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(&38RI G D A A FIERER T A R T A L FEO—HUIEIZ SV T (R 13 455 H 31 B AFEESE
HIETH 786 )

RERGE ARG WHREE O RFE)
PRBR SR
ABRTE R 900mL
ABRIIREE : 3710.5C
ABRiE - O pHL. 2 H AR HFIE MR 1)K
® pH4.0 HEH 7= McIlvaine DFEHEIK
@ pH6. 8 H AR ¥ MR 2 K
@ HAFERFTRERK
[Al#% : 50 [Alfi5 (pH1. 2, pH4. 0, pH6.8. 7K)
ARBREH : £ 6 Xy

I E FRAE
IR R

pH1.2 (50 [A]#z5)

FEHERIF 23 15~30 771235 85% LA LA T 254
FEHERIK O IR DY 60% KON 85% (T D Y 72 2 REAIZR W T, FRBRHHI O A
HE SR A HE R O SR HH SR £ 15% OFIPHICH D, T £2 B IX 45 L ETH 5,

pH4.0 (50 [A]#x) . pH6. 8 (50 [Al#E) ., 7K (50 [A]#ix)

REHERIF 23 15 43 LANIZ 3 85% LA EEH T 256
ABRRLANIX 15 4 LIS 85% UL FIEH 95, XX, 15 431230\ T,

B 0 R
H R IR VE R O SRR R £ 15% OHIHICH 5,



ARG . 7T 32 % F > Na b bmg [Me] (ZDW\WC, THIREE G O LY LA RIEMERBR T A K Z
A > OWHRABROIEIINE > TRBRZAT o 7ofi R, HE Sh e~ TomHREBREIFIC
PBOTIFEEVEOHEEEITHE S U, EERG & O HZE 3R &OHE S,

ABRIED pH1. 2, 50 [Al#R ABRIEQ pH4. 0, 50 a4
120 1 120 1
100 1 100 1 O 0
B go B 80 -
i H
& 60 1 E 60
% 40 % 40 -
20 20 1
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)
ABRIE® pH6. 8, 50 [ldx ARERIE@ /K. 50 [AlHR
120 1 120 1
100 1 100 1 —O o
B gy = g0 A
i i
= 60 A = 60 1
% 40 1 % 40
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) fal (93)

—@— ABEK| (7 F7 /X2 & F > Na B 5mg [Me] )
—O— BEHERA] (A1 F §Eb)
O MBI B S A
n=6
TSINRBF U NafEbmg TMel DFHEEICHITIEEM

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

RS SEERE (%)
EEAK BRI | E IR A TEAERLA HEBRBUK . ST 2z HE
iR i

8 AN F EED > Na $E 5mg [Me]
10 43 56.0 53.8 N
pHI. 2 - A

15 73 77.9 70.9

50 [H]Hz pH4. 0 15 4% 87.1 98.5 e
pH6. 8 15 53 90. 2 95.1 ke
K 15 43 92.7 97.5 WA

—~
=]
1l
»
=



7 FNAHF 2 Na $E 10mg [Me] ¥
(R PEIE S DA AR SRR A R 7 A S O—HEIZD0 Ty Pk 1348 5 7 31 AAFER
HHH 786 5)

RERGE - ARG WHRERE O RFE)
ARBR ST
BRI B 900mL
ABRIIREE : 3710.5C
R . O pHL. 2 AARFERHFEHRBRE 1K
® pH4.0 #HeH7= Mcllvaine DEETE K
@ pH6. 8 H AR ¥ HaRE 2 K
@ HAERFRRK
A% - 50 [F145 (pHI. 2, pH4. 0. pH6.8. 7K)
REREEL : K6 Xy B

I
RESNES

pHI.2 (50 [A]#iz) . pH4.0 (50 [H]#5), pH6. 8 (50 [Alix)
FEAERLA 23 15~30 4712 85% UL RIRIN T 2454
PEAERLH) O SFE VD 60% J O 85% (T D 2 72 2 WUV C, sREBRILAI 0 57
HE SR A HE R O SR HH SR+ 15% OFIPHICH D, T £2 B OffIX 45 L ETH 5,
7k (50 [A]#z5)
FEAERUAN 28 15 43 LANIZ 48 85% LL EIRH 3 2454
ABRRLANIX 15 53 LANIC ) 85% UL FIAEHI 95, XX, 156 431230\ T, BB RLAI D 241
HH =R A R O SR PR SR £ 15% OFPHIZH 5

REBRAEE . 7T N2 FF 2 Na $E 10mg Me) 1ZOWT, THERERKSOEMZNRIGEHRBR YT A R
T4 v OEERBROEIAE > TRRZAT > 1o R, HE S e T~ ToR HaBR &
(ZRBW TR HE EEIE A U, EERA & O HZE 3R SE &OHE S,

BRI pHl. 2, 50 [F1HR ABRIEQ pH4. 0, 50 [a]H5
120 - 120 -
100 - 100 1
B go B 80
i i
E 60 - £ 60 -
% 40 - % 40 1
20 - 20
O (J T T T 1 O cl T T T 1
0 15 30 a5 60 0 15 30 a5 60
i (93) f (99)



ARG pH6. 8, 50 [Al#xs

ABRIE@ K. 50 (AR

120 1 120
100 1 100 A — O
B gy = g0 A
& H
£ 60 - £ 60 A
% 40 1 % 40 -
20 A 20 -
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)
—@— ABREK|(FZ /XA H T Na b 10mg/Me )
—O— E#ERIA|] (A g F 5 10)
<} I ST 3543 7 (A S e S e
n=6
TS5INRAF 2 NafE 10mg TMel DAHZEHICEITAIRZEN
R TINREZFUNaggiOmg Me] DABEHICHITHREZEN
(GREREF| R VIRERE| DT B HEED L)
el SRR (%)
. I | ERF R FEVERLA] WEBRAA: 7T 2| HIE
i R AN F UEE10  |[F o Na $E 10mg Me
pH1. 2 15 4y 78. 3 66. 6 e
10 4y 45.7 59. 6
pH4. 0 N
— 15 4% 83.8 85. 2 e
10 4y 42.6 54.6 pay
pH6. 8 N
154 82.3 78.7 ke
7K 15 4y 89. 2 81.1 pay
(n=6)

<INHIER A ~ D AP >
T I NAHZF o Na BE bmg Me] RNT TR AZF 2 Na BE 10mg Me| 1%, HAIEFE FERLESKICE
DOENTZTTNRALZF T b Y T AEEOEHBMICHEE LTV D 2 EAHEE ST g 519,

AR | Bl | RBRIE R 784 HUEREER] | AR HE
Vs SRR - 7T XA HZF > Na BE bmg Me ] 30 47 85% LA | A
ot 50 [B]8z K —— -
IRk FINRALF L NabiE 10mgMel| 304y | 85%LI L | @A

10. Réz - AE

(N EBMNDLERGES - &, NEIVERCEES - 2RICEHT 51FR
LR

(2) a4
(FFRAHZF > Na $E Smg [Me])
PTP @4t (W24 A) 100 2 (10 £ X 10)
(FF/NAHZF > Na §E 10mg Me])
PTP a4 (RZIEAIN) 100 && (10 £ X 10)

_10_



Q) FlirEE
% L7

4) BEDOME
PTP > — bk : KUl =1, &8
to—: RIxzFLo, &8
NoR R ey
P4 IS

1. BlERHESnLEME

ARV

12. £l

ML

_11_



V. BEICEEI HIEHE

1. PEEXITIHE
O =g Mm%
OFEMEEa LATO—)LIEE

2. MMEERIFHRICEET HFE
5. 30 - MBICKET 5B
A ORI 57 A S0 L FIRIE, REEMEG S L AT v VIECH B 2 & A L
o ECABIOWH A EET B 2 b, AAIEE D L AT B — VIR BT b B R IS
LS B,

3. RERURAE

() EZERUVHEOM#EER
WE, AL T I ARAEZFoF R YL E LT, 1B 10mg 2 1 EE-T 2 BT RAOFE
T3,

¥, FE - ERICK VEEEE T A0, EEOLAIX 1 H 20mg EFTHETX 5,

Q) AERVHEEDERTERE - 1B
M ER L

4. FERVEEZICEET HFE
7. A% - REICEET 5FE

AN UBOEASRIZEENCTCET S Z LR HRESNTHWAE DT, BHICHZ-> T, 1 B 1]
WEDBA, YBRBRELTDZENEE LV,

5. BRERALIE

MERT—2/1\vH5r—2
MEER L

(2) B PR EEIR R
AR L

Q) RERICERFAER
[EIN A T AH AR
AHN O — B R RBR X F M = L AT v — L IIE B 160 1] 2 & de g e B 508 1, %)
FeHEREG] 404 Bkt L, 7T RAZF U MY DA 10~20mg/H, 1 H 1~2 8], 12 E[##S
IZE D 80.0% (323/404 B) OFEHENHG LNz, MIHER T VAT a2 — U fERO LDL-22 L AT
0 — UEOEH ML T AR5, HDL-2 L AF 0 — U ElD FRRRED iz, £2. @EO Y
7V T4 RIx L THIRTEABRD bz 09,
<ETFWLIT. 1.1 X 5>

(4) ¥REEHIEAER
1) BEhHMREEEER
OE W& MR
FEMEE 2 VAT v — ) VIIE B & & Lo 5 MUE B85E 284 filvh . ZhBRHIERER] 252 #iliosf L.
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TINRAZF MY T A 10mg &2 1 H 2E (5mgX2) XiFxtlEgEe L Tr7V /7477 —F
600mg % 1 H 3 [A] (200mgx3) 16 @AHEH LT 25 " HEMILKRBRZEmM L= 2 A, AFIL
FINRARFF MY T LAFEERET76.2% (99/130 ) . 7V ) 7 4 75— MEERET 32. 0%
(39/122 45) THY . ABICTINRAEZF LT M) T AEEFHEOFEIMENE -T2 19,
@Wﬁﬁﬁﬁfi\77Ax&%/%%JﬁA&5H129%(Mmom)f%w\zﬁﬁﬁ
HITFEE 2.1% (3/140 i) Th o7z, EAMRAMER X 7.9% (11/140 ) <, F/eERAKMH
ERFITAST EF-. ALT & JREE LS. JRIEMBEENRK 1.4% (2/140 ) THoT-,
<EBEFIRX17.1.2 L v#gie >
Q@ E N MAHRER
FIEMER = U AT v — VIIERFE & 5 e iR ME B 352 BH ., ZhRHIERER] 314 BTk L,
FINRAZFF Y 7L 10mg 2 1 B 2[E (5ngXx2) Ik E LT e 7 22—/1 500mg
Z 1 H 21E (250mgx2) 16 HHHEG T2 “EHEMRIKRREZ LM L7 ZA, AIFEITTT
NAZFF R o A ERET 90.4% (141/156 i), v 7 a— L 58T 73. 4% (116/158
Bl) THY, BEIZTITARAEZFF M) U AFKGEHOEMERE -T2,
RWERFBSE X, IR ZF T MU U ARERET 2.3% (4/171 #) Tholo, KK
BEERFIZ1BHTHY, FRERREMERFITALT A 461 Th o7,
<EBEFIRL17.1.3 L vzt >
2) ®EMHAER
EINFETARRER (R 5305
FiEMEm 2 U 27 v — VIIE BE & & T @ 5 INE B E 484 Fild, S BHIEER] 417 BIITHT L.
TINARFT U N 7 A 10~20mg/H, 1 H 1~2 [\ %ZKE 15 # HE CEMEG LiofER.,
ARFND MIEREE N 5T DB - BN R L RMEDFRD B, & DA ZNHIL 87. 5% (365/417
fﬂ) 'CB‘?)OfC 21, 22)0
Fo. FiEMERE 2 L AT v —) VIERE 107 Fl, IEFEMER = L AT v —) VIELE 77 #iliC
® U, R SFEMOBHREZITo MR, RHRGICBITL7 I AZF L NI U LADOHE
itk & MR S vt B
<BFIRXLI17.1.6 LV #zEd >

(5) 8% - FWIERHR
LB L

(6) JamEE A
1) ERARERE (—REARERE. FEEARGERE. ERARELEEKRER) . #ERFTERT
—AR—RRE. WERFTRERABROAE

YR L
2)%hx#tbf%m%iwmﬁxmﬁﬁbtﬁﬁ-ﬁﬁ@ﬂ%
%GR L
(7 ZDith

DENE TDMARRE (18 1[EHES &V EES &l
FEME 2 U AT o —)VIIE R 2 & T m iR e BE 77 FF, ZhFRHERER] 66 Bilicxt L, 7T
NZAFF RY 7L 10mg/HZ 1 AEIIIAIC 12 BRE# S5 26 S st 4 525 L 7=
EZA, MERaI L AT o — KRN LDL-a L AT o — Ve, &5 L BICEHIIETL, A
NRITENFI 84. 4% (27/3241) . 91.2% (31/34 f5]) TV, WEERICHEEIT R o722,
BUWERIXMAECHELL 2o 70, Fo, WRMRAEM T ITHEGHET 5. 1% (2/39 i), &5
BT 10.8% (4/37H1) THY ., EREEARAEMERT X, SR 5H TALT EH5.1% (2/39 #) .
A GRECLDH E5H-8.1% (3/374#1) THo1=,
<EBETFIRL17.1.4 L v#zge >
2) EINEMFHERER (1 H 2 BIEE & 1 [EY 5 L ObER)
FiEtEm =2 U A7 v — VIE B & 5 @ AR E B 208 FlHr, hFEIERER] 171 plicxt L, 7
FGNAZFF R UL 10mg 2 1 A 2 (5ngX2) XX 1 A 1M1 (10mgX1) 12 @EKRELGT2

_13_



CHEMKERRAZ IR LI ZA, MER I VAT e — L KN IDL-2 L AT r—/LiE 1 B 2
MG, 1A 1EEREE GICERIET L, A21ERITZENLEN 93.0% (80/86 f51) , 92.9% (79/85
Bl) THY ., WEEMICAERET RN,
BIVEFARBIAEE X, 1 B 2 EEEGRET2.3% (2/8841)) THY. 1 B 1 [EHERGRETIIRIL L2,
ST, BERMAMERIL, 1 B 2 BEE5HET3.4% (3/88 1), 1 B 1 [MIFHGRET 4. 7% (4/85 i)
ThHY, ERERREERT X, 1B 2EEGEETALT EH2.3% (2/88f#]) Th-olz,
<BEFERXL17.1.5 L v#gig >
3) TR A : MEGA Study
EBIREE B SUIK A OB E O 2 W EARMERF 2, BRFRIETT T ANRAZF o F MY 7 A 10~
20mg/ A OF A BE U S E BRI IVE 2 2B 1 7o, FEE M T T 5. 3 4B L 7= fif Tt
G451 7, 832 BN IWNT, B/ FEESEMDATZE, BlME, OIRSE/ 225850, K OVEBIARIMAT 73
TERTHEAT DWW O R ENIREE B O FIE L, AAIGFHIRE 66 #1 (3.3/T A « 4F) | ASEEBMEE
10141 (5.0/TF N - 4F) THY., AEENBO LD,
<EBEFIRL17.2.1 L v#gge >

4) J.Jﬂl(ﬁi&%. Hb’\o) ‘?/ E:
BV AT —)VIJERFIZ ST NNAZTF o M) UL 10mg/H% 12 BEES L. ZORIZ
BT D MIKEEE R ~DEEEA T LR, MISIEEOEWN RdGE L & Iz, BE - /I MGRIT
HEDOUWERFRD Lz ),
<EBFIRL17.3.1 L vzt >
BYMIEAT & A RAR/E AN RIF T2
EREEEIRMERFTICT T ANRAEZTFF MY A 10~20mg/ HAHE L, BRI T 1A
RFNVE L ERE LIZAER, DTN LEEITRD LN o7,
<BTIRXL17.3.2 L v #&id >
6) NEH AR B M T3 52
EIRMIERENC T T ANAZF 7 MY UL 10~20mg/ H % 12 BE#&E L, BHAEE. RIS
B2 JE LIS, K= L AT v — W EfrRe. IRATERFEE O Wi b & 5801 CTRZNT L
Lotz 0,
<EBFIRL17.3.3 L vzt >
ﬂm$%ﬁﬁﬁﬁﬁi%%
BILGE % L O MERIFEFIC T T NNAEZ T F MU T A 10~20mg/ B G 2IT - T2/ HR. FRICE
15% BRI T2 %Y,
<BTIRXT17.3.4 L v#zid>
8) MEBI MR |2 M 1 F 3 52
EIEMIEBREIC T T AR EZFF MU UL 10~20mg/H, 6~12 » H&EG5 L, &5-F1E BT
BREZEUIRFREZIT o 7R, FRCBREZ2RDRNo72 %,
<FBFIRXL17.3.5 LV #sEd >
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\

EEHE(ICEY DIEHE

EEPM(CEEHSILEYRITILEWEE S
HMG—CoA 1% Jr %55 P E
(Vo RARBF o TNUNRRAZF T NY DL T MR AZF AN T KT, ©FNAE
FUANT T, BANRAEF UL T L)
HE : BEOH DG DONEE - IRFIL. EMORMNICGEELSRT 52 &,

EEER

(M 1EFERLL - 1ERME S
TINRAEZF T NI U NTa VAT — VASBSROBBERER CThH D HMG-CoA 1ZEILHEFE % Fr i
I OFEHIICIRET 5, ZOERAIT = L 2T 0 — LV AESKRO EE FER TH 2 AT, /DI
THY, MiEa VAT 0 — /UEZFLCHIIHOMNE T S8, MiEFEEESESES,
<BFUC18.1 Lz >

D) SRR ING = L A7 1 — LA AR LA
FIGNRARZF U F NI T AET v MZBWTa L 27 a—LAESKRO FEEE T H 5 e/
WG a b AT v — VAEGRRZEIRIIZE L, AVE Ve AR 2 5 Do O ligids T OBLEILIER
12857 ¥,
<BTIRT18.1.1 L v#sit>
2) LDL 2 RIS PRI RT3 5 2
TINALZF S R Y U AKX WHHL-T ¥ (v NFEBEER 2 VAT 12— VIEDET VEIY) IZ
BWT, 2L AT — LOAAGREZRE LFMRENO I L AT e — L E85 KT S, £k
Re. LDL ZAMIGTENS TR L, i i 2 & FFBIEPN ~@ LDL O LY A Z 3800 L ifniE H o> LDL-= L
AT 0 — ) UEBMET Lz %,
<BFHXL18.1.2 L ni#zzE>

(2) ExhEE4T1T S ERAEE
D) IREAS FEH
OFFZRAZFF M) MIROBEICEY A X, Hv, UFFOMFEa L AT o — /L El%
BRI T S8 7%,
<BFHX18.2.1 X vi#zzE>
QFTFTNAZFLF MY A 12 6mg/kg/ A& WHHL-U V2G5 L= A MiEa L AT a—
JEIFEEIME T L, £/, 50mg/kg/H D#EH- 82T VLDL X° LDL @ =2 L A7 v — /Ul &8¢
IR FE®L Z e NBD BN,
<EBEFIRX18.2.2 L vz >
2) LR BRI ZE Je OV (i I S T3 e
TINRALZF S Y T AEWHHL-7 ISR A& G Lz & 2 A, mIRENIREZ O FEHEE DK
T EHERIEINRD SN, Fo, HOMEOHERZMmE L0,
<EFIRX18.3 L izt >

(3) fE S IBHRT - H56REHR
DR L

_15_



VI

EWEREICERT DIEH

A REDHR

(DamEBEMGMPRE

AR L

(2) ERPREAER CTRER S M- HRE

1) e G-

ERERR N L 5 BICAH] 20mg, 1 H 2 [\, 7 HFEGERE Q&G Lz & & SHGATO mAE HicidA

FIORZEACE R ORE L & b IR S e o727,

<BFIRICI16.1.1 L #EEEE>

2) A=W ) S PR

(% JEE IR AL DA F IR EMERR AT A R T A L ITONT ) EIREF 487 5 (PRE 94 12 1 22 AfD)
TTNRALZF 2 Na g bmg Me] & ANTFUEES NIET T /NAXF 2 Na BE 10mg [Me) & AN F
VEEI0Z 7 B AF = N—RIC KD ENEN (T T NRAZF 2 F U v AL LT bng i 10mg)
TR ISR HERR O 5 L CiE P R LIRIRE 2 E L, G oo yshie 7 A —4

(AUC, Cmax) 22T 90%1E X MIEIC THEHEIT 21T o 7253, WIhd log (0.80) ~log

(1.25) OFEANTH Y, ZHZIIH O LY FERIGEIEDSHERR S iz 9,

(ng/mL)
i 20 —e— IR ¥ F Nabt5mglMel
I 0 ANEF UEES
q,;u 151 (Mean+S.D.. n=23)
A
N\
A
b4
F 10}
v
_j_
]I\
5 5
&
i O .
0é ' ' ' | ' '
0 1 2 3 4 6 8

K¢ i (hr)
Smg FEREROMBHRTSNREFUF M) D LEEHR
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(ng/mL)

m 307 —e— T I )NZA ¥ F Natl0mgl Me]
5% o ANTF VERIO
ijc (Mean+S.D.. n=20)
%20t
A
4
7
7
7
) 10t
v
o : l
i e 3
E
0 1 1 1 1 |
0 1 2 3 4 6 8
g | (hr)

10mg I SEEDMIBR TS NREF U b1 LRERS
£ ENBE/ASA—4

HIFENT A —H BHENRT A—H
e AUC C T T
EH t max max 1/2
(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]
XANOF b 23 927.46+10. 44 9.08+ 3.84 1.4+0.3 | 4.1+1.2
TINRAGTF NG|, A7.98+24. 61 18.24+ 9.84 1.240.3 | 4.3+1.8
10mg Me
AT B 10 20 52.58+30. 28 19.07+11.57 1.3+0.4 | 3.7+1.4
Mean=S. D.

MBI OIS AUC, Cmax % D/8 T A — 2 13, HBRE OB, (RO RIRIAIE - 1% OB

RS E > TR D AREMER D 5,

(3) hEE
M ER L

D) BE - HtAEOEE

BE: =T IN—Y P a—ADEE
TV—=T T N=Y T 2= AORKERMI. KA OEWERICH BREBE 52 Ripo72 1,

EYEERP/NT A —F

() R A&
F— AL ME

(2) IR R e 4
LB L

Q) HKREEH

<ETUIC16.7.1(3) kv szt >

0.192840. 0624hr ! (5mg §E WA M4 5%, Mean=S.D. . n=23) *
0. 187240. 0683hr ' (10mg & WAl (4% 5%, Mean=S.D. . n=20) *

_17_




WHIUT5 VR
AR L

OF EiE
AR L

(6) ZD1th
FARPA

3. BfKH (REaL—LaV) @M

OF Ziv-i
AR L

(2) INZ A -3 REER
AR L

4. IR
<BE:Tvh>
TINRAZFF R TLNTT v MZBWTEE LTH, MELE - sl sz 4,
<BEBFIRIL16.2 XV #53 >

5. 9%

(1) Mm% — Aixi BE P9 @B 14
M ER L

(2) % — BE BEBA P @B T
VI 6. (5)%F4w] DOEAESROZ &,

Q) EA~DBITHE
<% :7v > N6 6)&Xim] DEHZZMDOZ &,

() BB~ OBITHE
DR L

(5) T DD~ DFEITHE
<HE Ty FROA X>
Ty FROA XNZEBNWT, TINRNREFF M) U LI VAT a2 — /VAEGROBEARITE, /M
SRRSO T BN, M, EFHERIRAR S DO IR~ D A 1R D TR o 7 1Y,
<EBEFIRX16.3.1 L vz >

(6) MITFPEAKEEE
YRR L,
UTFOmENRHD Y,
MiEH /X7 FEAFILB3. 1% Th 5,
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7.

5t

() X BB L B A EBHERR
FICHFIEIC BV TRE# EN D,
N<BE Ty >
T MZBWT, 772X F o+ MU o AEEE LT CRRME, Bk, s (F& LT
NEF ARG BT CRE s 2,
<BTIRL16.4.1 L #sid>

2) IREOFESFREHY HEANT—%)

R A B 8 Bl [MC] T ANRETF o MU 7 A 19, 2mg &R O HBEIEG L72FFOR (0-48

IRefH]) K OME (0-96 HE[E]) T, RERIZIRFPHBEHEED 29%., FEHSHED 47. 6% % HH T

W, EREIIIE 3 a —iso- BIER T, JRFPIFED 10%., FEHFHEIHEED 13.9% % b, 6-epi-

FLERITIR PHERED 2. 8%, FEHHHHED 0. 7% % (5 Tz ¥,
<BFEL16.4.2 L ni#zzE>

Q) RBI-EEET BEE CYPE) OHFE. 5K
) In vitrofR#FHR
AANZ, B MFI 70y —2sZ2HO7EERICBWTZETH Y, F 7 a—245 P450 D43+
Tl 2% 3A4 (CYP3AL) TR#EZIT otz (in vitro) ™,
<FETUIC16.7.1 K vimit>
2) CYP3A4 DR 2521} 2 AN x5 5 2
AFNE, v MFIZ e Y —aZ2AVERBRICEBWT, CYP3M OB Th L L@iEsnTnb =
TP AXHY TN FTAMNZAT R ORBICEEE 52 ) o7- % (in vitro),
<ETUIC16.7.1(D) kv #sie>
3)CYP3A4 % PHET 2 WA DOEE WEATF — )
ARONRBIL, CIP3M ZIET2HH (1 FT 2TV =, YAFTEL) LOPMICLY,
BEIREBES T o T 164D
<FETISC16.7.1(2) K vimz>

) WEEEBHROERRUZOHE
LB L

G RKEMOFEDOEERWVESL., FELE
TINRAEZF S M) T LADOFERRHMTH S 3 —iso—EMERD HMGCoA 3% Tti%EsR O ML EE ML
(FITNRREF T M) T LD 2%DHFIENE) | 6-epi-FIERIZ T T AR ZTF L F B U 7 AD 80%
DIEEFEEZETINVETH D20, KNTIIRB(LERTERERETHI EEZ N W
GLEANT—4),
<BTIRXT18.2.3 L #sit >

Bt

(1) B AR AL B DR R
VIL 7. 2) HEifER ) OHAEBROZ L,
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KIEVRATSCE | 8. USE IN SPECIFIC POPULATIONS
(20224F11H) | 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)
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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
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NS Z G & LTz B RRRBR 1T 320 L TV 72wy,

(st LA
K ERAT S5 | 8.4 Pediatric Use
(2022411 1) | 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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