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ARERTIE AR R RERIE D /8 KLk
PER S
BRI - 900mL  JEFE : 37+0.5C
AR pHL. 2 BARSKR IR 11K
pH4.0 7= McIlvaine DOFEEIR
pH6. 8  H AR AV RS 2 1K
7k H A 3L J5) 7 g ok
El#s% : 50rpm
ABREE - & 12 XL
RBRIFRE @ pHL. 2 TIE 2 B[, T OMORBRIE TIX6 L9 5, 7272 L, 1=
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MTED,
T SRSV AT EE I E S (pHL. 2, 7K)
Wik v~ 2727 ¢— (pH4. 0, pH6. 8)
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~ 80 f ~ 80 |
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0 L 0 s s
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S 80 8 80
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H ! H
M 40 e 40 —— yOE R L )LEE25mel B )
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20 20
0é . . . . . , 0 ) )
0 60 120 180 240 300 360 0 15 30 45
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10 4% . .
pH4. 0 77 55.6 47.7 .
30 %5 88. 1 91.2
o0rpm 54y 19.8 17.3
wal . . N
H6. 8 B
b 360 4> 59.6 54.7 a
K 15 4y 95.0 2O 71.8 @

(n=12)

FHi TR X FBIRNE (pH4. 0) 1238\ T, 2% RULiE 50rpm OFEHFER T, 30 2y LA e
I, FRBRIUAN & B I 85% LA FIAH L7728, 2 KL 100rpm TORHRER 24 W L7,

P0ERTLUILEE 25mg TEH 13, AR HERLERICED NI 1
R VVIRIRIESE OIS B ICH G LT D Z &R STV d,

R EfEex HE IRE R T HH RS
7K 50rpm 30 4y 709% L4 1=
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BIEEIR S O LY FRIRIEIERR T A R A > P9 4 12 H 22 BT EHESE
55487 75 (—EBIIE @ 2Rk 24 4 2 H 29 AT RAFASE 0229 55 10 75)

ARERFVE © AR/ HEHRBRIED /S Rk

RSt

BRI A - 900mL  JEEE 1 37£0.5C

AR pHL. 2 HARERHEHRERE 1)K
pH4. 0 D7~ McIlvaine DFEE K
pH6. 8  H AR J7 ¥ tHaABR 2R 2 ik
VIS H A 3L 5 7 48 ok

El#E% : 50rpm (pH1. 2. pH4.0, pH6.8. 7K). 100rpm (pH4.0)

AHBREEL & 12 X B

FRBREERD ¢ pHIL. 2 TIX 2 BE. T OMORBRIR I 6 &4 5, /=770, 1=
YERIA O SE AR 85% &z 7= C, ek T35 ¢
NTE D,

STE  ERANATEMOEEERIEYE  (pHL. 2, K)
Wik v~ 777 ¢ — (pH4.0, pHe.8)

HIERAE . A RTA L OPERLRED S B, ROFENS T HHBITHE > THEWE
HIE LT,

[pHL. 2 (50rpm), 7K (50rpm). pH4.0(100rpm) ]
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FEYERLE O SERER R DY 60% K TN 85% 11T & 722 D24 72 2 B SIZ BV T,

R LA D S H R DS AR HERLA D SRR 2R £ 15% DO HIPHIZ 8 5 7>, &

2 BB OEN 42 L ETH S,

[pH4. 0 (50rpm) ]

FEAERIAZI 73 30 43 AT ) 85% LA ¥R H L7285

HLE S 7= R BREER %wfﬁﬁﬁﬁ®$ﬂ%M4#%%uLkﬁ5&%\
FEHERLA O SEIIER DY 40% Mo DY 85% (UL Dt 24 7 2 Wy sl T, 3Bk
BRI D SR 3R DS R VE R 0 SR HA 28 = 15 % D HiPHIZ &é#\ I f2
RIS DX 42 L ETH B,

[pH6. 8 (50rpm) ]

FEHERLA 2N 30 23 AT ) 85% LA EIsH L e W6

HE SN BRI I2 BV T WE%@@iW%&@@ 50%IZEE L7 &
x| EERIF DS HE S SRR 31T B SRR D 1/2 OSEEER
ZoRd i S 2R, L OHUE SRR R I V0 T RRBR LA 0 ST HY
HNEHERLK O SR N 9% OFEPAICH 50>, XX £2 B OfEA 53 LA
ETHD, 7L, HE SN RBREERIZ 3 THEHERLK) O B HH SR8
10% LA FDOGA ., HE SR BRIGRH O 2 TRl L, 3RBREAI O 8 A H
DMEHERLE) OSBRI R 9% OFFIZH 5.,

TR D DTN OHBAITE WO THIRHZEBH UL TV D LHE Sz,

pH1.2 50rpm pH4.0 50rpm
120 120
100 | 100
~ 80 ~ 80
5 X
# 60 r # 60 |
H H
K40 —e—HOE RS LU T5mel B ) K40 ——7OERS L LG T5mel BT
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0 : : . 0 : : : : : .
0 15 30 45 0 15 30 45 60 75 90
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,15,




pH6.8 50rpm 7k 50rpm
120 120
100 100
—e—OERS L ILEET5mel BET)
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{;l_ 60 vl L
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0 f L L . . 0 N
0 60 120 180 240 300 360 0 15 30
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100 —
:_é 80
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o . . . . . .
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EEREh | SAERR | $REREER EHAHEY EHAHEY
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16. 8 o
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100 H4. 0 RAY
e 30 43 86. 3 82.0 HE
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7K 50rpm 80% 1Lk
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TSR ERE SEAN ATAR L e FE I e
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WH L. RAIZIX, Z7rERZ L LE LT Tomg & 1 B 1EIERA#EST 5,
<k - AEICEET SERALDERD :
LSRR OB 5T S 2 L VR E LV (EWNES T AERRRBRIC B THE |
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Tl ERADOEFROTA FT4 v S5BEIT5 2L, i
2. ATV N BE ~ORFN G RIS E R OVRA B % 04 |
TERTH L, i
3.PCIMEATHINC 7 m & R L)L Tomg 2472 < &b 4 BEG Sh TV |
D%t m—T 4 7 F=X%h (ERGHIC 300ng 2572 |
Z L) IR TIEZR Y, '

____________________________________________________________________________________________________

,18,




SN2 30%
(WERKT—% /1"y 7
-
VAR:AZSIES
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o, Form VR, T va FITRATUAERE, N7 7 X b
FRIDA V=T aARNT VT 7T 7 A%

2. EBEEH
(1) YERERGL - 1R AR
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(2) EERMA1THH
ERRRAE

Q) E AR - #+
e E Pl

/B RS VB UL M C o B AKOTEIER BN T 7 = L
/5 —CETEHE L TIMENO S A 2 U v 7 AP A RIS T2 2 & 12 L0 fi
AEESE BT 5. 77 =R 7 T — P ORI, ASEO KRB
PEG 5 2 /SO (61) L3637 AP ZREME LCT F=Aly 7 F—F
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VI. EMENEIZRJ HIEHE

1. M REOHS -
ik

(1) s L AR
R

(2 RS M REDE
A

(3) ERPRERER TR &
nt-megE

PR L
IVIL SEENEIC BT 5 E 1. (3) BRDKABR CHER S M7z I Pl | %2

BIRIEI L O EYFHRI SRR T A BT A > Rk 9 4F 12 A 22 AT EKE
48T B (—IELIE : PR 24 4E 2 H 29 HATEEARA R 0229 5 10 &)

PBERJUILEE 25mg TE#H SEERFILZ, 7o A4 — 1 —EICLZEh
FN38E (Z7uE RZLLE LT Thmg) fEFERA S FITHE R R R O £ 5
L ClAE P R LRI ZHE L, 150 3EEhfE X A —% (AUC, Cmax)
(22T 90% A E T X RIEIS THEGHIRMT 21T - 72 K5 5. 1og (0. 80) ~1log (1. 25)
OFHANTH V| WHRIF O LW LRI ZME S R S vz,

HIE/RT A—H BEINT A —H
AUC; 4 Cmax Tmax Ty
(pg+hr/mL) (pg/mL) (hr) (hr)
JRERTLIVEE
3408 4966 25913080 0.7%£0.3 | 5.5x2.5
25mg TE#)
FEAER |
- 28873266 273514665 0.6+0.2 | 5.4%+2.2
(BEAI, 25mg)
(Mean=S.D., n=48)
7500
5000 F
_ T L T —e—HOERYLLiR25meT BF
£ 2500 F o BB (57, 25m)
E Mean=S.D., n=48
i 2000
K
H 1500 r
#®
= 1000 |
500
0 . = & 22‘ o
0 2 4 6 8 24
K (hr)

MHE BN N AUC, Cmax 80D /3F A — Z 1%, #hBRE ORI . R OB EH
$ - RS ORBRGMC L - TR D ATREMEN S 5,

,21,




9BERTLUILEE Tomg TE#FH] LEERFE, 7 2td—"—lEIZLY R
FR1EE (e R7 Ll LT Tomg) RERERA S FITHE R R AR 1 5
L TS R CARIRE 2 JE L, 15D RYERE /X7 A — & (AUC, Cmax)
(22T 90% (B I X MIEIS THERHIBNT 21T > 72 /5 %, log (0.80) ~1log (1. 25)
OFPFENTH 0 | WK O LWL R ZIE SRR S Tz,

HIE/NT A—H BB INT A —H
AUC Cmax Tmax T
(pg*hr/mL) (pg/mL) (hr) (hr)
0B RTLUILEE
347214254 349416213 0.7£0.4 | 5.8+4.4
75mg TB#)
PR
3519%£4510 343825948 0.7+0.5 | 5.1x2.5
(BEF. 75mg)
(Mean=®S.D., n=48)
9000  _
6000 r
5 .h‘ —e—-0OERS L ILEET5mel BT
3 3000 . ..
= —O— FEHERLFA (52, 75mg)
E 2500 r ? Mean=+S.D., n=48
gjé 2000 r
®+
# 1500
=
1000
500
0 = . - 22; °
0 2 4 6 8 24
H#FEE (hr)

IMHE RN NS AUC, Cmax 50D /3T A — %, #ERE OBIR (KR O BREE]
B R EORBREIFZ L > TER D ATREMEDN & 5,

(4) 1 ZMEER L
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488
6)B&ER (KREL | Z4EE 2L
—<ay) §@Hic
K YHIBAL=-EY
AREBELEEER
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."féﬂ%“

Q) RHIEE5T o8
% (CYP450 %) ®

7 a e N7 LVVRBBEITRIN S e, R T 27 7 —812 L 0 IETEMEAEH
Y Td D SR26334 (FEH) &, F F 7 v— A P450 |2 L 0 IEMEREH HA 23
RS D, MEEFIZBOTIEL, REBROIRRE ITmD T <, SR26334 283
W ZHFAE LTz,

7a e K7 LVOFBILREICE ST 255 b7 v —2L4 P450 4y F-FEIX, FEIZ
CYP3A4, CYP1A2, CYP2C19, CYP2B6 T V. F£7-. SR26334 | CYP2C9 A FHEF
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OG- U= 855 B £ TORGHED RAEHE =R 1T B 5 RE DK 92%
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1. BENAETOEE | KYRFER L
2. ZENBEETOES | [ROBECERE LBV E
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LML TWAEE (AN, EENHIn., e Hm, R, 8
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2. RAND ATk LidBOE DBEERE D & 5 B3

3. MEEXIFERICEE | [VIREICET2HE 2283552 L,
THERALDEE L
ZNIEH
4 FERUVHEEZICEE | [V.IRFICET2HE 2283552k,
THERLDIE L
DR
5. BERENREZTD | ROEBFICIXEZFIHRETSH L
EHH (D ROBETIIHMOBRENREL 2 BENNH DO THEEICHRGTHZ
Lo B MEMERIN AR EE OLEMEMEERRAE 2 R <) RO FIIEI 0%
A1, 50mg 1 A 1EIRGREELEBETDHZ &,
1) HIE R & O DOFENO H 5 BE
2) EERIFEEDOH L BE
3) HERBEEDD L EE
4) EIMJENFHE L TV 5 R
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6) IKIAE OB
QMDF= ) PURER (F7 oY IR (S UIBBUE DB
JED o D BE
6. BEELEARMTEL | (1) AR/ MO MESREER (TTP) | MERERIERIE, B PR ES O E AR
ZTONERRUVLER BHWERMN BB 52 00250 T, &56%% 2 v AMIZ, 2EEIZ 1[E
by BEOMKRESEOEMEZZET 52 L (TRWEHOEZBK) |

Q) MM EERER G E L CARAZEAT DI oTE, n—FT 47 R
—APh (BGHMBAIC 300mg Z&E5T52L) KOT AV Y & DA
WX THIILDO Y A7 BREELREMERSH D L2 +0EBEETHZ &,

() AHNC L 2 I/ MREREISINE & 725 & 5 e FivoSE12i%, 14 HELE
AN G2k 2 ENEE LW, bk, FokEiMEz®R T2 &
DHRZRWESIZERRHIMO Y R NEELZERRESNTNHDHOT
TS L, 2, BERIEEB T O MARTESLCERIED Y 27 O
EVVERCliX, U2 RAEMGIRZH T 5 2 &, FINRICAKI OB G-H
VBEAREATIE. IO IE M AR L T LT 2 &y
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(5) I8 DFERRNYE D @ O IAERK A E BF IR W T, TAE Y L
ToBE, 7 v K7 LOVEANT HERE K I O R BSOS T
SNTWLOT, T A2HEEEFHAEETHZ L,

(6) H i D fERRE K N FRIRIE OB F N8 b 5 2 Lk, Hilz ke =4
fERMENEWNEB X ONDGEITIX, Fik - BEFZZRETHZ &, £,
I 2 7R3 2 BRI 28 s oL 7= A 1, 1B B I Bk E % O Y 22k
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AHNE, FEIT CYP2C19 1T & 0 IEMEIGEHICAE <41, CYP1A2, CYP2B6, CYP3A4
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AR X B cypacs
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RERAEIR - HEE

W - BIREF
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(V77rEvY)
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HIZENRDD, ZOXIRGEIIIREEZFIEL, @URLELITO Z &,
(ftm, T, BFEm. RBELD, BEMESE] : ki, Fin, S,
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Q8 -+ZHEBEE LA o8 - +HBREN SOOI 2 DD
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WY R MEZITH 2 &,
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MR, FRERHLDOND I ENRNHDHDT, BIEEL+DITITV., B
NERD SN, ®E5E2PIEL, LEIIS CEUARAEEZITY Z &,
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L +IAT\V, TTP OFIHIER Th 2B, BACRR, SRS O HiiE
K, BB ELE O - ARER, /MR BRI ER O H B A R
HURMIEE ML, FE, BHRERESENRE LG8, Ebic&kS a2
1B L, MiEka (ERIMER, MR EROFEE 2 &Te) 2L, KB
Jis UM AE R HASE D) 2 AL 2175 2 &

G) BB A, FERERMERN 2 - MR M2, RRERMERiA N H bbb Z &
DD DT, BELTZITITV, Bk, MRV IR, FE S o REE)N
B BTG EITIE, BRI X AR, B CT Lo E 2 FEiE 35 2 &,
BB LG AIE, EEFIEL, BIBREFRLVE A OR G5
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(6) /MR A, BEBRIKE. BETRHEMZ SO NMIKEHAE - M/ s
A EEPERIERAE . BN BYEE M Z S YL ERBER H Hbivd Z LN
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WE R ALE 21T 9 2 &

(7) hEMRRIEFEREIE (Toxic Epidermal Necrolysis : TEN) . RIE*EIEAR
fE{ZEE (Stevens-Johnson fEIREE) . ZWBHMAH. [EARERBHEER
FEGE - T EER ESERAE . R RE R, 2B HHMERLEE, 2k
NFEMERBMHEIENH SN D Z ENHHD T, BEE2 45Ty, A
WHRRO LNTHEAIIFREGEERIE L, EURAEEZITY 2L,
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m & BRI, &, $EEE OF5) | S, (EfgER, BRHm,
PP I, SRR, g, ZRAIERAL I, ALE i, o~
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EaBEL, BEORBEZBE LD, HEIIKRGTHZ L,
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(1) 3 ha SUTAEHR LTV B ATREME O & 5 i NIZ I, TRE L OF SN ERME %
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AV IHESL LTV, ]

Q) TFHL P Ol NATIIARF B G- 3Rty &5 2 &,
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AN O EPE G L0 BEE R OER K O AE C s EBENnH 5, Hi)s
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RNO T, BARENSLERSGA T/ MR 2 BE T 5 Z &,

4. BRLOIEE

FERIZZATRE : PTP ALEDFEHFNL PTP > — 2O H 0 U TARMAT % L 9 54
52 L (PTP v— FOBREKIZ LD | FWSAI A EIERE A~ A L, BIZIX%
a2 U CHERIAREOEELRAIHEZHRT L2 ERMEINTND),

15. ZDMthDERE

(1) EN THEM SRR 2 58 & U7 BR3P ER 12 35\ T L A% 300mg
Z AP 544 24 REE O fe K/ MREEERE (5 1 M ADP 5t maximum platelet
aggregation intensity (MAI) : %) I%. CYP2C19 OFHHEIZIS U T, Extensive
metabolizer (EM) #£. Intermediate metabolizer (IM) . Poor metabolizer

(PM) BEDIEIZ, 43.67+6.82, 47.17+5.71, 54.11+4.34 TH Y . FD#%

6 HWIZH 7> TAHK T5mg/ H 2 # 5 L7=% D MAT (%) 1E. £ Eh 32.87
+5.10, 39.41+6.34, 47.48+3.60 & . PMEEIZISUNTAHI O I/ N EEEE )
HIVER MK T L7z,

(2) WA I 1T D IR P I BIRIE AT i T 2 77 L 72 BB x5 & L2 ERRE
B K OB DBIEIFIEIT 33T, CYP2C19 @ PM & L < I IM Tl CYP2C19
D EM & i LT, ARFIBEG-% OO E R A X2 MRIEROHEMBHRE S
TWa,

B) AF|FG-hic, BEEOKIMEZ5| EEZTrREERSH LA AV VALK
PEREAREREDISIE LT= & OENH 0 . HLA B &2 f8MT U= JEF O i, 1 >~
AV v HCAREIEEREOFEL L R BT 25 & D5 & 5 HLA-DR4 (DRB1
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THHENENEOMEND D,
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Brizp L
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6. 8%
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7. BEDME [PTP #45] PTP Ak SRV =L, TAI =T A
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e i DM
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ERd A ARy e
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