2024 4= 3 AdRT (56 15 ki)
BARERERSTERS : 872189

EEGA 2 EL—TF+—L
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T MIVRRZF B bmg [7E] -
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BLEARFE AR A B SR EINGEAEH B | RoEBAAR4EH H

TR = =x
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ACTH Adrenocorticotropic hormone
I B R AR V|
Al-P Alkaline phosphatase
TNV EAT 7 H2—F
ALT Alanine aminotransferase
TI=TI ) NF AT 2T —E
AST Aspartate aminotransferase
TANRGHXUBET I ) VT AT 2T —F
AUC Area under the concentration—time curve
U FEE —PRg FH b R T T R
AUCo-¢ Area under the concentration—time curve from zero to t hr
B 50 Rgn 6t RERHT E T o BE—Re i il 8 T i £
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time point
P& 5- 0 gD B I E T RE 72 B A& 2 R A C D B —IRe ] b T
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FLEE 2 X7
BUN Blood urea nitrogen
i PR S EE SR
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JVTFUoxF—F
CLr Renal clearance
BTV T TR
Coax Maximum blood concentration
Foc v I
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v M7 1 A P450
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Ho~=-TNEINKNT AT FH—E
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~NEZ 1V Ale
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LBV RZ o RTH
HIV Human immunodeficiency virus
b FREREY A LA
HMG—CoA 3-hydroxy—3-methylglutaryl—-coenzyme A
3t R X -3-XAF L7 LZ U LAHEESE A
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3t R X -3-XF T NE V UAHEER A ERITlER
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FLIE K R IR
LDL Low density lipoprotein
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LDL-C Low density lipoprotein cholesterol
KBV RY X7 EarxaTa—L
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Ay Ve — U R
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GHET =F VHER Y XTF R

P-gp Permeable glycoprotein
PHES R H

PTP Press through package

RMP Risk management plan
IS U R 7 B BETE

S. D. Standard deviation
FEVE(R A2
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TH 2R

Tax Time to maximum
e v . T g S ) iz R

TSH Thyroid-stimulating hormone
SR o o
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FAFDIERE

7 MR AHZF U lE, HMG-CoA S ILIERLEAITH U . AFTIL, 2000 45 AlIZ Eli&hTnag,
T RN ARF U BE Smg [7E) « [7] 10mg [7E) (X2 TENBREERML E U THBEEAE L, Ea
F855 0331015 %5 (PR 1743 A 31 H) 1CHE0%, HRKORBRITIEZHE, ERER, AWEHE
BB A S L. 2012 4F 2 HIC/AGRZEUS. 20124F 6 Hic EifiL7-,

AFNE, BEERLE LT, 2RELTE, =7 ofkXSto 2 - CHFEBRZ 2 FEh L, LFEBHE S
N—FL LTCE LT —4%%2F L, AREETENICEST,

HmDBERFEHFE

(1) 7 MR RZF LT DK 2 FRESr &4 %D IMG-CoA BITHERILER] (AXF ) TH
Do

2) Ay T RAEZFAEII, 1 H 1 BORE CTRREMICHIRZBET 5,

(3) ERZEWEM & LT, HBERUHRARIE, A/ XF— QENEEEMN I 4 3F— BIEFR. 1T
K, FRERERE S, HE., IRBUE. MERTRIEKE. LmEkEAE, R E, H SR R TR
fRJE (Toxic Epidermal Necrolysis : TEN) . FZJEREIEARGEERE (Stevens—Johnson JEMERE) . LB
FLBE, ) dps ., PRI, VEPERTZE . EEM I PEDN A ST b, (TVIL 8. BIER ) OIS )
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I. ZFICEY HIEE

0. &2FIZRE9 HIEH

(1) #&
T RIVRAH T HE bmg T7E]
T RN AKF L EE 10mg [ZE)

(2) *4
ATORVASTATIN TABLETS 5mg [ZE]
ATORVASTATIN TABLETS 10mg [ZE]

() &FDHER
EARFEDE 936 75 (PR 1249 H 19 H) I26E) A +AR+EE+HRED) A THD
2. —H4

(1) #& (A%
T RILARREF o F v AoKFI (JAN)

(2) *8% (W&

Atorvastatin Calcium Hydrate (JAN)

(3) AT L
HMG—CoA = e B BHEH] : —vastatin

3. BEXANTRMERX

HiC CHs

HQH H OH
'y CO:~

Ca’*+ 3H:0

4. BFARUSFE
%%K . CesHesCaFaN4Oyo + 3H20
Sy 1 1209. 39

5. k=4 (@diE) XIFKE
Monocalcium bis { ( 3R 5F) -7- [ 2- ( 4-fluorophenyl ) -5— ( l-methylethyl ) —3-phenyl-4-
(phenylcarbamoyl) —1/#pyrrol-1-y1]-3, 5-dihydroxyheptanoate} trihydrate

6. 1BA%L. Bl&. BE.
LR L

L&D

balll}
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M. B ICET SEHE

1. YEEFHEE

(1 58 - 1R
HE~MEAEOREEOMRTH 2D, MELEIBOLND,

(2) &R
A B )= NIRRD TIITT K DAFIVZVERF Y RIZETRd <, KT Z J—)b (99.5) |
RO TEITFIZ < W,

(3) Wit
LR L

@) BA (BERR). BA. BER
DRI L

(5) BEUREARAEEM
BB L

(6) HERFL
AR L

(1) #DMDE 4 RikE
FENHE () 7 -7T~-10° (BAMICHE L7726 D 0.2g, P AF /L ANAEF T R, 20mL, 100mm)

2. BRSO REEBTICEITS2REN
HiZ ko THhaIZERRE RS,

3. AMESDHERHERE. EE:
HiE [7 bR EF o h Lo AR OMERRR
(1) &S AT S BE R e VA
(2) AR ART S AHEE (BT U o LEERITE)
(3) ANy AEOEMERES
(LS e OVRBR 51 )
(4) By X BRIEPTE ik
HBiR [ 7 bAARRETF vy AKFY ) OF&EE
k7o~ N777 40—



V. ®HICEHYIHER

V. &&|IZBEd SHIEH

1. IR

(1) FRDORXEH
BER : T4V a—TF ¢ LT BE

(2) EEDOHNEERTIER

W 5e 44 T RN AHF B 5mg [7E) T RV AHRF L 8E 10mg (78]
. B RN NAYIRE) =k
alli T AN aA—T 4 T EE
o | G) — @ 10)
BELE (mm) 5.6 6.1
ks JE 7 (mm) 3.1 3.1
HiE (mg) 72 88
WBla— R 7E56. 5 ZE57. 10
3) #FAla—F
HR7e 4 7 RN A B F L bE bmg [7E] T RV R A B F L BE 10mg [7E]
ENN 7E56. 5 ZE57. 10
B PSR P i) %R
= H T RN A K F L 5E Smg (7 T RN AZ T BE 10mg TZE)
—k 7E56,/ bmg 7E57,/10mg
oy B ERE) =FE)
(PTP) H ATORVASTATIN TABLETS 5mg [ZE] ATORVASTATIN TABLETS 10mg [ZE]
L) T NVARABEF 8 TIE] /bmg,/ | 7 bV RAZF g TZE] /10mg,/”
v—k TIw— /MO LT ~— S| T RO LT~ — S
GSI =a— R GSI =a— R

4) REIDYE

HFE : §E Smg
$E 10mg

(5) it

AR ANA

2. HFIDHEM
() ARES GEMERS) ODEEH I VHMA

“FHfE 3. Okg VA E
SEEfE 3. Okg LA E

W 5e 4

T RVNAZ T BE bmg [7E)

T RN A ZF U BE 10mg [7E]

(1 $24)

Bl 7 MANRRETF TV T A
KFW)
5.42mg
(7 FVRRHF L LT bmg)

HE 7 MV ARAZF oI T A
IKFIY)
10. 84mg
(7 bR EF & LT 10mg)

IRANF

fEgmt/lae—ZA, b Redrar
Jbba—R [REE~ TR A
TJOaABINVABR—AFT N T A A
TTV VB~ 7R T A BB A
o—A, w7 nrad—,L 6000, BT
VAV ) 2 AN 2 (47

fmtle—2x, B Rexo 7ot
o —RA RKEE~v T A,
JRAFNAB—AF RN TA A
TTIV VB~ IR UL B R R
o—A, w7 nud—, 6000, iR{kT
VNN %4




V. ®HICEHYIHER

(2) BREFORE

AR ANA

Q) BA=E

6.

BN ANA

RTBBEOHRREUVBE

Y LR

b ii

M L

BAT HEIEEMD & KW
USP 3 L OVEP |2 4 FEODSEZ

ShTnd

HEDEEFHBTICEITAREN.

(1) mnEFER
7 MILINR B F 8¢ Smg TZE] V

BT vH#E, PorFdulk, O7 AT LA v—,

77 b AR BRE

TIEHE : PTP B2 (R 7 a Lo 74 VAR OT VI =T A{E) Lz, 717 33— M
ANEBEHALEZLO
SRERSLIE - 4021°C, 75 5%RH
PERIE H BHARIF 115 H 3 & A 6 f& A
g?(:<9?“ﬂ@@74”bj_74yy e | EREN | BRI | LR
%Mﬁ%( EAN PRI S R T E ) iR iR ke Siikay
A — HE - - -
%ﬁi(w 7 80%LA E) A A N N
—_ N 98. 98~ 99. 40~ 98. 84~ 98. 18~
Ed (8 (95.0~105.0) 99. 96 100. 22 99. 42 99. 24
laey hn=3 32w}
AR A2 i 2 7oA ) =2 F L I ANER L2 b D
SRS - 40+1°C. 75+ 5%RH
RIERIE B BH 4G 1% A 3 & H 6 & H
gf(:<jf“ﬁ@@74”A:%74’7 Wi | msRs | SRR | Bk
ﬁmﬁ%( RO\ AT R S ) T ) ik ik Sk Siikey
RIF| 15— WA - - -
%ﬁi(w 7 80%LA_E) A AN A A
- N 98. 98~ 99. 00~ 98. 36~ 98. T4~
R () (95.0~105.0) 99. 96 100. 22 99. 25 99. 61

ey hn=3 32wk




V. ®HICEHYIHER

7 MILINR B F 8 10mg TZE) 2

CLGURE : PTP @ (R 7 m L7 4 VAROT VI =0 L) Lictk, 717 15— MR
ANERALZH D

SBRZA: - 40+21°C, 75 5%RH

AERIEH B A RE 1 & H 3tEA 6 4 A
PR (D7 4V bha—F ¢ 2 T EE) FAEN FAEN N AN
Rt Rk (SR IO S I E 1) Sy ke ke ke
LA ) —VE ey - - -
WHME (15 43 80%LL |) HEN HEN N HEN
e 100. 33~ | 100. 04~ 99. 38~ 99. 16~
ER (h)  (95.0~105.0) 100. 63 100. 65 99. 58 99. 71

1y k n=3 3wk

WEERE A A2 E 2 TR ) = F L I ANER LT L D
SERSSE © 40+1°C. 75+ 5%RH

A MIAE | 1@ | @)l | 6@

PR (ABOT AV ha—7 £ 2 5D WG| B | B | LR
e M ) o wh i i
BLAE— o - - -

EHHEE (15 %5 80KDL ) FleN | BB | BRepd | B

e (o 100. 33~ 99. 82~ 99. 03~ 98. 71~

ER () (95.0~105.0) 100. 63 100. 46 99. 57 99. 80

1y b n=3 32wk

(2) BARRETOREMLRER
7 RILINR R F U8 bmg TZE) ¥

PRAFZRAT AR H kLD 0.5 & H 1 £ /] 3 & A

PR (T 9T WD 7 4 L
e o ) AN RN KN FAEN
bk K - WHPE (15 4 80%LA 1) FAEN FEN ki) FAE N
BE | L e [ER (%) (95.0~105.0) 99. 23 98. 76 98. 38 98. 24
A e () 62. 6 56.3 58.6 57.0
fimE* (%) 0.28 0.41 0. 50 0.79
MR (T O FT WD 7 4 v
o5 | Bm—7 4o s hE) BN BN HEEN BN
M| 75%RH [ ¥EHE (15 4y 80%LL F) FREN iida) N FASN
| e - | R (%) (95.0~105.0) 99. 23 98. 74 97. 87 98. 78
BAfL | EEEE* (N) 62. 6 31.9 33.4 32.5
Himma ™ (%) 0.28 0.36 0.39 0.52
PRAFSAF PERIRH B 4G IRE 60 /5 1x * hr 120 77 1x * hr
PR (T 9T WD 7 4 L
Dme—T o h) KN KN KN
" 20001x |¥&HME (15 43 80%LL ) HAEN HAEN N
KBRS |EE (%) (95.0~105.0) 99. 23 98. 40 97.80
A" (N) 62. 6 55.3 51.2
figwmE* %) 0.28 0. 49 0.78
% BEE
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7 RILINR B F 8 10mg TZE) ¥

RAFERME ARERTE H BH 4G RE 0.5 &% A 115 A 3 & A
MOANGOTANEITT AN e | e | S | s
B gy [T (157 SOLE) I I T I
B ﬁf257?un e (%) (95.0~105.0) 99. 48 99. 22 99. 06 99. 13
A D (V) 83.7 82.0 81.5 76.6
HHixwmE* (%) 0. 26 0.34 0.43 0. 62
PR (B0 7 v ba—T 4
osC |2 ) FRFE N FRFE N HikEH RN
W@ | 75%RH | ¥EHME (15 43 80%LL E) FRFE N FRFEN JRFEN FREE AN
B Ot |E&E %) (95.0~105.0) 99. 48 99. 15 99. 10 100. 13
BRAL  [REEE* (N) 83.7 52.5 51.2 48.5
HizwmE* (%) 0.26 0. 30 0.31 0. 42
PRI ABRIE B R 60 77 1x * hr 120 J5 1x * hr
'@Efgém AMBITT A e Ky Kk
¥ 20001x |[¥&EHME (15 4y 80%LL k) FRFEN FRFEN FRFEN
K[ERZ R ) (95.0~105.0) 99. 48 99. 15 99. 31
> (N) 83.7 74.8 67.4
e (%) 0.26 0.35 0.77
% BEE
1. FREERVAMREBEOREMN
AR ANA
8. fhFIENEEEIL WEBIL=FMIZE(L)
AR OANA
9. AHM
(1) BRERFEERBFDOREIZHT HEEMH
AR BRE
H SRR — R BRE - IR S RLiE
ABRSE  [B] 85 2 75rpm
BRI K
BT E : 900mL
N E E /s a~ 777 40— (AERE : 244nm)
FER  ARFNILLF O ICHE S L V09,
R 7E44 H 72 R A =R
7 "V A B TF L §E bmg (7| .
T MR R Z T 8E 10mg [7E] 1597 80%LL L

BHEEICHITHEMM

(14 & 3RS D AL PRI M RBR A KT A VD — eI DWW T B TR ER L O LW
HIIRISEMERRBR T A R 4 ) CREEAIE 1124004 AL 18 4E 11 A 24 A) ITHEV, FEAERIF L
WO L 21T - 72,

(2)



V. ®HICEHYIHER

7 RILINR B F 8% bmg TZE] ¥

ki 7 T RV AR F L 8E Smg [7E)
FEVERLA U ¥ K —/V$E Smg
SEE A ARSE SR 7 —fakigis - kiR N Rk
BRI 900mL
R 37+0.5C
EIL 2 50rpm (pH1.2. pH3.0, pH6.8. 7K) . 100rpm (pH3.O0)
[ pHI. 2: H AR 7 OVR IR 1 1k
;% pH3.0:0. 05mol/L U U ®KFE=F U 7 AL 0.025mol/L 7 =% H
% BRI W pHS. 0 ICTHIE L= 8 D
pH6. 8: H AN 7 J7 OIS HARBRE 2 K
7K
S AN L

AR AERLA DU RS 85% & X e TR T & 972,

I HHE

@pll. 2 - pHb. 8
FEVERIAI Y 30 43 AT 85% LA RIEH L2 W& T, #lE ST
PR IRE L2 d U TR VE R D SR 3203 50%LA | 85%IZZE L 72w &
= EVERLR S BUE S N BRI RSB B SR EIE RO 1/2 O
TR 7R 9738 2 7o R AR ) OVBUE S 7= sk BR R L 8 W Rl B LA
D LIER R A EEAE LA O SELJER 3R = 12% D FEFR IS 8 D 0>, T 2
BB OOEN 46 DL ETH 5,

@pH3. 0 (50rpm) - /K
FEVERIAI Y 30 43 AWIZ Y 85% LA RIEH L2 WA C, #lE S
PR IRE L2 do W TR VERIA O SERS 33 86% LA & 70 D & & | 1 HE
BUHN OB RS 40% &% OF 85%(FIT D X4 72 2 B sllz BV T, B
U D B R DR E R D SER S HH 2R = 15% D FEFHIZ & D >, X
X F2 BEE DI 42 LLETH D,

@®pH3. 0 (100rpm)
FEHERLRZAY 15~30 /712 ¥ 85%LL LA 32356 T, AEAERIF O
VIR DY 60% &% OF 85%fHT & 72 D 24 7 2 B2\ T BlBR LA
O PR R AR E R 0D SRR 36 = 16% D HEPR T 8> D 70>, T 2
ROl 42 PL ETH B,

MELWEL T, IEHOEWTT ORE| O S HEE0S 80%IZ 1 L 72 R
Tl 7 ORFNOFLEEE D 508 T Th D & &, o, WHOHN
J7 DRF ORI 15 43T 85%LL ETH D & X2, ImHDOEWN
I OBFN O H RN & 5 — 5 ORFN O PR =I5 LT 60%LL
TThdL X,




V. ®HICEHYIHER

120 ¢ pH1.2, 50rpm 120 pH3.0. 50rpm
100 |
S
H 80 |
z
~ 60 |
%
- 40 14 -
T —8— TN REF U GE5mel ZE ) — o FRILNRAF Uhe5mel ZE
20 'DF' ---g-- - JEAERE 20 eEe- - BHERE
0 0 : : : : : '
20 40 60 80 100 120 0 60 120 180 240 300 360
AR () BHEFE ()
pH6.8, 50rpm 120
120 r
o 100
%
g 80t
- * 60|
% 40 —e&— FRILINRAFUSE5mel ZE ) % 40|
N [ - - FE ]| ~ N
20 B - IR A —o— FRILINREAF U EE5mgl ZE |
20 ~--m- - R
0
60 120 180 240 300 360 0
0 10 20 30 40 50 60
SRHEER (%)
RHHE (2 T HBER ()
120 pH3.0, 100rpm
100 |
&
80 |
H
* 60 |
" f
D a0t}
—eo— FhILINREFUEE5mel ZE |
| e AR
0

10 20 30 40 50 60

BB (9)

EHZEBIC R T DEEE GUBRILAN K OMEHERG O P TR H R O i)

ot FE HE R T RANRZARF
RERSS . - 2 e
ABRRA (H2%, 5mg) £€ bmg [ZE] B K H|E
R L | Hisdk | RBRIE | R | FEEHER (%) SRR (%)
15 45 34. 10 77.81 .
. ) SEEa
pH1. 2 120 %3 69. 99 91.16 20.5 | M
10 45 48.85 73.32
H3. 0 16.8 | o
b 60 45 85. 82 90. 71 i
o0rpm 5 4y 36. 93 75. 68
o 1o N pal . . N
Y% : ' ST
/N Rk plé. 8 360 4y 65. 42 102. 16 19.1 | A&
5 4y 41.89 73.35 N
K 30 4y 83. 53 89. 78 33.3 | AHS
5%y 52.82 65. 69
100 H3. 0 — | @
rhmo b 15 %) 84. 90 92.23 e
(n=12)



V. ®HICEHYIHER

<HEE>

pH3. 0 FABRHE (50 « 100rpm) "CIIAEAERIA| L IS B OFRLIMEDFR D AL, pHl. 2 BRERIE R OVUKIC
BWTHEUMIIZRD b o 7=, FHFLWETIIZR N o72, pH6. 8 BRI TIIF L WENRA DI
7=,

7 RILIAR A F U8E 10mg TZE] ©

v et T RV RAHRF U BE 10mg [ZE ]
FEVERLA U v h—/LEE 10mg
SEE A ARSE R 7 —fakigis: - kiR N Rk
BRI 900mL
R 37+0.5C
EIL 2 50rpm (pH1.2. pH3.0, pH6.8. 7K) . 100rpm (pH3.O0)
A pHI. 2: A ARSE R )7 OF R 1K
;% pH3.0:0. 05mol/L V VU EE/KFE _F MU AL 0.025mol/L 7 = % H
% BRI W pHS. 0 ICTHIE L= 8 D
pH6. 8: H AHE 7 7 DI HIFEREE 2 K
7K
S AN 2L
FEUERIAN D YR RN 85% & B 2 - TR T L9 5,

@pil. 2 - pHb. 8
FEVERIAI Y 30 43 AWIZ Y 85% LA RIEH L2 WA C, #lE S
FBRIRE L2 U CREVE R D SR 303 50%LA | 85%IZZE L 72w &
= EERLA S BUE S N RIS B B SR EIE RO 1/2 O
TR 2 7R 3730 Y 7o RE AR, S OVBUE S L7 R BRIRE L d8 0y TR BR LA
DIV SR D HEAERLA O SR 2R = 12D FPHIC & D >, T 2
BB OOEN 46 DL ETH 5,

@®pH3. 0 (50rpm)
FEVERIAI Y 30 43 AT 85% LA RIEH L2 W& T, #lE ST
PR IRE L2 30 W TR VERIH O SERS 3 86% LA & 70 D & & | FEHE
BN OSBRI D 40% 1% O 85%FIT D 24 72 2 RT3V T, 3lBk

e HL e U D S E s R DR ERUA D SER S HH 2 = 15% D FEFRIZ & D D>, X
X 2 BB OfEIx 42 LI ETH D,

@K - pH3.0 (100rpm)
FEHERLRFAY 15~30 /712 ) 85%LL LA 32356 T, fEAERIF O
VIR DY 60% &% OF 85%fHT & 72 D 4 7 2 B2\ T R LA
DIV =R DR UERLE O SRR 2R = 1% OFFHIC & 5 h>, T £2
ROl 42 PL ETH B,

XE L WE LT, WO TT ORI O ST )5 80%IZ 12 L 7o RF AL
CHLT OBIFN O SRR 50%LL FTh 5 & =, £z, IEHOBN
J5 DB ORI ERED 15 45T 85%LL ETh 5 & =12, IWHDEN
T ORFNOFEJVEH N & 9 — 5 O BF O F-EIFEHFR I3 LT 60%LL
TThdL X,
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V. ®HICEHYIHER

" 100 100
pEey e
H 8o f :.E 80 |
~ 60 } . 60
? 40 | % 40
2o 197 e PR AT Omel ZE 20 | —O—ZI:)L«J\Z’S':FZ/ﬁngFZEJ
T e e R
0 - - - - - 0 ) ) ) ' '
20 40 60 80 100 120 0 20 40 60 80 100 120
SEHBER (5) 7 HBERS (4)
100 > o . . —* 100
& &
H 80 o o 0 80 |
f 60 jpoEa- T o f 60
% 40 ¥ % 40
20 —o— FRILINRAFEE10mgl ZE | —&— TRILISREFUE10mel ZE |
eeE- - JEREBE 20 1 - -E- - - RRAERLA
0 - - - - 0 -
60 120 180 240 300 360 0 10 20 30 40 50 60
B (5) SEHEER ()
100
=
I 80 |
* 6o |
% 40} ]
20 1 — & FRLARAFU4E10mel ZE )
' CEe - R
0 1 1
0 10 20 30 40 50 60
B ()
Ttz Ehc ks i 20 GRERIUA K OME R O SE i R O Lhig)
. U R T RILN R v
RER S fTEﬁ%%J t 7 £2 o
(B2, 10mg) #E 10mg [ZE] B K | E
R L | Hisdk | RBRIE | R | FEEHER (%) SEEEAEHER (%)
15 4% 26. 73 64. 62 .
HI. 2 20.0 | Fid
b 120 45 66. 62 100. 99 I
10 4y 48. 34 57. 46
H3. 0 — Ry
% b 30 4% 83. 80 84. 37 i
Trpm
\ 5% 45. 03 79. 46 .
AN H6. 8 18. 7 SEES
Rk P 360 45 70. 16 103. 47 RIS
15 4y 63. 11 85. 25 .
V. 44,92 &
K 30 4y 85. 66 89. 83 e
54y 48. 51 46. 61
100 H3. 0 — AN
rhmo b 15 %) 82. 71 86. 32 e
(n=12)
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V. ®HICEHYIHER

10.
(M

(2)

)

(4)

11.

12.

<HEE>
pH3. 0 FERHE (50 « 100rpm) I8 K UK CITEEVERIA] & v 2B OFELIMEDFE O AL, pH6. 8 SR
WCBWTHEEWEIIERD b o 7oy, H LWETIEAR ) o 72, pHl. 2 FRBRIK TILE LWERA D
iz,

& - A%

EENREGRSR - QK. NENRREER - BRCHT S1FR
A LR

2k

(7 FILINR R F 8% dmg TZE))
100 & [10 &2 (PTP) X 10]
500 #& [10 & (PTP) X 50]

500 & D, N7, FERAIAD ]
(7 FILINR R F 8% 10mg TZE))
100 & [10 & (PTP) X 10]
500 &£ [10 & (PTP) X50]

500 & D, N7, FERAIAD ]

FiRrBEE
R LR
BRHEOME

(@ES s M

. PTP R I L7 4 h, TIAI=LE
PTP c1%% . N - ; —
to—adE | TAI=gh - RV F LT IFR—KT 4/LA

Nk AN NI R)=FL v

(REMAIAND) Fyvr | &R

ARRE SN LSEME
LR

Z0t
LR L

12




V. JafICEAY HIER

. BAEICEHYT 5IEE

B AESIES
OBzl 27— VIE
OFEM.E 2 L 27 o — LIfiLiE

DEEX T RICEET HEE

5. EEXR (IR ICBEET SEE

5.1 WH ORI+ ELEM L., mal AT e —/LIIE, FEEEa L 2T e —VIfETH S
AR LI ETAROEHEBET HZ &,

5.2 FiEMEE o L AT 0 — VIAE R TEAKRIZOWTIE, LDL-7 7 = L— 3 R S50 IESK it i O 4l
B LT, D5WIEN0 OIREIENER ARG AICAROBEREEZERTHZ &,

3.

(M

(2)

(M

(2)

@)

4)

RZERUVAE

AERUVAZEDHHR
(a3 LRTA—)LILfE)

WE . AT hAARAFZF L L Tlng 2 1 H 1 ERARET A,
7eB. AEER, ERICE D EEHEET A2, EEOHEIT 1 H 20mg £ THETE 5,

(REMHEEa L XTa—)LMmE)

WE L RAZIET AR ZRZF L LT lmg 2 1 A 1 ERRA#HE5T 5,
ek, . JERICK Y E TS 58, EEOHAIL L H 40mg FTHETE 5,

R RUREORERM - B4
VAR L

BERUVBZEICEET 5TE
REIN TN

el

B PR RFE

BRRT—2 1y Hr—o
B E R L

Bl PR SR AR
EER R L

RERGRRHER
DR L

REEAIEAER

1) BINERFEAER
EN&E I 1EER

NS ILE B 243 5] & k51T

T RNANZAEZFUEEE 1 H RS E% 12 8BS Lo mEE

BUcEERAOREMGERBE L0244 HE (2.5mg, bmg, 10mg F721% 20mg) 2 L5 _HE
PRBERIEEIEIC L W ERE LTz, 7 MU ARZRZF 5™ ~20mg 2 1 A 1 [ BHEICES LBEO
MIBNEEMOZLR KO L AT 1 —)L<220mg/dL & 72> =REFOEES Ral 2T m—iL<
220mg/dL E|4&). LDL-= L A7 1 — L <150mg/dL & 72> 7=EBIOES (LDL-a L 2T o —/1 <
150mg/dL EIE) X FRRO LB TH D,

13



V. JafICEAY HIER

2)

(5) BHE-

1)

2)

3)

4)

H&E s WMal AT7Ta— NV ZUEYR HDL-= L AT m—/L
(mg) (%) (%) (Amg/dL)
5 51 ~25.0 197 3.2
10 51 ~30. 2 “16.7 5.2
20 52 ~33.8 12,0 6. 1
o _ WalL ATFa—)L IDL- =2 L AT a—/)b
MRy | R < 220mg/dL <150mg/dL
(mg) %) HA %) Ha o)
5 51 32,0 56.9 74.5
10 51 39,6 72.5 86. 3
20 52 ~49.5 86. 5 90. 4
BIE R K OB S SN0 o TR MR A R A ORBR X ZNEI 5. 0~12. 15K

33.3~46. 60 TH Y . HRRMRAM R T LB IR 20mg B TOREN 72 b OO, AIEEIFIEITER
DB o To, ERBENWEMRITE AP 2 1] (2. 5mg, 10mg £ 1 ) \ —MxAIREEIR 2 6 (2. 5mg,
20mg % 15) Tdo - 7, 7246  EERBIE A K OB R R AR A ORBUIRD bhigh o729,

) AFNOARSNZAELOCHEIL, 7 RAZF L LT ling 2 1 B 1 RIROKSETHS, 2B, F
fin, FERICE D BEEREE CX 523, EEOLA, a2l AT e —/VIAET 1 B 20mg £ T, FEMRE =2
L 27—/ )VMJET]1 H 40mg £ TOHEETH D,

et
M ER L

Jm BB Al G BR

REHESILATO—)VIEREANTORRHR (EA)

FEMEm =2 L AT 1 — )VIE~T m 828R BE 24 HIlZT RV SR L F 8 10mg % 8 M G- L.
Z D%, 8 WMIfEIZ 20mg, 40mg ~& i L, FEEMH « FHEGBRIC TRET Lz, ZOREE. 10mg
MO 40mg TR L AT o — )L ZZNZE-31. 8%, -41. 1%, LDL-2 L A7 17— /LIXZF N F3-37. 7%,
-48. 3% LK T LRI ENE SN2, BIERI 16. 7% (4/24 B1) . BIEMENEE S R0 - 72K
R H AEhE 41. 7% (10/24 ) ([ZRBOH BT, ERBEIERIX, #EMEM - #8)E (2 ) Tbh
olz, 7ok, EERREN K OCERREMREZBORBUIRD b hofz 219,

RiEEa LA TO0—)LIEEFRERREHER (EA)

IDL-7 7 = L — 3 A& [T L CWAFEBEMEE 2 L A7 v — VIEREESEREE 9 Fl. T M
A RZF U BE 10mg & 8 WG L., ZD% 20mg (8 #f). 40mg (8~20 ) ~LWiE L, IEEH -
FEHEGERBR I CHRFT LT, FORE. 6 Bl TR L AT 2 —/L3-31. 4~-4. 9%, LDL-= L AF 1o —
JUH=39. 3~~4. 6% KT L7z, oo 3 FITIdkea L AT a— /L3 1. 2~15. 2%, wL:vz%m%
JUD 3. 1~11. 8% BN L7 AR T3R8 LIV REFI D 9 B 4 I TIXT MR R H F R H-RIIC
FILL b2 OFH U 7=k & 1F inﬁg@%ijTﬁ%W&UlﬂjZVXTE%WﬁT#w
DIV, BIWEAIE 11.1% (1/9 B) . BEEMENEE S V720 o ER AR Al 2 22 80T 44. 4% (4/9
B RSB, BIERAIZ. AFLON (&) Thotz, 2B, EELRBIER K OWERAE R
EENOFEBUTRD o721,

EAEEICEAZ 58E (BEW)

FE IR IMAE B 17 B2 st RICIEE R « FELEGABR L LCT MU ANZ X F U 8E 10mg & 12 B E S L
TofE SR, \ERIE O 2 VAT v — LRI IBHREE IR B R OGRS A B R B kiT A b
T IR BRI A KT S o T, BIWERIZ 6.3% (1/16 #) . BHEMENGE S7edo
7o B AR AT FL 5 25 B 1T 25. 0% (4/16 1)) 1ZFBD BTz, BITEAIE, BT & S5 3 [F—iE 51
WZRBLL T, 723, RRBRICRE W TEEZENWEH L O IR R AR F LB ORBUIERD bt
75),)71—, 12)

&M@ﬁe%l&& =& (BN

EMSESRE 20 a2t T RV NRZAZ F U8 10mg #IESM - FElEEBR S LT 28 WSS L

14



V. JafICEAY HIER

5)

Tt e R [ 2 VIRl 115 Je OV OB E O A B 72K T 2 78 AR A B A3 2 & v 7z, — 5
il D MR EEEARRE R /N T A — 2] —m@@ﬁiﬁ%n@#ot_&iw AR & U C IR VR
RIITER B RIE X 72 h o T, BITERITRRD ST, BIEMESEE S e h o 72 BRI A 5w
ZEhiE 31.6% (6/19 ) ICRDH BN Y,

ﬁﬁﬁ(&&?zé(ﬁm)

BIMSE 2 & 0F L7oBEIRP BT 50 5] (77 8RB 24 il 7 MARREFURE 26 f5]) 1IZ7 hun
x&%yﬁwmﬂifikf%*ﬁéﬁﬁﬁwﬁﬁ%kU(mLW&ﬁLTLwﬂx&%y@
BRSO EMERET Lz, 7 MR ZF 8% 12 HEG L7ofE R, HbAle, 1,5-AG &
NIV "I KT DEE. T "ANREZF UL T TR L ORICHEEZITR O LN
MoT=Z EMB T RN E T ATHEREN ST 0BT o 7o, RIERIZ. 7T 8RB 7
MU ASRZEFUREE S 5.3% (1/19 f) (2ABdv, B SGE S dv7e 0y 7o B R A E 5 25 8
X7 7B REE26.3% (5/19B]), 7 hANRAZFURE21.1% (4/19 f) (ZRD Hiiz, BHWERIX
T RRBENRLE, T MUARRAZ T VRN Ch o7z, 2k, EEREIER K ORK @E@ﬁ*
EEORBUTRD SR hoT= W,

(6) AmHIERA

N

1

2)

FEAMRERAE (—REARERAE. HEEARERE. TRARBLEERAE). SElRGEET—4X
—RAE. WERGERBEERABRORNE
M ER e L

ARBEHELTEEFEONERITEME L IHHE - HEBOBE
B L

Z 0t
MR L
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VI. EHREICEHY HEE

VI. ExhEFER(ICEH 9 5IEH

2.

(M

(2)

3)

FEEZMICEEHSILEMXITILEYE

HMG—CoA SR TLEERFLEH] (ST NRAFF U F NI U A U NRETF U TUNRAEZTFF Y T A
EHENAZF TN T I, BANREF I T L)

HE  BEO® 2bEMORRE - DIREFIL, BRHOEFRLESRT L L,

A

YERRERGL - 1R

7 MR AZF TR O 2 VAT a0 — VEZFRETT 5 EEEE Th 2RO HMG-CoA EITEER
PRROPOBAMICHEEL, 7 M ARRZ T LRIBEOELEZFH T 28 L L bz, o=
L AT a— LA AT 5, ZORE. 7 AR ZEZF IO LDL S SR 2 BN &4, 7o
UREASWEMHT S Z L ICE 0 mMPIFEEZ K T EES, £/, 7 M RRZ F 3 A E B
R L C, oL AT o —) VIIEICEE 5 BIREE L O FIE 2 145 2,

EMEENMN T DREBEAE

1) aLRTFa—L&NE R
b RS F SR HepG2 FIIAIC BN T 7 FANRZR X F T a L AT 1 — L DA S R O H ki
F# T 5 HIG-CoA FRILHER 2 IR OB A HICELTE U FEEE b D 2 L AT 1 — LA & IR FE K
R L7z 19,
FICT MANRRAEFAIRAEEICEY Ty FOFa L AT e —/LAREERE L i L TE <
ﬂ%u Lf: 17)O

2) BlRMEETILSM-EITZEEETHEA

D aLRARFO—ILETEHR
TLAT R AAMUTELRNa L AT — VA I =T HIZBNT, 7 MR ZF 3N
BHIZX R a L AT e — L EZ K TFTSE5 L B2, IDL-2 L AT v — /U ER M7 R
BAEZAK T &7 B9 DL Z IR KE~ 7 AR OWHHL 7 H K28V T, 7 hARRZF i3
R a L 27— UELR N LDL-2 L A7 8 — UEZ &K T St7- 2020

@ rYTYEY FETHER
ILATHR—IEMI =T X RO afEamE N 70 FIEZ v MZBWT, 7 R
AFAIMP Y 7)Y FEZERT S 192,

3) BHARRE{L HE B N 1 A
AL AT a— VARNEEE X R OWHIL 7 XI2B W T, 7 ML R X F o JB R LR A
AL OMEREED L AT 0 — LEEA RTS8 192,

4) KHEMOEEER
Ty M7y —AICBWT, &£ MIBITLZERBYW THH T 2 FIEAMEOREURO 4
NEDKERAEIR (M-1) KON 2 fLOKEEER (M-2) 1X, 7 R SA S F o L [EFEE O HMG-CoA & TTi%
FILEFE AR L 2,

5) UREBARBICHT B4
HepG2 HIMLIZIBWT. 7 "AANZRZ F TN L AT e — LG B&Z KT IE5 L & 6 fF LDL
Z AR mRNA FEBLE L OWF LDL 2 B IRTEME A N S, TARBOWEKL R NY 7V v ) RoWwEs
EFEERZ 2% EFELEY MTBWT, 7 ML ARRZF 34T LDL ZREIEE 2S5
ELHIT, VIDL-T AR B WEHE A K F S, aL AT —LARI =7 XIZBWT, 7 My
NALF T VIDL-7 KR B EEARE 2K T S8 19, LDL ZR/EXKE~ T RTBNT, 7 hR R
AF NIV AT a— VI EA KT SEE P, valasE Y 27U ) RET v M2k
WTC, T hARZREF ALY 7Y | Y ROWEHE KT S& 72 2,

{ERISCIRIS - FHRERD
DR L
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VI. EMEREICEY SEE

VI. EMEREICEET 518H

1. MmAREOHRE
() BREAEDLGOHRE

B R L
(2) BBRFABRTHASIN-IFEE
U ﬁ[ﬂrﬁ
fEEERR A 6 Bz, 7T hANZRZF L 5 10, 20 KON 40mg Z i TREBRR O G U5, e

FRZEACAR D Cpax M TN AUC-col TFE G- BT ELA L TN Ly Tooe X OHEEHNTIEIE —E TH o722 &
NE, T RLRARZF U DOIRNELRE] ﬁ‘%ﬁ?ﬁz%f@“&%i%hk WooB, HARANEIEANLED
IRINENRE & il L 7= R, B AZE% LAlD AFEEITRO b otz 2,

HYENRE R T A —H

5 & Chax Trax ti2 AUCq-co
(mg/man) (ng/mL) (h) (h) (ng * h/mL)
5 2.64=*1.36 0.6%0.2 10.60*£2. 91 17.33%9. 29
10 3.42+1.51 0.84+0.3 9.44+2.50 34.57+15.79
20 11.2944. 42 0.9%+0.6 10.69+2.91 50.87+18.44
40 27.05+110.75 0.9£0.6 10. 08 £2. 65 117.91£40. 88
CEYIE AR 72)
Flo. T MR RZ T 10mg ZEEERA 6 FIICHREIFE DS Lz & 2 omEh ER#MTH LT

I NEAMBEOREBUBD 2 fMOKEBEY (M-2. 0-0H &) D Tux. Cux X ORI ZENEN

6. 17 FER. 1. 39ng/mL KON 8. 00 FERICdh o 7= 27,
(ng/mL)
°r —e— FFALH
—0— M-2

THEFERE (n=6)

RSB E
w

16 20 2L4 28 32 36 40 44 48 (h)
BEfE
T ROV RABRF o R T 10mg BRIFE O 5 L7z & & o A AR LIR I O M-2 1 HERS
F) ABNOEKRBEINT-HEROHEIZ, 7R ZAZF L L Tlmga 1 H1ERAKESTHD, B, £
. ERICXVEEEETE 22, EEOCHEIE, ML AT e —/VfET 1 A 20mg T, FiEtES =
LATa—/LIJET 1 H 40mg £ TOHETH D,

2) RIEE®S
@%WAMWL?FWNZ??VN&Umm%lHlﬁﬁﬁ%jﬁﬁﬁ@ﬁm&ﬁbk%%\
Mg AR B 134 G5B AA%% 4 H B £ TIOEFIREEICRIE LT,

F- 1 BEE T BEHOMPEFREYREL LT DL, 20mg HHHETEF LTV L OOFERE

TR, EREMEIIRD N7 ¥,

) AANOHKGE éa%t)ﬂ@t‘&wﬂﬂii T RANRZEF L LT Img % 1 B 1 ERAKRESTH D, B, F
i, ERICE D EEEETE 203, WIEOH AL, M2V AT e —/LiET 1 H 20mg £ T, Fiklks =
27—/ )LMSET] H 40mg £ TOMETH 5,
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VI. EMEREICEY SEE

3) EMFEHMIEE SR
(7 BILINR B F 8% bmg TZE])

7 MR AZF g Bmg T7E] LU B h—/LEEbmg &, /7 B AL —N—KIZL D ZNEN 1§ (7
FRAZF oL LT bmg) RERERRAS TICHE R BRI O &5 L iR R 2L ARRE 2 0E L,
BN IEYENRERT X —42 (AUC, Cuay) (22T 0%/ HE X RIS THEGHI-NT 21T o 7o FE R, log

(0.80) ~log (1.25) DHPHANTH V. WHIDOEMFIF SN MR Sz 2,

W EhRE T A — X
HERT A—H BENT A—H
AUCO%S Cmax Tmax t 1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
T RN REF B
11.68=+4. 32 1.54%0.72 0.7%£0.5 11.2+4.3
5mg [7ZE]
Ut h—/L8E bmg 11.67=*3. 68 1.62=+0.65 0.6%0.2 11.8%£6.0
(Mean=*S.D., n=24)
(ng/mL)
4-
;ﬂé —e— 7 MILINZ & F - §E5mg[ ZE]
d 30 IJE b—L§E5mg
7 Mean%S.0., n=24
3
1
A
A
2
*
-
4
0 :1 elz IIE wle 2|o 54 éa 3|2 36 44 4=a

B¥RE (hr)
MEFT RN R X F L EEEHER
(7 RILINR B F 8% 10mg TZED)

T RUNRZAEZF U EE1Omg [ZE] &V B h— L8 10mg &2, 7 @ A4 —NN—IEIC LD EFnF 18 (7
RVRA B F 2 b LT 10mg) fEFERR A B IS f B alke e 5 U TS R 2L ARIR B 2 I E L.
SN Y BHEE/RT A —H (AUC, Cpax) 1Z-DVNT 90%IEHE X EEIZ CTHEFEIT 21T o 725 R, log

(0.80) ~log (1.25) DOFPHNTH V. WH|IO ALY FEHRIZEMENHR ST Y,

HKWERE T A —H

FIENT A—H

BENT A =4

AUC0*48 Cmax Tmax t 1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
T RN R VEBE
b 5T v 22.32*8.64 3.37%x1.91 1.4%x1.3 8.7x2.7
10mg [7ZE |
U ¥ b —/LEE 10mg 22.24=%8. 26 3.57%1.66 0.8+0.5 9.0%+3.0
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VI. EMEREICEY SEE

(ng/mL)

6 r

3 —e— 7 MLISR & F 2451 0mgl ZE]
1) E b=JL§E10mg

4 Mean=S.D., n=64

BHEVYNNSEINBHE

[0} 4 8 12 16 20 24 28 32 36 40 44 48
#ERE Chr)
MAERT MR E F o RERS

MAEFFRBEA DN AUC, Coax FD/NT A —H 1T, R DOTEIR, R OLRIRERL - e % OB %
TR K> TR DATREMEN B 5,

(3) thEs
B E R L
4) BE - HAEOFE
1) BEOEE
fRERERR N 12 B TT RN ZZ T2 10mg ZHER TR OVBRICHBRRO#&S LR, 7 bz
F U OWNCEEITREFICLIVIE T T 2000, WINRTIZEAEEELZ T o729,
2) HERECEE
[VIL 7. fREAER ] OESRR

2. EMREMREI/NTA—F

(1) BBHT A%
AR L

(2) IR
AR L

(3) HEREER
AR L

@ 2IVF7I32R

Al v/

<HBE>

29ml./min/kg TR, FFEZSIC L VKT *
(6) NTEE

MR L

<HBE>

5.4L/kg LLF

(6) Znith
MM ER e L
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VI. EMEREICEY SEE

3.

(M

(2)

(M

(2)

)

(4)

®)

(6)

6.

(M

(2)

3

4)

1.

8.

BEH (REaL—ay) i

i Ik
TR L

N5 A—SEHER
TR L

IR
MR L

kil

% — P BB
g L

% — R EEBAPTE BT
VI 6. (5) #FtF) DOIESHR

AA~DBITHE
V. 6. (6) #%FLhw| OIESMR

BAA~OBITHE
PH R L

Z DO OBEA DB
PH R L

mPELFEEE
t MiLSEE W in vitro DEBRT, EEMARIT 95.6~99. 0%LL AR LT Y,

R

RSB ER AL B UM SR B
T RARZEF oD EERHHEE LA TH D 2V,

R#IzBEET BEE CYPE) OPFiE. FE5E=E
M=1 B ONM-2 1% CYP3AMA (IZ K » TAERT 2 Z EAHLCENTWS P, (VL 7. B AAEH ] DTESB )

DEBBYROERRVZOHE
AR L

REMOFHEOAERWESL., FELE

fERERA 6 BIICT R LSRR ZF 10 f DM 40mg 2 HERE ARG Lz & & iEhic T I FEGALEO
RUB VRO AN OKEELE M-1) RO 2 O KERLAE M-2) O 2 FEPHER STV D53, Mg
P EEMEAEIE M2 Th -7 7,

HE

EFERRAIC -7 FANRRZF U 2R AHKE Lz & &, e D R P HER I TR (<2%) *9,
FPTRE(IR, M-1 BLOM-2 BNENZNHEFHEFED 8. 3%, 11. 7% & T 18. 2%kl S 7= *7, HiC,
MC-7 R F & izt MEHFEEIGRER TIL, &5 SN EED 43, 7~70. 2% 03 IHHH11C
Pt S 4L, SRR DOMIZ M-1, M-2 RONM-2 D7 V27 v VRS IERRE Sz ¥,

S U RAR—2—IZBE3 B1EH
VI 7. fE EAEH ) DOEZER
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VI. EMEREICEY SEE

10.

11.

BN S & HREE
SRR L

REDNDERERTOEE

1)

BERplEEERE

BHSBE IR 8 () R OV S RERS EH 11 ICT RANRRZF L 10mg & 1 H 1 [\ 2 @M ER DS
Lzl &, BHEREEL, 7 MANRZRYF UG R ORNEIBICR R L2 RF S 2otz ¥ (4
EAT—%),

2) FFHeEREERE
fEFERR AN O Z B E 8 4227 MV ARAZF 2 10mg 2 1 H 1B 2 ABKER &S LzE
x| A R CI R AR AT Child-Pugh A B3 KON Child-Pugh B BREFIZEBW T, Cux T
ILZNEIL 5.5 5T 14. 4 %5, AUCoom TILZALEI 4.4 5 TN 9. 8 f5DHEM, Ty TIEWT LD
1/2 OREMENTRD DA ERINTIE E A EBL L o Te, F7o, MIEREICxHT 2 ERICITZE
Niginote O GNEAT—#), (IVIL 2. Z£25NE EZOBH ], VL6, (3) AFEERERERE ©
HZ M)

3) EEnE
feEmE g (66~T73 %) 6 Fl OHES (20~2275%) 6 FllZ, 7 MR HZF o 10mg & Hif T
FIE OB LS R, Sl 138 TR T Con LT AUC)-o 34T 2 fEITHENN L7223, Ton KOV
BN TGRS b7 (VL 6. (8) e DIEESR)

Z Dt

M ER R L
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VIL
VI £t (ERLOEE

R EALOEES) [CHYLES
E3F) ICH75EE

ERNBREZTNDER
EIN TN

s

2. ¥R

BEREEZDER

225 (ROBEICFHBFRELENIE)

2.1 RFN Oy Iz xt LisBuE OBEFEE O & 5 BE

2.2 HREHBENIR FLTWA EEZONALUTO X 7B

BMENTR., BHIFROSMERE, 2, g, 38E [9.3.1, 16.6.2 ]
2.3 i SRR L T B ATREME D 8 5 ot Je O 3Ll [9.5. 9.6 B ]

24 U BT LENL - BT LU A AELEZHFRERORE [10.1 5]

3. MMEEXIIHMRICEHET HEE L ZNDER
(V. 2. eI R B ET 2R 22352 &,
4. HERUA=ZICHEEYT HEE L ZTOER
RESN TV
5.

EEGERNIE L ZTNEH
8. ERLEARMIRE

8.1 HorLm=a L AT B —/VIEIRIR DR TH 2 BEWRIEZATV, BIZEEIRIEC S MLE,
WUEED B DIRED Y 27 7 7 7 Z—OBEES +0BET 5 L,

8.2 e h-rhidufn ARG 2 B WIS L, 160 IS 2RISR S e WG A IC Tk 5 2 ik
THZ L,

3 BUEMFRFEDIIRN S boND Z R HDT, Hil

[11.1.3 &)

R, BEREEOIERND bbhi-3
AIZEIARAZ R L, EMSICERT S X9 BEICEET S 2 &, REPILBRS MG I BRF
XV 12 BETOMIC 1 B E, ZRUBRIZEMA CEEIZ 1 F5) ICHBEREZITY 2 &,

8.4 MEWRIERAE, PLILERIBUVE, M/ MRMAED & B DILD 2 L RO T, EMIITHRERTT
b B E T 2k, [11.1.5 3R]

8.5 ALY, WHRFNHODNDZEBBEOT, i, MR, 2YBEEEDERORBI IR
TBLLbIC, EMMICHRELTD R EHARBEETS k., (1L 1T B
6. HEOEREETLEEICHT HEE

(1) SHE - BEEZFOHLEE

9.1 AHHE - BIEEFDHLHEE
9.1.1 BREDEE

PERFZBNLSEDLZENDH D,

0.1.2 BEHRBENHLHNOT N EDBRENHZUTORE
RIS T 00

BEMEOFHRE (YA b7 ¢ —%) I ORKRED b 5 B
» SEHINE O iR OBEEIE D & % i3
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VI. R (ERLOFXES) ICET5EE

s T a— L fiEORE
[11.1.1 W]

(2) BHEESEESE

9.2 BEHpEIEERE
921“&52i%®ﬁﬁﬁ®&6$%

REACT BUARIE O EB O % < PEWREIEEZ A TL2EETH Y, £z, BERMREICE-> TA
W72 ERE DL FE O LI TN D OULL1$%]
9.2.2 BRERZEEREDHIHEE

KENE 7 47T — FREAEZFHT 256121, 1GE L0 E2ER0 Sl S 558120 2 0f
HT5Z &, BMMRE %%%m%#aﬁﬁﬁﬂﬁﬁﬁ%%bm%fwo%@%%fﬁﬁ#é%ﬁ
X, EHIRICBEERAES 2 S L, ARER (AR, B o%8HL %L% i H K& Y
R Aoy ERTNNCEZ LT F=r EREOBEBEDOEMA 2RO HAITEbICRS
ZHIET AL, [10.2, 11.1.1 ]

() HHEEEERE

9.3 FFiRElEERE
9.3.1 FFXHEENMET L TWLWBDEEZEZAONDIUTDL S HEE
S, BEFRAOSMEE, HFEE. FE. #&E

&5L&w & ARAIOMAERREN LS U, BWEAORBBENEMT 28Ennd 5, £,
AANIEIHFRIZB W TER LB &S 20T, IFEE2EbsE 28203 H 5, [2.2, 16.6.2
2]
9.3.2 FEEXILZTOREEOH DI EE (9.3.112%LTEHEEEFRKR)
AANFZEIHFIEICBNTEH LB S 50T, EELELIEI BTN H D, [16.6.2 &
AR

(4) £EREZRYT DF

REINTWAWN

(5) 1EIF

9.5 1EiF
ﬂ@Xiﬁ%LTwéﬁ%émkéﬁ WG Lianz &, B ER THAE IR OB L UVE
7. BRI T2HENRB DN, IBIRIC %Ef#ﬁ?&% WMHIRFEO N TWD, £z, T

4@0%G®A£ﬁ%$ﬁ%ﬂ%ﬁiﬁﬁbt BROBERTENPREI N TS, &

K\bkfﬁ\m®mm&mﬁﬁ%$m%ﬂf\&%3ﬁﬂif®% IR LIZE &, BRIBICE
KUEFELR D b D®RERH D, [2.3 ]

(6) RFLI%

9.6 RILIH
BIIMCIERT LR L, 7y P ORI ~OBTRIE Sh T 5, (2.3 B8]
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VI. &2

t (EREDIESE) ICEY HEE

1.

(1) MNRZH

INRF

J a2 e LA R OV 2 R & U BRI IS0 L Ty,
(8) =&
9.8 S

BITERI 3 3 L7255

waéoit\%ﬂ

MBS SR Sl oy RV R A PN

)RR 24T 5 2 L,
SRRIEDS 8 5 bh T\ & OBERD B,

— IR A B AE MK T
[11.1.1, 16.6.3 ZHd]

HHEEHR

10. 8 E/EH

AFNE, T & U THOEYHEESE CYP3A4 I L s D, F/-. P-BFEARYE (P-gp). I

MEEE (BCRP), AT =4 T v AR —%— (0ATP) 1B1/1B3 OFEEH TH 5, [16.4 BIR]
(1) BtRZEEZDOER

10.1 BtHEZZE BHRELAZWNIE)

HEHN 4 S BRRAEIR - #51E 715 W - falRA 1

TV HTFLENL T LU | T LENL - ET LU XRAEN M - L L E LD
A2 A )L (400mg - 120mg) & OPFHIZ XL V. |0ATPIB1/1B3 KX BCRP fHE,

(=% 4L v R) T RANRAEF D AUC B 8.28 %, | 7 Lo H AE/LD O0ATPIB1L KN

[2.4 ] Cmax 725 22.0 f512 B L7z & O [BCRP PHFIZESSEHIZE D%

W%, KFIOM AN FH L.
BIWEHARE Lo bk hn
H5,

DEEBEZLNTND,

(2) HRZEEEZDEH

10.2 HtREE

(fRICEET S &)

A

HRAEIK - HEE T

P - fERIA T

7 4 77— hRIEHA
NPT 4T T— |
£

[9.2.2. 11.1.1 &H]

P, BEE,. CK b5 i O
R IA 7 EHERE L,
SR B R RE AL A 1 O BT R
ERHLONRTWVEDOHRENDH
Do

= aF A
=kFU kmr—)1

S
[11.1.1 &H]

R 747 7 — hREH L
HMG—CoA & Tl A EAI & DRI
VEFA R 36 O FRINE FH 28 7R &
NLTW5D,

fElRIR 1 - BHEHEICRE 3 2 R
BREMICEE SR LN BHE

PP . = a5 U ERBLAl & HMG-CoA
RITIERAEAR & ORIERF S
PEDOFMER N REZE I LT
D

fERRIR -

PR AR
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VII.

s

% ) A
I ARY v

FF
[11.1.1 &M]

1) FAE., B K EA
MR I AT R 2R L
L., 27 Bee b2 1 O BT
FFRIE S & B O I0T 0 & oA N
Hb,

2) Y BAKRY EOHHIZEY,
AHND AUCo 2 23 8. TfFIZ LA LT &
DHEND D,

BRFE 1) Y ZuaARY &
HMG—CoA E Tl F PR EAI & ORI
TERBRMEOMMER, 2) v 7
0 ARY 2L D HMG-CoA iEIT
P S P A O ARG« MR Pt
WX oA REIC K S HEA
EA. 3) v/ mrARIY LD
ARENDF~DELY AT PLFIZH
SSHMEERABREB I TWY
2
fERRR T« R REREE

T — VR
A NTary—n
3

) i QG w i VAV

[11. 1.1 K]

P, MR, CK & M RO
R IA vy ERERSE L,
SR B RE AL A 1 O BT
ERHLDONRLTWVEDORENDH
%

R . 7Y — LV RIIEEE T
T RAa~A D CYP3A (2%t
THHEEANSEZ LR T
%o
fa RN -« B HEREREE

7o) 2wy

ARENO MAEFEYBEOFE R EF
(Cmax : +55. 9%, AUCq ast : +81. 8%)
NI,

B 79 2a<xA2 0D
CYP3A4 Ik ARHEEHLE 2
HNTW5D,

HIV 7’ a5 7 —EHEH
| iyl el RN ) B Ny el 1 2
%

HETEL Y R ELE DG
L0 ARHN D AUC 23 5. 88 (512 L HT 5
EDOREND D,

R ZhboHAICK S
CYP3A4 DFHEMNZE 2 L TW
%)

=< hrLENL U K
+ e

BFERIC 0 ARH o i TP B A |5
THBENND D, KFOEIEH
NRBLLTLRDIBENLRD D
e, +aRBIEEITWRN BIHE
EICHEG L, HEZS U TRESR
WHEEDHY) R EZ2HET D 2
L

BEFF - AFN O 2358 5 RO B
FEIolHLEZLNTND,

Y RLIILENL T
JUTR

OFRIC &0 ARHN O i R EE A B
L. BIERDRRE LTS 258
TNDRH D,

MeFF : = RLLENL T=
JUIEED CYP3A L%t 5 FHEVEH
NEZHNTWD,

T T L E L

75 7L e (200mg) & DOPERIC
£ 0 ARHN O MmAE I IREED LA L
72 (Cmax : 5. 66 %, AUCo-o : 3. 00 fi%)
EOWENRDH B,

W 7oy 7L ez s
8D CYP3A }2 TNBCRP DFHENE
ZHILTWD,

LFILE L LT ILVEENLEDHRHICEIVABIO T : LT LV EELMICTE D
Mg EE N 5 U7z (Cmax @ |CYP3A, OATP1B1/1B3 2 OY BCRP @
2. 17 %, AUCyw : 3.29 %) L OWE |HENBZ X LN TS,
N5,

TFNRF=T DFRIC X 0 RFN O MR ED LS| #8777 F/3F =712 L 5 BCRP

L. BIERRRBE LTS 258
TNDRH D,

DIFERZZ BTN D,

T —F TN = 02—
2

T —F TN —Y T a—A 1.2L/H
EDOPFRICE Y | AHID AUCy-70n H3HI
2.5FIC ER LIZE OMENRDH D,

My . 7L —7 71— a—
A2 L % CYP3AM DHENE 2 6
ﬂ‘(b\éo

7 y7ELY

AH D i HE T FE PR FE AR T L7
(Cmax N _12%\ AUC0724h . _43%) & D
WEND D,

R .= 77ELVICL b
CYP3AM DOFEMNE X H LTV
60
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VII.

s

t (EREDIESE) ICEY HEE

Voyrresy

U7y oy oG 17 FEfg%ICAR
a2 G Uiz & 2 AAH| o i i o 3
WIBEEMNMET L7z (Cmax : —40%., AUC :
-80%) & DHENH D,

=) B S A fal
CYP3AMA OFE N Ez BN TW
D,

~NFEFHaT

=SV NoY S INE U N -1 1)
AUC 2349 BO%E T L7z & DENRH
50

R A A
CYP3AM DFFENREZ 2 LU T
60

b A A AR

AN D M HE SRR FEAIK 25%1K T
L7728, LDL- 2L AT a— /LD T
RITENENZHMTHEHR LI L &
LD R&hotz,

B 2o 0EKNCEL DT b
JVNAZTF o OWINFRE (K E)
(ZHS < MM AE I IR E DR T
NEZLNTWD,

=S

ERIREBICB W TR Y %
WEN EART 5 (KAl 10mg 5T
Cmax : +9. 9%, AUCo-gan : +3. 6%, CLr :
129—128mL/min, 80mg #&5- T Cmax :
+20. 0%, AUCogs @ +14. 8%, CLr : 160
—149mL/min) Z & NHE ST
%, PEHT28560%, 3Ry R
FEOE=H—%+F3IATH 2 &,

IS N [ N e R I SN
P-gp %I L 7= HEH Ol 3 mig
T3,

g gmpii i d
JNxzF R —x
Fo2NVTZTRARNT VA —

J ) F o RKuar (Cmax : +24%.
AUCqgq, @ +28%) K O=F =L X |
Z A —/L (Cmax : +30%. AUCq-o4n :

F ARk s /v F o R
EIVD A= =y Vel O N
— /L D W) [E15H E 2h F D Pl A3 E

v +19%) OMFFEHRED LEZEBROHL | 2 LTV 5,
niz,
gI1EFR
1. 8l4EH

ROBWERDNHLDOND Z LD D DT, BIELTHIATV, REDPRO bNHEICITRkE %2
k4% 70 EIEU R MLE ZAT O T &

(1) EXGEIER & MR

1.1 EXGEIEA

.11 BEERMARE. SANXF— (TR LHEERER)
PR . MR, CK E&- It R ONRT I 47 0 v B AL T DS RRE S & & b,
AMBEESOEELRBEEROOONAZ N D, Fik,
HDOT, INERHATR. HRERCERR CK 0 FERXSL b SBalciikb5s2hi+52 &,
[9.1.2, 9.2.1, 9.2.2, 9.8, 10.2 &)

11.1.2 RENTEEEEME S 4 /3F— (HEERH)

IFANRTF=BHLONLZENDH

EALAE ST, CK i, RIAEZ FED 7R W ARBRMEDZESE, HT HIMG-CoA IR (HMGCR) HUIARISLIESE
R L T D RENTEMEIENE I A TF =0 b o, &5 IE T 22 HRE S Tw
LDT, BEDOIREEZ T3IBET L 2L, B, HREMHRIRGICLVUERL LN L DR

EBRH B,
11.1.3 BIAERF2¢. BF&. BPHRElEE. #E (W I HAHEERH)
[8.3 &M1]

11.1.4 SBEUE GEEERD)
MAEEIEEIE, 757 ¢ T % U505, S 2 G TBEOERD B Db & OWENRD 5.
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VII.

et (EALDIESF) Y SRR

11.1.5 S|EARBRAE, SRMEBRBAME. M/MREADEE (W39 S 5 RE)
(8.4 B ]

11.1.6 A EMHKRKEEBAEE (Toxic Epidermal Necrolysis :
(Stevens—Johnson fE(Z#) . WA (W91 bBEEAD)
KIHERIZ N o Dbz L OWERH 5,

11.1.7 Sln¥E. ¥RE (OT b HEERD)

(8.5 ]

11.1.8 B MM (BHEARD)
REIREGThHoTh, JE, WKHK, PFRIREE, Hi X
L. BB AT R OB 55 O Y) 22 ALE 21T 5

11.1.9 BEFENE FHEARH)

HIEMEEE (IRFAL, 2R PRIEUIET 52 LD 5.

TEN) . 521§ #5 IR AR fE 1% 3%

PREFEDPEO bR HE IR E 2k
ze,

[9.1.3 ]

(2) ZonElfER

11.2 Z0 it EI1E A
5%LA 1 0. 1~B%A T AN
B¢ 1% PR, B, KB, |EE. eREB. K
FIR Wi RJERA. ok
iiR7:3 /A B Bk
E=iii}
Fr i AST & ALT &y -GTP|A1-P k5. LDH k&, AT
5 F
b2 77— LA, WEMH [ BER IET D o WE TR,
TR, B, R, RS, | B, HERR, E
OWg, o, @ERL, [O. 0¥, &, &K,
B, R, O | &0 LT, B LT3,
o GO OENR) . I | DB, RIS
EAL YR
- %
B A% R CK L5 JEAE L k. MR, I
mIAroey bR, &
JiE. B, B o
2V, MR, HEwW. 2
DIXV R, Mk, B
2R B R PR R
Hig, FZH
KRR R HDEWV, RIR (E) PhEREE, Uk L O
(F%) . IRA, fEIE, 4D
9o, EE
N0 s TARAT O UAKT a2z R7 7 —¥ k| LMiE
5. TSH k&, ACTH E&-.
TN RATa ART
R JNa— A EH | HbAlc [{KILFERE
A MIEEKT
5 ik K _F5- BUN F&- fif s v7rF=
HEIM, R
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VI. R (ERLOFXES) ICET5EE

Z A PEE, e, BEAE. 4x|VEME (B - UEE) . B
FigR (). #ikEs B, SR, SRR, 8
PR, PEIRINEE, 2R,

\\\\\\\

9. BRBREFRICRITTEE
REIN TN

10. BEHRE
REIN TN

. BRALDIE

4. EALEDEE
14.1 EFRFEHDEE

PTP @2 DIEANLPTP & — b GE O L CTIRHT 2 L 2835 Z & PTP o — FOFREKIZ L D |
BN AN BB EA~HIA L, 32 B 2 L CHERIAR S0 EELRAIHELZ TS Z
ENRBH D,

12. Z0th0FE

(1) BEREAICEDCIER
BREZ LTV 20

(2) FERGPRERERICE D 1B
BRE I TV
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X. JFERIRAERICEHY HIER

X. JERRPRFABRICRE Y SIRE

1. ZEIEER

(1) EHFEBHAR
(VL 3BT 2THE | OIS

(2) REMEEHR
AR L

3) ZOOEBHES
DR L
2. BHHB

(1) BERSHEHER
PH R L

(2) REHSHERR
PH R L

(3) EEHERB
PH R L

() BARIERER
PH R L

(5) RS EBIHER
VAR L

(6) BRI
PH R L

) ZOtOREHESE
DR L
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X. EEWMERICET HIEE

X. EEMEIEICEHT 4I1EH

RHX 5
B O EERS EE-EMEOLGTZICIVENT 52 L)
ARGy + —

A2HAR
AN - 3 4R

BERETORTE
Rk« SIRIRAE

L EDTE

20. L EDEE
BRERITIR R AT TRFT 5 2 &

10.

11.

HBEMITEM

BERMERLTAR  HY

<THOLEY : HY

ZFDOMDOBZBNTEM : 7 M SNZAZF U FBE bng + 10mg [ZE] ZRRA S5 BERE~ (XL 2. ZOfth,
OBHEE R D)

B—H5 - RZhE

SEREI LA - U B N —/LEE Bbmg - 10mg (7 ¢ 7 kU R HIHK)

RN : TG NRAEZF U F R T A, VU RREF U TUNRREZFUF Y TA EXRREF
HANT T, BANRRBEF AN TN, _XY T 4T F7—h T2 /) 7477 —k, 707
a—, ALAFTI, AL RAFIRE

EEEEERA
1996 4E 11 A 21 B (Z&[E)

HERTAZFABRVARES. EMBLNRHFEAR. RETFABEAR

Hr7e4h MR AREA B KRR T FMAEENEAEA B | R7EBMFEA B

T RN AR F

. 201242 H 15 B | 22400AMX00507000 | 2012 4.6 H 22 H | 201246 A 22 H
#E 5mgl7E )

T RN AHE T

- 201242 A 15 H | 22400AMX00508000 | 2012 4-6 H 22 H | 201246 A 22 H
HE 10mg [ZE |

MREXTHREM, AERUVAELEEENENFABRUVETDORE
A Lg

BELTHRE. BIMOERELARFEABRUVZORE
M LR

BELAHM
3 LA
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X. EEWMERICET HIEE

12. HEHFEFIRICET 1558
AFNE, BIE (D VIFRE) HIRICBT 2 HIRIZED BTz,

13. B2 —F
. JEAE T B SEAM AL E | R ESR S = — R ~ L | VT hERLME
R4 il e HOT (9#7) && | _
INHEE S a— R Y] =—F) VAT LAHI—F
VR VIZaV YA AV
- 2189015F1015 2189015F1104 121520501 622152001
BE Smgl7E)
VAR VIZaV YA AV
- 2189015F2100 2189015F2100 121521201 622152101
HE 10mg!ZE ]

14, RIR#FEH EDEE
AANTZ N L OBRFEEIGL TH D,

31



XI. 3k
1. BIRAXE
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4) tENEE EAERRREIC BT B REMERER (52 10mg)
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Burnett JR, et al. : Arterioscler Thromb Vasc Biol. 1997; 17 (11) : 2589-2600 (PMID: 9409231)
Bisgaier CL, et al.: J Lipid Res. 1997; 38 (12) : 2502-2515 (PMID: 9458274)
SEHESER fth: KPR L AR, 1998; 26 (9) @ 1475-1481, 1483-1486
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1. ELNETORTRKR
WS CTOEFERNGELITUTOLERBY Thb, (2023 48 M)

E4 HR5E4
K E LIPITOR
I Lipitor

H) B BIZOWTIR, A4 B ABMRO 2 WRERIRIE L TW 5D,

2. BHCEIT SRR IEER
EIRICEAY HEMEHR CREREXE. 7F—RX 3 7HES)
HAROE RO 19.5 fhw)  19.6 2 OHOFHEIFL TO LB Y THY | KEORMTEKL
OHEFEDOSPC, A—A T VTR EITRRD,

OB ENERZEITHBEICEHTLIEER
9.5 1%
Il AR LTS AIREMED & 2 MBS i3 B G- L7 2 &, B SEBh CHAE IR B oD K OV
7. BHEICHT HRENRBO LI, BERICHAFERKTERENHIRBD LN TND, £, 7
v M HMG-CoA IR L EA 2 K &G LG A IR IROBKBTENREI N TS, &
2. B FTIE, o> HMG-CoA 3B LR HEHI T, 4R 3 W A ETOMICIRM L7z & &, BRIk
KRIETFENRD o= OWMENDH D, [2.3 ]
9.6 ZILWF
BRAIHITRE LN L, Ty FTHITT~OBITRHRE SN TV D, [2.3 ZH]

H LA
KEWASCE | 8.1 Pregnancy

(2022 4 12 H) | Risk Summary
Discontinue LIPITOR when pregnancy is recognized. Alternatively, consider

the ongoing therapeutic needs of the individual patient. LIPITOR decreases
synthesis of cholesterol and possibly other biologically active substances
derived from cholesterol; therefore, LIPITOR may cause fetal harm when
administered to pregnant patients based on the mechanism of action [see
Clinical Pharmacology (12. 1)J. 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 LIPITOR use in pregnant women are
insufficient to determine if there is a drugassociated risk of miscarriage
(see Data). In animal reproduction studies, no adverse developmental
effects were observed in pregnant rats or rabbits orally administered
atorvastatin at doses that resulted in up to 30 and 20 times, respectively,

the human exposure at the maximum recommended human dose (MRHD) of 80 mg,

based on body surface area (mg/m?). Inrats administered atorvastatin during
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gestation and lactation, decreased postnatal growth and development delay
were observed at doses > 6 times the MRHD (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 2-4% and 15-20%, respectively.
Data

Human Data

A Medicaid cohort linkage study of 1152 statin—exposed pregnant women
compared to 886, 996 controls did not find a significant teratogenic effect
from maternal use of statins in the first trimester of pregnancy, after
adjusting for potential confounders-including maternal age, diabetes
mellitus, hypertension, obesity, and alcohol and tobacco use-using
propensity score-based methods. The relative risk of congenital
malformations between the group with statin use and the group with no statin
use in the first trimester was 1.07 (95% confidence interval 0.85 to 1.37)
after controlling for confounders, particularly pre—existing diabetes
mellitus. There were also no statistically significant increases in any of
the organ—specific malformations assessed after accounting for
confounders. In the majority of pregnancies, statin treatment was initiated
prior to pregnancy and was discontinued at some point in the first trimester
when pregnancy was identified. Study limitations include reliance on
physician coding to define the presence of a malformation, lack of control
for certain confounders such as body mass index, use of prescription
dispensing as verification for the use of a statin, and lack of information
on non—live births

Animal Data

Atorvastatin was administered to pregnant rats and rabbits during
organogenesis at oral doses up to 300 mg/kg/day and 100 mg/kg/day,
respectively. Atorvastatin was not teratogenic in rats at doses up to 300
mg/kg/day or in rabbits at doses up to 100 mg/kg/day. These doses resulted
inmultiples of about 30 times (rat) or 20 times (rabbit) the human exposure
at the MRHD based on surface area (mg/m?). In rats, the maternally toxic
dose of 300 mg/kg resulted in increased post—implantation loss and decreased
fetal body weight. At the maternally toxic doses of 50 and 100 mg/kg/day
in rabbits, there was increased post—implantation loss, and at 100 mg/kg/day
fetal body weights were decreased

In a study in pregnant rats administered 20, 100, or 225 mg/kg/day from
gestation day 7 through to lactation day 20 (weaning), there was decreased
survival at birth, postnatal day 4, weaning, and post-weaning in pups of
mothers dosed with 225 mg/kg/day, a dose at which maternal toxicity was
observed. Pup body weight was decreased through postnatal day 21 at 100
mg/kg/day, and through postnatal day 91 at 225 mg/kg/day. Pup development
was delayed (rotorod performance at 100 mg/kg/day and acoustic startle at
225 mg/kg/day; pinnae detachment and eye—opening at 225 mg/kg/day). These
doses correspond to 6 times (100 mg/kg) and 22 times (225 mg/kg) the human
exposure at the MRHD, based on AUC.

Atorvastatin crosses the rat placenta and reaches a level in fetal liver

equivalent to that of maternal plasma.
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8.2 Lactation

Risk Summary

There is no information about the presence of atorvastatin in human milk,
the effects of the drug on the breastfed infant or the effects of the drug
on milk production. However, it has been shown that another drug in this
class passes into human milk. Studies in rats have shown that atorvastatin
and/or its metabolites are present in the breast milk of lactating rats
When a drug is present in animal milk, it is likely that the drug will be
present in human milk (see Data). Statins, including LIPITOR, 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 LIPITOR /[see Use in
Specific Populations (8. 1), Clinical Pharmacology (12.1)].

Data

Following a single oral administration of 10 mg/kg of radioactive
atorvastatin to lactating rats, the concentration of total radioactivity
was determined. Atorvastatin and/or its metabolites were measured in the

breast milk and pup plasma at a 2:1 ratio (milk:plasma)

Fi[E SPC 4.6 Fertility, pregnancy and lactation
(202343 H) Pregnancy
Lipitor is contraindicated during pregnancy (see section 4.3). Safety in
pregnant women has not been established. No controlled clinical trials with
atorvastatin have been conducted in pregnant women. Rare reports of
congenital anomalies following intrauterine exposure to HMG—CoA reductase
inhibitors have been received. Studies in animals have shown toxicity to
reproduction (see section 5.3)
Maternal treatment with atorvastatin may reduce the fetal levels of
mevalonate which is a precursor of cholesterol biosynthesis.
Atherosclerosis is a chronic process, and ordinarily discontinuation of
lipid-lowering medicinal products during pregnancy should have little
impact on the long—termrisk associated with primary hypercholesterolaemia.
For these reasons, Lipitor should not be used in women who are pregnant
trying to become pregnant or suspect they are pregnant. Treatment with
Lipitor should be suspended for the duration of pregnancy or until it has
been determined that the woman is not pregnant (see section 4.3).
Breast—feeding
It is unknown whether atorvastatin or its metabolites are excreted in human
milk. In rats, plasma concentrations of atorvastatin and its active
metabolites are similar to those in milk (see section 5.3). Because of the
potential for serious adverse reactions, women taking Lipitor should not
breast—feed their infants (see section 4.3). Atorvastatin is
contraindicated during breast-feeding (see section 4.3)
Fertility

In animal studies atorvastatin had no effect on male or female fertility

(see section 5.3).
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F—ANZ VT HHE D (202345 H) *

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

%  Prescribing medicines in pregnancy database (20243711 77 & R)
<https://www. tga. gov. au/products/medicines/find-information—about-medicine/

prescribing—medicines—pregnancy—database >

INRZFICEAT S 508
HARDEFHRILD 19.7 /WE ] OEOFTIHIILLTOLEEY TH Y . KEOHRAM CERVIFEFEDSPC & 13
Bir s,

I HBENERZEIHEFICEHTHEER
9.7 NRZE
INRE AR E LA O Z M2 & U7 RERBR IS5 L TV 2y,

H g FLAN A

KERASCE | 8.4 Pediatric Use

(2022 4 12 H) The safety and effectiveness of LIPITOR as an adjunct to diet to reduce LDL-C
have been established pediatric patients 10 years of age and older with HeFH.
Use of LIPITOR for this indication is based on a double-blind
placebo—controlled clinical trial in 187 pediatric patients 10 years of age
and older with HeFH. In this limited controlled trial, there was no
significant effect on growth or sexual maturation in the boys or girls, or
on menstrual cycle length in girls.

The safety and effectiveness of LIPITOR as an adjunct to other
LDL-C-lowering therapies to reduce LDL-C have been established pediatric
patients 10 years of age and older with HoFH. Use of LIPITOR for this
indication is based on a trial without a concurrent control group in 8
pediatric patients 10 years of age and older with HoFH /see C/inical Studies
(14)].

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

#e[E SPC 4.2 Posology and method of administration
(202343 H) Paediatric population

Hypercholesterolaemia

Paediatric use should only be carried out by physicians experienced in the
treatment of paediatric hyperlipidaemia and patients should be re—evaluated
on a regular basis to assess progress.

For patients with Heterozygous Familial Hypercholesterolemia aged 10 years
and above, the recommended starting dose of atorvastatin is 10 mg per day
(see section 5.1). The dose may be increased to 80 mg daily, according to

the response and tolerability. Doses should be individualised according to
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the recommended goal of therapy. Adjustments should be made at intervals
of 4 weeks or more. The dose titration to 80 mg daily is supported by study
data in adults and by limited clinical data from studies in children with
Heterozygous Familial Hypercholesterolemia (see sections 4.8 and 5.1).
There are limited safety and efficacy data available in children with
Heterozygous Familial Hypercholesterolemia between 6 to 10 years of age
derived from open—label studies. Atorvastatin is not indicated in the
treatment of patients below the age of 10 years. Currently available data
are described in sections 4.8, 5.1 and 5.2 but no recommendation on a
posology can be made

Other pharmaceutical forms/strengths may be more appropriate for this

population.

4.4 Special warnings and precautions for use

Paediatric population

No clinically significant effect on growth and sexual maturation was
observed in a 3-year study based on the assessment of overall maturation
and development, assessment of Tanner Stage, and measurement of height and
weight (see section 4.8)
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