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(1) JmEEER

SRERFEHEHIR : 2015/7/3~2016/1/15

OTFNFTEAEE AP THET] I#ERAER  40°C - 75%RH [H&adEEE (PTP @) ]
RERTE =R P17
<HikE > H5 aLGLE 1xH 35 H 6 % H
PR n=38 TEL40HYD12. 5TC-2
<ITL I TWEAD T ¢V A= | TEL4OHYD12. 5TC-3 A Bk A e
—T 4 T RE> TEL40HYD12. 5TC-4
FEREER n=3 TEL40HYD12. 5TC-2
(SRS AT BE TR 15 TEL40HYD12. 5TC-3 A Bk A e
HPLC) TEL40HYD12. 5TC-4
GE R (%) TEL40HYD12. 5TC-2 2.2~2.9 1.7~1.9
b TP n=3 |TEL40HYD12.5TC-3 1.4~2.2 — — 1.4
% <15.0%LLF > TEL40HYD12. 5TC-4|  1.4~2.6 2.2~2.6
T aRHMERR (%) TEL40HYD12. 5TC-2|  3.5~3.8 3.0~3.3
P t krsznrneF7 YK | TELAOHYD12. 5TC-3 2.1~3.2 — — 1.6~2.5
<15.0%LLF> n=3 |TEL40HYD12.5TC-4 1.8~2.4 1.2~2.2
. ot ol TEL4OHYD12. 5TC-2| 94.5~99.1 95.3~101.2 | 97.0~102.2 | 96.7~100.0
o Tfﬁggﬂékﬁlgdsmmmwmzm03 95.5~98.6 95.8~99.9 97.4~101.5 | 95.9~100.4
H@ > TEL40HYD12. 5TC-4| 95.0~99.1 94.8~100.0 | 96.5~101.0 | 95.6~101.3
W t Frs/manF7Y R | TELAOHYDI1Z. 5TC-2| 85.3~97.8 78.7~95.1 85.0~95.8 85.8~97.7
(%) n=18 TEL40HYD12. 5TC-3| 83.0~98.8 84.6~96.2 82.3~96.8 83.4~96.9
<304y, 75%Ll >  |TEL40HYD12.5TC-4| 89.8~98.9 87.4~98.9 86.5~97.7 85.7~97.7
— s ~ oy % | TEL40HYD12.5TC-2 99.8 100.4 99.6 100.2
T 0”55_’00//0;/")11:3 TEL4OHYDI2.57C3|  100.4 99.9 99.5 99.9
& TEL40HYD12. 5TC-4 99.4 100.1 99.5 100.1
& tkeszeasd 7Y K | TEL4OHYDI2. 5TC-2 97.5 98.4 97.7 97.8
(%) * n=3 TEL40HYD12. 5TC-3 98.5 98.9 98.3 98.2
<95.0~105.0% > TEL40HYD12. 5TC-4 98.7 99.6 98.6 98.9
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SRERFEHEHIR ;- 2015/7/3~2016/1/19
OFNFTEASE BP THIET) hdzER

40°C - T5%RH [Aféelitizie (PTP wid) ]

RERTE =R P17
<k > &5 L GLSS 15 H 3% H 6 H
PR n=38 TEL8OHYD12. 5TC-5
<ITL I TWHEAD T /= | TELSOHYD12. 5TC-6 A e A e
—F 4 v TEE> TEL80HYD12. 5TC-7
B n=3 TEL80HYD12. 5TC-5
(SRS AT BE TR E 15 TEL8OHYD12. 5TC-6 A e A e
HPLC) TELSOHYD12. 5TC-7
am— MR (%) TEL8OHYD12. 5TC-5 1.2~1.9 1.7~1.9
i FIHF > n=3 |TELSOHYD12.5TC-6 1.4~1.7 — — 1.9~2.6
ﬁ'jJ <15.0%LLF > TELSOHYD12. 5TC-7|  1.0~1.2 1.0~1.9
| GES-MABR (%) |TELSOHYD12. 5TC-5|  1.4~1.9 1.9~2.4
P t FrzmraF7P R |TELSOHYD1Z. 5TC-6| 2.9~4.4 — — 3.7~3.8
<15.0%LLF> n=3 |TEL8OHYD12.5TC-7 3.0~3.4 2.9
. o ol TELSOHYD12. 5TC-5| 91.7~98.1 94.4~99.6 95.2~99.2 94.1~98.9
o 7 V<\3:)7L§/; 586%(&/"11;18 TEL80HYD12. 5TC-6| 92.0~98.6 96.3~100.3 95.9~99.5 95.9~100.2
Hejr : TELSOHYD12. 5TC-7| 94.1~99.4 94.3~99.9 90.5~100.2 | 95.9~101.8
W t FeZeaF7 YR | TELSOHYDI1Z. 5TC-5| 95.3~100.9 | 95.2~100.3 | 93.2~101.9 | 97.5~101.8
(%) n=18 TEL8OHYD12. 5TC-6| 91.8~100.1 93.5~97.9 93.8~100.3 95.6~99.3
<3074y, 80%Li >  |TEL8OHYD12.5TC-7| 95.4~99.8 95.7~99.6 95.5~100.8 | 96.9~100.1
N . o,y % |TELS8OHYD12.5TC-5 99.4 100.1 99.4 99.8
Zor (;:i} (;/55_'70;;/"11:3 TELSOHYD12. 5TC-6|  100.1 100.6 100.0 100.3
& TELSOHYD12. 5TC-7 100.4 101.3 100.3 100.6
i tFeszeasd 7Y K |TELSOHYDI12. 5TC-5 99.7 100.3 99.7 100.3
(%) * n=3 TEL8OHYD12. 5TC-6 98.6 98.1 97.9 98.3
<95.0~105.0% > TEL80HYD12. 5TC-7 98.7 99.3 99.0 99.4
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SRERFEHEHIR : 2017/1/6~2017/4/17

OTFNVFTEREGHE AP THIET) #odt 40°C LR, KRR
ARERIE H =N PRAFHM
<> &5 BH AR EF 231 17 H 2 5 H 3»H
Mk n=10 TOTWVEA| T ) TWEA | IO TVEA | I TWVEA| 2< 5 T0nikEe
<TKIHYFTWEED T 4= BV0300 |07 4 bha— |7 4 ba— |07 4 vba— D7 4V bha—|O7 4 ha—
—T 4 T RE> T4 VTR T4 TR T4 VTR T4 VTR T4 VTR
FTNIYLZ (%) n=6 ~ ~ ~ ~ ~
- <304y, 80%LL 1> BV0300 | 95.4~99.8 | 98.3~100.6 | 100.3~103.9| 99.4~103.4 | 98.5~103.0
H SN = A= A .
s (%) n=6 BV0300 | 80.0~93.5 | 82.7~101.8 |72.9~98.6%?| 76.3~98.0 | 81.0~98.7
<3074y, 75%LL k>
TAIPLT L (%) * -~ -~ -~ -~ -~
. o3 < 95,0~ 105.0% > BV0300 |100.0~101.1|100.5~100.7 | 100.2~101.8 | 100.9~101.9 | 100.3~103.0
W |bRrsoaFroR (%) * N N N N N
13 95.0~105.0% > BV0300 |100.1~101.6|101.3~101.5|100.7~103.2 | 101.1~102.0 | 101.3~101.7
(ZE1H) N N N N N
WE (N) n=10 BV0300 181~221 187~228 136~229 164~229 121~233
1 FREICHTIEREER (%)
2 1112 8 E D= FKIZHEA LT,
OTFNTFTHEEASEAP THET) ik 25°C - 75%RH [EYS, B
ABRIE H =7 PRAFHAR
< Bk > e BHAARE 2 174 2 5 H 3»H
PR n=10 TLOTWVER| T ) TWEEA | T O TWVEA | I TWVEA| 2< 5TVl
<TLAHATWHEBDO 7 44 Aa| BV0300 |07 4 vba— |07 4 vba— D7 4 bha—|O7 4 vba— |07 4 ha—
—T A T HE> T4 v T A T4 v U T4 v T T4 v U
FTIVIPLE L (%) n=6 -~ ~ ~ ~ ~
- <304y, 80%LL 1> BV0300 | 95.4~99.8 | 95.1~101.4 | 99.3~101.9 | 95.6~103.9 | 99.8~103.8
H tkesoaF 7 YR
e (%) n=6 BV0300 | 80.0~93.5 | 87.1~96.7 | 84.1~98.7 | 91.3~97.0 | 82.3~95.1
<304y, 75%LL >
TIIPALE L (%) F N N N N N
% | 1n=3<95.0~105.0%"> BV0300 |100.0~101.1|100.7~101.3| 99.6~101.7 | 100.5~100.9 | 101.1~103.3
2 b FResopnF7 Y RG%)*
h=3< 95.0~105.0% > BV0300 |100.1~101.6|101.3~101.7 | 99.4~101.6 | 99.1~100.2 | 100.5~101.1
(BE1H) N N N - -
W (N) n=10 BV0300 181~221 54~173 54~61 43~51 46~62
X RREBEICHTHAEAEE (%)
OTFNTFTEASEAP THIEET) a2k =R, Bk (D65 KR (F1600Lx), ¥ —L %7 » /T
9]
ARERIE H =N Falg o =
< JHHE > FH5 BHAGEE 30 /7 Lx-hr 60 57 Lx-hr 120 7 Lx-hr
PR n=10 TLOTWVHEBAD [T HITVEED | T HTWVWHAD | I I TWVHED
<ITRAFTWEADT 4| BV0300 |74 bha—TF 4| T4 N bha—TF 4| T 4 ha—F 4| T g Aa—TF
—F 4 T RE> v TEE NZA v TEE VT EE
TNIVLZ L (%) n=6 N N N N
- <304y, 80%LL 1> BV0300 95.4~99.8 98.3~101.1 98.8~100.3 96.3~101.1
H SN = A= S A
s (%) n=6 BV0300 80.0~93.5 82.6~100.1 79.0~99.2 80.4~100.6
<3074y, 75%LL k>
FTNAIVLE L (%) * N N N N
4 | 1n=3<95.0~105.0%> BV0300 100.0~101.1 100.2~101.1 99.9~100.3 99.7~101.7
B | eRkrsoeF7yR®%)* N N N N
123 < 95.0~105.0% > BV0300 100.1~101.6 100.9~101.9 100.2~101.4 100.3~101.3
(ZE1E) N N N N
W (N) n=10 BV0300 181~221 188~221 188~220 116~227

X FRBIIHTOEAER (%)




SRERFEHEHIR : 2017/1/6~2017/4/17

OFNVFTRAFEBP THET)  #aY 40C [, [EAHR]
HERTE H 7y b PRAFHR
< Bk > e BHAARE 2 1% A 25 H 3»H
PR n=10 TOFTVHEE| I HTWVHEEA | 2 3TV A| Z< 9 T0VEA | I< 5 TR
<TKKIHIYTWEEAD T 4 /VhA= | BV0300 |7 4 vbha— |7 4 bha—|OT7 4N ha—|OT 4V ha— DT 43—
—T 4 THE> T4 TR T4 TR T4 TR T4 TR T4 TR
TAIPLL L (%) n=6 N N N N N
" <304y, 80%LLE > BV0300 | 94.7~99.1 | 94.2~98.6 | 96.2~101.2 | 89.7~101.6 | 97.5~99.4
H tResondF7 o R
L (%) n=6 BV0300 | 86.1~101.9 | 87.5~100.8 | 96.3~101.5 | 100.8~102.2 | 101.4~102.7
<304y, T5%LLE>
TIIP L (%) * N N N N N
4 | n=3<95.0~105.0%> BV0300 | 101.5~102.4 | 100.0~100.7 | 99.0~99.5 | 99.7~100.5 | 102.4~103.3
B e kezoaF7ro R (%) * N N N N N
h=3<95.0~105.0% | BV0300 |103.3~104.5| 103.3~103.8 | 102.0~102.8 | 103.8~104.5 | 101.9~103.2
(ZE1H) N N N N N
W (N) n=10 BV0300 | 207~238 209~246 141~247 215~243 184~238
X FREIIHTIEER (%)
OTFNFTHLAEEEBP THET) Madk 25°C - 75%RH [, B
RERIE H EAN TTEIE
<FfkE > kel BR A6 2 i 14 H
PER n=10 - - . .
- = TKOATWEADO 7 4 | ZKHOTWEADO 7 4 | T HTWEBDOT ¢
STKOTVIRED T (VL= BV0300 | 70 N e | g v | L m—a g o 2k
—T 4 T EE>
5:/1/\: -]j_/l/y:/ (%) n=6 ~ ~ X1 ~ X1
- <304y, 80%LLE> BV0300 94.7~99.1 60.3~87.9 62.3~100.8
H S E=E AV
s (%) n=6 BV0300 86.1~101.9 94.1~101.0 88.7~99.6
<304y, 75%LL >
TAIPLE L (%) *2 N N N
4 | 'n=3<95.0~105.0%> BV0300 101.5~102.4 100.3~101.0 97.8~100.2
B |efoszoaF7roR (%) *2 N N _
m3< 95.0~105.0% > BV0300 103.3~104.5 103.1~103.6 99.9~102.7
(B2E1H) N N N
W (N) n=10 BV0300 207~238 62~81 71~93
X1 : 56 EERBEEDS., BT Lz, X2 BREICHTIEER (%) B KT
OTFNTFTEASEBP THIEET) a2k =R, Bk (D65 KR (F1600Lx), ¥ —L %7 » /T
9]
RERIE H EAN TR R
< JHHE > &5 BHAGEE 30 /7 Lx-hr 60 /7 Lx-hr 120 7 Lx-hr
PR n=10 TOYTVEHAD|ZL I TWEED | T 5 TWEAD | I 5TV EAaD
<ITRAFTWEGEDT 4| BV0300 |74 bha—TF 4| T4 ba—TF 4| T 4 ha—F 4| T g Aa—TF
—T 4 T BE> VT BE N VI VI
TIIPLE L (%) n=6 N N N N
- <30 4. 80%LL I > BV0300 94.7~99.1 95.6~99.0 93.1~97.8 98.2~100.8
H S E=E AV
s (%) n=6 BV0300 86.1~101.9 91.0~102.3 90.5~101.1 94.9~99.9
<304y, 75%LL >
FTNAIVLE L (%) * N N N N
4 | n=3<95.0~105.0%> BV0300 | 101.5~102.4 98.7~99.1 99.4~100.3 98.9~101.1
/| v rasaeFT YR (%) X N N N N
1232 95,0~ 105.0% BV0300 | 103.3~104.5 101.5~102.9 101.5~104.8 102.2~104.0
(B2E1H) N N N N
W (N) n=10 BV0300 207~238 180~237 194~233 207~231

M RTRRICKHT D AR (%)
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7. BARNERUVEBRRORESE
Y LR

8. fFlE NEELEL (MEIEFHNEIL)
LR

9. Bt

(1) VEHIBE
TNAFTEAEE AP THIET] KO AVFT7EASE BP THIE T 13, HARERGERLEFIED
ONTT NI LZ L - B R aaF 7Y FEOEBBKIZESG L TWD Z ERERIN TN D,
(GRERIRIC IR BB SR 2 12 900mL % FVvy, /S RAWEIC K W ikBrZ1T5.)

RS
<TAFTEEEEAP THEL] >
FOoRE [EILRS HiE P R
TP 40mg 50rpm 45 51 85%LL I
bt kesauad 7Y R 12.5mg 75rpm 45 5y 80%LA I

<TNFTEREEBP THET] >

FOoRE EIL 7 HiE e R
TIVI YL 80mg 50rpm 45 53 80%1A I
bt keszauF 7Y R 12.56mg 75rpm 45 5y 80%LA I

11



(2) WK
<TNFTEESEAP THET) >
BIREIR L O LW FFR SRR A BT A VEO—IIEICOWT (CFRk 24 4 2 4 29 A KA
A 0229 45 10 )
TILEYILEY
RS
EE  AARIERS W HERERE
[Al#ng K OVGRBRIE « [z N A4~ R 5 100rpm (pH1.2. pH6.5. pH6.8. 7K)
/X RVIE 100rpm (pH1.2)
CHIE]
-pH1.2 (A2 %7 v ME  100rpm) Tid, FEERAIOFEEHFEDR 40% KDY 85% LD 2
REARIZ RN T, A OO PP R AR HE R O Y R + 15% DO HiPHIZ 8 - 72,
- pH6.5 (HI#E/NZ 7 > ME 100rpm) Tik, FEERFIR OARMITE HIT 15 7 LINIZ Y 85%
PLEREH LT,
- pH6.8 (FHIfE/ N2 7 > ME 100rpm) TiE, EERAIR OARGBITE HIT 15 57 LINIC Y 85%
ML R LT,
- K (BIHEASZ 5> ME 100rpm) Tidk, BEERG R OUKGIL L BT 16 53 BINIC ) 85% L I
B LTz,
- pH1.2 (/SR/LEE 100rpm) Tl EEERFI O LI D 40% M O 85% 11T D 2 FF sl I\
T AR DR R AR ERGR oD SE RS H R+ 15% O #IFHIC & > 72,
L, ZAFTERAEE AP THIEETL] OFMES TV I P Z2 A ATD0N T, R 2 R ER
(T a2 EELAEE AP) LB L7-fE, £ ToRRIKICIHW T MR RIEIR S 0 AW ay R
R A BT A 2] OHEIEAEHES LT,

(Vs H i)
B (%) pH1.2 (@E/8247 » FiE 100rpm) |[7EdE (%) pHE.5 (El¥z/8 27 » k& 100rpm)
100 | 100 |
80 | 80 |
80 | 60 |
40 40 |
20 L —e— =L FTEEHAP BEL) || o9 | —e— )L FTESHAP THEL)
=& = IO UERSHAP =& = 3 OUEESHRAP
0 oy . ‘ 0 ¢y ) ;
0 5 30 45 0 5 10 15
B () B ()
BHE (% pHE.8 ([DER/S24r » kFiE 100rpm) ||EH= (%) sk (E&/327 » FiE  100rpm)
100 | _ 100 | ==
80 | - 80 |
60 | 60 |
40 | 40 |
20 | —e— 7L F VEIEHAP BET) 20 L —e— 7L F VEIEHAP BET)
= = 3 EESEAP =& = IO EESEAP
0 0¥ ; ‘ 0 ¥ ‘ !
0 10 15 0 5 10 15
B (7)) B (43)
BHE (%) pH1.2 (3 FILE  100rpm)
100
80 =
60 N
40 - -
20 AT e 7L F TEEHAP TBEL)
0 = === IO VERBHAP
15 30 45
B ()
(n=12)
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ERKosonF7oR

BRI A

i HARIEF S

s HaiRiE

[Al#ng K OVGRBRIE « [0l#5/ N A4~ R 100rpm (pH1.2. pH5.0. pH6.8. 7k)

CAIE]

X RE S 100rpm (pH5.0)

- pH1.2 ([F#E/NZ 7 ME 100rpm) TiE, FRERFIKOARMLITE I 15 2 LINIZFY 85%
LB LT,
- pH5.0 ([al#A/S2 %7 » ME  100rpm) Tl FEEREIOFEEHFEDR 40% KDY 85% LD 2
IRERUC N T, AR O -5 HH AR (AR ME LA oD SV E S HH 3R £ 15% DRI & > 72,

- pH6.8 (FEfiA N2 7w ME 100rpm) Tl FEERF R OARGIZE HIT 15 LN 85%
UL R LT,
<K ([FHE/ N2y & 100rpm) T, EEMERIFI R O I L HIT 156 0 LAINIC S 85%LL 1

WH LT,

- pH5.0 (X K/LE 100rpm) ClE, FEHERLAIO I ED 60% & Y 85% LD 2 WRllEs
W, AR S ORI A O LR H R £ 15% D #IHICH - 7=,

PlE, SAFTREEE AP THIE L] OFESE FaszaaF 7Y RIgonT, I 2

HeRIK] (2 a2 ERCAEE AP) L HERL-FER, &2 To

FIZEMREBR T A R A v ) OHEEREIES L,

(¥ HH i)

AR BT RIS D A1

13

BHE 9% pH1.2 (@& V27« FiF 100rpm) ||#E=E (% pH5.0 ([O#E/5 27 » +iF  100rpm)
100
20
80
40
20 —e— 7L F PEEEHAP [HETL) —e— 7L F PECSEAP THET)
0 -2 =37 yEEﬁﬁAF 0 —&=37 ‘/l:”E?i\lﬁAP )
0 10 15 0 0 60 90
BER () BERE] (590
BHE (%) pHB.8 ([EER/ T2 » FiF 100rpm) ||EHE (%) s (O 2T v FiE 100rpm)
100 | 100
80 | 80
60 | 80
40 + . 40
20 | .7 —e— L FTEESHAP [BEI] 20 —a— 7L FFESEAP [HETL)
/ - & - 33 UERETHAP = & = 22 vERETAP
0 1 : ‘ : 0 : ‘ :
0 10 15 0 10 15
BER () BER ()
EHE ) pH5.0 (/5 FIL3E  100rpm)
100 |
80 |
60 |
40 s
oo | /A& —e— i FTEEHAP THET
- — X OUEERSHAP
o of ‘ :
0 10 20 30
Bl (459)
(n=12)



<TNVFTEHEEBP THET] >
BISEIE R D EMFRIRI SRR T A N5 A4 L EO—EREIZOWT (FRk 2445 2 A 29 H 364
I 0229 45 10 )

TILEHILE Y

BRI A
Wil HAKRT WHRERE
[ HR K e OVGRBRI

[z SR 47w RE S 100rpm (pH1.2, pH6.5. pH6.8, /K)
SNRVE S 100rpm (pH1.2)

CHIE]

- pH1.2 (EHE/SRZ 75> bk 100rpm) Tik, EEERFIOSEEE T ED 40% K%Y 85% i 2 I
SUTRUN T, A O -5 = IR AE R O SRS ISR = 15% DOFEPHIZ & - T2,

- pH6.5 ([FlHE/ N2> E 100rpm) TiE, FEERFIOFEFEHFEDN 60% LY 85%FHird 2 K
FUZIBUNT, A O A9 = AR VE R O SIS 3R = 15% D HFEFHIZ & > 72,

- pH6.8 (HHE/ N2 7 > ME 100rpm) TiE, FEERFIR OARMITE HIT 15 5 BINIC Y 85%
PLEBH LT,

<K (BEHEASNZ 5w ME 100rpm) Tidk, BEERGE R OUKRGIL L BT 16 5 BANIC ) 85%LL I
B L7z,

- pH1.2 (/SR/LE 100rpm) Tl BEEERFIOFHEHEDR 40% KT 85% (1D 2 KFRIZE
UNT, AR O R TR ERGR O S PR R+ 15% D #FHIC & - 7o,

Pk, 7AF7EES BP THET] OB TV I P Z AZDONT, A8 & 2 LA
(R a R A8 BP) LB LR, £ ToORRIKIZEWT [ERERL O LSRR S
RERTA RT A 2] OHEREEE L,

(Bt )
EhE () pH1.2 (@& 247« FE 100rpm) || FdE= () pH4.0 (@EE/ 25 » HiF 100rpm)
100 A 100
80 A - 80
60 s 50
-
40 -2 40
20 - —e— =L FFEESHBP THELS || 59 —e— 7). F PHEHBP [HEL)
0 | == - ZaVPEREHBP 0 - & = IO HESHBP
0 15 30 45 60 0 10 20 30
BEfe] (53) e ()
B (%) pHE.8 (BEE/1R-7 + FiE 100rpm) ||Bd= (% K (EE&/247 w FF  100rpm)
100 100
80 - - 80 - =
- - -
60 60 -
40 P 40 i .
-
20 —— 7L FTEEHBP THEL 20 Py —— 7L F FE.EFEBP THET)
. = & = 3 VEERSEHBP 0 - - & — 2OUEEEHBP
0 5 10 15 5 10 15
BEE () BEfE] (53]
Bl () pH1.2 (/8 FIL7E 100rpm)
100
80
60
40 o
g
20 < —— . F FELGFBP THET]
o | == O UEEREHBP
0 15 30 45 60
BFfE] (53)
(n=12)
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ErFOsoaF7oR
RS
il AAHRY BEHRERE
[AIHEEL & OGRBRIE : [BlEs/N A 47 > hE 100rpm (pH1.2, pH4.0, pH6.8, 7/K)
X RAE 100rpm (pHA4.0)

CHIE]

- pH1.2 ([F#E/3Z 7w ME 100 rpm) TiE, FRHERFOFHEE D 60% M T 85% i 2

AR FSUN Ty AR OO S SR AR HE R O SR SR+ 15% D HiPH 2 8 - Tz,

- pH4.0 ([Fl#5 3247 » ME  100rpm) Tl FEEREIOFEEHFEDR 40% KD 85% LD 2

IRFARUZ S VN Ty AR OO SR SR AR HE R O SR SR+ 15% D FiPH 2 8 - Tz,

- pH6.8 (FH#E/ N2 7 > ME 100rpm) Tik, EEERAIR OARMITE HIT 15 2 ANIC Y 85%

PLEwH LT,

- K (AN A 7w RE S 100rpm) TiE, 2 BB OEIX 42 DL ETH - 72,

- pH4.0 (/S R/LE 100 rpm) TiE, FEERAIR ORIZE 1T 15 0 LINIC ) 85%LL REAEH

L7z,

b, 7AFTEASE BP THEL] OFMKRSE FueszueaF 7 ¥ RiZonT, Rz
R (I a2 EEASE BP) LR, £ ToRBIRICBW T ERERLOEMFH
RISMHRBE T A KT A 2] OHEREZHEES Lz,

(P 750
BEE (% pH1.2 (@ER/247 w FE 100rpm) ||5#H® (%) pH4.0 (@R824 » E  100rpm)
100 100
0 0 e pe---"" 80
60 60
40 40
20 Y —e— L FT7EEHBP (BEL 20 4 —e—F | FTEEHBP HET
0 — & — T FEEHBP 0 = & = 50 /EREHBP
0 20 30 0 15 30 60
B () BER ()
M= (%) pHE.8 (EER/24 » +iE 100rpm) ||iEd=E (%) K (EFE/8A°7 » +iE  100rpm)
100
80 - T
60
rd
40 ’
—e— 7L FEEHBP (AETS || 20 A e LT FEGHEP (BET
0 - - & - IO UEEREHBP 0 - & — IO UEEREHBP
0 5 10 15 0] 10 20 30
B (5 AR (4

BHE (%) pH4.0 (4% FJLJE 100rpm!

20 —e— 7L F 7RIS #HBP TBET]
0 ’ —#&=%0 ‘/E'E%IﬁBP
0 10 20 30

B (53)

(n=12)
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10. B -aF
(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER
% LR
(2) A%
(TILFTEEEAP TEETL])
100 #& [10 #EX10 ; PTP : #AEHIA D ]
(TILFT7ESEBP TAEILD
100 & [10 $8X 10 ; PTP : k@A AV ]
(3) FPEEE
Y LR
(4) BROME
PTP: RV ke =)L - KUV =UT EHET 1 VA TAI=U LR
Fe—: 7AI=h RV FLUEE T 4L A
HLIEA - A LT T A

1. AZRRHESHhIEME
RUERR L

12. ZDth
RZ YGRS TE e L

16



V. ARICEYSEE

1. BREXIEHER
i LS

2. DREXEIHRICEHET IIE

5.X0REX XN RICEHET HIEE

51 MELRMEK FOBZENENH Y | K Z mIEBROF —BRIEE LianZ &,

52 Al LT, 7/IHZ Ly 40mg THRATHDRGEICT VIV VEZ /e RusauF Ty
K 40mg/12.5mg O L%, 7 I YL X 80mg, XIIT VIV U/e KusuaF 7Y R
40mg/12.5mg CTHEAR+DRGAEICT A I VX /e KuZaeF 7Y R 80mg/12.5mg OG-
ERRT L2 L,

(i)

51 AFNIT VI P LZ o e RarzaudF 7Y RO 2MEEOREEOEEGAITHY . T/IH L
ZUHAL Ik ReZoaF 7Y REAIE R U CHRDRBEEDREZET 2720, wmEOIM
JEAR T2 & e TBEENRTETCE RN &b, BEOLEMELEBE L, 2hie L2 R IR
TAHHEH EOFEEZTLI LT,

52 BEIZT VI P LZ L 40mg, HDHWIT VIV NLZ L 80mg XIIT NI NF /e Rr o R
0F 7Y R 40mg/12.5mg (2 L HIREEZZIT TV AHEBREICBWT, KELEMEDa Y ha—/L
PEDLNTWARWEAIZ, AHIAP H 5\ T BP O B2 % 52 8E L#E LT,

3. HiERUVHAE

(1) BERUVRAEOHES
RAWIE 1 B 1A 18 (FAIFALZ /e RerZradF 7Y RELT 40mg/12.5mg ik
80mg/12.5mg) ##EOEET 5, ARANLE MR OFH —ZIGE L L THW R,

(2) AZEBRUVHERORERE - B0
MU ERR L

4. RERUVRAEICEHEY SFRE

THRERUVARICEET 3R
HEEDOH HBEIEEGT L5, 7AVIVLZ /e FuzurnF 7Y FE LT 40mg/12.5mg
BB TEE LW &, [9.3.2 5]

(fi#i)

TN E s (A &, FEEBSEEEICRG LRG|, JFEEZ M 5 B ICARR % &
535546, BEEAKGHET I 0EE I RB ISR GFEAT—%) 2, [16.6.1 2]

F 7=, BEMZEYEIRE (Population Pharmacokinetics) fi#hT OfEF., AGRBRAAE & A1, Tk
FEOIKT L7 AST (GOT) &EfER: (>60U0) I2BWTZ VT 7 AN 64% (KT L. Cmax KXY
AUCo-NE< 2B Z ERENTE (EAANRUAEANT—4) Y,

WA OTNVIF L E e Rnyaad T Y NEAFR OB CETIE, FEEZ MO @il EiE SRS
Wik, 7y y/e FesaeeF 7Y RELT 1 H 40mg/12.5mg #EE L CHRET5 2
Ll EBREINTWD,
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5. ERERRLIE

(1) BRT—2/1\vr—
MG R R L

(2) EREKZEEFER
MR L

(3) AERGERRER
17.1.1 NS I HER

L ERERE I T 2R LOoBEEMELLZRET 22 L4 AL L, TAIFALZ KT R
nruanFy Y NMEEHARICLY BRT VA U 2lh, 77 B ARx iR & L CEf L7,
FERITRED LB Tholo, & b7 7 REEMILEM ME TRE (mmHg) & OV RMEDRE R
Mo, TAIVLE /e ReZeaF T YR 40mg/12.5mg KT A I ALZ /e KarzanF
7 K 80mg/12.5mg # EiEHEE L TEIR LT,

p
f/iifﬂ/& ) & N T 7 REEN IAE A & T 7 BN PEAE A
- i JE e H i E R H

ERnzanFro R () £ FFEE (mmHg) £ FREE (mmHg)
Omg/12.5
meiia.oms 12.6 (13.8) 6.8 (7.9)
(n=66)
40mg/0
merms 11.8 (12.0) 8.1 (7.3)
(n=63)
40mg/12.5
me me 23.9 (12.4) 13.9 (7.9)
(n=64)
80mg/
mg/0mg 16.3 (13.3) 9.7 (8.2)
(n=65)
80mg/12.5mg
23.6 (11.9 13.1 (7.9

(n=63) ( ) (7.9)

CH4fE (FEHER2) )

BIWEF ORBE AL, 77 BREET 4.7% (3/64 ), TAIVLZ /e FrrzoaF T PR
Omg/12.5mg. 40mg/Omg. 40mg/12.5mg. 80mg/Omg. 80mg/12.5mg & TITE N ZE I 4.5%
(3/66 B) . 4.8% (3/63 ), 9.4% (6/64 f5]), 6.1% (4/66 #l). 9.4% (6/64 ) TH -7z, E£7¢
BIERIZEMAMED FNVROREFEEFHEDENTHY, TAIALFZ /e Fr e F T UK
40mg/12.5mg # K& N 80mg/12.5mg HEIZ I 1T DIRNLED EVORBEIGITZNZEIL 4.7% (3/64
B, 1.6% (1/64 f5]), ZEMED FOOFRBEEIXZNEI 1.6% (1/64 #), 3.1% (2/64 f]) T
Hotd),

(4) BREIREER
1) EMEREERER
17.1.2 BN E NI AHAER

EIMEERE AR L L, “HEBRBEMEERROME, 7AIVLE /e FrroaFTy
R 40mg/12.5mg OFMMENRD bz, BRKRMREOMEIIRED LBV ThoTe, T/AIH X
¥ 40mg FGAZ KV NREAR 3 2R BIE - FERRE O AR E I EERFE ST LI L Z e Ra g
T F 7 YR 40mg/12.5mg XixT VI F L 40mg & 8 WRIH G Lt &, TAI P F
t RrZueeF7 YR 40mg/12.5mg (L7 /L I L ¥ 40mg (2 H~ TN PRGR M) i+ 23 2
4.7TmmHg, AT IHE I AN ) 5.6mmHg R L. BINORER RAHER S iz,

18



& b 7 7 BRI TR O A (PEGR K& QM)

PRI E (mmHg) IAERIME (mmHg)
- — WhEME | TReE RER =) WhEME | FReE REME)

WHME | FECESE | PTEESE EYE | PRESTEHE | TR

(SD) (SE) (95% CI) (SD) (SE) (95% CI)
VAV N VR S 108 97.7 5.0 147.7 8.4
40mg (5.7) (0.8) (11.9) (1.2)

4.7 5.6¢

TN B H ]

96.9 9.7 (2.5,6.9) 148.7 14.0 (2.3,8.9)
tFroszoodF 7Y R[105

(5.2) (0.8) (13.6) (1.2)
40mg/12.5mg ELA
FHEESEIE - S EONTE T VT K D e/ IR

95%CI : 95%f5HE X [

a) HEAMEZIERE L7235
b) p<0.0001
¢) p=0.0010

BIVER ORHEIS L, 7 I ¥ 40mg BET 0.9% (1/109 #), TAI VA& /e Ky
2 e F7 YR 40mg/12.5mg FETIEL 4.6% (5/109 f5l) ThoTe, TAIVALZ /e KararT
7 ¥ K 40mg/12.5mg B O ERGIEITIRME 1.8% (2/109 ) Td -7,

THRHTET MTHEES L

2) REEHR

(5)

M E R L

(6)

1) ERARRRE (—REARBERAE. HECERRIKRAE. SARKLRRE).

B R L
2) RBEHLLTEBEFEORNBIEEE L -HRHE -

17.1.3 ERENIHERR (REARSHER)

BARANBIMTEREEZNRE L2, TAIVAZ /e KeZeedF 7 ¥ K 40mg/12.5mg K ONT
IV F e RerzaaF 7Y K 80mg/12.56mg @ 52 1 O #5122 K OV 2hit %
AL R, RAMICHEIT oz, £, TAIV AL X /e FrrZaaTF T YR
40mg/12.5mg f;j;;,'%TJr/\f; BEICH L, TAIVALF /e FezanF 7Y R 80me/12.5mg
G LB, HER (WEk. #%%EFT$WS&mﬁg&UWm%mFT¥w
10.1mmHg (& 12 N=80) DBMEEZNR) BRI, REFA R 2R OGHITRD biv
Mol BERORBEIGIZ, 743 #w&/wbmﬁmm%734\wmgm5mgﬁ118%6
(19/104 #)) ., TAI YL X /e FuZuoaF 7Y K 80mg/12.5mg FETix 13.8% (11/80 #]) T
Hotz, EREWEAIZ, TAIVLZ /e FuZoaF 7Y R 40mg/12.5mg B ClxiF@ihd £
VN 4.8% (5/104 1) ROMRNIMED £y 3.8% (4/104 ) THY ., TAIVLZ /e KarzonF
7Y K 80mg/12.5mg FETiE, RAPED E > 3.8% (3/80 fl), y#EhMED > 2.5% (2/80 Bi) KN
ERBRINE 2.5% (2/80 f5l) TH-7=7

BE - WEHHER

ABmaER

ot

HERFTERT—EA
—AHE. HERFTRBERARONE

REROBE

FARANA

(7) Dk

LR
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VI. EMEBICEYTSEE

1. EBEZFYICEEHHLEMTLEYE
B P R et AT 287 1 T —
FT Y R RHR K
R BED D LB ORIEE « ZIRFIL, RFOBRNLELZSZRT L &,

2. XBEFER
(1) {ERERL - VEFFF
TN Y NNE ATEICMEFBHOT 4T (A1) 247 1 (AT ZRIFIZBWT,
AHMFIEME THD AT ERFROICHETIL, 2O MmEHEER 2 M6l 5 2 Ll X0 BIEER %2
HHT D, TAIFALZ O AT SAERIETE < (Ki=3.7aM) . AT: 250 b 5 5 (Zfg#E L
20N, T HLZ i 10~1000nM ORGP T, A-THT K D6 H 7 Y 5 REIREE A o 1 4 A
Bt B 2 i BEARATE RN A 7 128 S8 5 & IRICRRINAE AL 40~50%Mi3 2, F7oAEARM S 120
SEIZEBNTHAEBERMLENEH 2~ L, (ERIXFRNTH D, £, 77 V=0 fifE#E T
% ACE (¥=7—F1) IZxt L UIEFERELKIEZ 2N 9 FaraaF 7Y RidEE
PLRMEICIIT D Nat & Cl ORI ZIHEI L, AKOPEM A S5, FeER K 3 1 B E
AT 5, BEEMAIE, PN RLEEOIR TIZE Y . BHICIEIRB0E OIRIC L 2 &%
ZHNTNDHTY,
(2) ENEREMT SRR
18.2 R E{EF
WHEE N O/EES M)A RFAE T ~ b (SHR) Z#HWT, 3mgkg O7 /I H % 10mglkg O
tERerauF 7Y RHLIWIZEOMF A 5 HFEGHE NG LI2Ga OREIER 2 Lz,
ZDORER. 3mglkg DT VI YLZ CHIEAFE IS 5 B HIC 36mmHg DR KEEMEHZ R
L, E ReZzuanF 7Y NOBEMEL T L0 RBEEERITREO bhhofon, 7Y
NE L EDOPFRICE VT A IV COEREZR LR L, R KBEEIEMAIT 583mmHg Th -
le 1)O
18.3 FIR{EF
THE T O/MEME SHR 2 W T, 3mglkg 7 /LI B L% 10mgkg Ok kunrunaF 7Y Rbb
WEXZEOWE % 5 Ak G L& 2 ORRIEHZ M Lz, ZORE%E. 3mgkg D7 /L3
P OEME L > TIRELCRPEMRERE (Na™, K'XO Cl) IZHERE(ITA
Lo t-, —Ji. 10mgkg Okt Ko/ ooF 7Y ROBEMBEGIZL->T, JRE, Na', K" &
O Cl OFEMEREDOYW L INREMA B LT, THIFNAZ 205 LTH, E Resnn
F7 Y ROMBIERITALN, TAIVILZ U Fe FrzuaF 7Y ROFRERICIZE AR
B Ipinott ),
(3) {ERZRIERFAE - FribE
MR L
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VI

1.

EOBEIEIT SHE

e RAEDHRS

(1) AmEANLDPRE
DR L

(2) BRBRCTERSh-OPRE

16.1.1 HHE[R S

EFERAB T I/ e 7 Y REASEZ ZEERHEROKRG L&, 7
WIPF KRR ReZaaFT7 Y RE, ZnZ2nEhb% 1.00-1.50 KT 2.00 FFE I g
HRIREE(CEE L, TS0 18.9-19.8 TN 8.49-8.82 WF TIH L7z, BAIOK: L RIS, T2
PN E D Crax lFHAELLL EIC BT 2@E@ARD bzt 14

Hilal e b TP H =7 == VAV
40mg/12.5mg 80mg/12.5mg 40mg/12.5mg 80mg/12.5mg
n=30 n=131 n=30 n=66
Cmax (ng/mL) 120 (60.3) 686 (75.2) 66.2 (16.7) 70.8 (26.9)
AUCo-.. (nghr/mL) 1260 (72.2) 2970 (71.0) 507 (16.9) 478 (21.6)
tiz (hr) 19.8 (34.9) 18.9 (36.1) 8.49 (18.6) 8.82 (13.6)
b (hp) © 1.50 1.00 2.00 2.00
(0.500-4.00) (0.500-6.00) (1.00-4.00) (1.00-4.02)

FATTE (CV%)
a) HRAE (/M- f K AE)

16.1.2 REHE

RN 10 BllicT VI /e RaraaF 7 Y REEHEE OAYFNRIEENER S
TWATLIPNLF L 80mgltlt RKuszonF 7Y K 12.5mg $E4 1 H 118 7 H 228108 K
RO LEBEOTAIVALZ RO Rz aaF 7 Y KOKYEhRE XA 50 L e L <
Wiz, #5 1 HEEO®THHD AUC KO Coax BRI L7272 L2 o OFER (EilF 7Y
EES.D.) FFNEN 1.34£0.423 L 1.50£0.783 THY, & FuruaF7 ¥ FOERMETZ

NFI 1.1120.197 LT 1.1020.286 Th o714 13

KEEE (n=10) TP H SN =278=R= AV AV
Cmax (ng/mL) 501+430 94.1+27.1
1HH |tmax (hr) 1.00 (1.00-4.00) 1.50 (1.00-2.00)
AUC. (ng - hr/mL) 1970+1050 508+121
Cmax (ng/mL) 506+ 182 100+28.6
- tmax (hr) 1.00 (1.00-2.00) 1.50 (1.00-3.00)
AUC. (ng* hr/mL) 2310+737 550+ 105
tiz (hr) 20.9+10.3 8.56+2.02
FAEEIE £ S.D.

a) HiE (/) MiE- fie K AE)

TERERRAICT VI YL Z 2 160mg ™ L b RrsaaF 7Y R 26mg P 22 ERHEMIC 1 A 1

[l 7 AMRER NG Lz & LOFHREROER G Lic & & OB REZ bhig U 7o fE 5. BUm#E

5tk L PR G %OIMFERREHBIZT VIV L2 e RezaeaF 7V RELICEBLTEY,

OFR B G X D RNEIRE~ O BITED b o719 GEAT—4),

) ABNOEKBHEIZT VI ALHF Y 40mg/le KuZvaF 72 R 125mg KOT /LI s v
80mg/t ke muF 7Y K 125mg ThH5H, £io. HEEREEOH BT IR T 55D
TNIPNE o DORRESEIZ1 H 40mg Th D,
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16.1.3 £EMF R F1EAR

OFIVF7EREK AP THEI)
BIEEI S DY LR ENRR T A T4 O —HWIEIZSWT (Epk 24 4 2 ] 29 B 3K
BHEARE 0229 55 10 )

TNAFTEAEEE AP THIET) RO a U EEGH AP 2, 7o A4 —"—JEIZ XY 221 1 6

(FNUIHNH LT 40mg KO FeZuoeF 7Y R LT 12.5mg) FEEEARA BIEICH AR
RO L CmER T A IPLZ ARER DN RrsaaF 7Y FREZAE L, o723y
e/ N7 A —% (AUC, Cmax) (22T 90%(5 #H KX MEIC CTREGHIBIT 24T - 7o . 74
WA R OE FazoaF 7Y RE (I log (0.80) ~log (1.25) OHFPHNTH V. MiAlDAEMS:
WIRISEVEA R S =T,

SMENHE R T A —H (FTILIHILH L)

HENT A—H BEINT A —H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
TNAFTEAEE AP THET) | 1990.1+805.4 | 176.5+70.8 1.70+0.56 21.3*6.1
I 3 ERGHE AP 2027.6+886.4 | 195.7£81.0 1.67+0.84 23.6+7.3

(18 5. Mean+S.D., n=23)

{ng/mL)
280 4

—8—FILFTEESEN [BEL
- 2 AL ERSIEAP

%200 E 1§2# 5, Mean+S.D., n=23

B

T

J_:I.r 150

i

Jle

=

> 100 -

B

fE

50

0 12 24 36 48 60 72
¥ (hr)

SR IR EHERS (T LI P )

22




WEHE T A—F (b RrzaoaF 7Y R)

HENRT A—H SHENRT A —H
AUCo-24 Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
TNFTRAEE AP THET ) 615.5+90.1 104.7+20.6 1.85+0.61 8.11+1.12
2 U EEAEE AP 612.5+75.3 104.0£22.4 1.93£0.74 8.22+0.96

(1% 5. Mean+S.D., n=23)

{ng/mL)
120 4
—@— FILFTEERAP THETL
,.i”l ------ I 3EMSIiTAP
§ 18815, Mean+5.D., n=23
=Ty
m]
a
m]
m]
.9’.
7
E 40
-
=
O & T T T T T T
0 4 8 12 16 20 24
R (hr)

MAETFEMREHRE (c FreroaF7 P R)

MAZFF NN AUC, Cmax FD/3T A — 2%, YRE O, RO TRIREEL - B % O R
R L > TERRD AN D D,
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QFIFF7EAEEBP THEIL]
BIREI T OEW PRI EMERBR T A KT A L EDO—HEICOWT CERE 24 £ 2 A 29 H 3
BHRAF 0229 F 10 =)

TNTTHEAHE BP THET) KOOI a > EEEH BP 2, 7 X4 —_—IEICX 0V ZNEi 16

(FNUIHNHF LT 80mg KU KuZuueF 7Y KE LT 12.5mg) HEEEARA BIEICH AR
FIFEO&G L CmER T AL IPLZ ARER e RrsaaF 7Y FREZAE L, o723y
e/ N7 A —% (AUC, Cmax) (22T 90%(5 #H X MEIC CTREGHIBIT 24T - 7R, 74
WA KR OE FazoaF 7Y RE B2 log (0.80) ~log (1.25) OHFPHNTH V. MAlDOAEMS:
WIRISEVEA R S L=t T,

SMENHE R T A —H (FTILIHILH L)

HENT A—H BEINT A —H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
TNAFTEAEEBP THET) |3152.7+1704.6 | 697.4+419.8 1.12+0.58 21.3+11.9
2 ERGEE BP 3140.0+1869.9 | 686.8+438.1 1.12+0.51 21.1+10.9

(18E#% 5. Mean+S.D., n=59)

{ng/mL)
1200 4
—8— FLFFEESEBP [BETL]
-2 O EFREHEBP
% 1§2#5, Mean+5.0., n=59
eh
I 800
I
H
I
#
_./
ig 400
ok . 5 L .
0 12 24 36 48 60 72
RFRE (hr)

SR IR EHERS (T LI P )
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HEMBRE T A—F (c RuzoaF7R)

HIE ST A— 5

BENTA=H

AUCo-24 Cmax Tmax tise

(ng * hr/mL) (ng/mL) (hr) (hr)
TF T EAEEBP THEE T 598.2+121.9 94.8+22.9 1.75+0.56 8.18+1.07
I a U EEASE BP 605.61111.6 98.0+£24.8 2.00£0.87 7.75+1.04

{ng/mL)
120 1

jas]
o
I

MEE RO D O EEE
i
o=

(1% 5. Mean*S.D., n=35)

—@— FAFTEEHBP [HEL]
~x--3 3 EBELEBP

1485, MeantS.D., n=35

24

feEfE] (hr)

MAETEMRERHSE (e FnzoaF7 P R)

PR ONC AUC, Cmax B0 /8F A — 213, WBEORIN, (KGO RBERL - W0
BT Lo TR % ATREMER B 5,

(3) thiEtE
B R L

(4) BE - ffREOEE
D BEOEE
16.2.2 REDFEE

TEEER AT+ 32 Bl (FHE 16 ) (2, TAIVILZ /e FazunF 7Y NG (A3
VAUl FeZeaeF 7Y K 40mg/12.5mg XTI LrF /e RaesZaeaF 7oK
80mg/12.56mg) ZHEREOKEG Lzt &, T I PN T RGERE TEBERERGICH S tna D
HYEASEESE (% : 3.00 Y 2.50 WFfH], ZZEF : 1.25 & OF 1.50 FFfH]) L. Cmax XY AUCo-t
IFENZER 62% MY 29~33% K N L7, —J, E R ZBaFT YV RD tmax OTRAIE (£ -
2.00 O 2.50 K§fH, ZEfEis  2.25 KON 2.00 FEf]) 1ZFLLL Tz, BEE GO Cnax KT
AUCot &, MR TENEN 13~15% LN 13%K F T 2RETH-721%, [14.1.2 &

]
@ HtREOTE

(TVIl. 7. ¥HE/EM]. TVI. 14. @A EOXE] OESR)

25




2. EYEERB/NTA—S
(1) fBAE
MG R R L
(2) WRALEETEH
MUERR L
(3) HEEEEH
MU ERR L
(4) Y73 2R
MG R R L
(5) HHBE
ZUERR L
(6) Tt
U ERR L

3. BEM (REaL—>ay) @&
(1) A ZE
MR L
(2) RSA—2EBHER
R L

4. R

16.2.1 R A 4C-E FrZouaF 7 VR bmg 2Rk N#&F 5 Lz &, REED 60~80%ILHk
BB S, BRZ/MG B CORINNEEE TH 721" UMEAT—4),

5. 9%
(1) Ii&-kxESFE@EE
MR L
(2) miE-RAEEIFEBYE
(V. 6. (5) ki) OIS
(3) Ait~oBiTiE
(TVIl. 6. (6) #=Fhw) DOESH)
(4) HE~AOBITHE
Pl v/
(5) ZofhoiBB~DRBITHE
MER R L
(6) MBFEAKESE

TIIVALE DTy N RO hOIMKEE RS RIL,

7LCZO)O
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6.

(1) REBLEIRUCKBER
FTAIVALEZ T EE LT UGT BERIC L a7 v n v Biadicko TR#En D21,
tRrzonF7 Y MEERNTIEEALREEZZ T2V, [10. ]

(2) RMICEAE5T 5B % (CYPSE) OHFiE. HEX
THAIPAE 4T, FEE LT UGT B (UDP-Zvrua /) Vv hT v AT72T—8) ICLD7 V7
0 UBERAIC L o TR SN D, [16.4 ]

(3) MEBEGBMNROFTERVZTOEE
MU ERR L

(4) REVOFHEOERRUELL., FHELE
MR L

7. HEitd
TIPS ATRINCTIE & A EPRE ST KE A A L CHE R S22 20,
EReZarrF7r Y FERELAEE LORPICHRtEND Y, AL T 10 BlicT L I3s
> 80mg fELt bt FrZnuF 7Y R 125meg 84 1 H 1[0l 7 HEZEERFHKER &S L% o0
ERuzrrF7 Y FORPYHERIT 89.3% Th o717,

8. FSUARR—E—IZET HIER
MR L

9. BRZEICKEIBRER
(TVIl. 10. WEHG ) OEZBR)

10. BEDEREFTHRE

16.6.1 FFsElER BE

FFHgRERE = B 12 ] (Child-Pugh 2338 A (8E) : 8 . B (P4E) : 4 ) 27 LI H

4 20mg KON 120mg P AR OE G Lo b & R AICHEL L Cmax 1 4.5 5K 3 5@ <,

AUC L 25 5K 2.7 @ no 7122 BNEAT—%), [9.3.2 ]

) ABOARBHEIZT VIV ALZ Y 40mg/k ks F 7Y K 125mg K ONT VI a
80mg/t FrZ/mruF 7Y R 125mg Thd, £, HEEREEOH 2BFICERGTHHE5D
THAIPE U DOEREGREIZ1H 40mg Th b,

1. Z0Oith
BRI L
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VI. £t (EAELOZEES) (CEY HEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)

21 BRNDORG B OF T ¥ R REH T O EY BIZIX7 a2 ) RUVEDAVT + 0T
REHEMA) 1t LIBUEDBEERE D & 5

2.2 i SUFIER LT B IR DO & 5 otk [9.5 & ]

2.3 B O3 D TEWEE TEERFEEDOH 5 BH [9.3.1 2]

2.4 BER O B T MEENT P OEE [(RAIOEP T ] [9.2.1 ]

25 2B REORE [9.2.2 2]

26 (KIEFDOFT Y UL« Y TARBHLNIEAD L TWaEE UK MY U AME, K2 Y 7 A0
JESDOBME LR B SEDI BTN 5, ] [11.1.3 BH]

27 TV RAX LTV ARG RORRBEREE (272U, MOBEERZIT> ThRBiMED =
Y= AR L AROBEEKRL) [10.1 B]]

2.8 TAET UV UFIREEKRY) (BIEICBT 2 KIS IRIC X D KEHR) 2&G5HhofE [10.1
ZH]

(fi#i)

2.1 HREO—RIFHI E LCRELZ, i ARB Lt FuszaooF 7Y REORAEICH R
DEENFLH SN TN D,

2.2 ARB }x ' ACE FAEHELBEBOEEFHTH L, IR R ORI AR % 51 ARB 25 &
iz ESE O BE CEARDEE, BRIE - FrAEROK T, HAERORMLE, BAre, @) v
LISE, SEZEORA R L OEKBDAEIC X5 & HER S 2 M o FfE, BEEBE I O, i
DREAEENS b EORENDH D, F7 ¥ FREF LR TR ICHEE Y ve
VIE, I MRBESERE T RN H D, £, FURMEAIZES  mIEERED . kg,
B IR R R H b s 2 ERH D,

2.3 KFNDRSGT TH DTN I P NZ ATREEE LTRTE A ERPICHRE S T, K23 E
Hair LT, 727 e UBRaaRE LTHEPICHRE SN D,

o T, MEH OPEIR B Z TV D K O RBESEE RIFREE O b 5 B TIIARFINEIMHE
MINTEET 2B H D,
2.4 ARORSIThHHE RurzuuF7 Y Rid, EROBE KOG BE TR U TRED R IR

TER,
25 FFORATHHE K7 aaF7 Y Kk, AERBRREOBEICRETT 5 & FES S 5108
ESEDBTNLDH D,

2.6 AR OSGTHHEe FrzaaF 7Y NiE, ETOT M) UL - ) 7 LRHLNCSHED L
TWHEEICKREGT 2 LR M) v affE, B0 ) v AMEFEDOEMERHE2ELSELBE
Nnd s,

2.7TARB }f (* ACE PREFIEOEEFHTH D, 2 WEERFEEE 2 x5 & LT ARB X3 ACE [H
FHIIZT UV AF L7 Vg ERERE UICRBRO P EEITIZ VT FRESEMEN AR
BRI E ., Y U AMIEKROMRIED U 27 3EE 5 Al RetER R S iz, & D% D&
fRMT Cld, #RAEZET 5051, &h U v A ME K MEILEDOFRB RO FE R ERPED b
T3 24,
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2.8 TAETS L UEBEKT O THYECR T 2K MEZIRICE D2 KEBIR] x5 & LENE
FRBRICB W T, F7 Y RRFRAL, F7 ¥ FRERAISOI N — 7 RIRF & G Lz BE,
BEDOMIEST M) U LMEDIKTRRO bz, AAlIXAE ReruuaF 7Y RE2E6T 52 &
b, TAET LV UERBREKRTY (BHICB T 2RMEIRICE 2KREHEIR) &GP OBRET
ERRITERE Lo OMRSZAT B N 2 35 i B e 0 5 A 125 3 i 22 4ot SR B — RIS EA T BLE N [
B i [ R B R O A 125 8 22 Aok SRR 0 SRS/ T T H 8 FAL),

3. PREXFIMRICEET TR L ETDER
(TV. 2. ZhEESUIZNRICEET SR 22452 L.)

4. BERUVAERICEET 3B L ZTDOER
(IV. 4. AEXOHEIZBEETIEE] 22T 52L,)

5. ERGEFNIE L ENER

BEELEAXANIE
8.1 AANL, 7NAIVNH 2 40mg HDHWNE80mg Lk ks unudF 7Y K 12.5mg & OEAAITH
D, TAIPALZ e Rr a7 Y RREORWERBEET 2820035720, #YIC
AROERZREFT 252 &,

8.2 Mif7 L7 F =Ml LA LK OMIEIREEME LR OBZNARH L0 T, EMWICIE Y LT F=fE
KOG RBBEDET =4V > 7% Ehi L, BlE%2+/77H5 2 &, [9.2.4 2]

83 AAlD Ay ThHHE FurzunF 7Y RIFMEAI Y v AMEEZRZ 32 L AL TWDHH, 1
EHV D AMEOFT=X ) 7 EERMICER L, B2 051752 L,

8.4 AROHSCThHhHE RurzunF 7Y NEIERBIJELZFAITELBENNRH LD T, KAI#RE
HIXEMIICIMIE RBAMEDOE =4 Y 7 & F L, BEE+5I12179 2 &, MIGRBED LR
Bl IN %A1, TOREIS U TREOHIEZ St 2@ 42175 Z &,

8.5 FRIEAEHICIE S IAR, DFEWV, SLO2XRNHLLNHZ ENHLHOT, EifEE,. ABHOE
RS G IR 2 O B 2 B E T 2 BRICITEE S5 2 &,

8.6 TR 24 BRI G LARWVWZ EREE LV, T oo T v i v DZARERAIREG O BEE
W, R ORI L =T U T v R OIEWERNIC X B & A i E AR N & 2 RRE
MRndH 5,

8.7 AF & GleT v VAT i v MBS IAIR G TP REOHEERIFEE R & bbbz & O
ENRBHLOT, FHEREZERT 570, BIEE 22175 2L, [11.1.6 B

8.8 AFNIDOFRFITBMICH BN D Z ENH LT, EMEIHE., BKICHSEETDHZ &,

89 HMAT A, EBHEKLHANH LDLNDZ EBHLOTEMINIHREEZITY Z &,

8.10 EELMEEENH LbNDLZ ENHDLDOT, EHMICHMAEZ T 572 CBEE2 512479
Z L, [11.1.9 ]

8.1 HHDIKENFHICHERBEEITIT, KEOPRZEET 2720, TP+ 2 2 EBEEL
VY,

(fiA)

8.2 AHIDERRFBRIC F\ TR R T K OVE IR IIE DRIEH 2GR0 BTV 5, Kl 4 EikRE
fEEBFICENT 256815, BREDO (R IRBEMAESFBL T 2 TREMEN & 2 O T, EHH
\CiE Y VT F = AL OIS REME DT =% U v 7 2 Eii LT, BEE+2TiTH 2 L,

8.3 AAID A THHE RrrzuuF 7Y RiE, Borooh U ULtz EnsEs2 &b, M
BHIV T LK T IEDAREMENRH 5,

8.4 AHIDSyTHHE RurzunuoF 7Y REOF 7Y FRAREIL, SRBIIEZRISEDE
ENDD 5,
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8.5 R EHIBEDOIEEFIHEHTH D,

8.6 ARB X ' ACE [EIROILHERIFEEFHTH D, FHHRHIIL, FRM-CMEESESE O HIC X 5 i
JERETIZH LT L =07 AT v R PIAUEMEICIE L CTIUESHERF S D 2 L0 d 503,
firamc 7T VI P2 2T 5 & 2 OREREEERET . EMERAREICR D B8Ehn
bDHZ LMD, FivaT 24 FERIIAF A &G LW Z EnEEN D,

8.7 KHIDIr T DT NI P NZ ATBNT, TR (IFERROEL) BHESNTNDZ LMD,
I (S P gy aAF Y vA) ERBRICIN G OERORIICEET DL Z L, T
NP E AXFITEFICHR S S 720, TR FHERE D L) O FBUIC L IFHERE DMK
FTLEBBICIET A I A o Ol hEE N ERT 5 A[REMENR H 5,

8.8 KAID I Thode RurmunaF 7y ROBIZKITH T MY v sdetlER (FIRER) 1255
CHEEFHTH D,
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24 Boehringer Ingelheim Pharmaceuticals, Inc.

W7es MICARDIS HCT- telmisartan and hydrochlorothiazide tablet
HIE - Bk | tablet : 40 mg/12.5 mg. 80 mg/12.5 mg, 80mg/25 mg
INDICATIONS AND USAGE

MICARDIS HCT (telmisartan and hydrochlorothiazide) is indicated for the treatment of
hypertension, to lower blood pressure. Lowering blood pressure reduces the risk of fatal and
nonfatal 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 the classes to which this drug principally belongs. There are no controlled trials
demonstrating risk reduction with MICARDIS HCT.

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 one 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
1s 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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MICARDIS HCT is not indicated for initial therapy for the treatment of hypertension.

MICARDIS HCT may be used alone or in combination with other antihypertensive agents.

DOSAGE AND ADMINISTRATION

2.1 Dosing Information

Initiate a patient whose blood pressure is not adequately controlled with telmisartan
monotherapy 80 mg on MICARDIS HCT, 80 mg/12.5 mg once daily. Dose can be titrated up to 160
mg/25 mg after 2 to 4 weeks, if necessary.

Initiate a patient whose blood pressure is not adequately controlled by 25 mg once daily of
hydrochlorothiazide, or is controlled but who experiences hypokalemia with this regimen on
MICARDIS HCT 80 mg/12.5 mg once daily. Dose can be titrated up to 160 mg/25 mg after 2 to 4
weeks, if necessary.

Patients titrated to the individual components (telmisartan and hydrochlorothiazide) may instead
receive the corresponding dose of MICARDIS HCT.

MICARDIS HCT may be administered with other antihypertensive drugs.

2.2 Dose Adjustment for Hepatic Impairment

Initiate patients with biliary obstructive disorders or hepatic insufficiency under close medical
supervision using the 40 mg/12.5 mg combination. MICARDIS HCT tablets are not recommended
for patients with severe hepatic impairment.

2.3 Important Administration Instructions
MICARDIS HCT tablets should not be removed from blisters until immediately before
administration.

2. BB T HEBRERIEER
ERICET 5BMER GF—X S UTHE)
AR HEH EOEBEOHOTLHEH EA—A N T U T 8L 1385,
(IVIl. 6. FsEOEFAEBTHEEICEHTHEE] OHEEHR)

Drug Name Category
_ . telmisartan D
F—AKNZ7 VT DA ..
hydrochlorothiazide C
(2021 4= 4 A #5R)

2% ROME

F—A N7 U7 D4FE (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.

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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