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ERFAXS O U NEEIEER
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o = 1885.22mg (E FOF L O UIERRIELONgICHRY) & F
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TZx—251 (LLF, IF EBET) & L THEMITEZME L, Zoi#likNzRE LT,
Z LT, PRkl AR 3 /N BB I L » THEARALEM T & IFR#EEHEN R E Sz,

IF &

IF 3 TEBNEIEGIR CEEOFREAMT L, ERMEOERIEFEEICE > THEEBRIC
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. #IZICEHT55HE

1.

2.

FEDREE

bt Radsr 0L 1953 4, ~LF—d Union Chimique Belge (UCB) DLFEEFIZL VR I, £
D%, B IR K ORERABR TR Z2 5T, it A% I UVANCEBIOBMERT D R 0% T4
#— (UCB4462) & L TR STz,

KETIEE—U v 70N 1956 4F 4 A1 ATARAX (& R U UH@E) . 7 7 A4 P —hik, 1958
5 AIZ VISTARIL (b Ru o D0 eli) OpEihg TR L,

AARIZBWNTIE, BT 7 A4 P —423 1957 46 A 21 HICk v & o2 U BFEE IR O #KGR 2 B
L. B Rexs Do dmiEiAl e LTI984ES HIZ (72T v 7 A (10mg) ). [T4HF v 7 Z-P 1k
iR BFTE LIz, TDk, B RuX o P Re@ERAIOT %5 >~ 7 A-P 71 7 )L 25mg « 50mg,
TETIAPIay S THETYITAP RIALTay T 2.5%, THT7 v 7 A-P10 A7 L
oo TH 797 A-PLOEBIZOWTIX, 200347 AICIRFEAET L, 77X 7 v 7 A-PHI10% & L
77

bt ReX T P UEBE R O Ru oD 0 eI, 1972 FICEE G FRHMETEE (BAE REE
I 347 5) AT, 1977 FIZEIES TGS AR (8 13 TN 4, I SCEWETIC
PES THIE - &), T3 - 205 OEE ™M Thbiiz,

I HIZ 1999 4 3 A, 2 B H OEEKLFFHhOMAR, MERIEICIRD D T306E - 0% KO THE - H
B O—HE2EGRRBEICLWOBEICED,

HAORHEUVARME

(1) ERPIMEER R DY . R, Bk, 10 072 SEEIEE OSGEICREZ T 5,

(2) PRFEEOMBIEIEDOTFEET N L, @ENCf R eI 2 & & bIcER AN
2T,

(3) AR E ., Ao, Pulrk, BURIERA & Lm0 P ER 2 A L, S S AR R
(RS TMRIETE DR ZE, Bk, BL O DOUGEIZE T D,

(4) fie A& I AR, SEFEERICER TR 2 HHHT 5,

(5) MKAFMEZ /R S 720,

(6) EABIEMIL, IR (2.50%), R (1.09%), A% (0.53%) HFETH D,
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1. &¥ICBEd 5IEE

1. BR5E4

(1) #4&
THT 7 A®CP BT 25mg » 50mg + B 10% - RTA4 a7 2.5%

(2) *4
Atarax®-P Capsules 25mg * 50mg * Powder 10% + Dry Syrup 2.5%

(3) BAFDHEE
THT 7 A (ATARAX) (F, ¥ U T ¥iET “DISFE” 2E%T %,

2. —fE%
(1) & (&fi%)
t Re%o D0 EEEE (JAN)

(2) #4 (ffi%)
Hydroxyzine Pamoate (JAN, USP)

3. BEAXITRIER

I
OH
OH

OO COzH

B UG R

(1) 4313
CyHy7CIN,O, = CozHy 605

(2) 1=
763. 27

1. 4%cB+ 5IEE 2



5. b8 (@4iE)
2-(2-{4-[ (RS) - (4-Chlorophenyl) phenylmethyl]piperazin—1-yl} ethoxy) ethanol mono
[4, 4 —methylenebis (3-hydroxy—2-naphthoate) ] (1/1)

6. BRAA. 4. KBS, B5&S
B4, Bld, WL
oy (JBRED) - oL

1. CASEHRES
10246-75-0 (b Fru X SEfEk)
2192-20-3 (b Ru X Hpgik)
68-88-2 (b FrF V)
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lIl. AR ICET 5RE

1. BES DEE RS
LilyrE A8 S5
HEE-IEMEOLGEIZLVENT S Z L

2. WEFHTEE

(1) 58 - 1K
b Re Ry DU NEBEIIREAOMRBIEOBHR T, IZBWIERL BRIZbTMITE,

(2) BEEM
NN - AF IRV ALT I RITETOTL, 7T FATETIZSL, K, AX =, =X ) —)b
(95) XiIZ¥=F Lo —F LTI L A EIEIT R,

(3) WimtE
w7 L

(4) Bhm (HfER). Hm. SEER
Bl 196~204°C (43 fiE)

(5) BRIEEMERETER
pKa,=2. 13
pKa,=7.13

(6) HEFH
TR L

(1) Z0DELRIEE
FECRE - Gk L
WY - 231nm ISR K &2 7~d, (A X ) —VEER)

3. AWM OBBEMHTICEITIREN
B R DU BRI REERA S (F T AE) I AFUTEIR 60 5 AR L, LENE2 B
L7k, AMBL. S EICEITRD btk h Tz,
AT B RENE : SRR LE
(et v 7 v TIERBR T RER CAR LIZ UK 21 R ICIT B BB BIc AR LT,
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4. BYMES OERHBRE

A 15 Te Fax oo il OmRARICL 5,

(1) Afh 0. 1g \ZKE LT b Y o 2580 25mL 212 T L IRV IRE=1%., 7 v uk/Lb A 20nl T
HH L, Z7rafR L AaEailbiER e 72 UKEiEx (1) oRBRICHWS), FBHAIR Snl (2T
FT BT =T A iR L RERRIE 2nl AR TRV BT, HET AL X, s 1
nRVARBITEERERET D,

(2) (1) OFBHANK 2mL 2 /KR L CTAIERLE L, W% 0. Imol/L HEEETIKIZ Y~ L, 500mL &
T 5, ZOWIZOE, A ATRSEERIEEIC L IR AT S VZRE L, KD AT b
IWERMDSIRAN Yy 72T 5 L&, F—EREO L ZAICHRBROIBEDRINEZHD D,

(3) Afnlzo&, ROMUGKAER (2) 2179 L&, HAETET 5,

(4) (1) THEZKE 1oL 12 Imol/L HEERERWK 2nl 22 5 L &, HWOOEKEZ4EL 5, bz 5
B, A%/ —/Lbml 2N L, gk (D) RER1WEMZ 5 L, RITREEZET S,

5. AN DEES

HE 15 Te Rexs Do \EE] OEEEICL D,

A 0. 6g ZAEEICE YD |, KERLT R YU o 25K 25mL 2% CTIR W IRE, 7 v a kLA 25mL 370
T 6 [EHHT %, % 7 v e ds L AR EEIBER KRS R Y 7 A bg B W IRFTA
W5, &7 ouRL A E SR, KIS ECEME L TR 3L 1295, ZHUCEEEE (100) 30mL
ZMZ, 0.1mol/L @GR CHET D (R 7V AZ AL ALy NRIKR 2), 72720,
EOKSITROLONFOER CEHEROAICEDD L& L T5, RO FETZERREITO, fHET
D

0. Imol/L i@ /e 1mL=238. 164mgC,,H,,CIN,0, * C,.H, 0,

I11. A#hEs B4 5EH 5



IV. Ay 25RE

1. %R
(1) Hifz 0 XA B R
AR5 T RS 7 A-PH 7L 25mg T T w7 A-PH 7 N50mg
B ERedx 0o REREIAE v Faxs Y REliiE
Koy s e 42. 61mg 85. 22mg
(14 7] (e Fe X DU HgiE2omglcf8 | (b Fad ¥ o iRk 50mgl2 8
) %)
S - RES () O Jae O T
|e—12.0—» |e— 13.5—»]
L e N X T A, RT 4 WA |y T BB, AT 4 35S
1,/ #5 =2— K . .
&A= = 550 7,541 489 &IV, 542
EE (mg) 136. 4 207. 8
- - - o 7T w7 AP
fR7E4 THT I A-PHI10% K540 m w9 5%
HiF B Rexv Yo XE@ME|IBR B Rex v vy ek
Ry - D 170. 4mg 42. 6mg
[1gH] (B Fa$o o B 100mgl2/l | (B Fo oY U HERHE 25me |2 AR
%) %)
=Vl A A TRk, MR

(2) EFDOWTE
MM ER e L

(3) #AO—F

TH Ty AP J 7L 25mg @

a4l

50mg : %

542

(4) pH, 2 BELE. #E, LE, EROBERUVURER pHigFH
THET I AP RTA a7 2.5%% BRI LT-FF, pH5.0 TH 5.

(5) B4, I VRMEF
ARV
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2. REIDEM

(1) BYES GEMERES) DE=
1) 7X5 w27 AP J1 7 &/ 25mg

LB EAPICAER £ Faxs P 0 EmE 42. 61ng (B Fo ko2 R 26mg ICFEY) %

EHT D,
2) THF w7 AP 57/ 50mg

1B APIZHE B Ry o gt 85. 22mg (B Rua v Y o HFeth S0mg (ZFY) %

BHT D,
3) THT v A-PH10%

lgFIZHE b R X D0 SE 0 170, 4ng (B R o 2 2 R R 100mg (2AHY) 2547

2o

4) THT I AP RIALmav7 2.5%
IgHIZAR b Faxs Y0 e 42, 6ng (b N a2 U e 26mg [ZFHS) 25 A1 5,

(2) &MY

ViNIILZ)

TR T 7 A-PH 7 L25mg

FERaLToT Yy B AT TV UBY IRV A,
7 U YIRS Y A
(BT R'NAE) BALTZ . TV YNVERET hY T A 3R
@55, Hlh, 35

T H T AP 7L 50mg

cNoEmayTr7 o, A ATT IV VBT IRV T A,
VARNIZ I wal SRV

(I 7' VKIR) BBlbTF &>, 70U EEBRST N oA i
Wifg/K#ET U oA, #HE5E, Hals

TR T 7 A-PE10%

AR, U CBRKFEN VLT DK AbE

THRT T APRIAfvnmay S
2.5%

SR . ABE. WA AT —AB LT A HILAD—R
FhUVTA o h ot R LK, RTAFVREE
FWTFI, RTFXVEREFB T oL, FE, BHEO5E

3. BAEH. FADHHMEITHT HIEE

TETv I AP RIALvm T 2.5%I%

MOEHT S Z L,

IR oy TRIL 72 50T IRARHT &L IRV IRET

V. RANZBId %IHA




4. BEODZREHTICEITIRENR

ZFESETICB T A2 e
PRATSM: PRAFHIM RIFERE AR R
. . S8, .
IR 60 TYRAEZ =
TR I APHT =1 ) YA i g L
+ /L25mg * 50mg 40°C/ Sl .
Ay
75%RH 1253 PiPe Koysec s (b L
. . | AMEL B
5 60 P2 Al L
F 5Ty AP = PR RRGEY X F Ve L
#10% 37°C/ . . SNl B
A D N 12
75%RH 361 H TIATIIMIN N me i g L
. _ , AL B
=R 36 " AR e
=Y # H ABEEBRY =F /ﬁ,mﬁ%mﬁm&b
37°C/ . . Sl .
36 A D AN
THET T APRT 75%RH % A TIAFyIRL IKAYEZ A L
A 72.5% X¥ /T 71 5HRE RS EAELIZUSD S
Xt T o5 R gl =Rl QN wm (GER—-HEA
(/oo 71IREMRAITA (0. 05mmDE X)) XIiT e )
SREAE B O IR ES SR I HE )

. REERVRBRROREN

THET I AP RTAvmy 7 2. 5%aROKTAIR L T 2 W= THRAF LLENMEZ BT L 7ohs
IEAITH DR o T,

R, SMEL. pH, & &l

. thFIEDEREELL MEBEFHEL) D

THET I AP RT3y 7 2 5%DEAME
THET T AP RIA 1y 7 2. 5%KOMADRKAN 1 A EEZFEA L. &K T30mL & L,23-32C,
14 HIRTFE L CHEARBREZIT o121, <At 2 R Lz, BLAt: 24 BEREICIED & RREFEY
ICFIREMERN SRR R B E o - ANL, Ly v vmy S L7 h—Firy A THY, TANRY
yiuay T BEbLT ST AL LT,

V. RANZBId %IHA




1. iBAT DAIREMED H 5554
bt R P OMERREZIT O, IRENTHEINI2WEICIE, 470X Xk R LERT
TUNH D,
O%<:jx\
CHN NH
LY
8. AHHER
EMERe L
9. &M ERE
3 LA
10. BF|hDBEES DFEZRERE
(-4, A2 OfERRERIE ) (2T S
1. BHPDOEMRSDEE;
MMI-5. BRSO EEE] (TS
12. 7
AFNI I ERIZEEY LA
13. BBOME
AR (B R Xyv7 (&)
THT w7 A-PHEL10% ARy x=F L Ry Far’L
THET I AP RIA vy T 2.5% Y oF L Ry Fae Ly
14, ZDith
B R L
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ARICET SRE

1. ZHEERITZHE
IRE ., REERBICME Y BE (BB - RER, KERFIE)
FREIZR féTﬁ-ﬁ%-mﬁo

2. RERUVHAE
FERMEIRICIE, B Fefdo o o RE@iE s LT, @H A 1 B 856~128mg (b R v U iHmg
iﬁ&urw~%m)%2~3@_\%uu&ﬁfé
RRIEICBIT ARG - BIE -9 DI, b R P U e & LT e A 1 0 128~255mg
(tFm%yVyﬁ&ﬁ&Lf7&qmm)%3~4@_Aﬂﬁuﬁﬁﬁé
7B, FEN, RIS LV EERT 5,

3. ERPRALKE
AFNZ, TERRRBRO —fcfadt) CER 10 484 H 21 B, [EIEE 380 5) LIRTOAGE TH Y . #£HHA
(2% 2 RBRARIT 20,

(1) ERERHR
MY ER e L
<HBES>RKROE FuXxo DU lH (v Faxo P UEBIEDH 5 W ITe Faf o D0 ReiE) okt
R

B RaX YO EEREEGBRO R, MREERL Y Y IX 7 7RIS L, 7o
— VIRTFIE ¥ OIFBIEE TIE7 a V7 BREY FICH L, BALORBERRE SN TW5, £72,
BHZERRZ Y ISR LCIE, d-Z a7 2=9 30, ZL~AF U LRIEUEOSIREEZR L, HER
ZFZ Y Iz a7 ==T 30, al VERE Y TIIT IR, ERIHZ D TlirsaL T =
=T33y, V7 RIIVICKTOIAEENRES N TV

(2) EGEREEIEGAER - BARMRE
YR L

(3) REMHER : BERCRRAR
MR L
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(4) BRIEHOHER
1) REBIETITRERCHER
AR L

2) HEHER
AR L

3 REMHBR
LR L

4 BE - HEAHER
DR L

(5) shpmfER
1) SRR - BABE - DREHERSR
DR L

2) RB&HL LTREFEONE R ERIEL HRBROBE
DR L
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VI. RHZEBICEEI SHIRE

1. EmEHCRESH HIL AWML SR
Ry PTREVRIREIE : 7a VO T BRI R DT B AL AXP S T AFEAL
TawPNRA, BFVRA, TATFFTSSN, TALEYSFA, su
FTENRL, =ZF VT LpE
PFeAZ IV 1) 2F /AT IVH (V720 E RTI0, YAVE RS — ],
STz AT T RATY)
2) TREATIVR (JurTz=F V)
3) Tx ) FTVVHR (TrAZVY TURATIY)
4) ERGUUFHR REZRAT T YD)
5) EXNY DR (T T rUY)

2. EB/ER

(1) EREREL - 1E AR
1) IR ©
PR, FUR N, KIMEBR 7 EIT/ER L, FHIEHWER 2 RT b0 B2 6TV 5,
2) L7 LILE—EM?
Pl 2% I UEA (HL ZREETER) I0oWTiE, ElHilo e 22 I S/ IRICB W TE
AL IEBHA L, B AL I UNZRIBCHAT20OERET D,

(2) EDEEMITZHBRAE

1) e
b R vk, BERMRIC L 5~ v A EETENC T LEN-BIER 2 RT, BB T
v MZBT2EMERIZ, 7 el TR REIFER%ETHD Y,
EReXFoYviid, 9y bOTHRENALERIZEDZE Lo GEENIK L THHITER 2R8I
A LT —ERITRD SR TN 0

2) Hi7 LA —1EH
EReX o, B8y MIRBEmREICX LT, AT VA —EHEZAT 52 &
DHER SN TWD WY,
invitro (fHIGE) THIEHEAZ I ANEHIZIY 7208 RI IV EIFERBEICE XD
D, BTy FOBRZ I VESEE (K IES) ZEEIC, B Fex P robie 24 I U1E
MEBFT5E, B RrX Py 2.6mg/kg OB 1 RO 2% I U ESE &L, RO
1,200 %5, 24 KfEI2 CTH 600 f5 & 720 . KRB RS TR 2t A ¥ IHAE A AT H 2 &
DAL IZENTNS 1O,

Pre 2% I UAEH GO B A ¥ I U EHSEREOEE)

E%_: Flﬁ A7 P2 23 2 24
e A 1454 30437 1] 45 ARG % 24514
&1 2. 5mg/kg — 600 1, 200 800 600
#E 2. 5mg/kg 2500 F 600 800 600 400
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VII. EWEREICEY A

1.

REDHER - BIEE

() AELEDLGOFREE
YR L
VI-1. (3) @ HAECTOMmMPIEE] 31

(2) mEmsRERERRE
<BESHENT—H 1Y
t Refx v P U BREICET 55— % 2RT,
b Rw S R TR RN 0. Tmg/kg #% 1% 5-1% 40 2 REf#

(3) EEHETOMmPRE
<BESARIBITHT—42 Y
A X Faxo DU _F@ELA e ok P08 LT 3ng/ke ARG L2EomPEET, 1
REE# 1T 115. 9ng/mL O e a4z 7~ L, DA L C 5 IEfEIfZ 121X 23. 6ng/ml & 72572, ZOKED
S M HPIRE (C, : 123ng/ml) | S i HR R BIEERE ] (T, : 0.85hr) | AR BE R AR T i
F& (AUC : 307.9ng-hr/mL) (XM E L7z Ro ko P U Higlh L oMICAEZITR O LT, AW
FHICFRE E ST,

1) HiEh
<BESHEANT—H P
t Raxo VU EMEICET 57 — 2 2T,
v Rax oY o mEstE A EER A (7 A) 12 0. Tng/kg HERRO#EE (2 v 7K LR,
$e5.4% 1 B oo f P B8 1T 42. 6ng/nml., 2 BT 70. Ong/mL., 24 B§[ET 13. 6ng/nl & 720 . F D
I ET 20. 0 BFf T o 7 (Ediik s n~ 77 71k),
" Cox T tis 777 A vd AUC
PR em) | o) | o) | il/min/ke) | (Wke) | (ngehe/nl)

fEEERR | 7 |72.5%+11.1(2.1%0.4]20.0%4.1 9.8%3.2 16.0£3.0(642. 0~1581.2

VII.
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2) FPHERERE = HBE BT B I h R S HER
EERR L
<BESHEANT—H W
b Re oY R 0. Tng/kg (1w 7R) Z R FEPERRYHMERTFEEZ D B 8 NICHEIF G- L
ToRE Rty DI 36. 6113 Thr TH D, FEFREAD t,, 20.0+4. 1hr [JH# L TIER L
Tco T, E RRF U UDIEHRHEN THLEF Y V0D t, bIREBERE CIIEERERA D
ty, 11.4%3. Thr LB L 25.0E£8. 2hr [ZHER L7z, fE-C. [ESCERTCTliX, 20 X 5 7Zefifi
REfEEETIX, 1 H 1 ELLTFoORGEEICT & L LT,

ERERS OUBHIBE AL FRF VY L F Y VL ORTST A=

BEERRA JITHERE MR 5

(n=7) (n=8)
il (yr) 29.3+9.4 53.4+11.2
bt Fedxs v C,, (ng/ml) 72.5+11.1 116.5+60. 6
v kex T, (hr) 2.1+0.4 2.3+0.7
v kaxvvrt, (hr) 20.0+4. 1 36.6+13. 1
bt Raxs P 777 A (nl/min/ke) 9.8+3.2 8.7+7.5
bt Fadx Y vd (L/ke) 16.0+3.0 22.7+13.3
tF U C,, (ng/mL) 373.8+157.6 500. 4+302. 0
vF VT, (hr) 3.8+0.9 4.8+2.8
vF U t,, (hr) 11.4+3.1 25.0+8.2

3) EHEEREE A 2R T L B
b Ny 2 BRI G L AN EE 2 5 Lo 1 3AH 726700 L,
LIFORRLY , BHERES CIIe FrX v DU ORERBED TH LT ) Vv o bk
2. BTV OUD t,, FERSED 2 EENRE Y GHEAN) ShTwb 0T, BHEREES
~OEGIX, B Rax v OERABERT 5 AREMD $ 5,

<BESHEANT—H P

TF VT 10mg . RN (Normal, Group I). BHEREREZEA (Mild, Group I1. Moderate,
Group ITI) |Z#5- L, RNENBA MG L7okE R, R AICEER L, BB ER TIX, 570
BHEVA/FIZIZ, ZRHONRWD t [ JIER L, #27 V7 7 & TBC/F KA & 72 o 72,

Normal, Group I (n=b) Cer : 122+ 16mlL/min
Mild, Group IT (n=h) Cer : 44=+11mL/min
Moderate, Group III (n=5) Cer : 19+ 10mL/min

Normal, Group I Mild, Group II Moderate, Group III
(n=5) (n=5b) (n=5b)
T. (hr) 0.9+0.2 1.1+0.2 2.2+1.1
Cpy (ng/mL) 31345 35664 3574172
AUC (mg-hr/L) 2.71+0.4 6.91+1.8 10.7%+2.4
t,, (hr) 7.4+3.0 19.2+3.3 20.9+4. 4
TBC/F (mL/hr/kg) 47+7 17+4 15+4
vd/F (L/kg) 0.50%0.07 0.46+0.1 0.54=+0.21
CLr (mL/min) * 40.5%10.1 7.1+3.6 2.8+1.5

¥Clr : 27 V77 &

VII. EWEhfeicpe4 5 HHE 14



4) A SR D AR R
<BESHEANT—x 1210
b FeF s DUIREIC T 57— 2T
b R X o DU A @S 9 4 (CFH69.55%) (2 0. Tmg/kg () 49mg)  HA[AIf% 1 #%
B U755, NI & 2 AR SR OB & R 0L E N ST,

AR IIVT T A 1 AUC
(L) (mL/min/kg) (hr) (ng+hr/mL)
e Him R R 22.5+6.3 9.6+3.2 29.3+10.1 | 1383.1+1039.0
B 16.0£3.0 9.8+3.3 20.0+4.1 | 642.0+1581.2

5) BREDHE
AR L

(4) PEERERTT 5 MepRE
DR L

2. RWEERN/INTA—F
Y EE R L

(1) RULREEE
<BESHEANT—H 1D
bt Rad o U URBEICET AT — X 2T,
100mg HL[ATBE G- fEFERk A @ 0.443~1. 043hr™!

2) N"AATRLSEY T 4
<BESHENT—H 1Y
t Redv P U EBBEIC T 55— 2 2RT,
0. 7Tmg/kg B[ G-, fEBERL A : AUC642. 0~1581. 2ng-hr/mL

(3) HERERETEH
<BESHEANT—H D
t Redv P U EBREIC T 55— 2 2oRT,
100mg HA[E e, fREEALA : 0.203~0. 281hr !

4) 2IV75R
<BESHEAT—4 P
bt Rad o D URBEICET AT — X 2T,
0. 7mg/kg H[EIFz G- fEFERCA : 9. 78mL/min/kg

VII. EWEhfeicpe4 5 HHE 15



(5) P MBE
<BESHENT—H 1Y
b Ny Y RIS 5T — X AR,
0. 7mg/kg H[EIFz b fEFERCA @ 16. 0L/kg

(6) MIFEEMHE
Y EE R L

3. R

<BE>S>Ty MNMIBITLEZF—% 1919

7w FTIL B Fo s o O R IR D R SR I &0 TR S AL, RIERITIEIE 100%
Tholz,

MBATAEER IR L CIaa s gk L,

4. 2

(1) mk—REAPS e - 10
i 5.

(2) BRAOBHE D19
WIET S (HL., b FuXxs o MBS ok « SRR G- CTHAEIR O apgar FREUTHE
WCHBE 2N EZEND D) |

(3) Tt AT
BUEE R L (B L, B e 24 3 ANCYE U AT RIS BT 528, SLIRIC R 2 A 22
LEZLND Y, )

(4) BEBE~DBATH
HUER L (BITIEBEALND, )

(5) ZDHDEEA~DIBITH D19
Fw b Rafo U ko (RE 150g) 2 BERIH% OMERN M (e M/g)

liks 2, 500 i 98
=) 304 i 71
fiti 447 | M (/mL) 22

i 43

VII.
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5. i
(1) ARBIERL R UM SRR
AL - B R Ui ciians (Urvre s giaes)
RHBHREE © T » FONFEZE WA A D Rex v P uilid V452 R~0RER T v o
NPA T VDU ERT prraXr At Fa—L~ORERENEZ N TS ¥
£72T7 v PO, RIPRED OB NS p-7oa X Xk Ru— U RE I bEn- p-7 1
O-p -t Raxi_o Y 7)) URTERBYW THL Z EBRHLMIENTNS 9,
k. B FOEREME LT, EHEOEF Y DURBEINTND 2 B3, REHRREOIEMIC O
WTIEH S TR,
o T i WL £ d
CI-INUNCHzCHQCHz{ZH-_OH —: CHNJH + CHOH
ERkoF o> Jhznlggsyyy  ProosrXeRo-i
. 0
OIS & WP
+ CHOCeH«Os + CHN NCH:CH:0CH:CH:OH
Y a2
P-2ooxyXe ko= EROFL I NAFIR
YN0 E
(2) REIBEET HEF (CYPAS0 &) DHFiE
& LT CYP3A4/CYP3AS e OV )L =1 — Uik FE %R
(3) ¥VEEBHROVDEERVZFNDEA
B R L
(4) REMOFEDEERUNLEER?
v FOEBERE E LT TRIEERN 2 Hle 22 I U ERAE L OIEMME TV DU Rih B,
(5) FEHRBYOEERN/NASA—4
B R L
VII. 3ipEhreizfE4 2 HH 17



6. BEit

(1) Bttt Ef sz
<BE>OT—5 "
FIEM (Bt TH D,

(2) HEise
<BE>T7 v MIBIFLT—H Y
Zy MIBT L Fudx sV UHEREOMFNT LD SR 25 L TEET~K 75%., Bz T
PRPA~K 26% 30T bR & L TRt S h T %,

(3) HEitEE
MM ER e L

1 BEIC L BRER

(1) BEREH
TR L

(2) m&EBEH
<BESHENT—H P
E ReX U ABEITEEICEE L, RNEWEIEZ MG L& XA 57 b0, AL, BHEE
EEZ T, B R UV OIFRREEN THLIETFT VDU Dt ,, HIER SE D Z EERHE S
NTEY, TROMELY, BTV TV 10mg HHRE, BF VU P OBITIZ K ABRERIT 9.4% &

bThThd,
BT OREICBITDETF Y VDR T A—H

T,.. (hr) 240.71

Cuax (28/L) 285+29

tys, (hr) 19.3+5.6
Ar (ug) 792.4+68.5

CLhd (mL/min) 14.0+1.2

%fd 9.4%£0.8

(n=5)
Ar . B2 BF IV UOBRERE
CLhd : &7 VT T A
%fd: BEHTIC K DEREER

(3) ERMLERR
AR L

VII. EWEhfeicpe4 5 HHE 18



VIII. T2 (FRLEOIEF) ICBJI 5B

=
- = A

AR L ZTDER
ML

="

BENREETDEH

EE (ROBBICERELGWVWI L)
L. KA DT

TFVDL, BERGFOUFEER, TI T4y, =F LT I ok L
BUEDBEERED & % HBE
2. RL7 4V SEORE D

‘‘‘‘‘

3. ZheE - HRICEET SERALOEE L TOEMH
A% LR

RZM LR

% - REICEES S2ERALDOIE L TDER

BERERBT L EDEH

BERS (ROBAEICIKRECKRETSHI L)

(1) TADAFEORBIERER, TN OREREDOH 588 DERBEEZIKTSELZL1H
%, ]

(2) QT IER D & 2B (Rt QT IERIEBEES) . QT ERAE 2§ 2 &R b TV D A2
Hro s, FERRRIRCE S U U AESEN S 5 B3 [QT R, L= (torsades de
pointes &%) I T ENH D, ]

(3) e [[EmE ~0&kb | OHESH]

(4) FrHERERR S 0 & 5 3 [ITHERERETE O & £ A Tl PREFRBIINER L7 L O®mENH 5, ]

(5) FEHDH D MH [HEEUTEEOEEEDH 2 BF TP RE RN ER L & O
N b, ]

(6) FRemddE [(AFoF =Y AR I VIERDBELT 282001 H D, ]
- TR O B

AL IRAE RS TR B PRIEMER R D & 2 B3 2

FEJE 7 4 )i oD FR 20
- FRANE O B

BRAEVEW AL MRS ST P+ RGP 2R S L T EB ME T L TV 2 B
s REARZFEHR LOTVIRIBICH 5 8

VITL. et (B EoEES) (24 55HA

19




6. EELEXKIBLZNEARVLESZE

(1) IRRZET CENHDIDT, AFBRGTOREIIIEDEDEGEFRRZE 4 S HMMBORE
[CIERBSELGVWLOSITEET LI L,
(2) AFNFEAZ L0 BFREBOUENBD DR WEGEITIE, AANZ K 2 BEERE BB L., &
Hamib3 %72 EWEY R AEZTO 2 L,

1. tHHE/ER

AL,
ZLEDPHESNTWD D, b OGRS £ HE T 2 HH & O L2 Ha,
ENERTLIBZENDR DD,

invitro B ERIZEBW T, F& LT CYP3A4/CYP3AS K I T /L= — Lk HEESH TRET S B

ARHI O i e

(1

(2)

HRAZEEEZTOEH
A% LR

HrRAZEEZDER

HREE (BHARISEETS L)

EH2F

FREREEIR - HEAE

HW - EREF

NIV — VSR - BRI
A2 O PR AR HIAL, TV

FHL LU R ) 2 30 5 5
% W OTHET 57 LB

WA & A AR A
EHT D20, SR X VIR

a—)b, BT I U LEEE | BEIZERGTHZ L, HAnEmans Bz d
(MAO) BH A 5,

NAEAF AV X | s OEFOER 2T E | AL 205 0K OMEM &
TI—BH (FAAFTIV | wrprnanbhs o, BT 22 LN 5,
BA5E)

VAFU VAFUUEDOHRIZE Y, | VATV UIARE O T O

AANO M A EEN B Uiz | B2 REEEE Th 5 CYP1A2,
DWER D D™, CYP2C19. CYP2D6. CYP3A4.
CYP3ASZ [HE L. AAKIORGH,
Pt 2 R IE X ¥ 5,
FERZSIER-ITBZRO | PEHICL D DEEREIRSED | & b0 MERORIVER % i
LA (R U ran | BERARS b o®E | ZTBEnndH 5,
7 BRI N5,

VITL. et (B EoEES) (24 55HA
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8. Bl¥ER
(1) EFRDHE

ARANIAE AR AT ORIE AR BRMEE DS & 72 5508 2 Eii L TV W=, BEBEEIZOWD
TIXEFMERIC IS U 2 STk 2 S8 1R L=, #RAER 4, 951 B, F2BIfERIZIRA (2.50%) . #&
B (1.09%) . A8 (0.53%) %Thorlz 2,

1) ERGEIER & DHER

BEXRGEIEA

DOYavy,. 7+745%>— BBEFHEY) v av s 774 7F%F 0 —2_ZT 20D
HOTC, BEETZITATV, FHERIE, PR, EEEEE, MR R, EEE E ., R
TENRD bbNIHEEIITEGERIE L, @ORLEEITY 2 &,

@QT ERK. (0 EHFA (torsades de pointes &) FEEFRAY) : QT iLE . L= (torsades
de pointes #FTe) NbHHLONDHZ ENBHDLDT, BEL STV, BENEO L8
BIEFEGER L, @ORAEEZITO Z &,

ORFHEERES. &EE (BEEFRHY) : AST (GOT), ALT (GPT). vy -GTP O 575 % 5 IFHkaekE
EHENRSLDNLDLZ R HDHDT, BIEE+HFITTV., BENRBD ONIGAITITEE
RS 57 PR AEEZITH T &

@RMEARERGHERAE GEETREY) SRR BEBEERS S SR Z L BHDHD
T, BEL 2TV, BEPRO NG EICIEREEFIE L, EURLELITI Z &,

T BRSO 7= O 5 EARH

VITL. et (B EoEES) (24 55HA 21



2) ZOMDEIER

WD X 5 2eBHERNETRYD BT, MBI Ui, S s s 24T 5 = b,
1%Ll E 1%k SEEEARBERY
i B4 W E N Ko, FWEEIED, JRHk, RO, oA
Wi WRER | eom Wi 0%, BUAE. GNEL. IR, MR
M98, SACRIE. B |
B e ‘
H k& B WA - I
®m OB = fERE T
: S CUBE. 2T H M HE VSN B
B =Tk 2) N N N
# B CLRE, % 5 FE. WS
2 0 i T, R, B
VE 1) E R SUIAME T O 7 DB AR,
F2)  BELUFESICIEEEE2FIETAZ L,

<HBE>
IREITE T —BETHY . MR 5RO 2~3 AT, HbAWVIERLEEEZHET A2 L Tk
THEEZOND, HRESNAEGETIE, R ERMELE 22 2 FRRIHENITHR S ST Zen,

(2) HERBERERBEERVERREEEE -8
AANZEEFRFEBLR D& ORI DWW T OFEMFRA X T DL T ey,

(3) EHAKRE. AHE. EEERVFHOEREERANOBMERAREERE
AFNIRENERFEBRRDUS SV TOFEMFHEII T DI TR0,

(4) BT LLE—(3T HEBRURBRA
AR L

9. SmE~NDERE

— I E A CIXABEREPME T L TWOOTRET DR EFEETDHZ L,

<7;§%->30)
ElnE OARNENREICOWTIE TVI-1. (3) WHHETOMTIRE 4)] B3RO L,
BRI A B I D ARRUERYTE BN 1 50mg/ H LA F ORI &EIZ X2 A AMARBO 51T\ D,

VITI. 24t (A EoEEs) 1T 5HEE 22



10. 4EiR. ER. RIABRFAOES

11

12.

(1) M ATIER L TW D RO &S D NITIT G- Lan 2 &, BRI (K3 » H) (I2AH
EREINTIRAR, ABREOHFREETLREMELIZEOWRERDHD *, Fio, HIE
TORGIZL Y HPEERH/ERICHEIR, FERIET, BEBUER, HERIMEEE ., RUEES),
R AR B 4 O RS ARRR RIER . BTAERIRIEIED b Bl L OWERH D P, ]

(2) AP O NIIAANR G ORALZEET SED 2 &, [KARE PRELTICBITT 20089
DTSN TWRWA, LT OFERICHARREIH, BRIE TS 5 bl &L omE»n
H5,]

IMNREADERE
A LR
<7;2%%->33)\ 34)
/NRBHEIR O S RIE R B E O FIR D 5 VI EREBICAE SRR TV 5,

SRREREICRIFIEE®

AFNIT VAT RS RIS 5720 T LIVS v RN TR E R R & EhE 5 4
2 D5 HRTL W ARFORG 2 FIETHZ EREE LV,

FEIK B OSEFE, Fo, TR, R KINE, BRSO, EK - RESD DD
NAHEBZERH B,

WME  —RERHERIEZIT ), 721 L. TER 7 AIREERZ RS2 82NN HHDT
BE LRI ENEE LU,

<BE>

fRFEE - FERM I MEE T, MBI IEE e %o Y Ul & G O5A i3s3 DM &
HMEIMTEDP LY, L L2V E Y — LR OIEK NSRRI RS SN TV A AT
W EnD,

TR B ER SRS ORI DR SN TS AEEEE2 B 2 72 L CIRELZ BT 5, IEH: L
TWRWIGAITITEN 2R - &8, HRiEiTo, TO®%RII - RG24 oL
e O — B IRAMERRRIE 21T 5, IRIMEIZ—RICA DIV, DTSR E
THIELBIIAZTI ) —LUI /AT RLF Yy (Jrzex7Yy) 2FERTS, 7
FLtU oy (mex70y) M3 AEFERZTESEL2ER3HL2OTHEMA L2
A

VITL. et (B EoEES) (24 55HA 23



14, BRERUVEFRARDIE (BEFICBEINELEAFTES)

ERIZFHE - PTP BEEDHEFNL PTP > — F bWV H L TRAT A2 L 84528 (PTP > —
OFEIZ LY, THOEASDBIEREA~TIA L, FIZIZRALEZ 8 2 L THERRIARZE D
HERAMELZHR T ENMESNTVD),

£ O M KA P E B EOEEREER T M O RO BREZ LD SE D,
I LV IRGKABS BND Z LD DD T, SiITERESE D,
R4 my ZEE<IRVIBE T OIRMSE S,

15, ZDMDEE
A7

WHO D RFMEFRA RS . KrhmmssE CEIEM:) . B RHERTE (R8REE) oWmEiER, BRSNS
fEBRPE AR D T 72 29

< WHO & A7 A i i >
S FRIER KEbRTE | SR | o fhtE
(overdosage)
. s iR, S>5o%, " H D TR
SEE DR k7 k7
ERmErs otRsAoERE | o | REEL L ow
N ) o R
7uarYTERFVR O e B KETHRIE (noderate)

16. ZDith
MM ER e L

VITI. 24t (A EoEEs) 1T 5HEE 24



IX. JFERERAERICRE T STHE

1. _EQ;T;;IE 9). 10)

(1) HrEEH
ERexs i, TREAEXRRRT MLVAT Ve A Rk b4 XEHIC L, FRFEN
20mg/kg. 40mg/kg THIMIEA Z R L 7=,

(2) TEIRVEM
<A e Ru %P 4bmg/kg §fE L CHIER K 3G S o7z, 200mg/kg #EOFEE L
THIRERIIZERD b o7z,

(3) EaymiEsRIEH
7> MZk Rr¥ P 16mg/kg B2 FVEXIE 7. bmg/kg % 5 TRF 2 K 5 IR 1EH A3 58
iz,

(4) TeERREEsREH
ERefxv i~y RAIBITA2F 40 2 — VERERA Z BB Lo 72BN A~AF e Z —
JUHREAR 2 B 58 X 17z,

(5) MR FREAE
v MZE Fafv vy 2omg/ke B2 FIEIIROKSE T, RIEIX 1 EFRBZICEH 1L.6CORERT
Mz s L7z,

(6) SHIEAEM
TBAEy MEHEIGIZEB T 27 h o B URRIERNIET b o B URRERAKFI D 0. 5%IZHS L, 3%
W 2EIBIZ 31T D /33T RRIEIE S R D 80% ITHHY LTz,

() JRPTRREME
ELEy MERKSHIB T 2 REMEMER X R v 2%B3 7 a4 v 6%ICHY L, EL
Fy FOEBIEICET HEEMBMERIZE FaXxs Y0 3% N T a4 2 6%ICHYE L, hoL4
HHRIEARICB T DR ERIZ T e A L RI%ETH o T,

(8) M BCH
S MIBITAEMRBERINITZE e T 60~80me/ke £ 11 X IEZ FH5-40mg/ kg Dk TH]
&7,

IX.
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(9) WHRIEH
THXARNTUBBICHLTREE T v b, BIBEHET v bonTFRIZBWTHE RrF v
35mg/kg T 50% P L7~

(10) 77— VHR1EA
XA E R OB LRI L B SN 2RO, B Fedv Yy 10mg/ke FHEIZLY
64%HH SN, UHFD A~y KRR v 77 A kTl 20mg/kg DFFHET 30 % B~y KR Ra v
TR B8 Sy R Lz,

(11) B L ofEHEM
UHFIZBIT DT 7 =X I AL HBEBEERIZH L TiEe e U 7. bng/kg 0k THIH
L72hho Tz,

(12) H17 R+ VU AEH
Y XOMEICBNTCE K%Yy ong/kg 5EIXT KLU COFIEVEM %2 11~23%H0H] L 7=,

(13) M)+ ONWER (2 %t3 5 4EH
UL R RN BT m— AFREA XIZBWTE RR RSP OEIC L D —EBMED
JE TR & MR B IR A ST,

(14) A REEHEEWE
A X DOSHERASARRENZ BT, FREERERILIRD Sl oz,

(15) i EYLEEEEH
T ERHHENMEICT L, B Raexs o0 22y CEILEERANED ST,

(16) #nZEH]
22T _EMEER AR O B ARURIIC &V % S D ISR LIHERIZEE® b rin-Tz,

IX. FERRARARERIZBET 2 HH 26



2. &

(1) BE%SHMEHER Y
S NE LD, : mg/kg

e GRR . o
) o JiE fzE N
~ A 1, 840 360

Z v b 1, 740 —

(2) REZRSSEHER Y
A XIZ 5, 10, 20, 50mg/kg/H % 411~417 AR O# L L= EBRTIX, #BFTXToA( XICR
WILR NIRRT,
TREAER M TH B Ru oV 0 e X2 BE AT RIEERD S TR0,

(3) EWEHRESHRER
7 v NOEFRBIZE N T, B RaXx P 60mg/kg #HRO AR AEMEIX 20% ThH o727,
Fo b, DX EHWEATERBRTIX, E hOBEHEZIZIZNNIEZ D KEKRS (100mg/kg.
200mg/kg) 12 & VIEFMEERARRD LN TND

(4) ZDihntEkEH O
IRAFME
T MBI DIEEERBR T, B Fedv Y d3, 2NAvEY Lb—F, A7 x—h 7oLy
TERF Y RO LD R ERIEIFMEITERD 5 TR0,

IX. FERRARARERIZBET 2 HH 27



X. BEWVWEDIEFICEHT SHE

. EhEAR X (X fE AR
BRI - % L
IR © 7 &)L 25mg, 50mg  : 54F (RAEAEH 2 SN ICFEHED
RIA4vm w7 2.5% : 54 (RKAER ZIMEEICFER)
# 10% CHAE (IRIKER & 7~ - AMRSEICRED
(ZEMRBRE RIS )

Bk - REEMH
BTN, W10% : EiRRAF
KoA4vmy s - SRR

EFIBFEVDEDEER
L

4. RBEMH
A LR

aLE
T H T 7 A-P H 7 EIL 25mg - 100 7 71 (PTP). 500 7 7 k&L ()
T H T 7 A-P B 7 E /L 50mg : 500 1 7t (PTP)
THT 7 A-PE10% 1 100g GfR)

THERT I AP RTA4vmay72.5% :500g ()

6. B—Hy - RsE
Fl—hRsy 72 L
Rl %) 38 ROV T PEUROPIARLIEN e A% I 3K

EffEEFAE
1958 4£ 5 A

X. B EorEZEIcEd5EE 28



8. B - MARRFABRUERRES

A HAGRHEH B HKRE
ST ———

T7 7y AP TR 26 200641 30 A 21800AMX10084
(7577 2P (25mg) (19654E9 A 30 ) (14000A7704785)
20073 A 31 H  RamHE IR T)

TP 7y A PATE IV 50mg 200641 30 A 21800AMX 10085
(757> 27 2P (50me) (19654£9 A 30 H ) (14000A7705428)
20073 A 31 H  RamHE IR T)

FHET I A-PE10% 200343 A 3 21500AMZ00103

7Ty APRT A0y T2 6% 20064£2 4 27 A 21800AMX10349

(78T 97 APRILvm YT (19784E6 A2 H) (15300AMZ00581)
200743 A31H  RamHEHIMAET)

0 PIEIRIRSEL

9. EMEZEINHFEAR
THET 7 A-P 7 &/ 25mg, H0mg : 2006 £ 6 H 9 H
TR AP 10% £ 20034E7 A 4 H

THERT I AP RIALvmay72.5% : 200646 A9 H

10. $hée - HREM. FiE - AEEFENEFOEABRUVZTOAR
ARV

1. BEEHR. Bi@EBRELARFABRUZORNE
FEREAmAS B 0 1999 4E 3 H
FE A CH] O  ARRIE AR D NEE - DR, AL - EE L VU ARBUIE DT, ARNED D b,
e « RO THRUEIZIT DA% - Bk - B 2 THRUEICRIT DA% - Bk -
Mmool T, Mk - HEO TEmMESEE] 2 MPREICR T 5 A8% - Bk - 15 D)
& i,

12. BEEHME
AL

13. REAREDAE
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