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Hffl UL 725

&5‘% Cmax Tmax AUCO—DO T2 CL/F Vd/F Ae
(mg) (pg/mL) (h) (ug-h/mL) (h) (L/h) (L) (%)
50 2.03 0.67 10.7 598 472 40.6 839
(0.40) (0.26) (1.1) (0.65) (0.44) (4.9) (5.4)
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(1H2Mm) (0.72) (0.74) (1.1) (0.4) (1.9) (3.6) (0.69) (0.47)
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RSP HER I N,
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AUCo-24 Cmax Tmax Ti2
(pg-h/mL)| (pg/mL) (h) (h)
ZL 4N »OD#E 4.8344 0.9511 0.56 5.89
25mg [737 7] (0.5945) (0.2163) | (0.15) (0.70)
47192 0.8820 0.67 593
Y UHODERSMmE | (h5869) | (0.1874) | (030) | (0.77)
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(pug-h/mL)| (pug/mL) (h) (h)
ZL 4N »OD#E 49783 0.8833 1.27 5.99
25mg [r37 7] (0.7488) (0.2619) (0.80) (0.66)
47633 0.9073 1.13 597

Y UHODERSmE | (he650) | (0.1862) | (0.80) | (0.61)
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(FUAHINU~ODEE150mg [T 71)

ZL AN > OD§E150mg [ 37 7] &1 1) 70D
150mg#. 70 A+ —N—Elc kD 2hehlsE (7L
NV > ELTI50mg) BERARFICEERDZEORS
K THRAKR UK LTIRA) L ClSERRE(LFRE %
BEL. BoN-EYBRERT XA —% (AUC. Cmax) I
DNTIORFEXEIEIC THREHEIT 2T > 2R, log
(0.80) ~log (1.25) O&EEANTH D . FMAIOEMZN

CYP2A6. CYP2C9. CYP2C19, CYP2D6. CYP2E1 %
UCYP3A4IZHI 2 BRE IR 57z p 5 72%1112),

16.5 HEitt
HANERRAIC, 7L /3 »50, 100, 200, 250% 0
300mg (HxS5ROMI) ZMHARICHERROHRS LI
CL/Fi34.64~5.15L/hTH > 7. ZOBORFHMR I
83.9~97.7% T 75,

16.6 HEDHRZHI HEE

FESEISHEEES N7, 16.6.1 &
(3) KTHRF FEwRN67~78MOHBRANERSHREHICTLHNY »
HEISTA—F BEINTA—F 100mg % BEHEO#HE U7, Toadd LARER. Ti2ld
AUCo-24 Cmax Trax T2 6.32FE TdH > 7zo AUCo-XUTi2ld. BEFESEHREIC
(pug-h/mL)| (pg/mL) (h) (h) TL AN »100mgE BEREORS LR L i L Th
FLHNY 2 OD$E | 29.6372 4.1660 1.07 6.49 TRICHEARUOERT 2 HEADHER S N1,
150mg [73I7 7] | (3.6014) (0.8512) (0.79) (0.76) Cmax Tmax AUC0-0o T2 CL/F
29.5840 4.2991 1.03 6.73 /mL h - h/mL h L/h
VU RODSEISOmE | (35165) | (0.6463) | (055) | (0.81) T gl M lpgohml) W) ()
FHE (RERZE) . & 184 =1 (0.55) (0.5) (4.3) (0.82) (0.65)
(1g/mL) feEE 3.56 0.75 20.4 5.66 4.93
s _ _ FEBE (067 (0.27) (1.3) (0.59)  (0.35)
| o oo 17577 BRRIES, B60, FIOME (RERZ)
" THE (RERE). &186 16.6.2 BIRAEEERE
o4l - (1) BWRED R S HEaE 266 2RI, 7L AN »50mg
2 : EYEREORS LB, BRECETICH > TTIAER
[ * L. AUCo N7, CL/FRUBEZ YT T A
Y * (CLr) WO/ VL7F=oZ 07Ty ACHFI LY (SHE
ol * 5 AT—%)
2 \i A = Crmax Tmax AUCo-w Ti1/2 CL/F CLr
0 : : : ‘ JU7IA (pg/mL)  (h)  (pg-h/ml) (h) (mL/min) (mL/min)
0 4 I 12 24 (h) >60mL/min  1.86 100 159 911 565 449
' (n=11) (0.39) (022) (44 (2.83) (17.6) (23.6)
(4) K1a U THRA >30-<60mL/min  1.53  1.29 282 167 306 154
HIENRTA—% SENTA—4 (n=7) (0.29) (0.39) (5.0) (41 (73) (7.7)
AUCo24 Crnax Trmax Ti2 >15-<30mL/min  1.90 193 523 250 167  9.23
(ug-h/mL)| (pg/mL) (h) (h) (n=7) (0.62) (1.48) (11.7) (670 (3.9) (3.37)
FUANY VODSE | 300843 | 4.5644 1.44 6.25 <15mL/min
150mg [7377] | (3.0070) | (0.7186) | (0.58) | (0.80) (n=1) Le9 L0010l 487 830 430
o 302017 | 4.7465 1.28 6.23 355 : 50m LS (e
JUAODEIS0mE | (3 6944) | (06275) | (0.48) | (0.78) ;(L;Xi s EQ%E) TR (R
FHE (IRERZE) . &200) (2) BEZEYENRERERT
(ug/mL) 838K DHEEE (HARANATARI % &t @ BEREERE 706,
> T —— _ HIREZ B EEE R 260, BRI AREEEREE I
ARl o s [ =77 STEREET 5 BH | SA R IR E 2246) %
i E R 20r SR E LT BRI B ERT £ EH L AR, — R
Y] NEELI-a2)S— AV METIPEES L, HEE
S T ELTCL/FIERLTZ LT F=> 275 A (CLer)
}% olm|L - K OEBEAE, VAd/Fioxt L CBMI. FAE(KE. SRRV
= - FEWRAPRES NI, TLANY > OEYBREICHE S
ol 52 2HFE LTRCL/FICN S 2CLaVEETH 2 L&
= ey 25N, BHEERERZICB LT, CLaDETICED,
0&- ] ‘ ‘ ‘ TVUHNY YOCL/FIFMETT 57:9, CLerfizsE s L
’ ! N S 7o - FROBRABETH 5.
7o, HERANDERIFEREHERET IS S RREEIC
ML MICAUC, Cra$D/S7 A =413, HiBkH H T, CLerA30mL/minkl_E60mL/minsi o R L
@:@TP\'L MWT%@?%KE’Y@?& - REEORBEMFICL > TR TWBEBFIZFL AN > 150mg# | H2E R ERORS
= D FTRENED S 5 (300mg/H) L7 &= DEHEREISB T 5AUCH
16.2 IR (AUCo-1255) DEFILIC & BHEEMEIX. CLerA60mL/

16.2.1 BEDHE
HANMEERALMICBWT., EEBLVRRICT LY
NY 2 150mgBEREO#RG LD Craxld Z N ZE N
4.95% 03.22 pg/mL. Tmaxld0.947 K U'3.37 K¢
AUCoasldZNnZN31.2K%1U28.8ug - h/mLT&H o7z,
BEEZESIZBWV T CraxldfI35%E T Uy TmaxldF92. 4051
HER L72H, AUCoasDIE RIZKI8% TH - 729,
16.3 &1
HAANERBEAIC, L A3 50, 100, 200, 250K 0
300mg (FHE5E66]) #HEERICHERORS LR
PITODHEERE (VA/F) 3K40LTH->7ze TLAHNY &
FMmERICEIT L. MEEFREICHT 22mMPEED KL,
0.76 TH o720 TLHNY Vi, 0.1~20pug/mLIZBNT
MIFEEIC, IZEAEHEE LD 725219 (in vitroitkk) .
16.4 {5
TUANY VFEEAERBEZ T 2. BERA UHE
N6f) 1ZHUC-F LN »100mg (107.9uCi) #%57%.
FRAC AN S N7z ETREDKIO9% KRB LR TH o 720 IR
FucHBHENZ T L AN D OEERBEYTH HN-X F )L
FHEKIIRFICHRESED0.9% & L CRIRE Nz, In vitro
REEICBWT, LAY 159 pg/mL (ImM. 600mg/
HESHEOEFHKRED Cnax®#101%5) TCYPLA2,

_5_

minkl_ EOBEIC 7 LAY > 300mg 1 B 20E RAERED
5 (600mg/H) Lk &ZEREUTH-/. CLerA
30mL/minl E60mL/minkifDBEICHB T2 L AN
J D7) 7T v A&, Clerp*60mL/minbl EoEED
KEFTH-7219, (7.2, 9.2, 9.8.1 ZE]

AV = wER AUCo0-12,s5 CL/F
A e S (pg - h/mL) (mL/min)
>60mL/min 1[E1300mg 75.5 69.2
(n=31) (1H2Mm) (17.1) (13.8)
>30-<60mL/min  1[E1150mg 80.3 32.3
(n=14) (1H2[E) (16.5) (6.34)
FE (RERZE)
16.6.3 MiEETES

MEBENT % 2\ TV A& 1261127 L /7N Y > 50mg %
BEROHRSG Uk, 4RO MBENT I & D miER 7L
FHNY VBEIZNS0%E THA Lz, ZOROETZ Y
77y AE192mL/minTH - 7219 (HEAT—%),
[13.2 ZE]
16.6.4 1234w

ERI2EM EoEaE (106) 1. FvAanNy v
150mg# 128 & Ic# 5 (300mg/H) L7z, TL
HNY VEBAICHT L, BRFOERREBICE T 5P



YBEIL, BEMEFTONT6%TH > 7. LRDOFHEF
FIERE % 150mL/kg/HERET A L. TLANY D
ARADIHH -0 OFBRERIZ0.31mg/kg/H (A&
HE T 5 EBAEBREEBONTY) LHESNSY BLEA
T—%). [9.6 ]
16.7 ZYHEEER
TUHNY) IEEE LTCRENMAED £ ERPICHH S N,
ELRIZBLWTIFEAERBISNAZ &AL, EMEER
CHEE LR WD, FLANY VB EER %25 %
2T ATEEMIZE WIS SLEAT—%),
16.7.1 HN\RYFV
FLUHANY VEHNRYF v OEYHEEERICTONT,
TERERLAL LB 2 KR T L 778 > 100mg R O 78R >
F300mgx BEEE Ui, ROBERAL8HIC
LANY > 100mghk P HNRY F > 400mg % KE#R S
(B 50 - 8FEME) LBz £l L Tt Lz, 0
R, BORERUREZKSOVTRICBVLTS, T
FNY COHBICE > THNARY F > OEYE e IZZ (L
Lihoize Tz TUHNY Y OIRGERE X N
FUMBICE > TOITPIE R LA, NEICITHE
Wieh o 7z17,
FOEEE (FFEE/)VIFYROVYRUIFZILIA S
SIYF—ILDEH)
TR 2166 2 (P RIS IR IT S (BRBR ) L5 >
FEYImgkUOTF =L IT AT V4 —)10.035mgDH
AILEHLE) &FLHNY > (1E200mgl H3[E) % [F 6
ICREOBRE LB, FLANY VB ) LTF > R
0> DCrmaxtd 7L AN VIEGEARE & HBE L TR bE T,
FLHNY) O AUC241E 7 LN VIEG R &
HELTl6%EML, LAY VIZ /LT F o Ra v
DFEYEEICHE L2 RITS P >T2. TUHNY VHH
BOIZFZILIA T IVF —ILDCrax Kk PAUCo 24l 7
L AN VIERRE & B L CENZEN5% % O 14%HE 0
L. PUHANY VIZIFZIUI AT IF — LOENE)
RRICHELZ TS B>, £, BILEEFII LAY
N OMEEREE (M 7HE) ICEEE RIS o718,
16.7.3 OS5 /LA
B A L2612 M1 L #H3) > (1[E300mgl H2[E)
ZREROKRSH. 05¥/84 (Img) ZHRARS L
%\ D%‘E/\OL\@Cmax&@AUCO—wli\ 791/7]\‘/‘\1} ‘/#ﬁ
B EHEE L TZENZN6%RUSRBEIM L. T LHNY
IO TR LOEY BRI E L RIS BP0z, F
7‘:\ Ua“‘f/f.&{#ﬁﬁﬁ@fl/ﬁ/‘]) y@CmaxLi\ U%“E
ISLFEGERREE &L V2% L. AUCo12131.8% K< . a5
TIRLETVHNY) D OEYBREICEE LS X o7,
FUHNY) T TENRLDOMAICE D, RBAEER O
HAEFBEICB T IRIEHEECESREN., BAKRE
BRI LA TN TN I 2R A RD 517219,
16.7.4 FFY2RY
B A L2612 MR L #H3) > (1[E300mgl H2[E)
ZREFZO®RSHE. 2523 R (10mg) 2HHAKSL
7‘:%\ j_;\:?/:( F‘\/@Cmax&UAUCOfOOLi\ 791/7‘]‘/‘\1} >
FEGFREEE B L CENENLI%KO9.5%EA L, 7L
HN) Y EAFTIARVOEYGRICEEL RITS I
Molee £y IF VAR VHERABOTLANY VD
Cmaxld. ¥ 3 FUIEHABEL D A4.5%E D - 72755,
AUCo23FRRETHD ., AF IR IETLANY VD
HEYIBRBICHEBRE I otz TUANY YV EFTFY
I RVOMREICED . RAMKEE R CHAESEEEIC ST
3R E R EEREN, BAIR G A THEMGIC
BTT 2EEDRD 5N 720,
I9./—=lb
TRRERA 1361 % 57 L A7) >~ (1[E300mgl H2[E])
ZRERO®RSEE, T4 —)L (0.70g/kg) #HAZRS
L7z, T4 ) —)LDCnaxkUAUCowlE. L HNY
JEGHRIRE & B L T ENZEN8.9% K U0.6%HAD L. 7L
FNY NETY ) = VDY BREICHE 2 RITS >
Too Flzw TH ) —LHABO T L 5N 2O Craxk O
AUCon2li&. =% ) —)VIEHREEE KL T2 N T N21%
RO1%ED» >0, COEZEKREMEEZ52ETIlEk
WwWEEZonlz, LNy ETY ) —LOFAICEK
0. PRAIBEE R O AEBEEIC BT 2 KISHE R IEE
REN, BARESEI AN THEMIE RS 5 EHR A
HH N2,
16.7.6 Jx=b1
T b VEFOERRSICE DERPREEL TS
RAZBD TAPABEZELIOF 2RI L AN > (1E
200mgl H3[E) % REFEOHRS Lz#, FLHNY i

16.7.2

16.7.5

T A VOIMEFEE (NS 7E) ICHEERITS
T, FLT 2 b A VBT UANY v OEY BRI
5207222,
16.7.7 hILINIEEY
AN EE L BAZERESSNTVWBRHEATANA
BEI2Fl2RNRICT LAY > (1[EH200mgl H3E) %
REZOBE Lz, TLANY VZAUNTEE VR
CZoRHEY (10,11-TRF > FE) omighEE (+
S 7)) ICEEEZRITST. FLAMLNNTELE LT L
TN > DOEYEREICHE 2 5 X Teh 5 7222,
16.7.8 NIL'OEE
NILFaEEF b 7 LBEFZHERERESE SN TWARAT
AT A BEL2F 2RI LY > (1H200mgl H3
|) 2REFZORS LB, LAY VIENL T O
OIMFEFBE (M 7HE) ICEEE2RITST, VL
Talkb L HNY) OEY BRI R 5 2 1 lp o 7222,
SENUFY
FEMN)FURHATHBBRESNTWAHEATANA
BEI2Bl2NRICT LAY >~ (1[E200mgl H3E) %
REKZOHREL-E, FLAN) VIEZSENY XU OIM
HHREE (M 7E) KEEE2RIFIST. T ENY
FUHETUHNY O BRI EL 52 2 h 51222,
16.8 ZDfit
TVUHNY 2ODEETSmg [ 37 7] & [EEPRLHZ
OEEEF OEMFENRSEREBE A RI4 2] ITEDE,
FUHNY) ODSELS0mg [ 27 7] #IEERIAIE Ui
L&, BHESHSERSEHET SN, EMENICESE AR
a7,

16.7.9

17. ERRAE

17.1 BHERURLHEICET B HER

17.1.1 BERYS ERRHER
HIRESHEHRREE L NRE L I3 ERKREO_EE
BHERBEICB T, FEFMEE T 2 REHERO
FRAIATETROEBDTHY, L 7/NY) »300mg/
HE#E & U'600mg/ B TIE 75 £ AR &l U TRt
IWEBLBSENRD 5832,

I EHE R OIESE A O 7 ab)

PEE lamw| POGEEY | Conamen | PR
TR 97 |..: 5.12£019 | - R -
omg | 86 | 4812020 | gy | 0262
oomea | 8| 420020 | ) 5Ta | 0002
gggggjg;f 97 | 4.49+0.19 [—Ligfglo] 0.019

a) WHREPEBHEET 2RAOHEP SHE LA LEABMOFEEERAIT

[0 GBA%ZL) #5610 (ThBlEZzWEA) OLIERBE TGS, R

AT7HAREVIZEBVEAZRT ]

BEBRUCLaBZRERT. N—A5A VOEFEAAT 2 HEBET S

A EHT

VT F=r )T T AMEM (Cler) IC&>T, 30<CLcr<

60mL/min®# 5 E 1213300mg/H. >60mL/minD#EE 11X

600mg/H» 5 sz,
TN RAFORERFERKIE, I RET
43.9% (43/98fl). 7L #4731 > 150mg/HEET57.5%
(50/87#1). 300mg/HET73.0% (65/89fl) .
600mg/HEET82.5% (80/97#l) TH -7z, FEHEIER
3. FEHHEDOF W (31.1%). EHE (28.6%). {Fi
(12.1%). FHEEZE (11.7%) Th o7z, EELEIER
&, 150mg/HEICODHMEELF (R RKEE).
300mg/ HE# IR #EA/EMED LFI24F (&I  [4E)
PG s Nz,
PEREEREEEREEICEDRBEEZWNRE L3
BHRED _EEMEBRBRICBWT., TEFMEETH
HEEFMBEOEBAITIITROEBDTHD., L
773 > 300mg/ HEETIE 7 T L RBE & B U CRETHE
ICEBRUENRD NP,

<

A& O A O 7 de)
N—=2AF7A4
BE5RE BN_FPY | D SOELE| T REDE
1 pee —
TS " e | m—ger | oswEExm | PE
+iEHEIE
77X | 135 |483%021|-120£021| - | -
TLUHNY >~ -0.63
s00mg/E | 31 | 4200022 182802211 ) 49 0177|0072
TLHINY -0.74
600mg/Elf> 45 4.08+0.32|-1.94+0.32 [-1.39,-0.09]




d) #EEISEHRIEST 2RAOHE P BEH L DAROFISER A7
[0 (B&H%EL) #5610 (ChBEARWER) OIIEETHMS . R
AT REVIZEBVEAZTRT ]

e) BEMNGUCLaBEZERT. R—2AI7A VORBAITZHERET S
HOEOH (BEFHMROEBAI7OR—-2A51 VP 50ELEICE
357U AN »300mg/ HEEE 7o RBEE OHEE EEEN E Liz,)

f) 7v7F=>2797 5 A#EM (Cler) I2&->T. 30<CLcr<
60mL/min® #Ei# 1213300mg/H. >60mL/min® # 5 # 12 1&
600mg/ B A5 S Nz,

ZEEFMARFFORMERAFERRIE, I RBET
36.3% (49/135fl). 7L 43 >300mg/HEET56.7%
(76/134%1). 600mg/HBET80.0% (36/4541) TdH -
7oo EEWERIZ. FEMESOE W (300mg/HEE19.4% K
'600mg/ HE¥37.8%) . 1EHER (300mg/HE£20.9% K%
600mg/HE40.0%) . KigtkiFE (300mg/HEE12.7%
KU600mg/H#13.3%) . (AEHEM (300mg/HE
11.2% % 0'600mg/HE#11.1%) TdH -7z,
BHMERHBIERELZNRE LC16GEBRED —E5HHTE
HERICB W, FEFHEIEE T d 2 AT R D& A
AT TREROEBOTHY, TLAHNY VB (300~
450mg/H) TT T RBEE B L CIRETHEMICER S
ENRO 5Nz,

B OFFE A O 7eh)
5 ; BINCF R | FovREnE
TR "mesez | (oswmmxm | PE
TIeR ] 248 | 545+012 | - S N
TLHNY) >~ 20.44
300450mg/g | 250 | S01£0.12 078011 | 00046

g) WEEPBHRHT 2BAOHE, o HE L HAMOFEEEA T 7
[0 GBAHZL) 25610 (ZhPlEBWwWER) OLIEBETIMiis. X
AT7HREVIZIERBVIFEAZRT ]

h) #E5#HEZRT. XN—RF74 VORFAIT 2 HERET 5HGE5T
TN RO FORERAFERRIE, 77 RHT
51.6% (128/248%1). FLHNY »ET82.4%
(206/2506) TH -7z, FEBIERIE. HR (45.2%).
FEHED E W (28.8%) REHEM (14.4%) . [F
(12.8%) TH-7z0

17.1.2 BENREIZSHER
HREZ B R RE 1 2601, BIRRERE R E I
SERBE 12301, ARHEREIERE 1066133 AR M iz
MEMRE (BHBOERER. MrPRKE. SREE
{EREICFESERR) BEL03MI TR & L REAK S A5
(WFNH523H) LB 2EAORE (0~100mmD
Visual Analog Scale CEAAZ WIZEBWVEAZRT)
DFHBEIITEDEB Y ThH - 722730,

JEAHOEE (mm) @
RalilEI= HIRIEE 5% R TERRIER R I SRR
FHEGIE | P RS | FHEAIE | PEE R RE
B5R1 126 62.0+£19.0 123 52.8+21.7
12:8 116 35.3£22.3 119 30.0£23.0
2438 105 34.0+23.0 112 27.7%+22.0
5238 94 28.3+22.9 97 24.8+20.8
EAOHE (mm) 2)
RAGEEI= MRMERRIE PR AR R R
BRI G | Tl + R | FMEAIE | Pl R
B5Hi 106 61.8+23.5 103 67.1+16.6
12:8 104 48.9+23.3 98 44.3+26.9
2838 101 48.3+23.8 92 46.3+£27.1
5258 87 47.1+24.8 85 449+27.0

a) 0~100mmaVisual Analog Scale TEA A E LI ERNIEAEZRT o
ENEHRSHE (FREZEERRE) KBV T, B2
HEFH T RABIF ORIEAIZ78.6% (99/1266]) 1238805
N, ELRERIFSED E WV (28.6%) . RIEHEFE
(16.7%). 1EER (15.1%). FEHEI (13.5%) TH o7
EANERRSHE ERFEREMERE IS ER)
ZBWT, B2WFF M REAFOREMIZ70.7%
(87/123Ml) @B 5N FoaERIE. IR (22.8%).
REEI (22.0%). FEMEDH WV (20.3%) TH-o7z.
ENRHRSHE GREMBE) ITBWLW T, K2%aF
HRBIFICEIER1384.0% (89/106f1) ICi@BH 5N, E
S REWERIZER (26.4%). ZHEDE WV (24.5%). FE
B (18.9%). fE# (16.0%) TH -7z, BIEFHDERE
Bix. Z2LPEETHY ., EEORMERA RO SN
o7z,

ENRAHKSHE (FREHEREEERE) BV T,
K179 2 EBERAERRHBE> S EEENELLZH DV
BARBBEHABEPICHAZICRALZZBMER I, 87.4%
(90/103%) IcFBH 5. ELEIER L. MHIR (48.5%)

(REHEIN (28.2%). FEMEO £\ (22.3%) . REMHEFE
(17.5%) TH -7z,
17.1.3 B EERARGHERAE
BREGROEEEZNRE L I6EMKREG O _EHEH
HEHBRICBWT, EEFHEEE T 50RO KE A
AT7EFROEBDTHD, FLAHNY VB (150~
600mg/H) <77 ARBE & B U TIEARICER 2ty
EVROS5 NI,

PR 27O
BRON—2
) SAYHED -
BB o) wemem | 7ERLOR | o
e ;
- i
77eR | 106 | -1.07£0149 | 1 -
FUHNY » 2059
150-600mg/B | 10> | TO0F0IST | 10980001 | 90032

a) BEEOH S, 150mg/HA2 5 L. H2E & 0 #EEEEZ TV,
EAVR TECHRE L BRI CESEY 6 E165E E THERT 5 2
&L,

b) WEEPEARET 2EAOHR [0 (AR L) 5610 (ThBl k%R
VWEA) DIEBETIHESN, AaT7HAREVIEEBRVEAZRT ]
POEHLUIAER (16EME) OEBAITOR—ZAT1 VP 60DF
HEREBREGHETHEE L,

WEHDOR—25 4 6 DOFSE(LE=
LaEl (16AR) OFPERBAIT-R—2 T A~ OFIEEZ 7]
X [BWEE ORSHR/AA 508 (16:8R/)]

c) BEMEUMREZRT. N—A57A4 VOEFEA AT RMEACET SR

EOFMOBA T 7 % LB R LT LTI
REWFMNRFAFORMERARRRIE T I L RET
46.7% (50/10761). L HNY) »E#ET67.0% (75/112
ffl) Tdh-olz. ERBEWERIZ. ER (33.0%). F#HHED
F (17.9%). KigEzE (11.6%) ThHh-o7-. BEER
BIWERIE. RIMEELFIAHRES N, EE L,

17.1.4 HE TS R REER

HREZRMRREEZNRE L ZEEHEERERIC
BT, EEFMIEE CTh 2 mAEFTMEEOER A 271
TEOEBDTHD., WTNOHBRICBWTH T LAN
) >300mg/ BB K U600mg/ BEETIE 7T L AREE & Ho
UTHEMZMICERLGUENRD 5 N3,

B R B &S B D &R A 0 7 ab)
an AR J— — N
i BE5EE \ BN_FFY | T REDE
(RFmAR) TR Chmznse | joswimamxm | PE
S E 8 i
I |[F7Ek_ | 93 | 614£023] - o -
(13:ERE) | FL ANy > -0.88
1somg/B | 87| >20F0-2 11y 53,0231 %077
FLHNY -1.07
s00mg/B__ | 28 | 20705 11700451 | 00010
TLHINY) -1.79
s00ma/g0 | 88 | 435+024 | 2] 00003
SAEZE /T
2 87 | 559%021 | - o -
(53 M) -0.14
B3] 26702 | 071043 | 07
-0.07
82 5.52+0.22 [0.64,0.50] 0.7999
3 8l | 6332022 | - - -
(83 M) -1.20
B A0 1 g1 0,58 00002
76 | 476+023 | . 227 10,0002
T [-2.20,-0.95] |
4 84 | 529%024 | - o -
(83 M) > -1.69
600mg/E|C) &8 3.60+0.24 [-2.33-1.05] 0.0001

a) WHRENPEALBT 2RAOHEP SHE L LEBMOFSEERAIT

[0 GBAZL) #5610 (TPl EZzWEA) OIIERETMs . R

AT7HREVIZERVIEAZTRT ]

REIR Y B E58. HRROCLaEZRERT. N—A 51 > DOEREA

a7 HEE LT 2HSHAT

RE2K O3 HERRUEHRERF. X—ZA 71 VOEBAIT &4t

BB LT 55 T

JVFFZrIIT Ty AMEEM (Cler) I0& > T, 30<CLer<

60mL/minD#E#E 213300mg/H. >60mL/minD# & 1213

600mg/ A5 sz,
HNERERCRELICB W T, B2l REIF O IE
FFIRRIT T T REET39.8% (37/93%1). L HINY
> 150mg/H#ET59.8% (52/87#1). 300mg/HET
64.3% (63/98#l). 600mg/HEET74.4% (67/904)
Th-ol-o FREIERZ. FEEOF W (150mg/HEE
16.1%. 300mg/HE32.7% K% 0°600mg/HEE36.7%) «

b

c)



fEER (150mg/HE9.2%. 300mg/HEE11.2% %
600mg/H#E25.6%) . FRHEEZE (150mg/HE12.6%.
300mg/HE£14.3% K% 0'600mg/H#13.3%) Tdh o7z,
HELBIERAIE, 300mg/HEHCT 7 1 7F ¥ —HKIG
161, 600mg/ BB IR F /R I8/ A TTRE/ K
HFE/EROSESLFIFICERE SN, WIhbEE L.
SLESE T/ TAERER2 IS B W T Bt REIF O
TERFFARIE T T L REET25.0% (22/88%1). FLHN
> 75mg/HEET32.1% (27/84f1). 150mg/BET
41.0% (34/83f1) TH o7z, FHBIWERIZEFSHED F L
(75mg/HE8.3% &% ' 150mg/H#14.5%) K U {EHER
(75mg/HEE7.1% % ' 150mg/ HEE9.6%) . [N EZIE
(75mg/HEE7.1% X% ' 150mg/ HEE4.8%) . 558 (75mg/
H#1.2%% T 150mg/HEE8.4%) ETH -7z,
SLESE T/ TAERESICB W T Tt RAIF O
TERFBERITT T L ABET39.5% (32/8141). FLHN
U > 150mg/HEET50.6% (41/814). 300mg/H#ET
67.1% (51/76f) TH-7z. FLEWERIZZFEED WV
(150mg/HEE12.3% % 0'300mg/HE26.3%) . {HEE
(150mg/HE14.8% % 0*300mg/ HEE23.7%) . CINEZIE
(150mg/ H #£9.9%% 1'300mg/ B #6.6%) T - 7.
EELEIERAIE. 150mg/ BB HEEL, DEHHIIGHE.
DEEREEAR/ D EEIATMGED3FIAE G S hiz. C
NS DERICOVT, DEMEIAINGE, DEEAREIR/D
TG S REE, SEELIRIESER SN,
SLES T/ MAERBRAIC B LT, RRMUFHENRAIF O
TERRBERITT T L RBET36.9% (31/84%1). TLHN
) VEETT73.0% (65/89f1) (C@H 5N, EREIERIZF
BHEHEV (27.0%). EE (23.6%). RHEMEIZE
(13.5%). OWNEE (10.1%). 554 (9.0%) KO R
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100#E [1088 (PTP) x10]
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