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PRERTEH

PTP @ldkdn « PRIR, MRS BB . Wik, &8

(BEM  HE, et PR, MR, EMECE. (2E S8
4y Al dh o AR (B ED

(BB HE, fEfs, PP, MR, EREE. SMED

HEUAR VBEREOREN
R L7220

fthFl & DEESEL (MEEFHEIL)

Y LR

A

<YRHZEENC BT D RIS >

7T N AHZF o Na B bmg [Me] ™

(4 78 R IR AL O AW PRI B REBR T A KT A O —HSIEIZ DWW T CFk 13425 A 31 AfFESR
FIEH 186 )

R BRI WHRERE O FWE)
RS
BRI & 900mL
BRI L« 37£0.5C
A . O pHl. 2 BAEFHRHRRE 1K
@ pH4.0 #¥H7= Mcllvaine OREMEIR
@ pH6. 8 HAZE Hs MR 2 K
@ B AR ITHERK
[l#5% : 50 [Alfiz (pH1. 2, pH4.0. pH6.8. 7K)
AREREIEL - & 6 Xy BV

I HLAE
SR R

pH1. 2 (50 [A]#z)

FEAERLA) 78 15~30 43124 85% LA BT 2856
FEAERLE O SRR H R DY 60% KON 85% AT DY 72 2 B iz T, s BRERIA 0 B IR
HESR I HERLA O VR R+ 15% OFPHICH D, T £2 B OfiEIL 45 L ETH 5,

pH4. 0 (50 [Al#iz) . pH6. 8 (50 [Al#ix) . /K (50 [Al#x)

FEAERLEI 23 15 43 ANIZ T4 85% LA HIRH T 256
RERRANL 16 LA 85% LA RIRIHT 5, Xid, 15 43128 T, kBRIA| o v
HH SRR BRI O SRV HH 3R = 15 % O FPHIZ & 5,



ARG R © 7T SR L F 2 Nafi bug [Me | 122\ C, [RIEEHK S O LY AR FIERBR T A 7
A v ) OEHERBROIIZE > TR AT o T2 fE R BUE Sz X T ORI
PBOTFEFEEORHELEIES U, EERE & O HZEXR S LHE Shu,

ABRIEO pHL. 2, 50 [Al#A ABRIED pH4. 0, 50 [F1#R
120 1 120 1
100 1 100 1 O 0
B go B 80 1
i H
£ 60 1 E 60
% 40 % 40 -
20 20
0 (J T T T 1 O CI T T T 1
0 15 30 45 60 0 15 30 a5 60
B (9) B (53)
ABRIEQ pHe. 8, 50 [Ald RERK@ /K. 50 [Hl#R
120 1 120 1
100 1 100 1 —O o
B gy = g0 A
i i
= 60 A = 60 1
% 40 1 % 40 1
20 20 1
0 Cl T T T 1 0 (J T T T 1
0 15 30 45 60 0 15 30 45 60
fsfE (93) fa (93)

—@— HER#UK| (75 N ZA X F L Na BE 5mg Me )
—O— [FHERH (XA \mF §Eb)
O HIEHERICI B M S A
=6
TSR AF > NafEbmg TMe) DBAHEFIZHITHRENE

x TIN\RZF Nafgbmg TMe) DBFEEBICHEITLREME
(HEBREA R VFERF O T BHEDLE)

BR R SR (%)
— - ) E R A FEUERLA - SEREUK S5 N2 Z| CHE
IAY [y N
AN F U EES 7> Na $E 5mg Me)

10 4> 56. 0 53. 8 .

pHI. 2 A
15 4y 77.9 70.9
50 [E]#iz pH4. 0 15 %> 87.1 98.5 A
pH6. 8 15 4y 90. 2 95. 1 DA
7K 15 4%y 92.7 97.5 Py
(n=6)



TS NAK T Na bE 10mg Me ¥
[ 5 SR DA R SRR A R T A 25O —HIUIEIC DWW T (PR 1348 5 A 31 HAFESE
R 786 )

R BRI WHRERE O FUE)
BT
BRI 900mL
ARBRIGR L« 37£0.5C
AR O pHL. 2 HARSER T HEERE 11’
@ pH4.0 #H7= Mcllvaine OREMEIR
@ pH6. 8 HAIE Ry 7V R 2 1’
@ HAZER K
[Bl#A% : 50 [Eli5 (pH1. 2, pH4. 0. pH6. 8. 7K)
BRI - & 6 Xy BV

| HLAE
EIVRH
pHI.2 (50 [A]#iz) . pH4.0 (50 [H]#5) . pH6.8 (50 [H]#x)
FEAERIA) 28 15~30 43124 85% LA EIEH T 2856
FEAERIH) O IR DY 60% M O 85% (T D 24 72 2 BESIZ B0 T, RBRILA 0 7
HESR IR HERLA O SE VR R = 15% OFPHIC H D, T £2 B OfiEIX 45 L ETH 5,
7k (50 [A]HE)
FEAERLEI 23 15 43 ANIZ -4 85% LA FIRH T 2546
ABRRLANIT 15 43 PAWIC ) 85% UL FIEHI T 5, XUE, 16 43ici T, BB EA O SE R
HH SRR BRI OO SRV HH 2R = 15 % O FPHIZ 8 5,

RS R © 7T R ZF 2 Na $E 10mg Me) (Z2WWT, TR ERKGOAYFRIRIEMERBR AT A R
T A v OEEREBROEIINE > TRERZAT o 7ot R, HE SN2 T ol B+
(ZBWTRIBMEOHERLMECES L, FERA & OB HZEI RS & HE S h,

AERIEO pH1. 2, 50 [ BRI pH4. 0, 50 [A]Hx
120 - 120 -
100 100 -
B go B 80 -
H H
= 60 - = 60
% 40 - % 40 -
20 - 20 -
O (J T T T 1 O cl T T T 1
0 15 30 45 60 0 15 30 45 60
KR (92) KR (99)



ARG pH6. 8, 50 [Alds ABRIE@ 7K, 50 (AR

120 - 120 -
100 1 100 A ) — O
B gy = g0 A
& H
% 60 - % 60 A
% 40 1 % 40 -
20 20 4
O (J T T T 1 0 (J T T T 1
0 15 30 45 60 0 15 30 45 60
i@ (93) B (52)
—@-— REREAI (7T NAHF F 2 Na §E 10mgMe )
—O— fEHERLA (X N1 F 8 10)
<} I A1 351 7 (RS R e
n=6
TS5INRAF 2 NafE 10mg TMel DAHZEHICEITAIRZEN
R TINREZFUNaggiOmg Me] DABEHICHITHREZEN
(GREREF| R VIRERE| DT B HEED L)
R SR SRR (%)
. . | ERF R FEVERLA] SHERBUHF . ST N2 & CHIE
Il PR AN FUEE 10 |[F o Na $E 10mg Me)
pHI. 2 15 4> 78. 3 66. 6 .
10 4y 45.7 59. 6
pH4. 0 N
50 [ 15 4y 83.8 85.2 Py
. 10 4y 42.6 54.6 ey
pH6. 8 N
15 4y 82.3 78.7 Py
K 15 %y 89. 2 81.1 pay
(n=6)

<IARGYE IR~ O3 A >
FFGINZAEF 2 Na b bmg Me] BONT T /NA X T2 Na bt 10mg Me| 1%, AAZKR FEIKLESLITE
DOENTZT TNAZFF b U 7 AEEOTEHBRICHEAE LTV D Z EARER S TG 919,

R | gk | BRI W 5e4 R | AR HIE

Vs SRR e « 7T XA HZF 2 Na BE bmg Me ] 30 43 85% VL | A
o 1e 3 50 Iy Vi

IRk FINAEF U NabiEl0mgMel| 304 | 85%LIE | @A

10. Réz - AE

(N EENRELGESR - 8. NENRREES - QRICHYT S15R
LR

(2) BE&
(F'F /XA KL F > Na $E bmg [Me )
PTP @4t (#2gAIA) 100 2 (10 £ X 10)
(FFRAHZF 2 Na Bt 10mg Me))
PTP s (284 ) 100 &£ (10 £ X 10)
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Q) FlREE
L

b BEmDOME
PTP > — b : AUk =1, &
to—:RJxzFLo, &
Ny R:RY Ly
NG R

1. BlERHESnLEME

RN

12. Z0Dih

GASROTAA

_11_



V. BEICEEI HIEHE

1. MEENITHR
O E
ORMKEMZ I LR T A—LIE

2. MEEXIIHRICEET HEE
5. BhRE - HRICEET 5iEE
Oy et A S L. BIBIE, RIS 2 L AT 0 — VIECh 5 2 L AR L
o ECAAOMAEEET 52 L, AFNIE D L AT 0 — VIES 2 B T b B BB ILIE L
LR B,

3. RERURAE

() BERUVHE=DfER
WE . RAKIZ T I ARAZ2EZF o7 YA E LT, 1 H 10ng 2 1 BEAIT2BECHTROES
T 2%,

. AR EIRIC K D EET 525, BEIEOHAIL T H 20mg £ THETE 5,

(2) AR UAROBERE - R
DR L

4. AERUVAEICEEYT 53R
1. % - BEICEET 3EE

AN UEOESRITEMICTLET D 2 R RESNTWEO T, #EHICHZ->TiE, 1 H 1A
BEDEES, YREERGLTDHIZENEE LU,

5. BRERALIE

() EERT— 5 /8w —S
AR L

(2) BR PR E IR ER
B R L

(3) AERIIERAR
[EIN S I FERABR
KFN D — AR RBR I TF g = L AT 1 — )VILE B 160 #1225 To I fLiE 38 508 #ih, %)
BHITERER] 404 Flicxt L, I A X F 2 MY oA 10~20mg/H, 1 H 1~2 18], 12 H@MEES
12XV 80.0% (323/404 Bl) OAENENE LN, MIER I VAT 2 — /UEKR O LDL-22 L A7
0 — EOER MR T AL S, HDL-2 L AT — UlEO FARERD LN, -, &EO MY
7V %74 R LTCHIK TFIERANGRD bk 1),
<EBFUWX17.1.1 Ll >

(4) FREEAIEBR
1) A3HEREEEER
OIE PN 5 TTAE AR
FEMEE 2 L AT v —) VIIEBE % & T @ IR IME S 284 i, ZhFHIEER] 252 B3 L.

_12_



TINRALZF S MY A 10mg &2 1 H 21\ (5mgx2) IxEEE LTrV /747 T7— ]
600mg Z 1 H 3] (200mgx3) 16 WME#E G925 “HERILERBRZ EiiL7=& 2 A, AT
FPINRAEZF T WY T LAEERET76.2% (99/1304) . 7V ) 7 4 75— FEERET 32. 0%
(39/122 ) THVY ., AEIZT T ARREF T b v LBEHEOEIERNE -T2,
BIWEFRREMEE L, 7T AFFF b )?A&ﬁﬁTZQ%(MMOW)T%U\EQQW
HIEFEE 2.1% (3/140 i) Tholo, EAMRAEMEE X 7.9% (11/140 ) <, L7 MR
BEEFITAST B5 ALT B5H-. JREE BA-. IRIEMGIEDSS 1.4% (2/140 ) Th o7,
<BEFUXL17.1.2 L D#EzEE>
@E N M FH AR
FEMEE 2 L AT v —) VIE B & & e AR IE B 352 i, h 3K EER] 314 BIlT% L.
TINRAZFF MY A 10mg &2 1 H 2 [H (Bngx2) XIIAHRIEK L L7 7 22—/ 500mg
Z 1 H 2IE (250mgx2) 16 W& G2 “HEERIKRREZ LR L7 2 A, ANFEITTT
NAZF T R 7 LAEERET 90. 4% (141/156 ), 70 7 o — L% 58T 73. 4% (116/158
#) THYH., AEICTINAXFF b ) U LEGREOFIERE o T2,
BIERIRBIBEE X, I RAZF o F M) U LAEERET 2.3% (4/171 #l) ThHoT-, KM
EERFIZ 13HITHY , EREARMRAEMBEE X ALT EH A6 TH -7,
<BEFUL17.1.3 L #EzEE >
2) ®EMHAER
EIPNEE AR (R 5-305R)
FHEMEE 2 L AT a0 — VIIE R % & @R E B 484 BilH, SR HEIERER] 417 Hlkt L,
TINRALZF S RY 7 A 10~20mg/H, 1 H 1~2 [El&&KE 15 » A £ TR LR,
AHKNOMIGHEE N KT DEN T BGEN R L VL RMED RO B, & DA RZHIL87. 5% (365/417
#) Td otz 22,
Fo. FiEMER 2 VAT o — VIERE 107 B, IEFBEMES 2 VAT v— VIERFE 77 il
XU, ek SEMOBMHREZIT o 7o R, REIRGIZBITL2 I\ 2Z2F o F M) LD
Bk & R EPEHERR S T 2,
<BEFUL17.1.6 L D #EzEE >

(5) BF - fRRERIGER
B R L

(6) SR AafE F
1) ERARERE (—RERRERE. HEERARGEHRAE. ERRELERRER) . RERTERT
—AR—RRE. WERFTRERABROAE

MR L
2)%Ek#&LT%W%E®W§X@%mL#ﬂE HEDHME
%GR L
(7 ZDih

DENE TR (1B 1[EEEE & V&G L D)
FEMEE 2 L AT o — VIIERE % & e @ lE e B 77 B, hFpEER] 66 Blicxt L, 77
NZRZFF R DA 10mg/HZ 1 AEAIZAIC 12 BREHREGT5 - E S BB 4 £ L7-
LA, MEHRaL AT — LR LDL-a2 L AT o —/Lisl, YL HICEFHIIKRTL, A
hERITZNEN 84. 4% (27/32 B)) . 91.2% (31/34 f5l) TV . MBERICEEZE TR o722,
@W%@ﬁﬁf%ﬁb&#okoik\%%@Eﬁﬂﬁ@%&%ﬁf5x%(Ww@D\&&5
FET10.8% (4/37TH)) ThHY, TEREAMAMERTIL, P58 TALT E55.1% (2/39 #i) .
A¥ERETLDH E5H-8.1% (3/37H#l) ThoT-,
<EBTVIRX17.1.4 L vz >
2) EINEIAHFER (1 B 2 BIEEE- & 1 [E4F 5 L o)
FEMEE 2 L AT a— VIIE B % & e R e B 208 B, ZhMlEiEsl 171 flicxt L, 7
TNAZFF R 7L 10mg 2 1 H 2 (bmgx2) X% 1 H 1[E (10mgx1) 12 HWHE&KEET 5
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CTHEEREBRBRAEERL-E A, MiERa L ATe— L E R LDL-2 L AT e —LT 1 H 2
FlIfEE 1 H 1EES & BICERICRT L, AR ZE193.0% (80/86 f51) . 92.9% (79/85
Bl) THY ., WEEMICAEE ST Lo Y,
BIEFIRBAERS IX, 1 A 2 BIBEGRET2.3% (2/8861) THY ., 1 B 1 [RIEGRECTIIRILL 20
ST, BERRAMER I, 1 H 2B 5RET3.4% (3/884), 1 H 1 I 5EET 4. 7% (4/85 i)
ThV, EREARAEMERIX, 1 B 2EEGHTALT E52.3% (2/884]) Th-o7o,
<BAFUIL17.1.5 LV #sLe>
3) TR R4S : MEGA Study
BRI BTN A OBEE D 2 W E AR IIEBE 2, BFRIET T AR LZF o F R 7 A 10~
20mg/ H OFHBE SO A S E BOMBR IC BEVE 2 (2B T 7o, FEE M T CWY 5. 3 B8R L 72 fi# T xf
G5 7, 832 BT BN T, BSEME/FEESEME O ARFEZE, B OMiE, (ORAE/ ZE9R5E, K OBk AT T
BEITHEAT O W AL O BN IR B OFIE 1L, ARAIGFHIEE 66 #1 (3.3/T A - ) . ESEIEBMBE
101§ (5.0/F AN« 4) THY, AEENROLNEZ D,
<BEBFERXL17.2.1 L vz >

4) IR ek [ R~ 0D 5 88
EalL AT — VIERZFICT I ANREFF MU A 10mg/HE 12 3 Fﬁ&—'—}b Z ORIz
BT D MR EEE R~ DB A it LG R, MIGIEE 0FWedeE L &b, BE - m/MRGRIT
HOHENRHEO SN D,
<BFERX17.3.1 L vilizg>
BYMIEAT v A RBR/E N RIF T 2
EHREFERBIIERE T T ANRZF o F M) 7 A 10~20mg/ H 25 L, RMICEEAT 1A
RAVE 2 JE LIZAER, Wb b7 2,
<BEBFURX17.3.2 L vz >
6) IRTHIR LIS S 1 E
ERSMAERFICT ST NRAZFF MU A 10~20mg/H % 12 BREIEE L, BHIEE. IHHAtFEES
W2 HE Lo R, K= VAT v — L frRe, IATEAEEE O W I b & 55 TR 830
SR o720,
<UL 17.3.3 L D #EgEE >
7) NI M I E T A
R IE £ 5 BRI ERGE (27 T N AL F 2 R U 7 A 10~20mg/ B #5217 - I fE 5, FRICE
b ZFBD o T2 %Y,
<BEBFERXL17.3.4 L vi#izg>
wwﬂ# VA2
mﬁ%%_77nx&%y+huvblw%myﬁ\&qzwﬂ&5L\&5%%K%@H
@ﬁ%@ﬁwﬂﬁﬁ%ﬁot%%\%Kﬁﬁ%%bﬁﬂokm
<ETIHRIL17.3.5 L0 #EEE>
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\

EEHE(ICEY DIEHE

EEPM(CEEHLDILEYRITILEHEE S
HMG—CoA & Tl 54 P24
(o NRAREF U TNWNRAZTF T N TA T MAARRETF Iy LKFIY, X R R
FLANT T BRI, B ANRNAZF TN T L)
T BED H DG DORIRE « HIRFEL, BHTOBMNLEELSZRT L2 L,

EEER

(1) YEFRERL - /ERES
TINRRAZFF RN AT VAT — VEGRKROREEER Th 5 HMG-CoA = ITIEFR & FF i
I OFEFICPEET %, ZOERIZa L AT o — VAL O FHEEE ThHh 0TI, /MBI B
THY, M2 VAT B — UEZEESLHITHORINTIE T S8, MiERE2%EI TS,
<FBEFIHRIL18.1 Xk vz >
D) SRR 2 L 2T 1 — LA SRR EE
FIGNRZAEFUF RN TAET v MIBWT 2 L 2T a— VALK O EEER T H 5 /)
D a L AT v — VAG R SIRIIZELE U, VTV EEANRRR 2 5 Tl Ofifzs TOEITIER
WZF Do 77 3,
<BTIRIC18.1.1 L #sie>
2) LDL S ARG PRI T 952288
FIGNRAAZFF R 7 AT WHHL-7 B (b NEREMES 2 L 2T 02— LIEDEF LEW) 12
BT, 2L ATe— VOAGKERE LIFMENO 2 L AT e —LE&E KT S8, £0Ok
B LDL SZRARTEME M58/ U 17 S AR PN~ LDL O EY JAZ 238800 LIy §7 o> LDL- =2 L
2T a— UEMME T L7 %,
<BTIRI18.1.2 L #EiE>

(2) ExhEZ4T 1T S BRAKE
D IREIR NEM
OFFZNRAZF ST M) T EREAKGIZED A X, P, UFFOMFEa L AT 12— U1 E%
FBRFICIR T & 870,
<HEFUL18.2.1 L D #EgEE >
@7 T NRAXFF MY A 12 6mg/kg/ H & WHHL-U VIG5 Lz 2 A ML AT 11—
MEIZAEIIK T L, £72. 50mg/kg/H OF 582 T VLDL X° LDL @ 2 L A7 v — Ul Z
BITIR T &SRS 2 LN 5 Y,
<EBFUL18.2.2 L #EEE>
2) TEIREIARIF ZE B OVEE (il 12 fo 1 E 3
TINRAEF L N T AEWHL- U XIS OKRS Lz & 2 A, mRENRFEZ ORIEHEFE DK
T EHERIEINRD bz, £, WHEOEOMER ZMmE L7z %,
<FEBFIRX18.3 X v ifinge >

(3) fE FASETUNERT - LR
AR L
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VI. EYEREICEAY SEB

1. MAREOHS

(1) s A e R
MR L

QERGREBR CHRAIN-MPEE

1) Efe i 5-
e Rk A 5 5 BN AHK] 20mg, 1 H 2 [\, 7 HEHARO&EG Lz & & #ifGaiomiEficias
K ORBACE R ORE#IT & b ICHE S o727,

<HEFUL16.1.1 L D #EzEE>
2) A=W [R5 R
(%I EIS D FHIE SRR A RT A 2OWT ) EIEES 487 5 (CEk 94F 12 H 22 HAD)
T TIGNAHF L Na BE bmg Me| & AN FUEES XX T T3 ZA X F 2 Na 8 10mg Me] & A F
VEEI0Z  J B AF—NR—IRIZ LD ENEN (T T ARAEZTF o MY oA E LT bng Xid 10mg)
R AN B FICHE R HL R O 5 L TR R GRRE 2 JE L, 5O NI EY BN T A —4
(AUC, Cmax) (Z2UWT 0% X MIEIZ TREMHFIT 21T o 7R, Wit d log (0.80) ~log
(1.25) OHFPFHANTH V. TN O LW FI R ZEME DR Sz %,

(ng/mL)
i 20 —e— T INZ¥F Nabt5mglMel
I 0 ANTFUEES
q,;u 151 (Mean+S.D.. n=23)
A
N\
A
b4
F 10}
v
_j_
}
5 5|
&
i o .
i [
0é ' ' | | ' '
0 1 2 3 4 6 8

H%‘:Fﬁﬁ (hr)
Smg SRR EEFOMIER TSNREF o+ MO LEEER
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(ng/mL)

il 307 —e— T I )NZA%F Natl0mgl Mel
4 o AT VL0
;:;30 (Mean+S.D.. n=20)
%20t
A
4
7
7
7
D 10t
7
5 : l
ikt e 3
&
0 1 1 1 1 1 |
0 1 2 3 4 6 8
H%‘:Faﬂ (hr)

10mg SR EHFOMBR TS /INREF o+ b LREHTE
x® EVIENSA—4

HIFENT A —H BEINT A—H
el AUC C
¥ t max Tmax Ti/o
(ng * hr/mL) (ng/mL) (hr) (hr)
TINRALT o NaBE | g 29.08+15. 96 10.30+ 6.67 1.4+1.0 | 3.9+1.2
5mg Me]
AT F bR 23 927.46+10. 44 9.08+ 3.84 1.4+0.3 | 4.1+1.2
TIAETF U Na G|, A7.98+24. 61 18.24+ 9.84 1.240.3 | 4.3+1.8
10mg Me
A3 F U FE 10 20 52. 58 +30. 28 19.07+11. 57 1.3+0.4 3.7+1.4
Mean=*=S. D.

IS PR LI ONT AUC, Cmax S D/3T A — 21, PRE ORI, R OTRIRAIEL - B 55 OUER SR
L > TR WREMDR H 5,

(3) chiEsE:
SRR L

L EBE - HHRAEOEE
BHE: S L—T T N—Y T 20— AD
T =TT N—Y Y 2 —ADKEHAL, REOKDBEICHRE R EL 5 X leh ol 0,
<BFU16.7.1(3) k v #zie >

EYEERP/NT A —F

() A E
T— A ME

(2) WUIEE FE L
B R L

Q) HKEEEH

0.1928+0. 0624hr™" (5mg HEHL[EIE O #: 5-EF, Mean=S.D. . n=23) *®
0.1872+0.0683hr ' (10mg FEH[AIFE ¥ HH Mean+S.D. | n=20) *¥
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3.

DHo2IVTF7SUR
M E R L

) R HBE
M E R L

(6) ZDth
FARPSA

B&EH (RE2L—ay) @

(1) & A&
B R L

(2185 * — 4 EBER
DR L

% YR

<HE. Ty >

TIRAAFF NI TAEIT v MZBWTEE LTH, /ML - PRI Sz 2,
<BFERL16.2 L Vit >

kil

(1) M & — fx BE P9 @A
B R L

(2) % —FEAEREFT BB
VI 6. (5) 4LdF] DEEZROZ L,

Q) EiA~DFBITH

<BE Ty bh> V6. 6)FAR OEEAZMOZ &,
) FERA~ADFBITHE

B R L

(5) T DD~ DT
<ZE: 7y LR X>
T RROA XIZBNWT, TINRNAZFT U M) U AFa L AT a— VERKORAIRK,. s
SICRIREE I AT DA, L AT AR AR S fth D g ER ~ D 3 AT 1R D TR D o 72 1Y
<EBFUL16.3.1 L #zzE>

(6) MFEBIESE
MR L,
UFO®ERSHD Y,
Mig & X7 fEGHIL63. 1% Th b,
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7.

e

() X B ER L B A R RR
FICFgIcBWTRB# N D,
N<HE: Ty >
T MIBWT, 77 FF o b v EE L OFETRRME, B, 4 (FELTH
NEFHURE) B TRE s 2,
<UL 16.4.1 L D #EzEE >
2) IRE ORI UNEANT—H)
TR B 8 Bl [MC] 7T NAZF v R U DA 19, 2mg R O HEF G L7-FEOJR (0-48
IRFfE]) M OVEE (0-96 IRffE]) H T RZEIKITIR FHIHRED 29% ., FHHBUNRED 47. 6% % LT
W, ERREIWIT 3 a—iso- BIEA T, RPBEHEED 10%., FEHHINRED 13. 9% % (5, 6-epi-
BVEARITIR P IRED 2. 8%, FEHFHHED 0. 7% % (HH Tz ¥,
<EBFUL16.4.2 L D#zEE>

QRBIBEET HEFR VP H) OHFE. F5F
1) In vitro fREEAER
AfNE, & MFI 7 vy =22 AWZRERBICEWTEETHY . F b7 m—2L P450 D5
FCH% 30 (CYP3A) CTREEZ b o7 (in vitro) W,
<E UL 16.7.1 XV #EFL>
2) CYP3A4 DARE %2 1T % FeH| 2 b4 2 598
AFNZ. B MIF 78 Y — A% HNERBRICE N T, CYP3M ORI THD L HESHL TN D=
TV, AFRH VI A FTARNZRTR L ORBICEEL G52 o172 (in vitro),
<ETUIC16.7.1(1) K vEzse>
3)CYP3M L& L EAOEE GHEANT —X)
AEIORBIT, COYPIM ZHET I (f FT2FY =L, YAFTEL) LOPHICLY,
BB A T o T 1017
<FETUIC16.7.1(2) K vEzst>

Q) VEEBAMEDEERVZDEE
B R L

@) KBMDOEEDERERVEEL, FHELE
TINRAEZF U F MY T LOERNEHY TH D 3 a-iso-EMERD HMGCoA 18 TTlESE OB ETE ML
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HH B LN

KEEAESCE | 8. USE IN SPECIFIC POPULATIONS
(20224E11H) | 8.1 Pregnancy

Risk Summary

Discontinue pravastatin sodium tablets when pregnancy is recognized

Alternatively, consider the ongoing therapeutic needs of the individual patient.
Pravastatin decreases synthesis of cholesterol and possibly other biologically
active substances derived from cholesterol; therefore, pravastatin sodium
tablets 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 pravastatin use in pregnant women are insufficient to determine if there
is a drug-associated risk of miscarriage.In animal reproduction studies,no
evidence of fetal malformations was seen in pregnant rats or rabbits orally
administered pravastatin during the period of organogenesis at doses that
resulted in 10 times and 120 times, respectively, the human exposure at the
maximum recommended human dose (MRHD) of 80 mg/day, based on body surface area
(mg/m®).An imbalance in some fetal skeletal variations, increased offspring
mortality, and developmental delays occurred when pregnant rats were exposed
to 10 times to 12 times the MRHD during organogenesis to parturition.

The estimated background risk of major birth defects and miscarriage for the
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indicated population is unknown. 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

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
cofounders —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 thefirst 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 cofounders. 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

Embryofetal and neonatal mortality was observed in rats given pravastatin during
the period of organogenesis or during organogenesis continuing through weaning.
In pregnant rats given oral gavage doses of 4, 20, 100, 500, and 1000 mg/kg/day
from gestation days 7 through 17 (organogenesis) increased mortality of
offspring and increased cervical rib skeletal anomalies were observed at 2100
mg/kg/day systemic exposure, 10 times the human exposure at 80 mg/day MRHD based
on body surface area (mg/m?).

In other studies, no teratogenic effects were observed when pravastatin was dosed
orally during organogenesis in rabbits (gestation days 6 through 18) up to 50
mg/kg/dayor in rats (gestation days 7 through 17) up to 1000 mg/kg/day. Exposures
were 10 times (rabbit) or 120 times (rat) the human exposure at 80 mg/day MRHD
based onbody surface area (mg/m).

In pregnant rats given oral gavage doses of 10, 100, and 1000 mg/kg/day from
gestation day 17 through lactation day 21 (weaning), developmental delays were
observed at 2100 mg/kg/day systemic exposure, corresponding to 12 times the human
exposure at 80 mg/day MRHD, based on body surface area (mg/m?).

In pregnant rats, pravastatin crosses the placenta and is found in fetal tissue
at 30% of the maternal plasma levels following administration of a single dose
of 20 mg/day orally on gestation day 18, which corresponds to exposure 2 times
the MRHD of 80 mg daily based on body surface area (mg/m?).

8.2 Lactation
Risk Summary

Based on one lactation study in published literature, pravastatin is present
in human milk. There is no available information on the effects of the drug on
the breastfed infant or the effects of the drug on milk production. Statins

including pravastatin, decrease cholesterol synthesis and possibly the
synthesis of other biologically active substances derived from cholesterol and
may cause harm to the breastfed infant.

Because of the potential for serious adverse reactions in a breastfed infant,
based on the mechanism of action, advise patients that breastfeeding is not
recommended during treatment with pravastatin sodium tablets
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(An Australian categorisation of risk of drug use in pregnancy)

=)

A=A T VT M

Category D

Drugs which have caused, are suspected to have caused or may be expected to cause, an increased
incidence of human fetal malformations or irreversible damage. These drugs may also have adverse
pharmacological effects. Accompanying texts should be consulted for further details.

https://www. tga. gov. au/products/medicines/find-information—about-medicine/prescribing-medicines
—pregnancy-database (202348 H 7 H7T 7t &)

(2) /INRE~OFEGITET 5 EH
KBTS 19.7 /NRE ] OFXFIILLTFTO LB THY , KERMTELIZERER D,

9. BHENE=
9.7 INRZE

ZAYHEBEICEHT IR

NS G & U T BRIRERBR 350 L T 7eny,

aapiiil LA
KERAT 303 | 8.4 Pediatric Use
(2022411 H) | The safety and effectiveness of pravastatin sodium tablets as an adjunct to diet

to reduce LDL-C have been established in pediatric patients 8 years of age and older
with HeFH. Use of pravastatin for this indication is based on a double-blind,
placebo—controlled clinical study in 214 pediatric patients (100 males and 114
females) 8 years of age and older with HeFH. Doses greater than 40 mg daily have
not been studied in this population.

The safety and effectiveness of pravastatin sodium tablets have not been established
in pediatric patients younger than 10 years of age with HeFH or in pediatric patients
with other types of hyperlipidemia (other than HeFH).
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