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b2 EHIIBIT DAFNOANE, LNTHEFMEE G d RRiE,
9 OEEE) OBEHIZ GO D 5 EH B 2 RKF ORI
OCREWIIMELL TRV T, ThH OBFIZARH Z2H53
SECITER EOFRE L fEBIE T ZBE L LB T
FL7-ETEEIT) 2L, [17.1.1-17.1 . 45H7]

6. RERVAE
JHEEAZIET 2T 2 & L CLE8mg & AN R 5§ %o

7. RERVHAEICEET 28

70 KA, MEOBERICKHSELZ & 72, IR L ORE
L7, BEIRETIC BV C—REISEIR L THEFEZ 3 575
PR H D L ST S E RN &,

7.2 EHREG TR, RS A_AH oM P EAMR T 5
ZEHBH DI RENTEE L UL EEZO R LT 5
Z & [16.2.12H]

8. EELEAKER

8.1 RAIDWEN B LA O, IREA. EED - 9 - )]
HEERESORTIEZ L LD H LD T, HEEOEE 2 &
fabf % 8 ) ORISR SRV E ) IR T AT &,

8.2 KFIOHG 12 7zoTE, BHIIH L CTAFEEEOUET I
B2 L1, BEHGB2A M %A H LS ARRKEE S 24
R R O E WA L. A HEDS RO SN WA I, %
S ZE L, BREHRG LawI e, 20k e
WARFN D AT R Je VA % GFAI L 72 1 CTHe Gkt 0 S5 % 4
FHyaz b, [17.1.1-17.1.42H]

8.3 AHIDOHF 2L, 7uF I F UV EANHLDONLZ WD
0T, ARREE . FLITHR SO EARGR SR b oA
WG 2 ik 5 7 YR LEER T 2 .

9. FENHEEHI2EE AT IEE
9.1 AHHE - MEEEZEDH 2 8HE
9.1.1 BEQERMETIRERIEERE
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9.3.2 BEL S FEEOBERETEE
KANZ T TR SN S 720, KA OMPEEN EFRT 5
BENDD D, [16.6.2217]
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TR USITR L C W A ek 0 & 5 2 id, B OB Ik
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MZ & 2GR (150mg/kg/HELE) 2B WT, BIROKE
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[2.3.16.7. 1]

IR BRASREIR - SETEE | BT - falRE T
TNVARFY I U RHOREMPRE, KA O £ 2 fF %

AUCHBHZEIZ AT 5
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Z DAl BRI EEEERE
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KHAFECTT T ERBLEHANTHER 7O T 7 F Vli0 LA
oIfih7u g 2 F v LA AFIBETE o tze —T. BN

Bosit, EIfEHE LT
RCIE. N

M2 0 Lo — Mo (BEARIRESE. 62 B HERG®%R) c7ns 75
MO EADED SN oo, EfEH & Lol 7u g 7 5 v EAERO ST,
ENTOFEBBLIAYNTH 2.

13. BERE
13.1 &E
M BENTEARH OBRENH AT AW EEZ 51 5,.[16.6.32H]

14. BAEDEE

141 ERZHEOER
PTPER#EOIEANIPTPY — M 2500 L CIRIT % £ 9 fFiE
FT5Z L, PTPY — bORESRIZ LY o BV LA AT A E R LA~
AL, B35l % B 2 U CHERSI 485 0 18 2 A PFE % F
HBIDLIENDH D,

15. ZOMDEE

15.2 FEERAREIBRICE D C 15
<7 AN 24E SRR 4G L 22T, M~ 7 A 0100mg/kg/
HELER O~ 7 2 D300mg/kg/ H UL OB BV CTHFIES O
FEBIWEIM A S NTze 720 T v MI2FREEFIRE G L72H
BRCid, HEZ v MIZB W T250mg/kg/ H UL O RETIFIES L OF
B RE S R o SEBIRIN23 & S e, WET v b TIE60mg/
kg/H UL E DT B\ THFIER O FEBIE M A 5 1720

16. ZEYEE

16.1 MAiEE

16.1.1 BEKES
TERHERCN (1861) 127 AV T 4 ¥ 8mg % Z2fFI S iE fr iz |2 Hln
FEOEG L72 & & ORZAUR L A WM- T o b o4t
BEROLEBY THo72Y,

AUCO*48 Cmax
Tmax h / h
(ng-h/mL) | (ng/mL) )tz ()
e 2.04+1.80(1.41+1.21] 0.75 ]0.94+0.18
ZALk
s Atk |2.16%1.65(1.19+1.11] 0.88 [1.14+0.39
184.97 63.04
e 0.75 11.94+0.53
- WS ieo01 | +146
179.18 46.96
A% +
Hir +56 33 £13 05 1.75 |2.02+0.45
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16.1.2 RERE
TR (861) 127 AT A > 8mg% & A3HFI LI 1 =7 H
MRS L7z L & %5 7TH H ORZEAAED Conax St WAUCo-24
d. BHIHH E B L T2 N31% K U16%EMm L. &57H
HOM-I DCrmax e FAUCo-2ald, 5 1HH LB L T Eh
%I M 3% A L7223, REALARKRUM-T & 12z
b7 7 xR TR T o 727



AUCo-24 Crnax
Tmax h p h
(ng-h/mL) | (ng/mL) ) tvz )
1.31
1HH |2.34%£1.01 |1.39+1.05 +0384 1.08+0.23
KA _l (')9
THH [2.64+1.40(1.47+1.03] 0.92+0.31
+0.38
234.79 54.18 1.53
1 2.26+0.42
M-I HH +62.20 +21.20 | £0.80
229.07 54.15 1.53
7 2.05%0.54
HH +66.03 +10.53 | £0.54
SPIE + R
16.2 IRIR

16.2.1 BEDOLE
TR (18B1) 125 AN T F »8mg#k Ze I AT Ak 12 HAl
OG- L7z & &, k%S TR 512 R L E o
CoaxlF16%ME T L 720 F720 M-I DCumaxld26% 15 F\ Tiaxld 18
M OEREDH Sz, [7.288]

16.4 X3
T AT F VAR TEELIC L Y M-I, M-I, M-I, M-IV,
M-VIIF OM-IX 2R E S, M-VILE OM-IXIZ & 512701
70 ryBIEAEEZT D, REMMEL OM-T~OHIZIEEL
CYPIA2M%45- L. M-I D{E%I2IZCYP3A4DHFE LT b &
EZz o559,
M-T o FMTU OMT22 BRI 5 3 2 BRI R LR oK
110K DHI1/5TH 1) 7 T = A MEIZFIL/ATRUHIL1/28TH 52,

16.5 HEtt
RIS T AV T+ v 8mg#x BAM & T IZH ROk S Lz &
&, RPUZIZRZILER M-I & A ERE SN o720,
P, FHEERER A T2 16me™® (BEikfE) % HERE RS
L7z &, ZVvru VEHBER E L C84%M R IZHEM S 7z,

16.6 FENEREF T 2EE

16.6.1 =& ICH T 2 EYEIRE
EEREICT AT A v16mgh & HERRORES Lz s & RZEL
RO Conaxy AUCo-meJt Dtralds e & e _Zenl 3. 1.9
BER L. TH > 720 M-I DAUCeH-ncf Ozl FEEEE & It
NRENZFNL3ME, 145, CoaxdZEIZFERETH 729, [9.85M]

16.6.2 FH%BEfEERE(CH (T 2EMEIRE
WREE, PEEOFREEEICT AT v 1emg® & KIEROE
HL7E &, REAUEDCnaxs AUCo- S Dtreld, R A &It
NZENZN2.5M, 3.6/ K01 4516028 465, 10. 7K U2.5
RECdH o720 M-I DCumaxs AUCo- S Utrald, A & b2
NZN0.95. 13[RO . 26536 020, 8%, 1.0f5 K% U1, 75 C
Hotze B, MEOHEELEICBIT2HEYEEIIMRET S
Twiw? JHEAT—%). [2.2. 9.3.1, 9.3.25E]

16.6.3 Bi%EEEERE(CH (T 2EMEIRE
BE, WEELVBEOBRERE ., BEN & EENT BE 1S
I AT 4 v16mg® * EROHS Lo &, REMKERD
M-I DCrmaxs AUCo-ld, RN L AL NG5 72,
tield. BWEOEREEZICBVCREUE, M-TWwiid g
BN & AL 565, ISR 2 BT B IS BV M- T T 455
THo7Y BHEAT—%). [13.12]H]
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16.7.1 ZILRZH I
RN (2361) Z#RRIZ. T ANV T F »8mgw 7 IV ARFH 3
> (CYPIA2MHERH]) 1H1M200mgd7 H AR 1% 5- 0 7H
EZBER$E S L7z b & BIPSG-E & R8s L "C Cmax i OFAUCo-int
I RZALARTENZNH2,700% K U8, 200%34 01 L. M-T1 T%
NENHI66%IKA . 1%L 720 —J. 7RI H I ol
BREIIEBEHIC L B B0 SN ol BHEIAT— %),
(2.3, 10.15/]

16.7.2 ZJLarvJy—J
fEEER N (2461) Zx%RI2, T ANVTFF 2 16mg® 27V aF ) —
v (CYP2COBHSEHA]) 4H M AR5 (1H Hi£400mg, Z®

HIH1E200mg) O4HHICPRH$EES L7z &, Bl S E It
B L CComax . FAUCo-imtld R ALK TZ 2189 144% K 1DV 152% .
M- 1L TZ N2 HKI55% % DS 1999%3E T L 720 tr2ld 2SR L USM-
I TZENZEN33%MVMUWBIER L7z FHEAT—5), [10.25H]

16.7.3 S haFVJ—JL
TERER N (2651) &%, 9 AT * »16mg® &4 b ad v —
)V (CYP3A4FHE]) 1H2[E200mg4 H AR 1455 04 H
HZBEH$S L7z b & B 5 E & B L "C Comax L AU Corint
I RZAR TENZNHRI36% K 1°84%., M-I TZNZN#923%
JeTR93%3E NN L 720 trald RZEALE L M- TENZN3L% KD
52%ILEE L7z (HEANT— %), [10.250#]

16.7.4 U7 72 EY >
RN 2761) ZRHRIZ, T ANVTF 32mg® )77 ¥
v (CYP#EHA]) 1H1EI600mgd 11 H [ SAERE %S5 011 H
HIZBEH$ S L7z b & B 5 E & B L "C Comax L VAU Corint
I RZAETENZNR82% K 1°81%. M-1I TZNZNH81%
T U089%A L7z (MEIANT— %), [10.25H4]

16.7.5 T8/ —JU
TR (2161) ZR5%I12, 5 A VT F »32mg™ LK
J =) (ADH#E) 0.6g/kgZ I35 L. TOHI05mEIZT
5 7 —N0.6g/kg® 2IMFEH G L7z & & Bl & i L
CComax % WAUCo-intl IR ZEALMR T Z I E1H43% K D 47%Ha I L
7275, M-T OFEWEIRE I3 BEM I X A BB D SN h o 12,
—Ji. TF = )VOIEWEIREICIZHEHIC L A HE D SN
ol WHEANT—2%),

16.7.6 K&~V
RN (2261) #xRIZ. T AT+ »8mgk F ARV L
(CYP2D6#'E . CYP3A4#'E) 1H1MSmgD7H M BAZFRIIH 5
. 1H1E10mg? 16 H [ AR ¥ 5- 0523 H H I # 5 L
7ok &, HIRGE & L CCnak CWTAUCkHntd R LA T2
NZNHI8T% I F100%HEHN L 7275, M-1T D IEWBIRE I 14T I
L DEBIBO N L o720 —H. ARV IO EFEIC
B X 2 BIIRO SN Loz WEAT—%),

16.7.7 A F+EF >
RN 2761) ZRHRIZ, FANVTF v 16mg® E 7V L F &
F > (CYP2D6IEE & OVHAEH]) 1 H1H40mga 11 H [ BAERE
BEOIIH BB ES Lok &, BB GE L HE L T Cmnax
T O AUCo-intld KL T2 N2 108940% K 0°50%. M-T1 TZ i
ZIRINT% K O52%38 I L7z SAEAT— %),

16.7.8 A 71U
fEHER N (1861) ZXRIZ, FANVTF »32mg® L7471
> (CYP1A2#£E) 1H1E300mg% 10 H B USR5 L7z &
&, HURE G L B L CCnae X FAUCIZRZfLIETENZ
NA935% I U40% . M- T T2 ALE A 1% K O 12%34 00 L 720 —
T T 4) Y OFEYEEIIEIUHIC L 2B SNk o
72 BEAT—%),

16.7.9 HNANLF
TERERLA (24B1) ZXFRIZ. T ANTF ¥ 8mgk ANy F 1
[F1400mg % 1 H 3[E17 H B S AR 1 5 07H HICB S Lz b
&, B SEE & L CCna X FAUCHndl I RZE(LIE TZENZ
NHI27% B P 14%38IN L. M-11 CE N -ENH22%0 4. 1%34 70
L7zo —H HNRYF 2 OSEYENRE TP I & 2 2L
N7z HHEANT—%),

16.7.10 YILEF A
TEHER N (2461) ZHRIZ, T ANVTF »8mgEk VIVEFL1H
1E10mgd 7 H M AR %5 07H BIC P AH%S L& &, B
Fd% 51 & HOB L C Cnax 2 PAUCo-inel L AR ZEABAR T Z N2 1493%
T TR9%3E N L M-11 T2 2 114% 4, 0%3401 L 720 —H
VIVEFATHLENOmg R 5 A VT > 8mgD 7 H M SAERE [14%
SoTHHIHERES Lz &, VIV E T A DCrac 2 FPAUCo-int
I ZNENH16% K 2% L7z FHEAT— %),



16.7.11 FXXbOX LT 7>
TERERN (3461) #RFRI2. T ANVTF »32mg® L FF A b
A M7 7y (CYP2D6E) 30mg# HEIREIIH G L2k &,
FANT A RTFA NG X NVT 7 OIEYBYRE LB
WL BMEIRED SN o7 WHEAT—% ),

16.7.12 ®IL RS U
TEEERLN (2461) ZxHIZ. T ANVTF »8mgk L)V hT Y »
(CYP2D6FEHA]) 1H 1H50mgd 13 H R BAER 13% 5 D13H H
OGS L7 b &, B S EE & B L C Cmax L FAUCo-intld
REALETZENZNAI43% T 1°23%, M- TENRZENHI18% K
V2% LTz —J5. &IV b 5 Y1H1ES0mER I A VT F >~
8mg® 13H M AR5 0130 HIcHf kS Lz &, kv
k5 1) ¥ DCrax S WAUCo-intld Z L2 KT 15% K OF11% 30 L 72
FHEANT— %),

16.7.13 #X 75—
TR (296]) #5512, 9 ANVTFF v 16mgh & F AT T —
v (CYP1AREEHA]. CYP2CL926E) 1H 1M140mg# 7H I SUAEAE
FHe G Lz e &, HAHE GBS & I L CCnac i A UCo- IR
AR TENENRI27% K 33%38 4 L. M-I CTZILE416% M
U29% I L 720 —J5. F A7 5V — LV OIEWEREIZ LIS
L ARBIROSN o7 WEANT—%),

16.7.14 3% >
fEHER N (2061]) ZXRIC, T ANTF Y16mg? 2V TF T Y
1H1ME0.2mg & 11 H B RAER OGS Lz b & B 5 & I
B LTY IF Y ¥ DCmax 2 WAUCe- & Z 12 1079% Je UN3% 4>
L7z WHEAT—%),

16.7.15 777U >
RN (226]) ZXRIZ, T ANVTH 2 16mg® ETOLT 7Y v
(CYPIA2E, CYP2CO&E) 1H1M1~15mg (F#EHE) &£7H
WSRO G L7z b & B G WL Cov 7 7)) v O
SYBHREI IS BEHC L 2 EERRO b N o 7z BHEIAT — %),

16.7.16 S5V I L
TEHER N (2861) Z xSz, 245 4 (CYP3A4ZEH) 1H1
[M10mg#% 5 A )V 7 F > 32mg™ D10H M KERI#H%S 0100 H
PRI G Lo e & B SR LI L T ¥V T 03
BIREICIIPEIC X A BRSO N Lo JHEAT—%),
) KR8 mETH B o

17. BRERRRIR

171 BMERUREMICET 3 H58

17.1.1 ENE I H:E
TEMERIRAEEZ 656 (45 © 20~6458. HULfiid2rs) %5 (72
720 Rt A RIE. O D) . YIRS OB A
HLHEEFEEBRI) L, 1H1A 7T &R, 4mg. 8mg. 16mg.
32mg™ % 2H W5 L 725#I158 7 1 A % — N — ZEEMILEK
REEOERE, THEIRAR ) 79 7 & 2 EIRER] 12BWT,
8mg#f TlE 7T LRI 55D EHEA RO HNTWwD (p
<0.05) %8B, SmghilB WV CIRIREDFITEBIEDH 5 BHE T
131805 DR FIAERIED %2 W EBE TIX12. 75 DM FR0
SNTWBY,
BIEMSSEEE 1E, SmghET11.5% (7/6161) THho7o T4E
TERE. MEIRA3.9% (3/6181) K OBHMNOSH3.3% (2/61%1)
THho7:" [6.. 8.25M]

17.1.2 BN I/ DHEHR
TR MERIRAE L, 13061 (415 : 20~847%., FFJLil50m:) % x5 (72
720, #E12y ISR mES GREIE. 5 2m%E) . BIIK
HEOFAEN D 5B IERI) L L. 1HIM 7S &R, 4mgX
138mg™ #14H M5, N ZM4mg. Smg. 16mg™ 2=
Wik L X SICAH &S L S EERLERBRIC BT, &Y
LA O IR ZHR AT L 2 BREYIEREER 28T, 8mghfT
377 2 ARBRICHARS. 15 O MDD O N7 fatF s
EEIED LN o7 (p=0.0905), %B. SmghflzB\WT

MEREORIRED H 5 BEH TIX0. 45 DILE., BiERED 2w
B TS .55 O EMEATRD H iz,

EIERSS B 1L, 8mg%x 14 H Mi#% 5%, 16mg#x 14 H ¥ 5 L
7oHET12.2% (46/378B1) TH o720 EARBENWER X, MHIRAS.7%
(14/46%1) . TR AL .6% (6/4660) K Uy-7 V& IV TV AT x
7 —BHNA0.8% (3/4661) TH-7:10 [5.. 8.2&M]

17.1.3 ENE MHEER

TEYERIRAE B E 97161 (4EH5 © 20~805%. HLfii36rs) & x5 (/2
720, #E12H BICEEE REIEE. 5 2WE) . WK
FEOFAEN S 5 BEE BRI L L EERILERERIC B
T, #HGLABOIER DI X 2 BHEWERER A4 (Smg)
HICBWT 7T 2 REE L B L CREHFIICE ISR L7278,
BH2B%TIIEEEIED SN o720,
7T e R | KA
BRI 482 489
e | BEARTERE | 77.42 77.13 - -
(453) +30.22 |+30.81
BRITEES 481 489 -4.54
5 1A H | MERER | 65.77 61.07 | [-7.23, |0.0010
(43) +30.36 |+30.65 -1.85]
BRI 478 478 -2.36
Be 5o B | HERE IR 59.62 56.95 | [-5.25, |0.1093
(43) £29.13 |+31.37| 0.53]

75 b R

roxy |PEY

Tl =
) N=A5 4 R IER, FABEER E LI B
EIVEHZEBUBE 1E, SmglET7.8% (38/489f1) Td -7z F 7l
TERE, BIRAY3.1% (15/48961) . B, FEIED v, BRI
K OV AP PR RIS 450.6% (3/48961) TH - 721, [5. 8.25:HH]

17.1.4 EARR SR

PERVEAHRAE 1900 (40 © 21~81ik. Hfid7i) &xig (7
22U BFE12 TISHER (REKIEE. ) 2% WK
FEOBAAED S 5 BE IR & LENHRGRRIC BT, &
FBmgDIL G-\ & ) IR R O LRI b2 R s 2

AT R0 Blgy | BLE | 5540 | 55128 | 552408

AT 1% 74 74 70 66 60

— 70.51 | 54.35 | 43.04 | 37.42 | 38.83

BB ) +47.58 | £37.32| £27.64 | £27.34| £29.11
FIfil + B 2

BIVEH S BIER 12, 8melET10.8% (8/74f0) TH o720 E72El
FERE. p-Z 0V F IV T A7 =T —BEEINA2.7% (2/7441)
THh-72%, [5.. 8.28H]

17.3 ZOft
17.3.1 ERARZRIEEAER (PRORINGIIC RIF T )

TR S 55 R 0 P ZE PR AR I SRV A 3 L 9 % 16mg™ B Jm]
FGAT BT, R O IR A O BIE R0 S
Twany (HEAT—%), [9.1.1ZH]

) AEHEIE8mgTH %o

18. FERhEIE
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