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() 53— R AR AETRIGTE o, SISO A e Shr (o) & il il 20 ] b L, TS8R BE A
v b o A7 AE TRIGE ) A7 B AR AL , ELIX AT AU DR 4 it 2% A DA B B SR AT AR B o AR SO
[ TRV W% 1 B AR S PR IE 612, 0em "5 2 DRI IL , 2438 B TRV {3 FT () s ] 407 ROk 4,
FERX AR R, I HASCA TR PR IRIE & 7L E A XA 7tk iR E

[0234] ST LA RAL AT A 53— Pl R BRI AL S A F 2 R AEAS
(L2 T AL o DR T8 9 SR A 0 e DSCARIAR 6 AR X RE 1 5 VR B 22 ot )
R R B B 1 B X -5 ok AR AT L TROGIEVE (B4EFT-TR) BUE AT & AR BRI A
& A T RAE 2 i A B A [ A4 2K

[0238] AR A HrEAR 4 45 S IE A7 AR A e Ve BR AR AL e MR A, AR S PRI
SRV PR MR » 9] S 7 o8 A5 S (1R AR o 47 Al ] 45 1E 3B A 2% it

[0236] WA ST L, ARG BT 7 BRI 30 F5 e B AR 1252 3 )t j 3
FRAT AR A0 N B SR AR S i P IR 7 U7 56 T5 SR R B IR T
AR K T3 1 AL 5 0 ] T IR TR e R PR e Fee BSCHE 22 R 9o BB A 140 A B AR 0 0
JE R RERR A 1o SR M, B TN 323677 32 n] BE AN KRS BRI T %6 T RIS R B )
HRIT TN, I LRI ANERAE R 52 53 B2 R A 91 2 6 3 e A o S S B S8 I AR
BRI R B A o DRI, 418 5 ) 32 10 B2 AR T A 461 0 A6 38 T A Rl BEAN BE NI T 3 T B
Wi AN AE o

(02371 GuASC T Y, ARVE “U & L U™ MR IR A SR FR IR S TR e IR
PRI N

[0238] WAL A, 50T A FLA, DLIE N o B T N2 50, AR ST Py R TR L 5)
VI ads , BNt Esh ) K or sl sk 96 = sh WA « ISR — B se i A4 L 5
355 KRB — LS AL 0 L 55 o SR 36 = SR — LS AR RAC S ORE L/
[0239] e iE A F SARHE AR o SEAAKE PR AR BR 5 PRS0 B 15 B R B T8 T DA 85 e
T B (e PSR L T LR SR8 R B U L 45 W L D B L AN IR
T JU PR SR P b A T AN B e R L JIE A B A B 4 MR e RV 5 i
JoE SRV T MR JBR I SRS B KM e 13 IR J R T s g < e MR 94 2
Jed BRI K2 JR Merke LA  BE AL B TEW i BEIG A B SR AR B BRI SE MR B A
T P 20 PR I e I PURRE i PAVJRE BN SR b e B S0 AR L A R  JBR e L 5255 52
AR IR 55 B I 250« 44008 R 40 Bl w0 50 e - S SO L IR S EL A < '
g B A PR RS AT A0 e TR VIR \ Sezary S5 A AIE , R (191 0 5 Jok t— 40t i vk E2
JE R IR PRIR S I K2 B B R AT SR 2R /I R R TS SR AL R L IR
HRE S PRTE T 15 i B TE T 0B 8 AR 48 0 ER TR

[0240] i fe ) SE A B A6 AELANER T 13 19 9 i e A/ J L 28 S PR b L2 A 1 1 L5 < e A/ L
B SV BE PR R 0 b O A0 B R e A5 B R IR A 2 SR A L s R
T 19 INATDSAH IR I8 « B R T 40 bk 2 8 L e N/ LB 7 <e AR LS R0 L B R0 S B/
JLEARE AT G R R A M R RGTREE B L Sezary SR AL, BERT 240 M ik £ 3 A0
Waldenstrom= BRER (I HILAE 5 LA B HoAt 38 M50 , 491 St P B 18 20 P20 98 AR DU AT 4
HBZH A O 34 2288 22 5 PR BB / S 2 I F 3 i B AR 2 SR S IR R BRI A R

3
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BB 38 A i o AT DAAR 48 A8 B VR T IR DLAZE 1 — 2EL e B A0 5 P 2 B2 MR\ 1 L L R
Jei JHEE S IR B D 52 A0 AR R o D ade s, Pirad s ohe 2 RE 20 o

[0241] AR B J7 v A DA i b 3 — 20 B0 4 1a) 5230 38 e FH 22 20— Bh 53 A R0k 7 Bk
O JERE R IR IT R BT S AR T AT LAk B SR B B AT R S VR T
T PEAZ R OERER YT RO BT L A

[0242] @R\ N2 AT, W4- (B-5-2— 7 A L U ML g -4 J%) — 1 H-mE g —2-FR g [1-
(3-SR HE) —2-F Bk 2 B T I e 1) 485 o S T s B AR SR T 2K T SO “AR & BRI 4 T2 =7 A
TRV TR e 7R AT DA (R A B A (R I 8) e A T 5230 o SR A B 1 [ A4 1 R0
T3 PRI FRIAE AN [ B 1) 48] i et 3% 482 e FH A it DI mT DK 4% D B I [ T2 20 AE T — 3t
I BTE T 5203 B0, 7] A/EA- -8 -2- S N R L e —4—28) —1H-IE g —2-FF iR
[1- B-SURAE) 220k 4 FE ] B fide < Wl 1m) 52 35 0ite AT i oy — Bhbide 7l

[0243]  tnASC R AT, “Puids” (56 RARAFAE B e 3R B A DA AR R RAEAE I S E Bk T
A5G, B0, RS B A DUl (B P40 SR BT AA) AR lR 485 Buad (9 an XURs Tk b
1) AR B R4S SR I B B (BT, Fab’ \F (ab’) 2.Fab Fvfllr1gG) . 734h, 2 W, , il
Pierce CatalogfllHandbook,1994-1995 (Pierce Chemical Co.,Rockford,I11.) ;Kuby,
J., Immunology, &3 ,W.H. Freeman&Co. ,New York (1998) . R iEFH A AL HE M B R 7
4> WA . =B (triabodies) FIPYERHUAE (tetrabodies) « ARG “BifE” 045 %2 50
W ruAd A By P A

[0244]  A] H T A Jx BH 5996 97 TR 3044 1 S 46 40 55 R 22 B30 (R tuxan) 79 2% & B3
Erbitux) « DREE I (Avastin) F1E A B HT (Tbritumomab) (Zevalin) »

[0245]  tnASCRT L, “Hd7 )7 2 48 -5 A R BIR IT I AR & BH [ 44 0 XM 25 9 BAT FH 40 e =5
PR FRIRR /B2 AR 00 i) 55 R0 e 40 P B L5 o 411 B A % BICSZ F5 e 40 L ) 40 o AR VR T
o FE—MRIE RIS T7 2, BTy e 1k B HUACETA s #0770 DNAS % 77 fe A=
DU A AR BT LA ISR 7] S 73— ) 77 f L2 A i 25 741

[0246] A SCET L, “HUACERA™ A& A SCH i 48 Mo A8 FH AR D T AR I — 3508 4 Ak 224
JREI 0T o A BR B B AR B A B AL AR ) A IR ] 1A S 48] A KR Ao m 8 7] VR 171 k| 751 v e
EUIEHIPAI PSSR

[0247]  fnASCHT L, “BUmt BR SR & A2 ek /D B 448 e R B2 (4 A2 RB9) ) i - it
P PR 7710 %) S PR o A S 49 04 Y 2 WS (DuraMed Pharmaceuticals, Inc.) (H5 32 (E11
Lilly) 347 g ¥) (Spectrum Pharmaceuticals) ZIEWEM (Sigma Aldrich) HZG5%% Er]
sz A HA S

[0248]  fASCRT A, “PERS” AT A HH A 6T 5T & I AL B o X gl Mo A Gt 5
(1 PEE A (1) S B ] P i 1), 458 MR Ay | I A | R i W Ay AR B M Ay “MEE A 1T 1 7717 A2 2502 Dk
/U BT NEE A 7 A B 4T i ) P NS A 1) 4 5 o B A a1 R 1) Al B ] 2 S 45 L 5 R RS
(DuraMed Pharmaceuticals,Inc.) ¥ EHIE (E1i Lilly) FHEHK Bristol-Myers
Squibb) 2~ LIS (Sigma-Aldrich) 6% HIEM (Sigma-Aldrich) A HEE Ben
Venue Laboratories) .G JERIVE (Genzyme Corp.) Z5HiiE (GlaxoSmithKline) .y i vb
(Spectrum Pharmaceuticals) .6-h% M4 (Gate Pharmaceuticals) BRIEHESE (BioCryst
Pharmaceuticals) Wi alfth ] (Bedford Laboratories) .¥WIHAR{E (Cyclacel
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Pharmaceuticals,Inc.) JZAIEMEM (Sigma Aldrich) \ARMEIERS (GlaxoSmithKline) « H %4
bR R R A A .

[0249]  fnASC P T, “WsnE” 240 & 6-To 3 BN AL B W o o 4 A HE 22 1y e g 11 S PR
1] P2 I 48], T R P O W P o R SPL T R o R I TR ) AR R Y B o e
7 AR B ) FH W 1) A 5 o W W D o R SR B R S D B - AR BB E (Tocris
Bioscience) - &N (LGM Pharma) « ¥t iE Xeloda) (Roche) . 7afi i (LGM Pharma) -
HPEAE (B1i Lilly) JFEHTF (Bedford Laboratories) JHiPGfliE (Bisai Inc.) JHJR
H (Bedford Laboratories) 56— LT (Pharmion Pharmaceuticals) .4 FIKH (Cayman
Chemicals) «thiarabine (Access Pharmaceuticals) « ¥y (SGX Pharmaceuticals) «
=il 7€ (AstraZeneca) - FERH (Santa Cruz Biotechnology,Inc.) .6—% /KM g (MP
Biomedicals,LLC) \H: 2% BRI H52 1K #h f HAH & o

[0250]  fEASJ BH 1 — AN 7 1, ST R 2514 B 5-FUKEEWE (Tocris Bioscience) «
ZngE (LGM Pharma) « EE:thiE (Xeloda) (Roche) . o JETE (LGM Pharma) . FF 2 W nd
(DuraMed Pharmaceuticals,Inc.) ¥EHIE E1i Lilly) ¥ Bristol-Myers
Squibb) 2~ JL NS (Sigma-Aldrich) 6% IEM (Sigma-Aldrich) A HIIE Ben
Venue Laboratories) . PR (& IEF I (Genzyme Corp.) P MM (Bedford
Laboratories) Hi PG (Eisai Inc.) FIKMENE (D ZEMELE =) B HiiE
(GlaxoSmithKline) . & Hi i ¥> (Spectrum Pharmaceuticals) .6—f% SIEIA (Gate
Pharmaceuticals) .5b—-& it (Pharmion Pharmaceuticals) . EEFAJRH (Cayman
Chemicals)  BRIgHE = (BioCryst Pharmaceuticals) (Wi @t ] (Bedford Laboratories) .
YipfthE (Cyclacel Pharmaceuticals,Inc.) thiarabine (Access Pharmaceuticals) . fifi
VoAV (SGX Pharmaceuticals) .55 % i 2E (AstraZeneca) (Sigma Aldrich) . FZL4 (Santa
Cruz Biotechnology,Inc.) FRMEMEN4 (GlaxoSmithKline) 6-%(KMENE (MP Biomedicals,
LLO) HZj%: bar ez (i Eh R A Ao

[0251] A SCHY F, “PlCE $ 5507 2 R R T D BE 9 0 38N B B TG ) SR A B R 1
VIR o AEA R B I — AN 7 T, B sl S #1500 AT DA e B 308 25 48 ) U R e R A LA
B o AR B R I SR AT BLIE B R A e s KR TE AR IR U R S L A o AR R I T
T 40 41 770 0 = EBR ) PRS2 1A 45 BT-062 (Biotest) ,HMN-214 (D.Western Therapeutics) -
IR LA bk (Bisai) KFEHE (E1i Lilly) ,EC-1069 (Endocyte) \EC-1456
(Endocyte) \EC-531 (Endocyte) .vintafolide (Endocyte) . 2-F 4 EME ¥ (EntreMed)
GTx-230 (GTx) , trastuzumab emtansine (Hoffmann—La Roche) .crolibulin (Immune
Pharmaceuticals) \D1302A-F AL NUA M A (ImmunoGen) « IMGN-529 (ImmunoGen) .
lorvotuzumab mertansine (ImmunoGen) «SAR-3419 (ImmunoGen) «SAR-566658 (ImmunoGen) .
IMP-03138 (Impact Therapeutics) LI E R/ KEF A S .BPH-8 Molecular
Discovery Systems) ARt A AR ] =¥ (OXiGENE) \ MEBE R VT AR AN (Pfizer)  KFHTHM
(Pierre Fabre) .#i4Z&K (Pierre Fabre) . K#&HiliE (Pierre Fabre) ,RX-21101 (Rexahn) ,
KA FE (Sanofi) .STA-9584 (Synta Pharmaceuticals) K FHl VP ICFEA . THZ UL B
(Novartis) VP IULE (Bristol-Myers Squibb) 123 E 25D (Kosan Biosciences) 2 A2 1
(Bristol-Myers Squibb) . Z Flifth$ (Sanofi-Aventis) HAT{E S A& AZEE . DJ-927
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(Daiichi Sankyo) . |Bl fZ#F48 MBS (discodermolide) (CASE:127943-53-7) .eleutherobin
(CAS No.:174545-76-7) \HZ45% b AT A2 1) #h LA 5 o

[0252] AR WY I DNA$ A% 751 A0 45 AEANBR T e A 700 2T B0 24 791 fik N 7R AIDNA S il 4111 il
7o

[0253] WA SCHT H S “BeAb il &4 — A B2 A ek (Cntim, H i flim g 2450 78 N 2% 12
R AEAR R AR, BEALTIIE B BT AL RS L B SE R £ RIS L 2 K
HH A IR il M s2 ] 45 2T (Lundbeck) R T FRZEIT (GlaxoSmithKline) (PR
Bkl Mead Johnson Co.) « KikZEH]VT (Astellas) « MBI (Baxter International) .
EE4 (Ligand) melphalan flufenamide (Oncopeptides) M 22 b7 (1) £h . IV il Fk
RS AR PR il 1 S2 o K 55 B (Teva)  REER)VT Eisail) ESEHE]TT (Sanofi) KHZ5% |
AIRESZ IR £h o b BT I 6 1 = PR ] PR SE )0 45 %2 (Jazz Pharmaceuticals) SMHZ% b
AL SZ I £h o =R R R AR R il PR L FE kR R (Bayer) (& 5 ik (Cancer Research
Technology) M Zj% LAl 252 () #h o £05 Y f& 1 A PR il 71 S 9 0, FE E & Uk (Bedford
Laboratories) 7NH # & (MGI Pharma) S H 2457 B AT 852 1 £h o HoAth be 4k 7] 60 45
ProLindac (Access) \Ac—225BC-8 (Actinium Pharmaceuticals) \ALF-2111 (Alfact
Innovation) . B % Baxter International) MDX—1203 (Bristol-Myers Squibb) h% K
BT (CellCeutix) « ZIRHFERE (Chinoin) - ¥ P EE (Chinoin)  JEZL AT (Daiichi
Sankyo) - % Bt % (Eleison Pharmaceuticals) /HuMax—TACAIPBD ADCZH 4 (Genmab) BP-
C1 Meabco) - Bl BL£F M. Medac) ik 7 % (Metronomx) « FH IR H iR 9L TR 47 ML (Mi tsubishi
tanabe Pharma) .55 % a7l Mitsubishi tanabe Pharma) \ND-01 (NanoCarrier) .HH-1
(Nordic Nanovector)  22P1GANM A AN 22l & (Nuvi lex) (TRERIEZLZ A]YT (Pfizer) .
R IR A]Y] (Pfizer) lurbinectedin (PharmaMar) . i D1 % %€ (PharmaMar) .altreatamine
(Sanofi) \SGN-CD33A (Seattle Genetics) HEEEH]Y] (Servier) «Z31A4H (Shionogi) %A
(Sk Holdings) -FiMHF5EE (Spectrum Pharmaceuticals) .SG—2000 (Spirogen) . TLK-58747
(Telik) Fi FFEA]YT (Vion Pharmaceuticals) -7 FE P (Alkem Laboratories Ltd.)
HA5 bariesz £

[0254]  fnASCHr AT, “EE TR 295007 20 2 4 J8 B0 3X 284 Joa i SR AU i B e 4 o«
A DAL TARAT AL S A R BH B 2 T3 257 68 AR T 1, 2- = B bt (DACH) fiT
AW FEFF K (phenanthroimidazole) Pt (IT) L& 4 BATVIL A4 A =2 A E 70
EHRERE R -— LAY LTI AL S R GRS IR, A a4z FE £
A Byb R4 Debiopharm) ¥ 43 (Johnson Matthey) .BBR3464 (Novuspharma
S.p.A.) . ZD0473 (Astra Zeneca) i (Nippon Kayaku) .JM—11 (Johnson Matthey) .PAD
Ol =X — SRR SR (11D ) MBA (a1, 2- =2 IR Tobe) BUR 4 Wi (11)) JPEM ((1, 2-
WO W4 (ID)) SHP (1, 2-F e — o Mg 48 (1D)) #Hi—PIM (e xU-R,R-1,
2= O A B8 (T1)) Br—SHP (U aU-R,R-1,2-3F T = Ji%) iR A (11)) L JM-82
(Johnson Matthey) \PYP ((1,2-FF T 4% — %) BUAEAEZ £H (11)) JPHIC (((1,2-FC %) 5=
FrEIRE (I1)) VTRK-710 ((x20-R,R-1,2-3 T &) [3-Z B A—5-H H-2,4 (3H, 5H) -k
T B (furandionato) 144 (I1)) JBOP ((1,2-3F 3¢ %) XUR Z B8 (11)) L JM-40
(Johnson Matthey) - Bl& %1 (UnionPharma) ¥ JE ¥4 (LGM Pharma) .CI-973 (Parke—-Davis) «
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%40 (Zentaris AG/Hainan Tianwang International Pharmaceutical).cycloplatam
(LGM Pharma) \WA2114R CK%H/%4%H) (Chembest Research Laboratories,Ltd.) .-t%H
(SKI2053R) (SK Chemicals) \TNO-6 (B2%1) (Haihang Industry Co.,Ltd.) 5557 (PU4)
(LGM Pharma) . JM-9 (%A 4H) (Johnson Matthey) \BBR3610 (Novuspharma S.p.A.) .
BBR3005 Novuspharma S.p.A.) \BBR3571 (Novuspharma S.p.A.) \BBR3537 (Novuspharma
S.p.A.) saroplatin (L-NDDP) (BOC Sciences) \Pt-ACRAMTU ({[Pt () C1 (ACRAMTU-S) ] (NO
3) 2 (fi=2~1,2- i , ACRMTU=1-[2- (" W -9-FL 2 L) 23] -1, 3- I EERRD 1) A
AR g Fidk (LiPlasomes) SP1-077 (Alza) <lipoplatin (Regulon) «lipoxal (Regulon) «
+44 (Johnson Matthey) .%&51A5%H (Shionogi Seiyvaku) «KEH/K G4 (Dainippon Sumitomo
Pharma) - ¥ 540 (LGM Pharma) « B &40 (Lederle Laboratories) .CI973 (Parke—Davis) 5
AR R 4 ARV R 4 ARy R 48 (transplatin) (Ral- %
A (LD VB ATZ: - [PtC12 {Z-HN=C (OMe) Me} (NH3) ]) .CD-37 (#ff —FF-51 (1) Z&4k
) M4 (Poniard Pharmaceuticals) s

[0255]
HeN, _Cl HCO_ H
HgN‘Pt’CI Cl’p{‘ >=N._C CH
Pt C N=y\ HsC Pt 5
cl” NH cl” =
; o N=<

OCH, - 4.
AH44 KomedaZE A, 2006 HarrisZE A, 20055 QuZE A, 2004) . =4ANC (Harrls%}& 2005;
5 N,2004) \ProLindac (Access) - HZj%= BaJF252 [ 36 S HAH 5.

[0256] WARSCHTH, “BRAF AFEAR T 2R E GIER) FaFR PR E K
FERRR  H25% Bz i3 a4 LA S .

[0257] DNAE%JTW%J?‘UE’HEKE%J PR SR H5 AR ASBE T 46 41 S A9 B 4 1 590 o A SCRT H
Vo b AR A ) 2 B AR A B ) AR B MR I 4 5 o AR A B 1) 1 S g T o 741
A DA P00 S A B L 30 S A6 T B e Al DR 0 e A B T T 3 o A R BH 1 6 41 S+
) T 1400 1) 3500 4 = B ] 2 S 461 6 KE A7 37 %5 BE (Alchemia) JAPH-0804 (Aphios) . & #4 i
(Aphios) 7] &) & BioNumerik) - FLVH & B (GlaxoSmithK1ine) L D1& & B (Chon Kun
Dang) -firtecan pegol (Enzon) \HN-30181A (Hanmi) -hRS7—SN-38 (Immunomedics) i J1 Bk
HLH-SN-38 (Immunomedics) vetirinotecan pegol (Nektar Therapeutics) -NK—012
(Nippon Kayaku) .SER-203 (Serina Therapeutics) .simmitecanzhfighiZ4 (Shanghai
HaiHe Pharmaceut icals) .t & & E (Sigma-Tau) .\ A & (Sigma—Tau) - SN-38
(Supratek Pharma) .TLC-388#hf& ¢k (Taiwan Liposome Company) .lamellarin D
(PharmaMar)  H: 2% FR52 () 55 S ] 5 o AR BHIP) TTAL 36 41 S A B0 1 770 rey R PR il 12
S FEAdva—27a (Advanomics) «zoptarelinZ Zitl £ (Aeterna Zentaris) «JR L £
(Anthra Pharmaceuticals) .E1E4E (AstraZeneca) % Lt &2 (Avena Therapeutics) %
g (Bristol-Myers Squibb) iKFEYHH Bristol-Myers Squibb) (AKFEYHH (Novartis) .
H&F A (Cancer Research Technology) JBiME M/ RAF RS (Celator
Pharmaceuticals) .CAP7.1 (CellAct Pharma) .aldoxorubicin (CytRx) . R & FztL £

(Dainippon Sumitomo Pharma) .vosaroxin (Dainippon Sumitomo Pharma) .ZZ4L% %
(Gilead Sciences) KHiEk BT/ 2 K 24H 5 (Immunomedics) (B2t &2 (Kyowa Hakko
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Kirin) CKFLIEEE Meda) L ZEEL 2 Mei ji) (L £ Pfizer) (B JEWATH Novartis) JF-
14512 (Pierre Fabre) ik F|FE%s (Sanofi) AEZLL & (Sanofi) <A BA A (TopoTarget) &
itk (Zenyaku Kogyo) HriLEL &2 (Pfizer) \HU-331 (Cayman Chemical) . & =R K
(Sigma Aldrich) \HzZ§22 FrlH22 10 6 A A

[0258] AR EHRIALEIG T PR R AR HA R T 2 IR R L B VR
EkER L RER LG R HAY b2 ig L HA 5

[0259]  tnASCRT L, ARAE “Bu il i AL s )™ A2 FR B L BCAE IR St 5 I A I 1 38 A I/ T2 1l
AT BAEY AEA B, U AR IR SR A48 E AR T35 i Je A 8 Bk e D4R
BREEHT BT RLIET) SRR =Mk TNP-470.CM101 . IFN-a, IL-12. Ifil /MR R4 87 F7 B
SUS416 . ¢ ML AU EE 1 VEGERAE AL 7] « M0 E 00 1| S [T B R 2R 0 i A ) /8 A A il
DRl 2 0T 46 £ T B AR R /2 A 3R L P 2 4R L 2 R AR R E T L tecogalan fEFL
B~ av B3R R U i  VEGE {7 3R A 2 [ B 288 T RIS TR e T Y Al 47D 7 59 e I 8 A
Js 1RNA L RMA 22 G0 #1571 S 078 B3R 79 e L2l o 0 3de b, P 3 70 000 28 A8 il 571 A2 DL AR Bk B
i

[0260] AR VEGFRIE S A A AR T meds e 3w e 8. SRR G e
(Ienvatinib) & AEJEETEE JE BT & & Ja . JUfth Jefi . <18 & Je (cabozantinib) \f&$i
Je A ) 5 Je A . ZD6474.SU6668AG-013736.AZD2171 ,AEE788 MF1/MC-18F1.DC101/IMC-
1C11 B B P By B 5 Y0 JE  VEGFRAE B 71 m] DAL 45 VEGE 1 1] 771 481 41 DLAR IR B0 - B A
F43E 2C3 . r84 VEGF (73R W) Al B Bk B i o

(02611 Az B F% AL 657 400 i 24 o] st 5 410 okt Dk 55 TR ML A s B A LA TR i B 3
T B A I A5 e Y 3 (R0 A 25 S8 [ I o AN A By L 788 41 o) 248 (7] e 6, 5 A8 W I 5 R R A I 5
EP1236471A27 A FF R 0LE , DL S 36 [ 5 RIGT 54,599 , 331H 24 FF (1) 5 48 20— BRAR ) S [
B SR B RT S 4,771, 0424 A R HS L 21 -8 JE S [ i | [ B HR 4 T 5 W0 1987/
026729 AFF I FBLECT 1B AL FE 8 B L 603/ 1 Ta, 21 - - 16a-F 3£ 2-4,9 (1) - i~
3,20~ HH21-Z RS, 6a—5F—17a,21- —FFE-168-F F2-4,9 (11) - —J%-3, 20— i . 6a-
F-17a,21- R -16B-F L2049 (1) - /-3, 20— 21 - ik s it e Ho 24522 b 5%
[ ER A AT AS VU SR B 1 Ta—F2 FE 2 L 1 La—3R AL TT (AR, B2 BB ER B2 o 5t 2
F R b ZEKHR 21 -FE R ] (IS 21 B B AL AT IR L 1 Ta—F2 B -6a—F L 1 —4-15-3, 20~
CEAT- BB 6a-F—17a, 21 - R -16a-F 24,9 (11) -3, 20- ZFRAT A9 (11) -
DAl GEER BT S, B A 13848 [l B RS LT 5 W0 1990/015816 A1H /A FF

[0262] & A7 AL I I A8 AL T i DR 0 4 AELASBR T IRV 2 o A B i IR+ 1.
[0263]  Zk BH )L o1 4 a1 00 ) A0 L (AHASBR TS S B DR BB R , 9t 55 57 5 )
i F1SC03 ; FEl Bk i SE IS BR &8 , B ANCGS27023A il Ik J2L I i = ¥4 T 8 26 FR MR R 30 1157 451 G
BAY12-9566 ; i B $1ill /1] - 451 14k A B 5 2 2 B SRR - KR SR AR 5 IRSS, B Wiregasepin il
VURR R, KA 2=

[0264]  avB34 A0 FE AHAPE T-1S201;P11JIE s EMD 851894166203 ; RGDJik ; RGDAEFNA)
NS 36578-2; HRWE ML AR s £t XTavB3BE & A, B Vi tax inf{ Pk Biduls A B, H 4R [A)
TIRAKI WA SR VGO T RIS, 50247 .

[0265] i if & A Ris i RNAEL 5 o AH AN T 88 [ £ L& & A= ok B b 38 5 3 5 I mRNA K
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siRNA /T3 40 (4] VEGF B VEGFR mRNAM) 58 20 — ¥4k s i RNAFIER[A]UPR CRAT B E A FRNE) -
IRE1a,XBP—1FIATF6mRNAf)siRNA. J5 41, CL R, S P B0, K BN & /D21 M
FA KT s 1 RNAFI BT A L A5 T2 B (KLeinmanZE A, 2008) , I FLAT LU FELE A % B [ 40 100 /85 A i
siRNAH,

[0266] M Z2 G0 1) 4 il S04 8 L AHAS PR T« AR U 1) R SR F M 1l 53, 491 G0 1 280 ] 3 ek M 52
1, B Z KRR B2 AR AT E HEAMASZ AR LY, YA MEAMASZ AR 17 -Sialy]l Lewisx, #MAESZ
P2, AT M AR IR IR £, A VA PRI R A 1, AIYE MECDS9 , 5 AR s (Kl -CD59 24+ &
W, W58 DR £ 1 — S A I DA - 2 5 0, CLAMI R S RI C Lo 52 A , s 30161 14 e A 451 an g —Co
BT R SR AT -COELBEF v , RMAS T 1A B AT i1 77 461 S 08 1] CHa 52 A4 1) 45 U IR S NS AUA
FIRE BT #MATE A0 1 R ARAFAE AL A4, 490 01 B 2 AR QIR RE e SRR AL S ) » b Fe Ak R 11 5
AT HF FEMakrides /A FF Makrides, 1998) .

[0267]  fnASCFir T, ARE “ ML R 3R 7007 2 48 S 17 I A WK 28 40 190 Il Dk ‘& 3 4 - 104
U IR BT iA k& Z 40 f1 /B3 EUH AR PR SR FE R AR AL B - AE AR B, L& AR SR
SE A8 FE HASFE T-ABT-751 (Abbott) AVE8062 (Aventis) \BCN105 (Bionomics) BMXAA
(Antisoma) -CA—4-P (0xiGene) .CA—1-P (OxiGene) -CYT997 (Cytopia) MPC-6827 Myriad
Pharmaceuticals) \MN-029 (MediciNova) .NP1-2358 (Nereus) .0xi4503 (Oxigene) .TZT-
1027 (Daichi Pharmaceuticals) .ZD6126 (AstraZenecaflAngiogene)  H. 2427 - A] 257 1
;R HAA.

[0268]  4uASCRT A, “or 48 m A7 2 2 T 52 303 B F I o B F AR DhRe I
Jo1, D e 200 I Jed A A I HE R 1) IS A o AR A B 1 40— 08 1) ) ) IR PR Al PR S B dE 15 S e
I 751 225 D] 2 A AHL A 4 e Dl B 5 700 S g% SR 1 9 1) DAk - 29 45 W (ADC) L HLA

I
= o

[0269] A SCHT HH, M5 5 56 IR & 490 a0 4 MR A MG 5 7 300 40 M 2% 1 52 A4 I 3R
1 <z D PR V) B8 PRV B o A IS PR A5 5 e e 4 ) 00 900 =2 R o) e i 0] 60, 4 1] 22 P 8 28 Y ity
(ALK) 473761 771« B-Ra £ #1111l 751 . 2 je A= A DA 41011l 7] (EGFR1) ERK# i1l 1) L Janu sy A4 1l 7]
MEK #0111 751 . 25 A 25 2= e FL BNV EEAR (mTor) #0051 75 Tk B LB 3 — I g 471 1 571 (PT3K 1) AMRas#l!
il 1) o

[0270] 4 SR A, 0020 P bR 20 9 38 (ALK #17105707 2 (i) Bl il il 45 A ALK B B 5 ALK
FHEAE A (1) B {IRALK ) R IR BIE PRI 4 51 o A R BH (1) 17 22 P 96 2 98 35l (ALK) 11131 7511
AR PR ] PE szl B crizotinib (Pfizer,New York,NY).CH5424802 (Chugai
Pharmaceutical Co.,Tokyo, Japan) .GSK1838705 (GlaxoSmithKline,United Kingdom) .
Chugai 13d (Chugai Pharmaceutical Co.,Tokyo,Japan) .CEP28122 (Teva
Pharmaceutical Industries,Ltd.,Israel) AP26113 (Ariad Pharmaceuticals,
Cambridge,MA) .Cephalon 30 (Teva Pharmaceutical Industries,Ltd.,Israel) .X-396
(Xcovery,Inc.,West Palm Beach,FL) \Amgen 36 (Amgen Pharmaceuticals,Thousand
Oaks,CA) \ASP3026 (Astellas Pharma US,Inc.,Northbrook,I1linois) #lAmgen49 (Amgen
Pharmaceuticals,Thousand Oaks,CA) \H:Zj%% B R 252 [l &6 S A & .

[0271] AR H L, AR B “B-Raf #iil55)” & « (1) B 5B-Raf #H EAE FHI 4 oz, 4140
I 455 B-Raf s M (11) FEAKB-Raf i) RIABEPE B-Raf #1677 A] LLE L B A% H R 4558
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AR5 FERPRRISEAL QAR SCR Y, 1AL B—Rau 401 i) 771 2 S0 1) S £ TR PEAS R P AT S
AL LI o “22” B-Ra £ 157 A2 D0 S &5 5 Sl ) T0 3 M AL R B I 22 e 5] o AR
B 1 BB —Ra 4113 77 ) AR B il 17 S 451 E 4 -

[02721 fb& W7 (Li%FAN,2010) &9

“on

(F A A &#10 , 3
‘]\{>7'SH N/‘%/L / .S.
, éaj\\T ;>F__\x__\\

(FHD 5913

([ §) ~dabrafenib (GlaxoSmithKline) .GDC—-0879 (Genentech) .L-779450B—Raf (Merck) .
PLX3202 (Plexxikon) \PLX4720 (Plexxikon) .SB-590885 (GlaxoSmithKline) .SB-699393
(GlaxoSmithKline) .vemurafenib (Plexxikon) « H. 2424 Frl$52 i) £h J HoAH & Ak, 1
RIRAFHI 57 i Hidl JE (dabrafenib) BY H: 255 Al HE32 (1 3h,

[0273]  2YB—Raf 4 il 57 1) = PR i P S A 0455 «

CF’;C

38



CON 107406413 A w Bg B 28/68 T

NHMe:

Sy

CF3
(16) \m,\%mm '
L

(F A A &H19

‘ Q

39



CON 107406413 A w Bg B 29/68 T

([ HD 524

( \ » N N Q
WAEM25 N N \E‘j/ o (F#ED a2
N/ N)k

H
e]

' Y N
NN (I B1) 1 A 128

oy ; (FH) A A P30

N
H

40



CON 107406413 A w Bg B 30/68 7

D 5131

CFa

CFs HN«{
(ﬁﬁﬁ) \4’&@4@346' o O R / i (Ia ﬁﬁ) J{é\
PP
o
\N%
NH
\.

41



CON 107406413 A w Bg B 31/68 7

(F 1) 436

(FIRD) AL 738 ([FHD A&

N/

CF3

139

CF;

(FIB) 2 740

H

ZHiEJE (Onyx Pharmaceuticals) ZM-336372 (AstraZeneca) HZ5% Frl 521 &k A H
HE

[0275]  H fhB—Ra £ # fil 77 G F5  (H AR FAAL881 (Novartis) ;AB-024 (Ambit
Biosciences) \ARQ-736 (ArQule) \ARQ-761 (ArQule) \AZ628 (Axon Medchem BV) .BeiGene-
283 (BeiGene) \BIIB—024 (MLN 2480) (Sunesis&Takeda) .b raffJifil5f] (Sareum) . BRAFE
1155 (Selexagen Therapeutics) \BRAF siRNA 313 (tacaccagcaagctagatgca) 1253
(cctatcgttagagtcttectg) (LiuZE A ,2007) .CTT239065 (Institute of Cancer
Research) .DP-4978 (Deciphera Pharmaceuticals) HM-95573 (Hanmi) -GW 5074 (Sigma
Aldrich) \ISIS 5132 (Novartis) \LErafAON (NeoPharm, Inc.) \LBT613 (Novartis) \LGX 818
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(Novartis) THM:HH JE (GlaxoSmithKline) \PLX5568 (Plexxikon) \RAF-265 (Novartis) .
RAF-365 (Novartis) . Ht XdEJE (Bayer Healthcare Pharmaceuticals,Inc.) RO 5126766
(Hoffmann—La Roche) \TAK 632 (Takeda) \TL-241 (Teligene) -XL-281 (Exelixis) . H:#j%
TRz A A
[0276] mxzﬁm“mm%ﬁﬂ%ﬂﬁWWLL%%%N%%WE%EEW%%@D
P AR EGF RV 3R 18 8BTS TR 19 W) B - A % B B9 E GE R 41 il 77 119 =B FR il 2 52 1 6 6 (+) -
Aeroplysinin—1 (CAS#28656-91-9) \3— (4— 5 P =L ) — — S MW -2 . ABT-806 (Life
Science Pharmaceuticals) .AC-480 (Bristol-Myers Squibb) .afatinib (Boehringer
Ingelheim) \AG 1478 (CAS#153436-53-4) AG 494 (CAS#133550-35-3) .AG 555 (CAS#
133550-34-2) \AG 556 (CAS#133550-41-1) .AG 825 (CAS#149092-50-2) .AG-490 (CAS#
134036-52-5) % H 25 /R (Golden Biotechnology) \AP-26113 (Ariad) \ARRY334543 (CAS#
845272-21-1) -AST 1306 (CAS#897383-62-9) \AVL-301 (Celgene) \AZD8931 (CAS#848942~
61-0) .BIBU 1361 (CAS#793726-84-8) .BIBX 1382 (CAS#196612-93-8) .BMS-690514
(Bristol-Myers Squibb) -BPIQ-T (CAS#174709-30-9) . £4 % JE (Canertinib) (Pfizer) .
%5 B4 (Actavis) ~cipatinib (Jiangsu Hengrui Medicine) .CL—387,785 (Santa Cruz
Biotech) . &¥156 (CAS#171745-13-4) .CTX-023 (CytomX Therapeutics) .CUDC-101
(Curis) iA5L % JE (dacomitinib) (Pfizer) DAPH (CAS#145915-58-8) .Fi& & (Santa Cruz
Biotech) A BRE4E# JE (Novartis) \EGFRIHI 57 (CAS#879127-07-8) epitinib
(Hutchison China MediTech) .erbstatin Analog (CAS#63177-57-1) . I=Z & B
(Astellas) FHFIAFE JE (AstraZeneca) .GT-MAB 5.2-GEX (Glycotope) .GW 583340 (CAS#
388082-81-3) .GW2974 (CAS#202272-68-2) \HDS029 (CAS#881001-19-0) . & Z2#k % (Santa
Cruz Biotech) .icotinib hydrochloride (Betapharma) . JNJ-26483327 (Johnson&
Johnson) . JNJ-28871063 (Johnson&Johnson) .\KD-020 (Kadmon Pharmaceuticals) . ~H I
PR H7 0 & 8 (GlaxoSmithKline) \EEELTA %A (Sigma) B ELH 2 C (Sigma) \LY-3016859
(E1i Lilly) \MEHD-7945A (Hoffmann-La Roche) .MM-151 Merrimack) MT-062 (Medisyn
Technologies) & EAREH Eli Lilly) . Ehi# 8 (Pfizer) . B ZH B (Center of
Molecular Immunology) -NT-004 (NewGen Therapeutics) «THJe 3T (pantiumumab)
(Amgen) -PD 153035 (CAS#153436-54-5) .\PD 161570 (CAS#192705-80-9) .PD 168393.PD
174265 (CAS#216163-53-0) .pirotinib (Sihuan Pharmaceutical) .poziotinib (Hanmi) PP
3 (CAS#5334-30-5) \.PR-610 (Proacta) .pyrotinib (Jiangsu Hengrui Medicine) .RG-13022
(CAS#136831-48-6) -rindopepimut (Celldex Therapeutics) .RPI-1 (CAS#269730-03-2) .
S-222611 (Shionogi) -TAK 285 (CAS#871026-44-7) \TAS-2913 (Taiho) . FHEE# JE
(theliatinib) (Hutchison China MediTech) .F&E ERIEBRALINHIFIAT (RG-50864,AG-213)
(CAS#118409-60-2) & 2 FREA PR AL F 17715 1 (CAS#122520-90-5) . Fi& 2 R Tk 158 Ak 4111 i1l FHJAG
1478 (CAS#175178-82-2) \FRAMRIE MR AL M HIFIAG 183 (CAS#126433-07-6) I MR AL
FNHIFIAG 528 (CAS#133550-49-9) FR A MR BEFRALINHIFIAG 99 (CAS#118409-59-9) (BRZIR
R AL ] 7 B42 (Santa Cruz Biotech) . % & &tk B2 4k #0141 5/B44 (Santa Cruz
Biotech) MR BRTEER LM HIFIRG 14620 (CAS#136831-49-7) . FLAt JEATi (AstraZeneca)
varlitinib (Array BioPharma) .f%$i /84 (Novartis) \WZ 3146 (CAS#1214265-56-1) \WZ
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4002 (CAS#1213269-23-8) \WZ8040 (CAS#1214265-57-2) .XL-647 (Exelixis) Z—650 (HEC
Pharm) \ZM 323881 (CAS#324077-30-7) \H: 2552 Ll 552 (1) & AL & o et , FriREGER
G B AR BB e 2 Erl Rz i A HA S

[0277] 4 BB ad , AR B 1 i 4 % 2 ERK A 1) 77 o tnAs SC Al “ERKAI 115717 42 (1) 46140
AL 25 A ERK 5 ERK ELFRERK L AHERK2 LR AH BLAR AN (i 1) P AIRERK 2 3 98 2 1 B 1R (19
Y5 o DRI , VAT ERK _E 9% i $0 51 351) 451 G MEK 1 151 750 R RAF 1 11 750 A4S 2 4% 2 BH A ERK 4401 i
7 o 2% I B 1 [ 4 T 20 T DA AR ERKHI ) 57— e AR N BBy 7 ik it JL AL, B A Z S -
131 (Aeterna Zentaris) AEZS-136 (Aeterna Zentaris) .SCH-722984 (Merck&Co.) .SCH-
772984 (Merck&Co.) \SCH-900353 (MK-8353) (Merck&Co.) L2552 B a[4552 (g £ K Hdl &
[0278] A SCHT A, “JanusBEN G177 /& (1) Bl 45 5 Janus Bl 5 Janus B B
FHEAER AL (1) FEAR Janus BB K RIS BOE T BT AR BH ) Janus A FE Tyk2, Jak1 |
Jak2 M Jak3 o 48 K B Janu s S #0061 550 1 HE B 6 P & 4] ruxolitinib (Incyte
Corporation,Wilmington,DE) \baricitinib (Incyte Corporation,Wilmington,DE) .
tofacitinib (Pfizer,New York,NY) .VX-509 (Vertex Pharmaceuticals,Inc.,Boston,
MA) .GLPG0634 (Galapagos NV,Belgium) .CEP-33779 (Teva Pharmaceuticals,Israel) . H
255 Pl A

[0279] AR SCHT A, “MEKFIHIF)” & (1) Bl anim it &5 A MEK SMEK B2 A0 BAE A AR (1) FEAK
MEK (1) Ze 1A B PR W 5 o PR, /R FH-T-MEKE 3 R 47030 591 48] G RASH it 50 FRAF H1 i 551 A4S 72
MR8 A B B OMEK A ] 751)  MEKHI i 79 AT LA 23 9 I b2 A, B e Tl 7] 2 75 5 A TP 5 o 2
ASCHT R, “LR7 MEKH i 5512 5 ATP 35 4 45 S MEK I H 1l 771) o “224” MEKHI 1] 571 i& AN 5 ATP T 4
25 B MEK R $01 1] 771 o 4N 2 BH B¢ LR MEK $41 fi] 751) (49 R R i P4 22 491 40,455 DL 5248 (Merck KGaA) .
L783277 Merck) \R0092210 (Roche) HZj %% B[ 4557 (1) #h A0 & o AR ife th , 1 AUMEKH1 1 77
F2R0092210 (Roche) BRI 2527 [ AT 8257 18 5k o A & B 149 2 R MEK 01 750 (14 22 R ot e 52 450040, 4
IRIETE 25 R JH B 2 I EE R 1584 W ARRY 142886 (6— (4—JR -2~ R FLE L) -7T-F-3-HF
Fa-3H-ZR KI5 R iR (2—F23E -2 ) —Will%) (Array BioPharma) \ARRY-438162 (Array
BioPharma) \AS—1940477 (Astellas) MEK162 (Array BioPharma) .PD 098059 (2— (2’ & F&—
37— AR R IR IE) 4R 4425 -4-) .PD 184352 (CI-1040) .PD-0325901 (Pfizer) .pimasertib
(Santhera Pharmaceuticals) .refametinib (AstraZeneca) .alFE e (AZD6244)
(AstraZeneca) -TAK-733 (Takeda) - Hi £ # JE (trametinib) (Japan Tobacco) \U0126 (1,4—
TR -2 3 EFE -1, 4 (2-FFEMENY L) T %) (Sigma) JRDEA119 (Ardea
Biosciences/Bayer) 252 Al B2 (1) 3 L 20 A o AL L, T I 2 2R MEKH 1| 1) A2 i 35 %5
JEBRH 25 % BRI 2 0 & o 5 AR MEKH il 7 B H6 H AR T % £ 2% /R (Golden
Biotechnology) \AS-1940477 (Astellas) \AS-703988 (Merck KGaA) .BI-847325
(Boehringer Ingelheim) .E-6201 (Eisai) .GDC-0623 (Hoffmann-La Roche) .GDC-0973.
RG422.R04987655.R05126766,SL327 WX-554 (Wi lex) \YopJ £ Jik H 2425 AT 252 (1) #h Jo S
HE

[0280]  GnASCHY A, “mTORFN )" & (1) 4 an s it 45 4mTOR EL# 5 mTORAH B4R A A0 (11)
P AR mTOR [ 28 18 B T2 09 40 o o AN 2 BH (¥ m T OR 1 6] 77 1 A FIR ] 4 S 451] 0, i e 25 5 )
(AbbVie) sumirolimus (Biosensors) - & i @] (Pfizer) i % %) (Pfizer) | P4 % 5L a4
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Kk (Elan Pharmaceutical Technologies) . P4 % % @] TransDerm (TransDerm) - P % 5L
7] -PNP (Samyang) - fk4E 5 w] (Novartis) ,biolimus A9 (Biosensors) . Hifiise =] (Ariad) . &5
{2 .TCD-10023 (Terumo) \DE-109 (MacuSight) \MS-R001 (MacuSight) MS—R002
(MacuSight) MS-R003 (MacuSight) .Perceiva MacuSight) ,XL-765 (Exelixis) - ZE4N 7i K
(Cleveland BioLabs) \PKI-587 (Pfizer) .PF-04691502 (Pfizer) .GDC-0980 (Genentech
Piramed) .dactolisib (Novartis) .CC-223 (Celgene) \PWT-33597 (Pathway
Therapeutics) \P-7170 (Piramal Life Sciences) . LY-3023414 (E1li Lilly) .INK-128
(Takeda) .GDC—0084 (Genentech) \DS-7423 (Daiichi Sankyo) .DS-3078 (Daiichi Sankyo) .
CC-115(Celgene) \CBLC-137 (Cleveland BiolLabs) \AZD-2014 (AstraZeneca) .X—-480
(Xcovery) .X-414 (Xcovery) \EC-0371 (Endocyte) \VS-5584 (Verastem) .PQR-401 (Piqur) .
PQR-316 (Piqur) .\PQR-311 (Piqur) .PQR-309 (Piqur) .PF-06465603 (Pfizer) .NV-128
(Novogen) \nPT-MTOR (Biotica Technology) \BC-210 (Biotica Technology) -WAY-600
(Biotica Technology) \WYE-354 (Biotica Technology) -WYE-687 (Biotica Technology) .
LOR-220 (Lorus Therapeutics) \HMPL-518 (Hutchison China MediTech) .GNE-317
(Genentech) \EC-0565 (Endocyte) .CC-214 (Celgene) FIABTL-0812 (Ability
Pharmaceuticals) .

[0281] G ST FH, “PT3KAI Il 7)™ A P AR i I LA - 338l (PT3Ks) B T Y 1 (3] 2
Akt) B ZRIE B PRI A 5 o PT3K s 745 B0 I T R AL LB W 1T vh ) LB A3 —OHE: L A= il 5
AR EEILEE -3, 4, 5- = BEIR (PT-3,4,5-P (3)) Akt SHEIEHI EAE A, S EULE B RIN
JiE b, L P9 B T R A0 FE A0S o I A T AR LR 2 3 7T 4 MO A9 0 P R 3R AT 41 g
ARV Z I DIRE .

[0282] A< 5 WY FK P T 3K 41 571) 14 A B2 il PR SE 1) A9 65 A-6 74563 (CAS#552325-73-2) JAGL
2263, AMG-319 (Amgen, Thousand Oaks,CA) \AS-041164 (5-2KJf [ 1, 3] ] 4 Z PR I -5k
PR - 5t -2 4- ) \AS—-604850 (5- (2,2~ g -—IR I [1, 3] 8] A 2 IR A -5
L) —ME M ke —2 , 4- ) \AS-605240 (5-EEHE M (quinoxilin) -6V F 31, 3-MEME S5z —-2,
4-—Jil) JAT7867 (CAS#857531-00-1) 2 3Bk M 22 Z5Genentech (Roche Holdings Inc.,
South San Francisco,CA) \BML-257 (CAS#32387-96-5) .CAL-120 (Gilead Sciences,
Foster City,CA) .CAL-129 (Gilead Sciences) .CAL-130 (Gilead Sciences) .CAL-253
(Gilead Sciences) .CAL-263 (Gilead Sciences) .CAS#612847-09-3,CAS#681281-88-9,
CAS#75747-14-7,CAS#925681-41-0,CAS#98510-80—-6,CCT128930 (CAS#885499-61-6) .
CH5132799 (CAS#1007207-67-1) .CHR-4432 (Chroma Therapeutics,Ltd.,Abingdon,UK) .
FPA 124 (CAS#902779-59-3) .GS—-1101 (CAL-101) (Gilead Sciences) .GSK 690693 (CAS#
937174-76-0) .H-89 (CAS#127243-85-0) .Honokiol .1C87114 (Gilead Science) .IPI-145
(Intellikine Inc.) \KAR-4139 (Karus Therapeutics,Chilworth,UK) .KAR-4141 (Karus
Therapeutics) \KIN-1 (Karus Therapeutics) KT 5720 (CAS#108068-98-0) Miltefosine,
MK-2206dihydrochloride (CAS#1032350-13-2) \ML-9 (CAS#105637-50-1) . £k E& 4/ il 15] ik
(Naltrindole Hydrochloride) \OXY-111A (NormOxys Inc.,Brighton,MA) .perifosine.
PHT-427 (CAS#1191951-57-1) \PI3¥EFS 47 FMerck KGaA Merck&Co.,Whitehouse
Station,NJ) \PI3EEEFSHI | 7H|Genentech (Roche Holdings Inc.) P33k S40 i 7)
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Incozen (Incozen Therapeutics,Pvt.Ltd.,Hydrabad,India) PT3EkEFSHIH]F]-2Incozen
(Incozen Therapeutics) PI3ELHEFSFNHIFIRoche—4 (Roche Holdings Inc.) PI3E& G H]
7fJRoche (Roche Holdings Inc.)  PI3¥REEF1%]7Roche—5 (Roche Holdings Inc.) \PI13—a/
S FPathway Therapeutics (Pathway Therapeutics Ltd.,South San Francisco,
CA) \PI 3-8 Cel 1zome (Cel lzome AG,Heidelberg,Germany) PI3—64 i 7]
Intellikine (Intellikine Inc.,La Jolla,CA) .PI3-64JIf|7|Pathway Therapeutics—1
(Pathway Therapeutics Ltd.) .PI3-64iff|5f|Pathway Therapeutics—2 (Pathway
Therapeutics Ltd.) PI13-86/ v #I#55Cellzome (Cellzome AG) JP13-8/ vy Il 55Cellzome
(Cellzome AG) PI3-6/v flif|7|Intellikine (Intellikine Inc.)  PI3-6/ v JI]5]
Intellikine (Intellikine Inc.) . PI3-6/ vy #lifl7|Pathway Therapeutics (Pathway
Therapeutics Ltd.) .P13-6/ v #If|7|Pathway Therapeutics (Pathway Therapeutics
Ltd.) .PI3- v #I%l5fEvotec (Evotec) \PI3— v i 7]Cel1zome (Cellzome AG) .PI3-—vy il
7flPathway Therapeutics (Pathway Therapeutics Ltd.) .PI3KS/ v #lifl5]Intellikine—1
(Intellikine Inc.) . PI3KS/ v i3] Intellikine—1 (Intellikine Inc.) .pictilisib
(GDC-0941) (Roche Holdings Inc.) \PIK-90 (CAS#677338-12-4) .SC-103980 (Pfizer,New
York,NY) \SF-1126 (Semafore Pharmaceuticals,Indianapolis,IN) .SH-5.SH-6. VY5 %5
2 .T6100-115 (Targegen Inc.,San Diego,CA) . Bl P .7 .X-339 Xcovery,West Palm
Beach,FL) \XL-499 (Evotech,Hamburg,Germany)  H 255 BR324 2k R LA & o A3
P IRPI3K/ Akt A4 il ) &pictilisib (GDC-0941) B 255 ERlB32 1.

[0283] A SCHT A, “RASHIHIF” A& (1) ] i id &5 A RAS 5 RAS EL B2 AH HAE A AN (11) FEAIK
RASH) AR B T4 51 o AR < BH T RA S ] 551 1) FE FR ] 4 S5 49040, 15925 Je ik 2 7% Bl 4110 | 57)
(s LY Je FIG I J8) L ErvEle BE 1K /N4 (B, b R ER ZERITLN-4601) \ fiiMaurer
BB EIDCAT Maurerd A, 2012) \ Wishima ik [¥Kobe0065F1Kobe2602 (Shima% A , 2013) I
HBS 3 (PatgiriZEA,2011) FIATK-4 (Allinky) 3242 Bl 52 () k2 414

[0284]  QIARSCAT A, “HEDRI AR & 43 2k B DNARE B TR A 2 BRI 7R o “RE R Rk
R0 A 41 B B B R 1 TR A2 5 0 4 A 1 22 IR 228 A A D BRI ) S5 o 3K SIS 1 7 A AR PR il
PR SE A0 5 R 2H B 1 I 2L TR I 0 1 R (HDAC ) T Bt & 1A B ) 44 i P 98 1 440 76t 741
(CDK1i) FZEADPIZ I 5 &l (PARP) 151171 o

[0285]  FEAK A, R AR N — 5 75 A MBS 4 o, HE sz ma By Ak by — 33 (R 4E ..
AR R R HERR i PR SE B ARG AT FU IR L VA =0, BT R &R AR e e A VA
DU R VIR BRI LR SR LI Bk R R I K R VIR R B R VN
FARAR A2 AA IR R (S R BSOS RO R MR N 5 4 1 K (R 20 4 i
A iE R IR IR B R B R AR R S R R R IR E RO R VAR
BRBR R A BB R ERE AR WIS KR R RS R AR
R JEE  liptropin AR EAREIE L RREER L B 305 B R VR Z IR TR IR
B EAR VR R ER MR VB R R R VERM R MR R EFRIR
FRIRCER L S R L 2 S AR S R OUS S A TR I R MR | ME = R R
Fil B A =B

[0286]  — e AW H0 R LR ()7 T BH LB RS B 1 7 A AR R B B T &
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P 1 Al PR A s ] 4 i 2 25 (No lvadex®) (B B8 e (Ar imidex®) | ok il
(Femara®)fism 4t m B (Fas lodex®) XK SMEAR H R BAABER S LA .
(02871 GuASCHT Y, “HDACHI 771 A& (i) 4l dniiid 5 5 HDAC EL 22 5 HDACAH FLAE FAT (i 1)
F& ALRHDACH) 238 B M A2 5T o AR R T HDACHI 1l 771 7Y =R 1 12 S 451 0,45 4SC-201 (4SC AG)
4SC-202 (Takeda) sabexinostat (Celera) \AN-1 (Titan Pharmaceuticals,Inc.) s
Apicidine Merck&Co. ,Inc.) \AR-42 (Arno Therapeutics) \ARQ-700RP (ArQule) \Avugane
(TopoTarget AS) = &-1-%E 5L EE-9-E 3 oK % (AAHA) « DUMKFMh (TopoTarget) < T R
fis (Enzo Life Sciences,Inc.) .CG-1255 (Errant Gene Therapeutics,LLC) .CG-1521
(Errant Gene Therapeutics,LLC) CG-200745 (CrystalGenomics,Inc.) . PHIEAf%
(chidamide) (Shenzhen Chipscreen Biosciences) .CHR-3996 (Chroma Therapeutics) .
CRA-024781 (Pharmacyclics) .CS—-3158 (Shenzhen Chipscreen Biosciences) .CU-903
(Curis) \DAC-60 (Genextra) - B & Al fih Bayer) \i&E B Jife T ML K5 (HA-But) . IKH-02
(TkerChem) . TKH-35 (TkerChem) . ITF-2357 (Italfarmaco) -ITF-A (Italfarmaco) . JNJ-
16241199 (Johnson&Johnson) \KA-001 (Karus Therapeutics) \KAR-3000 (Karus
Therapeutics) .KD-5150 (Kalypsys) \KD-5170 (Kalypsys) -KLYP-278 (Kalypsys) -KLYP—298
(Kalypsys) KLYP-319 (Kalypsys) JKLYP-722 (Kalypsys) « ]~ 3 ) ek 155 X0 — 34 22 I i
(CBHA) \MG-2856 (MethylGene) \MG—-3290 (MethylGene) \MG-4230 MethylGene) .MG-4915
(MethylGene) \MG-5026 (MethylGene) \MGCD-0103 (MethylGene Inc.) .5 7 a]fh
(MethylGene) \MS-27-275(Schering AG) .NBM-HD-1 (NatureWise) .NVP-LAQ824
(Novartis) .OCID-4681-S-01 (Orchid Pharmaceuticals) soxamflatin ((2E) -5-[3—[ GK3&
Fid g A ) BB R ] - -2 -4 - R S R ] VIR EL WA (Novartis) \PCI-34051
(Pharmacyclics) . TERZEEE (Enzo Life Sciences,Inc.) T B B4 AL FF S (AN-9,
Titan Pharmaceuticals,Inc.) .pivanex (Titan Pharmaceuticals,Inc.).pracinostat
(SBI0) \PX-117794 (TopoTarget AS) .PXD-118490 (LEO-80140) (TopoTarget AS) .
pyroxamide (3¢ -3 FEML e BE % 5 2 K5 12) .resminostat (Takeda) \RG-2833
(RepliGen) \ricolinostat (Acetylon) B KHiUET (Astellas) SB-1304 (S*BI0) .SB-1354
(S*B10) .SB-623 (Merrion Research I Limited) .SB-624 (Merrion Research 1
Limited) .SB-639 Merrion Research I Limited) .SB—939 (S*BI0) .Scriptaid N-§83&-1,
3- M- TH-2KTF [de] k-2 (3H) ~CLBif) SK-7041 (In2Gen/SK Chemical Co.) \SK-
7068 (In2Gen/SK Chemical Co.) % “EEEEFIEIZENTIR (SAHA) JEEEEG AR 5me . = T
(Sigma Aldrich) «#|EHE ZA (TSA) (Sigma Aldrich) . 7H K8 (valporic acid) (VPA)
(Sigma Aldrich) fRMEMh (Zolinza) JWF-27082B (Fujisawa Pharmaceutical Company,
Ltd.) H 222 Erl 852 00 2 S A A AR , HDACHT I 712 DK HURT 2522 Bl 52 11
R HHA A

[0288]  AnASCHT A, “CDK” 2 81 40 e & S 1K 2 B0 5 0k - © AN CDK A ffiedk 1\ cdk2,
ckd3.ckd4.cdk5.cdkb.cdk7.cdk8cdk9.cdk10Mcdk 11, “COKHMHIF & (1) Bl fimit 45 &
CDK EL#% 5 CDKAH FLAE FHAT (i 1) P AIRCDK 1) I8 B TE 9 4 J52 o AR 7 W FR) CDRA7T 61 750 14 AR R Al
P RE2-FE Bk L 3-ATA 5l -FE K4 -3 -—f5.9-Cyanopaul lone.Aloisine A.
Alsterpaullone 2-Cyanoethyl.[iJfR PGl (Sanofi) AM=5992 (Amgen) Aminopurvalanol
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A\Arcyriaflavin A\AT-7519 (Astex Pharmaceuticals) AZD 5438 (CAS#602306-29-6) .
BMS—265246 (CAS#582315-72-8) \BS—181#1092443-52-1) . ] WHEET (CAS#87414-49-1) .Cdk/
Crk 7] (CAS#784211-09-2) .Cdk1 /51171 (CAS#40254-90-8) CAk 241 711 (CAS#
222035-13-4) \Cdk 24 7TV NU6 140 (CAS#444723-13-1) Cdk4 7 (CAS#546102-60~
7) \Cdk4HHIFITIT (CAS#265312-55-8) . Cdk4/ 641l 7 IV (CAS#359886-84-3) . Cdk9#I il 7]
IT (CAS#140651-18-9) .CGP74514A.CR8.CYC-065 (Cyclacel) dinaciclib (Ligand) . (R) -
DRFO53 - Eh iR £h (CAS#1056016-06-8) Fascaplysin.Flavopiridol Hygrolidin &t K4l
LEE-011 (Astex Pharmaceuticals) .LY-2835219(Eli Lilly) \milciclib maleate
(Nerviano Medical Sciences) MM-D37K Maxwell Biotech) .NO—-FAFE-BH P E NSC
625987 (CAS#141992-47-4) \NU2058 (CAS#161058-83-9) . NU6102 (CAS#444722-95-6) , %
T E  ON-108600 (Onconova) -ON—-123300 (Onconova) ¥ T.P-1446-05 (Piramal) -P—
276-00 (Piramal) A4 &5 F4F (palbociclib) (Pfizer) \PHA-767491 (CAS#845714-00-3) .
PHA-793887 (CAS#718630-59-2) .PHA-848125 (CAS#802539-81-7) .Purvalanol A.
Purvalanol B.R547 (CAS#741713-40-6) \R0-3306 (CAS#872573-93-8) . 41 i J& {1 & .1 fik i
W .SB-1317 (SBI0) .SCH 900776 (CAS#891494-63-6) \SEL-120 (Selvita) . ZEF| G |
(Cyclacel) \SNS—032 (CAS#345627-80-7) .SU9516 (CAS#377090-84~1) /WHI-P180 (CAS#
211555-08-7) \H )% [ [ 4552 1 £k L HLAH & fide i, Bl DK 713 H dinaciclib A
A B AAG  HZ5 bRz i Eh A AL

[0289]  fiASCET AT, “SRADPIZIEEE A 1l (PARP) 411 77)” /2 B AR IR ADPRZ I 58 41 (PARP) B
MR A B R ISBOE TER ) 5T A K I SEADPRZ R 58 A Bl (PARP) 111 771 A IR il 12 52
B $5PF01367338 (Pfizer,New York,NY) . BF:iMHF] (AstraZeneca,United Kingdom) .
iniparib (Sanofi-Aventis,Paris,France) .veliparib (Abbott Laboratories,Abbott
Park,IL) MK 4827 Merck,White House Station,N]) .CEP 9722 (Teva Pharmaceuticals,
Israel) \LT-673 (Biomarin,San Rafael,CA) FIBSI 401 (Sanofi-Aventis,Paris,France) .
Ry Er s LA S

[0290] @A SCHT H, “Ge i ity 507 22 45 5 A R W) [ A T 2R 25 19 AR ART S0 751 O ELad
ik G N AR S % 2R G 7 A AR BRI R B8 77 R AR S % 2 I B, Pk AR BB
e MR a3 H AR B B R I 5 R A IORE o B a T R AT LA A S R SR 1) Al
7 I B A HE A MO DR 5~ B2 o 2 I8 B 24 L 2 ) I 3R MG e BREE o — BE A B VR T R
SRATAE TR, HLH A g e m] HIRT- 20 170 o S8 7 7RI SE A1) 5 (HAS PR Tk 9 4
B ORL A L B2 7 B R £ (G-CSF) L ER (IR S R I 4 43 W TL-2 TL-7 . TL-12,
CCL3CCL26 . CXCLT 1A B M e g W PR 21 (CpG)

[0291]  ZE—LU I SE T Ty S, Ik S B 7 ) S % 5% R IR A ST S “Ae
T < R AM AN A& $5RE W A= ek 55 5 5 N2 ) 3 B T TR B o X 2R A 49 4, 4
M BEVETIM L AU AR DG BT B4 (CTLA-4) ATRE FRVEA MOSE T2 8 A 1 (PD-1) o AR B Sk
AR G4 E AR TR ILR $4% Bristol-Myers Squibb) #i & AT (Pfizer) MDX-
1106 Medarex,Inc.) \MK3475 (Merck) .CT-011 (CureTech,Ltd.) \AMP—224 (AmpImmune) .
MDX-1105 Medarex, Inc.) - IMP321 (Immutep S.A.) FIMGA271 (Macrogenics) o

[0292]  ZEAJ I, ARAE TR PR 2R I 18 ] it o i Jok P B2 10 il e 2638 e PR ) T30S 12
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Vi, b e e It S R E AR & B AR B B 23, HErp G 32 )Ry RO R R )
i) o FRCE MR AZ I SRS EARIR F1-125.At-211.Lu-177.Cu~67.1-131.Sm-153.Re~
186.P-32.Re~188.In-114m#1Y-90,

[0293]  FEAKR B, RIE OCBURIT AP R e R T T R A W b &M &
Yy o D6 BUIR T 7 I B 28 SE 5 0 IR AR 40 38 [ B R FR B IR P 5 2011/0152230A1,
“Photoactive Metal Nitrosyls For Blood Pressure Regulation and Cancer
Therapy” H.

[0294]  ZEAR K o, AR 1E TR BUBGR” 72 18 A58 I eg 48 o 807 5 U A0 S 7 o TRURT B
BRI 1 <2 18] B, G OK 2R A R L FR A R AL R R AL B R 4 (trans sodium
crocetinate) o

[0295]  ZEA W, AR BT — Pk 22 Rl AT sCECAR K I 3 — M R “AxE”
BCVRITHAE VBSOS eI A G AR T 323 I R L SEIAR SCRTAR I A
i B BRI RIOR ) X R [ AT SN & P & o P DAAR 95 22 56 5 5 A R0 ) AL i
ORI, I BLIR AR ) 8 AE A STUE AN 523 RS0 B A o AR ST AR N B3 2 A B A, 77 &0
it FH 3 7 s HRIE A 22 R T RF S R) I e FH B AR = AR 25 M B B L 323 B AR B8 LR/
HI A A8 G0 N A 55 2 DA S = 2 R85 [ 2 AL A0 T ) e 16 RALL DR 2 1 A [R] T A4 o T8 S AR
R[] A4 T Q) — e 22 M AR i I B0 29 WD 20 5 R 6 9 B AR T B2 W 2L &
&, H A R0 A i BA BRI 28 R 1) A IR B o AR e I I [ 4 TR SR B 2 M A & W0 0 A 80T &
AT RA 3 PRIR =R YIRS AR 7S IR BN IR B 0GR BT F S 7645 R N LA IE >4 8] RE 73 JF I
o

[0296] AL A I () A B [l A4 11 QB g — it s 7100 8 791 6 ) 35 ) = PR okl P S 401 g 24
1mg/kg~#12400mg/kg/ K , Bl W% 1mg/kg—#11200mg/kg/ K 75mg/kg/ FK~#1300mg/kg/ K , £
541 1mg/kg—£1100mg/kg/ K o X FIEVE I J3 4K A AR MR 7 B A HE 2 Img /ke . 5mg kg -
10mg/kg~15mg/kg20mg/kg. 25mg/kg+ 30mg/ kg 35mg/kg40mg/ kg 45mg/kg50mg/kg 60mg/
kg.70mg/kg.75mg/kg.80mg/kg.90mg/kg.100mg/kg.125mg/kg+150mg/kg175mg/kg200mg/
kg.250mg/kg.300mg/kg.400mg/kg.500mg/kg.600mg/kg.700mg/kg.800mg/kg.900mg/kg .
1000mg/kg+1100mg/kg+1200mg/kg.1300mg/kg.1400mg/kg.1500mg/ kg 1600mg/kg.1700mg/
kg 1800mg/kg1900mg/kg-2000mg/ kg 2100mg/kg+2200mg / kg F12300mg /kg/ 7 « A LA FFH
AR YRR ] A T Qi H At B 700 80 A 28R B AT A 73 PRI =R DR AR 7S IR B 7S IR B
EUGR T AR DAIE 4 8] R 3 T Tt

(02971 A WY ) [l A T2 B0, 25 AR i Y 1) JEG At 470 e 7R B 5 e AT 25 M AL S W mT A LA
= B A ) 7 2 = 10 IR B8 B A g FH T e 8 e FH T 58 P 20 B B0 MR 98 5 B BA
BRI B SRR A IR A L B I8 R UL B S Bk P B P B
RS NIRRT B S 1 7 AT W B AR O At e o 16 A 5 AR R B G 4 T AR A 1
F) HL A 4708 R B B e AT 29 AL & W mT LA 5 At VR 7 — STt o A SRR , AR WY
AT 2REAR KB B H AR 708 7 B 25 1) 205 0 m] DA g B0, e B LA HeAth Jy Q) Lk B i H A 7
P

[0298] A BRI 23 AL G VAT DAL & — FhE 2 AiE MR R 70, 19 A AR Y ) — s 22 e [
IR 5 HAth o IR 4 & 5 — PhE 2 Bh 2 o b ml 352 B RRVRE PV BR A A S AT 1Y

49



CON 107406413 A w Bg B 39/68 7

— B 2 A HARAL A 25 LA /B R TR B ) o T v e R KD e FH 28 A% TART , e AR
ST AN 51 O ER R T V24 A T B R 1 70/ A P Be i R 2 5 B R EESZ 1R o 2
WL, Wl iRemington, The Science and Practice of Pharmacy (3821fx,Lippincott
WilliamsfIWilkins,Philadelphia,PA.) .

[0299] 242 | A] 452 52 () A Bk 771 B0 28 A 2 AR 4L A% Pir J&1 1 1% (25 WL 491 fiRemington , The
Science and Practice of Pharmacy (5821 ,Lippincott Williams#IWilkins,
Philadelphia,PA,) #iThe National Formulary (American Pharmaceutical
Association,Washington,D.C.)) , I EALKERE (B QL0 | e . H e MEEE AL AL ES) L vE
Wy AR 2 20 ) RS (B AR IR 4 (TR IR — A5 AN R UES) AT IR AN /K AV TR (B
ER A G A S VR ARAR Y S VL T R Y S AL D R R A B Y VR LR AR S
) EER (O BE A BEAIREE) 2 JulEas Gy 71 B AR 2 %) A VLERSS (] i
R CBR A T = ERSR) AT AW R A (B RN AC B3R 42 R VR (R R ER) A ER
(BRIET) ) 3 PR A2 J5T S G ST A s < il (A8 T oK vl R gl RORR ol 8 R 3kt 22 JRR el R vikt
AIAEA ) Al A] g 0 () A ) R CREER R RS R 5% . AR AL A
(R 2 b AT B2 I AR R SR BR B WO 20 A2 “RT 2 ()7, HeA SUAE T 5 il 500 ) HeAth Rl 73
BIF BARE 2T 1A T Iz 771 2 £ 0 786 91 B R ) it FH e A0 A A A A8 AR I JE
SR, I 5T A A S i 52 AN S A5 FH T i 70 28 ) AT 482 52 10 0 7 7 B A A A
it FH 5%

[0300] A< BH () 25 V0 40 & W ml A e A9, 25 25 0 405 W v Je i A0 FH ) FE Atk e o3 AT/ B0
ok o 3K 8 Fi 3 FIAL R} A2 A AR iy FE RN, 3 BAEE (1) S 7857 BCHG 78 77 A5 o e # LB
FEENE A &I L H e BB AR PR s (2) A5 70 R AR R A 4 2 IR £h VWIS IR S St g
SSC R F0 TR PR R 4 2R L IR AR R A AR 5 (3) LRI W i Hr s (4) B A9 9 B g Bk
FRAES \ R B Ve by I R IR  RE LU R R £ L R ik L BRVE M BN A8 R FR L 41 4 2 B A e
BN s (B) VA AR RELY 7)1 a0 A i+ (6) MBSO 3 70 A8 B i A 5 s (7) YA 71 451 B it e
T i R VIS 5 (8) WRAC T 48] s Uy R g2 = 5 (9) R TR A9 0 A 4 B IR ER A
T R R A SR 2 —FE AN HEESERR IR AN s (10) B35 Bl i 2 S A0 i R I L SR A 2 0
Ly AL EE AL B RS S A e R VIR E AR T 2 BUIR AR AR s (1) GRph
(12) W57 A an L RE S 50 58 < I SO AL NG TR 105 < e A e L mT RT IR S Ve K B A
SUERATEY) R L B RERR A VRERR Oy KR R E AL B R E AR RS
AR B A R 5 (13) T PEAR R 7 A A K B AR A 5] s (1) B B3R s (15) R v& M7 s (16) 43
B (L7) $0BE B S RE AR 7] 491 G e A e PR R A A 2 L LA SR S 22 o s ] AR MR A 1 3R
AW HE BUR R L Bl ER AR B ATl s (18) JBEYEF ;s (19) #2575 (20) ¥ s 21) Ftk
FUFD BT (22) A FIAFLAL T B W 28 S TR VIR R T ~ B R R B R R R
e PO B L1, 3T SRR 0 A MR I AR Y T K I VR Y BN Vi JRR Y AT 2 JRR
JHD S H S DY SRR L 3R & AL BLE TR DT ER R S 5 (23) P77 61 20 e A R PR R
BRI RS, Ban T Se M b s (24) Bréa el (25) ff il 5] -5 T3 52 38 (0 M S 2 1)
TR A AL AN 5 (26) IAR5T s (27) IRZEARL, 4T U s AT (28) EHAR TR HRR R B T
7 75 B FRVRIBI JE 75 o TR IR LR B 73 BOM RH A A0 “RI 52 167, B XAET 5 il 70 ) He A
I A I AR ST &G T I 7002 (5 18640 AR T 1R e FH s 4 A A8 S5k Ax
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FITJE ) 5 I L AT RAASE FH AR S50t T AR G SR 8 5 I ade 70 8 )l o AR R DA 2 Jite RS
e

(03011 3& & T 1 il IS A5 I 1) 29 W 20 65 P ] A AE S 791 o 3771 AL 1l b AR
FOURE 1)« AE 7K B ZAVBAR HH PR VA VR AR VB 7K A ity 28 e Byt A 7 2R A 7L 79 Tt 7 R
HHBE T KAL) 2443 70 SO 7R T 3o 3K A 1) ) T DA e el A Qs . RN ) v o 4% 497 4
R A AR GRS SRR T

[0302] {54, w] AJE LRG3 TR R 5 — R 2 b2y o b ] 132 52 (10 6 7 B A4 A B 11
—PER 2 MR TR B 78R RG] S ORI A AR T R REL 9 AR RSO 5 T R
ACTR) s JE i SRR/ B £ ) VR 5 ok il 2 P 10 it PR [ ) 7R RS v 791 AL 790 BE 500
R RURLTTAE) o RE DS R (1 [e A 25 ml L AR A5 P 8 0 TR 790 ) AR B R 78 P e e
(ISR 7851 o 7 R] DA A s i B 2R A e s 5 — vt 2 Pl I8 ok e 1 o P 1) A RAARE P
A AR A 77 S T TR P PR AR B3 AR A R v M R B 0 BT R A A o A A
7R A AT 5 0 AL AR A R )6 o P CRE e 71 A 2] 42857 24 A6t e ) e 2 AL AT
TIURL 77 A 26 b 21 R B B A AR AR 57 451 2 i s A AR 285 0 1 750 45 AR P Jo Jen ) FeAtb B AR
RHEL AR 26 ot AT LATRC 1 e AT AR 5 0 EL v 5 1 8 2 F) R B e AT ] DA JE I 51l 2
1 4 T R B T R T PR K T o IX e 5 A ] DU I A 5 M e D Hon A2 AT
EAUXAEBRAL I AE 8 W T8 R 58— i AR et DLIER 1 U7 sUREOE TR 2 AL 54 o 3
PER > th ] LA

(03031 FH 3 11 it FH P B A7) 2R A 5 24 2 b T e 52 10 L7003 VR R s 77 R 2
RNt 77) o YRS 77 2R R DA 5 A AT {8 P 10036 P s PERRE R B T B PERR BT 2 b, T
L5 Wmace ] DAL B2 77, 450 i 38 7] LA FRRT &7 7710 B R 770 R 770 5 €8 5) < 5 5T
AR JE 771 o T i 70 P A 25 By g vl o

(03041 FHI-T EL WA B T8 it FH PR A5 1 2 W 21 15 ] LA AR 70 R 0 5A7 A, JLm] U L
R R 2 T PR 35— B 2 il 1 1) T R R A R B A TR R %, T A
FR BB A A i D [ A (AR TEL T DA, DR IR £ L M BB T e A O B T80 Tk
WEY) &G T BE I A AR I 2920 6 W30 B A5 A 5 A T L RN I 15 (13X 2R 2 27
AT KRR R AR 1 IS TE A 7R R 2 R S TREIR M LR R 35 7

[0308] AT )= B B 1t FH 114 57 2L B oAy A 58 25 791 00 S MR S G ) e S A v
VB U 71 < 3 RN 75 o P RS A 5 A5 Y ) [ A 1 s PE AR AL S AE BB A4 1F
& R Z 2 AT S2 AR BRI B o OB 7R S R TRRTEE i ml DA S5 RO 77 o B R
g 22 700 A LA S RO AT 7 o

[0306]  3& & T B 4t FIR AR WY B 250 20 & 4 T LAAD & — Rl 2 Mg PR /A 54 5
—MER 2 A2 A B RT S I T0 T SRIE K B K VRV 73 PO B VR B, BRRT B AE AT
LA o T TR A A TR 3 TR ) TR T AR 5 JEL ] DA 55 SR 0 AL 5 G o ) AR A1 7
55 P 52 3 1) MLV S 12 R o BB R AR ) 491, 3 3o i AR R e £ 0 FEOV
AN P 2 TS PRSI 17 0 25 P 75 (KRS, B BAERRE S I a0 T . X B8 2 M4 & ie
A A S G A R AR B ) FUACTRIRD 73 B o B AT AR AR SIS 5 AL, m] DI
T A AR IR AT R AR PSR A B 29 I SR MR A

[0307]  ZE—SL1G UL, N 1 SER 25 W) (Bl 25 il 7)) M RCR S ISR e e ST B
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TES R o 3 AT DA S 1 P RAT KA PR 22 1 &5 it BT 8 T AR VRS - VRO SE L
(0308 % Tk 511/ 24 A 458 AR Do W ] 440 102 3RO MR VA T 3 it i Bk T LA g s 2, 8 T i
R T i AAORE JSE A ey B o B0, 18 M A/ i P 358 T 770/ 285 10 ) SB35 W A T DAl e e 3 1
/2R T BCRTE T I RS Wb ok SN T LU A5 W] A R A 5 A A vhO G 1
33 AR IR B 21 S5 OR i 2 PR S I P 2 2 o AR TRl 5 2R A W 0 B A1 AT Ao P ) L A 2R
BN T ANTE 5 A LA F2 A TR RS 70 TR TR 3k o I 2 PR B 1) 7t e e g 2 W 7 3R AE
5 B A S 72 B I A B Al L v SR i % o PR SR ARE AT BB e e 2 40 1 R B R DR A%
(03091 nJ LLRE il 57 47 42 T B A R S B 22 R B e e oy, B ze Sl A /N, I HL T A
A7 AETRT-26AF 1 5 IS ZEAE A3 AR B 22035 TN JE BB A RS R B A, 91 G 5 P i S
TESHE BT S FAT LA 3R SR FE BB A URL 1 AT A 7710 1 % o

(03101 $RAELLT SE it Bl LA 2t — D on AR I RO AL 590 AL S W AT o IX B2 5L 4] 13 A2
ANBITER S I ASTREAAEART 5 2CBR il A< A Y ) v

ST £51

[0311]  sEjfaf31

[0312] S22

[0313]  X-4 2k K74 (XRPD)

[0314] A FH R FH AN TR R IR 77 AR ) Culh B N 6 AR AR 1 5 A xUXRPD I 48 B IR 45
P2 J2 SR T 3R AECu KaX-S 2l B AR I HLER FaAE Rl gs b o /£ B Wl o e
A (NIST SRM 640d) PLEBGIE M SR KST 11 10§ £7 B -SNTSTIAE I A7 B — 5o B BE A 1 B
AR JEAE 3—nm— 5 R T8, AR S TUART TR TR 43 B o DX SR 2 L R 5 B 50T S A RIS
JIE T2 S A R B S N B AR IR o F T NS RNAT ' A R e gt F Tf ok B
B I) JRHU) T0 5 Bse/N o 8 R B2 A AR 24.0mm s 7 1 41 47 B R R I 28 R AT T R . R
PEAG DI A9 B 1) RNk B S RN

[0315]  fff IR FHANCR £ 7= AR I Cu Kaid R 119 N 59 6 ARORI A I 2% SR B S AR 0XRPD
& % . A X FR ¥ Bragg—Brentano JUfA] 22 44138 T 5 o 75 53 BT Z B 23 B AE A (NIST SRM
640d) LAIGAEMZZRI[IST 1117 B SNTSTUGE A7 B — 550 R S [0 RE A 1) 4% Bk DA Rk
FH R A ORI E R R JZ AE B SO EE (SS) Sk /MU = AR E = T
O\ S R M TR 1) 2R e 4 R T 0k 1 el e R BT N B8 e /N o A58 P BEE S A i 24 0mm 58 437
(R 07 BB SR ARG T 2 SR 0T S I 8 o AR VP P10 348 160 B 1) AR 5 S R o

[0316]  ZE KRELA GO T L BRAE S 229307 207G N U VR x—Tl1 (° 20) [K10&£7 B 1 4
N INEL S G — 10 A BT o F T USPIsHE X5 2R M AR A7 548 S PR USP I8 Hh MEHE 1) 22
B, B 7 (1A P FR EAE £0.2° 2058 N o 3% 1 5E -5 AE AT 58 I & AERH 5% () vEE R Tk A
R L o e AN NSRS B fl & BRI B = R ] fe s S8R T £0.2° 2009748
S AMRAEUSPIE M , B EIKEWAE RGP LLEAR K T0.2° 20090 ER%E, H it
0.2° 200 fmZ A& T X Sl o Fd-lREEF R, Tt Sd-RERE KN
1. 5405929A , Cu—Kal J K ARYEUSPHERE , 7EAFA d—17) B 5 15 d o) A A TH(E A DR O A8 S
PEIE IR AR N R
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[0317]  {FHE A ASH L 4F (FT-1R) 152
[0318]  ffi FHEC & A /1 TR 4 f 3 B B SR A 4 (KBr) 23 88 M = H 2 IR B R £
(DTGS) A 0 2 ) 48 LI AR B2 50 73 et ST ERAFPT-TROL T o FINTST SRM 1921b CRE Z
§5) BEAT B K IGATE A % (Ge) db A I T2 0k 4 S 5T (ATR) B R FH T 50 R4 - DA 2em O i
SRR AL 256 IR FE A AN AT F48 o BV 1R I Ge AR SRS T S R 45 . il b K X RN B 46
[ LG A9) AH B BR 3R 43 Log 1/R (R= [ 53 38) Sk o AT FH AE Jo 28 B 0 1) 448 o) ) (L AN 75 1) R A
FE AT IR AR
[0319]  ZE/RHFEIE DSO
[0320]  ffi FHE R HFEERTTFEATDSCA B o AT FINTST-1] 38 B 1) 80 4 J 34T I FE R 7 o 4%
FESBNERDSCERL Y, 25 b 56 I 00 3 B 5 IS TC B RE L B R B AR TOHSMP 2 0 B AT
MRS S PR & ANNLE, 5A UL ER S
[0321]  HiZ ity
[0322] f# 4 EiRamanRXN3 (Kaiser Optical Systems Inc.,Ann Arbor,MI) 3474 &
BRI , AT A7 R R U - RamanRXN3 2 4e 8 A 785nm I UK W, A M IR e i —
WRAEBOCES T A JCIE R /472 B OGRS IR AL, 78 Fr ik $R Sk 9 v B AT £ 10 3mWIH)
CENZE AT F5 23 150 (19 B SIS [R) RIS 3 R R SRR A2 o AT FH P 38 73U A ot A I
$ir AL FRAE 73 A AT WA AU A RME 1 HKai ser i & RHEMT 1+ (Kaiser Optical
Systems Inc.,Ann Arbor,MID) iHAT50ER
[0323]  sgiifiz
[0324] &5 S Ui 84— G- —2—F PR ML e -4 J) — 1 H-MEng —2-F g [1- 3-SR AL -
2-F 0k R BRI i %
[0325]  MRIFEWIT & pTT SR il &4- G- -2 5 A AL 2 AL g -4-J8) - 1H-MEg —2-F R [1-
(3-SR L) —2—F2 L 2, 3L ) ok e v 5 Tl o

|

I
R S s ]
= N/‘. .
H

[0326] IR NTF 65~75°C
CiH,CIFIN 71.77% ek ‘ |
257.43 CaHigClIN,
ASYM-111608 296.54
- ASYM-112060
{HO):B
o TS come  1TkBmel PN
Cl N 2.ZEEE NH
[ 50, 3R SRR |
[0327] D42 H \ 75-85°C P
CaHClINg HyC 74.94% AR N N~CO0CH,
296.54 s SN N
ASYM-112060 * 495 13 CotHzCINGOS Ts
ASYM:111938 447.94

ASYM-112393
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/LNH

12848 —KEY
2. 270

N
| -
[0328] 3 NN oo Pl
\ ke 74.00% WK
Cl N e
CoiHgCINSO4S Ts C13H14CIN;O5
447.94 279.72
ASYM-112393 ASYM-112394
| NH,
N ~OH 4 HOBT. H,0
1 N 2.EDCI
N N—-COOH 3.DIEA .
[0329] DiR4 . ¢l 16~25°C OH
CrgHyaCINGOS CgHmCINO 78.81% I F
27972 171.62
ASYM:112394 ASYM-111888 cl

CotHpClN4O
433.33

ASYM-111935

[0330]  FEADERIHR K v i BT R0 200 L4 353 S B2 2 il L 25 22 << -0, 08MPa, 28 5 FH A
FRIEE R 3K G TEIK 2B (49 90kg) 2B N 200 L4 3 358 S B 2 b o 6] 1% VR S 0 AR N
ASYM-111606 (Asymchem) (12.70kg) FI A % (29.00ke) K iZ B S INIE65-75°C LA
W %IRRT MAE65-T5C X Mo 200 JiT » X1 1% e W AK B EURE , £F4-6h FHHPLCA#r , HL 2 ASYM-
111606/ & E<1% B iZIBA YIS A E40-45°C , £ <45°C T E (<-0.08MPa) 45 £ 15
B4 13-26L . FH S AL ANIA B I A AU, B8E20-30min , TP 20-30min, SR 5 4 55 o £E <30 C Ik
JE (<-0.06MPa) #4q A AL AH 2 PR B8 13-20L o 44 A1 Wik (8. 55kg) MIABIIRAG IR S W %
ZIR B MR R 20LHE 28 K 25, /E <30 CREELIUE (< -0.06MPa) #R4E £ AR5 13-20L . 4%
JE 4 A K (8. 55kg) I B4 IR G R ZIR S 7% HI 220-5°C , fiHE 45 i o Lh g, %
IR EWATHURE , B 1-2h Flwt %6 3 A, EL BRI wt %6 <11% , BOEEERE 5 2 ) iwt %6 A8
<% AFZIR AW A L0LLE JEIEIE 38 X 38 BHEE AT BURE , FHHPLCAr M2 5 . [R1Y 10 .. 50kg
FEW, A N99 . 39% , ke € [ 44

[0331]  FE D g2 K v 1 K 300 L HH 3 B S B 28 il . 25 2 <<-0.. 08MPa, A 5 A A R IE S
W R 3IR AE20-30°CHg 2, —FE Rk (73. 10kg) I B 300L P33 = 2486 o 7EBUSRST T
IR FEASYM-112060 (Asymchem) (10.46kg) FIASYM-111938 (Asymchem) (12.34kg, KR I1E )G
11.64kg) WIKMABNZB AP R E LR /E20-30°C, A 1ZR AP+ 02K
(10.50kg) FTEAKIKIREN (5.67kg) AL SRS, FNIZIB S W I L BRAE (0. 239kg) FH
ISRV RN AL R (0.522kg) I G B ZIR AW E 2 2 <-0.06MPa, 28 J& A
AAIHE T K B 10K, B RFREE S < 300ppm. FiZ IR A W2 75-85°C LA o i 7R
AWAETH-85°C SN o 4hJ5 , WHZ IR S W EURE , 55 2—-3h HIHPLC HTASYM-1 12060 & & . ASYM-
1120600 458 86.18% , FEINIAASYM-111938 (0. 72kg) , 4k 4E % v EL BJASYM—112060(1) & &
<3% JKHZIR AW HI E25-35°C , 3 FISOLA AN 2= 1y 233t vk - 12 W0k 19F , FITHRIE 452
K (14.10kg) « A FFIEBFNGLIE , 7£ <50 C I (<-0.08MPa) i 45 & R 10-15L . 1% 8
GAENE15-25°C G EE (11.05ke) MMAZIRAEHIR AWM R G B Z IR A P45 5
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2hJ5  WHZIR A AT BURE , 524/ N FHHPLCAM AT, LB RRRKIwt % <2% VR 51 FH30LA
SN e e 2T e IR R, F TP B (8. 30ke) WEIR 20K AFUE L R B 50 LR T
SRIGHG 2./ 2,158 (7. 10kg) FIUFT JHiTE (46. 30ke) IIANBIVE P G IR AW HEL . 5-2h, 3R )5
FINutschedd I 8%t I UE 0, FIA K (20 . 50ke) BE¢ o ZENU tscheid 3 48 i 7E 4 <
SRHIAES0-40°C T8 BF - 8h 5 , X[ (A EAT HURE , L4-8h X B 4TKar ]l Fischer (KF) 7
B s DA IRt B o KPS SR < 1. 0% KA, T 5E o 78 TRt R v, e [l 4B % , 434 -6h
AT LU 1 2. 15k 1), ZHBEN98. 32% , kR s (i 4 o

[0332]  7EAB B3 rh 4553 v I T J8R K SOOL 4 BY 388 S o7 5 1l 1 25 %5 <=0 08MPa, 2R J& FH S
FEIE A 3K £E15-30°C N THF (62. 58ke) 2 N 300L4H B 38 s B 2% 1 o SR 5 JE B i FE 2%
BEASYM-112393 (12.00kg, B2 1EJG 1. 70kg) IIAFZIR A h KR S0 bk B 81 1k 52 4
VAR LY FRAE 15-30°C , IR A N BUEL K A4 (5. 50ke) 7EZEAL K
(70. 28ke) HH 1 % 19 G ELAL SV VL SR B BN 20k (3. 86ke) o AFZIR AN 60-70°C
PAIRIL o A 123 A AE60-70°C R SLo 30h & , %1% S B AA R 34T BUEE , &F4-6h il il HPLC 4y
T > BRI ARG B ] RRT) = 1. 39— 1. 4400 44 5 B <1 % , ASYM-11239300 & 8:<1 %
W Z A M IIHPLCAR A B TR 1

[0333]  #1:HPLCS3]

44/68 T

[0334]
AE: ACE 3 C18, 4.6x150mm, (ACE-111-1546)
AR 30C
Rz 1. 1mL/min
EHAR: | 10uL
AR A 0. 05%4& K % & TFA (v/v)
#sh48 B: 0. 05% 4 Z A& & &5 TFA (v/v)
HER: T (min) : BY%
0.0 5
4,0 20
14. 0 85
14. 1 5
18. 5 5
Ao : UV, £ 215nm
BATH A 18. 5min

[0335]  HiZiR G WV M5 25-35°C , KEMTBE (25.97ke) A BNZIR S YT o iR & VIR

F£20-30min, L AE LR AT SE AL DE o KDV B2 2300 LAH B3 S ML A o, £ 7 B AT R
20-30min. ££15-25°C "~ EA5-8kg/hif i 5 Al IR (14. 86ke) AEAIALIK (10.88ke) H il %1
ONEE B2 VA VK T 159 /KM (1) pHAE 18 28 2 pHoA 1 -2 o FH VI TR R BV VLA 1525 C LA 3-5kg /h ]
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TR IR R TZIR A pH , I VLRI RR R AV VI R IR B (5. 03ke) 7EZE 7K (23.56kg) H1
B4, ELBIpHA6.4-6. 7. 98 5 FIM SRR (1. 09ke) £E417K (0. 80ke) H il 44 1) &5 BR VAR 18 75 1%
TREWIpH, B BIpH N6 .2-6.4, FINutscheid S8 AR 1L I8 1Z VR AW o 5 9 0 56 F2 21 300 L4 5 74
R, IINAEK (117.00kg) oK IR A VIEFE , BURE , @ I HPLC A At , L3098 B 1 X FE Ot
FEYREE M <0.5% NG IR BV S D8 UL AL T8 25 v 7E 2R P 7E55-65°C
TEEEKF<10% o5 [E /K RIMTBE (8. 81kg) 5 N SOLAEEANAR o o B % IR A i hE 1 -2h B %
TR FHB0LAEE A . 25 3 JE 23 98 B SR D fEnutscheid JE 48 H1 7E50-60°C R F15: . 8h )i,
ot [ 4 BURE , 7 4-8h FIKE 20 #r , ELRIKF<<5% o £E T-ER L R o, B [ 1A §%% , fR4-6hIR & 1K .
[ 6. Sk 4, 41 N98. 07 % , Nk A {4k

[0336]  7E0 8R4, S KT8 A 1 50LEE R 20min o KEDME (30. 20kg) 25 A\ 501L4%
RS BLES P SR T RSN R 4E R 70 15-25°C , ASYM-112394 (3. 22kg , 2. T6kghZ IE
J) M EHZ IR AP0 VR A P i F B 2 [ 4k 58 A VE R B IR A % H1 B2 -10°C & -20
CLE-108-20°C M1 -REIIF =K EY) (2. 10kg) MMABIZIR S AR JGIEL5-10
e EIRIBEREEDCT (2. 41kg) 435E8 A IIANENZIR AW IR A H E 205 -30°C , 71 -
202 -30°C T ASYM-111888 (Asymchem) (1.96kg) MIAZZIE S Y - S8 )5 LA 3-4kg/hi i
FAEDIEA (1.77kg) A BNZIR G W AZIR AW LAS-10°C/h i NI E 15-25C AF %R
HWAEL5-25"C T R M. . 6-8h [T , X ZIR A WIHURE , R 2—4h FTHPLCA) 1 , ELEIASYM-1123941K)
TES2% JGRAME HE0-10°C, iZ N IR A WAE0-10°C 2tk K (12.80ke) 1 2
1% 16 (28.80kg) il % [V B K N ZIB GV H 1R .1 (28.80kg) FEHU3IR o %f T RRK 3
B, BAZ IR A FE20-30min , 782 B B UIFE 20-30min o KA WA A 3, F4tik (12.80ke) ¥
B2 HRA P HE20-30min, YLFE 20-30min, SR Ji BRREAT 555 o S8 S 1 B A8 A LA
TELRIRARI JEAR 1L U8 Ko DEVREE #2 B S00L 48 BT S B3 P o 1Z IR A W) FHB %6 L BR VAW T %
20K, FT iR Z PR VE WL .18 (2. 24ke) #E417K (42.50ke) Tl 4% . LA 10-20ke/ht) 3 2 NN i% ¥
TR o T AT LA B BR BN VA TR A 20K, BT IR B IR BN VA R FH B BRI (9. 41ke) 7E 217K (48.00kg)
b4 B A LA FHEAL AN (16.00ke) ZEZEAL 7K (44. 80kg) HH il 4% 1K) AL BT VR IG5 2K o 5
A WA EE A B 300 L4 3 38 e BLAS P B T /K BR ER M (9. 70ke) A ZNZIR A IR EY)
7E15-30°C FHikk2-4h %R 59 Finutsche it 82 3 3¢ , %3 S S 0 A 201 em B (1 Rk i
(7.50kg) IRZHUEYF, FHZ IR 2. T (14.40kg) V¥, SR G 1L 98 « A U8, B & I 138 it
TELIARTE PERMABIT2L 08P B IZIR A MAET<40°C N AEMWE (P<-0.08MPa) ik44 &
fREE 3-4L . SR JEHEMTBE (4.78kg) A BNZIR AW KR AW HZ0-10°C, BiEFE &5t - Lh
Ji s WP IZIR A VDIEAT BURE , R L-2h Fwt %6 73 #1 , ELBI R wt %6 <56 % , B AL FE i 2 TR 1
wt % AR <1 % XA HE 2 I 9EFL 38 B e R TR A AR AR
7E30-40°C F T EKF<0.5% . [0k 3. 55kg P4, 2 B R100 % (18 1 [ 44

[0337] @It XRPD #1453 [ 4- (5T —2- 7 P B b g —4—55) —1H-ME g —2-F g [1- (3-
SR 23 2 A W e 2 (B D) B E LR ORI AR R 2 B S U B 7E SR 3
.

[0338]  FK2:%F4- (-5 -2-5F L Z LML NE -4-25) ~ 1 H-ME g —2-F g [1- 3-FRE) 25
S 238 ] B e S o0 %% 1) [ XRPDIEE

56



CON 107406413 A w Bg B 46/68 T

20 (°) d A 3E (A) 7% & (%)

9.1 + 0.2 9.690 = 0.212 12
[0339]

10.0 £ 0.2  8.869 £ 0.178 2

10.2 £ 0.2 8. 664 0.169 7

H
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11.4 £ 0.2 7.742 = 0.135 5
12.5 = 0.2 7.066 £ 0.112 25
12.7 £ 0.2 6.956 = 0.109 8
13.3 = 0.2 6.637 = 0.099 2
15.2 £ 0.2 5.833 £ 0.076 15
15.4 = 0.2 5.769 = 0.075 46
16,0 = 0.2 5.531 = 0.069 9
17.1 = 0.2 5.173 = 0.060 3
17.6 = 0.2 5.038 = 0.057 8
18.2 £ 0.2 4.876 £ 0.053 4
18.8 = 0.2 4.723 = 0.050 2
19.2 = 0.2 4.624 = 0.048 12
19.5 £ 0.2 4.556 = 0.046 100
20.3 = 0.2 4,381 + 0.043 14

[0340] 20.5 £ 0.2 4.327 = 0.042 12
21.4 = 0.2 4,145 = 0.038 44
21.7 = 0.2 4.102 = 0.037 11
21.9 %= 0.2 4.057 = 0.037 12
23.1 £ 0.2 3.847 = 0.033 13
23.3 = 0.2 3.812 £+ 0.032 25
23.6 £ 0.2 3.774 = 0.032 26
24.3 £ 0.2 3.653 £ 0.030 11
25.2 £ 0.2 3.530 £ 0.028 9
25.6 = 0.2 3.476 + 0.027 2
26.6 £ 0.2 3.355 £ 0.025 3
27.0 = 0.2 3.297 £ 0.024 7
27.7 £ 0.2 3.214 £ 0.023 13
27.9 = 0.2 3.191 £ 0.022 10
28.2 = 0.2 3.159 £ 0.022 3
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28.7 = 0.2 3.106 = 0.021 9
28.9 £ 0.2 3.083 = 0.021 4
[03411 29.2 * 0.2 3.057 = 0.020 9
30.2 £ 0.2 2.957 £ 0.019 14
30.6 = 0.2 2.923 + 0.019 9

[0342]  33:4- (52— R Z FEML IE -4-3%) — 1 H-HE g —2—-F iR [1- (3-SR ) 220k
] i S A 5% P XRPDUEE

20(°) d 8] 3£ (A) 5% & (%)
9.1 = 0.2 9.690 £ 0.212 12
12.5 = 0.2 7.066 = 0.112 25
15.2 = 0.2 5.833 = 0.076 15
15.4 = 0.2 5.769 £ 0.075 46
19.2 £+ 0.2 4.624 £ 0.048 12
19.5 = 0.2 4.556 £ 0.046 100
20.3 = 0.2 4.381 £ 0.043 14
20.5 = 0.2 4.327 = 0.042 12
[0343] 21.4 = (.2 4.145 = 0.038 44
21.7 = 0.2 4.102 = 0.037 11
21.9 £ 0.2 4.057 = 0.037 12
23.1 = 0.2 3.847 £ 0.033 13
23.3 + 0.2 3.812 £ 0.032 25
23.6 = 0.2 3.774 = 0.032 26
24.3 = 0.2 3.653 + 0.030 11
27.7 = 0.2 3.214 = 0.023 13
27.9 = 0.2 3.191 + 0.022 10
30.2 = 0.2 2.957 = 0.019 14

[0344]  dnsE i1 prik X 4- G- -2- 7 A AL & LML e —4-3E) -1 H-ME% —2-F g [1- (3
SR -2 I 2 R Bk i B R S AT FT-TR (12) o5 M B 2 v 0 52 3] (1 W 371 E 6 4
i,

[0345] R4 XF4- (G- —2-F IR IEM g -4-3E) — I H-ML g —2-FF IR [ 1- (-5 KL —2-#%
L 2 I Rt S 0 % B I P T- TR
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{2 E (cm™) R
681 0.0174
712 0.0025
748 0.0014
783 0.0058
807 0.001
8217 0.0082
857 0. 0045
878 0.00069
897 0.00067
916 0.00056
932 0.0008
[0346] 99§ 0.0004
1040 0.00074
1080 0.0069
1101 0.00081
1126 0.00096
1145 0.0014
1170 0.0027
1197 0.0011
1208 0.0028
1235 0.0013
1255 0.0015
1268 0.0021
1294 0.0013

60



CON 107406413 A w Bg B 50/68 7

12 & (cm™) RE
1350 0.0018
1364 0. 002
1385 0.00077
1398 0.00077
1439 0.0017
1451 0.0014
1466 0.0019
1487 0. 0089
[0347] 1504 0.0033
1523 0.0065
1533 0.0063
1568 0.0021
1603 0.0108
1629 0.0062
2927 0.00024
2974 0.00028
3235 0.00052
3405 0.00026

[0348]  fsK ] 1 Frsd X 4— (55— 2 5 PR R S FE L i —4 %) —TH-IEng —2-F iR [1- (3~
SR 2 R ) B Ui B ) A I BEAT DSC (&13) , 7 B R BA L9184 °C ARG

RV AR

[0349]  SLifi 1 3A

[0350]  4- (5-F—2- S AL R FEMEE —4-5E) - 1 H-MER—2-F BR [1- (3-F ) -2- % 2,

5] B e O il %
[0351]
i
HE . HN
ﬁyyﬁ 7o HE ~OH
o HN~-%, » L =
*T?”\ﬂfx EtOH, MeOH, iPrOH L e HN -
- v \
TR \rCl 90:5:5 o \N,H % Q\/\ ¢l
LHCl

[0352] 4 'F By 4- (G- -2 S AR AL ML IE —4—H8) —TH-MEng—2-F R [1- (33U AE) —2-%%
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B ) B i B Tl 44 4 -8 -2 T TR AR R e -4 2E) — I H-TEng —2-FR R [1- (3-& K
) -2-F B I B TR K Co B HE I T K LB (73 .9kg) B (4. 1kg) 7 A B
(4. 1kg) R AP INAASYM-111935 (10.4kg) o K iZIBSWINIAET0-75°C , Hi Pk 28 4= 301
PRVEAR  INNAE B/ B/ TR EE (90:5:5) IRA Y TS KHCL 37wt % , 1. leq) , UM TERK
Gz IR A MLEFFAET0-T5°C R 2/ o SR JG L5-15°C / /NI 1) 3 Sk 1% VR A VA B 8 1525
C, R 1% B P 2R B BRI 2 00 20 B AR PR 7R 3UCGE SR B S H A AFAE 201057201
XRPDUE K 4 72 45 i / % it BU D IG AL O 46 55

[0353] SRV IEZIR AW, Lk - &1 oK 2B (14.8ke)  FHEE (0. 8kg) Al TR
(0. 8kg) VAW B, S8 )5 FIMTBE (2 X 21kg) Heisk o HLI% e S 7 B DR UK I AR Hh iR, (R 2
i AR EE A7 AR BB B8 v e A AR, I BLAEBEATMTBEYE 5% Jo ML 22 31 e 3 1 A2 e
P AR5 BN 1 DE IR 2 BUFE A T 28 704050 CRHB ME D 1 2 1. IR 22 Ry #4985
90% o

[0354]  Sijifafs] 3B

[0355]  4— (5-F—2- 5 A FL R FEMEBE —4-FL) —1H-E g —2-F R [1- (3-&UE) 2B H 2
FE ] B R I 2R O T 3 1 4%

[0356]

1 RATER
% ;’ B
4.HC1 54k ~ W NH
Wi 70~75°C ’ :  OH
88.65% ik % Q
, . ~ Ca1H23ClIsN4O; Cl
C21H35CI5N, O3 Cl 469.79
433.33 BVD-523
ASYM-111935 ASYM-115985

[0357] I FiAH4- G-F -2 5 AL Z AL —4-28) — I H-ME g —2-FF g [1- (35U AL) —2-
YA 2 ] I e Ui B A4 4 (52— ST AR A AR e —4 -2 — T H-ME g —2-FF R [1- (3-&
ORAE) 2 B R B ) TR 2 C o RO T A 1 1 T2L B R 4 20min o ££15-25 C [A]
TOLEEIR IO T K B (21.35ke) I (1. 17ke) MR AEE (1. 19ke) , K 1%IR A W 20~
30min. A% 8 A9 F INNASYM-111935 (3.01kg) , L 15-25°C/hi i R NI E70-75C , fil f
Z2 [ 4 5E AV R

[0358] 40T~ il & B /HCLVA VR - /£ 1525 C ¥4 Te7K LB (1.500kg)  FEE (0. 088kg) Al P %
(0.087kg) A BISLEEHEH %R S Pt HE20-30min . ZEHEHE F7E10-25C FHEAL A @
T R S YR  2h 5, AHZIR S WU, BR2-4h 7 i LR, RIS E K Iwt % =35% .
[0359]  {E70-75°CH5 bk fhill & F B /HC1IE ¥ (0.519kg) LAO.5-1. Okg/hI¥T 2 N 2% R
AU PP (0.009ke) INABNZIR AW H , /ET0-75CH bk i 2 19 B /HC 1A W
(0.173kg) LLO.5-1.0kg/h I MBHZIE A NG %R EWIAET0-T5 CHiFEL-
2h o BHZIREWILAS-15°C /hif R A H F15-25C , P bE4-6h %R S LA 15-25°C /hif)
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ZINIMAET0-75C, 7E70-75 CHi 8- 10h JFIZIR B WILAS5-15"C/hI IR ZE A H1 4 15-25°C, §i
F4-6h. HE IR I8 ZIR G IR B8 T, FHH oK BE (4. 25kg) FITHEE (0. 24kg)
A TREE (0. 24kg) Hill & IO VE MY, S8 G B8 AR B AUR TP 7E40-50 C T = N I e g+
T 28 2R R BE WD <0 . 5 % R B 5% BE ) <0 . 3 %6 L5 TRk BE <0 . 3% o [mI YA 2. 89kg 74, Ay
21 N99. 97 % 1 A A
[0360]  f it XRPD 73 #1415 1) 4- (55 -2~ A R U ML IE -4 %) — 1 H-mEng —2-FR g [1- (3
FORHD) 22— LB RE R TR C (B4) G B 4 B g FI £ 5, 1 R I Ug 51 £E
Ko,
[0361] 5. %F4- G- -2 A TR I e -4-38) - 1H-IEg —2-F iR [1- G-F R 2-%
B 0B ] B s CM 2 21 XRPDUE

206 (°) d 7] §E (A) ZE %)

6.1 £ 0.2 14.436 %= 0.472 17
6.7 £ 0.2 13.099 + 0. 388 61
8.6 £ (.2 10.287 = 0.239 5
10.8 £ 0.2 8.196 £ 0.152 5
11.0 = 0.2 8.03% = 0.146 15
12.1 £ 0.2 7.335 £ 0.121 15
12.4 £ 0.2 7.108 + 0.114 6
13.5 £ 0.2 6.533 £ 0.096 8
13.7 = 0.2 6.467 = 0.094 10
15.2 = 0.2 5.828 £ 0.076 38
[0362] 16.5 + 0.2 5.363 = 0.064 18
16.9 £ 0.2 5.258 «= 0.062 7
17.2 £ 0.2 5.139 = 0.059 3
17.6 = 0.2 5.023 = 0.056 59
17.9 £ 0.2 4.949 = 0.055 37
18.4 = 0.2 4.818 £ 0.052 32
18.7 = 0.2 4.743 £ 0.050 13
19.0 = 0.2 4.671 £ 0.049 4
19.2 £ 0.2 4.628 £ 0.048 4
19.6 £ 0.2 4.529 £ 0.046 14
19.9 = 0.2 4.450 = 0.044 100
20.4 = 0.2 4.354 £ 0.042 18

»
w



CON 107406413 A w BA P

53/68 1t

[0363]

[0364]

[0365]

2006 = 0.2 4.318 = 0.042 28
20.8 £ 0.2 4.272 = 0,041 52
21.5 £ 0.2 4.122 = 0.038 28
22.1 = 0.2 4.016 £ 0.036 4
22.6 £ 0.2 3.935 = 0.034 28
22.7 £ 0.2 3.923 £ 0.034 27
23.5 £ 0.2 3.785 + 0.032 43
24.0 = 0.2 3.704 £ 0.030 29
24.3 £ 0.2 3.664 £ 0.030 12
24.5 = 0.2 3.634 £ 0.029 8
24.9 £ 0.2 3.573 = 0.028 56
25.4 = 0.2 3.498 + 0.027 60
25.7 = 0.2 3.467 = 0.027 37
26.0 = 0.2 3.424 = 0.026 6
26.4 = 0.2 3.375 £ 0.025 8
27.7 = 0.2 3.224 £ 0.023 22
28.0 = 0.2 3.182 £ 0.022 11
28.3 = 0.2 3.147 £ 0.022 8
29.2 £ 0.2 3.056 = 0.020 4
29.6 = 0.2 3.020 £ 0.020 7
29.9 £ 0.2 2.983 = 0.019 28
30.2 £ 0.2 2.957 = 0.019 10

64— (G- -2 SR N FEEFEMEE -4-) —1H-Eg —2-FI R [1- (3-F IR ) 22
L ] B A CH R HE I XRPDU

26 (°) d 8] 3E (A) BE ()
6.1 = 0.2 14,436 = 0.472 17
6.7 = 0.2 13.099 *= 0. 388 61
11.0 £ 0.2 8. 039 + 0.146 15
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12.1 = 0.2 7.335 = 0.121 15
13.7 = 0.2 6.467 + 0.094 10
15.2 £ 0.2 5.828 = 0.076 38
16.5 = 0.2 5.363 = 0.064 18
17.6 = 0.2 5.023 = 0.056 59
17.9 = 0.2 4.949 = 0.055 37
18.4 = 0.2 4.818 = 0.052 32
18.7 = 0.2 4.743 = 0.050 13
19.6 = 0.2 4.529 = 0. 046 14
19.9 = 0.2 4.450 = 0.044 100
20,4 = 0.2 4.354 = 0.042 18
20,6 = 0.2 4. 318 = 0.042 28
03661 20,8 = 0.2 4.272 = 0. 041 52
21.5 = 0.2 4.122 + 0.038 28
2.6 £ 0.2 3.935 £ 0.034 28
22.7 = 0.2 3.923 + 0.034 27
23.5 = 0.2 3.785 = 0.032 43
24.0 = 0.2 3.704 £ 0.030 29
24.3 = 0.2 3.664 £ 0.030 12
24.9 = 0.2 3.573 = 0.028 56
25.4 £ 0.2 3.498 £ 0.027 60
25.7 = 0.2 3.467 £ 0.027 37
27.7 = 0.2 3.224 = 0.023 22
28.0 = 0.2 3.182 + 0.022 11
29.9 = 0.2 2.983 = 0.019 28
30,2 = 0.2 2.957 = 0.019 10
[0367] it fail 1 v ik AT ZRCHI AR S BEATET-IR (K15) o 4% A5 A5 B e 71 72 R 7
Fr

[0368] 7. xf4- (5—S—2— 7 P A FE ML E -4—3L) — I H-REg —2-F R [1- B-RURHE) —2-#¢
H K Bl sRCL E2 B (P T-TRIE .
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{2 E (em™) A
680 0.0389
694 0.0737
705 0.0203
723 0.0273
728 0.0245
742 0.0263
771 0. 0449
785 0.0527
845 0. 0479
865 0.0128
879 0.0232
922 0.0112

[0369] 946 0.0275
958 0. 011
985 0.0119
1000 0.0124
1076 0. 0649
1107 0.0183
1129 0.0245
1141 0.0322
1177 0.018
1219 0. 0554
1246 0.0238
1282 0.0279
1310 0.0342
1324 0.0179
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2% (cm™) A
1344 0.0144
1376 0.0239
1380 0.024
1389 0.0204
1413 0.0196
1436 0.0324
1472 0.0279
1498 0. 0254
1523 0.0543
[0370] 1551 0. 027
1574 0. 0371
1610 0. 0697
1643 0. 0865
2952 0.0153
29717 0.0167
3057 0.015
3178 0.0147
3229 0.0162
3294 0. 0171
3369 0.0161
[0371] 1t ] 1 v P sk i T2 XA A i #E AT DSC (l6) |, IF B s HAT 49239 C I S ikl
JE R R H R A2

[0372]  sgjfafsl4

[0373]  4- (5-&-2- AL FEME e -4-3L) - TH-ME%-2-F R [1- 3-& ) 2- 1 2

5] B e sRAR il %

[0374]  7£60°CHg4- (65— —2— 57 N B SEMERE —4 %) —1H-MEg —2-F IR [1- 3-SR HL) —2-

FRHL O B B G T ROV T B, 15 2P TR W AR L 22 12 60 CY2 AV R IR BRI T, 28
JE HRIE R K 4 G-F—2- A AR S e -4-FE) - 1H-MErg -2-F ER [1- (3-F ) —2- k&

LIV BERE T SRATE R 1 Ll 4 /T ot

[0375] B F , f£60 CHg4— (G- —2— 5 A HL ZU EME g —4-J) —TH-IE g —2-F g [1- (3-50K

5 22— R O IR BRI IR RCIE T Ol A3 BNV TE TR W K RE i 2218 1 60 °C % 2 R 5
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I IR R PRIE AR 04— (- -2 AL R IR I E -4—J) - 1H-IE s —2-F R [1- -5 3E) -
2— B OB ) B ) T 2CATE 1 1 i A /i
[0376]  BF , Kpd- (G- -2 N AL AL ML NE —4-J) —TH-Eng -2-F R [1- 3-8 ) —2-
Fodk 2 5L B RE Y T8 3CCHI 26 i AE 88 rh (K R 19 3 1 (IR B - R 1% L B R B R R A
IR E T TR o 4- G- -2- 7 L A FEMEE -4—F%) -1 H-Eng —2-F iR [1- B3-S4 -2
B LR W 1R 2RATE O BAT B B i/ N B R ) o
(03771 JHIEXRPD A #1432 4- (55— 257 I SR L ML IE —4—2E) — IH-IEE —2-FF R [1- (3~
HAIE) —2-F2 R 2 B TR KA (BIT) R aniE 7eb Bl s (KU B 7E e 8 L o 5% Hh g e 371 £
=9,
[0378] 58 5%f4- (55 -2 IR B AEALIE —4—F%) — I H-IEng —2- R [1- B3-S —2- &
BB B R w sRAWL S I IR XRPDUE

26 (°) d 17 36 (A) 5% E ()

5.8 £ 0.2 15.175 £ 0.521 20

5.9 = 0.2 14.992 = 0.509 22

6.2 = 0.2 14. 250 £ 0.459 16

10.5 = 0.2 8.418 = 0.160 100
03791 11.7 = 0.2 7.571 = 0.129 6
11.8 = 0.2 7.474 £+ 0.126 11
12.4 = 0.2 7.114 = 0.114 20
15.3 = 0.2 5.772 £ 0.075 1
15.9 = 0.2 5.587 £ 0.070 17
16.1 = 0.2 5.506 = 0.068 9
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CN 107406413 A HH :FS 58/68 U1
16.3 £ 0.2 5.440 = 0.066 6
16.4 = 0.2 5.393 £ 0.065 5
17.6 = 0.2 5.048 = 0.057 49
17.8 = 0.2 4.980 = 0.056 21
18.7 = 0.2 4.740 £ 0.050 9
19.8 + 0.2 4.478 =+ 0. 045 6
20.0 = 0.2 4.427 = 0.044 25
20,4 = 0.2 4.345 £ 0.042 10
20,7 = 0.2 4,291 = 0. 041 8
20,9 £ 0.2 4.249 = 0.040 7
21.1 £ 0.2 4.209 = 0.039 11
21.4 = 0.2 4.153 = 0.038 23
21.9 £+ 0.2 4.052 <= 0.037 17
22.4 = 0.2 3.963 = 0.035 82

[0380] 23.1 = 0.2 3.854 = 0.033 11
23.5 = 0.2 3.790 = 0.032 1
24.0 = 0.2 3.702 = 0.030 47
24.2 = 0.2 3.677 £ 0.030 23
24.9 £ 0.2 3.570 £ 0.028 100
25.3 £ 0.2 3.523 = 0.027 19
25.7 = 0.2 3.470 = 0.027 27
264 = 0.2 3.370 = 0.025 10
26.9 £ 0.2 3.317 = 0.024 17
26,9 = 0.2 3.307 = 0.024 16
27.2 £ 0.2 3.281 + 0.024 13
27.3 = 0.2 3.260 = 0.023 11
27.8 = 0.2 3.208 = 0.023 9
28.1 = 0.2 3.178 £+ 0.022 29
28.5 £ 0.2 3.130 = 0.022 43
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29.0 £ 0.2 3.082 = 0.021 9

[0381]
29.8 + 0.2 2.999 + 0.020 32

[0382]  %9.:4- (5-5—2— TR FL G FEAL g -4-38) — L H-IE g —2—-FR i3 [1- (3-5 083 —2-#2 0

] B T 2RA R 9% HE Y XRPDIUE
206 (°)

5.8 £ 0.2
5.9 £ 0.2
6.2 = 0.2
10.
11.
12.
15.
17.
17.
20.
20.
21.
21.
21.
22,
23.
24,
24,
24,
25.
25.
26.
26.

[0383]

H H+ H K B H B H H B+ H K H H B H H B H W

S e S PO PO LS L OSSOSO LSS S

d 18] 3E (A)

15.175 £+ 0.521
14.992 £ 0.509
14.250 += 0.459
. 160

. 418
. 474

114

. 587
. 048

980

. 427
. 345
. 209
.153
. 052
. 963

854

. 102
. 677

570

. 323
. 470

370

. 317

s

H

H HH HF H HF H FH H F B B H HF H H H

H B
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126
114
070
057
056
044
042
039
038
037
035
033
030
030
028
027
027
025

. 024

7% & (%)
20

100
19
27
10
17
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26.9 = 0.2 3.307 = 0.024 16

27.2 £ 0.2 3.281 = 0.024 13

27.3 £ 0.2 3.260 = 0.023 11
[0384] |

28.1 £ 0.2 3.178 £ 0,022 29

28.5 = 0.2 3.130 = 0.022 43

29.8 = 0.2 2.999 = 0.020 32
[0385] gyt 4] 1 Hp BT 3 5 JE AR BE A BEATFT-TR (BI8) o K M I8 Hh A 252 Bl (i e B 75 26
107,

[0386]  FR10:%F4- G- —2- A I FEME g -4-JE) —1H-MEng—2-F R [1- - IK3E) —2-
R 7 BRI TR AN S B I FT-TRIE

{2 % (cm™) A
679 0.0296
687 0. 0661
689 0. 0658
712 0.0619
729 0.0227
T42 0.0202
787 0.0614

03871 790 0. 0458
827 0. 04
833 0.0371
844 0. 0446
868 0.0259
877 0.0224
892 0.018
920 0.014
946 0. 0385
979 0.0103
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{2 % (cm™) BE
1001 0.0098
1042 0.0228
1068 0.0248
1094 0.0269
1122 0.0195
1163 0. 0564
1192 0.0176
1215 0. 0443
1237 0. 0651
1284 0.0295
1309 0. 0387
1329 0.0308
1345 0.0262

[0388] 1383 0.0214
1394 0.0227
1428 0.0288
1452 0.0369
1462 0.0366
1471 0.0374
1500 0. 0496
1537 0.0473
1573 0. 064
1599 0.0412
1613 0. 086
1631 0.0909
1648 0. 069
1823 0.0052
2734 0.0193
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12 E (cm™) 5% B
2939 0.0157
2972 0.0182
[0389]
3124 0.0184
3165 0.019
3250 0.0184

[0390]  fuus it 491 1 P Bk X6k QARG AR 3R AT DSC (19) , 3 H B /R AR R 2R /E0°C R
IKIEAL SR G AR AEZI61 CHIL36 C B ™ B A ORI E ) 2 TE g F 543 71 8 3. 0% Al
1.9% FIE S5, & B 21201 °C /YRS an B2 1 342k .
[0391]  Sjifatsl5
[0392]  4- (G- —2-FAFEE LM IE -4-3E) - 1H-IEg—2-F R [ 1- G- ) 2-K#& o
5] B R DI il 2
[0393] AR 4- (- —2— T N AL U AR ML g -4 %) —1H-IE g —2-F iR [1- (3-
ORI 232 3 2 B ) W sRA R 25 2% » M DN AEDNTIE S - 297 3430 I  AHAHIE S AA36.9 %6 4%
£1.0% TR BIRIAEL e AFET I, K a4 e D,
[0394]  7E—ANAHICHISEHE T v, ZEMROK A, - B-8 -2- 7 A AL 2 AR g -4-55) - 1H-
Mg —2— FR i [1— (3-SR L) —2-F J & 2 ] I e T QD ) AR it e A T A - IX R B N 45
W FERARIDIE AR B 1 R B it T AR
[0395] @ IEXRPDAr Hr4— (5 —2— 7 A Z ML e —4 %) —TH-ME g —2-F g [1- (3-&UK
5 —2-F2 2 T ] B e DRI FE S (B110) B 10 Fras I B FE R 1 LHR, B 58 H (1) U6 37
rER129,
[0396]  R11:%F4— G-F—2- 7 AL Z AL e —4-28) — I H-ME g -2-F iR [1- (3-SR ) —2-
F& 0k 2 BT Bt e XD WL 5 21 (1) XRPDU
o 20(°) d 1A $E (A) A %)

6.0 = 0.2 14. 688 + 0.488 66
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6.3 = 0.2 13.925 0.439 81
10.7 £ 0.2 8.247 + 0.153 50
12.0 = 0.2 7.358 = 0.122 42
12.7 = 0.2 6.981 = 0.110 36
15.6 £ 0.2 5.680 = 0.072 13
16.2 £+ 0.2 5.479 =+ 0.067 12
16.3 = 0.2 5.421 £ 0.066 29
16.7 = 0.2 5.303 = 0.063 11
17.9 £ 0.2 4,954 £ 0.0355 32
18.1 £ 0.2 4.908 + 0.054 100
19.1 = 0.2 4,656 = 0.048 9
19.8 = 0.2 4,480 + 0. 045 4
19.9 £ 0.2 4,455 £ 0. 044 4
20.3 = 0.2 4,382 = 0.043 3

[0398] 20.3 = 0.2 4.363 = 0.042 4
21.4 = 0.2 4,153 £+ 0.038 17
21.7 £ 0.2 4,090 £+ 0.037 60
22.2 £ 0.2 4.006 = 0.036 19
22.4 £ 0.2 3.968 = 0.035 8
22.8 = 0.2 3.898 + 0.034 4
23.7 £ 0.2 3.744 = 0.031 9
24.2 £ 0.2 3.683 = 0.030 12
24.9 £ 0.2 3.572 £+ 0.028 18
25.5 = 0.2 3.491 £ 0.027 9
25.7 = 0.2 3,468 = 0.027 13
26.9 = 0.2 3.309 = 0.024 6
27.2 = 0.2 3.276 = 0.024 23
27.3 = 0.2 3.268 = 0.024 17
27.4 = 0.2 3.258 = 0.023 29
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CN 107406413 A iﬁ 64/68 71
27.6 = 0.2 3.230 = 0.023 6
27.9 = 0.2 3.193 £ 0.022 9
28.1 £ 0.2 3.168 %= 0.022 18
28.2 = 0.2 3.159 + 0.022 14
28.4 = 0.2 3.137 = 0.022 7

[0399] 28.6 = 0.2 3.121 = 0.021 11
29.1 £ 0.2 3.065 £ 0.021 7
29.2 £ 0.2 3,055 £ 0.020 6
29.4 = 0.2 3.031 = 0.020 4
29.7 £ 0.2 3.005 = 0.020 6
30.1 = 0.2 2.967 = 0.019 6

[0400]  R12:4- (5% —2- R FE A FEMNE -4—3E) —IH-IE g —2-FR g [ 1- 3-8 2h) —2-#¢
B B ] B 2D I 5 HA R XRPDUE

26 (°) d 18] 3 (A) iRE ()
6.0 = 0.2 14. 688 =+ 0.488 66
6.3 £ 0.2 13.925 £ 0.439 81
10.7 = 0.2 8.247 = 0.153 S0
12.0 = 0.2 7.358 = 0.122 42
12.7 = 0.2 6.981 = 0.110 36
15.6 = 0.2 5.680 = 0.072 13
[0401] 16.2 = 0.2 5.479 = 0.067 12
16.3 = 0.2 5.421 = 0. 066 29
16.7 = 0.2 5.303 = 0.063 11
17.9 = 0.2 4.954 = 0.055 32
18.1 = 0.2 4.908 = 0.054 100
21.4 % 0.2 4.153 = 0.038 17
21.7 £ 0.2 4.090 = 0.037 60
22.2 = 0.2 4. 006 = 0.036 19
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24.2 = 0.2 3.683 = 0.030 12
24.9 = 0.2 3.572 £ 0.028 18
25.7 = 0.2 3.468 = 0.027 13
27.2 = 0.2 3.276 £ 0.024 23
[0402] 27.3 % 0.2 3.268 £ 0.024 17
27.4 £ 0.2 3.258 £ 0.023 29
28.1 = 0.2 3.168 = 0.022 18
28.2 = 0.2 3.159 = 0.022 14
28.6 = 0.2 3.121 = 0.021 11
[0403] 1S it 3] 1+ Ik o FE QDI RE i BEATFT-TR (B 11) o4 AL 1 1 e U 22 31 (1 04 51

#1391,
[0404]  F13:4- G- 2-F AR IEMIE—4-FE) —1TH-MEIE —2-F R [1- G-FRHE) 2§
F 2 FE ] B e DI ML B AP T- TR

{2 % (cm™) % B
687 0.0579
690 0. 057
698 0.0283
712 0.0567
728 0.0183
740 0.0162

[0405] 745 0.0172
750 0.0147
763 0.0177
787 0.0527
791 0.0353
834 0.0372
346 0. 0406
852 0.0298
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{2 E (cm™) %
868 0.0215
876 0. 0185
891 0. 0161
920 0.0113
946 0.0294
979 0. 0085
1001 0.0083
1041 0.0223
1067 0.0216
1094 0.0206
1123 0. 017
1163 0.0402
1194 0.0146

[0406] 1215 0. 0341
1239 0.0478
1284 0. 0248
1309 0.0269
1329 0.0212
1346 0. 0207
1382 0.0162
1394 0.0159
1451 0.0276
1471 0.0291
1500 0.0373
1537 0.0375
1574 0. 045
1599 0.0292
1613 0. 0585
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CON 107406413 A w Bg B 67/68 T

{2 % (cm™) & E

1631 0. 0652

1647 0. 0542

1823 0. 0044

ot 2736 0. 0129
2939 0. 0107

2973 0. 0115

3124 0.0113

3163 0.0111

3248 0. 0109

[0408]  fu1:siz it 51 1+ T3k 6] 1 DI S (34T DSC (B 12) , B 78 4 S A1 41156 F1204 °C HY
T FE AL BA B R VAR W T4 82 . DSCH TE FCARIDSC— B, B 13 S s 2 K E 1T P 26 A
HAE T ADHIDSCIR A2k H AAEAE Z Ab o R, DSCRF & T DA MK I T AR 4518

[0409]  sEjif5l6

[0410] it Hv BOGIG L 4 (B —2— 7 P AR 2 FE A E —4—J) — 1 H-MEng —2-F g [1- (3-3
ORI —2—FR i 2 B ] Bt e T 2RARTIC

(04111 724°C # 460mg /m1 14~ (542~ 57 L HE ML —4-J) — L0 2 R R [1-
(B-FRHE) —2-F2 B B | B G T XANIC S A 7E L1 RS - e I (90:5:5) WA )
ToE it o VSR 4B 1 o P 5o Bk ARt it AR B R VA 7R R AT P 2 3 DU E

[0412] 4 1000-1600cm ' f)F14H 45 a0 B 1 35k B o T AL 82 BI/E £ 1 165em )35
FE I RRAED o

[0413]  JH4950-1030cm ' F13# 45 S Wil 147h BT R o 5 sRAMEE B 7E 27983 em ' R HF1iE
W , 3 ELAH R OB BIAE L1987 em (I BERIFIE

[0414]  JA A SRR 1A K IR s ) M SE Tt T 52 5 AHLAE B A B g, A R W AN PR T ok £
AL LTt 77 28, HARGUIBE AR N ST DAAEAS I 88 A & B 90 R BORS AR A5 00 T 54T AN 9 5
SRR B AR Y

[0415] 5| FHIK 22 30k

[0416] 1.Kohno M,Pouyssegur J(2006) Targeting the ERK signaling pathway in
cancer therapy.Ann Med 38:200-211.

[0417] 2 .Kuby,J., Immunology,3rd Ed.,W.H.Freeman&Co.,New York.

[0418] 3.Lee DC,Webb ML (2003) Pharmaceutical Analysis.John Wiley&Sons, Inc.,
New York:255-257,

[0419]  4.Peterson ML,Hickey MB,Zaworotko MJFIAlmarsson 0 (2006) Expanding the
Scope of Crystal Form Evaluation in Pharmaceutical Science.] Pharm Pharmaceut
Sci 9(3) :317-326,

[0420] 5.Pierce Catalog and Handbook,1994-1995;Pierce Chemical Co.,Rockford,
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111,

[0421] 6.Remington,The Science and Practice of Pharmacy (3821 ,Lippincott
WilliamsfIWilkins,Philadelphia,PA.

[0422]  7.The United States Pharmacopeia—National Formulary,The United States
Pharmacopeial Convention,Rockville,MD,

[0423] A Hp i b 51 I 488 SCHRIF AN AR US55, B[R] H 58 S8 AE Ao 51—
FES
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