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® B mH H
PRAFZRAT PRAF ] M S i H b2k B
(%) (kg) (43)
AL —h FHNZEIHBRO AT 101 6 5
() NSRRI DFEE (95~105)
e 40°C T ENZEBRD AT AL -
L G A 52 3%H oy 2% T 6 k7L
| 25°C/T5%RH FHENCEBRO AT PERLE| "
o GEEE. D 3HH DIk Zik7eL 3 Eik7eL
1,0001x 120 5 FHEIZEBRO N> -
ot (==R) xeh MZEFT AL ADE| 5%IET 4 Y23
(KRR B
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(3) A /3B F U ##L 0.5%
PRIFSME e vl TRIFERE R
E W AERERTO 25°C/60%RH 36 » A BT 2, 56 | BB LIRFEEAE R L ETH o7,
IR SR 40°C/75%RH 6 1A T AN BB EIITIEE AL 2 ZETH T,
/BRI % P BE 1R HHigE i
P = D 0% T L, B & O fig
40°C/53%RH 6 7 H 77 AN (BRI ) T et 2~5% IR 7-.
40°C/75%RH
SR ERTES) W RY7FarL GBEMN I~5%IE T L., EHgWmELR 0.2%FE
EAROL 60 77 Ix SIS | ERIIL 05T,
] RYF O ﬁ%ﬁi‘ 30%%%5%1&7‘}\ Z4% kD) Elfﬁﬁfg&ié:
7= — R A= S R 24 [R5 SIS AL A~ AR, DTHNTRRR
= ReBubRD LI,

e [RBRIEE] S8 R, &2
W7 FRERIEE] SMEL, IR, R R, & &
A 8) [RABRIEE ] Mk, MR, S e, & &, 728, MR (40°C/75%RH) 58k 0> K1 /347

(4)A 30 F UHRE 1%

PRATSRAE TRAEHAR RAETERE iR
EHRTRRTY 25°C/60%RH 36 5 H HI2AM | BB T EAE LR EThoT,
DGR RERAER T 10 40°C/75%RH 65 H H5 2R B EAITIZE A L1 E ThoTz,

E9) [RBRIHA] Ml kiEEalER, &
7 10) [RABRIEH | SMEL R HEER, R AR, & &

. RECERVBREOREM
A% L7
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8. Al NEEEIL WEBLLEMNEL)
ANa T R 0.6%, 3g LWL AAID 1 BREEZIES L, FREH, open (2T 25°C/75%RH < 14 AM. 4+
B, WBAl) [ EEENE L, B, EBH4, SHEAITRBRERLYFEOLDOTH D,

Bl &34 s B Ao B (%)
e (=t4) Ef2|1H|[2H[3H|[7TH|[M4H| E 140
NS [ R A R R 101.0
AT R 1024 | gee)
TAVUE0.1% [ R R A I A 97.9
" (h44) 1035°) (94)
. **74UV§'{ B * * * * * 980
e () TR ] 1039 gy
Al | /A% L N e T
(=—¥1) ) (96.9)
IR Ak 100.9
# T e B B B B .
1% | e 7 (KE5) 10431 (96.7)
il e A G
VL ANV A I R O R 101.3
w (b, KEE) 10101 (100.3)
g | g |10%TTVYUAARIF L | ] 99.0
GG (7 VTF 4 R) 101.8 (97.2)
| R TR o 964 | 868
R W (=) | (90.0)
By MRz o I T R 81.0
Al F Gamsy| LT ] ] ()
ALV 10% [ O R A R 99.1
| (lizpy) 047 | 94m)
) N
iR | AZ—S(G0%AKD | | | | g4 | 1015
i (%) T 97.0)
LAl
s — ik I O O A A 102.1
S TR TR 10521 (97.1)
7 N itk I e 101.5
fi (=—%1) 0151 (100.0)
T AR AL T 99.4 | 100.2
e (h41) © ] (100.8)
T RS~ 10% T 102.0
fe (L2 1028 | (99.9)
P | Ry 7 AHEL 10% B I I R e N
. (=—H1) L aol.y
T | A AYMIRL 20% o 2 = jous | 1025
W GHER) ] (98.3)
o | Ay — Sk I e 101.8
(£Y7) 037 (982)
Al 4 =0S (40% kD) T T2 2T gee | 96
G, © | (98.1)
| e — Rk I D I A 102.9
fie 1 (H4) i G2
H %l |STMIK I e e e e 95.9
) (=20 %3 | (99.6)
MATRARE 10% [ O R A A 100.8
U ) 09 1 96.1)
e | AR 20% oo S 2 2 qogg | l0L3
5 CRR H54) : (98.4)
- PN 20% S I D R O O T 101.6
; G, ) (96.7)
7R b S (50 % AL [ R R A I A 100.9
7l (%) 1053 1 (95.8) @
EAAV UK 0 98.1 SMBUHIE HEE
G | | T T T %] 9rg) | - meaemkAaL
AT NRL I R O R 102.4 | + : 7ayri@BHLNS
ol (K85) ] 01 |+ mmT e smbG
* PEIL A A BT R LD DD, ()RR
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9. AL
ANOF VS5, A/NOF V10

BRE (7oA 2FF M) oLEE] 12XD
GRBRIRIZK 900mL % vy, 7S RLEEIZ LD

457 50 [REE CRER A 1T 5 & X, 30 M O EIT 85%LL L, )
ANOF UKL 0.5%, A/NAF HHL 1%

i (72 2FF M) oraithi) (25

RUBRIRIZ /K 900mL & VY, /S FAEIC R Y | 357 50 FERCRUBREAT O & & 16 MO HHRIT 80% L L, )
10.5% - A%

(NEBNRELGRS - 8K, NENRREES - LRCHT H1FR
LR

2| *®

(A/NBF 85

(PTP) 100 % (10 $&x10)

1,000 #& (10 #& X 100)
O : »37) 1,000

(A0 F 88 10)
(PTP)

140 $8 (14 $8X10) 500 % (10 $EX50) 700 #£ (14 $&X50)

100 #& (10 €% 10)

1,000 2 (10 $£X100)
O : »X7) 500 &

140 88 (14 X 10) 500 & (10 BEX50) 700 & (14 $£X50)

(ANEF %L 0.5%)
() 100g
(AN F KL 1%)
Ok 100g
QB)FREE
Y L
GBHRDOME

PTP : RUFut’Ly, TIAI=ULE
B TR (A | ERXY v

M ARRH-ENDEME
Y LR

12. 2Dt
M LR
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V. ‘aRICEI SIHE

1. $hEEX TR
O= B MmyE
OXREHEEI LA TO—)LIE

2. RERIFHRICEET HFE

5. MREXIIHRICEES HFR

WHORNZ otz 2 L, mlRiiE, ZEEES = VAT 0 — Ve Th 5 Z & ZHERd L7 ETARA
OEMAEZBETHZ L, AAlTRm = VAT B — /VIEN ERRE Th 5 mIEMIEIC L < KIST 5,

3. AERUVHE
(n RZERUVRAEDESR
WE. RAICIZTIRRAEFoF U oA LT, 1 H10mg % 1EE720F 2 FICS T RRA#FE5T 5,
¥, Film - ERIC K Lﬂ%ﬁféﬂ\Er@%Ai1azwgift%T%é
FAZERUVHEDHRTERZRE - 1Rl
<3%: RABELZTOEHR>
FINRALZF S NI T AORIUZEFOZEBIIL WD ThintEZE2 N0, BEH D WVITR%E
R O FEHEIIAT > TR,

4. RZERUVAZICEET 5FE

7. BERUHEICEET SR
AN CEOEGHITEBICTET 2 2 LB HE SN TV O T EAICH > TE 1 A 1 EERGOEA.
HRGEEG LT HZENEE LY,

5. BRPRRUIE
MERRT—2 1\ r—2
Y L7
(2)ERIR I ER
1) BEEGHER Y
- STEP I
TEFER N B 8 BIZIEAER BT T A NxmF o 5 6], 7Z&AR ((B3K) 3HIc, —HERABRIZLY AN
a Y (B8) 2.5, 5, 10, 20mg # Hi[m], A /NvF U8 L kBIARRE/ 7 7 R A A% BRI 0 &G L,
ZORER. 5mg. 20mg FHHEOFIELHNE 1 B, 5% OURMEROBIMMARD bitl-LSh, Wih
DR b B < AR RAF CTh o 7o, GFBEROEMIXFE —HRF 1A LN b O TRE 1 HEZEO
A ClIE e HanEIC =1 Lz,
2) REEHREHR Y
- 1A 2 [E#FL5RB (STEPI)
BERERR A BIE 3 Bllc A "mF > % 1 [ 20mg, 1 A 2 BEREA#SL FIRBEOYBE) Lz, TOME,
WTIORAIZ S BT O b noT,
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- 1 H 2M 7 AFEHEG#E (STEP 1)
BEFERR AN 551 10 Bl &2 BEVEAIC A S F U & H5E8E 5 . 77 v RELREE 5 Fllcad, —EERARICLY
AN F U A 0T 18] 20mg 1 H 20 7 AREGREORE (HRELOY /%) Lz,
7T REERECIE STEP L ICHW -7 7R 2R 0&5 Lz, TOME, A \aF 5 TRE TH
D=L A7 r—/ (TC) , LDL-C, 7HREH B AZELAIEIZH LAERE (p<0.05) IZIEFL, 77k&&R
BHEEE OIZZE (p<0.05) WALz, ZOIENTIIRFILIA LR o7,

) ARoOEBILE, FEES2 VAT 2 —VIEICK L TRE I TWARELR ORI, EE, kAT 7
N2EZFF M) UAELT, 1 H10mg % 1 FEF2ENSTRAKGT D, B, FH - ERICKVET
BT 523, BEIEOSAIL 1 H 20mg £ THETE S, | Thd,
QB RERIGERKER

- 1 H5, 20, 40mg, 4 M 535 (STEP V) 2

P AL 2R P ICHE L7 TC 2% 220mg/dL BL ECHERR DS 18~69 1% D 5B e D @ iF MAEH 41 Bl % x5 &
L7z, BRIZIEA e F % 5, 20, 40mg/HD 3 A& T 3 BEC/H T THE L (1 H 2 [E§] - ¥ BH#R

) .

RBT EERIET, BHHIMIE 4 BEE, BEATBOBIEMIMIZ 222V L 4B E L, Reom T

BRI, BRI & HICRHCRIE & 2R DT RIT A b e o7z,

JEEIZOWTIE, &5 4 #8121 TC 1 5mg #£ T 11%., 20mg #¥ 19%. 40mg #£ T 25%{X F L, LDL-C iX

TNEN 17%. 29%. 39%ILF (TC., LDL-C & HIZBERIIZH L p<0.01) L7z,

F72, HDL-C 13&#ETH5~12%HML., FUZ Uk VU K (TG) 1% 40mg FEDH 13% (FHaiicktl p<

0.05) & F L7

INHOZENG, AT OEEHRIX 10~20mg/ H i & HE I,

© R IREAER ®

TC220 mg/dL PA | CHEE DY 18~T0 ik DB e OF MR 2 L AT v — )VIJE & & Te @i MUAE B & 351

10mg/H (1M 5mg, 1 H 2§ - ¥ &%) % 12 WEROKRSE Lz, &5 4% D TC O T2 10%A
DAL 6~8 W XV 20mg/H (1 [8] 10mg, 1 H 2[8]) ([Z#E L7, HSRi%OBEHMITHTb
430 E LT,

BB ST B G 2Y 421 B (% 5-BHAAEE 10mg/ B 352 f5i], 10mg/ H LIS 69 f31]) . BRI S- 25 il CToH -

72, 10mg #f, £72 10—20mg FEIZEBIT 5 12 % O TC IXZENZE I 16, 19%., LDL-C iZZ 1 Z41 23,

26%1K F L. HDL-C XN 9, 15%HML 7=, TG X 10mg #. 10—20mg £t L& LK FixA S i

ST, B5ET TG ECRERI Lk G, #4512 % Tl 581 TG200mg/dL B EORETIE 20%LL EOK

TERLT,

FRRAWERIZE L L CHEHER, BZTH Y | EER b OIXeh o7z, BRREMREF L, £ LTAST
(GOT) . ALT (GPT) . v-GTP FEOfFrEMAIED LA, CK (CPK) O LEFATh-o7z, LaLEE

RRE L 725 b DT Do T,

) AHOBEIEIE, SR VAT e — VRIS LOKRER TV AELR ORI, TEF., kAT S

N2AZFUF R TAELT, 1H10mg % 1 EELE 2 ENCATROBET 5, 2B, Fi - ERICEVEE
BT A28, BEREOCHAIL 1 H 20mg £ THETE 5, | Thad,
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(4)RREERYERER
1) BNERIEAER
®ﬂ¢ﬁmﬁﬁm§&mﬁﬁ
1 Sk e R 9

TC220mg/dL LA ECHEERDS 18~70 ik DB L OFEEME = U AT 1 — /VIE % & Te @5 AR 118

ERHBRLELTANRFUEZLUTO 3 R, 772050 (F7%F) | 10mg/H (bmg/Hl, 1 H 2 [\[5 -

&%) . 20mg/A (10mg/lEl, 1 A 2 [A9] - 4 £21%) T8MAM., MAKE Lz, 771K & FEEOHH

REEMEEOEESEOMEIT, hERVBEICIY 3 b o —F —2HER L, BIEAEI X —a—FD

REbLa br—T =2 To7z, BEAIZOBEMFITNTL 4l E Lz,

RITERNE S BT IS b A b e o T, BRI X AST (GOT) . ALT (GPT) . v-GTP %

DOIfEERAE O L. CK (CPK) O LR ERAONTZNEERLDILRN->T-,

MIGARE 1%, TC 1385 8 # 1% T 10mg #£. 20mg B TEI L4 16.1, 20.5% . LDL-C (T2 Z# 23.9,

29.8%fKF L, F£7- HDL-CIZZFNE 13.4, 7.8% M L7,

) AFOEIEIE, SIS 2 VAT m— VRIS L CRREN TV D FIER AR, D@, AT
TNABF T MY TAELT, 1meg%1@itﬁzﬁzp7ﬁm&5¢éotﬁxﬁﬁ-ﬁﬁmiw
WEHERT 2., BEEOHAIT 1 B 20mg T THETE D, | ThHd,

QLB ER

T B R EG R 5.0

(1) #EpToBEZMIC 2 [FLLERE L7z TC 28 220mg/dL LA L, R OV&H 5 W& TG 2 150mg/dL Lk
Thsd, FiEEma Ll 2A7e—viiiE (FH) % & @E s iE~RE 2 %R A \2F > 10mg/H

(5mg/lEl, 1 H 2 [EIE#%) (144 41) | XIIRRIEE L2V /7477 — b 600mg/H (200mg/
M, 1 H3ME) (140 ) % " HEREERH EEIC T 16 B G UAAIOA S RS S,
ARFNBEGTRIEMIL 2.9% (4 61/140 ) TH Y. TARBIEMIZRE 2.1% (3/140 ) Th-o7-,
4 G2 3B, el 14 1TV b &G 2~6 B TRIEFIEL, 26 2 BT ERHEEIC KL
0 AE0D 2 BT EALE IS CEIE Lz, 723, ﬁ%@ﬁ¢%%k%%f@w K DETHID 1 B 7
Ly, FiRE, HEEA & b 3EA L ORREIRZ L &l SAHEII TR T,

W R AR I S LA 5T 7.9% (11 6, 15 #F) T, T2 EE ifﬁﬁfﬁﬁﬁlﬁ T AST (GOT) L5,
ALT (GPT) L& JREEEH. JREMGIENS 1.4% (2/140 ) TH o7z, 1 HlIEE 16 HOIR
JERRAS CHRIEAT R T 2338 D723 | IMENIRTEALIE D E6\ D & D AEH T HIRE OHIE TR R LR
THTH-T,

HACHIESER] 252 BIZIBIT HARIZA NN F U EE5HET76.2% (9913041 . 7V /7477
— MEERET 32.0% (39122 #)) ThH Y. ARICA NG TF U EEHOFIVER ST, AR
BT D A0 F UROBEKRBKEIZ, &5 16 < TC, TG, LDL-C, HDL-C i¥Zh <
—15.0%. —4.4%. —20.2%. +7.4% Th-olz, £7-#5 12 B TETNEN—15.7%. —6.1%.
—21.5%, +6.0%TH-o7=9 ,

(2) Blzz 2 [BILL EJIE L7 TC 23 220mg/dL L ETHh 5, Flkim = vme~/um1r%aUmHa
MAEBFH 2RI AN F > 10mg/H (bmg/lFl, 1 H 2[5 - 4 &%) (175 61) | UIxHHEFEL
LT e 72— 500mg/H (250mg/lAl, 1 H 2[&]) (177 1) %:E‘é*ﬁﬁif’ﬁtb@%ﬂ:f 16 i
& E L7,

AFNEE CTRIERIX 2.3% #1171 #)) 2RO BTz, BEmICHEE, FEOH BT 1 FIDRE
ZEE L7 DAMEIOT I B IER ISP IEIC X0 & 2 VISR Uie, Zeds, BB Ak
MIZ L BIEEHND 1A LNTIDFREMEEA, 2 he—F — o FERABE L7oRE R,
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AANIx RSB 5B T o 7oA FIRE, HEEAN & bIEHI & DR FRRZ L &l Lz,
B PR A A 8 5 1A A 5-C 7.6% (13 #i, 194F) TH V| ERERIRBRAMER T 1T ALT E5-2.3%
(4174 Bl) ThHoto, AFEEGET AST (GOT) EH. ALT (GPT) EH T 1 fIpEdEhiEL
TAFNT DT B R CTRIIISET L,
SHAHIESER] 314 BT T D HENRITA N F UG T 90.4% (141/156 #]) | 7'm 7 a—/L
BGHET 73.4% (116/158 i) ThH V. AEICA N F U REFEOHEINER @ - T2, ARBRIC
B2 A0 F ORGSR IL, &5 16 # T TC,TG,LDL-C,HDL-C iZZ*hZh —18.8%.
—25%, —26.1%., +6.1% CThol, £-FEE 12 TENEN—17.6%, —2.8%. —24.7%.
+62% TH-o7-9
) AFIOEMEIE, FMEE = VAT =V IEICR L TRR S TO S IER O RIZ, D@, kA7
FNRALZF MY AELT, 1H 10mg % 1 [EFELE 2 ENSTRAOEST 5, 2B, Fin - Ekic kv
TEHMEMT 22, BEOHAIL1 B 20mg FTHETES, | ThHbH,
2) TR
gL (2EZHR) 7
FiEtEm 2 L A7 v — ViERE (FH) 28 emiEiERE 369 f % R IC A/ \uF % non-FH Tl
10~20mg/H (47 2) . FH TiX 10~40mg/H (43 2) OHEZLOHKH CEMEGBITH 12 » H (&5
Bl L VA LT 16 » A) &5 L TRMRUGEE, MEZ2E. AMEOHEZIT> 7, TC XI55
BE (5 12 %) O F ARSI P2 EICHER S, B ERFC b BIEARE 2 IZIE R 20% i TH
>72, LDL-C & TC [FERICHERS L. SckCHIERF Tl 27~28% T - 72, HDL-C (3% 3K 1 iR 5R Bl har
D UL DHERF S 4L, ACHIERF Tl 8~10% Th - 7z,
MA@ L CRTERIZ 8 6 (2.2%) 9, ERAMAMET X 25 6] (6.8%) 40 R4 L7z SRt 3
TEERLOTITARL, %@AﬂﬁlJm IBWVWT, AN\aF O MEREIKRT 5 S Rl O 2 M 033
S, TOHMAFEIL 85.9%IZE LT,
) AFIOBEME., FZEERG2 VAT o — VIEICH L TRRES W AL AR, HEE, RAi” 7
N2AZFUF R ULAELT, 1H10mg % 1[EELIE2EICHTROBET S, 2B, Fin - ERIc k0 iE
BT A3, BIEOHAIE 1 H 20mg F THETE S, | Thod,
(5)B%E - WAEAIHER
RMEE R L
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(6);a R A9fE FA

1) ERAKERE (—RERAREHRAE.

. WERFTRERSBRORE

HECAMERAE. ERARELEERE) . HERTRT —IN—RH

INETCEMmINTME - HERT, Wb boE Ll FIZEIT 5,
ELENE
R4 F—= TURRAU N/ Fi B STHR
(REB1%%)
KLIS Bk @R M B R, 5 ARG | DR FEZE, EENIRTF AT ORITT ., LSE, JE9R5E., AMfsi%E 8)
(3,853) [ 1T XV Lo 48 SR R D FEAE Je OV | DRG] A e iREIR I B BEY CHD + I ETHE
CHARE 2D CED T D, WA IREIEIR T (27%).,
PATE 18 Hin 2 e I I AR e T D AN | B D BB T R R PAZEME B IRREALRE 2R E DA | 9)
(665) | T DHEIMEEZ AT | MEE
%, [FE R 1A T AR &R (Bmg/ B) 2L TA T i@
WHERE(10~20mg/ B) THEICA_UMEEMNET
(33% &),
LISK Jibd ifn 45 B 2 &0 I 45 95 OO S R IR 7 | BRI - DA FE O FRIE | M I8 PR E D FIE , DEAE K Y| 10)
(1,085) | EL CORRE OZEIE, T IIT | Z99R5E, 3L
i ME R D BB O [ 5 M oo & i MUE TR IR T L, AT A3 E B IRIE
BRORIELH BT LIz,
PTCA F W 5o k0 e @h R pe e o i /& | TEEhARAE O i R o Pl 11)
s IS DD E DO (555 ] A AR ACBW T AT B 512 L0 E @Rk
(105) | (& SR ENARE 5 (caliper 1)) ZEOHEREPIHSNDIE N E RIS
(caliper 1£) & W CTIRETL 7=,
AT A ERE 56 ], control BE 49 ] %% 521 Sk M
O 3 ERICHEBIGER 2 FE L., £ FIC I IEF
PE BRAZERPE DTN TE B OFRAZ R DB I AATV N, PTCA FEh
3 HRIZEBITDH PTCA FEMATHNL O rEBNHRBEAS DL 0
I ORREZFAM LTz, ZORER, BT A NEALORYT | i
BIENL DY O NTIUCB N ThH, A e TFroRHE S
WX OHEEINRIAE DA BRI R 58D Sz,
ERaL AT a— Ul (TC) K TR EFBIRIEAE ORI
FHBMEm A DINTZ, ZNHDZENDS, AR ACEITAHE
R AE D BN KL, A nT U B 5 of Ak
MRERD LI,
MEGA R ~ T A 1 oD i I HLE SR Lokt | TV .5.(7) 5) R 5B & - MEGA Study | &1 12)
study LC., o2 EF e 503 & i1k
(7,832) | LERBO— K TEHC KT TERE
Wit 2,

2) RRFHELTERFENORAERIEERLHE -

AL
(7)% DAt

1) —HRERFRERER 19 - —EEREEEEER

HEBROME

AHN O — R R BRI L G 2 U AT v — VIE RS 160 B % & e i i B 508 Bl 20 el E e
Bl 404 BlZRT L, A8 F 2 10~20mg/H, 1 H 1~2 [\, 12 BEHESGIZL Y 80.0% (323/404 i) DA
NRNELNT-, MERI L AT 2 — LR N LDL- = L 27 0 — LEOER K T34 54, HDL-=2 L
ATFa—UHO LHAPRDO N, 2, BEO MY 7V ET 4 NI L THIR TMEARRD b,
2) 181 EH‘EELIEELDLE W

FIEtksE 2 L AT v — ) VIE R 2 & em iR e EE 77 B, DIFCHIERER 66 #Blicxi L, A mF
10mg/H % 1 Bl SUIAIC 12 HEHEEGT 5 “EEREERRELERB L2 ZA MIGHRaI LAT o —L K
O'LDL- =1 L 27 m—/L3], &5 & BICERITR T L, ARILENE 84.4% (27/32 1) . 91.2%
(B1/34 ) ToHY, MEEMICAEZETRNoT,

RIVEINIZ TR CRBL L R o 7o, Fio, BRRMRAM R E XTI 5HET 5.1% (2/39 1) . ¥ 5#ET 10.8%
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(4/3741) THY ., EREERRAEMET L, P GHETALT EA 5.1% (2/39 #) | ##% 58T LDH L
58.1% (3137 HI) Thoiz,
3y 1E2EEEE1E (4) BRELDHE D
FIEtEm = L AT v— VIE R 2 & TR IE B 208 B, ZhALEIERER] 171 Bkt L, A \mF
10mg # 1 H 2[A (bmgx2) XiX1 H 1A (10mgx1) 12@M&E G2 ~EeHEalie I L &
A, MRV ATe— L E N LDL-a L AT e — L3 1 B 2 B[S, 1B 1EHES & HICERICET
L. A#FRITENZN 93.0% (80/86 i) . 92.9% (79/85 ) TV . MEEHIZHEEIT Lo 7,
M’Eﬂﬂ%éﬁiﬁr“i 1 H 2 EHEGRET 2.3% (288 41) THY, 1 H 1EHEGETIIRA LR -7, B
IRIAEREIL, 1 H 2 B&ERET 3.4% (3/8841) . 1 H 1RIHRGHET 4.7% (4/85 %) TH Y, F/ehf
ERAEMRFIL, 10 2 [EE5ETALT E5 2.3% (2/88 ) THh-7=,
4) REIBEHR
FIEMER 2 U AT v — VIiE B 207 $i % 5 e s R ME B 484 Bl ZhARHIERER] 417 B3 L, AN
25 10~20mg/H, 1 A 1~2 @ % §E 15 » A £ TEMEG U7, ARAIO MG 25§ 2t
REOZEMERRO HiL, EOREMERIL87.56% (365/417 #i) Toh o722 716 |
Fio, 484 Bl S5 6 FlEMER 2 L AT v —) VIIERE 107 B, FEFEEEGEG 2 VAT v —/VlERE 77
ekt L, fick 8 ERIOBHHE AT o 7ok R, RGBT D5 A0 F U ORI L 2R RS
7 17,18 R
5) HER#%EEZE : MEGA Study 12
EEBMRIE B S IR A OBEFE D 72 W E R ME R &, RERIE+ A1 F 1 10~20mg/ A HF A#E T
PRUEHUMBE A E A CEIM T 7o, JEER T 0 5.3 BB L - fET < 8201 7,832 Bl k3T, Estik/Ik
BOOEM DA EZE . PROE, (OBSE/ZERFE, K ONEBIR MAT FHE AT DWW 300 O e B JREE i D FIE X
AFHIBEEE 66 4] (3.3/T A -« 45) | BFFGEEMEE 101 4] (5.0/T A+ 4E) THY ., AEENBD LI,
6) M&EERE~NDEE 19
Ea L AT o —)VIERE 16 FllC A a T2 10mg/H (4y 2) % 12 HFEL U, Mgk R~ F 8%
Bt Lz, 25, MEEEOERRGLE L & i, M/ ERRARGHA B L, B - o)
BROTCHERIED LTS 2 2 L 33D bz,
7) MERTOA FRILVEVIZRIFTEE 20
50~78 %D 11 il (%5 4, & 7H)) OEIEMIERE (1lab, IIb6) IZA/\rF % 1 H (10mg: 48, 5
%, 10mg : 8, 20mg : 40 . 5, 10mg : 4, 20mg : 8. 1)) KO KE L. RIEFHICELE
@%%memmmm%myﬁfﬂmbko%@%%\W?h@ﬁw%/ﬁﬁﬁ%%%ﬁﬁ%h@#oko
72¥. ZOM TC I GRIMEICH L 12~20%, LDL-C X 17~37%. THZHKF L. HDL-C TiIH#gin
B 237D b,
8) BEHEEICRIZTHE 2
SRS 60 sk O @R AE S 22 B (5 2, 4 20 ) ([ZA N2 F % 10mg/H (20 ) . 10mg/A b
20mg/ & (2 4)) % 12, 4 2 T&RE L. &5 13 BMATRIC, ZEERF ORI 2+ 865y
U TERILA A7 vk K0 I IEE., I ER s mi A HE Uiz, 2Of5%, TC, U UIRE. #Aayt
BRNT DT A—8 (RKa L AT a—/ VIEIFRE) 12 bIRERTH T2 < IBAERIEEI R EIERR
D BRI T, B, OB, Mg TC IZAME 282.9+8.4 /5 229.4+8.2mg/dL, LDL-C i 197.3+
9.7 7»5 145.3+10.0mg/dL (CZNZHIK T L7,
9) MeFERBICRIZTEED
21~63 % D FEfF ME 2 £ 5 BERFEE 13 6] (B 5, £ 84l) (A3 uF % 10mg/H (11 %l) . 20mg/
A.30mg/A (% 141) 6 » A, 43 2 TRHRAO&KLG L, KEEHICZERER M2 LT, b (#3E1E) | HbAlc

Ho

A



V. BRICEd 5

(Bifb~tEZmEY)  (Koenig HDFE) ZMIET 2 E & HIC, BREFLOANLKF= LT LT HIRERD 6
BHZOWTHEARRER (75g) Z1To7c, WIND/RNT A= IZHEZROT | e ~DEEIT v
D TH o tz, e, ZoOMIF TC, LDL-C, 7AEHA BIXEHICE T Lz,
10)REREICRITTHE 629
18~70 O E AR MIERE 11 61 (B 4, 2 76)) I2 A2 F 2 10mg/H , BhEAR+73 DA 20mg/H (10mg/
ADEE) 26~125H 65 H 16, 8»H 261, 12 5 H : 84 HEOKG L, HIA1EICIRE
BEZIT o7, TORE, WTNOBEICHRIOE T/ < MBEITRE, REICRE 2R0 7027,
2B Z ORIMmE TC IXA(E 358+ 21.1mg/dL 7°5 12 % A 246+13.8mg/dL 123 L <K F LTV 7z 23),
52~57 DR MERE 561 (5 1, 4 ) ICAaF O 10mg/H % 4~15 5 AREO#EE L, 1177,
IR, IRECRA., MIBRAT A 2 5 5l T 72, T OMEER, RE, A, HOI3EAR 512X 5
ZAITRO DALY, KBRS S BE TA DL h o7z, (FENE R
*tHESEZ V2 SRR GBI O CIRBHRR A (FRISHA), MIBRET) &1To72, A v T
5B (10mg/H. 16 HEEG) (X 32 FICOWTHRAE L., 51 CIER>ERF (T 18 i, B —>RE X
14 FITHY , EFHDDREITBAT LIIER L OEAL LT EGNE /R0 o T, RTREEERGEE (29 fi) (280
THREETHH T8,
MTSRAITTL—IREANOF U DLLE 29
29~61 ik OFEMEIRMERE 76 (55, L 24]) IC7T7A~7 =L —Z (double filtration %) %
fTolth, AaF % 1 H 10~20mg (47 2) BAOELLIZFER, AaF o2& Lanroslgao
TC.LDL-C %IV Nb T T AT 2 L= AD T~14 ARIZIET T A~ 7 = L— 3 ARMEIZE L7ZAY,
AN FUERIZLY ZORRTIEING AT A= TN TNE 7T A7 = b— 3 ARFTITVME % HEFF
LTBY, ARNaF U IS TAYT 2 L= ZADOEEER O TOIRN & D LHELE I NI,
) AROEIEIE, FHEME T VAT e — A IEICH L COKREN TV AELR O RIZ, T#F, kAT S
N2AZFUF R TLAELT, 1H10mg % 1 EELE2ENCATFROEET 5, o, Fin - ERICE YV #EE
BT A, EEOHAIT 1 B 20mg FTHEETE S, | THD,



VI. RT3 2 A

VI. E3hEFEIE(IZEY 5I1E8H

1. REZHMICEEHSILEMXITILEWE
HMG-CoA BRI ER] (v R"AFF v, TIWNRAREZFF NI T A T MIVRAZF U RN T BKFY),
T ANA Y T L)
HE : BEDH DIEWDORREX I RFIL, BRFOETRLEZRT D L,

2. EBER
(MPEFREML - /EFR%RF
TEAMEF 1T, SRR D AT o — L AAMLERBR, HMG-CoA (3-hydroxy-3-methylglutaryl
-coenzyme A) I CIHEHE (reductase) HERER, 7 AEAT v — VAEROFELMHERT HHRER, =% ) v
AR ERRNOIRESNTZ, TINRLZFF Y UL VAT o=V ESKRORRE 725 HMG-CoA
MO AT CFEOEG IS T 2B Th 5 HMG-CoA 1EItlEE 2 Fr o5 tiIc BE T 5, 1EHES
fZa VAT e — VAERKOE TH DR, METH Y | BVE VEANRZ 5 e OlEs COME LI
WZH L B WBSREIUENRIB SN TWS  F 7 T RNAX TG b U ATIAREEEOIE CTh 5 HMG-CoA
EHMEIE AT 5720  HMG-CoA X T 2EMITFHEMNTH 5, 7T "2 2 F 2 F h U U AIZ HMG-CoA
RITEE R ORRFE LS, BB R BN DG U B 53 2 R K ARENC B 53 2 EEE D1Z 7). HMG-CoA
lyase. Na*,K*-ATPase. aldose reductase, phospholipase A2, 5-lipoxygenase. PG-cyclooxygenase %25
B2 b 23, L OEOMARIZ b EEZ 5 X 0,
TINRAZF T IV LAOA VAT u—VEGRILEICL YD | IFRNO 2 VAT o — L@ &ME T 5
728 LDL S ARG TEDS SR L, M 2> S AFMEN~0 LDL OBV A& LM+ o LDL 2 VA7 1 —
IVEDME T T 5,
RQEMEEMF 1T HHBRAE
1) HMG-CoA ;Z B REEIEA (in vitro) 25
T NOMFEDO I 7 v Y — LEEEREE E L, HMG-CoA (3.9mCi/mmol, 23umol) | 77 A& F o F |
U oA, cofactor ZE eV UEERRENR T T 37C, 20 A v FaX—RFL7zDObL, AfSiLd A
% TLC (NvEBr :7E M 1:1) THBEL THRHEBEZNIE L (1Ci=3.7X101°Bq) ., £7=, vV
A LR %2 nfia(l U7 il 4 2 HMG-CoA iZEclEE OFEREIR (LhiEME : 5~15pmol/mg/min) &
L. Z#Z HMG-CoA (27mCi/mmol, 30uM) . 7 F/_XAXF 1+ kU 7 A cofactor Z & de Y L HkfE
EEHC 37C 2 FFfHlA o F 2 _X— ML, [FRRICAEE U CHUIRREZIIE LT, THHORER, 732 %
FF MU 7 LD HMG-CoA &t R A ETE M (Iso) (X, 7 » F T 32.8ng/mL, ¥ 7 A L #ifd T 7.8ng/mL
Thv., o KifEixZn £ 2.3X109M, 2.12X10°M Th -7z,
7 v bOFI 7 v Y — 5% HMG-CoA ElE OIEFRJL & L, HMG-CoA, NADPH ZJ£EH & LT I
2L F o MY U AOHFERRNZRE LR, HMG-CoA 125 LA TH V. NADPH (Z%f L TIEIE
MO TH DL Z ENRI NI, (FENE )
2)-1 AFO—)LESHEEER»
cell-free %
7y NOMIgERETFTA XL TINERERRE L, 77 2% F ) U 7 AL 1mM O[1-14CIERE
(3mCi/mmol) X% 0.3mM ?[3-14C]-HMG-CoA (3.9mCi/mmol) & %\ % 0.5mM ¢ DL-[2-14C] 2
Snu g (3mCi/mmol) Zffi4 @ co-factor Z & Te 0.1M VU »EEFEME R (pH7.4) HC 37°C. 90 43
AU FaX—hL, FABERT A% n-~FH o THIH L, A7 2 ARIZED A F iz i ee



VI S HERIC B9 5 IHH

HE LT,
FOFER, TITNRAZFF Y AT UC- AT VEENS DY AR ELE Lo 7208, UC-FiER
KO 14C-HMG-CoA 76 DIV AL % HEKAFAICHEFE L. 2D 50%MHFRE (Is0) 1XZILZEIL,
0.8ng/mL, 0.9ng/mL &Rk 57,

L RES
~ U A L-#ifd, 7 v MEfMia, 7> MEME, b MRESERE GER KO FH RE#HGE) | ¥
KERBRAE IR Z VN, 77322 F o U o AL UC-FEE 1.3uCi/mL (50mCi/mmol) % E5Hi1IZ
WL, 37CTA v FaX—hLE#K, VX b=V kBEAT o — L hORBEREEZIE Lz, ZOREE,
7 v MFHIRTO Tso (50%BAERE) X, 2.2ng/mL TH Y, 7 v MNEHIKRD 30 (5L L, ZOMhoks
FHMILO 100~300 {5587 ThH D Z &b oTz,

BEMBRAORTO—LESREEERA

B TEME L5
MR R
(ng/mL)
~UA Ll 600
EMERAE AL (IE ) 200
no(REEEE) 400
F MR 70
AN ) s s i) 750
Z Ml A 2.2

g2 2 5 1o — LA A AR EVE
LRE6IED Y ¢ AX —4TERIENET v b (K 120~130g) (27T NAZF 2 F FU U L% 25mglkg
EOREE L, 2 BEEIRICES L TR OE A & 1C-Fi#E (2~10mCi/mmol, 1mM) % Krebs-Ringer
e C 2 W 8TC FICA > % 2ot b L72f, U b = W IERHED 2 7 0 — At OB RE AT L 72,
FGRARF NI L D 2T 10— VSRR I L=y, K. RIS 2T 04 RRLE VEL
figids TIEIl 2R S 2o T2,
100t

=
(%) 201 {1

@ B i
i g
B B E i

v FORERORTO—IILESKEEER

]

(1
Bl

an
%

1

Kt

i
b3
b
b
W &

2)-2 RTO—IILUNDERKSEESREEER
in vitro EBR
7 v MK 500mg %, Krebs-Ringer U Vg fE#K (pH7.4) 2.5mL IC AL, T /RNAZF ) b
U AL UC-FEfR (8mCi/mmol) 60uCi Z ¥ LT 37C FIZ 3 KA > F = _— k L7=tk. HPLC i%
TUC-aLATr—/L UC-EF ) U ZHIE LT,



VI RS ARBLIZ B3 5 H

TINRAFFF Y T AE, 0.0125~1.25ug/mL TE X/ a L AT a—LOESKREIH L
7=, WTINOBEIZBWNTHZES ) VoMEliia b AT o — 2 Lig<, o O TIZa L &

Ta—VERKD 1/18 Th o1z, (FENE R
AEX/ VEBRICRIFTEE
= B (ug/mL) 0 [0.0125|0.125 | 1.25
AL AT E— (%) 100 [ 589 [30.0 | 7.7
e F (%) 100 | 68.0 | 42.8 | 20.0
vk /)y /AL AT a—)L 0.97 | 1.12 | 1.38| 2.50

in vivo £k
1REB TEDBEMES v b (KHE 200~240g) I 7 FNAZFLF MU 7 a% 1 ERROES L, 2 FER%IC
UC-FEiE (50mCi/mmol) % 300uCi iEENH G- 3 Il 125 L Tl A it L. Sep-pak ¥V 17
NERNWTalbATe—/VEG e X ) VEGEICT % X F= B R a L AT r—
NSDOBSFREDOR Y iAH % F7=, HPLC {EIZ &Y UC-=vx /) 2 ZNENHE LT, I3 2%
FrF MU T AIE, 50, 200mg/kg FE-T, X COEGRH G LA, MBlEIXa L AT e —

NOAEEROMENZE L, 1/3~1/4 TH o1z, (FENEEL
Sy rFOLEX/ DEERICRIZTEE (/n vivo)
B 5 & al z2Fa— LA e AR ap® v/
(mg/kg) (cpm/g & H) (cpm/g B H) aL AT a— )b
% MW 195755 + 76808 1492 + 490 7.93%107
50 14218 =+ 3748(7.3) 307 = 85(21) | 19.9x107%
200 5236 + 1636(2.7) 199 = 49 (13) | 45.6%x107

EHEESD (ORISR AEIG %

PLEDFER ., 7T RAZF AL TIRT AN a U OHEEGREES O 9 B branched pathway -~ 5%
NBETHY, ATZTLUVRHOI L AT o — L AESKEBREET A Z EARIEBI LT,

HMG CoA
Reductase

v Mevalonate Isopentenyl —__  Dimethylallyl
Acetyl CoA —> HMG CoA -~y Mevalonate —* py o5hogphate > Pyrophosphate —— Pyrophosphate ———— Isofs&‘:ny[
MEVALOTIN P }
Ubiquinone «+—<— <= W l

Farnesyl Geranyl

Cholesterol < DesmosteroI«Squalene*Pyrophosphate <—— Pyrophosphate

Dolichol - = )

A0 U EED A HTE R

31 WEETIVIIEITL2MBEEEETER

(Zvy kM)

NT A b UEFEARIIAEZ > b
1 # 8~10 LD {RH 250g RIED ¥ 4 A X —SBRBEMET » M2, 74 F WR 1339 %, 400mg/kg 1
BIFER G LR T T RRAZF o F B U A% 250~3.75mg/kg OG- L2, I A% FF h
VY LD H% 6 R 3 (R 10~15mg/kg) #5 L7-1% 6 % IC B LT+ AfEh o TC (%
2L AT r—)V) % Zak-Henry Z1ECTHIE Lz, xHEBECIZEE L LT 0.5%CMC Z & H# 5 LT,
TINRABEF o MU AL, 10mg/kg T 9.2%. 15mg/kg T 18.9% D TC #{X F ¥/,  (F:NEED



VI S HERIC B9 5 IHH

FSA4 bUFERSEMES Y O TCETER

~ JiF + Mg o> TC
A& (mg/kg) —
(mg/100g &) Wb (%)
xr MR 216 = 1.7
10 25.1 = 1.6 9.2
st B 266 = 1.4 —
15 216 = 1.3 18.9
SEIEESD

(o8%)

BARYER R IIE ” 3% (LU WHHL 7 ) 29

T~12 » Ao iErE WHHL %X (%58 n=4) I T7 A ZF > F Y L% 1 H 12,5, 50mgkg (4
2) . 12 B OG- L, miERE [TC - TG 1R E, PL (U URE) 3R k] 2 @RI lE
L7z, TCIE#HE 8 HLUBWTFNOKREG&EIZE N TH 18~28%IK T L7z, &LHIEE ORIZERZ LT
N, KIE 4 BRICIE, BEAMEE ORICENR 2720 222U RNy U REIRL AL hoT, PL I
50mg/kg FETOAH, #4512 HITIX 16% MR T L, BEFME L ORIZEN LT, IRE 4 BT
X7 < e odz, TG, WTHOFEMEGRIZE N THEERIME L ORICZEITA DR > T,

(kP& EL
WHHL =>4 X EREEE TR
jopg | PE | B B G-AIE ST 2 E A (%) BEGATE 32 EIE(%)
(mg/ke) | (mg/dL) | g5 4p | #58H | #5120 | KE4RA | {k¥KSH
xf H& {45770 [103.8410.7 [101.7+18.2 | 99.6+20.4 | 94.0+13.3 | 93.4% 9.7
TC | 125 |472%112 | 89.5+ 549 | 82.7= 549 | 82.5+ 5.39 | 89.9%+ 3.2 | 90.0% 4.0
50  |483%71 | 89.2+14.0 | 81.9+13.8Y | 72.2+ 9.09 | 78.1+ 7.6 | 85.2+ 9.8
xf WA |408+64 | 99.1% 8.9 |99.3% 85 |92.7+ 4.4 [93.1%+ 9.0 [90.4% 2.7
PL | 12.5 |378%45 |93.3%104 |87.6+10.8 |88.3% 4.8 |93.5+ 55 |87.2% 4.2
50  |399+28 |95.2% 8.2 |93.7% 4.4 |84.4% 52Y[80.0* 7.9 [85.5% 3.1
xf & [348+88 [101.5% 6.0 [108.0+13.6 [108.2+12.9 [106.9+ 7.7 | 85.6+12.3
TG | 12.5 |291%72 |95.7+18.8 |95.0+ 9.7 |91.5+10.6 |107.3% 8.2 | 76.5+10.9
50  |29657  |102.3%+ 4.4 |113.4+14.5 |107.3+ 9.6 | 97.6+ 8.6 | 77.8+12.7
FIEESD  a):p<0.05 b):p<0.0l ¢):p<0.001 BEG-REE O FENEDOZED L E

3)-2 MmiFaLXTA—LIETER

(94X, 4X, HI)

FINRAZFF M) ULTRAREIZLY, A X, b, UhFOMmEa L AT v — U lE ] &KF

IR T &7,

4) JYREABIZRIFTVER 2520

(WHHL- 4 %)

WHHL- 7 Y FI2BI 5 ER T, IR FF 2+ ~U oL 50mglkg/ Hif& D% 5C VLDL, IDL, LDL \»
PHOFERER R 2T A a L 27— L HIE T L7 2520

(E=J LX)

E— 7 NVRIZBITDERT, 77 2% FF MU U AL 20mg/ke/H 35 Af#EA#45 T LDL-=2 L X7
o— LA R = XU L 80%FREE. VLDL-2 L 27 2 —/Lt 50~60%(% T &, @Rk
EELIWEI T

F7-. LDL-+U 7 V%54 R, VLDL-r YV 77U T4 Fb. 50%RBREKT S8, (&



VI RS ARBLIZ B3 5 H

5) LDL A AEMITEAER 2729
P~ LDL OIGATAEI K IE 5 2
U4 R —SEFHET v b OFFE 7T 5 —C T LRI 7T SRS F S R ) Ak
LDL-H-= L 25 U Lo L— h T % 2 b L%, 0.1%KOH CHIIE % AlfiF L CHIIN Ber e % 1
ELT, TTRNAL T UL 12 B OA 2% 23— R TOH 0.54M Ll OB T LDL ORINIEIAZE
FPHBICHEMSEZ (p<0.01) 29

o 12BFE A 2 F 2N b
O 6T L F 2N b

LDLEGA#E (X10° dpm/mgZEH)

0 0.005 0.05 0.5 5.0
TIINZAZFF ) L(pM)
* BALER & DEDURE, p<0.01

Z v FEFHERIRA O LDL D EGAH

F72. WHHL- V¥ F [(~7T e#aK (FfEn=3) ] 7 IRAZFF M U L% 20mgkg B, K&
R L AF T I LT 20 AMEEEROES Lk HFo 7 a Y —2%2 AT 15LDL & OfEs
BEZIE LI R, 77 R AZF U THEM T 12.3+12.2ng/mg EEA. £72. 2LV AF T I L O T 16.6
+1.7ng/mg HEH TH Y . LDL ZHFRIEEA IS H (X 9.8+ 1.7ng/mg & H) . M+ TC &V LDL-C
LT Sz 29,
6) TRBARFELIREICRIZTT HE 20
(WHHL 24 %)
SR B IR A {8 T R | R N R
WHHL U 4% (8 n=12~13, xIFREEKE 3, ME 10, 7T A XF U EGRRE 1, M 11) 7T A%
F o U UL 50mg/kgl B AEE 24 H MR AL L7tk $I8 L C U O+5BIET 0 5 AE O A 4 8152
THEEHIT, REAR (S, WEH, BH) 2En v 7 XCEL M L—2 %, WAL % planimex-25 %
AWTEHIIL, F7z, @REAR (72 GEREIR) a1 F7EL 22 GEREIR) Eifere, Rakt, bR BIiR)
DOFAFAEAR % U RTEALCTIER LT, H - E % N2, Y F T, Color image analyzer % V> T/
AL A JE LT, 7ods, RTHBHZIIKZ®RE LT,

m (LAD)
N EITKENR
OB
No.1 (RCA)

,7/ ,,,,,,,,, &V,, ERRBR ATRBAR ERRER
=
No.5
——¥ ———————————— EEfER hIEk
No.7 (LCX) (LSP)
SBEATH No.1 BT No.3 SRRTE No.5

DEDHBY FOALE & EIRERD 53



VI S HERIC B9 5 IHH

7T NG F O REDORERBIRIEAL I 2 D FE BUHE e OFRZE2 2 DWW T, LCX (ZE[EIhERD) Tidoe I &
DRNZEFT A BRI - 725, LAD (ZERT 78D o LSP (Fhgt) . RCA (GiiREINR) TIHIET, B
D Z7R L, LSP MO 4 BT, *HEE L OMICENRD b,

REARBALIFZE IR, WTROEALIZIBNT S, MEERICEIA DN o T,

WHHL 54 F DR BIARE L B2 R BRI RIS HE

& 4 KOk
(mg/ke) LAD LCX LSP RCA DT
%.f_ st BB | 23(3/13) | 69(9/13) | 54 (7/13) | 23 (3/13) | 42 (22/52)
HH
(E}’F) 50 8(1/12) | 58(7/12) | 8(1/12)Y | 0(0/12) | 19 (9/48)"
(0]
ﬁ st BR | 10.846.97| 31.94+9.6 | 28.6+8.5 7.6%+5.4 | 19.7+4.0?
=
I3
(%) 50 0.5+0.5 | 28.0+10.0 | 8.1+8.1? 0 9.1%3.59

() IFRE(L AT 7280, Bl EHfEESD
BEEEI x 2 RUE, BRI U BRE, a):p<0.05
D W 1 LS 720 R (%)
2) I 1 UG 1 ebRBINR Y 7o EEPRAEFE (%), 1 AROBINRIZIRZE AN EUE B
BEINTHE OBV S— U bW EE 4 AOBIRIZISIT DR EH
PEDOEHOT=DIZRATE,

7) HEBRREBICRIFTEZE W
(WHHL 4 %)
BEMORIVRIE T, 77525 F L WORMTIR | 4B DRI 17 b,

WHHL D4 FDOEREREICRIETHE

A = FI3 % B &t

(mg/kg) (%) (%) (%)

xt MR 100 (26/26) 80.8(21/26) 90.4(47/52)
50 83.3(20/24) 33.3(8/24) @) 58.3(28/48) @)

x *HE  a) :p<0.005
()3, EalEE A28/ BlEE

¥, WEHMPomF Y REAEFOIEEIZ. VLDL, IDL, LDL #® TC IZFNEFn&E5EacH L
#150%MK F L. I TC, TG I3 BBEEICH L 30%., 16%HIAIE T L=,



VI RS ARBLIZ B3 5 H

<sE>
FIP PR 4 29
e FXAN| T 4T |y AV T F|=at—|=kln|= T R Z| 7Y )T 4| TaTa |a L AFT T NA
' e |5—~ = v L —n —p T5—h | = [F BT
] Il A A A A A R VR T T
A I I I e e
Vo V=== | |
L A7 r—)b
HDL-
i R A A e I
IDL
ooy | v | W by }
HITE e
¥aolL AT o— L NIZVETAR LDL-2L A5 a—/L| HDL-ZIL AT —/)L
w 15%LL FOIETF 30%Lh FOIET 20%Lh LD 10mg/dL LL FOIKTF
u 10~ 15% KO T |20~30% KO T |15~200 OIS F |6~10me/dL KO T
l 5~10%ATHOE T [10~20%AGMDIE T |10~15%AKMHOIE T |3~6me/dL K&
—P 5% RO ZEH) L0% AN ZEH) 10% A ZEH) 3mg/dL AfHDZH)
T 5%LL Eod |5 10%L4 Fo> F5- 10%LL Fo> 5 3~6mg/dL AiD -

(3)ERFRIRMEM - iR
B R L



VIL_EYyihieIZ B4 5 I H

VIl. EYEREICET 5EHE

1. MAPREDHR
()ARELENGLTRE
AR L
QEERFABRTHRRAIN-OPRE
1) BEES
(B3R O BRI ENRER BRI OV T) (2001 426 A 1 AfTEIREFERE 796 =5) #FEL., T—X DL
EL, ZEZ{To7,
- S B REAER
FERERR A BT 11 BHZARF 10 X% 20mg A ZEfERFHERR OG- L, MiEHR 7 Z "2 2 F R 4
LC/MS/MS IETHIEE L& Z A, WTNOHEIZEBWTHEGHZECHIC EF L TRERN 1 K%
E—7 L) ( EDORECPITIET Uiz, EIARKNOEYEREFH) T X=X ZLUTO LB Thoiz,
AUCo-24 1% 10, 20mg B HRFIZFEHMETEINZI 42.8, 81.1ng * hr/mL Toh o7z, £72 Cmax b 10,
20mg #H5RFIOEYETEFNEN 16.5, 32.3ng/mL TH o7z, Thmax lTHEM THERZITRD L7
Mmoo,
7B AFNIFHHENE W OB FEEUC L 0 FMm &SI L2583 2 V7 7 o AREE L
MAFFRENMELS TH 2 L b DM, IREIR FERICREITRRD HiLTH2Rn,

(ng/mL)
50 -
40
iir}
i
H
Z 30
z
N
e
2
?’- 20
~
7’}%
B
10 +
0‘ Il Il 1 .
0 2 4 6 8 10 12
B B () n=11, Mean+SD
10 - 20mg EEIFZF AR EZOMBEF TSR 2 F U REHKD
TSNREFUDENEEZM/INS A—4
5" Crnax Tmax t1/2 AUCo-24
(mg) (ng/mL) (hr) (hr) (ng+hr/mL)
10 16.5+ 6.9 1.1£0.5 2.7+1.0 42.8+17.6
20 32.3116.0 1.1+0.3 2.510.6 81.1134.8

n=11, Mean=*=SD

55 TAHABRIC IS 1T D (RNEN BRI T B 20 & LTI ShTn b,
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2) HFIEOEYFRE SRR

TR N B 8 ] (86.612.2 5%) (& 1 EMMMREO Y m AA— "—EIZL YD, ANaFUgE (A nF v
BE5) RORMIRL (A0 F UKL 0.5%) 27 T2 ZFF ) Ak LT bmg, 1[EHEA TSRO
B U7, BEERYIC 6 BRI 7z » TERIL L TP d 7 5 32 &# F > RMS-416 % GC/MS #:THIE L,
F7o. 24 KR ~O PR 2R DT,

1. R BE DHERS o OV IR M O RER FIEIZBET 2 A R T A T U TS R &2 LU FIZR L72as,
AUCE, Cmax DWWV THUZEWTH AT A SRR o T2, L LE/MRHITI T, Cmax, AUC &%
20% % £ T 2 7203 REW + REMKRTIEZNZN 19.71%., 19.05% & 720 | A ERIBEIE 20 & HESR

iz,
72k, RIRHZHIE LTz 24 BEBR T O T Z X2 2 F o (KL 10.6+1.3(%)., $EA4: 10.0+1.4(%)]) . RMS-416
GHRZ : 1.020.4(%). $EA : 2.3£0.3(%)) (2 b RAIMIZZEIZIA DN o T2, (FENE R

ANnFUE| (AAOF U, BEA) OROKRSROMPRE

o j— B 5 % o KR (R
0.5 1 2 3 4 6 *AUCS
FIINALTF|5.4%+0.8/8.5+1.1|5.7+0.6/4.00.5/3.2£0.5| 1.1£0.4(24.7£3.0
& RMS-416  [2.40.5[4.00.8]1.72£0.4{0.3%£0.2| 0 0 6.2+1.2
o | TTAAETF|5.7H1.0/8.9+1.0{6.110.8[4.3+0.7|3.1+0.4 1.1+0.3|26.7+3.2
e RMS-416  [2.5%0.5[3.3%0.8/1.3£0.4{0.10.1| 0 0 5.2+1.2

SEYME £SE Bl ng/mL *ng-hr/mL

Cmax. AUC D9 ERHD#T
>>>TIGNRRETFUF NI A AUCK <K

2X2 FTUITHEIZLD ANOVA 3
PN H S5 FN SEYETT riE Foos

B B & 15 3973.380 264.39 6.437 > 2.46

TESLIT R A 1 66.412 66.41 0.238 < 4.6

W E R 14 3906.970 279.07 6.781 >2.48

i ] 1 21.943 21.94 0.533 < 4.6
3K 1 7.125 7.13 0.173 < 4.6

23 7 14 576.145 41.15

w A H) 31 4578.600

> > >7D§/§X§7?:‘/7L]\U'7A Chnax< < <
2X2 TTUNREIZES ANOVA

EEERN  AHE TN EEPETT ik Foes

B B & 15 474.192 31.61 9.705 > 2.46

TESLIT R A 1 12.625 12.63 0.333 < 4.6

WERE R 14 461.567 32.97 10.121 >2.48

i b 1 0.578 0.58 0.177 < 4.6
3K 1 2.153 2.15 0.661 < 4.6

23 7 14 45.605 3.26

wE H) 31 522.527
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>>>BA RBORE < < <
TGRAZF IR L AUC
TA LR (a f00%5 7§:%.20)

ARoF U bE 24.71

AT AL 25.66

ANOVA 7% 723X 55 (o) 41.1532

P TN AR (N) 26

o Mg ZE (AN) 26.48%

A BA #E(0)  ER 581  ( 22.6%)

D 95%(FFE X [H] TRR —3.92  (—15.3%)

>>>BARBROBE < <<

T IGINAEF L FRIT A Cax

STARI (a fOOE’IS 72: :%.20)
ARoF U bE 8.53
ARaF kL 9.05
ANOVA FF-H 5 (o) 3.25752
YT NP AR (N) 18
o Mg ZE (AN) 21.12%
mAIO BA #E(0)  ER .89  ( 20.9%)
D 95%{ZFE X [H] TRR —0.85  (— 9.4%)

3) Efiks 30
TRERERR N 1% 5 BIlC AR 2% 118 20mg, 1 H 2 |, 7 ARG Lz & X OEMEIC OV TRFL
el ZA, GO mETITIE, AFOREEKLOCRFDIT L bR ST, ERTHRE N7 —
BRI R G WM T —ETH o7,
FEHEREYMORERI/NT A —S
RMS-416 (#5641, 10mg &% 1 FREA#KS)
AUC : 17.9+1.8 (ng * hr/mL)
(3)HhEE
MER R L
GBS - HtAEOEE
1) BEOEE
BHBGITHE ARG ICH L, AUC, Chax WTHICEW T A B TEEZ R L2, W GEICH B 224X

FHNIRINo T,
ANOFUORINICRIFTEEOHRE
INT A—
o - AUCE | Coa®™* | T (5D *mfoﬁgkg
Sy 320.0+37.0 | 110.8+13.6 | 1.0+0.1 - ng
" % 355.1+44.3 | 151.0+25.1 | 1.3+0.2 mL X mg/{A T kg
TS (REPYEERD

T =T TN— Va2 —AZONTiE, V.6.2)3)JL—TIN—YP1—ADEE | SH
2) GtRAEOEE
CNEE R L
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2. EYEERII/INT A —4

W 2iwap~

MR L
(2)RULEE E

0.94hrt (fEEERL AL M 5 #], 10mg &% 1 [BIfk A #h) 30
() HKREEH

0.533hrt (fERERRABE S Fl, 10mg £ 1 [AlkE A5 30
AHrITF7IUR

<HNEAT—E>

257 U7 7 A 13.5mL/min/kgs?

B U7 T A  :6.3mL/min/kg3V

B)RMBE

830.0L (fERERR A BME 5 B, 10mg &% 1 [0 #£5) 30
(6)Z Dith

MR L

3. B&EM (REaL—Y3r) @
W0 2iwab~
R L
QNS A — A EHER
ZEERR L

4. % IR
<HEAT—%2>
M)A AT R T EY T 4 3D
19.1% (fifE AUC L v &)
<gBMT—4%>
FIRAEZFF P TAET Yy MIBOTIEEE LTH, B E - Tas, 1 XicB i e LT
BRI STz 32,
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5.

»
(1) % — X EA P9 @B
<#MT—4>
Z v MZUC-TINRAZTF U F M) U L&KL L2 L & OBEHEED /51 32

10.0

> 50

>

N

z

4

?/: 1.0H:

7> .

k 0.5

U]

) 0.3

N

#

=

(ugfg orml) 0:1 L
0.054] © o
é i é é ﬁ 15 ﬁ (hr)
B R

N IMTERIEIC £ o TR Bz M —AK B P9 B AR 5 X E#EE M E O FEpE L RIER TH Y . ST NNARAK T
VLI BEI P 2 1F & A 8 L7230 39),

(2)Mn % — fa BEEA P A 14
<#mT—4%>
ﬁ}ﬁ)f? IBHEEKOX®ISHED T v MCUC—TF IR EZF o F MU U A% 20mgkg AL LIz 2 A, FBHE

ﬁ%ﬁi?@lﬁﬁ% BB 1.35ug/mL & 720 Ik L7728, BRUE M OA Rk I3 3% 5 1~6 B

M CHREfEE 720 RHED K ﬁ@%r@2¥%5%%Tbt%@ U1 PEY 70 B 0> 0.01%) Wi L .
%ﬁﬁimm%nﬁ#oto

B)ET~DFBITHE
<zgMT—4%>
D12 HEOWEHRD T v MZUC—TF T RNAEZF o Y U A% 20mglkg RO G- L& 2 A, BALFRE
JEIEHE S 6 RERILAREREHAR O AP I b U anfE & 72 0 | 5 24 et Do @il 1.3 ug/mL (1232 L DAf& D
L. #4572 R ITITREIRRLL T & 72 o 7=,

A FERA~DBITHE
<HBEAT—4>
R I SR o 72 39,
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()T DD B~ DFEATHE
<zgMT—4%>
AL AT a— VGO AT, NEFICERREIZ M T 505, . BIE. ATHIRNES S o fifds ~ 0
O3 A VAR D TR,
D) 7y MIUC—FINRREZFUF M) ULERE LIZE A T2FEMOBIEHH T OV HOREEIZENT
MAERREICH L, . B B ROV EE OB e E X mME2 = LG 4 KL, B afEl. 6
ﬁmuv A cEnEhEEE R LT, (FENEEL
2) YT —ARIZ UC—T T NREF U F NIy LEREGLIZEZA, MHPREIC L, IF. BOldtnen
<, i B ORI TIRE S IZFRETH Y . IICIIMANMIRIC R 5 & HEE S 402 B REA 2
SNIZDOBRTHHT-, (F:NEED
(6)MFEAMBSE
BEFERLA 6 BIICAA] 10mg Z#kN# G L, &5 2 Kefilth & 3 R O Mk %z 7 —/v LT, RIMERE L THRIE
L7 iG&E BfEAHI1E 53.1% Th o7,

6. X 3t
(N)FCHER AL B UM RE R

HO-~cooNa

OH HO

o COONa
OH
/YKQ y R;T-11520/ O\~ cooNa I
K 1.e% o OH - R 1.0%
* PU\E -
HO OH @74-35 /Y‘\o EE O‘
OH ~ %s : ﬁwv — HO
COONa R L™ HO Heittt
JAY=|
R 2.0% %l - > R 58%
¥ 99% %\f&\ ¥ 33.8%
B 11.9% w AR{E ,% B 30.6%

“éﬁ
3
> Ho.

— COONa
JOH
OH
/\ﬁJ\OH
-
0.6%
05% HO R 07% VO R 1.0%
RMS-418 & 1.2% RMS-438 70 Eass

Glu:Jnunos o IvE

ANRBFDE MIBITHRE R U 3538
38) ¥ ZOMRBIRSIERIRIC A DAL 1O T/ S AT AT E RS ARSI KT 5 AT REMEAVRIES TS,
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<HBEAT—4>
TEFER AN B 8 B UC— 7 T NRAXF - h U U A 19.2mg AR D HEIERE L7- L DR (0-48 FFRE]) KO
# (0-96 IfH]) T, REMKITIR TS RED 29% ., FHHHRED 47.6% % 5O T e, ERREHWIT 3«
-iso-BMER T, JRPFETEED 10% ., FEHHEEED 13.9% % d5 6, 6-epi- BAIEMRITIR P RED 2.8% ., #EF ik
FEED 0.7% % HEH T, 3ariso- BYERD HMG-CoA ZtliERE O EEMEIFIH (7 A ZFF R
7 LD 2% DAEIENE) | 6repi-BIEKIT T T ANRALZF S MY U AD 80%DILEFEEEET HNVETHD
e, N TIERZEMENFERIEHEETH DL L EZ DD 39,
<g}MT—4%>
v MZBWT, IR ZFF M)y aidEE LB TEL, Bk, s (FLL T/ VET4r
fE) &% TRt &z 39,
QKRBICE5 T 58F (CYPEH) OHFiE. F5F
AENT, B MIFI 7 v Y — 2% HWiz in vitro REFABRICIS W TZETH Y . F 27 m—L5 P450 Dy FFET
&5 3A4 (CYP3A4) TR ZZ T eholo DWENH D 39,
1) CYP3A4 DR#FEZ (T BHEFIIxT D& 0
AHNZX, v M7 v Y —2%2HWe in vitro i RERIZENT, CYP3A4 OIEHTH D LN TV
=72V AFPYTA FAINAT U ORBICEEE G2 0o T & OWENRH 5,
2) CYP3A4 ZlHET HEAIDEE 1.4
<HNBEAT—E>
AAIOMRHIL, CYP3A4 ZET DA (f hTaF >y — L ILFT7ELWD) LOHICLY, A
BREBEZ T eholz b ORERDH S,
3) JL—TFIN—YP21—ADEED
CYP3A4 #HETAHZENMONTWALE T L—TF TN —Y P a0 —ZADHB LRI, T L —TT)—>
Va—ADOKEHAIL, AROEDBREICHEREELY 52 e olc L ORERD S,
RHEEBHROEERUVZFDEIE
<HBEAT—4>
46%3V
ARBIOEEOEERVEMSL., FELE

R 27— VAEGRMEEN | mhar27e— KT ER
TIINAETF 1 1
RMS—416 1/10 =<1
RMS—418 1 1/2
RMS—414 1/20 1
(FENE B
7.8
(1) 8t BR AL K MR B
<HEAT—%2>

FiFEPICHEE S D 39,
Fo. BWER (v b A X, F) TEOTR BRI AR R L2 #E PPkt =T (80%LLE) | R
PPET 2~13% &7 < B FORPHRITHREDO Z ENBO LTV,
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(2)#Fitt =
1) BEIEE
[EEIE S ORI BRERBRIZ DV T (2001 4F 6 H 1 AfTEIREIRT 796 5) #ZEL., 7—X DR
EL, ZEZ{To7,
- SR e R
TEFERR A B ME 11 BHICAA] 10 T 20mg ZZEfEREHLEIRE NG L, R TR L F 2 KOG
RMS-416 2/ %4 LC/MS/MS IETHIE L= & Z A, 514 24 Bl £ CORER PRt R IR Ak &
LT 10.7~11.8%. 1RH#H® RMS-416 & LT 2.4~2.6% Th -7z,
<BE>
% 1 HRBRICB T B IRNEhR
2) EFRSROEREN 0
BEFERLA B 5 BIICAH] 20mg, 1 H 2 Bl 7 H GRS L, DEERFIICERIR L TIRT O 7T I 2 2 F
YR OPRMS-416 # GC/IMS IETHRIE L= & 2 A, 7T NAXF 2 RMS-416 13T 1L b8 H 22
10%. #9 3% FEEEHEM Sdv, JRIPHE S Y — o0 BRI GHMT —ETh o7,

oo

RRAT ISR 30 & L TG ST\ D,

[

8. FTUARR—E—IZEAT BIHEHR @
TINRAEZTF X, OATP1B1 12 & 9 PRI A 5 AFIICEL Y A 41, MRP2 (2 K v A IcHE D, £72. H
{EEWRIIZ OATP2B1 L5 L TWB EWHIHEND B,

9. BEICLBBRER

(NREREEAT
<£E>
CAPD [BEIZRIT 2 M ENRE TIL, I S BRREE R 10 2 [FICIER L W e N IR & e ho
7= 45

(2) M0 i&REH
<HEAT—%2>
MEGENTBE BT 57 T 82 % F o RO RMS-416 ORMBHESN /ST A — 4 | TREERADZ N &
FEETH Y 40, BHIER2BREICB W THLAREIA LN 5T 47,

10HENERERT HESE
RUER R L

1.2 04t
AR L



VI %

etk N EOEES) (S 5IEA

VIIl. £ (ERLOZIESE) T3 HER

ZERNB L ZTDEH
BMEIN TN
ERNBRLTDER
2.%%(k®$%(H&5LEu &)
2.1 AFN DR LdBOE D BAERE D & % B
2.2 I SUTAEIR LTV D Al 8B D & 5 ot L O 3Lis (9.5, 9.6 &[]
fiREn

21 REBEFRIILT L OB LN TRV, RAIE G @oE 42 8 U7IEFIDEBERD bizo T, Eito Xk 5 iz
HE LT,

2.2 o> HMG-CoA ZEIItHFHEHEANCINT 12T Lo TWnaHew, AL 125 OHITEFL L THEIC
EERETDZ L L,

MEER I RICERET 5FB LT DEH
[V.23RERITHRICERET 25 &

AERUVAEICEET HETEEZFOEA
([VAREZRUVBEEICEEST 535 W

EERERWIE L TDEH

8. EELEXRHIIE

81 HONUOEMIEDEARTH 2 BFRIELITV, TITEIEER MLE - WS OE M OEERO Y
AT 77 B—OEHES FIERT LI L,

8.2 FHFILMAATEM A TR L, 18RIk 2 SOGH8 b WA Tk G2 Hik+ 5 2 &,

BENDERERILBAHICHTLIIE
(MEHE - BMEEFOHLEE

9.1 BHHE - BEEZEOHLEE

9.1.1 BRBEEETEDESE
FERURRIED & D b W E OWENRH 5,

9.12 EEMOHEE (HPAMAT1—%) XRIZTOREEOHZEE
FERUHRAFIE DS & Do W E OWERH 5,

9.1.3 EFIMDOHEZTDOBRTEDHLEE
BB RRIED & b bW E OWMENRH 5,

914 FILaA—ILhEDSRE
AANTFITHFRICB W TR S, FHT 2O TIHERF LB S 28201 b5, 7o, B
FMERE DS & oo T W& OFENRH 5,

915 EEHENEXIZTOBREEOHZESE
HEMEE (IRHAL, 2H8) NEAIHERT L2285, [11.1.9 28]




VI 24tk (B Fokss) (355

SR
9.1.4 AH|DEAEMEBALTIE T, MR 2N BERPEFIC L 5 2 &0 RER G-I EMERER THTBERERE 23 7
b2 Z L IR ERIR AL AR O R E MBS E RN BRO NI Z LEN DL ERRO X 5 ITHE
L7,
FRINE K T (EMA : European Medicines Agency) D EHK 2 B4 (CPMP : Committee for Proprietary
Medicinal Products) . A X F L REEFOFHIEEICE L TORAHREITIWT CPMP 13, R 2Bk
THMOEEFHE LT BHUHRAREE A2 Z LT WEEICIIEER G & L, BRREEO H 5 B85,
FURBRFEREAR FAE DB . BARMEOFIRE I Z OFEEOH HHEH, AFZF X7 4 77— b TOR
EEOBEREOH 5 EE, 7 a— L hEREKOCERE ST, AFF UL 2BRL2HET 2012 CK
(CPK) fEZHET & ThD, | &EONELZERMORMCEHRRICERT 22 L2BE LTV 5,
915 LUTOHHIZEY, ERO LI ITHE L,
- ERNENERESNC BT, HMG-CoA BRI EA] (LLT, 22 F ) L EEMREE & ORRER
I TE T & ZRUVERBIDFRD HAL TN 2 49,
c ARIERIZBWT, A X F L OFEKEG THRIEMENIEDIERA I LIIEF], R ZF o1k THEIER
HEIPEDFER DR LTIERIF, A ¥ F o & BIEGHEE & ORRRERAGE TE RUVEFDHE SN
TN 5 49,50
< NRICERIZIB T D047 C, A X F 2 OFESERHEIEC R T 2 BIER 03 7 — % ~<X— 2 (VigiBase) # 7
BEPO TR SNDEL Y FEFFOICHERICED -T2 OWENRH 5 5V, F7-, PMDA THEIE L
SHZBNT S, FRROFE R R S 72,
cEHNS DT A RT A THEEMRENEICBWTEEZET 2HAN L LTAZ FURREM SN TN D 5259,
1) VigiBase (%, EHMIC L 2EIEA DI DIEFNIND &z IEAREHKES (WHO) o/ a— vy —4
NR=2ThHO, vFrIFE=F V7t Z— (UMC) IZLVBRF - RSN TV 5, THERIRITERY TH Y,
BN RIEH N ERES & BT 2 TRethiE T X TOEFI TR — &1 D Z & Tiddkv,
£ 2) WHO X% UMC O RLfETIZZR,



VI ZzatE (0 LoiEES) 1B 5

QEBEHEEETRE

9.2 BHEEEEERE

921 BHERTEREEZEDHIEE
KFNE 7 47T — NRIEFZ AT 256120 0E LT a2 S0 S S 255100 -7 5
o, RUE/TOHNTLEA L, EMMICERRERESZEM L, BRER AR, B o
B, CK E&, M ENRFPIA 7y EHIENCIE 2 V7 F = EAZEOBE RO ZFE D
EHATE IR ETIET 52 L, A BHEEEC A 0k 5 BBUT AAE D & © bhod7 v, [10.2
2]

9.22 BHREEEXITOMEIREOHDLEE
RERUTHRUARIE DS Bl D% < NEHEREEZ AT 2BETH Y | 7o, BT RAHE I > TRl ™
REDOELNFED O T D, [9.8 B3]

gt

9.2.1 WAk 11 FFICEAB ERLERFLEEAKRICBNT, X7 47 F7—  MFIO A EOEE] 1220 T
BEtSh, FRIZR LT HUGETHRAH SN2 & s, A EOEEIC RAIZES ) RO R
B OIEEFRIT T, Z0%, Rk 30 A 8 RIS - RAMAFBESERMELZ SRS 2kt
RMAES RN T, BHEREICET 2 RREEICRELREOONLIBEHICBTLARAZ T T4 7T — 1
OOF BT 2 BRI DU TR S AU, BIBERE R E ORI AlARAE (B - 2 T MRS A fiksioe L 72 1T,
RS KON TRHIDFRZE S 26 TEEARLAWER] SICEERELBITT5 2 N EIThs
ST S oo, AR 2 MR USRS AR~ L7,

922 1 HL LORMEHEHIZEBEBARALOHENRBD NI LOWERH D, BElEEFEETFICRIEL
et REHEREDSHERF SN2 2 & IC L 0 BB EAESS, I 47 v B U ME - IRIEZ AR L, B
RBEEICE(LIEL L bERIDOND, Lo CTHERBHERE IZ 0RO H 2 B ITKE T2
BAXEHNICMIKREZIT O R CEBEICESTOVLERDD LB, BEEABRETLIZ L L L,

Q) EEEERE
9.3 FFHEEEERSE
931 EELHHEREEXIIZTOREEOHIESE
AR EICHEICRBWO TR S, (EAT 20 CHEREREZELIED2BENRH 5,

RN -
931 IL6.(N)EHIE - BEERZEDHHEE) 9.1.4 2

A EIEReEET HE
BEEN TV

(5)4E 5%

9.5 1%
B0 SATIENR U CW D ATREMED & 5 ZeMEIZ TR G- L 72\ 2 &, i HMG-CoA 2 el R EANZ BV T,
B ERR CHIE R OB | A7 - BEICH T 2 E R OREOEFROET L EFMH WA ST
Do F7-Moo HMG-CoA #EItEEHZ L ERIZIBWT, 7 v MIKRERG LSS IRIEOEKEGE, £ b
TR 8 » H £ COMICIRA LTS B ITBRIEO L RIAFERN S bl L ORENRH D, [2.2 58]




VI 2zttt (B EokEgss) (CBd5HA

(6)i=2L1%

9.6 RELIF
TG LRWZ &, RO/ TRET 25K EZTILSEL 2L, 7y P TR ~OBITRE®E S
nTnsd, [22ZM]]

(7)MNRZE

9.7 INR%F
A% 2 k5 & LT IR RERER 13520 L TUV7Zuy,

/N

(8)=tnE

9.8 EirE
NEIC X 2B T E2ZE L, EMMICIEMEZIT, BEICERET52 L, [9.2.2 5]

7. tHH/ERA
(MBERZER L ZFDER
BT STV
QBtREE L FDER
10.2 BFREFE (BFRICEET S &)
PP BEERAEAR « HE (& 71k KR - falRIR 1
7 4 77— FRIKA| SR RS RE AL & RE O BB | A &b B 51 KRBT AR E N A S
NPT 4T T— Nk BRIEN & B b3V, HRAE | TWhd,
[9.2.1 =] R, B1E) O3B, CK | falRE 1 BHEGEIC B3 2 BRI A E 2 250
LR M RGERIA ey | B LN EE
0 1 I ) FRABOESAIELICRESE [ Wrir R A TH S,
L aARY HUEF S Z &, a7 - B EAREREE O b 5 B
—aF U
8. ElEH
1. BlEH

ROBWERDB D BN D ZENHLOT, BEE ToIATV, BEDBRD bNGE IR 21T 5
7R WY AE 2T O T L,
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WM EoiEEss) (2B 5HH

(MEXBEIER & FHEIR

11.1.1

11.1.2

11.1.3

11.1.4

11.1.5
11.1.6

11.1.7
11.1.8

11.1.9

1.1 EXGEIEA

ERERAEE (JFE )
PR, B, CK LS, iR ORT I 42 0 ey LR 2R L+ 2B RE s & Sbh, =
MU - CREBFREEO BB R BHRERERL DN Z LA d D,

FFHSEERES (BEARBY)

P, 3 LWAST - ALT O ERFZ D IEREREE N H 5N Z&nb D,
/R (B ARB)

YRBE, 2 FHIM A S EEAER b WE ST D,

FIE MR (BEE R

RIS CThoTh, FEN Wk, PERLREE, Mo X BB SN0 b Ha ik G 2 ik L,
A RE AR VR A OB G OEY e B AT 2 &

STANRF— (BHERH)

RIBENTEHEBIEN S A/ F— (BHEAH)

PR ). CK EiE, SIEA LD R W AhMRMEDEESE,  $T HMG-CoA #tlitd% (HMGCR) #uikptE:
HERHRE T DRENTEMESEE I AT =03 b b b, #ET L% LR T 208 HE ST b,
T MHIF IR G KD BN B BT L OWREBINH D,

REMEES (HEARD)
BEGER B AR)
Jo— 7 ARRREMERE, A2
EEMEE (BER)
HIEM I E (R, 4

FEOBBUERN S S DONTE DRED D D,

) PIENTET 228D 5, [9.1.5 B ]

fi#Es -
11.1.9

VIL6.(1)&HHE - IEEFDHDHEE 9.1.5M

(2)ZntnEIEA

1.2 ZDHOEIER

1%24 k- 1% Al BEEE R

B & HIE, *IFE. FHIRB ALEE, BB, JeHuBE, B

Hba BAE, TH, 18 WA - Mk, fERL, HNZE, HIERR,
BB, BARAIR, R

JH ik AST k& ALT k& LDH k5., ALP k& FRgfe s vy ey bR

v-GTP L&

T Mk BUN b5, M7 V7 F=r k5

i CK k& T, FRPSTE,

TR R DEFEV, FHE, ARIR

1fiL ¥ /MR B, A Bk

Z Ofth PRIEBAE LS. PRI g, BAfRE., REEE, MO, ZIE,
LM, BRIEEIAL

TE) RO RMRAE O RITBRAEIR O FTREMED & 5.




VIl. ZeME (B EoES) (B3 5EE
EHEANEFARREERVEBKREEREE—&
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B8 i 1 (0.06) 0 1 (0.01)
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i = 0 2 (0.02) 2 (0.02)
25 iR 1 (0.06) 1 (0.01) 2 (0.02)
(HE £ & B FTIJ| (23 (1.33)] (23 (0.24)] (46 (0.41)]
Mk = 3 (0.17) 2 (0.02) 5 (0.04)
M - 0 2 (0.02) 2 (0.02)
T il 6 (0.35) 2 (0.02) 8 (0.07)
#R i 0 1 (0.01) 1 (0.01)
5] ] % 0 1 (0.01) 1 (0.01)
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i) IFg 2 (0.12) 1 (0.01) 3 (0.03)
H Ji 0 1 (0.01) 1 (0.01)
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PTP W2 DFEANL PTP v — OBV L CORAT 2 X 28352 &, PTP > — hOFAEKIC
TEOSLA AN BB~ L, BICIZZA 2B 2 L CHERIAA SO RERAIHELZ T D 2 L1 b
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12. 2 DDEE

(MERERERICE D < 1H#R
FBE STV

(2)IEERPRERERICE D < 1B

15.2 JEERIRAERICE D 1B#R

1521 SD %7 v MZT I RAEZF U F M) v a5 L% (10 - 30 - 100mg/kg/ HiREEE S 24 » A
) 2BV T, 100mg/kg/ H B 58 RKEERMAED 250 fi5) OBEIC O BFFIEL DR AN THREE & b
B L THEICRD DTN DA, HEZITRD ATV,

1522 A XZT T NREF o F NI UL L-%ER (12,5 - 50 - 200mg/kg/H 5 8 RO &L 12,5 -
25+ 50 - 100mg/kg/H 13 # #&0) 2BV T, 100mglkg/ H £ 55 THE ORI 8 (IR HPE H i 45 23
WO HILTUND 349,
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IX. JEERPREERICRI I S 1HA

1. EHEHER

(1)ZEXhF AR
VI.ENEREICEY 5EB) 2R

(2)& &M ER
—RIEIZONWT, v T A, Ty b, EAEY b, UFF X3, A XKL RE W TREEIT o 72,
- 300mg/kg (+ NG ICKVBREOMERT &ML 726 L, /AT FLF U U HIEEZM
L7 (%),
- 300mg/kg (FROf&5H) X VML L LT (v T R)
- 300mg/kg (RRAFE) 12KV AEAPRRETRTRMERINIC X D BRIEONHME 2 #H L7z (=) o
TINRAZFF R LT, BEMRRICBREOZELZEX -1, 2O OKISIEWT LS 100mgkg T
R b o Tm, £72. 300mglkg 5N E 103g/mL £ TOREE T, ZOMO TR, FE - JEE g
BB ORI R OVEE R, B, MR, SEOBERSITHEL RIT SR -1,

() Z DthD FE A ER
Pl v/
2. EMHEER
(1)HEEE 5 S 1EHER 50
YIR Tk
1 FEMERESS 10 510 RFVL R~ U A, 74 v ¥y —RT7 v MIT I NRRZF o7 M)y aziaib L, 14
HM8lZE LT,
1) LDsofiE (mg/kg)
5 # fic LDso (F% A1)
7 10,590
7 ﬁ 8,939
5 L Vi3 > 12,000
i3 >12,000
2) hEGER
<A

OG54 45 55 ~3 Wi D EMERR IR . PERAREE | IRIG FEESMEEO 2GRS, & 51% 3~6
BRI 20 B IRIR DS 7,940mg/kg UL EORERE L 9,530mg/kg LA EOMEREIC A2 BTz, T D DIE
WiT 5% 24 R LAREEE IS PRIR, ARM T3 5-% 24 Reff~2 BICh T ClE
WL, BERRIE, MPCRREITE 504 4~9 RIS CRIE L7, E7a8k@, MRS HEED 2
P GRETHEG 24 BEEIC OB B BT, SEEHNT ERRATRDIENS S S E BT, RICK BE
HiHEE 2 LRG% 1 H~8 HIZ T TR LT,

7 v b

PG o BRAE - RIS 12,000me/kg MEMEREIC 57 1~3 BRI L D | 6,000mg/kg MEMEREIC & 5-7%

24 B X 0 oo, BEH# 2 BIZIRWThoRETHEIE L,
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RQREESEHHER
i Be 57571 - H R Beh & mOR
Fvh 133 oS5 [0.8-4-20-100-500mg/kg/ H |500mg/kg/ A T ik AV FHIREBE DLV (R L A7 o —
(= ¢ |AEONT 4 TR 50 vy A/G LEOEEME) | T, FERAEEOHEMB AL,
v —3R) 4 ORI ClEE LT, MEERIT 100meg/keg/ H EHEZRL
77
5 a5 |4-20-100-500mg/kg/ A 500mg/kg/ H ClR AL FZRMREMOZE (BalL AT e—
A ONT 4 T RIAREE Jb, ALP OHINNE) inFAbilz, MY 100mg/kg/ H EHE
227~

26 A RA#E  |0.8-4:20+100mg/kg/ H 100mg/kg/ H ETERIIALIVRN T,
A ONT 4 1 RS
52 R O#5 [20-100-500mg/kg/ H 100mg/kg/ A LA _ECIE AR AEMOZEL (BREAD
B FeaL 2Ta— L OBINSE) | IO S Bk
AlAm o> BB EE O¥EN, 500mg/kg/ H T ALP OHifN, HIR
BR-fF-B-MEEOHMMEN AL, EHER T

20mg/kg/ H EHEZZL T,
AX 13 o5 [12.5-25-50-100mg/kg/ H  |100mg/kg/ H TIiLik AL FZEOMR A - IRIRE DAL (JREHE
(It At ., JRIEEDIL T ALT(GPT), ALP OHSIN4E) | MM/
=7 K) BRI 3 B b4, B EIY 50me/ke/ H EHEZEL
77
5 s [12.5:50-200mg/kg/ H 200mg/kg/ B T IRREDZE b (R4 - BB om e, JRE85E) |

MR AR E O 2 (AST(GOT), ALP D#aN, &
HERME(LSE) | iR IS IR P L A3 b, SR8
AT 50mg/kg/ B EHEZR LT,

104 R 05 ®|2+5-12.5-25mg/kg/ H 25mg/kg/ H ECTEHEEIIALINT, EBimE 25me/kg/ A &

HEZRL 7=,
L 5 R 50+100-200-400mg/kg/ H [100mg/kg/ H T—MRAED AL (BRE, FHIZE) | ik A1k
RAEHNERG Y SRR O 281k (AST(GOT) . ALT(GPT) . ALP, LDH .

BUN, #EULE L OHINE) | JF-EEEOM, TR
JER, BRME LR OEMSERZON, EEERET
50mg/kg/ B EHEZR L 7=,

52 MR o5 |4-10-25mg/kg/ H 25mg/kg/ H ECTEHEEITALNT, EBimE 25me/ke/ A &
HEZRL 7=,

(REPNEERE)
(I)E=FH MR 60
EIHIRE TR (in vitro) . Ytk SRR (in vitro) . /IERER (=0 R) | EIEEERR (w7 R)
THRICERFEFT RIZA bR h o T,
(4D A R ER
SD 27 v MZ, TINREZFUF MY U L% 24 5 FIRAEE G L2988 C, 100mg/kg/ H & 5-8E (R KER R
D 250 f5) OREC O ARFIEE OR AN SRR L i L CTAREICRO LTV D28, HEZIFRRD HhTn
AN
T4 v —F%RT7 v b TIEKERSED 40mg/kg/ H THEREN TS O AITRO STV, F7-,
B6C3F: R~ A (B & 20mg/kg/H. 18 » A) KU CD-1 Rk~ v 2 (Femi 100mg/kg/H, 24 % A)
TIEWT IS IEFEOFRAEITFED BTV,
(5)EFEF 4 B ER
1) SEORAT R CIEIR#IEAR 55888 60 (Segment 1)
(7>~ 20-100 - 500mg/kg/H . K : 22EIHT 9 WM, ASECHI 2 MR, M ZZBIAT 2 W D IER 7
HEZETRA)
AFHREICRE BT 22 < MR - BRIEIS KT D BOE, fEATIE R O E BIHlEEED Hiie o 1o, BlEMIT 3
2 — M E MR 72 S A R OB BN O AR TR 39 2 MR R ONC R iR D J8 AR 1o b9~ 2 B E T, W
T 500mglkg LW REWEHEZEINT,
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2) BREMBEAREHER 6269 (Segment 1)
(Zv b 4:20+100-500-1,000mgkg H, R 7THAS 1THAEFTRAOALVPY VX 12525«
50mg/kg/H ., k6 HE2 D 18 HH £ T/R&M)
U ¥ 50mg/kg/ H 5B CREN) OB ETINHI AR DN T- DA T, IROMERE, ik, WHE RIS EIL
<R - JRIBICHR LT HBUE, ATTBIEMEN R O EIHEIENIZRR O bngnoilz, 7 v N OBEWI 3t
D — AR BV 22 SRR B N OVBLEN ) D A BRI k3 2 SRR ONT AR (Fr, Fo) OFAEITKHT 2
WERIT, Wb 1,000mgkg LV KREWEHELEI N, Eo, U TIIBEMITTT 5 R EMER
7RI R RT 26mglkg TH Y | BEMW O AETE N OO FEAN T 2 | BRIV T b 50mg/kg K
DREWEHRINT,

3) BAEHRUZRIAZERER 0 (Segment 1)
(Z >~ k10 - 100 - 1,000mg/kg/ H ., #F4E 17 H B2 54040 21 B H £ TREO)
HEW D 1,000melkg TRE, EATENS —FRIEE CACT L72DS, IEIR Ok, HEE M O & REIC 228
e, HEROABREBICLEFEIRO N o7, BHEIWICR T2 —RdErEm e B2 R X
100mg/kg TH Y . BlEM O LK R R ORAITKT 5 BMEEEITVT1E 1,000mgkg LY RKEW
EHEER I LT,

(6) B R Fl B AL BR
MR L
(N Z DD HFHEHE

R MR ER

E/LEy O FCA B T 5 CRI#E2MEREEE RS TR TIRWHLAAM Y 1 Fllc A b, E4Ey FERDY

XD FCA OB T 5T, BIER R E SOSITEE GMEN S 1 HIC A OO AT, iR (ELvE

ke UHFX v T R) OFFEGIEFHIRAII O THEIE G TS ITRRD TR0, (FLPE R
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KE O SCE 1 INDICATIONS AND USAGE
[PRAVASTATIN
SODIUM Pravastatin sodium tablet is indicated:

(pravastatin sodium * To reduce the risk of myocardial infarction, myocardial revascularization
tablet), procedures, and cardiovascular mortality in adults with elevated low-density
Accord Healthcare Inc., lipoprotein cholesterol (LDL-C) without clinically evident coronary heart
2022 411 A disease (CHD).

* To reduce the risk of coronary death, myocardial infarction, myocardial
revascularization procedures, stroke or transient ischemic attack, and slow
the progression of coronary atherosclerosis in adults with clinically evident
CHD.

+ As an adjunct to diet to reduce LDL-C in adults with primary hyperlipidemia.

+ As an adjunct to diet to reduce LDL-C in pediatric patients ages 8 years and
older with heterozygous familial hypercholesterolemia (HeFH).

+ As an adjunct to diet for the treatment of adults with:

° Primary dysbetalipoproteinemia
> Hypertriglyceridemia

2 DOSAGE AND ADMINISTRATION

2.1 Important Dosage and Administration Information

+ Take pravastatin sodium tablets orally once daily as a single dose at any time
of the day, with or without food.

* For patients that require a high-intensity statin or are unable to achieve their
LDL-C goal receiving pravastatin sodium tablets 80 mg daily, prescribe
alternative LDL-C lowering treatment.

+ Assess LDL-C when clinically appropriate, as early as 4 weeks after initiating
pravastatin sodium tablets, and adjust the dosage if necessary.

2.2 Recommended Dosage in Adult Patients

The recommended starting dosage is pravastatin sodium 40 mg to 80 mg once
daily.

2.3 Recommended Dosage in Pediatric Patients 8 Years of Age and Older
with HeFH
* In pediatric patients aged 8 to 13 years, the recommended dosage is
pravastatin sodium 20 mg once daily.
* In pediatric patients aged 14 to 18 years, the recommended starting dosage is
pravastatin sodium 40 mg once daily.
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2.4 Recommended Dosage in Patients with Renal Impairment

+ In patients with severe renal impairment, the recommended starting dosage
is pravastatin sodium 10 mg once daily. The maximum recommended dosage
of pravastatin sodium tablets in patients with severe renal impairment is 40
mg once daily /see Clinical Pharmacology (12.3)].

* The recommended dosage of pravastatin sodium tablets for patients with
mild or moderate renal impairment is the same as patients with normal
renal function.

2.5 Dosage and Administration Modifications Due to Drug Interactions
* In patients taking a bile acid sequestrant, administer pravastatin sodium
tablets at least 1 hour before or 4 hours after the bile acid sequestrant
[see Drug Interactions (7.2)].
+ Concomitant use of pravastatin sodium with the following drugs requires
dosage modifications of pravastatin sodium tablets
[see Warnings and Precautions (5.1) and Drug Interactions (7.1)]-
> Cyclosporine
> In patients taking cyclosporine, the recommended starting dosage is
pravastatin sodium 10 mg once daily. The maximum recommended dosage
of pravastatin sodium tablets in patients taking cyclosporine is 20 mg once
daily.
> Clarithromycin and Erythromycin
° The maximum recommended dosage is pravastatin sodium 40 mg once
daily.

[ D SPC

(Pravastatin Sodium
10 mg Tablets,
Aurobindo Pharma -
Milpharm Ltd., 2023 4
7TH)

4. Clinical particulars

4.1 Therapeutic indications

Hypercholesterolaemia

Treatment of primary hypercholesterolaemia or mixed dyslipidaemia, as an
adjunct to diet, when response to diet and other non-pharmacological
treatments (e.g. exercise, weight reduction) is inadequate.

Primary prevention

Reduction of cardiovascular mortality and morbidity in patients with moderate
or severe hypercholesterolaemia and at high risk of a first cardiovascular
event, as an adjunct to diet (see section 5.1).

Secondary prevention

Reduction of cardiovascular mortality and morbidity in patients with a history
of myocardial infarction or unstable angina pectoris and with either normal or
increased cholesterol levels, as an adjunct to correction of other risk factors
(see section 5.1).

Post transplantation

Reduction of post transplantation hyperlipidaemia in patients receiving
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immunosuppressive therapy following solid organ transplantation (see sections
4.2, 4.5 and 5.1).

4.2 Posology and method of administration
Posology

Prior to initiating Pravastatin sodium, secondary causes of
hypercholesterolaemia should be excluded and patients should be placed on a
standard lipid-lowering diet which should be continued during treatment.

Pravastatin sodium is administered orally once daily preferably in the evening
with or without food.

Hypercholesterolaemia: the recommended dose range is 10-40 mg once daily.
The therapeutic response is seen within a week and the full effect of a given
dose occurs within four weeks, therefore periodic lipid determinations should
be performed and the dosage adjusted accordingly. The maximum daily dose is
40 mg.

Cardiovascular prevention: in all preventive morbidity and mortality trials,
the only studied starting and maintenance dose was 40 mg daily.

Dosage after transplantation: following organ transplantation a starting dose
of 20 mg per day is recommended in patients receiving immunosuppressive
therapy (see section 4.5). Depending on the response of the lipid parameters,
the dose may be adjusted up to 40 mg under close medical supervision (see
section 4.5).

Children and adolescents (8-18 years of age) with heterozygous familial
hypercholesterolaemia: the recommended dose range is 10-20 mg once daily
between 8 and 13 years of age as doses greater than 20 mg have not been
studied in this population and 10-40 mg daily between 14 and 18 years of age
(for children and adolescent females of child-bearing potential see section 4.6;
for results of the study see section 5.1).

There is no clinical data in children younger than 8 years old.

Elderly patients: there is no dose adjustment necessary in these patients
unless there are predisposing risk factors (see section 4.4).

Renal or hepatic impairment: a starting dose of 10 mg a day is recommended in
patients with moderate or severe renal impairment or significant hepatic
impairment. The dosage should be adjusted according to the response of lipid
parameters and under medical supervision.

Concomitant therapy: the lipid lowering effects of Pravastatin sodium on total
cholesterol and LLDL-cholesterol are enhanced when combined with a bile
acid-binding resin (e.g. colestyramine, colestipol). Pravastatin sodium should
be given either one hour before or at least four hours after the resin (see section
4.5).
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For patients taking ciclosporin with or without other immunosuppressive
medicinal products, treatment should begin with 20 mg of pravastatin once

daily and titration to 40 mg should be performed with caution (see section 4.5).
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Drugs which have caused, are suspected to have
caused or may be expected to cause, an increased
incidence of human fetal malformations or

3H) irreversible damage. These drugs may also have
adverse pharmacological effects. Accompanying
texts should be consulted for further details.
brim. IRFREICET HEH
oo FLEN A
KE DU CE 8 USE IN SPECIFIC POPULATIONS
[PRAVASTATIN 8.1P
SODIUM .1 Pregnancy
(pravastatin sodium Risk Summary
tablet),
Accord Healthcare Inc., Discontinue pravastatin sodium tablets when pregnancy is recognized.
2022 £ 11 H]

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 /see Clinical Pharmacology (12.1)] . In addition,
treatment of hyperlipidemia is not generally necessary during pregnancy.
Atherosclerosis 1s 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 (see Data). 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/m2 ). 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 (see Data).

The estimated background risk of major birth defects and miscarriage for the
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
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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 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 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/day or 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 on body 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?2).

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?2).

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
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recommended during treatment with pravastatin sodium tablets. /see Use in
Specitic Populations (8.1), Clinical Pharmacology (12.1)] .
HL[E D SPC 4.Clinical particulars
(Pravastatin Sodium
10 mg Tablets, 4.3 Contraindications

Aurobindo Pharma -
Milpharm Ltd., 2023 4 | Pregnancy and lactation (see section 4.6).
7H)
4.6 Fertility, pregnancy and lactation

Pregnancy: pravastatin is contraindicated during pregnancy and should be
administered to women of childbearing potential only when such patients are
unlikely to conceive and have been informed of the potential risk. Special
caution is recommended in adolescent females of childbearing potential to
ensure proper understanding of the potential risk associated with pravastatin
therapy during pregnancy. If a patient plans to become pregnant or becomes
pregnant, the doctor has to be informed immediately and pravastatin should be
discontinued because of the potential risk to the foetus (see section 4.3).

Lactation: a small amount of pravastatin is excreted in human breast milk,

therefore pravastatin is contraindicated during breastfeeding (see section 4.3).
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(pravastatin sodium
tablet) The safety and effectiveness of pravastatin sodium tablets as an adjunct to diet
Accord Healthcare Inc., | t© reduce LDL-C have been established in pediatric patients 8 years of age and
2022 4 11 A older with HeFH. Use of pravastatin for this indication is based on a

double-blind, placebo-controlled clinical study in 214 pediatric patients (100
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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).

JE[E D SPC 4. Clinical particulars
(Pravastatin Sodium

10 mg Tablets, 4.2 Posology and method of administration
Aurobindo Pharma -
Milpharm Ltd., 2023 4F | Children and adolescents (8-18 years of age) with heterozygous familial

7H) hypercholesterolaemia: the recommended dose range is 10-20 mg once daily
between 8 and 13 years of age as doses greater than 20 mg have not been
studied in this population and 10-40 mg daily between 14 and 18 years of age
(for children and adolescent females of child-bearing potential see section 4.6;
for results of the study see section 5.1).

There is no clinical data in children younger than 8 years old.

4.4 Special warnings and precautions for use

In children before puberty, the benefit/risk of treatment should be carefully

evaluated by physicians before treatment initiation.
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