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+ (o)
aypnsy K | 2TEC M - DA 37 J B T 2 3 7
S0mg TR (o 2eRH
25001ux
25+92°C B ik 120 5 lux * hr ER N 2380 7=
45+5%RH
40+1°C .
e o A5 R % Bl
75+ 5%RH B - JRER 3% A HIES N
+ (o)
mLs Kb | BERE ek - B 3 A s
100mg [EHiF 5250
25001ux 120 5 lux * hr C
25+2°C B 120 77 lux - hr | 3.8% D& E{L T 43R
45+5%RH -

K RBRIEHE - PRR. WHIE EE, B

. RAEERUVARBRBEOREN
BAR VAN

e L ORAZIE (MELPHEL)
KR L

.l

(1) Oy )L%e K& 25mg THRIBF
[H ARG I ES < #HERr]
BRI K 900mL & vy, BR—airys BRI O X Rvik (50rpm) 12 X0 iR
B9 L x . AANTHAERB HFEERLESFICED DN aF 2 o h ) 7 AEOWRHHK
WAL TS ZERNERINTWD (45 O EN 85%LL E) 9,



1V. ®HI<EES ZIEHE ]

[AHZENC T B[RS (T8 &2 58 0 B RE O AW RS ERBRT A RT 1 )
(AR 124 2 A 14 AESRES 64 5, PRk 1845 11 A 24 H—fdkiE)) ]

ORBRIE © ARG RBRIER HRBRE S Rk

@B BRI A
ARERBLA . YL & 2 K 8E 25mg TR
FEUERLE] - L& 2 K BE 50mg [RHIF

Q@RBR S
ARER I E : 900mL WE L - S TR B I E 1k
KA
HERR YT UTER (5) E1#n3k
7K 5, 10, 15, 30, 45, 60 50rpm
AR 37.0£0.5°C
Ny 12 Xy t/L

@ORBRAER: . v x v K 82 26mg TRHIF) 13, [EENS B2 D8 0 EFRRE O £
RSP T A T A ) 12hED&, vz K §E 50mg TBHF) & iEHE
BFIE Lo & &, ERBREMIch T D MEIHNE L A FrcFE%E L
BIREI NI 3,

[mYr s KEE26mg BT LARMERGRI DA TS FI2d81T 2 ¥ H 28] ]
T H kB RS S (K 50rpm)

100
“lr,‘; .....................................

80 [
ILH
# 60
:A\ 10 F —e— 1L Z U KEE25mgl BHIF)
- 1 —A— fE RG] (FEA], 50mg)

20 R 11

0

0 5 10 15 30 15 60

ABRAGRIRURF ] (53)

(2) AYILAR > K &£ 50mg TRIEF]
[ B A D 51233 < ABR]
ARERIZ K 900mL % VY, B R —aBRiE  IEHERBRIED /S KViE (50rpm) 12 & 0 akEk
PITHO L&, AR EAREKFHFEELESRICED N T ILE B Y T LEEOEHE
WA L TWAZ ENHERINTND (45 O ERN 85%LL ) 3,

NI 2 FLE (TR ERGOAEYFNRIEERBR T A K74 ) (P 18 4 1
1H 24 ABfF HEFERE 1124004 5 B 1)) ]
ORBRYE - AAREFH —RBRERLRERE N FUVE
QpEERFEA
EREUA] - v L& K BE 50mg [FHF)
FEHERIA © = 2 — 1 Z U 8E 50mg
(1L#Ehicad 2o AU v aE LT 50me 26 AH7T % EEA])

QB S
RERZE © 900mL BIE L - SR AT G BE I E
KRN
HER& YT OER (H) B
pH1.2 5, 10, 15, 30, 45, 60, 90, 120
pH5.0 50rpm
pHG6.8 5, 10, 15, 30, 45, 60
K
pH5.0 5,10, 15, 30, 45 100rpm
PERTIR 37.0+0.5C
RV 12 Xvy&v

@RBRFE R oY v x o K §E 50mg TRHF] & AEERIFIOWH 28T 5 ST _XTITB W
THREIZHEE L, [T RTOEEHRBRSLMICB W TREICHEET 5] OHTER
WICHTEE o722, WA ORHZEENFTELL LT 5 &3 STz 9,



([ v wmiceyemER |

(e P2 KiE 50mg TRHF) & ARMERFI OSFEAM F ISR T D Hi%E)]

B HERBRAE AL (pH1.2,/50rpm) TR AR S (pH5.0,/50rpm)
100 | 100
i —o— L Z U KEESOmgl BHIF ) =
80 5 4 (e T80
0 —A— BEERLE (57, 50mg) i
# 60 # 60
o 40 | % 40
- | - 5 L —— L2 KEESOmgl BHIF )
~ —— FEUERL (57, 50mg)
0 ¢ 0 . . . . .
0 5 10 15 30 45 60 90 120 0 5 10 15 30 15 60
AR R HRE ] (47) PRBRIR BRI (53)
P HIRBR A S (pH6.8,/50rpm) EHIRBRKE SR (OK,/50rpm)
100 100 F
# g0 | e |
i w80
60 % 60 |
:A 40 70 40 t
~ 20 IS KGES0mg A - —e— L& KEE50mg | BHIF
—A— UL (5277, 50mg) 2007 —A— FEHERUA] (5241, 50me)
0 . . . . . o , . . . .
0 5 10 15 30 45 60 0 5 10 15 30 15 60
R BURERT (47) PRBRERTURER (43)
RS 5L (pH5.0,,100rpm)
100
gy BT M
80 f
i}
% 60
; w0 | —— L Z U KEESOmgl FHIF
Z —A— PEHERLA] ($E7), 50me)
20 L7 s 85%
2
0 . . .
0 5 10 15 30 15

ARERIEERIBUE ] (53)

(3) AYLE > K& 100mg THIHF]
[H ARG ES < HERr]
BRI K 900mL & Fvy, B R—airys iRk O X Kvik (75rpm) 12 X 0 iR
BITH L x . AANTHAEBHFERLESFICED DN aF 2 B ) 7 AEOWRHHK
WAL TWD ZERERINTWD (30 O OEHEN 85%LL E) 9,

BN 31T D EE (BB EES O FHIRIEERBET A K74 ) (Fk 18 4 1
1 A 24 Bff SERFARE 1124004 5 5IHK 1)) ]
ORBRIE « AARER T - ERBREEHRRE S MLk
QBRI A
ARBRIUA - m YL 2 K BE 100mg [RHF
PEAERIA] : = 2 —nv ¥ 2 8E 100mg
(L#ghicad U vadE LT 100mg Z & H 3 5 8E4))

QR BR A
ABRRE : 900mL WESTE - SR TR B I E
BAEE
BRI HUT) UOER (4) BT
pH1.2 5, 10, 15, 30, 45, 60, 90, 120
pH5.0 5, 10, 15, 30, 45, 60, 120
pH6.8 50rpm
5, 10, 15, 30, 45, 60
7K
pH5.0 5, 10, 15, 30, 45, 60 100rpm
SRR 37.0+0.5C
XL 12 Xvy&v

@B« v L2 > K §E 100mg TRHAF) LARERAI O HZE L 5 K~ Tizkn
THEEZHEA L, [TXTORHEABREFICEWTEEICES T 5 OHER
HIZHTTE T, MEFIORHZEENTIRB L TV D Ll shr 9,



[

1V. ®HI<EES ZIEHE ]

[e¥ % KEE 100mg TRHF) & REERIFI O KRS TICi T Dt 2]

VA EER S (pH1.2,/50rpm)

100
ﬁ 80 —— o LE U KEEL00mg FHIF )
£ 60 —A— IR HERLE] (§E/4]. 100mg)
9 40
) . M
0 A 4 1 1 1 1
0 5 10 15 30 45 60 90 120
FRBRIRER RS (47)
s RS 5L (pH6.8,/50rpm)
100 F
= 80 F
U—‘l
= 60
% 40
- —— I LZ U KEEL00mg FHIF
20 —A— A (5, 100mg)
0 . . . . . .
0 5 10 15 30 45 60
FRBRIR B IRFIH] (47)
A RS S (pH5.0,7100rpm)
100 F
~‘('/“"}~ ......................................
80 |
Hi
60
;Z) 40 } ——— Y LFKEEL00mgl FHIF |
~ 9 —A— R HERLA (£, 100me)
------- 85%
0
0 5 10 15 30 45 60
ARBRIER BURE R (50)

10. &% - 2%
(1) FESBELGES - 8K, SNENRRLEERR - ARICET SR

11.

12.

MR L
(2) a%

100
80
60
40

20

BB R (pH5.0,/50rpm)

—— 2 LZ U KEEL00mg FHIF)
—A— (R (525, 100mg)

10 15 30 45 60 120
ABRIER U] (57)

i AR R (K /50rpm)

—— P LZ U KEEL00mgl BHF)

—A— HEUERL) (FEA), 100mg)

o

10 15 30 45
SRER R HRR ] (47)

[(m¥ s KEE25mg TR | Al 50mg [FBHF) | [ 100mg [RHIF) ]

(3) ¥

%
(4) &
[

ilbat7
L

Z Dt
%EE

P T P:100 % (10 & Xx10)

BEE
B LW

BoME
PTP o355,

PTP: RVt =/, TILI=17L
Fo—:BRIRRVAF LT 00, R oL

A2 - A%

HEhLEHME

Bl

60



V. ;amICE9 HIEH

1. EERIHR

OmMmEE
OmMmERVEBREMRS 2 HBERKICE TS MRFEEIE

2. MEXEIHRICEET HIEE

5. MEERIIMBICEET 55TE
(BEMERVEAREES 2 BIBERKEICH T3 ERFEESE)
EIEN OCEAR RBPTLVT /7 LT F = 300melg UL E) Z80F L2V BEICBIT
D ARENDOHF DM NPT LTV,

3. RZERUHAE
(1) RERUVAEDHESR

(SIMEE)
WE. A e L2 ) Al LT 25~50mg & 1 H 1 [ O&S54 5,
e, AR, RIS K 0 EEHEET 52, 1 0 100mg £ THETE 5,

(BMERVEBREFD 2 BBERKICH T 5 HRFEEELE)

WE. A a Yy L2 ) AL L TH0mg & 1 H 1 EEAKEST 5,

B, MEMEE A2 S 1 H 100mg £ THETX 5,

2L, BEOMTK FE2EZITBENOD D EEETIE 26mg 1O HRE%2BAT 5,
(2) AERUVAZEDOHRERRE - B

AR L

4. RERUVRAEICEHEY 5EE

1 RERVAEICEET HFE

(EMERUVEBREHND 2 BBERKICE T 5 ERFEEE)

KAl Gk, Mig7 V7 F = EPHIRIORAEHE L i LT 30% (H 25V id 1mg/dL) ULk
HIML 7256, MOSREIEAIEE, 1/17E 27 V7 F = e AR TR L 7= B heE & ok
BEEMES N HE1T, BEHDWIRGTIEZEET LI L,

5. BRERRUIE
(1) BRT—2/\vH5—
BA=1OAYA

(2) BRREIZHE
AR L

(3) ARRISERHMR
LR L



VoARISEYAEE |

(4) REEAIHER

1) BRI
(BMESE)
OERERRHER
[EIN Tl S 72 i% « PEEARBIEmMEIE 255 & L “HERIEEAR, miER
M ESE R OV FRET 2 £ 5 i MUHEE 256 5 & L 72 BRREBRIZ I W T BRIR DR O 23

WDLEEY THD,
B4 Bi%k TRELL EDOBIE (B2hE)
B« PERE AR i) 144 98 (68.1%)
FHE i) I E 34 21 (61.8%)
B R A E O & i 26 17 (65.4%)

7pE. W e PEEARREM:E MTERE AR E L _HEEREEGRBRICB VT, 65 %
VL EDEEE BT B BEEN IOV T, EE OA IR 67.7% (31 #ih 21 #1)
Th., EEEERE (113 7761, 68.1%) LEEETH 7=,

B - PAEARRBM EIMTIERE 2SR L “EEREERRICB VN T, BEDSRIC
BT o7 7V v~ A UL OREEPHRGES L, a2 o) v A0/
MO LN TWD, BORBARL, =F 77V <L A VEEEO 13.3% (194 12
S, BV &Y oA TIE0.7% (16]) 23D Bz 49,

Q@iByEMARER
TUTAT v o EBREESR (ACE) IHEAICL 2O EE2HE T BRE LR E L
THEEREERBR T, VY T ABRGHOZOERBE (7T1.7%) X, E kesan
FT7 Y REER (34.1%) ket rx oEGRE (29.2%) LV AEICELS, v s
VEREREIE R ooF T Y REGHLRRRE TH o2 7,

(BEMERUVEAREZHES 2 BBRFEICH TS EREESIE)

QEME £ 5 MR ER
IR AR & LT3l S/ B BRI (RENAAL R (23T 1,513 f4l
(AARN 96 B2 G Te) NSz, ARBROTEL L RaRA > ME, iG7 LT F
= UEfEH . RBAE B d 2 WITBEBHEOLEN) KUSEEOBEEGT Y KA >~
NChote, v Zon Ui (3276)) X, 774K (359 6) 2T, EHES
TV RARA > MIEBET DU A7 % 16.1% 8 (p=0.022) S/, SHI1Z, vLH
VAT ARIBEREC BT, MIE 2 LT = fELEH T 25.8% (p=0.006) . ARHIEAR
27T 28.6% (p=0.002) . REIBAREIIIT T 19.9% (p=0.009) . IMiEZ L7 F=
ERE TR AR 2T 21.0% (p=0.010) D U A 7 BAFED Sz,
TV RRA Y MEREZTH DL EFIRC L DT RICHOVWTIX, MIGRERTHEER
EIBR DN oTz, RRBRO kT RARA > MM, REAOELE, BIiEDEL
FOLMERERORIFER O ROBE S (DAREIZE D AP, LAFEZE, MmeT
fitr. MR REZEFOIEIC XA AT LIS REBRICL L) Tholz, mHL
B R LEY 8.4 U FERESNEFHICBON T, REAEN ST 34.3% KT
(p<0.001) L7z, £/, v A& B Y v AL, MG VT F = EOMHOMEE I
X0 EHI & D BEEREIR TR % 13.9% (p=0.003) 1K F &7 (X FRO 1 R>fE 18.5%.
p=0.01) , — 77, DIERIEBDREIFRE O LEROER T RARA > ST, L
&2 710 T NRIFERE (247 1)) &7 AR (268 i) & DMICHERZIT A B
ST, ZHUIARRERN Z O X 9 Rk T M2 R b EbETW oz Tz
OThHDH, 2B, ARBRICBITA2aH L2 0 ) T AOARMEIIRGTHY . BWEMIC
L AFIEEIOESIETT T EREEL RETH -7 89,
BIWER X 751 61 (AAAN 44 B2 & Ee) o129 61 (17.2%) (238 Hitz, ERFI{EM
T, OEWV 34 B (4.5%) . EA Y T AMSE 28 61 (3.7%) . {KIMLE 19 il (2.5%) .
I JREME 7 12 61 (1.6%) Th-o7o, £, BRMRAMEO REFEE X, 111 4 (14.8%)
WZRO BT, FERERRAEORFEHE, EL Y LA EF 89l (11.9%) . 7
L7 F =2 FEH 30 %1 (4.0%) . BUN L& 104 (1.83%) ThH-o7-,

10



(5)

(6)

(7)

[ V. AEICETRER

)

2) REMHEB
LR L
BE - HEARR
M R L
AR

1) EAKEHRE (—REARERE BECAKERE ERAELRRER)
RERFTERT —IN—RRE. REFFTERBERARONE
LR

2) RBRFHLELTEBFPEOARRIIEREL-RE - HROBE
A L

Z Dt
EER R L

11



VI. ExhEE(CEAJ SHIEH

1. EEZFMCEEHHLEMRITLEMEH

TUOFT v MR IRRHUE

(BTN E o LFRBEFI NP LE L TAIPILE L FIAFLE A RE Y I
ANRYJLH T HE )

HE  BEO B HbEMORNE « IREIL, BEHORMCELZRT L L

2. EB¢EA
(1) {ERARML - ERKF

RS T Y T NI AR GERELPITRI S, OB EREW T H D VR A
WCEMESND, YIS o ROTVR R, WG ERNAEMETCH LT VAT v
UM (AT K LT, TOZEMRITEB O THRICHETI L, BREZIRZIEHAT S 1010,

(2) ENERM1TDHHABRE

) ZooAToo oS kERER
QA-MTZFERIZIZT T XA TR TEY, g ¥ RON VA CEEIRIE, AT %E
EBNPICHREA L, A-TOAEBERZAET R, 73 =X MEHIT/RI 720 1119,
TIVFR U SEMEZETHDH ACE (F=F—F 1) ITITEEOEEL KIFE R0 15,
@3EEREY (7 > b)) 2T 2MNEAME A- IO 2 Bl 95 1819,

2) REAER
B2 T YT L KO VAR R RIS ML B ARFEAE T v b 161D MG ME T v b
1618) il FARFEIEA X 19, 2R B R m fUE B ARFEIE T » b 20O & L E 7 /L)
MRV, MELE FRESE, et DR GHLE LEBESRE T, £io, MEOT
BRI AE S DB ORI AR O T, BH5PIRICHED MED U AT FEGITAE TR0 10,

3) BREMER
1YL TR Ol HHARE R 2 BRI HREE SH, SRERENEAZ IR FEED Z Lk vk
ERIA~DOBEI AR ZSET D20, £72, ANV T MY MU VBEREBERFT v b (SR
RTEMERE R TL) 22 AARIEIEA A ) VIEIRIEMERE R IR ~ 7 A 29 5/6 BT
v b 2% CBEIRIE K ONERE PRI ME O B E T T OLVEMIC I\ TR R A PRI R O BT OY
V2B R P 2 i B

(3) ERARTIREM - HhhEm
Bk L

12



VII.

EYHREICEAY HIER

1. mMApREOHT

(1)

(2)

SBER LA bR
LR L

FRPREHER THERR Sz AiRE

1) BEEEkE
R A C e 2 v U T b 25 KON 50mg & ZEIERHIC 1 [EIRE O Lizas, vy
S ROV RO MSE PRI TG 1 RREOR 3 WiH T — 7 12
L. RO 2 RERR OO 4 BRI C 0 | LR B IED AUC (U e i 1
) 1Ze Lz oo T ThoTlz 10,

2) REHRSE
fEFER A L2 ) 7 A 100mg 2 1 H 18] 7 B FEKRR O 85 L2856 o
BENG, g ud o RO VR IR OEBREMEITRRD Do 7z 29,

3) EMFHREFMEHER
BIRER S OEY LRI SRR T A R4 > (2001455 H 31 BfF  [EIFES 786 &)
W HEHL L S H)
@OBaYIIL4a K g 25mg TR
oYL KEE 25mg TRHIF) 13, TE AN 28 0 B8 0 A 42 5] S MR
HA RTA ) \ZHASE, vy KEE50mg [FfF) ZFEuERIFI L Lz & B H
ZENEE LW S, AEWEICRE L AT ST 20,

@aHY)LE K& 50mg THRIEF]
R A B e & > K §E 50mg [BHfF) & =2 —n % U8 50mg DZ 2 1 8
(mHnBr YU AELTS50mg) %, MEHEREOEE L CliEdh e RE
ZHIE L, Bo-EpEiie T A —4% (AUC, Cmax) 2OV T 90%E X IS TH
FHRMT 24T - 7255 3. 102(0.80)~1og(1.25) DHFIFN T V) . Wi DLW IR S MED e
BENTZ (FaAf—/—ik) 20,

(ng/mL)
350
300 F
I 250 F

" —e— O R VKEESOmg R
FF 200 —A— Z2—0¥5E50mg
§ 5ok g = AR 7% (n=20)

100 |

50

} I Il 1 1 4
0 2 4 6 8 10 12 14 16 18 20 22 24
g (hr)

EYMERE/NT A —F (FIYHFEFE. n=20)

HIENT A—H SBENT A—H

AUC Cmax Tmax T1/2

(ng * hr/mL) | (ng/mL) (hr) (hr)
a4z K EE 50mg R 516+118 260+116 | 1.28+0.44 | 2.08+0.34
= a—n % 8 50mg 536+125 268+136 | 1.53+0.95 | 2.22+0.94

MAEPFEEN NS AUC, Cmax FD/3T A —Z 1%, PERE OZIR, (R OTRIUBIEL « B % D75
FIFIC K> TRRDAREMEDRH S,

13



[ v EpmiceysEe

2.

@AY ILE K & 100mg TR
AT iz L > K8 100mg TRHF] & =2 —n1 % U8 100mg DZENE4L 1
BE (v Y o AE LT 100mg) %, MRHEERROEL L CfEf a2 o
EZREL, S mEie T 2 —4% (AUC) 12\ T 90%(E #H X VEIZ THEGHE
W 247 > 7o R 10g(0.80)~1og(1.25) DFEIPFAN TH V) | £ - HWBHE/ N T X — 4 (Cmax)
Z O THREEHIRAT 24T - T2 5y S Bl 0 S D 7578 10g(0.90) ~1og(1.11) DTN T

B o, EHRBRCHIET 542 TOSM TARAI & FEERA O 7 2B 23 8L LT
L2 Emn, WEOEMFENREESHER SN (7 8 24— —k) 20,
(ng/mL)
800
700 F
600 |
% sook —e— TV & UKEE100mg R
F'j —A— Z2-—-u¥ 2 §E100mg
§4“' A A9 B (n=24)
300 F
200 F Z
100 F
AR s L =
0 1 2 3 4 5 6 7 8 9 10 11 12
53] (hr)
EMBE/NSA—F (FH+FEFE, n=24)

HIENNT A—H BHEINT A —H

AUC Cmax Tmax T1/2

(ng * hr/mL) (ng/mL) (hr) (hr)
a4 K& 100mg TR 915.44+310.7 | 686.9+£386.7 | 1.45+0.65 | 1.96+0.52
= a—nu ¥ U 100mg 900.5+296.6 | 715.8+368.8 | 1.35+0.61 | 2.00+0.54

HFEHRR BN ONT AUC, Cmax D/ T A —F 13, HBRFE OB, (RIKOBRIBIEL - REHSE OFRBREAIFIC
J:o'(ﬁiﬁéT MDD D,
(3) H&EE
CNEE R L

(4) BE - ftRAEODEE

) BEOEE

AL & 71 Y 7 L 100mg & & 1% & OVZERERFIZ

W R R G TR L7223,

2) FRROZE

RME R L
HEYIRERAI/NT A —4
(1) BWfAE

AR L
(2) RILEEEHK

AR L
(3) HEEEER

AR L

14

1 EREA#FS L-8E. R
WY B DN IEN T I > 72 10,




(4)

(5)

(6)

[ v EpmiceysEe

DEEPL
LR L

Z Ot
M R L

. BEH REaL—av) @i

(1)

(2)

- &
(1)

(2)

(3)

(4)

(5)

(6)

- K
(1)

(2)

R A&
AR L
INTA—REHER
MG R e L

iR
NATTRASEY T4
AR L

i
3% - RiEFTE A
M R L

% - f 2R @Bt
chERz2 L (VI 6. (4) AMEREZEAT 5F. (5) HiF OHZM)

it~ OB
BEERL (VI 6. (6) B OHBM)
BB~ OB

B L

Z DI ORBADBTHE

AR L

mEFEEEaE

AR L

Bl

RBHER AL B UM SR IR
fEEERR AIC L Z o H U A 25, 50, 100 XiE 200mg ™ % 1 BIFE O L72gGA, e
TR S d, FICHBRICBWCERGD TH DL INVRVEBRE (I XY —LVEBRO 5 K
XU AFNVIOBALY) (BRSNS 10,

) AFOER Sz 1 RAEIE 256~100mg TH 5,
r#IcEE5T S8R CYP%) OHFE F5E

HEE R L

15



[ v EpmiceysEe

8.

10.

11.

(3) DEBBHROERRUZOHE
KR L

(4) REMOBEORRRUEILLL, FELE
KR L

- .

(1) P Eb R UAEES
AR L

(2) et

fEHep A m L2 2 ) 7 4 25, 50, 100 Xt 200mg ) & 1 ERE ARG LA, K5
# 30 BRI % T R YL & 2 RO LA AR R PHEIER 348 5 RO TN Z N 8.2~4.1%
KU 6.1~7.9% Too 7z 10,
) AFOAR I 1 [IAEIX 25~100mg TH D,

(3) BEMHEE

AR L

kS RK— 5T B1EE
AR L

. BEICLDIBRER

AR L
HEOEREET 2BE

(1) BHEEETEE
BREE AL SIEERFIC, v Z ) U A 50mg ZR% 1ERO&ES LIZGA.
B LT F= U EOEWNEIE S a2 W NS VR BRIAE OB @ MIE T IEE  (Cmax) M
WAUC IZRERMELZ R LTz, MIE2Z V7 F =18 3.0mg/dL LA EO#ETIE 1.5mg/dL Al
DR L Ta YL Z O Crax XTOVAUC 13 2.4 TR 2.2 %10, VR UEEATIE 1.6 &
W 2.0 fEDfEZE R LT 2D,

(2) BHESE
I LESE &2 £ 5 BT RE IS, v X ) oA 50mg & ZEERFC 1m0 &5 LI=5A .
TYILH D Cmax XL ONAUC ITWT S EE0 L, A T 7 K OVE I g & beig LT
2H L H D Crmax X OV AUC 1T ZNZ IV 2 KON 3~4 (FDOfE % 7R L7z 2829,
BITERE ICa L E e E L&, v Ly o R OH VR CERRITENTIC X 0 i sEd)s
LREINZNZ ERREINTND 30 GEAT—)

(3) E#E
R g L OMERIEE A 12, YL ¥ b ) U A 50mg A ZEMERHC 1 B O&RE Lz
By BYIL A 2 ORIGHEE K OIS OTERICET A SN T2, @l Clie v
Z 2D Cmax KON AUC 13 @l E DK 252 R LiZ, —F. @& IZBIT 5 WLk VERKD
) Comax L OVAUC 1T, FEREE TR TENEINR 25 KON 27% DR E 72 AT & - 72 8D,

Z 0t
AR L

16



VIII. &% (FRLOFIESF) ICHTSHIEE

1. REEZDEH

H
[
EIN Ty

RO

2. ERAREZTDEH

2. B (ROFBHBIZEIEELEGEWNI L)

A ARBIO RSk UBBUE OB O H 5 BE

2 R SUTIR L CW A RREME D B A It [9.56 B HR ]

3 HERHEEDSH HHEE [9.3.1 ]
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9.5 1143
TTh SUTATHR LTV D ATREME D & 2 oM i3 G- L 2 &, B A iR A3 ] B
L72Gacid, BEHICES 21322 &, RTHEOCKRIICT v oFT vy
BRI ERN LT AT v v D FERETR & &5 S - B KD
SE. BBUE - FrAENR O T, FrAEROKLE, BAE, ZiEs A, HEOBMAL
R OCEAGBAMEI X 5 L HERI S 5 UL oYfE, SEEBHm O T, MoK 2
bHobhltOWERHDH, [2.2, 9.4.1 5]

9.6 =ELIw
BALBRWZ ENREE LW, BER (7> 8 THHP~SBATT L2 L hEES
nNTnWbd, 7 v bOEEY R ORLHIC 10~100mg/kg/ H %5 L 7= BRICHB VT,
100mg/kg/ H CREVSE T OBEDOHIMMAFED Hiviz, £o, K& GHETEROKIEL
FEARRD BV, AR O MEFHNEEILBE NGB O R & bmg/kg/H Th - 72,

RN
K[ 8.1 Pregnancy
COZAAR® Risk Summary
(losartan potassium) | COZAAR can cause fetal harm when administered to a pregnant woman.
tablets Use of drugs that act on the reninangiotensin system during the second
pNEE SR and third trimesters of pregnancy reduces fetal renal function and

(2025 4= 6 ABI{E) | increases fetal and neonatal morbidity and death. Most epidemiologic
studies examining fetal abnormalities after exposure to antihypertensive
use in the first trimester have not distinguished drugs affecting the
reninangiotensin system from other antihypertensive agents. When
pregnancy is detected, discontinue COZAAR as soon as possible (see

Clinical Considerations).

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

Clinical Considerations

Disease-associated Maternal and/or Embryo/Fetal Risk
Hypertension in pregnancy increases the maternal risk for pre-eclampsia,

gestational diabetes, premature delivery, and delivery complications (e.g.,

need for cesarean section, post-partum hemorrhage). Hypertension
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increases the fetal risk for intrauterine growth restriction and
intrauterine death. Pregnant women with hypertension should be

carefully monitored and managed accordingly.

Fetal/Neonatal Adverse Reactions

Oligohydramnios in pregnant women who use drugs affecting the
reninangiotensin system in the second and third trimesters of pregnancy
can result in the following: reduced fetal renal function leading to anuria
and renal failure, fetal lung hypoplasia, skeletal deformations, including
skull hypoplasia, hypotension, and death. In the unusual case that there
is no appropriate alternative to therapy with drugs affecting the
reninangiotensin system for a particular patient, apprise the mother of
the potential risk to the fetus.

In patients taking COZAAR during pregnancy, perform serial ultrasound
examinations to assess the intraamniotic environment. Fetal testing may
be appropriate, based on the week of gestation. If oligohydramnios is
observed, discontinue COZAAR, unless it is considered lifesaving for the
mother. Patients and physicians should be aware, however, that
oligohydramnios may not appear until after the fetus has sustained

irreversible injury.

Closely observe neonates with histories of in utero exposure to COZAAR
for hypotension, oliguria, and hyperkalemia. In neonates with a history of
in utero exposure to COZAAR, if oliguria or hypotension occurs, support
blood pressure and renal perfusion. Exchange transfusions or dialysis
may be required as a means of reversing hypotension and replacing renal

function.

Data

Animal Data

Losartan potassium was administered orally to rats during the period of
late gestation through lactation (Gestation Day 15 through Lactation Day
20) at doses of 10, 25, and 100 mg/kg/day. Losartan potassium has been
shown to produce adverse effects in rat fetuses and neonates, including
decreased body weight, delayed physical and behavioral development,
mortality and renal toxicity. With the exception of neonatal weight gain
(which was affected at doses as low as 10 mg/kg/day), doses associated
with these effects exceeded 25 mg/kg/day (approximately three times the
maximum recommended human dose of 100 mg on a mg/m? basis). These
findings are attributed to drug exposure in late gestation and during
lactation. Significant levels of losartan and its active metabolite were
shown to be present in rat fetal plasma during late gestation and in rat
milk.

8.2 Lactation

Risk Summary

It is not known whether losartan is excreted in human milk, but
significant levels of losartan and its active metabolite were shown to be
present in rat milk. Because of the potential for adverse effects on the

nursing infant, a decision should be made whether to discontinue nursing
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or discontinue the drug, taking into account the importance of the drug to
the mother.

ars!
— A =51 70)/\‘E
A-ALTITORE . . D (2025 4)
(An Australian categorisation of risk of drug use in pregnancy)

<BE . HSFEOME>
A=A ST U T D4

(An Australian categorisation of risk of drug use in pregnancy)

D : Drugs which have caused, are suspected to have caused or may be expected to cause,an

increased incidence of human fetal malformations or irreversible damage. These drugs may

also have adverse pharmacological effects. Accompanying texts should beconsulted for further

details.

(2) MRE~ADREIZET 5BHMER
RO CEFED 19.7 INREF] OHOFLHIILLTO LB TH Y | KERMGE L1358

o
9.7 NRZE
INREE G & LT BRIRERBR IS L T 7y,
FLHINA
K 8.4 Pediatric Use
COZAAR® Antihypertensive effects of COZAAR have been established in
(losartan potassium) | hypertensive pediatric patients aged 6 to 16 years. Safety and
tablets effectiveness have not been established in pediatric patients under the
pNEE SR age of 6 or in pediatric patients with glomerular filtration rate <30
(2025 4 6 AMTE) | mI/min/1.73 m2? [see Dosage and Administration (2.1), Clinical
Pharmacology (12.3), and Clinical Studies (14.1)].
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