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E&E (%) (95.0~105.0)| 101.4 101.8 102.0 101.0 99. 1
@ﬁ*lm) (40N LI _E) 90 91 91 94 93
PR (BEOZAOVAT ] oy | ke | sy | BN | Sk
—7 4 V§E)
g (%)
o549 (RRT2.4, 0.5%LLTF) fﬁtﬂﬁiﬁf 0.03 0.03 (0,02)\ 0.03
wgm% (RRTO. 3. 0.2%LLF) RS | BT | T | jRiifed | R
T S - (RRT1.5. 0.2%LL°F) (0.02) (0.02) (0.02) (0.02) 0.03
B it (GRE1. 0. 1%L TF) (0.02) 0.03 0.03 0.03 0.03
(¥, 1. 5%211<) 0. 00 0. 06 0.06 0.03 0.09
e (15 4 85%LL 1) N RN FEE N RSN N
Ei (%) (95.0~105.0)| 101.4 104.0 103.6 103.2 103.2
MEAE* (N) (40N LA F) 90 51 52 52 53




V. &¥IIZBE9 HIEE
RS ERIE B BHAGHEE 10 Flx-hr | 20 5 1x+hr | 30 55 1x * hr
PR (BEO 7 4 L=
g ik ik KN KN
HHxwE %)
(RRT2. 4, 0.5%LLF) | MHiEd 0.05 (0.02) 0.03
10001x (RRTO. 3, 0.2%LLF) | Bt i iR 9T T
Y | %R - (RRT1.5, 0.2%LL°F) (0.02) 0.03 0.30%*2 0.48%*2
R CRZn. 0.1%LLF) (0.02) | (0.01) ~0.03|(0.02) ~0.090.03~0. 17*?
(i Bz, 1 5%LL ) 0. 00 0.11 0.62 1.24
mmr( 5y 85%L4 |) N SN iadd) SN
& (%) (95.0ﬂv1o5.0) 101. 4 101. 1 98.5 97.9
@%E%*l (N) (40N LA 1) 90 75 68 72

*1: A

*2 0 BRESE

ERNREF AL LSE 2mg TZE] 7

TRAFSRAT: Y B LAl 2 1 & H 2 & A 3tEA
PER (2K 9 TV
DEFEAY 7 L bha— | BN N KN kN SN
T4 v T BE)
taimE (%)

L0-+£9°C (RRT2. 4. 0.5%LATF) R 0. 04 0. 04 0.07 0.09
| e (RRTO. 3, 0.2%LLTF) BRHHET | e | BT | e | ey
S S esa | (RRTL5. 0. 2%ELT) (0.01) | (0. 02) | (0. 02) 0. 03 0.03
A CRA. 0. ThEL R BHET [ BT R | Rbed | g

(fak:, 1.5%LLTF) 0. 00 0.04 0. 04 0. 10 0.12
RHPE (15 43 85%LA L) o) N KN SN FRES N
ER (%) (95.0~105.0)| 100.3 100. 7 99.8 100. 3 101.3
ﬁ%f“*l (N) (50N LA |) 86 81 83 83 85
PEIR (2K 9 T WVEIRE
DOEFEAY 7 4 L ha— | BN HikEHN HiAEN FAEN ik
T4 T BE)
EixmE (%)
25+2°C (RRT2. 4, 0.5%LLTF) R 0.03 (0. 02) (0. 02) 0.03
- 7545%RH | (RRTO. 3. 0.2%LLF) BT | e | BT | s | e
W - (RRT1.5. 0.2%LLF) BT | T | T | R | e
B ik CRA, 0. 1%L F) BT | R | T | e | e
(kak, 1.5%LLTF) 0. 00 0.03 0. 00 0. 00 0.03
WM (15 5 85%LL F) ik ik HiAE N FAEN ik
ER (%) (95.0~105.0) | 100.3 101.1 101.6 103. 2 100.5
et (N) (50N BA I) 86 49*? 48%2 49%2 50
RAF S AR E BAAGEE | 40 5 1x - hr | 80 /5 1x « hr [120 )5 1x « hr
PEIR (T 9 T WVEIRE
DEFEANY 7 4 b La— HiEN HN KN N
T4 T EE)
100015 HixmE (%) ‘

% | e - (RRT2. 4, 0.5%LLF) | Wt (0. 02) 0.04 0.03
o (RRTO.3, 0.2%LLF) | Bt R g T g
AR (RRT1.5, 0.2%LLF) (0.01) 0.07 0.11 0.21%?

(GRZn, 0.1%LAF) (0.02) |(0.01) ~0.04| 0.05~0.09 |0.11~0.15*?
(ke &, 1.5%LAF) 0. 00 0.11 0.45 0.75
TRHPE (15 4y 85%LA 1) Sida) ki) ida) HikE N
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RELER VAR EOREMN
34 LA

fuF & DEER L (WMEIEFHIEL)
A% LR

10

Ew (%) (95.0~105.0) 100.3 100.3 100.5 100. 8
fEEE* (N) (50N LA F) 86 57 56 65
1: %14
%2 KA
ERNREFUHILS D LSE dmg TZE]
RAFSAME BRI H B bl 2 T 1 & A % H 3fEA
PEIR (2K 9 T WVEIRE
DEFAANY 7 4 ba— | HEN KN HEN HEN KN
T4 T EE)
taiE (%)
104 2°C (RRT2. 4. 0.5%LLTF) iR 0.04 0. 05 0. 07 0. 10
B | (RRTO. 3, 0.2%LAF) BHES | BT | ST | s | e
e S | (RRTL5, 0.2%LLF) (0.01) (0.02) (0.02) 0.03 0.04
A (CR%n, 0.1%LLF) (0.02) 0.03 (0.02) 0.03 0.03
(fa&. 1.5%LLTF) 0. 00 0. 07 0. 05 0.13 0.17
WHME (15 43 85%L4 1) iida) RN FEN FAE N iida)
ER (%) (95.0~105.0)| 99.3 100.5 100. 6 100. 0 100. 6
@%f“*l (N) (50N LA 1) 97 98 104 100 97
PR (2K 9 T WA
DEFAANY 7 4 ba— | HEN BN KN BN M
T4 T EE)
EixE (%)
25+2C (RRT2. 4., 0.5%LTF) (Eaincach 0.03 (0.02) (0.01) 0.03
g 75+5%RH | (RRTO. 3. 0.2%LLTF) e | s | BT | R | e
S (RRT1.5, 0.2%LLF) BT | R | T | R | e
BA ik CRA, 0. 1%L F) (0.02) 0.03 0.03 (0.02) 0.03
(e, L 5%211?) 0. 00 0. 06 0.03 0. 00 0. 06
TRHE (15 4y 85%LA4 1) ki) BN KN BN HEEN
Ew (%) (95.0ﬁv1o5.0) 99.3 101.1 100. 2 100.9 101.5
et (N) (50N BA ) 97 54 55 57 55
PRI AERIEH B AR HF 40 55 1x +hr | 80 )5 1x * hr [120 J7 1x-hr
PEIR (2K 9 TWVEIRE
DEFRAND 7 4 )L a— ik KN HikEN HiksEN
T 4 T EE)
HixE (%)
(RRT2. 4, 0.5%LATF) R 9 (0.02) 0.03 0.03
" gggglx (RRT0.3. 0. 2400 F) | WS | BRHET | BRHET | RHET
L (RRTL. 5, 0.2%LLF) (0.01) 0.08 0.17 0.21%
AT CGREn, 0. 1%L TF) (0.02) (0.01) ~0. 04| 0.05~0.08 | 0.05~0.09
(B, 1.5%LATF) 0. 00 0.12 0.43 0.50
WHME (15 43 85%LA 1) ik ida) k&N ik
Ew (%) (95.0~105.0) 99.3 100. 8 99.5 98. 1
g >t (N) (50N BA |) 97 87 90 94
*1: &M
* 2 JRMESL
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9. BHM

() BAERAEEREFDOBRBICHT 2EEM

s HRABRTE
H AR R 7 —fialBris -
ABRSRE B R A
B
kBRI A

W N RE
50rpm

900mL

W E ks a~ b7 T 74— (ERE : 2450m)
R ARANTLL T OMRICE A Lz 07,

HR5E4 R EFH T =
B HRAFF VT AEE ImgZE]
B2 NRNAEF T BEE 2mg [ ZE 15 45 85%LA I
B HIRAHF VT AEE dmg T ZE]

(2) BHEBICETSEAEMN

(& RS 5270 5% 1 B TR O AW AR BB T A BT A4 > ) (CFRk 24 4 2 ] 29 B3R A
J& 0229 75 10 7) (ZHEV, AEGRBRZIT o 72,

EZNRAF2HIL 7 LsE InglZE)”

AR A VX NZABEF T 7 LEE Img[ZE)
A ALK EHNRARF L H LT LEE 2mg [ 7E)
L5 75 B K HE C k%
SEE H AR 7 — kBt - B X Rk
BRI 900mL
IR 37+0.5C
[EIL %0 50rpm (pHI. 2. pH4.0, pH6.8, 7K)
g pHL. 2: A AHEJR 1 OV B 1 ik
¥ PH4. 0:0.05mol/L U MK —F U 7 AL 0.025mol/L 7 = % M
% BRI T pH4. O ICFREE L7 b D
pH6. 8: H ASE 7 7 O ¥ HFERE 2 ik
7K
SEIEERRmM |7 L
AL D SRS RS 85% & 4B 2 1= TR T &%,
FEAERUEI 3 15 43 LANIZ Y 85% L Bias 9~ 54554 ¢, BREIHIN 15 4y
DINIZ ) 85%LL E¥R T2 28, UL 15 3B 1) 2 ilBRERE o SEH A
HH SR AR AERUAR O SRS HH R = 10%DFHHIC H 2 6
) E H e (il = DFRHI=R)
T HERLF 0 SELIER =A% 85% L) 1T 5 & & | BBRELHKI 0 L H
RAIWOFHEEZ DO 12 fHF 1 ELLTF T, £25%DFiH %2 8
DB HDNIRUN,
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L Ny EEELLS - ALLLLLLLLLLLLL L L ™) 100 | A
B go | R I
0 § 80
* 60} £ ool
?{? 40 % 40
—e8  EANREFUHILY D LEEImg ~ —e  EFANRAFUHIL I LEEImg
20 } [ZE] 20 | [ZE]
---E- - - FEAERIE ---E-- - (EAERE
0 0
0 10 20 30 0 10 20 30
TRHER (5 BSHEER (4)
120 ¢ 120 ¢
iooft @@ Bec---@-cccee--ccccccre -9 100 }
5 os0 tﬁ 80 |
f 60 | * 60|
% %
— 40 ¢ 40t
—8— EFANREFUAILY I LEEImg ) N :
20 | r7e 20 | — rtzij N\RAF ALY LEEImg
B R ~--m- - R
0 - 0
0 10 20 30 0 10 20 30
AR (5) IAHEER (5)
Ttz Ehc i 2 RSN GRERIUA K OME R O S R O hig)
FEE AERY | o
. N AN A N D%
L MEE 2mglZE)) ok e
BRI | stk | RBRIR | v HEER SRR (%) SRR (%)
pH1. 2 15 %y 100. 4 98. 1 plikey
e pH4. 0 15 4y 99. 3 101.9 Sl
L
AN RE ] B0rpm = e Ty 101. 0 99. 0 PN
K 15 4> 99. 2 102.3 ke
(n=12)
EHZEB O RIZEMEOHEER (F 2 OVEHFE)
B S SRR 1% DO FIPH 2B 2 5 6 D HIE
pH1. 2 0 & 1o
Sorom pH4. 0 0 f& A
b pl6. 8 0 & A
7K 0 1 EE
(n=12)
<HEHR>
BRI L AEERIRI ORI A B L2 & 2 A, TR TOSMICB W CIE 28 0¥ T 512
=y
PLEX v, BRBA & BRI A SR [B S & e &7,
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ERNRAF ALY LEE dmglZE)

ki 7 R NRART L H L AEE Amg T7E]
FEERLA R NARTF U H T AEE 2mg 7R
L5 75 BE K HE B sk
SEIE H AR 7 — kBt - B X Rk
BRI B 900mL
IR 37+0.5C
Efizy e 50rpm (pH1.2. pH4.0, pH6.8. 7K)
i pH1. 2: B AR 5 OV ABRE 1
% pH4. 0:0. 05mol/L U U fE/kE —F U 7 AL 0.025mol/L 7 = %
ik BRIk WC pHA. 0 IZFRFEL 726 D
pH6. 8: H A7 7 DA HFRER S 2 ik
7K
SRR L
FEAERLE O A PR =R AN 85% & R 2 T= IR TR T & 45,
FEAERUEI N 15 43 APNIZ Y 85% Lk Eia 9~ 5454 ¢, BREHIN 15 4y
PAPNIZ - 85% LA E¥s 32 2>, UL 16 43235 1) 5 iR BRBLA| O P H9R
HH SR AR VERUA O SER S HH R = 10% DI B 2
) F (ffl %= DFF =)
FEYERIA D A RN 85% LA HIZE#ET 5 & & | FBREUAI O A H
RAIWOFHEBEZDH O 12 fEF 1 ELLT T, £25%DFiH %2
2D HDNIRN,
100 | N ! 100 | i
'ﬁ 80 'E 80 r
® 6o | £ 60 |
ﬁ’ 40 | j/f 40 r
o || T ERRETE ALY D AR o | [ —e—EsrRET L g
- -B- - - fREERH] e
- B - - RBEERF]
0 . 0 .
0 10 20 30 0 10 20 30
R EER (4) AR (43)
100 } . 100 |
;_‘I.E_ 80 :‘ﬁ 80 |
f 60 f 60
f_/',) 40 | % 40 | "
—8  EANRRAFUAILL Y LlkAme = — — EANRAFUHILLY LR Ame
20 | rZE) 20 |- rZE)
- -B-- - RERF ’ - -B- - - JEAERIF
0 - - 0 '
0 10 20 30 0 10 20 30
TR EER (43) TR BERS (4))
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BN T DR GRERRAN K O HERGH O SE PR H R O HLig)

©)

BHEEICH TSI

FEHERL TN .
MR (1 (orsnpgoy |00 XTT A
Lo ngE omgl7E)) | &7 HE AnelZE) e
ARG | Bl | BRI | IR | CFRREE R (%) SR (%)
pH1. 2 15 4%y 100. 4 100. 2 ke
e pH4. 0 15 4> 99. 3 100. 1 A
78 Rk B0rpm = e s 101. 0 101.9 TP
7K 15 4y 99. 2 101.6 ey
(n=12)
WHFE O RISEMEOHER R ([Hx D)
ARSI SEEIRHFRN £ 15O EZ B2 5 H D HIE
pHI. 2 0 & A
50rpm pH4. 0 0 1 ERAy
pH6. 8 0 {& pkey
K 0 1 ey
(n=12)
<fEHR>
FRER LA S ARVERIK OV BB 2 R LT & 2 A, T X TORMBICBW CIEHZEE) O f) & F I
AT,
DLEX Y, RERRA & ARERAN XA FRIC RS & R ST,

MR E T O FEHRISENREBR T A N4 )Gk 184 11 A 24 H SKAEFRAE R 1124004 =)
WZHEV, BUAI RS 21T - 72,

EZNREF ALY LSE 2mg TZE] 1V

AR A EHNARTF I T LEE 2mg [7E)
FEVERLH U X1 BE 2mg
SEE A ARSE R 7 —fakigis - iR N Rk
BRI 900mL
R 37+0.5C
EIL 5 50rpm (pHI. 2, pH5.0, pH6.8, 7K) . 100rpm (pH5.0)
%ﬁ PH1. 21 H AR 7 OV AR 1 i
s pH5. 0:0. 05mol/L U » g 1 KFEF R U 7 A& 0.025mol/L 7 = g%
£ BRI W pHb. 0 ICTFREE L7 b D
pH6. 8: A ARG 7 DA HFRER S 2 ik
7K
SR AN 2L
EYERUF D SR H RN 85% & #8 2 T2 TR T &4 5,

I HHE

FEAERIFI AN 15 43 LANIZ ) 85%LL ¥R T 5356 . REBRELAIN 156
S DAY 85%LL IR~ 5 0>, T 15 i3 2 R LH 0 -
VIR SR D3RR HE R O SR P SR £ 15% DO FEFHIZ B D,
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100 } -~ f im0 e - 2
B g0 | B g0 |
H H
* 60 | * 60 |
ff 40 | * 40}
S EARREFLANL I Li2me Y e ERNREFUAL Y LbR2me
20 lze] 20 |/ rze
TooEe- R S--B - R
0 L 0 .
0 10 20 30 0 10 20 30
AR () RHEER (9)
10 F = e —8 100 —a
% %
E 80 | g 80
% E
* 0! T oo}
* a0l ?? 40 1
— o EANRREFUAILL Y LG2me 20 | _._inj\xg?ymwrﬂ‘ﬁzmg
20 122l ~--E - R
-eme- - PERH
0 - 0 ' '
0 10 20 30 0 10 20 30
AR (5) AR (5)
100 | & 8
®
80 ¢
60t
%
" oa0 b
—— EANREFUHILY I L EE2mg
20 | rZE]
-eE - AR
0 1
0 10 20 30
AR ()
R HZEENC 3T 28I GREBRRLA & ONE HERLE) 0 LX) VA H R o b))
. FE YERIA) R NARF T
RBR LA o . . e
(FEH]. 2mg) T LEE 2mg [7E) HE
WBRITIE | mlEsEr | BB | YR R SRR (%) SRR (%)
pHI. 2 15 4% 98. 1 100. 4 ey
0 pH5. 0 15 4% 97. 2 101. 6 ey
N Trpm N
2% RV b ol6. 8 15 4% 99. 4 101. 0 A
7K 15 4y 98.7 99. 2 18 A
100rpm | pH5. 0 15 4% 100. 6 102. 0 ey
(n=12)
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i R >

-

ARBR LA & AR YRR OV B 2 i L2 L 24, TR TORMFITI UV TR 28 O] E S e 2

& L7.

LLE XY | SABRERGH & ARMERGA OFRIE D e S 4T,

10. &% - 2%

(M

(2)

©)

(4)

11.

12.

EENREGRSR - QK. NENRREER - BRCHT S1FR
A LR

a%

(ERNRBAF AL L8 Img TZE))
100 &€ [10 & (PTP) X10]

500 &2 [10 & (PTP) X50]

500 $E [A#w. 7]
(ERNREAF U hILI L8R 2mg TZE))
100 &£ [10 && (PTP) X< 10]

500 & [10 & (PTP) X50]

500 $E [A#w. 7]
(EBNRBF AL LSEE dmg TZED)
100 &£ [10 £ (PTP) X10]

FlrEE
Y LR
BHROME
Cr i HT
PP /2 PTP RUEE= L TLI=0 L
kS

to—ad | TAI=UL RV ZFLITIF— T (VA

N2 ¥t 7 7 A

Tk

XFyv7 | 7UF

AgiRt S 2 EME
AR BrANA

T Dt
&AL
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V. JafICEAY HIER

V. aEICEEd 41EH

1. ZhEEXIIZHE
Eal AT o—/ VI, FEMrEES2 L 2T 2 —/LIIE

2. MEEXIFMRICEES HFEE

5. hEEXR I RICBEET ZFE

5.1 MO ELEM L., Sl A7 —VIE, FEEESa VAT e — LIETH S
TEEMER LI ETAROEMEZZET D L,

5.2 k@ a L AT 0 — VIIJED 9 HARETHESERIZOW TUIEHRBRDA 200 T, 1B Lotz
B =N 555D H, LDL-7 7 = L— v ZAEOIEFEMRIEDOMHB & L TARKOmEH 25
ETasz L,

5.3 /NRICE T AEA1E. NREOFBEMES 2 L AT 1 — )V HLEE ORI 45 70 50k K OB % £
DEROE & T AR OGN &S BEICOWTOREHEBETHZ L, [9.7.1,
9.7.2 2]

5.4 L CITHENREBRDOFIEITZBME L LR TERBWERESA TS P2 L bE 2, LRicxd
HARFNB G DOBEHZIZONWTIX, VAT - XX T 4 v MEZBE LFICEEIHAM T2 L, i,
ENERARRER W T IRIT R 2 AR IT eV, [9.7. 1 ]

3. AERUVRAE

(1) BERUVHAEDHES
(BaLRTFO— LM%
WHE . RACIZIEZARZEZF oA T AE LT I~2mg % | H 1 ERO#RET S,
e, AEEY, ERICE D EEHEE L. LDL-2 L 2T a— EDIK TR AR +5 A I ETXx 5
N, ARG EIZLH 4ng ETET S,
(RS L AT O0—)LISE)
RN . RACIEEZARAEF U A LT 1~2mg & 1 B 1 ERAKRS TS,
ek, HFEE, JERICEVEEREE L, LDL-2 L 27 0 — /UMEDIK TR0 R BA IR T 5
N, REEEIZLH dmg £TET D,
R EE . 10 LA BRI A ARZZF oy AL LT Ing 2 1 B 1 ERAEST D,
B, JERICE VEEHEB L, LDL-2 L AT v — MEDIK F AR+ 7RG AICITEETE 508, &
KEGEIT 1 H 2mg ETLET 5,

(%)
PN

$E 1mg BE 2mg $E 4mg
B3 L AT o—/VIE O O O
FMEE 2 L AT 7 — Ve O O O
N

$E 1mg BE 2mg B 4mg
Bl AT o —/ VISE — — —
FiEMEE 2 L 2T a— L IfE O O —

O : KB HE - HEDY — KRB L

(2) RERUVRAEDHRERRE - 1RHL
U L
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V. JafICEAY HIER

4. RERUVAECEEYHIE

1. BERUVHASICEET R

1.1 FEEO® D2 NEEGT 255121, kG ELS 1 H Ing & L, &KRELGEILL B 2mg £
TET 5, ¥, WEEOHL/NRIZEEGT25E82IE. 1 H Ing %575, [9.3.2, 16.6.2
Z ]

1.2 RENIHE G & (RHBEE) OBV, BB MAERER FHEN R T 5D T, 4ng
ICHET H5A5121%, CK EF. I A7 m e R, i AR M O SR O BT AR AE B BRAE R 12
HEET D2 L, MAMIMERRERIZ )T 8mg L Lo 513U AfARE & OBIE A EHHELR D%
BICkyfiEEnTnsg, [11.1.1 2]

5. ERPRRAE

(1) BBERT—H2/1\vH5r—2
MM ER e L

(@) EBFRENER
MR L

(3) AERCRARR
LR L

(4) HREEAIEAER

1) BERIIRER
M ER e L

2) REMRER
(FhEEHE)
OEREHRSHER
ma L AT n— VIIJERE (FEEEa VAT o0 — VIIERE 2 8Tr) 2RI, X NNAEZF
VAN AELTLHLEYR% 2ng & 8RB G#% 4 BHREOR 2 L AT o — /VEEZBE L,
3 & (Img, 2mg, 4mg/H) (THEZE L, 52 # £ THEIR G- L=, AhMEO®ERH %45 310 il
BWT HRaLZ2Fo— L KRORLDL-a2 L AT a— /U4l ERE T 2R L. ZFD%IT-27.2
~=29. 1% &% T-38. 8~-40. 9% DHiPH T 52 Il & TR OLE LT HRBRNRO bl (—EAK t
e (03 & DEelg) p<o.001), FIVEMIL 64/310 4 (20.6%) (Z388 Hivl-, HhFEAEROEIVE
ik 2zl (7.1%) (2RO B, ERERITES () 361 (1.0%) . BELE, 7 (W) W, AL
BEMEIEIS . RAMETEIES 2 61 (0.6%) 5 Th-o7o, WFEMAMICET 2RIEM I 54 61 (17. 4%)
(D HAL, CK EA- 1561 (4.8%), v -GTP L5, My AST EF4% 9 6 (2.9%) FTh-o7 ',

(RS LA T0—)LIMfE)

QERNRHAZEHRE (FA)

FiEMEma L AT o — VIEERFIZ, EXARREF NI AELTLIH L EAYARE 2ng % 8
HEEEE L, ZO% dng ICHE L TRE 104 BE®ZR S Uiz, AMEOEG*4 36 iz T,
BarLzgo—L kO IDL-a L AT a0 —E 4 BrbAEERKETEZRL, £D%I1E-30.6~
-37. 0% &% N-39. 9~-49. 5% D #EiH TRifGRI D OLE LB NRD bz (— A t e (08
& D) p<0. 001) , BIVER X 4/36 B (11. 1%) 12788 H vz, BALTIEROFEIVEHIL 2 41 (5. 6%)
IZERD B AL, JERITFNTERGE (FHEO LU (). MW (B & 161 (2.8%) Tho
7o BERMRAEMICET28IER I 2 61 (5.6%) IZRDBI, WTNbET A MATrVED TH-
7=,
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(5) BE - REARER

(RS L AT O0—)LIMfE)

ERNEIERE (DR

10~15 WOFEEM R =2 L AT n—)VlJERE (BR) 2RI, CARNREZF AN TLE
L1 H 1[EERRT Img XUk 2mg % 52 5 LTz, A 2hPE O fHT R 5458 7 B2 B8V T LDL-
AVATH—IVDR—AT A U EIERL LS 8 LN 12 BB v i URINER /51
IHTORER, LDL-2 L AT v — VRO R T8 [95%EHEXM] 1%, Img FETIX-27. 258
[-34.003, —20.513] %. 2mg FETIZ-34.273 [-41.018, —27.528] %& A&/ LDL- 2 L AT 11—
ME TR EZRL (p<0.001), ZDOZhHEIL 52 THFF SN, BIERIZ. WTIho& 5T
LD LIRS T

(6) amrIER

1) EABERE (—REARERE. BEERARERE. FRABBLERE). B2ERFEET 424N

—XAE. HERFTRERAROANE

(BEFERAERE DRREMEDI LR TO—/LILE))

10~14 OFKEME R 2 U AT v — /VIIE B 2 /5102, = 3 FERIE G- O R e HlER A (2
BIFAA) 250 L7z, 2 45 BlZ G dedt 94 BlICEB W T, BHRID O R iEBIZERF £ T LDL-=
L 2T — VAR O AR 721523, 2+£21. 6% & A& 72 LDL-= L 2T 1 — /UK F2h R
o L (AR t BUE p<0.001), ZDORRITHEEITFE S bivied -7z, BHWERIX 7/99 61 (7. 1%)
RO B, FERBIERIXEER, FEE, K RS 26 (2.0%) %&Thot 19,

2) RBEHELTERFEDABTXIIEHRLI-RE - HBEOME
M ER e L

(M o

(GhEEHE)

ENR SRR IE
EalLATFn—/VIERYE (RS2 L AT o — VIERE 251 sl L-FRRR (—
FEREERBRE ST T, EARARZF UL T AELT L H 1 EYEH 1~4ng % 8~104
TG U7z 862 Bl OEFHRARIZ I W T, MIEIEESER R AR D bz, &5 8 ks Dk = L X
7T v — /K T ET 28%, LDL-22 L A7 m— /UK T[T 40%, F Y 7 VY MME T3 581 150mg/dL
PLEDIER]T 26% T -7z, MlmEICBIT 2BETTIE, Ra L A7 e — WK FRITIERERE & DR
WCZEFRRD DL o 7o, BITEAIE 197/886 B (22.2%) IZRD Hiv, EREIWER Ly -GTP L& 47
] (5. 3%) .CK 5 41 11 (4. 6%) ALT =5 32 f4i] (3. 6%) AST =55 28 5] (3. 2%) 2 T 7= 19> 19-1022)
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VI. EHREICEHY HEE

VI. ExhEFER(ICEH 9 5IEH

2.

@)

FEEZMICEEHSILEMXITILEYE

HMG—CoA & st % B A

(7 "R ABEFUHNT T BKFMW), BANRRAEF U N T L, TUNAZF R A v
VRARF o TFIGRAEFF R T L)

HE  BEO & 2bEMORREXIIRE T, BHOEFRLEZRTLHZ L,

HIEEH

(1) YeREL - ER#E

EHNAZF L, 2 VAT B — VESROAEREFRE TH D IMG-CoA IRTTHER ZHEPICET 5 2
LIk, HFigcoa L 2ATa— VAR ERET S, TOMKE, IO LDL Z RO FBLMELE L |
M3 7 & FFlgi~0 LDL O HL Y ARRHEIC L 0 AR o L 2T o — VMR T %, £72, g CcoR:
B3 L AT o — LA RRFLEIC L 0 g~ VLDL 323w L, iR 70 v ) RAMEFS
% 23)O

(2) EMEFEMITEHHERAE

1)

2)

3)

4)

5)

6)

LDL B AKBRIREER

EHNRAZT AL, b AP (HepG2 fMAR) (23T LDL 22K mRNA D FEBL 225 L |
LDL DA, WY IALE, TR BOMENEIM L 2P (invitro), £7=. HOKEICLY H
BARIFROIZ LDL ZBRERORHZMRE L= (ELE Y M),

VLDL 3 METEA
EANZAZF o ORAFEEICEY VIDL-F Y Z ) &) ROSWIIAEIEKT L ® (FLEY M),

HMG-CoA ZE B R EE/ER
EHNRAZT L, Ty MFI 7 a Yy =5 HWZRERIZB VT, HMG-CoA EITEER & FEHTAIZ .
=L BHEEHD 1CofEIX 6.8nM Th o7 2" (in vitro),

JLRFO—ILERKBEEER

B X NALZF 1%, HepG2 Mz A WTZRBRICEB W T, I L AT o — LA & B RFAICHE L
72 (invitro), 7=, BOES LHADa L 2T v — VAR EE R IXIFIRISGER TH -
= (T ),

MR EE T 5 A
EAARZFUORAKGICEY MR L AT r—L, MERY 72 FIRABICERT L
72920 (FLFw b, A X)),

IEEERERUANREENSI{ER

EHANRAZF 0L, BLLDL A Li-~7 u 77— (= v ZHERESREME) cBWwTa L x
T =V ATOVOEREMEI L (invitro), £z, BOFKEICZX D HERESET T VICE
B NIERE & A B L7z 2 (73X,

{ERISCIIS - FHRERD
DR L
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VI. EMEREICEY SEE

VI

1.

EMEREICR T A1ER

meEEDHRS
(1) AEELESHGOPEE
B R L
(2) BBRFABRTHASIN-IFEE
1) HE%kS
TR A BB ZNAZF L A LT 2mg & Z2IEE N OB HBICHERAOE S L &

X DORBCIKD I ERE T A —Z TIRFED LB Th o720,
T EHERRAXF AN T A 2ng HIARE O SREORYEIE T X —&  (EFER A ST

Tmax Cmax AUC

(hr) (ng/mL) (ng * hr/mL)
Dy Y 0.8+0.1 26.11+2. 82 58.8+6. 3
B 1.8+0.3 16.79+2. 29 54,3+4.6

FEMEERAER S (n=6)

2) REES
BT PE6 B 1 B 1 RIFEHR EH ANZAZF ANy LE LT 4ng 2 7 HIRER DG L
&, EYBEAT A —ZFREDLBY KERGIZEIDEBI/NE < tp 138 11 FHET

H otz 0,
X EENRREZF TN T L Ang KRR A& GREOIEYENRE X T A — & (R B )
Thax Crax Crin AUC T
(hr) (ng/mL) (ng/mL) (ng * hr/mL) (hr)
®E1HH 1.7%£0.5 55.6%8.8 1.4%0.1 174+£25 10.5*£1.1
5 7HH 1.1£0.2 59.5%9.1 2.210.4 221132 11.6%+0.6

FEMEERERE (n=6)

3) EMFHREFERER

(EANREF ALY LgE Img TZED)

EHNRALT L HV T AEE Ing [ZB) 1%, [E &R 588 0O BIERE O £ R S E R SR 0 A
K742 (CFpk 2442 H 29 H SEEFREI 0229 55 10 5) | ITHESE, EXNREXF ANV T L
omg [7B) ZASUERIAIL L7z & &, BN L, EWPRNICRES L RSz,

(ERNRBF ALY LEE 2mg TZE])
EHENRZAEZF T AEE2mg [ZE) L VN O 2mg &, 7 0 AF—N—IEIZ LV FhFn 18 (v
BNRABF TN AE LT 2mg) fEHERRA S MR HLEIRE O 5. U C i ih AR L AR B %
E L, 3O NT-3EMENIEXT X — & (AUC, Cuax) 1ZDVNT 0% HE X FEIEIZ THEFHIRNT 217 - 7oAk 3.
log (0.80) ~log (1.25) OEPHNTH V. WAIDOAEDHHIFESEIENHER S i 2,
7 HEWEhRE T A—& (EEERRA B M)

HIE/RT A—H BENRT A—H
AUC (9-24) Crex Thax ti2
(ng * hr/mL) (ng/mL) (hr) (hr)
ESRNREFLHNLYT A 65.9+26. 2 28.1+10.4 0.840.2 4.0%x2.6
B 2mg [7F)
U 31 BE 2mg 63.4£34.1 27.3112.3 0.8£0.2 4.1£3.3

(Mean=®S.D., n=20)
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VI. EMEREICEY SEE

(ng/mL)

40 -

1 —e— EANZFF LI LEE2meg[ZE]
' OS0r y/xnfE2mg
ES; (Mean+S.D., n=20)
a2
A
= 20 -
&
7
>
® 10
B
0 L L - T _.
0 4 8 12 16 20 24

7R (hr)

B R S SRS F R EHER
1SRN TNE AUC, Coax DT A —Z03, PBRHE OB, (RO TRIAIEL - W7 % O FAUBR 5
Ko TRRDWRENDR H 5,

(ERNRRBF ALY LE dmg TZE])

VR RAZF 7 AEE dmg TZE) 1%, TERNER 280 B RIA] O 4 W= 84 a3k 7 A
RIA4 2 (CFR% 24422 H 29 H BEFRHRTE 022955 10 5) | [THKSE, B NRREF U N0 LEE
2mg [7E] ZAEvERIFI L L7z & &, IWHZEENS L, AWRicmss L i Shiz %),

(3)
MR L

4) BE - ftREOZE

1)

2)

BEOEE
KRR DY BN REIZ 6T D R FOFEIT, B%HIOE G TIIZEfE R E A 52 Ty D IRIE &
Coox DIR TN BTN, BERSG L ZZIERHR 5T AUC ICK & RZETFRO B d o 72 %0,

HRECEE

OPZ AP U,

TR AN B 6 B 1 B 1 BIEZANRZAEZF N8 LT 2mg 2 6 ARXERAI#HES L, 6 H
Ho¥ b 1 RRIFNZS 7 m AR Y v 2mg/kg ZHIERE ARG L& &, B A2 ZF o oflEfiE
FEIX Cpay T 6.6 %, AUC T 4.6 f5I EH-L7= %,

@TyROTAT Y

SEBERER A 18 BIC 1 A 4Bl 2~ A 3 500mg % 6 ARIEROKS L, 4 B BOIC
A NZAZF L LT dmg BOFREG Lz b &, BEE L L X AN X F o O MffEHIRE X
Coax T 3.6 fi5. AUC T 2.8 %12 E5H-L7= %,

QUI7rrvEYY

SREI R 18 Bl 1 A 1Y 77 e 600mg & 156 AMMAER OG- L. 11~15 A HIZ 1
HI1REZANZZF L LT dng 0P G Lz & & MG L L EZ R 2 Z F o oimifEdiE
FEIX Cpay T 2.0 f%, AUC T 1.3 f5IC EH-L7= %9,

@74 T 53— FRES

SAE NG A 24 B 1 B 1 EX ARZAZF o hy 7 hE LT ang & 6 HIFEROBEEL.8
AENG 7=/ 74 75— UIF L7 700 % 7 ARG L& EENAZZF LD
MmAEFEE (AUC) 7=/ 74 75— FTL2ME, A7 4700V T LARGBICES LR,
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VI. EMEREICEY SEE

3) TDMFRAEDE
[VIL. 7. #HEAE ) OISR
2. EYRERI/NT A—4

(1) #H7AE
TR L

(2) RARERE 2
TR L

(3) HEEEER
TR L

@ 2U732A
U ER R L

(5) #HEH
AR L

6) Zott
LR L

3. BEE (KEal—3>) i

(1) BHi A%

MR L

(2) 185 A—SEHER
AR L

4. TRIR

5. 9%

(1) Mi%—MEIPsEE
AR L

(2) mik—BRARREIPI BB
AR L

@) FA~DBITHE
(VI 6. (6) #ZFLhs) DIESM

(4) BEA~OBITH
AR L

(5) F0HOEB~DFITHE
MM ER e L

(6) MTEQMKEE
EXNRNREZTFooMFEARERITIEL . B ML 4% MijET V7 2 2T 99. 5~99. 6%, 0. 06%
o FEMEREE AT 94.3~94. 9% Th -7 (in vitro),

6. X

(1) XHEDEL R MR ER
EXNRALF UL BNTT 7 b AR~OB{L, IO (L, F /U VEBROKRLLE DT V7 v
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VI. EMEREICEY SEE

(2)

©)

(4)

1.
(M

(2)

10.
(M

(2)

Weip 5\ NEH 7 U SHIAEEIC R O RBE N0 (9 v b, UHR, A R),

BRI U4 S 20 F o i L & & IEF CHAZILRR CERBI TH D77 h Ik
PRD B, TOMOREY & LTIRT v BEFHER, 8 MKRLER DT IR bk, R
TIEHREME, T2 bl 8AIKRRILIE, ZHLDEAEREDTE FrZ 7 hrEindhbbd
MRS BT 0,

RiIBEE5ET 58F CYPEH) ORFE. FEX

EXRNAZF U MFI 7 vy = A E ORI Th @i S, EIZ CYpc9
&0 8KER LR E A U= ® (in vitro),

<BE >HEYHEER G 2 5508

W EAER (in vitro)

XN R F L CYP S5 FRED T T AVHE 5T B ERER Tld, CYP209 OEED b7 4 3k,
CYP3A DIEE DT A b AT 0 ORBTHE L o720,

VEEESNRDAEERVFDER

MR L

KREDMDFEOEERVEMSL, AR

MR L

B

e R B

VR RARF o DEDHYEHERBITEP IR CTH -2 (T v b, A X),
Bttt =

HERERA TS 6 IS E S ANAZTF ANy T B E LT 2mg, dng ZHEHEARG L2 e &, JRPHE
MR <. REIBIRT 0. 6%A, 727 b AKT L 3WARIE, A3 TH 2Rl Th - 72,
FRBRATVE 6 GlICE X NAZF AT LE L Tang 2 1 H 1A 7 ARRER ARG LT
G, RELERKRDT 7 b o AROIR PP RIIANEI G 7R H OG- £ THMEZ RS, 5/ T &
& HITHRMTHA LT,

FS URR—E—IZET B1EHR
EZNZEZF L DIFE~DE Y AT CE T =4 F T ZAAR—Z —0ATP1B1 (0ATP-C/0ATP2) 73EH5-
LTV, 7R R)y ) 2Aa<wA T kN 77 BVl > TRV AR E S 9,

EAEIC L DREE
AR L

RENDERZAI HBE

BEeEERE

BHREREE (g7 V7 F= W E ERO 1.5 5L E3HBELT) A3 56ma b A7 o —/LIfEf
F 6 L BEHREDN IEFE eEm a2 L AT e — VIIERE 6 FIlCE X NSZAEZF U NE LT 2mg & 1
H 1B 7 ARKEROES Lz L & BRERERFORS 7 B BHO M REITBHEEERH I
L Cux CL 7%, AUC T LOfFEF LT ™,

FHaefEE BE

O EZEEE

SMESFREZE B 12 5] & AVE R 6 Bl e X NAZ F v e LT 2mg & BAIER 1 #%
L7 & &, MY TdEak A L Child-Pugh grade A D TlE Cux T 1. 3 fi%. AUC T 1.6
%, Child-Pugh grade B DHEE TIE Cp T2. 7%, AUC T3.9FZ/RLTZ Y,
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VI. EMEREICEY SEE

QR eEEEESE (BRI
frerers = s (IBNIAT) 6 Bl & ATHEREIER & 6 il 1 B 1 [ E X SRR ZF AN A E LT 2mg
7 HRRER O Lzl & EOBE~ORBEI Dot 7,

@) MR

IRFBEE 2 VAT e — v iERE (BR) & 7T FANREZF sy NE LT Ing XX
2mg & 1 A 1 [EIFIAFNC 52 M RKER DG Lo, 8 ERFXIT 12 MRFZ I 25 1 IRefEl#% o Mg
HREMARDOBREIIREDO LB ThoT- 7,
#* DNRFFEEESa VAT e— ViERE (BIR) 285
B R RAZF T A Ing AT 2mg &5- 1 W% O MU R 2B AR B

b Be b 1 R O M ARZALARE™  (ng/mL)
Img 22.79=11. 34
2mg 32.17+17.65

EE FE R 2= (n=T)
) &5 8 HF I 12 BEFCHIE

) =EnE

ElnE 6 Bl L IEEmE S BNC 1L H LRI X NRNAXF N7 A E LT 2ng %5 HEKERO&RS L
ol &, WMEEORYEIE T A — X ITETRO LN hoTz Y,

1. Zofth
AR L
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VI. R (ERLOFXES) ICET5EE

VI. Z&% (ERALOFEF) (CHAYTLHEE

ERNBREZTNDER
EIN TN

s

2. ERABLENER

225 (ROBEHEICFIBELENIE)

2.1 RAIO SR UIBBUE OB O & 2% B3

2.2 EELIEE INMEMEZEO S 2B [9.3.1, 16.6.2 BH]

2.3 vruRRY) vEEEROBE [10.1, 16.7.1 5]

2.4 T SUTIEIR L CW A ATREME D & 5 M R O 3LER (9.5, 9.6 ]

3. MEEXIIHMEICEAET HEELEZTDER
(V. 2. e I RICE#ET 2HEE] 22T 5Z &,

4. RERUVREICEEYT SEELZTDER
V. A RER M EICEET SR 228+,

5. EERERMIE L ZTNER

8. EEREARANIEE

8.1 oMU wmE =L AT u—/VIIJEIREOIEATH D2 BFEIELITV, HISEIRES, mifLE -
BB DB ML DIREOV A7 77 7 X —0OBbL+0EET5HZ &,

8.2 e A 5-BAMAIE L v 12 @ E TORIC 1 BILLE, ZALIBITELR CEEIC 1 [I%) 12
17952 &, [9.3.2, 11. 1.4 ]

8.3 BHEHITIMHPIEEME EANIHRE L, BRICKT A KIENER D L WEAIZIT# 52 ik
T5HZ L,

6. WENERZAIHVEHICHTHEE
(1) EHE - BEEZFOHLEE

9.1 BHHE - BMERZEOHLEE
9.1.1 EEFRMBELHOONPLTVNEDRENHLIUTOESE
- FRIMERRIR NED & 5 BE
EEEOHER (YA ha T o —%) XIZEORERBOH % EHE
- BRFIME DO FREE OB O & D B
s TN aA—VHEOD DHBE
[11.1.1 &M]]
9.1.2 EEFENEXIZFOBREEOHIEE
FIEMESE (R, £258) NE(LIFEETDLIZ E08h 5, [11.1.7 ]

(2) BHEESES

9.2 BHREEEESE
9.2.1 BHEEICHY IBRREECEENZTDOONDSES

KA 7 4 7T — FRIEHNEZ T 2561213, R LT 2/ L S h 256120 20
425 &, QUMRBRREEL 20 O BB RIRIE D & b b0, RL2 G256
(iR, EMIANCE s RERR A A 5 L. BRUER (BRE. B oFH, K EF. mh kO
R IAZm ey EHENNCmME 7 LT F=r EAZEOBEREDOE(LZEO LA ITE HICEE

26



VI. R (ERLOFXES) ICET5EE

k4% 2 b, [10.2, 11.1.1 8]
azzﬂEEX@%wﬂﬁﬁwﬁéﬁ%

B RRIE OB EB O NEEREREELZ T TL2EBEFTH Y, £z, BEmRREICE-> Ta
WAREREOEANRO LTINS OUQZILL13%]

931@%&%@%2@% EFAEDHLEHE

BL LN L, ZHOBRETIEIAROMBEFREN EF U, BIERORBBEENEMNT 55
TN D, £l-. FEEL2BELSEIBENARNH D, [2.2. 16.6.2 ]

9.3.2 FEEXXZTOBEREOHIEE

HEELZ BN IEI28EZNMNH 5, AANIEITHFRIZZ S o/ L CERT 5, [7.1, 8.2, 11.1.4
%]

4) XGEReEET HE
BRE I LTV 20

() Wi

9.5 T4
I AR LTS AIREMEO & 2 L EICiT B G- Lan 2 &, B3R (7 v ) TOREESNL
@ﬁﬂ%&ﬁﬁ%(mymuh)ékwf %mﬂi“%%@—ﬁ% ZREM DI DFERD B
TWb, £/, U X TORE R G5B (0. 3mg/kg LLE) | mft@%@%t@ 25
NTW5, T v MO HMG-CoA 3B ICEEE L ER 2 KBk 5 w_ B DB ATTE N
nTnsb, |2k F T, @@M&Qﬂﬁﬁ%fm%ﬂf‘ﬁ%Sﬁﬂif@%»%ﬁbﬁt%\
WBRIZHEREETER S b=t ORERH D, (2.4 5]

(6) RELI%

9.6 #R7LIR
BH LN &, BER (7 v b)) TP ~OBITRAHE STV D, [2.4 53]

(7 MR

9.7 INR

9. 7.1 HEBHOMPECHE, CK EHICIERE T 2 &, /NETITES) OB E LHE R RIS TR &
K BBHEERHY, HEERDH LN TWEBERH S, [6.3, 5.4 5]

9.7.2 EWNIZIT 10 ARl WM T 6 Al D/NLEE RS & LT AR Vet % i
P L U7z iR ARBR 13920 L Ty, [6.3 BIE]

(8) &t

9.8 EmiEnE
RITERI DS REH L2 BIIRRET 272 SR T 5 2 &, —MRICAEHERENMET LT\ 5, BUH
@%fﬂ&%bh%#w&®ﬁimkéoULLl%%]

)

H

AEEA

10. EEH
AFNIAFF k27 17— P450 (CYP) IC L 01T & A ERBEES AW (CYP209 ThFNCEEN5),
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VI. R (ERLOFXES) ICET5EE
(1) RS EZTDEH
10.1 GEREE (FFALBWLI &)
AL HRREAR - FEIE 1A PPy - fEBRIA T

AR v
(P71 3I2v)
(rA—F )

(2.3, 11.1.1, 16.7.1
Z M

S 7R AR REEM L 2 A O BRBUT MU IE 5F O LS
RAEFEEZPREI LTV, £, BIEM ORI
BRI 2B 00 H 5,

I mARY KDY
AT O i PR EEAS B
5 (Coab. 6 5, AUCA. 6
&) T 5,

(2) BtREE L ZDEH

10.2 ftRERE (BtRICEET S L)

A

HRAER - HEE T 1E

PP - fERRIN T

7 4 77— b REA
YT 47T — hE
[9.2.1 . 11.1.1 .
16.7.1 ]

—aF g
[9.2.2, 11.1.1 &MR]

IR B RE AL A £ O BERUT RUARIE DY & ©
T, BRIAER (B, B o8
CKEH fd kORI A7 v ey ERIFONC I
B V7 F=r ERZEORKEDE|EZTRD
LEFELICEG AT L,

W 77 & b R T AR E
PBEESNL TN D,
f& R IA] -« B RE L B
5 R A I R
PR b D BE

fEBRA B R E N H

256

AVAFT IV

AANO M PIREPE T3 2 W RENR H 5D T, =
VAT T I OERGH A7 IR Z & TARA
ARG HZENEE LY,

[ B % 2 kv A H o
WU MR T 3 5 Al HeME
N b,

Ty Z2ua~AT
[11.1.1, 16.7.1 .
16.7.2 W]

SR B RE M & 1 O B BUARIE 2 & & D
hokZhhd s, HREER (FHRRE. B
DFEH, K EF PR ORPIA 7 LH7
AN Ifig 7 V7 F = EREOB KRR OB
ARG EITE LIRS EPIET D T L,

DR SV Ve

ERNC & D ARFND Coax 25 2.0 f5, AUC 25 1. 3 51

FEFRLEANT L0 KHID
Mg~ D B2 0 3A 2 73 .
HINDEOEZERD
b,

[16.7.1, 16. 7.2 /] | LH L= L DHER D 5,
gl1EA
11. 85

ROBWERDNHDOND Z LD HDOT, BIELTHIATV, REDPRO bNHE IR %
k4% 70 ETEU R MEZAT O 2 &

1) EXGEIEM & IR

1.1 EXGEIER

11,11 SR ARE (B RE)
A, B, CK E&- s R ORI A7 v v R ZRE T 2R RARIE N & &b,
TR CTAMBREESOEERBRENLLONDIZENHLOT, ZOX I RERNRH
bilmalcidksshidasz L, [7.20 9.1.1, 9.2.1, 9.2.2, 9.8, 10.1, 10.2 &[]

11.1.2 SHNF— FEERH)
JRER TR R AT, AR E R CK O LR S b=/ iciiE 52 hIEd 5 2 L,

11.1.3 BENEMBEE I A/ AF— (BEERH)
IALFE T, CK S, RIEZED R WA DS, HT HMG-CoA 1ZIuhEF (HMGCR) HUiARph %
TR L T DB TENEEEEE I AR TF =3 h bbb Z RN H D, £7o, HEGFIEEL LT
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VI. R (ERLOFXES) ICET5EE

LHEDHMESNTNDOT, BEORELZ HDICBIRT D L, B, SEmfilFREIC LYk
EFRB BN E OWREFNRH 5,
11.1. 4 FFHEEREE . &E (Wb 0. 1%A)

AST, ALT OFF L\ ERZZ M O IFEREIEE . JENH b d 2 EnH 5O T, EMIZITFHEE
MEZOBIE A +/m024T75 2 &, [8.2, 9.3.2 B3]
11.1.5 m/hRiEd (FEEAET)

MR AEEOBIEE 71479 2 &,
11.1.6 FEMM% (BEEAH)

EWHEGETH-TH, RE, ik, FPRREE, Moss X REFENRO ONEEAICTEEE P I
L. FIERERLVECRORGSEOBEERAEZITH Z &,
1.1.7 EEHBEHE BEAH)

EIE S E (R, 280) NIEXIE(T2Z 08355, [9.1.2 2]

2) TDDEIER

11.2 Z0fbDEI1ER

0.1~2. 0% 0. 1% HH FEASBA
I EE BB, £ O U AR AR NI U A
WAk 2 A - ELD, B | 0B, MIERE., 8.

IR AT PN |
N7, WarE, BRI,

TR, THI
T gk AST E5- ALT BEH-, vy |[EULVE LV EH =)
-GTP 5, LDH L5 VAT T—8EH
AL-P |5
5 ik BEJR. BUN _E&- g2~
L7 = k5
i A CK EA- e, W& | i, I 47 me
k5
KRR R SA - BHEEG, LOY, | 2k, IRA. R
HFEW i
1IR7:3 E=yii /NS . R BR T

Do A MmEREA . AR
KL, HIMmEREE 2,
sa7 )y bkH . s—
I AFRER DAL

o7 ih TARATE LT TN RRAT e VKT,
TIVRATa v R
ACTH &, =rF v —

v B
Z Dt BRIE, PUETURON | B, W7, K | IiE
A JA. 1ETY . BT,

FHE, B, Bobb
DE . HPARL, R,
PREBME L5 i K -
F. i P RS R
B EAR

TE 1) SEBUEES 13K GRINF & C ORGP kB B OV AR A 1o 255 <,
HE 2) RBEBUTRAREE O RIS R O R REMEN B D D T, B2 01TV, LEIDS UG 2k
THZ L,
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VI. R (ERLOFXES) ICET5EE

9. BRRBREFRICRITTEE
BRE STV

10. BE%RE
BIE STV

. #BRELDIE

14. BRLEDEE
14.1 ERXRFBHOFE

PTP @2 DFEANLPTP o — b HH O L CRAT 2 L 2835 Z & PTP v — hORAEKIZ L D |
BN E AN BB~ L, I3 E2 B 2 L CHERIAR S0 EERAIHEZ IR TS 2
ENRBH D,

12. Z0th0FE

(1) BEREAICED CIER
BRE I LTV 20

(2) FERBPRERERICE D < 1E#R
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ANRA Livazo, . Alipza
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2. BB SEBRXIERR
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NTW5D, 7 v Mo IMG-CoA & ITEE R ERI 2 KB G L% B DB ATTE N
NTW5, Bt FTIE, LoD HMG-CoA 1& TTREHE L EH T, ik 3 ﬁﬂ if@ﬁ'ﬁ IRA LIz L =,
RV RIEREN S Dbt OMENH D, [2.4 5]

9.6 =37
BhHLienwZ b, 3R (7 v F) TAHH~OBITRHE SN TS, [2.4 /]

H FLELN
KEUSST SCE 8.1 Pregnancy
(20224211 H) Risk Summary

Discontinue LIVALO when pregnancy is recognized. Alternatively, consider
the ongoing therapeutic needs of the individual patient.

LIVALO decreases synthesis of cholesterol and possibly other
biologically active substances derived from cholesterol; therefore,
LIVALO may cause fetal harm when administered to pregnant patients based
on the mechanism of action. In addition, treatment of hyperlipidemia is
not generally necessary during pregnancy. Atherosclerosis is a chronic
process and the discontinuation of lipid—lowering drugs during pregnancy
should have little impact on the outcome of long—term therapy of primary
hyperlipidemia for most patients.

Available data from case series and prospective and retrospective
observational cohort studies over decades of use with statins in pregnant
women have not identified a drug—associated risk of major congenital
malformations. Published data from prospective and retrospective
observational cohort studies with statin use in pregnant women are
insufficient to determine if there is a drug associated risk of
miscarriage (see Data) .

In animal reproduction studies, no embryo—fetal toxicity or congenital
malformations were observed in pregnant rats and rabbits orally
administered pitavastatin during the period of organogenesis at doses
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which were 22 and 4 times, respectively, the human exposure at the maximum
recommended human dosage (MRHD) of 4mg, based on AUC [see Datal]

The estimated background risk of major birth defects and miscarriage for
the indicated population is unknown. Adverse outcomes in pregnancy occur
regardless of the health of the mother or the use of medications. In the
U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4% and
15-20%, respectively.

Data

Human Data

A Medicaid cohort linkage study of 1152 statin—exposed pregnant women
compared to 886,996 controls did not find a significant teratogenic
effect from maternal use of statins in the first trimester of pregnancy,
after adjusting for potential confounders-including maternal age,
diabetes mellitus, hypertension, obesity and alcohol and tobacco use-
using propensity score—based methods. The relative risk of congenital
malformations between the group with statin use and the group with no
statin use in the first trimester was 1. 07 (95% confidence interval 0. 85
to 1.37) after controlling for confounders, particularly pre—existing
diabetes mellitus. There were also no statistically significant
increases in any of the organ—specific malformations assessed after
accounting for confounders. In the majority of pregnancies, statin
treatment was initiated prior to pregnancy and was discontinued at some
point in the first trimester when pregnancy was identified. Study
limitations include reliance on physician coding to define the presence
of a malformation, lack of control for certain confounders such as body
mass index, use of prescription dispensing as verification for the use
of a statin, and lack of information on non—live births

Animal Data

Embryo—fetal developmental studies were conducted in pregnhant rats
administered 3, 10, 30mg/kg/day pitavastatin by oral gavage during
organogenesis (gestation days 7-17) . No adverse effects were observed
at 3mg/kg/day, systemic exposures 22 times human systemic exposure at
4mg/day based on AUC.

Embryo—fetal developmental studies were conducted in pregnant rabbits
administered 0.1, 0. 3, Img/kg/day pitavastatin by oral gavage during the
period of fetal organogenesis (gestation days 6-18) . Maternal toxicity
consisting of reduced body weight and abortion was observed at all doses
tested (4 times human systemic exposure at 4mg/day based on AUC)

In perinatal/postnatal studies in pregnant rats given oral gavage doses
of pitavastatin at 0.1,0.3,1, 3, 10, 30mg/kg/day from organogenesis
through weaning (gestation day 17 to lactation day 21), maternal toxicity
consisting of mortality at >0. 3mg/kg/day and impaired lactation at all
doses contributed to the decreased survival of neonates in all dose
groups (0. lmg/kg/day represents approximately 1 time human systemic
exposure at 4mg/day dose based on AUC)

Reproductive toxicity studies have shown that pitavastatin crosses the
placenta in rats and is found in fetal tissues at <36% of maternal plasma

concentrations following a single dose of Img/kg/day during gestation

(at the end of organogenesis)
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a [E[SPC Pregnancy

(202344 H) Livazo is contraindicated during pregnancy. Women of childbearing

potential have to use effective contraception during treatment with
Livazo. Since cholesterol and other products of cholesterol biosynthesis
are essential for the development of the foetus, the potential risk for
inhibition of HMG—CoA reductase outweighs the advantage of treatment
during pregnancy. Animal studies have shown evidence of reproductive
toxicity, but no teratogenic potential. If the patient is planning to
become pregnant, treatment should be stopped at least one month prior
to conception. If a patient becomes pregnant during use of Livazo,

treatment must be discontinued immediately.

Breastfeeding
Livazo is contraindicated during breastfeeding. Pitavastatin is
excreted in rat milk. It is unknown whether pitavastatin/metabolites are

excreted in human milk.

Fertility

No current data.

e

F—ANZ U T

D (2023 45 x
An Australian categorisation of risk of drug use in pregnancy ( 5 1)

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.

%  Prescribing medicines in pregnancy database (202472719 7 7 & &)
<https://www. tga. gov. au/products/medicines/find-information—-about-medicine/
prescribing—medicines—pregnancy—database >

INRFICEHY HECHE
HARDIIMLCEDREFIILL T O LB THY | KEDIRMLEKVEEDSPCL (TR 5,

5. IREXR ITNERICEEET B E

5.3 INRICHET A1, NEOFHEM S 2 U AT v — )UIAE OIS +45 72 i & O SR % B
DEMDO Y & T ARKBNOFE WY & W SN BEIC DWW ToOLRBEHAEZEET I Z L, [9.7.1,
9.7.2 ]

5.4 L TIIHEIREBEORIEITBAMEE TRV EHRESNLTWS D2 &b E5E 2, LRITKH
HAFEEOESFIZONTIE, VAZ « XX 7 ¢ v bEBE URFICEEICHE T2 2 &, 72,
E N EEAR BRI B W T I3 2 6 B IE 72, [9.7. 1 28]

1 RERVHAEICEET 5FE
1.1 JFREE D H DRACEET 2561213, GRS EEZ 1 H Ing & L, KRAKEGREIT 1A 2mng

TET %, £, MEEOH L/NEICKREGET256121E, 1 H Ing 2859 %, [9.3.2, 16.6.2
Z M
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I HENERERT VBABICHT HIE

9.7 INRZ

9.7.1 FEEOMHECIE, K EFICHEET D &, /INETITEBOSEECIRE DR AR TR E
KBRDGERDHY, HEERDH LT VWEBENLRH S, [6.3, 5.4 5]

9.7.2 EWIZINT 10 Al MEFMIIBWT 6 iRl O/NREZ 5 & LT AR OV Z a2 16
P L U7z AR ARBR 13520 L Ty, [6.3 BIE]

HH RLAIN A

KIEGA SCE The safety and effectiveness of LIVALO as an adjunctive therapy to diet

(20224-11H) to reduce elevated LDL-C in pediatric patients aged 8 years and older
with HeFH have been established. Use of LIVALO for this indication is
supported by a 12-week, double-blind, placebocontrolled trial in 82
pediatric patients 8 to 16 years of age with HeFH and a 52—week open—label
trial in 85 pediatric patients with HeFH. The safety and effectiveness
of LIVALO have not been established in pediatric patients younger than
8 years of age with HeFH or in pediatric patients with other types of
hyperlipidemia (other than HeFH) .

F[ESPC Paediatric population :
(202344 1) Children and adolescents aged 6 years and over:

Livazo use in children should only be carried out by physicians
experienced in the treatment of hyperlipidaemia and progress should be
regularly reviewed.In children and adolescents with heterozygous
familial hypercholesterolaemia the usual starting dose is lmg once
daily. Adjustment of dose should be made at intervals of 4 weeks or more.
Doses should be individualized according to LDL-C levels, the goal of
therapy and patient response. In children 6 to 9 years of age the maximum
daily dose is 2mg. In children 10 years or older the maximum daily dose
is 4mg.

Children younger than 6 years of age:

The safety and efficacy of Livazo in children aged below 6 years has not
been established. No data are available.
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