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pH1.2 120 1.3 5.0 PEAERIA| D £6% O | o
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pH1.2+0.1% & 15 10.9 14.4 —— e .
= 7D £+ 6% D fn[H ik
50rpm DL~ 1 80 | 190 940 26.0 FEHERLH 6% DFIH | A
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pH1.2. 50rpm pH4.0, 50rpm
80 | g0 |
60 F g0 7
= - D= T TS Sema BT ;!JF SO DTS2 S ma BTN
%40 | —S— TR ERme (B Th 3'_140 | —a— T FIR FEeme BT
o o
20 20 |
0w S "y ! 0 .H — i !
0 15 30 45 60 75 90 105 120 0 60 120 180 240 300 360
BFRI(59) BF 5 (53
100 100
pH6.8. 50rpm 7K. 50rpm
80 80 |
;@ﬁo F §60 F
g —=0-== FI T LR fisme [ BT h) g —O-=- T LB Seme BT
3'_:{40 L —8— T LS FRme [T 3'340 L —a— TR ERme BT
o o
20 20 b
- === ! — u
0 \ \ . \ . , 0 mEE 0 7 i | . i
0 60 120 180 240 300 360 0 60 120 180 240 300 360
BER(5)) BERI(5)
100 o . e 100 [ ol 1n g 1l A s
pH1.240.1%A1) )L A —F80:& & .. 50rpm pH4.0+0.1%R1) VI _X—F80;5 7 . 50rpm
80 | 80 f
;\E 60 ;\560 F
~ —=D-—= T T LR EEme (BT {:t/F == O-== T TR FEEme (DT
%40 3 —a— T LE S me B TH Hao - —a— T FH LA R e BT
o K
ol 0 L =
0 L L )
90 105 120 0 60 120 180 240 300 360
BRI (59D B (59)
120 ° o g > 120 ° - e
pHB.840.1%7R1)V JLX—R80;F 7 . 50rpm pHB.8+0.1%7R1) >/ JLR—}80F & . 100rpm
100 oo - e
oo f T 80 |
3 2
gﬁo F - T T LR sma BT gﬁo F o - LT LR SEeme BT
3'_:{ —m— TR R BT f{ — s — T I R R BT
5140 %40
20 20

30 45

B ()

o

30 45

B (590
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(AUTHILE ViR dng THTH )
N TP NG GE 4amg THT ) 1I2OWT,  [EEPS R DR A EBRA O LY 70 [R5 M
RRATA T4 CEAL12 4 2 A 14 ATEEERE 64 5) IZEW, T2 U
8mg &7 AAEHERF L L CRHRR ATz 2 A, A% TH D LHE S,
OHERA &

PURIE i FIRE | AR | SR
pH1.2
pH4.0
pH6.8
K VstiakgRiE | 50rpm

900mL £ 12Xy kL

pH1.2+0.1% KU Y L~—Fk g0 | (/3 FMiE)
pH4.0+0.1%A VU Y /L~<— | 80
pH6.8+0.1%K U Y /L~_— | 80
pH6.8+0.1%AR Y Y /)L~<— | 80 100rpm
QYIEEAE
pH1.2 (50rpm)
BUE ST SRR 3\ THEERIR O SEREE R 10% L FCh o7z Z &b, BUE
SHUTZRABRIRE ] (120 47) 12381T 2 BRI DO VR MR D ERIA D £ 6% LIN Th 5
ZEELT,
F7, EYERFIO IR R 50%ICE Lo 722 LD, BREAI O AR+
9% DEIPHZHEZ 5 H O 12l 1 EHLAT T, £15%DHEiIHAZ B 2 b DN\ & &
L7,
pH4.0, pH6.8, /K (50rpm)
BUE S 7R IS B W TR MERLA OSBRI A 10% LA R Th o722 &b #lE
ST FRBRRFRT (360 47) (51T 2 B RLAI O S VA ISR SR HERLA D =6 % LAN T %
ZEELT,
F 7, PEYERAIO IR RN 50%ICE Lo 7o 2 LD, RBREAI O IR R+
9% DHIPAZHEZ 2 b DA 12 fHHF L HLL N T, £15%DHFPAEZEZ D2 bDNRNZ L&
L7z,
pH1.2+0.1%4A Y Y v~_— |k 80 (50rpm)
FUE S 7o 3R IS 3 W CHREHERLA DS JER RS 50%ITZE Lo Te 2 &b, Bl
TE SRR (120 49) & HUE S BBRIERNIZ 381 2 AR ERLF O SR R D 1/2
DL R A R T Y 2R (15 43) 1B\ T, SRR 0 L0 H R AR HE R
¥ﬁ%m$+€%uW’%é*k&Lko
F o, FEHERAIO SRR 50%IC5E Lo 7o Z &b, BREBRELA O FH i+
9% DHEIFHZEZ 5 b O 12 1 HLLF T, £15%DOHPHAZHEX 5 b ORI & &
L7z,
pH4.0+0.1%A Y Y v~_X— |k 80 (50rpm)
IR CHEAERLE O SR BRI B0%ICE LR o722 b, BUE S U7z ik BRI
(360 77) &HE SN7oRABREF IS B 1T DARERIF ORI R D 1/2 OFHEH=R %
11




A Y 7R IR (60 43) 12T, ARBREA D YA SR DMEHERUR| O IR 6%
DNIZHHZ & e LT,

F7, EYERFIO IR RN 50%ICE Lo 722 LD, BREAI O R R+
9% DHEIPFAEZBZ 25 H DN 12 fHHF 1 {HLL N T, £15%DHFAEZEZ 50NN L&
L7,

pH6.84+0.1% 7K Y ¥V /LX— 1 80 (50rpm)

FEE HERLA 2SN BRBRIE ] 30 43 BANIC Y 85% LA RVAHIE T, HE S 7o BB & CIT
¥) 85% LA FYRHT D Z LD FEHERIFI O SEEIR R 40% & Y 85% [T D ¥ 7 2 B
HThD 16 KT 30 /33T, FRBRELA 00 S8R HH 22 AR HE B oD 257 H =8
10%LINICH D Z L & LT,

F 72, EUERIR O SEIRHERD 50% L EICE L 85%ITE Lo 7= 2 & e, BRI
DR RE12% OFEPHZBZ 5 b O 12 fHF 1 HLLTF T, £20%0#HEE B2 5
HLOMNRNZ &L LT,

pH6.8+0.1%7K Y ¥ /L_X— |k 80 (100rpm)

FEAERUR] O PEIGTA RN, FRBRIFFRE] 15~30 43T 85% LA LICEE L 722 LD, AU
DR 60% K& T 85% (T D Y 72 2 BT D 15 /0 KT 30 7B\ T, ki
RIF DS PR H R DR YERLA| O LR R £ 10% LINICH D 2>, T £2 BE DA 50
PlhizchnrzZ &b L,

F 72 EAERIF O R 85% LA FICEE L 72 2 & 6 ikBR A 0 IR R £ 15%
DHIFHZEZ 2008 12 i 1 HLLF T, £20%D0HHAEZHEZ 5 HbDONRRNZ L& L
77

QI ERIER
.. B i i FEEEHE (%) e A

B : — e il
PR ik () [ | RRA | PRI e
pH1.2 120 1.3 1.9 FRUERA O £ 6% DI | T E
pH4.0 360 1.3 L.5 FRUERA O £ 6% DI | A
pH6.8 360 7.7 9.1 PEAERLAI O £ 6% OFiFH | o
VN 360 3.6 4.8 FRUERA O £ 6% DI | T E

pH1.24+0.1% % | 15 10.9 14.7 I " ‘
2 YERIA D 6% O HiPE ik
50rpm | 50 g0 90 240 284 FEAERLAN D 6% DOFIPH | A
pH4.0+0.1%7 | 60 16.2 148 | et ot ao) oot |
Y L~—180 | 360 933 239 FRERAI O 6% OHIPH | #HE
pH6.8+0.1% 7 15 46.8 48.7 BRI 7 4 1 (10, 0 N
Y L~— 180 [ s 12 a7 1 BEHERGH O £10% OFEH | A
L00rom | PHE-8F0.1%4 | 15 55.8 68.0 | MUEMAID = 15% DRI, | 0
Py y~—1sgo [ 3 90.7 935 |XEf2fE (62) (x50 01| T
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@B Heh R

100 100
pH1.2, 50rpm pH4.0, 50rpm
80 [ 80 -
S60 | go0 7
~ e T L GRS me BT ~ ===~ TR B me [ HTH
%40 L —m— TR fRAme BT %40 | —a— T LR fR e[ BT
i ®
20 [ 20 -
0 B—l c_: _| 0 m=i—r1i =ik |
0 15 30 45 60 75 90 105 120 0 60 120 180 240 300 360
B () BER (490
100 100
pH6.8. 50rpm 7K. 50rpm
80 80
360 g6o r
@ ==0-== T LS HE8me T BT h g —=0---FI TR FEeme [ H T h
40 | —e— s s min | || a0 L e T el BT
o e
20 20
il ===
o T . . . . , o pR——l—— . ; : "
0 60 120 180 240 300 360 0 60 120 180 240 300 360
B () BER (430
100 - . s - . . s
pH1.240.1%71) Y JLA—BOTE & 50rpm 100 pH4.0+0.1%7K1) ") JLA—803E & . 50rpm
80 B BO _
60| go0r
@ e D T L §REme BT g =0 JIF IR HReme BT
FH40 | DT e BT0 ] | g0 1 — TP Y LS Sl BT )
& &
—
20
0 L L 1 J
0 15 30 45 60 75 90 105 120 0 60 120 180 240 300 360
B (490 B (79
120 [ . . s 120 ¢ N e
pH6.840.1%R1)/ JLR—L80iF & . 50rpm pH6.840.1%7R1) JLR—F80;Fi# . 100rpm
100 100 |
of 80
s S
560 | T T A $ema BT gao F O TR LA Feme BT
% —a— T LA f A BT ke —a— TR S BT
240 &40
20 20

30 45
BEfE (43
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(AUTHILE VEE8mg THTH )
TN U EE 8mg [T h) 1IZ20T, [HBIEEIRS QAW FH R SRR AT A KT A
VEO—EMIEIZOWT) (PR 24 45 2 A 29 HAHSEAERIE 0229 B4 10 5) (ZHEV,
T L AGE 8 AAEERIF L LTI BR A T o7 2 A, AETH D EHIESI,
OHERA &

PURIE i FIRE | AR | SR
pH1.2
pH4.0
pH6.8
K VstiakgRiE | 50rpm

900mL £ 12Xy kL

pH1.24+0.1% %) V~—pgo| (3H/HE)
pH4.0+0.1%A VU Y /L~<— | 80
pH6.84+0.1%K Y/ L~— | 80
pH6.8+0.1%AR Y Y /)L~<— | 80 100rpm
Q¥IFEHLE
pH1.2 (50rpm)
FUE S AU TR S 30 CREVERUA OB R 10% L FCTho7e 2 &b, #lE
SN RRBRRFRT (120 47) (31T 2 BB LA O S5V SR S R HERLA D = 9% LAIN T b %
NP Y
pH4.0, pH6.8, /K (50rpm)
IR W THERERLAI OB ER 10%LL FTH o722 &b HLE 73 BRgf (120
53) \ZH1T L B ERA D ER MR HERIA D = 9% LINTH D Z & & LTz,
pH1.24+0.1%KR Y Y /L_x— | 80 (50rpm)
BUE S 7 BRI 30\ CREE R O SE B RS 50% S L e o7 2 &b, B
TE ST ARBREER (120 43) & HE SN 7= BRI 51 D AEYERIK O SERIR HER D 1/2
DR R 2 R30S 22 (15 43) (2R T, sRBRIAI 0 57 H 3 A HERLE 0
FRPEHREI%UNICH H Z L & L,
pH4.0+0.1%KR VU Y /L_x— |k 80 (50rpm)
FE S I B W CTHEHERIFI O SRR 50%ICE Lo -2 &b, HES N
BRI (360 43) & BLE S 7= BRI 1 D EEHERIE| O S HHER D 1/2 O SFEHIE
2 R Y 72 R (60 43) (2B, BREBRELA 00 SR PR 3 A HE L o SR P
TEI%LNIZHDHZ L E LT,
pH6.8+0.1%7K Y >~ L— k 80 (50rpm, 100rpm)
PEAERLH O SR RN, BBRRFR] 15~80 43T 85%LL RIZIE L 722 LD AEUERLA
DIFEIRHZR 60% & N 85% L DI Y 72 2 B Th D 15 43 KT 30 /3BT, R
RIF DI Y FE DR HERIA DRI R L 15%UNICH D Z & & LT,
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QHERIER

oy e IRFfH] R (%) ) H e
(B3R % AR K - — e HE
R A (5) [ EEnA | AR (T %) ¥
pH1.2 120 3.1 1.3 TEAERLH D 9% OFIPH | A
pH4.0 360 3.0 1.3 FEYERIAI D 9% OFFH | WA
pH6.8 360 8.7 7.7 EERAI O 9% ORI | #HE
K 360 8.2 3.6 TEAERLH| D 9% OFIPH | A
pH1.2401%7% | 15 | 143 | 109 | ]
50 . 2 AERIAN D £ 9% D =
rpm |k 80 90 6.4 910 FEE AE B Yo DFIFH | HAE
pH4.0+0.1%& | 60 16.8 16.2 —— . \
. N LHIDE£9% D =
U Y _—h 80 360 30.7 28.3 T YRR YoDHEIM | JEE
pH6.8+0.1% R 15 43.6 46.8 — . .
. = 2D E£15% D ik
U Lt }\ 80 30 35.9 849 *TE;@%J %) ﬁB. pLEIN)
pH6.8+0.1%7*& | 15 52.9 56.8 | . - .
1 . [ VERLAN D +15% D ik
00rpm U e k80 20 912 90.7 TR VE LA YoDHEIPH | A
@R
100 pH1.2, 50rpm 100 ¢ pH4.0, 50rpm
80 | 80
360 360
~ --0---FOJL A% = --0--- 7O A$Ts
%40 _._ny;iigyﬁgmgr@wm %40 —-—n‘/#;i?‘/mmg%ﬁm
i@ i@
20 2 |
0 M—mman=ilf - e =
0 15 30 45 60 75 90 105 120 0 60 120 180 240 300 360
BER (50 BER (53
100 pH6.8. 50rpm 100 7K. 50rpm
80 80
60 $60
~ ---0--- 7071288 v ---0--- FO7L AEE
%40 —'—ﬂy?L*;TLQVﬁSmgF%@‘ﬁ‘J %40 —-—;S#Zi’i’iﬁigmg%?bu
& &
20 20
0 '-‘i;i;i:i. ? L L L ? 0 .ﬂ-—‘ﬁ 4% | M I E
0 60 120 180 240 300 360 0 60 120 180 240 300 360
BEMC 53 BERE (49
100 pH1.24+0.1%7K1) LR — 8O3 . 50rpm 100 pH4.0+0.1%71) Y JL A —R80F& . 50rpm
80 80
360 g0
= ---0--- FO 7L AEE ~ ---0---70 ifs
% 40 —'—;}j?ii;;ﬁsmf@?ﬁw §§40 —-—jjyjz;?f;yﬁgmgraga‘fm
& #®
20 [ 20 -
0 15 30 45 60 75 9 105 120 0 60 120 180 240 300 360
BERI () BERT ()
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120 - . e 120 o1 o .
pH6.8+0.1%7K1) )L A—I80;5# . 50rpm pHB.8+0.1%7R1) /)L X—r80;5:% . 100rpm
100 | 100 F e
80 80
S _ =
ﬁﬁa 3 = -=0---JOJL s —60 | = | o FO7L AfEs
3 —s— TP LEY S BT ﬁ - —— TR Feme BT 0
#40 40 |
20 20
0 . L ; 0 . . )
0 15 30 45 0 15 30 45
B e (55 B ()

(hoTHILa i 12mg THTH] )
B THNE b 12mg T ) 12O, TRBER QA FNRFRBRAT A § 74
VEED—EMIEIZOWT ] CFRK 24 4 2 A 29 HAHSRAFAIE 0229 54 10 5) (ZHEV,
Tu L AGE 12 ZEHERFI L L CORERBREZITo7mE A, METHD LHES N,
OABRA &

AT =i FEEK | RBRE | Bk
pH1.2
pH4.0
pH6.8
K Vsllistsas | 50rpm

900mL £ 12Xy kL

pH1.24+0.1%4 ) v ~<— | 80 | (/¥ F/VIE)
pH4.0+0.1%K D Y L_— | 80
pH6.84+0.1% K D >V L~_— | 80
pH6.8+0.1%AR Y Y /L~<— | 80 100rpm
Q¥IFEHLE
pH1.2 (50rpm)
FUE S AT RRBRIF 2 W THEHERGR DO RS 10% L T Th o7z Z &b, BUE
SRR (120 43) 1Z3617F 2 R EA O R R DM ERIA D 9% LINTh 5
ZEELT,
pH4.0, 7K (50rpm)
BUE S AT RBRIF I oW THRRHEEGA DO RS 10% L T Th o7z Z &b, BUE
SAVIZARBRES (360 47) (Td1T 2 RRBRELA D LAY H S SR HERLA D = 9% LIN T %
ZEELT
pH6.0, pH1.2+0.1%K Y YV /LX— |k 80 (50rpm)
BUE S AT BRI I W CREERGA OSSR B0%ICE LR oT2 2 &b, #
TE S VT BRBRIFER (120 43) & BUE S U723 BRRFIZ 35 1 2 A VERLA O SRR R 0 1/2
DIFEIR R 2 /R3304 70 BE AL (15 43) 1RV, akBRELA O S v H SR S EEYERLE O
PR EI%LNICH D Z L & LT,
pH4.0+0.1% KU Y /L_X— K 80 (50rpm)
BUE S AT BRI 2 30 CREVERGA DSBS RS B0%ICFE LR oTe 2 &b, #
TE S VT BRBRIRER (860 43) & BLE S U2 B BRRFRZ 35 1 2 A VERLA O SR R 0 1/2
DL R A2 R T8 Y 22 (30 47) ISR W T, FREBRILAI 0 L H R A HERLF 0
PR EI%LNICH D Z L & LT,
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pH6.8+0.1%7K Y Y /1X— | 80 (50rpm)
BUE S AT BRI I o TR YRR O S BS HH 2R3 85% LA BIZIE L 72 Z L 1R
RIFN ORI 40% KON 85% T D Y 7 2 R CTod 5 15 43 LY 45 43128 T
AR LA O SR =R DR E A DS RER HR £ 16% LINICH 5 Z L & LT,

pH6.84+0.1%7K Y ¥ /Lx—} 80 (100rpm)
BUE S AT BRI [ do U CREYERLA O S ER -3 85% LA RIZIE L 722 L 1R
RIF ORI 40% KON 85% (T D Y 7 2 KR CTod 5 15 43 LY 45 43128 T
AR A D SRR R D HE A D IR IR 15% UNICH H 2 & & LT,

QBRI R
o . I ] R (%) ) E L e
B BRI - — e HIE
il I (Gy) [T | SRR | ORI e
pH1.2 120 8.0 4.0 FEYERLAI D £ 9% DFIPH | WA
pH4.0 360 2.1 1.0 FEVERLAI D = 9% O | A
pH6.8 360 5.8 3.6 PEAERIAI D 9% O#FFH | HWAe
7K 360 10.7 7.1 FEYERLAI D £ 9% DFiPH | WA
pH1.2+0.1%7% | 15 9.3 5.3 —— po. ;
. 5 Y 1) D + 9% D A
50rpm Y — 180 | 190 143 16 HEHERIFI D 9% OFME | #A
pH4.0+0.1% & | 60 29.1 24.2 ——— . .
. £ DE9%D &
UV x— |k 80 360 19.4 10.7 *Tgitﬁj % i 1@:.
pH6.8+0.1%& | 15 23.4 249 | emus o .
. = D+15%D &
UYn~—180| 30 32.5 S15 AR BRI Yo DHEPH | A
pH6.8+0.1%& | 15 89.2 86.4 . . .
1 . 5 AE B D +15% D HA
00rpm L k80 20 6.4 L, RS 5%DFIPH | JHEAH
@iF R
100 pH1.2. 50rpm 100 pH4.0, 50rpm
80 80
;\;60 F ;\;ﬁo
vt ==-0--= F0 7] f Pt ---0--- A7 i
% 40 —-—;S?iﬁlﬁfﬁwzmgfa@?bu {%40 — ;S?;j\l,;‘jﬁw cmglBTH
i e
20 20 |
— — S—" 0 iz g 5
0 15 30 45 60 75 90 105 120 0 60 120 180 240 300 360
BEFREI(7) B (490
100 pH6.8, 50rpm 100 7K. 50rpm
80 80
g\;eo - ;\560 3
~ ---0--- 0728 vt ---0--- JO7L A2
%40 —'—;‘lj?iiszfﬁmmg%imu %40 —'—7]‘/-?;?L§"/ﬁ12mg%?‘ﬁu
& @
2 20 |
o g m— g . .
) — . ; , e — . . . i
0 60 120 180 240 300 360 0 60 120 180 240 300 360
BFME(59) BRA (450
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10. &H& - AK

100 o & i s 100 o o [P
pH1.24+0.1%K1)V JLR—80;8:% . 50rpm pH4.040.1%7R1) Y JLRX—80;& % . 50rpm
80 80
360 | g0 r
= —m-D--- SO T 25012 ~ -=-0--- 07 2§12
%40 —a— P LA EE 2 me (BT %40 F —a— T FY LA E 2 mg[HTH ]
£ L |
_______________________________
0 g " 0t =
0 L L L L L L . ) 0 L L L L L )
0 15 30 45 60 75 90 105 120 0 60 120 180 240 300 360
BRI (49) B (430
120 ° o i s 120 o s oghy
pH6.840.1%R1)J JLAR—F80iF &, 50rpm pHB.8+0.1%7R1)/ JLX—r80;5:% . 100rpm
100 oo
80 80 r
s A 5
~ ---0--- 707 A 812 ~60 | ---0--- JO7L A§E12
g‘; 7 e T LA S 2 BT % — S LR R 2ma BT
40 g40 t
20 r
. , 0 L L )
30 45 0 15 30 45
BER(53) B (590

(1) FENDELGRSR - BF. SNENVRRLGES - BEICHT SR

A% L0

(2) a%
AhoTHILE Vg 2ng THTH

hoTHILA V8 dmg TEHT H

: 100 #E
: 500 &
: 100 #&
: 500 &

[10 $2(PTP) X 10]
[10 £2(PTP) X 50]
[10 $2(PTP) X 10]
[10 $2(PTP) X 50]

: 1,000 & [10 #2(PTP) X 100]

hoTHILE i 8ng THTH

: 100 2 [10 $2(PTP) X 10]

: 500 2 [10 $2(PTP) X 50]
: 1,000 $€ [10 $£2(PTP) X 100]

hoTHILR VG 12mg THT H

: 100 £ [10 $2(PTP) X 10]

: 500 & [10 $£(PTP) X 50]

Q) FPHEE
Y LR

4) BHROME

PTP > — b : RV =1, TAI=T L

1. RlRiEft SN SEME
Y LR

12. 0t
BRI L
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V. AEICEY 5IER

1. MREXITFHR
(AU THILE U8t 2mg, 4mg, 8mg, 12mg THT A )
OB MEiE
OB XH A MESE
(AUTHILA U5 g, 4ng, 8mg THTH )
TEORKET, 7o o4 TP U EBRBRIAEROBRENEY THEWMES
ORMLTE (BfE~hSHE)

2. MEXIIHRICEET HFE

5. MERIIHRICEHET HEE

(BHELTRE)

5.1 7o o7 v v o BHREERLERB G2 L ARG T O TW IR WEBEIZE T 5 ARA
DEIMEITIHBENTE LT, KHIL, 7o o4 T o VEBBEREILERN S K2 T
Beh3 52 L EFAHIET S,

5.2 7T T v VBB ILER O RN I AT IS T DARKN O S R OVEE A
WNCT o AT 3 SR HLE R & AR 2 OFH L7258 OB MR ORI TR S
TR,

5.3 NYHA /[UHSRESHAIV ORI LA 2B K3 B AKIOA FPETHET L Coeuy (R
INEATRY I

3. RiERUVHE
(1) AERUVHEEDHES

(& MmESE)

A
WEL, RAICIZ L H IED FHLZy LTl LT 4~8mg 2R O#5 L, MEIC
JEU 12mg £ CTHET 2, 7272 L, BIEE LM O 5E81213. 1 B 15 2mg 72 b &5 2B L.
VBT U 8mg £ CTHI &I 5,

INR
WE. 1 LlE 6 mARmO/NNRIZIZ 1 B 1Ay THALZy Xt F e LT 0.05~
0.3mg/kg # R NHHT 5,
W, 6Ll Eo/NRIZIZ I B 1EA T AZ Yy X FILE LT 2~8mg Z R N#5
L. HEZSL 12mg £ THEET 2,
2L BEEEZE GEICIT EAEN SRS ARG L, LIS U T 8mg £ CTH&ET 5,

(BEEMSMELE)
WE, BACIZ I 1B CTFYHLEZ Y LTl LT 2meg NHRO%KGZHE L.
VBZJS T 8mg F CTHIET 5,

(BHELTE)
WE, BACIZ I 1B CTFYLEZ Yy LTl LT dmg HRO%G 2B L.
WEZIE LT 8mg £ THETE 5, ok, JRHIE LT, 7o oF 7 v U2 HEESR R FAI LIS
2 LD EEEERER TG D 2 &
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(2) FERUABORERM - R
DR L

4. BZERUVHEEICEET HEIE

1. AEARUVAZICEET 5FE
(B MmEfE)

INRIZHEGT 25 A1, RAOHEEZBX N2 &,
(BHELATE)

e G- BRARIRF O UG ML LAY 120mmHg Kl D EE . BREEL LS BE . FIRAIZOFH LT
WAHHE ., DAREOEEE OB WEL L, 2mg/ AN b5 2G5 2 L, 2mg/ A5
X, IRMEREDRIWERICK T 2 BEMNA MR T 2B THH DT 4 B EEB 2 TiTh7
WZ &,

AR OEHIZ I — ORISR MER FTE2EZ3HENH 50T, FIEEGRE, KO
4mg/ A, 8mg/ A ~DH&EIZIE, MESDBIZEE 512475 2 &, [9.1.3, 9.1.4, 9.1.7.
9.1.8, 9.2.1, 9.2.2, 10.2 &M#]

5. ERERKAUE
(1) BRT—21\w5—o
LR

(2) EEREEHR
DR L

(3) RBRGERAR
MR L

(4) FREERIERER
1) BRI
(BHERUVRLHEICET 555
(B MELE)
ENERREER
FLAEE, BB MR MLEAE O BE AR, 1A 1 [ 2~12mg & —ERRHE Tl 8
~24 JHH], " EMREEERCIX 12 ), RGBT 24~52 ), BEELMES
e L E e OVERE 159 L S L2 5 1 B 3B Cid 2~8 M, o5 Lz lRRBRICB W\
B 2200 S 28 BT &S U7z i L SE D & A FRIANRIZRED LB Y Th D D19,

R . A% (TR *O3F)

FIFERED 2 A 7 R ZAh TR ZRS

j?iigkﬁigiﬁgfﬁ 72.6% (606/835) 78.1% (606/776)

FEIE i I E S 77.5% (31/40) 83.8% (31/37)

B IEE AL D & I ESE 63.4% (26/41) 72.2% (26/36)

W S v 66.7% (22/33) 73.3% (22/30)
aal 72.4% (663/916) 78.1% (663/849)
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X OHEHIMLE (—20mmHg LA E) KOWLESIME (—10mmHg 2L E) Zii/z 3454, FAi
£ (=13mmHg LA b) 27956, H250E, FEMEATH - TH 150/90mmHg A (72
72U, BREEZM D @I EAEO ABEEE T, 140/85mmHg Aiifi) (ZFETE L%

7 ARREVER MEREBE 2515 & L7c “HEMRBEREBRORE R AHIOFHAENRD b1

TWn5,

(BHELTE)

ENE DERE
MBI REDORE 2RI AH 1 H 1[E 4mg %2 2~4 BH G L. 2 0% 1 H 1[0 8Smg
Z 24 WG L —EHEMEEER (772 R%R) Ofs, 7o 04T v R
FIAFAITHEBEINTNDD, HOIWVITIRFE SN ERBLBHEICKH LT U T v
VEMBERILERNCE X TAAIIT T 7R 285 L2460 LD AR SIEIR O & )7
b *ORBUIARAIEGEE 4.6% (3/65 61) TH VY, 77 AR 30.3% (23/76 fi]) (2t~
AECIEI S, AFOFRAERRD LTS, 2B, EiEiBRci, VX% U A 5Al|
(52%) . FIRAI (83%) ENPFH I TS,

KON BIER OB K0 APt - IR AT 2856, H 2D WIE, DARETRRA (LA FIRAL
REEIRBAN, 7 o AT v v BRI ERILS O M FLERAD DB - BB LE 21TV,
K 2 W% LARE & [RIER D ALE 2 ke 3 2356 72 & EIRENE L LW L7256

AR GRCIB N T 58.9%. 77 B REEEHIZI T 51.0%ICEERMRAE D R % 5 TeH]
TERR A O, £, DAREOEAIZEDRVLINLE ROA X RBARFIFEC 4 #] (0
B, EAREES, —MMEERREEE, TR | T BRI 2 B (FREEE~D PTCA
BAT. WAEZE) | EEZREWERAARAIRET 2 6] (BMEEE, BI1E%E) . 778 REET 14
(+ 48RS ATz, 20 9 LARFIFETHA L L LDEME), MFEOHRR E L THT
DR S LT,

2) REMHHER

(V.5 () IRFEMIRER ) DHEZSM

(5) BFE - WERIFER

AR L

(6) AEMEMR
1) ERBERE (—RERRERE. BRECRARERE. EARBELRRAE) . "HiERTgRT—

5 R—2BE. WERTEERABRONE
AR L

2) AREBHELELTERTFEDARXIIER LI-HE - ABROHE

B4R

(1) Z 0t

Pt A
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VI. EFEE(CEY HIER

1. EEZMICEAEH 5ILEYXIIILEMEE
T T T o SR BT
T VAT v I SR I

EE  BED H DB OREE - ZIRFIL, mHOIRMCEZSZRT L L,

2. EBEER
(1) EREM - fERKF

& FAER AL
ToroFTro /=
H7FL2D -
NT -
FLUFFLLLT DL =
HhFTSLG
HUTLA |
t-PA . TroFTv 2
TihEEHR
*v—¥
FLUFFLULT REMAE
><@j';fb;'/ & Fonss sLxeFL
PIIATIIDINIAT 1 SEE
ERERF

TG LR TFOOREERIL AR TRIBGEFR I3V T INAK S
il S IEERBEI D T E LRy BICMEVEGOT AT N E AT
1 (ATh) ZREICBWTT AT oy I R L. & O TR 73 i 58 IHE 1 2 40
THZ LWL TAETLIRMMERNOKTNICE D, 51T, ATy ZHFEEZ I LG
TOT I RAT m  ERC T 2MHEER b BEEFERIC—HEEL T eBEx b5

1517 (in vitro. invivo (7 v k) ) .

(2) EMEZEMAITHHABRBE
Lo-FoPAT UV ORICRIZTESE
e ML HESE AR 74 ) ORRBME S M ESE 56 6, B EE 20 5 & e EE 18 f]) x5
2, AF 1 H 1H 1~12mg O KEREGRBROME R, gL =\, gy o475 v
VUITREROMET VAT o MBED EERARLA TS 29,1820
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DIATENRE, BREER VINMREICRIFTHE
ANHENE i I RS 10 B2 b3, A1 B 1 18] 2~8mg O # G OFER, IUHEH L+,
JEAEMIME O TF, AU EE, RHEME PO 282 s i, DR, 2B
HH 5 5 OO OB REMF I 1T B 22 H LR, AREME & I AR 11 BCAM 1 B 1 [ 2~
8mg DA G- OFER, BEERFIC & B M #EHT, B M if &, SRERAIERMEIC BT b T,
Jibd fn &7 B 55 A AT 3 B AN REME @ U ERE AR 15 BIS, AFI 1 H 1 [8] 2~8mg O EEG DFE R,
Fe FEIRE LS 4 ML B SRR X A DAL 7R 2029
BELODFLEZOLDNTEEEICRIFTEE
PBYELAEROBEZXRIT, AKI 1 H 1A 4mg % 2~4 @& LG L, 0% 1 H 118 8mg %
24 HFEL U “HERILEGER (77 2R R OfR, 7o Uo7 v oA RERILE
FTHBENTOHDN, HDOIWVITEREINTZZ ERBDLBRFITH LT v IFT o il
FILEANE X TARAIIL T 7 v R & £5 Li2GE, AFIBGHECARIR G LEEH Y
] DA B 22N, A2 BRI M VDR O B2 N A b T D, £z, AAIRE
FECT 7 B AREEREC L LB B O Z 7280, 72 =R AR IR & OV I 28 EE O A B 7208
DIRHHITND,

(3) ERSTRER - FERSR
AR L
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VI

1.

EMBREICRET HIEE

eh R E DTS
(1) SAF LA MR
LR L

(2) BRRARTHRIN-MFRE

1) RIEHRE
AREME & I EAE R 8 5] (38~687%) (2. 1 A 1[0 4dmg ZFIRKICHERELG L, 5121
ARSERLIEH 7 ARIRERS L7z, Wi SIS ERE O 0 o7 & o
FIEMERE M-I AR SN D03, REEITIZE A SR, 1 BHE (FIE#ES
%) RO'9HE (7T HMXEELG%) OB THLZ o OmPREIIKOEBY T, #5 4
~6 BRIcE— 7 ICE L%, e IEK T35 19,

AN
(ng/mL) N N
80— HN
- 9
0 CI 0
607 HO HO
ffi 50— N N
)—O0~~CH3 ;Fq)
i1 40 N N
I
i 30— A THNE
H;l!_ 20—
10—,
G T | I 1 I I I |
20—
10—
0— T T
0
G- H OIS
. Cmax Tmax AUCo~30n Tiea T2 B
R
HEDH e (ng/mL) (h) (ng * h/mL) (h) (h)
. o—eo | 1 HH 55.1119.9 5.0*t1.1 428 +91b) 22+1.4 95*t5.1
BTN
o—O 9HH 57.7t14.1 45+1.3 509=*+151 2.0£0.7 |11.2%+7.2
M o—eo | 1 HH 8.31t2.7 8.0£1.9 136+48D 8.9+2.6%
-1
c—O | 9HH 10.9+3.4 6.8t1.5 197+64 13.7£6.12

CEAIE EFEAER 22, n=8)
a) I N—RMA LV FETICEVHEE LT,
b) n=7

MEFIR AT AUC, Cmax S0/37 A — 4 %, WBRF OBHR, RIROIR B - K%
DR L > TRARD AN 5.
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2) mMpALTHILE VEERIEEZAL- Population Pharmacokinetics (PPK) fiZ#fr
R R 5 7 HE~ 168 1], AHENE R i EAE M OV i AR REA: i I FR A E -~ 30 ], B P
LD m iR 18 i, IFREE A 11 5 miEiE B 8 . 3 224 i H1& b7 2,886
Re DI 7 7 WL 2 P BN E A A PRV 1 AR, IREE, ITFHSREFR AR (AST, ALT) |
BHEEEFRRE (MiE2 L7 F =2, BUN) | M7 IVT I ALK NS EDHEEL B o5
NE DT NT T A AR, ABXTINA AT _XA T U T ¢ & OB A RE L 7fs
B, IFEESE (AST H>40 XX ALTE>35) ([CBT527 VT 7 AN 45%IK T4 52
EEEShTWD, (TVIL10. Q) FFEEEE) . [VIL6. Q) FHEEEEESE OHSHR)
3) AYEHIRFMEHER
(HoTHILE 8 2mg - 88 dmg THTH Y )
N THNE 8 2mg THT ) KO T E E dmg (30 12, TEENER
% % O E A O L P RIS A RT A IS & TV H VU 8E 8mg [H
T EEEAERIRI L Lis L& IEHEENE LS EWFEICES & BT ST 29,
(hoTHILE Vi 8mg THTH )
RN B T2 8 8mg T30 L7 a7 VABESENEN1EE (T
P XTI E LT 8mg) &7 0 AA—/N—JEIC L 0 MR BRI 1 L C i
Wiy TN AREARE L, 5 DN EYENRE T A —% (AUC, Cmax) {22V VT 90%
{EHE XA TRERHIIT 21T > 7255 3%, log (0.80) ~log (1.25) DHEPANTH V. WAl
AW LR RV EE DS TERR S U7z 29,

AUCo-30 Crmax Timax T
(ng-hr/mL) (ng/mL) (hr) (hr)

N Lk r
PTYNSGESmg (D | og) e ymns | 764742028 | 46+12 | 7.6+15

T
7 a7 L A58 (8mg) 918.9+200.6 87.25+23.63 4.7+1.1 74+15
(mean+S.D., n=40)
(ng/mL)
140
m 120 |
3 : —— HLFHNEEBmg [T )
'3;‘ 100 T171 . O JOT L AEE S (8mg)
Y I i mean=*S.D., n=40
it 80 r
T I
j;[t 60
pe I
> 40 +
N |
=
E 20}
0 S - -
0123456 8 10 12 24 30
B¥fE (hr)

I BN RIS AUC, Conax /8T A — 5 1%, BERE OBR (IO - FFRH%5
DHBRRIIC &> TR D ATREMER D 5.
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(HhoTHILE VE12mg THTH )

HERERN BRI T & U BE 12mg [Ty L7 u L AGE 12 ENE 18 (1

FHNLHE L LFeFILE LT 12me) &7 0 AG— "—IEIC LV AR 05 LT

MAER T T2 AREEZPE L, 1§ ONIZEEYERE T A —4% (AUC, Cmax) [ZOW

T 90% R HHX A TRErtiHT 21T > 72K R, log (0.80) ~log (1.25) DHIFANTD Y |
W D AW FHI[R) S D HERS S ALT 29,

AUCO-SO Cmax Tmax T1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
N L S s
LTINS GG | s 10898 | 1014703093 | 4.9©013 | 85+2.4
(5T )
771 25E12 (12mg) | 1267.1+333.9 | 114.16+40.36 | 4.8+16 | 83+26

(ng/mL)
140 |

120 |
100

80

60

40 | 1f

RRE\' X SN\ BB

20 |

—— AhTFHIEE12me [HT H)

(mean=S.D., n=40)

O FOT L ZEE12 (12mg)

mean=S8.D., n=40

0123456

8 10 12

B (hr)

24

30

IMAEFFREEAW N AUC, Cmax FOD/NT A —ZE, HERE ORI, KL OLREEIEL - K%
DR K> TRARD RN S 5,

(3) i
AR L

1) BE - HARORE
NBEOHE

PH LR L
2) AR 15 R

AFNY X AT OEMELR2BEE (54~T74 %) 5 FIIAK 1 B 1FH 4mg Z &%
HIER G- L, S 56121 BIREERZRIER 7 BRER G LTCRICEB W TH, Py T o R
FEIIARIIER G e U CTHIINIERRD S, £, BT vy oo iR i ARRE
PR IS BB IS AA 2 B 5 L2358 S 13 & A EEITRO Hia 29,

<BE>
I 7. AEAER) OHEZM
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2. EMEEBHTA—S
(1) BRAfT 3%
BAE R L

(2) RARERE R
AR L

(3) HEEEEM
(AUTHILE 8 2mg - dmg THTH )
BRI L
(AOTHILE g 8mg - 12mg T&HT AL ) 29
0.09hr!

@ HUFIUR
B L

(5) HEEH
LB L

6) Z0it
AR L

3. BEE (KEal—ay) @
(1) B
LR L

(2) INSHA—AZEFHER
BRI L

4. RN
B - L A

5. o

(1) ik —mxKREEFS @@
BRI L

(2) Imi%k—RREEREPT @B
P A

Q) Et~DBITH
BRI L

(4) BEHA OB
LB L
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(5) ZDRDBEBOBTHE
DR L

(6) MIPEAMKAE
[(UC] B TH N bOMIG., 4%t MG T VT 2 U RKRICEIN L0 E AfE &R
1. & BT 99%LL ETH D (in vitro)

6. H
(1) BB R U BRRRS

HTFHLE Y DX FAIFIALRF LT RAT S —BIC L OIEEREW S T2
SR AL, S HIC—EB2Y CYP2C9 (2 L 0 FETHMEAGEHY M- TN S D23, KREEVES
MERERF ICAFNZ G Lz &0 M-T O E & ORFPHEIERIT D T 02 o
H R K VR P HRIERIC A~ <. CYP2C9 DOBIRIZARUZ L D H T v v DI
~OFBIVINEEZ LD,

£, BT H AL % CYP1AL, 1A2, 2A6, 2B6, 2C8, 2C9-Arg, 2C19, 2D6, 2E1,
3A4 DAFHETEZFHE L 722V (in vitro) .

(2) REICEHET 28R (CYPHE) ONFHE. F5X
HETHINE L D LREFMIANRF VNI AT T —BIC K 0IEER#E D T2
ANTRE S, & BIC—E2Y CYP2CY (2 & 0 HEIEMEARG M- LI R# s,

(3) NEBBHROBRRUZOHE
AR L

(4) REMOFEOERRUE L, FELE
PH LR L

7. B
(1) Heptzes
R

(2) HEtsR

AReMEm MEEEE (38~687%) 84, minAREMEm fEELEE (656~T705%) 6, EIEE
ZAfE O @A A 18 B, IFREE 2 o Ml EAEAE 8 il 1 H 1 Bl 4mg Z &% IZHH]
B L, 6121 ARESRER 7 BREIERG LIk, WU SR PIIERE BRI IR &
T, IEERE OB T Z U R OFEEEAEH M-I 23 HRt S s, &5 24 BFRETE T
DIRF I TV H 2 Je O M- T O KPS A IR & 1 EE B T 11~12%. Rl AS e 5
MERE B TIX 10~12%, IFREEZ LS @ EERE TR 10~11%ThH 0 | 1T & A EZEITR
Wi\, BREE O &l EERE ORPERIERIL, fyE 2 L7 F = 3.0mg/dL Ll Lo BEHE
TiX1HHA1.1% 9HH 1.8%T, M%7 L7 F = 1.5mg/dL R DOEETEFITIX 1 B
H6.8%. 9 HH9.3%Th-o7,

VLB AEH GREOIf Hpi B PR APPSR S T ARRENE & T E AR, A RE I
FERFE . FRELZED Sl EERE R OEREELZ LD S EERE & bICERETRD b
e j%é Z5Nn5 18)-20),26)O
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8. F3YRAF—5—(BIT B
DR L

0. Bk BREE
LR L

10. HEDERZHTHEE

(1) BEEEE
BpEE (jE2 L7 F = : 0.6~3.6mg/dL) &9 mifilEiEH£E 18 15' 218 114 4mg %
PIRZICHIERS L, 5121 ARE%ER 7 BRKERSG L-5E, iR eEsiIARmE
MEEREZ DA L 1F L A LT IR 20,

(2) HJHE%%%

% (ICGr1s : 15.0~28.0%) %H:ﬁﬁmlﬂ“-%%%sm 1 A 1 4mg ZFERZIZHIEE

E‘LL\ EHIT 1 AREGER 7 ARRERS L25A, MR e A RE M & i E B 08
BLIFEALEZETED LR 26,

(3) EkhE
I AS BB ) I EE RS (65~170 %) 6 BiZ 1 H 1 [\ 4mg ZFREZIZHIEREG L, SHIC
HRSEZER 7 HFRER S LicSa, MR IIARERMEERE OGS LT L A L%

13RO By 19,

1. Z0fth
AR L
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VII.

1.

T2t (FALOEES) (CBEYSER

ERNBEZFTDER
RE SIFL TR

[

i

"

. ERARLETDER

2. B (ROBEHIZFHBE LB &)

2.1 RAIORHT Ui EUE DBEEE D & % B

2.2 0T SUTEENR LT B ATREME D & 2 ZctE [9.5 SR ]

2.3 7V AX LU 7 AR RGPOREREEE (272 L, tMOBRERREEAZT->TH2RE
MEDOa Fr—LRE L AROEELZRLS) [10.1 2]

. REXIIRICEET HIFE L T DERA

(V.2 EEXIIHRICEET HFE ] OHEM

. RERUVREICEEYT IR L ENER

(V.4 BZERUVAZICEET 58] 0ESK

. BEEQEARMIEEZDOER

8. EELEARMIEE

(BhEEHE)

8.1 BIEERICE S DIV, SHO0XNHLLNDL I ENHLHDOT, EITEE, AEHEOD
ERRE IR 2 O B 2 B E T DRI IR S5 2 &,

8.2 TRl 24 BFRNZIEG LW 2 ENEE LV, 7o V4T v v v DA RIEGAR S H O BE
E. LR OFRIC L =T U O FT o R OIHEIWERIC K DS EE A i AR A T
REMED S D,

(IBHELAE)

8.3iH ., XX U RMA| FIRAELOHT D, Zeds. REIOFME 5 TOR AMEILMESL L
TR,

6. HENDEREZAT HEBICHIT IR

(1) GHHE - IEBFEOHDEE

9. HENERERIHBAICHTIIE
9.1 AHHE - MEEFDOHLEE
9. 1.1 MAMEBEDIRKRZEDHLBEXEABETEDRKEDOHDEE
B LRG0 S SN DA ZBRE . BT 5 2 &, B EORD R ER
ROMEDKTIC LY RUHICEKEZ B SE 2 BENNH D,
9.1.2 @h U LEDEE
R ERC G L SN o He 2R BTRET 2 2 L, @l U U A IE 234
SELBETNNRDH D,
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Fro, BHEEREE, a0 br— L RROBERIFEC IV MIED Y U LMERE < 2D T
BETE, MEL Y U MECERTDZ &,

9.1.3 BELREEEPOESE

(B MmEE)

DEIVBMG L, HETLHEGITME, BERCEEOWREL HoICBIRZ LR bikx
IZATH 2 &, FNICHENAMICIE T L, v a v, K, —iBrEo Sk o e D
KFERoTBzhr’bd, [11.1.2 B3]

(BHELTFL)

M, B, AMmoEE (~E7rerE) ROEBEOREL H2ICBE L 2R o &b
ZRMAL, HEICHET L 2L, QMAMEERT, BERBETHIWIFELEEZ T2
nWind s, [7. 11.1.2 ]

9.1.4 EF MU D LMEDEE

(B MmEfE)

DENHEME L, HETHGGITME, BHEELROEE OWREE I BIE L e bk
IZATH 2 &, FNICHENAMITIET L, v a v, K, —irEo By o HERE o
KFERoTBzhR’dsd, [11.1.2 B3]

(BHELTRE)

M, BHRE, MmO (NE7r v ROEEORELZ IR L an b&kh
Pl HEICHE T2 2L, QMARMERT, BERBETH WAL EZ T2
nnbs, [7. 11.1.2 BH#]

9.1.5 DFRL2DEE

(B MmEE)

DEXVBEL, HET G EIRNE, BHEREROEE OREZ +3ICBIE L 2N bikg
IZATH 2L, FRICMESRABMITIET L, va v 7, K, @8O EREECEHRIED
KFzEZIBEARHDH, [11.1.2 ]

9.1.6 RBIARFIREAEXILEAEMEEKREDHEDH D ESE

(BHELTFE)

WEOMERTZ kT L, ERPENT 2820155, [11.1.2 B ]

9.1.7T EmFEDEHE

(BHELTRE)

M, BHRE, B OEE (NEZ7r e rE) ROEEOREL H0ICBR LR o &b
ZRMAL, HEICHE TS 2 &, QMAMERT, BEEBERTHIWIFEaLEEZ T2
nnbs, [7. 11.1.2 ]

9.1.8 NYHA DMEBENHNZEDLBEMNEEEDNSVEH LA EEHE

(BHELTRE)

M, BHRE, A OEE (NE7r e rE) ROEBEOREL HICBE LR o &b
AP L, EHEICHE TS 2L, QMAMERT, BEBETHLIWIFELEEZ T2
nnbs, [7. 11.1.2 ]

9.1.9 EFBBUEDRERENDHSEE
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Qiivﬁﬁb HETHGEITMIE, BHER VEBEORELZ HICBE LR bikx
IZATH 2 &, FNUICHENAMICIE T L, v a v, K, —iBPEo S ik o HERE D
KTrxzEZTsznnds, [9.7.3, 11.1.2 /]
(BHELTFE)
JE, BHgRE. RMORE (NEZrErE) KUEEOREL HDIBE L 2R 6 & E
R L, EEICHET S 2 &, SR MERT, BHEE T2 0 3aMEEZ T2
b s,
EMEORROEKRBRICE N T, BREEOAINBERER T REOER Tho72,  [7..
11.1.2 & ]
9.2.2 MEFBENPDESE
(BmEE)

DEI VB L, WET DA TME R OBE OREZ +2 1B LR bk e 1275 2
Lo FNCMENTIART L, a v, K, —BEOEBRIELRZEZTRBENLNDH
%, [11.1.2 28]
(BHELTFE)

M, O (NE7r %) ROBEOREZ +ICBEE LR o & 525G L.

HHEICHET S22 L, QMR MER T WVFRAMEZEZ TBEnnds, [7.. 11.1.2
M

(FERA)
VL. 10. () BEEERE)] OHSM

(3) FFireEEEE

9.3 MrHRElEEEE
DEINORG ZGT 57 BEEBEICKRG TS 2 & HERENEILT 28N RS 5, £,
EVERE D TN 2 D7 VT Z AR T2 Z e EEShTVWS, [16.12%
Y

(FERL)
VI 1. (2) BREREERCHER Snf=MmARE] . VI 10. Q) FEFEE) OHSN
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4) £ERREHI DF

9.4 £JEREEET HE
9.4.1 HIRT HA[REMED H B &M
HIRL CWAZEN BRSNS T O T vV U EBMBERILER LT oA T v
02 RAEFEGAIZE A L, BRI - BAER~ORE (BAR4, JEE - il - BOBMAE, 5
T4 RO LB HE SN T D 2028,
RENOEHAZINL S | AR OF J%E B8 U CARFIE G OB 2 HEICHRT L, 15F
EORIMENfERMEE BRI D LTSN D GEICORKETHZ L, o, BEPLER
GEIIIROTEEFHRICEET S22 L, [9.56 3]
(1) AHIF G-BHARTCER L TN Z L 2R D 2 &,
AEFEGH S, R L TORNWD L2 EMIMICHERT S 2 &, BEHEHRITERS T LT
BAEE, BEbicESERIETH 2 L,
Q) WDOFHIZOWT, AFIBEGFRMGRFICEFTICHIAT L2 L, £, BH5FHLEIS
a4 52 &,
ORISR R LI2GE . BB - BAERICREZ RITT VR85 2 L,
S HRURAVEI L2 U N D51, O ICH Y EICHRR T 5 2 &,
CIERAGHE T D5 A R, HYEICHR T2 &,

(5) 3Eim

9.5 147
B0 SUTATHR LT B ATREME D & 2 I PEICIT R G- L7 2 & B G- H AT R I L 7= 35
AIE EbICRG 2T 5 2 & IRTHIARORMICT AT o v TS E R
RIXNTT AT vy VBRI ER E 5 S B TRKRAE, B - FiER o
R, FAEROERIME, BAE, &4 U U AMAE, EEORMAEKOEKBEICL D
EHERI S D WU OYfE, BHHBEOLETE., MOIRIERENH &btz & ORERH 5,
(2.2, 9.4.1 Z/]

(6) 7L

9.6 #=ELIw

ALV EREE LW, T b O EY K ORI A 2 mfilfe 05925 &, 10
mg/kg/ B UL EORETHIERISKBIED I AERMAED 5N TND 29, R, T v FOIE
IRKRW DI, & D WIFIRAIN D IR K 25 LIz a, WTid 300 mg/kg/H THiA
TRAZKBEREDEEMAFED HI TV 5,
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(N MR

9.7 MR

9.7 1 RH/AEMKREIR, BrAERSIIFR (1R xR e LI AR OV et 2 4R &
U 7 BRI 50 L Ty,
9.7.2 S&ERIRAiE (GFR) 7 30mL/min/1.73m2 A O/NEEE %2 5t G &b U= B ik L OVE
VAR & UTZERRRBRIT 520 L Ty,

9.7.3 BHERE L OGN U U MEATEBERS BT 5 2 & /ANREO R ME CIEBE e R

D LM, FRT, BHREICEEE KITTIRIE GEEL BK) OBRFICARZ Y
THGAESCMIEN Y U MEE BRSNS D MO &R 2 5513EET
HZ e, [9.2.1, 10.2 ]

(8) EnE

9.8 EinE

—RITIBEDREETAFE L RN E ENTWVWD, IMEEEENEZDBZNNH D
(fifein)

VI 10. 3) &#r&) OHESM

7. tBE{EH
(1) BHEZRLZTDER

10. fHE{EFA

10.1 6tAREZ BFHELAZWI L)
KA % BEIRAEAR - H & 515 e - fERIR 1
TURF LT LR #ﬁ%im OB L= - T VTV R
T A = w)?Amf&Uﬁm;ﬁﬁmﬁ%%éﬂéﬂ%ﬁﬁ
CBERRIG BRI T 258, 2| ED U A 78NN HRE SN | H 5,
7ZL, MOBEEREEZIT>TH | T D,
hBlEDa L ha— L RNE
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CREOHSSCGE (201243 H)

Pregnancy

Pregnancy Category D

Use of drugs that act on the renin-angiotensin system during the second and third
trimesters of pregnancy reduces fetal renal function and increases fetal and neonatal
morbidity and death. Resulting oligohydramnios can be associated with fetal lung
hypoplasia and skeletal deformations. Potential neonatal adverse effects include skull
hypoplasia, anuria, hypotension, renal failure, and death. When pregnancy is detected.
discontinue ATACAND as soon as possible. These adverse outcomes are usually associated
with use of these drugs in the second and third trimester of pregnancy. Most epidemiologic
studies examining fetal abnormalities after exposure to antihypertensive use in the first
trimester have not distinguished drugs affecting the renin-angiotensin system from other
antihypertensive agents. Appropriate management of maternal hypertension during
pregnancy is important to optimize outcomes for both mother and fetus.

In the unusual case that there is no appropriate alternative to therapy with drugs affecting
the renin-angiotensin system for a particular patient, apprise the mother of the potential
risk to the fetus. Perform serial ultrasound examinations to assess the intra-amniotic
environment. If oligohydramnios is observed, discontinue ATACAND, wunless it is
considered lifesaving for the mother. Fetal testing may be appropriate, based on the week
of pregnancy.

Patients and physicians should be aware, however, thatoligohydramnios may not appear
until after the fetus has sustained irreversible injury. Closely observe infants with histories
of in utero exposure to ATACAND for hypotension, oliguria, and hyperkalemia. [see USE

IN SPECIFIC POPULATIONS (8. 4)]
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CRE DM IGE (2016 422 1) )
FDA ®73%4 : Pregnancy Category D
FDA ®/3%4
D : There is positive evidence of human fetal risk based on adverse reaction data
frominvestigational or marketing experience or studies in humans, but potential
benefitsmay warrant use of the drug in pregnant women despite potential risks.
CRIEIORASCE (202145 H) )

8.1 Pregnancy

Risk Summary
Candesartan cilexetil tablets can cause fetal harm when administered to a pregnant
woman. Use of drugs that act on the renin-angiotensin system during the second and
third trimesters of pregnancy reduces fetal renal function and increases fetal and
neonatal morbidity and death. Most epidemiologic studies examining fetal abnormalities
after exposure to antihypertensive use in the first trimester have not distinguished
drugs affecting the renin-angiotensin system from other antihypertensive agents.
When pregnancy is detected, discontinue candesartan cilexetil tablets as soon as possible.
The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or
other adverse outcomes. In the U.S. general population, the estimated background risk
of major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4%
and 15% to 20%, respectively.

Clinical Considerations

Disease-associated Maternal and/or Embryo/Fetal Risk
Hypertension in pregnancy increases the maternal risk for pre-eclampsia, gestational
diabetes, premature delivery, and delivery complications (e.g., need for cesarean section,
and post-partum hemorrhage). Hypertension increases the fetal risk for intrauterine
growth restriction and intrauterine death. Pregnant women with hypertension should
be carefully monitored and managed accordingly.
Pregnant women with chronic heart failure are at increased risk for preterm birth.
Stroke volume and heart rate increase during pregnancy, increasing cardiac output,
especially during the first trimester. Heart failure may worsen with pregnancy and may
lead to maternal death. Closely monitor pregnant patients for destabilization of their
heart failure.

Fetal/Neonatal Adverse Reactions
Oligohydramnios in pregnant women who use drugs affecting the renin-angiotensin
system in the second and third trimesters of pregnancy can result in the following:
reduced fetal renal function leading to anuria and renal failure fetal lung
hypoplasia,skeletal deformations, including skull hypoplasia, hypotension and death. In
the unusual case that there is no appropriate alternative to therapy with drugs affecting
the renin angiotensin system for a particular patient, apprise the mother of the potential
risk to the fetus.
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Perform serial ultrasound examinations to assess the intra-amniotic environment. Fetal
testing may be appropriate, based on the week of pregnancy. Patients and physicians
should be aware, however, that oligohydramnios may not appear until after the fetus
has sustained irreversible injury. If oligohydramnios is observed, consider alternative
drug treatment. Closely observe infants with histories of in utero exposure to
candesartan for hypotension, oliguria, hyperkalemia or other symptoms of renal
impairment [see Use in Specific Populations (8.4)]. In neonates with a history of in utero
exposure to candesartan, if oliguria or hypotension occurs, support blood pressure and
renal perfusion. Exchange transfusions or dialysis may be required as a means of
reversing hypotension and replacing renal function.
Animal Data

Oral doses > 10 mg of candesartan cilexetil/kg/day administered to pregnant rats during
late gestation and continued through lactation were associated with reduced survival
and an increased incidence of hydronephrosis in the offspring. The 10-mg/kg/day dose in
rats is approximately 2.8 times the maximum recommended daily human dose (MRHD)
of 32 mg on a mg/m basis (comparison assumes human body weight of 50 kg).
Candesartan cilexetil is toxic to rabbits. When given to pregnant rabbits at an oral dose
of 3 mg/kg/day (approximately 1.7 times the MRHD on a mg/m basis),candesartan
cilexetil caused maternal toxicity (decreased body weight and death) but, in surviving
dams, had no adverse effects on fetal survival, fetal weight, or external,visceral, or
skeletal development. No maternal toxicity or adverse effects on fetal development were
observed when oral doses up to 1000 mg of candesartan cilexetil/kg/day (approximately

138 times the MRHD on a mg/m basis) were administered to pregnant mice.

(2) T~ DETEIZET H1F®
AFIZBITD 9FEDOHREATLEEHTLER 9.6 KM OHOLFIUTOL
BYTHY, KEOWRMCERLHAR & I1THRD,

9.6 #=ELIR
ALV EREE LW, Ty b O EY R OBRFLINAH 2 mfilfe 05925 &, 10
mg/kg/ H UL EORETHAENIZKEE DR AEIEMAEO b TWD 29, ks, 7 v FOLE
IRKIND I, & D WA ORI AF Z G5 L2566, Wi h 300mg/kg/ H THIZAEN
[ZKBIEDBNASGRD LTV 5,

CREIORMCE (202145 A7) )
8.2 Lactation
It is not known whether candesartan is excreted in human milk, but candesartan has
been shown to be present in rat milk. Because of the potential for serious adverse
reactions in breastfed infants, advise a nursing woman that breastfeeding is not

recommended during treatment with candesartan cilexetil tablets [see Warnings and
Precautions (5.2)].
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CREOUSSCGE (202145 H)
8.4 Pediatric Use
The antihypertensive effects of candesartan cilexetil tablets were evaluated in
hypertensive children 1 to < 17 years of age in randomized, double-blind clinical studies
[see Clinical Studies (14.1)]. The pharmacokinetics of candesartan cilexetil tablets have
been evaluated in pediatric patients 1 to < 17 years of age [see Clinical Pharmacology
(12.3)].
Children < 1 year of age must not receive candesartan cilexetil tablets for hypertension

[see Warnings and Precautions (5.2)].
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