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B (D e S Pek L 2027 B2 ik A A — 520 &b, AR AR K2k (D 1
FECR 255 b AT AR T T2 A MR FR I HER 2SI - 2058 AR (K 1 7
R T RS TIRTT A RCER I (D ISk H 2 E ARk .

[0170]  ZF 5 — 50, AL B M—Fhal (D e &Pl 22 T2 ik, 67T
/B EE o 7 55— It 77 2, AR WA M—FiaX, (D) b S el 2527 e i1
TR R S e , Frh e BT HER2 S B 2R F/ Bk HER2Y 14 . 45 55— S ite /5
K AR I Ke— Rk (D B S e 2575 AT ez il , B R T RN/ s b aE
HrP R AE WHER2AN i 20 RA PRI AE o £E 51— 50t 5 S , AL WS K — Al (D b 59
s H 252 AT Rz ek, HOH IR T RN sk B e , F PP HER2 1 B 5858 JHER24 41/
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HER2SM . F-20 58 A A dra e 15 1 ividees « FLJee I g s bedee s -5 S KB E i 2 N
JBLgEE B Jges i JIeg K AU 5 s I e g B e < I  ilises A R &1 e o

(01711 A 55— 51, AL IS M— a7 A/ sk 75 b SCATEe M i Mol DL s ik , 1%
TTEAFER ARG i AR (D e S el L 2527 Pl fesz it

(01721 AE 55— 51, AL M—Fp=l (D b Wk 2527 Bl ez, R )7
A/ S T0B b SR M B M o

[0173] {5 55— 51, A AP R (D B Sl 227 bl e i R v i , FC 346
TR A/ BB SR EeE M s S L) 254 o

[0174] &b, AT TIACR AR SR 7 LA N e e M A A= Vs  (H AR Tt
[0175]  SLAUEBINIRAAE / YRR /T e - BN LA D JHIRE /e deR /e « S s S B 5% L B 1T (|
T TR A R e = 0 TR & IS BIRGED TR (B35 S5 AR « Bk bk
= (tonsillar pilar) Btk ikE (tonsillar fossa) JJREE) cFBHE ME (GUFE AT,
FATTS AT AR « AR R A (B4 /N

[0176]  fififrpdaasie / JFIEE /e e - U AnAE N i (NSCLC) (Bt 4niufaades R IR AN eI
JoRdes R AndeasE I AN e U ) /Ngfaitides (SCLC) Gl Z24mffudes S 4m
Nogea 2 A e A A i)

[0177] BRI TR Bl eh 1 R (R R R 22  ph 28R SRR 2 B Y
JeA AP BEAN IR RS TT AR AP RN IIR P R AN R BRI TRE) AR AT i b
TR (CELRERS I m MR IR e eg ARSI 4miesss) R IvRg CEahE B Rdeg « SR i B e T o
JRIRR IS EE) ~ TRIHHE I CEO4E 2120 214k R < IR D 9RE S B PR9RE ~ R vRORE < TR) B2 988 S TR AL
A VI LSRR RSO LPARE 2 €2 PR 2 I T PR3 TR LA PN B2 R LA AN B R S IR ES
ERE R A A EE AR ide R E TR

[0178] & )7 (GI) 1 WIeadiE /IR / Jee g - LA N (R JHIRE / eeded /i - B B (B ) Ve
JIEJFF M JHE (B4R T4 (HCC) |, 4n ) LEsHCC  £F4ERUZEHCC . & A EHCC R R 4R fignCe
B I AIHCC = 4 JIHCC 35 PNJREHCC AV MEHCC 5 FHFB: 48 5 MR A% 9o 5 M AL 40 e diad s FFa
JER IR 5 LT NI ~ I PN B2 988 T8 UL PR R AR b 2 0 - 21 4 IR~ v b 0 < g
(Klatskin tumor)) HAEJHAMEE /Mg (EFE+ 6% = W) K (B1EE ) 4
W B AL T KB % B 5E B 508 (GIST) ) IAPRAEGE 2 %0 (kg B I, (40 da &
A dEgeE (RCC) B BE4m it g (gl H4E -+ JeE (Wilms” tumor) ) B FHRAEREE AR HIAEI TR
(Grawitz tumor) ; ¥uFRE ; K5I, BUAN PR fie  PRAE b B2 Jee 5 JRAE , e e BRI i 41
JR s BT AR GRS 22 AR R K AR RO 5 bt B ER AR RO B R TR M) BA
=)

(01791 SEAUAIREE/ JHYRE /Jeeded < 9 QrokS iR 4madeg RS i 4 iades 5

[0180]  {RHesse/ s /e deE < 91 anon 54 o O A IR L -5 S ANSH S BHE 5 4k (B4
T E IR E ) (R /e /e iE 5

(01811 L5 HOsae e/ g /deedeg - Dl anFLies GR I FUIRE aa S JRE TURE  /INHHAR 28 i
St DRI LSRR BE DU R0 IR SR BHYE FLsee (BESIGR S2 AR BHYE PSR 2
PREAVEFLIED JHER2PHMEFL S  — FAVERLE il & Fr IR FL 59k (Paget’s disease of the

breast) ;
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[0182] [N ib R G/ IR /e e B LA B I IS / e I8 /8 « N 0 T HHOIR R
(FRUR e / g s LD e i R AT MR B ) ) HHCIR R R HR AR P e e /
) VB PR S B R R SedE /e e N IR (R FE R L 3208 R TR R B I
JUR A SRR  STUBH DK  JER 5 T HIRE Rl AR S JHRE PR 43 W g (PET s AES D AEMEPET L JiR
Z KA (PPoma) B WAZLIRE JIRS) 2088 LA TS MR IKIRE (VIPoma) A 208 VA 200 VAR
BRI 1988 (GRFoma) 2B I JBREY Tt 2298 (ACTHoma) ) &g g 5

[0183]  ARZHZUKIPYIRG A AN 220 PRIRE « £ 24k 20 21 AN NdeE B 5 PO9RE T8 LR SRS LI
TR 1055 PR IR EEL T PRI RO P EG AR (Kaposi’s sarcoma) < I BRIES L AN SIS
T B RIS RS o 4 R P e IR RS I a7 e £ 44 g« 5k 18 12 TR B 98T A T e 22 AN
B (MPNST) « J5Ukr 20 i Jh J8g o35 W1 40 Jif PR SR« 7 2R 40 i i 2 0 08 10 8 DA N R
(plexosarcoma) « fl 28 BN IR « AP &2 1 BEAN IR A& b B i AN JC SR R
(extraskeletal Ewing’s sarcoma) &9 Vi ANECE R EF MEY PR S TRIFHRE L 5K
AR PR L B FE PR B MRS ULAEIRE R 4 20 20 e/ N

[0184]1 % X PJRE - 20 R  PRCDR 200 PRS0 Y PRRE (B R Ot 1 PR  J
A R PR W AR B PR  TRD Y PR i PRE (e 55 1 PR B TS Y PRI
i A MR TRy PR /N AR Y R S RO RS S PR L S R IR (Paget s
sarcoma) ) «JJUSCECMYE (Ewing”s tumor) &1 E 4 eg Rl TURE  (A14E) L0 2L 4mies L 2
AEPVIRE V2R NN RS LA PN RS LA AR B B8 R BV B B
T8 TR PR ZF I B Ey BRA R 5

(01851 [R] Kz 384 « (A r B i [ i) FiZ 988 NG [ 2 97 5

[0186] K7 W JeeiE « 191 4n 56 JEC 4 o fee g - 6 DR 4 P feee  BR v /R G Al i Jie R (Merkel” s

cell carcinoma) 2 2004 (LFh RZ e B2 2208 R T 5o 22 20088 e rE DRI SR 20 W i
Ui A BEE M B 2SS TR SR 2 IR N B 2 e e A IE RIS a5

[0187]  HhdiXhiss A g MW B0 « Bl ST ANIeE ORI 2 T 4nteg - /N 2 2 4 it g
RIS BN R AT e B P AN R AT B4 L B4 i B P AN i A
i R TP ANl R IRE 4n it 24N « ph R B iR i 2 1 TURE S A i Jn
JogRE SR T AN 2 TORE == M R g Dk 2% P RRE R 2 4 R e
RREE R M BRAN MRS IR IS R AN iIeE « b 22088 AP T A Ied « eh 22 R4 R
PR SRS 298 (AN, W e 29) 1 B hee

[0188] bR E=L 987 A 11 I3 « 490 AnBAR o AR 2 77 < QR ER IR (NHL) CELRR /NP EE BRIk E2 9
(SLL) REL R Ao AEbh i g8 (LPL) 4R Mbk R (MCL) IREIE MR (FL) (oRyg i R 4nfie
WRET9R (DLCL) A3 EC IR 987 (Burkitt’s lymphoma;BL)) <TANEIAEEZF S ECIRER ((
FEARATIE R AR 98 (ALCL) « s A TR 1 I /bR B 988 (ATLL) K¢ BR T 40 B bk 2 98
(CTCL) - JH TNk ERSET (PTCL) ) \JARES B4R T4 bR E SRS (T-LBL) i A\ Tk E Jeg
IRCES BE 20 i PE B AN bR 088 (B-LBL) « %0 Be 41 i 987 1% 12 B 41 it 9k B2 Bk 1 0f o
(BehlorineL) 814 TRk B2 3k 5 1995 (Tchlorinel) BN/ INARE BRI MK JE (B-
SLL) « BZ IR TN LR (CTLC) < iUk M FAX R 22 25 Zeibh ELJRE (PONSL) S Be BRI R i 7y
0 (D) (RUFEES T PRIPREL BR b T 2R ¥ HD (NLPHD) 25 15k s (. HD (NSHD) <15 4 g 14-HD
(MCHD) & 5 RS BRIF) HLRUHD 2 PRES BK[JHD (LDHD) ) « KMUREARES BR 11 11995 (LGL) A2
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EHETE E IR (CML) 2V EBETE /B8 H I (AML) S PR ER Bk /IR 2 B4 1 1 15
(ALL) <2 VERE AT SE 40t 1 inps (APL) ASPEMREL BRI /REEME 1 15 (CLL) bk Bk
1197 (PLL) B0 105 A8 YR B /B 1 P8 (CML) T BESR I 4N« 2 A Vi i
Jeg (M) < AINIRE B & B AR ZEAE (MDS) 18 P i SRAZ R M I (CMML)
[0189] AL AKAIRAAE (CUP)
[0190]  HFAEAE T F AR RN R E (7 B/ IR 1 SCEe MM AT A i / VR / e B AR B4
IR g A L RS IR
[0191] R MR A i/ IR /saades nl it HCAH 20 B0y 8t — 2P IX 0y
[0192] | Rz, ANtk A idessis (SCC) (M 23aerg % MR 2 MRS < e R e oeg (B E
PR IR AT VIR R A e e IR b R gsaden) e (AC) (IR G R e - R RS
FLKIR IR 2 TR B A P U DR e /N s « B0 7 2m i M TR At it D e
2 AN s e 2 An i e R bR RIS « RV R B DR DR E S P ) RV
PRI BRI A eI R AR - NIRRT  ph 2 PN 40 I IR VNl saeeg « Bl ph 2
RS 5 TR 5
(01931 3 | Bz , BN PAJEE (ZF- 40 PR 0By PJRE S AL PR T3 UL PR I3 PRI
B 4TI PR IR IR ES PRVIRE < 21 AR 4 2 4R S IR0 ARG I AR S IR EEL A TR AR 2 AR R
JoE) SIREIRE SR R 0R A B 4T RS TR TR A I M A e R
[0194] {5 55— 51, A LAY ke —Fha (D A EWeld 255 F e sk, L ia9Y
/BT , HH R R S S g AR AR/ sk i S e BT S/ B S
TR %57 RN S B IR B4R 2
[0195] 13—y 1f, AL HEE J— sl (D) I G ek 1 255 B AT e 10 3k S anin A=+
RN/ Sl A i 5 T VR BT A A RN B S RO 2R T TR AN ek s iR AL A, TR
7 A0/ S B o
[0196]  AE 55— 5 1, AL IS M— a7 A/ sk P iE 1 5 1, Hodizos - e fs S5 4nite
AL RKAT R/ S m M S TR P ST AL 5 RN/ B U 7 T RN/ Bl S B T TR AN B R T 1k
P2 T D NS 20 F ez .
[0197] AL WA i AT Bk 55—l 25 AEC At 25385 M) Jo 41 15 1T, ok 25887
PRV IS A0 Y BTSSR BRSO RIE SRR 51, A0 20 40 S SR 4 061 71 et A A i o o 28]
e A S R B M A WAkl s
[0198] W] SGARIEA A B S YA & 46 2010 29 BIE PRV T 0 il ((EUANFRT) < 303 VR
KW Mpiisk &= (Pan, B E 2% (tamoxifen) FEHEKSY (toremifene) F5 4 Bl
(raloxifene) «iRAE T (fulvestrant) SRR HH H 22 (megestrol acetate) «Fi i
(flutamide) JEE % (nilutamide) b & (bicalutamide) . & &K
(aminoglutethimide) FERREAINZ2H (cyproterone acetate) AEHPHEZ: (finasteride) .
B  E AR (buserelin acetate) o FJfAFA (fludrocortisone) . g 2 HH 3L 52 i
(fluoxymesterone) « HER B2 (medroxyprogesterone) ELH Ik (octreotide)) 75 Ak
FRAHIFA (B, AR (anastrozole) FIZ M (1etrozole) FIFTHE (1iarozole) IR 2/ ME
(vorozole) K PHIEIH (exemestane) il fhFE4H (atamestane) ) - LHRHUE G 355175 (51
a1, BEe X FAK (goserelin acetate) E-EF 7 (Tuprolide) ) A=K A1 HH/ Bk H AT N &7
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PRI 771 (A=A R0 dnnafn IRAT A= A A= PR - (PDGF) R4 REAm it 2B KX -1~ (FGF) . Ifi.
BN A AR (VEGE) e fe A IR (BGF) RS ZAFE AR~ (TGF) A2 B2 A= KA F
(HER, B 4nHER2 \HER3 \HER4) M JH-4ia A KA -1~ (HGF) 1/ el Lk 52 440) |, 305510 2 181 4an
(F0) K AP (B A=K K52 R4 R T SR St 41 o1 571, 310 40 Y 22 5 B e
(cetuximab) \FHIEFEJE (gefitinib) FIiLJEJELJEA (nintedanib) (HE 8
(imatinib) FVMIRFE HEFEEE (bosutinib) « DI EEHT (bevacizumab) MfZEEE ST
LERBRPD s B Y (B4, PrihER A, B a0 H EERS (methotrexate) i &5 HH %€
(raltitrexed) ;Mg IS, 1 4N55HIRMENE (5f1uorinel) ; B M A 2 ; K55
fthi (capecitabine) M 75 PR (gemeitabine) ;A K JIREF 25D , 9] ANFRIENA LT 12 12
W sohrJiE (cladribine) KWiEfth T (pentostatin) ; KT (ara C) ; SlikHiiE
(fludarabine)) ; HrHIBEHTA 2R (BN, BIAR W, AP #4525 (doxorubicin) 24
(doxil) CREREUNBBIERIR I 2R 5P Rr (myocet) HERC REMIEIIPIS2) 14
Fb B2 (daunorubicin) <3 Z2tb B (epirubicin) KHiklb & (idarubicin) 2224552 -C
(mitomycin-C) .1H3E%E Z (bleomycin) %k H & (dactinomycin) « % F& &
(plicamycin) EEIREF 2 (streptozocin)) s SANTAEY) (140, %A (cisplatin) BLEE )40
(oxaliplatin) «£%4 (carboplatin)) ; Kefv7 (Flan, ML w]7] (estramustin) &S~
(meclorethamine) 27>~ (melphalan) & AF2K T #R (chlorambucil) [ IH4 %
(busulphan) . ik /REIE (dacarbazin) « 2R R I < 5 20 Bl TG g 3% 20 W g
(temozolomide) VAYIENR (B UIRF AT (carmustin) A7 E]7T (lomustin) ) JEERIR
(thiotepa)) ; HuAT 2253 B (PN, KA EMIR (Vinca alkaloid) , Bl a5
(vinblastine) v K#&HMZ (vindesin) « K-&HEE (vinorelbin) M-K-FHH R (vincristine) ;
JCERZH (taxane) , BILTACHEEAZRE (paclitaxel) 2 PUhIE (docetaxel)) ;I AR BAT
7 (a0, e S (tasquinimod) ) e 25 AR 77 s DNASS B Al 771 - PARPAIIA 1) A A
SRR (B0, % 18 % (epipodophyllotoxin) , BIAMKIEITH (etoposide) ML
EetT (etopophos) GBI T (teniposide) JIZNTIE (amsacrine) AAMNEHE (topotecan)
KR (irinotecan) GAFEEE (mitoxantrone) ) « 22 241K/ I3 2R I 4001l 751 (49140, PDK 1
et 790 Raf FHII 751 A-Raf S 1) < B-Ra £ 400 i 71 . C-Ra £ 4l 771 . mTORAM i 7] mTORC 1/ 241171
7 PT3KI 7] PT3Kod Il 55 BmTOR/PT3KAT I 7] STK 3340l 77 AKTI I 751 L PLK - L4751
751 CDK AP 551 BELYS P S ke el 771 (Aurora kinase inhibitors)) & 2RI NI ({7
4n, PTR2/FAKIARI ) 8 502 BAR A7) (14n, TAPTE A4 7] \Mc1 -1 \MDM2/MDMX) MEKAI]
71 ERKIII ) 771  KRASHIRHRI 771 (1911201, KRAS - GL2CHPHII ) A& PRI A4 il 1) (B4, SOS 141l
) SFLT3 751  BRDAFI 71 L TGF - IR 7] TRATLR2{IE G Be 1 - x LA Be 1 - 240l
1. Bcl-2/Bel - LA 71 ErbBAZ {40 7] . BCR - ABLAT ) 71  ABLAII I 751« S 4061 791 5 by 25
2 (rapamycin) 25 (BN, 4E 5] (everolimus) JIH X B A] (temsirolimus) k5 o]
(ridaforolimus) P42/ 5in] (sirolimus)) HERER G RAHRI HERER S2 AR 7] DNMT
il 751 \HDACHR 771 L ANG 1/ 24508 551) s CYP 1 743771 S TBCER 1A 245,50 25 A A A ) 771 s SR 7697 771
(BN o Ze i 2 A 750 (91140, CTLA4\PD1\PD-L1.PD-L2.LAG3 M TIM3E, 547 1/ e Bk
H, Btk A o hy (ipilimumab) VA 5T (nivolumab) Bl F) Bk 5 by
(pembrolizumab)) U FIEA A FHO40IE &M (antibody -dependent cell-
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mediated cytotoxicity;ADCC) ¥aom 7 (540, HCD33H T4 HiCD37H A . HiCD20%144)  T4H
Wz &1 (B, B0 SR T4n i s & -(BITEs®), 45 411CD3 X BCMA . CD3 X CD33.CD3 X CD19.
PSMA X CD3)  JHEg 55 1 S 25 Bl 22 16 97 751 (B AN Bl K A 7T (amifostin) Bl R4 ES
(anagrelid) . v¢ ZHEHPRF (clodronat) (AEME A] 5 (filgrastin)  FHEZ TP Fa LY
M (1eucovorin) AR (procarbazine) =Rk (1evamisole) F& w4/ (mesna) <
KA (mitotane) KRR EL (pamidronate) M MY E (porfimer)) o

[0199]  FE 55— 51, AL M—Mp 25 &9, Hou & 20—kl (D Mtk el di 25
¢ A SR AT Mz D — 2y |- a2 R

[0200] YR 55—J5 1, AL IS M—Mp2sal &9, A 520 (D itk el 2527 bl ke
X HIER M Z D — R A AR A KA IR/ s i A TS M D

[0201] G AL E RN RS , T4 T AR S & e 2 2 W
(1, H ARG 750 AU e AR S R KA R Rl T T (seenyiv,
iom.) N ROTAIR GBS D ) B DB 7 258 L FL) RN Bk AT B

[0202] Aot Re— ok 2 R (D I &5 2 RIE ) (o, T YRR 200 i
ARSI A2 5 AU MR R B S SR/ ST D TR KRR E S R il

[0203] AR AE FHRY (D B A0 Ve o Img 22 2000mg , {22610 % 1000mg »
[0204] ik PN (58 FH A A AR A R R A TS 00 D 9 1mg 25 1000mg , M adE 7E A~ [ k.

FITEAL N 5mg F500mg o

[0205]  SR1f, DR TR EE VAR 45 2045 IR I EE AR B WA AON 253 SR LAl 51
AR S 2T 25 RN TA] ol s TR] [R] B (R — sk 2 R e Lok (RIMraIT) |, AN Al R R 2L
48 o AL, fE— 25 00N (/N T S R i N R AR 2 B , e At
THO0 T AR ERR o M58 TRORE , fE— KNI H A AR INTIE R FTEUE .

[0206] JHHENX

[0207]  FAE AL HARTE SR TE R BAT ARGUSE RN GUE T ARSI NS K b NS

TEIE SCARIT, QAU Fh Air i T, BRAEAR SR 2, 5 I DA M ARE B e r
(2 XCHRESF LA M5

[0208]  7/F N SCE X HYHEEHT (group/radical) Bifhs i, il A 3L P 2 BT R e kil 140+,

Flanc, Sk e R A 16 MRkt (alkyl group/radical) .

[0209]  7E4[IHONH, S (0) +S(0) ,CN (f§(3%) .COOH.CF,CH, CCH. OCH, ¥ Pl , R4 K

A GO EEHAT B S0 B A 2R P S50 IRz .

[0210]  figr DAL 22 20 A2 TE S S AR I &9, WIHE A AR A — 15 0
N RMEE O B S ] U DR e e 2 AP Sy B

[0211]  HUAIER e 80h T e O sl U B I e B A 1 IR -

[0212]  RIE B 27 R T~ 2 B/ B - o e b, 5 28 FRHUNT/ B

[0213]  ORGE “QupE” ok “GOR” BARIEMSABHIRIA S Z NN R 4, U B & h

—AE LA ENL0EES (0) , (Hir=0.1512) ZAE 5 R R 40, 3R 14 IR -4

A, HrR A IR R O A4 o« R “AePAIE” B AR B A AT A T RE R A A

o

[0214]  [AIE, RiE Qe ol QIR QR DL R oRBIESE S, FriR S5 F A 2 3L, A R
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OOOOO@@@@@@
@@ @[gj@@@@
@D@o @O@Om@o

(o]

OO0~ 00 @C 0 @
[0216] (jgszo O:\s C]:)é?o Q:ﬁ> @} ©::>
R oo R

(jis> o‘\zo @HJ C[n] @(Sj @:gj
CL oy o O T oy

0]

CE ] N

[0217] ﬁ%iiﬁﬁ ﬁE’Jﬂ( T&E%?{%%ﬁiﬁélmquﬂ HAR SO Nk
SEH R — R ESOTER R E S

(02181 pASCRT FH, R “HURAY” BB TR e i BRI — A2k B i ik
R, SR AN R E R IIE R A, FLIRES AR e e 54

(02191 FARNF BIHE 1, 75 W ST ACUL A A K P BRI RS, 2838 RO 7 B A4 R i
i F H AR AR K FIrA SE AR SRAR R S E A R S LA A v (9 n R A 4 Xk
SR B/ 2R RS MANHBER , AR A F LT B I A R TR 54 S A S
FE AR TR 15 P B A A 1P S A R ORI A P A ST IR S iR 5 8, DL H T
Wy, BlaniE s SRR E ) o
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[0220] 1 , A ARME ASGIUSB AN I R & eI B, B Qi 43 BN B S ,
WG SR R A A PRRN/ il o S AR e B 5 R ER AT AR | 4 Sy kAl
1R o ARG A EL AR AT A A M X, Bl g e SN eI Ao i A, AN D'
FARTER AR A AN/ s 6 Tt o

[0221] Al ARG R, 1 A il o M ey B a5k (dn, il = oy
B EE ) 0 B HIE A A A S s Rl R/ s 68 T Rl (Bl n T
SR AR AT T VE BT SR e AR RS A VE AR ek ha) i

[0222] A, ARGISBAN DRAGE an i ook B AN BETR & il S R W S A Pl e &
Wy, B A TR E AR EJEAT 20 B0 R AN BER 54 , B B8 A 24 405 23 R o7
SNEBETR A, BlAniEd B ANE L S 5 6 R R B BRI B EX I A 2, B4 o0
#h, I ER RSO R S, Basd HDE TR B AT A (N RN S, B
JR B TR A R 53 B R R TR BDEL A , s A AN BRI ) 1774k o3 (fl4n, 1@
AR s S AEIE G AT T H R R ORI S8 25 WA TR gl B PR 28 i , sl i
R PETVERRIAE N & S RE T (iR0) Skt -

[0223] el “245 B AR AEACSOT TR A A R ER 2 I e N i HI 5 AR
R O s RIS i O R B At TR R A, H5 A AL/ U R AL
FCIABEEAL 54 kL AL S RN/ BRI R o

[0224]  pACSCRITE A, “2o b TR S k™ Se AR R S THE SRt AE M, o nd i
BRpAA SR ER AR bl Gtk o E LM« 255 b TRz R A St B (0 (IEANERT) Ak
BREE (BN (A LEA AR ER s BRI ZREL (BIUMARIR) BRER A AL -

[0225]  2%45if &, Wb SSER AR UL PRI ER  ARR R TR AT AR « CATR ST I —
MR JEHHAR (gentisic acid) «EPRMR SR DT T IR VS ARFR N IR AV 1R ik
1R 4 - HIE - FRBAIRR VRIR /KR« | PR ARIR M A FR o

[0226] A RBHR 2555 b AT 3252 0k T s B AP 0 12 H o A D PR B R P 03 1 B
EWE R — RIS , P2 ]l (X L SR S R sy B BT 205 S 8t i
UHIREER A KB VUG Rt CIR AR CRF NI B OB G TRk
kS

[0227] B bSO M AREE 3R A, st I -2 e sl AL WHE S P i HAA iR i £
(Bilan, =3 CIRER) WA AL B — o7 -

(02281 L PH iR B 3 3 1 L AT 6 RLEERAT 4k (1401, R* \R450) 19 v 20 R AREE AT /LR
BT IO AR 3 A (P M I PSR SCAC R I AL &, I B 5 R 25 A
R e A AT

(02291 pACSCRT i Y, AR TR Y7 A R0 S FR RE M S PO AR IR B TP Bl 2% X SU e
IR, BHEREIRTT A IR I — e SR

[0230]  GriA ST il T, ARHE “HiT2h” 5245 () 29 IIARIE R 2, BAE RN A0 Rk
A S IS PRI A 2 e R I, 5 (L1) R 1 S JOIG PR 2 A 2B TG AR
R BRI ERTID) o

[0231]  AGH “Hi 207 B AR B S W sim M2 U HA S S AT 2R ORI SR ok )
HoA e B L 2GR AR 2 i 2 2 /D — SO A WA« 2T 25 FA AT AR R R AT, B
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AU T A IR T, O B o A 1 i Hh K g sl s (e ik A s O B)
IS AT AR N P A LAAT B BHAE 51 ot R 25 B4 BR A S M i s
) o Hi 25228 DA SSRGS AU T RO 1) R e S M SIS S S i A vl
PE ER R FIRFEN TR)  SCGE R s B D BRI RGOy B I (B0, S8 DR 7K 1) 0/ ekl
I EIE T (Flan, S50 1 Bl bR — % 5 L 17 25 3 S B A 9 A s PR sl A~ B A i 1k,
BLAE— W25 N2 E I o 1 25 7] (0 ARSI L R0 7 7425 2 R B S P 25, B
iR A Textbook of Drug Design and Development,Krogsgaard-Larsen
H.Bundgaard (47) ,Gordon&Breach, 1991, 5l & 55575 . “Design and Applications of
Prodrugs” ;Design of Prodrugs,H.Bundgaard (4#) ,Elsevier,1985;Prodrugs:Topical
and Ocular Drug Delivery,K.B.Sloan (%44) ,Marcel Dekker,1998;Methods in
Enzymology,K.WidderZ: A\ (4a) , 584245, Academic Press, 1985, Bl & 25309-396 11 ;
Burger’s Medicinal Chemistry and Drug Discovery, 285)k ,M.Wolff (%) , John Wiley&
Sons, 1995, K I 2 B 1= M BB 172- 178 T M 58949-982T1 ; Pro-Drugs as Novel Delivery
Systems,T.Higuchi }V.Stella (4%) ,Am.Chem.Soc.,1975;Bioreversible Carriers in
Drug Design,E.B.Roche (%) ,Elsevier, 1987 AREE 51k, H& B PAS| I AT N
AR

[0232] QAT ), RGE “255 1 AT R 2 (A0 257 B AR A R AL SR 25, BAr &
PR W R YEmE PN A T T 59 A 2RI A S bt JoAS M S R o BN 5, S A g
b/ AL ZEARVERL , HAR U T HP0E i s DA RAE PTRRIG O N PR P,

[0233]  GUASCIT A, KRB “XEGFREY AE A HA Pe B S 1” 2 15 SEGFRAALL , %
HER2FH B = D3 A &5, Forp A S i D38 AT AE A9 ABA /F 355 43 BT ) A= W A sl
N RTIR A IR 2R RIS o3 A UE

[0234] YA, ARGE “PR B EGFREF ALY 5l “EGFREF AR LR A TEME” S F8 1L A%
EGFREF A= R ot (B e 5T - 01 2 T- 19R D38elE) |, H T AR5 2nBA/ F3ME5H 53 A (1 A=)
SIATERAN N AR (R IR 2R BRI S o3 A UE

[0235]  GUACSCIT i T, ARKGE “HATHER2Y G (s A& 45 Ho b 40 R B 1) 21~ ERBB2 2k
PR AR RIRAE o

[0236] AT T, ARE “FATHER 2 BE Rk SR e 45 H FPss i A A Tt
P AU/ Bk 53 BT ERBB2A5 {ERNA 3 7248 21 (1) 7K1 S HER2 Ve i o

[0237] QAT 11, K8 “AEHUHER2” J& 598 RUHER 225 11 o M A 28 A2 UDNAAE Ak
T QA ST 1) “HER 24D - 20 8 AR AR JEHEHER2 AN - 2054 U 85 1 o Je Pl 584 24
DNAZZAA

[0238]  JRif “HER2- SR (ARadE” Bl “HATHER2 AR IRpsadE” s Fi H v 2 it ke Johoeg i it .
A EIEEAIR TR 2 A7 Y 2SR [ HER25EAR R o

[0239] QAT H, R TE “HAGHER2AME - 205848 HRAE” 5 “HER2A/M .- 20 5 48 A
E” & FR e 40 sl g 4 i B A G R EAS PR TR b AT 71 R I 28 22 1) % /D —ASHER 24
20 5L I FE o

[0240]  ERBB2 (HER2) SN~ 20 4 i a 1) — 500 HYE I T 2 3R 769 835 - Ky St [X
A 25 5848 FR N I il Bl e e SOR g SR LP T 1) O SR O AN 1205848 o B 40, B
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HER2ZALA 7 A1 T R R 2 TSI O SR AR (S - 209l o
[0241] 31 .ERBB2 (HER2) SME 1-20548 (“p” L HEHER2 2 150

p.A772_G773insMMAY
p-Y772_A775 dup (YVMA)
p.A775_G776insY VMA
p.Y772insYVMA
p-M774delinsWLV
p.A775_G776insSVMA
p.A775_G776insVVMA
p.A775_G776insYVMS
p.A775 G776insC
p.A776_delinsVC

[0242]

p.A776 delinsLC
p.A776_delinsVV
p-A776_delinsAVGC
[0243] p.A776 delinsIC
p.A776_V777delinsCVC
p.V777 insE
p.G778_P780dup (GSP)

[0244] K2 B HIAEHER2ZEAR (“p” /& FRHER2EE (A 5)
[0245] [, s310F
'R678Q
L7555
.S310Y
V8421
D769Y
D769H
R103Q
610565
1767M
L869R
L869R
17331
_T862A
V6971,
"R929W
D277H
D277Y
.G660D
[0246] 5 HIF

T | |©|T | |T|T || |T|T|T|T|T|T|T|T |T|T
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APCI kA ENFELH
aq. R
Boc RT R AEHEE
DMF N,N-=—F & 7 Bt
DMSO ZF AR,
ES LAGE S
ESI A E LA
FBS Ha 4 o i
h B
[0247] HPLC = 2 ik AR B AT
LC iR AR BT
min il
MS T ik
MSD & AR AR 35
RP B AR
sat. yaAe
tert Bl
THF v 5K
TLC B BT
{Ret. # g B )
[0248] UPLC #3 8 AR AR B AT
uUv 4N 2%,

[02491  afixsk DA B o4 S , A A B RHIE S U AR AR AT 1 11 2 L , 1 28 S e 9 il ) =
BB A B R B R AN H s «

[0250]  ARYEA LI Sl 25

[0251]  fFEE

[0252]  FJfifi ARSI E AR 03 2 AT HAC BT AL ROk AR B 5 O TR SR AR AR e A
RIS K LR TRl o et , DL R S 58 0 RE CREBI & A0 SR 56 803 Fh BT i) 19
H 8 T AR T AR SRR S ARG 00 N, AT RN E BRI AT AR ot AT (5 ]
AREIUSBER N DI HUEAE AL AR E AR AR ) SN )5 TR AR R

[0253]  JJ- il S AR I A A W A0 S ) — MR BN TAHFFE LA T 7 SR AU R AR B
BAAF I 25 W o P SRR AN S R AT 13 325 1 88 s T A S DL sA R Bl ke il 25
SRR o RIS T A PR P L A SR SR AP b sl b TR R AT A Y R AT o X 8 PR 4P 5 AT T
T FHARSIUIEAE RN GBI 7 TR AR BN PR R 15 o B AL R 3

[0254] S 5 5 K i BOE AR RN

R R Ri’ R! Rr
F 0 0
0255
: ] Ox O 2 H,N 2
|
0 o
kS B c

[0256] &1 ALEWICHIG K
[0257]  ARIEA K BHIOA S HC R B S RIS A 3K (A) MBS 66 A, A IERUR
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IS RE K Bt T 0 i 2 o it S R R S R DA A B0 B C (S BT T shikawa % A,
J.Med.Chem.2011,54 (23) ,8030-8050;McDaniel % A, J.Med.Chem.2017,60 (20) ,8369-

8384) .
OYO
OH HN OH
I 6
& ~ NN N\‘//N | N
NX N N /)
N
D E-01 -E-02
[0258]

F-01-F-04
[0259]  JyZ2. TG Mt & WP -01 £ F- 04—k i1
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1 R3

|

0

Cl ” =

A
/Sﬁ) ) —_— P s i | X
R Z . N/)
G H-01 - H-06

1 Rf’ \l/ RT Rl
0 0

J-01 - J-06 F01-F-13

|
& X

H
o )
N =
F-14 -F-19

[0261] 7553 I T mu b AR - 01 5 F - 1971 — g2
262 A B T A B L5005 (5 Y ang A
Bioorg.Med.Chem.Lett.2016,26 (11) ,2589-2593,Wan®: A ,0Org.Lett.2006,8,11,2425-
2428) MY ARIE A A WL S WF TR MR — ik 22 b S G & B, i i b & PG AR
TRV G D anWangZE A\, Bioorg . Med . Chem.Lett.2016,26 (11) ,2589-2593, Wan%:

N,0rg.Lett.2006,8,11,2425-2428) B HiSEmm b HaE A AT sk, H BRI Bk A
AV BB (LA anDel BelloZE A, Bioorg.Med.Chem.2015,23(17) ,5725-5733) »

31



CN 118388495 A i';ﬁ HH :I:; 26/63 TL

\k R‘ R3 R1 R3
| I
(0] (0]

OYO /Ej /fj
HN R? HZN R?

[0263]

101 - 113
[0264]  J5%4a AL WIT-01%1- 135’]/\52

“T’W< "
N i

F-14 -F-19 K-14 - K-19
[0265]
o R1 R
|
Y\ 5
N
o )y
HN R?
N N/)
114 - 1-19
[0266]  J5Z4b AV S WIT-14ET- 1905 5K

[0267] *E?Ezliklfﬁﬁfﬁ (D AL E AT L SR 52 Boc R4 A IR 28U
(10 M 25 P 4P LB e 55 P9 M TG S 0P A R I O S R Al (Z A N Zhang 55 A,
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Eur.J.Med.Chem.2019,178,417-432) ,

[0268]  [RARSS A UL , o5 WISl P A0~ S8 == vh s I 5 A T S PR RE B b e A T
ISR o 505 25 SR SRy U IaM R A AE PRAPPESART , ELS IR R SN S A5
FERAPIE SR R M T

[0269]  ARPHECASHIIMAE F# A AutoNom (Beilstein) BkMarvinSketch (ChemAxon, = ik il A
17.24.3) kg AAREA L I & b E W 850 30 AR OR, WIAE AR o
GO0 T, LA 2Ok

[0270]1 50 (1) I-01 % T- 19/ Sl & M FhIRMAC S N SCRIAR I & BT TR Rl £,
HE BRSBTS RIS XX B8 5 7 B AR A R DR B, 1 ANPR i H e f
N8 ST IR S PIRTE - AE A AR GG L S P £ IGO0 N, BB A4 ek
HAE AR T I A BOR ARl A] 2880 T A BRI s A S iR 5 ok il 25
B B X S SR AU L AEA REREAE I o SCHR A TR O B P AR PR N - i s
2% o

(02711  E#r

[0272] 3 = ETIAE FiMer ekl B (A DO R RIF-254) 1 LSRR 60 TLCAR
P17,

[0273]  SZEFIY APl & M ms FE 24T (RP HPLC) £F FLAT HiWaters (484K SunFire 'Prep
C18,0BD""10pm, 50 X 150mmk SunFire "Prep C18 OBD''5um, 30X 50mmukXBridge "Prep C18,
OBD™10pm, 50 X 150mmik XBridge "Prep C18,0BD"5um,30 X 150mmikXBridge "Prep C18,
OBD"5um, 30 X 50mm) & YMC (%4 F5%:Actus-Triart Prep C18,5um,30 X 50mm) {3 (KA1
AgilentskGilsonZ % 1T,

[0274]  A[EIBBEIIH,0/ LG Belli b S 4 T-Agi Lent 54¢ , K45 % BRI SUTH (20mL
HCOOHZE 1L H,0/ZJf (1/1)) ds iz /K (Bt 252 ok T-Gilson &40, #40. 1% HCOOHZ N
K,

[0275] X} T-Agilent RGAEMESS A NIRRT, B FHH,0/ CIEBEEE K5 % etk i ol s
I ZREEGEBEAIh Ohf T 1L/ B ], 50g NH,HCO,+50mL NH, (25 % TH,0H1) +H,0) o % T
Gilson A%, KM FH5mL NH,HCO A (158gF-1L H,0M1) K 2mL NH, (28 % TH,0H1) £
Ji, FHH,0%h 58 2 1L,

[0276]1  Fr{si FTIIHPLC-MSEFFE K [ Waters (XBridge™ C€18,2.5um,2.1X 20mmakXBridge
C18,2.5um, 2.1 X 30mmikAquity UPLC BEH C18,1.7um,2.1X50mm) \YMC (Triart C18,3.0u
m, 2.0 30mm) A Phenomenex (Luna C18,5.0um,2.0 X 30mm) .

(02771 HPLC- Jyui i/ UV - Yl & 72

[0278]  {fi HHHPLC-MSHEE (HAT i A I 2% 10 s RO AT 77 A2 T SR AEAR A & W 1)
SHEGIE AP B ] /MS-EST o I BHEE AN Bt 5 s R REIN TR e, =000,
(02791  Jjik1

[0280]  HPLC Agilent 1100/1200 & %;

[0281] MS 1200 A& A1LC/MSD (MM-ES+APCI+3000V, Quadrupol ,G6130)
[0282]  MSDI 514 H FHi1E150-750

[0283] %5kE Waters; 2445186003020 XBridge BEH C18,3.5um,30
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X 2. 1mmEAE, skWaters ; 244544 5186006028 ; XBridge
BEHC18 XP,2.5um,30X 2. Immf§ 4+

[0284]  BEMiF] SmM NH,HCO,/18mM NH, (pH=9.2)

[0285] B: 2 (HPLCZK)

[0286] A& IHLE UV 254nm (5588, 2 1))

[0287] ¢t Y : 190-400nm; 2> K- : 2nm

[0288] IR >0.0031min (0.063s) (80Hz)

[0289] 74} 0. SULARIETE LY

[0290]  yiik 1.4mL/min

[0291]  AFFEIRE 45C

[0292]  FfpJE 0.0-1.0min 15%—95%B

[0293] 1.0-1.3min 95%B

[0294] {2 FEA] 1. 3min

[0295]  Jjik2

[0296]  HPLC Agilent 1100/1200 % %:

[0297] NS 1200 2 41LC/MSD (API-ES+/-3000V, Quadrupol ,G6140)

[0298]  MSDifl =44 JH 1£.150-750, 741 11150~ 750

[0299]  “%kk YMC; 145 TA12S03-0302WT ; Triart C18,3um,12nm;30
X 2. omm AT

[0300]  Jfi) A:H040.11 % HIR

[0301] B: ZJi5+0.1% Hf& (HPLCZ%,)

[0302]  A&lliH= UV 254nm iy 5510, Z35 X [41)

[0303] ¢t Y : 190-400nm; 2> K- : 4nm

[0304] &5 pT >0.005min (0.1s)

[0305] 74 0. SULARIETE LY

[0306] Vi 1.4mL/min

[0307]  AFFEIRE 45C

[0308]  FfJE 0.0-1.0min 15%—100%B

[0309] 1.0-1.1min 100%B

[0310] {21 A] s 1. 23min

[0311]1  757E3

[0312]  HPLC Agilent 1100/1200 & %:

[0313]  MS 1200 2 HIILC/MSD (MM-ES+APCI+/-4000V, Quadrupol ,G6130)

[0314]  MSDifl =4 JHH 1£.150-800, F34i 11150 -800

[0315]  “5kk Waters; /45186003020 XBridge BEH C18,3.5um,30

X 2. 1mmEAE, skWaters ; 2445445 186006028 ; XBridge
BEHC18 XP,2.5um,30 X 2. ImmEAE

[0316]  Pfi ] SmM NH,HCO,/18mM NH, (pH=9.2)

[0317] B: 2 (HPLCZK)
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[0318] A& lliH= UV 254nm (7 558 , 275 )

[0319] S JEH : 190-400nm; 25 K- : 4nm

[0320] s >0.0031min (0.063s)

[0321] 74 0. SULARIETE LY

[0322] ik 1.4mL/min

[0323]  AFFEIRSE 45°C

[0324] R 0.0-1.0min 15%—95%B

[0325] 1.0-1.3min 95%B

[0326] {E A2 1. 3min

[0327]  Jjik4

[0328]  HPLC Agilent 1100/1200 %%t

[0329] MS 1200 & #JLC/MSD (API-ES+/-3000V, Quadrupol ,G6140)

[0330]  MSDifl5 4 JUHIE150-750

[0331]  “&kE YMC ; Z44- 2 5 TA12S03-0302WT ; Triart C18,3um, 12nm;30
X 2. OmmEF+:

[0332]  PifiiFl A:H,0+0. 11 % FIFR

[0333] B:MeCN+0. 1% FIf% (HPLCZR)

[0334]  FGlIH= UV 254nm iy 5510, Z35 X [41)

[0335] ¢ Vel 190-400nm; 2 - : 4nm

[0336] IR >0.005min (0. 1s)

[0337] 74 0. SULARIETE LY

[0338] ik 1.4mL/min

[0339]  AFFEIRIE 45°C

[0340] R 0.0-1.0min 15%—100%B

[0341] 1.0-1.1min 100%B

[0342] {21 [A] s 1. 23min

[0343]  J57k5

[0344]  HPLC Agilent 1260&%:

[0345] MS 1200 & #LC/MSD (API-ES+/-3000V, Quadrupol ,G6140)

[0346]  MSDIF A EL FHE/ $1120-900m/ z

[0347] & Waters,Xbridge C18,2.5um,2.1 X 20mm &

[0348] P A:20mM NH,HCO,/NH, pH 9

[0349] B: £ JGHPLCE,

[0350] A= 315nm (H5 %5 170nm, 2% ¢ H])

[0351] g JuHl: 230-400nm

[0352] &% <0.0Imin

[0353] 344t BULARIETF LY

[0354] R E 60°C

[0355]  yiik 1.00mL/min
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[0356]  FpJE 0.00-1.50min 10%—95%B

[0357] 1.50-2.00min 95%B

[0358] 2.00-2.10min 95%—10%B

[0359]  Jjik6

[0360]  HPLC Agilent 1100/1200 & %;

[0361] MS 1200 2 41LC/MSD (MM-ES+APCI+/-3000V,Quadrupol ,G6130B)

[0362]  MSDIlSi&H FHEIE/ 11150-750

[0363]  #5kF Waters, &4}-2+186003389,XBridge BEH C18,2.5um,
2.1 X 30mmiEFE

[0364]  PHi A:5mM NH,HCO,/18mM NH, (pH=9.2)

[0365] B: 2 (HPLCZK)

[0366] K lH = UV 254nm, 230nm, 214nm (5 558 , 2 I [4])

[0367] i YOIl : 190-400nm; $64% : 4nm

[0368] I Jir >0.0031min (0.063sMu N [F], 80Hz)

[0369] 74} 0. SuULARIETE LY

[0370]  J#igk 1.4mL/min

[0371]  AFFEIRE 45C

[0372]  fpjEE 0.0-1.0min 15%—95%B

[0373] 1.0-1.1min 95%B

[0374] = FINTRE] 1. 3min

[0375]  Jyik7

[0376]  HPLC Agilent 1100/1200Z4%)

(03771 MS Agilent LC/MSD SL

[0378] AL Waters X-Bridge BEH C18,2.5um,2.1X30mm XP

[0379] VL A:5mM NH,HCO,/19mM NH,/H,0;B: ZJ}5 (HPLCER)

[0380] A& illliH= MS : R M 5

[0381]  JEiEyEfH 100-1200m/z

[0382] ik 1.40mL/min

[0383]  AFFEIHIE 45°C

[0384] R 0.00-1.00min:5%B—100%B

[0385] 1.00-1.37min:100%B

[0386] 1.37-1.40min:100%B—5%B

[0387]  Jjik8

[0388] HPLC Agilent RRLC

[0389] MS Agilent Technologies-6130Quadrupole LC/MS

[0390]  MSDIf 54 FHET0-1200, 461 70-1200

[0391]1 &kE X-Bridge C18,4.6X75mm,3.5um

[0392]  JEliF A:10mM NH,HCO,/H,0;B: £ Jif (HPLCZK)

[0393] A= UV 215/254nm (7 554, 255 14])
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[0394]
[0395]
[0396]
[0397]
[0398]
[0399]
[0400]
[0401]
[0402]
[0403]
[0404]
[0405]
[0406]
[0407]
[0408]
[0409]
[0410]
[0411]
[0412]
[0413]
[0414]
[0415]
[0416]
[0417]
[0418]
[0419]
[0420]
[0421]
[0422]
[0423]
[0424]
[0425]
[0426]
[0427]
[0428]
[0429]
[0430]
[0431]
[0432]

Jeik

e B8
A
i
AR
e

J319
HPLC
B
DT
it
AR
S

Jrik10
HPLC

MS
MSDIH 5 B
(Eg=s
Belis
oRlLREEST
TGtk
iRt
R
s

JriE11
HPLC-MS
MSDIH 5% 14
B

Y : 200-400nm; 25K : 2nm
>0.1min (2. 0sHA RN [A]) (2.5Hz)
4. 0uLiE 5, A=Kk

2.0mL/min
35C

0.0-0.2min:10% B
0.2-2.5min:10%—75% B
2.5-3.0min:75%—100% B
3.0-4.8min:100% B
4.8-5.0min:100%—10%B

Waters Acquity-UPLC-SQkll#E-2
AQUITY UPLC BEH C18 1.7um,2.1X50mm
A:0.07% R/ IE:B:0.07% IR /7K

0.6mL/min
35C

0.0-0.3min:97% B
0.3-2.2min:97%—2% B
2.2-4.5min:2% B
4.5-4.51min: 2% —97%B

Thermo Scientific,Dionex Ultimate-3000
Thermo Scientific LCQ FLEET (Ion Trap)
ESIMODE, 474 1F . £1100-1500

X-Bridge C18 2.5um,4.6X50mm

A:10mM NH,HCO,/H,0;B: M (HPLCZR)

TERE

YU 200-400nm; A A=+ 215 M 254nm

1.0mL/min
35C

0.0-0.80min:5% B
0.80-4.0min:5%—75%B
4.0-5.0min:75%—98 %8B
5.0-6.80min:98%8B
6.80-8.0min:98% —5%B

Waters Acquity- —JCia & Has-UPLC- SQFE %S -2

FHEE M 11100-1500
AQUITY UPLC BEH C18 1.7um,2.1X50mm
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[0433]  PE/iis] A:0.07% HR/ LG 3B:0.07 % IR /7K
[0434]  ASHHLE THEEA
[0435] St YO : 200-400nm; fiff#fr: 1. 2nm
[0436] 74} 0. SULARIETE LY
[0437] ik 0.6mL/min
[0438]  EATILE 35°C
[0439]  FfjE 0.0-0.40min:97% B
[0440] 0.40-2.50min:97 % —2%B
[0441] 2.50-3.40min:2%B
[0442] 3.40-3.50min:2% —97%B
[0443] 3.50-4.0min:97%B
[0444]  {L5WICI Ak
™
N""\\N \NIQ\N

[0445] — e—

oeri S [

I NH,

[0446]  B-011195 A%

[0447] 45 1-HIEL-1H- 2R [d]BkmE -5 (500mg, 3. 38mmol) 1 -3 -2- FHEL -4 - B FEOK
(681mg,4.39mmol) M ARFLEH (1.16g,8.44mmol) [YDMF (5ml) ¥R AES0C N it HE6h ik 4 [ M
TG L Pm i A E AT (Si0,, RO/ LIRS 4lift .

[0448] T AT R R EOE S B A 1B-02%8B-09 (K1) .

[0449] 1
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N tRet
5% 3649 £ 20 [M+H]* | F#
[min]
o]
B-01 | 125 | 284 5
& -
0.
B-02 \G::\> 041 | 294 2
[0450] & \
o/
o N
B-03 \©|:\> 1.09 | 300 5
N
-~ N
s \
Cl
O
B-04 m 266 | 304 8
0\1-
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F
0.
B-05 - 0.50 | 308 3
0\ \ "--..../ .
I Cl
o
i =
B-06 | | 050 | 271 3
= \
. L/
o N
[0451] B-07 = »—> 2.35 281 9
N N~
&
- 25NN
B-08 o \N\/> 1.15 | 270 5
&
0. l\ \
B-09 | oy 7 1.13 | 285 5
& ‘

[0452]1  C-01 K C-05[175 )k

[0453]  J57k1-C-O1[& A%

[0454]  ¥B-01 (950mg,3.35mmol) K 10% Pd/C(100mg) (1), f% (10mL) /THF (10mL) IR AF
LUSGUE BB FAE18-25 CIUIRE Rt Pl24h RHR S IR Y , HLAE 02 ik«

[0455] ST b SOF ORIT AL BOR & et 5 H0C-03 & C-06 2£C-08 (R2) -

[0456]  J5{k2-C-05[f) 5 Ak

[0457]  ¥4B-05(250mg, 0. 81mmol) %k (226mg, 55. 8mmol) E:IF T 25 K MUFINH, C LKA
W CREFITAS SO TR S PE0 °C N i /NN, HLFE S AR 18- 25 C I R4 HE 16/ NI o 71 e
T F IR SR G, FLAE B S A IS I TS AR A AR S R AL B T R —
BB .

[0458] ST 3O ORIT AP B A At 5 HC-02.C-04 . C-09 (GK2) .

[0459] &2

% 4 tRet [ ]
ﬁ h ]\1 ]l’ + f}‘*
[0 |60] ﬁ'? [mill]
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[0461]

[0462]

[0463]
[0464]

0.
N
C-01 /J::::I:;\\[:::]:::> 0.98 254
HoN \
C-02 Om 0.37 264
H2 \
0/
0 N
C-03 /@’ \O:\> 084 | 270
H N
N \
Cl
0.
C-04 m 043 274
HN
F
o]
C-05 “Tji:jff:> 043 | 279
4
HoN e
O
C-06 ZNF 0.86 241
H A
2
C-07 O~ 1.90 251
H X H/
2
0.
C-08 ~ :it> 0.93 240
HzN R : /
O
X
C-09 M[ié]/ l N 0.85 | 255
—
H, N \
WEWIFIE

IR L5 U S F U5 5€2)
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[0465] =1

Y. o
oY o ¢
il e W1

[0466]  E-011195 A%

[0467]  ¥t6- HIEAIERL (1, 3] “WREL[5, 4-d]mang -4~ (BRPEW097328801I 55 116 - HH I fiff
P L E - [5, 4 - d ] W0E -4- 2, D, 21 1mg, 1. 00mmo1) M T F&-N- (WRIE -4- 55) 2 5E RIS
(246mg, 1.20mmol) [ MELE (4mL) FSIRAE 1L N 16he AR N i IS T 1, Hal
SEEAEEAT (810, S HE/ FRERR ED) A 4 o

[0468]  RAUT L XHT RIS G B G HIE-02 (5R3) o

[0469] &3
5 749 tRet
8 IM+H]* | Fik
%5 [min]

[0470]

\]/ )
0.
E-01 7])\@ oH 093 | 347 5
(o] \“/ﬂ\\ X
Ne o N/)

OH

o | e |0 g | 2@ | 3
0]
Y
N = N/)

[0472] F-03[& %
[0473]  H{E-01 (200 mg,0.55 mmol) A Jf— M- 1-FLA{ R = (MRS L) 8 /S £k
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(441 mg,0.83 mmol) K 1,8- "KL AFIA[5.4.0] 1 —hk-7-% (126 mg,0.83 mmol) [HII/K
THF (4 mL) PA7AF 1825 C IR E R B30 8. s IC-03 (205 mg,0.66 mmol) [ JC/KTHE
(1 ml) AW, HRHEGIAETOC MiHEL6 ho fE LSRRI G 1), il i) 25 2R S AHHPLCA]
e Ie v

[0474] T PR BRSSP -04.F-06 F-12 (556) .

[0475]  ARAE—REE 2GR (U5 %3)

N/
N/
Jéfo
cl HN
S AN N AN
e I e i
NF N/) N~ N/)
[0476]
v ¢ F“

@? ﬁj
\r)_.

)
(04771  H-O1[K &K
[0478]  B48-%(-2- (Hfidk) msngE 3f (5, 4-d]msngE (500 mg,1.97 mmol) K C-01 (492 mg,
1.97 mmol) [F) 5 ARE (10 mL) iR AES0°C MHES he il b JEWRITIEY, Hal ok AT =
BT (810, S HT/ AR D) Sl rL = LA#3- 2 7 4H-01 .
[0479] AT b BOR G AL S IH-022EH-06  (554) o th ATl ¥ S N TR G900

M TAPIEA S KEZ N AR R A NUE , BRSO Pok o 8571 -
[0480] K4

I‘.ﬂ_
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54 tRet
5 _ | IMHH]* | FE
&5 [min]
H-01 I : ( N 0.45 430 3
: s N=/ !
B
T;@
N
0.
H-02 | o \QN"’ 2.47 441 9
s\ﬁu,\ . N=/
N = /)
N
(0]
H | —
H-03 é \/ 439 450 10
YN <N
Nao "\J
N
& i~
|
H-04 | " \N\“ 059 | 417 3
S NJ ’
7 Y
e ~
ﬁo | E
H-05 1.82 427 11
H
| )
S N
Y
PR
0] e a
H % l —
[0482] H-06 | \— 233 | 431 9
ﬁlfq\ XN
v A
[0483]  J-01[5 Ak
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TE5°C A H-01 (860mg, 1. 80mmol) [ — 5 FAKE (30mL) A3 RS iR Sl 8 FHPR
(77% ,444mg, 1.98mmol) , FURF SN TR A 0/E 18- 25 °C UM & I e 2h o (A8 I AINaHCO, 7K

[0484]

IR (200mL) , OB /KEH

FRBAERCE TR

S IE AT FPIRGE LT - 0L At — P A BT 2P 3R
RANT F s P ER A A 5T - 0222 -06 (45)

[0485]
[0486]

[0487]

SR K% , T AR (1g,S0,) |

%5
*iﬁl tRet 7
84 ) [M+H]" | F&
&5 [min]
QO
AL |
J-01 | 0.46 446 3
L
0.
J-02 | y \Q«# 135 456 1
O&S\“/N\‘ Ny N=/
L
o]
303 I i - | 229 | 466 8
04S\|//” A N=/ '
Nao “\)l
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J-04 I \ 094 | 433 5
//S N_\ SN N
(0] N
T
0. I N
[0488] J-05 | - : 4.78 443 9
/)
o“ N A N7
N\ &

0. e
H X | —
J-06 | \— 1.41 447 11
o//s\fN\ XN
N = N/)

[0489]  F-01[K& Kk

[0490]  H£J-01 (5.42 g,9.74 mmol) VEU ] F&-N- (URIE -4-3) 2 IR (2.39 g,11.7
mmol) MN-Z 3- — H Pl (2.51 g,19.4 mmol) [UDMF (50 wL) IV AE60°C FHitHE16 hofE
SRR NI G, B Rt — At BUm] T N —20 5.

[0491] UL T b SCHr R Bk & i G WF-02.F-05.F-07 2 F-11PA &XF-13%F-19

(£6) .
[0492] 3£6
SEW tRet
& [M+H]* F ik
&5 [min]
Ay
[0493]

F-01 \'/ N/<IO 143 | 582 5
H
0
g "
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\wa
F-02 \|/ o 0.70 | 592
H
0. N H
h X
o] Tiighl
P
N
T
\0
[0494] F-03 \\/ ’/@/0 129 | 598
H
o] N
H
[8] N XN
N A
N
Y
\0
F-04 \‘/ 0 1.43 | 612
H
(o}
e "
’ O
W
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)
F-05 \‘/ 0 0.78 | 602
H
Om/N H Cl
0 N IN\ o
N .= /)
N
=\
v
Cl Z
0
[0495] F-06 H 0.75 607
O _N
g \O " i
0 NYN\ X
NS
N
—-—\\N
F-07 ﬂ/ o 0.65 | 554
H
R
N N
(o] - '\N
0@
N
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\N \
F-08 \~/ - 0.73 | 574
H
OYN\G HN cl
o N /N = N
Na N
=)
N
e
)
[0496] F-09 \\/ /EI 127 | 541
H
O\H/Nn HN
0] | N\ N
A =
N-—l-"
/
Ne_ £
e
(o]
F-10 \\/ 065 | 551
H
iy, o HN
T 0 N
(o] -~ \N
i
N = s
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[0497]

F-11 0.69 569
F-12 1.39 568
F-13 0.89 355
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[0498]

0
F-14 N/@E 0.75 582
H
H | b, e Nd
L
Ty
N 0.
F-15 0.60 592
H
A =/
L
ﬂ;o
N 0. N
F-16 N/<I | 0.69 569
H 1 ?N
N N
N
o——{q o
=
F-17 () HN/@i | \No.és 555
N
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NG
0‘« o | N
- Q y /E I Q}N 0.65 | 555 1
HW N
N .= s
[0499] ﬁ/
(o] 0O
Y SN
F-19 §> N/@( | 0.61 | 541 6
H \ /
H%N N—7
A
N._ = N/
[0500]  T-01ZE1-19094 Ak
o 7~
~
&
(8] 0
o SO @1
H H;N\O
Sk T
[0501]
V Jeqee
- Thad
[0502]  K-O1[( &%
[0503]  []F-01 (5.66g,9.73mmol) [KJC/K S H B¢ (100mL) & FEE (30mL) /{—_\r{ﬁlq:'(%)jﬂHC1

(ANTF ZHEHEH, 22mL) B MR A ITEA5°C R HitPE4h, SRS 7E B2 TRk 4 =il

FEERT (510, — ST/ FHEERE D) 41t .
[0504]

[0505]

*7
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%ﬁt@l tRct
M [M+H]* | Fk
%5 [min]
\N \
K-01 0 1.14 482 5
il e
N A
N
N
[0506]
K-02 0 1.08 492 5
HQN\O H \\
N | - .
) N~ N'/)
\N \
K-03 /@:0 1.01 498 5
HzN\O HN o~
T
N A
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\N,_——\\
K-04 0 0.49 512
H5N
2 HN o
N
Xy SN
A
N
\1——‘\\
[0507] K-05 /CIO 0.56 502
H,N
. \O HN cl
NYN\ N
s =
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/
N 4
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(o]
K-06 1.14 507
N
Hy H F
X N
A
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\“"\\
K-07 o 0.45 454
i s P
O
N A
N
R
[0508] K-08 N/C[O 0.50 474
HZN\C\ H cl
NYN =~ N
Na. > J
N=—
=\
Ne_
| Z
0
K-09 /@: 0.97 441
HzN\D HN
N\(N\ X
N = N/)
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N
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O
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N
N~ l
\
K-13 - 0.95 455
HZN\D H
N = /)
N
\N/\
H
K-14 N/<Io 0.50 482
H
[0510]
H | N XN
— /
H
N O
K-15 Q 0.99 492
H —
=/
HN\“/N\ B N
N .= N/)
H
N O XN
K-16 \ 1.14 469
H N—7
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D «@Q\N ol el
9 «GE ol

K-19 ¢ @ 0.30 441 2

\\N

N//)

[0511] K-18

[0512]  I-011& K

[0513]  [K-01 (168 mg,0.15 mmol) [IJC/K @ H ke (2 mL) IS s I Ml (13
L,0.16mmol) M —SFNILZ M (149 pL,0.88 mmol) , HAF18-25°CHUTRE FHitEL hofEEIs
Hk 4 SOV P, FLIE Gt il £5 ZRP - HPLC-MSZH AR 4 o

[0514]  ZRAULT PSR BB S L G IT-0221-19 (K8) .

[0515] &8
tRel
P A S s [M+H]* =~ Fik
|min]
/
//——N
N
[0516]
101 /@;‘3 118 | 536 5
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N
Y HN N
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[0517] Y
N
N//——
\0
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[0518]

‘-—.N
NF‘
> N
\
F
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1-06 " .19 | 561
N
/\n/ HN cl
0 N\l//N Za
Nao Sy
, N
N
1-07 lfo /@/\0 11 | 508
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N A
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110 ) 102 | 505
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N N
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[0520]

I-14 1.16 536
\
HN\I//N A
Nao N J
N
|
o}) ||
N o N
N
-15 Q \@3 110 | 546
HN \
I-IN\“/N\ Ny
N A
N
Lfo
N o N
I-16 Q \Q«\ 1.12 523
HN \ /N
HN_ _N N—7
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|Lf°
f)ﬂ ®
§> H \“\N 1.03 495 5
/
Hm NJ
NN "\N
[0522]  “EWpr AT

[0523]  Ba/F34MMiil A S5 o3 A

[0524] |5 DSMZ (ACC300) 1] W4Ba/F34AME H A AE37°C F4ES %  CO, 5T 1 ERPMI - 1640
(ATCC 30-2001)+10% FBS+10ng/ml IL-3F1/EK . S 4FHER2ZEAS (& M EGFR WTI AR [
GeneScript. M A-EGFR/HER24 #fi14: Ba/F3f2t , 575 HAAEGFR WT.HER2 WTuKHER22E7AR
A (YVMA) PR AR S SRl #5:76 5+ Ba/F 34 - 1 - E4HfIE (Cell Biolabs) H TSRl &
R R S S SN N Ba/ 3G AR IEAY , U8 Il4ng /mLEER I (polybrene) , H.
T2 JS AT o 18 1 55 FH AR it 20 A (S GRPRH A 4R R A AR RO o JE— 2D Bl
FN10% 220 % H4IME, HT A2 B lng/mLIE 25 25 A I i 2R AABa/ F3gi i v e
PEPEIRAS « Mok Ba/ P3G 7= oL T I, R B il ) o PP A HER2 AR LA /T, 2
KIEFRIATIAN T IL - 3 HA 25 2RI Ba/ P34 /XS FR 4 #4KEGFR WTHBa/F34
JOHAT B TL-3ZEGRIR#EH , O AR T EGREC A4 « FEJEA 75286 2 BT 20T K, F% H EA 25
Z TG (10 M 127 (0 88ciE) |, KiBa/F34NIIPA5 X 10™/MNIiE/ 1007 T HE R 22 96 £L
R AR B RS il FHHP D3000E 743 Bl asiAs L &9 o AT A AL PRSI HOR | —
DT S A PR3 7TC F 55% CO,— i B 72h. fifTCel1Ti ter-Glo® & JE4N
Wui% J153 4T (Promega) , Ham s i 2 AR 1C & HUAS VICTOR X4 A 52 &0t « K I Ui gk
S AN ZEBoehringer Ingelheim®&H M Megalab Gt T-F2 /5 PRISMI I 2605, GraphPad
Inc.)  H HHEIATHT

[0525]  pEGFRZ#F

[0526] b3 #ir FE AV EGFRAE Tyr 1068AL IR RARR (4. H A - B A6 & Wk HEK 41 it Fh 2k 1) e
AL R EGFREF A (WT) &5 [ B4 i/ H o

[0527]  fili A\ JHEK4HJiE (ATCC CRL-1573) 7E37°C FAESE% CO,5UH 7L i AR bh i 15 2
Eagle MEM Eagle EBSSHI/EFK , ZiflbiGhisitibagle NAAL-REIR, HAAIE ST &
iR N N TR 54 (EMEM Lonza BE12-662F) +5ml GlutaMax (Gibco 35050-038;L- N 3t -1 -
AR +5m INFRIREY (Gibeo; 100mM) +10% FBS, HTZRASEGFR WT 5 s S 25 A A i
ol VRS B R PR S 1040 . (i TJAlphaScreen Surefire pEGFAZ 1k (Tyr1068) 4
¥t (PerkinElmer, TGRERS) MEp-EGFR Tyr1068. 5%/ 14347, JFHEK EGFR WT4nfugefh T~ HA
10% FBSHIMEMIS7REE T il FHEcho V- 5 K6 0nLAY S MR BRI N2 Greiner TC 384411
AL B, U5 60 . 000/ ™41 it/ FL, 60uL B 4HIAEST C F S5 & W— R F ah 78 5.0 H.
ol dt FISW 2 o, YR IN20uL K I TGR/Perkin Elmer Rl &t . 645 SUMALs ik 555
R KR A 7020 - 25 CIUIRE MRT% (T00rpm) 555 20min. 7E Z/02 i, Kr4ul 2
fiR 2 i Proxiplates S buL A TR A (UL 2580 16 I TI0 SO 2R L M ST %

[0521] I-19
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72 (TGRERS /3 AT &1, PerkinElmer) HH RO L 2RI - 5010 A AR ERKI6760137,
Perkin Elmer) ZSINZE &AL BER7% Imin (1400rpm) , HLAE (20-25°C) [N FAERG AL &
2h o B UL AT A (LAL : 5OMRE T M RE 22 i (TGRERS 3 HT1at5fI £, PerkinElmer) HA[J£2
AlphaScreendiA= 4 A5k 24 0 HAZRKL (6760002, PerkinElmer) ) U INEE % Lo B4
7% 1min (1400rpm) , HAF (20-25°C) B NAERE AL RS 75 2h o Bl f5 (4 FHEnvi sion 2 HES
S M 25 RUALL B 7 203 R B S A S BA T S  (DMSO) IME I EL e . AE
MEGASTAR  TC, 8 HIH i T4 S HaP B AUAR P X SO B 115 TC, 1

[0528]  He4n R L EGFR (pEGFR) 14 W75 &t - W B 73 A1 & A #REGFR WTTYJHEK 41 it Hh
EGFRAE Ty 1068AL BRI L o 7 T 45 RAZ BN IC, A E L S I PEGER  1C, 1H 8
EGFR WT{R BETE MR o

[0529]  pHER2 (ERBB2) YVMA43#fT

[0530] Y/ AT EfLHER2 YVMAZETyr1221/ 122240 RER (v BT T 2 PEIR 1k Sk
R A G A SN HEK AN Fh ek [ 36 S BL RHER2. YVMAZE 1 BT I 1] o

[0531]  fifi AZRHEK4H/U/E37C ME5% CO, U i lh T 577 Sk Eagle JMEM Eagle
EBSSHIA K, Z i b ms s 7e i Eagle N HAL- 2R EIR , HLAT AR LT 2 35 TR M PN R IR B
(EMEM Lonza BE12-662F)+5mL GlutaMax (Gibco 35050-038;L- PNk - L- k54 H2) +5mL
PRI AN (Gibcos 100mM) +10 % FBS, H FH4RASHER2  YVMAT) S 6 SR 2 2 AL S5 o il S
HEEBA YN [JAlphaScreen Surefire ErbB2 (Tyrl1221/1222) 5547
(PerkinElmer, TGREB2S) Ml%Ep-ERBB2 Tyr1221/1222. % 15547, BHHEK HER2 YVMAZTifufs
AT HA10% FBSHIMEMES 7R IEH AN I S 2 BT A/NI (o H Lpg /mLZ U R
HER2 YVMAZGK o fili FHEcho ¥ & K6 OnLA S WM BRI I ZE Greiner TC 384%51145fL. [
J& , U160, 00041/ 4L, 60uL 4408 7E37 C N S &1k & 4h. 550 BRI o it
IR G, IR IN20uL3K EF TGR/Perkin Elmerid &1 . 645 SULs i 5 & A M 71 .
KR GWAE20-25°C IR MR (T00rpm) 555 20min. £ B O 2, FAnL R HER =
Proxiplates.B5ul 2RI AW (LL1: 25FFE T4 FF 0 S 25 il 1 M 52 B 28 thik 2
(TGREB2S /3 A1l & , PerkinElmer) HRTE (22 iR N - 50 EE [ ASZ AR BR k16760137,
PerkinElmer) 7S INZE % FL o 45 H57% Imin (1400rpm) , HL£F20- 25 C IR N AERE b5 5 2h.
BE3uL PRI S (AL 50RO T MR 2% i (TGRERS 3 AT i5fI £, PerkinElmer) H[R) 4%
AlphaScreendiA= 4 A5k 224 I HAZRKL (6760002, PerkinElmer) ) U INEE % Lo B4
I&7% 1min (1400rpm) , HAF20-25C I N AERE AL 5S 5 2ho Bl f5 4 FHEnvi sion i A 5
oA AR VALA N 7 2 v B A P B S B R (DMSO) FRME Y EE % o £
MEGASTAR  TC, o IR {8 1A S L2 AR AR P B TH B TC, fEL

[0532] iR {HER2 YVMA (pHER2 YVMA) 1655951 it - Wi 2 43 M A4 2 A HER2YVMA
[FJHEK 4/ HHERS YVMALETyr1221/ 1222480 IBEER 1L o 3 AT A5 SRR BN TC, fH 25 E M
(TR SpHER2 YVMA TC, fERA , A A0 HERS Y VMAZSIR S A () 40 il £ ek o B i %
TERIFNLLH,

[0533]  HER2 YVMAMMWREANNARAN B A K MG o3 A

[0534] [ (ATCC,CRL-5928) 1] WAHER2WT - f A6 ENCT -H21 70401y HLAE - AE37°C N ££5 % CO,
55U FPZERPMI - 1640 (Gibco#A10491) ATCC- I F+10% FCSHIAE K o [F] A8 [l S PR 4 T A
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1 T 1 24N Y VAT HE R 5 5114\ ZENCT -H21 7040 i Fh 19 356 R 4 HER 2 3L PR R (1 4 i
F-20H1 X 5| FAHER2 WTAE 75 RHER2 p.A775 G776insYVMA[YJHER2 YVMAZS{A . & /5HER2
AN A-20YVMASE AR DNARE AR 38 [ GenScript « PCRIG K% EJF (Sanger sequencing)
T HHIAHER2GNE. - 20 Fp 12/ MZH AR N AR, B YA AR L .

[0535]  0fT-3%1 43 #fr , {4 JIINCT -H2170 (HER2HYZE: /) \NCT-H2170 HER2 YVMAJEGFR WT4K
HPEAA3 14N NCT-H2170 HER2 YVMABERNCI-H217040/8PA 750411/ 605 Tl 25 96 4L,
PR AR R R 5L (RPMT ATCC+10% FCS,+75 75 &= /575 ) W BfA43 141 fifs (ATCC CRL-
1555) (DMEM (Sigma#D6429) +5mL L ENGibeo 11360-039) PL5000/ MM/ AL (200uL) (15
FER AR 96 FLEEH o AE BTN 2 J— R FTHP D3000E 7oy Fl s s Ik &4 - T i1
SR PR F— Bl AT G RN A 37 C R 55% CO,— B B 72h AT
CellTiter-Glo® & CANuiE 15 M7 (Promega) , Hald i 2 ARic AL 132N #F VICTOR X4 K]
AR IEEE F N Boehringer Ingelheim& A {|Megalab (B T-F£ 7 PRISM
AU F , GraphPad Inc.) Wb H T T4 Hdiic & - 10M12r .

[0536]  3R9.4:Wbrid AT
IC50 HEK

IC50 HEK
A pHEl[‘:l\;’]V MA | JEGFR [nM]
1-01 13 579
1-02 34 628
1-03 20 916
1-04 26 495
1-05 10 315
1-06 44 773
1-07 20 1170
-08 58 336

[0537] 1-09 26 715
1-10 24 217
I-11 22 521
12 16 230
13 28 429
-14 11 73
15 12 86
1-16 5 23
117 2 94
118 4 137
-19 8 41

[0538]  Z£10. BEBE M
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[0539]

[0540]

[0541]

F1 AWkl o bt
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GI50 NCI | GI50 NCI GI50 GI50 GI50 GI50
H-2170 H-2170 Ad31 BAF3 BAF3 BAF3
44 | HER2 wt HER2 EGFRwt| HER2 HER2 EGF4&
¥HR YVMA PP WT YVMA AR
[nM] [nM] [nM] [nM] [nM] [nM]
1-01 6 33 >5000 1 16 1540
1-02 13 228 > 5000 1 37 3010
1-03 11 139 > 5000 g 38 > 5000
1-04 12 99 > 5000 3 32 > 5000
[-05 8 55 > 5000 1 21 1880
[-06 12 215 > 5000 1 31 > 5000
1-07 12 73 > 5000 3 42 1500
1-08 8 44 1500 2 36 2300
1-09 9 75 >5000 1 29 2240
I-10 12 126 1460 3 35 1650
I-11 8 172 1250 2 28 >2000
T2 8 71 > 5000 2 18 1750
I-13 19 82 > 5000 1 32 >2000
I-14 10 37 >2000 3 17 756
I-15 13 44 948 2 18 425
I-16 4 19 660 | 10 375
GI50 NCI = GI5S0 NCI GI50 GI50 GI50 GI50
H-2170 H-2170 A431 BAF3 BAF3 BAF3
4Z# | HER2Zwt  HER2 | EGFRwt HER2 HER2 EGF4&
PR YVMA ¥ HER WwT YVMA A
[nM] [nM] [nM] [nM] [nM] [nM]
I-17 9 39 >2000 2 14 1100
I-18 10 87 >2000 29 3270
I-19 8 34 752 2 11 206
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Ccl
F Cl
BAHR H 3 1
0 Z l
NN
F
N i - .
AN,
WO HN N N F
2019/046775 & 11 7
542 \\
N—N
\ H
oﬁ
[0543]
2 ~
| N
BF%R y H \_}ru 1410
OR0® N
o o
0
w0 o
2007/059257 " HN \ 33 317
9 35151185
20de
o N/)
/Cf“’
H
L X XA
S
)
[0544]  ZR12. JMRd 4 oo AT
GI50
NCI H- N‘éllsg GI50 GI50 GI50 GI50
2170 3 170- A431 BAF3 BAF3 BAF3
[0545] P EGFR  HER2 & HER2
HER2 | HER2 7 EGF4i
3% | YVMA wti WT YVMA A
ﬁ[nM] [ﬂM] ﬁ[nM] [l'l ] In ]
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LA%R 36 203 403 17 31
REHR 16 132 199 44 70
RARBR 3 37 55 1 5 14
WFER 1 5 1 1 2 I
WO 2019/046775

0546

[ 1 1242 o 34 16 3 14 13
B F% R 58 798 4220 10 338 2970
WO 2007/059257
5% #.45185 108 926 >5000 60 1190
o A% 52 #AR A 39 247 82

[0547] 25 701 S5

[0548] w4y B
TEYEYI 100mg
FLH 140mg
FKTER 240mg
R I EIE Tl 15mg
dilEiEe 5mg

[0549] BTG TEY TR H 5 FURE M —2 TKIEMTIR S E— R oW, mEHE L

TR E FRVATRCAL TR o R BIORE TR 4% RTINS M IRER BRI 5 AE — kS - IRAr TR 5 WA
A HATE SIPIR BN 7
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