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3.1 #8r
B 4 FVHNY>OD | FLHNY YOD | L HNY »OD
$£25mg[ ZE] $€75mg[ZE] | $§150mg[ZE]
By D8 | TvANIY | FLHENYY | TLANY Y
(18E+) 25mg 75mg 150mg
RYEZLTNLI—=NVERFFALE) . 737
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7. VaBBEiBI AT )L, D-v = b=, #&
EELO—Z, ALAOT—RA, ZOAKRE F,
275ua—A, ALFonar, F AF7Y

B3 TRO%RS L. 20/ AR A3 CIEARE LT
300mg % TWil L. 300~450mgTHET 5. LB, 4F
. EIRIC X VEERET 54, | HRSARIZ450mgE B
HUZEE L, WTFRSAEICST TROKRSET 5.

7. RERUAEICRET %R
710 KEOHREG2HIET 2BEITE D EHTEBN ERT

TRXICHET S &, [8.2 2]

7.2 BREREEEICKHZHRE T 2BEIE. FTRIORI LT

FoUIIUT I AERSEE L TARIOBRSR N OR SRR
EREHTHIL, Fio, MEBTEZTTVWREETIE, /U
FTFZU7IVTITVAMEIZIS U1 BEAZICMA T, MKEN
EEBELULBICARIOBINRS 21752 L. BROAENH
ENTVBEAICIE. BHEB»SHBL. ZAMESHERESN,
HRATDRBEARICHET A&, BB, CITRLTVWAHA
ERARBRYIaAL—Ya UBRICEDCBDTHLHIENH,
BEECLICEHBICBEE LAY S, HiE - ABZHAMTSZ &,
[9.2. 9.8.1. 16.6.2 ZI&]

VB TR TN (HRES &R
3.2 SFIDMKR JVTFZY M ERT
. FLHNYYOD| FLHAY >OD | FLHNY >OD IVTTVA >60 >30-<60 | >15-<30 <15 ?"ﬁ@ﬁﬁ
BAE | geasmglzE) | $e75mglZE] | $£150mglZE] (mL/min) Fge
| @R Bt~ EE A 1H#5& | 150~600mg | 75~300mg | 25~150mg | 25~75mg
R AIE FE (DN AR ESE) 1[E25mg 1?5?%%
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op150 ZE 1H1ME 1B 1
1H3ME
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g K% (mm) 3.2 47 6.2 IH2E | g75mg | 1HIE | 1HE ) 75mg
=(mg) 90 270 540 182
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- . e ) 2HIC 1|, AEE S 6% & 4R MwENT % S5 L 7215
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6. iENURE
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(BRMEFRAEICHE S&RB)

VA& = M ZEAT
JV7IVA| 260 | 230-<60|215-<30| <15 |HOWHRE
(mL/min) HE®
1H#S58 | 150~450mg | 75~225mg | 25~150mg | 25~75mg
1[a]25mg 1E25mg
1g3m | AL
o 1[E75mg i b U2 | 1[E125mg | 25X
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1[E175mg
1B 1E 1[E150mg
1H1[E
1[E150mg
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8. EERLGEARNIER

(GhgetE)

8.1 AAOFEIZL VD E WV, HE, BHHEERENHS5DbN, B
FHBEWRICES2HlbHHDT. AHREGHhOBEFHITIE, BHE
HOBRSEEEZESBROBREICREBESE VWL EET S
2 &, [11.1.1 @]

8.2 Al &# Kk EShIbIc kD, RIE, FD. BE. TH. R
BROZTESOBERSS 6bN B EFHEHDT, HE
ZHIET B, PR ED AR E2 T TR A ICHE
52 &, [7.1 BHE]

8.3 AHIDHFEIZX DV IFEHMZRT I EAHHDO T, BMIHE
EL. EEOMENSD S DbN-BEIE. BEEE, EiREs
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BEICHEWEEBEINAED 6N EXH 570, ERNICE
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8.4 KHIOFEIZE D, BFH. HERE., BH. EREFOREE
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9.8.2 HF\, HIR, BFEAZICLVEGERALERS 2RI LE
Blid s, [11.1.1 3]

10. 18E{EA

10.2 HRAER (HRAICERT D L)

A E

ERAIER - 1B

WP - fERRET

FRAR R A 1 A
FTEF A PR
ST

MRS, SEESH SN
EOHRENH D,

BRFAH

FFTaRy
s A FAVA
7ILa— )L (fk
i)

FRAIR RE R R K ES)
MREREE I U TAHI A
MEICIERT 2BENDH
%)o

R BNEY 72 /E F I
£%

I E % 5| &
9 HH (7
YIFTFIVY
ZHBERIER
%)

M FE & O FEE SRS
NTLHEXZRALTW
rEETIR, MEFEE
H. O. EEHoERERE) %
RIETHIVRAINEESB
ETNDH 5,

WP ANEA

RiEEEFEES]
XHETEA
(F7VUYr
RIEEAIE)

FTVIV Y RER & ARH|
DHFHIC & O RE M FEZ
RIETHVAINPEEDB
TN DB, Filzs FTV

WA

VY RER I AFEBE MY
EQESU Y TR g SRR N
IDAREDPRIEXIZELT B
ZEDB B KA EHE
AT 25aICERERICRS

35,

11. 8IfER
WOBWERAH5bNBZ ENHLHDT, BEZTDITITWV,
BEISRDOOSNGAICEREE2PILT 54 C#EY 2 0B Z1T
5T &,

11.1 EXZEIER

11.1.1 HFV(20%LL L) . 1EEE(20%2L E) . EEK(0.3%F
i)

HF W, HR, BHHEESDSDN, BB LBFZICE-1- &
DWENDH 5. [8.1. 9.8.2 2]

11.1.2 i0AZ(0.3%K0) . BlizKBE (58 AREH)

DARZDY R 7 BHBHBETIE. BEETDITV., BESR
OoNBEEICRBESE2RIEL, BUYROUEZITH>Z &,
[9.1.1 ]

11.1.3 &I ERRIARAE (SHEEARER)

AR, B CKER. MHPRTRPIATuey L%
HobNFAICE, B#EE2FRIEL. BYLZAEBZITO &,
Fiz. BRHMAEIC L2 EEREOREICEFRET S &,

11.1.4 BARE(0.1%KH)

11.1.5 MEZHE (S ARHH)
MEFEZEOBBHRESHS5DLNEZENDH B, [9.1.2 BHE]

11.1.6 {EI0%E (0.3%K )

AR BREE. BT, B, BEEESORMBERYSH S
bhi-B&iidks2hib L, BYLZLBZTS> 2 &,

11.1.7 EE MR (BEEAH)

W, RIRREE, RAFOHEKEREZ TFICBEL. BEFR
O HNIZHBEITIIHTXER. WHMCTEOMEXEHT S L,
REHHASEDN-BEICZREG2hIEL., BIERERILE
VHEIOBEZEDOBEY R MEBEEITO Z &,



11.1.8 Yav I BHEARHE), 7+ T745F—(0.1%KH) o/ 0.3%21 k1% o) =3
11.1.9 RIRSHSEIRIEIRES (Stevens-JohnsonfERE:) (B ARHA) . 1BE | ™ 0.3%K¥ | HEAH
STATHE (R R . | HREE. &
11.1.10 BIFERFR BEEEAREA) . FHHREREE (0.4%) VALE R Ré, AL | BEER S, &
%fgﬁ\Mﬁ\Mﬁtﬁ%%ﬁﬁﬁﬁﬁﬁﬁﬁ%Bbhé: = AR A, AES
5% W B
11.2 ZOOBIHER . Sk
L [03%LE1% \ SERE| 7 W .| KK, & RR. BE. | WRGE
9 9 =N N N o .
VOULE | ™ | ORI | SRR RO | 18 . . OF| B S
% % O 57 7 Bk D | RO RFTRIE | % . M. BEIK. |t BETE
SENRE S R B3R REE. | Ko
R D % 17 B
RARLO AR, & | B =,
S WD i R
s BE. 7 &6
S | R | R KRS | 5O &5 | B, BT B RO | Bk
B BER BEIORS, | LHRLE. B A& B
5. RE K| KOBIE. 1| B WEER HRE | 16 @ 9 | MR CKIE. | AER D, M| W) 74
B.OR | S0oR5 & M. V- W |ALTH . REEN | R
B, %, | O S ASTH I
UK — | 2Rl BT 7 35—
S . WE R | R, i
= EERY sLTF=Y
MR 7 ) | R ]| S, AN | Sk, B s
& DE .| BEE, BN | E, 3|8 SRS N
S R, IR, M| O—% 2, K 13 BEES
T B | R, B | ST, VR 1
sl i el 15g% TCOMBREHIAERESNTHY ., BREGECHS N
Bt Dot L AN FECERIE, BEEE, ER, SILRE. 150, g, %
By SEIRRE. WA | mOEE) T
: "y BHEEOLS. HERETHD.
w@EE Rl &
VA 13.2 10
g AANLIAEENTIC & DBRESNAD T Eh s, BILTLBRER
ot OIS U T IHGE R OE 2 £8T 52 &, [16.6.3 B
R, KR 14. BALDER
pAEHE, & 14.1 BRSO
At ‘ 14.1.1 PTPREOFEANIPTP Y — b 2 S5H D H L TRAIY 5 &
WRE | B | DL | BE . B WA W 518895 &, PTPY— FOBEKICED . BV BABH Y
E;ﬁﬁ% FE ;ﬁfﬂigﬁ%;ﬁ ﬂ“\x@gﬁ?ﬂ% KEARIA L. BICESE%2 B L CHIBIARSOEE 2 Ah
i B RBE REROER EEMFRT 2 ENDH D,
i i IR | AL RHOH 1412 KANZFED Lo TEEZBES 2 EHET 570,
gﬁ%%@ B, AR Ktz UCIRAITRECH 5. E7on KCHAIT 52 &b TS,
M. R 15. ZOfDER
R R S 15.1 EAREAICED< 5
Eé;L Eiﬁsﬁ o . 15.1.1 MSL TEIE S M - KA & S LEBOTT AP AEICET
e , el B, Thhh. BHFEESZHRE LE1990 75 £ AN HE
DR . BRI KABORARRIC ST, HREERUERERORAD Y
W s 2T T A AEORRFIEET TS 1 AR & W L THI205
W . iR R B (ITADPAZERME © 0.43%. TS5 REE 0.24%). ¥t
AR DEMEHA TADPABEOIRARTIZ. TS5 RBEEH~RI000AH7-01.9
php ABOEREE NI (95%(EMXME : 0.6-39). F72. TAMA
= = BEOTFTIIN—TTIZ. 5 RBEHRIO00AH-02.4
el gfﬂlg%‘gm AZLERESRTLAY,
R £ P ) AR CHC AP ATEE LTRSS NT WA, AHIC
I 2 REE MRS B MR R BUBRADHAE - I HERE AR, SAEHRE
Ho 5 7 O . VO, | P TR 517 B A0
AR Bbin, A% & R R T 5 BB O T
i . |t e - 15.1.2 SR BT 5 SAMEROFEIENER LA 5 DT L7
R | @ 50 .| WEEE. ) Rieas. ’ )Rk W VAR, AR I35 S N B TR DR B TR I = h
WD LB, B AR | &
NN N e 3 2
ol Kbt alied ol 15.2 JEEREREERICED < 1A%
el 15.2.1 24EMD~ 7 A A BRIV T, BAERARETO
y N . — L NBBROOEN EOBBRICHEYT 5 AEORSIC &
| |ToRE RISRIE b &2 0. FIRKE RIS I A R LA L7 & OBE D
Ly \f\ N Z N %)4)0
sk 216 BE .
: 15.2.2 26D T v kA ABHRBRICH VT, BAERAETO
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600mg/H) T10.6%. R#KEGHER (GHBHG) TIF10.2%.
FHEFRIE 2 AR E L 16BRIRE D 7 AR 7 Z
LA TIE2.8%ICN L. AAIR (300~450mg/H) T9.2%. &
B EHBETIZ9.4% TH 7=, (8.4 SH]

1523 5 v b ORKEROCIHREREICHET 2HBICB N T,
RAHEAHAETOP L NEBREO2MEL LOBRBRICHES T
SPAREOREGICED ., BMEREOREHESEML 72 & OW|E
BHB,

16. EMYENRE

16.1 MANRE

16.1.1 BOES
HARNERRAIC. L HNY 50, 100, 200, 250K T
300mg (F G5 R6M6]) 2B RRFICHEIREO®RS LR, &5%
%\"Jlﬁﬁfﬁ.ﬁCmaxL:%L\ t120 36K TH - 720 Cmax&{f
AUCo-»l3, 300mgE TCOHREHM T, ARICHEFI L THEML

729,

#E5R  Cuax Trnax AUCo-« tiz CL/F Vd/F Ae
(mg) (pg/mL) (h) (pg-h/ml) (h) (L/h) (L) (%)
50 2.03 0.67 10.7 598 472 406 839
(0.40)  (0.26) (1.1) (0.65) (0.44) (49) (5.4)
100 3.56 0.75 20.4 5.66 493 403 95.0
(0.67) (0.27) (1.3) (0.59) (0.35) (6.4) (2.7)
200 6.35 1.00 43.2 593 4.64 397 918
(0.73) (0.32) (3.0) (0.32) (0.32) (2.7) (2.6)
250 7.18 1.17 49.2 557 515 410 956
(1.43) (0.52) (6.1) (0.72) (0.61) (3.8) (4.4)
300 8.25 1.08 61.7 580 491 409 97.7
(1.36) (0.38) (6.3) (0.62) (0.52) (4.3) (7.3)
MERRG, S6fl. FHiE (FHERZ)
Cornax: 5t 1 M I B2

T s B¢ T LU 57 P 3 5522 R )

AUCo.: I AR B2 - R R AR R TR

t/: ILAFE P 5~ IR

CL/E:RPFOLEEZ VT TV R

VAd/F:RAP T OFHER

Ae (%) B A5 %608 & TOREED RFHEER

16.1.2 RIEKRS
HARNBERAIC L AN Y 1E150%0300mg (F# 588
B) % 1 H2[E7 HERERE DR EG Uk, %5524~ 48K T
EFRBICEL. H#E7THEHOLLIEZNZN6.02/%06.31 Kifi
Th-o7. BETHEHDAUCIE. B#EEIHEDL.4ETH-

729,

Crnax Tmax AUCo12 tiz

(png/mL) (h) (pg - h/mL) (h)
¥1H %7H $1H $7H F1H ¥7H FIH E7H
1E150mg 4.23 630 1.3 09 222 316 511 6.02
(1H2[m]) (0.72) (0.74) (1.1) (0.4) (1.9) (3.6) (0.69) (0.47)
1[E300mg 8.82 10.3 1.6 1.6 42,1 588 542 6.31
(1H2mE) (2.34) (2.3) (1.0) (0.8) (6.9) (10.6) (0.87) (0.54)

FHE (RERZE) . &85

16.1.3 EYFHIEEE

(FUANUODER150mglZE])
FL#3) > OD$E150mg[ZE] &V ) #OD$ELS0mg%. 7 1
ZF—N—HIC KD ZNZRIE(FLH Y > & LTI50mg)
BERABFICHEAER. Kb D RU/KE LREHEO#S LT
BhRELGBEZHEL, Bon-EYHENT X%
(AUC. Crax) 12D\ TI0WEMX LI THREHAENT 21T - 7o 58
£, 10g(0.80) ~log(1.25) nEEMNTH V. WHIDEWEHFE
FHAHEES N,

HMBIEIST X — %

HEINT XA =% BE)INTA—F
AUC (0-36) Chax Tmax tin
(ug-hr/mL) | (ug/mL) | (hr) (hr)
7J( So9 N 4
B | LN L ODERE | 5 305 | 4744083 | 10407 | 5.9+0.6
5 | 150mgl ZE)
B )y noDsk1somg | 31.32£4.10| 4992091 |08+03|5.9+06
KIFLHNY >ODEE
3
% | somglZE) 33.56+4.97 | 5.05+£1.04 | 1.4£0.6 | 5.7£0.7
2 [0 #ODSE150mg | 32904475 | 5,50+ 1.19 | 12408 | 5.7£0.7

(k& V#5: Mean=S.D., n=26)
(/K72 L#5: Mean=+S.D., n=27)

8 —e— 7L #/\1 »0OD§E150mg[ ZE]
1) 1) #OD$E150mg
Mean£S.D., n=26

MWLV SSECLBHE

0 6 12 18 24 30 36
5 (hr)

K DGR OIMEEH T L AN REHER

(ug/mL)

8 —o— 7L #/\1 > OD§E150mglZE]
1)) 70D$E150mg
Mean£S.D., n=27

MELVCSSECNEHE

0 6 12 18 24 30 36
B8 ()

Kz LR EROMIER T L AN REHE
MEEFRENEFICAUC, CoaxDINT X —F 13, HFEHEOE
R RB OB - RSO RS IC L > TRE SR
WHbo

16.2 IRYN

16.2.1 BEORE
HARNBEERALIFIZB VT, HBERKVOBRICTLANY »
% 150mgBEHEO# G U 72 R D Cradd T NEN4.95K TU'3.22 1
g/mL. Tmaxld0.947 K% V3378, AUCoasld ZNZFN31.2K%
028.8 g - h/mLTH 57z, BHREBEEIZE VT CnaldFI35%EK
T Uy ToaxdZA2.4RMER L72A, AUCo.s DK T I3KI8% T
Ho7z8,

16.3 57
HAANBRRAICL. LAY 250, 100, 200, 250%
300mg (&5 26H4]) AR EEROZE LK B2
ODHBER(VA/F)IZRA0LTH > /2o LAY ViZMERICE
U, MEEHEEICNT 22MPEEOKIZ. 0.76 TH -7z,
FUAHNY Vid, 0.1~20pug/mLICBLTIHEEAIIC. 1Z&A
EFREE LD - 129919 (in vitro 3ER)

16.4 X5
TUHANY VIFIFEAER#ZZ T2V, BEBRAGIEAG
B IZUC-F LAY > 100mg(107.9 p Ci) #5544, BRI EIY
SNTTIHBEDTIION N REETH o 720 RIS N7z
TULHANY Y OEBERBMTHEN- A FLFEBEILRFICHES
B0D0.9%& LTEIRSNTz. In vitro BRERICBWT, TUHN
J 2159 pg/mL(1mM, 600mg/H¥%5 kD E #RED Crax®
f10f%) TCYP1A2. CYP2A6. CYP2C9. CYP2C19.
CYP2D6. CYP2E1KXU'CYP3A4ICxid AHEIZFRD SNz
75\.37»:9),11),12)0

16.5 HEtt
HARANEERAIC. 7L HNY 250, 100, 200, 250Kk
300mg (K 5 B6fl) % M AR I BERF O S L 72RO CL/Fid
4.64~5.15L/hTH -7z, TORDORFHMHRIZ83.9~97.7%
—(\‘%‘97‘:5)0

16.6 REDERZHI 3EE

16.6.1 E#E
FEWRPOT7 ~ 78RO HARNMERESRE6HIC T L /3 > 100mg
ZHEREOHREG UK, Tnadd 14K, t12136.32FF/M TdH >
720 AUCo=RK U203, BFFEREEICT LAY »100mg%
HEREOBRS LS B L Th T2 ICEARUERET S {HRA
PRSI N7,



Crnax Tmax AUCo- ti2 CL/F

(pg/mL) (h) (pg-h/mL) (h) (L/h)

R 3.24 1.4 26.6 6.32 3.82
=1 22y (0.55) (0.5) (4.3) (0.82)  (0.65)
4553 3.56 0.75 20.4 5.66 4.93
EmE  (0.67) (0.27) (1.3) (0.59)  (0.35)

MBS, S6fl]. FHE (BHERFZE)

16.6.2 BIkHEEEEE

(1) BHEORLZ 2HEE 266 2RIC. TLHNY >50mg?
HMEROKRES UK., BEEOKTIIK > Tt 2 EE L.
AUCo#ML7ze CL/FRUBZ Y75 A(CLD)IZ7 L7
FZUII)TITVACHBILIZY GHEAT—%)

JV7F=Y  Cmax Trmax AUCo tiz CL/F CLr
J977vA (pgml)  (h)  (pg-h/ml) (h) (mL/min) (mL/min)
e0ml/min 186 100 159 9.0l 565 449
(n=11)  (0.39) (0.22) (44) (2.83) (17.6) (23.6)
P<enlmn 153 129 282 167 306 154
(n=7)  (029) (039) (500 (@41 (73) (7.7)
ssamlmn 190 193 523 250 167 923
(n=7) (0.62) (1.48) (11..7) (6.7) (3.9  (3.37)
SN 169 100 101 487 830 430

58 : 50mg (BiE). PHfE (RHER2E)

CLr:B27U7I7 YA

(2) BHEERZEREEN
838B DHERE (HARNATAG % & & R E 706, FRE
ERAERERE 260, FBRRIERHEREREICHESIBEEZET

% BE 15401 K CRRHEFRAE B E 22400) 2 0iR & U TRERHZE

PIBREMRAT & S5 Lo R — RN Z & 1-a 28— b XY
METIPEEIN, HEBEL L TCCL/FIZXHLTILTF =
7V 7 5> A(CLcr) R UHAR{AE. VA/Fizxt L TBMI. HE
RE, HHRCERPRES N, TLHNY > oEYEHRE
WKHEZ5 2 5RATFELTIECL/FICNT ACLaPEETH S
LEZON:, BRERERZICBVLT., CLanETIZLD.,
FUANY YOCL/FIZMETT 5729, CLcrfi23E & LA
% - A2OREISBETH 5,

F/o. BRAOERRERBEHZEREICEIBBEZICBVT,

CLcrA30mL/minkl E60mL/minkiIicfE R LT WA BEICS

L8 > 150mg % | H2EREREO#5 (300mg/H) L7z & &

DEFREIZE T HAUCH12(AUCo-1255) DETIVIC & B HEENE

i&. CLerA60mL/minBl kD E#F T L HNY > 300mg% 1 H

2 KEREOR S (600mg/H) L & & EFE L TH 7z, Cler

A30mL/minPl E60mL/minkiG D BEICBIT BT L AHNY
D7 YT 5> AX. ClerA60mL/minll EdBEDOKES T
Ho7z%, [7.2. 9.2, 9.8.1 HA]

JLV7F=v AUCo-12558 CL/F
U7V ok (pg-h/mL) (mL/min)
>60mL/min 1[E1300mg 75.5 69.2
(n=31) (182[) (17.1) (13.8)
230-<60mL/min 1[81150mg 80.3 32.3
(n=14) (1H2[al) (16.5) (6.34)

o fE (R =)

16.6.3 MR BNES
MEN %2 21 TV AHERE 1260127 L 473 > 50mg % Bifm
REOKRE U 78, ARE O MKENTICE D MRS LHNY >~
BEEKNS0%ETHA L. ZOROERIV T TV A
192mL/minTd - 72" (HEAT—4). [13.2 2]

16.6.4 12317
%1 2BM L LA (1061)1c. LAY »150mg%12
B &1c# 5 (300mg/H) LB, FLAHNY VIZRFICHE
L. BAAOEFREBICB T2 FHEE L. MEMEFOH
76%TH -7z, LREOFHBAENE%150mL/kg/H ERE
T5&E TUANY VOARANDIHB =D OFHBRBERI
0.31mg/kg/H ((FEHRET 5 E BHEKRESEBONT%) LHEESh
B22NEAT—%). [9.6 BH]

16.7 ZEYHEEIER
TUHANY Y dEELTREMEOEERPICHREEh, & b
KBLTIEEAERBSNEZ &AL, $LMBEAICHLES
LizWieh, FUANY) VS EYMEEIERA %5 & 2 9 14
ZEWIY (SEAT—%),

16.7.1 ANRYF
TUHNY Y EANRYF OFEYMHESERICOWT, BERRK
A1l ZBRICTLANY 2 100mgk O ARy F > 300mg
ZBERE UizilEE, RO AL8MIC T L AN > 100mg
BOHNRY F > 400mg % KIEHE (¥ 5k 8 ) U7z ilEk

EEMLUTCHRE Lz, ZORR, BERESERUOKERGDOWT
niZBVWTH, FUANY VOBRICE > THNRYF U OH
MBRRIIEIL L oTze Ty TUHNY Y OIRIGEE L H
NRYFUBAICE > TOTPITET LD, TRINEICIZR

Wizlp o717,

16.7.2 ROBFE@EE/IVIFY ROYRPIFIILIZALS

A —ILDOEE)

R A 1662 M RICRE BT (FFig /) LT F > Fa v
ImgkOTF =V ITA T T4 —N0.035mgDEFI1TH1ME) &
FLHNY > (1[E200mgl H3[H) % FERICEO8E Lz, 7
LANY HEBEO ) VIF > RO Y DCradd L HNY VIE
BERIEE E B LT LS. L AN VRO AUC 41X
FLUHNY VIEGRABE B L TI6%EM L. FLHNY Vid
JIVIF Y RuyOEYBRBICHERZ RIS B>z, TUH
N UHABOLIF LI AT P F =D Crax FAUCo-24
& FUHNY IEGHRRE & BB L TE N NE5% K O 14%1E 0
Ly ZPUANY VIZIF LI R NI IF—ILOEYEREICE
BARITSEPo7z. iz, BOBIERII L ANY oM
B (NT 7)) ISR RIZS o721,

16.7.3 035 E/NA

R L2612 /R 7L HNY > (1E300mgl H2[H) %2 KE
BOKE%R, 0sE/84 (1mg) ZHAKRS Lz, as¥/5A4
@Cmax&(j\AUcowci\ 791/7,7\‘/‘\1) ‘/#ﬁﬁﬁlﬁkﬂjﬁbf%ﬂ%‘
NO6BRUV8REIM L. FLAHNY »idu TS L DEYENEEIC
EEERITSENST. £ OUTENRLMHEBO L HNY
YDCraxlds T T ENRLIEHARRED2%EML. AUCo121&
1.8%&< . aSERLRZTULHANY v OEYBREICEE L5 X
B0l TUHANY ETFENSLOMEICED .. FRAIMERE
FOHAEBBEEICB T 2 GEEPCEBEREDN, BAKREH
IZHATHMIE T I 2 ERAERD S5z,

16.7.4 A+ IRY

A 12612 R 7L AN Y > (1[|1300mg 1 H2[HE) % KE
BOKEGH, £33 P2 (10mg) 2 HAKES L7z, %
I RV DChnax X PAUCowlds FUHNY VIEFFAR & B LT
FNENLA%KRTIS%AL L. FLANY VidFFTa Ry
DEYFRBICHEL RITS kol T2 TF VIV UHA
O L AN »DCmaxdds A F T3 RUIEGHBE X D 4.5%K
oizh. AUCoiRFRRETHD. AF I RVIETFTUAN
UV OEYBRBICHELZE X R o7z, TUANY v EFFY
IR OMAICKD . RABRERCHEEKEEICH T 5 KIG
HEPEERED, BAKRSRHC L THEMIE T I 21Em
WD 5N,

16.7.5IT9 /-

BEERAL36] 2 RMRICT LAY >~ (1E300mgl H2H) 2 KiE
BORS5H%, T8 —1(0.70g/kg) # PHHAKRE L=k, =¥
J =L DCrnax X FAUCowld FLUHNY IEFFAR & B LT
FNEN8.9%KTV9.6%L L. FLANY VIZTY ) —LD
EYBRICHE R RITES GNP ST, £y ¥ ) —LHHHEKED
7’;1/7\7\‘/‘\]} ‘\/@Cmax&UAUCO—IZLi\ 19/ —)l@ﬂﬂ#ﬁﬁﬁtﬂi
BLTZENETN2I% RS %Em P 27205 COEITER EREE
BRABETEEVWEEZONZ, TLANY VY ELY ) =IO
HIC& D, R OCHKESFEEIC BT 2 RIGHEE P IEE
REN, BFHRGRICHENTHIMNIET T 2HHE» RO o N

7220,

1676 Jx=-bAY

7= M BAIOMEERSIC X D ERSEEL TV BHERALR
DFTADABELOfIZFIRIZTLHNY > (11]1200mg1 H3[H)
PREZGOHS LEE, FLANY V37 2= M ool
BE(NS 7HE)ICHEZRITEST, 71 Vb LA
NY Y OEMERITHEEEZ 55122,

16.7.7 HILNREEY

AN LY VB ZHEFRESNTVWARATADPARE]L2
Bl xR T L AN Y > (1E200mgl B3ME) %2 REROH#S L
E. FLANY VIZAMNT LY RTFOMREY (10,11-
IARFY FE)OMEETEE (NS 7#E) ICHE2 RITST., £2
ANNTEEYHTFUHNY > OEYEICHE L2 52 505

7222,

16.7.8 NILTOE

NLFaEF b LB E RS SN TWARATA»A
BE126 23RS LAY > (1R1200mgl H3[E) 2 KERD
BELEE, FLANY YEINLTOBOmEREE(NS 7
) ICHEBE RITET, TNALTOBL LN > OEYE)
RICEERZS X o722,



16.7.9 SERUEY
SE N F U EBEEITHBRES SN TVWARATAPARE]L2
BlzxRICT LAY > (1E200mgl H3H) %2 KEZO#HS L
el TUANY VIS E N FUOMEETREE (NS 7E) I
HEBERIFTST, EFENIF UL T LANY v OEYERE
WCHEBEBZ D72,

16.8 ZDfth

(FU AN ODEE25mg [ ZE])
FLHNY OD#E25mel[ZEIF. [EEA R 51O EFH
DEMFRISERBR T RS54 > (BR24E2H29H HA®E
EFH02295105) JIcED &, LAY > OD#E150mg[ ZE ]
EEMRERAE Lz 8 &, BHEHIE UL, AYENICHSE L
Al INT,

(FU AN ODER75mglZE])
7L N »OD$E75mg[ ZE . [&EA R % 5% OE A
DEWENRSEERBE T A 54~ (PR244E2H29H #Ha%k
FEH0229510%) JIcEI &, LAY »OD$#E150mg ZE
EAZHERIA L Uz &, BHEHIE UL, EMENICESEE
Al EI NI,

17. BRRRNEE

17.1 BNURURESHEICET 2HER

17.1.1 BN S RigsE
HWEZHEREREEZNRE Lz 13AMBEO —EEMRITLE
HEICBWT, FEFMIEE Th 2 m&FHEROEB A I 71d
TEOEBVTHY, 7L >»300mg/HERUV600mg/
HEETIA 7T & RBEE Hol L CHEME ICH B R B SR 5
*LfCZS),Z())O

B RREHM R DI A O 7
PR amn | R deasean | P
zarac N 97 . 5.12+0.19 | SO R -
lomgn | 56| 4812020 | oGty | 0262
oompr | 8| 4262020 | 305 | 0002
égg;g;;j/ 97 | 4.49£0.19 Lli%félO] 0.019

A)HHRESBHRBT 2HWAOHE,P SHH L AR OFHERAIT
[0(EA#% L) 510(ZhBl bR WEA) DB TIHish, Ra7h
KREVIFERVEAERT ]

b) B EH K UCLaE 2R T R—XTF7A4 VOEFAIAT 2 HER LT 5
FEGH

AVVFTF=UIIUT TV AEEM(CLer) ik - T, 30<CLcr<60mL/
min®#EEE1213300mg/H. >60mL/minD#Ei# 1213600mg/ H #5#%
Sahiz,

RN RAFORBEAREERIE. 772 RFETE3.9%
(43/9861). 7L 48U > 150mg/HEET57.5% (50/8741)
300mg/HET73.0%(65/89%1). 600mg/HH T82.5%(80/
97Hl) TH -7z, ERIERAIE. FEMHEDE WV (31.1%). HIR
(28.6%) {ERE(12.1%) RHMFE(11.7%) TH -7z, EE
ZEIERE. 150mg/BEICDAEELH ()R REHE) .
300mg/HEHICEBER/MRIMED 1 HI124F (57 © [B1E) G S
nrz.

FEPRR R F IS EREEE 2R & L2 13EMKEE
O_EEREEHBRICB VLT, FEFHEIEE T 5 RAE& M
DEFRAIATIEITROEBYTHD ., FLHNY »300mg/H
BT IARBELB LU TREIMFNICERSEE I ZH O N

7220,

R OERA 7
N—=AFA4
i RICET | ho0B(LR | FoEREDE
AR | | s | mn—gers | os%Emxm | PE

R

| 77%+ | 135 |483+021 | -1.20+0.21 | - | -

VA% AV -0.63

300mgy/p | 12F [ 4205022] 4822022 | 1 g9 0177|0097

TUHNY v -0.74

600mg/HY 45 14.08£0.32| -1.94+0.32 [1.39.-0.09] -

d)HEEPBHERT 2HAOHE, SHEH L AROFHER AT
[00FA#2 L) 510(ZhBl B WEA) DL TIHMish, Ra7s
REVIEERVEAERT ]

e)BEMERUCLEZ2ET. N—2A5(4 VOEFAAT2{HERLT 53
DA (KA OB A I T OR—A5 14 VPS5 OELRICBIT S
FL AN 300mg/HEE 7S AR E Ol EEERANE Liz,)

HI7V7F=r279UT7 T AHEM(CLer) i & > Ty 30<CLcr<60mL/
minD#EEE 1213300mg/H. >60mL/minD#5# 1213600mg/ H A5#

B&hiz,

RERMEFHENRBFOBIERARRRIE. 75 LA ET36.3%
(49/135f1). FL AN >300mg/HEET56.7%(76/1344l)
600mg/H#T80.0%(36/450) Th -7z, FemIfEMIZ. 1%
B W (300mg/ HE19.4% K% 0'600mg/ H#£37.8%) «
B (300mg/ H B£20.9% % 0'600mg/ H BE40.0%) . A A 21
(300mg/HEE12.7% % U600mg/HEE13.3%) . A=
(300mg/HEE11.2% K% 0'600mg/ AEE11.1%) TH - 7=,
HHEMRERE 2 MR & Lz 16 BRSO —EERHEHRIC
BWT, FEIEIEE Th 2 RAHEROEM A I 7 IZ RO
EBDTHY, TUANY VBE(300~450mg/H) TT IR
BEE HB L CHREHEMICER R ENRD S 2D,

RTHIR OTER AT 75
R BI—RFE | F5EREOE
O | ez | [oswmex | PE
FouA | 245 | sds=od2 | ol L
FUANY » -0.44
300-450mg/H 250 SOLE02 [-0.78,-0.11] 0.0046

g WERENBHERT 2RAOHEY SEH L LEMOT9EEZ a7 [0

Az L)2610(ChDl B WER) OB TFHliSh. AT T7HK
FVIEERVIFAZRT ]

hHREHZETF. N—2 74 > OEFATT 2 HERBE T HHIHOHT

REWFTMNRERORBIERAFRLIL, 7 KET51.6%
(128/24881). FLHNY »BET82.4%(206/250f1) TH -
oo EREIERIZ. IR (45.2%). ZEED £ (28.8%). &
HHEMN(14.4%). EH(12.8%) TH > 7z,

17.1.2 EARMIRSHER

HOREZ R AR B E 1266, MEPRRIE R MR E IO > 9%
FREE 1230, MRAERTRE B E 10661 X 13 ikt iR
(B HEEE SN, MAEPRER. ZREE(CREICES ER)
BHLIO3FEZ TR E L BEHSHB (WITNB528)ICB1 5
A DHE (0~100mmad Visual Analog Scale TEAT A E L
FEBRVWEAZRT) OFHEIITEDOE B TH - 72232,

JEAH DA (mm)?
S %%@%‘fﬁﬁf TR IR R E I S B
T L 8 :
RANTHE e 2 MBI | SEHE R ERRE
511 126 62.0+19.0 123 52.8+21.7
1258 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
A DR (mm)?
SR ﬁ?ﬁﬁﬁﬁfﬁﬁ AR pe R PR R
~ArE) =+ B N
A1 2 oy, FEBIE | FIE R E
B 5 106 61.8+235 103 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
528 87 47.1+£24.8 85 449+27.0

a)0~100mmaVisual Analog Scale TEAAE WIFERVEAZRT .

E ARG R RS RARERE) ICB W T, Katharn
REIFORIERAIE78.6%(99/12661) 1238 5. ELEIEMIX
FEED £ (28.6%) . KREMEIFE(16.7%) . HIR(15.1%).
AERENN(13.5%) TH > 7z,

E PR 5B R PROR R A R R SR S B8) ICB L T
TAEMFHEN RBIH OBIERIX70.7% (87/12361) IC588 5 1,
FaEERI. BIR(22.8%) . FEHEM(22.0%). FEhitto
11 (20.3%) TH > 7,

BN EHHR G R ER GRIEFIBE) 125 LT MRl R E +
IZEIER 1£84.0% (89/106f1) 12889 &5, FE 5 EIMER IZER
(26.4%) .\ ZEMED E 1 (24.5%) . KEHM(18.9%). E
(16.0%)TH>7. BWEHDOEEREIZ, ZLNVBETHD ., H
EORIWERRBRO s NEH -7,

BN RIS R (PR R E ) BV T, £1795
E RS FIE R RIS S EREE A BIL U725 5 WIEAIRER A
IS IS HIR L2 BIFER L. 87.4%(90/103f1) Ic88® 5h., E
ZEIERIX. IR (48.5%) . (KM (28.2%). FEHEDHE W
(22.3%)+ RAEHEIZIE(17.5%) TH > 7.

17.1.3 BRI RERAE

BHEBEREREEZNRE L 16GERKRSO —EaRERR
BicBWT., FEMMEE THHBRBEHOEBAITIZIRED
EBOTHD. FLANY VEE(150~600mg/H) TT IR
BEEHE U THREMENICER AUESRD 5Nz,



%EZZ7M>
BREDN—25 1>
H R PEOTHEILE | T e DR
O o gy | oswimmxm | PE
R
| 77%R | 106 | -1.07£0.149 | - S N
TUHNY v -0.59
150-600mg/H 105 -1.66+0.157 [0.98.-0.20] 0.0032

AR OKEIE. 150mg/HA HMIE L., E2HR K D EEE 2TV, 5§
SERTRICRE L ZEABICTESEA» S EIGAET TR I L &
L7zo

b) #EE P BHERT 2WAOHEEOFEAZ L) P H10(ZhBL Eavig
AR)DVEBETIHES N, AT7HFREVIIEROVEAEZRT ]2 SHH
U710 (168 OEBEAITDOR—AT AL > 6D FEELE2#H
SHMTHE L,

BEHADOR—25 1 > h 6 DPHELE=
VAR (16ER) O FHEB A AT -R—2 514 VY OPREEFEAIT] X
[ BB O SR/ B 530 (1638R) ]

OB SRR UHHRZET. N—2A51 Y OEBAIAT7TREAET SR
ZEOFMOKRA 7 2 HER LT 5 HIWAH
ZEEFMNREIFOBWEARRKIL ST R EET46.7%(50/
10761). FLHNY VBET67.0%(75/1120) TH -7z, Fi
BIER . 1EER(33.0%) . ZEIMED E W (17.9%) . RIEMHEIZE
(11.6%) TH -7z, BELBIFEAIX. KILELEFIAHRE SN,
[B1E L7z,

17.1.4 NNE TS RXIEEEHER
HREZRARRBRE 2R E L —EHEREEBRBRICB VLT,

RRIZT T REFT25.0%(22/88%1). 7L H/NY >75mg/H
BET32.1%(27/8441). 150mg/HEET41.0%(34/83l) T
Holeo EUBWERARFEHEDE WV (75mg/HHE.3%KR TV
150mg/H#£14.5%) K& OMHER (75mg/ H#7.1% K% 0°1150mg/H
B9.6%) . OMEZME(75mg/HEE7.1% K% 0'150mg/ H#4.8%)
55 (75mg/ HE#1.2% % 0'150mg/ HE#8.4%) HTdH - 7z,
SLESE I/ MAERER3ICB W T REMFHE R A+ ORIEFAR
HWRIZT S5 REET39.5%(32/8141). L H/NY > 150mg/
H#750.6%(41/8141). 300mg/H#ET67.1%(51/764l) T
Hotz. EREIMERIZIZEED W (150mg/HEF12.3% KV
300mg/HBE26.3%) . 16EE (150mg/ H E14.8%% 0°300mg/ H
BE23.7%). DONEHE(150mg/ HEE9.9% K% 1'300mg/ H &
6.6%)FETH -7, EELRBIEMIX, 150mg/HEFICEEEL. O
FEHHNGE. DEEREEIR/ DS ER I O B4
ENiz. TNSDEBITONT, DEHBE. DEEARE
R/ D RIS MIGE X REE, $EELIEEAHEE S hiz.

HLESE I/ MAEREE4ICB VT RRMFHENREIF ORIEASR
BRI S T REET36.9%(31/84%1). FLAHNY VBT
73.0%(65/89%1) IcER 6. FEREMEAIIFHED
(27.0%) . MEHR(23.6%) . REMEFE(13.5%) . ONER
(10.1%) F511(9.0%) XU EHEHAT(7.9%)F TH > 7z,

17.1.5 SAERIRSHER

HREERMEERE 2R LIRS HER] (1544, &
R312BHRE) KR O2 (27561, HR172ERS) BT 2WAD
MEOFPHEIITROEBY TH 7294,

a)
EEFIAE T 5 REHEROEMATT RFROEBDT | o [ mwmsmm T S
HY. CTNOHBICB T T LAY > 300mg/HEF KLU FPIAIE | TI90E+ B | AFmOIR | P R
600mg/HEETIE T T L ABE & B U TRETZMICER L IE BEN 154 69.4+18.7 275 67.3+17.9
BT 5N 13939, A |4
. RAFFRIFOER A 37 2w | o1
G | TR E B RICRTS | 7o eRoR] L | o28 | 03 :
i g | [95% X R] 104;8 32 36.8+23.2 78 32.5+£24.1
Gl AT Y a)0~100mm®Visual Analog Scale TEAAZ 1 E ERVIEAZTRT o
T A B B BB SRE LISV T KT S o B R 1
150mg/B | 7 | 2264024 55003 | 0077 75.3% (116/1541) 138 5 1L, E 2 Bl IREYIED & Lo
EE U2 S D R o7 T (20.8%) . 1AEIEM (14.9%) . HHER(13.6%). FiKIZ X 25H5
oomg/H | %8 | SOTE023 | ) 0 45y | 00016 (9.7%) . CIPISZHR(8.4%) . KAHERIER OKF (£7.1%) .
EDE AT P i B NFER OB (56.5%) ST > 120 BEZENEMIZ, FHIC L
600mg/Ho | B8 | 4350241 (5 43 115 | 00003 29MB30. EEWEHIR, EBREE, E5 N v AME, R
SHEISE T/ AR IS/ DEEHSMIGHE, o/ BRI K 2 9ME/FIC L S
2 | 7g%X | 87 ]559+021| - | - SMESBIHEAERE S . WINBEIE L.
2 A L O S i B GRB2CHE VT, R RO o8 &
| 7Smg/H | T T I (-0.71,043] | """ | 65.1%(179/27561) ICiBD 5h. EREIERIZFHMED £V
TYVARVZ | o | 5504022 -0.07 0.7999 (16.0%) . RMEtEIFME(12.7%) . HEER(10.5%). HEIIHE. FHH.
150mg/ [:0.64,0.50] (RN OFR (55.8%) . B0 (5.5%) S TH 7. BEL
B A e B e P BRI, FFAIRIREEs , FREARGY/ 200 0 20130 APl S h.,
) 81 |5.14+0.22 o1 0.0002 ZOEFRIENENREE, EETH 57,
150mg/H [-1.81,-0.58]
B AU D e 57 T 17.3 Z Ot
300mg/H 76 | 4762023 | | 00 ocr 0.0002 17.3.1 BEQERER
7 [ Toux 84 [ 529+0.04 - - HANERBAZHRE LTHRERROBRICSLANY V%
S D R D d69 [ 00001 150mg BERE IR S L 7- R DIF B b £ L OFEBIRIT, RS
600mg/H° R [-2.33,-1.05] | 55.3%(1/194) & e~ B R#:5.30.8% (12/3941) TE D -

AWHREPBHEBRT 2WAOHEL» SEHH Lz AR OFEER A7
[0(EA%ZL)»510(ZhB EaWER) QLB TS, 237
KREVIFEBRDVEAZRT ]

b)RER 1 K 43 58, MK OCLa@Z2E T R—A5 4 Y OEFAD
7 EHERE T HHAESH
RB2R O3B ERROEREERT. N—2A5( VOEFRAT 2 HER
& T HHEFHGT

AZVTF=r 77T AHEREM(CLer)ic & > T 30<CLcr<60mL/
minD#EEE 1213300mg/H. >60mL/minD#5# 1213600mg/ H A5#
H53hiz,

NERHERIGRELICBWVL T, BREMFMSREIFORIER R
HWRIZT T R EET39.8%(37/9361). 7L 4/31) > 150mg/
H#759.8%(52/87#l). 300mg/HEET64.3%(63/984) .
600mg/HEET74.4%(67/9061) TH - 7z, FLEITERIE. 1F
BFEOE W (150mg/HEF16.1%. 300mg/HEE32.7% % O
600mg/HEE36.7%) . 1HHR(150mg/HEE9.2%. 300mg/H &
11.2% K% 0'600mg/ HEE25.6%) KMz (150mg/ HEE
12.6%. 300mg/HE14.3% % 0'600mg/H#13.3%) TH -
7oo EEZEWERIX. 300mg/HEIZT 7 4 7F ¥ —HRKRIGL
ffil. 600mg/HEIFEME D £\ /B HIE/ 55 R/ R F
[E/MEROSHEA IFlRIc i sh, WIhbEE L,

AHESE T/ TAHRBR2 1S B VT RIS R A+ O BIVEFRH ¥

729,

18. MR
18.1 {ERtER

FUANY VIZHRERERICB VW TBMKEE ALY T L F v
FIVOREREIC K LB 2 1% 2 23 a0 Y 712y b ED#E
EENMLT. ALY TLF v RIILOMBEER CORRERTH
LI LARAZMEI L. L% I VISR EEME %
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