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e (o _ 1 94.8~96.8 83.3~87.1 86.8~90.8 83.8~89.4
<(§Oﬂi? égﬁ;;ﬁl 2 94.8~95.8 82.3~88.1 91.9~93.9 85.7~88.5
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;5 iR
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<HBDT 4 bha—T 2 ha—TF 4| ba—T 4| ba—T 4| bha—T 4| bha—T 4
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7 0 3 93.7~96.8 | 86.7~89.6 | 87.7~91.6 | 88.7~91.6 | 90.6~92.6
. 1 98.4 98.9 102.2 98.1 98.0
i (%) ¥
2 99.0 98.2 97.7 98.3 97.0
~ 0,
<95.0~105.0% > 3 100.2 99.4 99.6 97.1 97.2
1 6.16~7.54 | 5.77~6.79 | 5.74~7.10 | 5.39~6.80 | 5.95~6.72
% E
( %@E‘T (k) 2 4.99~7.17 | 5.62~6.57 | 4.96~6.67 | 5.73~6.83 | 5.81~6.61
n= 3 4.41~7.10 | 5.47~6.64 | 5.82~7.15 | 5.79~6.99 | 4.76~6.90
¥ BTRERICKHTIERE (%)
OT7 T 7 m—/)LEE 50mg [NIG) #E03E 40°C G - KB AR
SREATE H ok PR A7 ]
<Kk > e B ARy 3% H
PR 944501 HD =EE:N7)
<EHBDT 4 NAa—F ¢ TEE> T AN Ta—T T EE TN a—T TR
wHME (%)
<304 TO%LLE> 244501 99.2~101.2 93.3~99.6
BEE (%) 244501 100 98.2
(Z2EE) WE (kg 244501 10.2 11.1




O7 7 7 vu—/VEE 50mg INIG) @i 25°C, 75%RH [EYE - Bk
2R ERIE H PRAFHAR
<K > BH A 1% H 2 % H 3% H
PR HED 7 4 VA HED 7 4L A
<HBEDT 4 NIha—TFT 4 U TEE> | a—TF 4 VT EE a—7 4 T EE
BEHME (%)
<304y, T0%LL L > 99.2~101.2 37.4~47.0 23.8~28.3 17.7~21.8
BEE (%) 100 — — 98.1
(2EE) WE (kg 10.2 — — 9.0
RS . K7 — RE)E
O7 T 7 m—/LEE 50mg INIG)  #E4E ==y - A& 120 5 Lx-hr B - KBS
R IE H RN e
< HHE > F5 BH 4 R 60 /7 Lx * hr
PR 944501 =FEX) EFER7)
<HEBDT 4N —T 4 L TEE> T4 bha—T 4 T T AN aA—F T EE
BEHME (%)
<30 4. T0%LLE> 244501 99.2~101.2 92.9~96.8
BAFE (%) 244501 100 99.4
(&M WE (kg 244501 10.2 10.1

7. RBEERUVBERRORENE
AEM LR
8. tFlENEEEL (MELFHNELL)

BN OANA
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9. BHtE
(1) B
77/ v—/UEE 26mg INIG] X O7 7 / v—/VEE 50mg INIG| 1%, HAZKRHIMEIGHFEE 3 Hic
EDOLNTZT T 7 v —VEEOEHIREIZHEE L TWAD I EDRMEGRS TV,
GRERIIZ/K 900mL & FVy, 7% FOWEIZ XL Y 50rpm CikBR&479,)

VA
Tk HLE R VAR
25mg 30 47 75%LL
50mg 30 47 70%LL

(2) WHRBRY
<77/ m—/L§E 25mg INIG] >
BIEIE T O PR SRR T A RF 4 > CERR 94 12 H 22 H [EIEEE 487 BHIWR)

Y eSS
EE AR/ WHRBRE N RLE
IR ONRBR I © 50rpm (pH1.2. pH4.0. pH6.8, 7K)

CHIE]

- pH1.2 (50rpm) Ti&, FEERAIROARGITE BT 15 2 LINIC 85%LL R L7,
- pH4.0 (50rpm) TiE, FEERAIR OARGITE BT 15 2 LINIC 85%LL FEH L7,
- pH6.8 (50rpm) Ti, FEAERIF R OVARGIE E HIT 15 53 LANIC 85%LL E¥aHI L 7=,
- K (50rpm) TiE, EERFI K OARMIZE HIZ 15 53 BINIZ 85% L EIEH L7-,

YL b, RO @) 2 5 1WA (7 — I 88 25) LR L7CRER, 2 ToORBRIRICB W T 135
EIE S DY FHIRI SRR T A T4 ) OHERBEIES L,

(s H ith )

EHE ) pH1.2 (50rpm) B (%) pH4.0 (50rpm)
10 F e e - 100 |

80 + -7 80 _

s
60 F 4 60 ,’A-
/ 7
s
40 ¢ p 40 G ,/
w0 L ¢ ¥ 7/ O—)LEE25mg TNIG] 20 | 7 —e— 77 O0—)L§25mg [NIG]
- =7 — 325 - =7 — 3525
0 ,L' I I 0 L' I
0 10 15 0 5 10 15
B (459) B (53)

FEHIE (%) pH6.8 (50rpm) BEHE (%) 7K (50rpm)
100 | 100 |

80 P et 80

60 60 -

,3' -"'3
40 | e 40 L Pid
20 | , —e— 7 7./ O0—JL$E25mg TNIG] 20 | ’ —e— 7 7./ 0—JL§E25mg TNIG]
”~
- =7/ — I 25 — & = F — I fE25
0 £y : 0 ¥ :
0 10 15 0 5 10 15
B (4 B (5
(n=6)
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<77/ wu—/V8E 50mg INIG, >
BREIR O AW FRR SRR T A KT 4 CFEk 94F 12 A 22 B [E3EH 487 HHIT)

AR SR
IGE - AR WHRBRE S RE
[AldR g K ONRBRIE : 50rpm (pH1.2, pH4.0, pH6.8, /K)

CHIE]

- pH1.2 (50rpm) Ti, FEAERIF R ORI E HIT 15 53 LANIC 85%LL EfaHI L 7=,

- pH4.0 (50rpm) Ti&, FEERAIR OARGITE BT 15 2 LINIC 85%LL R L7,

- pH6.8 (50rpm) TiE, FEERAIR OARGITE BT 15 2 LINIC 85%LL LI L7,

< /K (50rpm) Tik, HEHERFIO SRR 60% M N 85% T D 2 B IZBW T, A FEHE
H SR AT AERLA O SR MR = 15% OFEFHIZ H - 72,

YL b, RO @) 2 5 1WA (7 — I U8 50) LR L7o#ER, 2 TORBRIRICB W T 1535
EIEG DLW FHIRSEMRR T A T4 ) OHELBEIES L,

(VA H )
FEhE (%) pH1.2 (50rpm) BFhE (%) pH4.0 (50rpm)
w0 100 | —— =
g0 | -="7 g0
60 | 60 |
40 | 40 L
20 L —e— 7 7./ 0 —JL#E50mg NIG] 20 —e— 7 7./ 0 —JL#E50mg NIG]
— & = F . — 35550 - & = F . — 38550
0 L' Il 1 0 L' 1 1
0 10 15 0 5 10 15
BEfE (53) BFfE (43)
BEHE (%) pH6.8 (50rpm) EHE (%) 7 (50rpm)
100 } 100 P
_____ A
B0 v _ A== 80 & & Ame=-"
60 | - - 60 |
40 | 40 |
20 | ” —e— 7 7./ O —)LE50mg TNIG) 50 | —e— 75/ 0—)L#550mg MNIG)
— &= F /=3RS0 — & = — 3850
D f-' L L L 0 f-' L L L
0 10 15 0 10 20 30
BT () B ()
(n=6)
10. B3 - A

(1) FENRELESR - AF. NEVRKRLES - ARICHT51EH
Y LR
(2) A%
<77/ u—/VEE 25mg INIG| >
100 & [10 £ (PTP) x10]
<77/ m—/L§E 50mg [NIG] >
100 & [10 g (PTP) x10]

12



(3) PHREE
Y LR
(4) BHROME

B 754, PTP )4

77—/ 25mg [AET] |PTP b =7 4L, TILI=0UL{H

PTP : RV =17 LA, TILI=ULH
77/ a—/)LEE 50mg [HIET o

TN =T ARV F LT IR— KT 4 LA

. ARt S S EHME
M ER e L

. Dtk
AR IE R L

13



V. ARICEYSEE

1. MEXENE
OAMEMERMLESE (BRE ~ TP A0
Ol
OBINRME RN GRFEBEIR. BISMITHR)

2. EEXEHRICEET HIE
RE STV

3. AERUVHE
(1) AERUVAEDOHES
<77/ B8—/L§E25mg INIG] >
WERACIE28 (77 n—1 e L T5h0me) #1H 1ERAOKELGT 5,
7e¥. . FERICE D EEHEBCE 22, kmEIL 1 A 1E 448 (100mg) £TET D,
<77/ B8—/L§E50mg INIG] >
WERACIE L8 (77 /a— L T5H0mg) #1H1ERAOKEGETS,
7p¥. . JERICE D EEHEBTCE 22, kmElL 1 A 1E 248 (100mg) £TET D,
(2) RZERUVHAEORERE - B
MG R R L

4. RERUVRAEICEHEY SFRE

7THAZEERVHAEICEET IR
HRMPIE IR T 7 ) A —~DEE T, o BWHI CHIEIEE 21T o 2R ICAA &5 L.
WAC a WEHEZOERT5 2 L, [2.9, 9.1.9 2]

5. ERERALAE

(1) BET—E3NR\wo5r—o
MR L
(2) ERERZEEFER
Pl v/
(3) AERERFERR
MU ERR L
(4) BEEMEER
1) AREREERER
MR L
2) REHHR
MR L
(5) #BE - WBAIFAR
Pl v/
(6) ARMER
1) EARERE (—REARKRAE. FECEARERE. SARGELRRAE). RiER
—RRE. RERFTREBRAROAR
MERR L

)

BT — 5~

<

14



2) RBEHG L LTERFPEOAETRIIEREL-RE - HBROME
%M L

(7) 0Dk
% L

15



VI. EMEBICEYSEE

1. REPHICEAESSLEMXTEEaMEF
B HEWTF

TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. ¥BE{ER

(1) {EFAELL - (ERARKF
AR B ZFIRICBNTHT a— LT IV EFAMICHETIL, B REENEHZ R &icko
THROEEM, PIABIMEA 28T 200 B2 05, BRIEER OB OO T 13
Bl STy, DA EOBCD Y | KR i BT R ) )

L LSRR D s
FEAbhb,

(2) FAEB SBBRAM
LR L

(8) EARTEM - FiesR
M ER e L

16



VI. EMBEICET HRE

1. mMPREOHTR
(1) ARLEDGOGRE
MR L
(2) BREBRTHERBSA-OPRE
16.1.1 £PF MR F1EHER
<77/ A8—)LEE 25mg TNIG] >
AW R R I B3 2 BB E (9 Fn 55 4R 5 A 30 H 3E3E5 718 &)

77 u— g 25mg (NIG) L7/ —3 U825 %, 70 24— —iRc L) Zheh 2 68 (77
/E—A & LT 50mg) HEHEHA B TS A BIIRE (4% 5 L C It R LRI IE 2 W L, 550
FHABIE /ST A — 4 (AUC, Cmax) |22\ CHREAMIBITZ AT > FAb R, FIA AN 700 S 2SR
BENEY,

300 r

250 | o : 75 /10— )V£25mg [NIG]
® 7/ —3 EE25

200 b S+ R, n=12

AR (ng/mlL)

0 (_J 1 1 1 1
0 4 8 12 16 20 24 28 32
Fe G- HOFER (hr)

55 AUCo-32 Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
7T/ v —/LEE 25mg
50 2107.9+351.2 211.7£41.3 2.9+0.7 8.65+2.23
INIG)
7 ) — 3 VHE 25 50 2129.5+385.6 212.7+42.1 2.8+0.5 8.67+2.80

()RR ZE, n=12)

MR NS AUC, Cmax 5 0/37 A — & (%, #ERE ORI DL + IRp 55 OBk
R K> THRRD RN S 5,

17



<77/ B8—JL§E 50mg NIG] >

AR R R RER (2 B 3 D BRI UE (B Fn 55 45 5 H 30 A JE5EE 718 %)

77/ u—)LEE 50mg INIG] &7/ —I U850 2, ZnAxA—"—jElckozntn 18 (77
Jm—b & LT 50mg) A S FITH A AR O 45 U Tl TR (LRREZIE L, 56h
T ERE T A —4 (AUC, Cmax) (O THERMFNT 217 o 7ot 3. WAl o0 A=W  [F S L D3 e

BENEY,

300
250 + o : 77/ a—)VEE50mg [NIG]
T:] ® 5 J—3 R0
£ 200 P9 +EERE, n=10
2
150
-
+
#z 100
50 &\PmJ
{'] fo! f,’:/ : 1 /:’/K@

G- OREH (hr)

W N T A —4

b AUCo-40 Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
77/ v —/L$E 50mg
50 2403448 237147 3.1+0.6 9.0t4.5
INIG)
7/ — 3 VHE 50 50 2449+305 23137 3.3+0.5 9.0+3.6

(P E=FRAERZE, n=10)

MIE R N NS AUC, Cmax 50/ 7 A — & (3, #ERHE ORI DL + e 55 0 #lBR

R K> TERRDAREMEND D,

(3) HhEE
MR L
(4) BS - ftAROEE
(Tvii. 7. MRAEAEH] OHEZH)

2. EYEERBNTA—4

(1) fBAZE
MER R L

(2) WRALEETEH
MR L

(3) HEREETEH
MR L

18




(4) 9VFSVRY
98mL/min

(5) HHEEEY
# 76L

(6) Z0ith”
WNAFTRAZEVT 1 5 50% (#8101 £ 5-5F)

3. B&H (REaL—>av) #H
(1) fBFAE

YR L

(2) NFA—2ZEHER
B R L

4. R
BRI L

5. &%

(1) roi%k-fiBars&:@
B R L
(2) mE-fEBRIFE R

HPEROEMEIEBRFICT 7/ v — L2k ARG Lcha,

(AT =—F U TORAH) .
(v, 6. (5) dtfm) DOHZM)
(3) Hit~DBiTHE

R OB IEBH T 7/ 7 — AR O LI,

(AT = —F U TORAE) .

(TVIl. 6. (6) #=Fhw) DOESH])
(4) HE~NOBITHE

MERR L
(5) ZofhoiBB~DRBITHE

Pl v/
(6) MPEAHFEEE"

#1 3%

6. R

(1) REBLLRUCRBERE
MBI L

(2) REICEIE5T 58 % (CYPHE) OHFiE. HE5E
MR L

(3) MEEBMNROFTERVZTOEE
MR L

(4) REVOFEOEERUEELL., FHELE
R L

19
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10.

1.

) Hﬁﬁ.w
RO GREIZIRP, SAEFRNSEREEOZNZENR 50%N N IIDD, £D 90%IEARL{LIAT

b5,

S URR—42—ICEAT H1EH#
LB E R L

. BRFIZLBBRER

R L

HEOHREHT SBE
KR L

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

1. EERREZTOERE
BE I TV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)

2.1 RAIO SR LImBUE OBE D & % B

2.2 BERIFMESS TV R—v A, (REMET V R—v 20 b 5 HE [T F— A2 X 20 IdE o
Pz kT H 2 H 5, ]

23 SEXMERE 2T LMK, BEZey s (M, WE), WE7 2y 7, MARIEGREROH D E
F 2D DIERPET 2B ENRH D, ]

24 LFMEY a3 v 705 BE OEREZIHEIL, ERPELLTIBZNH 5, ]

25 ifimEIC L2608 20H 5 EE DUEREEZIH L, JERBETH2BENLNH D, ]

26 ) o IMELAREDH L EE LOHREZ MG L, IERNELTLIBETANH D, ]

2.7 R ERED BE DDA IH L, ERPET 282N H 5, ]

2.8 HEDOKRMBREEOH L EH BHEE) UERNELT 2820013 &H 5, ]

2.9 RIBFEOECHNNE I T T 7 ) dA—<DHRE (1., 9.1.9 BH]

(fi70)

2.1 BIEWANL, FIGEEUEZ R Z 3T Z EB8MmMoNTnD 2, REIOR TR L, BEUE O BEE R
Do L BEIARANZF G LicGE, BBUEZ 2 3 AlREMR & 5.

2.2 7Y R—=Y AT, MK pH DR TIC L0 LI I2ME TN L, 2, DHOATa—LT I
WCRITDRIGEDIR T Z 5 ¥, Z o X 9 2RBEIC, BB 2 #5395 & DU 23 &
DICBHE L2, fElRTh D B2 BND,

2.3 B BEWTANI A BAR R IC ST L COAE R ) S8, - EEEEEREZ T 5, 207w,
BIEWI A OB H1X EFED K 5 REEZ VW2 S EULEE L Z MBI b, HHIFREERTH S,
THESRER 2D & 5 BB BMEWTHA] (07T ) o — ViEsHE) ZEIRNIE L L &, EEOR
ARCTAEERE DIMHI A A STz & OHE Y N5,

2.4 D OR L TVEH O RBMEREFIC T 5 UER 72 LB R IEH % BRI HIT 5720, &5
IS TH D,

2.5 (BRI & S0P DI ME & A O0REOBREIC, AFIEZFEE LT, DMaHENEICHED L,
HEDRIMTEZ 72Uzt OHE D N5,

2.6 ) S IMPELARETIHET LA REREE NME T 2 72 DI B R OTREN S TTHE L TH 0 9, 8
WAL Z OERICHEERT 20T, #5322 THD, 5 > MALLTHE GREELLE) o8
WA IR CAERE B Z8ET 2 H TARAIZERG L2 2A, LRV a vy 72 &L
B0 RS STV D,

2.7 AANZIMERE FIEARH 5720, FHRTEMEVBE ICAAZ 5425 & S HIzmENME T3
HEREMENE 2 b,

2.8 BEEWIANL, B2 AN K0 R M OILRIER Z Ml 35, ARANL B 1 BPUE B HENTAlC
BV | FEEPUE BRI EL R M A ~ DR BN D 72N B 2 B D8, DR M
X2 b D THY | KIEERAZE TS 2 [ fENH 5, BHEOREEORMEREEDOH S
B GT5 LEERREBICEIRBENRDH D120, HEIFIERTH D,

HE CTRWAHEBERESEOH 2BEOEAICEH, HEICRFTLHZ L,
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2.9 BEMMIIEOBFIC, BIMMTHIZ BB 55 % & SRR o A HRIMIC X 5 B IS B &
20 ENRME ERAZONSE ZEBHS Wk, FAZHEMTHRIE LR &, 5T
BECIL, o EMTHICHINEIR 24T - T (AR AR L. B o WA A BE T2 2 &0 Rin
BB OMINED B, HIRELIESORROLDICAAERE LE 2 A, MEN
240/160mmHg |2 E5H L= & oA Y Bd 5,

. THEER X RICEEET HFE L TDER
BES N TV

. BERUVAERICEET 2R L TDEAH
(IV. 4. AEXOHEIZBEET IEE] 228 T52L,)

. BEEGEFNIE L EOEH

BEELELNIRE

8.1 B G-OGE L, (ORERE (IR - ME - OEX - X% 2EHICITY 2 &, RIRE
I = DIEIR S & & OB EITIE, BEXIITIET 28, £z, LEISLT bu e 2
THZ L,

¥, NTHERE. BHERE. MIREBRHICEE TS 2L,

8.2 LM (TuT'Z ) v— ViRRIE) P OPMEDBE TRICHEEG 2L Lz & & JER
WL LTZD | DRI 2 2 LTJERIA R E SN TV LD T KEZET 258134 ([THE L.
BIZa2 512479 2 &,

Fro, BECEMOERZ LICRELZTIELZR2WE S EET D 2 &, PELSOEM, 2 IER
BIRCTHEEGT 556 TH, FrCEBEICBWTUIRKROTEEEZT 52 &, [9.8 ]

8.3 FANAT 48 Bffil 1Tz G LN Z L EE LV,

84 VIV, SLOEINHLONDLZLBHLDT, KAlxEGTOEE FRCHRGH) (i3, BE)
HOBEIRFERZ M O B OBREICHEF S TRV IS EET D 2 &,

(i an)

8.1 AREMEE MLESE, PROE, NEIROTEFITIRINC DI 255032\ 0 TEM 22 DR O i
EATOVEWERHOGICERE T2 & &b, BEOERICHOE TERIEEEBET 5.

8.2 PIMERFITHE SN TWA T 07T ) o — LR 2 228K b 1k U7, B 0E O B L, AR,
DHFEFED DUVNTERENRL Z 572 LT 8E D Bd b, o, AFEZELEFPHIZLY
MEA =T hr— L IR TWEEIEDBEFIZRB T, AFIOEWER (B9 2, IR, A
B) oz, AHlE 6 A ThRAICEELZEZ A, 8 HHICEERER, RkE, RIRE, H17)
DA, BE, BIRE L O WEOME EF AL, AFOFELGIZXY, MEXEO%EE
U JERIFEC R L 7 2,

8.3 TAEEICIX, HRIFRIC & 0 AQAR RIS MEIZMR T L TRV . AFI O£ HIX AP RRIE MO & 858
SHLHZENEBEZLND, £To. TR K A2REERE TIX UK T 2 KB IEME < &5
2D, RENLZ OB Z sl 21ERAR S 572 0FEEEET 2,

8.4 BRIEIEGHIC LY, SDLOFENALNDIZENH D, T HITMEDE FAE LW ERRILE DA
BN RK & W Z 0 o0,
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6. HEDEREATIBEICETIIRE
(1) AHHE - BIEESOHLBE

9.1 AHHE - IEESDHLEE

911 [EXWR. [REXERBOEThOHLBE

B a7, EEICR ST 5 2 8, REEIHE L, WiEIER TR LB T D20

H 5,

91.2 5o MELFLOBEETNDHZEH

UXEY 2K AT L LEEICRET AL, DAL, ) o MR OARNREET DB
ZNnH 5,

9.1.3 BMFE. > FA—LR+HLERERKE. RUMBRREORSE

MAHEICEE T 5 2 &, RO RTEER T b 2 MRS O SRR R I G Z ~ 2 7 LR,

9.1.4 BRIFPHBEDEBE

OWHEA BT L5GIIR 2 TR L, BI8EE2 01275 2 &, AlLEEETIET 5 & JEREE
fbEEDZEnH 5,

QHhFIERE~ A7 THBENAND 5,

915 EETLHUVKAHRAREEOHSBE (L1 / —EEH. BREMITES)
JERDEL T BTN H 5,

9.1.6 RIROHZBE

WIRBEALT DBENND D,

91.7 BEJAvY (1K) OHIEE
FBEAERMNER L, ERPELTIBZNNH D,

9.1.8 BREMIVEDERE

JERDEL T 2 BTN H 5,

9.1.9 BEMMENINSHY T VA —<DEE

AANOEMEE LI L ABICmEN ERTHZ 03B 5, (29, 7. BR]

(figin)

9.1.1 BEWAIB G XD B2 RIROIERHI, AL B 2 L ARRARKIC L 2 58 SILRIEM % W51 F
Do ARFNE B 1 BIRME BIEEWIAITH Y | FERIME B EEWRT AN LLA_KE XA~ D BN LA D 720
EEZLNDN, B ERMEIIERAR O TH LI OEEICHRG TS 2L, KRAlE BRI
Beh Uiz 2 A MR REECRTISSE ORER S B L7282 38 5,

9.1.2 DEREIX. 72 A B OAMNA LTeha, RERF B CULEBREENHER S D, Z OfUERK
RIS AR O TTHE BB LT . 20 OMEOBHEIC LV DAREREL S, B HEWRTHIX
AR TTHEERICHE LT 2700, HEICERG T2 L, £, UX& U 2WH L AT 2856
WCIEARI E OMBERICHLEETS 2L, (VI 7. (2) JFAEE L ZOHEA] OEEBM)

BE, TTICOARLEZH SN TV DEEIIE, BEAIOKREIIESTH L, (V. 2. £
NE L OB OHESMH)

9.1.3 BilEWiAl (Fm>r7 / m—L) CIRIEEOEEMETH LHIR, BHEEDERE~AIT5HL
OW|E W NHY, MPHEICERETILERH L, PRIEAOH D WAl (X F7ma—L,
TIa7T ) a—V5) (X 0RO E R EEMEED 1 O TH A RITIIEm I D & oWt ©
Wb, -, RIERIERICIZ, A7 a3 —A7 U W0W S VRILEE) & RIE S 5 72 0T
DEENT 5, 20X 9 AIREEIC B BRI AR G- ST\ D & Z ol BSR40 S5 AT
MR %, £, 7v7T ) n— VIEREZ RPIFGEREBOBE IR G Lz L 24, KIE
WERBLIZEOREDNHY, ZOXHIRBECTIHEEICRGTSLZ &,
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9.1.4 O BEWTAIOF G2 J2R 1T 2 & FURIR PR OSIERIEICHRD 2 &35 20T, FRRTE
FEDBEND B 5 BE TARNOERG 2 H 13 555 1 3BEICBIE 21T Z L,
@ B EWTANT DHEAR TEMIC LD | FRRAREE

REVTHESE (FUIRIR TP 3E & I ZIT R 2855) DMk
DEFHKIERZ ~ 22735 Z ERWE SN TS, SROEZEOFL TV R PEIED BH T,

LRl & 0 &5 STz BlElTAl (e 7'Z ) a— V) ZEE Lz s 2 A, FRIR P 3EIE
DIERBBLAL, DT, FUEDTERPEAL LI & O#E T B D,

9.15 BUEWTHI (F 7T 7 m— VIR ORGIE. LA/ —IEGERER I K BT IE 5 D AR5 5
MERE(LS D T L ERET HWE D RS,

9.1.6 MEDRIRTRVEEIZENTH, AFlz&ETLZ 812X, kB SLIZELT2BTH

oo, (VL 2. FENELZOHEB] OEEMR)

9.1.7 BEZ7 vy 7 (1E) Tk, BELOERHOLERENHHID M, B WAL 555 Ei g R
EIER S5 P72, KKl EORGICXVIEREBE(LSE 2B N1 H D, i, DE, ME
DEET 0 73555 EIIIAROREGIIEZTH L, (VL 2. ZKEoNAELZOER] OHE
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k5844 TENORMIN- atenolol tablet

FI - Bk | 25mg, 50mg, 100mg

INDICATIONS AND USAGE
Hypertension

TENORMIN is indicated for the treatment of hypertension, 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 atenolol.

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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TENORMIN may be administered with other antihypertensive agents.

Angina Pectoris Due to Coronary Atherosclerosis

TENORMIN is indicated for the long-term management of patients with angina pectoris.
Acute Myocardial Infarction

TENORMIN is indicated in the management of hemodynamically stable patients with definite or
suspected acute myocardial infarction to reduce cardiovascular mortality. Treatment can be
initiated as soon as the patient’s clinical condition allows. In general, there is no basis for treating
patients like those who were excluded from the ISIS-1 trial (blood pressure less than 100 mm Hg
systolic, heart rate less than 50 bpm) or have other reasons to avoid beta blockade. As noted above,
some subgroups (e.g., elderly patients with systolic blood pressure below 120 mm Hg) seemed less
likely to benefit.

DOSAGE AND ADMINISTRATION

Hypertension

The initial dose of TENORMIN is 50 mg given as one tablet a day either alone or added to diuretic
therapy. The full effect of this dose will usually be seen within one to two weeks. If an optimal
response is not achieved, the dosage should be increased to TENORMIN 100 mg given as one tablet
a day. Increasing the dosage beyond 100 mg a day is unlikely to produce any further benefit.

TENORMIN may be used alone or concomitantly with other antihypertensive agents including
thiazide-type diuretics, hydralazine, prazosin, and alpha-methyldopa.

Angina Pectoris

The initial dose of TENORMIN is 50 mg given as one tablet a day. If an optimal response is not
achieved within one week, the dosage should be increased to TENORMIN 100 mg given as one
tablet a day. Some patients may require a dosage of 200 mg once a day for optimal effect.

Twenty-four hour control with once daily dosing is achieved by giving doses larger than necessary
to achieve an immediate maximum effect. The maximum early effect on exercise tolerance occurs
with doses of 50 mg to 100 mg, but at these doses the effect at 24 hours is attenuated, averaging
about 50% to 75% of that observed with once a day oral doses of 200 mg.

Acute Myocardial Infarction

In patients with definite or suspected acute myocardial infarction, treatment with TENORMIN
1.V. Injection should be initiated as soon as possible after the patient's arrival in the hospital and
after eligibility is established. Such treatment should be initiated in a coronary care or similar unit
immediately after the patient's hemodynamic condition has stabilized. Treatment should begin with
the intravenous administration of 5 mg TENORMIN over 5 minutes followed by another 5 mg
intravenous injection 10 minutes later. TENORMIN I.V. Injection should be administered under
carefully controlled conditions including monitoring of blood pressure, heart rate, and
electrocardiogram. Dilutions of TENORMIN I.V. Injection in Dextrose Injection USP, Sodium
Chloride Injection USP, or Sodium Chloride and Dextrose Injection may be used. These admixtures
are stable for 48 hours if they are not used immediately.

In patients who tolerate the full intravenous dose (10 mg), TENORMIN Tablets 50 mg should be
initiated 10 minutes after the last intravenous dose followed by another 50 mg oral dose 12 hours
later. Thereafter, TENORMIN can be given orally either 100 mg once daily or 50 mg twice a day for
a further 6 to 9 days or until discharge from the hospital. If bradycardia or hypotension requiring
treatment or any other untoward effects occur, TENORMIN should be discontinued. (See full
prescribing information prior to initiating therapy with TENORMIN Tablets.)

Data from other beta-blocker trials suggest that if there is any question concerning the use of I.V.
beta-blocker or clinical estimate that there is a contraindication, the I.V. beta-blocker may be
eliminated and patients fulfilling the safety criteria may be given TENORMIN Tablets 50 mg twice
daily or 100 mg once a day for at least seven days (f the 1.V. dosing is excluded).

Although the demonstration of efficacy of TENORMIN is based entirely on data from the first
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seven postinfarction days, data from other beta-blocker trials suggest that treatment with
beta-blockers that are effective in the postinfarction setting may be continued for one to three years
if there are no contraindications.

TENORMIN is an additional treatment to standard coronary care unit therapy.

Elderly Patients or Patients with Renal Impairment

TENORMIN is excreted by the kidneys; consequently dosage should be adjusted in cases of severe
impairment of renal function. In general, dose selection for an elderly patient should be cautious,
usually starting at the low end of the dosing range, reflecting greater frequency of decreased
hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy. Evaluation of
patients with hypertension or myocardial infarction should always include assessment of renal
function. Atenolol excretion would be expected to decrease with advancing age.

No significant accumulation of TENORMIN occurs until creatinine clearance falls below 35
mL/min/1.73m?2. Accumulation of atenolol and prolongation of its half-life were studied in subjects
with creatinine clearance between 5 mL/min and 105 mL/min. Peak plasma levels were
significantly increased in subjects with creatinine clearances below 30 mL/min.

The following maximum oral dosages are recommended for elderly, renally-impaired patients and
for patients with renal impairment due to other causes:

Creatinine Clearance Atenolol Maximum Dosage
(mL/min/1.73m?2) Elimination Half-Life(h)
15-35 16-27 50 mg daily
<15 >27 25 mg daily

Some renally-impaired or elderly patients being treated for hypertension may require a lower
starting dose of TENORMIN: 25 mg given as one tablet a day. If this 25 mg dose is used, assessment
of efficacy must be made carefully. This should include measurement of blood pressure just prior to
the next dose ("trough" blood pressure) to ensure that the treatment effect is present for a full 24
hours.

Although a similar dosage reduction may be considered for elderly and/or renally-impaired
patients being treated for indications other than hypertension, data are not available for these
patient populations.

Patients on hemodialysis should be given 25 mg or 50 mg after each dialysis; this should be done
under hospital supervision as marked falls in blood pressure can occur.

Cessation of Therapy in Patients with Angina Pectoris
If withdrawal of TENORMIN therapy is planned, it should be achieved gradually and patients
should be carefully observed and advised to limit physical activity to a minimum.
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Drug Name Category
A=A NZ VT OHIE atenolol C
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F—A ~Z U7 D458 (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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