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3. #HAL - K
3.1 #6%
W74 1 =7 77 Fil#EES00mg
R4 - 58T | 1NA 7U(5mL) L ARF T+ & 4500mg
A BERRT b U KA OKEERR. HR{ES b U
Ly FESTRK
E)AFOEBOTRTARIIFTRRELD ZL ., FREZW5|T
BILEDETH S,
3.2 REIDMEIR
W74 A = 77 F#ES00mg
JER7N IEEBHOW
pH 5.0~6.0
BEER M3 ERAERICHT 5H)

#k 4, FPEEX TR

O —BNICROBSH TERVEEICHTS. TEDBEE
(X 2 URF St LEORFOREBEE

* T ABEDERDFEIE (CRIEERIEEIFZSD)

- fEDIATANAETTRBIIRNIBH SNIBVNTADA
BEOBERNREEICHT R TADAREDHAEE

O ThHhAEEIRE

*k 5. HREN (FZIRICEHET BF=

(T A ETEIREE)
BEAA KT LV RBEE L. FAIORSATEY) & B
SNABBEICRET L,

k6. FIENUHE

(—EBMICROBRSHITERVEBICBIFIURFSEI
LRORE|DREBEE

LARF St LORORED» AR OB 254
BE. LARAF Iy LBOKE5 LR UCIHABRR KRS
BIZT, 1EIEZ 1592 TR S 3 %,

LRF Sy ADORROR G AR 2859 554
FRA B, RAICIRLARF S5+ 44 &L TIHI000mg
ZIH2ENCT. 1EHEZ 150D T HESIRNRET 5,
AINECEE, AL EO/NRICIELRF S L ELTIH
20mg/kg# 1 H2[EIC 3 1EE %1552 T SR
W59 %, 7272 L. {FES0kgl Eo/NRTIE. BRA &
FCH% - AE2HAWAZ &,

VWTFNOBEFIIBVLTH, ERICKVEEBEBTE %5,
IHESREERUHEEFEEIMUTOEBDET A&,
BRA : BRATRIHRE#HESEIE3000mgEBR W &
L., EHEE2EMNL OB TCIHHAZEE LT
1000mgL R 2175,

NE AR Eo/NRTIR ] HREERSEIZ60mg/kg % #
Zlg\wZ ke L, EEIE2EMM EoMBEE2H I TIHHE
L LT20mg/kgll R D475, 7272 L. {KES0kghl Lo
NRETIX. BRAERICERSEZHVWSZ &,

(CAHAERIRRE
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7. BENUHEICEEYT 52
(GhEeE)
7.1 FENE. FRLU T SEBET S &, [14.1.1 2]
*%7.2 RABRERERE AR ZEET 2581, TRITR
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FET A &, [9.2.1. 9.2.2, 9.8, 16.6.1. 16.6.2 &
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[7.3. 16.6.3 ]
9.5 1@
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13.1 fEIR
NEOHIRBHREICBVWT, LRFSEFLE2—EIZ15
~140gRA L7zBIAH 0 . (HIR, Bk, RBRE. 2
LARIVOETR, MRS SRS H]E SN Tnb,

13.2 L&
ARNF M ENTIC K DRERRETH D HEL TV
ROBEWCIGD U TMEENOEREZERT S &,
[16.6.2 H&]

14. BRALODZEFE

14.1 EFIFARFDFE

14.1.1 KF D1 [E#H 58 (500~ 1500mg) 2 100mL D4 F &
R, BB /IR YXIE5% 7 R o7 B shR T AR
T5ZE, NETIE. RATORREE2HRICHR
HEOHEBZEZET S L. [7.1 ]

14.1.2 FRBIZ FEPLIEHT S &,

14.1.3 HR%. BEXIIBHPICEN 2RO S5 IHEHAL
LWl k,

15. ZDDE=

15.1 BRIRfEAICE D 1B

1511 M TEES N AR A2 ECEBORTAPAEEILS
F2. TAPA. BHEEEZNRE L1990 T

L AMNBHERABROBEERICB LT, BRSERD
HREROFEHRDOY X7 D, FiTADPAEDIRARET
T ARBERBLTR2ES LTA»ARERA
BE:0.43%. T EARE:0.24%). MTALPAED
IRABEClE. 7T RBEEHAR1000AH 72D 1.9N%
W EFTHE SN (95%FMXMA : 0.6-3.9) /2. T
ADABEDY T I N—TFTiE, T RBEEHAR
1000ANH 720 2.4NZVEFTREN TV D, [8.3,
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1512 HEARATADPABEI208f20RE LT T
AR REABR DO HF S BEITICB W T FRRHIRIEITE
IEROAEFR (BRI, BB, &0 AR, B
BENE. #1250, BBARE. MR, EBRE. Zi
Bk MREEEL MRRE. ABREE) ORIRKRITAA
BTI3.3%. 77 ERBET6.2%TH > 7. FRKIC,
NENNRTANPAERE (4~165%) 198 2R & L
727 2 RN RAIRIC BT 2 4R AEFROHRR
RIGAFNBET37.6%. T LARBTLI8.O%TH 57z,
F72. HAENNETADARE (4~ 167%) 98612 M5
& U7 RS RE R OMTENIC N I 2 B 23T 2 75
L ANEERABICB VLT, ERNEBETH 20,
7T AR B L CBNTEOBEATRR S Nz,

16. EENE
16.1 MHRE
16.1.1 A
(1) BORShURERS
BRI L XFZ 14 L1500mg % 1557 I THE R
HEIRNI S KX O] H2[E4.5 B B R E SRR S L7
EE LRFITLITLOEMHENTA—-FIZLTDE

BOTH-7Y,
ERYE) HO#5 RIEHSE

INTR—% (N=16) (N=16)
Cmax( st g/mL) 108.7[17.5] 109.0[17.3]
tmax(h) 0.25(0.25-0.25) 0.25(0.25-0.25)
AUCo-12n(pg - h/mL) - 390.8[10.0]
AUCo (g - h/mL) 437.3[11.7] -
ti2(h) 7.21[11.9] -
CL(L/h)® 3.43[11.7] 3.84[10.0]

BB ICV (%) ] tmaxlE HSE (R ME- B A MH)

Crmax © I MAEE  tmax -

e e ML 9 2 g

AUC : I FPEEypR - R AR Nt @ TERERH

CL:&HI7IV7I A

(2) EEEIRAIRS SROKRS D

fREEER A 25611 L RF T & & 21500mg % 155 il s i
RN EIIBOKREG Lz & LRFTLF LM
BB R OEYFEST A —Y I TOEBD T
Holz. MOBEGREE B L T, SMEIKRNE SO
Craxldf1.66EE< . AUCK U238 BIL TWiz, 28,
LARF Tt 7 LBOKSROEMZOFIHRIZF100% T
HolzY,

(pug‘mL)

110~ (RIS %(FHERK ) —e— RUMIIRNILE -o-EORS
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v 7
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§4of

K30—
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wo-; T

T3 I & b & a B % sm

5% RER

EYIEHE | OERRANRS | RORS Bl Eag o)
IS5 A—% (N=25) (N=25) | (90%{SHEX )
Cmax(ptg/mL) | 97.0[27.6] | 58.9[37.0] |1.64(1.47-1.83)
AUCo-t
(i - h/mL) 472.3[15.4] | 487.4[15.9] |0.97(0.95-0.99)




BEFIT500~1500mgl H2E#% 5 L7z & Efk L RIS
nizo,

16.3 770

A LRF 514 2 1500mg 2 Bm S s RN S
L7z & 2O MBEOFMEIX35.8L(0.54L/kg) TH 3,
AWK TEBIEWVETSH 5 72, in vitrokUPex vivoik
BDOER, LRXF I 7 LROCERBEY TH Such LO57
DI AFFREARIZ. 10%RFETH 5,

16.4 X3

LRF It H Lz, FFF b7 0—LP450RREESR TR
#panwv, FTEARIREKRI 7L N7 I FEOBEAM
KABTHY . ThIZKDERSNSDRIEREM DU
LOS7T(HNARFINAR)TH 5. 8. AEY IR
A E AN

in vitrosREEICB W T, LRF T ¥ L KFuch L0571
CYP(3A3/4. 2A6. 2C9. 2C19. 2D6. 2E1XU1A2).
UDP-Z )7 u VBB EER (UGTIAL KR UUGTI1A6) KO
IRFYRe FaT—FIc L THERRZ RS BD 57,
Fhoo NULTOBF NI LDV a Y BEAICLE
BRIFSEh o7,

16.5 HEittt

R A LARF 5+ 4 4 1500mg % B8] iR N i 5
L& &0e8 775y AOFHEIZ0.87mL/min/kg T
Ho712%,

RN (FER6H6]) I L RXF T4 L250~5000mgH)
BRI AR OB S Lz & &9, BE548K/MB X TH
BERICHT 2 RPPEMROFIMEIZ, REMEKE LT
56.3~65.3%. ucb LO57& L T17.7~21.9%TH > 7z, 4+
AR A B A1 14C- LR F 5 £ & A500mg % B
BOBE L&D, HE548FH% E TICHREED92.8%
DRHFEENRF P S, 0.1%2#EHH» SEIRS Wz, %548
% % CORSRISNT B RPERIRIE, REEFE L
T65.9%. ucb LO57& L T23.7% ThH->7ze LRF Tt %
L OHRIHT I RIRE S 18 K PRI E B IRIXAS. ucb L0571
EARBRME A i & BRI IR E 7T S LT W5,

) BN TER S NARFH O HREk58133000mgTh 5.

16.6 HEDERZBI 2EE
16.6.1 BiEgERERE (ROACH T 2 HRAHE)

BREDEREDORL 2 AHEBRE ZNRIC, LAFIE
Y LxBOEORG LIS, RrFoegr7u 75>
AT BHAEIEFE#E (CLer © 280mL/min/1.73m?) & H#g
LT, BEE TR (CLer : 50~<80mL/min/1.73m?) T
340%., FEEMETE (CLcr: 30~<50mL/
min/1.73m?) ©52%., EEEFE (CLcr @ <30mL/
min/1.73m?) T60%E T L7z

SR B BE HiEERNES | gOks (A by ) LRFFt¥LEucb LOSTOBZ YT IR LTF
IS5 RA—% (N=25) (N=25) (90%(ZHEX &) ZUPIVT I RAEERIHEBELEY, [7.2, 9.2.1. 9.8,
tmax (h) 0.25(0.17-0.27) [0.75(0.50-3.00) - 16.6.4 ZH]
ti2(h) 7.11[11.7] 7.23[12.7] - St B BE BREEDEE
SATSPIMEICV (%) ] tmax TlE RS (S ME- B K1) 5 A— % IEH BE ) hEE | HE
a) B EIRN RS /RO S (N=6) | (N=6) | (N=6) | (N=6)
CLcr
16.1.2 INE . >80 50-<80 | 30-<50 <30
(1) WRTADAEE ;n;gm/l.BmZ) 500mg | 500mg | 250mg | 250mg
INRT AP AEE (FH40 : &1 7 B ~ 48K 176, 4 LNFSthL
,;;f’__ﬁ;ﬁf;%@ ﬁxfff;gffi;%;%;%éﬁ Coax(p1g/mL)  |22.846.3]16.0%4.1]11.0£2.2] 9.5+3.0
;}‘% DIEMEIE A K3 L 7 A 5 0 8 o L 5 tmax (h) 0.5(0.5-2.0) |1.0(0.5-2.0) | 0.5(0.5-1.0) |0.5(0.5-1.0)
ooy LB I/j\“?;it'?L\ff‘D%iigiH%tlﬁﬁiﬁF'c\‘ AUGo+(pg - h/mL) |167.9427.9(250.5+41.0]171.2+27.8]215.3£41.0
Bt Eh ;ﬁm%%%g%wﬁbﬁ% ot t172(h) 7.6+0.5 [12.7+1.4/15.7+2.6|20.3%55
5075y Rk UTHER OB REERIE, a7 (CLS /L7y |51 7EAT [31.2£48/24923.9 20,6440
I U C BRI AR D BRI ICRIRO 5 5 TS
EF&LTHES NI GHEAT %), ( E/ in/1.73m2) | 32-5%8.3[157£4.1|10.0+2.4| 6.6%2.7
(2) BEFBFMEERIT(EOFICS T 3HBRAE) T
N (4~ 1688) RURA (16 ~558) DT AN ABEH S ucb LOS7
BoNMEHRHLARF Ty ABEF—¥ ZHNT. Cmax(ug/mL) 0.36%£0.03]0.77%0.1710.58£0.17|1.10£0.36
S BRI 51T - 7-o Z DR, CL/Flztt LTk tmax (h) 5.0(2.0-8.0)| 8.0(6.0-12.0) | 12.0(8.0-12.0) | 240(12.0-240)
BEROHEKTADAL, V/FICH U TEEI 220 AUCo+(pug - h/mL) | 5.9+0.6 |24.0%7.6|20.7+10.0|66.5+45.8
CHEEDPOERNICEROH HET & LTHES Nz, t12(h) 124 19.0 203 268
INERORACTADPABEOMIEREYEES I 2 (11.3-15.3) | (17.3-19.9) | (19.7-23.6) | (17.2-33.3)
]/'—‘?\/5:/[/7‘:%%\ /J\thﬁ’/l//%\%ZCIO’VBOmg/kg CLr 251.4+35.8/111.8+43.9/88.8+44.1131.3+11.6
%1 H2[EH% 5 U7 o mEEhEmBE IR, MATADA (mL/min/1.73m?) | ™77 T T T

FMEESD tmaxk Utucb LOS7 Dti/2id H ol (B ME- T A E)

CL/F: BP0 270 75 A CLR:BEVITIT VA

16.6.2 MAKRENZRF TV SKRBBHERESEHE (ROFCHT

2ERERALAE)

MEENT 2 Z T T2 RKEERERE ORAREREICL
NF F % 5500mg %z BT RIR44RE AT BB O RS
L7iz& &, LRF Tt LOIEBNROHEKERIN L
34.7THR T H o Jo 3, B2 MM I L. LA
F 718 LK Ouch LOSTOBHTIC L HBRERRITE L

81% K UV87%TH -7, [7.2. 9.2.2, 13.2 ZH]

EYEEIST A - LRFF+% L | ucb LO57
Cmax (¢t g/mL) 18.7x1.6 | 886x0.63
tmax(h) 0.7(0.4-1.0) [44.0(44.0-44.0)
ti2(h) 34.7(29.2-38.6) -
AUCo4am(pg - h/mL) 464.6+49.6 | 231.0+£18.0
CL/F (mL/min/1.73m?2) 10.9(9.4-13.1) -
AT T4 H—DREZER(%) 81.3+£5.8 86.9+5.9
M ZEAT O KR (h) 2.3(2.1-2.6) | 2.1(1.9-2.6)
MPENT 7 V7T > A
(mL/min/1.73m>) 115.7+£9.3 | 123.1£8.6

N=6. *Ft3fE+SD
tmaxs ti2v CL/F. HWRGEMNTH OIS AR08 (/) ME- i

KiE)

16.6.3 FHEEERERE (RO CH T 2 HERAIE)

BE R O HEE (Child-Pugh 3 A U'B) DR #EE
BETRFICVLARF Iy LZBEROKSG LEE, LN
FIEILDEHEI VT T RAIEEHSNLD 5Tz,
H/Z (Child-Pugh#iC) OJFHREE T E TId, 2827
7T v ABRRRADKIS0% & % 5720 (HAEAT—4 ).
[7.3. 9.3.1 ]

R RE(R N &
HY R @A | Child-Pugh |Child-Pugh | Child-Pugh
INTA—=% (N=5) IHA B HEC
(N=5) (N=6) (N=5)
CLcr
(mL/min/L73m)® 93.1+£13.8/120.8£11.9|99.6+£13.2|63.5£13.5
LRFFXEE A
Cmax(pg/mL) | 23.1£1.2 | 23.6%£4.9 | 24.7£3.3 | 24.1£3.8
tmax (h) 0.8+0.3 | 0.6%£0.2 | 0.5+0.0 | 1.6%1.5
AUC(ug-h/mL)| 23449 | 224%25 | 262+58 | 595220
ti2(h) 7.6%£1.0 | 7.6+x0.7 | 8.7*x1.5 | 184£7.2
CL/F
(mlL/min/1.73m?) 63.4+£9.7 | 62.5+£8.7 |55.4+10.5/29.2£13.5
FME+SD

a) LRF T ¥ LB 5% DM



16.6.4 EinE (ROACH (T 2 HERMIR) HICHE) Xi33000mg/H (RIEOFEICI D ST,

BREICBIZLARF Iy LOEYBEICONT, ¥ 3000mg/HICEHl#EE) 2 HAIC TROBE Lz & &,
L7 F=2 7752 AHN30~71mL/min #5164 FEFAIEE T 51000 ~2000mg/ H # O F A& F1 Al F
(F#61 ~88%) Z xR & LTl Lz #55H. ElE Tl BlIcBU 26 AMAEEEEAEZOEH &I, 73.8%
T A FIA0%ER Ly 10~ 1 1BERI & 72 5 7210 (54 (45/61f1) TH > 7z. 1000~2000mg/ H BE D HAL M
EAT—%), [9.8. 16.6.1 2] HETO I FEMAEEHEREFEOEE1359.0%(36/614]) T

16.7 EYHEEER Holz. F7z, 3000mg/HEFICB T 567 HBEFIEHEER

16.7.1 7= b2 (ROFCH T B HERAAE) REOEE1322.2%(2/961) . 1 FERFEEHREZEOES
Tz b VOBBEGET I PE—LTE RN 1E11.1%(1/961) Tdh > 7219,

A FMEXIEZRE2RLRERRREEELE T HHAT RIEFHFBIARE 1354.9% (39/7161) TH > 7z. 2RI
A ABEFIZTRIC, LARF T ¥y 43000mg/H% FIMERR32.4% (23/7161) Td - 120 F 7o BRMREE
PHRBE Lz &, T2 b YV OMERBESENH BE (BER) T ALTHEML.4% (1/7141). v-GTPH#EN
BESS A — S ICHBRRITS o7z, T2 Vb 1.4% (1/7141) . 1FrhEREHA1.4% (1/7141) . FRepr b
LRF 5ty LOEMEREIH B L RITS 2 h - 7212 (54 EREHEL.4% (1/7161) TH - 7zo

EAT—%), 17.1.3 EARE I/ MEER (WA, HAESE)

16.7.2 NILFOBF b U™ L BOFICH1F ZHERMRE) LARF T+ 4 41000mg/H. 3000mg/HREV 7T K
BERAL6H Z R, NILTafF M) 7 LADEFER Z 1 2ABREORS (BFEOTHTAPATEL OHH) Lz
EBTRICBVWTULRFITEHL%21500mgHEREORS L A FEFHEIEE Th 5 b 72 U O RIERIEIRD R
FEE, ALTUBF P T LABLARF TS AOEY BTFEOEBOTHY ., TILRBELRF L LR
BRI BARIESEP . LAFTEILENLT (1000%0'3000mg/ H) A I L RF 5+ 4 241000mg/
OEF b LAOEYBIEICHE R RIES Lo 7219 (4 HEOB THII N AEREIED Sz (ZhZh
EAF—%). p<0.0013£ TN p=0.006. HE5BEET. BEMEICH

16. 73 ROBAR(TFZIVIRA NS IA—ILRU LUK/ ILT R JANBER LI EBH 0 O FEERKELEREET
LUILOEHR) EOFCH1F 2 HERE) GBI BB, FHICBITFB50L AR5 —
TR AL 8F 23R, BORHEE (ZF =)L R b L— bt B 7 0 OFR5 FAERIE A BIEIAR & X T50%
V4 —=10.03mgk VLA LT A L IL0.15mgDE DlEetE Lz BEOEE) X, 7T REE13.8%(9/65
#%1H1E) RO LAF T+ & 4% 1E500mgl H2ME21 ). 1000mg/H#31.3%(20/64f1). 3000mg/H &
HRRERORE L e S, LRFSEIABIF oL 28.6% (18/63fl) T - 720,
TRARTIA=VRBLAR VTR b LV OTIEIE)§ B 720 OBAFIEERD | 75 RBIT 2 ORI
FRA— G BRRIES B> T, BWEBE DM O 2 - ‘ 95%(EHHX
52570 Y RO BB AL E B R TR L P ey e )| | (LE)EFE”
RO EOEMICHE L RITS 2 oo, RIS 75+ RE 65 | 2.73 | 2.67 | 6.11
. LRF TSI LB BHEICHEZ RIS B> 18.8
7219 SHEAT =), 1000mg/ | 4 | 358 | 2.25 | 1961 | 209 |16.0,29.9]

16.7.4 YT+ Y @OAICH1 2 HERME) HE [10.2, 304] | (p=0.006)
REEALLfZ NS, 3% 2 (1E0.25mg% 1H 1 me/ <0.001 23,

) % O LR F 5 £ 4 4 1E1000mg | H2[E7 H R A 3O%Oﬁg 63 | 344 | 208 2772 ) [10.7?23_6]

G L-EE, LRFSEYLRYITFT D OENH
FEIST X —FICHEBRRFE R P52 YTFT B L
RFTX 5 LOFEYBREICHEZ RITS - 7219 (5HE
AF—%),

16.7.5 D)L 77U BROBICH T B HERBE)
Za bhu >y RO EBAZE H (INR) % B2 o

a) B R OFHIl R O W 7 — & 234 > TV 2 EFIE

b) FRfE

) B FAERF T EICE D < DR

A)BEHERF. BRERICBT 20 BER L 28 72D Ok
FfEmEe LR &I 23 ET

WICHERET 2 KD, TIL7 7Y Y OBE % #GENICZ T BRI & O FHE B O BIVE A ST 13 1000mg/ H#
TLHEERA26BZXRIC, TILT 7 2 (2.5~ 5R756.9%(41/72%1). 3000mg/H% 58 T54.9%
7.5mg/H) RO LRF T+ % 41[E1000mgl H2ME7HRE (39/716) TH > 7zo F&BIWEMIZ1000mg/ Hi% 58T,
RERORE L&, LRFIEIYLETILT 7Y > 1EAR13.9% (10/72f) . BIHFEZ8.3% (6/72f1) . 2Btk
BEICEEZRIIST. Tutur UKo EEL2% HEN8.3%(6/72f). 3000mg/ H % 58 TIHIR.9%
Jirolze TLT7 7 UHLARFTEY LDOEYERE (7/7161) . EAAEES8.5% (6/714) . ZEMHED F115.6%
ICHEZ RIS B0 (AEAT—%), (4/7181) TH -7z,
16.7.6 7ORRY R (ROFCH T B HEERRAE) 17.1.4 ERSEMEEER (KA. HAES)
TR A 23612 MR I, a3 R (1E500mg% 1 H LARFZ+ 4 24500mg/H. 1000mg/H. 2000mg/H.
Al]) KO LARFF £ & £ 1151000mg1 H 2084 H B8 R E#% 3000mg/HE VT A% 1 2BREOR S (BEFEOH T
AE L& E, TuxXX Y RELULRFTEHLOHEY ADAIEEDHR) L7z5a. FHMiHHRENIC 350 2 BN
BIRBICITE R RITS n o 2 ERBEPIUch LOS7D P56 DHEB 72D O FAERBORAD R (FRE) X, Th
BIUT IV ARBET SR (HEAT—4), ZN12.92%. 18.00%. 11.11%. 31.67%%112.50%
THO, FEFMEE TH B LRFT1 ¥ 241000mg/H
17. BRIRAAE BE. 3000mg/ HEE R O 7 T & R BED SBER T 0 S AR
17.1 BHRUR2MICEE T 5HER BT 2 BEHE Y 5 Db 72 D OS5 FAERIER AR
(T AEBEEDEDFEIE (CRESRIERIEZZ D)) 12, METENLEREZIRD 5Nk 572 (p=0.067,
17.1.1 EASE I18ER (BOZD SEFFIANOE U B X HER) Kruskal-Wallist&i€) . 2B, FEICBIF550% L AR
EBAFEEET 216U LD TA DA BE 1662 RRIC, V¥ —L—hid, FIEAREL11.6%(8/69f1). 500mg/
LARF F£4 51000~3000mg/H %2 EOHRSH 5155 H#E19.1%(13/68f1). 1000mg/HEE17.6% (12/684)
M IRARS (4HM. TH2E) IS DRz & &, 2000mg/HEE16.2%(11/68%1) . 3000mg/HEE33.3%
RO G RKXO RMEIRNSRICB T 51 HH 720 Off (22/66f1) Tdp - 722V,
S FEAEEE O B (55 1 U567 s — ZE 3P A ) 1 HEHE X OFHEHMOBERFRSEE X, 500mg/H
0.59(0.04-1.12) % 170.38(0.00-1.00) ET&H - 7218, BE5#60.6%(43/7141). 1000mg/H#5861.4%
BIfEFAFE ISR 1318.8% (3/1661) TH > 7= BIfEFIZ, (43/70f1). 2000mg/H#5858.6% (41/7061) .
SR AAE6.3% (1/1661) . FEEHERAER6.3%(1/16 3000mg/ H#%58£64.3% (45/70f) Td > 1=. E2EIE
Bl) . FESTERAIIERRG.3% (1/166]) TH > 7z, FE500mg/ B 58T, BIHER14.1%(10/7161). ~
17.1.2 EASEMEEHER (WA, HEIEE) #19.9% (7/7161) . FEMED E17.0%(5/7161) . 1HIR
BIETADPA LTSNS REZET 216 LD 7.0%(5/7141). 1000mg/HEE5# T, RIHEA18.6%
BEEZMNRELT, LRF I+ 241000~2000mg/H (13/7041) . FR10.0%(7/70%1). 2000mg/H#% 58T,
(1000mg/H 2 %5 I FIEN A 5 N 7-35E132000mg/ EER17.1% (12/70f1) . BAIEEEZ$15.7% (11/70/1). #

—5—



157.1%(5/701) 3000myg/ B 586 C BIHSEA 21 4% b7 D ORERRREIER | 75 FR L OB
(15/70%1) . 1ERR17.1% (12/7061) . HFHEREGEA7.1% a) %= :
R e P s omesrn sk )| 190 /"({pg)'zﬁ]
17.1.5 WE%@%ﬁ?ﬁf—f_}Eﬂgﬁ 7t AE| 109 0.83 0.65 19.64 56.13
IR 1/ TR (A BHURREE) 252 T L7 B 151 LRF5 (4402, 68.24]
FlERRE LT, LRF T4 A1000~3000mg/H% 1 wyop) 17| 089 1 01617698 1 = 0001
F2ME12 53 TR G U7 & & 0553 58 (e ERIE LR o :
LB TH-1), %;E,fi@nalym Set

KHEICSM L7 WERE DS 5. 76617 D%kEHH S
To bR B IS 1T LARBR 2 # T L7z (33~36 4 AT1HI.
36~48» ATATHI. 481 HLIBET284) o

6.00

OBREGHEVEZET. BEMMICHB T 285D ORERMASE
e 2 AR &I 5108 o
BIVEFFEBSERE1323.8% (30/126f) T > 7z E2EIE

SRR FEMEAR2.4% (3/126]) TH > 720 Fiz. ERBERKE
m 50 ESRE (BUWER) & RAPEEBE7.1%(9/12661) . I/
58, BOBR A 4.0% (5/126f1) . IF-RERBRD3.2% (4/126f1)
§§ . Tho7,
g0 17.1.8 ERSE M4EER (VR
5 BEAE DHLC A D A TR B FREMHIRIELE 5Nz
g8 T L [ F T MERMRREEET 248 E1ORRMONRTANA
R e x =< BEIFEARE LT, LAF T €5 540X I360mg/
oo (122)(117)149- (91) 89) (86) (85) (81) (78) (77) (70 (50) o H kg/El (WESOng\J:liZOOOKli3000mg/E]) %243@&5
St e S e ROREG (MEORTANARLOMM) Lz &, FH
R A e FHMiIEE T 5 BRI > 5 DM d 72 U OIRE R FEE
e [ 5035 A 58 o v S (95 % E MK ) 1. 56.52% (—

EIVE SR 13292.1% (139/1516) TH > 7o E7xE]
PEF 3 BRI EE2$55.6% (84/1514) . 8Ef24.5%(37/151
Bl) . 16HR22.5% (34/15161) TH - 7=

EMSE MR (R

BEOHR TAP AT LREMFIRIREI BNV
BOREEZET 248U E16KRBO/NRTAPABRE
73l RRE LT, LARF S 1 4y L40X1360mg/kg/H
(1 &E50kg L E132000%123000mg/H) 2 1 H2EIC 53
TIGABROZRS (BEORTAPAEEDHAH) Lk
&, FEMIER TH BB, 5 D'ED -0 DS
FAEEFRD RO P IRE (95%BEHEX M) 3. 43.21%
(26.19%, 52.14%)TH V. FHIFFEEORINERD iz,
Fio. NETADPABESSHICIGELESL LTSS

15.74%, 98.18%) T - 7225,

B EFHFEIBSEE 1238.5% (5/1301) T - 7z, BITEFIIME
AR23.1%(3/13f1) . EEBE7.7% (1/1361). JEFE7.7%
(1/1360) . THI17.7%(1/13%1) TH > 7z, Fiz. BEKRMK
EEEE FIER) . DERQTEET7.7%(1/134l) T
Holz.

REIH IR SR (MARONE)

| FRHL A 58 A AR ER S U < W/ NRERNE AR 252 T
S E PR F S M AR 2 D RA 573 D 72 O #5208 L1
Beicrik U7 HARNEBE 4462 x5t & LTy A (165%
P E)TIELVARFFE4 41000~3000mg/H. /MNETIE
LRF 5+t % £20~60mg/kg/H (5E50kgbl 1121000
~3000mg/H) 2&O#K 5 Ui & &, RERMRFEERE

£520~60mg/kg/H (fkE50kgbl £ 131000 ~3000mg/

BETRDOEBY TH 7220,
H) 2 1H2ENC3 1) TRl S L7z & & O FAEREIE 14

()
3 3 - o (43)
DROEBYTH o722, g 12
20 - SE 1o
() 55 n
18 &8 (43) (19)
@ 16 B 08 G2)
Kig =i
ﬂ»jg; 14 mE 0.6 (29)
S& e @y P 22 (19) 2
g 12 S2 o4 ) w
Bl = g )
%ﬂﬁ 10 §v 02 (16)
(5:‘]‘ s (73) m I
s 00
SE e ¢ 8 e e e e e e e e e e e
o= 4 (73) @s‘@ B N A
o NS
g?ﬁ (55) (54) (53) (29) [(14) %&@ ‘;S“ o o o &« & A N A o E
= 2 £ A
0

BIVEFFEIRSERE1338.6% (17/440)) TH > 1= EHEUE
FAIZMERR11.4% (5/4451) TH - 720 7z, EFRBEERE
H(BIER) 1&. DERIQTEEREA4.5%(2/4461). 75 =>
T3 NI URAT 2T —EHM2.3%(1/44%1). 7 285
FUBTI) NI UAT 25— YHENMN2.3%(1/44%4)) .
C-KIHEBEEM2.3% (1/44%1) . AEHEM2.3%(1/44

BRI mRME GRS ARG MRS Mk RS
(148) 1H~37H 3~67H 6~9»H 9~125H 12~15s A

RIVEFFEBEE1258.9% (43/7361) TH - 7= E2EIE
FIE. 6ER42.5% (31/73f1) Th o7z Tz, BRER
ERE EEMA) & BB 1.4% (1/7361) . Bk
BIEM1.4%(1/7361) TH > 7z
MEDFTANAETTRBIIRNIRDH SNIBVNTADAE

)T 770
ZDBRERRFHECN T BHTANAEE DHEBEL e
17.1.7 EFRHESE MHEEER (A) 18. EhEIE

BERREEZET 216U EOTA»AEE2514(H
AN Z &) 2MRE LT LAF FE 5 410005
L < 133000mg/H (1000mg/HA 5% 5% L, &5
S E TICFAEH H 5 M 1 & 13 238 T 1000mg/H Y
©3000mg/H i #8) Xix 75 £ A % 28 AR 13 5 (B
TFEORTAPAEEOHA) Uiz & &, FEFHEEE TH
B 5 0D 72 ) OBERARFEER D RIZ
TROEBVTHY, TILARBELRFT¥ 5 LBED
B THRETFN 2B REEZDRD 5Nz (p<0.0001. H58
ROEZRET. BIEHBICB T 285720 OMERRHE
el % AR & T 5 H5ESHT) 29,

LRF Ty Lid, EEZERRCFELEZAA X F v 1)L
LA LaLAD MK D Y F TR/l AHE2A
(SV2A) & DfEE228 NEICa2+F v 2 ILFRE2Y, R
Ca2+mEHENHO . GABAKRU 7Y ¥ U AEEIEB RIS
S7UATY v ZHEOMF) . wE R o & # 722 5
(LDOMFHD 72 EAFEZR SN T WD, SV2AICKT 2iEAH
M ERBETAPAFYET VBT BREMEERE O
BICIZHEP RO 6NEZEN S, LRF T F L ESV2A
OFEED . FIEMEERICEELTWSbDEEZI 5N 33,
18.2 TADOARIEICWT D1ER
HHEZA 7)) =V TEFILTCHAIBARBEITIVNAET
LVROBARYF LY T b IV = LFEHKITFTONAET LR
ETIE. TONAWHEERZRS 2272390, ARER
FF Y RY T R34, RUFLYTF RSV —)LF
NN dr SO NI < b D AV A = &y B g -3 -=5 5 A =A1))
S R34, AT AT ILVBEERMTADPATY b
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R L7,

18.3 i TADAEMIER
REBLRIEF Y R 7Sy MizBWT, FYRY >
TR ] L7237,

18.4 hiRRICX T 2 ZDDIER
Z v M OMorris/KREEEERIC B W T AR IC B % KIT
PV, o—F—u v NRETIHEHAICEEZ RITS
oz, o, PRMENRKEE S v MCB WL TR
fafREER 2R L7239,
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