JE B 312638 694 F 2K > atorvastatin®g 2 AAKA8ME Bl 87 ~ LDL-BE B &%
Z 8 ik B8 (TG) A RS & & /LB (apo B) &Y s 48 iR & o
Atorvastatin&f A EE 2R S F HKEA S IEERS MAE sk R E
= HEERS M AERY S F HA 5 R B AP M AR 2 TR
(BEPAEFRE P RAERERENTIHE S LLEIL)

amlodipine & &A% E AT ©

Atorvastatin®f %, : Atorvastatin#) % o i§ % 2k B fo 3R B R 2 B HIE R
ZHE ARBHRRLELAARERNT(SN42BZRE) -
B

Atorvastatin®t %, : 4P #)atorvastatinde 4 & B L B MR —4% > Cmax &

3% 7a20% » AUC#HAK10% o K » atorvastatin$h fo i 49 % 4 3 & B &

Amlodipine®t %, : Amlodipineif %] 3% % oo 488 B 04 B B 72 2 4 RSE 38

BV M o ZF & H Hramlodipinety o 3 F R R A T g3 > B 5

R A% AMEEE® LDL- HDL- =f# ME%&a B

MEEE® BEEC weyd 33
ZRER 47 15 04 19 1.0 0.7 ZEA
Atorvastatin_140 314 -39.6 28 120 -34.0
& 4 B B
O IR B 0

© B E LR G N B

4 4 = g g

ClEG LB

B 2638 4 4 F M M iE 2] 89 F 29 LDL- A B 8 )% & & atorvastatin4l
130.7 mg/dL (4218 : 70.0-242.0 mg/dL) » %2747 4.228.5 mg/dL (4L :
152.0-385.0 mg/dL) ©

EREARGHBIRT o SE T R T A RS AR Y
Sty AR B A o Atorvastatin¥ A L4 F AN AT EH R
SFRAMIORZ B H G H BB R AR T HGRFT R o 48820 mgZ #i &
Byt R LR B ARRMGEH R o L& Matorvastatinid & &
A AR A T 5t 8 R Gk R s o

5.2 ZEBNEAILES

EEnBERH

g

Amlodipine/atorvastatin®f %, : @ fRamlodipine/atorvastatinZ_ # » i 2 5|
W R R 89 = e R 5 AR 12/ B B 69 5 — R F e R
B & hatorvastatinid & # » 72 R B 6-12) i 2 M B 8 5 — B R &
Ao 4 98 & dramlodipine® 5%, # o Amlodipine#=atorvastatinf# amlodipine/
atorvastatin¥ I #9 1% R $17% )k & (A 8 7T A £) 4 F i & Tamlodipine
S il Aeatorvastatinde | 69 A TR QA BE £ R 0 WAL H A4
amlodipine s %~ # Cmax & 101% (90% CI : 98, 104) » AUC & 100% (90%
CI : 97, 103) » atorvastatin i %~ # Cmax & 94% (90% CI : 85, 104) » AUC
B105% (90% CI : 99, 111) »

Amlodipine/atorvastatin  #amlodipine & 4 7T ] £ R & Ak 8 H 4 »
BB 48 by R M4m0 SLE PR R BB AR b o MR K BB T 89 Crax A 105%
(90% CI : 99, 111) » AUCE101% (90% CI : 97, 105) o & 45k R G 1%
amlodipine/atorvastatin F #Jatorvastatin J i% F AKX #32% » R F
P& 2911% » B & 48 & 8 % AF 4o 5 % JIK B A48 b > Cmax B 68%
(90% CI : 60, 79) + AUC%89% (90% CI : 83, 95) » & 1Ak f& T &7
atorvastatin 3 — i % AL A #4089 o R E FAK - 12 B AKLDL-C A9 5UR
BARZHEEUNTR) -

Amlodipine#t %, : £5 0 R % #& # & 69amlodipineZ % » 7T f£6-12/] 8
P32 5] % 5 e LR E o Amlodipine#) 834 52 T ) 45349 5 64-80% »
A AT S B 21 Likg o 8901 B 1037 A 4L F 9amlodipine #
HITS% S mitEa L -

Amlodipine 89 Bk T % R % 4 o

Atorvastatin#f %, : T R4 > atorvastatinifi® 4K K > 1-2/]~ 8 5 Bp T 3%
5 4t R E o Atorvastatin ) B & o e 45 R AR A & R E B o
Atorvastatingz 89 4 82 7T i 3 49 & 75 % 6995-99% o Atorvastatinéy 8%+ 4
BT R R4 514% > 4 F Y HMG-CoAR R EEdp ] &M T 1£30% o 4
TR ARy R B & B M 45 2 RORCAT AR A% 2 P (presystemic
clearance) » &/ & A 20/ (first-pass metabolism) A7 £ o 4& g
B E Cmax ZAAUCH 4= » £ 4% 5t A& & 1% atorvastatin 89 %I ik 5 & FEAK
25% » B F HEIKI% ; {2 LDL-CHAR IR EH R L RWHE o
Atorvastatins /£ 82, EIRR » o SR E G T R AR £ 4K 0 CmaxAAUC
K HTEAR30% o A > LDL-CIEI& 09 A2 2 4L st & R S0, bR 22 & 1)
(3 H42REHE) -

kil

Atorvastatin®} %, : Atorvastatin 89 F 35 - #8 A% £ B 3812 F » =98% 4
atorvastatin4: &~ /& fo 4 & & b o Atorvastatinf9 4z fo 3R/ f 3% JUAE & B
025 BRATAEEANSER kA o

RE R

Amlodipine#t %, : Amlodipine#y K 3# 48 o Bk F 32 £ 5 35-50-]8F
FHAEFER—KRGHET A 5 LT EYT-8RIE T AE B)4E
FAR ALY f R B o Amlodipine e T K 2 A RH AR A A k09 R
W0 BRI VA10%J7 B AL -S40 B 60% R4 69 2 X o Joid ik -
Atorvastatinf %, : Atorvastatin X & 7 R # A Ap 72 A& & %72 2 (ortho - and
para - hydroxylated)#T £ 4% » AR &AEP-AAL E 4 o 13 e ApE KR H5e
HARH A Y HMG-CoA % 7 5458 7147 ] /&t fLatorvastatints & o 153 A
4P (9HMG-CoA R R EE H 7S 1 A T0% R B 18 5 Rft4n o M ob
X En 45 tatorvastatin dy FT B 4m i & FP450 3A4K A 09 T &bt o T AR
2 M B g 09 4 8L — B 0 A$A 2% 4 ARatorvastatin A erythromycin (43 g,
@ % P450 3A489 394 A » Blatorvastatind) fo JE R B G5 o # MK
BxALdg B o atorvastatinsT 4o g, & 5 P450 3A469 55 4p %) #l o Fl ek IR A
atorvastatin#t 7> terfenadine ) fo JE 8 % 3t R & 2 A Ba R LB LA >
terfenadine & —48 £ 242 b 40 Jlo, &, £ P450 SA4RH# 69 1L-&4) - Bk »
I Matorvastatinr, 7= € B B8 7 4 Ak w1, &, % P450 3A4% 'K (substrate)
0 R E (5 HMASEYREERAREMIZEER) o b5 itsoip
78 LR 2 A & 48 4% 47 Sk H BR AL (glucuronidation) PE A o
Atorvastatin & 3L AX 3t 4 42 38 I Wk R/ ST SR Z 4% 0 B w Tk
o AL T R G AT AT EIR o AR 89atorvastatinF- 3 fu E BER F
BB B A BA EEREY > MHHMG-CoAR R EEH) 39 4]
EPEF N T R iE20-30/ 0 0F o 2 JRAET A 0 &1 SRR Bk A atorvastatin
F & FA2% o

YA IREE

ISR Z

Atorvastatin®t % : A 1% P B # 1 I & (Child-Pugh B#)Z &4 »
atorvastatin#9 Cmax K 4938 hu164% » AUC K 438 i 1142(4 M 4.32 ) -
BT 2(2M42BERE)

Amlodipine®t % : Amlodipine fn 3 & & 74 S B AR 4542 B AR Bl A o

Wi T @A (AUC) B Ptk ¥ B3 e o 0K B(CHF) & F » AUC
Fo Prrk RN 93 o B o B8 TR H S BB ATIRME o AN
amlodipine | & B » & f 592 & & A A A0 F 89 RAFaE 2 o
Atorvastatin®F %, : & i £ 4 A(=655%) #atorvastatinde 4 JE E H 38 A
2 » Crmax %138 4n40% » AUC #9538 #a30% o

ACCESSHF 45 3| 3745 % 5 B4 £ T 2| M 69NCEPS & B A2 » %4t
60,5 1087.% K ik655% 69 B » 815465/ VA L BE > VARISS LTS
VALY Bk o &R 2T > atorvastatindy 2 A ~ Ak R E RS H Lk
AARGI I S AP EEARIMEZAT L7 -

HE

Amlodipine#t % : 6246 £ 173 4 & £ )& 4% A4 Famlodipine 1.25~
20 mg » AR AE T AR B R -4 B AT SR AAB AL o
Atorvastatin®} %, : B A % & 5L EFH Z E M B A ETH o
EYMREER

Atorvastatin®t %, : 4 Jil 2 45 #ratorvastatinZ 24y 8y 7 L 69 H 5 > IR
atorvastatin#4if il B4 2 A By J G 69 % B e T AT H (5 K 4.4455%
EBERERSEE > URASEYRBEEAREMREER) -

it EEY ¥ Atorvastatin 2 B BN H BRI E

HEEYMEERZE Atorvastatin
FlE () AUC# | Cmax#)
B | g

#Cyclosporine 5.2% 5/ F/B » [10£%QD"» 28 %[ 17.74% | 19.74%
A E

#Tipranavir 5002 % BIDVritonavir | 102 %, » SD® 1844 | 17.64%
200% %, BID > 7%

#Telaprevir 750 %, » Q8h 10X 20% %, > SD 16915 | 19.61%

"Boceprevir 800 % » TIDY» 7x | 40Z % > SD  [T2.304z [ T2.664&

#Lopinavir 4004 % BID/ritonavir |20 %QD » 4% | 1594& | 14.74%
100 #.BID » 14K

#Saquinavir 4002 % BID/ritonavir [40% %QD > 4% | 1294z | 13342
400% #BID » 15%

#Clarithromycin 500% %.BID » 9|80 ZQD » 8% | 13442 | 1444

#Darunavir 300 % BID/ritonavir | 10 %QD » 4% | 1244 | T1.34&
100% %#BID » 9%

“ltraconazole 200 %,QD » 4 X 40% %,SD 1234 | 10.24%

#Fosamprenavir 700% %, 10£%QD 4% | T1512 | T1.84
BID/ritonavir 1004 %.BID » 14 X

#Fosamprenavir 1400 5%,BID » 10£%2QD > 4% | 11342 | 13.042
14X

#Nelfinavir 1250 #BID » 14X [10£50QD » 28 K [ 10.744% | T 1.24%

H Bt 0 2408 FQD” 40% #.SD 103745 [T0.164%
Diltiazem 240 QD » 28 40% %.SD 105145 0

Erythromycin 500 % QID® » 7% 10 %.SD 103342 [ 10.384%
Amlodipine 10% %, » £ —7l & 80% #SD 10154 [10.1245

Cimetidine 300 #.QID » 23 10 5.QD » 2 [ 0.0014%( | 0.114%

Colestipol 102 %,BID » 283 40% %.QD » 283 | 7 |l 02645

Maalox TC® 30 7QD » 17X 102 52.QD > 15X [10.334% [1 0344

Efavirenz 600 %.QD > 14 % 102 % 3% 104142 [10.014&

#Rifampin 600 %.QD » 40% %,SD 10304 | T 1.724%
TR E)T

#Rifampin 600 5£.QD » 5& 40% %,SD 10.804 [ ] 0.404%
(o)

#Gemfibrozil 600 %.BID » 7 X 40 %,SD 10.354% [ 0.0044%

#Fenofibrate 1602 %,QD » 7X 40% %.SD 10.034% [T0.024%

T3 BI=21eR[A-BYB] > I=R MMM G EH I h £ 5%
160 B=ABt M) M)y 5 5B 4E -

"H R B A A MAMSHEERIEEE 0 A4 SENTEERR
HittZEIERA

G A AR E AR ) F AT (— K750 - 1292 4 R E KX
AUCTH 3R L (k5 £ 1.545) B (R) Cmax Tt 2R £ GR B ET1%) 8934 ©

REEES-16 TR R R AT R

T 88 #rifampin 9 5 & 5 Z A8 A 4] > 23k ¢ atorvastatin# rifampin Fl
B AT 0 B & e R % 3% FrifampinX_ 4% 7 3% Tatorvastatin » €4
atorvastatin 4 o & J8 & 9 88 54K, o

¥ Saquinavir + ritonavirfe A 5 57 4% 1 49 F & 1 & Bk BT A% R 6 B
& o 48 MBS R B & B 5 atorvastatini 5 & 6938 S 42 G LA R
AR RE - Wb B BRTRIKLFHE -

HER—R

kR P

CEAE

‘ERZk

[ =248

) /)

Atorvastatin HEBEWEERZE

EM/H E (L) AUCH] | Cmax#)
A& | gk
80 %.QD" » 15X |Antipyrine » 600 %,SDP 10.034% |1 0.114%
80% £QD - 14% |Digoxin 0.25% £QD - 20& |1 0.15/% |1 0.20/%

40% %QD > 22k |oR#ZEQD » 218 A
- norethindrone 1% %, 10.284% (1 0.234%
- ethinyl estradiol 354 %, 10.194% |1 0.304%

10% 5.SD Tipranavir 500 %, Ak | g
BID/ritonavir200 % %, BID »
TR

10 %QD » 4%  |Fosamprenavir 1400% %.BID » | 0.274% | 0.184%
14K

10 %QD » 4% | Fosamprenavir 700% %, A | ane
BID/ritonavirl 004 % BID »
14K

& T #At= %% 1= % AL R [(1-B)/B] » 1= ZAF A MK &5 &4
B RS BRI M Iy 5 E

TRAREEAFSNEN T IR ARA LTI

HER— K

B E

CHERFRK

5.3 BRRRINR Z &R

BEME

Amlodipine#t %, : X &4w s & amlodipinen A8 & F 76 4% K 24 »

Ao VAR R A A2 0A0.5 ~ 1.254.2.5 mg amlodipine#d # € F » %7t

HRABORZEIE o ARG F(Amg/mIIHE )R8 A F L
B R A T 10 mg 0 d ok R0 M B 495 B ROk & A F10 mg

B2 ) B R R KA LA E > 2R RATRA
* A EH W E RSN T (k) o
Atorvastatin®f %% : Atorvastatin# X K4 A BUE 1 > FTAE 691 5 &
mg/kgil T 0 AR & 5 # (80 mg/ R) %6345 » & AAUC 904
FEFHIE > Bl AH R & A B H8-164F o —H B A4 1 RBUR M
AT o AR R FH A E R OAmg/kgi EI A 0 AR R & A F %250
1) > 2 A A BTt IR AR 9% (hepatocellular adenoma) 2 2 54 4 BT 4m Ji,
O R BAR G A& 0 R A T R E T UAUC 2031 IR 3 ik
AR R B HZE6-1145 -

F A B AR ARG R 28 B o e LB R R B SR AR 12-12543 89 A
& T (Amg/kg® &3+ F)A G4 KR A RAE AN -

MR

Amlodipine#t %, : BE EHARIBAT 0 LKA RG EHISBALA H
EMHMBE -

Atorvastatin®f % : Atorvastatin 34 & 5 4238 X H EAL » £ wAEqE shaX
BRAZ—RERARBIFAVEA TR R EMA R THRMNE o
Atorvastatinfe #] Fl f 4% BAF # (Salmonella typhimurium) B X W5+ 8
(Escherichia coli )Fi 2 Ames K 3X5% » 2| A & B £ S 4o s T 02
ERE IR R b - ByoR b B AR A A% H 4R AY £ (HGPRT) R #4813 2
£ o Atorvastatinfe #| A *F Bl £ S 4a B BT B R IR A > b
FEEFEHATEA PG S AL o Atorvastatin/z 75 1 /) S A%
(micronucleus)sX 5k 78 2 &M o

BEEEH

Amlodipine#t % : X R 4% %amlodipine maleate o JIR 74 #¢ (5 e 7T A SR
M64R > FMMI4K) > f£ %10 mg amlodipine/kg X Z I & T (1A
mg/m23t i s RAM R HERXRANTI0my R8> » HAFTHAHH
fgﬁ °

* A& H R EASONIT (k)3 o

Atorvastatin®F %, : #t2 K R4 & 5% 175% 5/ 7/ B #atorvastatin »
RUBER RN FHERSER/AT/AGHE » BRERBAETES
HBRABRS FRORRYE o AER/IAF A LA g h &
A8 E A SRR A 1910045 14045 o HMEA=F 10 /AT ~
40Z 3,/ Fr 3,120 F/2 7/ B #9atorvastatin » $ 245 T Sk i 4 B K,
HEAABETUREEAELETRYE -

6. ZEEIEFE

6.1 77

15-30°C

6.2 5%

2-1000%: 48 6 &%

#RA 1 CDS 20161123-1

ZE O KRR A TR F]
# b AT HOKE P E RS =AITTHR
BYERR : Pfizer Manufacturing Deutschland GmbH
i 3E : Betriebsstitte Freiburg

Mooswaldallee 1, 79090 Freiburg, Germany

R IkAE" 5% £./10% %,
R PRAE" 5% £./20% %,
BEARAE" 102 £./10% %,

M B4 5 H 02439158
BT B4 5 H0243925%
M B F 402439055
1. BmE
CADUET
2. B EE SN
&P % © amlodipine besilate s atorvastatin calcium (4 & 7 % K) o
B # : calcium carbonate ~ croscarmellose sodium ~ microcrystalline
cellulose ~ pregelatinized starch - polysorbate 80 ~ hydroxylpropyl
cellulose ~ silicon dioxide colloidal ~ magnesium stearate ~ opradry II white
(5 mg/10 mg#=5 mg/20 mg) ~ opradry II blue (10 mg/10 mg)#F=purified
water °
o JR 4% 4 A amlodipine besilatef=atorvastatin calcium » 3t ¥ amlodipine $i
atorvastatin 9 4 & 25| 48 & #5 mg/10 mg ~ 5 mg/20 mg ~ 10 mg/10 mg °
3. BB
S|
4. BRRYEE
4.1 BRERE
AA & Ao fu i 2 H ERAETHENERATHE > AL ChEL
3 Aoty B 3 XEH LR A RAZ A% (CHD) A 7T 45 E 69 o
M EFAKRAT > it o E ARG Iy B4 o
BRERORS MO M EEHEER
HABEREAF R R S BRER  EREV A ZMEMECRE
BT o 8365 BB Rm ~ FRRAFRSR  Makakika
JR~ BB 3 — S A SSR(F M) HO0R (Lot ) AT A T F A
R AN ¢ AR IUAR S 6 R ~ Mk b R 8 SRR ~ AR B AT S
S BR B BR
4.2 FiEHE
RBEIA BB R A A o TIESRAE A RS0 B B o R fn fig B F ZAAE
B o
—REE
CADUET A& &t 4 2] A 2 £ JR/15 B Ao dn fig B 200 d % 92 89 74
T ESa o
CADUET# #| % .18 #5 mg/10 mg £10 mg/80 mgX & & # & » X —
R o Aedh Bl E e M R JEARIEAR AL B B o SR/ B A B i A JE 69
R Ao wt b ARG R T o JBE B AT 09648 B 4 R B A A
B 69 SR AR A 5208 0 BAT o B SR AR A RS R iy X B RS
B AR AELAZE A RABINIBERE RIEL » BEZEEA
& 414 % Caduet o R &% 7T f£ — RALATHF B R A > 2 B 3 ARE IR 1
e
5 % AREAFAA —3 % » CADUETJE 3 3E i (B deid &
BB R Sy~ R B R E S RIE 0 AR IR R IR) B BRI
FHE > Hmt BRI R IR ko
B4 CADUET 6 9% S F & R 3 2 4% > B AL 2-438 WAR & e JIR TR S0 &
A JR(BP) » R4 R & A L% » T 473 %amlodipine Zatorvastatin 89
FF o thaF B AR EAEA F % T AT P b 3k R AR R o BB P A
#E o
AR
CADUET T # 2k A A A 2 fu g 2 &0 A %) o JR 300 Bm B B ke b o6
F o % B% 42 ICADUETH » | ¥ J& 3% 4% 4§ amlodipine Z atorvastatin
MR R % & 5 Fik % 844 o CADUETH A% F amlodipine#) 5% 5
#| ¥ %10 mg#: X — % » atorvastatin#y 5% & #| ¥ &80 mg& K — K ©
BREE
CADUET™ AR 3= i 9 P 28 @ 5| A A Z 69 o o ToT &%
48 % il & #9CADUET » 4.7 3% jmamlodipine ~ atorvastatin &, & # # 7l
T 0 RIS BIR ~ B B R K g A HOR o
AT L b — A58 B4 » CADUET™T A R AR BEBIMG 76 5 ©
F46 76 % — AR JBE o M LA S5 5 — 8 B B o 3K 69 CADUET
et il & J&ARYL AL GG AL R 69 i Fo e R 6 AL A B F e VAR AE o
BHRMZEY (SRENRE AR EMRE (FFH)
CADUET#) /&% %-amlodipine o ¥4 % 4~ #o i thiazide 38 £ f fi] ~ F & [ fi7
A~ CRRBTA ~ b B TR AE R (ACE) W H A ~ RAUEERE
& T AL i F —Aedd A o CADUET T A 52 4 Mo S A ik 28 4 —Aefd
A o
CADUET # s #-atorvastatin =] 32 J§ i+ Z_# &-#1 5 (bile acid binding resin)
B PR VA o T s P TR AR o — AR M 28 S 348 AR-3- W ROR =Bl Ak 4 B4
A (3 hydroxy-3 methylglutaryl-coenzyme A, HMG-CoA )% 3 B4 4] 7l &
fibrates it M (4 B4 44554 ZEE R TR EIE » A4 EYREFARE
R EMER)
HRREERENRES
IR 2EE
CADUET T T A 7 4 &4 (5 M4.38 R » AR4ASTRERE
EBER) -
BT 2EE
BT e aARERN S5 N4AFHERRIEER) -
ERAREEA
2 EE BIARERE o
ERRRE
St} 5L & 1% M CADUET (L7 & &) 8 42 & P BUR 20t il RAGEFE L ©

it A EfthZEH

AtorvastatinZ #F % :

% B A 12 R A HIV & & 8447 %] # tipranavir/ritonaviri 77 » XCH A £
G B4 ) Fltelaprevirdy & F > 8 %4 F atorvastatinig ¢ o

1% 2% atorvastatin & % $cyclosporinefif il i » atorvastatin#) | & 7 7T A2 i#
10£ % -

2 atorvastatin & & izitraconazole#if il » atorvastatin ) 4 4% 7| & 7 JEAZ 8
£ 840 mg (4 H445HEEREIRSIE  B45EYREEAR
REER)

Jo 2 A sk F#fatorvastatinsclarithromycin » & £ HLHIV Z& & 844 %] £
(saquinavir/ritonavir ~ darunavir/ritonavir ~ fosamprenavir ~ fosamprenavir/
ritonavir) &4 4% 7 » atorvastatin#y 4t 35 #i| & K~ T AB 8 4 0 208 F(5 M
AABHEEREEEE > S458YREEAREMREER) -

S By By Ay 5 B K A AF R AR § 45 R HIV & & 8447 % 7 (lopinavir/
ritonavir ~ saquinavir/ritonavir ~ darunavir/ritonavir ~ fosamprenavir ~

fosamprenavir/ritonavir$Znelfinavir) ~ CAAF % & & B444 #] & (boceprevir) ~

clarithromycin$itraconazole » € i& matorvastatin4 4 % & L4+ » & /A4
TR 3% 4k BE A 0 AT HISEAR 5 ASRAEAT I & 09 BR R FRAE o VAR ARAR T 69
atorvastatin & kA& & 2 #l & (4 M4 45K EE R EESBIE-H B
HERASEYZIEERREMREIER) °

43FR
Amlodipine/atorvastatin % il # T 7] &4 :
1. #dihydropyridine#i 1t 445 ~ amlodipine ~ atorvastatin 3, A & £ 5%, 2~
Wz B
2. B EHWITR TR A i 2 ARG FHG LARBERA
ER(ULN) 34204 L2 4 5
3.5~ RAT A LB RAMAET BG4 o FRFLEA L
FTRMRE 2 HVRHBRLIBELCRGHRT » A TURA
amlodipine/atorvastatin ©
* Amlodipine & dihydropyridine45 & 1@ i [ALEf #| o
44 R EEREREIE
ERRORIBEE
—m s - SR REEERARORBEERHESIER
JE— B4 3F 8 by R 3 R 2 89 S G (NYHA) % = 4-F w s
FoB B A 09 RN A # BB % P (PRAISE-2) 5 » & 38 AL 5
& R LR 5 4 A 2 R 4R R A B2k £ ) 0 422 4% M amlodipine
FHH AL G I KIE Z AR (5 M5B EE) -
FERARPRETZEEE(Z2E4.38F
ELin. o4 4
A A 56 7T 6 5] A s AAT IR AR 48 7 3 o JESRAT A R A ALds 76
Fe T2 AT AR » 34 Jom AN BRI B IE B AT B AFRGZ
JEAR 0 BTG S REERE A LR S RERRFTEF o
o M HMG-CoA % JR B4 ) 7| 48 1% s I ) —4% » SR A atorvastatinX %
R AR AS B 8w TR P T S (A8 E 4B ER(ULN) 34%)
#3084 o fratorvastatin b 7 AT 2 b T 4% Be R AER P 0 H740E A atorvastatin
10 mg ~ 20 mg ~ 40 mg &80 mg#| ¥ & L AF ) fe AR 4K B ) o
JE 33 S BB R 3B 0 4974 0.7%R H atorvastatin 9 % % R A LB 8 &
0 fo TR LA R Z (R R R S R AL RABEIEF L LR
34%) o Atorvastatiny 7 & & 10 mg ~ 20 mg ~ 40 mg & 80 mgh¥ » iz sk F
TR A ES ] A02% ~ 0.2% ~ 0.6%B2.3% o IF 3 48 Bhy LR F
TG R S R S R B RO 3 A o M fkatorvastatindg #l & ~ B
MREESAFHEZ % » RABBEFOREMEDLE LRI AL o X
5 HEZATEIRA TR T ABE 5% A R E -
Atorvastatini #i¢ a7 JE T P fer & - BN ER] o Fd hRATTHEUR
A T IFHAR G 0 EE M AR E o ARBBE FhFRE
LA B RGBT ER 0 AR LA ET o o R AR SN
(ALT) 3 R 1 & Jiz BR 4 R BR(AST)AB 8 JE 48 L IR(ULN) 343 A k> J&
&A% B & RAF ZE o Atorvastatin ™ 4% & 1% st 2R A5 B £ 69 08 B EAH(4
148 R RRFE)
HA KT A XY & F B 69 & > 42 Alamlodipine/atorvastatin J&
B o AEHHIFRRTAR A FAEEBHLEGTRZE
# 0 BRAAS(SH43ER) -
JI R atorvastatingy %2 & A WL R PR 09 35 (5 H4.8 T RIKFE) - LA 7%
G0 KDL IR BNLA ST 0 BB A A IUBR BT B 8RS B S (creatine
phosphokinase, CPK)#9 % & £ F #4238 E F44 EFR104E o & &% HaLmg
PEALAFR ~ MR RS R &S A/ RCPKIA B Z 05 » JEAE LA 7
G o B RS > 5 BATYUR BB ILA AR ~ BRI SR ATy
REREA & F TRIBEERAL » AL EFREF o FCPKREY A
A AU g A SR BRI A A% B 0 &A% 2R F amlodipine/
atorvastatin © HMG-CoA % JR 844 4| % % $Lcyclosporine  fibric acidf7 4
4 ~ erythromycin ~ niacin ~ azole#A 4L i #| ~ colchicine - telaprevir
boceprevir  tipranavir/ritonavirf 7 —AeAE JF B » €38 he B A LR Z 5
Motk o 334 5 447 5] 4m B & FPAS0 AR AL A B/ M i%
CYP 3A4 7% % R atorvastatin & 4 354t £ %69 JF 3, F) 2 B (isozyme) o & &
J& # J§ 4142 M atorvastatin $ fibric acid47 &£ 4% ~ erythromycin ~ %, 749
) ~ azoleANTH 4 Fl A5 IE fo M5 F F Zniacind KB > BT E 2
FIFAT R o BRI Mo BB & H T AN A ~ BRI AR
B FHRRAM BN RE S INBRFZE—ED R E AN
B R & o Wk > JLATH 22 A 4 A BF 5 JE 4% A atorvastatin i 5
PR AL ks A H B F o R F B 4% M atorvastatinfe fusidic acid
1A sk f2 4% M fusidic acid & & # B &4 85 4% A atorvastatin (4 ¥ 4.5%E49)
REEHAREMREER) - ARAHFRT » THEEHNEAIK
BT 5 MU BE(CPK) » {233 AR B A 3 RAETA T B EML A E 69 # 4 o
Atorvastatin/amlodipine 4~ # atorvastatin /%, 2~ » B 37T f& € & px LR BF
B B ER(CPK) 8 L EAH (4 M4BT RIRE) -
Atorvastatinfe L HMG-CoA & R 8447 #| Al 22 St — 4k > G A 4V #3)
AL BLIE R B URE & R S B RSB IRE o B eAR R
T AE A A AR BEBRIE 6 TR B T2 — o $kda B8 8 iR M
BERAEGZRATRNTOOHE c AHFLEEALRNAREARORE
BRI RA AR AR BILIE AR T)BH B IR AT (Bl e B E 8




EMRR KR ERFHF 0 MG REGRH -~ A ERE
Z R 0 VARK R H 69 %) o 5028445 K 4 kamlodipine/
atorvastatinZ A% A o (12 2 o R34 173 7T 48 4% 1% ) 438 ) & Z amlodipine
RAEH o)

i A R

—A 4R B A CHDAZ R 3§ 2 A F R34 0 i 4 i (TIA) &
BT AT 69 SRR 287 4% AT BR & 0 JE vAatorvastatin 802 5t Bl 46 4T
BREAT > Kbk PR AF R R T RA GBS G o H
BB R AEEGH Bt P RAER AR R R L EH AT
AR A B 0 I S AR W8 o H AT B A TR SRR K 0
& & > Mk Matorvastatin 80 5, 09 AR 2 & FH R % RAEE »
Se e RS 6 e AT e FE S A A B b PR A T R o

AP ILINEE

B4k fu & % (HbAlc) L4 @ 55 &4 2 HMG-CoAi# J7 8447 %] 7| (statin#g
B L) RAE o A R b E B K, P e b B AR TG o

4.5 YR B ERARE MR EER

2 A A #472.10 mg amlodipine#»80 mg atorvastatin 2 4% & 2. 4%
R B A B T 0 35 RAEBEHER BF > amlodipined) B 8 £ R 2 H A o
Amlodipine #tatorvastatin 22 $ 4 69 % % #4 7 » amlodipine #tatorvastatin #3
Cmax A A HE © 91% (90%43 38 B B (CI) : 80% % 103%) ; {Zatorvastatin
B AUC3 2 18% (90%4z # & F(CI) : 109% £ 127%) °

% & 4+ #tamlodipine/atorvastating 3 b 22 4 A7 E ) X ZAF A AR R »
12.4% A 2 AE 3| & 2-amlodipinefratorvastatin 6 2 49 X ZAF A & % 4 i ho
#%:

AmlodipineZZ E{EF

Amlodipine 7 ¥A 5 4 3ot thiazide 8 #) fR Al ~ F 21 FABTA] ~ AL FRLETA] ~
oo BB A Y F(ACE) W 41 Al ~ R BB ~ F T AifLdim ~
HEBRERE S REEARORIE B EHF—AE A o
CYP3A4#I#IE : W 5% % amlodipineiz & X 180 % i diltiazem % % 4
% £ Ji& & 3 (69-87 %) & & samlodipine 89 o F JR JE 3 5 57% o 4 A
A(18-433%) B Flerythromycin » 3t 7 4 4 & & b7 ¥ amlodipine 8 4 %
Uk 75 & (3% A022% AUC) o B A7 3B kAR B &% RAE & o CYP3A4H) 783K
Jp | %] (%8 4= : ketokonazole ~ itraconazole Zritonavir)3¥ Zamlodipine £
S 2 AL T A 4 & rdiltiazem o Amlodipine$2CYP3Add7 | & —Ae
BF R B o JE BB T A AR R RKIE B LG o

Clarithromycin

Clarithromycin & — 42 CYP3A4 4537 4] fil o 4% % clarithromycinfif il
amlodipine § 3§ Jm & & 69 1% fo B R © % amlodipineclarithromycin
—ALAR B > KB RR EA o

CYP3A45538 ] : B 77 #% #£CYP3A435 & #| #ramlodipine % % 69 K4} o
$1CYP3A43% 4 | (4= : rifampicin » Hypercium perforatum (St John’s Wort)
4 7T 48 € 4 Hamlodipine 8 fo P 78 & 4% o Amlodipine $2CYP3A43%
S L9 R

BEMSF : 20448 B & Fa% > 4 fRamlodipine 10 mg ¥ — | & 52240 mL
# A I > R AR & &Y Famlodipine sy 2 $y $ o KR A K
HeBRCYP3A4EY A A % 4 » CYP3A4R £% A K Htamlodipine ) 8
% o E R ikamlodipine s ¥ # 4k S H HA0 4R 0 A L& B
amlodipine & 4 =T i 7T R & 38 3 » ok A M fo JBRAF 3 3 o

F| A28 fo 4 47 69 8% 98 AR K A mamlodipine # T 7 £ X E W
(digoxin ~ phenytoin ~ warfarin & indomethacin)#) & & 4 & £ X H H & o
J T 75 % F » amlodipine i 4 2 4% 4 A 8% » amlodipine & 4 F 2 4%
ESE NELEToFE 3

HBRAIFE : BftnZEHEiamlodipinef) s &

Cimetidine : AmlodipineZcimetidine#if IR B » 7 & % %amlodipine#)
ESL

ZE/EE (BIBRE) © 448 45 69 %) B A f1amlodipine B — 7| & 4 IR BF > %
amlodipine#y 22 8y S X A A HE o

Sildenafil : Sildenafil 100 mg ¥ — & & F 74 A A Gt 3 R 6 X4
0¥ » #ramlodipine 89 £ 8y 4 $ A H % & - % amlodipinesisildenafil
B B RABEL A EARY O RRHR o

EHAIHFE © amlodipine 2 Bt s &

Digoxin : Amlodipinesidigoxintif IR I » TG B 8 4k % XA i b oy
digoxini® & H digoxint B F ik % o

ZBE ((B#) : Amlodipine 10 mg —R X % KAl BH Loy E 52 R
REGYE -

Warfarin : Amlodipinesfiwarfarinff IR B » 7R & 204 warfarin 69 & s 54/7
B EBE R o

Cyclosporine : 47 3B A4t 09 &4 250 » B AT AR R 89 23K
# X ALtk B > i f7cyclosporine$Zamlodipine 8 3 4y X ZAE A B 7, ©
5 % 4t WAL AR & & 093X 5k %3 R amlodipine it Al cyclosporine B » #
cyclosporine kAR R B 8% & > B & GALE R 5 F3938 5040 % o HEAH
A4 % 1# FlamlodipineB¥ » J&# J& B #cyclosporine 89 & & °
Tacrolimus

% szamlodipine &4 4% 7 8 » tacrolimus 8 fo P J& & A 3% o 6 AR © &
# % tacrolimus 89 F M » VAtacrolimusié 7 69 % 1% F amlodipine#¥ » &
48 B Bltacrolimus g fo b 8 B EANE B KA E o

Y B EREX AR © Ao

AtorvastatinZZ EEF :

A4 FIHMG-CoA % JREEA HI Fl 6 B MM » A A ML A 7% % 69 R & 1 F
B -7 T 5 B4 @ st F : cyclosporine ~ fibric acidfT £ 4 ~ €% &M H
#| & #9niacin K cytochrome P450 3A447 %] #| (5] 4= : erythromycingzazole
MBMEA IS UATRT S NA2ERE | HEaHEER44455%
EERIESE  HERINNES) -

CYP 3A4HNEIE : Atorvastatin & 48 oy 4m i, & 5 P450 3SA4KH - 4
atorvastatin i % sX CYP 3A44p 4| #| € & Fatorvastatinfe 3 7 /& 38w o
T AR A2 JE 138 7 09 3R A CYP 3A4894E A Rl f R o
HEEREHNHIE © Atorvastatinyatorvastatin 8 /X 4% & & OATP1B1 % i%
694 R 2 W o OATPIB14pH] 7l (5] 4= : cyclosporine) 7T 3 Aratorvastatin
894 35T Al & o #fatorvastatin 10 % $Zcyclosporine 5.2 mg/kg/day &1
& T G 1¢atorvastatinby U &+ 5 7. 745 (4 M42BEZBE-HE S
HEER) o 4o %A oL FffatorvastatingiLeyclosporine &4 4% T » atorvastatin

BEERTREBIOERL

Erythromycin/Clarithromycin : Erythromycin$fclarithromycin % & 4@ g,
@ %P450 3A469 ¥ %] # o AtorvastatiniZerythromycin (5008 %, » — X
%) F,clarithromycin (500€ %, » £ K =X)&# 4% T » §{Latorvastatin
W P IRAIHORF S HNAASHEERTEEE  HERNNE
En5 28 BME  EBYREER) ° R A L Zifatorvastatingi
clarithromycin&-4 3% F » atorvastatin#) 4: ¥ | & R TABE B 20E &, ©
FESEFHH U oL J8 48 F1 402 R8O E S Z atorvastatin B & » f£ & AE
A clarithromycinié % 20 B J& MARH A & o 4o R (72 42 0048 M Sbdn & £ 69
T T ) f kAR & » 3T % 84 8519 1L 4% F atorvastatinig # o
EEESHISIE : Afatorvastatinds & & 544 | A (.40 & i &, 5 P450 3A4
a4 B A1) A4 T & ik atorvastatin#) o P R A 3 (4 K 5,285 8 B4
B) o % B FMRAHIVE & 8447 %] # tipranavir/ritonavirif 7 » XCH A £
& & B4 ) F telapreviry B & > JE#E %, 4% J atorvastatin o 3% & F R A
HIV % & B&47 %] /| saquinavir/ritonavir ~ darunavir/ritonavir ~ fosamprenavir
R fosamprenavir/ritonavir » 4if il Z atorvastatinfi| & 7 JEAZ 820 %, o
SEHIV & & 8449 H] 1 ~ boceprevir ~ telaprevir Znefazodone % 4 1 i €
YA B PR 0 3 e B A WL 89 B ©

Diltiazem hydrochloride : #fatorvastatin 40 £ 5% s diltiazem 240 % 3¢, &
T & thatorvastatindy fo 5E R E I+ & o 4644 T diltiazem K 14 4% 69 #l &
SR o LA R MR IR L 0 ABERRAL T datorvastatin & RAKE B A F o
Cimetidine : 2.3 {Tcimetidine$Zatorvastatin 4 & Z4F i 69 385 o M4t
LEREHFROTEAER -

ltraconazole : Atorvastatin (20~40 % 3%,)3ftitraconazole (2004 3%.,) 1 A €
i pRatorvastatin AUC3E 3 o 4o R A &b % itraconazoleiatorvastatin &4
1% - atorvastatin®) 4 | & R T AB@ B D40 5L o HEFHILTIER
80 JLatorvastatiny B » f£ &4 4% JH itraconazole 5 e 0 Rl J& Ak 3L 7l
T o do R(ELMIE R A F O IT)RIEFIAH Z R T % RY e
abatorvastatings ¢ (35 4 M 4. 44555 EE R EBEE - HERAAEER
5.28EEN B E  BYREER) °

HEMCT : &H —AE(S) A L€ R CYP3A4H) .5 » & Ft Fatorvastatin
8 o P RE o A SRR @ E ) H B AT (KA ERI2A) o

R EP450 3A4RYEEEHE| - Jfatorvastatinil fm g, &, £ P450 3A4693%
4 | (4wefavirenz ~ rifampin) &4t 4% 7§ 4% atorvastatin 8 £z P jk & tH 3,7
FIA2 69 AR % o b Abrifampin LA % & 69 X ZAF M (b &%
P450 3A43% §AF 7 Fo BT fm B RO 4538 32 OATPIB LA #I4E A) » B sbsk
& Hratorvastatin$irifampin B B 4% 7 » B & 7 4% PrifampinZ £ £ 4% T
atorvastatin % ££ 14 i1 3,atorvastatinfo  JE B B 28 AR 3R, % o
Gemfibrozil/fibrates$BZE4Y) : £ 1 1% 7 fibrate 2 4718 ] § 3% AL M 7%
4 o -k atorvastatingh H-HE UK & 8 69 BUR <T At ¢ I St fibrateda 28 4 4
A f 5t & o —Ak & %atorvastatin 2 gemfibrozil &, 2 e fibrate fif F (3% 4
M4 ASTHREERTESE - HERNNTE) -

BT : Afatorvastating A A RAALLE R RAALEE 69 O R B RS
B #% T & {% atorvastatindy fo ¥ IR B AKX 4935% 5 7 i@ o LHLDL-CH)
PR R TG -

Antipyrine : B &atorvastatin 7~ § %/ % antipyrine ) 249 8y /1 % » Bfud »
TR & 52 H A48 dy 48 FF] cytochrome isozyme X3t #) 22 5u & A X ZAE T o
Colestipol : #fcolestipol $Zatorvastatiné-1if 4 T B » atorvastatinéy f
BE A R AK(#925%) 89 3L % o i@ » atorvastatin#colestipol &4 1%
THEGETERB) R BRTHE—EHHFLK -

Digoxin : # % & #l ¥ 9 digoxin32 10 % %atorvastatind-Hf & 7 0¥ »
digoxint) & TR B PREERZHE - 78 - #digoxingt 4 A 80
& Jitatorvastatind B ¥ T Z 4% » digoxin®) B & & 3 £20% o #HE
A% R digoxinty B & JE AT & 09 B o

Azithromycin : #atorvastatin (£ X — R £ K 10% %) f2azithromycin
(#F R — R4 15002 3,)BF 1 A~ & 7k 4§ atorvastatin ) o JE B o
CIAR#EEZPEE 24 A norethindrone A ethinyl estradiol 8 o JIR 8§ %2 32 A4
%7 1 » norethindrone$Zethinyl estradiol g AUC € i 817+ 3 27 4930%
$220% o #F741F IR Al atorvastatinfg 474 o /2 iEAT O R R > BAF
FRREABOILEANTRE o

Warfarin : @ #{Tatorvastatinfzwarfarin#y 2 Z 45 7 Xk » A A LR
BB R LR BAMZEAER o K > % warfarinig # 69 B HF A
Lipitors§ » Ji& fi 58 o4 o

Fusidic Acid : # % &) A #14Tatorvastatin i fusidic acid 89 2L Z4F X5 »
12 2, %a 43 F statin#8 2 4% ( & 45 atorvastatin)F=fusidic acid 49 7% & 4 9 3 49
AREILIE AR o sb— K ZAE R 6% H 1B o ERAT LIAE A A Y
P fusidic acid#9 7% & P - J& 7 fusidic acid?g 7 2 B 44242 F stating %
Stating i3 7T vA 2 3% #% — %l fusidic acid 897 X #% & 27 45560 ©

T % B R 56 R A & Pfusidic acid 89 4] S LT (Bl 4o B T 6B EE
Befen) g AHEHRABEWEROEET » 7 TREZRAZE
4 M atorvastatine fusidic acid o /& 2k 7% & 72 B ZAEFTILA &7 ~ i
FR IR 0 LRI o

Colchicine : ¥t % i% & # 4Tatorvastatin$fcolchicine # X 4 Ji X% »
€7 atorvastatinsZ colchicine#f F 5] AL WL 694k & » 4 M atorvastatin iz
colchicine B J& /]~ o

4.6 £8 -~ [RPHIRE,

Amlodipine/atorvastatin4- 74 atorvastatin » 3 25 H A 4F o H A F A 8
S ke oL SRR R 8 09 BB T ik o

B h A AR T AR E 0 R RSB EAROFRT -
7 =T VAR amlodipine/atorvastatin ©

Amlodipine/atorvastatin4-7 atorvastatin » 3 2 F| 7442 $U47 B4 1 R e
ifatorvastatin®Z & § 5 b AT T > wATR G CEW G R
B4 R R RJE > # R F amlodipine/atorvastatin 49 £ 33, 1< 7T 42 845 o
Amlodipine#t A S IR 5 AL FLAG % A0 3 R BE S o 2 By 0 A KR
T o IR T AR RS ERA TS0/ 69 H F 0 F 4R RIER S HA e R
-4 B Z 9 > amlodipinesd st K L A % KA, o Amlodipine
B EAYERKN AT AN (5 H5.IERBILEMHER)

15 A 7 AL 89 52 B B 7 o amlodipine € A AL ILIT A o £ BA4EIR
3 f B E 3 S A P 0 4 Famlodipine 52 %4 K — K 69 in4s &
BRI FERAERERA T MR EAEIERAN T A
6% £.A298. 74 F,/2 ) » $LiT/ s 4t amlodipine i & bt 4% # % 0.85 o

AL 5235 @34 Zamlodipine d) £ R A & 4631 B4 THOL/AIT o

4.7 HER REMIRIERE D2 E

R atorvastatinfamlodipine B AT .40 8) Ha » RERKETH TR A
Bl S ARAE ARG BE Ty ©

4.8 FRNFE

Amlodipine $iZatorvastatinZ_ &4 74 & €72 ' 5 2 7 ) BK SR P #1092
ZRA R g RO EFIERL AN o EBAMRET 0 AR
R 3| shAEamlodipine $2atorvastatin 2L 445 A 69 R R R JE o R R R JEFe
amlodipine % atorvastatinZ_ A A 4& 4 49 # A (GE 4 B T 7| BRI R R R FE
1EES) ©

K# Mm% » amlodipine $Zatorvastatina-1# 76 & 89 &F 2 M R AT - TR RJE
HREXSREREEVE - EHBEBEREART » AT RRERT
B AR A5k i6 k09 B4 45 2 amlodipinefratorvastatinig
HRS5N% » ik RA A A 4.0% ©

VAT E 4R amlodipinef=atorvastatin 8 B R 3K 5k & L 77 4% 69 4% J 42
BATEE -

AmlodipinefJ5EEE

Amlodipine#) &t 5 b RA4F o J£ 68 3 R Fow B & 09 H BB R
KB RE LT RRE AT ¢

MedDRA %23 E 258 TREE

TPAE F 4P B~ A~ cHad
S R 5 S E

e B IEBE PR

B g4 g4 MR~ R

— AR IE A K ~ A

fe i B R IKER P 0 3R 2] ilamlodipine A ] 89 B2 R LB 69
BERREA -
Amlodipine F &8 REVEIE A B1E :

MedDRAZ #i28 E 248 TRRFE

TSRS - BB ES ~ 25 ~ AT ~ RIEMEHE o

B IRIERE « MK -

R B T HEMPERE © Steven-JohnsonyE 1% B ~ &M & BURLIEMR ~
Ao E M KIE ~ B brsE ~ KB AT o

LA B ER RS AR AR - A VLIS ~ B AR ~ e
—MRBERR RIS EESPAI A - MR ~ R KIE ~ R~ R o

A EERRANBERRE ¢ WA F LA LA A AT 0 4k A statindg 52 5 3R
Fo AR AR (4 ¢ GRAE R S BH BT E -~ RIERG  RAHT
AEA B o T A statin i ¥ A 7] Aeslde M AE 694 T o LA RE R R IE
FARFE » AR TR - R R A 28 A B R 2 (JEAR
BATEIRB ST > KRG B P A3E) -

49382

A M 75 A8 IR A amlodipine/atorvastatini® & 69 &4 o

o #amlodipine $Zatorvastatin 9 fu 3t & & W 45 & A IEF F 0 AR o
& AT A 0% B 34 3% Jmamlodipine/atorvastatin 8 7 4 $( 4 1] 5.2Z5 5 E2
HE  BETR) -

B+ ERIE ARamlodipineBIE #1# & » MA@ & 4 1 AR 0
JA i e Wik 0 BT A E A RSP Bik o YA VIR TR A
Ik s ABUK LMk A THRE c FCETREGIHALE LR
amlodipine 10 mg#% 3z BP 3K £2 21 B 7 45 &b 5 ¥T VA A 2 & Y amlodipine
BRI o AR IUIEAFH 2L o B Bamlodipine® & ¥ R B R LA
K B EH RS THARG R E IR B CHAT R EWE
B BHE o EEEERB AR T - wRAARALZEZ
BT MG A T AT A H B IR B IR Ao R o B ARIEST
W B 48 BRAT LT e % Bl WA 45 A TR BT R ROR o

B} EETE FRatorvastatindIE# % 7 » atorvastatini® & X A 4 & 6975
Ty ik o SbJAARIE B0 T AR I R A LS T o AR A b A
PRk o

i S F R & R Y ~ AR

A sl g RIS = fe IR

WP IR KR~ A

T 4E E 5E RN B~ BB/ EFE - B
HLERAY IR G~ BB~ PRIETRAR ~ KB
~ SER SRR

R 5 AL 2 AR

RSB R i)

s BB B fhofn B~ % R

o I IE SR G IR ok~ PR B F K

B 1515 [ 5% PR E W~ o AT (845
B )~ TR A ~ B X~ Bk

S T 4 R~ 5T R AFRE

LS

AL A A AR ESE | BB~ H R~ ILAE S ~ LR

B R T 5 K~ DR ~ Uk
7 7 5 N T IR B LI ~ Bk

— k1 A A (TR
#E 7 58 o/ A

FERLA T BB e BBRNE LAEARTR ~ K~ B W RER S Wb
Bt o

¥~ wERFEEERATATELERINAETSR—5) - A
¥ 24 Mamlodipine 89 & & F £ 2 F ZAE R0 RE o KFHnag AR
MR8 RKAER o

OF o B A4S B TR BT — 4 0 THI R RARBAR VML mEA
R R 09 B R LA B ] L LR EMI) ~ ST (B
ELEZE NI ANE LR YN 2 R S OF
AtorvastatinfyiEES

Atorvastatin K 2 L&t % R4F > o ROREIA AR B4 6 o 2%
#16,0664(8755424% Jfl atorvastatin » 7311424% A 5 L)) 474 5 30 B
B 533 Z_ # & #atorvastatinze B | # PR EE R XM AH BT 0 B2
atorvastatinig f 69 B F A S5 2% EA B A R R RJEMAFE > He e A
He 9 B BIA40% R AT RRERAIFE

A S R R B R KB ) B A o B F L(1%) 8 T Rt A4k A
atorvastatinig & A M R R RJES :

RARMBAEREBE B X

RBIREEER - & otk

REOR, ~ MORRELMERRIERE - HRAR ~ Rtk

SISFERE - WIS S AL R R~ B s FIIRA

AL B R RS RAEEIERE M &R ~ WBUEA ~ LA AR ~ LA

KRR~ fo P VLB BT B B BE A B
SR B R RR T 0L E T R B s
FETHIER : SR

AR EERERE AL ALH

BL&HERNEER : 75

BIGER : A R -~ drea

FFRERERE « I X ~ BB &4

RS BARZ T AE AR PR - 4

AP B BRER AR RPN DU ~ SR
EFERGHILERER - A

— IR PERRBAGBEEBAIANIR ¢ 7l ~ R

8T 9 hREKR ZH5HHERE

kR R ORJE K o4 sfatorvastatinds g A E R M AE o

REEBE

4 Zatorvastatinig i 9 % T RRE 69 8 5r K B MIE L 2R
8 & F o TR RBARIHE BAT » B AR T LT RGIRAT ARG o
RIEEHRERIHEESE » BF FIIRMAITRRIERS :

1037 B S R AP - AR o

BIERFIERE 8 0K & (€ 45anaphylaxis)

BE  FSHEEFHEE WA -

EERHER BT

5. BRI E

5.1 ENEME

Amlodipine/AtorvastatinZZ33 &3

Amlodipine/atorvastatin#9 % 4-amlodipine besilateft. 4% % & (R.S)3-ethyl-
5-methyl-(+)2-[(2-aminoethoxy)methyl]-4-(2-chlorophenyl)-1,4-dihydro-
6-methyl-3,5-pyridinedicarboxylate, benzenesulfonate » % 5 X &
C20H25C1N205 N C(,H503S ©

Amlodipine/atorvastatin ) % %-atorvastatin calciumft. £ % & [R-(R*,R*)]-
2-(4-fluorophenyl)-B,5-dihydroxy-5-(1-methylethyl)-3-phenyl-4-
[(phenylamino)carbonyl]-1H-pyrrole-1-heptanoic acid, calcium salt (2:1)
trihydrate » % 5 X, & (C33H34FN,05),Ca - 3H,0 » Amlodipine besilatef=
atorvastatin calciumy & # X4 T :

ca”
- 3H,0

j“ﬂ ot o
o o o TH aH oH i
% NH& CH, (‘“H Ly c
HF\D)I jﬁo &N ey o o P

onos |

Amlodipine besilate Atorvastatin calcium
Amlodipine/Atorvastating9{€ fa#¢2
Amlodipine/atorvastatin 4% &~y # 4% F] #% 4% : amlodipine#)dihydropyridine
45 e T A5 HO A (85 A T8 07 3 1% 3% 38 1 [T 7| )4F A A= atorvastatin 49
HMG-CoA % R &447 %176 M = Amlodipine/atorvastatin#jamlodipine 5, %~
Al 45 3 F F Bt BB AN T A F T B LA S ALA o Amlodipine/
atorvastatin #Jatorvastatin &%, %~ £ HMG-CoA 1% & B 469 £ 421 3% 539 4|
#| o i3 48R R EEZ{F HMG-CoA 4 4 & mevalonatety it £k ¥4 » &
mevalonate 73 A& €145 1% | B3 /& P X2 83 69 AT R4 ©
AmlodipinefiAtorvastatinfif /5 /¢ 5 = [ B R I 5 B 5 B E Z b5 /%
A
E—E 0416604 %A S aEA DN EFZEAGEE « REHHRR
KER P o redk84Eamlodipine/atorvastatin| & 414-(5/10 mg ~ 10/10 mg ~
5/20 mg ~ 10/20 mg ~ 5/40 mg ~ 10/40 mg ~ 3 10/80 mg) ~ 32 ¥ 15 1% /A
amlodipine (5 mg 10 mg) ~ ¥ 7% 4 Jf atorvastatin (10 mg ~ 20 mg ~
40 mg ~ K80 mg) R B H R — RO HAR o IR T & )R e fo i F
FZI 0 15%BE AR 0 22% B FRIE > 14%A 5 o %5 (CVD)
0 Rk o BB EATZ 8 » 8IEICADUET A1 6 J 4 69 ) 45 J&
(SBP) ~ 477k & (DBP)#= LDL-CAn #5 74 % B Al 4047 A 4ot L 28 2% o il &
A0 M AR > A28 ! F 5 42— R 5" SBP ~ DBPALDL-CH 2k it A A
BE(FHUTFR) -
P A 1M BRERL DL -CRZ 3
& ARRENIRER 2 B

EY ST ATOP | ATO | ATO | ATO | ATO
0mg |10 mg [20 mg [40 mg| 80 mg
AMLC 0 mg |-F3§ % ft(mmHg) | -3.0 -4.5 | -6.2 -6.2 | -6.4
BERAZEE | - 15| 32 | 32| 34
(mmHg)
AMLS5mg |3 %{(mmHg) | -12.8 | -13.7 | -15.3 | -12.7 | -12.2
MR HZ A% | 98 | -10.7|-123 | 9.7 | 9.2
(mmHg)
AML 10 mg |35 % ft(mmHg) | -16.2 | -15.9 | -16.1 [ -16.3 | -17.6
MM Z £ | <132 | <129 | -13.1 | -13.3 | -146
(mmHg)

Ty i
® Atorvastatin

¢ Amlodipine
SHABRIESRE 2 B
BT ATOP [ ATO | ATO | ATO| ATO
0mg |10 mg |20 mg {40 mg| 80 mg
AMLC 0 mg |-F34 & {t(mmHg) | -3.3 4.1 | -39 | 51 | 4.1
XSS ES-¥ - 0.8 | -06 | -1.8 | -0.8
(mmHg)

AML 5 mg |-F3541(mmHg)| -7.6 82 | -94 -73 | -84
MM Z £ | 43 | 49 | 6.1 | 40 | -5.1
(mmHg)

AML 10 mg |-F35 % ft(mmHg) | -10.4 | -9.1 [-10.6 | -9.8 | -11.1
mERHZ EE | 270 | 58 | 73 | 65| -7.8
(mmHg)

ah}:ﬁi

® Atorvastatin

¢ Amlodipine

B AEBRELDL-CO 2 B (H R LEEHE)

EXSNn ATOP | ATO | ATO | ATO | ATO

0mg |10 mg [20 mg [40 mg| 80 mg

AML® 0 mg [F35% %1t -1.1 | -33.4 | -39.5 | -43.1 | -47.2

AML 5mg |F¥H%4% 1t -0.1 |-38.7 | -42.3 | -44.9| -48.4

AML 10 mg |-F¥ %% 1t -2.5 | -36.6 | -38.6 | -43.2 | -49.1

SRR BN R G N B a8

b Atorvastatin

¢ Amlodipine

f—IABRAUE RS 0 12204 R A B RE A fig £ F X &K 1488
I 42 12 4E M d9amlodipine/atorvastatinfi & 38 & o R A o R R AT F]
w0 B A AR AIA (R AL 2L EAL AR RA £
B4 H ZREINN o T 5 H TR A TRET A ) > BT A4
B4k A S ATHY e JRA) o A2 R HLDL-CRE F A3 214 5 8 T 5o st A5
R o EBRZA o BALDL-CARAF 2 42 4 69 & A AR > 062%089 %
RE 77 =B R AFF 424 o Amlodipine/atorvastatinis 4% o JR AL
M4 BT 3 A% 17.1 mmHg » 47 78R T35 F£4%9.6 mmHg » 442 LDL-C
FHHEAL32.T% » & RAE58% & H 49 o R Ae LDL-CHR 4 2] 4% 4] (o JB
ALDL-CA# 8|42 69 £ X2 5 % : RA SR fu g 2 a9 B4 ¢
<140/90 mmHg & <160 mg/dL ; &£ & o B Ae o g % » o E—E% T
B %m A g5 (CHD) R 48 Jr g VA Sh 6 0 o 8 6 T ) 7 69 B 1 <140/90
mmHg & <130 mg/dL 5 k£ & s B fo B % > o L € do b TSI
(CHD) ~ #& sy 3 o By ik 385 AR B AL 7 0% 89 B 1 <130/85 mmHg &
<100 mg/dL) o /2 E MR B AR5 F » R A 13% &4 4% M amlodipine/
atorvastatin{f & # @ & fo fn fis % 69 A2 486 3 R T A 56% B H AL
amlodipine/atorvastatin & amlodipine 5%, 2~ VE & & fo J& 69 B Ao s e » 3
.45 YAamlodipine/atorvastatin é atorvastatin s 2~ VF & fu B 5 % 69 A28 06
B (20%) o AXH 2 TR A 89 atorvastatin (18%) » 3 #¢ B Mustatindd 42 &
(18%) o 4R B& N\ 3% B4 7] 64 e oo B ] A [ o B ] Ao VASTAE B - BE R BT
Ao J& Fe LDL-C AR 43 2| 42 41 69 % rtfs) » 4¢ A amlodipine/atorvastatin
A By B o R Ao fn B B 5 B HF IR ALY 75 T 69 B2 B 65% > vAamlodipine/
atorvastatin#gamlodipine 5%, 9~ VF B 3 £ J& It m 36 75 09 B & B 55-64% (Z
A4 A atorvastatin A I} 69 % ofn A 7] 89 B E & 55% » Z A4# M atorvastatin
89 B B 58% » AT RAL e fu 5 ) 69 B B 64%) o

AmlodipineZ 313

Amlodipine % 45 & F 7 A7 H A (1% 1% 45 A T 30 1 BT A 45 B 745
FoA) o 3B E ISR T F 8w BRI RN o 3OS B T TR L
A o

Amlodipine s fu & 89 48 % 95 & B3 A H o & F R M ER o
Amlodipine4t 4% o & 69 5 TAE A B AT R AL > 42T A
@l T 7| = A4 R 7 R R Ak Wbk fn 89 A 45 -

1. Amlodipine 88 3% 7k KA s Bk o 35 Sl AR 3000 WL AR 69 48 K AK
P (1% & 4 [afterload]) o dy 74O BLAEARIFAE T » SBAE RV OB A
PEOAE R T AR S ILRE S48 Fn RRE R o

2. Amlodipine &9 7F Bl #4424, 5T 48 6,8 9% TR OB & [ 3 fe £k fn | 3K 89
E AR I B B DR o B AR IR IRAE R 3 e AR By MR B
(Prinzmetal’s 3, 4 24 & 457 ) B A 09 S ILA FIE % > 3F HREIR
K8 BT 5 B 6 AR AR 48 o

& o B B IR — X — % #gamlodipine X 44 > B R b 28 7 e R A4 49
24N R P o B H 0G0 R K e RAR G R B FRAK o & #Samlodipine
B R AR AT B4 09 5 b T G Ak o R ik AR o

S ER B AR — X — 3k #hamlodipinets o T VAN husIE Sy EE ] ~ )
B e B4 B B 09 B B ~ S By BFST A BT A5 | mmiF 69 3% By o B
FoAk s B B A A R RAE AL H i e B ) AL E o

Amlodipine R & 4 [ 44T R B o) KB 5 K w48 P RS H B8 16 »
IR St A A 7 Sn o ¥E AR B B B e

ERRORIBEE

HANYHA R = £ 5 v 4500 3258 & 4 AT 69 fo i B ) 20 A2 A E By
BB HRBRERXRET  RIEEHH T~ ECEH Ry R
B JRJE AR 5 3745 amlodipine R & 4 8w % 5B 69 B R R B AL o

— 181345 AR A digoxin ~ | Ak il R o % M 4 & $ 3% 5 (ACE) 49 41 71 89
NYHA % = £ 5w 400 %38 $ 4 69 % R A 4 A R (PRAISE)#E F »
amlodipine €38 Ao o XB & H Y T E IR THRER PSR

— B VAR A4 % | & X ACEdp Hl Al ~ £3b3 (digitalis) ~ F] A& A 89NYHA
BE-FumoRBEEARERE > MTREARRBRERIER
BHE S f S BR 2T A8 0 2 Pedkamlodipine B 4 A ) 2 R 18 H
#4185 5% (PRAISE-2)% 7 » amlodipine ¥ 4088 7, < % o fo 55 i i ST
RRHAYE - ER—RBEZBHT » 4L KB B HA Rl
AR A B A R o 4248 Flamlodipine & 4 & I K Z 304 5 $H G 40
AEEZAL -

Atorvastatin 23058

AtorvastatinZHMG-CoA 3% /7 4 69 32 3 b 35 540 4] A1) o S8R R 52 4%
HMG-CoA #% 8 & mevalonatet) if % & % 8 4 » fmmevalonate 7 & 8,35
W BB A2 M X BB 6 TSRS o AR AL FAEMESTRAALS
e B 8 s JE (FH) ~ 3F kA & 08 B 8 s 72 > ARG 3 05 s 69 %
# » atorvastatin =T WA AR 3L 48 0% B 85 ~ K% B Mg & & % B 83 (LDL-C)
B % @ 7UB (apo B) o Atorvastatina 7T M AR A% 4% 5% B A5 & & Mg B B
(VLDL-C) & Z 8 H 4 84 (TG) » it B3% 4w & % & 5 & & Wg Bl 8(HDL-C) ©
Atorvastatin 3% #7 HIHMG-CoA % /5 8§ B NE 8] BF 12 IT I, 1 69 & %, 0 B35
3% o A bm Ao & d0 69 LDL % 35 3K B > {ZELDLAY IR 4 AR ARH » 5
ARIE B B BMG R 6 09 R R o

Atorvastatin g MAKLDL#) & 4 & AKLDLA: T # o Atorvastatin = {# LDL

ZHEEWNBEBIE LG e LEEBR AR T OLDLE F&H 2L
A A 6 4 o Atorvastatin ™ vAZ 26 R Y Rl A AT Rk A 50 B A
e B HGGLDL » i3 8 B AL dn fg B & S A RE o
Atorvastatin & FL 305 R £ AR N BA LR SN o WL L £ 214
FFAL > A A RN B 8 2 TALDLAY £ 23045 o LDL-CIHAK 9 AL
S 2E A ) 04 B PR B e P R L B o JRARIEAE B 6 R BB AR A
HZ (4 HA2BERE) -
— 38 #| & & i (dose-response)#t . # 7 » atorvastatin (10-80 mg) =T 1
iV 8 E B B5.(30-46%) ~ LDL-C (41-61%) ~ apo B (34-50%) A TG
(14-33%) o £ 2R ST F A SE RS 0E - F XA 5 EH o
EEREM SN R EH T > OIEFMR G T RARE IR EHERN
R o
FA A8 A % = BH b BS o JE (isolated hypertriglyceridaemia) & 2
atorvastatin = VA A& H- 484§ B & ~ LDL-C ~ VLDL-C ~ apo B ~ TG
% 3F-HDL-CiE E » 3% wHDL-CEE o MAPKE G EF ok
(dysbetalipoproteinemia) % 4 » atorvastatin = VA 4% 2 P 55 B A5 & @ JE
[2 & (IDL-C)3& & o
JE #2448 B8 2K Bk [E 4& 8 Fredrickson la R 1IbR 305 & & e &% F »
atorvastatin (10-80 mg)f& HDL-C i A #4438 o 7 5.1%-8.7% » 38 Aoty i@
JESLE E AR o Skoh o BEIE B A AT 09 4T B 48 0E B 83 /HDL-C &
LDL-C/HDL-C #9 A 42 8 88 F A% T 29%-44% B 37%-55% » FEAK 8 & B
sid FH o
AR AR AR B BF w0 I ke o b o i % 28R A (MIRACL)#F 7% 8 42 38 &
atorvastatin¥t 7> sk o FH R T EOHE o 285 P~ MK
HE S SRR R R B HE T 3086.5 B A K B IRE IR B - AL
A B B IEQIL S AR B 6g Bk o bR TAR RS R > A5 R
FeH 0 AR VAH X80 mg atorvastatin 3, 5 & #6163 (P AL E) - &K
atorvastatin 4L 89 LDL-C ~ 4802 Bl 8 ~ HDL-CATGE & 2 %] 72 mg/dL ~
147 mg/dL ~ 48 mg/dL ~ 139 mg/dL » 22 & #| 42 5% & 135 mg/dL ~
217 mg/dL ~ 46 mg/dL % 187 mg/dL o Atorvastatin =T 4% & 4 4k fo bk 34+
BTt R B E AR 16% o S B B A B S DL 3B VR A AL
{5 15,89 /6, [, 28 25 4K 26% o Atorvastatin {4k fo bt 4 B 70T AR
a9ALE o ALDL-CH) Rt msn A B A KB M RE 2 XA ¥ A4
MAZ R o Il » atorvastatinf& ks et FH R X TERGIEZE » £
FEQIE S MAE A FAL T A SR B~ BHALHEL » 165K
B RACSH N B FAH MMM EER ©
FERIO M E A
B AL G-I GG ARt 8 45 SRR R AE 10,3508 40-80 5% (F39635%)
A HEABCIALEMI) > oo 4 4R Bl 8 <251 mg/dL (6.5 mmol/L) &y
% £ J& B & P » LIPITOR (atorvastatin calcium)¥t 7> B 814 F= 3 Bt b
Ao (CHD)E 4 o sbdh > MK B E T A ZBS R ER
B4 F : BHE11%) ~ F#A8B555K(84.5%) ~ BRI (33.2%) ~ 4 /k
F5(24.3%) ~ —F A Boum FA 0GR $(26%) ~ KNE BB 5 R E
B 8 i A 86 (TC : HDL>6 5 14.3%) ~ A% o8 % %(5.1%) ~ £
S EIK(14.4%) ~ AFTE A B 0 FH0.8%) )T E W
(14.3%) ~ B G /@ & & F(62.4%) o frig {84 F 5 RA #REK P
B2 RGR(A AR R JEHE SRR &4 <140/90 mmHg
¥ fkm B A <130/80 mmHg) » 34k 9 KA 4 0 — 445 2 LIPITOR%A &
10 mg (n=5168) » — 4L % % & Al (n=5137) « A A #4738 J& 7 %
TR BF O HAE KRB DI F G o AP35 A B 8
T BT RE R o d3 ke B A 098 HERE B PAZBEI3H o
LIPITOR 4 X 10 mg ¥ fu fig #9 2R 2 S, AT &9 B R X8R 45 F AR 0L ©
LIPITOR # % M AR Ak By Mk F 4F [ B B o s (22 RS 4846 0K »
LIPITOR #840% ) 3% 3 £ 50 b s JUAR 58 (2 AL 421082k » LIPITOR 4
60:%) 8 3 A F 5 A SRR H4536% [(ARAE 44 % © LIPITOR 414 1.9% »
Z R 4153.0% » p=0.0005 (5 KIE1)]  RamFih ~ RIS TS ~ IEH
AT L BRRERA A — 50 o BRRFEREGQREGL
A8 B AT » LIPITOR#R A 2L o A FMH T % - shdcl R34 BB L6
HBRo
[E1 LIPITOR 10 mg/REIEBIE O AEREL B ORI CRERER
9874 (ASCOT-LLAHF3E)

409
-

z i —— Awrvastalin e
£ 30 == - Placebo ~
y p—
B e
3 —a
2 20
»
£
5
3 104

00 HR=0.64 (0.50-0.83) _p=0.0005

T T T T d
oo a5 10 15 20 25 3.0 35 Years

LIPITORALA% fo % 4 54 69 48 S BUR 78 5 4 AK42% o 3t R B A
JE I P B Y R IETR R A E R AR (p=0.01) > 12 RE — @
H A AR B 5 AaHRIR S 1K26% (3 4 % B LIPITOR41.7% » 2 & fil
W2.3%) o £ > O B Ie T (p=0.51)3 JF 0 F BT (p=0.17)
MAHAEROEE -
REZEEMESFRRESHE
A% AR AT - AR B R T 0 187.410-175%
(FH14158%) » BB BB T XA 30 B 8 fje(FH) 8 B 3540 ] 48
18144 0 4 75 1 4% % atorvastatin (n=140) K %2 & #l (n=47) 75 #2634 »
SR 43R A4 2 atorvastatinis 52618 o AT K 09 IAAARHE 1) LDL-
BB B B 09 R #E 44 =190 mg/dL R,.2) LDL-ME | 8 58 & 69 Sk s 44
=160 mg/dLAAFHM Rk & » {—FAR—FRAE T FHK
3 o B % 9% (CVD) o F3LDL-ME Bl 8% % & #9 Ko 44 B atorvastatin 41
218.6 mg/dL (388 : 138.5-385.0 mg/dL) » &t A 41230.0 mg/dL (38 :
160.0-324.5 mg/dL) * Atorvastatin 4 il & (4 & — %) & & 743810 mg »
4o R LDL-J [ 85 78 % >130 mg/dL 2| 38 & £20 mg © 4 % atorvastatin
BHROBFEL TN PAAIKANETELAZHE20 mgt) AR AT
(55.7%) ©

EAE



