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« pH4.0 (50rpm) T, FEHERIF|O TR HFRD 60% M N 85% UL D 2 KEAIZRBUN T, AL D)
B =R AR MERGR O SRS HH R £ 16% D #IHIZ B - 72,

- pH6.8 (50rpm) T, FEYERIAID IR HZR D 60% K% O 85% L D 2 B SIZ B\ T, ARihD Y
Vs SR AT VE LA D A AR £ 15% DFEFHIC & - 72,

« K (50rpm) TiE, HEHERIFIO PR R 60% K% O 85% UL D 2 B i\ T, AIhD
HH SRR VR O S PR 2R = 15% D FEFAIC 8 - 72,
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20 ~ —— i | D00 —ILEREEE20mg TNIG) 20 + —e— ¢ | 00— ILiERERER20mg [NIG)
- = 17 O 47 EE20 - - A
0 fy . 7 /8E20mg . 0 r¥ . 07 E20mg .
0 10 20 30 0 10 20 30
B () B (49)
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100 | 100 L
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40 | 40 +
20 | —e— ¥ } FO0-LiEREER20mg TNIG) 20 —e— ¢ | 700 )LiBEEEEEEE20mg TNIG)
0 & - » = 077 V§§20mg . 0 ¢ — & — £077 VE20mg .
0 10 20 30 0 10 20 30
B () BEE ()
(n=6)

(A FFTRRA—)LEREEESR 40mg NIG])
BIESE S DAY PR SRR T A RT A o O—EWLEICHOWT CERL 1345 A 31 0 EFRRE
786 5)

B SE
188 - AR WHEBRE N Mk
[al#nd K OGABRIE © 50rpm (pH1.2. pH4.0. pH6.8. /K)

CHIE]

- pH1.2 (50rpm) CliE, FEHERLIFOFEAEHIEDN 60% K O 85% T 2 KESIZEBWT, RihDFH
VA SR AR DS PR 3R £ 15% D FEPHIZ & > T2,

« pH4.0 (50rpm) T, FEHERIF|O TR HFED 60% M N 85% T D 2 BES IR T, AL D)
S L =R AR VE R O SRV HH R £ 15% D&FIFHIZ B - 72,

- pH6.8 (50rpm) TiE. HEUERIHFI DA 60% M O 85% AT 2 FFSIZIBW T, AfhD
Vs R AT VR LA D A AR £ 15% DFFHIZ & - 72,

- K (50rpm) Ti., HEAERIFIO VIR ERD 60% M N 85% UL D 2 Bl B W T, AbhO R
HH SR A R O SR PR 2R = 15% DO FEFAIZ o 72,

Pl RiOEHZFE) 2 ERA] (e 88 40mg) & L7 R, 2 ToRBRIRIZIHE N T 1%
FEE IS DA AR FIERBR AT A R T A > ) O¥EEECES LT,
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(¥ HH At )

BHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 | 100 }
80 80
60 60
40 40
20 | —e— ¢ | 00— ILEGEEEFE40Mg TNIG) 20 | —— i+ FO0-ILEEEEE40mg TNIG)
— & = 7 O/7 EE40 = & = 047 40
O L! ﬁl D}I /ﬁ mgl 1 O L! L - mg 1
0 10 20 30 0 10 20 30
BEE () BEE ()
FEHE (%) pH6.8 (50rpm) FEHE (%) 7k (50rpm)
100 | 100 |
80 80
60 60 L
40 L 40 L
20 —e— ¥ | 700 - ILEGEER40mg TNIG) 20 —e— I FOR-EBENEE40mg TNIG)
—_ = g — & — 04 40
0 r¥ # = 07 E40mg . 0 A . ~4£40mg .
0 10 20 30 0 30
B () BEE ()
(n=6)
10. &% - A%

(1) FENDELGER - 2K, MK LCESR - EKICEYT H1FR

Y L7
(2) aE
(A FFTRRA—)LEREEESR 20mg NIG])
100 #& [10 & (PTP) x10]
(A R FRB—LEREIESR 40mg TNIG])
100 #& [10 & (PTP) x10]
(3) PHEBE
% L7
(4) BROME
PTP : RV =LT 4L, TIAI=ULE
Pa—: 732 h - RYTFLLUTIF— T 4V A

1. BRRHEh SR
LR L

12. EDih
KR L
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. ARICEY 5EE

1. MEXENE
OAMEMERMLESE (BRE ~ P50
Ol
ORI TR

2. EXEHRICEET HIE
RE STV

3. AERUVHE
(1) AERUVAEOHES
(FREMEMERE (BiE~PFE))
WHERANIIEA M e — WA E L T1 H60~120mg % 1 H 3 ENZHEREO& 5T 5, %)
AR RBE1E 240mg ETHETHZENTE 5,
¥, AElR, ERIC X 0 B EEET D,
CRIDEE. SFEARET AR
EHERANIIEA M re— WEARRE S LT1 H 60~120mg # 1 A 2~3 [AIcoEk 057925,
RE, i, ERIC XD EEEET S,
(2) AZEBRUVHRORERE - B0
MU ERR L

4. RERUVRAEICEHEY SFRE

7T.RERVEEICEET IR
WEOMNEIE I RTH 7 U A —~OBRE TIE, o A CHIHIER 21T - 2B ICARA 2 5L,
WA o R A OEHT 52 L, [2.7. 9.1.8 3]

5. ERERALAE

(1) BRT—a21vy5—o
MR L

(2) ERERZEEFER
MR L

(3) HERIGEREER
MUERR L

(4) BRIEMEER

1) EHNERITRR
(RREtER MELE)

1741 BEDFIT 2 BB BTN E 20 4 BBICITRKICET S Y, 14EU Lo ICE
WTHIRIELE LEMESHERF SN TS 9, £i2, BB - (KOS X DBEROZEIT R 9,
17.1.2 YA 7 WA FRFUREEEA MELEMERER & OOFHIZ KLV IROBWEARD L TWD

6)-8)

CBIDE)

17.1.3 60mg/ H 2 JEMERE G2 X 0 BIEEE, = a7 Vv ) AAERSEROAERBD B3RS b
5L bz, HEICLDPDROMMOER I N TND 9,
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2) ReHER
M ERR L

(5) BE - WEAHEER
M ERR L

(6) AEMEHR

1) SEARERE (—REAKERE. HECEABREREZ. GARBELERAE). RERFTRT 4R
—RRE. RERTRBRAROAR
M ERR L

2) RBEHLELTERFEORNENITEREL-RHE - RBROBME
PR/

(7) £k
L7
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VI. EMEBICEYSEE

1. REPHICEAESSLEMX T EaMEF
mlE « PROE - AEEIRIGHRA (B 52 A AHEWTEE)
TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. ¥BEER
(1) {EREREL - VEFFF
18.1.1 B EM{ERA-LMITEIRRICH T S/EMA
A N7 aw— L3R OBEB AR L D0, TS R E2 7 e 7T ) a—)L LR
PS5 10, FORARBFITE L% 1~2 B A DAL, 6~8 FEI#ZICEH VT H AR 2 I Zh 5
NBHHNTWD W12 —J Y7L AR L DHIREIETA2ERITI e 7o ) a—
LRV EFN 10, fEENIZ 1 ERR ARG & EERFO.OHAE, D EITERE 1% s Y —
ELT, AEICEDT 0, METIEE A EEERS A2\ 19, & il e B 1 EkeRE 0 5 Lz
LA, DL DIHEORD & E B ICEOFE B R THRA/RBD LN TND W, i, AR
ma—/W i, NIEME B S BRI ERNIERR D BT 19 (r =),
18.1.2 B TR
W, EREREDOA P ru— i, Eé LTRE VRS, mEVEBIIHmNT 5 B ZRIE
WCIRIFE A EEELEZ 52720V LR TRROWL R I TWN S,
- A M rE— o1 EREAEE TR, KUE S0 EE ORI D DV IdA Y L v
AR ORESIGTEICIE, 1FEAEREE H 220 10010 F- [EXWEHBEICA N an
—NeTNT 2 R R LTSS i BRI K O EE D BARIZER D BT 72y 18>
20)
= 7 R LT U AR RO PR T OE R ORI AR OBNCIE & A LB E G X R0 2,
(2) EDZERMIT SRR
18.2 EEMR
ME L = AEEOFE R T ARD LN TS 13 (EFEA),
18.3 IBRDEDR
FEMERE T, 7 R U VARMIZE D FER I NPORE S D5 WILLER Lo ST KT 48
O 2N % 22),
(3) {EFARBRSME - FriimE
MR L
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VI. EYBEICEYSHEE

1. mMPREOHTR
(1) AERLAEVWGOLFRE
MR L
(2) BERERTHERESL-ODRE
16.1.1 BEEHE
fEFEANIZ A F 7 r o —)L 40mg Z HEfR OG-8 OEMEIE T A =X [ZHoED LBV TH
Do MBEPRZMARE L, 5% 1L.9RFMICR&REIZEL, 2.8 KO THE L7z 29,
A N 7'va—)L 40mg H[ARE O & 5% O ERE T X — X

AUCo-»
Cmax (ng/mL) Tmax (hr) Tz (hr)
(ng * hr/mL)
41.8 1.9 2.8 241.9

16.1.2 £YPFHNFF1EHER
(A R FRB—LEREIESR 20mg TNIG])
AEWER RSB T 2 3B AL E (B3Fn 55 45 5 H 30 H3E5RE 718 %)

A v n— U EARBERE 20mg INIG] &Er /7 U8 20mg &, 7 R AA—"—EIC L0 EnE
28 (A M7 me— A Eamgfi s LT 40mg) KA T iR BRI 0 &G L Tilig T oRZA
TEARIREE 2 IE L. 1562 @i T A —% (AUC., Cmax) ([ZOVVTHEEHIENT 217 > 7o/ 5L
W D A= W) 2[R S PE A HERE S LT 29,

2
70
~ o1 AR ON— L EERREE L 0me [NIG)
£ * L04E20mg
5 50 P+ BUERE, n=10
40|
5 30
Z 2
10
1} T m———
0 4 8 12 16 20 24
5 @mEEE (hr
HMENRE /N T R — X
5 & AUCo-24 Cmax Tmax Tz
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
A N7 v v — EAERYE
40 282443 67+10 1.6+£0.5 3.2+2.6
#E 20mg NIG |
vw s 20mg 40 282+49 64412 1.7£0.5 3.2+1.4

() HEHER 2, n=10)
MIF RN NE AUC, Cmax 5 00/37 A — &3 #BRE OFRIR AR OEREEH + B 55 0 7R
R L > TERRDLAREMEND D,
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(F F7oo—)LHREESR 40mg INIG))
AW R RSP B AR BR AR YE  (REFn 55 42 5 H 30 3RS 718 &)

A b7 aa— Vi fEEEE 40mg NIG) &® v 4 U8 40mg %, 7/ 0 A4 —"—Elc k0 2ne
A1 (A NS er— /AR S LT 40mg) REFERA S ISR AR 05 L ClighARZE
{ERREZRIE L, 50N YEiRe N7 A —4% (AUC, Cmax) (DWW THEGHIFIT 21T > 7o i 5.

W A1 O A W [ S PE D3R S ALz 29,

BO
T}
= o A RO a A 0me [NIG]
E 60 | ® O EE40me
Z 50 FE+FEREE. n=10
BO40
® ool
E o
10
0 e
i 4 B 12 16 20 24
g mnkmE (hr)
HRYENHE N T A — X
B & AUCo-24 Cmax Tmax Tie
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
A N7 v v — EAERYE
40 280+43 63+11 1.5+0.5 3.0+1.1
#E 40mg NIG |
vw s 40mg 40 268+50 65+12 1.7£0.5 2.6£1.0

() HEHERZE, n=10)
MIE RN NE AUC, Cmax 5 00/37 A — &3, #BRE OFRIR (R OERHEH + B 55 0 7R
R L > TERRDLAREMEND D,

(8) &l
MY ER L
(4) BS - ftAXOEE
(v, 7. #MEEH] OESMH)

2. EMEERBNTA—4
(1) BITAZE
U ERR L
(2) BALERETEH
MG R R L
(3) HEEETEH
MR L
(4) VY7353 >R
M ERR L
(5) HHEE
MR L
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(6) ZOft
DR L

3. 8%H (KREaL—>av) #H
(1) fBFAE

B R L

(2) INSA—SEHER
B R L

4. R
B R R L

5. &%

(1) Ii&-kxESFE@EE
ZUERR L
(2) Imi&k-RadkEarE &
(TVIl. 6. (5) iEtw) OHESM)
(3) Eit~DBiTit
(IVIl. 6. (6) #lbaw) DOHSM)
(4) HE~AOBITHE
MUERR L
(5) ZofioBm~DBITHE
MG R R L
(6) MPEEAKEEE
Pl v/

6. R

(1) REBLEIRUCKEER
ANTop—FFEE LTHZEBWTREISh, BrbdRttsns, sH- A M ro— A 2@ nikh
L7236, BIE D DN DIRIE BRI S LD D3, 5 EOK 60%23 i T O ElEE
BT D0, K 40%NMAEERICEIET B 29,

(2) RMICEIE5T 5B F% (CYPE) OHFiE. 5=
A b7 ru—L oL HEESE L CYP2D6 (70~80%) & & TW5 20 (AEADT—H), [10. &
]

(3) HEEEBHROERRUZOHA
K L

(4) REMOELEOERRUERL, FELE
DR L

7. BEiti
SH- A 7o o — L& A% L2854 O R PRI RIL 24 FE#% TR 520 90%LL ETH 5, 3~
BUMNARLAIE L L CHRE S 5 20 28)

8. FSUARR—E—IZET HIEHR
MR L
17



10.

1.

. BRFICKBBREE

A EE R L

FEDNDEREZHIHBE
HEE R L

Z 0t
MU ER e L
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VI. £t (EAELOZEESF) CEY HEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2R (ROBHIZEIBRELEWNI L)

2.1 AFNORSy B O B HERIFN 6 U BUE O BERERE O & 5 B

2.2 PEIRIGMES R TV R—Y A REMET & = 205 2 BF [ANE TH S5 O IUHE 71 #] %
T 528FEh0nH 5, ]

2.3 EEOHRIR CG& LWRMERIK) . BEZay 7 (0, WE), AE7 vy 7| WRSEGEEED H 5
B DDRMSEREZ S L, JEREZ B I ELB8201H D, ]

24 LMY a v lEIEIC L D 0RE, 9 o MPELARROBRE LOMIIGH 7 2 8 L, ek
FEASEDIBEENDEH D, ]

2.5 KL ESEDBE [EEMETICL VIEREZBLSELBZNNH D, ]

2.6 EIEORMMBRESE (BHS) 0bsEBE UEREZELIELIBETNLNH D, ]

2.7 RIGWOBEMIIE TN TH 7 ) A —~DHEE [1.. 9.1.8 BE]

2.8 1T IR L CW D RO S 5 tE [9.5 & ]

(fi#i)

2.1 BIEWrEEIL, FAUTEBUEZ R Z 32 RO TWD, RAEIOBS I L, @HUE O BE LD
oL RBEIIAANERG L2 E . BE. WBUEZE Z 3 RTREMER H 5 29,

2.2 7Y R—=Y AT, MK pH DR TIC L0 LIHNAEIME T L, 2, DHOBTa—LT I
WZXET D ROBMEDIR TN Z 5 30, 2D X 5 ZREETIE, B W7 SE AN A S 5% oD 1 4 T4~
LI, WoZ ) DEREA T A Z ENEZLND,

2.3 B HEWrEE LA AP RIS BT L COAE A ) &, B BEHE A IE T 5, 072,
BIEMTER OB HIT LR O L H RIEEEZ VWS Z D HEILE L Z ENEZBND,

2.4 DFEMET g > 7 TIRODIRO R o 7ER ORMERE . MsihEZ X 545 082K o LA
TIHMET Lo SR 2 RUET 5 72 OISR OTEBEIZN L L TR Y . BlWTEIL Z DfEH
2T 5,

2.5 AFNIMERETERARH D720, b ENDMEDRWETIZHEGT 5 & S OIZMENMETT 5]
REMERE X BN D,

2.6 BIEMrERIL, B o AR X 0 R M OYEEMEH 2 83H 4 5,

AANT B 1 JEIRVE BHEWIFETH D | FEEIRNME B BT L ~ORAH M ~ D R ey D T &
BEZONDD, DIEERMEIHER O THY . KMERZIK TINS5, %
DEEDOKMMEREEDOH 5 BEIHKET 2L EHERREBICELZBETNNS 5, HEHE TRVER
PEERIEE DO H 5 BEOHZAICH, HEICEETDHZ &,

2.7 WBEMRIED BRI, BMWIIROAE R H T 5 & AR o LR ERRRIC X 5 & IHEAMEAL &
20 FRAME EFEBAONDZ ERH D VD, REEFMTRE LW L, BE5T55
AT, o HEWTAI CHIENE R 2 AT o T2 RICARANZ B G L, W2 o BEWAIZ 0T 52 &,

2.8 IEIRF OB GICET AR EMEITHEL L TW Wiz, R SUTIER L TW D ATREM O & 517 A
WG Lnz &,
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3. MEXEIHRICEET SFTELTOER
BES N TV

4. BERUVAERICEET 3B L ZTDOER
(V. 4. AEXOHEIZBEET IEE] 22T 52L,)

5. ERGEFNIE L ENER

BEELEAXNIE

8.4 LA ELVBAKM L., RGOS GILOMERE (IkH - ME - OERX - XH%) 2 &8
IZATH 2 &y FRICIRARIC /R o7z & & ROMRIME 2 2 L7238 I3 & TP ib+52 &, F7o,
VEIZS LT br o a5 27 EXHERIEAIT O 2 &, 72ds, IFHEGE. BHRE, miRBE I
BTaZ L,

8.2 &M (e 7T ) o— VR P ORMEDBE CRICKGZ T Lz & & JER
WNEAL LD D ZE 2 L7ERINHE STV AH DT, IR A B4 2 5513k 2 & L,
Bl a AT 2k, o, BFICEMOERZ LICRELFIELAEWE S EETHZ &, b
JELAN O TG T 254 TH, FRCEmE LBV CUXFRBROEEE T2 Z &, [9.8 ]
8.3 FlTAl 24 FefHlIFHE G- LN ENREFE LUy,

84 VI, SLOEINHLLNDZENHLHOT, ARG FOEE (FREGOH) 121X, BE)
LD EERESER 2 ) B OBMEICIEF S E RN LSBT D 2 &,

(fiA)

8.1 AREMEE MLESE, PROE, NEIROTEFRITRINC DI 2550832\ O TEM 22 DHEEES O i
EATVEWERHOAEIZEETH L & b, BEOERICHOOE CTHEHIEELZET 5,

8.2 IMERFICHELEINTWAT a7 T ) a— VUi % 228K 1k U= B S0E O AL, REERR .
OHIE 8 2 T ZRIRER L o 72 & T2 32 89035 0 | [ENIZB W TARAIDOZZROH IEIZ X
D AP REZE 2 30E L7 1IN HE 39S TV 5,

8.3 B MEWTIE & BREMIE O OF I O BN 2358 S, & DIC x5 ME SR 2 Bl 3 % 8
FNNBHTOEBEEET D,

8.4 BRIEIEGHIC LY, SO OEFENALNDIZENH D, T HITMEDE FE LW ERRIE DA
AR & VIR Z 0 30,

6. BHEDEREAIIBEICHTIIRE
(1) AHHE - BIEESOHLBE

9.1 AHHE - IEESDHLEE

911 [EXRE. [REXEROEThOHHEE

S SRERZ DT B 72 CHEICR G 5 2 L W EBEOIREHH - BLIE BTN D 5.
91.2 5o MEDLFLOBEETNDHZEH

BIRE2 04T, OX X U AFI BT D70 SEEICE ST 5 2 L, ORRINE S & Bl L, SR
EHERTOLBENDD D,

9.1.3 BMFE. > FA—LFR+HLERERKE. RUMBRREORSE

MAHEIZERE T 5 2 &, IRIMBHER 2 2 Lo3 < il o RiTBRIE R T & 2 SRS ORER &
VA7 LT,

9.1.4 k. EEJAvY (1K) OHZ38E

DHSREICTEE T 5 2 &0 DRRKIZER 2 40H L, Bk 2L SE 2B ZnB b 5,

9.1.5 REMLNEDHEE

EREBENIEDIBENRH D,
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9.1.6 FRIFPH/EDEBE

1) RIEZBEFT AR AICEEL, BIRE2 2T 28, ALEGEEPIET S & JEREE
ILEE5ZLnb5,

2) HREDHEIERE~ X7 T HBENLRDH D,

9.1.7 RAHBEREE (L1 / —EEH. BXERTES) OHHEHE

JERZ L SE BTN NH 5,

9.1.8 BEMMENINRSHVTVA—<DEE

KA OBMPE G L 0 BICiER ERT 52808 b5, [2.7. 7. BH]

(fiah.)

9.1.1 BEWEEE 512 K D B2 RO MWL, ZRAPRE B o ZARRANKIC X 2 % SIERIER &2 Wi
Do AFNL B BPUE BHEWTIETH Y | FEEIME: BRI BRSSO D LS D 72
EBEZOLNDH, B BPEIIAEXNN L LD TH A OEEICEFT 5 2L, KKl EumESEEIC
Beh L7 E 2 A, MEBERE DS I S LT SEBIN — A BV 2 & AiE 19 9 X T b,

9.1.2 LHEREIX. ZRADDDARPE LTSS, REF @O THEFRF SN D2 ZHIUTITAS AR
DOILELEELTEY, 2L DOMFEOMFEICL YV LDAENEL S, BRI Z OIERICH:T
THI, EEICESTHI L, £, UXF U ARAIL AT AR & OMEERIC
bIEETLHZ L, (VI 7. §FHERE] OBESHR) B, T TICOAEREEZHIINTWDLIEEIC
X, BEEREEORGIIERTH S, (V. 2. 25 OHEBMH)

9.1.3 BHEWEE (77 m—/) [HMRMFEOELEMETH HHIR, BEFOERE~RAZT5H L
DOWE 903 H Y | MPEEICEET D2LERH D, TRIEHO®H S5 BEWE (Fur7 ) m—1
AT ar—)VE) ITXLY | RO R REEEED 1 D ThHL2HITIIHMIN D & oW 37
NH D, RIBERIERICIT, BT a—/ 7 2 235 SAURIIBE > & [0 4 5 72 6 O A3 ESS
T4, 20K RIREEIC BRI LG SN TV D & Z oMb EFVERANE S5 TR &
Do Eio, Mo BHEWTHE (T r 7T ) m— VIR # R EREBOREZ IR LI 25,
IRMAEER 2B L2 & OMEORH Y, 20X BE TIFHEEICEGET L &,

9.14 FEDRIKTRWVWGAIZEBNTH, AFZHEEGETHZEIZED, RIRBR I BICELT B0
Wb, BEZ7r vy (1E) Tix, BELERMOIERNAGNL, B IHEMEKIIEEH R
HEFMAZLERE IS5 39720, KRR EORGICEVERZEBLLIEIBEZENND D, B, &E
ORIk, BEZay 7 (I, LIE) Bb2EEITIEAFORGIIEZRTH D,

9.1.5 BEEWTEER 51T X 2 BAVHLIE DAL OBEF IOV TIX, BIBNIZTIT SN TN, Bk
HEHIZIVHEBRILE I aZFEOBETITE L, AN VAREIZLY VT KLU v
DTN EE ST GE . o ZREROFIERRR BN TOEA SRR ANE R IND ET552 5
T3 40,

9.1.6 BEWTFITLMEAR TEMIZ L D . FRRIR BIE O BIRE ORRIRIER Z ~ A 7 35 2 L 3
ENTND, ROEZAHFL TS HFRIRFEFIEDBE T, LATL 5 ST fho gk
K (FarT e —VIEREE) #ELE A, BRI EEOIER A BLIL, 207D, Pl
JEOERDBEL LTz L OBWERH D 40,

9.1.7 KHl% G HAFE B WD G-I L 0 RIEIEBREHE NG S TVD 9, Zo7d, HIEDRK
MEERFEE (BHS) Ob b BEIIIAFOBRGIIEETHY . LA 7 —JEGERE, MXRIEBITIE
EORMIEBREZE D & 5 BEIZOWTUIHEER LG TH 2.,

9.1.8 W MifaEDEEIC, BHEMIED LA TG T D & AR o ZTAREANKIT & 2 B ISUE S AL
LY FRRME EFNALNDZENH L V-, KEIZBEMTERG LW &, #5775
LA, o WA CHIENRE 21T o 2R ICARKI A 5 L, FIZ o BWAIZ 0P T2 2 &
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(2) BHReEREERAE

9.2 BHEEESHESE
921 EELBEEOHIESE

PR BAE S D BTN D D,

(fiE)
HELBEWEREDND 256, RICEWOIMNZER LT 5 OERICKRGTOILEN L L, 18
PEB AR EDOBE 102K RITAHN 2R N5 IR i s B 2 sk A & el L 723 BR Clafa E <
20D, ZNEDBEETEIANA AT ATV T o O, &7 V7 7 20K TR LOHEA,:
TR O E FAR 7 23 A2 B V72

(3) FrtReRERE

9.3 HireEETHE
931 EELEEDHSBHE
RPBIET DB ZNNH 5,

(fian)

FELRIFEEREE NS 256, RICEWORMPEELZ T H-OEEICHKGTLILERD D, I
THZE 49D B 2R BICARHN 2R O G L7z Rr o i P 2 e A & el U 72 3Bk Tl & Tl
W, ZIHDRBETIEIANA AT XA TV T 0 O, 27 U7 7 0 AR T I L OVE KR
DFEEAE A A3 A & H Tz,

(4) 4EREZRT HF

(5

(6

(7

(8

BE I TV
) bR

9.5 TR
TR TR LTV D ATREME D & 5 At 13 i 5 Lisn 2 &, [2.8 2]

) RELW

9.6 R
R EOF IR ORARBOAEMELSBE L., RO ETITTIEZREFT 52 L0 P~
BAITT 5 Z LvdiE S Tunag,

) INRF

9.7 NE%
INBEE R G L LT AR VLR 2 FeiE & U7 AR BRI = L TR,

) EinE

9.8 min&

WORIZFEEL, LENOEGEHGT 520 CBEOREZBE LN EEICREGT5 2 L,
s RICBEOR I E LS RN E SN TWS, MEESNEZ 2818 H 5,

- KL ES LG5, ReICEET 5, (8.2 2]

(figsn)

Bk (7FurZ ) a—VIERE) EHAFPORMEDBE TRICHE G2 HIE Lz s & ERE
(L7720, DFHELZEZ LTEFNRE SN TEY . (KREZET 25813 h4 CEE L, Bgx 1+
ATV, Fl2, BEICEMOE R LICREAZFIE LAWK Y EETIVNEND D,
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FRZmin B ICB W T O FROERNSLETH 528, T, s &= T3 S 72 EO BT
PIRWNGE T BIERIEOMEREENFET D 2 LRL VL OWE 90 H Y | PRIEUSN DB
TAAZH G LTS 5E TORBROEEPLETH DL LEZXDBND,

R, INERICHE S EEPRZAE M ORI, o3, A, PRl EORMBENRE ST A — XIS
52 EIAT, miEE TS rOREREZATIHE L. ZOERPEDENBIREICKE
HETLOILNHL0OT, HEILEGFTILEDD D,

7. HE%EHR

10.48EEH
AANZ, & U THRHEESE CYP2D6 TRE SN D Z Lonh, ABEEOIEMHICEET HIEAI L O
HRICIZEET 22 &, [16.4 BHR]

(1) tREZEEEZDEAH
BEEIN TR
(2) $ftAFE L EDEHR

10.2 HiAERE (BFRISEET S )
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<DailyMed (USA), 2024 4 7 H 5 >

4 IS

Eey a2 Sun Pharmaceutical Industries Inc.
AR5 METOPROLOL TARTRATE tablet
FIE - Bk | 25mg/50mg/100mg

INDICATIONS AND USAGE

1.1 Hypertension
Metoprolol tartrate tablets are indicated for the treatment of hypertension in adult patients, to lower blood
pressure. Lowering blood pressure lowers the risk of fatal and non-fatal cardiovascular events, primarily
strokes and myocardial infarctions. These benefits have been seen in controlled trials of antihypertensive

drugs from a wide variety of pharmacologic classes including metoprolol.

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.

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.
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Metoprolol tartrate tablets may be administered with other antihypertensive agents.

1.2 Angina Pectoris
Metoprolol tartrate tablets are indicated in the long-term treatment of angina pectoris, to reduce angina

attacks and to improve exercise tolerance.

1.3 Myocardial Infarction
Metoprolol tartrate tablets are indicated in the treatment of hemodynamically stable patients with definite or
suspected acute myocardial infarction to reduce cardiovascular mortality when used alone or in conjunction

with intravenous metoprolol.

DOSAGE AND ADMINISTRATION

2.1 Hypertension
Individualize the dosage of metoprolol tartrate tablets. Metoprolol tartrate tablets should be taken with or
immediately following meals. The usual initial dosage is 100 mg daily in single or divided doses. Adjust dosage
at weekly (or longer) intervals until optimum blood pressure reduction is achieved. In general, the maximum
effect of any given dosage level will be apparent after 1 week of therapy. The effective dosage range of
metoprolol tartrate tablets is 100 mg to 450 mg per day. Dosages above 450 mg per day have not been studied.
While once-daily dosing can maintain a reduction in blood pressure throughout the day, lower doses (especially
100 mg) may not maintain a full effect at the end of the 24-hour period. Larger or more frequent daily doses
may be required. Measure blood pressure near the end of the dosing interval to determine whether satisfactory

control is being maintained throughout the day.

2.2 Angina Pectoris
The dosage of metoprolol tartrate tablets should be individualized. Metoprolol tartrate tablets should be taken
with or immediately following meals.

The usual initial dosage is 100 mg daily, given in two divided doses. Gradually increase the dosage at weekly
intervals until optimum clinical response has been obtained or there is a pronounced slowing of the heart rate.
The effective dosage range of metoprolol tartrate tablets is 100 to 400 mg per day. Dosages above 400 mg per
day have not been studied. If treatment is to be discontinued, reduce the dosage gradually over a period of 1 - 2

weeks.

2.3 Myocardial Infarction

See prescribing information of intravenous metoprolol for dosage instructions for intravenous therapy.

In patients who tolerate the full intravenous dose, initiate metoprolol tartrate tablets, 50 mg every 6 hours, 15
minutes after the last intravenous dose of metoprolol and continue for 48 hours. In the case of intolerance,
reduce dose to 25 mg and administer for 48 hours. Titrate, based on tolerability, to a maintenance dosage of 100
mg twice daily. Continue therapy for at least 3 months. Although the efficacy of metoprolol tartrate tablets
beyond 3 months has not been conclusively established, data from studies with other beta-blockers suggest

that treatment should be continued for 1 to 3 years.
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2. BCBITLBEKRZERR
RSB T HBIMER (A—X S UTHE)
AR T M EOTEBOHDLERE A=A M T VT LIRS,

(V. 6. HEDOHEREZATHEEICEHTIHIEE] OIESRK)

Drug Name Category
A=A NZ7 VT DLHFE metoprolol C
(2021 4 4 H )
2% . OB

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

Drugs which, owing to their pharmacological effects, have caused or may be suspected of
causing, harmful effects on the human fetus or neonate without causing malformations.

These effects may be reversible. Accompanying texts should be consulted for further details.
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A N7 aa— Wl ARRESE 40mg [NIG) OB 0L ENEE 25°C « T5%RH OIRAFSM: Tt
L7z, tERIZAGE 7 4 VAR 2 G A0 R Th o7,

@ i 25T - T5%RH [HESE - B

AT {%ﬁjﬁﬁﬁaﬁ ‘
BH BRI 2 I 48
T, BT 4 VAR ZEte A7 4 VAR ZETs BT 4 VAR ZETe
HEDOBmER HEDOHR AR
TR (%) 100 99.4 97.6
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(2) HifR - BEMRUBREREF 1 —TEB1HHER
(A FFRRA—)LEREEES 20mg NIG])

1) BBAE
[ B e v B
TAARY—DERA M EZRFERY, K 1 %27 4 AR —NIZARTERA R EZRL,
¥ 55 COIRYGs 20mL ZW W HisTz, 7 4 AN —ICHEE LT 5 DlikE%k. 7 4 AP —%
FT 15 AR L, FRERE ORI ZBIZE L, RO RIAENZEO b0 EalE, FIZ 5 4H
JE%, FERROBAEEZITV, RERB ORI A B LT,
FREOBIETHI 7R BREERRE RO SR WAL, RIK T EE 5B L, B o e
WCRRIRZ R U [FEROBEAEEITV, BB ORI A BLEE LT,
[ 3t 1 7
IR D NS TeT 4 AR — % RETF 2 — 7128kt L, K 2~3mLMOEETIEA L, Fa—
TIXENFEAIR S 345D 2 KIS L, HEANZ Z 0K 30em Eo @ SICEE Lz, HEAKIC
HWEOHEKEFEALTTF2a—TNERS EEOF 2 —TNOERFYOF R CGaiEarE 28 L,

2) HBRER

ARSI AR MR
AT mu—UEa | LR DT L2 & & 5 3L
MEMESE 20mg INIG) | NICHREE - BRIl L7,

ARBRE, THIRE BERG N F7y 7 (R Cix9) ) ICECTEMBLE L,

8Fr.F = — 7 Z i L 7=,

(A R FRB—LEREIESR 40mg TNIG])

1) BBAE
[ B e v B
T A4 AN DA N ERERD, B 12T 4 A —HNICARTER M ERL,
¥ 55 COIRYG; 20mL ZW W HtsTz, 7 4 AN —ICHEE LT 5 DlikE%k. 7 4 A —%
FT 15 THERHA L, FEERE ORI ZBIEE L, BORRENRD bR WGAIE, BT 5 4
HEH ., FEROBIEEZITV, ERE RN A BIE LT,
FRLOBIETHR Y LR ERE GO DN WA, MK 1EESE L, B bl ckmEm <
WTRRIRZIEE U, RIEROBIEZIT V. BEERE ORI 2 BIEE LT,

BGiRiET Y

WRBIRD NS TeT 4 AR — % RETF 2 — 7128kt L, K9 2~3mLMOMEE TIHEA L, Fa2—
TIXERNFFE AL D B 83 53D 2 Z/KFIZ L, HEAE E DK 80ecm EO & SICHEE L, HEARKIC
HEOHEKEFEALTTF 2a—TNEES L EOF 2 —TNOERFYOFEIC CEiatt 88 L,

2) HBRER

ARl v AR R
ANFan—lEn | BELIRER AN TREBR L2 & 5 2
Metfifie 40mg INIG) | DANICHASE - BRI8 L7z,

ARBRE, THIRE BERG N F7y 7 (R Cix9) ) ICHECTEMBLE L,

8Fr.F o — 7 Z i L7,

. FOOBEEH
M E R L
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