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solution) 73&% 223, WEANCHEEM ST 2 AL A AR D EHEREE & OFEWLUINAIE OB & 5 7290 B AR D
MBI AR E TH D & L, AT . IREOFRIENE, Sk & O FHEEDME T L 72 & 122\ T
HIRIZE L7 THD RT A vy THIZFFE L, AFRITIBWT 2005 FITHAH BT A >wa y TR
S, 2009 FTiE 2 Ll L 15 R O/NRA~O L - HEPAR I NIz, £, RO LT v 7 §E5 12D
WL 7k BA B 15 Rl o/ NEA~O L - HEN AR Sz, 2008 410 AIZV VT > 7§ 5, [FIBE 10 DAk
NIZxE9 2 VL - FHED, 2016 426 AIZFEIBES M ONRT A >u vy 7 o/NNcxr4 5 ik - HESEEML, EF
WEEOME, AMER O Z B OMRREICET 2IERE U RFE2HEZ A NONAETONTIITHHEE L
RN E ORFEEM RS,

2. HROBERFN- WEZHEE
(D, 0, B, BN A X I HiBIRETUER 277 ST —% . 1 vitro)
( IVI.ENZEECET 2EE 2EBERAQENEEMTHHBRE 0HEBR)
(2) 7 LV — RS OBRFFRN I D i BRERilEE 2 iR & CIMld 2 (T —4)
( [VIEZEEICRET 21EE 2. XEEAQENEEF 1T 5REBBME OESR)
B2 OHEATELE 2RI A IVETHD (KTA4 v my 7 OwEIGFERIT 2L, E, Smg §E1T 7 5%
LbkThd) ., ( TVARICET 2IEE 2 FARUVAE] OHESH)
@A B 1E, DNEZ 1B 2 EORETHy R e RiET 5,
( TVARICEY 51ER 3.ERKBIEGRIIMGEER OHSBR)
(6) 7~ LR ERBIE N R L CHRMETRZICHE L 2o OMEAT—4) |
( [VARICEEY $I8H 3.ERIKBHE(G)IRIIMERER ] DHESH)
6) UZN) VT v 7 EEOKRBIFE TORRANE RS E LIZFH4 1,396 #4189 i (18.5%) \ZREIMEAILEE
FRAAE O B B 358 B AT, BITEI 1,396 il 140 11 (10.0%) 124 B, E72 b OILIRA 84 1 (6.0%) |
R 12 61 (0.9%) . HB 9Bl (0.6%) . a5 761 (0.5%) Tholo, o, E/RERARMRAE DR FZE
#iX AST (GOT) E5H 1.4% (171,182 f3]) . ALT (GPT) EH 1.5% (181,181 f5l) | IFELEREEZ 0.8%
(91,114 #) | e U AEY EH 05% (61,133 f5l) Thotz, VT v VEEORANE G L LIZHiiR
B H AR A 5,759 il (NI 163 BilaETe) H 207 il (3.6%) (ZERRRRAME S 2 5 TomIfEH 2358
bivle, ERRWERAIZIRG 149 1F (2.6%) . BRI 94 (0.2%) . HB 9 (0.2%) . wFEED E v 81
(0.1%) | B 61F (0.1%) S Thotz, (VAT v 7 BEHHEER TH)
UNEY DT w7 BT 4 vay FORGRREE CO/NLZ5t5 & Uz BRI 602 69 25 i (4.2%) (ZERK
BRAEEEE A Z STRRIEANRD bz, F2 501X ALT (GPT) EH 8641 (1.3%) . IR 6 #1 (1.0%)
ThoTz,
NS A G & U T TR OO R E I F I 3,157 Bl 42 B (1.83%) IZEER AR b, EmIEHR

_1_
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UNVT v TR BES

NLVT v I HE10

UNT v e RIAvmyT 1.25%
2% 4

Zyrtec® Tablet 5

Zyrtec® Tablet 10

Zyrtec® Dry syrup 1.25%
(B)BDHEX

cetirizine @ THRHBOWIE Ziritec £ ¥V s L7z,

2. —f4

(M £ (@gEE)
tF U U (JAN)

(2% & (@g&%)
Cetirizine Hydrochloride (JAN)
cetirizine (INN)

(3)R T Ls
V7 2=V AFIVERT U UFHER - —izine (—yzine)

3. BEANTRHER

Cl (0) COgH

N
\ « 2HCI

H<i:> RUSBEMEK
FRXRUSTE

4313 1 C21H25CIN20s - 2HCI
4B 461.81

ha
N
3

5. L& (f&i%)
2-(2-14-[(R9-(4-Chlorophenyl) (phenyl)methyllpiperazin-1-yliethoxy)acetic acid dihydrochloride (IUPAC)

6. ERA%A. A4, BE.
1R 5 SM-12800

LEES
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7. CAS &&=
83881-52-1 (Cetirizine Hydrochloride)
83881-51-0 (cetirizine)
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(2)7afRME

KIZHR D TR <, =& /7 —/L (99.5) (ZETFIZ< W, 0.1mol/L HEEEFRIKIZIE T 5,
v T U ERE ORI )T D AR (22~23 C)

R 2 SR (D) m R
K 1 Al R TEITF T
AR ) =) 9~11 RRETRT W
% /—/b (99.5) 110~130 Wz w
TEr=rUL 2800~3000 R D TERIT I W
Ttk 5400~5900 R sD T I
=7 10000 L4 I F & A BT R0

(3)BEE

25°C. RH50% K TN 75%., 42 H[H THARTMER, WiRtEE2 R E R0 o7z,
25°C, RH94% CTOWIRMEIL 24 B[] T 0.8% £ TRIFFIIZIER L, ZTO®RIL—E L 72D 0.5~ 0.8%DfE THE
L,
@R (PRR) . BR. BER
Al 0 204~ 210°C  (431iR)
(5) BRI E AR REE B
pKa1=2.85, pKa2=8.33
(6) P ERfRE
pH3~ 9 fHETITAMBIZHEL ST <. pH1 KO pH 11 TlEmBIZ/HE SN D,
FoH =k (FEE 1:2,1:1, 2:1)
pH 1 3 5 7 9 11

SrBifRE 1.0 12.5 24.7 24.3 12.8 1.1
(3 DR ELLIZEIT 2 FEHIfH)

(7)Z DD E 7R IEE
WL A7 R b : P 280~234nm [ZWUX DMK % 7”9,
(S eI CFELZRVWEHESND,
e v D T IERTH D FRNCRIEME R T OTE M Z R S 700,
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2. AR DEREEHTICEITHREN
(MEREEHTICEITAREN

i % (a8 N
W — \ {RAFIRAE {RAE AR o
woE | | t
woE | 50T — Wy ﬁffﬁxﬁ 3 f {7z L
- i)
it 25°C 85%RH & t%ﬁg 7R 3#» A Y X(AQP
| —
# 40°C | 75%RH AT %@Zj 7R 34 A kL
(FAt)
N T _ HCAT W H T AL v —1 s
ot iR 1000 | Casbe) 50 H 2L
EERGRS | ER | — e | RETTA e n | sl
(F)
RPGETRE - MR, MR, R, SR, S ORmR
(2)3&HI DRI K DERY
SR 3R U T2 ATk D 3 FE T - T,
4 b it % H &
| | O~
FRruavFY U CH—N  N—CH,CHy; —0— CH,COOH
O
<N
1410 CH—N  N— CH,CH,0H
O
p— 7k Ka—/)L CH—OH

3. B S OEZRAEE
R TeF ) U EmiE I2k?

4. BED DEES
Hig TeF U oo EpE I2k5



Iv. RANCEE4 A

V. &Kz d HIER

1. &
(MFFEORXA. NEER TR
£ 5. £ 10
K OXR] - 825 (7 4 v =2 — NEE)
PN =) 4 % [EREES E = H O
BE 5 Hf O @ 9 6 mm 3 mm ) 88 mg
#E 10 H O @ 9 7 mm K 8mm | £ 119 mg

KSq4ooy71.25%
BRI DOXE] . KT A4 vm v 7HAl

FHEE s Bl lzBW

12.5mg, g H A~k A e HEND D

<O bFhicEn

(ARFNZ, ARARE L TR 2> m Yy 7HITH D, )

()&EF DY
K40y 7 1.25%
B B 18 5 (850um) 7&H 0%
18 Zi@i# 30 5 (500um) 7 H5%LLF
200 %5 (75um) 1@iH 10%LLF
QA — K

BE5: 622, $E10:623 [ARK, ©i (PTP) (TFt#l]
(4)pH. ZEELE. HE. LE, BEEOERUVLXEL pH HF
R4 vmy 7l RitOtvTF ) Y U ERRE 12.5mg (IZx1T 58 (K 1g) ZIEMEICEY . K 10mL % Ef#
WA TEN LIRS E, pHIIEEIC KV RBREZ1TS & &, pHIL5.0~7.0 Th 5D,

2. HFIDHHERL
(MBS GEERS) OEE
BES 18T HBEF Y Y UEME bmg 2 G H T 5,

PE10 : 18R HRET VU VRS 10mg 25 H T 5,
RI42my 7 1.25% : 1g TRFEEF U U HERE 12.5mg 2 &8T5,

(2)iFhn#

BE5, 8210 : ILB /KW, i o —R WEEKTZr A, ATT IV VB~ 32 UA EFRAn—R,

{4, w27 13—/ 400

FoA42 v 7126%: B-7uasFXARN) v TERALVLIZFAHDY UL, JZ U8B N oK., I

AR, DV =h—/,



V. ®ANICE T HIHHE

(3)Z Dt

BRI

3. BEH|. IHONMMEICHT HERE
L7

4. HEDEREEETICETIRENE
f£ 5. £ 10
E, W, BRI L TLEETH- T,

R Bk A s PRIFIRRE PRATIAH] T O
i IS ER/NI 55 M
woE | om 3 " "
W om o | s0C - T %ggfzﬁ 5 11 Seflia L
Bk 15 %)
_ A
| m o | 25C | 85%RH | Wi %%g; i 3% J Bk L
ML 75 72
2 e SE o HIEAT AT T A v — L Sl
BE5 | Ba b iR 10001 () 50 H 2L
IR 25°C — B AT PTP a3k v 36 » H B L
o - PTP 4 » 6 % A
MO Bt Bk | 40°C | T5%RH | BEFT — k7L
ke 2 65 H
e B PTP @t v 6 %A
FE10 | 0 3R B Bk 40°C 75%RH i — 2h7a L
ke 2 6% A

1) ME : RVElE=1, 7ILI=7LHE
2) R ZF L URICANRY =F L U FaasE EsAn)
RPEHEE MR, R, pERR. &

=
=2AN

67\

R4 DI TR




V. %)

(B HIEHA

KSq4>now71.25%
AR b VAR

(WY =F L MR b VRS

(HCIRAIAD) ) |

ICCTEIRT36 » AMRGTET D & &,

Sy 13

R TH 0.3% 17 2 B EUSHIFAN Th 5 72O & R 2 RE TlEk <. REIMZETHD LRI,

"B * i RAFIRIE | BRAEIN R
B 5 [ 1A A
WE | WE | %
o ) ‘ Ly B LY AEORERD, SNSRI
o A ]
R e A ke 321l ieiy 0.1% 8 bz,
s . ‘ 2B LD EEEORERD, SRS &
_ . A ]
70C L LR I RO < DR S,
110 KA DR S T S0
) RN &R0 . 34 A ORAGCRE
L 0O RZ 4]]\{\/jz{:i:
w| | 2P |TRWRH WY RSt 350 L L ahmm it b 14 A ALY A0
B WA,
ﬁ% 3 33
JHS U R 5 PR RV HEORERD, AGORNSR
b
0P mmps e ke L,
Eﬁ e —
200 s e L
Jt | 25°C |60%RH | 473 a2
B0 |mtenL,
AR MV 2) 50
S
Ix -hr k7 L,
=R ] ot Ooa}tjp
SR 25 60%RH| W | Kb | a6y |00 O RARRTRAR 05%80 50
PIORRM] 30°C |G0%RH| WP Kby | 12 [DHVORRERETCRAR 02%55 5
v =R = ok Ooa}tjp
MR 40T |TEURH| W | Kb | 6np |20 OHRARRTRAN 05%E0 50
i1 K A 3 R | 640 | -
X % i AN AR . 457a) EENG [
# g 40T |TSRH| W [ o P E 0.8g OIS T
FA &S He 5 ~ AVaZE? | 34 A
o % i L -
% B 40°C |75%RH 5T 0.4g /5 9 3 7] N L 0.4g pAlIR%ETH - 7=

1) A7 a2
O IS010977 (1993)

WD EABENT 7 LN EOET I K B RE &R —OREHT AV,
WCHEEP O B R T AT v

©@ 320~400nm {2 A7 MASAAZFED . 350~370nm [ZHH = L ¥ — DK Z R It 7 o7

2) ME ARV F LR FVEREE

3) ME:RV=FLv/ THIR

*PEHE -

RAEERUVARBEEOREN
KSsq4>nowy71.25%

WIR% D EMEIZ DWW T, B F U U8R & LT 10mg FHY &% 10mL OFFRUK]
wmflE Lz ((

L. #&Ik, pH XL OF

PRI, MIEERAER - BRE. S &,

Koy

(HLIRAIAN D)

= 3N pH i (%)
(4 375 1 6.2 97.6 (99.6)

a7 6.0 99.3 (99.4)

a7 6.0 98.5 (98.7)

TR 24 BRI IRRAT
) NI 24 eI DB F U 2 UHERRIERFR) |



V. ®ANICE T HIHHE

6. Fl & DESELL (MELFHEIL)
PNT I RIA vy T 1.26%E OHMPTFRINLFEANSSIELARZITo 72, FFL<IT TXI. &

Z| M,

7. BHHE
#E 5. &£ 10
H A R 7 s HalBRyE X Rovik
% 1 : [nl#EEL 50rpm
ARERIR : K
fE B bmg 82 TITEBRBHAATE 15 47 TR 85%LL ETH 5,
10mg 5 TITFRBRBAAT: 30 20 CHEHIZED 80% LA ETH 5,

3420y 7 1.25%

F ARSI v kR /< R L8

% : [lE3% 50rpm

ABRIR - 7K

S ABRBAATE 15 5 CIRHISA 85%LL ETh B,

8. EMFHEERE
L7

9. HAIhDEMK S DHERHERE
£ 5. £ 10
HiE TeF U oo EmEiE ckb

KS4>Oy71.25%
WDEAFIS N, N=V 7 a~Fi b VR A I R - k¥ ) — il ik LRz 295,

Q7 n~ 777 0 —  PUBRAIRIL, FEEAREF L REEICAR Y b 205,

10. HEIFDEDRS DEEE
#€ 5. & 10
HiE T DUEmEsE) [2Xb
FS420y71.25%
Rk e~ 797 4—

1.5 @
AZM LR

12EAT D ATREIE D 3 5 e34 Y

SR IR LD RIS E XA BID,
( TH. 2. 22H 5 fEICKDERY M)



Iv. RANCEE4 A

13 EBADERES - HNENERGRRICET H1FR

HERE L

14.% Ot
AL LR



V. IBRICB 55HA

V. aEICE T 5EE

1. EEXIEHE
(AR A
T LV —PEE %
HFRE . BB - KER. 2. BET O FEIE
N
T UL
R, EEE (B2 - R, KI§Z O FEIE) I2ED % 55

2. RERUVHAE
(10mg %)
HE . AT EF U DU S LT 1H 10mg 2 1 B 1R, SERNICROKRLET 5,
7Es, AR, ERIC X 0 EEHERT 528, REESEIX 1 H 20mg &5,
(bmg %)
59N
WE, AN EFUOERIEL LT 1 10mg 72 1 A 1F, BEINIROEST 2,
7RB. AEN, ERICE D EEHET A2, RE& G EIT 1 H 20mg &7 5,
N)
WE, 7L 15 AW O/NEICITEF ) O UEERIE L LC 1[0 bmg & 1 B 2 [\, #8% &K OBERNICREN
Beh9d 5,
(KT A1 vmy7Al)
(A A)
WE, RAIZ 10 0.8g (EFY O UEEIE L LT 10mg) % 1 B 1[0, stERNCHARAMR L TROES5T 5,
RE. A, ERIC I D EERET 22, kRS EIZ1H 1eg (EFV O UERIEL LT 20mg) £15,
)
WE L 2R TR O/NEITIE 1[H 0.2g (BFUDUIERMIEL L T25mg) 4 1 H 2[E, &% LOHE
AT AR L TR A5 5,
WL TR 15 A O/NRITIZ 1 B 0.4g (F U DUIREIE L LT ome) & 1 H 2 [\, HI&%K&KUBE
AT ARAfE L TR OB 535,

(A% - REICEEY 2EALDEER]

PR E A T, PRI OIER RO DAL, MARENERT 5720, 7 VT F=0 277 7 Rk
LT, TROLBVEGEOMHETNLETHD ( HEYEIE] OHEM])

B, ZVTF=0 2 T T A 10mLiImin KD BE~OKGIIESTH D,



V. BRI 55 A
BABEDOBEHEICHGT 2% - BEDRR WEAT—%)

JVvT7F=r27 VT Z A (mL/min)

=80 50~79 30~49 10~29
HLE | 10mg % 10mg % 5mg % 5mg &
A& 18119 18119 18119 2 HiZ 119

HEELAT/NUBETIET, FEEOBE I VT 7 ALKELZBE LT, FEHICHEEZFEST L Z L,



V. BEICEET5TEAE

3. BRPRAKHR

(MEREKT—2 1\ r—o

29N

M L7

URR)

BREREABR— B R
%) - e
P I HERT A B
AR AR AT O A AR A O/

FYEhHE H PN ‘

Ko [ mieny s mmr ook | amosany | AR
PwhiE -

R4

SHERTE T UAF—HREAT D/ (H
RGeSt 4 BIROFE AR SRR E AT R
fieb AN
(PPK)
R

EWBE | B AN RO E ISR B 5 7 UAE—FHEAHT 5 (H
K E %ZU\/E KOS E A 7 SR 0 Y ‘\ FHREHT /MR
| EmEie RN USMEN)
(PPK)
HNF | e RS I AFHORS RO | RS RS 0 A4 | IR
(PD) | MM —s—, fEHE | 6~128 GHELA)
AL SR BALATRER | AT L A
e | 7T RIS B O M IV -
D 7 LR Hot 2 MLk 15 BT (BAN)
Lt
AL SR BALATRER | AT L
i | o N agoRiE | -~
i A L 3 HELAL 15 Bkl (B A
Lt
4R N - - e | s .
| FOMEKOERIECONTY b5 | SHERIATRER | BT L
n = 2k OLBRE P 7 HRLL L 15 Bk (AARN)
ek
B | BAMER OGN c ST T T B R | S RIEATRER | ST LS
geatt | b ok Ho 6~125% HEA)
B | B O C > T T TR | S R R | AT LSk
et | L owigi Ho 6~12 5% UHEA)
B | AR O AT S W CHIREUS | BRI ATRER | BT LR B
otk | Mok Ho 6~12 5% (HEA)
BEONE | B OB S C A b | S RILATRER | BT LA
R Hok 2~6 8 (BHELA)
B | AR OZERICHOWT T IR | TEHERWATHM | ZHMET LV —hak
et | Lo Ho 6 BELLL 11 8 (SFE)
Eal|
iﬁi SIS B0 DR ORRAE | BT L% B
o Dt - 2 bl b 15 BRI (FAA)
ek

51 /IR B DR B8

otk | BB COR SRR ﬁi;b R 0 5 01 13 kil (ShELL)




V. IBERICBET 5 HA

P B A RERT A ik
A R ATRER | 7 h e g
e | N F T R Ao | e e
o ) e 8BS L 15 kil (AAA)
et
A B "
e | EIRTCBY SRR | R A
| o B 2 WLl b 15 Bkl (HAN)
et
e | AT R R R IC ST T TR | RS RIATRER | R RE RS
Zhtt | L OB IR 2~16 8% GHEA)
z%L HME R O PEIC ST A b | RS R ATRER | Bt s
n 3 R Lok Fig 2~6 3% (SEN)
ek
I B . I o .
g | FOMERUERIEZ o0 Ta 7 50 | CRERIL(TRN | G
n v & DL P 2~12 %% (HEA)
etk
(2)ERFRNE
29N

[EINFE~ 178 Jifigk CHEMi SN2 7 LA —ERk, ZE, 95 - KGR, 2. K2 5 FEE 636 Bl
7% — R R R ER N O SRR EBGRBR OB IR D L B Thotm 19,

RIBA SEGIE | EPMGE | PEESGE| BEWGE | R & oAk | gk
T LXK 133 17 49 34 31 2 49.6%
FHIRZ 2173 118 93 37 23 2 77.3%
W% - R 123 20 61 31 7 4 65.9%
FE 52 11 19 14 7 1 57.7%
&% 5 FERE 55 19 22 10 4 0 74.5%

(10mgl H 1 B GBIV THER)
* o PEESEL L

1) BE RN HalAeR R 1994:37(6):754-778
2) EHEZKREBIE)  HERE & EER 1994;28(7):2107-2129
3) THHIZKREBIEA  FEh L BRR 1994;28(7):2147-2162
4) FHHEZREBIED « HEHE L ERR 1994;28(7):2163-2173

Flo. TUAX—HERKLOFHZ 25 & L “HERIEGABRICE O TARROFRERHER I TWD
U]
1) 7L —tERk
[EINFE~ 47 fiig% CHEM S iz 7 LV X —MEamk 158 iz xt5 & U7z —H R IEGRER & O R iR R 5R
OBEIIRDO LB Thoiz,



V. BEICEET5TEAE

O EEMLEERER (G-I 2 EH, BHrg 122 41)

[l 28 Higk CHAENET LA X —Mhi A ARG Lz
TAvmy 7 T2 TR 11910.2g (BF D PUHRE L LT 2.6mg) % 1A 21, 7L
15 AT : 1[8] 0.4g (BF U PUMRE & LT ome) & 1 B 2] H5WNIT 7R %E 2 @IS L
2o MERIERAZT (CLOAFEME, mit, ml, BT K OZLREZ TRIDRLIZ, TOMR
o, 77RO AEDOENME N REES L7 9, 2, NEOBFENET L —ERARITHT D
T hFT 2Tt MR E T L TEEREBEBR TR, AR OWOESRIITR SR o

BERLEEGRICB T, v F VU U R B

71’: 6)0
BEHMEMICE T A RESERRIATOELRE
a7y @
NAZTA | ren SR
B TG ST AIRFERTG R
SEIE SERE SR R A O
(e ) (e ) (e %) (R ERse)
EFI U 199 6.66 4.79 1.87 1.85
s (1.26) (1.96) (1.79) (0.18)
. 6.84 551 1.33 1.25
7 7R 117 (1.52) (2.04) (1.79) (0.18)
v F ) DR vs EACBEDOZED SHEEE O | 95%IEFEXIH © p &
77eR 0.60 [0.15~1.05] p=0.0087

Q) A BIEIR A I T A 10 2B 2 5 BT AN B RS
b b= {(RN—2 T A RHMEHIM (RBRZEE G5B H DR 3 HIE) — I8 %EHmHIM)
) N—R T A FHEHAM A 27 R OERE 2 A R L U3 iric L 0 B

5) tNEE : NET LA MR ERSRE LT
6) EWNERl : N7 LU — PR ARG L L

QBRI (B 540 12 [, A7 x5 36 Hi)

EN 19 i CERFEET LA —ERREMRICER S, BREEIERA T OR—2 7 1 PR
N DOEL RO CEWE HERERFZE) 13, &5 48 2.81+2.62, &5 8l : 3.66+2.75, #%
5. 128K 0 3.40+£3.01 TH Y, ZhRIFEGERTIRRETHEIFTHZ L7, BEL TV,

(Ra7)

12 [

10 [

g

NR—=R35( 1 2
SHE AR

) HNEE NET LR —ERR 2R E LI REIRGRER (2005)

SAERAAR

12F =&k GA)

BB (2007)
BB (2005)



V. IBERICBET 5 HA

2) B, BERE (BB - BUER. BEZ DOFEIE) IS % 98
[EIPNAE 54 fliax THRM S NWZHRE, 5 - BJFR. FEB, BUFX O FEIE 207 Bl fftradf s L “H
B ARG K O AR BR O TR D L B8 ) Th -T2,

O_EE M bEaRER (B 2 M, AEHT 4 134 1)
EWN 29 Mgk T7 hE—MEEEREZXISRE L —EEREERRICBWNC, EF VO UERIE R T A >~
2y [3RELLE TR : 10 02g (BF VU DUHEMIEE LT2.5mg) # 1 H 20, 7w E 15 A
it 1\ 0.4g (BFV PUHEMIEE L Thmg) 1 H2E] HAH5WNITF b F 72 7 BERT A2
oy I3l b TRl : 1\ 0.6g (X hF 7= 1L T0.6mg) % 1H 20, 7L 15 mA
1alg (F FF7=2 L Tlmg) % 1H 208 2#E#EE Lz, %5 EOEEEOELEE TRIOR
L7, ZORERNG, 77 N F 7 = 0 7 < VBRI T 2 RIEDIELTHENREE S LTz 9,

BEEHEHREICE TS E5FEDEEE] OELE

[ 5 FED ERERE |
S S Vg R (9=
HE SEBIECY | g AT
S i SEHE SR I K S LI ©
(B 2) (e 22) (hE e 75) (RS
Ty D 154 2.41 1.96 0.45 0.43
EFRYE (0.52) (0.64) (0.67) (0.05)
FRFT 196 2.40 1.88 0.52 0.51
7~ VERH (0.52) (0.63) (0.62) (0.05)
vF Y U vs PTALBEDOZED HHEEE o 95% fZHH X [H]
TRTT =T VR -0.08 [-0.22~0.06]

@) ZR{ BN H AT RE 2R R KL
D i = {N—2 T4 CRHEHIH GRBREEE S BA R O/T 3 BIR) — &TRREHm R )
O N=2F A CRHEMR O (2 5 FEOEAELE | R UMFlE £ LR L Lo osiric Lo Hi

8) tENEHE  NRT P E MR E R E RS L L T EHE LSRR

@— Xk REER (B 5-1011H] 12 ], fET XI5 73 1)
EW 25 gk CHBRZ, 2 - KK, FEE. BWE D IR A RICHEM S 4L, £ 5 FEOHEIEE DR
B A D OZALEOHER CEXE AR (X, &5 40K : 0.83+£0.79, &5 8K : 0.97=+
0.90, #4512 K : 1.03£0.90 TH Y | ZhEITBEGHE TR E THEIT 52 &2 <. BEL TV 9,



V. IBRICB 55HA

(EfERE)
ar

o 1 2 4 8 12F &Pk EF GE)

AR
9) tENERE  NERFERER B R & Lo R GRER

3) HRAITxd 5
EP 4 S>O/NEEERRBR OO OFE R, ©F V) O U EBREOIIRGOFRRIL 1.0% (5,480 ) &IK
Mol 679 INEGEFEMET LA —MERRICKT A7 TR AR E L “EHERILEERBRORM R, BT
UV UIEBE OIRRORHFIL 1.0% KM (1L/1224]) THY, 778K (0117 4)) LFEEBETH-
7= 5)o
5) fENERE: NET LR R AR R E L “EEREEGRBR (2007)
6) FENEEN  NET LAAF MR A xS L LT B EREGABR (2005)
) HWNEER  NET LR R R e & LI REIF AR (2005)
8) FEEEKL - NRT b —MER R A kS & LT T B R EGRER
9) thNEE : NRAFER R B A R R L Uiz R G- 5

(3)ERPREIEEAER

1IN

fERERR N 15 Bl 2 xt5Ric, BTV U 2.5mg (2.5mg §& 1 58) . 5mg (5mg $E 1 £) . 10mg (10mg

$E188) . 20mg (10mg #E 2 £8) . 30mg (10mg &€ 3 $&) ZH[EHRE L7-FER., —BRER, mE, bk

ORI R B IRRO b igino Tz,

F7o R 22 2RI, B F U P RS 20mg (10mg 52 2 §E) X118, H . 10mg (10mg §E 1 §) X

2, H,30mg (10mg #& 3 #&) X1 [BH% 7 HEEHR G LIRS B E & FEROFEE TH - 72 10,
10) . AESLIEAD ¢ BRIRIEEE 1995;26(2):509-522

) AAIOBMNCIRIT D EARE - A&, 15 10mgZ 1 H 1RETHD, CEHEBEBARETH 52N, &K
5131 H 20mg TH D, )

UNGY
MG R L

(4)ER3RBIABR

CIN
AR L



V. IBERICBET 5 HA

(BE) KHNTT LaF—Phamk, BIEZRZIH L, AMIB VT T A 1 EEGETER SN TWD, £z,
KITIT - T2 AAMERER (58 THHENER) TR LIZANENR N T A — & | a5 I 3iEsh o s &
IS —B LT\, £IZ T, WO T =X 2B BITHRIR LOAN: - Zatbz e T 5 2 LiTnThe
ThoeBFxbNIZI b, MERISTREME (R THRER) 240 L, BIEXRITHE
PSR (R0 28 HAHRRER) 72~ SBHAA LT,

INR)

MR L

(5)IRFEAIHER
1) BEHELTRAERICHER
9N

OWFEMET LV — R RE xS L U B MRG0 72 O 5 5 M iR
RNBEMET L X —ME B R BEEFNRICETF ) U UEEEA 1 H 110 5mg (5mg $2 1 8,52 ) . 10mg
(10mg & 18, 51 61), 20mg (10mg && 2 &&, 53 ) % 2 WG THRFTLIZFER, Rk SR ucEE
O THEREWE ) DL EOWERT 10mg BEA Smg BEIZLEER DA AR b, £7-, HMiELaeE
ICEITRBD BN b DD, 20mg THEEOIEHINRD b,
THRLPLEBMEIZLA 1E 10mg HENEY B X SR,

1) BEH fiE) : B Y 1994;37(6):754-778

QBMEzERE 2 k5 & LT &R o 72 0 0 " EH B Mgk
Ek)xlgé ERBRE ARG T ) DU ERE A 1 A 18 5mg (5mg #E 1 8, 85 ff). 10mg (10mg
e 182, 8741). 20mg (10mg $& 2 $&. 87 ) % 2 WG CTHET L7k R, SikdeEE co s
JEYGE) UL EOBGER LMIEZ AT 3 HRICEITREO b oo, BIER O A EO M
PR EH U7,
NGO EEMAREIZLA 1 10mg &5/ LB 2 b7 2,

2) EHEZKERIEAH « FEAE & R 1994;28(7):2107-2129

E) AFIORNCB T HAGEAE - AR, 1[0 10mg %2 1 B 10TH 5, GEEMBATEETH LM, &K
EEbGRIZ 1 H 20mg THD,)
UGN
(BE NEAT—% (FEE: F4Y, £504))
B« ARIOA N, 2o, MARKGBERORGE
RBRT VA v Sk, 7o 4 ab, CEER, WATRER L, B ROSER

st 4 SEAD 6~12 FOBEMET LLXF—MEE 5 BIT
. . FEFFEDURIZ X9 5 B R UT RAST BT, < Lok, &t SHEOEREH 5
T B G YE 1R

T VAKX —E R T ORI, IRROEFE FARHZ A XV 200ug, HEL IS Y 3% A
Ep bR LUE BB ARNE O EET 5 RE IR, IBROETE TR E R VE Y ORG 2 T
57 FE—VER S, iR L L QU A o IR

R 5 1 TF UL 25, 5 XL 10mg #FEERH DI T T EREEE 1 H 1 [H 2 HEES

< Ladh, @y, @, BEDZ 58, IROZFIFHEDSIERO AT [REZEHO0 (72 L)
~3 (FE) OABKECHE] O bRbEVLON 1L T Tho7z ADEIG

BT IE H GRS [ERA 0 (GB{k) ~4 (GEWIE) o 5 B CHIE]

FHEFHmEH




V. BEICEET5TEAE

F BT
RKbEWAa TN 1ILUTTho=HOEIE (%)
B A AR R 2
7T R 37.4+3.94
2.5mg #f 46.4+3.75
5mg F¥ 46.9+3.99
10mg ## 50.3+4.26
RV EFAT R H
ERSEEE (%)
it [higEpreess) DLk RS
7T v REE 37.5,/11.3
2.5mg ¥ 51.8,710.8
. 5mg F¥ 66.3,15.7
L 10mg #f 66.2,721.6
g sXis
75 REE 2.5mg Ff 5mg B 10mg #¥
(n=83) (n=84) (n=85) (n=176)
HEFLIBHIEL 15 (18.1%) | 21(25.0%) | 12 (14.1%) | 17(22.4%)
K] SR B
EHBEBORAAN 2(2.4%) 3 (3.6%) 2(2.4%) 7(9.2%)
%53 BE S D 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%)
IRIROE I E - 1(1.2%) 4 (4.8%) 2(2.4%) 1(1.3%)
T EFERENL

) AFO/NRIZE T HARBME - HEIZLLTO LB TH D,
bmg $E : WHE, Tkl B 15 EARMO/NUITEF Y CUEBRIEL L C1H 5mg & 1 H 2, #R&%E
K OBEERNC R ARG 2,
RIA4vay 7 @E, 2 E TERmO/NZIZ 11\ 02g (BFV PUHEEEE LS LT 2.5mg) %
1H 2\, &k ORENICARERL CROKEET 5,
WE . TR 15 A O/NICIE 18 0.4g (B F UV UERRE S LT Hhmg) &1 H 210E, @&k
R OBRE RN FIRRAEME L TR 5T 5,

11) AREE  NET LR —MR R E S & L T EEREGEARR (1992)



V. IBERICBET 5 HA

(8% . NBEAT—2 (EEE: N)L¥—)) 12
HAY : A%l 10mgl H 185 & 5mgl A 2 [B1# 5 OVEH O5R S J ORI o bt
BT VA T MM, ZEER, 7 a At —— HERER
B 5~13 mk D FME RN R
T2 7R R g L b 2K VRGOSR TR — 2 T A L ORE B 8mm LA E /R
T hE— B, DEREAS, MIRFREE, BYYE, b R XU UIRANC S

Er bR )
I, RS RS RS 5 nTREME & % AN 528 B b 2 IRB O /N
. RIS T Y VAR THIC 10mgl B 1IEL 5 2 I Smgl H 2 [al4F % 3 B R#EG fh7 o

BRI DIEIC T G- U, B AZ I 3RS RS % i
FE LA E PEEE 5 24 BRI K OBt 5 12 K% OIES O R iEib
Bl REAl A H M54 B OVRLEE 0D 471 2

TR H
FK
EAGEERE! A A 440 TPME (mm?) | [95%/2#E X ]
oD BID 0D/BID

wEE s | 24 BpfE# | 25.94 12.53 [2.08 [1.46~2.94]

(523
IS | 12 % | 38.55 6.85 |5.63 [3.62~8.76]

2 OIHIZI AT 5mgl H 2 BIRE DT Ao 7o,

IR E H

iR (%)
BRIEEE A 520 ({0
0D BID

223 A | 12 B2 47.8 88.6

36 RFfHl 4 1.9 21.8
KLBE B | 12 1% | 60.7 84.1
36 WEfH 17.9 38.6
bmgl A 2 [A4R5-0 )7 IRV M R RHER Sh Tz,

gl
¥ HEFRZORBE (%)
GEBUEFIH S SR I E)
oD 17.5 (11,/63)
BID 11.1 (7,/63)

TR L ORERRIZ, WInd [BERL] HHWE TBELIE#HAR L] Thotz,
5mgl H 2 [E# 5. (BID) ™A% 10mgl H 1 [E#5G. (OD) £V HRWVEIENRRERMER ST D 2 &
R i,
) AFIO/NRIZIB T 2R - ARIILTOLEY THh D,
Smg §E : B, TR L 15 A O/NEICITEF ) UERE S LC 1B 5mg & 1 H 20, BR%
R ORI O 515,
RIAvmy 7 a@mw, 2m bk THEARHO/NICIT 1 0.2g (BF VU DU EmiEE LT 2.5 mg) &
1A 2, Sk &k OBERICHRERL TROKET 5,
WE . TR 15 AR O/NRIZIE 1E 0.4g (B F VU P UERE S LC5 mg) & 1 H 200, #i&%
K OBEEHIC IR L TR N & 5772,

12) HNEEL : fEFRNE AR & L T EE MR (1991)




V. BEICEET5TEAE

2) HeEEER
(ARA)
OEFMET LV FX =R R xR & U E SRR
FRNIBEPET LV — PR R EE 25t RIS, A#1 1 H 15 10mg (10mg §& 1 §&, 11741 27 FF7 =
Y 1mgX2[EH (113 6) ZxtfEE LT 4 @IS TR LToRER, Bk i daE S CIEARRIRED [
MR LLEIE 47.9% T, 7 R T T = UHED 38.3% L A% TH o7 (p=0.004, FSMHMRE) 2.
FEREEIZOWTIIARAIRED TZEMICRIE/RR L] 13 93.6% T hTF 7 = U 76.2%IC L LAEICEN
Tz (p<0.003, UME) 19,
13) BH  falEh  HEmER RS 1995:38(1):116-136
OMBMEZERE 258 L Lz B SRR
RN B BRI B A RS, AKI 1 H 1[0 10mg (10mg $ 1 8, 135%1) 24 hF 7= 1mgX2 [l
S H (184 ) ZXPHRE LT 2 BB G- TRET L7, kBB CIIARAIR D THEEYE] L
113 822% T bF 7 = UBE 79.0% L [AI%ETd o 7= (p=0.007, [FIZEIERE) 23, BEEZE 2 TIIAAIRED
2 VEICRIE A L) 23 83.3% T bF 7 = UBE 13.5% I LA EIZEN TV (p=0.033, U KE) 19,
14) FHHZKEGIZD « HAfk & EIR 1994:28(7):2131-2145

]
O7 L —Mage A3 /N 2GR e Lic “HEMRIATHER kiR o
A : AT 7 RIS % B DR

MBTFA v | SRR, 7o MMe, EER, UATRERLBAR

B BEMET LA —MERRBIE (25l . 15 mAT)
c BRIEIRAY 6 1 UL B L W B EIE
° ‘TEE'J N FDE]
AR I FIRR

NI A AN ROE TR DR IgE iR DD 7 < L b — e IR

- B RO ERBUR A D G E O B

CEUEIR A a TICESWCHEE LEBEEE AT N 4 U EORIE

B F U D UEBERAIORS T FaXx Vs, UV ATV TV
W2t LinBUE OBEEIE O & 5 BT

ARBIRAEE T LV L O ORBANICH Y T 5 BIR

- MAEEBIME SR, HEEERIES R R ORI

VR OFMIC R A KT TRE L S b BIREE &0 L TV 5 AR

CRIRB AT v A REIC K D EMERAEET O E 2 AT 5 BIE

TRBRAN L - HENETMIC B S RIS W REMED & 2 3K & (E A L 7= |

o REEL SRR UL IR R R SR IE 2 BAA U, MEFRBIRICE L T EIe

© BCRERROME/N E A B L LT, SIEBERE O EES HIY L U7z e g i s
WMoOWELHWNE LEFEiT szt ob s BIA

Ak EREREOE LB

c R 25 A VFHIEIR O BER R 2 7 A FICE N LR A SRR A =7 (TNSS) D EAERE
AT IN10 Bz DB

Y FU OB RS Ay (BFY VUERE L LT 2.56mg Xt bmg) X7 T R
%1 H 2[5 2 BRES

FERLAE B EVREFHISIEIC 31T % TNSS 281k &

MTNSS DOFEMHZEAL,

Q¥ BRIER A 2 T DR

OFMIEIRA T D 1 HEHD 4 fERAF (TDNSS) DORRFEL

@& YERE

®ORE WBRE UINGEE) OFI%

® =P A

R TT 15

Rl R EEAmZE H




V. IBERICBET 5 HA

FEFGE A
T F VOO T T BRI T A EEMERRD bz (p=0.0087, BT .
(TvV.3.2QUMNRIND-_ETHRLERE 2R)

R AT H
(DTNSS DL,
TR 2 BICB T D _N— 27 A VMBI b OB EIX, TV VU223, 7T
TAREEL164 T, I BRIV b EF U DBV T TNSS OENRRD b,
OV RIEIR A =T DFEEEZEAL
S LRHHME, &I, BNE D BEOA Y RIERA 2 7 1%, Wk Ia R B a3
LV HRLHITED L=, IR ABLCEF U UHOTR T I REEL D BIRET
W L. IEEIETHEE TR F U O U B TERRI 2B 23380 S vz,
(@TDNSS D2
MR I IR IBIAAZE A L 0 LT L, B F U VU BE TR TR TR
72D IR BTz,

OGS
. . Y (Y U EogER
SR s FERBIHL B (%)
s o | BTV Y URE 122 26 (21.7)
Bt A A i 117 15 (12.9)
g BFUDURE | 122 43 (35.2)
SRR A i 117 34 (29.1)

0 AP ATG R 3 L TR R LA B 2R 3RE D D Rip o T
@i (A XIGER) OHIR

(k< Feotz) L EohiEIg®

AT 460 B TR R (%)
mEemm o | EFUVURE | 122 13 (10.8)

PHAA A B 117 10 (8.6)
s EFUOURE | 122 30 (24.6)
SUFHERE B 117 29 (24.8)

©&F R (FRIKEOE, TRIMMBEO GO, KW
FAT 0 XL 1 EHE SN HERE OEET, WSS U223, #EBICH S
REBWIIRD N ho T,

gl
vFU TR 77 R
(n=122) (n=117)
A EFRIBE 46 25
HEFGHR BB 33 (27.0%) 22 (18.8%)
KRR 2B E TE WA EERREIHIL 12 (9.8%) 2 (1.7%)
HIE A EHLRBIE 0 0
TGBRSE DR 591 12T - - 5 EF R R B 2 (1.6%) 1(<1%)

ERELAFEFROEEENSEOREFEFRRIITEOLNT, BEET LA —ER/NRE
FILkT28F VD VOARETRIFTHDL EBZ 2 b, it A¥ I UVIEOREWEH & L
TR, B, NBOERPM SN TV, BF Y Dr 85 CHEIR 161 (1%RH) 2
BOOLNTDHRTHST-,

5) tNEE NIRRT LA MR ARG E L EERLLEGE (2007)



V. BEICEET5TEAE

@7 ME—MERER 2 AT H/NEEX R & Uiz “EE R THRA sk ©
B : AFIOr N F7 = Ak BB MORIE

REBRT YA Shtiax iR, 7 F M, FTVE I — THER, WATHER LEGAER

*t G T hE—MEEREAET AR (3LLE. 15 M)

HARERSS 17 P E—MEREROER « BWTEE (7 P E—MERERIBETA RT 4

ERBEEE 04 ST | LT, 7 b PR R L B S R R
(1) T U Do WAL 7w FF T = AR BR[0T IO R
XiFe Faxo oy, 70D A7 0Dy 77Uk LIBBUE OB &
B
g | @ FESORSERL, UL h b BN 55
(3) M BLH - AETA~—H A LR ERGE . OB R (. U5
B5E) AT BB
(4) BEIIZ RO B B IR HEA EE A & A% R
(5) W (ST = o MR ). 5 2 BEVRAERELL OB - il % A% R
YT B FT A v n v (BF Y VMR L LC 2.5mg Y4 5mg) XIis T
AR5 Tz TRNMBE NI A ay T (K FT7 2L LT0.6mg Xik1lmg) % 1 H 28 2 @R

s

EEHMEEE | SWPGHEIRICET S (2 ) O RIERE ] O& ik

D% 9 FEO TEIEFE DFEREAL
OMEEIHERTT

BTt E H @FFEZ I FEA T DR
@FBE (BBRE UIRFESE) OHI%
®F S FER A O WAL OFPH DY

FEFGER
v FVIUBOT N TF T = VR T D IESTERREE S T,
(Tv.3.2QUNRI2)D_ETHLERE 5H)

R IE B
% 5 FEO TEIE B ORRRFZEAL
M ICRRRIAR T LT Y . MHEMICKRE ZRIBEWVITEED b o7z,
OMEZLIFEA2T
ORI R E BN b h o T,
@RHZ HPER 2T DIREFLEAL,
TR R EOIZID L. HERBICRE RBEWVIIERD DA T2,
@B (BEE UIIGER) D%

L Z2olz) UL LGRS

fa R ST I I FEI (%)
[95%1E 48X [M]
. 40 (29.6)
vFU DU 136
RIS 2 3 TV [22.1~38.1]
Ly
BRE H bR e R 196 47 (37.3)
[28.9~46.4]
vFU DU 136 64 (47.8)
AEBIERE [39.1~56.6]
1EH .
A IR PR 196 64 (50.8)
[41.7~59.8]




V. IBERICBET 5 HA

®% 5 ¥ P 5 HALO FiPH O Bt

75% L) _E DR
Rz isa JEFIEL (%)
[95% 15 #E X [H]
. 18 (13.3)
Y um
wrnmem | C [8.1~20.3]
N
Bi4a B PR 23 (18.3)
[11.9~26.1]
. 47 (35.1)
Y um
okBlega TV [27.0~43.8]
VA Ik )
SRR P 40 (31.7)
[23.7~40.6]
ek
vFVOURE | F N TFT R
(n=148) (n=135)
HERRBREBK 31 38
HEHEGFRBFIE 27 (18.2%) 32 (23.7%)
KRB % 57 T & WA EHL IG5 4 (2.7%) 13 (9.6%)
EELNAEBEGREUIE 2 (1.4%) 0
TRERSR DRy 5 (112 o - A7 E S5 B 3 (2.0%) 0

BIER OFEN ORBFHEICB N T, BF Y VU RICRE LZEWER X2 <. E
HICRIE L 72 5 b DIFERD bR o 1z,

8) HWNEEL: N MR ER G L2

BRI EGR



V. BEICEET5TEAE

(ONE peh e BN 76 2
(BE . NBEAT—2 (EEE: ZEE. 750X, N)LE¥—{h)) 151617
HIY : AFIOREMEEREIC 2 B0 7 5 1R & O

RBRT YA gk kA, 7o b, “HER, WATHER R
*t % 7 MR ERBIR AN @ 1~2 %)
F G WSO, Wik 5> b b 14T b E—MIRERE AT S BRI
E e bRAEUE Wi e RPERRE R, EE AR SR SR R R 0 [BUIR
AR5 v F VU VR 0.25mg, kg IZ 7T RE 1 A 200 18 » H &KL
F= EEHmIE H e L 0D FE B,
BTt ZE H T8N & O8E0
F-ZEAMIE

BN/ G IENE

FHT IR GRICEIT DREHEBIEEIC 2 M THEEIIR D 7= (UIEIES B,

rgesXis
vF U OB 7Z R
(n=399) (n=396)
R HEFELIBRHIE 393 (98.5%) 391 (98.7%)
HEQAEFLRBUIE 37 (9.3%) 54 (13.6%)
REBEGREEECERVEERAEEREH 1 (0.3%) 5 (1.3%)
%k

TEBRIE DO H-H 2T » 1= BRI B 11 (2.8%) 15 (3.8%)

USSP N 65 (16.3%) 55 (13.9%)

KSR BR & 5 8 C & 7o WO R EAOE IR 1 (0.3%) 2 (0.5%)

AR D/NRIZIT 2 AGRBMAE - HEIFUTO LB T D,

Smg #E : W, TR E ISR O/NEICITEF Y VUEBE S L C1E5mg 2 1 H 20, #A%
R OBLERTICR O 595,

RIA4vmy 7 @i, 2mUETmARmO/NZTIZ 1 0.2g (BF Y PUHMIEL LT 2.5mg) %
1A 2, #akkOBERICHRERL TROKET 5,

W TR 15 R O/NRICIE 11 0.4g (B F U UHMES LTS mg) % 1 H 20, @&k
B OBEERTIC FRE i L TR A 5-T5,

%)

15) ETAC Study Group : Pediatr Allergy Immunol 1998;9(3):116-124
16) Simons FER, et al.: J Allergy Clin Immunol 1999;104(2Pt1):433-440
17) Stevenson J, et al.: Pediatric Research 2002;52(2):251-257



V. IBERICBET 5 HA

3) REMHER
59N

YRR L (RGN CFEYRVERBRIC OV TR E R L)

UhR)

O7 LF—MaRE2GT 2/ NEExd% e L RI#HF G5 D
Y AAlORMES (128H) (2B 2HME, ZEMEORKES

RERT A FER, BHIHRGHER

I < BT LAX— e BIR (2520 B 15 MOk
c BRFERD 6 » ALLERHE L T b BIR
< PRI

X . LSS

ERTEIEE N AL AR K OE = ZxET B RN IgE JuikAE b7 &b —FR B0 IR
ST AT REREGR A AN MO BUIR
CBJERAaTICESOWCHEB LEEEEA a7 N4 L EoBRIR
R F U D UEBERAIORS e FaxePr Uy AUV T YDy
2kt LBUE OBEFEEO & 2 BIR
BRI N EET LAY O ORI EE Y T 5 B
MmEEEPE S, FERER 2Bk o BIR
 IBBREROFMIC B LT TRRE L S 2 REE AL TV BB

. s CRIBREAT A RIRICE DEMIRR A BT D E a2 G0 2 B

EpBRAMEUE I , . Ch o
© FONFIAM ISR % BT AT REME DS 8 2 BN & L7 R
o e B SEERIE SUR IR RSS2 BIAA L. HERHAIRICE L TRV EIR
< SRR OME N E A B E LT, SESEREOWHEEZ B L Uk S E i U m
RoOWEL H & LRz EfTasnizZ tob s
e AZ I VRIZ L BREEET LT N ORISR IR 2 AT 5 B
- Ak ERER A DR LT EBIR

. . CFVOUEBE R A vy Y (BF Y PUERRE L LT 2.5mg XX 5mg) & 1 H 2[A

BRI E .
12 R 5
HEME
Of 8k A 27 (TNSS) OfRZEAL
Q) BIER A 2T OFRFRFEAL

S @FEIER AT D 1 BFEHO 4 fERAE (TDNSS) D2 L,
OLMSEE
@fBF (BeSE IGHEE) OIS
GL Y3
gl




V. BEICEET5TEAE

MTNSS DR,
(TV.3.(2) UMRY 1) @—RERRAER) 3/
QW EIERA 2T DR,
< Lo&3fE, St R, BNZ Y EROE YRR A 27 13, BRI 2 #E i
RN, FDORITESCHITHAD L, 18RS 12 8 £ T&E U UM AR L7,
®TDNSS D21k
TR 2 38 F TR, ZOBITRELNTHED L, RFEH 12 8E TLELTA=

T OUEDFE LT,
O sEE
[P EYE) DL EowER
BEAT 7 JEBIEL FEBIER (%)
[95% 15 #EIX ]
Bk TRIEHA 12 % 26 13 (36.1)
ST I Rf [20.8~53.8]
OfE (BRBE UIGEE) OHI%
[E<leo7z) ULLEDGFEIZE
S R B FEBIEL (%)
. [95% 15 FEHIX [H]]
R TRIEI 12 ¥ 1% 56 16 (44.4)
ST Ik [27.9~61.9]

©sFTR (FRIGEREOER, TR AR, AKMEsuE)
TR RO IER X O F AR O AR O/ 2 2775 0 303 1 & HIE SN RE OFlE
. T 4 % £ TRCICHINL . T0%IT 12 BB E TIREEDETHR L, ¥
7oy ARMESWEDZ T A0 T 1 &HE SNIHERE 0BG T, HREWILE 2 bink
W 1EBC) T TR 2MFICHINL, 20%IT 12 8% E TIRE—EThoT,

¥k (n=36)
HEFGHRBMNH 51
B EFGIRBBIE 26 (72.2%)
KRR & I TE WA EHERRIIE 1 (2.8%)
LA FE A FEFRRRBBE 0
TRBRIE D 5.9 1 F - - EFLRBHIE 1 (2.8%)

HEERITT2.2%ICHBDHN., HbELBD ONT-AEELITAEL 14 ] (38.9%) TH
Slz, BHEGIC L 2 AEFSRBEE ORFRIBINEED SNz n-o 7z,
BITEAE THREE] o AIEREIEMAS 1651 (2.8%) IZ3RO bhT,

) HWNEE  NERT LR —ERR 2R E LRI GEER (2005)



V. IBERICBET 5 HA

QM ERE AT /NG & L R GHER 9
B AFORBIRE (12 8H) (280 58201k, Latkomst

W7 A ZhakdeFE. EEM, R 53R
PO KR ERERIE (2L, 15 mAH)
TRIEBIZHEI ZSFELZA L, 12 HBORMIRRENS LI L HEr S5 &
BRL L AR
RIS - BRERRE . T ME—MERERGE [T R, BAKRERFES 7 MY
EE—— —F%%&@E%-@%%@(7%5—%&%%%%ﬁ4ﬁ34yzm4&ﬂW)LUEU
245, ]
CFEISRE  AMEES (R hR TR, EERSEEERER L) TAMEEL . YRS GEMEE
B L)
C R O FRIE - REVEREE O FEE, RPTHERIEE S FEE
T BT ) OV BAORSXITe Raxo vy VIV Vy A7)V T YUk
EERAEE e omo 5 5 08
. . vFUOUEBE R T A vay Y (BF ) DU L LT 25mg i 5mg) 2 1 A 2 |
RERTTIE .
12 A5
A2
D% 5 FEDO TEHEE ORRRFLAL
P QEF DFER a7 OREEL
O@BE (W UIGEEE) ORIZ
DFz29% O FEIEE ORREL
et
D% 5 FE O EIEE DRRFFZEAL
BEOW N E IFEOBEENRD LIV, ZIOFEICKT 2RI G TREE TR T5H 2
L, BWELTHERRE LT,
(TV.3.(2) UMR) 2) @—fERERERER) 1)
OBEE IFERA T ORIGE
R LT,
B O@BE (W UIRGES) ORI
i (X< aote) W oG
BAfILEE:!] SEBIEL SEGIER (%)
[95% 15 #E X ]
TR 12 1% 73 37 (50.7)
T S I [38.7~62.6]
DFB O FIEFE DRRFFZEAL
T 4 1% £ ORISR T Lo, 1AIEIM 12 % £ TIRIE E DM 2 /R L7T-,
% (n=73)
A EFRIIUFK 63
A EFGHRBBIK 38 (52.1%)
N RIRBAMR & & E C & 22 WVE E RSB 1 (1.4%)
e B S F R R IHIK 1 (14%)
TRERIE D B 1k 2 - I A E RIS 1 (1.4%)
AEFELT, 52.1%ICHED LN, bBE L ALNTAFEFGITRMEAK 14 # (19.2%) TH
o7, FBMEEIC X A2 HEFRIEBELE ORFEIMIRD b ho iz,
BIVEFIE THEEE ] OMEIRA 161 (1.4%) (380 bz,

9) FEPEEE : NEAFER E R B A S & LTz R G ER



V. {BEICE95THAE

4) BE - REAFER

s B L
(6)AmAER
1) EARERE - HEERREBE (BHAT) - WERTHERRR (TREBFRRB)
(A A)

V. 8. BI{ER) =M

hR)
V. 8. EI{ER) =M

2) RRBEHE L TEBRTEONBERITERE L -RBOBE
RSN



VI, Ho BRI DI H

VI. ExhEFEIE (Y 5I1EH

1. EEPHCEES B AN AME
LARETY USRI, TART Y T AT MR, T E AT R, ARy O, 7=
V72 F VU, AXY NI R, S NTF T2 T B, XA ZAFURVVEBE, T 2O R
5 3 v Hy BRI

2. EIB{ER
(EFRERL - {ERAKR

(VEFEAL)

1) SR OEEMEMRICHFTET e A% I Hi /K

2) GFERER. EWMING, 4FPERZR & ofia
(PEFIH )

AFNTT L2 —FUGSORIRAR & AR O MFHIZAER T 5, BIRFH T, IEIRAY D0 Pie 2% I AEH
&R S O a A 2 b U = BRI L0 7 L LR — OREIEIR 2l S BT D, B T,
TFRRER Dl L IHMEALZIH4 5 2 LIk 0 7 LLX —MERIE DR LR AZMH T2 L E2 b T 5,

(Q)EE R 1T BRI
1) Pie 2% 2 AEMH
Ot 2% v Hi R A&
i) BF U D UEBEIIZAEEARBRICBWNT, B RAZ I HIZARIOBIRIICHK S LTz, XX I
Ho, /XX Da, ®m F=0 5-HTe, L ANV UBZFRITKT 2 BMMEIIMRD TR, 7 FF7 =
R0 Hi ZBFEMERIRER B (nvitro, 7> b« EF Y ) 18]

OtF T UIEHKIE @7 +FIY

EXZIY Hy ERHS2 H4
1 1

N NG
: N
/ 01 N\

1 1
tOok=2 5-HT2 F/822 D> tak=> 5-HT> (AP
<0.006 * <0.0018* 0.143 0.0035

*  ICs ENREEHNTHE-ORTDEL YEBREFES S(T/PhE

@EEICLI=AL., FRBRLEOBMUEHE, EEFIOER LI H(CHT HEMEE1 £ LT,
BERBHEADEIME (1Cs D) ZXHHRTHRRT.

EEZREAD) Y FEAHEE (ICs fE - uM)

NN N N « o~ N .

1 EAXIH) | EAZ I He KX Do |[Em b=25HTy LAHY
v F U U UERRE 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 ##& % #ifill L+ ® Ki fEiX 11nM
Thol, —h. EAX IV HeZBREZII LD & LIEZOMOZEERICH U CIRET L2 BE T
EAEBFMEERE T BT U DU O B 2 X IV Hi ZRERICH T 5 EO@EIPER GRS b7z (in

vitro) 19,

OtF) DUBMKIE @75+ FTT Y
ERAIY Hy ERAI Hy ERBI Hy ERAI Hy
1 <0.0011* 1 0.0000052
5-HTzn . 5-HT2a :
<0.00011 TELFUZ a4 0.023 TELFIZ oy
<0.00011 0.00025
FRLF  a; FRLFU as
5-HT7A <0.00011 5-HT {5 0.00014
<0.00011 : 0.001 0.00043 0.001
1
LRAA) 2 My K/82> Dy LAA) 2 My K822 Dy
<0.00011 <0.00011 0.037 0.00043

O@IEFRFY
ERAZY Hy ERBIY Hy

1 0.0017
5-HT2a

0.079 TRLFIY aq
0.015
FRLUFI  ar
5-HT] 0.01
0.00073 0.001
1
LAAY) 2 M4 K/R22 Dy

<0.000011* 0.001
* o |Coo ENBEFHENTHHORTOEL YEBRIZE SIT/PhEL

OZEXINDERE IV HIRRKICHT HHMEE 1 £ LT, IRBAEADHEME (ICs0 D) ZRHBRTHEMERTR.

EEZBR~D)H Y FHEEBEE (ICs fE - nM)

ZRE | eAZI | ERE I TRV | TRV Y| BRIy | ARSI Y v 5-HTy4 5-HTos
S ] Hy Hs a1 ag D2 M,
BF VU | 11£0.67 | >10000 | >100000 | >100000 | >100000 | >100000 | >100000 | >100000
rRNFT = 0.520.06 | 2200450 | 2100120 | 3600100 | 1200280 | 14*0.15 | 120060 | 23*+1.5
TEFRF 1.1+0.16 | 640+62 75+19 11035 | 1100+250 | >10000 | 1500220 | 14%0.32

Jik v MAK 2 H, 28K % 58l E 72 CHO (Chinese Hamster Ovary) fllfaiE, €/ v b KRINEZE

. 7y FORMEE &

FAV, BEAZ IV Hy, HyZ&E, 7RLTF U ay, ag K830 Dy, AAH Y My, 5—HT ., 5—HTys OAZEE

W25 ATEEAN ORGSR 2 JE L7,

@M e A% I v Hi B8 FE (ex vivo, T v

~)

TF VO UEMREEY T v MIEERNES L, TERBICHERY H L, BT v Lz ) 9300k A

Z v ARG BRE T - 7o,

BTV OUEBEOMNE 24X I Hi RO HEAERIT, d—7r L7 =T I AR RKAIOMK

NEA I~ OFERD /20T &SRR S LT 2,

v FMERERZ IV HI ZERLEER

H—E) 7 UG

fmol /'mg ¥ B it
R T ERA EEE (%)
AR AR 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
b Fa¥v Yy (10mg kg) 0.3737%%%* 0.082 84.3

BB | A R IR IR L CIEEN RS- L. 1 IFIRRIC T v P BRk LT

L. REVFAAXLTSH-EY T I OEERBRICH L,

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

—32

o EHITHAZ R H



VI, Ho BRI DI H

@t A¥ v Hi S REFEHER (i)
TV OUEREIX, ATy PEROE MEHKESCOEE OB A X I A RERARICEHE L, T
BF AT RIS LTI E A SIERZR & Rinod 1820,

@e A% I UREEEOSIEIER (e b SAEANT—#)

1) BEEEERAR T (n=20) ICAF LD 2% IV ElZ 7 m AF—_"—KIZ IV EE L, e AX I
JERUGICHTT DR A T EERETRA Lz, F Y DUERBRIT e A ¥ I VRIS A 5% 40 4y
DHABISHH L, ZORFIT 5 FiH%ICk K (94+£9%) L7220, Ltk 24 Wil & CRffe L7z, 372
bbH AKFNOBZEMEIEROFBILEL)H T, TOEMITER DR, ORI TH -7z 22,

i) EFRRAS T (n=14) CTRERICHRF LR, 85U O UERE TS 1 RIS s 3 %
AL, ED% 24 K E TR Z2IMHIN R 2 Fie Lo, &L 2% I U380 0~ 24 K ONZ HifE
i THEAE (AUC) B Al A ¥ I B IRIEHTUER OM11%, £ F U P UEBE, = v 25
INRRF v mIHY TTRERDIETH T 29,

(mm2) —e— tFUDUIEEIE (10mg)
30 - —A— IE’TZ?“/(ZOmg)
. —&— I/ARFU(10mg)
o5 00— ZT¥VY7zF22(60mg)
; —0— A3%Y2(10mg)
20 - —7— T5tR

&

15

o B

10

T T T T 1T T T v T 7T T T 11
10 12 14 16 18 20 22 24 (B[

R’ E5®ER

GE: 1 H2REBEQOEFI-DVTIIRER 12 BEFETOREEZERT)

ERSIUERBB R RINGIER

(BE) WERAIOENICET 2@ Ok - HREiIko LBy T3,
GEMITRL IR L E TS HTEE W)

Al M- A&
. . e, o B 0 18] 20mg, 1 B 1A ()
TETAFY faZ¢ . 18 10~20mg. 1 A 1 [ (#9350
TRAF 108 5~10mg, 1 H 1[0 ()
T7xXxY 7= Y | 1E60mg. 1 H 2\ ()
=R SN 115 10mg, 1 H 1[5 (HEjE0)

Ot A X I UEREOSIMEIER (e b, SMEAT—X)
TR & 7 LV —ERREE GERFEHY) (2T, F U UUERRIEITE 22 I VFRIZL H<
LAz T eI S, BIEXERI LA 2 A BICHfl L7z (p<0.001, —IchliEs#riT) 29,



VI, S E B4 D IH H

2) GFERERIZXTT B 1EH

4 B 4 7 H]
YTV U UERREIE T LV X — BE O RN MAFERER D PAF (M IMEIEME(LIR ) X FMLP (N—74&/L 2
NAFF=npuaf v NT =)V T 7= AMEKEESLTF R) 1K DWEEREEZIEI L (n vitro, &

]\) 25)O
({&.10HPF)

40— PAF(1uM) FMLP(1uM)
ol - T

47 sk
10 —
0 /

0 10 100 1000 0 10 100 1000

tF)OUIEIE (ng./mL)

T F O UIRFERIE O E T EL B RE HI I 4F A
(n=13, P RAERE)

0 p<0.01 (RHPRBEE DR, t #RE)
10HPF : 3 &L K CHEMEED 10 1A%

v F U Y UHRREITET ORI E T, {807 LV T UEEIIT K D BUFHERL L~ O I R BRlE A 2 #] L

7= (invivo., & k) 20,

(%)
30—
20—
[
Bk
ﬁ_{? 1
i %
£ 40 T
0

T5tR EFUSUIERIE 10mg B[
TEMT UIVT U E RIS HEMFBREREEEICR T 21T DUIERE O HIH 1F A

BRE 8 I Py AR
* 1 p=0.006 (7F &R L DHE)

£ AT AT I EHURE LTREERELZT v FOMERNICHURZTEA L7z & & I24 U 5 HIRERD
R, o0 CovF I oz EERNER G LTl Z izl vmtilsni (nvivo, 7 v 1) 27,



VI, Ho BRI DI H

QUFBLERDOIEMEALINE] (1n vitro)
7 LK —BEORMMAREERITIEEL L TEBY, A= —F %P1 REEANTTEL TS, BTV U
WIS AL U T D AFRER DN & D A — /X — A% o NEEAEZ A I L7z 29,

(nmol.” 5% 105 #lifa)
6_

@ xR

O &FUPUIERE (10ng/mL)
[0 £FUSUERE (100ngmL)
A EFIVDUIERRE (1000ng. mL)

(n=6, FHELIFTERE)
* p<0.05 CHFRBEFEDLLE, t1RTE)

O—ON T UHE Y ki

B R (9)

ErFEEERA 5D Superoxide anion E A HNHIVE

OaF B ERIEE R 1 EAMEIER (ex vivo, in vitro)
T LT —VEEBREBE DI TERE IV T IA A ) 747 TR L= T 5 LTB4 FEAIL, BF U Y

UHEBRIE O EC X 0 HEICHH STz 29,

DEFREROEZEIHIER  (1n vitro)
T F UV UERRE L. PAF B X 5 b MFERERO b b ERIR LA AN (HUVEC) ~O R84
ZIRIFE 2RI L, ARREREEEIC T 58T U O R O M 2h B3 g2 35 4y TR BLOFHET & B L ¢
VWD ATREMEASRIE S U7 29,

3) AF ¢ =— 4 —WHERIER (in vitro)

vF U UUOEREIX, v MR oREREIC L e a2 b2y Coy Da RONT O AKX TS50 Da D
WERE 2 P L 7= 80,



VL

NS PRIC BT A IEE

(B)E AR IR - FikhFm

FEANT—H)
b AKX I BRSSO R
(A) 22

VEFZEEER - Frpeif < S 1~24 FER, FIBEMH] 40 4y ~24 HERE

URE) 12

fER N (5~13 %) 66 BIAXIRIC_EER 7 v A4 — \—IECERIEAIZ 2 FE (% 33 #1) | . R

WZEF VP25 1 I 10mgl H 117 (OD), % 2 #Z 5mgl H 2 [\ (BID) 4 43 HH#& 5. ﬂﬁﬁ@ﬁi

IFHONEICE G L, B AZ I UiFR G ROGCRER 2 S L7,

TEFIZE BT - wlElf G 4 BEfI#%  (BID, OD)

TERFreFE - wlElH G- 24 FFE#: (BID 086, 2 BIH &G 12 Fiff#) &k Ok b 12 i (0D 03
A, 10mg e G- 24 Fi#%) 1281 % BID Oz o £ gL, OD 0 1,/2~1,75 L4
TThoto, £, ks 12 R%ICEIT 292 OMHlI=E (PR, SUFFEE) 10D T
47.8%. BID T 88.6%. ALEEOIHIFITZNZIL 60.7%. 84.1% TH V., Wity BID @
TIRENLTWE, S BITHREES 36 FF##E (0D D4, 10mg FERf&4x b 48 Kift) |

B HIHE OHEIZRIL OD T 1.9%. BID T 21.8%. FLEEOHFEIRITZNZEN 17.9%. 38.6%
TH V., BID Tidfi 500 ERFFFAE L72RICbite 2% I UAERMFRO bz,



VI g B4 5 H

VIl. ZMBEICET HEE

1. M REDOHR - AIEE
(1)ARELED G ILFIRE
MR L
(2) 8= = I A iR B B B
VI 1. QERREBR THEIN-OPEE] S
QRERKRABR THASINI-MFRE
1) B . HERR AR5
OtF D UiERIERE
v F U U 10mg (10mg §€ 1 §8) ZHEIRO#EG L7256, S0 S v, #5469 1.4 REf#
A MR (Cma) 214.5ng,/ mL (23 L, MR EE NI 7R CTH - 72,
Flo. BF U U UHERESE 20mg (10mg $E 2 §8) & HEIROFEG L7256, G E2OEINIES T Cna D
b AUC O RNFED Hiviz 10,

BANIZET BT DU IRRIE e B [ R 5 8 0 M E iR E D #FS

(ng/mL)
500 _| —— :10mg (n=8)

B :20mg (n=8)
400 g ‘ (FHfE 12 HERE)

s - B

[T T T T T T T T T T T T T T T T T T T [T T T T [T T 7TT)
0 5 10 15 20 25 30 (EER9)

BE & EE

BRAIZE T EFI ORI R E R SR OEYFE/ T A—4

&5‘% Tmax C max AUC T1/2
(mg) (hr) (ng,/mL) (mg * hr L) (hr)
10 1.44 £ 0.50 214.5 = 35.3 2.0 = 0.3 6.73 = 2.30
20 1.50 £ 0.38 438.1 = 111.8 3.9 = 0.9 6.79 = 1.85

CPEIE R HER 2, n=28)



VI HPEhae B4 2 H H

QtFUPUERE RSOy T
HERERAICEF U VMR T 4 1 7 0.8g & MBI LSt e/l S, #5409 0.82 B
(Rt £ 0.75 W) IR i RIS (Cunne) 413.6ng/mLL (L, YEIREET S EBUNIZRD 8
W CTd o 7z 8D,

BAIZETEEFIDUREREIER - PSP 0yTREIR SROMERREDHER

(ng./mL)
600 — .
—e—  FZa4nvyF (n=24)
500 |- —o—: &£ &l (n=24)

400
m
B

300 -
i
3
J‘-&; 200 -

100 —

| | | |

12 24

R 5 &R EE

)

BANZBTEEFIOUREESR -FoM 0y TBEIR SROEYEE/ T A4

=L Tmax C max T1/2 AUC
i (ho) (ng,/mL) (he) (mg - hr /L)
10mg # 1.13 £ 0.52 440.9 = 144.7 8.36 = 1.63 3.0 = 0.8
KI A4 mv70.8g 0.82 = 0.39 413.6 = 130.5 8.03 = 1.45 2.8 = 0.8

CPEME ERYERZE, n=24)

QEMZEHIRIE M
fEFER A B F 16 BlictF U ¥ U HEetESE 10mg (bmg #& 2 $2& O 10mg $8 1 §8) %7 10 A4 — "—JETH
[BIRE AP 5 UTofER, B RS &l S iz 82,

5mg fg& 10mg FEIREZOMIBFEED Ca& AUC

TH H il 7l SR R A 5mg HEIZxT D %
Conas 5mg #& (2 #E) 323.6 £ 50.1 100

(ng//mL) 10mg 5 (1 4%) 310.1 + 77.7 95.8
AUC (020 5mg b (2 57) 2.381 + 0.343 100

(mg - he /L) | qgme g (148) 2.379 + 0.491 99.9
Bt (1—B) Bk (o) =0.1, A=0.2 TAUC 99.9%. Cmax 89.4%

/hRZE (D)

SE0) 95% (2K

a=0.1, 1— B8 =0.8 TAUC 10.2%. Cmax 17.2%
AUC*8.3%. Cmax*+16.2%



VI g B4 5 H

2) /MR

HARNOBEMET LV X — P @ e BRSO IR R BRI 2 5 5 & UT-ERREER 5 3Bk, 570 Bl b6
Mg AR 994 miA vy, REERSE @M GEMIRG2RE T V1L, NONMEM) %#17-7z, £0
fi e, WEALZERL LTRO LI, 2~6 % O/NE (KERREICH T 5REOTRIE : 18.0kg) OEH 2
77 A (CL/F) 1% 1.64 L/hr, 55AafE (VIF) 1£11.9L, 7~14%o/0E ([ : 31.0kg) @ CL/F % 2.11
L/r, VIFIZ17.7 L &HEE STz, £72. 2.5 mgl H 2 [a# 5RO EFIRRERF R AR MG FIRE (Css min) K&
O MG TR (Cosmaxy) (X, FHFH 58 + 25 ng/mL K18 214 + 50 ng/mL (CEH) =R DIT
kR EHEE S, 5mgl H 2 A5 Cosmin XY Cos max 1L, £4EH 100 = 40 ng/mL & 308 = 74
ng/mL & HEE S 417z 39,

*) 1000 B MG FREHEEZ > I 2 L—1a Lz & & OHEEE

Cosmin : EHFIRAEIZISNT D Fefiif i g

Cos max : TEHIRFEIZ IS 1T 2 die i oL o e s

2~6 mDI/INR (IAE 18.0kg) IZHITAMAPEF IS VEEHBDMT

(ng/mL)

—— BARANNEOREHBOTRE

500

7 BARANDROMIERREDS A—tE 2/ )LEE
2 95% /38—t 24 JUEDFEE

— SEAMNNEOREHBODRE

[I[[H]] SAEANNROMIBRBEDS/ A—t 21 )LiEE
95%/ 38—t 21 JUEDFE

ol i

BAABAIZZILTYS10mgE1B1EE 5 LI-EEDCss max

BARABAIZZILTYI10mgZE1B1EIR S LI-&EDCss min

0 2 4 6 8 10 12 (B5RE)

RE®ERN

7~14 JmO/NR (IKE 31.0kg) I2H T2 EF IS VEEHBOHTE

(ng/mL)

500 —  BANNEOREHBOHRIE

7 BEAANNEOMIEFRBEDS/ S—EU2CLEE
7% 95%/\—t 24 JLIEDFEE

T ——  AEANEOREEBOHRIE

]
,///////é/rh.'.'?'r,‘gn. I“I
20

27

[[[]]]]] SHEANROMIEPREDS/ S—t2/)LiEE
95%/ 3 —t 24 JUEDFEE

o i B

BARABRAIZDILTY910mgE1B1E% 5 L1-&£EDCss max

50
BERABEAIZDILTYS10mgE1 B1EIE S LI=E£EDCss min

o 4

2 4 6 8 10 12 (B5RE)

BE5 &R



VI HPEhae B4 2 H H

3) HEHERAS T, EROES
YTV P UBERRIESE 20 mg (10mg £ 2 §8) % 1 H 1[0 7 HRFEKER O£ 5.% O M R (LR E OHER
EIMBFRE T A —ZIFIRD LB ThoTz, #5 1 HRILEONZ AT A—FEHWvIal—vay
TIRMARE IR S 2 B HURRITEFREBL 20, BT AR ECICEONEENEIZ I 2L—v a0
EROIZFE-HL TRV, 52 L2 ERMEIEEED bhkno Tz 10,

EFIDOUIREKER 7 BRREREROMBEHREDHS

IR OP =

(ng/mL) — 20mg 1B 1ER5HOVIaL—ar @ EflfE (n=6)
700 —
600 — [ J
- [ J
5004 @
i _
$& 400
q: —
# 300
= 200
100 — U )
e R R R R EEEEEEEEEEEEEEEE
0 24 48 72 96 120 144 168
A
W[E13% 5 1% FFRE
TFIUDUIEEIRER 7 BEIREER SROEMEE/NTA—S
. T max C max AUC T,
BEHK (hr) (ng,/mL) (mg * hr, /L) (hr)
1 1.83 547.8 = 50.4 5.8 = 0.3 7.27
7 1.75 624.5 = 26.4 6.5 = 0.6 8.48

CHPEME EARAERSE, n=6)



VI g B4 5 H

4) BEEHRE
(BE . HEAT—42)
R B E L O EERE 1502 F U O UHEREE 10mg (10mg 7 7L 1 17 B)V) & HEROES
L. Pt RSB LR L, B I I L 7F=02U7 5% (Cer) >90mL/ min, % II B
Cer31~60mL, min, # III #1% Cer7~30mL,/min Th -7z, ©F U 3 DI iR 2 - Jaid] 1 3 v %
EROEEOEEEREICBOTHRIERE LIZZ L L0, v F U P ORI HiEICHEBES NS, Z L2

TR X U7z 89,

BEREERFEICBT5EFIDUIERIEOMAETEE
(ng./mL)
350
300+ R OFI#H
250 — O s
m VANG P11 ::
=3
/B
i
=
E
07 O [ ]
TTT T T T T T T T[T T T T T[T T T T T[T T T T T[T T T T I T T T I [ ITrm]
0 12 24 36 48 60 72 84 9% (E5RS)
5 1% F5ME
BEEEFICHITE2EFIOIIEEIEDEMEFE/NTA—2
CCI‘ Tmax Cmax AUC T1/2
(mL,”min) (hr) (ng/mL) (mg * hr, /L) (hr)
FHIEE © >90 0.9 = 0.2 313 £ 45 2.7 = 04 7.4 = 3.0
HINAE : 31—60 1.1 £ 0.2 356 = 64 6.9 = 1.8 19.2 £ 3.3
FIIRE . 7—30 22 £ 1.1 357 = 172 10.7 £ 2.4 209 £ 4.4

CHEME =R AE R, n=5)

F7-. MEENTEE 56 (Cer =7mL,/min) (Zk&F U U 10mg (10mg 7 7 &L 1 H7EL) 25
Prifsa 3 BFEIRTIC HLEIRE O # G L72355E . MiE TR BT IS0 31 19.3 W] & BHERE IE W & IZ e &
DR bV 39, FEEERE T, MPRENE O R 2D S, MPRERERT D720, 7 L7 F=
Y7 UT T AR LT, BEROMENLETH L, v, 7 VT F=27 U7 7 Z73 10mL,/ min AJif
DEE~OHEEIIHETH L (VWL 4. AERVAEICEET AERALOEELZOER] ).,



VI HPEhae B4 2 H H

5) NTREEHEH
(BE : NEAT—%)
SRR MRS B I T U O MR 10mg (10mg $E 1 88) & BRI N5 L7256, ITHREE 7 Rk
N BNTHA I PR TR R OIE R, Cuax D _EFH- LT AUC O¥ERD A2 5Tz 36,

EFIOURRRIEDFIEEEEICE T 2EMBE/SA—4

‘T”Q fg‘ % Tmax Cmax AUC T1/2
(W, BED (hr) (ng/mL) (mg * hr,/L) (hr)
10mg
(FFHERE % A 1.0 = 0.5 384 + 103 3.3 = 0.9 74 * 1.6
n=14)
10mg
(ECRSMEREH 1.0 £ 0.4 498 + 118 6.4 = 1.6 13.8 = 1.8
JFEZE B, n=6)

CREfE AR (R 22)

Fio, T — ML H D VITEEFEZ A (postnecrotic liver cirrhosis) B3 X OMBMEAEH 9 -
JF AR UM MEATAEZE | R ERR IR/ ) B s T U ¥ IR 20me 2 IR A& 5 L7256,
Ti 2 DIER & AUC OERBFEDH HALTWD 30, T b ORFEN D, mEOIFEERE TIL, EHE Bz
TEFEHEOYRE) NoRGERE TR EEEIIERETH L,



VI g B4 5 H

6) e
(BZ . HNEAT—43)
fEFEZ I CRE &L A7 &7z 37~86 1% D 30 HlicF U ¥ U HEetE 10mg (10mg 7 7k 1 7k L) %
HERR OG- L, INEIC X 2 RNBNRE~ DB AR LTz, Cmax IERA CEXJER 53 5%) ICHATHEEGHE
CEBAER 77 7%) CTHEICE . TL 2 TR THEIZEN» 57208, Toa [IXEZRD N5 T,
RAD 7 VT F =22 VT T A CFE 8TmL,/ min) IZHAREEFED 7 LT F =27 V7 7 A (F¥) 53mL
/min) XEIE T, &EE BT D ARFORYERE T 2 —F OB, BEECKTFICLIb0EEZL
nir- 33)o

EFIDURRRIEDSEMEICS T HMEFIRE

(ng.”mL)
500 —
400
M 500
/A
EE 4
= _
£ 200
100
e I B B B B B B o B B
0 12 24 36 48 60 72 (B5RR)
R 5 &R
TFIOURRRIEDEREICS T AEYHE/FA—4
& 5‘ % Tmax Cmax AUC T1/2
(BB . 50 (hr) (ng/mL) | (mg-hr /L) (hr)
121}%\ n—14) 10 = 05 | 384 = 103 | 33 =09 | 74 * 16
10(2_%%% h—16) | 09 =03 | 460 £ 59 | 56 = 1.8 | 11.8 + 5.4

CHEIME = AR AR R 72)

(4)P =i
MM EE e L

BG)BE-HtRAEOFE
T YU U UEREESE 10mg (10mg $8 1 8$8) AL FISHERE TR ORHO 7 v 24— —{ETHER N
Be b L, MAETREHBICTT 2R FOREBEL R LIz, R T TO AUC KV Cuax (TBHEGOMEOK 1.1
fECRET 2D T 32,



VI HPEhae B4 2 H H

TFICUIERIBROMBEFREICRIFIEEOZE

(ng.”mL)
300 —
—— : B % (n=12)
250 —| ---O--- : BT (n=12)
(il +1ZAEEEE)
200 |
m
<3
150
=
=
100 -
50 -
0_I]II|IIII|IIII|IIII|IIII|IIII|
0 5 10 15 20 25 30 (B§RED
K5 &R
TFU O NEBRIE R DEYINE/NSA—2 (BEDOEE)
s Tmax Cmax AUC (0—24) )IZKEPEF#_H:%Z‘ (0—24)
Bel3 %A (hr) (ng/mL) (mg - hr/L) (%)
MR 1.38 988.7 * 45.2 2.4 + 0.2 50.6
" 1.46 256.9 + 38.3 2.2 + 0.3 52.0

CPE AR A, n=12)
I. 7. BE/ER) &R

G)BEHE REaL—>3Y) BIFICKYHIBALEEMARNSRESHER
N
WAEMET VL — PSR BRSO R R R AR &b G & U 7= B RARER 5 38R, 570 (512> B 15 & 7z i i i B
15 994 s AV, RHEMSRWEREMRIT 21T o772 & 2 A, KENSIELRE L L TRO LN ),

2. EYERERI/T A —4
(MR A&
UIR)
WA T L — MR A B I TR R BRI 2t & U7 BRIRERER 5 R 65 o - g iR A v,
REEHE T GERIZIRGRET Lk, NONMEM) %Z{7-7 39,
(2)MR IR E E
BN P2/
B FTRASE) T«
M ERR L
(4)HRERETEH
MR L



VI g B4 5 H

BYIINTIUR
(A A)
BERERR A 10mg HERE OS5 © 87.10 £ 6.17mL,min (CE¥E £ IEHERFZE, n=8) 10
(QFXiE~y
(A A)
(BZE . HBEAT—H)
fEER A 10mg B[R 05 : 0.50£0.07L kg CEHEFEHERAE, n=5) 39
(7mBFEAEESE
vF U201, 1 KO 10pg,/ mLEE O in vitro \Z81F % & MR A & OFAER CEERENTE) 137 92%
(£ 92.5+£0.28, 90.7+1.62, 92.20.15%, FHfHEAEHEFE n=3) Th o7z ),

(BE) VL7570 MUEEARAEREOT LTIV EOER, $7-. 7474V, 7=/ T70—
b NA RaarFyr U7 EANLAOMBEEAMBAERICAANIEE L RIS 202 ERA LN
S>TWD,

3. B ¥
WIS - T LA
W I SR HEE T0% LA L 39
WG BR DAFAEDHERE ST TN 5 39,

4. 5
(1) i — A BE P9 @ @
ME R L
(8%&)
7 v MZ UCEEGRE T U 2 1mg kg & HERE O $ 5 U 72 IR VAR R ~OBITIXIZ E A ERO B
TR0 Tz 40,



VI HPEhae B4 2 H H

(2)Mni%k — Ra A& REPY @ B 1
U ER L
(%)
R 16 HOZ v MR OYER 18 HO U H X2 UC ikt TV 2> 1mg kg & H [ O &5 L7RE, BRIRICHK
SEEOBATRFED BT R KO IREE TR & ORI IR E L 0 Ko 72,

QR)ET~DBITH
U ER R L
(%)
O3EtE 9~11 BHD T v M UC Rkt F U 2 1 X 10mg, kg % B[R O &G L 72, 2Lt IS B pE D 38
DO, I FERE g RRE T 1mg kg #5-FFIE 0.2~0.8, 10mg, kg & 5-Ff1E 0.9~1.6 Th -
7240, A XITBWTEHIRNE L LT 56 b RO S Th - 72,
G)BEHR~DBITHE
UERR L
(5)ZF DD~ DFEAT
BRI L
(5%)
7w M UC Ikt TV U Img kg ZHEHRR OGS L72RE, 14C oAk, TFg. B, M-S @ o 7283,
IE & A E O 140 BT X 0 KL IHRITEHSHTH o7 10,

5. #¢ i
(1) AR BHERL R U B4R B8
BF Y U A AT T 1R O G LA RERS SRR & LCIRIIC R S, R
B LCIE, MR QR B ORELRY o— LT A% LIk (PO26) 2SRRI S AL TUN S 1089,

O,
CH —

N N— CH,COOH

o
(%)

Ty b, VA UBPFROA B TRORGZOR, #EPIZ, DUNORTREMESFEE Sz, -
JRA|P - RO E LT, BB o— T VxR, BT U UBROWRIOREG DBHRE IR R OIK
v =1r7- 5 FEOMHY. P026, RB12, 1— (4—chlorobenzhydryl) piperazine (Nor—chlorcylizine,
NCC). p—chlorobenzophenone, p—chlorobenzhydrol 2332 H v, D 95 b E 2T P026 TH - 7=,

P026 :



VI g B4 5 H

T O UEMBEOHEERBRE RO LB TH D,

O\, O\,

CH—N  N— CH,CH,0CH,COOH CH—N N—NH

\——4 \——4
1—(4— Chlorobenzhydryl)
piperazine
(NCC)

O\~ <O

CH—N  N— CH,CH,0CH,COOH co

[

0—Q
)
00~ O¢

+ 2HCI
Cetlrlzme | p— Chlorobenzophenone
Cl
CH—N N — CH,COOH CHOH — > glucronide

| p— Chlorobenzhydrol

Q
[

Q)RR HIEE5T oEFR (CYP450 %) OnFiz
MMEE L

(%)
43’k%yyyﬁ@ﬁ4~ngﬂg/E%52LW%D&5\ﬁ:ﬁ%%wmlwangﬂg/E%4ﬁ
MR O#EE LI-5GA. 7 b7 82— 4 P450 IEMEICB LT b o T,

(3)*)]@15)1?)]%@%%&0%@%“’%
T & A EHE 39,
GRBVMDOBEDERERULLE
FENHM P026 Oftt A% 2 AERIL, in vitro TiX®F VP00 1,78, in vivo TIFK 1,720 TH -7 (£
E b)) 4D,
G)EHKHYDOEERI/NT A —4
U ER R L

6. B it

(1) BE AR AL B MR ER
E& L TR



VI HPEhae B4 2 H H

(2)4ktt ==
v F U PR 10mg (10mg 2 1 88) . 20mg (10mg $2 2 88) Z R A S 4% 8 Bl HER 0 #5 L,
B 5% 24 Kl £ CORZEAED R RFEPMERITNT B 50% TH Y, #5&ICEF LR 028X
BD BRI T2 10,

(%)
60 —
50
R _
th 40 —
§ i
*;!1 3oj
At —— :10mg (n=8)
= 20i ________ : 20mg (n=8)
10 — (P¥HELIBAERE)
o_
[T T T 1T T T T T [ T T T T [ T T T T T T T T T T TT1]
0 5 10 15 20 25 30 (B%fE)

BB &R
TFIVDOUIRRIE B A% 5 K O FR o et

R AIZ 1L B 15 20mg (10mg € 2 &) % 7 HEEFGE&ZOES L7256, REMMAED 1 BREEIZT5
JRPHRIEERIZ, 1 HH 24 % E T2 58%., 7 H B 24 FEfE% £ T3k 70% ThH - 7= 10,

(3) 8t
AR L

7. b UARAR—EF—IZEAT B1ER
TF U U PHEAEORE L R D AHEMEINRIE I N TN D 49,

8. BIMFICKBHRER
HEOHEE (7L 7F=227U7 72X 10mL/min Kii) OHLEHFIIESTH D, LEWWO LR E DR
ToOEENWNHD, ] VL2 ERABELTDERH]) S,

M Z AT
(BE NEAT—%)

MEFEAT BT Y 2 R 10mg (10mg 72 14 72 ) ZBHT B 3 RERIATIC HURHE 1 5 L7z bs
DB L DFREFRITN 10% T - 7= 39,
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VIIl. Z£% (EARALOZESE) (ZBH3 5IER

1. EENB L TOHESH
ML
2. BRNB L T0ES (RAIERZED)
(ZE ROBFIITES LN L))
D) ARFNORS ITERT VB (LREFY V0, B FaXxo P rzagte) (o5 LlBUE OB ERE O
b oEE
Q) EEOEEE (VL T7F=27U7 72 10mL/min K£iifi) Ob2HEE [EOMFRENFHET 25
TNnH 5, ]

fRER  FEE MBS T — 4 — b (CCDS) Oitd#zaE 2. 850K OFeH 2 5l L7z,
(1) INVT v 7 BEOKGRIFE TOMANERGR L UTERARRRICI W T, WHUE & & 2 515 IBEDR
TERAPFEIBLLTEY, FRAEICBW Y g v 7 FCIERERRE I N TS,
(2) BREERETITET Y U UBEMBRE 10mg ZHER ARG L2GG, ERNEICHSTEREERE T
T F U VU AUCo 349 1.5~1.7 5N L, T1 2138 1.1~3.1 fFICER LR RBD b
Tnd ONEANT—%), 207w, BEOEEERE (/L7 F=27 17 7 A 10mL/min Kiifi)
kLT ARFNOFGI3EET L FRE LT,

3. MEEXIFHRICEHET SERALDER L ZTDER
AR

4. AERUVRAEICEET 2HERLDIE L ZOER
V2 RHEZRUA= &R

5. EERERB L ZTNDEH
1. BEKRSES ROBEIIERICEE T2 L)
(1) BEEOH»LBE EOWMTRENRT 2821355, (THEE - HEICEET 260 EoEE)
JeOY TEREnaE ] OHESH))
(2) HEEDH LEE (BOVILTRENFT 2BZ0H 5, (IHEYEE OEHSH))
(3) mifinE (BWILHRENFRT 28T b5, ([EEE~OE] KO THEyERE] OESR))
(4) TADAFEOREMRE I ZN O OBEREO & 5 BH URRELRBATLBEZNWRHD,)
R . (1) BEELRE L7 F=27 VT T2 A 7~60mL,/min) (ZEF VU ¥ UHREE 10mg (10mg 7
TR 1 A7) ZREREAOKE LSE, B IER F (g R R L g iR
FEVE I (T 2) OIERMARO LN TND GHEANT —%) 39,
REEOHLBETIX, 7T F=0 27 )T 7 ASLTHREGRBROWHNSLETSH S, B, &
EogEE (/L7 F=>27 17 7% 10mL,/ min Kii) OH5HRE~OEGIIHEETH D, [
WL HRE DR T S BT d 5, ]
(2) MR- PERFE A B2 T U O U 10mg (10mg 88 1 58) ZHERO&L LZ5A. I
PEREIE F AR HE A~ Mg iR BT R (T 2) OIER, &EIMIETHRE (Cmax) O_LF- 1




VIL.

et (N EorEES) ([CB42EA

16 TR R AR T irfE (AUC) O¥RMRRBD LN TND GMEANT—F) 36,

Flo, T PEFEE & DO TR ZITFEZ (postnecrotic liver cirrhosis) 35 & OMEMEARH
9 SWHERFER R (FRMERRH 2, PO EE) BEICEF Y ¥ U R 20mg % HiA|
RO LIS E, T2 DIER & AUC OHRBFED 5L TN 5 37,

INOHORMENG ., MEOIEEDH 5 EFETIE, EHE WBlZI1X smg) NoRELRWETHRE
EERBEGNNETH D,

VI 9. EEEADESE | B3],

2008 4F 4 A, BEPTET —F v — MZ [TANABE R OEBO RN H 25 BFE OB AICE L
TiE, EMEHEENEE LV LB SN2 LIRS TERE Lz, BEICHOWTIR, SMETAH
& DOBEJEMENEE DN TIEF S RE SN TWD, —fRIZ, © A Z I Hi ZEEEFUER O & 2 FEHA
L PRI ER 2R T 2 LB D | FRESLFIEN BT 2 DD T L. T DIFRHT/N
B, TANABEETHLND EHE I TN D 4349,

KA G AN RE N DN HAE, AAIOFG 2 Ik Ll 0@ 2175 LERH 5,

[VII. 8. 2)EXAEIER & MEHEIR) S,

6. ERLERMIE L TDEARVRES

2. EEGEARIRE
(1) IRRZMETZENDHDHDT, AAREG HO/BEIITHBFEOEREMLRZ M 5 K OB I3t E
SERWE ) HERT LI L.
(2) AR zFHEOBEIREGT 25613, HEFHIEZEZA T, TOEMNOEREGZHMG L, HFHEFH
ETIRFETRIT D ZENEE LU,
(3) AAIDMHEMIZ L W HRDBBD GNRNGEITIE, BARERBICOIEVEELRVWEIITEET S Z

B
fRER . (1) AHOEFRREE TORAEIER] 1,396 FllcBV T, IRE 6.0% (84 ) IZHWBIL7=D T, AAIHxE
UTISERR 2 1 5 B OB EIZAT D72V & 9 BEICH D ERE S ELERH 5,
(2) HEMHEDYIHNERICE T 2EEFHETH D ART LAX—ZREED [ 7 LAX—REIRET A R
T A 2] (1995 FELETIR) 1iX, [TER R R 1~2 IRIAT & 0 B H S £ 72 138l 2 % I VKT
B ERE L, FHRTETRHIT S LoT#EID D,
7. HE%ER
(MBtRER L ZTDERA

L7



VI Zeete (B EovEEs) ([CB4 23HA

QBtRFEE L ZTDER
3. tAE{EH
HREE (FRHICEETH L)
EE| B E FRERAER - HHEHE HF - BIREF
THT 4V BERICE Y, T 7 4 U o oEYEEICEIZ | BFIZHE O TIZARWS, AFlo s U T
WA, ARFNOIREFEBEOBEINNHRE T\ D, F L AN16% T 5,
U R PERICE Y . ABIOBBEEOHEM (40%) KOV | U M FEMZ LY AE OB PE A FLE
rMFENLDBRBREO DT Nl (-11%) BNEE | SN REEENRE 2 L5,
IhTwWb,
FPARAREANEIF] | PR RIC B R 5 2 D RHEME N B B -, 1 | R RN A3 B 3R K D AT HEME
TLa—)u WAREIEIR S A VI T A a— A L ERTA8E | 236 5,
EETDHZ L,
AT A= | BEAICE O WAIOMAPEEN EH L, Ay bA | TS TIZR Y,
e EETE K04 = NIRRT ORIWER R HBL LT & o®ERN
»5,

(8% . HEAT—%)
- PEFRVER OHEHI L DB
AHNETHT 4V ROT La—L & OMEAERICET 2 BREEITR D LBY ThoTz,

1)

2)

TA 7 4V ORI BN REA~ D

TERERR A B 1 6 BIlICAA] 10mg (10mg 52 1 88) % 1 H 218 3.5 HREHEG L, K& E 1 RE%ICT 47
4 U 240mg % 1 WA EHE L, EWIREPAMEEER 2R Lic, ARIORSIZRV T A7 40~
DOV RIS DT NIER U723, EERRR A O FEHEF PN T o 72 99,

Flo, BEF U UERE 20mg A 1 H 1EETAH7 U2 400mg % 1 H 1 [EEZPFHT 2RERICIB VT,
TAT 4V OIEBEREICEAIT IR D o T2y AR ORFZEEOHMAHRE S TWD 720, T 2B
HETLZ L,

U~ eI O SE B RE A~ D R

faEER A\ B 7 16 Bl A 10mg. 1 H 1[H & U R EJL 1R 600mg % 1 B 2 [ Z2 0 3 23 BRI BV T
ARANOUETE RO (40%) KOV M FELOBREREODTMREN (—11%) 338D bl 40 & Wk
INTWDH7eD, PFRTLERITEET D 2 &,

7 v 2 — )L R O SE B B K ORE AR RE R ~ D S

TR 36 BllcE TV VU HERs 10mg (10mg §E 1 88) X7 78R E2 7 o A4 — "—JETHEE L,
Toa—EOHAEERAZEE, £, FEERE., BIRE 2 SICHET 2 5 FEOMhER) 7
F—F AT AL, (EVaT7 AT a2 — k5545 (mood) ] OHCF = v 7 KONT 47—k
B IEEIC L EERIEICIVBRH Lz, AROERIZ 7 7 v REAEEZRBOT, 7TLa—Lto
AR b oTe, £, &5 4 FH#BEOEF U O UVERE L 7 v a— L OMAEFERIZE D
WS DI R E DAL B RO DAL hr o 7 47,



VI Zeaete (B EovEEs) ([CB423EA

TILaA—I)LEDFRBEDMERREE

WA N YF U DR
AN TV U UK + +
7L a—)v T a—)v
vF U VU 2 2
77 v iam TR A RE 374 + 14 R AR RE 393 + 97
(ng,/mL)
TE 0.02 0.02 0.381 + 0.10 0.370 + 0.08
(mg/mL) } ) ) + 0. . + 0.

(Pl IR =)
(ML F 7 v 22— L FE LT Lereboullet OFUZHEV Y 1—1.5mg, mL OFEREFRPH CHEE L& 5% ORRE)
7B, FRRARERICREZ 5 X S TR B D T8 FARARINEIF S 2 VI T v a— LT D BRI
HEETHZ L,

- Z O OFEH| & DR
AR & hary— VRO ) 2a<wA v OFEERICET 2R BREEITIKRO LB THhoT,
1) 7 b3ty — ORI O SR ENRE K OV X~ D 528
AFHl (20mg/ H) &7 haty—/L (400mg/ H) OZEYEREFHIEEAEHOR B2 EERAS T 16
BN & D MEMER . RS, R AERBRIC KD E Lz, TORE, AFL 7 b=y —v e OfIcH
B BRI EAER IR b o7z, £, DEX EOZLb@E oLBEEENICH Y | A
TERITRO bhzzinoTc 49,

1 2 7 17 HH
Rkl v F UV ERE (20mg )
P k3t —n (400mg/ H)
Bl v F VU P UERE (20mg, H)
P
P: 7o%&R

tF O UEEIE (20mg/R) &7 FaFV—IL (400mgB) OEMEREFHIEEER

vF U DU rkaFS—u
B fh b o — B L T UG
(16 HH) (16 H H) (6 HE] (16 HA)
AUC® 4950.1+698.9 5325.01-903.8 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 4.7+1.0 5.6+2.3
(hr) (15) (15) (8) (8

() :n, FHEEHEFEZE  a) : AUC (0—24)



VI Zeete (B EovEEs) ([CB4 23HA

2) =Y 2= A T RO KD BRE K OV~ D 58
AH (20mg/ H) &=V Am~A 3 (500mgX3,/ H) DOFEMENREFHIFE A DA 2 RN T
T 16 Bl K 2 AR, MG, “naAERmBRIC K Ve LT, 2R, KAl =) 2~ Ak
OMICAH BRI FIHAERITIRD bNRhoTc, £lo, LER ESAEREMITRD bR -o

71': 49)0

&I

RZEI

17 HH

1 2 7
TYRr~A T (500mg 1H 3[A)
P tvF VU VU (20mg, H)
vF U O UERE (20mg, H)
P YR~ A T (500mg 1H 3[E])

P: 77%R

FY SR (20mg. B) ETYRATA Y (500mg x 3.7 B) DEMBEEF A E £ F

TF VNGNS RO AT
T ROVAT BFU
(16 H H] (16 H H)
4758.7+913.0% | 5305.5%-1089.02) 7.7+4.3P) 7.7+3.8b
AUC | (hr'ng/mL) ®) ®) (hr-pg,mL) (14) (14)
438.8+100.6 460.8+100.9 2.0+12 2.0+0.9
C max (ng/mL) (14) (14> (ug/mL) (14> (14)
2.00.0 2.34+0.7 2.0+0.0 2.00.0
T (b (14) (14) (b) (14) (14)
() :n., FHYEEERZE  a) : AUC 0-24 b) : AUC (0-8)
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8. ElER
(MEIEFADE

4. BI1ER
N
DNNT I EEDOEEREE TORRANZ xS E L2ii# 1,396 B 189 il (13.5%) (ZEIVEA XK
ED B DG80 DA, BITERIE 1,396 1 140 1 (10.0%) (24 B, E7e b OIIRA 84 #1(6.0%)
BE 12 1 (0.9%). 18 9 il (0.6%). &S 76 (0.5%) Tholz, Fio, FEKRMRAEMD R
Z8E AST (GOT) EH 1.4% (17,71,182 1), ALT (GPT) L& 1.5% (181,181 ), fFEEkH%
0.8% (91,114 f) . #E UL E Y EH 05% (6/1,13341) Th-o7z,
AN Ze b G & U e it of AR A 5,759 #11 VNJE 163 il &2 & de) 1 207 6l (3.6%) I ZREARM A fE
B2 GUORIERNRS v, E72RNER TR 149 14 (2.6%) S 9 14 (0.2%) . 1118 9 ££(0.2%) .
FBPEOEC 8 IE (0.1%), T 6 1F (0.1%) HTH o7, (FHAK TI)
%NS
UNT v RIA vy FORKGEKE TONREZ RS & LT B 602 il 25 #1] (4.2%) (TREIRIR
TR FE L2 EZ0RETERNRD bivie, £ b DX ALT (GPT) L5 8641 (1.83%) . IRX 6 1 (1.0%)
THol,
INRZ 3G & U T i ig O el FHRGRE A 3,157 Bl 42 f (1.8%) ICRIEAZ RO vz, FE72REl
TERIZMEEIR 22 £ (0.7%) ThHotze (DT v 78RR IA v n v 7 1.25% FHFARK TH)

(2)EXRLEMER & MEIGEIR
4. BIER
(MEX%ZENMER
12399, 7FI45%— (HEARHY)
Yavr, TFT7 4 T7%— (ERKEE, MERT, FRE, BRE) PO I ENRHLHDT,
BEE2 01470, BREPRO NG EICIFEG 2RI L, @URAEEZITO Z &,
2)fE% (0.1% A1)
HEDPHOONIGAIIE, &G4, WURAEEZITY 2 &,
J)AFHEREIEE . |E (JHE ™)
AST (GOT), ALT (GPT). y-GTP., LDH, A[-P ® LRSS (WHHER : £HBERK,
BEE, B RS, BENDHLDOND ZEBHDHDT, BEL ATV, BEIRD LA
A E G 2RI L, EURLEZITY Z &,
4) /R (B RET)
/R 238 oD Z &R DD T, BEEEFHITITV, RENRD SN HE I3k 54 ik
L., @EIR0ELZITH 2 &,
) WIREOBRMESIIHNETOHME D= HIEEFRHA,
iR . Tavy T 747X —0PERE LTI TPRRIREE, BT, FE, BR%E] 23,
RERESE . SUHOPIHIER & LT (2B, AERIR, BE, IER%E] 851 0h5,




VI %5t (B EoiFEss) B4 AHEA

() ZF DD EI1EH
4. gl¥EA
) F Dt EIER
WD XD RBEIWERNZRD b EAIciE, LEICE U, BiE, S5 PIES0mEIRAEEZITY 2 L,
B F A % B HE E
0.1 ~ 5%k 0.1%3%k % SEE B

IRA, BRI BHJE, BHEH, 505 0%, LO%UE, | AR, REEk, #1955, M, K
B oM O FE, TR PR mE, ST, KI5
HiER REEEER), EfEk, s,

EALAE . B
SHIEER | DB, IR, BACRIE | BB, TR R R, 8. RS, BARTTE
MG B, B, R, R
FUSRBE, ErE, BRICEE . DNk
RS BhiE, ME EA. RERR
(BEZ7w v WM, BEIR,
FEAEME RSP, L ERE)
m & | ek S TFRERB, U BRI, FIEREE S,
FIER, HERIEZ (s MR,
i/
BBUE BB, HRD., B, S, T O | 2RI
B, I A
iR FEREE L, TR ARER [FIHERFE AR
FF B | ALT (GPT) EH- Al-P L5
AST (GOT) EH.
Breyurey ke

B hi - JREE, BUN L& R, vev ) | JeRREE &R, R

TR 25 J =7 ORE . BR, MR

Z0M g ARES. ME. 13Cv, BE | BEEwm. Feolbidy, BE
L& B B, BE, sk, R

HIEM, B

F) MREDBRBREEXINETORSD-HREFA,

4)EEREHERRBRERVERREERE &
(AN
AR £ TR OVEKRE% ORIE AR AR D B 5E 7,155 #ild 396 51 (5.53%) 12 473 DRI SRR
AN D S H LB DD BT,

KGRI E TOWRM it Y ot A oD B a R
A AR A (M%) 304 817 923
FAAREFIHL CREH1) 1396 5759 7155
RIE 55 D FEBUE B (REH) 189 207 396
BIEH % DS B () 240 233 473
BRI % D FEBUE B R (%) 18.54% 3.59% 5.53%

RV 35 ORI BUE BIBCUI M (%) *

B O

KRR E CORDL | BEHAGRTER A O R & F
RS K UFERAE - 3 (0.05) 3 (0.04)
o — 1 (0.02) 1 (0.01)
M E 2% - 2 (0.03) 2 (0.03)
Rl e ge — 1 (0.02) 1 (0.01)

*RIV YV RSRBERR (F) | zoMiFf ()
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7] — DRIVEHI AR —FEF] TRV K L

O bNIHAITIE, MIEOFERE 1{FL L

Ty p— i @¢$%®@ﬁw%ﬁﬁ%ﬁx§#ﬁ(%)*4
AGBREE TORL i FH AR A 0D SR B & 7
REREE - 2 (0.03) 2 (0.03)
W ABURE - 1 (0.02) 1 (0.01)
T L LR — R — 1 (0.02) 1 (0.01)
REBLUREEE 5 (0.36) 2 (0.03) 7 (0.10)
BHCRIR (0.36) 2 (0.03) 7 (0.10)
HIEREE 93  (6.66) 161  (2.80) 254  (3.55)
FEED 1 (0.07) 8 (0.19) 9 (0.13)
ST 1 (0.07) 1 (0.02) 2 (0.03)
SEYR 6 (0.43) 6 (0.10) 12 (0.17)
R BIRR 3 (0.21) 2 (0.03) 5 (0.07)
Pk — 1 (0.02) 1 (0.01)
fBAR 84  (6.02) 149  (2.59) 233 (3.26)
RIES 2 (0.14) - 2 (0.03)
T 1 (0.07) - 1 (0.01)
F B 1. 1 (0.07) — 1 (0.01)
EB L URRES 1 (0.07) 1 (0.02) 2 (0.03)
g 1 (0.07) 1 (0.02) 2 (0.03)
DEEE 4 (0.29) 2 (0.03) 6 (0.08)
FEERR 1 (0.07) - 1 (0.01)
EES 2 (0.14) 2 (0.03) 4  (0.06)
HER 1 (0.07) - 1 (0.01)
mEREE 1 (0.07) 1 (0.02) 2 (0.03)
FTY 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)
Ik 5538 1 (0.07) — 1 (0.01)
BhalEE 36 (2.58) 13 (0.23) 49  (0.68)
JEER AR PRk 2 (0.19) — 2 (0.03)
i85 3 (0.21) — 3 (0.04)
R 2 (0.19) 1 0.02) 3 (0.04)
77 EZEORNE — 1 (0.02) 1 (0.01)
HIER 1 (0.07) — 1 (0.01)
R - 2 (0.03) 2 (0.03)
T 1 (0.07) 2 (0.03) 3 (0.04)
1 N R - 2 (0.03) 2 (0.03)
HIE R R 3 (0.21) — 3 (0.04)
B=3 2 (0.14) - 2 (0.03)
GIOIN 7 (0.50) 3 (0.05) 10 (0.14)
RN 5 (0.36) 5 (0.07)
M i 1 (0.07) — 1 (0.01)
SR D B 1 (0.07) 1 (0.02) 2 (0.03)
HEOOVEIN — 1 (0.02) 1 (0.01)
F O % SRR - 1 (0.02) 1 (0.01)
JEERAE R — 1 (0.02) 1 (0.01)

*AIVv I RBSRBEGNR (F)

. T OIS (3R)
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F—DRWEH R —EF TRV IKLEBD bNBEIcd. IBOFERE 1L L

BIVE & O

BIVE A5 O WS BUE BIBCUI A (%) *

HKFREEE TORI il FH BGRAR A O S A Ff
FFiEEREE - 2 (0.03) 2 (0.03)
g RE S5 — 2 (0.03) 2 (0.03)
EEH L UETHBES 3 (0.21) 6 (0.10) 9 (0.13)
IR R B 4% — 1 (0.02) 1 (0.01)
P 1 2% 1 (0.07) 1 (0.02) 2 (0.03)
Z O FEIE 1 (0.07) 1 (0.02) 2 (0.03)
S 1 (0.07) 3 (0.05) 4 (0.06)
RS — 1 (0.02) 1 (0.01)
BEERBLUEEHBES - 2 (0.03) 2 (0.03)
A — 1 (0.02) 1 (0.01)
75 e R L — 1 (0.02) 1 (0.01)
BEH L UREBES - 2 (0.03) 2 (0.03)
1 pR — 1 (0.02) 1 (0.01)
BEIR — 1 (0.02) 1 (0.01)
SERBFVIEES 1 (0.07) 1 (0.02) 2 (0.03)
AHLAIA % 1 (0.07) 1 (0.02) 2 (0.03)
£ BEEH L VIRE5FATHRE 16  (1.15) 21 (0.36) 37  (0.52)
b s A Rk — 1 (0.02) 1 (0.01)
e 2 (0.14) - 2 (0.03)
A — 1 (0.02) 1 (0.01)
& (LLT : KROAE) — 1 (0.02) 1 (0.01)
PRk 12 (0.86) 9 (0.16) 21 (0.29)
TEIE 2 (0.14) - 2 (0.03)
) 9 (0.64) 9 (0.16) 18 (0.25)
ERRRE 54 (-) 1 (0.02) 55 (—)
72073 N AT T2 HAAN 18/1181  (1.52) 1 (0.02) 19/6940  (0.27)
TAN TXV/EETI) NI VAT 7= N 17/1182  (1.44) 1 (0.02) 18/6941  (0.25)
ML E Y L e 8N 6/1133  (0.53) - 6/6892  (0.08)
I -5 1/1396  (0.07) - 1/7155  (0.01)
1 R N 4/1172  (0.34) — 4/6931  (0.06)
T B R N 9/1114  (0.81) - 9/6873  (0.13)
JRE TR o HERG 2/1063  (0.19) — 2/6822  (0.03)
U > SERER N 2/1117  (0.18) - 2/6876  (0.03)
BB 1/1114  (0.09) — 1/6873  (0.01)
I HRERER D 3/1114  (0.27) - 3/6873  (0.04)
1 BRI 2/1175  (0.17) - 2/6934  (0.03)
I/ NEEE N 1/1148  (0.09) - 1/6907  (0.01)
PR A ifn B 1/483  (0.21) - 1/6242  (0.02)
SRR H 4/1063  (0.38) - 4/6822  (0.06)
R mEY 1/1057  (0.09) - 1/6816  (0.01)
7w RA7 74—t HEHN 2/1170  (0.17) 1 (0.02) 3/6929  (0.04)

*RIV YV RESRBERR (E) | ZoMFK
[F]— D EIEH AR —AEF] TR 0 K LD 7= Ha2id, #IOFERE 11L& Lz

()
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(MR)
AGRIRF £ T KR OVEER % O BIE A AR A5 o0 B 3,759 #ilH 67 B (1.78%) (T 72 D EME M ST ERA KR
BAED SR FRD iz,

AGBRFE TORYL | FRERHAGERE O R et &t
TR ME R A (W% 98 492 590
FRAIE 15K GiEB) 602 3157 3759
A OFBUEFIEL GER) 25 42 67
RIVE A o T4 () 28 44 72
IV FH 55 00 8 BUE 51 56 (%) 4.15% 1.33% 1.78%
- e e BIlVE A 2 O FEFE B BUE BSOS R 8R (%) e
AIEI ORI BEECORR | BEEIREREO R it
BRE $ & U B L RAE — 4 (0.13) 4  (0.11)
KB — 1 (0.03) 1 (0.03)
VDS — 1 (0.03) 1 (0.03)
=Y - 3  (0.10) 3 (0.08
HRRES 6 (1.00) 24  (0.76) 30 (0.80)
GIEbE — 2 (0.06) 2 (0.05)
fEE AR 6  (1.00) 22 (0.70) 28  (0.74)
FELES. MERE & UitfRES 1 (0.17) 2 (0.06) 3 (0.08)
S 1 (0.17) — 1 (0.03)
FREDORAE - 2 (0.06) 2 (0.05)
BIEES 2 (0.33) 4 (0.13) 6 (0.16)
AR - 1 (0.03) 1 (0.03)
T 1 (0.17) 2 (0.06) 3 (0.08)
HE(E 3N - 1 (0.03) 1 (0.03)
I EA 1 (0.17) — 1 (0.03)
FREEEREE - 1 (0.03) 1 (0.03)
JFHRE HL R - 1 (0.03) 1 (0.03)
EEH LUVETHEBES - 5 (0.16) 5 (0.13)
T2 — 1 (0.03) 1 (0.03)
HLBE — 1 (0.03) 1 (0.03)
*% — 2 (0.06) 2 (0.05)
LERS - 1 (0.03) 1 (0.03)
BB LURBES - 2 (0.06) 2 (0.05)
BEIR - 1 (0.03) 1 (0.03)
PR AL - 1 (0.03) 1 (0.03)
—f% - 2EEES L URESELOIREE 1 (0.17) 1 (0.03) 2 (0.05)
LR 1 (0.17) - 1 (0.03)
FEEN — 1 (0.03) 1 (0.03)
ERERIRE 16 (2.66) - 16 (0.43)
T5=073) N vAT 2 T~1 9N 8 (1.33) — 8 (0.21)
TAN T%VEETI ) VAT =T BEAN 2 (0.33) — 2 (0.05)
MY L e M 2 (0.33) — 2 (0.05)
fp 7 L7 F= 450 1 (0.17) — 1 (0.03)
JF RS RE AR A S 2 (0.33) — 2 (0.05)
I HRERER D 1 (0.17) — 1 (0.03)
i ER A AN 1 (0.17) — 1 (0.03)
PR A EE B 1 (0.17) — 1 (0.03)

*RIV YV RSRBERR (F) | zoMiFf ()
[F]— D EIVEH AR —AEF] THE K LD = Hal2id, WO FERE 11L& Lz




VI Zeete (B EovEEs) ([CB4 23HA

G)EMKRE. GHE. EEERUVFHOFEFERANOBIERAFERERE (KA
(BF) KRR E TORBRICEN T, BEEFMNORIEMEIRITILUTO LB TH D,

BOE T R FTA 51 45 BIVE R F BB ¥ B OE

7 LAX—ERR 253 20 7.9%

s " EAER 504 60 11.9%
FRPEIE R PR AR 236 13 5.5%

Z Dt 403 47 11.7%

M 5 652 54 8.3%

L8 744 86 11.6%

11—19 7% 131 8 6.1%

£ | 20—64 % 1097 117 10.7%
65— 88 I 168 15 8.9%

=2 922 104 11.3%

wEHIH | 2—8 411 33 8.0%
=93 63 3 4.8%

O)EMT LILF—I2xd 2 FBERUVEHRE

2R ROBECEIRSG LRV )]
(D AFIO S I ERT P UFEER (LARET Y Py, B Rexororzagte) (oxb LisoE o RO
b5 BE
4. BI{ER

(MEX%GEIMER

NavI. TFI45% 20— (HERHY)
Vav s, TF7 4 7% — (FPREE, MEET, #RE, BR%) BbbbhbZln’bhb0T,
B Z T40TATV, BENRO NS TG 2R IE L, EURLEEZITY 2L,
F) TREOBEREEINETORED = HBEERH,

9. BEMENDIS

5. mAE~DRE
AANEL, EE LTEBO OIS ( [3EpERE] oHESR) 23, &id CIEE#ENMET LTS
ZENREL BOWIMHPRENR T 28NN H 50T, KHE BIZIX5mg) oG EZHIET 57
CHEEICEG L, BE2R0 BTG A TR IR T 272 Ll @A 1T 2 L,

fiR2ss - VI 1. (3) 6) il M

100247, EiF. RIBFEAORS
6. 1Tiw. EiF. RIFBFE~AOERE
(1) SR SUTIEIR LTS TR D & St AIiE, e EOARIENERIE L B D L s o 56
WCORESTHZ L, [EWFEER (T v b)) Thiz@ERdsZ EAmESNTND,]
(2) AP O NIIAAFREGTIIRA T SEDL 2 &, (B MBI TL 2B MESA T
%)
fRei . (D) 7 v P ROUIXICEIT DHEIRAT - IR GABR, 85 B TRR I G-l J OVE PER - 2L




VIL.

At (FH EoEES) (BT 5HEE

LBk, BE. BIEEOCHAR L IR T & BE TR DT 50,
BRIRAIIZIZ, TR OBERAENC TV & U 4 IR L7 dtim 89 filaxige b Lic 7 m A~y
T 47+ ak—hF - AXT — (prospective cohort study) (2T, KAIHFKGIIEFEIED
URZEWRIERNEDHEICBITLZMENH VY, £/, BIEE TIZt N TORAEEEEE
T HREBIRE B 720,
L2sL. ENICBIT 5 RGEREE CORKRERCIEL, R SUTEER LT\ 5 FTREME O & 2 kI3 &5
RENGEIN SN TEY | AAEICBWTHEEIZBT 57 — X I+ Tiden,
> T, ARFN OIS ITIEIR L T2 ATREE D & 5 BFE ~DOE I, AME L ZRMEELZED D 2
FERHINLDLE DD,

(2) PERROYEERE 6 Hlaxtg & Lzt TV ¥ U R 20mg HAIRE 1B G RBRIZ W CL R X
Erolebod, HITHFITeTF VU o U EREE S R S 4, %LH‘ IBITT A ENRENTND

W% 9~ 11 HOZ » MMZ 10mg, kg Z HIARE D% 5 L7254, MR RE S IIEFEEEO LA+

%ﬁ#m%%ﬂﬁwo4ﬂ(ﬁ%ﬁ&?)f%ﬁ%f%oﬁo
b 2% X Hn B HUER O & 2 3H1E, — IS PRt R I LB & il omE- 27~ L,
AR TIEIHIEI/ER LIRREN BN 5705 b ER 5 LV EEEOHEFEN RS b oD 2
ERB D, KR, - R TITFHIC Lo TREZEZ T Z L AMEINTND 849D T, FAF
DBENIIARR B G R IIRALZRT SELILER D 5,

1MINREADEE

INRFEADRE

(1) 2Ll E 7R/ NRIct LCideEF Y P UEmE RS54 2 a v 7 1.25% %5352 &,
(2) RHAME, FrAER, UL 2 R ON T D Z2VEEMEL L ey (EWICRIT 1M
BRI T2uN)

fRER

(1) AT o785, PAT v 78 101213 TR OMIS iz, 2 ELE 7 RO/ NNRIT%t
LT RIAvmy FRlRIZRETH L,
(2) T E CITEHAKRER, HAR, IR XIT 2 RO sRastg & UzBRid 2 L Cuzeuy,

12BERREERICRITTHE

8.

PR ERRICRITTEE
AFNE, T VTV ENUGEMSIT 5720, 7T VA U ERNKISREZ EiT 5 3~5 BTk b AH
DG ZPIETEZENREELLY,

fRER

—IChi e 2 L AEACREMHEIER O & 5 3ANL T VAKX —RIRHEMT 2720, KNT A NExE
KT AL, Zh D OEFRELE SN TOARVEEZERS, HDWIET LAF > ORRNRISICE
LWL O E BRI ENEE LU,

FHIPET LAX —PERKEE 13T Y O UMERE 1 B 10mg % 14 HREE G L 5K T# 3.7 KW
14 BRICE 2AX I VARSI E T /o & 2 A, BHHTH 3 B BICIXE 2 ¥ 2 Ui 3% 5l
EDKI 90%ZIEHE L, RNBIGOMENEA B ol GNEANT —4) 52,

Weo T, T VNG VRNRISHRAE % Fiid 2 & ITHERAFORIEIIFIZOWTIX, FHMET Lr¥
—MERRBEICBT DALY, 3~5 AP KLETH D,
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13.BERS
9. BERE
Bfee, SEIR © AFI OB G LV BEEL, BiE, KHhEESoRE, EEE HIR, X, REAXL bR
LT ENDD,
RUE : MBI UXHERIEZTT 5 2 Lo ARIORRIRMFERNITR 0 EAANTENT THRES R,

14 BRLDIE

10. BALEDEE [PILTVyI8&ES5. DILTvIE10]
FEAN AR
PTP WD FANL PTP > — F bV H L TIRT 2 L 58T 52 &, (PTP »— FORREKIZ &
BRI SRS BB RS~ U, BICIE AR 2 U CHERIAR SO EE R G IMEER P T 2 2 L 23

HENLTWD,)

15. 2 DIDEE
AZ L7220

16.Z Dfth




IX. FEERARPABRICEE 5 HHE

IX. SEEREREAER(ICBE I HIRE

2.

. R ER

AHN O~ FBRBROBIRDO LB Thotz, BTV P UERE TRO LN EAIX, RUTEARTOA
D B AT 53,
(MENEEAR ( [VLENEBICEHT SER] 1)
(2)BIRHI R ER
MER R L
()R L& MEEHAR
1) FRREER
100mg, kg (FO#¢5) T OMER - TEEH TR OB NRD vl (VHF) fll, Fiid &
EM72 Lo
2) HHEMRR & O
10mg, kg (FRNILE) T/ A7 FLF U CFERISOMEMRAEZ R LTz (T v b) L, Frt T~ &{EMAR L,
3) PR - fEBR AR
ML LieT V7 =) vy (RGEHIE) THEERFICIEDIR T, FEREOHEM, L oRED K OWE
M A~DOEENRD LN-OIZX L, £F VU P2 10mg kg (FFIRNEES) Tlid—i@ ko i £ K T 5% OB 7
IE 57K OKBREDAIR . 3 B DI 2 7R L7223, Do DB RN T B % -2 7o Tz (4 X)),
4) THibdE R
100mg, kg (+faENEE) CTHIREL OB AOWEDORD & pH O ERZ/R L7228, BOE5 TRIRK
WIHALE RIS R T DERIEER O b e nodz (T v b)),
(4) % Dith D 2B AR
1) —MIEEIR KR O TE)
Frat o & EHZR L,
2) {RMERRRE R
Frat o & EHZR L,
3) EHkne
100mg kg (KAL) CTREOHRXITZOBEMMARD LN (Tv F) .

HIEEER
(MEEREESEHR
(LD5p mgkg)
R 7w k89 A X 59 HWET v b WA X
EREER 3 I i3 i3 if3 Vi3 i i3 i3

S H 447 365 >320 200 ~ 300 >300




IX. FEREAREABRICBI 5 HH

QREERGEMERR

1) 1 hABREEER (S k. HIL)
7w M2 1 » A5 (10, 40, 160, 320mg kg H) KOH/L (17, 50, 150mg kg H) (2 1
B ARG LR R, T v M TIRET A %EEL LT 320mg kg THRILEKAK ONEE R /T A — & DIEAE
Py, IR, R, FRIRI SRR A LSRR Bz, YL TIE 50mg kg LA CIREE KON AL
FHRT A —H OERFEDEEN N HIL, 150mg, kg THEM: M OV ik, FfiE B\ EN & Sz,
ML T v b ClIME 10mg, kg, M 40mg kg, Y/ TiE 17Tmg kg TH o7z,

2) 12 n AREHEER (S 5, HL, 41 X)
7 vk (2, 10, 50mg/ kg H). ¥/ (5, 15, 45mg kg H) KA X (4, 15, 60mg kg H) I
12 » ARERGE G LA R, 1 p ARGRBRCTA LN B E RO N A BT, GO R
\Z R D H7= e B O RBSCBFEOHIRITRD b o7,
MHMEEILT v b Tl 2mg, kg, M 10mg, kg, $ VT 15mg kg TH o7z, A X CrIMEHAEE ORI D
FNE7ER CHERMEIT 15mg kg TH -7,

(Q)EIEHEH AR

1) PEURAT - BEIRFMAAR 5 AR
(v b 5, 30, 200mg, kg HEOKE) :
200mg, kg THERE S & FolZFEE 38D HALIEA, AEN. MIEBSEEM. E7-. #iR, RE,
FENFEE I RIETREBITRD S h o7z 50,

2) REMEHIREHBR
(Zv b :5, 30, 200mg kg, JW—KBL 7% : 5, 30, 180mg kg ®&ZO&45) :
7 v FTIL 200mg, kg T FolZE DO BV, £72, U X Tl 180mg, kg T FollE 58D bz
R, EFTEAEM. IRIRBIEMEH R OME NS B IS RIE 3583580 B iL7Rino 7z 50,

3) FEH - R 5HER
(7> b :5, 30, 180mg kg HO#&EL) :
180mg, kg T FolZfBE AR HAT=2S, oot IR, HARKOIRIEORE ., AR EITRD
HAIIR Do T 50,

(4)Z D DYFHEM

1) {&FHE
Fzhi LTV RU,

2) IR
ENLEy NEHWEE2HET 7 0 7% —Kk, PCA K&, 7 /VINTEREROE M OVR M EREEEE SR I K 5
FRETEAT 2 7203, WTIOREBRIZIB W T HHURMEITRE S Hiviens -7z 56),

3) ZERHE
MBI & D1 IR el BRI L 2 e R ekl /MBI W TERIFMEIZER D bl ino
7= 57,

4) NARM
DAREPEIL A B D o Tz,



X. EHAEHICEI T DIHA

X. EEMEHEICEI SEHE

1. BRHR5
oAl
A% LR
A5y
IS

2. AR XIIERER
DILT Y85, 8 10
ERMIIR - 34 (LEMRBRERICHE-S<)
LTI RS428y71.25%
ERMIIR - 34 (EMRBRERICHES<)

3. BTiL - REESM
FIRARTF

4. EFEFLLEOEES

MEBRTORFEVNLEDBESIZDNT
PAROAYA

QUEFZMEORMFEVNICOVT (BEZICEEITRENLASES)
VI 6. EELGEARAMEIE L TOEBHRUTLER AN LV VI 14. @RALDZEE) SR
KFTVoLBY : AV

Q) AFIFDEERIZDOLNT
M LR

5 REBEEF
AR NAYA

6. A %
CILTFyIES (18T smg &4)
(BRI TV P et se)
(PTP) 100 &, 500 #
DTy 810 (18 10mg &6)
(BRI EFV P i)
(FZ7AF v 7R k) 500
(PTP) 100 £, 280 &, 500 §iE
CILTYI RSA4OyF125% (1g 12.5mg &F)
(77 AF > 7&K hV) 100g
(H.S.) 0.4g/40g



X. ERASIHIC BT DI A

7. RHROME
DILTy OS5, f&10
PTP

PTP o#'E : RV L=/

TTAF 7R MV
WOME . R =F L
EOME : R) 7rELy

CLTYI S48y 7 1.25%

TTAF 7R bV
WOME . R =F L
EOME : RY FrE Ly

H.S.

RV F Lo/ T7TIIE

8. E—m% - R%hE
Rl — ko0 72 L

i

TIVI =7 A

97
By M VARBFU ORI, mANRTF L TRT AT UG, T U ATF UMM, A a2 DU

W, 7=%Y 7= VU, AXYRIR, S b F T2 T MBI SEY 2T Ry
VR, BT 2 VO AKX I Hi AR

9. EREAEEAR
1986 11 H6 H (»Ur¥—)

10. WERFTARRDEABRUVERES
UINT v T EEDS
T v 7 EE 10
UNT v I RIAvmy 7 1.25%

M. EMmEZEIEFR B
VT v 7 EES. $E 10
UNT v RIA4vu v 1.25%

: 1998 42 6 H 30 H. 21000AMY00144
: 1998 426 H 30 H. 21000AMY00145
: 2005 4 10 H 21 H. 21700AMZ00754

: 1998 4£ 8 J] 28 H
12006 £ 71 7T H

12.RERITHREM. RERVAELEENFNEABRUVEZOAR

(1) LT 785

L - AEEMER B : 2009 4 (ER% 214E) 4 A 22 B

BNAE - & CNR)

WE ., TR 15 AR O/NRIZIEEF U D UKERE L LC 1B bmg 2 1 H 28], #I&% &K OBERIC

BO%53 5,

Q) VT v I RI4vmy 7 1.26%
FHEE - HEBI4EA H 2009 4E (SERK 21 4E) 4 A 22 H

BIMAE - & CUhE)

WBE . 2 E TR O/NRIIZ 1A 0.2g (BF VU P UERME L LT 2.56mg) 1 H 2[E, &%k
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BEE RN RS L TR O 575,

WE. TRl b 15 MR O/NRIZIZ 15 0.4g (BF Y P UEE L LT homg) % 1 H 2, &% KO

LR AT AR L TR ARG %,

13.BEERRE. BiMERLAXREABRUZOAR
UNT v 7 EES, BE10 (kA :
HEAEMEAFKEH D : 20084210 H 3 H

PRAEARG R SRR U RE 2HE 3 5A DO NETOVTRICD

VT IR, VLT v RIAa v 1.25% UNE)
HEAMREARENH 201646 H 24 H

FARARGR « R, R

FFEOME, AL L EMEOMERE ZBE T DA 14 15 2 HE 3 514 20

NETOWTIUT LG LW H O LHE ST,

14 BEEHME

Ty 78ES, $E 10 [ 1 1998 4F 6 A 30 H~2004 46 H 29 H
UNT v IEEL VVT v RTIA vy T 1.25% UNR] 2009 44 A 22 H~2013 44 H 21 H

15 R EHFFIRERRICEHT S1FH
AFNL, B (DDWIEERE) WIRICBET 2 HIRITED BTV,

16.8#0—F
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U LW EHEINT,
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AR5t 4

HOT (13 #1) &=

EEHEERMmELE
INEHEERI—F

L7 rEEa—F

CILTYIEES

1095531040101
(PTP 100 #&)
1095531040102
(PTP 500 %¢)

4490020F1020

610421326

DILTYIEE10

1095548040301
(77 AF v 7R V500 $8)
1095548040101
(PTP 100 £8)
1095548040201

(PTP 280 5&)
1095548040102

(PTP 500 5&)

4490020F2027

610421327

OILTYY
KS4>0w71.25%

1172621030101
(77 AF v 77K hv100g)
1172621030301
(H.S. 0.4g/40g)

4490020R1027
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Xl . BZEEE

Xll. 3Z&H

1. EGENETOHRFTRKR
TF U ORI 100 » [FLLETIRGEIIAGE STV D (2011 48 7 HHIE) .
7235, KETIL 2008 2 A A v F OTC H & LCTEGR S HL, BIfEIX OTC 3 & L TIRFE SN TV D, KIE KL O
ElCB T2 REBIRWITITFTRO LB TH D,

RX-1 SHETOHFKFTIRER (2016 F£9 AFRAE)
E 4
& WR5E4 e HI - Hikg | 2heg - 2R ik - Hi
£ Ha
ZYRTEC TABLETS
FER!
ZYRTEC Liquid Gels B 7 LA
(0TC) 10mg e
ZYRTEC Dissolve F1ZEN A EEBE ;%&;;g B PN AN A PR
Tabs (OTC ’ 1B 10mg 1 A 1A
abs ( ) 10nrhlg | oo g
KIE Child ZYRTEC o R ROT L
hildren’s Healthy | 10mg _ —IPE D IR
1996 4 | Dissolve Tabs (OTC) | poconiials | (¥ ]\“717 Bk, <L
2 A A N P A
WH., B RAKR6 L Eo/hR
D EDFER) 5mL X% 10mL 1 A 1 [[]
Children's ZYRTEC cnyrp | PHEM 65 mELEDRA :
Allergy Syrup (OTC) 1mg/mL SmL1E 1H
2 %L b 6 IR /N
2.5mL 1 H 1]
2 Tk AT 1 Al L AR R
Zirtek Allergy 10 mg
film-coated Tablets FEET L A :\10mgji H 1\
Zirtek Allergy Relief $EAI 10mg F—pEag . |12 LA EDOF D 10mg 1 H 1 [H
10 mg film-coated T UL | 6 D 12O/ bmg 1 A 2 [A]
s | tablets (OTC) X% D
e Al s B - RO [HA  10mg 1 H 1 [
1998 4 S“;tet. Y sl L B 12 8L O # 4 - 10mg 1 B 1
o7 |Solution, 1 milml o ) G s 12 B0 - g 16 218
'fﬂ&fﬁL IBPERFFEPESE | 2 50000 6 3800/ © 2.5mg 1 H 2 1A
mg/m v~ e s N
Zirtek Allergy Relief & RIS DFERHR A : 10mg 1 A 1A
for Children 1 mg/mL il 12 55 2h EOFAME - 10mg 1 H 18]
oral solution (OTC) 6N D 12 0/NE : 5mg 1 H 2 [

a : PIRIKERRE DR TEF A

HARIZB T D %h6EE -
(hE -

BIN

LY

T LR —PERR

L, W5 - BUSK. S, KU O

UhR)

ESZR

T LIV —PEE R
R

P& PR

(W% - BRG9e. BRZ O FEIE) 1D £ D8

Bk, AL - HEETROLBY THY, HETOAGRIRI EITRRD,
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(A% - AS)
[10mg )
B AT EF Y DUEREEE LT 1 10mg 2 1 A 1=, sREANCRAKRET 2,
e, i, JERICE Y EEEET 5, kEm&E5®EIX 1A 20mg LT 5,
(5mg #E)
[ﬁA]
SR YN iﬁ%)//ﬁMﬁ&L11@1m@%1H1E BERNCRR O R ET 5,
¥, Fn, ERICKVEEER T A0, keSS EIX 1 H 20mg L35,
U]
WE L TP R 156 R O/NEICITEF Y DUERE S LT 1M 5mg & 1 B 2 [\, A% K OBERTIICRE

H&59 5,
(RIA4vm vy 7H)
[&AJ
WE L. RAIZIZ 1 E 0.8g (BF ) VUEEE L LT 10mg) % 1 H 1[8, sERNAREMR L TROESE4
Do

7ok, . JERIC X VEERET 52, kEiEGEIF1H 1.6g (BF Y UG L LT 20mg) &5,
)

EE . 2L B TR O/NRIZIZ 1R 0.2g (BF Y DU E LT 2.5mg) & 1 H 2 [0, #I&% KO
R AR L TN 57 5,

WE, 7L R 15 R O/NRIZIE 1 E 0.4g (BT Y P UERRE S LT 5mg) % 1 H 2 [\, FAR% K%L
ZRNC R L TR D& 535,

2. BHIE T SBRRIIEFR
RSB HiBNMER (A —RX S UTHE)

Gars| & SO
A=A T VT EAUE B2 (201647 H) B2 : 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 are inadequate or may be

lacking, but available data show no evidence of an

increased occurrence of fetal damage.

AFBICB T DEH EOEE Ml Ew, RHLSE~OES ] OEORHIZILLFOLEEBY THY, A—A TV
T EFEL S,

(M EoEE] i, e, RIELmFE~DR G

(1) b SRR LT 5 TREME O & 5 i N2, {Afﬁ*i@ﬁ{ﬁ%ﬁ fabrtE %z LA 2 &l S 53 DI
BHETHZ 8, ([@EWER (v ) ThELZBEETLZENRESNATND, )

(2) EHAF DA iﬁﬂ&5¢iTL%ﬁféﬁ6 “““ Lo (e M PA~BATT A Z @GS T0D, )
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XIII. {i& =
ZOthoEEE R

DITYI RSA40y T 1.25% & mFlE DEBEZELL (BA)
W) OART —Z 1A L BlE LIeREONBIZE L, BEBEL OOV T v 7 R4y 7 1.25%DEFFEEZ R L
7= b O THFIOERIFIT > TR,
@ F7o. ZOBEHIMMOIEA L OELA ZHELET 5 L O TIiEAe\, PRICEE L Tt Bl & 3AIDORIHE « ZhE.
M - AEROW A EOREEE2 HoMRo 2 &,
@74, RERTCASHAITRBRE/RFO LD TH 5,

1. HABRAE
INT v RIAvay T 1.25% L ELEHEAI L A FdA LIciEE (U, BdAaEh (1221, 25°C£27C760%
RH*5%RH &F Fio—EMMMRAL, SMEL BEPE, RFEE (%) (BF ) DUV EmREOEE) 2815 LT,
SMEL, TRIBIEIZ OV T AR 0.8g, FRIFHIZONT i*ﬁa\ﬂ%%’ﬂ 1.0g ZEE L, il SN LA L RA Lz (F
ROBFIIZONVT v 7 RIA4vmy 7 08z 1T DA EAitd, V7 v 7 K741y 7 1.0gTxT
HELEEDR UETEHA L2),

2. BIERHA
S, TREMEITIR A E%. 1. 3. 7. 15, 30 H B, BERIZES 7H., 30 HBIZBIZEZIT-T-,

3. HBRIER

(1) sMEL - . BESE. 172 E0ZE A NIRTBIZE LTz,
— B2 BEHLNRNHD
+ BlboFEOED LOE O
+ O NI RO LND B D

(2) BB : BlERUBHIK 30mL 2 A2, 10 [BIFEINE « IESZEER OREIRRE 2 PR TBIZE L7,
B Y—cBETL2H0
AR H—IEE L2V O

(3) AfrH ek oeT ) DUERBESEZEN L, BRAEZOEEREITOETF Y U UERIES Y
100% & L7z & OFFREREH L,



XII. {5 &

4. # B
(1) A& DOREITRY . AMRICERR oMb D (VA THiPERE T 28k (EHRH) OH) kO
LB HERS SN T2 b D2 LU TR, IEBENHEGE S N2 b DIV b A BIRIER ) D IRE R R T

HoT,
— REEA 1 - W = B B
ke FrZ BERAE) EaE" | HRERE B TH 38 78 5H 308
VK- ART—)L#K 0.1% rHE 88 - - - - -
sk \ 1.0g EBE | TR | FEIR | FEGR | TEGHR | FEGR | TEGR
(/INIVTART7—T) BRIFE (%) 100 / / 93.9 / 90.4
W o=\ EEHRE g =y SNER EREES ) - - - - -
YLIIMERBTCARM(ERA) |, o BEE | TEGR | TEGIE | TEGHR | TEGR | TEGHR | TEOID
5 B (VLZ) Fﬁﬁsﬁé%) Eéui?#aé / / 100.0 ;I; 9;;
. — 3 - - - TR | TR
VATRPBRABT AR ERA)| o BB | FRGR | TEOR | FEGR | FEGR | FEGR | TR
(VL7Z) BT E (%) 100 / / 94.9 / 88.3
B BE - - - - -
Fo F— LR 20% 90 | TROAR | TACIE: | REGR | TAGIE: | TR | REGIR
0g i i) FiEm) FiEw) FiEm) Fiw) Filw)
(HI=EHE) REE (%) 100 / / 101.7 / 93.4
FAR—ILES 42097 20% il 8% i i i i i
0.4¢ EBE | TECLR | FEOIR | FEGR | TEGLR | FEGR | TEGR
SEXIEE (EN=EHE) BEE (%) 100 T / 97.6 / 92.7
. B BE - - - - -
TA AT 50% 0.4g BEBE | FEGR | TEGIE | TEGIR | FEGR | TEGE | TEOIR
(T—HA1) REE (%) 100 / / 101.2 / 96.0
ATF U 0.01% o1 B& . . . - -
0.5¢ BEE | TR | TER | TR | TEGIR | TEGR | TR
REED BRE (%) 100 / ] 99.4 7 92.0
N PG —EEL 5% oH B[ i i i i i
BDE 0.1g BEE | TR | TELR | TECHR | TEGIR | TEGHR | TR
(AN =FHE) FRIFE (%) 100 / / 101.3 / 105.0
— N | BEERE - - - - -
BTE 1.0g BEE | TEGR | TEIR | TEGHR | TEGIR | TEGR | TR
(FR—327IL %) FRFE (%) 100 / / 98.2 / 105.5
T N | BERRE - - - - -
1.3¢ BEE | TEGIR | TELR | TEGHR | TEGIR | TEGHR | TR
(F—=HIRT7—F—=#) FETFE (%) 100 / / 97.6 / 96.9
o e WE | BEREE - - - - -
BBE ~UF—LEGRH 0.4g BEBE | FRGR | TEGE | TEGIR | FEGR | TEGH | TEGR
(EHEHE) FETFE (%) 100 / / 95.5 / 108.8
EEEAL TS R Ol (M) rHE 88 i i i i i
0.5¢ EBE | TR | FEIR | FEGR | TEGLR | FEGR | FEGR
(HEI 77— —EREE) FETFE (%) 100 / / 98.1 / 108.7
109%7FLY YL BIF ) oH E[3 i i i i i
nEBTE 0.1g EBE | TR | FEIR | FEGR | TEGLR | FEGR | TEGR
(/INIVTART7—T) BRIFE (%) 100 / / 102.8 / 110.1
JESuHREH 40% & Ef i i i i i
BOAILRE 0.5¢ EBE | TR | FEIR | FEGR | TEGLR | FEGR | FEGR
(F59V-AZRY54) BRIFE (%) 100 / / 97.1 / 102.7
FHERFI/ITUNIGIREK ax g2 - - - - -
BRI AT = = 0.5¢ EBE | TECLR | FEOIR | FTEGR | TEGIR | FEGR | TEGR
(BARDIR vy —REZHE) BRIFE (%) 100 / / 94.3 / 102.5
AL TOAAREL 1% o BE . . . - -
1.0g EBE | TECLR | FEIR | FTEGR | TEGIR | FEGR | TEGR
e e 4% P (YotrI7—<—HD=FHE) REE (%) 100 / / 101.9 / 110.5
R F—)LHIKL 50% o1 B& . . . - -
0.5¢ EBE | TECLR | FEGIR | FEGR | TEGIR | FEGR | TEGR
(FRATSRABE) REE (%) 100 / / 90.6 / 94.1
)5 E— LB 12.5% TG Le i ; ; ; ; ;
S SEUSE— LB 125%JG) - RO | FECAR | TECLE- | FEOIR- | TECIR | TECIR
RERSER oz | mar | TR | TR | Chwe | wwly | www | eusn
(BA IRy —REZEE) REE(%) 100 / / 96.9 / 105.7
55y ML 10% R | aB/EARs i i i i i
MR ‘ 1.0g BEE | TR | TEIE | TEGHR | TEGIR | TEGHR | TR
(F—=3) BEEE(%) 100 / / 88.7 / 99.3
TIHET 58 20% o B& . . . . .
BTADAE 1.0g BEE | TR | TELR | TECHR | TEGIR | TEGHR | TR
(REAREREE) RIFE (%) 100 / / 90.1 / 93.4
e e WE | BERRE - - - - -
BNty KT R#HL 20% 1.0g BB | FRGH | FEGH | FEGR | FEGH | FEGH | FEGD
(REAREREE) RIFE (%) 100 / / 95.2 / 100.1
WAR  ULTvI ESAUOyT08gSHT ARAE



XII. i
. REEA — 1 . W = B B
e BEA ERES) el | HBRA B TH 38 78 5E 308
. W | DEREE ; . ; . .
7T L— AR 20% 0.5¢ BEBE | FEGIB | TEGIE | TEGIR | FEGR | TEGE | TEOR
(BFHREE) TR (%) 100 / / 92.4 / 94.7
— e BE ; . ; y -
AT FIVEERH 1.0g BBE | FEGR | TEGE | TEGER | FEGRH | TEGRE | TEGD
(EHHEUE) TR1FE (%) 100 / / 94.6 / 100.2
e e BE ; . - - -
IR 10% 15g BB | FEGR | TEGE | TEGER | FEGR | TEGRE | TEGD
(I—HA) FETFE (%) 100 / / 93.8 / 95.9
P R | OERER . . . . -
/R ik 209 0.5¢ BEBE | FRGR | TEGE | TEGIR | FEGR | TEGH | TEGR
(REHFE—-REBLEETR) Fﬂi%g%) 100 / / 100.7 / 98.0
B % RIS ATE s 5E ; ; ; - -
97 Ay MR 20% 20 wme | TACUE | AEIR | AR | ARG | RECIE | TACHE
-08 - fedid?) EHEY) 2iEY) EHEY) ) )
(KEAREREE) RIFE (%) 100 / 95.1 98.5
N R BE . . . - .
hEs i 20% 0.5¢ BEE | FRGR | TEGIR) | TEGIR | FEGHR | TEGE | TR
(KIRERTE) BRIFE (%) 100 / / 92.5 / 93.5
R BE ; . - . -
/ATILAR 40% 0.5¢ EBE | TEGLR | TEGIR | TEGR) | FTEGR | TEGIR | TEGR
(F—Z=HIRT7—F—=H) BIFE (%) 100 / / 102.9 / 97.3
. R BEEE ; . - . .
ALy S RARH 0.5¢ BEE | TEGR | TEGR | TEGHD | TEGR | TR | TR
(FEE—VITHELE) ZATE (%) 100 / / 99.4 / 94.3
N . R BE ; . - . .
VYBATAVBARIEL YL |, BB | FREOH | FEOH | FEGR | FEGH | FEGH | FEGD
(=7m77—=) REE (%) 100 / / 100.4 / 97.6
- R BE ; . ; . -
TARSH10% 0.2¢ EEE | TEGHR | TEGR) | FTEGHR) | TEGIR | TEGR | TEGHR
B R (FRATSABE) REE (%) 100 / / 103.4 / 92.1
’ ) N ] B - - - - -
FIEU B 4.17% 0.6¢ BEBE | FEGB | TEGIE | TEGIR | FEGR | TEGE | TEOIR
(BAHE) BEEE (%) 100 / / 101.5 / 93.3
— e BE ; . . y -
AL —ILEL10% 0.2¢ BEE | FEGB | TEGIE | TEGIR | FEGR | TEGE | TER
(GHEEFES) BEE (%) 100 ] 7 103.7 7 95.7
. e BE - . : - -
BEE TVTRSRE 1.0g BB | FRGH | FEGH | FEGR | FEGH | FEGH | FEGD
[CIEFES) FRFE (%) 100 / / 104.2 / 94.1
e BE ; . ; y -
TEE- 553U~ ILABEL 10% Lo wme | TR | AEIR | AR | RECAR: | TACIE | TAGR
Rk = g i Et) | EEm) | Eem Fat | Eww) | SEm
(FRATSABE) FETFE (%) 100 / 105.9 97.3
— R BE . . ; . .
= roy—|-
E53> C#I7Y—1-100mg 1.0g BEBE | FREGR | TEGE | TEGIR | FEGR | TEGH | TEGR
(REERTE) RIFE (%) 100 / / 97.2 / 89.9
N W | BEREE . . . . .
£ 53 2 AT/ LA 0.1% 1.0g BEBE | FRGR | TEGE | TEGHR | FEGH | TEGH | FED
(I—HA) FETFE (%) 100 / / 99.1 / 94.2
N R BE . . . . -
ATERHL 20% 0.5¢ BEE | TEGR | TEGIR | TEGHR | TEGIR | TEGHR | TR
(o /—R—T—H) BRIFE (%) 100 / / 98.3 / 85.2
o R BE ; . - - -
aEmEaeg | OFTY/RVBIET % 10¢ [ BBE | FRGE | FEGE | FEGH | FEOH | FEGH | FEGD
(KEERIE) BIFE (%) 100 / / 96.0 / 89.0
e R BE ; . - - -
TSI AR 10% 0.5¢ FEE | FREGR | FEUR | FEGR | FEGH | FEGH | FEGD
FIRE (D74Y—) BIFE (%) 100 / / 99.3 / 94.4
R R BE ; . ; . .
YO AR 4% 1.0g BEE | TR | TEGR | TEGHD | TEGR | TR | TR
(Y /74 TRUTAR) REE (%) 100 / / 101.6 / 92.4

‘BE&

8 UILTYIRSA4oAvT08gIcnT REAE




XII. {5 &

(2) & DELEIZE Y,

B)—IEEB L7 b D E LU TICRT,

- REEA P W E & W
s BRE MEREEI) WER | MRRE | wg TH 38 78 5 H 308
e W | DEAEE - - - - -
NATEL10% 0.2¢ BEE B B B B B B
== Al = —
AR (P AT ABER) ﬁﬁﬂiﬁ(‘%) Eé?;E / / 9:?6 / 91-.3
SRR 1% 10¢ [ EBE ) B ) B B B
(MSD) HEE (%) 100 / / 103.0 / 96.3
R, e BE - ; : - -
BIOuh— 275 1% 0.5¢ BB B B B B B B
(RIFHZE) RIFE (%) 100 / / 90.6 / 90.6
5 .A T BE . . : . .
ELF7 % 10% 0.25¢ | EBE B B B B B B
(EHEHE) RIFE (%) 100 / / 96.7 / 93.3
- R BE . . - . .
ERNLFH10% 0.25¢ | BHBE B B B B B B
}Rtxésjé;e; (Eﬂi%i&ﬁ)) H1EE (%) 100 / / 98.0 / 96.4
M7LILE—F . . 558 E3 E . . - "
~UTIFIHA% 0.4g BBE B B B B B B
(HET) BIFE (%) 100 / / 91.6 / 92.3
P R BE - - : - -
RT3 M 1% 01g [ EEE ) B B B B B
(MSD) BIFE (%) 100 / / 89.4 / 87.1
WEE : ULTu KS4L0vT08g 1T ARAE




XI. fii &
, [FEES . A BAOE OB OH#
A= 5t ERAED kel | HBRA EE TH 3H 78 5 308
ar 1o R B - - - - -
/A% 0.4g BB B B B B B B
(AD=EHE) FRIFE (%) 100 / / 104.4 / 93.9
S LEEE 0 10 R BE - - - - -
ZAEARY AR 0.002% 10g BEE & = = = B B
SEEEE (FANT7—) 5%?;&%%) llaoé / / 10_8‘9 / E)Ei.O
RSFURSATAYTINER 0.1% 1.0g BEE & = = = B =
(Ml =ZHE— ADEERS) BFE(%) 100 / / 97.5 / 101.3
em o, R BE - - - - -
ROFUURSA4o0vT 0.1%/NEA 1.0g BEE B B B = B B
(TR w/3) BFE(%) 100 / / 102.1 / 103.1
N GE] BE - - - - -
CAVVE01% 10g [ EBBE ) B B B B B
- [CEES) FETFE (%) 100 / / 94.8 / 103.7
ROR JA% ) 1% ohE ETIETS i - i i i
° 1.0g AN B B B B B B
(T—HA1) TRIFE (%) 100 / / 97.3 / 105.3
N ] BE - - - - -
EVILRU# 2% 0.2¢ TR & B & = = =
. (BARAN=YUH—AVT )L L) TRIFE (%) 100 / / 100.8 / 105.5
ERE MR B - - - - -
L3vIi DS3% 0.5¢ BB B B B B B B
(FHEANT7—) TR (%) 100 / / 99.9 / 106.7
[ . S8R EE) - - - - -
Bix RRREALLDL 10g | BEE ) B E B B B
(LAHE) HirE (%) 100 ] / 100.3 / 109.5
.* S8R BE - - - - -
MEBTE AT 5% 05g | BBE ) ) ) ) ) )
(E——RIRJ7—BE—=H) EiE (%) 100 ] ] 97.3 / 101.9
. S8R BE/IE - - - - -
BEnEREE AT 19 05¢ | B ) B ) B B B
(E—=%) Hir (%) 100 ] / 96.1 / 103.1
UL 10 e s =
- %Y= 4% 10% [
fREERIH R 0.6g [T B B B B B
(E—=3) EiE (%) 100 ] / 94.0 / 103.5
- | BERRE - - - - -
IR/ AL 50mg 2.0g BB B B B B B B
(REZHE — ADRERT) RIFE (%) 100 / / 99.8 / 106.4
TYRBLUES (29T 10% oh Ef i i i i i
REYE 2.0g AT B B B B B B
(FRIFSv/3) EE (%) 100 ] / 81.6 / 89.3
R, | BEIREE - - - - -
S/RAT R 2% 1.0g BE B B B B B B
(D74 ——REAZERKITE) BFE(%) 100 / / 105.5 / 99.4
. R BE - - - - -
IR ARATLRA 0.5¢ BEE B B B B B B
(F—=%) BFE(%) 100 / / 96.0 / 100.4
e e S8 =1 - - - - -
HN— R ¥V AhL LA 10% 20g | BBE ) B ) B B B
(/INVTARTF7—) BFE(%) 100 / / 89.8 / 87.3
_ iR BE - - - - -
BRBREE 7A7a—L g 05g | BBE ) B ) B B B
[CHEEI) TRIFE (%) 100 / / 87.5 / 91.3
N N BE - - - - -
HAS—H 2% 10g BB B B B B B B
=5 B3 3= (0
B EEARE (7 RATSABE) TRIFE (%) 100 / / 92.9 / 97.5
HZRA N #B%i 0.8% o BE& . . . . .
) 0.5g AN R R R R B B
(BAFHFE) TR (%) 100 / / 90.1 / 94.6
ST, S8R EE) - - B . .
ATaH 0% 03¢ | TEEE B B ) B B B
| 32 =
Jo—— (BEHENE) EiE (%) 102 ] ] 101.6 / 99.1
FARYLE 10% oH AEEe . . . - -
0.6g AT R R R R B B
(HD=ZHE - ADRERS) ZATE (%) 100 / / 100.3 / 94.3
REIR - YFIFUE 1% il g8 - - - - _
ﬁéiﬂa&%;% 0.5g AT R B R B B B
B (FI=FHF) Tz (%) 100 ] / 98.4 / 92.0
e S R B - - - - -
BB REA TR V7O 0.1% 1.0g BEE B B B B B B
(EHHUE) HITE (%) 100 / / 100.0 / 96.3
o 4 S8R =) - - - - -
B sLskmn 1.0g BB B B B B B B
[EXFES) TRt (%) 100 ] / 98.2 / 97.2
Tott e BE : : : : :
CITYIRSAT YT 1.25% BEE & B = B B B
(A= —E—Tw/8Y) FRIFE (%) 100 / / 102.6 / 101.2
BEE VLTV IRIAAyT08gIiKT HERER
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CILTYI RS40y T 1.25%&MElEDEEEL (IMNR
W) OART—Z LA L BlE LIeREONBIZE L, BEBEL OV LT v 7 R4y 7 1.25%DEFHEEZ R L
7o b O THAIO EEITAT > TV,
@ F7o. ZOBRHIMMOEA L OEA ZHELET 5 L O TR, PHHICE L Tid, BlAEAIOZIEE - 2hE.
M - AEROW A LOREEE FoMRo 2 &,
@ Mies ., WIEITER A TR ERIEFO LD TH D,

1. REBRAE
UNT w7 RTA4va ey 7 1.25% EEEIEA L 2RSS LRk (BUF . BLAERED 12T, 25°C£2°C60%
RH=*5%RH &MF Mo —EHHRAE%, SMEL BN, ZEE (%) (BF Y VUV EREDOER) 285 L1,
SEL, TREMEIZ O W TR 0.4g, FRGFRICOWV T AR 0.5g ZHFELL ., BlA S D 3A LG Lz (f
ROBRFIIZINVT v 7 R4 my 7 04g 1T HEAGELRH, V7T v 7 R4 vy 7 0.58 1ICx7
HEAED R U TERA L),

2. AIEREER
S BREBMEIRAER, 1, 3, 7. 15, 30 HH., EAFRIXEAEL, 7TH, 30 HHICBIREITo7=,

3. HARIER
(1) S8l - il BEEE. il E 02 b2 WIR THIE LT,
— RO EIRBO ARV E D
+ BMEDOFEDOED LN D
+ O NICEBEOLNDL B D

(2) M - FLAHUEHIK 30mL 214, 10 BIFSZ - IES#ER ORREIRRE 2 WIR TEIZE LT,
B:¥—lBEmTs5b0

AR IZRRBEL 2N

(8) IR AR OF ) U UEBIESEEZEH L, BAEZOEEGREFTOETF Y O RIS &%
100% & L7- & X0l FERE2EE L,



s
XI. fii &
4. # B
(1) & & OREIZ X D REENER SN OE L TITRT,
N [EEE ] e | 2 R
ol ER AR ) RART | HMBEE R TH 35 78 5H 308
N [BEEVED _ — _ ; ;
RS55322Av7 0.04% 1.63mL BiEH
Hom BT |T~E GiR) |AB Gl AR GLR) B / /
(MSD) BHEE (%) 100 / / 97.7 / /
RSS5IU8 1% ohE B[ — — — — —
~ 0.07g A TR GEEY) |FR GIR) [FR CIB) [FR CEE) |FR GER) |FR CIR)
%;ﬁi;’ (MSD) BRE (%) 100 T 7 104.4 ] 100.9
BRSINRREL Ay 0.03% fiR_|BEmEsn - - ! !
- ) 3mL AN TR GEEY) |FR GIRY) B B / /
(JBIERZ7—=) BEE (%) 100 / / 93.8 / /
. o 5 |DEREBEEH = - ] 7 -
HATVIMRAYAYT003% | o mEE (7B G B B B 7 7
(JBIERZ7—=) BEE (%) 100 / / 91.3 / /
FAR—ILESA2O9T 20% ohE BE — = - = =
KEXIIRE 0.6g AN TR GERY) |FR GIR) [FR CIB) [FBR CEE) |FR GER) |FR CIR)
(BB =FHE) BEE (%) 100 / / 100.5 / 104.2
B e . SV EE/;@E%EE _ _ _ / /
S CavE&aIaY )
- BHER 3ml ™ E®E [FE il [FE GO B B 7 7
(EHEHE) BHEE (%) 100 / / 98.0 / /
5h8 EEEER _ _ _ / /
TR OYF 0.25% L, Podii)
m BEE | FE IR B B / /
s (FRTSREE) BEE (%) 100 / 96.3 / /
. WE |BEEERS — _ — / ;
FARYSOvT 0.5% 3l ®
m. A TR GER) |FR GIB) [FBR CEB) |[FR Gk / /
(A=ZHE-ADHERS) BEE (%) 100 / / 103.1 / /
1Ly o 5 |DERBEEHR = - = / /
L P INRALIVILAYYOYT 0.3% 45mL TR B (R B B B ; ;
(FEAT7—) BEE (%) 100 / / 96.1 / /
JESyHREH 40% oH B& - = - = =
HOAIRE 3g A TR GEEY) |FR GIR) [FR CIB) [FR CEE) |FR GER) |FR CIR)
(5597 RZRH354Y) BEE (%) 100 / / 89.7 / 95.9
. o 58 EIER = - = / /
mmgmE g | T ATVYRYT325% sml | EEE |[TE GE B B B 7 7
(FE—=5 BEE (%) 100 / / 97.3 / /
SVE BN _ _ _ _ _
Pp—— HIRA PL R SHH . i
heEERE g A TR GEEY) |FR GIR) [FR CIB) [FR CEE) |FR GER) |FR CIR)
(EHHRE) BEE (%) 100 / / 107.7 / 99.5
SV EEEEER — — — — —
TEEYIR/NE A 100mg 1.35 BAE AR LB - FFR CIB - 2R B - FAR CEB - 2R CEB - Z TR CEB -
-998 i) prid) itE) prid) i) FiE)
(EHHRNE) BEE (%) 100 / / 101.6 / 102.1
- LRSS Oy S8 B8 - — — - —
HeEns RAILUESAY AT 200 3 BB B B B [7E G [7E G [FE Ol
(MeijiSeika 7L <) BEE (%) 100 / / 96.6 / 105.9
N, = e [BEmEEE = = = = =
IFUARTALRYT W0%NRR | o BEE 7B iR |TE Il TR iR |TE IR |FE il |TE Gl
(RERE-XEZLEESR) BHFE (%) 100 / / 100.1 / 106.0
BEE DT YIRIAI Oy T04gIcKT HERER
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(2) A& DERLEICZEY, BB LI LD EZLU IR,

f FBREEH = A A F OB OH
A= g ERAED kel | HBRA EE TH 36 78 5 308
— T EERERE = = = = =
RISIURF12897 0.2% 0.33¢ EEE & = & = B B
(B A& E—MSD) BEE (%) 100 / / 104.5 / 103.3
R B = = = = =
HOTFURSA428Y7 0.1% 1.2 B & B = B B B
U T 4297—=) BRE (%) 100 i 7 93.0 7 98.3
I, 5 B = = - - =
BILTIRSAAYT 2% 0.75¢ B & B = B B B
(BFIREX)Y) BEE (%) 100 / / 109.0 / 104.2
. 7 = = - = =
RERSSH. AR5V BT 10% 1.05 ,ﬁ;g?; =& g e B B B B B
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