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BE 77

[0267] 2L 55 PMO 1 I 835K A it FHBEAT PR « MR L By DR PR I i (X 284k & 9)
(1) JEEVRAE TG T A 28 7K H il 24 7220 °C R B A7) S5 FURMEIE | & PUARVE B AZBE L K BE Tl
KA 408 2 SUA e Ji L Fa) R it o) 25 2 TSR B R D FE VA B e A O B =R
1 ARFCIAT AR i fth B G 2 R I K B JE vaplidine JPMO2734 \ET-743F1
PMO0104 (X 224t 5 W1 RV AE ZEDMSOH il 24 £ -20 °C T 47 ) o FEC MG R 77 A h 34T 53
AN SRR EL BN T N AX B R R S P 50Ul 0 UM B B AL

[0268]  JEFE A B 4L RHGC-2THEAT %50 . /E37C R, 5% C0 195 % I JE I 26 F T , 78
N FEA10% 4= 175 (FBS) ~ 2mM L-# 2Bk i AN 1005847 /mL ) F B R -5 E R M Tscovell R I
Dulbeco%3#3L (1DMD) 5 F2HGC-274H i

(02691  fnsi a9 1 5 B 8 FFE 43 PR R 53 04T 07 146 -

[0270]  a. fE55 4RI T 5 259 2 58 T-HGC-27 Msg 41 i Z2 72/ i, I 52 B A 25 W 1)
1Cs0fH. o

[0271] {3 A -5 szt 49 1 v 2 FF FE0 R (] 16 3 v Ay SRR AN S S AR 6T HG C—27 g 240 i 2R 1)
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CsofHL (T2/NN 25 3555 ) , fER6 PR A AL
[0272] %6 - BpAh I TCH0ME (BE/RIKEZ (M)

[0273]

tEY) ICs0(M) tEY ICs0(M) &Y ICs0(M)
PM01183 8.50E-10 i 8.00E-05 LNREE 1.06E-04
5-FU 1.00E-05 Baf e B 5.00E-05 i PO 5.34E-10
2 GRS 3.30E-08 g YA 5.00E-09 KB H 1.25E-08
KB 6.50E-08 RABFR 3.72E-07 (=4 N 5.40E-08
TR HD 3.74E-09 o 8.08E-07 M1 s 4.00E-06
((SIR(EE 2.90E-06 W A2 K 5.60E-09 R Ak 1.20E-06
2N 1.00E-03 R % 3.46E-04 B A 1.50E-07
e JE 7.50E-06 Aplidine 9.00E-09 ET-743 5.80E-09
PM02734 9.50E-07 PM00104 3.20E-09

[0274] b . fE5E —dHRIGH , (T FHPMO 1 1831 A bk B Pl FRHGC-27 A JMved 40 i , 138
5 9] 1 R 4R 58 B TCsoik BEAH R 25

[0275] 1 b ik #EAT SRR 5 S5 ANAM MR IR AR , O B St 1 op 22 ROMT T 3056 90 72 401
B o

[0276]  FRAEZIRTG , RIMAEHGC-27 A B4 R

[0277]  a.PMO1183 5 AR K& (BE199) £E JLF Firf 11 & b T &Rt BRI AR AL, o
PMO1183 55 BLyb R RIS (B 100) 7~ 7 5 Wb IAI A FH

[0278]  b.PMO118355-FfURMENE 1A (EI101) LA K PMO 118355 Faf i i (¥ XA (E1102)
J&7R T ORI H, ZEAHTR 70 & EE R B IE] A P SE 5 PMO 11835 75 DU AV A B (E1103) PA A2
PMO11835 %4 R ERS FY I (1 104) 7E LT A B R EEE S AR T B E 1R H .

[0279]  c.PMO1183 5582 RE LA 7 th 1 5 B[Rl 1 F (I&1105) o PMO 11835 K 2 i ik (1) Bk
4 (E106) LA K PMO1 183 5 K F HE I A (B 107) 78 LT Br A IR & L N #R HE T Bl 4
Fo

[0280]  d.PMO11835 2240 % Z I A (J81108) LA K PMO 11835 U2k T R DI B A (J81110) 73
T SR E AR . PMO 1183 5/ B & A A (109) 7E75/25-60/407) & EL T 7R 1 HrFAE
Fio

[0281]  .PMOL183 5 FEMHE A A s th 1 o Wr A A (I 111) . PMO 1183 54K 37,85 e HY)
ey (BI112)4E70/30-60/404140/6075 S L T 7 th 1 HpFI AR F 5 PMO 11835 AT IF ) X
& (B 3) LA RIS NHOR T B EE R

[0282]  £.PMOL183 5BV KRB Gocth 1 o pE /R H (& 114) .

[0283]  g.PMO1183 5 R Lis MR I & (B 115 FE LT B I A b R &R T B E e A
[0284]  h.PMO1183 -5 FABEELAZHIIBE Soxth 1 o pfE /R H (&l 116) .

[0285]  i.PMO1183.5%UAMERZIIR A~ 1 o M RIE FH (BE117)

(02861  j.PMO1183-5 % PG &' 5 ml (M Ao th T S bR T (EI118) o

[0287]  k.PMO11835]Eig & RISt 1 o E AR (E119) .

[0288]  1.PMO118355aplidinefJik &t 1 3 BRI /R HI (&120)
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[0289]  m.PMO11835ET-743(KBE4 (& 121)4E50/50 175/ 255 T a7 WrEEF
[0290]  n.PMO11835PMO2734/ B &7~ T 5a U H /B (B 122) 6

[0291]  0.PMO1183-5PMO0104RI K& (B 123) FEJL-F i A IR E LE T # st 1 B RIE A o
[0292]  SEjafsl7 . A A HIF 72 LA 78 PMO 1 183 54k 24 VA 77 7 BE A a7 N BN S50 41 il R 1) 4%
o

[0293]  AWFHCIY B BIAE T i PMO 1183158 FH T30 7 UF S48 1Ak 38 97 7RI B Bt Jiigg vk 7k
[ 6e

[0294] & DL R BRI 5 PMO T 183K A Jith FHBEAT PEAN < IEA L By R B0 PR G . R &UIT . 42
TR COX LA A VI JFEIAE TE T RAL K il & FF7E-20 C Mg AF ) 5T IR ENE | & DU Atk
AL VAN VAIS S S SRR AR: S b L N S b TR N B N 65
HADFEWE B KL B B AR R AKFE s R B P S A B e
aplidine.PM02734 .ET-743F1PM00104 (iX L& 4¥ A MR Iy AE ZEDMSOH il £ FF7E-20°C T~ %
17 ) AT ML TE B 373 R HEAT T A T2 SR e B B SR N AX G B PR AL S 1 500l 25
WA B EEFL

[0295] 1%+ A ON S FE AN R IGROV- 1T 158 /E37 C R, 5 % CO2F195 % IR JE 1 25 £F
T AEFN A 10 % 17 (FBS) «2mM L-#5 2 B g 100 5847 /mL N F H R -HBF R I 2 i+
IR el 40 St 9 i 7R 2 (RPMIL) A 35 57 TGROV-1 411

[0296] Gk fita 5 1 v i 2 FF ), 43 P 70 1EAT 0 0

[0297]  a . fE5E—H I H K255 T IGROV-1 Mg 4 i R 72/ i, I 5E B Fp 2510 1)
1Cs0fH. o

[0298]  {ii FH-55 5 i f51] 1w /A FF 16 FHTRD 140 77 A5 S5 A Al ST S0 T TGROV-1 g 2 i 3%
(R TCoof (727N 254 R ) , AER TR A R

[0299] 7 : Al I TCH01E (BE /R IR SE (M))

[0300]

&) ICs0(M) tEm ICs0(M) tE ICs0(M)
PM01183 3.20E-09 ke 7.00E-05 BYL 8.50E-06
5-FU 9.00E-05 Ba] ok £ 1.17E-05 5 P yE 6.34E-09
2 GRS 1.00E-04 AL 9 AL 5.01E-08 LB 9.50E-08
KB H 3.79E-07 KB 1.39E-06 RAER 3.55E-07
(=N 2.59E-07 IR THZED 3.29E-09 #33FHC | 3.00E-06
e 3.00E-07 T B 1.00E-05 (SRR 3.06E-06
FRST VA 2.88E-06 RETT 7.12E-04 N i 1.00E-03
SR B 3.98E-04 B ) 1.27E-07 o e 7.91E-06
Aplidine 1.50E-09 ET-743 6.45E-09 PM02734 3.33E-07
PM00104 3.30E-09

[0301]  b. 785 20560 , 1 FIPMO 11838k & ik 5 ik 57185 7= TGROV—1 A g 41 iy, , £
FH5SEHE 1 1 f 34 B RE 2 B9 TCsodé JE M F O A

[0302]  4n I BTk R AT 40 B 15 5% AN 4 iR AR, ELIM Rk St 4] 1 A A FF AOMT TR 6 0 5 41 e
BN
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[0303]  #R¥EiZIRIE , K INAETGROV-1 A B SLJe 40 g R
[0304]  a.PMO1183 5 )IEH A k& (Kl 124) £ LT Fir A3 BRI L N AR m i 7 BhRIAE AT i
PMO1183-5 BLyb R B e Gt 1 s R /E FH (B 125)

[0305]  b.PMO118355-% R MENE [ k& (1&1126) LA JZPMO 118355 bl ARt Mo tF i BE 4 (B 127)
EJLF- A A & L s BT P R Ao PMO 118355+ 1 th v (1) 6 A& (B 128) A &
PMO1 18352 FF G (1) A (P 129) 7R 1 Wb A4

[0306]  ¢.PMO11835 Z M52 B2 A (E130) \PMO1183 55 A28 (B 131) B BA W BA KX
PMO1183 5K FF s kA (B 132) 7~ T 9 Wi A1/ A L 1T PMO 11835 K B Bl 1) Bk A (&
133 AEJ LT AT &L T~ T BhAAE A

[0307]  d.PMO1183 5 A BRI BA (K 134) fEoR T WrFAE I . PMO 1183 5k 25 2 1 Bk &
(E135) LA B PMO1183 5 it 4k B R DI I A (B 136) 2T L-F- Fr 3 I AU b T #R R 7 B A
F, MIPMO 11835 223485 ZCHI B & (E137) 7E50/50F1130,/70-25/ 755 & Lb T~ 7w i T B [RIAE
Ho

[0308]  e.PMOL1835FEIH& BRI LA (E138) .PMO1183 54K v & FRI B A (B1139) LA &
PMO1 1835 FEWI A B A (B 140) @ 7R 1 A A F

[0309]  £.PMO1183 54k L i A BL A (B 14 7E LT Fr B I I ELL N AR T HrEAE A
[0310]  g.PMO1183 5 IR MEBE LI L A (B 142) 78 LT Fr A i = L AR~ T B e

[0311]  h.PMO1183.5 K& IFHII & (F143) £ LT Fr A 1 57 &b F#S R T P AFE T .
[0312]  i.PMO11835 &MY BE A (I 144) 76 J L BB 1 77 B bL R AR~ i T PE A A
[0313]  j.PMO11835 & P SEnl (& e 1 hRIE A (E145) .

[0314]  k.PMOL183[MIK & 5)Ei& s Je e 1 WrEIE FH (1&]146) .

[0315]  1.PMO11835aplidinef{ & (E147)7E70/30-60/407 &L T~ T BhA/EH
[0316]  m.PMO11835ET-743(K) kA (B 148) 1E75/25-60/4077 & bk R/~ T WrEA/EH
[0317]  n.PMO1183-5PMO27 34/ B A7~ H T 5 A4 A (81149)

[0318]  0.PMO11835PMO0104RIER & (B 150) /EJLT- A A I LL 3~ 1 BhIRIE A .

(03191 SLjtafiI8 . A 41 F 78 LA B 2 PMO 11 835 425 ey SRR 2 ¥ A B 40 e 440 i 3R 11 2k
R

[0320]  ZHIFALHY B 7L -T2 PMO 1 L8303 FH T ¥ 97 4 e (4 A0 25 Y 77 700 B Pl gt
LR BE

(03211 LA 70 S5 PMO 11835k & i A BEAT VAT « JSUEH L BV R B PR AR e (X Ak 547
F) SLVBLAE T B A& 7K o 16 R AE-20°C TR A A7) 5 TRR M E 75 10 AV VIR S B L 240 542
NS ST IS S TN AR N b I IR N IR R e Ef 2 9E N A R LN Sl
TSI B B 8 ET-T43RIPMO01 04 (X 28 {4 & W14 JE VR AE2EDMSO v 1 4 JF £E-20
C AT AETC LT 1S 375 i BEAT 5 AN S0 B B B K MAX G BRI B AL & I
SOMLAE BN BB AL

[0322] 3 A JFF 440 L J8% 40 L R HepG 23 AT %R 36 o £E37°C F 5 5% C02 195 % 1 & F 4
N AERNF A 10% 4 ML (FBS) 2mM L-25 8 W I A 100 B4 A7 /mL IV 75 55 2 - 25 2 10 i Ik b
KR AL (MEME) H 15 7R HepG 240 f -

(03231 fyusi ol 1 v Jr 2 JFHC) 5 73 P 20 34T 0 256 «
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[0324]  a. 7B —H R G4 Y =T T-HepG2 Mysd 41 s 272/ 5, I 52 B A0 25 1)
1Cs0fH -

[0325] {5 FH .55 St 9 1+ 2 B AH [R5 5 VA S BN SR A7 706 T-HepG2 it Jag 41 e Z 1)
[CsofE (T2/NIF 25 22 5 ) , AER SR &5 21

[0326]  ZR8.: AP TCH0ME (BE/RIKE (M))

[0327]

e ICs0(M) tEm ICs0(M) waE 1Cs0(M)

PM01183 2.50E-09 ke 5.00E-05 YL 2.80E-05
5-FU 4.50E-06 a] ok e 2.06E-05 5 P yE 5.34E-09
2 RS 3.96E-08 AL Y A 5.00E-07 LB 5.70E-08
KHFH 6.00E-08 KB 1.02E-06 RAER 3.00E-07
fEE R 2.00E-07 Ein(ak=ys 3 1.00E-06 QYR E 1.00E-06
(SRS 1.04E-05 W ek 3.90E-07 2N 1.00E-03
ER-Z =Y 8.60E—06 ET-743 7.21E-09 PM00104 3.00E-09

[0328]  b.7EEE e, T HIPMO L 183BL G ik BRI 3: FeHepG2 A i 68 4 a5
b5 S 81 H AR T R I T Cso R AR I A & o

[0329] i1 b ol 3k AT 4 o 355 5% A4 e AR, 9 HL 38 STt 487] 1 o 28 FF BT T 56 9 5 4 i
BN o

[0330]  HRHEZIAL , KK I AEHepG2 N JH4H M A 40 il 22 -

[0331]  a.PMO11835)REIRIHC & (B 151) LA A PMO11835 Byb R4 (K 162) Bk A7RE T
g FIpIE A o

[0332]  b.PMO118355-FIRMENE A (K153)7E75/25.50/50F130/ 70/ 7 &L F 7~ H
7 WrIEIAE o PMO 118355 RA) il i 7 (11 154) () IBC& \PMO 11835 35 P Ath v (1) C & (K1 155) LA A
PMO118355 % F GRS I XA (1156 ) 7 HE T 5 P A AE

[0333]  ¢.PMO11835 2@ SRAZEE M LA (B 167) 7n Y 1 5 iRl 4 - PMO 11835 55 A2 1 (1]
158) LA S PMO1183 5 K Hilsi ) e & (I 159) 78 JL-F- i A5 1 7 b N 6~ T iR 4 A, i
PMO1183 5 K- EVEKI A (E160) £E50/50F130,/70-25/ 757 & EE T 7 WhEAE FH o
[0334]  d.PMO11835FAFZERIMNELA (KEI161) LA KPMO1183 5[ & R4 (E1162) /£ )1
FHTA IR S R ER T P EAE A

[0335]  ¢.PMO11835+EyHE FEIMELA (KE1163) LA K PMO 1183 5 KFEHEIEL & (E165) 7~
T SR B E R o PMO 1 183 548 37 5 B R A (I 164) 78 J LT AT A I R B R AR T #6H]
EH.

[0336]  £.PMOL183-5HN &M K1 BES (& 166)7E75/25-60/407 & T on 1 BhREIE FH .
[0337]  g.PMO1183-5 A BEBE AL LA (B167) 72 JL-F BT A B A &=L R #~ T UhAEAE A
[0338]  h.PMO11835)u.y% % BB A (I 168) 7~ T R UM EAEH

[0339]  i.PMO11835ET-743[1IEA ((K169)7E60/40-50/507 & 7~ T WbEIME A o
[0340]  j.PMO11835PMO0104RELA (BE170) 7~ T 3 BRI E A

[0341]  SEZJaf519 . 4 4P 72 LABA T2 PMO 1183 54k 24 VR 97 e A 16 77 N\ S 15 40 B 2 1 %%
o
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[0342] KM 5L B {75 T8 PMO 1 18305 A T-¥6 97 LIRS I A5 30 T 7 B B e v
[ fe

[0343]  4& LA il55] 5 PMO L 183 0K & it FHREAT PR < I E B v R B0 BRI i . R &2
TR COX LA AW S IR AL TC T &K H il 26 FFAE-20 C N A7) \5— TSR NE | 5 VH fth
TEVERISEE . 20 RAZ R KB H . KR IV L A A5 25 UM e Rl J 1 ) 5 25 2k
[N Aol Ak ¥ AN YA I A=W ] U SN 7 v B AW NV 7 (L i = I [ER Y E I o N
55 \PM02734 \ET-743F1PMO0 104 (3X L4k & W) S ¥R AE 2EDMSOHH fill 2 - /E-20°C T 47 ) o 7E
T L7 B 77 5 R BEAT 5 A1 R T S R L B 2R P O AX R B AR AL A ) 50uL A VBUIN
ANBI AL

[0344]  1%FE A FLIRIE A M RMDA-MB-23 1347 1% 50 . /237 °C 1, 5% CO2F195 %6 12 1) 4%
R AERNFE A 10% - 13 (FBS) < 2mM L-A ABEFZ A 100 847 /mLI HHE RZ-HE RN
Dulbeccof K f¥JEag e} F73E (DMEM) H £5 F=MDA-MB-23 1 41 Y .

[0345] G it ] L v Pl 2 KT, 43 P 40 1EAT 0 30

[0346]  a. fEF—4RIG T, 2512 5% TMDA-MB-231 R 4 i R 72/ Ji L 2 B Fh 25
W1 Cs01H o

[0347]  {i ] -5 Szt 9] 1 mp 2 FF 049 AH ) £ 7 7245 SR AR AN SR ST 6 - MDA-MB-23 1 e 41 i
R TCofEL (T2/NIF 252 55 ) , FER I /R HEAE R

[0348] %9 B A1) TCoofEL (BE ZRIRJE (M)

[0349]
EY ICsy (M) waEY ICs (M) hE&W ICs (M)
PMO1183 3.50E-09 i 1.53E-04 BRI 1.08E-04
5-FU 9.00E-05 WTRE AT 9.57E-06 & P 8.50E-09
S R 5.94E-06 BRI 2.50E-09 o 8.50E-09
K 5.00E-08 KR 1.20E-05 ETiR . 3.70E-07
fldg 2 6.00E-07 W E D 4.54E-10 BRIES 2.00E-06
FEIHE R 1.66E-07 T B R 8.50E-06 R 4 80E-06
R SE A 1.70E-06 IR 1,00E-03 Fagr 9.00E-04
[0350]
Py 1.92E-05 CES 1.30E-05 B ] - 1.20E-03
[E&EE | LOOE-04 ET-743 2.00E-09 PM02734 2 80E-06 |
PMO00104 1.00E-09

[0351]  b.7E5E 2030 , /1 FIPMO1 1835k A i f Fiial 735 FRMDA-MB-23 1 A\ JMg 48 iy,
13 5 S A8 1 A AR I R I T Coo R FE AR I L& o

[0352] 4 [ Frik #EAT 40 Bt 3= A4 M i AR,  ELIEEE S A6 1 20 FF OMT TR 38 3 5 48
RN o

[0353]  AR#EIZIATS , K ILAEMDA-MB—231 A\ FL I 40 i 2

[0354]  a.PMO11835 )20 (B 171) B LA A PMO 11835 BLyb R g (1 72) B G7~ H T
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PMAAEH o

[0355]  b.PMO1183555-FpRmEme (E173) (K& 78 JL-F B IR & b N # R T B IFE
FH o PMO 1183 55 B 488 1 (B 174) (I B A LA K PMO 1 18355 75 P fth 152 (&1 175) B BE A7 HE T 3
(R H 5 MiPMO 11835 2 F BRI (K 176) I HK & 7E75/25-70/ 30150/ 5057 B Lk R 7t 1 HrA]
£

[0356]  c.PMO11835 Z M A2 B (I 177) (R A LA A PMO 11835 5 A2 I (I 178) Y BK A 7
YT BpIEAE T PMO 11835 K A58 B (8 1 79) BR & 7E75/ 26 M50/ 50 B L R, 7=t 1 Bl [AI
HI, TIPMO 118345 KA Fiiis (14 180) R B A L JL-F- I A BRI B L N AR AR H 1 B £

[0357]  d.PMO11835ZR20% 2 (K18 1) AL A L S PMO 11835 22 ¢35 3 C(K 184) [ I A /1
JUFFr A &L NEOR T PhEIE R PMOL 183 5 & &R & (B 182) 7~ Y 1 s b [FIAE
F1,PMO1 1835 Jl 22 B 2= DIV B A (& 183) At 7 B[R] 4

[0358]  e.PMO11835HEI & BRI LA (B 185) 7 LT BT A (M 7RI B L T #R 7 BRI AE A o
PMO1 1835 4K 37 7% BRI I A (1] 186) FIPMO 1183 5 AR FT e iy e A5 (1 187) g o 7 Bl E A
[0359]  £.PMOL183 54k 74t (K 188) FIBE &, 7E75/25H150,/50-40/60 711 &L T, /Rt T

rFIE

[0360]  g.PMO1183-5 A BEBE AL LA (B 189) n il T it B RIFE A

[0361]  h.PMO11835RE IS (E190) £ JL-F A fI &L T A R 7 I EAER .
[0362]  i.PMO11835 &AM LI A (K19 72 JL- P Fr B A &L NSt T UrEAER
[0363]  j.PMO11835 &3 Pa2r A (B192) 72 JL-F BT A I A &=L T #~ H T UhEAE A
[0364]  k.PMO11835# P4 B S ml (kA ~ 1 s WirEIAE A (1&1193) .

[0365]  1.PMO11835]ui%# BBk Gt 1 A /E FH (E1194)

[0366]  m.PMO11835ET-743[MI A~ 1 5& BrEIE A (El195) .

[0367]  n.PMO1183-5PMO27 341 Bk A (B 196) 7 JL-F-Fr A A LL N HL R 7 B RAE T
[0368]  o.PMO1183-5PMO0104RBEA (E197) 28 J LT Fr A IR = L N &S~ H T BhEAEH

[03691  SEJaf9] 10 . AAAMIF 5 LA 52 PMO 1183 54k 2 VA 97 FIE-& VAT N 45 W B e 4 i 22
IR

[0370]  ZHF 51K B B 7ET 452 PMO 1183058 A T-I67 45 iy BRI (1AL 2236 97 AU S g
TR BE

[0371]  #5LL R 7RI 5 PMO 1 183844 Jith FHBEAT PEAN « 0 L By R B0 PRI e 22 54 B R C
(IX 2Lk A W0 ) JERAE T2 B AR K HR i 4 FEAE-20 'C N AE A7) S5 TR MEIE L 75 T 52 . 22 45
AT KR I LT 2 U W Ji (T A R BT B R DRI B KL
FE ARFEEEC RSl BB oK VP P ) Jeis B e JPM02734 Mlaplidine (X 24L&
YW JERAE ZEDMSOH 1l 46 FEAE—20°C R ABAT) o /E T ML T 15 5538 vh #E4T 3 A0 0 3 S A B EL 2
SR ERAX B PR B A M 50uL SR BUMA B B L .

[0372]  1&FF N &5 Wdm A M RHT-293H4T 1% 38 . /E37C T, 5% CO2M195 %6 18 L 4644 1
FEANFEAT 10 %6 - 175 (FBS) « 2mM L-45 24 Bt i A 100 B8 A7 /mLIK) 75 F 3R —HE - R ) Dulbeccor
K [Eagl e 3% 55 (DMEM) Hh 15 75 HT- 2941 it .

[0373]  fn szt i 1w Bl A FF 4 43 P 40 1EAT 0 4k

[0374]  a. 75— 4RGP B2 2 5 T HT-29 o 4 i R 72/ J5 , I 52 B R 25 M 1K)
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1Cs0fH -

[0375] {5 FH -5 S ) 1+ 2 B AH [R5 5 VA% S AN R S 3 R0 6r - T-HT 29 JidJeg 40 e &= 1)
TCsofE (727N 254 2 R ) , AER 1O /R S R .

[0376]  ZR10: FEAFII TCoofEL (BE /R E(M))

[0377]
] IC5 (M) e ICs (M) wEY IC; M)
PMO1183 3.70E-09 i 2.20E-04 LRI 1.03E-04
5-FU 9.00E-06 B R 7.80E-06 & U 4.00E-07

ZIREME | 3.20E-10 EE 3.00E-08 FUEE 532807 |

G 9.00E-07 WL HZ D 3.27E-09 wREE 2.00E-06

[0378]
R 3.28E-07 WAL 9.00E-06 A 5.44E-06
Wk | 6.1SE-09 (VA 2. 76E-06 IR 1.OOE-03
Fs s 2.47E-05 Rk B 2 3.50E-06 BaERE 2.56E-03

Aplidine 1.76E-09 PM02734 2.14E-07

[0379]  b.fEEE A0, T HIPMO L I83BK A ik RE Al i3 F-HT—-29 A i Jed 4 e, 58 A
L5 S A8 1 H AR R I T Coo R FE AR I A 5 o

[0380]  fu1 b Jr ok 3k AT & o 355 5% A4 M i Al , I HL 30 STt 8] 1 v 28 - BT T 56 9 5 4 i
BRALN o

[0381]  #R¥EZIRIE , RINLAEHT-29 N 45 W im 4i i 2

[0382]  a.PMO11835 )i BE & (KI198)7E75/25-70/305 &L T/~ th T ¥ [EIAE H , i
PMO1 18355 BLyb R B A (1 199) 7 HE T 58 I [E) A

[0383]  b.PMO118355-FKMEE KA (&1200) LA A PMO11835 & PUfthyi i B & (B 202)
e LA IS L SRt 7 W EAE AL PMOL 183 SRl i B 1 (1 B 4 (K120 1) 7 7 B B
ERCIER

[0384]  ¢.PMO11835 £/ A2 BN B A (KI203) 7E50/50 175 /257 Lk F R T B AME
F, iPMO 11835 K FH IR (1) B A (1K1204) 78 JL-F- B A 5 B bE R AR~ 7 B RE A

[0385] d.PMO1183 524 R IEEA (K205) L K PMO 11835 2 455 R IS (208) 7R
Y SR PR ELAE . PMO 1183 5[ 25 25 K A (181206) BA KX PMO 1183 5 U 2% B 2 DI B A (&
20 1EJLT- BT A =L R 7 B RE F

[0386]  ¢.PMO11835+EyHE FEIMNILA (E1209) LA K PMO1183 5 KFEHEIEL S (E211) /R
H T SR PR E AR o PMO T 183 54K 57 B BRI LA (B 210) 78 J LT BT B A= b R #R T # ]
EH.

[0387]  £.PMO1183 5B KB A (K21 2) 72 L F Fr B I A =L N T U EAE R
[0388]  g.PMO1183 5 RAZIAMMIIIEEA (B 213) e T IhEAE A o

[0389]  h.PMO1183-5FRREMERLI LS (E214) 7E40/60-25/757 ) & Fon 1 BhEIFE FH o
[0390] i .PMO11835 %M i BA A (I 215) 7n i TSR UM EIAEF
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[0391]  j.PMO11835 % i B SEal Bk G th 7 5R UhA /R A (E1216) o

[0392]  k.PMO11835]ui&# BRI &AL LA 1 F &t TH o~ 7 I EAEH (B 217) .
[0393]  1.PMO11835aplidineffJ B4 (E218)7E40/60-25/757) & Fx 1 B FI1E A .
[0394]  m.PMO1183-5PM02734(E219) B A EJ LT B A RIS R &R H T BhEFEH .
[0395]  SEZJitifl L 1. A& &M 5T DL E PMO 1183 54k 22 VA 7 7B A VA T N B e 2 it 2 11 %%
R

[0396] M 511 B A5 T8 52 PMO 1183 N5 A V597 5 Je Ak 2535 77 S AR 470 Jirb 8 3 14 1)
e 77

[0397] & LLFH7AI5PMO 1 18384 A jith FHBEAT VRN - AL IR i . 2 B R C(IX b &
W) SRR AE TS T W 7% 7K P o] 4% FEAE—20 °C R B 47 ) S5 FRUR BB IE | 5 P i L A PR E RS L 2 0%
B KBTI KB ITE R A5 2 U il () B 1 Bl 25 25 L IR T R D VBV &
B AROLE B RFEIH R AR L A JE Y JE W PM02734 \ET-743 .PMO0 104 fllaplidine (1X £
1AW SR RAE AEDMSOHH i1l 25 3 7620 °C F 47 ) o FETC ML R 37 2 p AT A AN IS SRR
H RN AR NAX G B PR REAL S 50uL S5 - UM B R AL

[0398] % N'E BijeE 41 i RRXF-3933H 4T %50 . 7E37°C R, 5% C02H195 % I J& 19 24 A
T AEFN A 10 % 17 (FBS) «2mM L-#5 2 B g 100 5847 /mL N F H R -HBF R I 2 i+
IR A 28 4k 9 iy 7 32 (RPMIT) A 5 ERXF-39 341 i

(03991 Ansk a9 1 5 B 8 FFE 43 PR R 43 04T 07 148 -

[0400]  a.fE8E—4iAI0H K 2522 55 T RXF-393 MR 41 i R 72/t Ji , U 8 R PP 2 )
1Cs0fH. o

[0401] {3 FH-55 52 i 51 1 v 2 FF 16 AHTRD 140 77 v A S B A i ST SR 6 T RXE -39 3 g 21 i 3%
(1) TCsof (727N 2 22 5 ) , FFAER 11T /R HHEE R .

[0402] 11 B FhiaFIR TCoofEL (BE/RU (M)

[0403]

&) ICs0(M) &) ICs0(M) tE ICs0(M)
PMO1183 5.00E-09 i 6.67E-05 5-FU 3.00E-04
A e e 5.00E-05 B P Aty 5.00E-07 5, T I A 1.75E-04
EA S VA 5.94E-10 KHE i 1.73E-08 KHFHE 8.50E-06
ESAR: S 6.20E-07 B 5 2% 8.00E-07 LR ZED | 7.09E-10
22 WEZC 9.00E-06 FLIH B R 3.93E-07 ST R 1.40E-05
I 2.00E-05 R ST 4.10E-06 I i 1.00E-03
TR 7.94E-04 JEi & e 4.80E-06 Aplidine 1.50E-09
ET-743 9.60E-09 PM02734 5.00E-06 PM00104 5.40E-09

[0404]  b. 7255 5, A1 HIPMO 1183 K& b ah S i i 55155 #= RXF -39 3 A e 411 e, , i
FH 5 552 it 45 1 o 85 AR5 2 1) LCoo ¥k FEAH R 2H 5

[0405] 4 [ Frik #EAT 40 B s 5= A4 M i AR,  ELJEE S S A6 1 20 FF OMT TR 38 U 5 48
BRRUN o

[0406]  HI4EIZIRES , R INAERKE-393 N & JUF e 4 22

[0407]  a.PMOL183-5IREHI KA (E]220) £ L-F Fr A I EE MR RH T BRI R
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[0408]  b.PMO11835 55 fRIENE M IKG (1221) \PMO 11835 ) il i £ (&1 222) I BK &
PMO11835 # FUfth VA B A (K1223) L BL K PMO1183 5 2 R E M (1 K & (K1 224) 7E LT A Y
s TR T EAE A

[0409]  c.PMO11835 £ A2 FE K BE4 (K1225) \PMO1 1835 K F Hsi it Bk & (&1226) A
PMO1183 5 KEIERI A (K 227) 72 JL-FFr & I &L TR T I EAE Ao

[0410]  d.PMO1183 5T HIELA (K228) £ LT IS L NA R~ T WA /E A .
PMO1183- 5[ 25 25 A (K 229)75/25-60/40 5 &Lk R 7t 7 U AIAE L, iPMO 1183 575 £k
B =D A (B 230) 7E75/25-70/30F130 /7055 &Lk T 7n T WrRIE FH.PMO1183 52254 %
ORI (B 231) 7 T 5 A R F o

[0411]  e.PMO1183 5FEIHE FRINIBLA (B232) 7 1 3 B[R4 FH - PMO1 183 54K 7.5 FE (1)
A (B233) fE LR A M A E L T HR T 9hFAE L, miPMO1 183 5K FE# A A (18]
234)1E75/25F140/60-30/707 &k T~ th 7 HhEIFE A

[0412]  £.PMO1183 5 AR m it At Bk A (B 235) /8 JL T Fr G A= b T # R T B RFER
[0413]  g.PMO1183 5 IR B A& & (K1 236) 7E75/25-70/30F125/ 75 &L N7~ H T #
A AE H o

[0414]  h.PMO11835 &AM fE i BL & (1237) 7£60/40-50/5057) &Lt T 7~ th 1 BhEIE A .
[0415]  i.PMO11835)ui&& ek &~ 1 i irE 16 A (K1238) o

[0416]  j.PMO11835aplidinefEA (B 239) 78 JL-FFr A BRI &L T #~ T U EAE A
[0417]  k.PMO11835ET-743[\ kA (B 240) £ JL-F A B = b T~ H T i RIAE .
[0418]  1.PMO1183-5PM027 34/ KA (EI241) 7EJL-FFr A ISR EEL M &R 1 BhEAEH
[0419]  m.PMO1183.5PMO0104FKIBES (B242) ;n T 5 W EIE FH

[0420]  SEZjiti {512 . AR AN 7T DL 52 PMO 118354k 24 VA 7 7RI B £ VA T 7 N e J5 400 e 9 4 i
R

[0421]  ARHFFLI B I7E T8 2 PMO L L8358 A T-¥6 97 R e JoT 4 M 83 1 AL 2236 97 7R B e
SR T 1 B

[0422]  #DL R BAFRIEPMO LI 83HL A it FHHAT YEAN < MREE L B0 B0 (O S84k A P S VA
TETE W 7&K H il 24 FFAE-20 C N EAT) 5K BENE 5 PR 2 1A BB KR 4
T2 A L B B 2R TV R RO B R R R RS RFT IR AR At L B P B ]
BB 7oK e B e \PM02734 \ET-743Mlaplidine (IX £ 46 & ¥R i ¥ AE ZEDMSOH il 2 I
TE-20°C NEAT) o FETC MBS 75 22 p BEAT 5 A0 o2 S0 B L B 29K 5 N AX B B P B AL
A VEI50uLEE W IIN B EEALF

[0423] e % AR 5 4 Ji 3 20, 2R UST-MGHEAT iZ A 56 o 7E37 'C R , 5 % CO2 F195 % 112 JEF (]
ZAF T AN R 10 % A I3 (FBS) < 2mM L-A 2B FT 100 BAr /mLIV 75 85 2 555 2 (1
fIG 75 55 57 5 (MEME) HR 35 37 UST-MGAT e .

[0424]  Ans a9 1 5 B 8 FFE 43 PR R 53 3047 07 146 -

[0425]  a.fE55—4REG T K 250 2 5 T-UST-MG M8 4l i 2272/} i, W 58 B Rh 25 M i)
1Cs0fH. o

[0426]  {ii A -5 szt 49 1 mp 2 FF FE0 R [R]85 v Ay R AR Sl S A1 6T US T MG g 241 it 2R 1)
ICsofi (T2/NIf 252 8 ) , HAER 12 R HH S AL o
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[0427] 12 PRI TCH01E (BE/R IR (M))
[0428]
&) I1Cs0(M) e 1Cs0(M) &) 1Cs0(M)
PM01183 4.50E-09 i 4.40E-05 LNZSIEE 1.90E-04
5-FU 1.00E-03 o AR 4.50E-07 A, P g A 5.00E-05
E4 kv 1.00E-07 KB B 1.00E-07 RUABER 2.84E-07
fi] 55 %= 3.00E-07 e R 7.50E-07 AR 7.54E-06
(SIR(EE 1.85E-05 W K 4.00E-07 RST At 1.60E-05
TR 7.00E-04 B EE | 3.50E-06 JLiEE e 1.49E-04
Aplidine 3.80E-09 ET-743 5.00E-09 PM02734 4.08E-06
(04291  b. 7255 —4RIG P , 1 FHPMO 11835k A Lk APk /K5 R UST-MG A fi 8 41 it , {3 FH

L5 SE 11 rh kAR 45 B TCsodk BEAHRI AL 5 o

[0430]
DL
[0431]
[0432]

AR AT , K IRAEUST-MG A B 0 40 HJ87 400 3
a.PMO 11835 A B A (EI243)7E70/30H150/50 75 & b T om th T B IR A, 1

PMO11835 BLybFIEAM B & (& 244) /- i T 5 b EIAE A o

[0433]

an b iR BEAT AH N S AR SR AR, O FLIE S S 9] 1 2 M T T 056 0 5 41

b . PMO 1183 55— IR M WE ) BBk & (181245) LA 2 PMO 1183 5 2 FE Eg f 1B & (181247)

Jezn 1 B EIAE AL PMO 11835 7 AtV A K5 (K1 246) 78 L Fr A5 57 & L TR ARt 1 kA

fEH
[0434]

N TR (SR

[0435]

c.PMO118355 2 )i A2 BE (IR & (181248) LA K PMO 1183 5 3 il i) K 15 (1£1249)

d.PMO11835ZRAF R MRS (250) 7L JL-F AT (KA S b R # Rt T PrE AR A

MPMO1 183 5[ & 2 i A (E251) 7E75/25F160/407) & L R H T WrFEIAE H .

[0436]

e.PMO 1183 54L1HE BRI KA (181252) PA A PMO 1183 5 4RFT AN B & (K1254) 7

Y R P EI AR A - PMO T 183 54 37 5 FEA R A& (K1 253) 78 JL-F- Fir 5 B I & B R #OR T b

fEH.

[0437]  £.PMO1183 5 R KB A (B 255) 72 LI A A &t N E R T BhEER .

[0438]
[0439]

g.PMO 11835 (R SL VAR IR & (18256 ) 7t 1 2 BrE] A HY o
h. PMOT 1835 UM g (1 8k A (&1 257) o 1 Bl A A

[0440]  i.PMO11835% vi %' 3w icA (K 258)7E50/50H130/707 E L N st 1 hlEE

Hl

[0441]  j.PMO11835)ui&% B ECA (K259) 7£40/60-25/7555) &Lk Nt T BhEFER -

[0442]
[0443]

[0444]  1.PMO1183.5PMO27 34K B4 (B262) 7~ T SR WM EE

[0445]

JiteE AR AR P I RR

[0446]

33

k.PMO11835aplidinelfJ B4 (I 260)7E50,/50-25/755 & F s T HrFE/EH .
m.PMO11835ET-743[1 B A& (26 1) s 1 5 WM EIFER .

SEHEI13 . AR AT AR E PMO 1183 5 5042 B AR iy R AR 3 2 (Y R 45 /2 N B 33

KR U B AL T E I A O S0 S MR AE AR T , VRS PMO T 183 NGk A2 B




CN 105664165 A w Bg B 32/52 7

A F AR 25 25 1 o R Vs TR Y B

[0447]  YEFTA I E6 T 38 FOMEME T R AR B (Harlan Laboratories Models,S.L. (PGB
FEEZD ) sk 2 BAEMNE KT , BIE 21810 R, 12/ DG-IEEFR, 21-23°C TR, i
JE40-60 %6 o FOVFIXLL/IN R FH H N F0 HEFR AR R 1 145 S0 S WA TE TR 7K o 72458 FH e 4 i
AT WAT MR A AL 2 11 2 /DB ENDIE RIS K o

[0448]  7F X EEHIF 97 5 FH ) bR A 78 5 A27 SO 4 it 25 , JHE MR I 4 it A 8 v o (ECACC n°
93112519) %45,

[0449]1  A27804HMLAESTC ,5% CO2%E R ,RPMI-16403% 55 rp A4 K AF FH26GET Sk Fl LceyE
s, 0 RENAE AT MR R N BT RN A 1x 107 NA278041 i (£EPMO 1183 1B 25 2% A
JePMO1 183 FIHK F Hm et 78 7 , 1% 40 Mok 3 AR 41 554K, 7EPMO L 183 FIEE A2 BEAA i , %40 i
R ARSI 190 05m1 150 %6 55 5T IR F150 % To LG B 37 5 AN & AR R B IR
[0450]  fifi %L 2~ R (Fowler Sylvac,S235PAT) X s RST #E4T I 2 o H 4 s ST
A8 PR AR ERAA B 5 R DA S R A A (mm® ) < BB A B (o) = [1. x W*) 2, HL
e A, L DAmmR R (1) B K LR, I ELWE IR i 5 5, HO2 Dhmm R R I B s B
1 ABSE B 5 BT I AR L 3y B B (BT, 1nm® = 1mg) « MVEST IR S5 — R (OR) FFEE L 4 & )
= MR AR A S PR E 2-31K

(04511 i o A A A8 Ak I PRORE IR DA R 3 S R A7 140 J 30 1A 1) T2 R VA V6 7 (1 i 32
PEo

[0452]  7EPMO1183-5 5 AZEE (OB ARG P, 249 IR (0 AR AU 1K 29 195mm° B, 7EPMO 1183
HRAEFERBEABIGE T , 24 HR (0 AR FUA B KL 158mm i, BA K AEPMO 1 183 55 ] 75 2 1) BBk
AR I, 2 R (AR BLIA B K 20163 . 5mmP B, 4R H5 44 5 /0N B4k BE ML 20 TG B VA T AL RN e
Hrp (N=5-7/4H) , HiE i NewLab e 2= F (2. 25. 06 . 00R) I = i 14 FH .

[0453]  PMO1183 VA% A R T-PMO1183PF I /NI 1) T AR AL , 48 i FH 4 v FH 7K 26 B 3k 15
0. 2mg/mLIFJHR i o 7E5 %6 3 5 FH AR A VA Hh 3t — 2D R BEPMO 1 183 Ji VAL, L 38 22 38 e o it 57)
(PR o BT 25 2% DA A5 Eh R 25 2= 1) [ 4 4 AT S £, JLAE0. 9% 1 #h VA VR T B 3R 15
KB I LA VERIE e £, Fm it 7209 % I b iAW h # B = 3R A5 RS B LAV O W8
b, FIERE7ES % (1933 5 FH AT B AR VAW RRE 2 B AR IR R T ERS

[0454]  £pixEespig b, PMOL 1S3 A2 1 \PMO 1183 FI K- F BRI LA JZ PMO 1 1 83FIRA] 55 &1 74
I7 < PA S 22 R S e ok e e S B A — IR TR R A, 43 SR SR 0K AN BT R AT L I E K
H B DA BT = it B LA A 7 =0

[0455]  LEARYARITAL(T) P38 MR AR AL X RRZL (T/C x 100 % ) I35 B AR A, At oF:
FEHUIEE R o AL, A 2L e S K T S 3 o) (R —7732) DL B A VR YT A IR ()
77 AR S AT Tl FH I 5 VS A 700 ) e A e 2T, G S DA 3 9 S

[0456] )i , w2 = Il 25 WA LA AR SR B A Fa i (CL) , ol 52 967 2 a1 40 2R
13, BN RIS AL AR B S — R (PMOL 183 RIS AZ B G & B 0 . PMO 11 83 HIR £ Z K S i 72 (K 55 10
R PMO1 183 R Fm i B A 0 78 1 559K ) 48 A+ 2% )5 28 (Chou T.C.Pharmacol.Rev.2006,
58,621-681) M & 45 F AFa(E LUN1-T/C) .

[0457]  FR1303% 1 H Pl FHPMOL 183 MIEEAZBE , LA S BRI = 7K P B A i FHER1F I T/C %
{EL, 7 HE 2637~ tH 7 8 22 L) PMO 1183 L E-AZ B AIAH B2 11 2520 DA 3 d v 771 2 b O BB A
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VAT B/ BRAR P A2780 Fiag ) Froieg AR AR AS 4H
[0458] 13
[0459]
R T/IC %
@ i LR PR 0 3 5 7 | 10
GO1 o o
el | - " " - -
() | 10»1n1/kg BRI
G02 0.18 mg/kg PMOT183 101.6 68.9 1 83.1 | 691 | 528
GO03 0.135 mg/kg PMO1183 1012 [ 89.9| 99.8 | 845 | 61.2
G0O4 0.09 mg/kg PMO1183 94.2 88.5 | 114.1 | 103.3 | 88.0
GOS 0.045 mg/kg PMO01183 94.0 | 91.1| 996 | 88.0 | 73.1
G06 25 mg/kg Ll 95,3 493 | 42.9 | 340 | 198
GO7 18.75 mg/kg S 95.0 604 | 432 | 415 |31.1
GOS8 12.5 mg/kg KR 96.2 62.5| 739 | 625 | 508
G09 6.25 mg/kg HEE 943  |602| 797 | 813 | 592
B, 0.18 ma/kg PMO1183 ; , .
G10 25 mg/ke wy 93.3 459 | 288 | 209 | 9.2
. 0.135 mg/kg PMO1183 ; ol a arn | an &
G11 18.75 mefke so s 93.4 40.5 | 37.1 | 36.0 | 22.6
. 0.09 mg/kg PMO1183 o _ o | a0
G12 12.5 me/ke s 96.5 64.3 | 67.7 | 73.2 | 49.0
. 0.045 mg/kg PMO1183 ; T —
G13 625 mg/ke P 96,2 78.6 | 89.1 | 91.1 | 772

[0460] 2t 5

pLAN

[0461]

1| : & 45 100mg FEAR .6 . Sme e &0 & = MpH 3.8-4. 5HEES K 1% T-19F , H:
A% FH ImL IR &y FH 7K BT3RS

F1418 3% 7 B FHPMO 1183 K B Hmi v , LA S BN 7 & /K P A i R T/

C% M, 3+ FLIE 2647 H 7 F ¢ B 7]  PMO 1183 1 3 Hity ¥ IR 114 55 241 LA T 2 e e 7 == L
(RITIREBr VA Y7 1R /I B AR A A2 780 fi 8 1) Jiev g A4 B PP 41 o

[0462] 14
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R¥ TIC %
#H /ilh~ RIS R 0 2 5 7 9
GO1 —
; ; e | - . - ~ =

G02 0.18 mg/kg PMO1183 98.9 101.6 | 722 | 61,3 | 62.8
G03 0.135 mg/kg PMO1183 98.3 1053 | 77.2 | 79.1 | 718.7
G04 0.09 mg/kg PMO1183 98.0 88.6 | 61.2 | 87.6 | 94.5
G05 0.045 mg/kg PMO01183 97.8 107.5 | 936 | 925 | 97.1
G06 16.0 mg/kg KT 99.0 62.5 | 20.8 | 24.5 | 20.0

[0463] G07 12.0 mg/kg K& 97.4 67.2 139.1 43,0 | 36.1
GO8 8.0 mg/kg KA 97.6 795 | 45.0 | 542 | 47.9
G09 4.0 mg/kg KA 97.2 88.6 | 69.3 | 81.7 | 77.3

' 0.18 mg/kg PMO1183 .

G10 16.0 ma/ke [t 97.3 50.1 | 109 | 106 | 8.6
. 0.135mg/kg PMO1183 ; o s o
Gl11 12,0 mgks [ 97.2 740 | 296 312|268
0.09 mg/kg PMO1183 : sl
G12 8.0 mgke Ko 96.8 69.3 | 483  56.5 498
0.045 mg/kg PMO1183 o I
G13 4.0 mgkg s 97.1 85.6 | 61.7 | 74.2 | 81.6

[0464] 22 N 1370 BT A FFHY o

[0465] K 15103k 1 B FIPMO1 183 AR & 2 , LA N B ) E 7K P A i FHIR1FIIT/C%

{8, 3 B 2637 T 8 B 22 B 551 PMO 1183 i) 25 25 FIAH o7 (1) 5% 41 LA T 3

HRTT B /INBRAA Y A2780 JE () Ji e AR AV AG AR

[0466]

#15
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K TIC %
A Eiilh=y SEUG R 0 3 5 7 | 10
GOl o g .
oy | 1Omike | SR S I A A
G02 0.18mghkg | PMO1183 100.9 1 70.2 | 68.5 | 69.3 | 62.1
G03 0.135 mg/kg PMO1183 1022 | 824|866 |89.2 | 824
G04 0.09 mg/kg PMO01183 1002 19331952 (93.5|87.7
G05 0.045 mg/kg PMO1183 100.1 98.2.|1 98.6 | 97.7 | 90.0
G06 8.0 mg/kg Rl & 99.5 60.8 | 49.8 | 48.1 | 39.4
[0467] G07 | 6.0mgkg bl 99.4 71.0 | 603 | 56.8 | 54.3
GO8 4.0 mg/kg [fgars- 102.0 | 829|751 750|689
G09 2.0 mg/kg Rl 82 3% 998 91.5]93.1 | 942 | 86.2
0.18 mg/kg PMO1183 - I
G10 8.0 me/ke —— 99.7 7.6 | 32,6 | 30.3 | 21.1
0.135 mg/kg PMO01183 _ __
G11 6.0 mgke B 1006 | 67.0 549|539 | 449
0.09 mg/kg PMO1183 _ |
Gl12 40 g ke e 98.3 74.7 1 69.0 | 63.1 | 64.4
0.045 mg/kg PMO1183 ~ . o PR
G13 20 mgikg B 98.1 83.1 | 86.6 | 78.1 | 79.2

[0468] 2R3 tnR 134 Fr AFFHY o

[0469]  FRYZIXLLSLIG R I. «

[0470]  a.PMOL183FIEAZEL A V0 ST R T HIH1A2780 G S5 41 Mo i) A= A 2 A 24, 54
REZHAHLEL , A Git b2 0 o sk (P<O.01) , ZEF AN m = 4L ep L T/CHE N9 . 2%
22.6% (10K ) o Mhb, 5 AEZ S50 o 5 HLE PR 1) 5t 77 (G &y 25mg / kg F118 . 75mg/ kg
[FEEAZEE) FHEL , PMOT183 RN AZBER 4 A 7 A SEAIH T/ CE o B A Hb , 20 5 (25mg / kg 58 A2 g+
0.18mg/kg PMO1183)XJHL MK LA (25mg/ kg 2L AZIE ) (1) TC( %6 ) 28 . 8%F42. 9(FEHK)
20.9%734.0(FE7R) M. 2X019.8(FE10K) , 3 H., H A (18.75mg/ kg KL A2 BE+0. 135mg / kg
PMO1183) %f BB [ S AZ B (18 Thmg / kg BRAZEE ) I TC( %6 )EL 37 . 14143, 2( 585K ) , 36. 0%
41.5(FTR)A22.64F31. 1(F10K) A, *PMO1183 5 58 AZ B B & it FHINF , m] W ¢ 21 B i3
SR PR T e i 12

[0471] ik Ah, JE T R 2R 38, PMO 1 183 FIN SR AZ B I I 5 it FH 1) 45 B2 CTEAR T 1 (Fafm T
0.8) ,iX R 7E A GY EIEA2780 - FIAZ AR IR 1) /N A EATT B G B A RIE A .

[0472]  b.PMO1183FIK B ImIE N PCA VR IT X T HIHIA2780 B SL 5 40 M (1) A K2 A 201, 5
Xt HEZH AL , AT geit BB 2 BB N (P<O. 0L, ZEPR AN E I E 4L, T/CE 8.6 % Al
26.8% (BEOR) WAk, HAEZ S5 B ELIE P [ 5 7] GRI &4 L6mg /kg T 2mg / kg T
I ) AHEL , PMO 1 183 FNK B IRV A 7= AR FEAR I T/ CIEL - HA&Hh , 40 A (16mg/ kg K B 5y
7+0. 18mg/kg PMO1183) X Bl K Ik (16mg/ kg K Imik ) I TC( %6 ) B N10.9%720. 8
(55K )10.6%24.5(57TR)MS.6%720.0(FEIR),IFH, A5 (12mg/ kg K FERIES
0.135mg/kg PMO1183) X} Bl 1 K FRVE (12mg/ kg K FFRIE) ITC(% ) N29. 64539, 1 (4
HBR) 31 2%F43(FETR ) HN26.8%F36. 1 (BEIR) o (A ik, 24PMO1183 5 K FHi Bk 4 it S, 7]
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5% 3] FH S 34 5 () 0 R v

[0473] b, BT o 25 FE , PMO 1183 AT K: 3 v 1 BBk & it FH 11 45 SR J2 CT{E N0 . 75 (Fa’h:
T°0.97) , IX I AE A BN S A2780 S PR A IR IR /INER L, AT B A B I R .
[0474]  ¢.PMO1 183 55 2 [ K G167 0 T4 A2780 B S 4 M i) A= 4= A 2, S50k
HE A HHEL , B et b 5B i s vk (P<O.01) , ZEPR AN A E 4L b, T/CME 21 . 1% Al
44.9% (10K bk, SR 1Z 5256 Hh 5 H i PR 5 0071 GRIE N 8me/ ke IR 25 22 ) AHEL
PMO1 183 FIF 5 2= I BE & 7= AR AR T/ CJEL  HAR ML, 2H A (8mg/kghil 5 2 +0 . 18mg/kg
PMO1183) %t B il i B 75 2% (8mg/kgB] B 2 ) I TC( % ) 32, 6%149. 8 (555K ). 30. 3%148. 1
(BETR)FI21. 1039, 4(FE10K) o PRI, 24PMO1 183 55 [50] 25 25 Bk 25 it PRI , T 00 26 1] B U 3848
(Y470 PR i 12k

[0475]  [bAbh, 2T 20 38, PMO 1 18 3R 25 25 K K & i FH M 45 B2 CTEAR T 1 (Fam T
0.8), XKLL A GY EIEA2780 RS A MR /N L AN B A B IR A

[0476]  SEJEf9] 14 . 44 P BIF 95 LA B 52 PMO 1183 5 A 15— 5 bR s I (1) BB 2 7N 8 JikyRg S e
2R

[0477]  IXECHFFL B 7T kA8 A B MR 5 AR A AL, YA PMO 1183 it £ Al
BT IR W IE 1 B IR v T 1Y B

(04781  7E B4 156 H 450 FH E T TC B IR 48 B (Har lan Laboratories Models,S.L. (FGEE
FEEDI)) sk 2 BAEMSE KT, 558 21810 R, 12/ DG-IEEFR, 21-23°CTF L i
JE40-60% o F0VFIX L /N ] AN 8 HEAR 7 (R W6 L5 sh A ) S ) N T2 B8 7K o A5 A8 FH i3 &0 i
BT WAT MR A AL 2 11, 2 DB BN DE RIS K 6

(04791 fEIx BLRIF 5 v 4 T4 ik 980 5 Y L HGC—27 40 i 2%, HE M I 40 B ik 0 (ECACC
n° 94042256)3K13.

[0480]  HGC-274HMEAESTC,5% CO2561F T , fEIscovel R IDulbecodF# 5 (1DMD) H A=
Koo Al F26GET Sk A Loyt 5 % , X4 R B 7e 4 M B2 B RN 44 5x L0°HGC—-27 41 fifd (7
PMO1183FI AR 4 Hf , A AN S5 44K, 7EPMO 1 183 15— 5 bR M W R BIE F2Hh , AR AR 856 4K%)
0. 05m 1[50 % 42 Jii fse F150 %6 TC LG 5 75 5 , AN S didk = BT

[0481] MR HE S 5] 1 30 28 T 05 34T I U & RVA T P 32 PR DU 22 .

[0482]  7EPMO 118355 M4 ) BBk A 1 56 v 24 Jioig ) AR BA B K £ 165 . 5mm R, DL K 7
PMO 118355 557 bR M e Y BB A 336 v 224 Jogd () A BRGA BIK £1 70mm e, AR 4844 5 /) KR 4 Bt
LA BEBNE T AR BB R (N=5-7/4) , 7 IB i NewLab i 22 8014 (2. 25. 06 . 00 ) U &
PR AR A

[0483]  PMO1183LAZEA % F-PMO 1183k /NI sRHR AL , 4R J5 FH 4R FH /K S 3737430 . 2mg/
mL AR E o 7E5 %6 VE ST AT B AV a3 — D R REPMO 1 183 i L, 1 38006 B e i 1) 77 (R0 VA
I 0 AR1 5— g8 PR s i DA VA RO R BRAE , HEE I 720 9 % I VESS FH SR v h F B = & H bRk
WP TR o

[0484]  fFixdesziG o, PMO L LSS FIF A L K2 PMO 1 1831548 bR M5 E (K1 VA 97 A J% 22 R 751
T Ik i P B — IR SRS L, 4 AR SO R AR TR 3T o S KA B 3 DL R &
Jita S 3 DA B A 77 it

[0485]  LLARVAYT A (T) P38 R (R B S X BRZ (T/C x 100 % ) 8“5 Bl AR, AT 3T
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BB A o T3 A AT RS A8 1 3 i A FF () 75 1 e S A E P ARG & F8 20 (CT) o

[0486] K160 1 H Al FHPMO1 183 AR ET , DA S f N & 7K Pk A il FHER1F 1T/ C %
{8, I ELIE 2667~ 7 A 22 77 PMO 1183 R FIAH L 4520 DA T 2 de R = L B A VA
I7 7N SR AR P HGC—27 JirloRa 11 Py A2 AR DA 4 o

[0487] 16
K TICY%

& FE SR HT R 0 | 35 | 7 [10] 12 14
GO1 o
. ml; 2R - - . . - - -
G02 018 mg/kg PMO1183 99:6 | 63.9 | 556 | 38.7 1 33.5 | 243 | 243
GO03 | 0.135 mg/kg PMO1183 97.9 | 716 | 399 | 47.8 | 39.3 | 37.1 | 38.3
G04 0.09 mg/kg PMO1183 98.6 | 67.5 | 67.9 | 66.1 | 702 | 60.3 | 65.0
GO05 | 0.045 mg/kg PMO1183 98.9 | 859 | 83.1 | 92.1 | 764 | 81.6 | 88.5
G06 6.0 mg/kg IEE] 977 | 76.1 | 79.0 | 75.1 | 64.4 | 61.3 | 72.7

[0488] GO7 4.5 mg/kg i 98.5 | 90.5 | 94.5 | 90.2 | 75.7 | 73.7 | 81.1
GO8 3.0 mg/kg i e 99.0 | 78.6 | 80.0 | 78.7 | 81.3 | 82.8 | 85.1
G09 1.5 mg/kg ITEE| 993 | 78.1 | 78.8 | 82.6 | 83.5 | 86.6 | 89.9
0.18 mg/kg PMO1183 os so | =7e )
G10 6.0 make W 95.7 | 55.0 | 424 | 223 1129 | 76 | 46
.y (),1315' mg/kg PMO1183 —— . . )
Gl1 4.5 mg/ke W 992 | 67.7 | 427 | 286 | 17.3 | 12.1 | 9.8
0.09 mg/kg PMO1183 aoa | ; ; :
Gl12 3.0 mke W 99.9 | 80.0 | 64.3 | 45.7 | 472 | 424 | 56.7
0.045 mg/kg PMO1183 oo | on _ D
G13 1.5 make [ 99,9 | 93.3 | 83.0 | 75.9 | 693 | 70.3 | 80.0

[0489] 22 IR 13 BT A FF

[0490] K 17ic5% T B FHPMO 1183 FN5— 5 KM E , LA S A 1 & 7K P B A iite FHER 131
T/C%AH , I H 2677~ 7 48 22 8577 . PMO 1 183 . 548 bR 18 g FITRH 7 (1] 8% 4L LA T 25 ft v 771
B I IEE AT (/1N BR AR P HGC—27 g 1 Fifrseg AR AT A 8

[0491] K17
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KEL T/IC %
4 & LR PR 0 2 5 7 9 12 | 14
GO1 o
(%R 10 ml/kg R

G2 0.18 mg’kg | PMO1183 | 99.6 | 78.6 | 50.9 | 43.3 | 410 | 33.0 | 29.2
GO3 | 0.135mgkg | PMO1183 | 100.2 | 815 | 58.7 | 614 | 602 | 546 | 55.1
G04 | 0.09mghkg | PM01183 | 100.6 | 905 | 87.6 | 834 | 82.6 | 76.7 | 67.7
GO5 | 0.045mgkg | PMO1183 | 99.9 | 84.3 | 103.2 | 104.6 | 103.5 | 101.6 | 85.0
GO6 | S0.0mgkg | 5-GRMENE | 1003 | 812 | 823 | 81.1 | 75.6 | 696 | 60.7

[0492] G07 | 37.5mgkg | SGURMENE | 994 | 869 | 869 | 786 | 732 | 767 | 83.1
GO8 25.0mglkg | S-EURMERE | 100.6 | 89.8 | 97.0 | 111.4 | 102.6 | 93.9 | 82.8
G09 | 12.5mgks | s-grmene | 1007 | 81.7 | 1013 | 1028 | 986 | 90.5 | 83.8
. 018 mg/ke | PMGLIR3 ) in | oa o o
GI0 | Soomeke | 5 gumngne | 90 | 730 | 442 | 359 | 315 | 253 | 220
0.135 mgkg | PMOLIR3 | ‘ . T
G| 378 make | 5 gmngne | 1008 | 734 | 635 | 531 | 506 | 428 | 511
4 0.09 mgkg | PMO1183 ok g ; i i _ i
GIZ | o5 omeke | s-aupmme | 00 | 958 | 977 | 989 | 900 | 74T | 699
0.045 mg/kg | PMO1183 ; I -
GI3 | s S ek | 5imngny | 95 | 80:6 | 87.3 | 885 | 993 | 871 | 8422

[0493] 225 R 13 B A FF I

[0494]  HRHEIXLELIG I, -

[0495]  a.PMOL1S3FIMEH ) K & V6 Y7 R T HI I HGC—-27 B i 41 M i A2 K2 A AL, S50

AL , B giit BB RN (PO 01) , ZEFR N A &4, T/CE 4.6 % F19.8%
(BB14R) Ak, 5 AEZ S50 b 3 HLE P 1 0 77 GRI &= 90 . 18mg/kg M0 . 135mg/ kg ]
PMO1183) AHEL , PMO1 183 H1)lii £ ¥ B & 7= AR BRI T/ CAE - HARHb , 4 A (6mg / kg )il £+
0.18mg/kg PMO1183) % &l fKIPMO1183(0. 18mg/kg PMO1183)ITC( % ) M12.9%F33.5( 4
10R)\7.6%724.3(5F12K) F4.6%124.3(514K) , IF H, 4 (4.5mg/kgllfi4A+0 . 135mg/ kg
PMO1183)X%PMO1183 541 (0. 135mg/kg PMO1183)ITC( % ME N17.3%139.3(5E10K).12.1
X371 (512K ) F19.8%138. 3(BE14R) o Atk , X4PMO 1183 5 S AZBE LA iite FHIN , mT W42 21| B
ISR PR TE T .

[0496] b Ab, T & 5L EE , PMO 1 18 3AHG B 1) Bk A e A &5 R 2 CTEMR T 1 (Fam T
0.8), XKLL A BRBHCC-27 5 MR M 1/, AT B S BA P AR R

[0497]  b.PMO1183H15— 35K MEIE [ 5 A 45 77 0 T M HIHGC—27 15 Je A M (1) A K2 A 281
xR M, A Gt B 5 E 0 Bg N (P<0.01) , ZEPI DR A BT, T/CH N22.0%
MI51.1% (FE14K) M4, 5 Z LR 5 8 H g i 50055 GRIE 80 . 18mg /kg )
PMO1183) AHLL , PMO1 183115380 bR 8 g (KA A BEAIRI T/ Cff « EAf 1, 2H 5 (50mg /kg 55—
SFURMERE+0. 18mg/kg PMO1183) X B A fKJPMO1183(0. 18mg/kg PMO1183)[ITC( % ) {E ~35.9
X143, 3(HTR) 315041, 0(FE9K ). 25. 3433, 0(12K) MI22. 04729, 2(4E 14K ) A,
*4PMO1 1835 535 bR M5 WE IKA It PN, P OUL % 280 B 2 38 i 1 470 e g v 12k

[0498] [t 4b, 3T v R R , PMO 1 183158 bR W& 11 I A Jiti FH 1 45 A2 CT{E M0 . 78 (Fak
T0.97) , XKLL LA B REHCC-27 5 MR M s 19/ SR, e AT I & B DA AE
(04991  SEja /15 . 44 Y BIF 5 LA B T2 PMO 118355 75 V5 V52 1 BBk & 8 A e Ji Firb g S o A A
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IR

[0500]  IXLLAfFFLY B (1) 76 T8 A0 A SR S PR A 2, SPAPMO 1183 5% 75 P fih
TR MR TE PR R

[0501]  7E T4 i3l a6 Hh 3 FHMETE TE B IR 41 B (Harlan Laboratories Models,S.L. (FG3E
FEEDIR)) s w2 BALMALIE R, [ I8 21810 R, 127N - RS I6 3R, 21-23°CF , 18
JE40-60 % o F0YFIX LN B R AN Js HEAR 1R K 1k 5 sh A ) 0 R0 T T 7K o A6 A8 P B3 &40
R IBGHAT R RS A T, Z D E B RIS R .

[0502] 7 ix SeHfF 57 b {55 FH () i Jea A5 78 & SW1990 4 i 22 , Hi M 25 [ T i3k 0 (ATCC :
CRL-2172™)3k15 .

[0503]  SW19904H e fF37°C ,5% CO2554 T , /ERPMI-1640%1% 77 4L (IDMD) Hh A= < o A 126G Ef
SN celk 528 , X BF R W Ae A7 MR 52 T AN & 43 5x 10°SW1 99041 g (1% 41 ok 18 44 41 5
124%) 1110 05m 1 #7150 %6 J2 T F150 % LML 1y 773 , A& R B TF R

[05041 A4St 491 1 310 /A 0 5 32 HEAT g 0 & AV v i 2 e U =2 o

[05051 =24 fid 8 () A Bk 1)K £ 2 1 Omm® B, KR4 A B, /0N B B 1L 43 Tie 094 77 2 Rt R 41
I (N=5-7/41) , JFil it NewLab fiJa 2= 811 (2. 25. 06 . 00RR ) = o 44 AR

[0506]  PMO1183LAZEA % F-PMO L 183k /NI sRHR AL , 4R J5 FH 4R FH /K B3R 430 . 2mg/
mL AR E o 7E5 %6 VE ST AT AR AV i — D R REPMO 1 183 S5 VR, 1 386 B e i 1) 77 (R0 VA
AtV DL QR A, FLE T 0. 9 % 17 S T 30 VAV EE BT 3R 19 B 9K N 40mg /m L) JiR
VB 7 G A R VR — S 0 . 9 %6 (VRS FH Sh VA R R B B AR R IR I

[0507]  fEixXeLsibep , PMOL 183 RN & PUAR TR ¥G T « LA S 2 JRd ) i o 8 Jok it FH , o JA] —
R =, o BITESROR VBT R ANEE VAR AT o B /KA B DL 5 7R it FH 33 DA BEG
A 7S

[0508]  EL#yAYT L (T) T4 R AR R S5 HRAL (T/C x 100 % ) IR T34 gg A4 B, AN 1
BT RR o A A8 ST 1 3 B 8 18 7 25 o S A FH RIS & Fa 4

[0509]  ZR18IC3% T it FHPMO 1 1831 75 PG {5 , LA S AN 2 K P I A i SR A3 1 T/
CY%AH , 3 HLIE 2687 HY 7 18 FH 2 Bt 71 . PMO 1183« 75 75 fth Y2 I AH 92 (1) 4% 40 LA T 3 B v 7 R L
ST VATT 19 /1N BRAZR PAT W99 JiHoRg f1 g A4 AR P At 48

[0510] 18
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K TIC %
4l FE SRR 0 3 006 | 8 [ 10 | 13
GOl o »
(Xﬁ;‘iéﬂ) {Dmlikg e - S R I R
G602 0.18 mg/ke PMO1183 100.0 | 74.3 | 61.3 | 594 | 56.7 | 56.1
GO3 0.135 mg/kg PMO01183 99.6 | 81.3 | 71.0 | 73.1 | 65.6 | 63.1
Go4 0.09 mg/kg PMO1183 101.1 [ 81.5 | 72.8 | 68.7 | 68.4 | 74.4
GO5 0.045 mg/kg PM01183 1002 | 83.6 | 82.8 | 93.3 [82.9 | 88.1
G06 180.0 mg/kg R 102.2 | 84.1 | 73.9 | 66.1 | 60.9 | 59.4
[0511] GO7 135.0mg/kg i i 1023 | 78.3 | 71.9 | 63.7 | 554 | 52.7
Gog | 90.0mgke P fl 103.8 | 70.0 | 73.8 | 63.3 | 55.6 | 54.8
G09 45.0 mg/kg i 102.3 | 85.5 | 70.3 | 70.5 | 63.3 | 64.8
o 0.18 mg/kg PMO1183 _ .
G10 180.0 ma/ke T 102.1 | 697 | 51.2 | 46.2 | 36.0 | 34.1
5 0.135 mg/kg PMO1183 , : | 4o .
Gl1 135.0 me/kg S 1004 | 646 | 52.8 | 51.5 | 48.9 | 46.0
G 0.09 mg/kg PMO1183 b | 2 ‘ .
G12 90.0 mg/kg ST 982 | 83.2 644 597|506 _49.,6
i 0.045 mg/ke PMO1183 _ ) ,
G13 45.0 mg/ke R 97.7 | 81,6 | 70.9 | 688 | 659 | 65.7
[0512] 2Rt ) R 1379 BT A FFIK
[0513]  F18(%%)
RE TIC %
) g SIS bR 15 | 17 | 20 | 22 | 24 | 28
GO1 , e
(R 10 ml/kg 2 L) - - - . } )
GO2 0.18 mg/kg PMO01183 53.2 |\ 47.8 | 44.2 | 453 | 44.8 | 38.9
GO3 0.135 mg/kg PMO1183 56.3 | 56.7 | 56.9 | 56.5 | 53.0 | 51.7
G04 0.09 mg/kg PMO1183 T4.7 | 80.7 | T1.9 | 754 | 77.3 | 63.9
GOS 0.045 mg/kg PMO1183 92.6 | 86.5 | 85.1 | 4.5 | 85.8 [ 85.4
G06 180.0 mg/kg P 58.5 | 52.1 | 49.1 | 48.6 | 46.9 | 39.3
[0514] Go7 135.0mg/kg Pl 548 | 512 | 49.5 | 48.7 | 49.8 | 49.5
GOS8 90.0 mg/kg o b 499 | 474 | 47.6 | 47.0 | 459 | 492
G09 45.0 mg/kg Tl 63.1 | 58.5 | 58.7 | 57.3 | 65.2 | 593
0.18 mg/kg PMO1183 _ 7. ) R -
G10 180.0 mg/kg i 347 | 316 | 31.7 | 280 | 26.0 | 22.7
0.135 mg/kg PMO1183 i o | a e | e
Gl1 135.0 mg/ks Enne 424 | 382 | 36.6 | 34.6 | 31.5 | 25.8
0.09 mg/kg PMO1183 ; ; B
G12 90.0 ma/ke T 474 | 460 | 43.8 | 49.1 | 46.0 | 42.9
i 0.045 mg/kg PM01183 _ . ot | en
G13 45.0 me/kg e 57.9 | 59.9 | 55.9 | 54.9 | 52.1 | 50.5
[0515] 22/t : R 13 p Fr A FFIF
[0516]  HR¥FIXLLIALS K I -
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[0517]  a.PMO1183H1 75 PGt yEE I KA YAy T 6T HISW 1990 i HJers 20 i i) A K2 B 2001
xR ML , B A Gt b5 RN (P<0.01) , ZEPI AN FE 4L, T/CEN22.7%
M25.8% (528K ) - JuAb, 578 1% 5L 50 v 57 H % 11 19 50 ph il 77 (R &80 . 18mg/ kg I
PMO1183) AHEL , PMO 11831 & PUAth Vi (1) A 7™ AL SEAR A T/ Cfi o« HA M, 25 (180mg/kg & V4
i 5E+0. 18mg/kg PMO1183) X B h[KIPMO1183 (0. 18mg/keg PMO1183) K TC( % )E 31 . 7%}
44, 2(4520K) . 28. 0445 . 3( 522K ) F126 . 0% 44 . 8(5524K ) Fl122. 7438, 9 (528K ) o [l itk
MPMO 11835 75 PUAh V= A it AR , T W% 21 B 2 3456 1 0 R v

[0518]  [hAb, BT rp % 2R , PMO1 183N 25 P At (4 1 & it FH 1) 45 B & CTEAR T 1 (Fam T
0.8), IXRI\LE B A FEILRESW 1990 5 FhAEALLIET /N R, BRI BCE BA B EIE A
[0519]  SZJfif5]16 . 44 P Al 78 LA 5 PMO 118355 %5 B e (1) BBk 2 76 N i Jirb g3 S P A A o /)
e

[0520]  JXSGAFFFLIY B (176 T 8 A58 AN o e S5 PRg AR AR 2, PEAPMO 1183 i 75 B ik
Fi&e (R 40 e i P 1) B

(05211 7E BT 1456 H 450 FH e P S B iR 88 B (Har lan Laboratories Models,S.L. (FGEE
FEEDI)) Bk 22 BAEMANE R , 598 21810 R, 12/NEDG-IEEFR, 21-23°CTF L i
JE40-60% o FOVFIXEL/IN R EH H N F8 HEAR AR T 15 145 S0 Y AN TC TR 7K o 72458 FH e 4 i
B VTFRCEHAT MR A AE 2 1, 2 D E BN E RS K .

[0522]  #E3x Be i ¢ v A F A e A5 70 2 UST-MG 41 i 5=, e M 35 [ T8 A 3k o o0 (ATCC
HTB-14™)%k45 .

[0523]  UST-MGHHMIAE3TC,5% CO551F T , 7E d K4 75 15 57 i (MEME ) Hh A= K i A 26G 4t
SN ey i 28 , x4 R Bh W Ae A MBS F2 R RN & 43 5x 10°/NUST-MGEH i (1% 4 fifa >k 44 4h
H548) 10 05m 1 150 % 5 5 A150 % To ML 35 35 5L AN S i A R B IR

[0524]  HR 4 S 511 30 2 FFAG 5 v 34T IR DU & AV T T e A2 e DU 52

[0525] 14 i () A AT B K 241 39mm i), AR A B, /) B A B AL 43 TBC 39 7 4L RN X R 20
1 (N=5-T7/4) , 18I NewLab JIfeg 2 Bk (2. 25.06 . 00R) I & it 14 A .

[0526]  PMO1183LA%E A R T-PMO L 183G /NI :A2 AL , SR J5 FHAR FH /K T 3R150 . 2mg/
mL IR JE o 7E5 %6 VE S P AT AR AV 1 — AP M REPMO 1 183 J5 VR, B 1348 21 e i i1 7R ) k52
B LR i DA VA O aC R AL, L I 7E.0 . 9 %6 1133 5 FH 3R VA H K5 10 % DMSOH (1) =4 Fi e &
HARZIRZ MRS

[0527]  7EiXLesaGH , PMO 11831 Bk fi (R ¥R 9T M 2 JEL R+ A TR 77 =it FH , PMO 118338
ok 0 Ok i T, 5 B IR VRS = JE 9 BIAE S0 R VTR NS LA R BHAT , 5 s e R IR
HELES R (BEOR B TR , 22 B 1 e FH 5 PMO 11 8371k L iz 1 e FH 7 22 A A & 71 & 7K F
H B3 LSRR e P B DA A A = i

[0528]  LLARVARITAL(T) P38 MR AR AL X RRZL(T/C x 100 % ) I35 g A A, At oF:
ST R o S A A3 S A6 1 3BT o RN 77 12 e 389 AR R RIS e 20 (CT) -

[0529] K 19ic3% 1 B i FHPMO 11830 4% St i , DA S AR 7Rl & /K P BR A it FHER A3 1 T/
C%1H , I HLIE 2697~ H 7 A5 22 57 L PMO 1183 5 BRIl e FITAH 12 fr 45 2H DL W 3 e v 77 & L
SR IE YT /N B A A UST-MG firk 933 1) firt o A4 AR PP 41

[0530] 19

43



CN 105664165 A W BR B 42/52 T
[0531]
KE T/IC %
| & g S 0 2 4 7 9 | 11 | 14 | 16
GOl .
gy | ™
- 0.18 N ~ ,
G02 mgke PMO1183 098 | 955 | 648 632|520 |44.1 | 385 | 37.1
Goz | 0133 PMO118: 985 | 905 | 612 713 642 | 63.¢
G0 iglke PMO1183 98.5 | 90, . 3 1677|653 642 | 63.6
o | 9% | pnorn 995 | 744 85.1 | 69. 4.1
kg PMO1183 97.9 : : 1694|718 | 741 | 735
Gos | 29 | paioriss 982 | 1010 | 80.4 838 | 788 | 777 | 767 | 825
3 mg/kg § o L i3 . Il o . )., .4 £ BSFIO
,. 3.0 R _ , ; cor | o
GO6 | ke = A 97.1 | 955 | 673 394 | 253|229 | 284 | 315
1.5 o N _ _
G07 mgrke = RIS 94.1 | 969 | 756 730|565 | 593|500 | 535
1.0 o ‘ _
GO08 - B 982 | 1002 | 65.1 81.2 | 550 | 63.5 | 73.1 | 75.0
0.75 . . ; ; _ ,
G09 . R Ie 97.7 | 989 | 763 773 | 644 | 631 | 628 |72.7
0.18
mg/kg PMO1183 . _ )
G10 S0 S 97.8 | 95.0 | 509 331 [21.0] 183 | 166 | 174
mg/kg
0.135
mg/kg PMO1183 " i A o
Gll1 s P 98.7 | 1024 | 62.7 420 | 303 | 29.1 | 29.0 | 30.9
mg/kg
0.09
mg/kg PMO1183 ; ety | e
3 : e i : . . 1498 | 51.2 | 576 .
Gl12 0 P 962 | 101.0 | 79.3 76.1 | 498 | 51.2 | 576 | 56.5
mg/kg
0.045
" mg/kg PMO1183 , ox | an
G13 0.75 B 101 | 106.0 | 67.4 73.0 | 578 | 59.0 | 693 | 72.2
mg/kg

[0532] -2z &) - AN 13 b T A I

[0533]  HR#HEZIAL K I -
05341 a. PMO | 83715 BEIAE B0 5% v %41 US 7 MG il 0 240 ML) 25 4 A A7
S0 REELRALL , BT Bt B R (PO, 01)  FEFA B Al BEALH  T/CHLAT 4%
F130.9% (F16K) o HeAh , 57529 B e 3 ELG M ) 2 s 50 U By 3mg kg AL 5mg/ ke
5 SEMA ) RHEL , PMO 1L 315 S0 R ) B 25 7 A SEAIR) T/ CAEL o LA, 21 75 (Bmg /g B B
fi+0. 18mg/kg PMOL183) Xif BRI ) 5 S0k i (3mg / kg # B ) I TC( %6 ) B A18. 3% 22.9
(SRR, 1664128 4 CR14R) KT 431 5CR16R) , HAL A (1. 5me/ ke B SLME i+
0.135mg/kg PMOL1183) % By 25 SEme i (1. 5mg,/ kg 5 LML) (K TC( % ) {EA29 . 14f59. 3
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(F11K),29.0%750. 0( 55 14K ) £230.9%153.5( 516K ) (Al , 24PMO1183 5 # Sk e e &
Jite FHI, ] 0 %52 1) B I 358558 1) B e v v

[0535] A, T i 3R, PMO 11830 5 e e g () 645 it P 40 45 S /& CTE AR T+ 1 (Fa s T
0.8) , X I 7E AT I UST-MG MR A I 1V /INBR e AT B A oA I R AE .

[0536] St {5 17 . 44 P AfF 5T LA 5 PMO 1 183540 37 %5 JHE (1) BBk 25 76 N i i3 S P A AR o 1)
e

[0537]  IXECHIFFLIY B (1) AE T 18 A0 AN e PR AR Y , DA PMO 1183 05 4k 37 5 e
(340 el e P 1) B

[0538]  7& B4 A58 H 45 FH e P T B AR 48 R (Har lan Laboratories Models,S.L. (PGEE
FEIEZIR)) s 2 BAEMAIERIE , B I8 21810 R, 12/hI G-I 536, 21-23C R, i
JE40-60% o FOVFIXEL/IN R EH 3N F8 HEFR AE KT W 145 B0 = AN TC T 7K o 72458 FH Ity 4 i
BVPIEAT MR ARAL Z /T, B /DB B RS K

[0539] 7 ix Lo Ajf 5 v 4 I AC) ek Jg A5 700 S HA 6 0 40 o, 22 , H A 55 [ T A sk b o0 (ATCC
ref HIB-177™) 3545,

[0540]  HA604HMIAE3TC,5% CO221F T , 7EDul beccotl K HEagl e 75 3E (DMEM) H A K
18 FH26GE TSk AT L co ik Bt 38 , 043 R B A4 NI B AN 4 5x L0°H460 41 i (iZ 41 ik
AEANEE10AL) 0. 05m1 50 %6 5 5 R F150 % TE ML & B 57 5 , AN S FAE R B IR

(05411 ARHESLHE MBI 13 28 FFIK 5 1L BEAT il 0 & AV T 7 il 32 11 I 52

[0542] 4 fi i (X A BRI R 2017 Tmm B, A A 5, /N B B AL 43 Tie 31096 07 20 Rt R 41
I (N=5-7/41) , JF il it NewLab & 2= 14 (2. 25. 06 . 00K ) = g 44 A

[0543]  PMO1183LA%EA VRT-PMOL 183 /INIE AL , SR J5 A%y /K BEHT 3R 150 . 2mg/
mL IR E o 7E5 %6 VE St AT AR A VR a3 — AU A REPMO 1 183 S5 R, L 3811326 2 e, o 1) ) () U
PR RR AV RO sCHR AL, FLIB I 7E5 %6 Y3 59 F A W B VA 0 AR RE 7 M 22 B AR 2 KR P T 3R
o

[0544]  FEix £eszI0 op , PMO L 183 FIAK S %5 B (W V6 97 B 22 BB 7 4% DL 7T 7 =X ik e FH
PMO1183%F il — Kk , L JA , 43 T AE SE0 R A EE TR AR LB FREFAR — IR, 53 AAESEOR L 554
RANEESK , 2 LI it -5 PMO 1 18 3R 7. %5 RE 1 Jite FH 5 ZE AH ] o 551 /K P4 303 DA S 77
= it B ARSI 20 F

[0545]  LEARYRIT AL (T) P38 MR iR AL X BRZL (T/C x 100 % ) B35 B AR A, At oF:
flHUIME B o S A A8 S A1 3BT & R 77 2 W e 385 AR R FIER S 20 (CT) -

[0546] K 20ic5% 1 Bt FHPMO 1 183K ST BE , LA SRS 7R & AP IR A Tl HERAF 1 T/
C% A, 3 HLE 27075 HY 7 48 F 22 7] S PMO 1183 L 4 37 %5 R AR IRE 1K) %40 DL W 3 B i 77 B b
A IRTT /N BR A AT HAG O Jir 28 1) Pk A R VP A5 4 o

[0547] 320
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¥ TIC %

4 R SR 0 2 5 7 9 | 12

GOl . .

o K|

(b} B4 10 ml/kg LRI
G02 0.18 mg/kg PMO1183 114.4 1 79.6 | 74.7 | 75.0 | 69.1 | 64.9
G03 0.135 mg/kg PMO1183 1176 | 774 | 67.5 | 71.7 | 66.7 | 52.9
G04 0.09 mg/kg PMO1183 1169 | 83.1 | 83.9 | 76.9 | 80.6 | 84.9
GO5 0.045 mg/kg PMO1183 1083 | 78.7 | 61.2 | 672 | 788 | 87.9
G06 50.0 mg/kg WarBkEE | 112.1 | 54.9 [ 347 [ 275 | 24.8 | 22.9
[0548] GO7 37.5 mg/kg KRR | 1149 | 51.9 | 44.0 | 36.7 | 35.6 | 37.0
GOS8 25.0 mg/kg AT RE | 112.0 | 55.6 | 54.9 | 49.6 | 53.1 | 51.8
G09 12.5 mg/kg WRAEHE R 97.5 | 50.3 | 44.4 | 48.6 | 50.0 | 51.5
. 0.18 mg/kg PMO01183 | | |
G10 50.0 mg/ke ey 117.1 | 443 | 194 | 134 | 109 | 9.0
0.135 mg/kg PMO1183 1o | o y ; 1.
Gl1 7.5 malke T 1112 | 51.7 | 23.8 | 184 | 157 | 153
0.09 mg/kg PMO1183 - ;
G12 25.0 mg/kg S 110.0 | 53.2 1 38.1 | 26.:6 | 28.0 | 27.1
0.045 mg/kg PM01183 _ N
G13 12.5 mgke e e 109.0 | 604 | 60.1 | 56.5 | 60.0 | 58.5

[0549] 2 fE 5] IR 13 BT A

[0550]  FR¥E1Z A0 AR I -

[0551]  a.PMO1183FIAKIZE FEMIIBE A V6 Y7 % T4 HAG O it Fi e 4 B ) A Al A7 &), 5
S B AL , B G vt b 5 1 R sy (PO 01) , fEFR AN R = A, T/CIE A9 . 0% Al
15.3% (B512R) o IeAb, 5 AE S50 A o By 14 1) B ot 77 GRIE 4 50mg / kg A137 . 5mg / kg
WAL BE) AHEL , PMO 1183 FI4K S BRI IR A 7 AL AR T/ Cff o B At , 445 (50mg / kg 57
% RE+0.18mg/kg PMO1183) A B 4K 37 & JE (50mg /kg K 32 85 FE) B TC( %6 ) E 19 . 4%f
34.7(HE5R),13.4%F27 .5(5E7TK),10.9%f24.8(FEIRK) KX9.0%f22.9(512°K), HH G
(37.5mg/kgfk 7. %% FE+0. 135mg/ kg PMO1183) % B (1 4k 37 4% BE (37 . bmg/ kg f 37 85 BE) [ TC
(% )E N23.8%F744.0( 555K ) 18.4%F36. T(FET-R) 15, 7T435.6 (BBIR ) . 15.3%137.0( 12
R o B, 2PMO1 1835 4K 37 5 R IG5 Jit IS, WU 45 1) B 2 38 58 () e It g v 12k

[0552] Ak, BT Ho & B ER , PMO 1183 AR 7. &5 BER B A il A 1 45 SR 2 CTHEAR T 1 (Fam T
0.8) ,iX R 75 A FFHA60 5 PhESAE I 11 /N SR, AT BC A B A W R A FH B B [FI
H.

(05531 Sy 3l 18 . 44 A R 90 LA B 2 PMO 11835 B I Ml i 1 BB 5 0 N 4 4 1A 988 S P RS AL
IR

[0554] X SLfiff 5 1) B #Y 78 T 18 ik ff 2R 4E 9 e M AE A Y, 3P4 PMO 1183 im 5 5 5
VA g PR 7 e 3 12 1)

[0555]  {EFA FaNEE TP 8 FHMEPE T IR #3 R, (Harlan Laboratories Models,S.L. (FE¥E
FEEDI)) sk 2 BAEMSE KT, BIE 21810 R, 12/NEDG-IEEFR, 21-23°CTF L i
J£40-60 % o F0VFIXLE /N B, 1 FH $ N8 R 1T 18 DA B DR 1R 7K o A8 A58 FH s 241 e
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BVFIRGEAT MR A AR Z /T, 2 /D E S N5 R

[0556]1 £ ix Lefff 72 v A Ff i yRg A5 70 S HT 10SOZH i 5, He M 35 [ T8 A 3 o o0 (ATCC
CCL-121™"%k44.,

[0557]  HT10804HML/E3TC,5% CO56AF T , £E s I 06 75 5 5% 2 (MEME ) T AE K o f3 I 26G 4T
S cofk 5t 28 , I LA V= 5 ok 45 S 7 kR LIPS AN 25 45 5x LOPNHT 10804 fi
CiZ 4 Mk 8 AR AN 5940 I TE LIS 3 55 3 HASS B R A B

[0558]  j@ I8 FH%L S N (Fowler Sylvac.S235PAT)IISE M EL4% (e +/NBR ) « TG YT 55
— R, B NE S EEASYIAE2-3IK.

(05591 Jdcd s A F AR Ak, I PACHRE IR By B Ao o 3 32 495 140 28 G 0P Ak v o 7 R0 T 52 o
[0560] 4 HAKJEIABIRL 1. Smmit} , AR P44 , /N B AR BE AL 2 BE 213697 2R R 4
I (N=5-7/4) , JF il it NewLab & 2= 814 (2. 25. 06 . O0RR ) I = &

[0561]  PMO1183LAZEA % F-PMO 1 183k /NI 20HR AL , 4R J5 FH 4R FH/K FE 3737430 . 2mg/
mLIHRE f5/Ja‘aﬁiﬂ%fﬁ*}%*ﬁiﬁﬁtlﬂi&~ﬁﬁ%%mo1183@&,5?%@%%%&%%%&
G Jiie LY TR SR AL, FLIE I 765 %6 v 5 F R B AR VA AR R T & B AR 2K B T 3R
o

[0562]  fEixX&esghef, PMO 1183 %)M B (K Y897 F 2 fed 7 # i ik e Jok e P 5 Bl — K
TSR BRSO R RSB TR o Al /KP4 ol 3 DA o 7] &t FH ke 3 DAIBC A 77 &0 FH
[0563]  bb#E AT (T)HIFE B A I+ ) 5B (T/C x 100%) P B ER
(i -+~ ), AN T PPt B Fie e R o S A, A FH S it 481 1 3 Bl 2 FF (1) 77 4 0 o 34 5 A FH RTRG
AHREL(CT) .

[0564] 2105 T BEphiE FHPMO 1183 R &I M. e , LA B2 FFAN 751 8 /K ST IE4 it FH 3R AZ K T/
CY%AH , I HIE 2717~ B 7 48 P 22 Rt 771) L PMO 1183 ZU47s e Jide 0 AH B2 (1) 4% 2HL DA T 3 Bt v R B L
AR YT I ZINER AR A HT 1080 il 3 1) e B2 (B +~IN BB ) TR PP Ai 2L

[0565] K21
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[0566]
R TIC %
| b1k SERRRE 0 2 4 7 9 11 14 16
GO1 10 R
3 :_H}/E;Tf I - - - - - - - -
G | mikg ZRA
0.18 . . .
S P PMO1183 100 | 593 | 40.0 | 269 | 267 | 115 | 212 | 306
0.135 . ; » .
GO3 ke PMO1183 1o | 63.0 | 62.9 | 481 | 360 | 30.2 | 33.0 | 419
. 0,09 , o , ‘ _ ,
G04 mg/ke PMO1183 100 | 667 | 57.1 | 654 | 48.0 | 42.7 | 458 | 564
e 0045 | _ , _ 5 | o .
G0F | ks PMD1183 100 | 778 | 74.3 | 942 | 0.0 | 740 | 805 | 911
150.0 e ‘ I .
GOs mg/kg AL 100 | 407 | 286 | 30.8 | 440 | 37.5 | 449 | 573
mg/kg
112.5 I ) .
GO7 | meke BN 100 | 481 | 343 | 53.8 | 480 | 375 | 432 | 532
75.0 o | | DR
GO% | joike BRI 100 | 741 | 65.7 | 692 | 587 | 458 | 466 | 516
37.5 I ; ; ; ; »
G09 _m;,kg FL 100 | 518 | 543 | 654 | 613 | 479 | 551 | 621
0.18
G10 ‘I‘%kg %ﬁﬁ; 100 | 370 | 229 | 173 | 40 | 104 | 42 | 1.0
DA S X RGP 2
:'mgﬂ(g
0.135
Gll Tlgg‘f ;%%m;; 100 | 296 | 257 | 115 | 80 | -17.7 | -68 | 7.3
4 MBS
mg/ke
0.09 _
G12 ”%/’(‘)g %ﬁgﬁi 100 | 37.0 | 314 | 288 | 520 | 437 | 508 | 645
0.045 ‘
G13 fﬁ%’ﬁg %{"Iﬁﬁéﬁ; 100 | 556 | 514 | 673 | 707 | 625 | 593 | 621
mg/kg

[0567] 25 N1 3Hp B A FFIF

[0568]  HRHEIZIAL K I -

[0569]  a.PMO1183HH %)M F ¥ IBC AV 97 o6 T H I HT 1080 27 4 PR Jed 4 Jf ) A o &%
1), xR A, BA S F W1 Mg (P<O.0L) , FEP D mfIE A, T/ClE N
1.0% F17.3% (SE16°K) o BhAh, 5 AE1Z SL 56 v 5 2 S PR 1 B 0] GRIE M0 . 18mg /kg Al
0.135mg/kgHIPMO1183) AHEL , PMO1 1831 S8 Jd Mk e () G A7 A SEAIR T/ CA « A Hh , 4H &
(150mg/ kg B MM i +0 . 18mg/kg PMO1183) X} B JPMO1183(0. 18mg/kg PMO1183) I TC
(% )ENA.0%F26.7(FEIK),10. 4% 11.5(5E11R),—4.2%F21 . 2( 55 14K ) J21.0%F30. 6 (3
16K), H#H A (112.5mg/ kg B MM FZ+0 . 135mg/kg PMO1183) X Bl ftjPMO118(0. 135mg/kg
PMO1183) [ TC( % ME N-8.0%f36.0(ZEIR) ,—17.7T%30. 2(F 11K ) ,—6.8%33.0(F14K)
JT 3541 9 (16K ) o LRI, 9PMO 11835 ZUJei M Jrig I 45 it FHAY , ] 0 25 281 B 302 38 8 (€] e
ST

[0570] b4k, LT ook JE FE , PMO 1183040475 WAk e (1) B 5 e FH 1 45 SR 2 CT{H M0 . 28 (Fa %
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T0.97) , iX R LE/N R AR ZE PURTHT 1080 JR AL AN MR b, e AR B A R SR UM EAE A
[0571]  SE {5119 . 44 PN AFF 7T LA 8 78 PMO 1 18354 37 %5 BE i Kk & AE N &5 B W e s P A2 AL
EPE‘J%Z%

[0572]  JXCHIF ST H (1) 76 T 8k A0 AN &5 B Mg e P i A AL , PP PMO 1183 3 K
SEA R IR v VR B

[0573]  YERTA G638 FEME T B R AR B (Harlan Laboratories Models,S.L. (FH¥E
FEIEDIR) ) s # 2 B AEMALE RIS, BIE 21810 R, 12/hE YE-BE 636, 21-23C R, i
F£40-60 % o FUVFIXEE /N B, 1 HH 30N 5 R 1T Ik 14 A B MDA T BR 7K o A4S FH T8 44t e
VT WAT MR AL 2 A1, 2 DB BNIE RIS K o

[0574]  #F i e HfF 77 vh A5 FH () Piiig B A R T - 29 40 g %, e AN 35 [ B s 3 o o0 (AT CC
ref .HTB-38™)3k15 .

[0575]  HT-294H 0 £E37°C,5%C022 14T , #EDul beccofl K [{JEagleds 5L (DMEM) th A= K,
1 FH26G4T Sk Al L ek 4 2% , 5 R e A MR B2 N AE N5 5x 10°ANHT-2941 i (%41
Sk EAANE104R) 90, 05m 11110 9 % y3: 5 FHE AL BRIE L -

[0576]  #R 4 <Lt 91 1 3 v 28 FF 1 77 V2 @ AT ifryeg I & RHE 7 N 52 14 I i o Je 3k 1A 0 A AR
A I ARRE R B S5 JRa s 40345 1 728 R PP ARG 7 TR 52 128

[0577] 4 fib 8 () A Bk 31K 20 1 80mm° B, KR4R 44 B, /)N B B 1L 43 Tic B0V 77 2 R ) R 41
I (N=5-7/41) , Jf- il it NewLab I8 22 8k 1 (2. 25. 06 . 00 ) Il =& iy 44 A

[0578]  PMO1183LAZE AT ¥RT-PMO 1183 NI U AL , S8 J FH AL FHZK FE B 3R 45.0 . 2mg/
mL I JE o 7E5 %6 V5 P AT AR VAR 1 — AP M REPMO 1 183 J5R VK, B 312K BT i il 7R B R 2
WRAZ A FRCAVE R ) T A it , FLIAd 5 %6 v St FH AT AR VA VR RE T ) 22 B BRI BE T 3R A5
[0579]  fEIX £L52 55 v, PMO 1183 MIAK 7 5 BE I ¥ 97 S 22 BB )42 LA T 7 X bk e A
PMO1183% J&i— Kk , L=, 73 AAEFEOR VEE TR LA R AT AR B4R —IR, 43 0
TEFEOR VAR VSR V12 R 16K , 22 B IR jite FH 5 PMO L83 FIK S 5 RRI¥ it FH 7 &6
FHI o SRR P2 B DA SRS i FH B LGS 7 =0 A

[0580]  Lh VAT AL (T) 34 e AR A S5 X R AL (T/C x 100% ) [P35 s AR £, AT
SR R A A8 L8 1 3BT A R 77 12 0 5 395 AE

[0581]  FK22ic5% T B FHPMO 1 183 FIMK A7 Bt , DA S AN 7R & AP B A il FHERAZ 1 T/
C%1H, I HLE 2727t 1A% FH 22 B850\ PMO 1183 AR N7 B B A B2 1K) #4520 LA W 38 s v 71 =L
BRE YR IT IO /INBR A P HT—29 filed 1) Jied A AR PP A 4

[0582] 22
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[0583]
K TIC %
4 HE SRR MR 0 3 5 7 10
GOl e
- ) L = - = = -
(] FR ) 10 ml/kg SERF
G02 0.18 mgrkg PMO1183 100.4 1084 | 865 | 101.1 | 1165
G03 0.135 mg/kg PMO1183 98.4 106.4 | 953 | 1166 | 1152
G04 0.09 mg/kg PMO1183 98.4 1009 | 887 1219 | 1298
GO5 0.045 mg/kg PMO1183 99.8 103.7 | 100.6 | 111.1 | 135.8
G06 50.0 mg/kg esr B 100.1 1147 | 93.7 | 96.1 | 70.5
GO7 37.5 mg/kg Wear B 98.4 108.1 | 97.5 | 99.2 | 843 |
GOR 25.0 mg/kg T B g 98.8 108.6 | 97.2 | 1014 | 965
G09 12.5 mg/kg VA= 99.0 99.1 | 90.6 @ 974 | 92.7
- 0.18 mg/kg PMO1183 ; D
G10 50.0 mg/kg e v R 99.5 101.8 | 783 | 77.5 | 516
0.135 mg/kg PMO1183 _ _ - y
G11 375 mg/ke T e 98.4 98.0 | 852 | 85.4 | 607 |
0.09 ma/kg PMO1183 . ; N
0.045 mg/kg PMO1183 L o o
G13 12.5 mg/kg i 37 B 100.7 104.8 | 104.3 | 116.0 | 98.8
[0584] 2R R 13 BT A FFHT .
[0585]  F22(%%)
KE TIC %
A il iy 12 14 | 17 | 20
GOl _ .
GH ) 10 ml/kg G - - - -
G02 0.18 mg/kg PMO1183 1154 1234 | 86.7 | 775
G03 0.135 mg/kg PMO1183 119.1 121.5 | 133.1 | 1052
G04 0.09 mg/kg PMO1183 114.1 109.4 | 116.1 | 93.4
GO5 0.045 mg/kg PMO01183 125.1 109.3
G06 50.0 mg/kg e T A 617 517 | 414 | 333
[0586] Go7 37.5 mg/kg WAL B 77.4 650 | 584 | 494
GO8 25.0 mg/kg e N7 B g 793 825 | 763 | 60.3
G09 12.5 mg/kg v 90.8 89.4 | 1026 | 934
i 0.18 mg/kg PMO1183 R o
G10 50.0 me/ke PP 43.8 304 | 21.7 | 15.6
. 0.135 mg/kg PMO1183 _ e
Gl1 37.5 mke e o e 51.9 40.1 | 39.2 | 28.7
0.09 mg/kg PM01183 1o
Gl12 25.0 mg/kg WAL B 5%.7 50.1 | 47.2 | 407
- 0.045 mg/kg PMO01183 N N , .
G13 12.5 mg/kg P 85.5 905 | 88.1 | 76.5
[0587] 2R R 139 BT A FFHT .

50



CN 105664165 A w Bg B 49/52 T

[0588] AR E1ZiAT0 A TN :

[0589]  a.PMO1183FIAK AT 5 FE A KA a7 0T FI | UST MG i it Jed 28 B 1) A K 2 A AR
ExtBA ML , B gt b5 RN (P<0.01) , ZEPI AN A E 4L, T/CIEN15.6%
F128.7% (FE20°K) o LAk , 5 AR 1Z 52560 b B HL 6 P 1 50 ik 77 GRIE: A50mg /kg F137 . Smg / kg
(RIS BE) AHEL , PMO 1 183 FIAK A7 % BE R BR A 7 AL BEAIGI T/ Cff o B At , 205 (50mg/ kg K
SR FRH0. 18mg/kg PMO1183) 5% BRI 4K 37 JE (37 . bmg/ kg Mk 378 BE) (I TC( % ) {E 4130 4
NF51.7T(EE14R) 21, T/ A(CELTR) 2 15.6%733. 35208 ) , H 4 (37. 5mg/ kg 7. %%
FE+0.135mg/kg PMO1183) X B ) 4K 7.5 Bt (37 . 5mg/ kg WK A5 FE) I TC( %6 ) B 40 . LA
65.0( 514K ).39. 2058 4(BE17TR ) J228. 74149, 4 (520K ) o Al , 24PMO 11835 {37 %% i
WG it IS, AT A 252 21 BH 3 385 ) B e vl Pk

(05901  SLjitafs] 20 . 44 ZR A 7t LA 5 PMO 11835 4k 25 6 97 77 B B & 45N 1 L 41 L 3R R )
e
[0591]  Rr LA k57 5 PMO 11831k & e P BEAT VR4 M RS (SR AL F 2 waplidine \ET-

743.PMO27 34 F1PMO0 104 (iX £k, A W11 i i A2 2EDMSOH 1] 2% F- il A7 /£ -20°C ) L MLIEHE
FEHE BT T AR I SRR R B B B N AX I B R B S I R S0l ZE UM B EE AL
2N

[0592]  ¥EFE A1 M7 40 i 22 JURKATFIMOLT—43E4T %R 56 , 1o M 25 [ T Pk P o0 (ATCC)
3R48 . JURKATAIMOLT- 440 £ 37 °C +5 % CO2F195 % 12 241 T , 78 TC 4L (I RPMT 8% 35 e vh 2R
KB = imin 7 10% - 035 (FBS) < 2mM L-A &k AN 100 3547 /mLIN B B -5 %,

[0593] i o3 P 7 134T
[0594]  a./ESE—2HSLig b A% H 72/ A& 4k 2 B2 1 40 i 55 1 A 36 I v B Rl A S P A

[ 240 i R AR R 7T

[05951 1415 2 , 400 DA 55 L 1 50uL 35 35 3 vh 5000040 i [ 25 i B2 Fh T-96 FL I & i 2R, B
FH R R B AR SRR ML A I8 97 T2/NE) 2 U TE S 25 15 7 2 b 55 9746 /N

[0596] 3557 5 , F FAMTT I J i 56 PO 48 M B3 A8 A o 4550uL. MTTYE MR (Lmg/mL) II AL H I
TE3TC I EFFR15-1T/NG] , EL BT B P R A o 22 Do B 32 2L 5 5 I NDMSO LA A AS V5 14 58
0 TR P VB BTV A 0 VAR o 0 D 5 40nm S [ 1635 82 18 58 L IR O JiF o 45 3o it
HE 2 o A K18 40 b o FIFPrism v5. 023k (GraphPad ) 1 & & B 48 vh 4f FH I ECH01H. (5
KA BIRPE R —F) ECO0LA BE /R UK B2 e 7 I H UL 28 /D = AN ST SL B0 (1) - I E R R

[0597]

23247 T AN MIERAF I 75 HEC50{H.

[0598] 323 H-T- JURKAT ifed 40 i 22 1) B Bl 25 MR ECH0{EL (BE /R B2 (M) )
[0599]
weyw EC50 (M) wEY EC50 (M) wEY EC50 (M)
o s 1.45E-07 FUEE 7.92E-07 Aplidine 1.38E-08
ET-743 6.96E-09 PMO00104 4.83E-09 PMO1183 1.55E-09
PM02734 | 5.50E-06 '
[0600] 324 : FH-TMoLT—4 /M6 4 i 22 1K) R b 25 MR ECS0 4R (BE /R MK B2 (M) )
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[0601]
WEY EC50 (M) WEY EC50(M) WEY EC50(M)
’ﬁﬂﬂﬂ%u@ 4.39E-08 Aplidine 1.27E-09 ET-743 3.84E-09
PM00104 1.55E-09 PMO1183 8.57E-10 PM02734 1.44E-05

[0602]  b. {58 LRI, AT FH AT BRI AR R 7795 3047 S 0 e P PR 250 D 5 1 24
WD 2~ 152 it 2

[0603] &AW 58 H1PMO 1 183 Ath b E 25 47) % I ECHO{EL - [A) F) ¥ 25 22 e, AT FH 799 P[]
SEWRE M AR LA o T A 0T, WP 58 LU B I R 2 B P 25 W) AEECH OB 1Y SR % bk (1
1), Je HAt b A9 28 7 v T B TR PP 25 M AH ST ECH OB AN [R] 1 43 BE o [ FHIX Se TR IR T,
AT 1E 2 1 3% SR R DA SRAS R 25 S s Bk 5 1 9k P - 92 i 282
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