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8Y) ZAEQUC) ol2fot A= W gam ST AH|9| 15%(F518Y) U 11%(RXI8Y)
Yag ARl ATt
(3) 0l ofxt CHE o= S9 HEE0{0]| ofot ofASH gl SN AL S FASH| 28 B2
AUy APSO| AjH=|0f T} O] oS OfHf|=E, LIB|CIH 22} &= OfE|=E 5! LHCIE &
Lol SAl0| HE R0 22, YUK O 2 Rofot FASH YS X2 2EE|X| ULt £t 0|
OF9| of2{ot H|'Hf2H|E L= O|AERC Y8 & OfsHA| S EX|= gRit.
C|=A = HIQBRIO| ofF812 0] ofato] B 0|2 K| ATt M| £0{0 23t o]
o] EH T HOHA| AU
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Hol FYS 0[X22 0| it 921210 HE2 RO ¢H S FFAIZICE 22{Ltin vitro OflAf
N8 Z2MTIAR CYP2CY EHS ARSI
CAPRIE 5 Zatof] 9[Ste 0f 9f2 H|L|EQ| E= SREHD| =0t OFHSHA| E8F0]
HOZ LIEHGiCt
(5) CYP2C82] 7|E: 0f ot CYP2CBO| Q3| ChAIE]= o2 (3|mt22|L|E, TiZ2lEtd §)S ¥e
£0{ 3l= 32, B8Y29| UF 57 BIHE 4 A D FO[St0{0f HHTh AP HRl0jAf
220 uZ2|L =9 HEROA| 2u22|L =9 LE0| SIS, in vitro
Alglof A 2 20| J3o| SR 2L40| = A0 2[3 CYP2C80| MeHE S 2QISHAC.
2ol AZE EF oF2 o] 42 A7 0[9|0f, 0| %S F0] B0t 4k Al (CAPRIE 3 CURE
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I3 Rl S2EES LIELNX] AL
(1) Z7ESIA|, AR b2 FFgLMH, 22|10 7| Fo{E NSAIDse 0f 2o
SFofof| chit Atz = gl

7. U2 A Q50 it £
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1) 4715 &4 Btxt

0] % 75mgs e FOI3IUSH, T2 =8t LAKIQ BF K= SO Mls £4(32{0tE|
IEHAE 30 ~ 60mL/min) Ei= Aot 2ixjet | Wslo] 55| M|s &4 Sat (3ot HE A
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70l FQ 2 AN B 50| R0t 0= ZHAE|X| At H147H0| 10| H|wdh=
AT AEO|M, 04| Z2 ADP-RE EATSH Mali7t O M2 202 BAE|QUX|T EHAIZt
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Slof gamel +82 4 2 olct.
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75me BXIZE 1470) )2 18] 2e(0n), £ot BRiEl olAlS S QAL X AlRE
ARISIR| 219, 7 BRI SR glo| 3|29,

Zizet IR 0]  600mg(0] % T5mg 2L 8H0f B2 18] 37 FOIAl Ol4uS
LEERLI] SiSi, 8 A2k L 7ol SRHEIS(m, Ol 0] o2 19 (12 T5me)olH ZE
o= prsl 2afBlxdte
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s 212t 49101 B2 A 18] 3= /1ol
23, 8| BIIRRAUC, Cro & 22048HS10] E74 K]

% 0| HEZAMO| 2Z Y EY
0

SIS o, Y K| At2] 90%41271210] log 0.8%M log 125 0|LHZ M Y2HHO2 SS&S AT
Sict.
HnyrS WS
T AUCox | Cmax
Tah h
(ng-hjml) | (ogmyy | e | Sl
E24AHT5mg .
thzer | (BRUEIABUE) | 4361469 | 3632483 | cn” o) | BE8E5T
(=) e
221z 7
Al&iot PMEAHYTSMg | 4541496 | 3.76+4.74 0 251 33) 4761248
(RIZ(F)) N
90% ME|7H log0.9195 | log0.9642 _ _
(?1:log 0.8~log 1.25) ~10954 | ~11628
(AUCt, Cmax, ty, ; Bt EETRL Tmax ; SLZA(ER), n=56)
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£ A8sio] U HE
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1) 0] &S OtALt BE 242} 787, 1043 SOt T7Tmg/kg/day (21Kl HEZHS| 25H] 0| Ate] @t
2H) ST FO0fSI2S T S LAMSIX| AT

2) 47H2] Al LY A%l (Ames test, 2HE S| ZHHEES CHAOR 3t DNA-repair AlH, AHO|L|= SHAE
HMROMEE ChAO 2 8t REXH SHHO| Aledat Q1M JIi19] 7| FMH| 2AAH) 2t ol
AHILH Al (OFRA0 Z7 0] = 2ARH )0l A 0] 2fof] 2J3t QTS 2 LIEHIX| QAT

3) 0| 22 400mg/kg/day(mg/m?E 7| X2 1| HEZHe| 526H) BTHK| ZTE0HA ZHEC| of - 2710
SENS0] FES FX| $ALCL

4) SES 0|83t MASMAIH Zot: SHEQ| s W UBHYAEA AIH0i|A] 0] 2 100mg/kg/day OI4
SO A| KFARREQ| KIF RfSH7H RIALE| AT 5~ 8F), 734 Al 5! At £Q7] Algdol|A] o] of
400mg/kg/day Ol &t EOIA| 274 KHAIRIC) HIZ AfS7t IR ACH R 5~ T3 U 5~95).
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HHS J1 SRS, 1T 8 oLl EH)ollA= Fol5t0] F0{5t0{0} oiTt. ot CHE g
ATHHe DRITIXIZ, 0] 92 ofy, & E= CHE HalJEl(0] : MM == SNX 81 04,
AT PAS EEJ|SHOl YAl AE 2y YAy 1T Te Ao MY, Mz Yoty
S)2 QI8 £ 9[ef0| FII StRtol A= MESHA F0{6t010F JHTh. EXIL +2S HI|2 oY
0] lon, gredalt Zubt HIE|S| b2 Z220l= 2 52 UX| 72H0 0] 90| £0iE
SEHSt0{0f ottt XI”0| 0| 201X|= CHEZ 0] o £0{5 St 0| %S 5&6t= BXl= AT AL
HHE 0P| 4 = AS(0fATIRIT 1 9f HIAHZ0|=AHTISH|(NSAID)), sz, ek
b/ llla XoHx| MEATIA| 2 E LIRHSSARIK (SSRI), BHEHH| E= HEALRID 20| SO
20| U= A2 S HBA| FOI5t0{0f ottt So|, =0 Kmf F 3/E= BEY HT KMA| Ei=
+& 0|20 YMELS Tolot B SRS A0 Chsto] XS Foleh M HES6{0} ot ey
A9l T 91ei0] £2 Unhy SIUUE £ £ EF BAIO| 22, 0] oS OfAL|RIT HELIUS
0 F9ot ZH0| Fotst= AR LIEICE 12|02 of2fot 2xjof= HEF02 RAH0]
2g Z20] Y0 LB 12{=|0{o} SiCHe. H22E & HX).

) ZHEg SRt E8Y £010] 9= $59| 7R #Xjo|A|= 0] 99| A FHO| FetHo|ct. o]
StxtolA 0f of2 A sHA| F0{StoAof Bt

3) Aol #x}: S5 Ao eHxtoll cifet o] ofo] A8 ZEl0| HIgHE0|2 2, 0| Btxtol|A| 0] o2 MF

St Fofstofof et
4) B¢ £ ES SRHTY O|LH) (2 A=7t HESHO 2 £0i1S AYCHA| h=Ct)

N~

5) CYP2C19 MoHRIS S0{5 0l 2txt (6. A5EE o &%)
6) TEYA0| X|&E|= Stxt
7) 2Ex
8) MH|Z etxt
9) Elofl=T|2|ElA ofSate| mAtatalghs
0| oF2 Elof|:c|2| Tl o2 (0] : E|S 21|, Zat 2 2) 2t wAfatlgk 30| # nEl Ho| glonz,
CH2 E|of o] 2| CIA| b Sof| i3t 2ixto| 240lgkS Wats AEsHof sich Eloficm|2|Cl ASES
24X, SRR EN 22 AT £ L|27| ¢SO\t BAMUAE, SFAULTH 22
HSHH BHSS OF7|& 4 ULt O|Fof of JhX| Eloj|lI|2|TlA of20f Y27| ue Y/
HSHY BHSS LIERHT SHXHe CH2 E|of|'eI|2| Tl 20| SY3t £ C12 w8 g Lietd
QIF0| B7}=|0f US 2 ATt wALRHRIgESOf| 2Hot BLIE{RI0] EEICE
10) zHY gey
0| ofo| At 5 24 0| B 1E Afef7t QT ZHS SUlstrLE SHtotx| o, g3t
HE ESHIRIAE AIZHaPTT) HE0| St0IEl A0 MY HHOIX| MI{EOtof SiCt
THH URYOR ZICHE SiXts R0i5 STotD, MEQ|Q| XIZS otof oich,
11) 0] 22 M5 (MAMIBZ L FCF, Sunset Yellow FCF)E £196t1 Q128 2 0] ME0j| 2p2lstA L
el 27| Ho| ol etxfoll= MES| Fofotth(g5s SR AH o 3.

4.0]4utg

0] ofo| oFA2 0] o2 11 0|AS F0{3t 12,0008 Eei$t 44,000 0|Ak2| LS Aoz

HIHE|ACE O] k2| TUHHOQI Lot 2 Y, A, 01Tt 217g10] OFATIRITt HXBHELE OfAletS

Aolog S0{S FEhot Sixt= Cf2h otAT|RID 22 YIE(13%) ALt CAPRIE, CURE, CLARITY,

COMMIT, ACTIVE-A, ACTIVE-W Si720{| A ZEEHEI QA MO 2 Z23H 0| AHHS 2 of2het 2Tt

1) 58l

- CAPRIE #7101l M, Of ofa OAI|2I £0iZ0fl M Mutxol ZHO| UMz SUHOM(9.3%),
F50 Y YYRIT = 0|9 FO{Z0j|A] 1.4%, OFATIZI £04F0 A 1.6%= 242 LIEFLT. 7HIH
OF MMHEH, MUHol 2|Tet ZHZ0] 0] o F0{Z0) A 2.0%0| 1L, 0] £0.7%7 YUS LRE
SIACH BHH, OFAT RIS £0{3t 2xl 70| 22, TR ZHE0]2.79%0/H 1 YRlo| LR ARE
1.1%Ch 1 2of 7|EF 280 WM = 0] of FO{Z0l|A] 7.3%Z M, OFATIZ(6.5%) 2] HRECH
EUACE J2|L} 0] BOIM BB £Y Yl = F XZZ0|M RAFH A2 LIEFTHO.6%
0.4%). 3L, Rtt/ztA /& E (purpura/bruising/ haematoma)2t H|Z8 (epistaxis)0| 7H gt
S| Lo, BE, din, QIALIEY(FE A9 £9()2 Y ¢IHsHA| 2ECh S 52
E2 otAL|ZIQ H 0.5%0| 11 0] 242 0.4%SiLt.

- CURE G710l 9{9ft OFALIRIS RO BHARZOIALLH O|%Fa} OfAL|EIS HEF0{o &
=0l M Fet 8 9l Z0(3 20| F71=|ACHFQet S| WllHl: 2.7% o 3.7%, 20/
EYo| WABIT 2,49 CH 5.1%). TR0t EHO| F2 YM=|= X = A L HXHpuncture)
59| SOIACE. 9/okTt O AI|2IS F0fH2 ShF2M} H|WGt0] Of Ofat OIATIZIS HEF0 WS
SIXf20|A M S QIEsts EH 0| WMRIE STH= EAXOR RO[6}HA| BACH1.8%CH2.2%). &
K2Z0M KEXOI Zeo| Willule = Xto|7t GRUCHE & 25 0.2%). WS 2Isix| g
Favt Fdol WMulz = 9|kt ofAT|RI £0420f HlsH 0] ofz OFAL|RI R0{Z0l|Al R2ISHH
EAD(1.0%CH 1.6%), F AIZZOIN FIHL ELES 0.1%2 SYSHUCE

- CURE #1201 M, 0] ofat oA L|ZIo| BB S0 20| M| ZEE2 Of2H] EF ZTHOEHRY).

0 gt gt

2200 21%f
xS (+orAmZI)* (+otAm|2l)* P-value
(n=6,259) (n=6,303)
FastEy 37 270 0.001
- AEg flcl=5 22 18 013
- XH 02 02
- 5g/dL 8222 Kfst 09 09
-+ EWeT 0.7 0.7
-EEYEES 01 01
- H3IR| Afg0| 7 05 05
- 282 Q1 (>4units) 12 10
« JELEQEHEY 16 10 0.005
- At H o752 04 03
-4t AU St £ 0.05 003
- 2-3units? +2S 27 13 09
ZofstEg 51 24 <0.001

* Xk
i (aTEE‘EH\EJ%‘ + OFATZIO| O[3t R0t £Y S40| WHS2 ofAL[RI0| chs 8 H[2X
0|ACH<100mg =2.6% ; 100 ~ 200mg = 3.5% ; >200mg = 4.9%).
** (b) 9| o + OfAIZIO| ot Foot £ FAo| UAHS2 OfAL|TI0| CHsl &2 Hi2X
0| ACH<100mg = 2.0% ; 100 ~ 200mg = 2.3% ; >200mg = 4.0%).
0| 2 Qlsh, of 20| £ 7 SX| /UL
- CURE 710l A, Chat BHxfol 9297} siimt2l 3! MEAlE simzls £0f ©eton oS EAtel
EYER 0] ofo| Mubtxjol Aol QASIAUCE A48 £& 59 MEE 0] 942 FHE X[
SRt HYSUIZ23|E 0|2 T O|LHo] FRFE EHO| FIt2 PHEE|X| RUCHO| oft

| 5.3%). HAEUe|2L0ls OF 5Y

OIATIZ! £0{Z0f M 4.4%, /o3t OtATIZI &£0i7H
LHE2 0] of} opAL|Z ROZOYM 9.6%,

o[Lhof 0f ofg F0f we sixtR0 N, ZEA Fhtel
9lota} OfATIZI SR04 6.3%SCH.

- CLARITVE 0 4 Z5R3t £ (S5} L £8 == s|z3aslo| 5 g/dL 0[4 2asts 23} Hetsl
S)o| WMe £ SOfA0|A KA LIEFLITHO| o + OfATIRl S0i=at 9lo + OpAT[2l
S0120fK 212t 139%vs 1.1 %), 0|i= 7| 2% &7} 894 B3iH9) 93 = dinial ool nt2
St MEOE0) M YBEIRICE 420l Zeo] 2 (0] of + OfAL|Z S0123 10} + OAT[E
S0I2014 242 0.8 %vs 0.6 %)2H 574 L SE(2420.5% vs 0.7 %)2 £ 1501M w2 |31
LiEftct,

- COMMITRT0M | 0j2l2] F8t 58 e wlofMo] SES 9| HojMet 20| £ 1Z0|M X1
22171 LIERCICH COMMITE 014 SE0| 245 21t4(06)= T 2iCt,

Echiloml] 2%
3| (+OrAL[Z) (+ORAT[Z) P-value

(n=22,961) (n=22,891)
ig;rlo,ﬂfglfgfé 134(0.6%) 125(0.5%) 059
Zastslolglo zd 82(04%) 73(03%) 048
R 36(0.2%) 37(02%) 090
EErRED 55(0.2%) 56(0.2%) 091
REE 39(02%) 41(02%) 081
(E%%E'}g@g%')%g 831(3.6%) 721(3.1%) 0005
EE e 896 (3.6%) 777 (34%) 0.004

“FR% BYS Holo B EE = /29| S¥= 0| 027t £ +HE ot Y=E

* @91+ 0jglo| &= w|0jAfol HH0| 4TI GT SUSKEACE, S0 U2 0 of+ OfA
T2l £ 2| WS 604 0]2F=0.3%, 60 ~ TOM| =0.7%, 704l 0| & =0.8%= LIEFLC. 2/F
+OFAT 2] F0{Z20f| A=60A] O|2H=0.4%, 60 ~ 704 = 0.6%, 70 O| 4 =0.7%Z LIEGIL.

- ACTIVE-A 9710l M @3t 8o WHER 0] ofn} ofATZI HEFOFO| |4} ofAL[El
SO HCHEAO0(6.7% T 4.3%), TR0t EU2 L2 FIHe| EHO|AUN(5.3%H 3.5%), F2
QE EHOIAUCH3.5% o 1.8%). FHH £ YUSL o] %} ofAL|El FoZ0M o
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