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<HiHE > He e 60 /5 Lx-hr
PR
<BABDT £ IV A AMO153 | HEAD T 4V ha—T 4 VT | HOAD T 4V ha—TF 4 L TEE
a—7 4 T HE>
wHE (%)
<3045, 85%LLE> AMO153 102~103 99~102
BAFE (%) AMO153 100 99
(Z2EE)
W (ke) AMO153 6.9 5.4
7. RRERUVBRBEORES
BN
8.

A Lgn

9. Atk
(1) R

fuFl & DESZEIL (MEBIEFMHEL)

gAY U AEE 26mgINIG), 2V v B U v AEE 50mg/NIG| e vy B U v AEE
100mg I NIG X, HAEKRHFEEGHEFRICED N0 2 o) 7 AEEOWHBIIZEA L TV
5T & DHER

TV,

(BRI IZK 900mL & FHVvy, /X KAWEIZ X V| 25mg $EM& Y 50mg $E1E 50rpm, 100mg $Ei% 75rpm
THREBRZ1T9.)

A AR
TN FUE R R
25mg, 50mg 45 53 85%L4 I
100mg 30 7 85%LA4 I




(2) WHRER 2
(AH)LE A1) o LgE 25mg TNIG))

BREIR L DAY FRREMRBR T A R T4 VEO L EICHOWT (PR 18411 H 24 B Hf&

WAFEE 1124004 5)

BRI
i AARIER wEHRERE SRk
[Elfi55% % OABRIE : 50rpm (pH1.2, pH5.0, pH6.8, 7K). 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) TI&, ZEHERIKIN 120 /3281 5 FEEHED 1/2 O P2 R 97 Y 72k
RITN120 43128V T, ARG OF-R)E R I3 MR O PR R = 12% OFiPHICH > 72,

- pH5.0 (50rpm) TiL, FEAERLAO IR 60% K% Y 85% T D 2 KEAIZ BT, AL D)
VA SR AR DS PR R £ 15% D FEPHIZ & > T2,

- pH6.8 (50rpm) Ti, HEHERIFIL 15 43 PANIZ ) 85%LL EIEHI L. 15 43081 5 ARG O R
R VE R D S PR 2R = 15% D FEFAIC & > 72,

<K (50rpm) TIE, FEHERIFNL 15 73 ANIZ ) 85%LL EIRH L. 15 31281 DA O FHE H =
VAR E R O PR R E 15% DO FPHIC & > T,

« pH5.0 (100rpm) TiE, FEERAI L OARGIT & HIZ 15 /3 AN Y] 85%LL EIRH L7z,

Pl b, REEORHZEE S UERIK] (=2 —1 X U8 26mg) &R L72fER, X CoRBRiRIcE Wy

T BEEELOEDFNRSEERBRT A FT7 4] OHEEREICHES L,

(P HH b )
BHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 | —e— O LB U A Y LGE25mg TNIG) 100 r
80 || = =—231—0O%E25mg &0 ==
60 60 |
40 40 L —a— OH L VA LfE
25mg TNIG]
20 20 - & =—a1—0% U8E25mg
0 O b | | |
0 30 60 90 120 0 10 20 30
BefE (9 B (93)
BHE (%) pH6.8 (50rpm) BHE (%) K (50rpm)
100 1 —e—mysonyngmesmg NG A | |0 [ e nyssnysLgsmg ING)
80 | -A—-::._—El’;‘l‘/ﬁ%m,gk,’ 80 —A—ZJ—DQDﬁZSmgKa”’

0 15 5 15
BEfE (4 B (4
BHE (%) pH5.0 (100rpm)
100 |
80 |-
60 |-
40
—e— O LA VY LsE
20 25mg NIGJ
o iy —ﬁ—;:.—l:l@.‘zﬁ%mg
0 10 15
B (D) (n=12)
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(AYIILE A9 L 50mg TNIG])

BRI EELOEY FHIRFERBRT A R A4 L FEO—HWEICOWT (CFR 184 11 A 24 A &

FAFEE 1124004 )
R BR 21

WE AR wHRBRE S vk

[ElEHOR ORER TR : 50rpm (pH1.2, pH5.0, pH6.8. /). 100rpm (pH5.0)

e ]

«pH1.2 (50rpm) T, f2 B OEIX 46 DL ETH T,

- pH5.0 (50rpm) Tidk, f2 BMDOEIX 42 ETH-7,

- pH6.8 (50rpm) T, FEHERIF|DFIGERH RN 60% K Y 85%FFUT D 2 FESIZEW T, AR D Y
S L =R AR VE R O SER VS HH R £ 16% D &EFHIZ B - 72,

< K (50rpm) TiE, HEYERIFIOFIIIR R 60% M O 85% T D 2 BEIZB W\ T, AL DR
HH R VE R D S PR 2R = 15% D FEFAIC & > 72,

- pH5.0 (100rpm) TiE, FEERAIL ORI & HIZ 15 73 AN ) 85%LL EIRH L7z,

Pl b, REOREZEE S UERIK] (=2 —8 X 88 50mg) &k L72fER, X CoRBRiRIcE W,

T BB ERSOEWFNRIEERBR T A FT 4 ) OHEEREICHEE LT,

(Vs HH )
BHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 F e m#La U h Y Y LgE50mg TNIG] 100
80 | =& ==31—0O%%50mg _A 80
60 60
40 40 4
0 : ‘ ‘ 0 / —ﬁ‘—:l—ﬂg\/ﬁsomg
0 30 60 90 120 0 15 30 45
B (5) B¥R (4
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 r — 100 r
8o 0 = g0t ==
60 + 60 -
40 r 40 -
20 o —— OH LB 2N ) I LEES0mg INIG) 20 | —— OH LB A1) I LEESOmg INIG)
- & =—21—04% EE50mg - & =—21—0A4% 2iE50mg
0 L‘ | | | 0 L‘ | | |
0 10 20 30 0 10 20 30
B (9 B (9
BHE (%) pH5.0 (100rpm)
100 - e )L % 71 ™ LEE50mg NG
80 | =& ==1—0O%>f50mg ’,’
60 -
40
20 -
0 b 1 1
0 10 15
BfE (9)
(n: 12)
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(BHYIILE Ay L 100mg TNIG))

BIIEIR L DL IRV ENMERR T A BT A VD —EWIEICSOWT (R 184E 11 H 24 B #K &

WAIEE 1124004 5)

BRI
HiE  BARKR S wHRBE SRk
[ElEHOR ORER TR : 50rpm (pH1.2, pH5.0, pH6.8. /). 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) ~Tl, HEAERIAIA 120 D iCF ) 5 FEIEHERD 1/2 ORI 2 77§ 2 7o Iy
R TR120 4313 T LA S O 3 =R TR E R O SR R £ 12% DI e o 7o, £ 72
2 B DOEIE 46 K TH -7,

- pH5.0 (50rpm) TiX, FEAERLAIO TR 40% % OY 85% T D 2 BEAIZ BT, AR D)
VA SR AR A DS PR R £ 15% D FEFIZ & > T2,

- pH6.8 (50rpm) T, FEHERIAID SRR 60% K% Y 85% LD 2 B SIZH\ T, ARl
V¥ HH SR AT E LA O S R £ 15% OFEIPHIZ & o 72,

« K (50rpm) TiE, HEHERIFIOFIHER R 60% K% O 85% UL D 2 B i\ T, Kb
HH SR AR VR O S PR 2R = 15% D FAFAIC & > 72,

- pH5.0 (100rpm) TiE, FEAERIHKNL 15 43 ANIC ) 85%LL BIRHE L, 15 43S B T B AL O
s =R AR ERGR O SRS 2R £ 16% D FIHIZ B - 72,

DLk, ASomtFEh 2 Emgilg] (= o —o ¥ U8 100mg) &k L72fES, pH1.2 DAkt

BT EDFERREERBE T A R T4 ) OHELEICES L2, pHL.2 OFEMAFIZHE W TEHE

FYETHEA LR o T2,

(VA H Bl A7)
FBHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 | 100 |
—e— OH LB VA LEE100mg TNIG)
80 = & ==2—0O%E100mg A 80
60 -~ 60 |
40 40
20 20 | —eo— O )L4 71 9 LgE100mg TNIG]
- & =—2—0% 2E100mg
0 L L O b L L L
0 30 60 90 120 0 15 30 45 60
B (4 B (9
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 | ——@=— 09 LA LAY LEE100mg TNIG) 100 | o mpL4 291 A5E100mg TNIG) R
go | —* - =3 BXLERI0NG 80 | — & -=1—0O%8100mg — - = ~__.
60 - 60 F -8
40 ¢t
20 t
”
0 L‘ L L L L
0 10 20 30 20 30
B (5) B (9)
HHE (%) pH5.0 (100rpm)
100 | e L& LA 1 LEE100mg TNIG)
80 =& =—a1—0O%2F100mg
60 -
40 |
20 t
A *
0 10 15 (n=12)

kel (53)
12



10. 75 - 0%

BRI

(1) FENDELGER - 2K, MRS LCESR - EKICET H1FH
(2) a%

(AH)LE A1) o LgE 25mg TNIG))
100 #& [10 §2 (PTP) X 10]. 500 & [10 & (PTP) x50]
(A% LA A1) o LgE 50mg TNIG))
100 & [10 &£ (PTP) x10], 500 & [10 & (PTP) X50]
(AYIILE A1)y Lk 100mg TNIG))
100 #& [10 &£ (PTP) X 10]
(3) PHEBE
YL
(4) BROME

PTP : RV =T 4L, T =L

Er—: TAI=UL - RIZF LU TIRX— T AL A
ARG Eh S EME
AR L

1.

12. T4
LR L

13



V. ARICEYSEE

1. BREXIEPHR
OmmESE
OEMERVEARZHS 2 BERAICH T HRRFIEEE

2. PREXEIDRICEHETIIE

5.RERIBRICEHET HEE

(BEOMERUVEAREES 2 HHERBKBICH TS HRFESIE)

EBIMEROCEAR RPT7AVT I /7 L7 F =0 300mglg LI E) Z#A0F LAV EEICRIT A
FIDOHZNME R V2 EMEITHER STV,

(fi#s)
PREBMORA L 72 > 72 RENAAL B CiX, IR\ 7 A7 I /7 L7 F =) 300mglg UL ED
BHRZRTEREENRICEMS NIz, £, SMULTBEEORSENI—AT 1 U8 (BEH) I
BWTHIEREAZERAT (93.5%) EIERIGEOEMEREE (83%) Tholz, kit 2 AZBRIIE
L7,

3. AERUAE
(1) ARERUVHAEDMES
(nﬂFf)

WE, AT A2 ) AL LT 25~50mg 2 1 B 1 [ERRAO#EGT 5, 72k, HHn, JER
WX VEEET 52, 1 H 100mg £ THETE S,
(BEIERUVEBRZEFS 2 BERRKBICH T HERRERE)
L AT iu%w&/ﬁ)wA&Lf5Mg%1a1@%D?5¢5 ¥, MEAEZ 72703
51 H 100mg ETHETE S, 270, BEOCMFERTEZE-TRBENDH HBRESTIL 25mg
WO &G ERGT 5,
(2) RZERUVHAEORERE - B
MUERR L

4. AERUVAERICEET IR

7THAZRUVHAEICEET 5FE
(BMERUVEAREZHES 2 BBERKBICS T SHHERBESIE)
ﬁﬁ%&ﬁ% Mg 7 V7 F = AEDFIRI OB AE & ik LT 30% (H 25X 1mg/dL) DL EHDN

L7=5a. MUSKREREABME, 1,/MiE7 V7 I = MEOA)EEE TR L 72 B aE B E o Rl
75373111532}%71@:' CEESHD IR EFIEEEETDH L,
(figesn)

I E R OVE AR ZFE D 2 B IRIFIZ IS 1T D B RIFMERE O BE AR 2 B 5T 256812013, B0
BMREE VI E T AMNEND D720, BILEBEST A K74 2 2004 %42 5E T LT,

5. HREKAIE
(1) BERT—E21R9vH5—
MR L

(2) ERERZFEHER
AU L

14



(3) AERGERFAR
MU ERR L
(4) BEEMEER
1) ENMEREERR
(B IMLESE)
17.1.1 ERERREE
B - PAEARERME S MEE BT 25t & L “HEERERBRICHS VT, BEDRICET =TT
TV N= A VBB E ORIEEPKRIES L, e Z B ) T AOFRERGED LTS I,
17.1.2 BN ENERER
ToUFT v RIS (ACE) BEAICL 2RO E LA T HEE LR L L ZEEHRIKR
RERT, VY TV EHOMOFERER (7T1.7%) X, e FerzeaF 7Y FEGEE (34.1%)
Loty R (29.2%) Lo AEICELS, vathvZ U EERITE RnlsanF 7Y NEh
FEERIBRETH-o Y,
(BMERUVEBRZHS 2 WERRKICH T 5 BRAFESE)
17.1.3 EPRRFFEE MR
EIBRILF RS & LT Sz “EHEMEGE (RENAAL &B) (28T 1,513 il (AN 96
BlzEte) NEHE STz, RRBOFET Y RARA > ME, G2 VT F= B, KPR R4
(FEHT oD WVILBBEOLEN) KO TOEGTZ Y KRSV N Tholz, BYALX BT T A
(327 45) 1%, TR (859 HI) (AT, FEET L RARA  MIEET D U A7 % 16.1%%#
W (p=0.022) &7, EHIC, v HAZ A Y U ARERICBWT, G2 V7 F = fEEHET
25.3% (p=0.006), RHIERET 28.6% (p=0.002), KEIEAREIILLET 19.9% (p=0.009).
Mg 7 V7 F = MEEE IR B AL T 21.0% (p=0.010) O U 27 BHARD bz, =2 R
RA v MERBEZTH HRFREIC L DT RICONVTIL, MGEER THEREZIZA LN N1,
ARRRO — kT FARA > M, REAOZE(bE, BIEOE(LE, LM REEORRE KO T
FOBA (DAEIZE D ABE, OFEZE, MATHEMN ., WMt REEREIZ K D AR X0
ERIEBIZL D) Thoto, uY & h ) v hE T 34 FM B SNRHICB VT, R
EHABENFEET34.3%IK T (p<0.001) L7z, £/, uP g h ) oaid, g7 V7 F= 1l
DOWFE DM EIT X 0 FFM S 2 BEHEEEIR TR % 13.9% (p=0.003) K F I/ (K FROFRfi
18.5%. p=0.01), —J7, DIMEREBOBIFER O EFOEAT Y RAA 2 b TIE, mHLH
AV U NREEE (24T H)) L 7T RAREE (268 1]) L OMICHEREZTALNRNSTZN, Th
AR Z O X5 2RI T 2N 2R LEDLE TR o272 ThHh D, i, RRBRIZ
Bt Ag om0 AOFRFMEIRIETHY . BHERIC X 2 ILFIOEIE LT 7 B AR & F5%
THo7-9 0,
BIVERIZ 751 61 (AARN 44 BlxETe) F 12961 (17.2%) IZ@RD b7, EREWEMRIZ, FW
34 (4.5%). mi AU U LIMIE 28 il (3.7%) . IKifLE 19 6 (2.5%) . HEJ)JE, 57 12 61 (1.6%)
Tholo, o, WRMREMORFLEIX, 111 ] (14.8%) RO LN, FERERMREMEO R
WAL, MEAY v A ER 89K (11.9%), 7 L7 F=> k& 30 ] (4.0%). BUN EH 10 fi
(1.3%) Th-oT,
2) REHER
U ERR L
(5) #BFE - WEBAIFAR
MR L

15



(6) AEMEHR
1) EARERE (—REARKRE. FECEARKRE. EARELERAE). RiERST
—RRE. RERFTREBRAROAR
U ERR L
2) RBRFH L LTEREPEOABRNITEIE L-AE - HROBME
L7
(7) £k
PR

#T—4~

16



VI. EMREICETSREE
BIRTFL, BT O SCEEZ SRS 5 2 L,
(A-

1. EEENICEES S AN AN
TUVHT vy W B

EE : BEOH HILEMDREE
oY H ) T IR ORGSR S, TN ERE TH D DIV B IRIC IS
WINLABRMNAEWE THDLIT U T vl

2. ¥BE#EHR
(1) %L - EFARFE
ENnb, BV F RO VER CERIRT
M) 1Zxt LT, ZOZEEICBWTREMIZHEIL L, BEDRZBET S,
(2) ¥EDHEEAMNTIHEBBRE
18.2 7oA T VI UREEKERER
1821 A-IZFWRIZITV 7T XA THRHMOENTEY, vV X FOH AR EERIL, AT R &
REICHEAE L. A-TOABERZET LN, 7322 MERIZRE R\ D9, 75 V%= 43R
=2

£ THDHACE (F=F—FI) ([TIFHEFEOREZ KT I/ 10,
18.2.2 EBREM (T v b) 1T DR A- T FE RS 2 I 5 9 9,

Y NF LAY T B R OH R BRRTEILE A RFEIE T » b 10120 EEEmET v k13,
i B ARFEIEA X 19, A B RIE m i B ARFEAE T ~ b 1DFOEIMEE T VBBV T, ME

18.3 KEE/EA
RS, EERAREPRE LICBEDRE T, £l MEDO FRRIZHE S DO N2 72
D, BEPIRCEES MJTED U N7 v RESTAE U 1,
18.4 BREEHR
B YL 2 3 O BN R A2 BIRENTIER S RERBSNEZR T S5 2 L2 X0 REKIE~D
WRIBWZSET S, £/ ANVT N MU UVBERERBET v b (4 AU ARIFEREIRIGE T
S OBEIRIE M OFERE PR Ip M D

V). BIRFIEA AU U IFRAFVEREIR~ 7 A 56 BHIBRT v &
[R5 VBN I B\ TR AR A PRI E OB INE ONC B 2 2 1] - 2 1620)

(3) {EFSETRSM - R
DR L

17



VI

1.

EVBEICET 5|EE

meREDHR
(1) AERLAEWGOLFRE

MR L
(2) BERERTHERESL-ODRE
16.1.1 BEEHE

RN L2 7Y 7 A 25 KON 50mg & ZEfEREIC 1 FRRO&F L LGAe, v g o KO
TV ERRO MR X2 E AU 540 1 RERE] L O% 8 IREfE C B — 212 L, IR 2 I
MEOH 4 BRICTH D, DRV EEEDO AUC (MAEHHRE#R FTEE) 1Xahry v of) 7/7T
Hoil- 21)0
16.1.2 RERE

R A IC L2 A1) U A 100mg & 1 H 1R 7 HEFER &G Lca oM REN S |
2L H ROV CERRDERREITR O b o Tz 22,
16.1.3 £PMFEHEF1EHER
(AH)LE A1) o LgE 25mg TNIG))

BIEIEIR L DA IRV SRR T A T A VDO~ IEICOWNT (PR 184E 11 A 24 B 3K
BHEAIE 1124004 )

gy B ) T AEE 26mg INIG) & =a—8v X U 26mg %, 7 0 A4 —/"—JEIZ LD ENE
n2gE (e sl LT 50mg) MRS FICH R R O &G LTl RZ2 bk
BEAZHE L, BN B 7 2 —% (AUC, Cmax) (2T 90%(5#H X MikEIC THiFHR
BraitoofER, log (0.80) ~log (1.25) D&IPFHANTH v . Wil DAY FHIR D FERE S iz

23)
o

—e— L& h ) 7y A EE 25 me [NIG
- Za—OF ?ﬁzﬁmg
- ey + AR, n=16

Un3EHRRE (ng/mL)
L eEEBNEESS

#5458 F i (hr)
I EREXT X — &
b AUCo-24 Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)

g g T ) T A
. 50 4761178 256+136 1.0£0.5 1.8+0.3
#E 25mg NIG]
—a—n X U 25mg 50 508261 280*=245 1.1£0.6 1.9+0.3

CF¥) H1EHERE, n=16)
MR N AUC, Cmax 5 00/37 A — &3 #ERE OFRIR (R OERHEH + B 55 0 7R
R L > TERRDREMEND D,
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(AYIILE A9 L 50mg TNIG])
B EIR L O F RIS EREBR T A BT A L EO—EIc oW T CEk 1845 11 H 24 B 3K

AEAIE 1124004 =)

gy B Y T AEE 50mg INIG) & ==a—u ¥ U6 50mg %, 7 2 A4 —/"—JEIZ LD ENE
W1EE (m s Ual LT 50mg) MRS FICHERRERR O &G L Tl Rk
BEZREL, SoNT-EYEEE T A —% (AUC, Cmax) (22T 90%(5#H X VA THEFHR
WraiT o7k, log (0.80) ~log (1.25) DOHIPANTH V| M DAY FRIRIFMEIHERE S 7z

23)
o

I RE (ng/mL)

—o— L & ) v L EE S0mg TNIG
- Za— 0% 2458 50mg
P = R, n=30

P 5.8 o5 (hr)
I ERE X T X — &
b AUCo-24 Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
SRV AV U A
. 50 490+192 221+112 1.5£1.0 1.8+0.4
#E 50mg NIG]
= a—n X U 50mg 50 470*+163 228 +126 1.3£0.7 1.91t0.4

R L > TERRDAREMEND D,

(A% L3 oh VU LgE100mg TNIG))
B EIR T DY F RIS EREBR T A BT A L EO—EEIc oW T CEk 18 4E 11 H 24 B 3K

AEAIE 1124004 =)

CF¥) = 1EHER ., n=230)
MR NE AUC, Cmax 5 00/37 A — &3, #ERE ORI OERERHL « e[ 55 O3k

gy B Y T A 100mg INIG) & ==a2—8v % U6 100mg 2, 7 B A4 — N—EIZ LV ZEn
FH1EE (v ) o aE LT 100mg) FEFERA S ISR BRI 0BG LT R 21 b
RREZHE L, SR8 YEE 7 2 —% (AUC, Cmax) (22T 90%f5 fE X kI THEEH
fRMT 24T > T2 fE . log (0.80) ~log (1.25) DOHFANTH V| WiAlD LY FHIF LMD HER S 41

7": 23)0

19




—e— O A1) 5 AEE 100me[ NIG
0 Za—0% 8 100mg
Pty + EHAEERE, n=15

IAE i E (ng/mL)
SEITIEEL

$ 5 OE¢ (hr)
HEWERE N T A —H
h& AUCo-24 Cmax Tmax T2

(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
SRV AV A

100 1015288 547+ 251 1.3£0.6 1.91t0.4
#E 100mg NIG|
= a—nu ¥ U 100mg 100 1087386 563304 1.9£1.0 1.8+0.4

CF) £ AR YR 2, n=15)
MR N AUC, Cmax F0/37 A — &3, #ERE ORI OEREAH + e 55 O 3R
KL > THRRD RN D D,

(3) shsEiE
MR L
(4) BE - ftREOTE
R AIC A2 Y A 100mg % Bk &K OZEIERAC 1 B DG L2546, WIBGHE X A%
BT T L7z, WIEORANIENTH - 7= 20,
(Tvil. 7. MHAEAEH] OHEZH)

2. EMEERBNTA—4
(1) BITAZE
MR L
(2) WRAEEEH
MG R R L
(3) HEEETEH
MERR L
(4) VY7353 >R
M ERR L
(5) 2HBE
MER R L
(6) £t
M ERR L

20



3. 8%H (KREaL—>av) #H
(1) fBFAE

YR L

(2) NSHA—REHER
B R L

4. R
AERR L

5. &%

(1) mik-ikEErIEEYE
MR L
(2) miE-RIEEIFEEYE
(VL. 6. (5) k) DOESH)
(3) it~
(IVIL. 6. (6) #ZLhw) DOEER)
(4) fEER~DOBITHE
MR L
(5) ZotinB#~DRBITHE
MR L
(6) MPEEAKEEE
Pl v/

6. fti

(1) REBLEIRUCKBER
fEERAIC e v Z U s 25, 50, 100 X% 200mg P % 1 [k A5 L7254, sk
S, EHRIZBNTERBD THDL I NVRABIE (IF Y —VERD 5 FrFk i A F /IO
e#) (EHEND 2D,
) AFNOKGE ST 1 BIH&EIE 256~100mg ThH 5,

(2) RMICEIET 5B F% (CYPE) OHFiE. 5=
AFNL, EHEEFET ~ 7 v — 24 P450 2C9 (CYP2C9) (N 3A4 (CYP3A4) (2 X 0 iGtE{CH
ThDHHNVRCEBERICRE SN D,

(3) MEEGBMNROFTERVZTOEE
MR L

(4) REPOFHEOERRUELL, FHELE
MR L

7. Bt
fEEERAIC e LZ o h Y 7 A 25, 50, 100 XX 200mg P & 1 [mIFR G LizgA, #5% 30 I
METoOrI LT RO VRCBARDORPHRERIIZ R GEOENZEN 3.2~4.1% KT 6.1~7.9%
THot- 20,
) ARFNOKE S 1 EH&EIE 25~100mg THh 5,

8. FSUARR—E—IZET HIEHR
MR L
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10.

1.

. BREICLSBER

(TVI. 10. HrEOHEF 2L T DHHEE] ODESHR)

BEDERZFTLHBE

16.6.1 BEFSHE

bR E A O mIEERFIC, v ¥ B Y U A B0mg /&% 1 ERO&LL LIZSA, g2 L
TF= OBV E 0P Z WS LR CERARO RS ME T E  (Cmax) M OVAUC 1T K
XpfEE R LT, MIEZ V7 F =28 3.0mg/dL L EORETIE 1.5mg/dL Kl OFEIZ b LT a4
JWH D Cmax X ONAUC 1E 2.4 BTN 2.2 512, HIVAR UERIA T 1.6 2O 2.0 {5 DfE & 7~ L7z 29,
16.6.2 JBTEH

EIMLESE A2 0E 5 BATREIC, L& ) T A 50me & ZEfERC 1 Bk O#E LZBE, vdb
Z D Cmax XN AUC TV F AU H N L | @EFERA S F R O L EEEE L L Trd v Z o
Cmax XN AUC 1FENZFNH 2 LR 3~4 EDOfEZ R LTz 25 20,

BITRE IS LE a5 L&, oL o ROHVR CRIRITENTIC L 0 b H o2
ENRNZ ERREEINTND 20 UNEAT—%), [9.2.2 & ]

16.6.3 EinA

TEFE R R OMEREIE R A 12, v L2 > U U A 50mg & ZEHERFZ 1 BIfR OG- L7 8A, v
P B o ORIMGREEZ I A BRI 1203, mlinE TIEr YL D Crax X OV AUC 13FE Sl
DRI 2% LTz, — . SmEIZRBIT 2 VR VRO Cmax XN AUC 1X., FEEEA T~
TENLIR 25 KON 27% DREEE RN T - 72 29, [9.8.3 ZH]

Z it
AR L
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VI. £t (EAELOZEESF) CEY HEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2R (ROBHIZEIBRELEWNI L)

2.1 RFN ORI Uil BUE OBEERE D & 5 BE

2.2 fEIE XATER L0 B AR ED & 5 &tk [9.5 S ]

23 EERIFEEZEOH HEE [9.3.1 ]

24 TV AX LU EEGHRORERBFERESE (2720, MOBEERREZIT-o ChbRBMEDa Y ha—L
NE LS AROBEERLS) [10.1 &H]]

(f7)

2.1 AKIEEHIC L VBB % 2 U BE TR I L WIERSERT 2 BTN b 5.

2.3 FAHXGITL D L (2 AST - ALT © LR BEERE LTRO OIS = & 74412 31
TRES . W ICHRE SRS T L E B L,

2.4 KFIEOBICE D L=y« 7o U047 v o RILEIER NI S h 5 MRS 5 5.,

3. MREXIHRICEET SR EEDEH
(TV. 2. ZEESUINRICEET SR 22452 L.)

4. BERUVAERICEEYT 5IRLETOER
(Tv. 4. MEXOHERICEET SER] 22552 L)

5. EEGEFNIE L EZDER

SEELEXMIE
(FheEFIE)

8.1 —WMEOMEMLT (a3 v 7k, Bk, MRREBEZES) 2EZTRBZERNHDHD T,
ARG IXESR (BEBaRE - 2 W Z &, ZE% : A 1 ERE) IChEDE=2Y 7 &3k
fid 5z &,

8.2 (FIEEAICESKDEN, S0 2EFNRHLLDLND I EBHDDOT, EATEE, HEEOERES
WA O M 2 B E T DBRICITER S5 2 &

8.3 FiTHT 24 RFANIZIE G- LW Z ENEE LW, 7o VAT v v M ZFRETAIR G- O BF I,
BRI M FTRIC L =2« T oo T v R OMEWERIC X 2 S ERMER T2 2 T enn
H5,

8.4 KK ZTLeT o IFT v MR BEIEHAIK G I ENITIFRFEOEERIFEENH L DL
oL DWENDH D, MHEREMAELZFEMT 270 E, BIEE 0270, BEPRBD bNSE103&
HaWIbT 572 L@ anE =17 2 &,
(BEIERUVEBRZEFS 2 BHERRKBICH T 5 HERRERE)

8.5 Al d HOiILTWOT, AARGEHTITEHRY (RGN : 2828, ZER - A 1ER
FE) IR & K3 5 7 EBEE HIcATHY &,

8.6 MiEH Y UAERKOMIES LT F=v ERARLHLLASLT VO T, AFIEGHITEHN (&5
BRAARE : 2 W T &, ZEHK - A 1HRERRE) [2iiEs Y v AMEK QMG VT F=EoE=4 1Y
VI ERFEMTH L,
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(fian)

8.1 ZhHEEMDARYL & 72 o 7= KBUSEEFSILEAER (RENAAL 3 BR) (23 TR E R o F F 45
DG SN2 & ROBEHRBEBIE OWEIT L2 BRE D% < TIREF OB 5128 b &3 [ Arh itk
FNR KT DN 2 RE Lo W0 2 &S TR G- X @ e (B 5B 2 @M 2
L. RER A 1 ERE) ICEOR=2 ) 7 EERT LI L] AEE L, (RIE R E O &I
FFBUTK L CHERRET 52 & & LTz,

8.3 FiFFDREE, HMEIZL > TMEDK TR D2 EHHDDT, —MRICKEEAO FiFai 5
ITEE L2y,

8.5 BIEELHATHEETIIBMEEAMEECLAREMENH D Z &, £, BEEZAIFL V2 EHE
AR Z T DL, BMORBBEENREL LD ZEDRENTND Z END, i L,

8.6 WEIRIFMERIERF TIL, MP U UV AMELOBEEENH bW Enb, Gl Lz,

6. HEDEREATHIBEICETIIRE
(1) AHHE - BEESOHIBE

9.1 AHHE - IEEZEDOHLBE

9.1.1 MAILEHIREEDOH S BEXIIABETREREEOHSESE

B LR 2 G20 E SN2 5A 2 RE, EHITRET 5 2 &, B it &DORED R ERIR AT
DK FIZ X v ERICBHEEZ B2 B8E N0 b 5,

91.2 AUV LMEDEE

R L2 G2 n el SN 2582 RE, EHITRET A Z &, @AV UV AMIEZEEIE LB
ENDH 5,

7o, BHEREREE. o0 b — L REORRBFEIC XL 0 MED U v AMENE L 220 RV EE T,
MiEH U 7 MECEET D2 L, [9.2.1 ]

9.1.3 RNEEEDHSBE

WEORENMIEAR2ZERE L, WEEZELIE2B8ENNH 5,

9.1.4 BELREERZPOBRE

AHNOERGZAEHEN GG L, HETL2581IHRLIITI 28, —BEOMERTNEZEZ 372
nrdHs, [11.1.5 =]

(fi#i)

9.1.1 WAIMEB BRIz D BE R B CRBIRKAEO & 5 BE BT, T o4 7 v D
MENRZ IS S ¥ T GFR 2825 L9 IV TW5E, 20X ) REETAR 2% 595 L
AIEHARDULE S A= CEES 72 0 | REREOHERIENMET L GFROIR T2 &7 & B2 b5,

9.1.2 RAINT NV RATa Wzl L, MiEH Y v LMEEZ R SELAEERD D, 207
B U7 AMIEDEE BT, RRORGICEIVEL Y 7 AMELEEIELIBENLH D,

9.1.3 MIMEFEE %2 H T 5 @ MEMESE OREERRE ClE, WEOREIZLVMEREZ K TESED 2
EMBY . ZHUTHE D BIEERASIER (D F VY, BHEK, BROK T2 E) MMM % 7% L7
WEOEENPLETH D,

914 L=V - TUVFT UV URIHERT 2 EALBOREEFHE WZ D, FRROBETIH, —K
L=y e TUPFT UV U RNTLHE L TND 2 E NS, KAIZRGT 5 EOBEREND S
biv, BMARMERTZ25EETBEANGHL7-DERHAENOGT 52 EBNETH D,

(2) BHEEERE

9.2 BEHEEERSE

9.21 EELEHERE (WE/LF7F=>25mgldLLlE) OHZIBEE

BHBEEZML TR CHEEICERGTE 2, mA U U AMERD ST\, £i2, BHEIEDE(L
NEELBENRD D, [9.1.2 BH]
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9.2.2 MiEEFIDES
RAOEZASHEN G L., ETA2HEIIHRAIITHIZ L, —BEOMFEKRTZE - T8
nnds, [11.1.5, 16.6.2 ]

(fi#i)

9.2.1 MiF7 V7 F =27 3.0mg/dL LL EOEEERLZ AT 5mMEERFIZBNT, AAIOHRELICX
DIMEZ LT F =20 ERTAEAAFRD b 29, BEEA AT HEF I KICmGs v T =
MEIZOWTIE, ACE [HEZRICET 2 KEAGRZBRH b e 253512 12.6mg/dL LI F) L&k
E LT, ok, TEMERWERREMES 2 BEERIFICIS T 2 HERFEIERAE] OZhREBIN ORI &
72 o - KIFUEERS LR (RENAAL B (220 L2 BFEICBW L, & IEEIC R 2% &G
I EH IR OO R PR AR K VT IR 2 A A IS 38 1T 2 IR E D22 W S Hl U Tl U 7 A IIUE o0 85 B 73
Bhole, O, BERBEEDD ZBETIIRICHED U v L MIE B ISR B9 5 6
PEPNRBEINDZ D, [EHY TAMIERD LbLeT W, ] B L, EEMEST L Z &L
776

922 L=V TUrVFT UV RIHEMT 2HEALBEOTEEFHLE VWR D, RFLOEETIL, —iK
L=y s TUoPFT UV URBTLE L TS Z ENEL, AFIEEREG T2 LRVEEDERD S
biv, BMARMERTZ25EREITBENANGHLT-DERHAENOHGT 52 EBKNETH D,

(3) FitkeRERA

9.3 HFieEREE RS
931 EELGHEEDOHSBE

EH Lz &, (2.3, 9.3.2 /]
9.3.2 HFEEEE NI ZOMENHIBE (L. EELHEROHIBE LK)

AENZFN T, FERERRA & Ll Ui« hEEEE D 7 L o — WERFEA B Tld e YL & v O
FEMNIRIE L, mH 2 o R OB VR RO MME TR EE R Z 2K 5 /5 L% 2 512 BRI 5 2
ERWEE TV, [9.3.1 B3]

(4) 4FEREZRT HE

9.4 H£REREEZF T HE
9.4.1 WIRI SATREMED HSH XM
IR L CWD ZENRENT T v U4 T vV U EBBERILER UL T oA T v 11 2K
Al L, IR - BrAERA~ORE (BAe, HE - i - BOBRAE, %) N6
ToBIARE ST D 800 81,
AR OFE G D, RBEOF LS B E L CARAIR G OB A EEICRG L, IRFEEOFLR
PER G RIS EHE SN DG EICOREETH 2 L, Flo, BEDLERGAEITITROER
HEICHETSHZ L, [9.5 BH]
1) AAGFRABANIR L TWRWZ 2R 52 &, KA, IHRLTWRrnWZ &%
EMICHERT 5 2 &0 FHEFITHRRAH L2561, BEbHIcEE 2Tk 52 L,
2) ROFHIZOWT, REIEGHRBRFCEFICHAT L2 &, o, 5P LLEITE U
LT &,
S IERFICARA I L ga . IBIR - BTAERICEREEARET IR R3H L2 L,
S BERRAVEIBR L 72 SUT B DN D AT, BN ISR T D 2 L,
- IR AEIE T A, HYEICHERTHZ L,

%

(fifam)
TUUFT UV EBEEER I T T oy ISR EETR R R S BEICB VT,
IR OIREIC L DR A~ORENEDLN D IEF OERRI 2 F 2. ET-UMNCETEmICE S L
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WEHDEBME L TWAIZHb LT, 21U b OIEHI TGRS 2k LT Y . IR 5 maek:
DB D LME~OFEFICET D2EENLETHD Z Ebit#i L,
(5) b

9.5 TR

PSS TIEAR L TS IREPED & 2 VI3 G- L7 Z &, TG HITIRIRDS I L7255 1213,

Eblcghefitd s 2 b, WIRTFHILROKRICT > U4 T o v BRI ER LT v AT

v RIS HAI 2 1 5 SN BECEACBIIE, IR - FUERORE, #HAROELE, &
T,

Ll A, BHEDOMA R KR OFEARBDAEC X2 & HER S5 W o HfE, BB O &
B, ORISR D bbbz OREDRDH D, (2.2, 9.4.1 ]

(6) =3l

9.6 RILIF
BRALBNZEREE LV, BWER (7> b)) TAHFR~BITT L2208 ESINLTWD, T
ks DJEFE K O 10~100mg/kg/ H % 5- L7253 BRICHB VT, 100mg/kg/ H CrEVEIE T OIREE

OHMABTBD bivTe, £lo, FRGHCELOREENGRD b, AR O MM &I E RO
g S bmglkg/ H ToH o 7= 32 83),

(7) NRZE
9.7 MNR%E
AN et G & U T2 B ER BRI I LT 2R,

(8) =%
9.8 BiNE
9.8.1 —RICAEFMENE T LTWADT, BEOREICEETSHZ

9.8.2 KM ENOKRGZIMT LR EEBEICRG TS L, —RICH
TWD, MHEEENEZ 582001 H D,

Eo
EOREITIGFE LI BnE I

9.8.3 il CORNIEMEREAIR T, vV 2 R OT VIR BRAR O MR A IR Siiin A (S
TEnroTz, [16.6.3 ]

7. tHE{ER

10. 8 E/EH

AHFNT. FEHREEESE T 7 v — A P450 2C9 (CYP2C9)
WCh D IR EBRERICAH S D,

(1) GtRESEZTOERA
101 SFAZEE (BFALAGNC &)

J Ot 3A4 (CYP3A4) (T X V&M

A4 BRI IR « HEE 515 FEFF - fERRN
TYAF L FEELEVE 2R T | R E . | L= T VT UV U RIAE
VAV

U0 AE e CMKIILE O U A2 7 88 |(E 2SR S 5 FTREMED S & 5
CBERW BB IHEN T 256, IIAHRES LTV D,

7272 L DR EIRIR 21T > T
bRBIMED = Fr—/LR

HELLAROBELERL,)
(2.4 2]
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(2) FRFE L ZDER

10.2 HiAERE (BFRISEET S )

KA

BERIARAEIR - HEE T4

BEFF - faBRIA+

F U T NRERERRA
==y A NV
YT AT L

BV T LAREAE]
=X (VR LAV

T FT v IR AR

EH

U ARNTY AEFRA
AT 7 A RFH S —)L .

RIS ZRVRZNN o S Y DR AN 1R
AERITEBZINRDH D,

BV T LETEER AR T 58
TN D, BHEREEEOH LA
FIITHFICEETH 2 &
SRR T T TR
HalEH P EHRI L O Y o ARFF
HRIRA O 3 FFHOSLEIZIX
FRZEET D&,

N ZanrAFry R
[11.1.5 /]

U XA KRTY L
FIRBEEA —@ MO IM)ER T 2 Z B N RRBEEA THEEEZZ T TV D
AR NH D, AROEGEEHENGH|BF T L= U EERTTE L T

WML, HET A3 R2I2ITH) 2

&

WD BENS S CKFIBRD LR
‘a_l/\o

TUAX L

BRREfEE . & U U A E K OMK
mEEZTBZENNH D5, eGFR
2% 60mL/min/1.73m2 A D B HERE
BEEDHDBE~DT I AF L
L OPERICOWTIE, 1BIE Eode
BV E R SN D GE & bR &b
JHZ L,

TUIOFT L SR
A

SYEEEE, &Y U AMAED Y X
IR 5L 0®mERDH DL, F

o B EEEZTBENDRH D,

L= T VAT v RE
TEMIZSHEIR S 2 ATREME DY & B

AT v A RHEERERA
AV RAZ L UE

BEEER NS S 2B b
Do

FaRAE T TV DA RRLE
TERIZ L0 (AR HI OB EAEH % ik
XD ARENER D B,

EHEREDN AL L TV BFE TIE, &
LICEHENELLT DB TN D
%

FaRAE T TV DA RRLE
ERIC X (B ENME T4 5
TmHEtEZHND,

UFUL:
IR Y F 7 I

UFULrhmismE s TnD, I
TUFULREIERET S &,

AKFNDOF U 7 APEERIC X
D UVTFULOERENEZ D L5
ZBHILTW5D,

T —FIN—I a2 —2R

BIEEANBHR SN BEZALNH
b, AP OFGHIZTL—T T —
VY a— AOERITEET A Z L,

TL—TTN—I a— T8
Fhb 5D CYP3A4 FHEVEH
WL aY vy OEENEHY
DI F P FE DMK T35 72 AA|
DOBEEER N HE S b BZEh
N5,

(fif)

AHNIZ TV R AT 0 U WHETER B bR TWAE Z & L0 JRP~D B U v APEHmEIER %
BT HAREMED RSN T WD, o Ty B U T AMEEREFIRIE, 70 AT oo 28 Ha 3 L )
EOPFRNCE Y B Y U ARFRERE L, MiED U v MEN LT HAREMERH D | Rl BHRERE
EEETITELLTV, £72, WA TA U RAZ U USLEOTIERT oA RIEHEERA & OOf
X DMEEROHE, VFULAEONFRICED ) FULATRHOBRERH D, TOD, ZnbD
HHNZPRT 25 EITERPLETH D, FEHUNTII T L —T TN —Y Va2 — R TEFEN D5
® CYP3A4 MHEFEHIZL Y v ¥ & o OIEMERBE O M ARESME T T 5720, BEULEET 2 <&

TH 5,
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8. El{eA

11.8/EH
ROBWERDB S BN ZENHLOT, BlEZ 7TV, RENRBO GGk E 2T
14 %70 EHEOI R LEZAT O 2 &,

(

—

) EXLRIER & AR

1.1 EXGEMER

M11 7F7245F%— HEARH)

AR, AP, BT RS, MREE, SR, FEERH LN ZENH D,
11.1.2 MEPE GHERH)

Hif, O, W, HEOERSD bbb Z En3bh b,

11.1.3 SEFRERERF % (O3 b HEEARE)

1.1.4 BFE (BHERH)

1.1.5 avy., kM, BEHEEX (WI b HERH)

M, ErE, BRI REDNH OO GEITT, EHICETRAE AT 2 &, [9.1.4, 9.2.2, 10.2
2]

11.1.6 HEBHBARLE (FE )

A, B, CK kA, Mmh R ORT I 47 vy ERA2 ML+ B MARENR 5 & bh
AT, BE5E2FIE L, WURAEEZITY 2L, F-. BEUDRAEIC X 2 AN EEDRIE
WCHEETAHZ L,

1.1.7 AV DLME BEEARH)

11.1.8 FEMR (BHE )

DEMEHIIMAG, DEMESEORERRS bbb Z &R D,

11.1.9 AmekFEd. QmERED. m/MREY (W30 s HEAR)

11.1.10 {EMm%E GEZRH)

W&, ZefERE, mit, FoEZ, £PHKT, &8, BEMEEENH S bNHAITE, #5%
ik U, @B 7R 0E 21T D 2 &, FERFIRETOBE TH O LT,

11.1.11 EF b Yo LMFE BEEARR)

R, BACRIR, RS, WEM, &8 B EE LR M) v AER S Hohd Z &R D
%

(2) Z0iDEI{ER

1.2 TOH/OFEIER

0.1~5%Aifi BEEA
Kt R BUF. OFEWV, AR, IR HG, IR
EE e i, ST, R RS (IR . B
Hib#e AR, IRM: - a5, BAAPE, BIES [Nk, PR, A%
JHF ik JFRREREE (AST L&, ALT k5. LDH|3JH

5H5E)
R Mk BUN b&®., 7Vv7F=r L5
] BB, €O FRRZ, ZIEALEE, OUAREEL. ALEUE,
HLBE
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0.1~5%A i BB
1k IRIMERD, ~~ 27 U METF, 4FE|& i
ST ES
Z Dt ETY ., B, BEIE ST TRIE, (K, BB WRREREE. LOMUE, IRE
R R L AT =L BRL CK E5- IR (3 A, BFERSE) | RIS, ki,
i R fE L 5- THEALELE, BEAE

9. BERRERBRICRIZFTEE
BEEIN TR

10. BEERS
FEEIN TR

1. BRALOEE

148ALDOEE
141 EFIRXMHFOIE

PTP @20 FKANL PTP > — MO HWV L CTIRAT2 X 28952 L, PTP v — hOEAKIC X
0. RS AR IEREAHIA L, I E B 2 U CHERIAR SO BERAIHEE IR T 5
ZENRD D,

12. TOMDEE

(1) BREEAICEIIER
BEIN TN

(2) JFERERARRICE D 1FHR
BRE ST R
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEERE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REEBE5SHHR
AR L

(3) BizEBHEHR
AR L

(4) BARMERER
MR L

(5) &REFRESHERR
AR L

(6) BFRIHERER
AR L

(7) ZothoEHESH
MR L
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X, BEMERICEYTSRE

1. BERES

rYL s T ) U AGE 25mg INIG) | A7 E8 eS8
BOA | s LAY LG 50mg INIG) | ) BE - ERISORGEC L ERT S Z

Y LH o F Y T AEE 100mg [NIG) L
AWy =8I AV VI By VN L
2. AHEME
3

3. BERETORE
FEIRRATF

4. RO EDEER

20.MFVLEDEE
FEZITRR 2R ThRFT 2D 2 &,

5. BERITEM
BEREERLTA N A
<FTvolLsy  H
ZTOMOBFBTEM A ((XII. 2. ZOMOBEEE) OESMH)

6. R—R4% - FAREE
W—5 : =a2—v X 8 25mg, == —n1 ¥ U6 50mg, == —1 ¥ »§E 100mg

7. ERREERR
A~H
8. HERFTABFEAARUVARREEES. EMELNFFALD. REHAKEAR
R IR B KGR . SRAM FEE L H AR 7eBR A
Jig e IR FE4 HGRE S
' 7 R H 7 A H EH H
gAY T A 2012 4 2012 4 2012 4F
T 22400AMX00494000
¥E 25mg 53] 2H15H 6 H 22 H 6 H 22 H
W7 | oYz hy v a 2012 2012 2012
b jf/ Y 7 | 224004M%00495000 * "
BA LA 8E 50mg [T /%) 2H 15 H 6 H 22 H 6 H 22 H
=R A T My N 2012 4 2012 4 2012 4E
n 7 22400AMX00496000
¥& 100mg T3] 2H15H 6 H 22 H 6 H 22 H
g HY T A 2012 4 2023 4 2023 4F
22400AMX00494000
#& 25mg [NIG ) 2H15H 5H24H 5H 24 A
g HY T A 2012 2023 2023
TEGHE v & 22400AMX00495000 F F
#& 50mg NIG 2H15H 5H24H 5H 24 A
gy TN 2012 4F 2023 4 2023 4F
N 22400AMX00496000
5& 100mg [NIG 2H15H 5H 24 H 5H24H
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9. MREXIHREN. RERVABEEENFOFEABRUZOAR

<ZhHE

WIEh A, HER OVH BN >

BINEH A 2012410 H 9 A
Wroeds « m YL U U LgE 25mg/50mg/100mg 7 /3]

N

B

e
S
AR

S UINEEN T
e FEE S OV AR 2 5 2 BUBEIRIHIZ 3 1S

2 BEIRISPERE

(LIRSS

JAERES
30}

=}

==X

. EESE
WEL. RACIEe ALY T AE LT
25~50mg % 1 A 1 EfO#%ET 5,
7ok, A, JERIC X W EEE T 5%, 1
H 100mg ¥ CTHETX 5,

- iR OVE AR Z 1 5 2 BRERIFICIS 1T 5

B R 995 14 BB

WE RAEFe AL Z Y T AE LT
50mg & 1 H 1A OEE 35,

B MEMEHRN S 1 H 100mg £ TH
BCE5, FEL BEOMERTARZ 3
BFENOHHHEESETIE 26meg o4
BAttE4 5,

N = 2 DA e
25~50mg # 1 H 1 [ O& 545,
ek, R, JERIC X 0 B ERE T 53, 1
H 100mg £ THETX %,

( BhRESUIRN R, AER O BB AL 5 2 4 T)
10. BFEEHR. ISR LARFABRUVZETORE
A Lgn
1. BEEHM
ALY
12. HFELHRFIRICET SR
ARANL, BERHAFIZEI T 2HIBRIZE D HIL TV,
13. &£#Ea—F
JEA B SR AL | BRI S 2 — R Lt 7 MERALE
7 HOT (9 #7 2
W IR IE S = — R (YJ 22— F) OHD FS | o o s
=R AV /) Ry AN
2149039F1015 2149039F1384 121580903 622158003
$% 25mg NIG]
=0V VI By AN
2149039F2011 2149039F2380 121581603 622158103
#E 50mg NIG]
=R AV /) Ry AN
. 2149039F3018 2149039F3379 121582303 622158203
5& 100mg [NIG ]

14. REHBFTLOIEE
ARANIZ IR L OB REIRNLTH 5,
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s Organon LLC, a subsidiary of ORGANON & Co., Jersey City, NJ 07302, USA
Wk 7E4 COZAAR

HIE - Bk | film-coated tablet, 25mg/50mg/100mg

INDICATIONS AND USAGE

1.1 Hypertension

COZAAR® is indicated for the treatment of hypertension in adults and pediatric patients 6 years of
age and older, to lower blood pressure. Lowering blood pressure lowers the risk of fatal and nonfatal
cardiovascular (CV) events, primarily strokes and myocardial infarction. These benefits have been
seen in controlled trials of antihypertensive drugs from a wide variety of pharmacologic classes
including losartan.

Control of high blood pressure should be part of comprehensive cardiovascular risk management,
including, as appropriate, lipid control, diabetes management, antithrombotic therapy, smoking
cessation, exercise, and limited sodium intake. Many patients will require more than 1 drug to
achieve blood pressure goals. For specific advice on goals and management, see published
guidelines, such as those of the National High Blood Pressure Education Program's Joint National
Committee on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure (JNC).

Numerous antihypertensive drugs, from a variety of pharmacologic classes and with different
mechanisms of action, have been shown in randomized controlled trials to reduce cardiovascular
morbidity and mortality, and it can be concluded that it is blood pressure reduction, and not some
other pharmacologic property of the drugs, that is largely responsible for those benefits. The largest
and most consistent cardiovascular outcome benefit has been a reduction in the risk of stroke, but
reductions in myocardial infarction and cardiovascular mortality also have been seen regularly.

Elevated systolic or diastolic pressure causes increased cardiovascular risk, and the absolute risk
increase per mmHg is greater at higher blood pressures, so that even modest reductions of severe
hypertension can provide substantial benefit. Relative risk reduction from blood pressure reduction
is similar across populations with varying absolute risk, so the absolute benefit is greater in
patients who are at higher risk independent of their hypertension (for example, patients with
diabetes or hyperlipidemia), and such patients would be expected to benefit from more aggressive

treatment to a lower blood pressure goal.
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Some antihypertensive drugs have smaller blood pressure effects (as monotherapy) in Black
patients, and many antihypertensive drugs have additional approved indications and effects (e.g.,
on angina, heart failure, or diabetic kidney disease). These considerations may guide selection of
therapy.

COZAAR may be administered with other antihypertensive agents.

1.2 Hypertensive Patients with Left Ventricular Hypertrophy
COZAAR is indicated to reduce the risk of stroke in patients with hypertension and left ventricular
hypertrophy, but there is evidence that this benefit does not apply to Black patients.

1.3 Nephropathy in Type 2 Diabetic Patients

COZAAR is indicated for the treatment of diabetic nephropathy with an elevated serum creatinine
and proteinuria (urinary albumin to creatinine ratio >300 mg/g) in patients with type 2 diabetes
and a history of hypertension. In this population, COZAAR reduces the rate of progression of
nephropathy as measured by the occurrence of doubling of serum creatinine or end stage renal
disease (need for dialysis or renal transplantation).

DOSAGE AND ADMINISTRATION
2.1 Hypertension
Adult Hypertension

The usual starting dose of COZAAR is 50 mg once daily. The dosage can be increased to a maximum
dose of 100 mg once daily as needed to control blood pressure. A starting dose of 25 mg is
recommended for patients with possible intravascular depletion (e.g., on diuretic therapy).

Pediatric Hypertension

The usual recommended starting dose is 0.7 mg per kg once daily (up to 50 mg total) administered
as a tablet or a suspension. Dosage should be adjusted according to blood pressure response. Doses
above 1.4 mg per kg (or in excess of 100 mg) daily have not been studied in pediatric patients.

COZAAR is not recommended in pediatric patients less than 6 years of age or in pediatric patients
with estimated glomerular filtration rate less than 30 mL/min/1.73 m2.

2.2 Hypertensive Patients with Left Ventricular Hypertrophy

The usual starting dose is 50 mg of COZAAR once daily. Hydrochlorothiazide 12.5 mg daily should
be added and/or the dose of COZAAR should be increased to 100 mg once daily followed by an
increase in hydrochlorothiazide to 25 mg once daily based on blood pressure response.

2.3 Nephropathy in Type 2 Diabetic Patients
The usual starting dose is 50 mg once daily. The dose should be increased to 100 mg once daily
based on blood pressure response.

2.4 Dosage Modifications in Patients with Hepatic Impairment
In patients with mild-to-moderate hepatic impairment the recommended starting dose of COZAAR
is 25 mg once daily. COZAAR has not been studied in patients with severe hepatic impairment.

2.5 Preparation of Suspension (for 200 mL of a 2.5 mg/mL suspension)

Add 10 mL of Purified Water USP to an 8 ounce (240 mL) amber polyethylene terephthalate (PET)
bottle containing ten 50 mg COZAAR tablets. Immediately shake for at least 2 minutes. Let the
concentrate stand for 1 hour and then shake for 1 minute to disperse the tablet contents. Separately

35




prepare a 50/50 volumetric mixture of Ora-Plus™ and Ora-Sweet SF™, Add 190 mL of the 50/50

Ora-Plus™/Ora-Sweet SF™ mixture to the tablet and water slurry in the PET bottle and shake for
1 minute to disperse the ingredients. The suspension should be refrigerated at 2-8°C (36-46°F) and
can be stored for up to 4 weeks. Shake the suspension prior to each use and return promptly to the

refrigerator.

2. BHEITHEEXEER
ERICEY SiBIMER (AR LS UT7HE)

AR T M EOEBOHDELRE A=A M T VT L3RRS,

(V. 6. HEDOHEREZATHEEICEHTIHIEE] OIESRK)

25 SO

Drug Name Category
F—ANZ VT D4 losartan D
(2021 4= 4 A k)

F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)

Category 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 be consulted for

further details.
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