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I R DRHERIA D IS R + 6% D
BicHD. HA FI1 DHERETHES L7,

SEIVE R DRHERIA D TGS R + 6% D
FicHD. HA FI1 OHERETHEE U,

(50rpm. pH6.8+PS80)

100
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4mg TJGJ)
0 | | ]
0 60 120 180
B (59)
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HIERRTHD 10 9KV 120 72BN T, 51
EREUR| DT HRHIEERE OB R
+10%D&HEITHD . /T1 RT7A > DH|ERLE
IZHEE L7z,




BHEHORIEMEDOHIE (HOEHER)

o THIEHE (%)
mE i - ——
SERVE | RS RHERLA A BR LA HI5E
(rpm) (min) | AYT7THIVI U8 Amg | A2 THIVY U 2mg
[JGJ [JG/
pH1.2 | 120 0.6 1.2
B
pH4.0 | 360 0.0 0.4
20 49 6.2
pH6.8 \
360 10.6 9.9 b Erey
7K 360 1.6 2.5
20 pH1.2
Ppsso | 120 5.2 6.6
H4.0 e
P .
Tpsso | 360 6.1 74
pH6.8 | 20 44.1 48.2 "
+PS80 | 180 86.0 84.7
H6.8 10 34.4 435 \
100 | P e
+PS80 | 190 85.8 85.3 -
BHZEEORFMEDOHIE (ELDEBEHER)
. HE | EROBHR (%) AR L D
(rpm) | ™ oo N o o
(min) B/IME~ A fE +15%#8 | +25%7E
pH1.2 | 120 1.0~1.3 0 {& 0 & iy
pH4.0 | 360 0.0~05 0 1B 0 & ey
pH6.8 | 360 9.0~10.5 0 @ 0 & ey
7K 360 1.8~3.3 0 @ 0 & ey
50 pH1.2 .
tpsso | 120 5.8~7.3 0 {& 0 & ey
pHA4.0 - .
Ppaso | 360 6.8~8.0 0 & 0 & b Eray
pH6.8 N .
tpsao | 180 83.5~85.8 0 {& 0 & ey
pH6.8 N .
100 | Ppogo | 120 83.8~87.0 0 & 0 & b Eray
o

ABREA & ERERFI OB HEB ORISEUZHE L2 & 25, WITNOFERFFITENWTS B8
MR HRE OB EA O EMZNEEMSARA 1 BT ] OHEREITEE L T\,
PEX O, mBANIEMZRICEE L ARSI NT,



AOFHILI ViR dmg TIG] 12
[BRERROEMZNRIEEABRAT 1 BT L ED—HBEITOWT CF24%F2H29H %
BEEH 02205 1095)] 1T/,

BT | HAEFS —RelBEEnais OSFnE)
pH1.2 | BAEFE; BHERS 1K
pH4.0 | E7z Mcllvaine DFEERR
pH6.8 | BARES BEHHERE 2K
7K BHAZRFG BEK
BAEEY BHEES 1R
(pH1.2 12KV )uR—1 80 % 0.01%
(W/V) &)

i SR : - s
s #& 7z Mcllvaine DEER
RABeRA PHA0 | 01740 12K )b=— | 80 % 0.01%

pH1.2
o0rpm +PS80

PS80 vy
Heg | DAREES iEHEERE 2 B
Ppsso | (PHE.8IZHY Y L~— b 80 % 0.01%
(W/V) Wi
PHeg | EREEN WEiistEE 2 %

100rpm PS80 2%6\5/33 0{%1;“’)) VILR—k 80 2 0.01%

HERE 0 900mL  HER[OE : 12 X v)b
SOk | W7 ax NS5 4 —

- HIEEHE
[EI[:
(rpm)

BRI HIEEHE

pH1.2
pH4.0

pH6.8

X HE SN BRI U T BRI 0D IV e A eI ) S
YV HER + 9% D &I B Do
50 pH1.2

+PS80

pHA4.0
+PS80

H6.8
fpsgo BERIR DIIGIEHED 40% KT 85% T DE X7 2 FERITH N T,
SR 0D P S HVEE BRI ) TGV HEE + 1 5% DEEEHIC 5 B v
100 5151868% i3 12 BB OEIE 42 DA ETH D,




- FBRIGR

(50rpm. pH1.2)

(50rpm. pH4.0)

100 | 100
~80 F @80 o HUTFHNI Y PLFbFIVEE
Se0 | o AVTHNIY YLFEFL <60 4mg TJGJ
5 ﬁélmg [JGJ %@40 N,
3340 e . 4me) gg e fEEEMIE (Al 4mg)
B, | * 90

0 0

0 20 60 90 120 0 60 120 180 240 300 360
B (59) BfRE (99)
HIERRTH D 120 FITHNWT, HEBRHA D | HIERFRTH D 360 7ITH N T, HEREAID

SEE HROMEHESRIE O EHFEHE 9% D&
FlchHD., HA1 RI714 DOHEREITEE L7,

SEIE R D EFRHERA O IE R + 9% D&
Bz, A1 FI1 L OHEREEITEE LTz,

(50rpm. pH6.8)

100 +
2 80 ¢ )
S o AVTHNI Y YLFEFI
M 60 $Ed4mg [JG)
H 40 —eo— FHERIA] ($EAI. 4mg)
20 +
0 @®**® ‘ e ‘ ‘ by
0 60 120 180 240 300 360

iSiE1Gz))
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100 +
3 80 - —o—HVTYNY Y YUFEFIVEE
H 40 + —eo— 1ZHERUA] ($EAI. 4mg)
pl
20 -
0 emme-e-e . ®
0 60 120 180 240 300 360
e (99)

HERRTH D 360 TiTHWN T, FABREAID
IV R DRHERIA D TGS R + 9% D&
BicHD. HA FT1 2 DHERETHESG L7,

HERRTH S 360 iz W\WT, HEREAID
SEHEE R HMEHERIE D SEIFEH R + 9% D&
FICHD. A1 K514 OHEREITES L 2.

(50rpm. pH1.2+PS80)

(50rpm. pH4.0+PS80)

100 | 100
~80 ¢ =80 o AVTHNIY PLFFIL
< o AVTHNI Y YLFLFIVEE S
~ 60 4mg 1G] = 60 $e4mg [JG)
% 40 e A (5EAl. 4mg) % 40 e s (A, Amg)
| &,
0 cesee—o—o—o ‘ . ) gmeee — o e
0 30 60 90 120 0 60 120 180 240 300 360
BFE (49) BEE (99)
HIERRTHD 120 71BN T, HEBEAID | HIERFRTH S 360 TN T, HEHHF D

I R DRMERA D IS R + 9% D
BFicHD. HA FI1 OHERMETHEEG L 72,

I R DERHERIAI D TGS R + 9% D&
FIiCHD. HA FI1 COHERETHEE L .




BEE (%)
N A O ®
S © o o

o

100 +

(50rpm. pH6.8+PS80)

—o0— NYTHNY Y YUFEFIVEE
4mg [JGJ

—o— IEYERYA ($EAl. 4mg)

60 120 180 240
wef (99)

(100rpm. pH6.8+PS80)

100 ¢t
~ 80 |
S
% 60 —o0— HITHIVE Y YL FEFIVEE
%é[[ 40 + 4mg [JGI
20 ¢t o fEMEBE (§EA. 4mg)

0 ‘ ‘ ‘
0 60 120 180

e (97)

HIERRTH D 20 7750 180 73THN T,
EREIE D S I9VE H R DR HERIF OO ST ¥E HH =
+15%D#EFICH O HH1 KT > DOHIERYE
c:’_i@ébﬁ?o

=

HIERR T D 15 57 K%U 120 7312680 T, &
BREUE DN I9VE H R DR HE A D S E H =R
+15%D&EHEITH D /71 FTA1 »DHEEE
c:i@%bf\?o

BHEHOFRLMEDOHIE (FIEHE)

- TR (%)
_ rE R
OER | s | mR | B $lE
rpm (min) | EMEEE GEFl. 4mg) | A THILY U 4ng
rJGJ
pH1.2 | 120 0.6 0.6 Ea
pH4.0 | 360 0.1 0.0 EE
pH6.8 | 360 8.9 10.6 e
7K 360 14 16 EE
50 pHI1.2 .
Ppsso | 120 5.6 5.2 e
pH4.0 B
Poago | 360 5.8 6.1
pH6.8 20 38.3 441 e
+PS80 | 180 84.9 86.0
H6.8 15 390.6 472 \
100 | .
+PS80 | 190 843 85.8 -

ERERIA & R RA OFITE LR IR U7 & 2AH. WITNDOHBFRFITENTE [REERER
DAEMZRIREEHABRT A K1 2] OHEREITHES L T\,
PAE& D, BREERF & HBREA OB HES OFLMEIER S iz,




AOFHILIVEE 8mg 1G] 19
[BRERROEMZNRIEEABRAT 1 BT L ED—HBEITOWT CF24%F2H29H %
BEEH 02205 1095)] 1T/,

BT | HAEFS —RelBEEnais OSFnE)
pH1.2 | BAEFE; BHERS 1K
pH4.0 | E7z Mcllvaine DFEERR
pH6.8 | BARES BEHHERE 2K
7K BHAZRFG BEK
BAEEY BHEES 1R
(pH1.2 12K V)= 80 % 0.1%
(W/V) &)

i SR : - pows
s #& 7z Mcllvaine DEER
RABeRA PHAO | 0174 0 (e KD Vb~ — k 80 % 0.1%

pH1.2
o0rpm +PS80

PS80 vy
Heg | DAREES IEHERE 2R
Ppsso | (PHE8 TR LN—1 80 % 0.1%
(W/V) ¥
PHeg | EREE st 2

100rpm PS80 E%I]—}E\Sg 6{%%“[\];) VIVR—k 80 2 0.1%

FBRRE | 900mL  EFEREE @ 12 Xl
I | WEZ a5 T 10—

- e
oy | e i
pH1.2

PHA0 |4\ xn - ABIRIC BTy SBRBIH ) T i S EHE R ) T
DHES | MR I%BOBEICH B.

7K

50 PHL.2 | jmsemuz) hvi8 e & N7~ HERESREIC 5517 D FEEHERD 1/2 OFHEEH
PS80 | Rk, ROHE SN A-RBEEIC BN T, RBREEIOD
pHAQ | FIGHE S EREmA OSIWEIHE+ 9% DRI H B0, 3 2 B
1PS80 HOEN B3 LI ETH 5,

pH6.8
+PS80 | s O SEHIEH R 60% K T 85%FHIE & 73 472 2 Bz
WC. SRERBIRI O A% SR HYEEESIF O STV HIZE + 1 5% D#EIFA IC
pH6.8 | HDH Xid f2 BIMOME 42 Pl ETH %,

+PS80

100




- FBRIGR

(50rpm. pH1.2)

(50rpm. pH4.0)

100.0 100.0 +
~ 800 800 |
€ oo o AVTHNI Y YLFLFIER g . o AVTHNI Y YLFLFIVER
B 8mg [JG/ B0 8mg [JG]
& 400 o EEESIA] (351, SmE) BACO e el Sme)

20.0 20.0

0.0 @ 0.0
0 30 60 90 120 0 60 120 180 240 300 360
B (99) B (99)
HERNRTH D 120 7ITHBNWT, SHERHFND | HIERFRTH D 360 FITHWNWT, sEREAFID

I R D ERHERF O IGE R £ 9% D&
BicHO. A1 FI741 OHEREETEE L 72,

YA R D ERHERF O IE HER £ 9% D&
FIcHD. A1 FI4 OHEREEITEE L 72,

(50rpm. pH6.8)

(50rpm. 7K)

100 100 |
g 807 o AVTHNI Y YLFLFIVEE g 80 o NVTHNY Y LLFUFIEE
% 60 | 8mg [JG/ 60 8mg [JGJ
=40 ¢ —e— EEMESUF| ($%Al. Smg) 240 e fmEMF (3%7l. Smg)

20 + 20 |

0 e ® ; b d : I hd
0 60 120 180 240 300 360 O e o0 150 210 300 %0
R (99) B (99)
HIERER TH D 360 FITHNWT, HBEHA D | HERFRTH D 360 77ITH N T, REREAID

YA R D ERHERF O IE R £ 9% D&
EicH O, A1 FI1 OHEREEITEE L 72,

YA R D ERHERF OB =R £ 9% D&
Bz, A1 FI1 L OHEREETEE LTz,

(50rpm. pH1.2+PS80)

100 |
—o0— NVTHIY Y YUFLFIVEE
3 80 8mg [JGI
<60
B —o— 1ZUERUF| (§EH. 8mg)
1740
s 20 o —9
0 w \ ‘ ‘
0 30 60 90 120
R (99)

(50rpm. pH4.0+PS80)

100
—o— AVTHIVI Y TLUFEFIVEE
3 80 8mg JGJ
o
% 60 —o— IEHERIA| ($EH]. 8mg)
3 40 |
O ' L L

180 240 300 360
iSiE1NG))

60 12

HIEERTHD 15 KU 120 72BN T, 51
BREUH O V8 H R N IZERE| O B R
+9%DEHIZH D . HA RT1 DHEEEE
IZ#EE U7z,

HIERFRTH D 45 750 360 57T HWN T, &
BREUH O VA H R DN ZHERIF O SF v R
T9%DEFHIZH D, HA RTA DHIERLE
IZEE U7z,




(50rpm. pH6.8+PS80) (100rpm. pH6.8+PS80)

100 + 100
580 < 80
~ 60 | —o— AVTHIY Y VUFLFIVEE ~ 60 o AVTFHLYY VLEVFIEE
% 8mg JG) i '
5:5 40 g 343] 40 8mg [JGIJ
F20 1) e mmm Gem. sme o0 | f —emwmm G smp)
O I I I | O L I ]
0 30 60 90 120 0 30 60 90
B (9 B (90)

HIERNRTHS 15 K0 30 FicdNWT, & | HIERRTH S 10 7 Kk0 20 7icdW\WT, &
BREIA D SEGE H R AR RF O SITE HE | BREEI O E HEDZEERE O IGE R
+15%DEFHIZHD. HA R4 > DOHEREE | +15%DEHFEICHO. H1 RT71 DY EREYE
IZHEE L7z, IZHEE L7z,

BHEHOFRLMEDOHIE (FIEHE)

. TSR (%)
~ rE
[E1]: g SUERV (=35 BRI Y E
(rpm) (min) | BEESYE GEAl. 8mg) | H>THILY Vi 8mg
[JG]
pH1.2 | 120 0.0 0.2 i
pH4.0 | 360 0.0 0.0 i
pH6.8 | 360 5.2 5.7 i
7K 360 0.7 0.9 i
19 | 15 11.5 7.2 \
50 | Plag S
+PS80 | 120 233 247 -
pHA0 | 45 12.6 14.1 -
+PS80 | 360 25.7 27.2
pH6.8 | 15 e 03.7 e
+PS80 | 3¢ 86.8 90.5
100 pH6.8 10 54.7 62.5 .
+PS80 20 91.2 93.9

EHERA & SBREA OIPEHERZ R L2 & 25, WINDFEBRFEFTEN TS [RREERRD
DAEMZRIREEHBRT A K1 2] OHEREITHES L T\,
PAEX D, FHERFE & HBREA OB LS OB R S N,



NUFHILI Ve 12mg MG 19
[ REERDEYZNRZSERRA 1 B 51 VEN—HBREICONT (FR24E2H298 %
AR 0229 55 10 8) | 1205,

BT | HAEFS —RelBEEnabs OSNFnk)
pH1.2 | BAZEFE; BHERS 1K
pH4.0 | &7z Mcllvaine DFEERR
pH6.8 | BARES BEHHERE 2K
7K BHAZFG BEK
BAEEY BHEES 1R
(pH1.2 12K YV )bR— 1 80 % 0.1%
(W/V) &

i SR : - s
2 #& 7z Mcllvaine DEER
RABeRA PHA0 | (154 0 1c KD LR— |k 80 % 0.1%

pH1.2
o0rpm +PS80

PS80 vy
Heg | DAREES iEHERE 2K
Ppssg | (PHEBIZHRY LR~} 80 % 0.1%
(W/V) ¥
PHeg | EREE WiistEs 2

100rpm PS80 E%I]—}E\S/;S 6{%!}”[\]‘)) VIVR—k 80 2 0.1%

ABRIRE © 900mL  FEREE - 12 Xl
I | BEZ O TS T 10—

- e
oy | e i
pH1.2

PHA0 |4\ xn - ABIRIC BTy SBRBIH ) T i S EHE R ) T
DHES | MR I%BOBEICH B.

7K
50 PH1.2 | vz pssise & N 7- REREREIC 3510 2 FHEEHRD 1/2 OFHEH
PS80 | R, ROHESN-HBEEIC SN T, RBREHO
PHAO | TAEHEA BRSO ISR + %D H B, X 128
1PS80 HOEN B3 LI ETH 5,

ERHERIA OISR 40% K% U 85%MEDEH 4 2 BT W T,

PHOS | smatsl) T iis s B AN T 5 £ 5% DRI 5 B 0,
Y 2 B DEN 42 LA ETH 5,
g | EEERAIDTAELED 60% KU 85%(HE & 1 b 2 BRI H
100 | PHSB 1\ e o TR o E A TS 5 | 5% I

DB, X3 12 BBOMEN 42 A ETH %,




- FBRIGR

(50rpm. pH1.2)

(50rpm. pH4.0)

1000 | 100.0 +
_ 800 | 800 ¢
S 2 o RS S
g 60.0 —o— NV THNY Y PUFEFIVEE 5 600 | ALTING Y JVFEFIVER
% 12mg [JGJ %_13: 400 12me 16
el e mEERAE (5tAl. 12mg) ' —eo— RIERA (Al 12mg)
20'0 L 20.0 r
0.0 ¢ 0.0
0 P P 9% 1% 0 60 120 180 240 300 360
B (59) Wi (07)
HIERRTH D 120 FITHNWT, fBEHA D | HERRTH D 360 7ITH N T, AEREAID

I R D ERHERF O IGE R £ 9% D&
BicHO. A1 FI741 OHEREETEE L 72,

YA R D ERHERF O IE HER £ 9% D&
BIzcHD. A1 FI1 L OHERMETEE LTz,

(50rpm. pH6.8)

100.0 +
3 800
< o HUTHINEY YL FLFIEE
¥ 60.0
a&g 12mg [JGJ
o400 e fEMERUA GGEFl. 12mg)
20.0 +
0.0 aERS-0-0—— ¢ ‘ ‘ .
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(50rpm. 7K)
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¥ 600 ¢ 12mg [JG)
¥ 400 | ‘
—e— FREERSH] (§EAI. 12mg)
200 |
0.0
0 60 120 180 240 300 360
B ()

HERRTH D 360 TITHWN T, FBREAID
I R DRIERA D GYE R + 9% D
BicHD. A FI1 DOHERETHESG L7,

HERRTH D 360 TITHN T, FBREAID
I R DRHERIAI D TGS R + 9% D&
BHicHD. HA FI1 OHERECHEE L.

(50rpm. pH1.2+PS80)
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BREUR D VA H R N IZEEBIE| O B R
+9%DEHICH D, HA1 KT DY EEE
IZEE U7z,

HIERR TH D 30 7K 360 732N T, 3
BREUR O VS H RO ZHERIE O SF B R
+O%DEFHIZH D, HA RT7A1 o DHIERLE
ZHEG LTz,




(50rpm. pH6.8+PS80)

100 | ° ° °
% 80 |
% 60 - o AVTHII Y VUFLTFIVEE
40 L 12mg JG)J
peal
20 — o FEEEHF (354, 12mg)
0 L L L )
0 30 60 90 120
BERE (4

(100rpm. pH6.8+PS80)

100
~ 80 t
e
Q 60 | o AVTHNIY YL EuFIEE
3 40 | 12mg [JGJ
el
20 + — o ITMEHIK ($HI. 12mg)
O L L )
0 30 60 90
B (99)

HERRTH S 15 KU 30 BN T, &
BR LA D S IVE H =R DT HERIF D SFIGE =K
+15%DEHEICH D 1 FT41 > DHIERE
cZi@ébon

HERRTH S 15 7 KU 20 BN T, &
BRELA D S IVE H R DFE A O SEI9¥E H =K
+15%D&EHEITH D /71 FT7A1 DHEEEE
Ciiﬁébfzo

BEHEEOELMEDHE (FEEHE)

REEHERIF & BRI OSBRI LT & 2

sl SEAVEHIR (%)
— rE
OB s | wA |  atma s
pm (min) | E¥ESA] GEAl. 12mg) | #>THILY V8t 12mg
[JG)
pH1.2 | 120 0.0 0.0 EE
pH4.0 | 360 0.0 0.0 EE
pH6.8 | 360 3.5 43 EE
7K 360 0.4 0.5 EE
H1o | 10 9.2 3.3 \
50 | Piag e
+PS80 | 190 16.4 175 -
pH4.0 | 30 9.7 7.9 .
+PS80 | 360 18.3 19.3
pH6.8 15 47.0 46.7 .
+PS80 | 30 80.3 84.9
100 | pHes | 15 61.8 77.3 oo
+PS80 | 90 78.1 89.8
° ﬁ"n%ﬁ%

5. WINDOFHBRFHITHENTH [HERREERER

DAEYZRREEHBRT A K1 > OHEREITHEEG L T,
PAE& D, FHERFE & RBREA OB HES ORI R S N,




[AHE RN DEE ]

7 THIVY V8 2mg/4mg/8mg/12mg [JG] 1. BAEFAEERERITED SNIA T

YIVY L Y UFEFIVEEOBHBRRICGESG L TWA Z EAERIN TN D,
HEGE | HE —REEBREBEEEE ONRIUE)

aBRSM | OlEs% : 50rpm #BRKR RV V)V —b 20 1g 2Kz MA T 100mL & L7
W FERE - 900mL

otk | REZOX NI T T 4 —
BHRRE | 45 ofE. 75%LLE

. EYSHEERE
B=19224%
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V. BEICEIHIEH

1. SHEEXIIZHR
<HYTHIE U8 2mg [IGL. A THIVEY U8 dmg [JGl. A THIVEY 8 8mg [JGI.
A2 THIVE V8E 12mg [JG] >
5 I EAE
BEEM S MTIE
<HYTHIVE U8 2mg [IGLl. B> THIVEY U8 dmg [JGl. A THIVEY 88 8mg [JG]
>
TEORET, ToIFT oy U RMBEREER DR SMEY Th\WEE
Bitore (BE~FEHIE)

| (3hhE - SRICBEET HER LT
B EZDRE

SRS NTES T, KFlZ. ToIFT 0y U RRBERHER N OT &L THR5T |
52 LzFHI T 5,

Q) T IFT oy VEBEREZEROMRLN D2 BB IR T 2ABOERNE R OREME.
WNTT > IF T >y R ERERAER & AR 20 L 72 BEa 0B R ORISR X
DTN,

2. RiERUHE
<HITHIWE U8E 2mg [IGl. H>THIVE Vi dmg [JGl. > THIVE »iE 8mg [JGI.
A2 THIVE 8E 12mg [JG] >
5 I FAE
A BE. BRAIIE T B1IEAYTHIVY Y YUFEFIVE LT 4~8mg #REOHFS L.
MEITIGU 12mg £ TEET D, 2L, BEEZH#SHGITE. 1 H 1 B 2mg » 5%
520 BREITLGU 8mg £ THEET 5,
INR EE. 1AL 6meRmO/NRIZIZ I B I A THIVY Y Y LUFEF)IVELTO0.05
~0.3mg/kg =R 57 %,
WE, 6 R EO/NRITE I HIEAYTHIVY Y Y UFEFIVELT 2~8mg Z#%
5 L. BEITSHU 12mg FTHEET 5, 2L, BEZEZMHE> 548 I2F. BAEN
SEREZHBL. BKEITGUT8mE £ THEET 5,
BEEEM S MTE
WE, BAIIZTIHIEATHIVY Y Y UFE2F)VE LT 2mg »oROFSZHBL. 4
HITHU 8mg £ THEET %,
<HI THINE U8E 2mg [IGl. A THIVY V8 dmg [JGl. B> THIVY v 8mg [JG)
>
TEDORRET, T IF T vy VU EHERHAER DR SMET TrW5E
B ORE (BE~rhSIE)
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2. EE{EH
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1. MEEDHER - BIEE
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SRl L
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AT G (ﬁy?ﬁm&gﬁyu#t%w 16 5.3
12mg [JG] ¥ L 12.0mg) +1.1
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(3) ERFREHER ClEsR S NIl E
(G7ELNEEkE )
AUFYILI VEE Amg TIG] 17
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HIENT A= SENTA—F
AUC, .5 Cmax Tmax T
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(ng-hr/mL) (ng/mL) (hr) (hr)
ATV
8mg [JG) 869.62+187.17 | 85.35+£19.85 46+1.3 7.0+2.1
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(1) HARZE ZDEH
B2=192-4%
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BEEEFRDIE®R T DB TN D
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EGIZdRGE2PIEL, BURMEZITS 2L,

ZDfteDEIVEF
SEEDES
A N
i@ & R | BB, BB, BB, K. HESERE
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DIFEC. FERDEIE, BAE., &4 7 LIME., BEDEBAAERUOFEKEVIEICL S
LRl N DU OME. BEEEEOLE. MOBERAEND Sz & D|REDDH D, ]
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BT B Z &,

- FEIRFUCARI ZFER L7258, BR - FIERICHELZRIZTV A RNH D &,

o IIRDVHIBA L 7= IO N DB H L. EONTHYEITHAET 52 &,
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FDA : Pregnancy Category D

ADEC : Pregnancy Category (An Australian categorisation of risk D
of drug use in pregnancy)

5E | TEDOER
FDA : Pregnancy Category

D:

There is positive evidence of human fetal risk based on adverse reaction
data from investigational or marketing experience or studies in humans, but
potential benefits may warrant use of the drug in pregnant women despite
potential risks. Example drugs: lisinopril, alprazolam, losartan, clonazepam,
lorazepam

< https://www.accessdata.fda.gov/drugsatfda_docs/label/2016/020838s
0391bl.pdf > (2019/8/29 77+ R)

ADEC : Pregnancy Category (An Australian categorisation of risk of drug use
in pregnancy)

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.

< https://www.tga.gov.au/prescribing-medicines-pregnancy-database >
(2019/8/29 77 1 R)

(2) /NRICBE T 2¥BIHEH
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tH g ELEHANE

KEDHRME | 2 DOSAGE AND ADMINISTRATION
(2016 2 A) *

2.2 Pediatric Hypertension 1 to < 17 Years of Age
ATACAND may be administered once daily or divided
into two equal doses. Adjust the dosage according to blood
pressure response. For patients with possible depletion of
intravascular volume (e.g., patients treated with diuretics,
particularly those with impaired renal function), initiate
ATACAND under close medical supervision and consider
administration of a lower dose [see Warnings and

Precautions (5.3)].

Children 1 to <6 years of age: The dose range is 0.05 to 0.4
mg/kg per day. The recommended starting dose is 0.20
mg/kg (oral suspension).

Children 6 to < 17 years of age: For those less than 50 kg,
the dose range is 2 to 16 mg per day. The recommended
starting dose is 4 to 8 mg. For those greater than 50 kg, the
dose range is 4 to 32 mg per day. The recommended
starting dose is 8 to 16 mg.

Doses above 0.4 mg/kg (1 to < 6 year olds) or 32 mg (6 to
<17 year olds) have not been studied in pediatric patients
[see Clinical Studies (14.1)/




tH g SLEHANE

KEDWME | An antihypertensive effect is usually present within 2
(2016 & 2 A) * | weeks, with full effect generally obtained within 4 weeks
of treatment with ATACAND.

Children < 1 year of age must not receive ATACAND for
hypertension.

All pediatric patients with a glomerular filtration rate less
than 30 ml/min/1.73m?should not receive ATACAND
since ATACAND has not been studied in this population

[see Use in Specific Populations (8.4)).

5 WARNINGS AND PRECAUTIONS

5.2 Morbidity in Infants

Children <1 year of age must not receive ATACAND for
hypertension. Drugs that act directly on the renin-
angiotensin system (RAS) can have effects on the
development of immature kidneys.

8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

Neonates with a history of in utero exposure to
ATACAND: If oliguria or hypotension occurs, direct
attention toward support of blood pressure and renal
perfusion. Exchange transfusions or dialysis may be
required as a means of reversing hypotension and/or
substituting for disordered renal function.

The antihypertensive effects of ATACAND 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 ATACAND 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 ATACAND for
hypertension /see Warnings and Precautions (5.2)].

%1 : < https://www.tga.gov.au/prescribing-medicines -pregnancy-database >

(2019/8/29 7 7t X)
Hi Bt SLEAS
REDRMMIXE 4.3 Contraindications

(20194 4 A) *2 | Children aged below 1 year (see section 5.3).

4.4 Special warnings and precautions for use

Use in paediatric patients including patients with renal

Impairment
Amias has not been studied in children with a glomerular

filtration rate less than 30 ml/min/1.73m? (see section 4.2).




tH g ELHANE

RKEDRMNE Hypotension

(2019 4 A) *? | For children with possible intravascular volume depletion
(e.g. patients treated with diuretics, particularly those with
impaired renal function), candesartan treatment should be
initiated under close medical supervision and a lower
starting dose should be considered (see section 4.2).

% 2 : < https:.//www.medicines.org.uk/emc/product/1355/smpc > (2019/8/30
77 tR)
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