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40 —— Ta0X£F L AT 42)L30me KMP)
20
0 . . . . . ,
0 60 120 180 240 300 360
FREREFR (53)
BFR(5) 0 5 10 | 15 [ 30 | 45 [ 60 | 90 | 120 180 240 300 | 360
TARKEFELATEL | o | oo |00 |02 |208 |87 | 711 |20 |ees | e27 94.4 95.7 | 96.3
20mgl KMPJ
RERE 0 00 |00 |04 [109 [84 |76 |64 |52 3.9 3.3 29 | 27
TARFEFINTEL | o oo | 0o |10 |a22 {659 | 765 | 865 |o15 | ess 96.9 97.8 | 98.4
30mgl KMP )
RERE 0 |oo [o0o0 |os8 [85 |72 |65 |54 |46 35 31 29 | 28

OFEREH

MEERFIDFISBHEDLER (NFIVE)

ABRA T PHETERHERCo)

[ SRERTTG PRIy | AR

e

T
sk

D7

ORI

£2 B

(rpm) ) el A
(%)
FEAERH DR R .
pH1.2 120 0.0 0.0 0.0 O BN Tt
45 31.1 34.8 -3.7
pH6.0 1
300 85.8 84.5 L3 | s oo
50 45 18 | 469 | 51 | DTN
pH6.8 1
240 83.3 85.1 -1.8
L) | 360 | 834 | 833 01 | PESRLN
30 29.3 42.2
100 pH6.0 £2 BN 50 LA 54.5 3]
90 82.9 86.5

11
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Q-1 BRIRLEBIAIZH T HREBREFIDE L DBEE (SRIVE)

RSt ()73
- (a) (b) %
g | | | M~ | P ) e AL HE
o) BRI | REE | it | i A
BX % +9% B %,
o *) 8%
BRI DS R = 9% D &
50 pH1.2 | 120 0.0~0.0 0.0~9.0 0 HBAHHON12EF 1ELLT T, = |
15%DFEPFAZ R D H ORI,
(n=12)
-2 SARLEBSAFmIZ B+ HHEBREFIDE < DBELEE VNFILE)
B @
- (a) (b) O
Ee | | | RoME~ | RS i R R il
(o) RBRE | R R T — Bz
e ey | T T ek
pH6.0 ARG DS R £ 12% O 2
50 U&14+ | 360 | 79.7~88.4 71.4~95.4 0 B2 5HON12EF 1ELLF T, = 1
L) 20%DFEPHEABZ D HDH7RU,
(n=12)
-3 EIRLEBSAFmIZH (T HHAEBREFIDE < DBLEE VNFILE)
RS ® (b) (@03
a,
FRHEL SRR %
E | [ | R " o2 RS $l5E
(o) BRI | R | el +15%0D icke
B NE%
o *) W) | Tk
pH6.0 | 300 | 77.3~938 | 70.8~100.8 0 i
50 PBRILA DR =R & 15% O %
pH6.8 240 78.3~89.9 68.3~98.3 0 B2 5E00R 12 fh 1EUFT, + 1
25% DFRIPHEABZ D S DD,
100 pH60 | 90 | 741~941 | 67.9~97.9 0 i
(n=12)
ORDFER LY . FIRFFENZIUIDNT, WHZEEIEE L HESN, o TT andF 7k

JL20mg [KMP] & . HEHERIFIT = o F o H 7L 30mg [KMP) 1%, AW FCFETH D LBl

STz,

12




Q) FanxtF b7 RN 30mg [KMP] @
1) Hs K OSBRI
FanxbF oA 7L 30mg [KMP) 14,
J5 oV B RRAy NE
FRBRIE - AR 1918 900mL,YAHRERE 2 1% 900mL
[AlfAEL © 100rpm
WIS ks a~ 7T 7 41—
A& RS 1 IRE 550 120 /3 EOEHERIT 5% N TH 1D | IR 2 2 W56
D 90 ZTEOEHIFRIL 85% LU ETH 5,

BUE STVEHBUEI TS LTV D Z LRSI TUVN D,

2) R AR
T anfktF AT 30mg [KMP) (ZOWT, MERFEESL O FARIRIFMEER T A BT A ] PRk
2442 H 29 H FEAFERK 0229510 5) AT, A KT742) ITHEEHREREI T 72,

<BEEH>
=B & pH1.2, pH6.0. pH6.8. pHB.0 ({EA A58 E) (50rpm) B n=12
pH6.0(100rpm)
Bl N A%
EREH FaOXEFohTEIL30meKMP] FZHERLF| H AN ILEATIL30me

EESO)

BHE®)

120 pH1.2, 50rpm, /KL ik 120 pH6.0, 50rpm, 7Sk Lk
100 100
80 —0— FanF£FUHT £ 30me KMP) 2 80
60 —— B AN ILENT 1)L 30mg # 60
H
40 2o —o— FaRFEF L HT£IL30mg KMP|
2 20 —— YA/ LENT )L 30mg
0 L L ] 0
0 60 120 0 60 120 180 240 300 360
FREREERE (5) FREREER (9)
BERA(5)) 0 60 | 120 B (%) 0 5 10 | 15 | 30 | 45 [ 60 | 90 | 120 | 180 | 240 | 300 | 360
Faa¥eFohT L o oo | oo Faa¥eFohT L o 00 | 0o | 0o
30ma KMP. X X 30ma KMP. X X 0 | 130 | 348 [485 [627 | 706 | 781 [81.9 [845 |86.0
BERE o | 0o | o0 BEREE 0 00 |00 | oo |33 [50 |55 |57 |56 5048 |45 |44
FAURLEATRIL FAVRNLEA TR
o | oo | o0 0 00 | 00 | 21 |235 [412 |520 | 647 | 720 [80.1 [844 |872 | 892
30mg 30mg
BERE 0 00 | 00 BERE 0 00 [ 00 [ 19 | 51 60 | 64 |62 [ 56 |48 | 40 | 36 | 31
120 oLe
pH6.8, 50rpm, /3FJLi%
100
80
60
40 —o— FanFtFUHT£)L30me KMP)
20 —— A/ \LEHTIL30mg
0
0 60 120 180 240 300 360
FREREFRE (5)
BEE(5) 0 5 10 15 30 45 60 90 | 120 180 240 300 | 360
TAAFEFUNTEN | o | g0 | 00 | 16 | 276 |69 | 582 | 698 | 759 | 820 85.1 87.4 | 89.2
30mel KMP |
BERE o |00 [o0 |16 |71 [58 |45 [30 |25 22 2.1 21 | 20
HALUNLEA TR
0 |00 |02 |35 |285 [47.1 |593 734 |806 [ 872 90.5 925 | 94.1
30mg
BERE 0 00 |05 [38 |79 |77 |70 |57 |49 3.7 3.2 30 | 27
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pH6.0, 100mpm, /SFIL 3%

i
H
840 —o— FaAXEFUHTH)L30mglKMP]
20 —— YA\ LENT 1)L 30mg
0 0 6‘0 12‘0 1{;0 2:10 3[;0 3(;0
FRENESR (53)
FERI(5) o | 5 | 10| 15] 30 | 45| 60 | 90 | 120 | 180 240 | 300 | 360
'?1':'32"::;;;?“” o |00 | oo |10 |22 659 [765 |865 |915 | 953 969 | 978 |98a
BERE o |oo |oo |08 |85 [72 [65 [54 |46 35 3.1 29 | 28
*M”;‘ol’::’jt“’ o |oo |16 |135|548 |69.7 [77.3 [853 805 [ 935 956 [969 [975
RERE 0 00 |21 [77 |131 |114 )98 |77 |63 46 36 29 | 27
AREREK R MEERFI DB HEDOLE (NFILE)
e TEELEC) |
¥R B3 N ~ [z[ [ == NET=—=2
U | g | RIOF | RO | @gﬂ;— LI I Ko e
pm) | "7 MGy | A Sk (%J):
T Y 13 NZFA VR HH 52 + .
pHL2 | 120 | 00 00 | 00 gf%ﬁ®IWmm4® i
()
45 34.8 41.2 -6.4
50 pH6.0 1
240 81.9 84.4 -2.5
R o/
180 | s20 | srz | -2 | 1WH
30 42.2 54.8 -12.6
100 pH6.0 i
90 86.5 85.3 1.2
(n=12)

FRROFERLY . 2 TOMBREKIHIRNT, HA FTA CORHZEBIOELMOHERMESES Lz, /E- T,
FanfktF o h 7L 30mg [KMP) EAEAEREIY-1 /UL 20 7421 30mg DEHIZEN L L T 5 L)
WrL7-,

10. &% - 2%
(D) EEPE A - w2 SNBSS - AR BT D N
A% L7

2
T auXxtF L h 7L 20mg [KMP)
PTP [#§#IAD] : 100 & 7/L (10Capx10)
T [HEEAFIANY ] 2 500 71 7L
T auXtF 7L 30mg [KMP)
PTP [#zf#AIAY ] : 100 774 (10Capx10)
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11.

12.

(B Pl
L7

4) HEsOME
1) PTP At
PTP: RV Z7uu R 7uAdaxcF L7 VA THAI=ULE
TAIE— TIVI =T LE WA Gk T s) D)
2) NTadk
o AR Y =F LUK
H:RAR) e L rX v A VAT VIF) AD)

BRI SN B BT
AR L

ZDih
MEER L

15



V. ARICEEY HEE

1. FPREXRITEHER
O52f& - D DIREE
OTiEEIZES KR

FEPRIR MRS
fRAfEARTRAE

1S EIERAE
R4 REEE

2. EEXISNRICERET HiEE
5. $hEEX TN RIZREET 538
(GhREE)
5.1 HLHODAIDEEIZE V| 24 5L FTOBFE T, BRESE., BREXO U 27 B3N 5 & O
NHDHT-0, ARNOEEIHT->TUE, VAT X7 4w b EEETHZ L, [81. 82,
8.3, 84, 9.1.5, 9.1.6, 15.1.1 &[]
(58K - 5DIKEE)
5.2 AAl%E 18 A ONR 5 DI HHEFE BRI G T AR TEC A EE IG5 2 &, (9.7
AR
(EROEEILE)
5.3 JEIRICKT U CARIZ R GT 28513, AREME., B, MR, WEHEORBHER ORI
UAY BB L., AENOFE- OS2 EEI W5 2 &
(R RRRIE I <13 S &%)
5.4 BMEFIRIEDRZIMNL, KEY v~TF 2055 () EESOEPEIFEME LS S EEIC
FEhiti U, HeE2Wr SNIaicosf&kb45 2 L,
(ISMEREREI 1 S &R
5.5 BT OZIEIEENER ZB | IBMIRIE & W ST RBEZDOH, ARIDOBRGE2ZBETH &,
(EREREETEI 24 S &)
5.6 3 H AL EEREA L, B2 28 CATNERIEVE & Sl SN B IC DA, ARH
DEEZEBETH &,

3. FiERUA=E
(1) HEEOHEOf

(DDfF - 52 DNEE. MERRMEEEESICE S &R
W, RAIZIE 1 B 1 EEIRE, TandtT o8 LT 40mg 2R0#%57 2%, #5131 H
20mg LV BHAG L. 1 EBLL EORREAZ2) T 1 HHEE LT 20mg §OHET 5,
2B RATSIEAITIE. 1 H 60mg ETHET D Z LN TED,

PRt RTEiE < S . BB T S s, TRAERBEREI S 5&EE)
W, AT 1 B 1A%, TandteF ol LT 60mg ARNEET5, 531 H
20mg LV BHME L., 1 EBLL EOMREAZ2) T 1 HHEE LT 20mg §OHET %,

@) B O ROBER - L
MBI L

16



4. RERUVRAEICEET HEE

1. AR UVRAEICEET 53R
(529" « 5 DIRRE, MERRITHEEETICH S KR )
AFNOFGRITLBERINRE 725 K5 BE T LITHEIBIR L0 biiid 2 2 &,

5. BEERAEWHE
1) BEERT—H R ir—
EER L

() FEASRHAER
BRI L

(3) MBI
BRI L

(4) MRREARRER
D ARG

17. ERERRE
17.1 BMER UL LMHICEEY H58%
(32fF - 5 DIkRE
17.1.1 ERELIHE —E5ih{TAHLBEER
I ONF D ORFEDHEE ZXG L L T 2 ux v F UEmRED 7L (Fan$tF L LT 40mg
XX 60mg) . 7T AT \m X F AT (Na%tTF L LT 20~40mg) % 6 JHfH]
Be5- UTAER, FERHIEEE Ch DIV b 5 Oa il RE (HAM-D17) GatelRoZ bid®k
171 DEBYTHY, TamXtF L 40mg LU 60mg HFEHE) D77 BRI HEMEI VR
i, 72, TandtF L 40mg Ei & 60mg #E CHESUSBIRITERD b/ o 7c 1319,
72 17-1 HAM-D17 3 FER KL OMNN—R T A V)b DAL

HAM D17 = n‘l'nq:/‘f—i /jT'ﬂf‘%
. 5i ] R—2 5 7T REE L D%
e T,J P - \ 7;; ‘ & Dxfg
B o | SRHSHERE | 0% RS »
e 5% | P
TFIeREE | 145 20.4+4.2 12.247.0 -8.3+5.8 - -
va \ -2.17 .
-+ + - + . '
5 40mg Bt | 73 20.6+4.4 10.145.6 10.5+5.7 (3.8, -0.52 0.0103
| 6om B | 74 20.4+4.1 10.5+6.2 | -10.0+6.4 "L70 0.0440*
* g e o i (-3.35,-0.05) '
t -1.93
7 AR 147 20.5+4.2 10.3+5.9 | -10.2+6.1 ' 0.0051*
Sy b (-3.28,-0.58)
RaXteF Rt | 148 20.4+4.8 11.0+7.4 -9.4+6.9 129 0.0623
(-2.64, 0.07)

W) B (FF8RY— RA KT
1 2) PeGREAEERE, M, R, #5RT HAM-D17 A3EEs 20 B 1A5R Iz 425
BR L U= 8ot
p: HEMSE, * HEEDY (p<0.05)

CPEME = E RS
EWEAIFEEISERDIY 81.7% (143/175 f5]) Th -7z, ERRWERIFHEL 26.3% (46/175 1) . fHIR 21.1%

17



(87175 f3)) . BEE 17.7% (B1/175 1) T o713,
CHEPRRTEAHEEE 2 S &)
17.1.3 ENEIE —FE5WRIETERE L EEAER

BRI AR T D IR DEBRE x5 b LT, T aux b F UEBRE D 7L (Faok
tF L LT 40mg Xid 60mg) Xid7 7% 12 MRk G Li-fs R, FERHlFsE ch 5 24
IR EE A 2 7 I EEO L REITER 173 DBV THY . T 2 u ¥t F > (40mg
JOY60mg fFEHE) D7 T RRITHTHEEME VRS, £o. TarXdETF L 40mg HEL
60mg A CHENILBHRITRRD LI o 7217 18,

F17-3 24 WEEPEAPEIR ESRERE 2 o T IHE R ONR— A T A b DB V&

24 W AR EI S A a7 A
. M=
B
B G P P 19 58 i%—x 7;1; 7 7ﬂzﬂ<ﬁi & DXL
sqvin | o | TREOR| . HHE it
LB | (95%(ZHEXIH) P
7T v AR 5'7&%17 4'?2513;599 -1.61+0.18
5 \ 5.794+1.23 3.54+1.86 -0.81
4 -2.4140,
o | A0mehE ®5) (9 | 201 049)
|
* \ 5.76+1.17 3.41%1.77 -0.93
60 9,530,
T mg #f (86) (72) 2538021 1 (1 50 -0.560)
?’—
o 5.77+1.20 3.48:1.81 0.87 |
. A -9.4740, <0.0001*
v | DreE (171) (145) 2AT018 | () 17 050 0.000

H1) PR E G

7 2) IRARTT M SR e
BeGRE, BUANE, PG BHANE Z EE2hF. HERIFOEL, BERI AR IR, 24 IFH
PRI B A 2 7 BEOR— AT A WIS B, YR, TRBRIENG R & A B iR &
L7~

p: BEMER, T AREDHY (p<0.05)

EWEAIFEISERLIY 62.0% (106/171 f5]) Th-o7z, ERRWERIMEIR 21.6% (B7/171 1), L 14.0%

(24171 f31)) . 155 5.3% (9171 f1)) . 6B 5.83% (9171 4l) Th-o7= 1719,

(FRAEERTRIEI <1 S &R
17.1.5 ENEIHE —EG5RETERELEEAER
PAHERIEEE 235 L LT, TanXeF UEET 7L (T an¥tF L LT 60mg)
XII7 TR % 14 HEHRG UTER, ETERHEEE Ch 5 BPIWEREIEE (FORwmA) A
a7 O 14 BB EIFR 1T-5 O LBV THY | FEMT (RADIETET /UL DT 128
WTC, T 2aXEF Y 60mg O T ERITHT HEEIE TR S o7, 7ok, BRKATC
%% LOCF (Last Observation Carried Forward) 2V 14 BRFOKIANE ZAf5E L7355
WM ClE, BERICHEZEDTRO Bz 20 2,
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# 17-5 BPIVEREIEE CFDRA) AT JOW—R T A b DR E

BPI&JE e CHY0RA) o
2B
a7y
AT T BeGAE . R— 2T A 7T AREEE Oxig
o 5 14 \
e fifs YIBOLE HHEE i
‘ a2 | osuizmxn | P
TEMHT IR | o 6.13+1.35 4.33+1.97
A | IR -1.58+0.23
G RET B (195) (147)
Iz X B iR . 6.05+1.29 3.88+1.84 -0.32
60 -1.90+0.23 0.0988
i mg B (191) (163) (-0.70, 0.06)
~ R 1341, 4.55+2.02
RIRARYT : 36 | 77 &Rk 6155135 Poe202 1) 9910.96
sy By b (195) (195)
. 6.05+1.29 4.13+1.94 -0.38
LOCF 60 -1. 2 0.0408*
( : me B (191) (191) 00026 1 (074,009

1) PERERE GEmETE)
1 2) ST THEAICEESS
BRAZRET /U L DIRT] B G, MR, B G & R RO S B EF 2 BE R, ~—2R

TA O BPIVEREIEE (CHIDORA) . KO SRMHEESHFOAEZIUSEL L,
(A3 BOT] B GREAEENR, =R T A 0O BPIJERHEIEE CEADRA) . KD DfpthEE
EtOFELZ IR LT,

p: HEMER, *:

A A AR

BEHD (p<0.05)

BIWERRBBERE L 64.4% (125/194 i) ThHo7-, E/2RIWERIMEIR 25.8% (50/194 i) . HEL» 21.6%
(42/194 ) . 15854 13.9% (27/194 ) . V8 6.7% (13/194 ) . BAKEOR 6.7% (13/194 f5)) ToH-7=

22)
o

(ISHREREEI < S &R
17.1.7 EREIHE —E5RAI TR LEEEAER
AT oA FHEHRIESE (NSAIDs) OB 72 @I REERE 2 xR e LT, T2u%
v TF AR eV (TanXxteTF L LT 60mg) L7 TR %E 14 #HEE G L7RER,
FEEHMIEE T 5 BPIVEREIERE (FYOfEA) A a7 O 14 HRFZEEITE 177 DL BY
THY., TandtF > 60mg HED T 7RI HEEM I VRS- 2,
#2177 BPIEREIEE CEEOJRAR) AT KON—2 T4 b O b

BPIY& B/ JLE
PRI A 2T IR
‘ Lt RBE & DR
BEEE | oo | e asmes | <251 7%¥FE§$ & DRI
1) 1) DI EE2) T i
DOELR sz | P
. 509 =1.04 | 3.16 =1.78
7R -1.96 + 0.11 — —
7ERE (226) (200)
\ 514 = 1.11 | 2.73 *= 1.69 -0.46
60 -2.43 + 0.11 .0026*
me (230) (209) (0.77,-0.10) | 0%

D PR GG
11 2) IBAEET /IS TS TR
BEGHE, BUIRES, BHEE EBIRE RO B E A EER, ~—A 71 O BPIYERE
JERE CESOfEA) #2858 E L,
p: HEMRE, *  AEELY (p<0.05)
EIWEFZEHAEE T 48.3% (113/234 ) T -7z, T/RBWERAIMEIR 18.8% (44/234 1)) . {HfK
10.3% (24/234 ) . H>8.5% (20/234 i) Tdr-7= 2,
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(ERSI4ERBERE | <1 S &)
17.1.9 ENEIME —EERITHHE SR
AERBALATTD 3 » AMTHIZ 14 AL EOWAZ AT DRI E x5 L L
T, TanfdvF U EHBEL 7L (FandtF L LT 6e0me) Xix77vR% 14 @«
B UTRER, FEEHIHEIE Cb 2 BPIWSMEIER CHYDIFA) A 27 O 14 R LRIk 17-
9DLEBYTHY, TauxtT > 60mg BEOT 7RI DI VRS - 29,
# 17-9 BPIREER. (PO A) AT RONR—RA T A )b OE b

BPI-J&ii BiE JLE
CEIDREID A 2T IR
BeHRE . _ . NR—=RATA 7L AREE & O%E
= AT A 14 A .
2 O5%(Zm=r) | P
.| 506 098 | 314 +1.70
7R -1.80 + 0.12 — —
7 (176) (161)
\ 503 = 0.96 | 2.44 *+ 154 -0.77
60 -2.57 + 0.12 <0.0001*
mg #f 177) (160) (-1.11, -0.43)

HD PR G
7 2) IBARTT M GRS EHEN A
BEGHE, BIIRES, BHEE EBIRER O B E A EER, ~—A T 1 O BPIYERE
JERE CESDfER) #2858 E L,
p: HEME, *  AEELY (p<0.05)
EIWEFIZSBIERE T 43.83% (77/178 ) Th o7, T7eBIWERIIEIR 13.5% (24/178 #1). 18
10.7% (19/178 f3) . {884 10.1% (18/178 f51l) . Hel> 9.6% (17/178 i) . =K 6.7% (12/178
Bl . BBEE 5.1% (9178 f5)) Toh -7 29,

2) MR
17. BERPRAE
17.1 B3R UZRSMEIZEET 5548
(58" - 5DIKEE)

17.1.2 ENFEIHE REARGHAER
50« 9 OREEDHEE A G L LT, TaudbF U ERED L (FaudbFo L
T 40mg X 60mg) ZHcK 52 G- LR, HAM-D17 3 RELEOZLEITR 172 ©
LBV TH Y  BHIFICHIZ 0 B SRR SN, £72. 7 = 2 & F 2 40mg /> 5 60mg
ORI X0 58 LTER B8 Sz 10,

7% 172 HAM-D17 G#FER L ON—R T A Vb D2 b

Bl B HAM-D17 A ataEa b
NR—=ZFA 215 20.9+5.1 -
6 JF 187 12.5+5.3 -8.3+5.2
12 JFF 182 10.1£5.2 -10.6+5.6
24 JFRF 172 8.445.3 -12.6+6.5
52 If 146 5.5+4.8 -15.6+6.1

CPEHE =1 RS
BIVEREBIAERE 1T 93.0% (2001215 %) Toh-o7-, E/REWERIZELD 32.1% (69/215 1) . R
29.3% (63/215 f3) . 176 22.3% (48/215 ), HAJfE 21.9% (47/215%1), THI15.8% (34/215
@) . R 13.5% (2921561) . U Z VT4 KN 13.0% (28/215 ) TdH-7= 19,
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CHEPRREAHEEE 24 S &)
17.1. 4 ERNEIHE KRG
BERIRM RIS E I L DR OBE R L LT, TandbvFUEEh 7L (FaaXx
tF L LT 40mg XiE60me) ik 51 MR G- L7-fER, fiSmaia % (BPD %W
FIEE CERORA) A7 OIEEITR 1T-4 D LB TH Y . EHIMICIHT- 0 SEREsh A
j:# g - 19- 20)o

F17-4 BPIVEREIEE CFHDRA) AT JOWR—R T A b DR &

Rl B | BPIREIEE CEYORA) Aa7T I
R—=RTA 258 3.9+1.9
8 A 245 2.6+£1.7 -1.3+1.4
16 s 230 2.4+1.8 -1.5+1.5
28 S 214 2.1+1.7 -1.8+1.7
50/51 FEKFT 191 1.8+1.4 -2.2+1.6
1) 60mg BEIE 508, 40mg #fi 51 ¥
CEEE AT R )

BIVERIZSBIBEEE 1L 67.1% (173/258 #1) T -7z, F72RIWEAIHEIR 11.2% (29/258 #i) . HbAlc
1 9.83% (24/258 14) . {HFih 8.1% (21/258 f4ll) . HEi»6.6% (17/258 f5)) Tiro7- 20,

(RRHERRIBREI 1 5 7R9%)
17.1.6 ENFEIHE REAKRGHAER
MHERIEEE 2465 LC, TanXeF U EMED 7L (FanftF L LT 60mg)
% 50 WMHE G Li=fER, BPIVSREIEE (CFEAORA) A7 OBLEIFFR 1T6 DL T
B, MR 0 8 HERr Sz 29 29,
176 BPIVEREIEE (FEIORA) AT KOS —AT A L inhOE e

Bl Bk | BPIREIEE CEYORA) Aa7r b
NR—2FA 148 4.54+1.99
8 JHHF 148 3.50+2.01 -1.04+1.56
16 JFF 146 3.45+2.17 -1.09+1.77
28 JHF 134 3.32+2.10 -1.19+1.59
50 IR 115 3.27+2.34 -1.31+1.70
CEEE AT R

BWEFRBIEETY 63.8% (95/149 #5) T o7z, F/RWERIHEIR 21.5% (32/149 i) . {5FL
16.1% (24/149 7)) . Holr 11.4% (17/149 1)) . IREHIIN 7.4% (11/149 B)) . ¥ 6.7% (10/149
) . HRENEK 5.4% (8/149 ) Tdh-7- 2,
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CIERERERRIEI <13 S &E)
17.1.8 ENEIHE RS
BMERIERE AR E LT, TandbF UEBRED 7L (FauXtF L LT 60me)
Z oK 50 BB G- LToRER, BPIVERESERE CEAOJRA) A7 OEb&EITER 1T-8 DL

DTHY, REIMIZOT Y SERRDHER Sz 20 29,
K 1T-8 BPLEREIELE (FDRA) AT RON—A T A b D bk

ERRlEE:!] (E1IE5e BPIY&f EEE CPA O A A 2T i
N—RTA 150 3.89 = 1.55 —

8 JHIRF 142 2.35 £ 1.72 -1.56 + 1.58

16 MF 140 217 £ 1.71 -1.76 £ 1.78

28 JHIRF 137 1.95 = 1.54 -2.01 + 1.76

50 JFRE 121 1.59 = 1.50 -2.26 + 1.63

CEEAI AR E R )
BIWERREHEE X 50.3% (76/151 #) T -7z, FREWERIHEIR 18.5% (28/151 1), Hal»
10.6% (16/151 #51)) . 18fi4 8.6% (13/151 %), HiE6.0% (9/151 %) TH-7= 2,

(ERSHBEEREI 21 S @)
17.1.10 ENFEIHE RIHRE5HER
RERBALARTD 3 » HREITTHIZ 14 AU EORAEH T D RPEMEAIEREIE RS xR & L
T, TanXvF U EED 7L (FaadtF o L LT6e0mg) Zick 50 HER G L7
R, BPIEREIEE (FHOAR) Aa7 OZEEIFER 1710 DL B0 THhY . bz
V) SRR SHERF S AUz 808 8D,
7% 17-10 BPIREIEE CEAIORA) AT HOSR—RA T A b O bR

ERalilEE] (G4 BPI-Zi EEE CEEI DT A 27 X4
R—=2TA 93 3.04 = 1.76 —
8 JHIRF 91 1.80 + 1.33 -1.25 £ 1.35
16 FRF 88 1.59 + 1.34 -1.44 £ 1.38
28 87 143 + 1.24 -1.63 £ 1.42
50 JF 81 1.52 + 1.54 -1.53 + 141
CEEE AR R 2D

EIWERIFBIERE Y 51.6% (48/93 f51]) To -7, E/2EWERIER 17.2% (16/93 #1) | EHHR 12.9%
(12/93 %) . H¥811.8% (11/93 #1]) T -7z 30,

(B) BE - FEREN R
MR L

© L
1) SR (R, SRR, MR | ST —
N AR, BT HRABROIE
LB L

9) FRGRAME & L CHRRETE DA NG LI - oo
AR L

(M Zofh
LR L
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VI. FEhEEIR (I HIER

1. RPN CEREH HEEYIXITIL &R
SNRI (S F 7T 6. R T 7 7 %3 M)
HEE  BEOHHEEWODORIEE « R IO CEESRT 52 L,

2. EFEER

o))

©)

)

TEHIEMAL - YEFIRE

18.1 {EF#~
7 v MK FEHH D WA OEr =2 ROWUR MO /L7 RLT U ORY iAA %4
WZPHE L= (nvitro, exvivo® KN invive®) . T v MREAEREICRT DA o k
= ROV VT KU AR ZINTEINS 723 (n vivo)
KA B E S RN DA ATHENG M 9 ROV /) 77 2 U WRIEEEA 93, &
2 h=2 KOV VT R U CED IABBRETGME: 212 te~557 > 7= (in vitro)

18.2 ZFIB{VER
7 v NEHIKAGRER I\ T BN TEN R A S %0,
7 v NOTFEVEE ) R A UGE LT %9,
7 v MEEEMFET L (EMRERERE T VL O Lo/L6 FHirriiaes /1) 30
RFEDMDEIRET IV (T v MR~ U ARET )V, ~UARRT A V0 738k, 7 v b
NT 7 =R ONT » NI A R v T e =T TL) BBV TERLE

HERLTZ,

SR BT 2 B
RS L

PSS - Frpns
MR L
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VI. ZEMEIREIREd HIEE

1. IAREOHRS

(D 180 A e

RREEER L

(2) BB CHER S L7 i

1) Hiak s

16.1.1 fEEERLA

(1) EEligE

TR A S (8 ) 127 = 2T 10mg, 20mg, 40mg % £ HER A5G- L7 & 2 oifl
HEREE K OSENE N T A — 2 2% 16-1 » K 16-1 1T,

Cmax KON AUC IZHEOHEIIZHE MER L7z, Tmax KO T B) 13 10~40mg O i
TIEHEF—ETHHT2 Y,

60 r
—Co—  [0mg
—&— Zlimg
—O—  40mg
T L6 + B (R 2
$ F o0 F = F - HiAk
il EL TR
HE
(ng/mL) 20 ¢

1] Chr)

X 16-1 A4 HEHR O GREo A h
#16-1 FWEhRe T A —% (B, BZHERE DS

&5 s Cunax Tmax AUCo4s Twe(B)
(mg) (ng/mL) (hr) (ng * hr/mL) (hr)
10 12.08+10.09 7.8£2.3 155.51+94.64 12.754+5.88 P
20 8 18.31+10.89 7.5£1.4 259.33+141.84 15.34+5.87
40 38.65+19.46 6.9+:2.0 551.75+239.64 10.56+2.86
%) 64

Cmax, AUCo4ss : 7= F UGG - U TFR
CPAIME = R 22
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2) AE#S-

16.1. 1 @A

Q) REHRES

TR AT (6 B 127 213t F 2 20mg?. 40mg?. 60mg?% 1 H 1[0]7 HiE., BH%X
R OBE Uiz & & OISR L OSREhE T XA —H2 %23 16-2 |7,

MAEPIEEHERS IAER 5 L 0 ER- L 7 B BICERIT S Cmax, AUC [3AEH G- & H Ty

KLUEN, %57 HBIOXEFIRREIZEL TV,
#16-2 FWEhRe T A —»  (BEFERR ., BERIER NS

BehaE | Crmax Tnax AUCo24 Twe(B)
(mg) | #% (ng/mL) (hr) (ng * hr/mL) (hr)
20 . 1HH 13.57+4.40 6.2+1.0 139.56+27.40 12.304+3.11
7THH 16.24+4.95 6.0+£0.0 205.32+45.34 12.09+2.58
40 6 1HH 22.17+12.67 6.7+2.9 254.15+151.73 | 13.78+6.82
7THH 31.50+16.81 5.8+1.2 426.76+263.55 | 17.26+£2.25
60 6 1HH 46.2+25.7 5.8+1.2 519.1+267.4 13.46+5.03
7THH 68.1£20.8 5.7+0.5 895.8+344.3 13.18+2.26
Cmax, AUCoxu : 7 = ¥t F i & L CER
CEE/E AR )

<M R >
T anXtI U h 7N 30mg [KMP) ©

16. 1. 2 =WrErEEHERER

(FaOxtFohTt)L 30mg TKMPJ)

FanxtF A7l 30mg [KMP) LYo L7 LH 5 7)1 30mg Z R A BT
TN TNV (T anFkteTF L LT 30me) ZEERE R %R O S (7 n A4 —/3—
%) L, EHT 2w v F AREARE LT, 50073 @ERe 7 A —% (AUC, Cmax)
(22T Q0% IEHE R A TRERHI-AT 21T - 7o, log (0.80) ~log (1.25) DEIFHNTH Y |
WD ER A R ST 9,

3 163 %55 1 7R SR OFYENRE ST A —F

Cmax Tmax T1/2 AUCO-48hr
(ng/mL) (hr) (hr) (ng * hr/mL)
zg FandtF T
E_% 30mg [KMP) 22.9+11.0 | 5.240.7 11.0+1.6 | 335.6+188.7
i
Noav% v
TA o NERTE) 24.7+£15.6 | 5.0+:0.8 10.8+1.3 342.2+218.7
n=23 30mg
FauaXkF Tl
?ﬁ 7= ?‘r FA 19.7+£8.1 7.6£2.0 10.8£2.2 268.9+151.9
i 30mg KMP]
5. . ,
NaYI% )%
PAINE T 187483 | 80426 | 108122 | 251.2¢1135
n=29 | 30mg
(Mean+S.D.)
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oF o (ZEREET)
J!]ml :T —e— F o OFtF 2 h 7L 30meKMP)
M i e e A UL S H T L 30me
— 30 i1
N ... L+ Mean+5. . (n=23)
‘!J_;F o
o 20F
_T_
i
e 10F
(ng/mL)
SANEEE RN L
0 12345678910 12 24 48
F¥ 5. M (hr)
40 F (Ri#%)
ijﬁﬂ% —s— Fa0FtF o H I 30ngTKMP )
gl --o == B LY H T L 30mg
"1‘ Mean+S. D. (n=29)
g
_L, 2[} ™
a'_
~
® 10t
(ng/mL)
Gl ]] 1 2]
0 123456789011 15 24 36 48
5 OFER] Chr)
16-2 Fanu¥xtF L LT 30mg #5 ffErhjss

MAEFPEREE I ONZ AUC, Cmax Z80D/RF A —& 1%, PERE OFR, AIROERERES « FRES
DFREREAENT L > TR D REMEN B D,

G
MR L

@) f&F - S
VILZzabe (R EovEES) (SR 2HA  THAEMEH) 228

16. 2 IRUR

16.2.1 BEDEE
R ABM (TH) 127 2aXt'F 0 20mg 2258 H DUV NIREZIZH R OK G L, &
HORBE R LTz & & OFMWEIRE T A — % M OWGEHEITRE R4 R 16-4 IO~ T, Bi%#K
5.0 Cmax (ZZERACLEREVMEEZ R L, AEENPEDOLNZHDOO, Tmax, AUC, Tie
B). Ae (RHHEINE) |1 THERE(LE RS 72729,
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164 FWEEE ST A -4 (R, BFEOFE)

b il Crmax Tmax AUCo4s Ty 8) Aeoss
(mg) | (g/ml) (hr) (ng * hr/mL) (hr) (ug)
20 ZEfE . 8.53+4.12 5.7£0.8 | 116.33+58.16 | 9.01+1.42 | 11.36+7.04
B 10.97+6.17 6.0+£0.0 133.82+66.72 | 9.27+0.79 11.93+6.06
p fi& 0.0422* 0.2856 0.1427 0.7171 0.9499
Cmax. AUCos : 7 = 1%t itk b | C35n
Aeoss RFPHEINER) : 72 m T eI - L TRoR
p: AEMER, *AEEDY (p<0.05)
CEEE AR R )

16.2.2 BEOFERMREHHEIDFE
TR A& 12 61) Z%RIC, T ot F L 40mg ZlZeiErE, §iRtk, HOVIIK
BRI (2910 |[ZEN IR OB U, BB OB RO A Gt LTz & &
DIRWBIRE R T A — 2 L OSFFHTRE R 23 165 1T,
Cmax, AUC [T #%&YG L fiZg8H G & O TH BT DT, IRk
HO Tmax [ TFAZMERHR GIZIAER U, AEZENGD bV, SREEGIZT 5 il
HYREE DV EEL (L 2) 13RI AR E <, AEZED RO bl
FOEERE (Z518) 50 Cmax, AUC |FFAZEIERER G2~ YE< |, Tmax (FEE L, £
TNABZENGRO L= POMNE N L DT —H),

% 16-5 FWIIRE T A —F (RFEOFE, RGHRROPE)

SEAERE Cioa 2! G\ AUCp. 2 1z Ty EY
IRT A—H (ng/mL) (hr) (ng * hr/mL) (hr?) (hr)
LEIR 275 6.0 464.3 0.058 11.9
Hfze (30) (4.0-10.0) (32) (23 (8.2-17.5)
JEIRE e 25.9 6.0 456.7 0.061 11.3
(36) (1.0-10.0) (41) 1) (8.0-14.9)
B 24.1 10.0 402.3 0.070 9.8
s (47 (6.0-16.1) (41) (25) (5.9-14.1)
PLIRF 19.6 10.0 381.7 0.064 10.8
(ZE19) 35) (4.0-16.0) (40) 17) (8.1-16.3)
HfZEpEEY
vs.FIE% 0.405 <0.001* 0.060 0.004*
p fE
HfZEpEEY
Vs BLIERE <0.001* <0.001* 0.005* 0.368
p fiE
WD) FZEERE 1 RH, 2EEOT—X S
2 FanXdbF il UCER
1 38) HUE (M- F K AHE)
1 4) FERTY G IME-FRKAE)

p: AEMER, * AEEHY (p<0.05)
CEAE (EERED . 12 61)
16. 7 ZEYWEEEF
16.7.1 AFIH 21T 55
1) 7rRxHI

fERER A BME 14 B1) 12, T 22 % T (60mg Bk O#sE) & 7R3 > (100mg/
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AR D% 5) 0BG L, T an Xt T o OYEhiie2 M Lz, 7R3 o0
PEHICE Y, T2t F oD Cmax, AUC IZZFNFH 241 1%, 5.60 fFHZHEA, Tue T
STFTIER., MIEY U T Z v RX TT% DD DA B, WT b A EESRD LW (4t
EANCEDT—%), [10.2 58]

2 RextFr
fERERR AN (1241 (2, T 2% F 40mgl B 1 HERAEE) LonxteF

(20mgl H 1 [AISERD#&E) 2RSS L. T auxbT roRyEhiez2 MG L=, /X

Xt FUOHICEY ., TandtF o Cmax, AUC ITZFNZF 1.60 £, 1.59 f£lC
B, Taield 1.26 fEITIER:, 18527 V75 0 AL 3T% DDA HIL, Wb A EZEN
oL GHNEANZELDT—%), [10.2 2]

@)77%%Vyxﬁﬁﬁ
fERERR AR 14 1) 12, T2 uFbF L (40mg 2GR O ) L7 7E2F T
40mg (ﬁﬁ/ﬁﬁﬁﬂ#@lﬁlﬁmﬁﬁ) TEMEERIE (GEMEER & L C 50g HIZeigEH a1 N # 5
BENEIWWEHAERG L, T aaXeF o OFYEREZTHE LTz, 7 =2t TF ORI K
T 7 7 BT VOB NS o T, IEHROFHICZEY, TarF$tETF O Cmax,
AUC 1 ZFNZHN 68% M1 65%IAE F L. Tie i 0.91 fF24EE L. WINbAEZEIGED
LW GMNEANIC LT —4),

16.7.2 HhFlRIFS B2
TEAT 4
FERERLABME (10 #)) 12, F=amxtF L (60mgl A 2 [E7P° iERkngs) 547400 v
(774U &LT250mg @ 30 AN s) #0fHkE L, 7470V 0
SWENREZ S L=, 747 ¢ U VBRI A BB A S o 72 10 GNELAIC L D
T—H),

16.7.3 ¥EIZRIFTEE
7B/
TR (CBME8 M, M8 f) 10, FamFtFr (60mgl H 2 [\P ERA#ks) &u
7‘TZ/\.A (2mgl H 2 [FIERRO# ) Z0MHEG- L, AHAIC I RE AR U=, S
BRI EERIIA LN o721 GHNEANIZ XL DT —4),

) AFOAGRSARAT 1 B 1 REIRRISHE ARG, 1 HEAMEIT 60mg TH 5,

2. FABEERIY S A—5
(V) ik
MR L

@ WL
HRLEERI R L

(3) VHISHEEEEL
kel : 0.064 + 0.010hr (fEERER A B, 28RS 0 $E 5
kel : 0.067+0.012hr (fdEERL A B, BAZHIRHE O£ 5)

@ 27IV7rIoA
HRLEEE L
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®)

©)

IIARAFE
BRI L

Z D,
BRI L

3. BE&ER ((REaL—3Y) fi#th

)

©)

4. IR

5. 7

6)

©)

)

(@)

()

R
MEER L

INT A — B IS
ERR L

MBI L

i — T
MR L

i — BB
A

AT ~OBATHE

16.3 %

16.3.1 ZLi+#81T

RIS 661 (OhE12%)) 12, T2t F L 40mg % 1 H 2 [AIDERIER &5
L. &5 4 A BPEGZOMEER L OF FPIREZHE LR, Ft 0BT 5
. HrtthiEEo AUC 1D AUC O 14 Th-o7-, JEOT 2uxtF 1 H
BIEZHEE LA, BLE Tug THY . fFHEAO#ES-& (80mg) D#J 10000 430> 1 Th-
7= GMNENIC L D7 —4), [9.6 28]

BRI~ T
PRERR L
Z D OFEREA~DRA T

16.3.2 BRIR~DFIT (B%5)

(1) BR'R#IT
HREFE 12 HE DT v b (n=3~4) [ZUCHEERT = uX T VERE (T2t &
LT 45mgkg) Z#EO#&E LIz & OBSRREDRITBATRII 52D 0.02%LL FCTh-o
Ve 8)0

(2) RRREZEMEEA~DIEAT
HRFEI1IS HHDZ v b (n=1) I[ZUCHERT = u e F U HWIE (T audtFr L
T 45mglkg) ZfRAEE Uiz & &, BRI~ OBENEEOBA THRRD B2, 5
% 24 W CIIRRHRALL T £ IR R L72 9,
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6 MmigEARHER

16.3.3 EOHEAR
TR 235 & LI BRI R OE R38R0 5 ex vivo OIIEE AR GHREHE
Lm*% 97~99% T -7z, FEAFRITMIETT = v T U REIRGET, E#RS-
R AUITERD B h o T2 V9,

6. X
(D AREHFAL S O R
ARMER L L

2 REHcBE9 2858 (CYPS) O, 5%

16. 4 X35

b MFI 7 v Y —2% Wik GEELCYP TOMRGE & RrRAOPHEANC K AFHE) ofER L0,
t MFIZ7aY—ATIEEIZ 4 (LD 5 fLOKBESEZ D, ZOKINIIE CYP1A2 KT
CYP2D6 73B5- L CW\5 E& 2 bivd 9 (n vitroil)

FauxtFrOFEREMIL. 4-8 Faxy TaaxkvFr FLratr A KT Micse Ra
XV 6A Ry TaaxtFy L7 2— K 56V KXy FankdkIr s a)
AR, 6B RaXxy 55X Sy TandbTy 7ot A RBROLIL, WInbT 21
XeTF U bE Ttk BaEZ IR Cch o727 GMNENZLDT—4),

) HlEhEEh RO N DEIE
BRI L

(@) RBIOTEIEDF IR OTERELL, T
LRI L

7. Bt

16.5 $Eitt
FP R OVRPICT 2 0 2 F 3T E A EFEET, 5RO 72.0% G & U CURPICHERS

A, 185% I FEPICH SN ? GHE AL DT —4),

8. ;S URKR—E—(ET B1ER
BRI L

9. BHEIZL HREE
SRR L

10. FEDERZRI HEE

16.6 HEDEREZHT OEBE

16.6.1 BiEEEE
mEOREERE Q261 COVE10 61 ZefE2 fl) LRl 2461 (510 B, 2tk 2 41) -
VT F=2 7 VT T AMED TomL/min L] L O TF 2 1 &5 60mg 2R AR 1
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PG RFOSYEIRE A PUiE LT & & | SEOBREERE TR TR & T T TR
IO LD - T208, Cmax LOVAUC (ZWTH B 2 TR L, ZNENEREN RO D
= GHENC L DT —%), (24, 921 %]

16.6.2 FHEEEE
HEEREOIHEE A AT 5EE (Child-Pugh BIZ75%H) (661 (A5 6, ZetE16i)) LEEERRA

(615 (BYES B, otk 161)] & DOITT 21t F L 20mg ZEfErHRHR O3 RO ZRYEkE

TG LT b & PEEEOIFEA 2 AT A BEFICB W TIIERR A & T Cmax ICITAEE
I8 DAL 7oy, AUC 13T 5 TR L, T 389 3 fHZIER L, TN ENA BRSO
b= ? OMNENICE BT —4), [85, 932, 11.1.5 &H]

16.6.3 SilinE
R B SRR EYE (35 6 ) L O TT 2 ndtF 2 10mg BRI OO
SpEhEA g L7z & & @l W CIIdEE B IC A THE R AR bV > 72 D
®, Cmax 139 1.3 5, AUC 1T 1.6 fHZZNEIUER L, T 13 1.6 AR T DA 2R L
7210, [9.8 &)

11. 20t
MR L
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VI &2t (BERLOIESF) (B S5EH

1. BERABEZOER
BRIE TR

2. ERARLTDEH
*k

2. B2 (ROBFIZIFZEELAENI L)

2.1 ARENOE T3t UiSHUE OB D & 5 B

2.2 &7 2 UTRUEERE (MAO) PHEH (B LXV UHEREHE, VX0 U AURtE, 7 47 RAY
JUEHD) 23553 DTG IER 2 BFLINOESE [10.1 28]

2.3 EEOIHEREEED H L BE [9.3.1 2]

2.4 BEOBMIEREOHLHBEE [9.2.1. 16.6.1 &)

2.5 2 b e—LREOMZERMAFNEORSE UERIELT 52 20385, ]

3. MEEXIIHNRICBHET L:FE L TDEH
5. MMEEXIIZNRICEET HFE
(GhREH@)
5.1 HLHOOAIDEEIZL Y| 24 LA T OEE T, AREIE, ARAEXD Y A7 BT % & OwED
HDHI0, AFNOEEIZHT=>TUE, VAZE_RXT7 4y NeBETHZ L, [81, 82, 83,
8.4, 9.1.5, 9.1.6, 15.1.1 &M#]
(5DfF - 5 DIKEE
5.2 AH% 18 AW DOK H DI B 57 DB IS A EEIRTT 5 2 &, [9.7 2]
(EROEEILE)
5.3 FEIRICK L CARIZ R G328518, BREIE, ARAEX, BUE., BEEMEORBMEROREELY A
7 HREB L, AHNOWEORGAEREICEWT 5 2 &,
(CRRAETRIRIE I <1 S &IR)
5.4 FRHEFWRIEDOZMNE, KEY v~ FEa0548 (W) BEEOEF72 B RS S EEICHE
L. HEE2W SN GAICOREET B L,
CIETEIERIEI 1 5 &R)
5.5 BT OZWIEENEE 28| ISMIERIE & W SN RBEIZOH, ARIDORGEEETH L,
(ERSHREETEI 24 S &)
5.6 3 » HUEEREA L, SO WiiEA 28 | T TEBIRE & 2 ST R DI, AR DO#
HAaZETH L,

4. RERUREICEEY DI L TNDHEH
1. RERUVAEICEET 58
(320 - 5 DIREE, MEFRIRIEFIEESI S S &R
AFNOEEGBITLERINRE 725 K5 BE T LITHEEIBERE LA iiid o 2 L,

32



5. BERGEARRIE L EDER

8. BEELEXRWIE

(GhREH@)

8.1 HERZRTHHEFIMERENRH Y, AREKOBENNHLHDT, ZDX 9 72 EE T H 55
RN N e G- 8 A 8 B3 BRI IBE ORI N OINREOZ b 2 FERS BT 5 2 b, 72d,
9 OfF + 9 DARBELIGN CARIDIE S & 72 DFHBITHE W TH BB OB ENNH D . SHITH O -
IOREEFEI LA L HHDT, ZOX I RBFICHIERFECBE LN OHREGT 52 L, [6.1,
8.2, 83, 84, 9.1.5, 9.1.6, 15.1.1 &#]

8.2 RZz, fEfh BlfE = 7 RAE, RHR, SEME, FOE. BORM, e, 70U )
AFE, B, BUREEN D H NS 2 ENE SN TWD, £, KEERITIA LTIV, Zh
SOREIR « 178N K LT EBINZ BT, FEERERORHEROBE U AR SE, B, hE
ITAPHREINTND, BEOIREN OYREOZB L2 TEIRS BT L L iz, 2D OERD
HEENBIER SN AL, IEEZ I EY T, Re &L, HPIET 572 SO E 2175 2
&, [5.1, 81, 83, 84, 9.1.5, 9.1.6, 9.1.7, 9.1.8, 15.1.1 &#]

8.3 HRBAMTOEERMAZ T2, BREMIGD D EBEITNST 5512, 1 B0
Aaio Rz Eoab L, [5.1, 81, 82, 84, 9.1.5, 9.1.6, 15.1.1 B#]

8.4 FIHEICHRSESCHRARX], B, BORVE, SISO TEN O 2 b OSSR B O FSHER D
LR H NS U AT S OWTHaiiHZITO, [ERf & BREIGEE AT A9 K OIS d 2
Z &, [61, 81, 82, 83, 9.1.5, 9.1.6, 9.1.7, 9.1.8, 15.1.1 &:H]

8.5 IHREREENH LoD Z LB HDT, EEITHERERA (AST. ALT. y-GTP kUNE Y Ley
) 7o L b, BEOEREHICEIETHZ L, (932, 11.1.5, 16.6.2 &]

8.6 LMPELEIN, MTE R SifiEs V—ERHHhis 2 ENHDHOT, WE. M - RS2 HIE
L. #BSICoET 52 L, [9.1.2, 11.1.8 3]

8.7 IR, DEVWENRI DI ENHHDOT, BENHOIEHRZ IR A ) A B DRI
BSHLZE, o, BEIC, INHOMERE AR LA BEIEOTEHRE GRS B O
TRZEE LWL D, FEET D2 L,

8.8 BeHHIE (RHIZMADOHIL) 2k, A&, El BE FEED F, R (BER Y 3 v 7
WaGte), B, EODLKORREND B b Z ENRE SN TS, 2RI 2855120,
JESROHIEZSRE T, B ORELZBIEL L DiRA ITET 5 2 &,

(HEPRIRMEHEEE T S &R

8.9 AANT L DIHFITFIRBE ClI7e S IHERETH S Z D, BERIFOIERE I TTY 2 &,

8. 10AFIDOEHIT L 0 MbEE 5 - HbAle FRA, FERFEIEINT 52 03B 50T, MFEEOHRE
ZEEICHIEST D & & HiT, MBI U CHRIEIERERO ARG 2175 2 &y

CISMERBRAEIC > &R, ERMREEEI S5 &R

8. 1 AANZ L DR IR CliZe < sHERETH D 2 Eb, EROFKNHIUTZ DOIERZ I
TITV, SHWPRELISNOBE L EETH 2L, Fio, BEDIREZ HIBIE L, ARIEERE &
HLZpWnWZ b,
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6. HENERERY PBEICHTHER
(D) AOHE - BEEESEOH 5 B4
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9.1.3 HFAEXIIRAETTED HHEE
JERDNE(LT D Z L 3b D,
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9.1.9 TAMAFDEEHEEXINoDEHEEDHLEE
Ptk i BN /Y o Vo
9.1.10 HBmHEEOEFEEX ITHMHEREDH S EE
HIMER AR5 Z L 235, [10.2 BHE]

(2) FHikaeiEEESs

9.2 BHREIEERE
9.2 1 GEDOEHEEEDHDHEE

L2 &, AFIOMAEEN RS2 L0355, (2.4, 16.6.1 &[]
9.2.2 BEMILHEEDBEHAEENDHLEE

AHNOMAVEEN L2 Z Lvd D,

() JTkRErEE S

9.3 FTiREIE=ERE

9.3.1 SEDIHEEEDHLIESE
B U2 &, FHSREREESEY LT 2 2 0305, F7o, IR U, AFI D1
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9.3.2 BEMSHEEOITHEEEDHLEE
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(4) HFEREE I 5%
FXIE SHUTURU

(5) Hlhm
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RRHRDEFATIR B W THMEDHER CE e o 7o L OHENRH D, [5.2 B
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Fo, mwEEIZBONTE, LTFOAICEETHZ &,
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7. ¥EEH
10. f8E{ER
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CYP2D6 Z 5 AN IHES 5,

(1) PFfE= & 2R
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Y7 47 RAVIAEE | BMAOHEANCY) Y Bz 5 & =135
oy AHRElOMMREE B Z &,
(=277 47)
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QTIER: . DEMEAREER (Torsades de
pointesZ & Te) FEO.LIIE REIEH
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[9.1.45H]
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[16.7.1% ]

AR OMAPREN EHAT 22 L1 H
DT, KFIOMBEZHET 570 L
EELTRETLZ L,

ZNH0EHF|D CYP1A2 PR
FC X0 AFIO M) L5
THZEDRDD, KHlL TR F
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\
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8. BUERSTARERER B RUKGE
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=. FEMEENSEFAR. RTFaERAR

JEE BLERGEAGREEA B HRE HAMFAEGEAEA B IFERAAAEA B
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RN OFIEREOBI 202146 H 16 H
BN E A7 2hRE X3S
O FROERBITHE Y R

TSP RIE
DTN EBEERE

BN HER O &E
CIEPEBERIEI 1 © Bm . ZSTMERSRIE 21 S )
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12. REHAREIHIRRIZBE 9 5 1EER
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. EASErESMIEE | ERESES = — R e L7 NERAE
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1.

2.

I. JCER

5| FAXCHR

(1) A& : et O, PTP e, ®add) (FardeFr 781 20mg KMP) )
() HNERE: ErEER (Il PTP e, Mt (FandeFr 7%/ 30mg KMP) )
(3 HNEE: AR FandtF b 7R 20mg [KMP) )

(4) FENEE: WA (T an$kT o 7L 30mg [KMP) )

(5) FENEE}  AEWFHREMERS (T 2% H 7L 30mg TKMP) )

(6) HNEkl : ZZEEsR (Wi 7'L) (FardbFr 7L 20mg [KMP) )

(7 &R ZEMESR Wih 7' n) (FauaxtFo b 74/L30mg [KMP) )

(8) tNEE : SREE (T auXtF o h 7L 20mg KMP) )

9 HNEE : BSREE (T auXtF o h 7L 30mg KMP) )

Z DD E R
I SCE RO

1)
2)
3)
4)
5)
6)
7)

8)
9)

10)
11)

12)
13)
14)

15)
16)
17)
18)

19)
20)

21)
22)

EAERALL A, BRARSEEKEL 2009 ; 12 : 1411-1426

iAo - ERPRRSAREEL, 2009 ; 12 : 1439-1454

R - ERPRRSAREEL, 2009 ; 12 @ 1455-1481

REANETR « FRPRFSARSKEE, 2009 ; 12 : 1483-1497

FEPNERE AR ER (B~ /L 30mg)

EAGIILE A - BRI SERL, 2009 ; 12 : 1427-1437

FRERICIIT 2 3EhRE (A » /L Z 720 0 2010 45 1 H 20 HAGH, HEEEEHTEE 2.7.1.2,2.7.2.2,
2.7.2.3)

F v MBI DR - BB (DA oL E 720 02010 45 1 H 20 HAGHE, HEEEEHYEE
2.6.4.4)

T 2 u X F OB LI E3 % CYP 0 FREDRE (A 73L& 1720 0 201041 A 20
H7RGE, HREEEMEE 2.6.4.7)

KRB EHM, « BEARS TR, 2009 ; 12 : 1499-1515

BEIRIZ I3 2 5k A HAEHERER (A o /L2 721 : 2010 4E 1 H 20 HRGE. HEEEEHIEE 2.7.2.2,
2.7.6.3)

FENERE : Ayl EERER (721 20mg)

BB DA« FEPRRSHIEREE, 2009 ; 12 : 1613-1634

T EREO e X T o ax R E Uz “HEERIA THREHEGERO (A g 70 2010
F1A20HAR, HEEEEHNE2.7.6.5)

TR R OVNe T o ax R E U EERIHATRERHEEERO) (1 o v E 72 02010
HF1H20 HAGH, AL E)

Rl A, - ERPRRSEREERE, 2009 ; 12 @ 1579-1593

Yasuda, H. et al. : J. Diabetes Investig., 2011 ; 2 : 132-139

BEPRIPEARRIRIN A 265 & U T- Stk dhlm] — E S MBistE (1 g 78l 2012
2 H 22 HARGE, WREEEME2.7.6.1)

Yasuda, H. et al. : J. Diabetes Investig., 2016 ; 7 : 100-108

PEPRI AR AL O R A x5 & LT EWNSIUTERG 53R (VA1 L s 7L« 2012 47
2 A 22 HAGE, HREEEMIE 2.7.6.2)

Murakami, M. et al. : Arthritis Res. Ther., 2015 ; 17 : 224-236

FRHETIRIE 2 %5 & LT [ENEEIFE 7 ARt iER (U1 o L2 7L 0 2015 4 5 H 26 HK
. HRHEEMIEL 2.7.6.1)
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23)
24)

25)
26)

27)
28)
29)
30)
31)
32)
33)
34)
35)

36)
37)

38)

Murakami, M. et al. : Mod. Rheumatol., 2017 ; 27 (4) : 688-695

HRHETRIE 2 xR & UT-ENE ke 53k (A > a2 780 2015 4F 5 H 26 HAGR, H

FHEEMIEL 2.7.6.1)

Konno, S. et al. : Spine, 2016 ; 41 : 1709-1717

TP RIE 2 & L= [ENEIE Y7 ARt iitalEe (o1 2oL 720 0 2016 43 H 18 HK

. HEHEEMNEL 2.7.6.1)

TSP RE 2505 & U T-EN S ARk R 55D (Vo1 v L& 780 0 2016 -3 H 18 H
T, HRHEEMIEE 2.7.6.5)

TP 2o & U7 BN ARG RIS 5388 (A oL 720 2016 43 H 18 H
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EEFMERRRE 2565 & UT-EWNSE IR 53800 (T A > v 720 2016 4F 12 A 19
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72622, 2.62.6)

RPN TR R S AR 9 D R R (A1 L2 172 L £ 2010 45 1 H 20 HAGE,

HFEEEMEEE 2.6.2.2)
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