T LD E R OREHIH W=,
® 1S010977 (1993) WZHBOH %R AtENLT v
©@ 320~400nm (2 A7 M EFD, 350~370nm [ = R L ¥ — DMK & /Rm TSR OE 7 v 7
2) ME RV =F LR MVEREE GEREFIAL)
3) ME: RV=FLor / THIE
RPEEAE - MR, MERER - BRWE. S8, KS

P

7. AEERVBREOREM
KS4>oy71.25%
RIR% DL EMEICHOW T, B F Y DU EieiE & LT 10mg FH24 &4 10mL O RUKICIRfRE 24 B = IRIRF
L. &R, pHAROEEZHELZ ( () NiZ 24 B0 F Y O UBRRIERFSR)

bk TR pH i (%)
pilS b 6.2 97.6 (99.6)
#4175 B 6.0 99.3 (99.4)
C I £, 375 6.0 98.5 (98.7)




Iv. RANCEE4 5

8. oL DEATIL (MEILFIZEL)
AR L

9. BHM
f& 5. £ 10
H AR SR 7 s HalBRiE X Rovik
& M Bl 50rpm
BRI ;K
fE OB bmg SE TITEBRBAAATE 15 4y TR 85% LU ETH 5,

10mg & TIXFERBA 4 1E 30 79 TR HIZRAY 80%LL ETH %,

FS40y71.25%

H AR &) 7 s YRR /X KLk

% ¢ [ElHE% 50rpm

ABRIE - K

fE OB RABRBELATE 15 2 TR 85% L L TH D,

10.5% - A%
(I)EENRLELESR - AF. NENVEREERSR - QECET HER
YL
(ya%
DITYYES  (1EHYF bmg &)
(BARERHEFV P e
100 #& [10 88 (PTP) x10], 500 & [10 §& (PTP) Xx50]
DILTYI810 (L&Y 10mg &)
(BRI TV ¥ R
100 £ [10 82 (PTP) X 10]. 280 #& [14 #& (PTP) x20]
500 & [10 $& (PTP) x50]
CILTYI RSA40yFT125% (1g H 12.5mg &F)
(FZAF > 7K hV) 100g
(43) 0.4g<100 7l

Q) FREE
L7



Iv. WANCEE4 5HH

G BRB/EDOME
£ 5. £ 10
PTP

PTP OME : RV e =1, T I=7 L

FS42my71.25%
TTAF 7R MV
MOME : R =F L
EOME . AV e Ly
5376,

RUVzFLy /T34

MBI RH SN S EME
L7

12. 2 Ot
A LR



V. IBERICBET 5 HA

V. JaEICET 5EHE

1. PhEEXRITENE
(AL
OF7 LILX—H&E%
OERMP. B - KIEk., ED. RETSHEE
UhR)
O7 LIL¥X—HEH
OEMP. RISHEE (B - KISk, RETSHEE) THESITSE

2. PEEXIIIRICEET FE
RESH TV

3. RERUHE
(MAERUVHAE DR
(DT I8 10)
WE, RACITET Y CUERE S LT 1E 10mg 2 1 A 1A, BEMCRNEGT 5,
7, AF, ERIC X 0 EEHERET 528, REESEIX 1 H 20mg &5,
(LT85
(REA)
WE . RAIIEET U O UEREE S LC1E 10mg 2 1 H 18, gk 592,
k. i, ERICE D EEIEET 22, REEGREIL 1 H 20mg £ 5,
UhR]
WL T R 15 AR O/NRIZIZEF U O UMEEE S LC 11 5mg & 1 B 2 [\, #&% &K OBERNIREN
Behd 5,
(PILTY9I ES420y 7 1.25%)
(RLA]
WE. RAICIZ1H0.8g (BF U DU S LT 10mg) % 1 B 1[0, sbERNC HRR® L CRO#%51 5,
7p¥s, i, ERICE DV EEHET A2, REmE G REIZ1H 16g (BF UV UERBE L LT 20mg) &35,
MR
W, 2R TR O/NEIIZ 1 [ 0.2g (BF U VU S LT 2.5mg) & 1 H 20, #&%&LORE
AT AR L TR A5 5,
WE . T RLLE 15 AR O/NEIZIE 1 B 0.4g (BF Y DU E LC bmg) & 1 H 2 [A], #A%&KUEE
AT FARAAE L RN 545,
QFZERUVAEDRERRE - 1R
[V.5.(4)1) a)BEALLEITRERGHER 28



V. BEICEET5TEAE

4. RERVAEICEET HIE

7THZERUVREICEET 53R
7.1 BHREEMEEAE T, PR E R OER SR b, MTRESEKRT L0, JvTF=r 0
V7 7 AT, FTROLEBYERGEORENLETHD, [2.2, 9.2.1, 9.2.2, 16.6.1 ZH]
R DR HERRIC RIS B M - RO A%
V7 F =277 Z A (mL/min)

>80 50~179 30~49 10~29
e e 10mg % 10mg % 5mg % 5mg %
9%
PSR e m | tRim | 1R1m |21

BEREEE AT A/NIRE TR FREOBF I VT 7 AL REEZEZE L C ECHEAZET L,
7.2 EEOH#ERFEREE X, BAE WA IXEFHAEOYE) »o&G520GT 5772 SEREICRET
HZ L, [9.3, 16.6.2 /]
7.3 EnE T, AR (B smg) oG AT A PEEICERS T L,

[9.8. 16.6.3 /4]

g% c 7.1 ¥ERET—%— b (CCDS) IZHESWTR#R L7z,

5. ERERRIE

(MERRT—2 N\ r—2

FRARERER—ER

B - ‘ e
b 8 H 1Y IR A W
B A AR NS S A OV
KA BHE A LA O SR E AR A
FOIE | - 15 2 W AL 505 03 | 12 ssogs e | R AECIEIHEARA
(PK) = YN
YyEhRE

R
AT HE F UL E—FEEHT 50 (A
B P N T 4 REROHE AT R TREERT B
i AN)
(PPK)
REAEF
EEE | A R R OSE AN BT D FUAR—HE AT 5/ (F
B KAi;& ShE AN 1% | ottt v HFEEAT 5/ (
fHT | EmEE AR USEN)
(PPK)
WA | Hie 22 I U EHORS ROEHEN | —EER2 1 24 | fEENE
(PD) | Bkt — N R | 6~128 GHEA)
HEIAR

‘ ] TS RAATRER | BT LR R
ik 7T BRI T B ERMEOMAE
2 7T S A O R Hoe 2 ML L 15 kil (AN
7t
HEIAH

| SEERATRER | T LR R

HOWE | 7 b F T = AT B IR ORE
o . FHEORE g 8L E 15 BRI (AN
Tt
HEIAH B . - N . N
- HIMER PN ZEVEICSONTHy FF 7 | “EHERITATHM | @EET LS —PaR
o = L OB brite TEEEAE 15 BRI (AAN)
ZeME
A5k HHER PLZEMEIZONTT T8 | “EHERWATHM | @8EET LI —MEER
dedebt | Lokl B 6~12 % (SMEA)




V. IBERICBET 5 HA

iﬁ; kB8 H 1 RIRT A W
M | EMR LR IT ST T IR | —m SRR | BEMT LY ak
Geabe | o B b 6~12 % (SLEN)
e | AR R ST REUS | RS HRATREN | R L — s
geate | HEoOME P 6~12 % (SEAN)
| AR LA IC ST A S b | B ERIITRER | EENT Lk
Geabe | IR EOhERE L 2~6 1% (SHEN)
ot HIMER N ZEVECSONWTT 78R | “EHERITITHME | FEET LV -8R
Geabe | B L 6 EELLE 112 (SHEA)
HFH
z%L BB AR O RS || AR T UL —
eape | W B 2 HELLE 15 BRI (AAN)

) \ WEANR R R | e
Jebt | BRHRBBRC DL kD AT gi;é 0.5 L 13 Bkl (SMEA)
£

CHEEMRIATEER | 7 E—PEEE R

I | o T a2 B DR
ﬁéﬁ [ 3L 15 Mkl (AAA)
£ B e
g | EIBRECBI MR OGN | AR TR
ﬁéﬁ DR - 2 ML 1 15 MRS (AAN)
M | HMR LRI SN T T TR | RS RAITREN | B s
Geabe | o B b 2~16 % (FEA)
A
g | TAMROERIC ST 1 | SWERL(TRER | A0
g | I L0 e 2~6 (SHEA)
%mﬁ:ﬁ e S A - = ) — = N s Ty He ey
oy | TAEROERINC SN T 7 2 | SHERIEATIEN | b
oot NEXP) K 3 ) Fhg 2~12 5% (HEN)

SN O R B O BB RGBS D F — 8 /S o fr—

(2)ER R A ER
9N

BEEERR A 15 Bl 2531, &F U 2 HEetE 2.5mg (2.5mg $£ 1 $8) . 5mg (bmg §E 1 #8) . 10mg (10mg
#E18E) . 20mg (10mg $E 2 §8) . 30mg (10mg & 3 §E) & H[EIE G U7zfE R, — ek, e, Ok
USRI AR B IGRO b e o 72,

F 7o R 22 il AR, BF U O UEEENE 20mg (10mg $E 2 88) X1 [E], H. 10mg (10mg & 1 &) X
2[5, H. 30mg (10mg §& 3 #&) X 1[5, H% 7 AMER G LIoRER S B E L FROM R TH 72V,

) AAOEANCRT LARBAELROCHEZ, 1B 10mg 2 1 B 1ETHD, (EHHEEAETHDLN, &K

E#EREIZ 1 H 20mg TH D, )

M)
LB L



V. {BIEIC

B9 5 HH

Q)AERIGIERAER
(AR A
MR L
(BE) RANLT LAF—MHEK, BHEEMZ IS L, IMIBWT 1T A 1ERG TRRBENTND, £,
He R

R

KFRTAT - T AR (5% TAHBUER) THRE L72RNENRE ST A — & | ReMES 3 O ki &
—HLTWe, £2ZC, WNDT —F 22 BIHIR LORINE - ZEMEAHET 2 Z LITAETH
LEBEZLNIZZ LD HEROCHRFEHER (AT DHRR) 240 L, BIER/EATHERE
AR (2155 IARRRER) 7> B BAG L7,

J

BH TR L

(4)FREEAOERER
1) AR

a)

EELELITRAERICHER

59N
DEBEFMT7 LILF—UEXEMRELEEHAERFO-ONO_ETREKER (ENRHAE 1HERR)

FNIBAEME T L L X —MEE R BE 2RI F U 2 UG A 1 B 1[0 5mg (5mg #8 1 42,52 f41) . 10mg
(10mg #& 18€, 51 #)), 20mg (10mg & 2 H&, 53 §) % 2 WRIBG THF L 72 R, Rk alkdaEE
O [HhEEYEE] DL EOKERT 10mg #£2% 5mg BEZHLA~MEN D238 H 7z (p=0.021, Fisher
EREEMEREHRE) . £, MR LEEIEITGED bR o b OO (Tukey B L HE LR | 20mg THR
JEDIEBLFRD BTz,

10mg #5-TlE, kB UERE O R ELL EOEIA 1T 53.8% (21/39 ) Th - 7=, RIVEMFEIM
JE1% 13.0% (6/46 f5l) TH VY, EARAERITIRG 4.3% (2/46 ffl) ThH o7z 2,
INoMbEEAREILLH 1FE 10mg HHEN/EY & B2 b,

QEMERPEXNRE LE-EEAERFO-OO_ETREKHAR (BNERHAE 1HKR

FNBVEZERB BB E R TV DU A 1 B 1B 5mg (Amg & 1 &£, 85 ). 10mg (10mg
b€ 188, 87 #). 20mg (10mg & 2 #&, 87 #i) % 2 WHE L THRFTL7I-AER, SREEE o 5
JEE ) L EOSER EHER A T 3 FEMICEITRO b o7z (Tukey B HEILE)

10mg #5-CTIE 85 3 Bk 5 1 B RO 2 B% BT 5 SR EE O R4l EoE|IA
FNEI, 47.9% (34/71 ), 64.9% (48/74 f5l) KT 71.6% (48/67 #) Tod -7, RIVEMFEBILE
10.8% (9/83 f5l) TH V. EREIEMITIRK 4.8% (4/83 ) ThH o729,
INONOEEAREILZLIH 1FE 10mg HHEPEY EHE 2 b,

i
E

1) ARHIOEANCEIT 2 EARAELROCHAEIZ, 1H 10mg 2 1 H 1ETHS, GEEHEBATHETH 53,
EEEG5EIX1H 20mg TH5,)



V. IBERICBET 5 HA

hR)

HNEAT—2 (EEE: R4V, A5204)) 9

HAY « AAIOABE,

et HEBISBIFROEE

RERT A Zhigk Ik, 7o b, ZEHER, WITEER R, HERSHER
Ol SMEIND 6~12 i DOIEFNET LA — &R AR
. . FEFREIMETURIS 6T 2 KRB T RAST BEBET, < Lo, @it SBEEOERRH 5
F2 R s g L e
T VAKX —E R T ORI, IRROLFE FIRH A & V' 200ug, H LA I Y 3% A
FRBRAN AL BRERNE OB 2BETHREIHE ., IRROEE LRI ZE R VE O b %2 H
57 hE—PER G, B R QYR sk o B
AT YTV VU 2.5, 5 XX 10mg ZETEERH D WVE T T AREER 1 B 1[0 2 @RS
A < Lod, &it, @B, SEEOZ I, IBROZ 5 FED 5RO 2 a7 [{REEN0 (72L)
~3 (FfE) ODABBTHE] O bRbEWVLONR 1LUT Tho7cHDEIEG
Bl TE B GRS [ERAY 0 (GBAL) ~4 (GEWIE) o 5 B CHIE]
FFERAMG
BKHEWAa TR 1ILUT TholzHOEIE (%)
B L) fE A HERR
77 R (n=82) 37.4+3.94
2.5mg #f (n=84) 46.4+3.75
5mg #f (n=85) 46.9+3.99
10mg # (n=75) 50.3+4.26
Rl EFATG
ERUEE (%)
il Mg DAL TGS
772 AREE (n=80) 37.5,/11.3
2.5mg Bt (n=83) 51.8,710.8
(CIES 5mg Bt (n=83) 66.3,715.7
10mg # (n=74) 66.2,721.6
At
77 v RE 2.5mg Bt 5mg Bt 10mg A%
(n=83) (n=84) (n=85) (n=76)
HEFLIBHIEL 15 (18.1%) | 21(25.0%) | 12 (14.1%) | 17(22.4%)
IR SR BE %
EHHEBNRAAN 2(2.4%) 3(3.6%) 2(2.4%) 7(9.2%)
et buinoY) 1(1.2%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
B 0 0(0.0%) 1(1.2%) 0 (0.0%) 0 (0.0%)
BB EFIEICE S | 1(1.2%) 4 (4.8%) 2(2.4%) 1(1.3%)
T EFGRE L

) AHIO/NRIZBT 2EARBER OCHRERIZLLTO LB ThH D,
BES :EE. TRRLLE 15 mAMO/NEICITET ) VU RS LC 1 bmg 2 1 B 2 B, #R%K
OBtERNCR OB G5,
RIA4vmy 7 1.25% G0H .2 5l b 7T eRlo/NNEIZiT 1[5 0.2g(8F U ¥ U HfREE & LT 2.5mg)
Z 1 H 2\, k& OBERNICHRAM L TROK5T 5,
WE. 7T E 15 R O/NRIZIZ 1M 0.4g (BFV VU ERE L LT hme) 2 1 A 2[H, &k
K ORI FIREESAR L TR N & 5972,



V. BEICEET5TEAE

HEAT—F (EEE: NL¥—)) 9
HHY : &Kl 10mgl H 1 [F# 5 & 5mgl A 2 A5G- O/EH OR & o Rl o g it
RERT VA SR Mb, TEER, 7o Ad—— FELERR
Bl 5~13 i DIME /N R
TR BRI b AR I VGG TR— AT A L OB EHEEA 8mm Ll EO /N
T hE— B DEREAR A, IIRFAORE, EYME, b e XU U UIAANC TS

EEbA S )
BEUE, R RIS B AREME DN B B AR E N DN DB/
—RHC T ) DU A5 1 812 10mgl B 116 (OD). %5 2 #ii2 5mgl H 2 [@ (BID) % 4
- e %1 mg (OD). % 2 M2 5mg (BID)

3 HM G T ORI DIRICE G L, b A F I UREREUE SUSTR & 32t
FEFHHE A HIal#e G- 24 B TR K& O G- 12 RfR% DS D K s
Bl K EHmZE H NP2 B OVRLEE O #1138

]
Fl
A A 351 ST (mm?) |1 [95%(ZHIKMH]
oD BID OD,/BID

5% WE S | 24 KefEt: | 25.94 12.53 |2.08 [1.46~2.94]

)z

(0=57) | Jdts | 12 W% | 38.55 6.85 |5.63 [3.62~8.76]
iz oFmFEL (OD/BID) KUY 95%FHEIK M « P HEIZFE-5 & B L7z S fE

DLt EFas i LT,
B IR AL
HIR (%)
@ m AHiE F RFATRE 1 (A
oD BID
s 12 W[ 47.8 88.6
WP s -
(n=57) 36 4 1.9 21.8
HKLBE 12 K§f#% 60.7 84.1
i ety
(n=57) 36 Wi | 17.9 38.6
et
ik HEFROREE (%)
(FEERAEBIER R ek SIE 51 5%)
oD 17.5 (11,763)
BID 11.1 (7./63)

BRI L OREBMRIE, WLy TBERL] 20T TBZLBER L] ThoTz,
1) AFNO/NRIZBT 2KRNEL OHRIZUTO LB TH D,
BE 5 @, TR E 15 R O/NEIZITET Y U E LT 1E smg & 1 H 2 B, &% EY
RN A& ST 2,
RI A m w7 1.25%: %, 2wl B 7 mRimo/NNEciX 18 0.2g (87 Y U & LT 2.5mg)
Z 10 26, P&%kOBERNICHRER L CRAKRLES 2,
WL TR AR 15 R O/NRITIZ 1B 0.4g (BF U PR L LT homg) # 1 H 2[F, #B&%K
OBt AN R L TR N & 53 5,




V. IBERICBET 5 HA

b) tEE:EAER
9N

DRERT7LUILF—MEXENZRE LEZEEREEHAR (ERETIARER)
FNEEPET LV — PR BE Z551C, AFI 1 H 115 10mg (10mg $& 1 §8, 1176#)) 27 FF7 =
Y 1mgX2[E,/H (113 i) Z*IH & LT 4 ML CRET Lo RER, REERUGERE CIIARKIRED [Hh
MERE ) LAEIE 47.9% (45/94 ) T, 7 b F 7 = U EED 38.3% (31/81 ) LA TH - 7= (p=0.004,
A AR E) o
BV R BB 1 I AHKIEE 5.5% (6/110 ). 7 bF 7 = L #F 18.8% (19/101 f) TH V. EA2FINEMIX
IR T, £ 3.6% (4/110 #1]) . 16.8% (17/101 f5l) T -7,

QEMEMRPEXMRE LI-_EERLEMER (ENEIAERR)
R NEMEZERRZ BFE AT, AFI1 H 1B 10mg (10mg & 1 8, 135%)) %7 FF 7= 1 mgX2 [H]
S H (1834 #) ZxtBRE LT 2 S THRETL7oRER, Bl SUGEE CIIARRIR O [HEESE L
F1%82.2% (88/107 f5l) T/ hF7 = U BE79.0% (79/100 f5l) LRI TH o7z (p=0.007, [FIZEMERE).
Fio. KAl 10mg OG- 3 Hik, #5451 H%ICE T 2 8MUGEE O PEESGEM ORI, 2hTh
56.4% (53/94 i), 71.3% (77/108 f5il) Th -7z,
BIVEFA S8 BB RS 1 3AKIRE 15.9% (21/132 61) . 7 v F 7 = U R£19.7% (26/132 ) TH VY, FeRIERA T
IRET, ZNEN 10.6% (14/132 1), 17.4% (23/132f5l) T o717,

U
D7 LILXF—MEXEZEHTHNRENEE LE-_EERGTHBLEERER (ERNFEMMERER)
B : AFN O T F R RSx4 5 E O MEE
BT A v Zhask LR, T oA Ak, ZEEHR, WATREM R
xt B AT LAY —EaBIR (2% B, 15 MR
c BRIERD 6 » ALLERRE L T p B
- PRI R
- Hhsk
CNT AR AN O =TT BRI IgE FUARMAE DD 72 < L b — B0 BIR
B R AR ER R A D G E O R IR
c BEIR A A TICHESWTHE B L EEFE A7 R 4 L EOER
B FU D UERBERAIORS it Raxi oy vy UYL A UYL TV
Wt LiBBUEOBEERE O & 5 BIR
TR AN EE T LV L O ORI Y T 58
M EEPE S, FERER ZPE Bk o BIR
TRBRIEOFMIC AL RIFTRE L s 2 258 B2 A0 L T2 IR
CBIBREAT oA RIS 2EYIEEZET 2B 2 A0 2 BIR
© SRR B R KT T ATREMEN B 2 A2 L= IR
o 5 B RS SO B IR IE A BAME L, MERFIAMRICE L TV VAR
© BREEORE N E B E B L LT, AlEEKEOSEES B L L SiEREi xR
RowFEEZ BN E LEFiizEirshiz2tob b B
T FUDUHEBE R T A n v [2 MU 7T ok 1\ 0.2g (BF VUV UEREEE LT
[N RS 2.5mg) . 7Ll 15 s 10 04g (BF U UHERIEL LT hmg)] X7 7R % 1
H 2 [A] 2 #@ [ # 5
F= EEHmIE H IR I BT 2R A BER A 27 (TNSS) £{b&

TR ALY

cm

bR UE




V. BEICEET5TEAE

MTNSS DOFEHZEAL,

QR BIER A 27 OFRRFZAL

@FLIER AT D 1 AFEHD 4 FERAE (TDNSS) OfRIRZEL,
OE IS &

@B (BBRE IRFHEE) OIS

® £

R REFATZE H

FEREAH
T F VP UBDOT T B REE T D EEIESREE S L2 (p=0.0087, 43 HOHT) .

ERBHEHAMICE TEHRERERR T OELE

NR—RF A Y 5 b
" - AR AR -
SEHIfE SEHE EYE | R A O
(e 35) G ) (e 35 (FmiEans)
TFUIV [, 6.66 4.79 1.87 1.85
YR (1.26) (1.96) (1.79) (0.18)
. 6.84 551 1.33 1.25
77w 117 (1.52) (2.04) (1.79) (0.18)
vF U YRR vs FHEEE © 95% 15 HE X [#] © p fi&
77k 0.60 [0.15~1.05] p=0.0087

AR A EIER A 3728 10 2 2 2 BIITHE ALY HERS
b)Z b= {N—2 T A RHEHH GRS SRAG H O/T 3 HIH) —&TRRRaHmHH )
ON— AT A CFHEMI R 2 7 R OMElnfE & AR L Lz B iric &0 B

RV EEATG
DTNSS DFEHEZEAL
TR 2 BIZB T 2 _N—2 7 A VB b OB EIX, TV VU223, 7T
TR 1.64 THoT-,
AR Q¥ RIER A =T ORI
< LeAdfE, @mit, MNZIFEEICBWT, ¥ F U VU077 BRI T 285
RUERRD b2 (p=0.0001~0.0309, AT,
@TDNSS DFRIEZEAL,
MR EEENRD i,
O SERE

SR Bl o

AT R #E EUIES IR (%)
wmEgm o | BT UYVRE | 122 26 (21.7)

B4R A 77 e AR 117 15 (12.9)
i vFVOURE | 122 43 (35.2)
AL IR 772 R R 117 34 (29.1)

OB WA SUIMRGEE) ORIZR

(£ ote) YL RIS

BRIIER s JiE 5K R (%)
e o | BTV YR | 122 13 (10.8)

PR%A A A i 117 10 (8.6)
s EFUDURE | 122 30 (24.6)
S IR R A i 117 29 (24.8)




V. IBERICBET 5 HA

@&SFT R (FRMCKEOE, FHRMBEO AT, KSR
KA TN0 XL 1 &EHESNIHRE OB EIX, mirkicmnL =,

vFU U 7T R
(n=122) (n=117)
HEFELREIIK 46 25
B EFLIBBIEL 33 (27.0%) 22 (18.8%)
KRBIR & B E T & WA EERREIIE 12 (9.8%) 2 (1.7%)
B EFLIBBIE 0 0
TEBRIE DO G0 2T - 1= BRI B 2 (1.6%) 1 (<1%)

BEEAAEFEREEENGEOFEFRIROON RN -T2, ©F VU PV BETORIEM
FEFEIL 9.8% (12/12241]) TH V. E2[IERIL ALT #i05.7% (7/122 #) . AST ¥4
M1.6% (2/1224)) Thotz, Pt 2% I VHEORWEA & L THIR, AR, DEORER
DASNTHWDER, BF U D URETIIEIR 16 (1%K0) HNEEShi,

@7 FE—MREXREZFHIH/NMNREZRE LE-_EERITEELEHAE (ENEIARER) 9
B . KFIDHr N F 7 = kT B IELEOREE

BT A

Zhiax i (EW 29 fifk) . 7 v Z afk, ¥ ¥ I — THEER, WATHRHHEEER

SIS

T MR EREA T D/ (3R, 15 RT)

R I E

HAREERSS T7 MNE—MEEEROET - BWEE (7 N —RERIEETA FT A
2004 ETHR) J ICHEL T, 7 PE—MHERER L2 S - BIR

bR UE

(1) BF U DUEBERF], 7 N7 v 7w VBERFI R OB E o oL U BEo
oy, Xide Faxvoyr, 7 Vvr, A7 UTr 77U 2Tk LiEUE O BERE
B 5 HIE

(2) TANAZFOREMEREE, I boOBEREO® 5 E IR

(3) M « H « A ~—% « UANVARERYYE, ROBMERIERE O, U
HE) AAT LB

(4) BB O S HImEHINFEREHT 5 AL

(5) 1EE (N—F = v MEIEER) ., F 2 EEIEED EOBME - B2+ H 9 581

R TT 15

TFVOUEBE R T A v u v 7 [l b TR : 111 02g (BF VP UHmiEE LT
2.5mg). T L 15 BRI : 1[5 0.4g (BF VP UHEMBE L LT 5me)] XiI7 hF7 =
VTN R T A v n 7 Bl TR 1 E0.6g (7 FFT7 =L LT 0.6mg), 7
LA L 15 ki 1Al 1g (X FF7=2¢ L Tlmg)] 21 H 2[R 2 @MKS

SRl H

EIREFHEIIC R 2 T2 9 oEEE] OZ(kE

BRI H

D% 9 FE O BAE L DR AL
OMBLIFEART
@EHEL I FEA 2T ORERFZAL
DEE WEE SUIRGEE) ORHIZ
©% S FEZ A S B OHPH O U= FE




V. BEICEET5TEAE

W

Ee =i

TV UHET N TF T 2V REOZ SFEOBEIEE DAL EDZED 95% (5 FH X [H O T FRAE
-0.22 NHEANERE LIZIELHBRFRETH 5-0.40 & LEI-7-Z &b, BEF VDU HEDOS
T 7 = URRCRET B IS TEDREE S LT,

ERFHEHRICE TS ESEOEEEDELLE

" g0 | TP | EgER ek
SR SEIE SEHE | TR AR ©
G o) (EmifE(R52) (FmifE( %) (55
IOV [ 2.41 1.96 0.45 0.43
W (0.52) (0.64) (0.67) (0.05)
rrFT=v 2.40 1.88 0.52 0.51
7 LR (0.52) (0.63) (0.62) (0.05)
vF U ORI vs FHEE A © 95% 15 FE X [H ©
TRFT =T VR -0.08 [-0.22~0.06]

a) AL AN L H AT R A B £
b b= {(N—RF A FHEGIH GEBEEE S B O/T 3 B) —2TRREHELIR )
)= 2T A MR O 5 FE O B R OYFn)E 2 A R & L7 Boinic K v Al

Rl EFATG
D% 5 O EAEFE DFRREZEAL
MR T L7,
OMEEIFEA2T
MRETIZIEREEOHES TH - 7=,
@FEFZ HFEA 2T ORIFE(L
TR IREZJR A L7z,
@ORE (BHEUINRGEE) OHIG
BB A SUTHIERRC Th< 2ot LEDOHAISRZRLIZEIAIE, BEF Y OVBET
13 47.8%., 7 NF 7 = U EETIE 50.8% Th o717,
©®% 9 FEZ1E O EAL O RFIPH D SEE

75% VL o
SEAT A Bt SEBI%% FEBIE (%)
[95%1E 4E X [H]
§ 18 (13.3)
tvF U DUH 136
wpmmom | D™ [8.1~20.3]
f 23 (18.
il rRFT e VR 126 3 (18.3)
[11.9~26.1]
. 47 (35.1)
vF U 136
BekeBis f TV [27.0~43.8]
Ak 4 1.
i r N FT xR 126 0 (81.7)
[23.7~40.6]




V. IBERICBET 5 HA

gl
vFVOURE | T T o B
(n=148) (n=135)
HEFGHBH 31 38
HEFELFRHIE 27 (18.2%) 32 (23.7%)
iR KAEBR & B T WA EEL BRI 4 (2.7%) 13 (9.6%)
BN EHERRBBIE 2 (1.4%) 0
TRBRFE DR 5 12 F - - 5 E R R BT 3 (2.0%) 0
T F U U TORIWERSEBEEIL 2.7% (4/148 ) TH Y . F/A2EWEHIIER 1.4% (2/148
#l) ThHotz,
BITE O R O BME TRV T, B F U DU BT RANCHEI LZRBITERIZ R~ T,

c) —hRERERERER

159N

DERB R E L-—RERRAR (ENEIARR)

BT O UEREESE 10mg 2 1 H 1[G L7cL &, &5 3 BiE, &5 1 HELOKRE 2 HRZICET 52
= O PR EYGELL EOBIGIL, ZhEh, 46.7% (14/30 f) , 53.2% (33/62 f5]) KT 72.9% (43/59
) ThHotz,

RIVEFRAR UL X 4.4% (3/68 #) TH Y, FE2RFNWEAIFIRG 2.9% (2/68 #i)) TH-7- 10,

QEMPEXR E L-—MREERAE (ENFEMMBRER)
YTV UUERRESE 10mg 2 1 H 1 REG Lz &, &5 3 Bk, &5 1 EZLOEE 2 B%ICBIT 4
ok DS EL EOEIEIT. THEN., 66.7% (24/36 #i) . 70.8% (34/48 #1]) K 1* 80.0% (32/40

) THoT,
BIVEF RS IL 7.8% (4/516)) THY ., EREWEAIZIRA 3.9% (2/51 f5)) ToH-7- 10,

QD - Kigxk. HEP. RETSFEEENRE LI-—REBKRAR (ERFEIHERER)

TV O UHERESE 10mg 2 1 B 1[0 2 &L Lz & & R ascERE o P EEgEL EOEISIE,
195 - FJFREET 65.9% (81/123 i) . EEBRET 57.7% (30/52 i) . FiJ§% 5 FEIET 74.5% (41/55 fi)
Thol,

RIVEMI BRI X2 T 5.5% (13/236 #)) TH V. FRENFHITIRK 3.4% (8/236 ) ToH -7z 12,



V. BEICEET5TEAE

2) REMHER
59N

AR U (RGN ORI SV TR E R L)

hAR)

Q7 LILF—HEXEFTHNREMRE LE-RAKREAR (—REBKRRR,. BNEIARER) »
B - AFORGERE (12 0H) (280 28200, Zatkomst

AT A HEHR, EMFEHREB (EWN 19 i)
I WEET LAX—tERRBIE (250 B, 15 mARm)
c BRIERD 6 » ALLERRE L T b B
< PRI
X . EAES
AR AT ZAF AN FROE =TT DR IgE FiikmE DD < &b — Ao BIR
© ST PR EREGR A A GO BUIR
CEERA A TICER SO TR UEEEE A 7N 4 UL ORI
R F U D UEBERKIORS e Raxi D v UTr AV TV
Wt Lo O BRI O & 5 B
BRI A EET LS DR ORI EE Y T 5 B
- MAEEEMERR . Rk SRR OBIR
ARBREEOFMIC R L KT TRE LW SN2 SREE GO L TV D AR
A A -%%?Exfn4F%Kié%%ﬁﬁf%#é%ﬁ%éﬁ#é%%
« FONFIAM I 5B 2 BT AT REE D 8 2 FRAN & A L7 R
o R B SRR RIS U SIS B S IR & B AR U, HERFBIRICEE L TR W BRI
< SHSREOME N EETAE B E LT, SEEEREOWES B L Uk S E i U mn
RotEZ H & LRz EfTanizZ tob s
e AZ I UEIC L BREEET LT b E—ERE R IR & AT 5 B
- Ak FRIER A DR LT EBIR
TFVOUEBE R T A v u v 7 (2L L TR : 18 0.2g (BF V) P UHmiEE LT
ARG 2.5mg). THU L 15K : 17 04g (BF VP UHMEEL LT 5mg)] 21 H 2 H 12
LIk
HRME
ORARIER A a7 (TNSS) OfRRFZAL
O RIER A 2 T ORERFZEAL,
S @FBJER A T D 1 HEHOD 4 fERAF (TDNSS) DfRkiFZE(L
O YEE
G@fE (WESE IS OIS
GL Y3
gl




V. IBERICBET 5 HA

(DTNSS DFRIFZEAL
TNSS O_—2 T A LRl & OBLEOHER CFEE - 1E R, fENT5: 36 #i)
W, BG4 2.81+2.62, 5 8 HF: 3.66+2.75, #5 123K : 3.40+3.01 TH Y,
NRITHEGHETRFE T T2 2 L2 WEL TV,

@R EIER A 2 7 DR
N—2 T A IS O LR, REHE 1, 2, 4. 8 ROV 12 A/PIERFICE N TS
LoBRERa 7, 8qt2xa7r, BHRa7, BRNE I FERA =7 XD Lz,

@TDNSS D#EHFZE AL
N2 T A FHMERI O OB R, VR 1. 2, 4. 8 ROV 12 @/ UERFIZ IV TR
ST,
@M EE
[ EYE) DL oSSR
GE2ES FEAE TE SEBIE (%)
[95% (54X [ ]
TR 12 8% 26 13 (36.1)
ST H IR [20.8~53.8]
@B (BB XUIGESE) OIS
L 7podz) DL EDIFFIGEE
SR SFE IR SEBIEL (%)
[95% 15 FEHIX [H]
TR 12 8% 36 16 (44.4)
LA IR [27.9~61.9]

@HFTA (FTHRAMEOER, FRMMEO G, KiEowE)
WTFICB W T HIGRIBIMGE & T 12 B XIIPIERE T, a7 0 KU1 OFEE
DML, 2237 3 DEERED L=,

¥ (n=36)
B ERESRIK 51
HEHGFRBUFIE 26 (72.2%)
RIEBR % & E TE WA EES I 1 (2.8%)
freXin P "
I EHR R HIE 0
BRI O G- 1 ICE - 7= EREL KB 1 (2.8%)

HEERITT2.2%ICHBDOON., S BD ONT-AEELITAHEL 14 ] (38.9%) TH
ST, FR#IBEIC X D2 HERERBEIEE OFFFEHIEINIRD b hoiz,
BIVEAN T A EREIE A 161 (2.8%) 12§D BT,




V. BEICEET5TEAE

QBEREEREZEITH/IMNRENRE LE-RPIREHAE (—MREEKRAER. ERNFEIMEHRER) v
BE : AAloRYRE (12 #8M8) (B0 2H590ME, “ettomst

AT A Zifagk LA (EP 25 figk) . FFEMR. R GHBR
I AR E BB (2L B, 15 HORiH)
TRRBICHE D Z O FEE A L, 12 A ORINAES LI & flr S5 AR
- (B IEZERRE
BB RREREE . 7 YRR AL [T BRI, BAKERRES (7MY
P— —Fggﬁmﬁi-@%ﬁﬁ(7%H—ﬁﬁﬁﬁﬁﬁﬁ4Pi4yzm4&ﬁmMLUEU
<M 5, ]
CFEBHE . AMEE (X bR TR SRBHEERR L), AR, BYEEE (EEME
B L)
c RIEE O FERE - R MEREE O FERE, RFTHERE T O FEAE
o BTV DUEBERA ORI X Fax vy v UVr A7)V T Y VUL
ERRAEE | o s 6 5 B
TFUDOUEBE R T A a7 [2 Mk 7 AR 1\ 0.2g (BFY DR L LT
AR5 2.5mg). 7Tkl b 15 AR : 11 0.4g (B FV P UHMEE LThomg)] # 1 H 261238
[HESas2
HR
D% 5 FEO EAREFE ORIRFZEAL
S @%é%b%XZTQﬁﬁ%m
@fE (WSE UIGEE) OIS
@F295 OTESEFE DR
gl
D% 5 FEO TIEE ORI
Z D FEOTREE ORI A 205 OB L BEOHER CFE¥E R, fRT<45 73 1) 1,
#5458 0 0.83+0.79, #5 8 : 0.97+0.90, #¥5 12 #IF : 1.03+0.90 TH YV |, %
BRI G TREE TR T Z 8 <, BEL W,
QBB HFEA I T OIRIEEAL
R I LTz,
fae | ©BE (WRE SUIHGEE) OFIZR
L < leodz) UL EDITFHIG R
FEATRE I SiE 155 FEBIEE (%)
[95% 15 #EIX [H]
TRIEH 12 E % 37 (50.7)
R SEH I IRE 7 [38.7~62.6]
DF235 O EIEE DRFEEAL
TR 4 8% F CRIFFFICIR T Lok, 10 12 A% ETIRIE—ETho T,
B¥k  (n=73)
HEFERRELE 63
HEFZRBBIE 38 (52.1%)
KRB A B TE AW EFLRIFIK 1 (1.4%)
2tk WA ERR B 1 (1.4%)
TEBRME D -t 1123 - 1= A EF LR B 1 (1.4%)
HEHFHGIT, 52.1%ICBO LN, Kb EL AONT-HEFRILRINTELR 14 ] (19.2%) TH
ST, RHHRGIC X 2 HFFLREEEE ORHRIINTR S b o7z,
BIVERTMEIR S 161 (1.4%) 2@ b,




V. IBERICBET 5 HA

CfEwETHiE

HHEAT—F (EEE: ZE, 77 VX R)L¥—{h)) 151617

T ME—MEEE R BT GHAANRF 1~2 5%) Xt e Liz2iidkn, 7o 2 ok, ZHEMR, WATHE
B IC I C, BT U O R 0.25mg/kg 2 1 H 2 [8], 18 » A KL L7 & & OFHhEE) R 2
ZHZ2 BT TR LT, ZTORE, BT T GHITB T DG EB I EIC 2 B TF
BAE o7 (BAERIE 8T o

AR CHE SNTCAFTERIITRO LB ThoTo,

TV TR 7 5 R

(n=399) (n=396)
A A R T (5 393 (98.5%) 391 (98.7%)
T Aoy S I 37 (9.3%) 54 (13.6%)
PRI 2 7508 © & RV EB A H B R RRBIK 1 (0.3%) 5 (1.3%)
EBER OB 5- 1L I o 124 F SR EI 11 (2.8%) 15 (3.8%)

R AT N 65 (16.3%) 55 (13.9%)
IR B BEAR 2 15 7 T & 2ROV SR AR 1 (0.3%) 2 (0.5%)

E) AKFO/NRIZEB T 2 A&KZHEKLOCHEIZUTO LB TH D,
BES @, TRRULE 15 mARMO/NRITITEF U O UHmE L LT 110 5mg 2 1 H 2 1], #§18% &k
OtERMoR N 545,
RIA4>my7 1.25% @ i, 2 Ml b 7 mARlo/NLciE 102 g (FV DU E#gIE S LT
2.5mg) % 1 H 2, ¥k &k OBENICHRAR L TROKRET 5,
WE, TR 15 Ao/ NAIZIE 18] 0.4g (BF U PUERRE & LT hmg) 2 1 H 28], #l&%
J O A R L CRR N 59 %,

(5)E%E - FEFIHR
AR L



V. IBRICB 55HA

(6):&EERIfE

1) ERABRBERE (—REABERE. FEERARBRE. ERABBLERAE) (| RERFTET —2~X—XA
. RERFGREBRABRONE

(BRA) (%T)

BN Z Rt G & LT iR O HAGEFR A 5,759 1] (NI 163 il & Zrde) H 207 il (3.6%) (ZERAAR A il 52
WA GTRIERRRD Sz, ERRERITIRS 149 14 (2.6%) . AR 9 1 (0.2%) ., M8 9 14 (0.2%) .
FEIPED EWV 8F (0.1%). 88 6 1F (0.1%) HTh o7, (FFHFAK TH)

VIL.8.BI{EFR) &M

URRY (%T)
INJR B b U T TR O E G BRI AT 19 3,157 TP 42 B (1.83%) ICRWEA SRS bz, EeRl
ERNEHR 22 14 (0.7%) Thoto, (PNAT v 785 KRR TA v a v 1.25%FHAK TH)
VIL.8.EIER] &M

2) AREFHELTERFEOHNERIEERL-AE - HEBROME
YL

(7)Z Dt
BRI H2E (MR)
EHN 4 > O/NEEERRBROOFSIRIT OFE R, & F ) VU HBEOIRKOFEHRRIL 1.0% (57480 i) Th
o7z, 9181419 JNFLEEMET L — MR RICKT H 7 T e R AR E L ZHEMRKRERBRORSS., &
F U VU EBIEOIRK DOFEIRIT 1.0% A0 (1,71226]) THY., 7I7ERIFZ0% (011741 TH-
7z 8,



VI, Hoh BRI R DI H

\Y,

2.

| EEEICEHT HEE

. REZPHICEESH D EEMRITEEHE

VREF Y O UBERBE, = AT TEIAF U, VS AT UERBE, a2 DU, 72X
VT 2O R, A RI R A N TF T o T AR, RRAZRAF RV, a2 EDE A
2 3 Hi xR hide

HEE : B0 S B AMONETDREL, BHOWA LHEEZBITH 2 L,

ZIBEA
(MVEREML - ER%E
(YEFERAL)
1) SR OEEMMRICAET D e 22 I Hi /KR
2) HFEEER, MEREAEAL. 4FHER7e & oMl
(VERIBE)
b AZ IV H ZRRISERIICHAE T Z LIk, e 22 I ofEHERET S,

(Q)EMEE 1T+ HHEBRBAE
1) IMEX4 = UEHA
DERA T2 Hi ZEKERME
i) BF YV PUBRBEITR AR GRBRICB N T, e 2X I Hi BRI S Lz, e AZ I
Ho, F/XI 0 Do, B b= 5-HT2, A AN U UESZREITHT DBFMEIR < | Hi S AERSERRED
mooTe (invitro, 7 v b« ELE Y R) 20,

OtF ORI

1
tOok=2 5-HT, /=2 D> tOk=> 5-HT2 (AP
<0.006 * <0.0018* 0.143 0.0035

*  |Coo EENAEFHBNTHA-ORTDEL Y EREESIT/NEL

@EEICLI=AL., FRBREDBRMUZAE, EXEFIOER LI H CHT HHEMEE1 £ LT,
BERBEADEMME (1C5 D) ZXHHMRTHART.

EEZBREAD) A2 FEAHEE (I1Cs fE - M)

LI
) A EAZIH) | BEAHX I Hy KX Do |Em h=25HTe LALV
TF Y VUG 0.18 36 >100 >30 >100
FrNFT7=v 0.02 0.67 5.7 0.14 2.0




VI, S E B4 D IH H

i) BF VU PUoBEgEITe 24X 2 Hi 2/ EK~D [3H] (Z) —11— [3— (dimethylamino) propylidene]
—6,11—dihydrodibenz [b, e] oxepin—2—acetic acid hydrochloride ##& % il L+ @ Ki fEiX 11nM
Thote, —FH., EAZ IV HeZBFEEZIX LD & LI ZDOMOZ R U CIIMmeE L7- R E TldiE
EAEBRMME RIS T BTV DUEREOE A2 I Hi ZRRICKTT 2R 5 22 72 (in vitro)

21)
o
OtF) DUBMKIE sy FTT Y OIEFRFY
EXBIY Hy ERBI Hy ERBZIY Hy ERBIV Hp EXBAIY Hy EXZIY Hp
1 <0.0011* 1 0.0000052 1 0.0017
5-HToa R 5-HToa . 5-HToa .
<0.00011 TELFIZ a4 0.023 TRLFIY aq 0.079 TELFIY a4
<0.00011 0.00025 0.015
TELFI  ay FRLFI  ay FELFUY a,
5-HT{A <0.00011 5-HT/x 0.00014 5.HT{ 0.01
<0.00011 : 0.001 0.00043 0.001 0.00073 0.001
1 1
LRZAYD My K/822 Dy LZHY My K/{2> D, LZA) Y My K/{2> D,
<0.00011 <0.00011 0.037 0.00043 <0.000011* 0.001

* o |Coo ENBEFHNTHHORTOES YRIRITS HI2/hEL
OZEFIDERZ IV H I REKITHT H|AMEE 1 £ LT, BERBFARA~OHMME (1Cs0 D) EXBRTHEART,

EERBAERAD)H Y FEAHEE (ICs fE - nM)

ZRE | eAZI | ERAZ I | TRVFI V| TRVFY V| RIS | ARAHY

Wy H, H, 5-HT1A 5-HToa

a1 ) Do M,
vF Y UMM | 11£0.67 >10000 >100000 | >100000 | >100000 [ >100000 | >100000 | >100000
ThrFT72v 0.52£0.06 | 2200450 | 2100+120 | 3600100 | 1200+280 | 14%0.15 | 1200*=60 23*1.5
TS RF 1.1+0.16 | 640*62 75+19 110£35 | 1100£250 | >10000 | 1500£220 | 14+0.32

Fik b MEE X H, 2/ E LS 72 CHO (Chinese Hamster Ovary) i, /A€y MKIMEE, 7 v NOKIMEE %
v, BERXZ I Hy, HoZHE, TRV U vaq. age R332 Doy AAH Y Y My, 5—HTy,, 5—HTyp OEZHE
x5 SRR O SBEEZNE Lz,

QA ERE IV HI ZRERBENE (exvivo, T 1)
TF Y UGS T v MIEERNES L, 1ERBICHERY L, BT v L) 9300k A
X v Hi RIS RBRE2IT - 72,

BTV OUEBEOMANE 2 X I Hi RO HARITIK S . RAIOMANZHE~ORIZEITD 22 &3
TR X T 22,

v FRAERZ IV H ZEAREEE

H-E) 7 I UG

fmol /' mg ¥ & &
o I HERR HEE (%)
AP 2.374 0.061
U U (10mg, kg) 2.169 0.227 8.6
d—7nn7=z=73r (10mg kg 0.355%#* 0.053 85.0
bt Fe¥xs Yy (10mg kg) 0.3737%%% 0.082 84.3

R T A PRI U CIEEN G- L, LIRS T v P aER LT, EHITIAEL Y H
L, REVFAXLTCH-EY I3 v osaRBRICHE L=,

(ERRHEE & Ok, *** 1 p<0.001)



VI, Hoh BRI R DI H

R@ERZ I HIZAKRERER (HHEESS)
v TV DU, ATy PR MEHRE BB O A X I I A RERFOCIHI L, T
TFL ) CHEICH L TIRIEE A EER AR S 2o 7 20.29)

@ERS I VEREERIGIGER (E b SABEAT—2)
i) BEHERAB T (n=20) ICAAIEMOP i AX IV AIZ 7 0 AFd— =B L0 HFRE L, B AX I K
JEROS\CRT T 52 THERE TR L, B F U DUBEMIEIT XX I U RIS 2 51 40 4y
MHIHEIL, EOREIT 5 FERIRICHRK (94+£9%) &7220 . LItk 24 HEf £ THigE L 7= 29,

i) fEFERAL T (n=14) TRERIZHEG L72RER. B F U O U HEERIRITR G 1 R Iz 2 1] 4
AU, D% 24 B £ TIHIZIR 2R Lo, SHHE 22 I 3D 0~ 24 R O ERTH#R T
HFE (AUC) mHATob AZ I URBEREETUER O NITTRO L B0 Th -7 29,

(mm2) —— tFTUIEFIE (10mg)
30 - —A— IEFRF(20mg)
. & I/N\RF2(10mg)
25{ 11— ZT¥VI7zF22(60mg)
. —0— B3222(10mg)
w 20 > —p— TSR
i 15
B
i .
10 3
5
0 . — 1 1 1 1T 1 17 1T -1 1T 17 717 T 71771

1
10 12 14 16 18 20 22 24 (B¥RAD)
5 &R

(]
no
N
[=2]
<o

(G : 1B 2EHREOEFOVTIEIRER 12 BEETOMBEERT)
ERZILFEREHS T BANFIE R

(BE) WBHEFOENICET 2ADBEDMERTCHEIIRD LBV TH D,
GEmITRSIR LSR5 2 L)

Al AR O &
. . MEEL e REAE 0 18 20mg, 1 H 1[E (BERE)
TETAFY 7 0100 10~20mg. 1 A 1181 (#5350
TNRF 1B 5~10mg, 1 H 1[5 (#5980
TxX T x2F TV 1[5 60mg, 1 H 2[E (HEE0)
nT Ry 108 10mg, 1 H 1[A] (&)

OERZ I UFHRSROIMGEMER (B~ S BEAT—42)
fEFERR N & 7 LA —M R BE GERBEY) 2B\ T, BF VDU EBEITe 2% I Uik 5<
LoAriEkst, aEcaEiin EA2HEICHE L7z (p<0.001, —JohdE o iaoer) 20,



VI, S E B4 D IH H

2) FERERICX T H1ER
Oy EEEkE EHNH 4 A
TV O UBEBBIEILX T LV — B ORMIMAEEER D PAF (I /MEIEHEACIRF) % fMLP (N—7&/LV L
AFFH= v )T 2 =)VT T = HEREER T T R) (2K DEEIEEZIH LTz (n vitro, & 1) 27,

({&.10HPF)
4o — PAF(1;M) f ML P( 1uM)
ol - T
47 sk
10 —
0 0 10 100 1000 0 10 100 1000

+FIO BRI (ng./ mL)

T F) O UIREEYE D M EE K bE E HI 4
(n=13, “FHEFEHER)

*3% 0 p<0.01 (RFHREEE DR, t RE)
10HPF : 3 5&$i5 Kk CHAKSE D 10 115

T F U VR ITEE ORI R T, 8T LV U REIEIT K D RS HEREERAL A~ D AF BRERIE AL A i L

7= (invivo. & k) 29,

(%)
30

|
|

0

Bt G
I

T5tR EF)OUIEHIE 10mg BE

TEMTUILT UERICEDEMFRRBGEEICH T 1T DU RRIE D M E R

BHES B PH AR IERE
* : p=0.006 (77 &R E&DILE)

Rl W7 AT I EGURE LTREEIELE T v P OMBENICHUR ZEA LT & SITE U D HFIRERD
REZ, o0 CovF I UUoBEREEERENREG L TR Z izl vmfilsni (nvivo, 7 v 1) 29,



VI, Hoh BRI R DI H

QFEEER D FEMEALHIEI (in vitro. E &)
7 LR —BEORMMAFREERKITIEEIL L T Y, A= —F %P1 REEANTTEL TS, BTV U
WIS AL U T D AFIRER DY & D A — /X — A% W REEAEZ A 2T L7z 27,

(nmol.” 5% 105 #Hpa)
6_

@ xiEEE

O EFUPUIERIE (10ng/mL)
O £FUSUERE (100ng/mL)
A EFUDUIEEIE (1000ng. mL)

(n=6, THEHIZLERE)
% p<0.05 (HHRELDLLE:, tIRTE)

O —DON 7 H Y I i

B fEl (5)

ErFEEBR A5 D Superoxide anion & A I 4E A

QuF BBkl ER FEEINFEER (exvivo, invitro, £ )
T UAX—VERRBEOFFERE DN T AL L) 74+ T TR LT-HCA T A LTB4 AL, BFU Y

VB OB X0 AEICHH S vz (p<0.05, Mann-Whitney U B7E) 30,

@FERIkDIFEFIHIMER (invitro, E 1)
T U DRI, PAF BII%IC X5 b MEEEERO b N E RIS N R (HUVEC) ~Oi@ s
ZANH U, ERERIE A IR 2 T U O B ERE O M R 2 A A TR BLO FHED & BEE LT B AlREE

DRI &7z 8D,
3) AT 4 IT—4R2—lEEtINFEIER (nvitro, E F)

vF U O UEREIX, v MR oREREIC L e a b2y Coy DaRONT O AKX TS50 Da D
WERE & Pl L 7= 82,



VI, S E B4 D IH H

(3)E FARIRBFRT - HHGHFR

(E b, AEAT—%)

= AN 2 s LS

(RRAD 29

VEFIZEBIRGR - FRetmef « I 4mi] 1~24 BRI, ALEEH 40 2y ~24 HiRH

URB) »

RN (5~137%) 66 Pl Xt RIC_HEEMR T 7 v 24— "—ETEIESIZ 2 8E (% 33 61) 120F, 1H#E

TFVUUEFE 1HIC 10megl H 1[[ (OD). % 2 #HlZ 5mgl H 2 [7] (BID) %43 H#& G-, it OFFIZIX

WONEIZEH- L, b A X I 35RO BOGRER 2 92k L7,

VEFIZE B « wlElEe - 4 BE[##% (BID, OD)

TER R © WIEIE G- 24 WEfE#%  (BID 354, 2 [BIH &G 12 RiH%) K OEKES 12 BH#% (0D 0%
4. 10mg SEfRE G- 24 BRef%) 1281) 5 BID O o £ EEIL, OD O 1,72~1,75 LA
TCThotz, £z, el 12 Bf%RICB T 22 0Mfl% (hdefiE, LLTFEE) X 0D T
47.8%. BID T 88.6%. FLEEOHMIFIFRIZZILEIN 60.7%. 84.1% Th o7z, I HITHEKEEE
36 1% (OD DA, 10mg SEfHEF G- 48 We[14%) 1231F 2 145 O#HI =% OD T 1.9%.
BID T 21.8%. #LBEOHI=IZZNEN 17.9%. 38.6% TH V., BID TIIEfM&LLG00 48
RERTRE L 7= 10 il 2% I UAERRED bz,



VI s B4 5 H

VII. EYEREIZET HIEH

1. MAREDHER
()ERELEMGLTEE
BRI L
QUERKRABR THRAIN-MFEE
1) BEAABF. BEREORE
OtF D UiEEER
T F U U UEREESE 10mg (10mg §E 1 88) ZHERRO&G L2856, Ee I S i, B58 1.4 %
R MR  (Cmax) 214.5ng,/ mL (25 L, MSEH IR EE RS JOEEIK 7 R Ch - 72,
Fro, BF U DR 20mg (10mg §E 2 §8) ZHERROERSL L72G6 . &S EOHIMIE S T Cna D
LS. AUC OBARHRZRD B LT D,

BANIZETHEF) DU IRRIE e B E R 5 R 0 mE iR E D #S

(ng”mL)
500 — — :10mg (n=128)
e :20mg (n=28)
400 (PHfE+EERE)
m 7] AN
by
o
=
E
T T T T T T T T T [ T T T T [ T T T T T T T T T 1TT7T]
0 5 10 15 20 25 30 (ppE)
B 5 %R
BAICEITEHEF) ORISR E R S RO EMENE/NNZA—4
E’;}% Tmax Cmax T1/2 AUC
(mg) (hr) (ng,/mL) (hr) (mg * hr /L)
10 1.44 £ 0.50 214.5 = 35.3 6.73 = 2.30 2.0 = 0.3
20 1.50 £ 0.38 438.1 = 111.8 6.79 = 1.85 3.9 £ 0.9

CPEIE AR HER 2, n=8)



VI HPEhae B4 2 H H

QtFICUEBERSA Oy S
EEERR AN ETF U O UEBE R T 4 v v 7 0.8g ZHERE A& L LG 6, #0MIlI &, #4549 0.82
BERT (FRofil - 0.75 BE) BICHRmE MAEPIREE (Cmax) 413.6ng,/ mL (23 U, (3R Y 2 80013460 8
REff] T o 72 39,

BB THEFIO GG - PS50y TREIR GEROMTHIRE DR

(ng.”mL)
600 - )
o FS4>0vyF (n=24)
500 - —o—: e &l (n=24)
(FHoE +12ERE)
o 400 |-
=5
T 300
N
B 200 |-
100 -
0_
LLt1) | | | [
012 4 3 12 24 (BSR)

R 5 &R EE

BAIZEIT2eFIUP U ERER - RSNy TEER SBOEMEIRE/ S A—4

=N T max Cmax T1/2 AUC
Be5R (hr) (ng/mL) (hr) (mg - hr/L)
10mg %E 1.13 = 0.52 440.9 = 144.7 8.36 = 1.63 3.0 £ 0.8
KI A4 uv70.8g 0.82 = 0.39 413.6 = 130.5 8.03 = 1.45 2.8 £ 0.8

CEXIE AR R 22, n=24)
QEMERIE M
fEFER A B F 16 BlictF U ¥ U HEetESE 10mg (bmg #E 2 $2& O 10mg $€ 1 §8) %7 1 A4 —/"—JETH
[BIRE O PG 7o R, B P[RSR &Il S iz 39,

5mg f& 10mg FEHREZROMBPRED Cnax & AUC

H o H Al AR S | Smg FEICxTT D%
Cunns 5mg §iE (2 #E) 323.6 = 50.1 100

(ng//mL) 10mg §& (1 6 310.1 + 77.7 95.8
AUC (0—24) 5mg 5 (2 §i) 2.381 + 0.343 100

(mg « hr/L) 10mg && (1 58) 2.379 + 0.491 99.9
®mt (1—8) © AEKE (a) =01, A=0.2 TAUC 99.9%. Cmax 89.4%
BMRIEZE (A) @ =01, 1— 5=0.8 TAUC 10.2%. Cmax 17.2%

%0) 95%1%%?:[2:[35? . AUCiS?)%\ Cmax116.2%



VI s B4 5 H

2) BERABF. REROKE
T F U U UEREESE 20mg (10mg §2 2 88) % 1 H 1B 7 HBRER O 5% O M RE(LIRIRE OHER
EEPBE AT A—FIROEBY THhoTo, #5 1 HREICHONE AT A—FEHANVIal—vay
TR PR THRE 2 H AUBIZERIREBL 20, BT HRETICELNZEEIZS I 2b—varo
FERLIFF-HL TR, EHkGIC L 2EBEIIRO 6ol Y,

EFIOUIERRIESR 7 BRIREREROMFEHREDHER

o eFUSUERERS

(ng/mL) — 20mg 1B 1E#EBOLIAL—3r @ ZHfE (n=6)
700
600 °
- °
500 @
JIll ]
%8 400 -
.qj —
;r% 300
= 200
100 — °
—||||||||||||||||||||||||||||||||||||]1|||||||||||
0 24 48 72 96 120 144 168
R S S S N R
HER 5 &R
FUOUIREIERE 7 BRIRERSFOEYEIRE/ NTA—H
. T max C max T, , AUC
BEAK (hr) (ng/mL) (hr) (mg * hr /L)
1 1.83 547.8 + 50.4 7.27 5.8 + 0.3
7 1.75 624.5 + 26.4 8.48 65 + 0.6
CE¥IfE R n=6)
()&
MMER e L



VI HPEhae B4 2 H H

GEBE -HHRAEOEE
tF U O UERERESE 10mg (10mg 88 1 #8) ZEHRRAR FICHEE TR OREZO 7 0 24— S —JE THIERE N
PG, MIETREHRBICTT 5 RFOREL R Lz, AT TO AUC KX Crax (T EEZELG-OEOK 1.1
fFCTHo7z 39,

TFICUERIEROMBPREICRIFTREEOELE

(ng”mL)
300 —
—@— : B % (n=12)
250 — ---O--- : BT (n=12)
(il HI1THERE)
200
1m
5
i 150 —
=
E
100 H
50 |
0_||||||||||||||||||||||||||||||
0 5 10 15 20 25 30 (BERED
&5 %R
EFU O NEBRIE R DEYENE/NTA—F (BEDEE)

P T max Cmax AUC (0—24) J]Z'qujjkﬁﬁ%g (0—24)
B ARM (hr) (ng/mL) (mg - hr/L) (%)
oA 1.38 288.7 + 45.2 2.4 + 0.2 50.6
B # 1.46 256.9 + 38.3 2.2 + 0.3 52.0

I.7. #EER) &M

(W& 73A

2. BYEERAINT A4

= RN A NETIUIT XS R W ERT

(2 RIERE T2
SRR L

(Q)BEEET
LB L

@HoIVT7SvRA
CIN

CPEME R ERE, n=12)

fatHER A 10mg HE#RE 0 # 5 87.10 £ 6.17mL,/min (CEHE+EHERFHE, n=8)
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B)RTBIE

5N

(NEAT—%)

fEEERR A 10mg H[ERE O %5 1 0.50+0.07L, kg CEHE HHEHEfRE, n=5) 35
(6)% Dt

MR L

3. BEM (REaL—Tay) @

(R A&
MRS R ET L (NONMEM)

)85 A — 2 EHER
GN)
HARNOIBEFEMET LV — P S B TR R BRI A x4 & UT-BRIREER 5 3R, 570 B0 45 S 7z i
THHIREAE 994 A V., REEREER BN BT GERIZIR AR ET V1L NONMEM) 217572, £ OfER,
RESLEEEL LTRD O, 2~6%D/NE (KERIEICH T HREOPIE : 18.0kg) OEH 7 VT 7 X
(CL/F) % 1.64L/hr, pAisfE (VIF) 1% 11.9L, 7~14 % o/hE (A @ 31.0kg) @ CL/F 1% 2.11L/hr, V/F X
17.7L LHEE SNz, £/, BF U PR 2.5mgl B 2 [\l 580 & HRER R M TR L (Cosmin) &
O M5 I (Cosmax) 13, FHFH 5825 ng/mL JF 214+ 50 ng/mL (P = HERRZED | LUF R
LHEESN, BT U UERRE bmg 1 H 2 [AREHEFD Cssmin 2T Css max 1 T4 10040 ng/mL & O* 308
+74 ng/mL & H#EE S A7z 36),
) 1000 BlOMEFRERHBEZ > 2 L—1a v Lz & & OHEEH
Cssmin : EFIRFEIZ I B By o g
Cos max 1 EFIRAEICI U B e L35 P i g

2~6 D /MR (AE 18.0kg) [THITAMEFEFIDVEEHBDOHE
(BFIEEEE 25mg 1 B 2 [E)

(ng/mL)

500

——  BERAMNROREHEBOPRIE

7 BANDNROMEFREDS/ S—EU 21 LiEE
2 95%/\—t 24 JLIEDEE

—  SEANNEOREHEBOTRE

N [[]]]]]] SEANDMROMFERREDS/ S— 21 LIEE
100 - I 95%/S—t 24/ LIEDEE

pripi g =

BEABRAIZZILTYI10mgE1B1EIRELI-&EDCss max

BARABRAIZDILTYY10mgZE1B1EHR S LI-EEDCss min

0 2 4 6 8 10 12 (B§RE)

BE5®ERH



VI HPEhae B4 2 H H

7~14 HD/INRUKE 31.0kg) IZH T MER EFICVREHBOHTE
(F)PUERIE 5mg1 B 2 [|])

(ng/mL)

500 —  BRNMROBREEBOBRIE

7 BERNDNROIEFREDS/ S—E 21 LEE
2% 95%/3—t> 21 JUIEDFEER

— SEANROREEBODRE

(T

SNEANDROMERREDS S—E 21/ )LEE

1004 95%/S—t 841 L EDFEE

o - ik

BEABRAIZZILTY210mgE1 B1EHE S5 LIzEEDCss max

50
BAABAIZDLTY210mgE1B1EERELIzEEDCss min

0 2 4 6 8 10 12 (B

K5 &M

4. Ik U
WRINERAL - T b7
We I R HETE T0% LA L 37
FGHTIEBR DIFEEDHEE STV 5 37,

5 9
(1) % — B EA 9@ B
BUBEHLTL

(BMT—42 (Tv )
F v MC UCE#kE TV P 1mg, kg & HEHR G U720 & OHARSR A ~OBITIZIZE A ERD B
o e 39,
(2)1n % — R BE BT @8 1%
ZEEHGL
(BMT—4%2 (v b, 99%)
VESR 16 HOOF v b KON 18 H O w3 I UC il 7Y ¥> 1mg, ke & HIEIRE N5 LT2RE, BRI A
SHEDRBATAGD BATZAS, AV O il B2 A% TP R OV AR AL SE R FE 2 0 {0 7,
QB)ET~DBITH
PEB DOWERE 6 Bl xS L Lzt TF VU ¥ iR 20mg HERE O &G BRICB W T, M EE XV IE,»- 7=
bODO, RIS EF Y VR RINS R, HLIHCBTT 5 2 L ARER TV S,
(BIT—5 (Sv b, 4R))
Sy 9~11 H DT v MZ UC T T U ¥ 1 3T 10mg, kg % HIEIE 15 L7-RE, LIt Ic fdientae
O BT, F PR AR T 1mg, kg #5-REIE 0.2~0.8, 10mg kg # 5T 0.9~1.6 Th -
7239, A XTIV THIRNE G L7258 b RO Ch o Tz,
(4) BB~ DT
MR L



VI s B4 5 H

(5)Z DD IR~ DFEAT
ZEHEHTL
(BMMIT—4% (5 k)
7 v M UC it TV ¥ 1mg kg ZHIERR O E G Ui, 14C S0Aiix, IR, B, 03 Crnso 7223,
1E & A E O/ 14C EEITIME L 0 K<, HRITHESHTH o739,

(6)MFEREESE
UC U P 0.1, 1 KON 10pg,/ mL JEFED in vitro |2 5 & MIIEEA & OfEAR CEfSEITE) 1%
W) 92% (FNEI 92.5+0.28, 90.7£1.62, 92.2+0.15%, ‘FHEHFEREREE n=3) ThH -7z 39,
(%)
INT7 7)o MEEAKGREROT VT I EOfEGHE, £z, 7474V, 7= /T7r— EFR
BTy DT EARLAOMBER ARG RICAAITEL RS RN LR LN TV D,

6. £t
(AR BHEBLEL R U SR B8
v F U UM 20me 2 1 H 1 EIREEERR NS 7 B RERERE DG L 725G, KE s R IR & L CTRHIC
PRl X7, REH & LCiE, R O P IR OB EI o— 7 L3 L1E (PO26) 2SR S 7z 187,

o
<

P026 :

N N— CH,COOH
_/

(BMT—2 (SY b, YDA, DX 4 X))

Ty b vUA UPRROA XUTREAKRGZROR, #EPIZBWT, NIRRT REHARRE S vz, ff -
PRE - R OMRFH & LT, BB o— BT AF bk, BTV UBROMIHORG OB IIN B U BROK
bz 7= 5 oMY, P026, RB12, 1— (4——chlorobenzhydryl) piperazine (Nor—-chlorcylizine,
NCC). p—chlorobenzophenone, p—chlorobenzhydrol 2358 Hiv, D H L ERRFHMIT P026 ThH - 7=,



VI HPEhae B4 2 H H

TV VUM OHEE HTRE RO LB TH D,

Cl Cl

O
)
O

CH—N  N— CH,CH,0CH,COOH CH—N N—NH
A4 A4
1—(4— Chlorobenzhydryl)
piperazine
(NCC)
SO O\
CH—N N — CH,CH,0CH,COOH CcO

o o O
l l | p— Chlorobenzophenone
O\, 2O
.
CH—N N — CH,COOH CHOH —— glucronide
_/
P026 | p— Chlorobenzhydrol

QRHI-E5IT 2BF% (CYPEH) OHFE. F5E
ZEEHGL
(EMT—% AX, YIL) )
A RN TFV VU 4~60mg, kg, H % 52 MM AKL. =2 A ¥ IZ 17~150mg, kg, H % 4 1
MR O& G LA, F b7 m— A4 P450 IEHEICERITRD b h o T,
QRHERBNROEERUVZTDEE
F LA RN 8T,
GRBEVOEFEOEERVEMLL, FELE
TERH P026 DFLE 2% I AEHIL, in vitro TIZEF U P2 D) 1,78, in vivo TIZK 1,720 Th-o7- (&
L R) 40,

7. 8 it
T F U DU 10mg (10mg 58 1 88) . 20mg (10mg 5 2 §8) AR A B 74 8 FllC B A5 L7z,
B 5% 24 Wil E TORZ(AED R RFEYEIRIZON TN HH 50% TH V| L5 EITELF LI PR 0 281338
OB T D,
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(%)
60
50
R _
b 40 —
%’E _
HEF 3ot
i ——— :10mg (n=28)
= E'Oi ________ : 20mg (n=8)
10 - (gl +1BAERE)
O_
[T T T T T T T T T [ T T T T [T T T T 1 T T T T [T 1T T1]
0 5 10 15 20 25 30 (B¥RE)

&5 ®ERR
TFVOUIRRE B 5 Fr O FR o et

EFERAICE TV U e 1 B 1B 20mg (10mg 8 2 §8) & 7 HENEGR O E L-8a. REED 1 H
B E Bzt AR PEEM =T, 1 HB 24 BERI% E TIlo8 58%. 7 H B 24 W% F TI2IT 70% Th - 7= 1,

8. FTUAR—E—IZEAT B1EHR
TFV U PHEAEOREE L D A REME I RIBE ST D 4D,

9. BNFICKDHBRER
HEOBEERES (/L7 F=0271U7 7 A 10mL,/min Kii) OHLEFHEIIESTH D, @Vl RN
T okznnds ( I2EZZRBEZTDOER] ZH) .

T

(HEAT—%)

MEBEHTERF BTV VU 10mg (10mg # 7 &/v 1 5 7 Ev) 2B 3 ReRIATIC BRI 0BG L 7=
DFBHTIC L DHREFITH 10% TH o 72 42,

10HFENEREHATHEE
(MEHEEETRE
BHEAT—%)
EHERE IR M VB RERRE E R 150 T VU U VR 10mg (10mgh 7210 7 &V) ZHEREO# S
L. JHMCRET BRI L, BIEEE7 L7 F =227 V77 A (Cer) >90mL, min, FHIEEXCerdl
~60mL, min, FHIEEHZICer7~30mL,  minToh -7z, BF U 2> O M B I P00 13 25 5 M OV
DOEMEEEREICBVWTERE L2 8 X0, B F U P OISR B SN D 2 L AVRIR S 723,



VI HPEhae B4 2 H H

ERERERE E BH TR T 5 F U O MR o i R

(ng/mL)
350 —
300+ R OFI1#
250 O ns
m AN: 3113
=1 200 —
FE .
i 150 —
100 —
50—
07 O
FrTTTTTTTTT T T T T TT T T T T T T T T T T T T T TTTTT T TTTTI
0 12 24 36 48 60 72 84 96 (BERS)
¥ 5 1% KM
BHSHEREERE IR T 58 F U O U ERE Oy EHRE T A —H
Cer Tmax Cmax T1/2 AUC
(mL,min) (hr) (ng,/mL) (hr) (mg * hr,/L)
wWIFE : >90 09 + 0.2 313 + 45 7.4 + 3.0 2.7 + 0.4

EIEE @ 31—60 1.1 £ 0.2 356 = 64 19.2 = 3.3 6.9 £ 1.8

HILAE : 7—30 22 + 1.1 357 £ 172 20.9 £ 44 10.7 = 24

CPEME = AEE R, n=5)

F72, MKENHEE 5] (Cer=7mL,/ min) ([Z&F VU ¥ U HEeE 10mg (10mg & 7/ 1 4 7k L) ZdET
Bhs 3 eI ATIC LR O G- U 7o 556, LI HP IR BEVE 0 301 19.3 IEfH] & BHERE IEH # ICE~ER 3R
DB 1, B E A T, PRI OER GO b, MHPRESERT 5720, 717 F=
Y7 UVT T AR LT, EBEOMEDLETH D, B, VT F=227 U7 T A% 10mL, min K
DEF~OEGIIHEETHSL (IVAREZERUVAZICEET 58] 2H1).,

QFHaelEERE
(HEAT—%)
SRR MRS B I T U U U HRERYE 10mg (10mg §E 1 &8) ZHRBEIRO&KL L84, R IR K
N BNZHEA | LT IR R OIE R, Cmax @ EH LN AUC OEERPFRD H LTz 49,

NTREREIE S B ISR 2 v F ) O UIRRIE OB T A — &

& Li‘ % Tmax Cmax T1/2 AUC
(W, B0 (hr) (ng/mL) (hr) (mg * hr/L)
10mg
(P RE IE 7 RN 1.0 = 0.5 384 =+ 103 74 * 1.6 3.3 = 0.9
n=14)
10mg
UM NEH- 1 1.0 £ 04 498 + 118 13.8 = 1.8 6.4 + 1.6
JFHEZE B, n=6)

CPEIE = AR AE (R 72)
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F7m, Ta— VR B B VT EIEATREZ  (postnecrotic liver cirrhosis) & K OVEBMERL 9 - HHAERTE
BB FEMERREATREZS . el i) B IC T Y O UM 20mg 2 HEIRE D85 L2854, i+
TREEVH R DIER & AUC O RF80 bic 49, ZAbOREN D, BEEOERREEEE CIL. (KHE
Bz 1 TEFEHEOE) NoRGE2ET 2R EERELTHRET L&,

Q)=tE
(HEAT—%)
BERERS T CHERE & 7272 S 72 37~86 ik 30 BllC & F U & U HEERME 10mg (10mg 7 72V 1 1 7 EL) ZH
[E#% G L, NI & 2 RN RE~ DB A It L7, BN (Rl S B35k, 7 L7 F=0 2 U7 T A
Wt 87mL/min) (2R, mEnE (Bl Y 7T Rk, 2 L7 F =027 U7 7 A ) 53mL/min) Tl
THPREHAEY (Ti2) OIER E Cmax O LB, b OIYERE T A —2 O&IE, B
BEOKTICLDbDEEZ LT 39,

TV VAR O SEE 2T B IfLE PR E

(ng”mL)
500 —
i O/ A
U sihE
m
&
o
=
E
O T T T T T T i e e il
0 12 24 36 48 60 72 (B
’E®EHE
v TV D UERRE O & T D IEMENRE T A — X
E Li‘ % Tmax Cmax T1/2 AUC
(WesrE . 150 (hr) (ng/mL) (hr) (mg * hr/L)
1?;%\ h—14) 1.0 = 05 | 384 = 103 | 7.4 * 1.6 | 33 + 09
1?%%%% he16) | 09 =03 | 460 =59 | 118 = 54 | 56 = 18
CFEfiE = AE (R )
1. Z Dtk
U ERR L



VI Zeaete (B EovEEs) ([CB423EA

VII. 2% (FERLEDIES) I3 5IEH

ERNBEFTNDER
EZSHTWARN

X IR

N
*

BRHNEELTOEHR
2. 2 (ROBFEIZIFEELAEWNI &)
21 AFIORS T ENT D UFEK (LREF VY, b RaXxo P razgte) (o5 LilBE OB R
Db % B
2.2 HEOBMIERE (/L7 F=27 U7 72 A 10mL,//min Xiifi)) OH25HEE [7.1, 9.2.1, 16.6.1 ]
fRER - FEKR O ¥R T — % v — b (CCDS) Oit#iz B E 2 Lz,

240 UNT v VEEOKGRIFE TORMANZ MG & LT EBRRRERIC W CLRBUE & 5 2 b b R EORIE
ANFEBLTEY, ERAEICBNTY g v 7 ROMAERENAHRE Sh TV 5,

2.2 BHRERFEREICET Y O R 10mg & HER 045 L7356 BERE I & (Tl T RE R
ERETIE, BTV P UERBE D AUCe138 1.5~1.7 58 L, To 2134 1.1~3.1 {FIZEE L=
HEANT—#), ZOiz), BEOEKERESRSE (/L 7F=027 077 Z 10mL/min AJiH)
2R LT AAIDOFEGITEE R L RRE LT,

3. BHEERIIHRICEET 5FE L ZTDEH
BRES TV

4. RERUVREICEET HERELETDEH
'VARERUVAEZICEEYS 238 2RI 052 L,

5. EELERMIE L ZTDEH
8. EELEANMIEE
(EhRESIE)
8.1 IR &S Z LD DD T, AAFG O BRFICILH B HEOEIL SR Z L O MR OBEIIIE R S
BRWED +EET DI &,
8.2 RO LN WEEITIE, BRERIMCODILVRE LWL IITEET S Z L,
(FLILX—ER%)
8.3 FHIMEDBEFIIHRET HHEIX. HRFHZ2EX T, TOHEANORGZHB L, HRBHIK TR E
ThEF B ENEE L,
RSN : 8.1 AHIDAGEIF £ TOFAIER] 1,396 FllZIH VT, IRED 6.0% (84 i) (ZHIEL LD T, AAMHRE
(CITfERR % £ O B OB TR VW L ) BEICH D ERE S MNERD D,
83 BT LK —BIRHTA RTA L 2024 FFhR (SUEH 10 KD (21, AEMIEOHIIRIEOBRARREIX, THE
B B SUIIER DD L CH BN RS & ORHEHN B D,




VI Zeete (B EovEEs) ([CB4 23EA

6. HEDERZHTIEFICHET HEE

MEHHE - BERZEDOHLEE

9.1 &HHE - BERZEOHIEE

9.11 TANAZENESHEBERIEIINLOBREREOHLESE
EREERBT BTN AH 5, [11.1.2 3]

fRE% 0 2008 4F 4 A, ¥EFET—4% T — b (CCDS) & [TANABE RO EDEIENH 5 BE O I
BELCid, EEHESAEE LV LBRESNE I LICESO TR Lz, ER#ICOW T, SMETAH
& OREMEREE DI ERI NS STV 5D, — RIS, B2 Z 2 Hy ZREEETUER O H 5 36450%, o+
AR ER 2R3 2 3B 0 | ESORIENHBT L2203 HH2 L, ZHIEFRITNNE, TAod
IWBEETHOND EHE SN TN D 1549,
ARHFN B A B N BTG AT, AR OG- % Ik Ll bl 2 L& 217 5 LER S 5 (VIL8.(1)EXKA
BlER L WHER) 1),

Q) BWEEEETERE

9.2 BHREEERE

921 EENBHEEEEREE (VY LT7F=29 1) 7T X 10mb/min KiE)
B LRI &, mWMHRER RS 26 2nR3 b5, [2.2, 7.1, 16.6.1 ]

922 PEEXIEEOBEHREREETEE (VLT7F=UY Y7 52X 10mL/min LLE 60mL/min LLF)
EWILHFRERF T B8 H 5, [7.1, 16.6.1 B ]

R BHREEERE (VLT F =07 VT T A T~60mL,/ min) (2 F VU VRN 10mg (10mg 7 7
B 1 BTEN) FHERROELG UZS5EA, BHHE L F (S Mg h R TR L, s PRk
P (Toe) ITHEE L7z GMEAT —%) 39,
BEHEREOHIBRE T, ZLT7F= 7 U T TR THRGEORE NV ETH D, 2B, ®H
FEOBRRERE (/L7 F=027 07 722 10mL/min Kii) OH25EE~OELIIEETHD, &
WL R RS 2 B8 2N H 5,
MVIL10.(1)BHEEEE R E] ZH,

Q) FFrEEERE

9.3 IrHRElEEEE

BV PRER RS DB T b 5, [7.2, 16.6.2 B ]
CRFEVERRH YRR RIS T U O R 10mg (10mg §E 1 §8) % HERE O#G L2356, FGEE
WRRANIZEE A MG IR EEE R (T 2) DR, @mMIETRE (Cmax) O_LF- MG PR RH
Hif FEAE (AUC) OMRBRBO vl GEAT —4#) 49,

FTo. T — ERFREZ & 5 O XS ITIEZS (postnecrotic liver cirrhosis) 3 & OMEMEAEH 5 -
WP RS MENBPEIFREZE . ML Ein) BFIC T ) UV EBIE 20mg # HERE A #& 5
L7256, T2 DIER & AUC OERDZRD iz 49,

ZNDOFEAEN D, EEOIFSERED H 5 B T, BHE Bl i@Es AR ) »o G %8k
THREFEDLETH D,

VIL10.2)FF#REEEZ EE ] S,

fi#z

onl
o



VI Zeaete (B EovEEs) ([CB423EA

MAETEREEE T 5F
FEESH TV

(5)4E 5%
9.5 11i%
BEbm AR LTV 2 WIREVED & 2 ML, 16 L ORI Gt %2 BRSOl S D55 120
BEGTHT L,
Wy EHR (7> b)) CTHREZBEERT S ZERHRESNLTVD,
RS : 7 v N RONU Y RIS DUEURAT - R 5B, SR E TR RO G K OVE EE - L G
Brcix, R, BRIEROHAER & IR T R E BE TR TR 47,
BRIREIZIX, IRIROMBEEINC T U O U R A IR U7t 39 Bla st & Lic 7 e Ay T 47 -
aR—k « AXF ¢ — (prospective cohort study) (ZEW\T, AHFEGIMERTEIED Y 27 BRI W7
WEDANEITI T D WED D D 49,
LarL, EWNIZET 27K £ TORRBR T, i IR LTV 2 ATREMED & 2 2otk i3 55t 5
MO SN TEY, AMEHICBWTOImICEIT 527 — 21T+ TR,
P> T, RANOIEIG ATIEIR LTV D AR D & 2 BE~D#EM L, AL A2 BRE D 5 21
SNDUENRD D,

(6)iRELIF
9.6 =3I
1B EOF MR ORARBEORA ML BB L, RAOKEUTT L2 BT 52 &,
b MR AT 2 EBHEINTVWD,
fEER : PER OWBRT 6 Blaxtgi s Lzt T U VMR 20mg BRIFE 1 G BRIC IV T, i HRE X0 K
STeb OO, P TV P UBBEARE S, AIHIBITT S ZENRSA TN D,
it 9~ 11 HOZ v MZ 10mg, kg & HEIRE 05 L2546 mAEhRE L ZIZFEREO LI H 172
ROBNT 9, 4 X (FFIRNFEE) THEERTH -7,
b R I Hi R EETUER O & 2 5ANE, — I HPRARR I LEE S mBlomER 2z L, @
METITMHANCIEN LIRKE D A2 BN DA, BERGICE VREEOHEENNH OIS Z DD D,
Bz, $L- IR CIIPHRIC I > TEBZE Z T2 ERAMES N TN D 5900 T, RILFTOBEITIT, 1B
FOBRBRER ORI RBOR ML BE L, RILOMG S UTH L2 REFT 208 RS D,

(7)YMNRE

9.7 INRE [Ty V85, DIILT v 10]

9.71 2Lk TEARMO/NRICK LTI TV P UEBE NI va y T EERETH 2L,
9.7.2 fERHAMER, FrER, FLURXIE 2 Rm O R 2 x5 & U7 BRI I L TV 720,

9.7 INRE [YILTYI FF420y T 1.25%]
HAEREE, HAR, LR UT 2 RO IR 255 & LR RBRITE R L T,
fRER : AT v U BES, VT v ZEE 10 11X TR OIS 720 2D 2L B T AR O/NRISR LT
FoAvnmy 7l ERETL L,
ZHVE TICEN TIHMEHEAKER, HrER, FURSUT 2 ARm O R A wt5 & U7calBi 3 54E L Tuvieuy,




VI %5t (BEH EoiFEs) B4 5HEA

(8)=
9.8 Sk E
HEICRS L, REEO SN 3E SIS 570 Sl R LEZTT 5 Z L, BERRESIKT L
TV Z N EmWIMTRENFHFHT 2B ZN01H 5, [7.3, 16.6.3 B ]
f2s% . [VI.10.3)E#E ) =M1

7. HE{EA
(MBERZER L ZFDER
BRE STV
QQFtHEEE L ZFDER
10. #HE1EH
10.2 R (BFRIEET S L)
HHN 4 % PR AE LR - HEE 7 1k HEFr - fEIRIK 1
TAT 4V THT 4V OIEMBREIZEALIT VD BB O | BIFIEH 6T R0 R, AFlo s U T
BREE R OIS I TWD, F U ANR16% T 5,
U rFeENL AFNOBEFREOEEN (40%) KOY M FEALDEE | U b eI X0 AR OB HE D3 BELE
BEODLTREN (-11%) DHREIINLTVD, | SNLDAREMERE Z B D,
PSRRI | AR A 5.2 D ATREME DS B D, FRORR A R A VR AS B IR X 40 A AT REME
Fa—)L N b,
AT HA =R | WFIOMAPEEN EH L, B4 = NGRS | BTSN TIER Y,
HaERE KT KFORWER NI LT &L OFRENRH D,

(HABEAT—%)
- DFREE O & DB

AElETAH 74V U RNFEALKRT Va— e OMAERIZET 2R BAGEITRDO LB ThoTz,

1) T4 74 DHAROEYEE~ADEE
TERERR A B 1 6 BIIIZAA] 10mg (10mg 52 1 88) % 1 H 218 3.5 HREHG L, &b 1 R%ICT 47
4 U 240mg % 1 WA EHE L. IR FAHE B Z/RET Lic, AFIOBRGICIV T A7 4 U~
OIS DT DNIER U723, R O FLHEFFAN T o 72 49,

Fl BTV O UEBE 20mg 2 1 H 1 AT A7 40U 2 400mg 2.1 H 1 BIZDFHT 23 BRICB VT,
TAT 4 ) OB EAIT IR D o T2, AFNOREZEEOHEMBRE S TWAD, T 5B
HEETDLZ &,

2) Y FFEILGRBOEYEEADFE
Bk A\ B+ 16 BIllCAHK 10mg, 1 H 1[EE Y FFE/L1[E 600mg 2. 1 H 2 [EZJFHT 2B
T, AFIOBRBEEOEM (40%) KOV +F ELOREBERED DT NREN (—11%) MR ST 0L
WEINLTWDIzD, DT OEITEET S Z &,

3) ZILO— L ARDOEMBER NHEHEEE~NDEE
@%%Aﬁ6%ﬁt%99yﬁ@ﬁlm@(mmgﬁlﬁ)Rif?tﬁ%&mxﬁ~ﬂ—%T&5L
Tova—EOMAEREZEET, £, FEERE, BB SICBET 2 5 B O hER) 7
G AT AN [EVa2T7 AT e A=k b%5 (mood)] AT =7 KT »r—h
FE AR L2 ZEERIBICE VBRE LTz, REIOERIZT 78R EABEEZROT (8BIIT) .




VIL.

etk W EoEESs) (B4 5HA

Na—)L L OMBEEITRD behoTc, Eio, &5 4 K% F U O Ui & 7 v a—/L O
AAEFINC X 2 WD O i P DAL BB SR 7 50,

TILaA—I)LEDF RO MEREE

77 'R v F U VR
AN TV U UG + +
TIva—v T a—)v
BT Y VR . .
7 2 i T A BE 374 + 14 i ASBE 393 + 97
(ng/mL)
TE 0.02 0.02 0.381 = 0.10 0.370 = 0.08
(mg,/mL) . . . + 0. . + 0.
(CE2IE = FE R 22)

(fr 7 v = — LR EELT Lereboullet OFUTHEV Y 1—1.5mg,mL OyEEE#TH CHH L 723854 OIRRE)
ek, PR RICEEZ 5 2 A RIHEMEDN H D720, PARMRIHEIR S 2 iX T v a— v E T BRI
EETHZ L,

« L O OIRA| & DOFRER

KENEr hary =L RO 2n~vA v L OMAERICET 2R BAEITRO LB Thodz,

1) bV —ILGRBOEYSHERVDER~DEE
AH (20mg,H) &/ hat Y —/ (400mg,/ H) OZEWENREFHIAEAAEHN OA EZ /R AT+ 16
BN & DEEMER SRS R ZAERBRIC LD BEt Lic, TOREE. AF LT bty —n & ofic#
WBNREERM BEAE IR b oTz, £, LEM EOELbI@EE OLBFEFANICH O | FHAEERI
D BV Do T 52,

1 2 7 17 B H
kI LF U DU (20mg,/ H)
P k3t —n (400mg/ H)
RRII LF U DU (20mg,/ H)
P
P: 77%R
tF ) DUBHIE (20mg R) &4 aFV—IL (400mg/H) OEMEREFMBEIER
T DU b haFy—i
Bl A = | Bl vFY DR
(16 A H) (16 A B (6 HH] (16 HAH)
AUC® 4950.1+698.9 5325.0+903.8 82186.1+22788 79762.6+ 19505
(hr - ng//mL) (15) (15) (8) (8)
C max 495.8+77.4 516.5+99.7 10045.9+2181.9 9279.1+1930.3
(ng/mL) (15) (15) (16) (16)
T max 2.7+1.0 2.7+1.0 3.1+1.0 3.8+1.0
(hr) (15) (15) (16) (16)
T2 8.1+1.3 7.8+1.4 47+1.0 5.6+2.3
(hr) (15) (15) (8) (8)

() :n, FHUEEERFRZ  a) : AUC (0—24)



VI Zeete (B EovEEs) ([CB4 23EA

2) TYRAXA P UHRABOEMEERVDER~DEE

AH (20mg/ H) &=V Am~A 3 (500mgX3,/ H) DOIEMENREFHIFE A OA 2 RN T
T 16 B K 2R, UG, “onaAmRmBRIC K VAT L7, ZORER, AAlE =) 2An~ Ak
O EWERE PRI BEAERNTRO b oTe, Fio, LER ESZEITERD bigihoTo 59,

1 2 7 17HH
REI Y24 (500mg 1 H 3[A])

P TV UUEREE (20mg H)
RRII BF Y DL (20mg H)

P YA~ ATr (500mg 1 H 3[a)

P: 7J&®R

TFIOUIEEIE (20mg B) ETVAOT AL (500mg x 3.7 B) DENBEFHIEEER

TF UGN RO AT
R Suicd 2 . TFI
W . E] B Wi i Hzéj SEREHL T
(16 H H) (16 HA)
4758.7+913.0® | 5305.521089.02) 7.7+4.3b 7.7+3.8P
438.8+100.6 460.8+100.9 2.0+12 2.0+0.9
C max (ng/mL) (14) (14> (Hg/l’nL) (14> (14)
2.0+0.0 2.3+0.7 2.0+0.0 2.0+0.0
Tmax (b) (14) (14) ) (14) (14)
() :n, EHEHERERFE  a)  AUC(0-24 b) : AUC (0—8)




VI Zeaete (B EovEEs) ([CB423EA
8. ElfER
1. BIYEA

ROBIWERARH S OND 2 ENRHLHOT, BEL 7TV BREPRBO NG A 3R EG2HhIEY

D70 EYIRILEEZTT O T &,

(MEXRZEIER & FHREK

1.1 EXGEIER

M1 23 v 9. 7F7453F 20— (TR LHEAH)
av s, TF74 7% — (WWRINEE, MEET, FHE, BRE) BHLDND T LENH D,

11.1.2 &8 (HHERH)
[9.1.1 &)

11.1.3 FFgREEE. #E (O IR bHEERN)

AST. ALT., y-GTP, LDH, Al-P ® ERZEDOFHEERE (MIHIER : S5 AR,

RAEE) . BEIEN D HOND Z LD D,

11.1.4 MM/NHREEAD (B RAH)

BACR, JE

R vav s, TT 74 7% —0OMBPER LS LTiE TFRINEE, mFRT, SRS, AR 2, T

REMEE . HEOMWYER & LT TS BE,

() DD EIE A

BACRR, FE RKE] BEZADBND,

1. BIER
1.2 Z0H0EIER

0.1 % ~ 5% 0.1% A1 15 A
IR, PR SRR, BHEERE, 50500, LUV, | RIR, Bk, #15 o, M, K
Fteh BHEV, FRFEE Bk EE, SRR, IR
TR FREEES, BEikiEA, B,
HAGE, B
N¥e, MEA. BECRIE | AT, A, EEARR. I8, HE AR IR, BBk
g MEEAPREE, B, DBk, HRL,
SR, e, BRI EE . DK
BE, MFE LH. REIR
EER o (BEZ vy 7, HMHE, SR,
FEAEME RE SR, OB ED)
UFREER I 2 HEPERIRA, Y L SERHEZ, (IERKEZS
& HERN A, HERIEZ i/ Mg,
i /NS
N 95, HERE . IR, S, F O | LB
e W, AT
iR FEETE I, FER IRER [Bli7% 1
ALT R5§. Al-P L5
JHhie AST L&, #Hevre
v EBEH
5 Mk - JREMA, BUN L5 JREE, vovl | SeREE, @R, KA
WAPR 25 J = QR BR, MR
g, ARG, Mk, 13To, B3 | BER. TROZDIED, B
ZFDih L& B, &, BB, Bk, (R
BN, PR




VI Zeete (B EovEEs) ([CB4 23EA

ERABMEAREEERVEBRREERE -

(R A)
TR £ TR OVKFRE O BIWE I TRA TR A % 0 B3 7,155 #ith 396 5 (5.53%) 12 473 D EIEH I FE®K
FRAAE D HF B D FED LTz,
DINT I EEDKGERFE TORAZ SR E Lz 1,396 4 189 6 (13.5%) (CEIVEM XA B
PR EEARD ST, BIERE 1,396 il 140 B (10.0%) IZA B, E2 b OIFIRS 84 ] (6.0%). 5
B 12 1 (0.9%), 18 9l (0.6%). WER 7 (0.5%) THoto, F7-. EREERREM O RS
AST (GOT) EH 1.4% (171,182 %1), ALT (GPT) EH 1.5% (181,181 i), #FleEkiEZ 0.8% (9
1,114 f), eV ey EH 05% (61,133 %1) Thol,
RN % b G & U e iR o ffi FH EGRERR A 5,759 Bl (N 163 il & Ede) 207 B (3.6%) (PR i AL fE L
ZETRIERGRD bivlz, FRRERITIRG 149 1F (2.6%) . B 91+ (0.2%). A& 91 (0.2%) . ¥#
FPEDFEWV8F (0.1%) . B 6 1 (0.1%) HThot, (FFFAKTE)

GBI £ TOWRM i FA AR R A D R 51 A i
AT R AL (W 7%) 304 817 923
PREEBIEL GEH) 1396 5759 7155
BIVE %5 DR BURE Bl 5% GER) 189 207 396
BIVE FH 45 DR BUFHL (1) 240 233 473
IR FH 5 0D FE BUE 1] 52 (%) 13.54% 3.59% 5.53%
_ } RIE % ORI RIF BUE BRSO (%) *
RIS RS KIS E ORI | AR R il &
BEES L UFERE - 3 (0.05) 3 (0.04)
o — 1 (0.02) 1 (0.01)
VEFED — 2 (0.03) 2 (0.03)
Il B e S — 1 (0.02) 1 (0.01)
REREE - 2 (0.03) 2 (0.03)
W AEURE — 1 (0.02) 1 (0.01)
T L — MR — 1 (0.02) 1 (0.01)
REBLURERE 5 (0.36) 2 (0.03) 7 (0.10)
BHRARIR 5 (0.36) 2 (0.03) 7 (0.10)
HREREE 93  (6.66) 161  (2.80) 254  (3.55)
FEIED W 1 (0.07) 8 (0.14) 9 (0.13)
MRS 1 (0.07) 1 (0.02) 2 (0.03)
SEYR 6 (0.43) 6 (0.10) 12 (0.17)
SRR 3 (0.21) 2 (0.03) 5 (0.07)
Pk — 1 (0.02) 1 (0.01)
AR 84  (6.02) 149  (2.59) 233 (3.26)
REE 2 (0.14) - 2  (0.03)
Pt 1 (0.07) - 1 (0.01)
i B 7 1. 1 (0.07) — 1 (0.01)
EB L UREES 1 (0.07) 1 (0.02) 2 (0.03)
Hig 1 (0.07) 1 (0.02) 2 (0.03)

*RITD vV ERIRBEFR () | ToOMITFR (F)

FE BRI OFEIL, EEER L2V
F—DRIWEH R —EF TRV IR LB bN5EIcid, IO HRE 1L L



VIL.

et (N EorEES) ([CB42EA

_ ) RIE % ORI RIF BUE BB OIS (%) *
RIS RS ERISECORR | RSO R &
DEEE 4 (0.29) 2 (0.03) 6 (0.08)
FEENR 1 (0.07) — 1 (0.01)
hiE 2 (0.14) 2 (0.03) 4 (0.06)
HER 1 (0.07) — 1 (0.01)
mhEEE 1 (0.07) 1 (0.02) 2 (0.03)
1FTY 1 (0.07) 1 (0.02) 2 (0.03)
MEREE. MIZNE & UHEFRES 1 (0.07) 1 (0.02) 2 (0.03)
s - 1 (0.02) 1 (0.01)
W% 5538 1 (0.07) — 1 (0.01)
BREEE 36 (2.58) 13 (0.23) 49  (0.68)
HE A e 2 (0.14) — 2 (0.03)
[y 3 (0.21) - 3 (0.04)
- REERIE 2 (0.14) 1 0.02) 3 (0.04)
77 H O — 1 0.02) 1 (0.01)
AE% 1 (0.07) — 1 (0.01)
15K - 2 (0.03) 2 (0.03)
T 1 (0.07) 2 (0.03) 3 (0.04)
1 N RS - 2 (0.03) 2 (0.03)
HILRR 3 (0.21) - 3 (0.04)
H R R 2 (0.14) - 2 (0.03)
L 7 (0.50) 3 (0.05) 10 (0.14)
RN 5 (0.36) - 5 (0.07)
M i 1 (0.07) — 1 (0.01)
RO B 1 (0.07) 1 (0.02) 2 (0.03)
ABOOUEIN - 1 (0.02) 1 (0.01)
F D SRR - 1 (0.02) 1 (0.01)
JEERRE R — 1 (0.02) 1 (0.01)
FRRERES - 2 (0.03) 2 (0.03)
R RE S — 2 (0.03) 2 (0.03)
RESLUVETHEES 3 (0.21) 6 (0.10) 9 (0.13)
IS R 9% — 1 (0.02) 1 (0.01)
BEfbE K 2% 1 (0.07) 1 (0.02) 2 (0.03)
Z 9 FEIE 1 (0.07) 1 (0.02) 2 (0.03)
SIS 1 (0.07) 3 (0.05) 4 (0.06)
E/ER — 1 (0.02) 1 (0.01)
BEERS L UHEHBIES - 2 (0.03) 2 (0.03)
(RE — 1 (0.02) 1 (0.01)
i R A — 1 (0.02) 1 (0.01)
BB LURKEE - 2 (0.03) 2 (0.03)
R - 1 (0.02) 1 (0.01)
BEIR — 1 (0.02) 1 (0.01)
EBERBLUVEEREE 1 (0.07) 1 (0.02) 2 (0.03)
AHLRIA #R 1 (0.07) 1 (0.02) 2 (0.03)

*RTD Y VEERBEFHK () | ToMITFH ()

A EBIR ORI, EELF L
D BNTIEAITIE, MIEOFERE 1L L

7l — D RIVEHI AR —FEF] TRV = L




VI Zeete (B EovEEs) ([CB4 23EA

~ ) RIE % ORI RIF BUE BB OIS (%) *
RIS RS ERISECORR | RSO R & 7
2 5BEEL L U5 RFTHRE 16 (1.15) 21 (0.36) 37 (0.52)
IR — 1 (0.02) 1 (0.01)
Jases 2 (0.14) - 2 (0.03)
A — 1 (0.02) 1 (0.01)
& (LLT : KR E) — 1 (0.02) 1 (0.01)
PE R 12 (0.86) 9 (0.16) 21 (0.29)
I (0.14) - 2 (0.03)
mp) 9 (0.64) 9 (0.16) 18 (0.25)
KRR E(E 54 (—) 1 (0.02) 55 (—)
T=/73) MIvAT 27 HEN 18/1181  (1.52) 1 (0.02) 19/6940  (0.27)
TAN TXVEETI) NIV AT 27— BN 17/1182  (1.44) 1 (0.02) 18/6941  (0.26)
MY Le 8 6/1133  (0.53) — 6/6892  (0.09)
1 E 5 1/1396  (0.07) — 1/7155  (0.01)
iR FE AN 4/1172  (0.34) — 4/6931  (0.06)
AT B ER B N 9/1114  (0.81) — 9/6873  (0.13)
PR R o BERGE 2/1063  (0.19) — 2/6822  (0.03)
U L SERBCHE N 2/1117  (0.18) - 2/6876  (0.03)
HLERBEE N 1/1114  (0.09) — 1/6873  (0.01)
I BRSO 3/1114  (0.27) - 3/6873  (0.04)
1 BRI 2/1175  (0.17) — 2/6934  (0.03)
TR SN 1/1148  (0.09) — 1/6907  (0.01)
DR PR I B 1/483  (0.21) — 1/6242  (0.02)
PR PR B 4/1063  (0.38) — 4/6822  (0.06)
R T e vl R 1/1057  (0.09) — 1/6816  (0.01)
L7V RAT 74—~ BN 2/1170  (0.17) 1 (0.02) 3/6929  (0.04)

*RTLD vV RERBEFH (F) | ToOMIIFH ()

S E BRI OGEIL, ERER L2V
A —DRIVER A —EFCHED IR LED b TBE 10T, PIROFERE 11hL Lic



VIL.

etk W EoEESs) (B4 5HA

(NR)

HRERIE £ TR OVKFR% ORIEFRAE A GIE O B et 3,759 Gl 67 61 (1.78%) 1 72 O RIVE L
O RFEBRRD Hiviz,
UNT v RIA v ay TORRBREE TO/NRAE 3G & U7 ERRERER 602 619 25 i (4.2%) (2GR AfHE
BEEESEETCRIERPRO bz, £2 501 ALT (GPT) EH 861 (1.3%) . IRK 6 61 (1.0%) TH
of:o
N Z R b U T R O EEE R R A 3,157 filth 42 1 (1.3%) ICRWER RO bz, E4RIER
IR 22 1 (0.7%) Thotz, (VAT v 78S KONRT A v r v 7 1.25%F5EAK T

KRR E TORDE | FEEMARGTERED Fit At
AT B% 2k (b2 98 492 590
A 5% GEp) 602 3157 3759
BIEH O FEBUEFIEL (iER) 25 42 67
BIEH OFBUFEL () 28 44 72
RIE FH 55 0D 8 BE 5] 3 (%) 4.15% 1.33% 1.78%
_ g BIVE R S ORI BUE B3 U TSR (%) * s
AIEII ORI KREEE COMRI | B RERED B3 it
BEEES L UFERIE - 4 (0.13) 4 (0.11)
KB XK — 1 (0.03) 1 (0.03)
PAGEEDS — 1 (0.03) 1 (0.03)
El| e ¢ — 3 (0.10) 3 (0.08)
HRREE 6 (1.00) 24  (0.76) 30 (0.80)
SHR - 2 (0.06) 2 (0.05)
B 6  (1.00) 22 (0.70) 28 (0.74)
MIRER. MWES & UHthRES 1 (017) 2 (0.06) 3 (0.08)
S HA 1 1 (0.17) — 1 (0.03)
FREDORIE — 2 (0.06) 2 (0.05)
BRRES 2 (0.33) 4 (0.13) 6 (0.16)
ISR - 1 (0.03) 1 (0.03)
T 1 (0.17) 2 (0.06) 3 (0.08
HEE [R5 - 1 (0.03) 1 (0.03)
M i 1 (0.17) — 1 (0.03)
FEEEREE - 1 (0.03) 1 (0.03)
FFHERE B — 1 (0.03) 1 (0.03)
EEH L UETHEES - 5 (0.16) 5 (0.13)
T2 — 1 (0.03) 1 (0.03)
LB - 1 (0.03) 1 (0.03)
132 — 2 (0.06) 2 (0.05)
E AR — 1 (0.03) 1 (0.03)
BB LUREES — 2 (0.06) 2 (0.05)
BRIR — 1 (0.03) 1 (0.03)
PR REE — 1 (0.03) 1 (0.03)

*RITV YV ERTRBEFEK () | oOMITME ()

A ERIRTHOFENT, EALR LW
A —DRIWER A —EFCHE D IR LD S NTBEITIE, FIROERE 1{RL L



VI Zeete (B EovEEs) ([CB4 23EA

~ . ; RIVE % O FEER R BUEGIECUIAE (%) * s
FIFIR ORI KR ECTORN | BE AR D Bt et
—f% - 2EEES L UVERESLOIKE 1 (017) 1 (0.03) 2 (0.05)
LR 1 (0.17) — 1 (0.03)
FEEL — 1 (0.03) 1 (0.03)
BRRE 16 (2.66) — 16 (0.43)
TI=073) NV AT =71 HEN 8 (1.33) — 8 (0.21)
TAN F%VEETI) M VAT 2T HAN 2 (0.33) — 2 (0.05)
M e Y e s 2 (0.33) — 2 (0.05)
M7 V7= 8 1 (0.17) — 1 (0.03)
SRR R A S 2 (0.33) — 2 (0.05)
I HRERER D 1 (0.17) — 1 (0.03)
1 L ERZEE N 1 (0.17) — 1 (0.03)
PR HR R B 1 (0.17) — 1 (0.03)

*RITD Y VERERBEFHK (B) | ToOMITFE ()
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7>k (2, 10, 50mg kg H). P/ (5. 15, 45mg kg H) KU1 X (4, 15, 60mg kg H) IZ
12 % A e G- L7ofE R, 1 v ARGRBR CTH LN E FROZER A bR, FEHIROER
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1. ELHETORTRR
T F U PR O KE M OEENCRBIT 5 RBRIITTRO LB TH D,
¥, MEEHICAAL v F OTCHEL LTKRS, BUEIXOTCHE L LTesh T\,

SETOHRTKRR
4
& 3 W7e4 =t FIT - Hikg | e SUTRh R ML OH &
. Ha
AL 6 3% LA E/NR
ZYRTEC ALLERGY o 1[F 10mg 1 H 1[H]
tablets (OTC) o it Ly | 66 B O, 6 REAE /IR -
& RoppEs R | BEEEE AT D BELEMNC M,
OVt 0D I 5 (2025 4F 4 A ET)
7 RDT LLF
Kl (WAL s [ 6 Bl b e
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film-coated Tablets - X— P - 12;;%5‘21%J:0)ﬁ/)$ :Ellomg 108 1[H
Zirtek Allergy Relief 10mg WEMET LU | 60D 12 5% D/NE : bmg 1 H 2 [
#[E | 10mg film-coated XpEgmgk o | (Zirtek Allergy : 2022 4F 12 A 7T,
Tablets (OTC) UCB Pharma BB o | Zirtek Allergy Relief: 2021 4 7 H i%ET)
107 | Zirtek Allergy R . (12 EoFLA D 10mg 1 A 1
Solution 1mg/mL oral Lme/mL llgﬁﬁ%‘&% 6%/ D 125 0/NE - bmg 1 A 2 [H]
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number of pregnant women and women of childbearing
age, without an increase in the frequency of malformation
Fex 5 TR | B2(2026 452 ) or other direct or indirect harmful effects on the human
fetus having been observed.
Studies in animals are inadequate or may be lacking, but
available data show no evidence of an increased
occurrence of fetal damage.
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e[ Posology and method of administration

Zirtek  Allergy  10mg | Paediatric population

film-coated Tablets
(2022 £ 12 A SPC)

The tablet formulation should not be used in children under 6 years of age as it does
not allow the necessary dose adjustments.

Children aged 6 to 12 years: 5 mg twice daily (a half tablet twice daily).

Adolescents above 12 years: 10 mg once daily (1 tablet).

In paediatric patients suffering from renal impairment, the dose will have to be
adjusted on an individual basis taking into account the renal clearance, age and body

weight of the patient.

Special warnings and precautions for use

Paediatric population

The use of the film-coated tablet formulation is not recommended in children aged
less than 6 years since this formulation does not allow for appropriate dose

adaptation. It is recommended to use a paediatric formulation of cetirizine.

JE[E]
Zirtek Allergy Relief
10mg film-coated Tablets
(OTC)

(2021427 H SPC)

Posology and method of administration

Paediatric Population

The tablet formulation should not be used in children under 6 years of age as it does
not allow the necessary dose adjustments

Children aged 6 to 12 years: 5 mg twice daily (a half tablet twice daily).

Adolescents abovel2 years: 10 mg once daily (1 tablet).

In paediatric patients suffering from renal impairment, the dose will have to be
adjusted on an individual basis taking into account the renal clearance, age and body

weight of the patient.

Special warnings and precautions for use

Paediatric population

The use of the film-coated tablet formulation is not recommended in children aged
less than 6 years since this formulation does not allow for appropriate dose

adaptation. It is recommended to use a paediatric formulation of cetirizine.

PEs|

Zirtek Allergy Solution

1mg/mL oral solution
(2023 4210 H SPC)

Posology and method of administration

Paediatric population

Children aged from 2 to 6 years: 2.5 mg twice daily (2.5 ml oral solution twice daily (a
half spoon twice daily)).

Children aged from 6 to 12 years: 5 mg twice daily (5 ml oral solution twice daily (a
full spoon twice daily).

Adolescents over 12 years of age: 10 mg once daily (10 ml oral solution (2 full

spoons)).
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In paediatric patients suffering from renal impairment, the dose will have to be

adjusted on an individual basis taking into account the renal clearance, age and body

weight of the patient.
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