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The present disclosure relates to tricyclic heterocycles, and pharmaceutical compositions of the same,
that are inhibitors of the FGFR enzyme and are useful in the treatment of FGFR-associated diseases such

as cancer.
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The present disclosure relates to tricyclic heterocycles, and pharmaceutical
compositions of the same, that are inhibitors of the FGFR enzyme and are useful in the

treatment of FGFR-associated diseases such as cancer.
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Wi ~ SR - KSR R -

[0089]) B miMEBASHE GiE BRI - REaRR - B - HhEw
T~ B PR BHIRAAAORE - B - CIRERE - WIS - SRR - B AR - HIR
R S B R ~ BRI ~ B R RS DA R IR TR SRz -

[0090] AHGRFEALEYR A ARG R ERS -

[0091] FREGEMERIN ABHALEY R AR RS S s AR iE -
EFEAEARIOEE 2B A 2 gUF ERUEGR - (RFIE - 2O 5+~ 2(TD) (B
RIZE TD1 fz TDII) ~ up{fpl R AEIERE ~ SOETREMERE ~ -4 EMERE - H
- RIRIE L SURERT ~ A B AE (R R SRR SR B AR R R - fE—10 8
I AR ER AL AR B T RS S dRRIE < BB Tk

C248186PA docx 5 32 H(ZBHEREHE)

111121146 FEHESE A0202 1113238194-0



202313610

[0092] FE—SF I - AR ZAL& YAl A6 ] 22 8 B I R
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[0099) WA ZREE " B2 Lol 2 #RIsHAE R ) GfaEEgeEs
AR AR ~ SBEIECEEE] Bl ASEEI SR FE R ~ AR - AR EEE
Pt - BP BIECEEH & HLe 2 ~ g B4y B R A T B A HIZEHY -
BFEEAEE R R DA S N RS B F iR v 2 IR B B - (- —(EE I - B—
HBOAFTER 2 " BEEEE FRIREZAY | o 2 FLHIA0 Remington  The Science
and Practice of Pharmacy » % 21 /7  Lippincott Williams & Wilkins : Philadelphia -
Pa. » 2005 : Handbook of Pharmaceutical Excipients + 256 /7 - Rowe S5\ 45t ;
The Pharmaceutical Press and the American Pharmaceutical Association : 2009 ;
Handbook of Pharmaceutical Additives » 22 3 47 Ash B Ash 4588 : Gower Publishing
Company : 2007 ; Pharmaceutical Preformulation and Formulation » 22 /7 : Gibson
45#H ; CRC Press LLC : Boca Raton * Fla. » 2009 o

[0100] 2OASCRTH ZflasE " /G (treating) | B¢ " J& % (treatment) | {ZFE I
BEIR 5 B0 JIH A SRR RN R EURIE L IRIRECE IR < (38 2 %
7~ EEEURIE (A THILIRIR B/ BUEAR < —20 25 ) » B IR » I i
ZIFAR KRR NER ~ EEEURE ZIRIREUER Z (#E8 < EIR - EEEURIE
(A7 » IR R/ EUEAR) » PINURES R < B AR -

[0101]) JEE—PIRREE - AZEIH RF R R BB E RG] < F R R
< HEAH R A E—E i DA SR EEZ F E A A S E 2
ZEREEPAEB ) « K - ARG AP 2 E T
e8] S AR YN ] EOEE D ME T E A SR

[0102] —EiSiEHMEFERIEOAE EWITURER - (B2 aB R AL
PUREE ~ REEGRE] - RIS - 58S - PR R IURERE - #EEEE
(#%7 1.2 ~ GM-CSF ) Fo /B el sl i) ] BEUA SR 2 A b & YdE & 8
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ARG FGFR MHRH < 29 ~ IREECR R ~ BOAA SR 2 SRR R © &SR]
IR —FIEFABA LGV G - S E R BRI 2 [FIR B P Bl -

[0103]  ASCRTi 2 AL &Yy a] Bl — B 2ol HAt RIS EE & RO AR 2
ZREFEERCHE R - PIOREE - #2005 - e TEERINGREE
7 DR sl — Bk S REIIA] © Akel ~ Akt2 ~ Akt3 ~ TGF-BR ~ Pim ~ PKA ~ PKG -
PKC -~ CaM % ~ %585 {3506 « MEKK ~ ERK » MAPK » mTOR - EGFR - HER2 ~
HER3 ~ HER4 - INS-R - IGF-1R ~ IR-R ~ PDGFaR + PDGFpR + CSFIR * KIT - FLK-
11 - KDR/FLK-1 ~ FLK-4 -~ flt-1 ~ FGFR1 - FGFR2 ~ FGFR3 - FGFR4 - c-Met ~ Ron *
Sea~ TRKA  TRKB ~ TRKC + FLT3 + VEGFR/FIt2 + Flt4 ~ EphA1 ~ EphA2 + EphA3 -
EphB2 - EphB4 ~ Tie2 ~ Src » Fyn » Lek » Fgr ~ Btk » Fak ~ SYK » FRK ~ JAK + ABL
ALK J B-Raf o 534 4043 Al FGFR 01075 EBS 720 1] B PIK3/Akt/mTOR
{ER SRR {CAERA < Ble(Fa0 PI3K ~ Akt (BIFF Aktl - Akt2 K Akt3) Kz mTOR
TR < HIHIE&H &

[0104) AE—fLFHE A - ARSIl AL &) a] BilG s E B8 <2 88 (H1 4
HPK1 - SBLB~TUT4+ A2A/A2B ~ CD47 - CDK2 - STING * ALK2 - LIN28 - ADAR1 ~
MAT2a - RIOK1 ~ HDACS + WDRS5 ~ SMARCA2 J; DCLK 1) — 5 2 B {141 4H
B FACEERIR RIRE « PIMERIR KR E CFEREE ~ B ~ %% 5% R ek

[0105] AfE—SLFhafld » ARl s L&Yy a] Bl mife A ST < Ja R
HEFER - (SR B P E R RS REEIIRIE] - 4HE O S H AR -
HE DB EE HAERE - HEQLHER - HEO L LR - HEQ LRE
Mg 2 DNA HEE RSN - 40 8 1 2 LBR ARe G R 175 A7k 1. 5]t (vorinostat)

[0106] JETEEREE R HA IS AR MR - ARl AL &Yy T B [m R A4
BN ZERREEAERE JAK BEEHIHIE (&2 T (Ruxolitinib) » Hith JAK1/2
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Ko JAKT BESEVEHIHIIRIE] « 47 72 B/ baricitinib) 5 INCB39110) ~ Pim ]
I3 (540 LGH447 ~ INCB053914 K SGI-1776) ~ PI3 j&iig ] (fu$E PI3K-S 745E
FEMEAIHIE f B2k PI3K HIHIEI(F140 INCB50465 K INCB54707)) - PI3K-y Il
(540 PI3K-y BEFEMEHIHIA]) - MEK HIHE - CSFIR HIHIFI(F140 PLX3397 K
LY3022855)~ TAM =7 B feefits ssh M 4111751 (Tyro-3 ~ Ax1 F Mer; {41 INCB81776) -
B AR ~ /B R 2aeiEIE] - HEHIE S (GBI IHIE] - BRAF (I
i ~ mTOR & ~ & 5 B f 1 &0 B (8 72 °K (Bortezomib) ~ R JE £ 2K
(Carfilzomib)) ~ HDAC HI[I#Af|(EE F] fifi(panobinostat) ~ fRIZF i) ~ DNA HI Bk
IR ~ #hZESKHLR (dexamethasone) ~ J8 KBRS MR 5 R E & IR (F1400R
48 RS A BB BET #1175 - @40 OTXO015 -~ CPI-0610 - INCB54329 B¢
INCB57643) ~ LSDI I8 (F40 GSK2979552 ~ INCB59872 & INCB60003) - i
e I B U I 2R (9140 INCB158) ~ W5 W e 2,3- — & I 01 ) 1) (87 40 2 1 =0 £
(epacadostat) ~ NLG919 5 BMS-986205) - PARP #]II/({Fl4nBLHIHEE (olaparib)
B¢~ ESE (rucaparib)) ~ BTK fI& I (F140{(kE 42 JE (ibrutinib)) ~ c-MET f]I&17( 47
KT E (capmatinib)) ~ ALK2 {477 INCB00928) ; s HHE -

[0107]  RIEBRERE R HAME MR - AT A b &) Bz 2 fe 2 (b
ELERE e SR BHE SR B BT A B SRR « ATt AL &N T
SRR (DI FAHTECHUN % - AR v 3RS ~ PR ML - EF IR
WHROE - BFRE - 2R AR SRR R ETE -

[0108] ZEHE(LELARE| EFIEIELLT R 2 F—%  FE s (abarelix) ~ ]
EEF BE (abiraterone) ~ [ % [T (afatinib) ~ /45 P4 35 (aflibercept) ~ ] 371 5 &
(aldesleukin) ~ [Aff ¥k BE 7 (alemtuzumab) ~ ] f 5% 35 alitretinoin) ~ RIEISEE ~ 7
HH 25 [ (altretamine) ~ X7 oK 25 7/ (amidox) ~ %2 MY UE (amsacrine) ~ [A] 7S Hf Mg
(anastrozole) ~ S 5 7H [ (aphidicolon) ~ =& (b Ml ~ KX EEHTR ~ (MRS E
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(axitinib) ~ [ ¥, B & (azacitidine) ~ H {X ¥f B 1 (bevacizumab) ~ H /b ZE )T
(bexarotene) ~ B & T ~ ARZEELHT) T (bendamustine) ~ Eb & J#(bicalutamide)
E 23R (bleomycin) ~ BP0k ~ B oK ~ M TLE i (brivanib) ~ 4 H 5 ffi
(buparlisib) ~ F# Ak AN H JH ZZ (busulfan intravenous) ~ Ik HIHZ ~ % =
(calusterone) ~ ¥RFLHTIE (camptosar) ~ F5)& (capecitabine) ~ $H(carboplatin) ~
|ELE]; T (carmustine) ~ Py [Efi(cediranib) ~ 5% E B $7 (cetuximab) ~ BT A |
fi&2(chlorambucil) ~ [E$H ~ 52417 JiE & (cladribine) ~ &£} & (clofarabine) ~ TEMAES fE
(crizotinib) ~ IRBEAENZ ~ PRI REEEf (cytarabine) ~ ZE [ (dacarbazine) ~ ZE G
(dacomitinib) ~ JZ4FE Z D (dactinomycin) ~ ZERT-Z #l(dalteparin sodium) ~ #2)/EF
[E(dasatinib) ~ JH4FE Z D ~ 1E 4 Z2 (daunorubicin) ~ PG )% (decitabine) ~ Hf
Bt 7 (degarelix) ~ #1JE 71 5 & (denileukin) ~ #iE/TH &R 2 ~ KR EER
(deoxycoformycin) ~ /585 /£ 4F (dexrazoxane) ~ #1 Z% 7t (didox) ~ 2% 75 fth E (docetaxel) ~
% 22t B (doxorubicin) ~ JE )& E 25 (droloxafine) ~ PN EE & A it li (dromostanolone
propionate) ~ {{<JEE 1 B8 #7 (eculizumab) ~ B3 & J# (enzalutamide) ~ F R HAEHE
(epidophyllotoxin) ~ JZ 3 {8 Z (epirubicin) ~ 2 f# ] & (epothilones) ~ |E )& & &
(erlotinib) ~ {5 7R (estramustine) ~ BEEE (5T H H (etoposide phosphate) ~ {(<5EHE
f(<Pa3=1H (exemestane) ~ &G 75 A JEHE(fentanyl citrate) ~ FERE 5= (filgrastim)
# R H (floxuridine) ~ #ZEH11/E (fludarabine) ~ FFKMELE - AL (Tlutamide) ~ 4k
E]Ef(fulvestrant) ~ T5JFE /T (gefitinib) ~ & PHE (gemcitabine) ~ & ZEREEH TR
oK & (gemtuzumab ozogamicin) ~ ZEE X fEHiPR(goserelin acetate) ~ ZEEAHRZ AR
(histrelin acetate) ~ Z{HELEE$ (ibritumomab tiuxetan) ~ £ & (idarubicin) ~ 7 72E
fiI [ (idelalisib) ~ FEIRBERERZ (ifosfamide) ~ FHhERE S &5 [T (imatinib mesylate) ~ +
B £ o2a ~ A7 F(irinotecan) ~ B 7R RS F17 IHEF & (lapatinib ditosylate) ~ 25 £
2= 7% (lenalidomide) ~ ZK g™ (letrozole) ~ HER VUGS EEE (leucovorin) ~ 2 FEHIEZAA
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(leuprolide acetate) ~ /& g Bk M (levamisole) ~ J& 75 ;£ JE (lonafarnib) ~ & EE])T
(lomustine) ~ 2872 55 f#(meclorethamine) ~ /i HH il Z2ffd (megestrol acetate) ~ 35%
#r(melphalan) ~ $7ELMELS  fEHIEEES (methotrexate) ~ HH &/DFR(methoxsalen) ~ Y
FERZR (mithramycin) ~ GHEZE C (mitomycin C) ~ SKFLIH (mitotane) ~ SRICEER

L f

(mitoxantrone) ~ KN BEs55E (nandrolone phenpropionate) ~ 54 A (navelbene) ~ 3
E IR E Hi(necitumumab) ~ Z5$17 & (nelarabine) - 3K L& E (neratinib) ~ [EZEE T
(nilotinib) ~ [E &K (nilutamide) ~ [EHIH/E (niraparib) ~ 55 5 B #i(nofetumomab) ~
B it (oserelin) ~ BL)/DF$H(oxaliplatin) ~ T AZHE (paclitaxel) ~ MESKHERE
(pamidronate) ~ fH/E B $ri(panitumumab) ~ THEE S, ~ fHMEMH/E (pazopanib) ~ 54
% T (pegaspargase) ~ % £ & L JE 1% 5] = (pegfilgrastim) ~ 5% 3=l 22 8}
(pemetrexed disodium) ~ " 5] i, T (pentostatin) ~ UT#i7 P54ff (pilaralisib) ~ I [ A=
(pipobroman) ~ 1 Z (plicamycin) ~ I4HEF & (ponatinib) ~ ORG3 4R (porfimer) ~
FE17: (prednisone) ~ Y E fiff (procarbazine) ~ 25 7 5 #k (quinacrine) ~ FffE B4t
(ranibizumab) ~ $7 #f 17 i (rasburicase) ~ ¥m % JE J& (regorafenib) ~ &5 )& & 7+
(reloxafine) » E ARG (revlimid) ~ F1]-2E& B i(rituximab) ~ FiiRHC ~ BFREC -
ZXHILFE[C (sorafenib) ~ $#AR 2 (streptozocin) ~ £FJEE T (sunitinib) ~ B 2KEEET JCH
& ~ i EE 2 (tamoxifen) ~ F & (tegafur) ~ ZFEME 7 (temozolomide) ~ & B HE
(teniposide) ~ =2 A fig(testolactone) ~ B fL{tl1)& (tezacitabine) ~ /DI [z (thalidomide) ~
Wi & E 4 (thioguanine) ~ ZE & JK (thiotepa) ~ % It £ [T (tipifarnib) ~ L0 F
(topotecan) ~ FLF > %5 (toremifene) ~ FT 75 5 B i1 (tositumomab) ~ i - ERE i
(trastuzumab) ~ 4fEEHEZ(tretinoin) ~ fH 220 (triapine) ~ B35 2 (trimidox) ~ BHEFq A
(triptorelin) ~ FRUZBER FF ~ [KZELLE (valrubicin) ~ N {E[E(vandetanib) ~ =HF g

(vinblastine) ~ =& Hr i@ (vincristine) ~ & #3% (vindesine) ~ &+, & (vinorelbine) ~
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R AL =t~ 4 I IH JE (veliparib) ~ fiir i M fiH JT (talazoparib) Jz M 2K 5k B%
(zoledronate) °

[0109)  FRAHAEA: & R A7 & ]2 2 R(ESTEEIS 2 DIRalEtst ~ 5228 - A -
HEA[FIE/E A A2 B linIE LUAR 2 S B AA Y - 2 F0R/E O/ 2]
PAE A ST EME < S IR FRLTF  #Em— (2L B2 E5REEIREES LG
EETEERE L —MLL B2 &Y 0F) o] AT RS R E A S < A
Ae M R/ B A B -

[0110] —EGE A HANESHERI(FIA0CE G ~ Dridkml - FEEE - Rl
HIR ~ B e R ~ FCGHBEHIHIE] ~ B0/ R 2 AE IR R bk BB ) DA R
8[54 (140 Ber-Abl ~ Flt-3 ~ EGFR ~ HER2 ~ JAK - ¢-MET » VEGFR - PDGFR
c-Kit~ IGF-1R ~ RAF~FAK + CDK2 J; CDK4/6 & I&%] 40 WO 2006/056399
SRR A 2 1K S B ) R BLAG R 38 2 VBIR T A R T AR G AR E
e ERSHETE - HA (P GRS F] ARG R 2GR T A K TR A A A
AOEBPRREE M B REEE - — B M A B a4 o] [ B P LA -

[0111]  SOACFT#E R 2 AT )5 A AT Bl — Bl 2 il HoAth /28 1 /<2 RS #1111 AR
EAH GO EERER » FIAREEE B A SRl HAPRREORIE - 220N E - A
YO 2E LB T A R T FE AT B DL IR < — B Ml EAH & A R E ¢
Aktl ~ Akt2 ~ Akt3 ~ BCL2 ~ CDK2 ~ CDK4/6 ~ TGF-BR * PKA + PKG ~ PKC + CaM
S ~ W% (LlS%HS « MEKK - ERK + MAPK * mTOR - EGFR - HER?2 - HER3 -
HER4 - INS-R + IDH2 -+ IGF-IR -~ IR-R + PDGFoR + PDGFPR ~ PI3K (0~ B~ 7+ &
K % FE DS 2 M%) « CSFIR ~ KIT » FLK-IT~ KDR/FLK-1 ~ FLK-4 + flt-1 - FGFR1 +
FGFR2 - FGFR3 + FGFR4 ~ ¢c-Met » PARP ~ Ron ~ Sea * TRKA ~ TRKB + TRKC -
TAM jfi§(Ax] ~ Mer ~ Tyro3) ~ FLT3 - VEGFR/FIt2 ~ Flt4 ~ EphA1 ~ EphA2 ~ EphA3 ~
EphB2 + EphB4 - Tie2 - Src ~ Fyn ~ Lck ~ Fer ~ Btk » Fak ~ SYK « FRK * JAK + ABL
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ALK K B-Raf - W[BUATGREE BRI A KT A&V e R EEE < IHE] Z FRIR
il & BB fE FGFR f{1#&I(FGFR1 ~ FGFR2 » FGFR3 =\ FGFR4 > ANk
JE (pemigatinib - INCB54828) - INCB62079) ~ EGFR I (/1 \#% & ErB-1 2 HER-
1 PEisEe ~ HIFEE ~ RIS - BpSE/C (orsimertinib) ~ Y25 A »
e /ANEPTEHC BT ~ VEGFR HlIRIE SRR B (5140 KPR DT ~ Mand:
B ~ fFEEe ~ RULIEE ~ MEE - Wmkikc ~ BEWEE - FHEC
(cabozantinib) ~ NIEME ~ 5 B & B H (ramucirumab) ~ 7K 5.3 JE (Ienvatinib) ~ ziv-
PrTfHPEEE) ~ PARP HIFIA(FIZ0RALEE ~ g RiEfe - 4EMInfesefizme) - JAK
HIHFIEIJAKL R/=k JAR2 - BIIEREC ~ EfnB/C - «CFE/Elitacitinib
INCB39110)~ LSD1 {IF| (320 INCB59872 Jz INCB60003) ~ TDO {117 ~ PI3K-
O FIHIERA (140 INCB50465 K INCB50797) ~ PI3K-y I (5140 PI3K-y BEF A
i) ~ Pim fIHIE|(FI50 INCB53914) ~ CSFIR fIHIE] - TAM Z ARG R B30
(Tyro-3 ~ Ax1 J& Mer) ~ BREFZAGEDTRI(HI20 A2a/A2b ZEGFEHUR]) ~ HPK1 14
il ~ #{E7 ZSZ AR (B0 CCR2 2y CCRS HIHIA) ~ SHP1/2 B EE RIS ~
HEH A LEEEHIHIEFI(HDAC) (a1 HDACS HIHIR) ~ s 4= sl ~ /e
2 AU ~ IR R BRSNS 2 R R S HIRE (R s sl &l =k BET 1]
7| > %0 INCB54329 K2 INCB57643) ~ ¢-MET $IGIH( A1z EEE) ~ i1 CD19
TURR (PRI RE fh B b (tafasitamab)) ~ ALK2 fIIE(£7%7 INCB00928) : 2 HAH

A
=

(0112]  AE—EEEHEEI  ASCHTIL I B H 7 AR B L PI3KS HIGIEIH & -
HE—EEH BT - ASCRTI 2 e AR B JAK fIHRIE & - £ —EE
Blrf > ASCRTHL 2 JERR T AR ELIEE] JAKT B JAK2 HIHIR (0 b e B JE 2K
BRECEE - E—EEHOT - AR 2 JaH AR EL JAKT S5
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HE - AE—BERGT > A 2B AR EL JAKL fIHIREE - #%
JAK1 fIIFIEA JAK2 B8 -

[0113]  wI{EsHEROAT I 2 EHIHTRR B R (B PRI B 22 ER (AR
HER?2) - B EHU(A7#47T VEGF-A) » B{XEREEFI(AVASTIN™ > £7/5/77i VEGF) »
WRIEEHU( AT EGFR) ~ P92 BB (A4 EGFR) ~ il = (rituxan - A&7
CD20) K $1#f ¢-MET Z {2 °

[0114]  DUTEIf 2 —BEZ & sl BEAGE R e A afiiga H 2l
FIEIRFIMIEE © AR RANHIR - E$H - 23RIEE - ZRF 7 (taxotere) ~ JKJEHS
(taxol) ~ {{ELIHE ~ PHALERR ~ PGtHE ~ FUEER - K VREMVE - Z0HMhE
PRI - M E S S-mURMENE ~ i IR ~ B S0 - BRBARERE - SCH 66336 »

R115777 ~ L778,123 ~ BMS 214662 ~ IRESSA™(FHEJEET) - TARCEVA™ (J5)&

=iy

BIE) - #H¥ EGFR ZHi#8 - N & ara-C~ [ &3 (adriamycin) ~ #1532 (cytoxan) »
B PAAE ~ FRIELEETT B I[&(chlormethine) ~ S2ERMERRHE - =iAw  ErR T
f% ~ R4 ~ =2 =2 - =20 ABERRE - 0% - REFDNT - /&EE]
7T SRR - EREEE - SR PRI - 6-SREIENS ~ 6-0i SIENS - BEEE
SEENDE - B/OHER - HERVEER, - ELOXATIN™ (BDHIEN) ~ BEIfth T ~ &
Hip - RER - REMY - TKEE  BEGEE D - EEEE - ZFE0E 2
SEE - frELE - OEEE - LRIRAEE - GHEE-C - L RXBERTS -
BIEOE 17 o0 HEE - CIBIER) - SEEEE - B - SHEEE - VB Mk
B ~ Al - LBEH N ZEEE - H AL 8= (methylprednisolone) ~ HH ELZ2[EfH
LHE@RR © ZEPHEAPE (triamcinolone) ~ ZUtAERE(chlorotrianisene) ~ FEELBZ2HH
HFE K (aminoglutethimide) ~ HEETT - L B S22 - AIREAK ~ MR - FLlPR
5~ XKFEEAR - RE0 - FEAR - Ze0YE - NRERE - SRIGEE  SRIEERR - ZoiEsk
M ~ BEAEAS ~ PRt ~ SRR ~ RIBME - BISE S WIS E S - NHER

Bt

4

(]
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J% 845 - HERCEPTIN™ (f 228k B H1) ~ BEXXAR™ (FJLHE ) - VELCADE™
(R FeoR) ~ ZEVALIN™ G LB f) » TRISENOX™ (=% {bA#) - XELODA™
(R ~ REHE ~ [N - ERBITUX™ (PHZE5H1) ~ 228K ~ /NH =R -
Rk~ HZERENT - 2 ~ S ERIEE - (P55 IRy - A2 B
C225 (PHZERYD ~ RiHHr(Campath) (EIfgERELT) - FOARDE ~ EE ~ XL
JhifE - BB E - STEEC  2EC - BILAE » Smil » UEhADE - EEMT
M2~ #20Y ~ @135 - SORZPY ~ 3-AP K MDL-101,731 -

[0115)  AERER ZIGH TR K 7 S i — 20 B I SRR E < 5 7R (B4
FEMEERE ~ BBATRA - IERELRRE ~ BHENEOE » R ARTHIDEEE
- RERE L B PRSI 2 e B (PI+E% - GM-CSF ~ G-CSF ~ IL-2) -
CRS-207 BfA ~ FEEEH ~ BTG - B RIS RS - TIRREEY)
oty BEEE T AR - 2R - RIG-1 (e ~ /mIRER AR R
TERRE/ N T > BRI DRIFERZ B JAK /2 SRR ~ PI3KS HIHI7] K aE40ibAH - {b
BV — B AR TR EEY (P (B2 R B s a1 B - (B2 aRE < B HI LR
UMt 2% MBS ~ B &R - PImEREDT ~ PIHiEESE » HIERe s -
NEHER ~ FACEME ~ =S Em - RAERNES - FITLAEE ~ AAEREH - B
8]~ B g e » AR - PRk ~ iR EEE ~ ORBEHE - REF
B ~ RISME - K48 - RESDT ~ W2EER - FUrR T - 1588 - seirfai® -
FURHIE - IRbARRNE - PTREREE - 2 RER - BEREZR D EiF RN - ZEE
HEREER ~ #PEfE - e e R e e R 2 AEEE - ZEthE - X
LEE - BRI e ~ (KEEpREEDT ~ BREME ~ T2 R - RIS EIT - MEETT
BRBZGTIEE - HGEEAH ~ (rE3=E - R KEs - JERE= » #KE - &
ZEADE - #KENE - s MEEEE  HIRRT SR - SERERBORE - £
B fahnbh « ZBRsHREETAE B O EEDT - OHELLE - RIRmN - Wi ot s
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BIE ~ TIEER o2a POIEFE - CHRERAIEEC - EAES - oKl - HER
VU TR ~ ZEEAIEEAE ~ ZoliEnkid ~ I8 51a)0T ~ Zou iy - R HhZEIE ~ 557k
Ay~ GRS ~ R RIS ~ HHER) DA ~ SRR C ~ SRIEIE -~ SRICRIER ~ RN R
RHAE © ZRALE ~ sEENT ~ BUOKIEE - TR - ORIERL - THfTEEDT - 55
PN ~ LR LIRS = ~ FESRiiZE e » S ]~ ORinAE - EREER -
HNREM -~ 705 - FAa g - M FH BT BFREC - RAFEC - iR
ETICEC - BARETEEC - 55 - BEWN - oot - |EWEE - AE
 USIERS ~ ZEEUR ~ fUOER ~ FEEORS: - FENEEET - H 2 ERE - 4EH
WENEETT ~ IEREER ~ REE - REW - REHUE © (RO R A

&

)
%

50 -

[0116]  {LELERRE HANE Pl EE 2 O RS (LA k) ORI
Rz - EFIR1F K DNABER  flsEEF - ZRILE - IR - &5 -
REGIOE ~ REFNT KM -

[0117] EPIEERRERE L EHERE - FlatZERIA ST B -

[0118]  E{¥ Ber-Abl I &% H il 7 52 E(GLEEVAC™) ~ [ B E -
ZEVREIE - THETE T (bosutinib) R B GNE T LR BEEEE PR 2 B - JHH Ber-
Abl {IfIH . HoAth B B B A5 R B HE A 5,521,184 5% - WO 04/005281 F KB A
5 60/578,491 S FTHE R 2 B M AE 2 (LY R LB RS oI B
[0119] EH Fit-3 fI60% 2 & 665 oK Uk Z #k (midostaurin) ~ KA & &
(lestaurtinib) ~ FI|E{X/C (linifanib) ~ £7/TEC - BAREEEFCEIT - RISEE - &%
% J2 (quizartinib) ~ 52 % Fi7 JE (crenolanib) ~ M1 F] %5 J2 (pacritinib) ~ 3 fE & 8
(tandutinib) ~ PLX3397 & ASP2215 DLr HES#EEE oz 288 - HAWERIEE

Flt-3 fIFIFE 540 WO 03/037347 ~ WO 03/099771 K WO 04/046120 F A&~
(EET R B TS 2
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[0120]  Z&H RAF flIHH] 2 & f1 115211 IF T (dabrafenib) ~ ZRAIIEC K BiZE
JEJE (vemurafenib) DL HLBSEEER |32 7 B8 - 8H RAF HIHIH 2 HAh & F &
fEZ0 WO 00/09495 k2 WO 05/028444 trpig R AL GV R HEEEEE Fuliz 2

EE o
L

1ot

[0121]  EWIFEE FAK B EHE VS-4718  VS-5095 ~ VS-6062 ~ VS-6063 *
BI853520 Kz GSK2256098 F HES#EER b n[ 37 B - HANE (I3 H FAK I
BLFELD WO 04/080980 + WO 04/056786 ~ WO 03/024967 ~ WO 01/064655 + WO
00/053595 Jz WO 01/014402 FfTern AL GV R LB 8282 Bz 283 -

[0122] #'H CDK4/6 flHI% 2 & Bl EfEiH 5 fE (palbociclib) ~ i {# 74 /&
(ribociclib) ~ FRHIPE[E (trilaciclib) ~ 2 ZE 4 E (lerociclib) Kz [ H 74T (abemaciclib) 2
Fo HLEdEEES FE 7 2 B8 o BEH CDK4/6 HIHIR 2 HALE FlEiEL WO
09/085185 + WO 12/129344 ~ WO 11/101409 + WO 03/062236 + WO 10/075074
WO 12/061156 FHriEn ZA L) R KB g5 E ez 2B -

[0123]  HE—EFHHIT - AsgnE 2Pl — B i Al I
(EEFEERMEEHER  CHANCERE S B E MR A Tt~
BE -

(0124]  AE—SEEHEHIT - AdErRE G AT B EEL SR RIE S A2k
aRERIE > HPIEB LR AR < RIEMIL i RIa R IE iR I S
JE - e —EH RPN - AT e A I BIAS AR I 2 (5 6 R RIAH &
A - BINES - AReRZEM i 2 AR 2Rl iR (EA RO R AR
KB NIEREIAIMP] ~» ZRILE - #EORIA K B (Velcade) BRE VR - HFYE
TRV E R 2 HATARMEIEFE Ber-Abl ~ Flt-3 ~ RAF K FAK BRI -
FE—EFHHIT - BEfRGER - EE SRR IHIR] - B RS AR s e e R - b
HACH 2 B P BRI (CY) KA s (MEL) SR BLE] T - fE— ST+
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EHMERRHIHIRGRRIROR - A —EE AT > BB R (R ZERIA(DEX)
FE—EEHAIT - fE TR (73 A& 8 (LEN) B0 & & i (pomalidomide
POM) ° JIAIEC R [FEISUE R & AR R LG R A s — R HSE A -

[0125] &R B —BCEER B A BAER TAZ be?) 1 /EEEE
£ N3 PD-1 SRS PD-L1 Z G s iR o 7 Bl Bz E R A (E B R
B 2\ FIRF B 152 L

[0126] fE—SEHEHIT > /BRI (G Z R R ATE R I L Ia T
R EREREE > K ZRIN A BTS2 S R ar ey e i

[0127)  ASCRTAZ IG5 575 il s — R e TR MR (B 40 TR ~ «E4li{bhE
BUUREMmEREN ~ TREIRK(EEY)7 1) ~ SOl R 4RSS R mAE
L FENEEA  AAEsH & - A g L JERHIME E P E R e R R ik
{40 gp100 ~ MAGE /& ~ Trp-2 - MARTI Ko/ =g e ility - IR B aE i A DLFR A
A7 2 GM-CSF Z g4 -

[0128)  ASCRralk 2 iGH A il Bl en el 5 ZEsH S (E A BBRIE © £ —
LEEHEHIT - BT E LI 2 GM-CSF » fe— &0 - R Em s
K E 2B RSB AR EMHPY) ~ iR EEMHBV & HCV)
KARREREZARHEKHSV)) ZEHE - fA—EEHHIT - Al 265
37 R FE T B R R Ry EAME R (B0 B ek & i 2 AR E B S
(B o AL —EEEHER T - ASCRTAL L I B 772k ] B se il ot e g = A (B3
TiRERE L IE -

[0129]  AfGREFELIGE TR ITHRATEERIA Fe o 2 Fey 28 2 UELIAT
SR AR AR < R R ORI S » A ZIBF A R 5 FE N Al
ELEE R SEN R &
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[0130)] {F—SHAERIF » AERE ZIGF A GBI B fafstE siir 4
HuRSAE 2 Al ~ HAME /B 2 1% (7 B TR M AR RIAE & - AfSmaE L A% A
Fe 5 AT B RS AE AH S (R R A AR SR 1S 1 AR 2 T -

[0131] 0 BSCEAIH 2 AE—FFmwil - ERBRE TP —FELL F 2 BEEn|
05 > HOAT[E]NY ~ BUE ~ (P B H STl ( L2 Y Wik LL B 2 ) -

[0132] & HAROIRE RS EEZ S(LE AR 2 )7 A BhE AR e &
T e SH4h » HAEHARE MO MR SO « BB S - 3T (LB B 2 1 Bk i
1" Physicians' Desk Reference | (PDR> {41 1996 }i » Medical Economics Company °
Montvale » NI » g2 R 2 N A LA | T =00F AA SR A0[E] 2 R —f% -

[0133] {E—SEFHpId - ARSIl (&) v] B o i b e B E 4H & (50
e Bt fete T RHIGIE RS LA 2 e fete TR+ < MISIE] -
CD27 - CD28 - CD40 - CD122 ~ CD96 ~ CD73 ~ CD47 ~ OX40 ~ GITR - CSFIR -
JAK - PI3K§ ~ PI3Ky ~ TAM ~ &HE&HS « CD137 (J5#% & 4-1BB) ~ ICOS ~ A2AR -
B7-H3 » B7-H4 - BTLA - CTLA-4 ~ LAG3 ({41 INCAGN2385) ~ TIM3 (4[]
INCB2390) + VISTA ~ PD-1 ~ PD-L1 } PD-L2 - {5 — BR[| - st Bisy
THREEE LT Z RSt R 7+ + CD27 ~ CD28 ~ CD40 ~ ICOS ~ OX40 (4]
INCAGN1949) + GITR ({341 INCAGN1876)F; CD137 » {1 —E Bl » Saistn
BRI FZEE DU 2 MG MAsn &8 7>+ : A2AR~B7-H3-B7-H4-BTLA - CTLA-
4~ IDO ~ KIR ~ LAG3 ~ PD-1 ~ TIM3 & VISTA « {E—EEF Rt » A Cpriat
ALY E—E AR Y DU 2 BI$E A A ¢ KIR fI§0%] ~ TIGIT HIH1E] -
LAIR1 {7 ~ CD160 fIH1%] ~ 2B4 f]IF1%] & TGFRP 1] -

[0134) {F—dE I - Rpetn TR+ 2 S %/ Nr+ PD-L1 flIH]H -
E—EF G - EREENARZES US 20170107216 57 - EEH A FZES
US 20170145025 % ~ ZEFEHEF/ABIZE US 20170174671 9% « LA /ABIZSE

C24816PA docx 5 46 HEETIEREIE)

111121146 FEHESE A0202 1113238194-0



202313610

US 20170174679 %% ~ ZEFHF|/\BIZEE US 20170320875 5% - EFHEF| A\ BZE
US 20170342060 5% ~ 5B B /\BAZE S US 20170362253 55 K B H A A\ BHZE
US 20180016260 S~ PD-L1 47 » /N3F PD-L1 HIEIE > 1C50 /NA
1 uM ~ /[N7A 100 nM ~ /A 10 aM /NS | oM > 2B R EFAFE T E—F
ZEXHPFTA BRYELAS AT EGRA -

[0135] f—ibEhapld - EretadEh o+ 2 HIsIEE PD-1 %02 - flsndt
PD-1 BERHAS - (E—SLFHHIF - J1 PD-1 BEAPIAS (% MGAO12 - [ K& BT
(nivolumab) ~ Ji #8 BE $i{ (pembrolizumab - 7R % & MK-3475) ~ UT | &k & 1
(pidilizumab) ~ SHR-1210 ~ PDROO1 - {#UCEE $i (ipilumimab)s, AMP-224 o {F—i&
Hliti )5 > i PD-1 GRS AT R E EHEC R BT - fE— L F (9 » 1 PD1
HUAS (R - AE—LFHEWIF - I PD1 HisS R RE B - fE—LF i
§ > $7i PD-1 EARBIAS (R MGAO12 Gt B (retifanlimab)) o £ —ELF )5 -
it PD1 1S (% SHR-1210 « HAtM i Bl IEHIRRAHR - H140 4-1BB (F401 53
EH Pl (urelumab) ~ G R E S (utomilumab))

[0136] FE—ELEi{F - AfFrZE (L&Y a[Bl INCB086550 4H& A -

[0137] fE—ELEhEp+ - et dBio+ 2 Mk % PD-L1 G - fli
Hit PD-L1 BERREURG - fE—EEhafI+ » Ji PD-L1 HEAEGIAS % BMS-935559 -
MEDI4736 ~ MPDL3280A (71 B RG7446)8 MSB0010718C o #E— LB Hif] -+ »
# PD-L1 B#EH B4 MPDL3280A 5 MEDI4736 -

[0138] f—ibEhipd » eitad Ry MikHEl% CTLA-4 flifI%] - F
Wt CTLA-4 #7188 - {E—SLF i1+ - i CTLA-4 Hiss A TS - thssAREHT

(tremelimumab) ~ AGEN1884 B¢ CP-675,206 -
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i

(0139 AE—SEEHEHIF - Rte ARy T ZHIHE (R LAG3 HIHE - Fa

1 LAG3 $if8 - fE—SEhWF > i LAG3 fifefs BMS-986016 ~ LAG525 B4

il

INCAGN2385 -

[0140] fE—LEEHEHIF - iR T 2RI % TIM3 IR > Flanit
TIM3 $1 88 o £ —ELE it > 371 TIM3 Hi#%{% INCAGN2390 - MBG453 =% TSR-
022 -

(0141] {E—L£EHEHIF - iR T ZfIHIR % GITR fIHH] - Flanit
GITR Hif £ —ELEFHE 55 - 471 GITR $if4 {4 TRXS518-MK-4166-INCAGN1876-
MK-1248 + AMG228 + BMS-986156 + GWN323 =t MEDI1873 -

[0142] fE—ELEHHT - REmEES T ZHIFIH R 0X40 (e » fili0
OX40 e Piigsl OX40L BeEN - £ —EFHAIF > Ji 0X40 fifkh
MEDI0562 ~ MOXR-0916  PF-04518600 + GSK3174998 5 BMS-986178 « ff—i&
EhEfpIt - OX40L Bli& % H {4 MEDI6383

(0143] fE—LEEHEBIF > RiRER T T ZHIHIH % CD20 fIHIE - it
CD20 $ifg « {E—LEE B+ » $71 CD20 Hils (A R ZER B HisR 2 T -

[0144]  fE—LEEHEHIF > RiRER: T T ZHIHIH % CD19 fIHIE > Flanit
CD19 fjifig ° fE—LEEHE B > $1 CD19 P (Rt ZE BT -

[0145] AfmZE (P g RIS G A - £ LT -
RS B S —(F4E R 5 PD-1 - PD-L1 » CTLA-4 ~ GITR » OX40 » TIM3 *

i

il

i

il

i

il

LAG3 - CD137 ~ ICOS ~ CD3 = TGFp "2 -

[0146] fE—EFHHIF - Asgmz 2P Bl — B CHEE IR
GlEA - e —EEHAF - (CEHEHIHIE (% IDO1 ~ TDO SiFkE ELNG < I -
IDO1 I > & &S]t + NLG919 ~ BMS-986205 + PF-06840003 -

IOM2983 ~ RG-70099 k7 LY338196 -
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[0147] A RFEZALEY) ] Bl— B2 fh e hn A B B4R & (8 F A7
TR » PIANEEE BRI, « PR e ts BRI RIRI L IEST BEE A T 2 REia s
BESY - {]I%(%] : CBL-B ~ CD20 - CD28 ~ CD40 ~ CD70 ~ CD122 ~ CD96 ~ CD73 ~
CD47 -~ CDK2 - GITR ~ CSFIR -~ JAK - PI3K$ - PI3Ky ~ TAM ~ f&R2f4 T4 - HPKI -~
CDI137 (J1\##% 5 4-1BB) ~ ICOS ~ A2AR ~ B7-H3 - B7-H4 - BTLA - CTLA-4 - LAG3 -
TIM3 ~ TLR (TLR7/8) ~ TIGIT ~ CD112R ~ VISTA - PD-1 » PD-L1 & PD-L2 « #f.
— I E G R R T 5 EE R DU 2 A B 5+ 1 CD27 - CD28 -
CD40 ~ ICOS ~ 0X40 - GITR k; CD137 - {£—EEF It - Soitm &Ry {55
BT 2 &M a7 BT ¢ A2AR ~ B7-H3 ~ B7-H4 ~ BTLA ~ CTLA-4 ~ IDO -
KIR ~ LAG3 ~ PD-1 ~ TIM3 - TIGIT J VISTA o {F—EFaff » ASCATEEt >
{EEYy a8l —a 2t 5 DU T 2 BISH &6 © KIR {502~ TIGIT f{I5%1E] - LAIR1
FOIRIE] ~ CD160 fIHIE] ~ 2B4 $I5HIE ke TGFRP HIHIE] -

[0148) fE—EEFHHIF - ARt 2 baYy ol B R ia &R 71 (Bl
0X40 ~ CD27 ~ GITR J CD137 (JR# 5 4-1BB)) . — B Z e MKIsH &5

[0149) {E—EhEHIF - REmER DT 2 HIHE%T PDI 88 - $i PD-
L1 g CTLA-4 $738G -

[0150] {E—EhEMIF - REmERiyF 2 HIHE% PD-1 B¢ PD-L1 2]l
HE > G0 PD-1 8¢t PD-L1 BARGuAS - £ —SLEF @ H]F » $it PD-1 2t PD-
L1 fifs B R E B - RIS - [ 2k B 1 (atezolizumab) ~ {2 FL& B {1
(durvalumab) ~ [ 4 Eif7i(avelumab) ~ PR EHI| B8 471 (cemiplimab) IR BT ~
PrT4EE BE DT ~ B B HIER B dri(tislelizumab) ~ ] MHER BT (spartalizumab » PDROOT) ~
P52 K1 B 477 (cetrelimab » INJ-63723283) ~ 453 %1 B 77 (toripalimab » JS001) ~ &
51| 2k B $7i (toripalimab » SHR-1210) ~ {Z7#F/ B8 $7i(toripalimab > IBI308) - AB122

(GLS-010) ~ AMP-224 - AMP-514/MEDI-0680 ~ BMS936559 ~JTX-4014 ~ BGB-108
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SHR-1210~MEDI4736~FAZ053~BCD-100~KNO035~CS1001~BAT1306~LZMO009 -
AK105 ~ HLX10 ~ SHR-1316 ~ CBT-502 (TQB2450) ~ A167 (KL-A167) ~ STI-A101
(ZKABOO1) ~ CK-301  BGB-A333 ~MSB-2311 - HLX20 » TSR-042 5 LY3300054 -
FE— BB > PD-1 3 PD-L1 I L TSR prfem > —% © 5%
FIIZE 7,488,802 5 ~ SSEIELRIZE 7,043,743 B + SSEIEEAIES 8,008,449 B - e
FII%5 8,168,757 %% - ISR 8,217,149 BEskEEHIE 10,308,644 3% ; EEA
FZEE 2017/0145025 58 ~ EFE AN IESE 2017/0174671 58 ~ EFHANFHESE
2017/0174679 5& ~ EEF]/NFEZESE 2017/0320875 58 ~ EF] /A NFFZEZE 2017/0342060
g8 ~ EF/NFZESE 2017/0362253 5% ~ EFE]/NFHZEE 2018/0016260 5F ~ EF] 2 G
FE 2018/0057486 FE ~ EF N BEE 2018/0177784 & ~ EFH AN EFH
2018/0177870 5 ~ EF]/NFHZEE 2018/0179179 5E ~ EEF/NFHZEE 2018/0179201
gE ~ EF/FZEE 2018/0179202 5% ~ EF|/ NFHZEE 2018/0273519 5§ ~ EF| /G
ZFEE 2019/0040082 7E ~ EFH AN FEE 2019/0062345 55 - EFH AN EE
2019/0071439 5 ~ EF]/\FEZESE 2019/0127467 5% ~ EE/NFEZEZE 2019/0144439
g8 ~ EF/NFZEE 2019/0202824 5 ~ EF]/NFHZEE 2019/0225601 5F ~ EF] /NG
ZFEE 2019/0300524 FEEZER/AFZESE 2019/0345170 5% 5 5¢ PCT \FEZESE WO
03042402 5% ~ PCT /NFIZEZE WO 2008156712 5E ~ PCT 2\ FHZEEE WO 2010089411
& ~ PCT NFZESE W0 2010036959 5% ~ PCT /\FHZEZE W0 2011066342 5% ~ PCT
INBHZESE WO 2011159877 5% ~ PCT NpEZE=E WO 2011082400 555k PCT /B2
55 WO 2011161699 8% » S EF” 4 & E LS RBEAA LT « 15— Lb8
FiE = > PD-L1 HIf#E{% INCB086550

(01511  {E—LEERHEHID > HiBe{hit PD-1 5188 » BIAnft PD-1 BbkhRS « 1
—HSFEHEHIE > § PD-1 LA AE R BB - IR - PRI - Sk
B4 - BESFIERERS - PHZ RIS - BRI - (SHIFIEHT - AB122 - AMP-
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224 ~ JITX-4014 ~ BGB-108 ~ BCD-100 - BAT1306 ~ LZM009 ~ AK105 ~ HLX10 E,
TSR-042 - {E—EEEHEHIT - 47 PD-1 RS RCREHIT  TRIBET » POREA]
YT~ FIMEEREEDT » REGHIERELT ~ PHZAIEEIT » el B A B JUsE A BT -
FE—SEHEHIT > $T PD-1 JUiS(RIRBERT - AL —EEHMIF - §t PD-1 Hifelk
JEREETT - AL—EEE GBS > H1 PD-1 FURRAPORE A B - Ao — L EHEf -
i PD-1 JifG (R EIHEREEDT - AE—EEEHEHIF - 471 PD-1 ie(h R AIEREEDT -
A EHEHIT > $1 PD-1 UAS (RS Z AT - fe—EE A - §1 PD-1 Jikg
i BT o AE—EEHMIT > H1 PD-1 Fiss (R E M AI BT - £ —EEHEH)
§1 > §i PD-1 Jife (s AB122 » fE—S&NE T » §T PD-1 JiAe (s AMP-224  {r—
LEEHEFT - 51 PD-1 Jife (4 JTX-4014 - fE—EEFHE RIS > 71 PD-1 S {4 BGB-
108 » fE—E &G0 > 1 PD-1 i {% BCD-100 » ££—EE& @ > 1 PD-1 4
A% BAT1306 - fE—LEEHEfIF - fi PD-1 Hifig(h LZMO09 - fr—LEEhafI -
11 PD-1 fiifg {5 AK105 » fE—EEFHEf+ > 1 PD-1 fifG{4 HLX10 - fe—LE &
B - T PD-1 fifG{% TSR-042 - fE—ELFHEHIT > §i PD-1 Bl Ae S
BPIECRBEEDT - AL — L EHEFIT - §1 PD1 1A% {4 SHR-1210 - AR ELE
TR/ B > BI40 4-1BB (PIKIS BRI - BICREDD - fe—EEhHIF > &%
Tetm BT ZAIHIE % PD-L1HIHIE] - f2051 PD-L1 BbREAE - Ao —E &
firf > 71 PD-L1 EEPRITAG (AP EREEST  PIEB I - (B ER - BER
BT ~ BMS-935559 - MEDI4736 ~ [ 2R EHL(MPDL3280A ; 7\ B RG7446) -
frlafe & BEHT(MSB0010718C) ~ FAZ053 ~ KN035 ~ CS1001 ~ SHR-1316 ~ CBT-502 ~
A167 ~ STI-A101 ~ CK-301 ~ BGB-A333 ~ MSB-2311 ~ HLX20 = LY3300054 - {£
—EEEEHIT - i PD-L1 FIRGAFRPEEREN - FI4EEED ~ [EREEIEEE
FIEREAT « AE—EEFHERIF - HT PD-L1 FUsG (AP EEREEST o A — S EHEfIT
i PD-L1 RS AMIEE T - AL —LEHHT - i PD-L1 fiig A E RSB -
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FE—EFi 5+ - 1 PD-L1 Hifs (& B MEREDL - fE—SF i+ - §ii PD-LI
HiAG (% BMS-935559 « fE—E& il - §it PD-L1 $ifS{% MEDI4736 - {f—L8&
e - 471 PD-L1 $i#8{% FAZ053 - fE—S&F i+ - 1 PD-L1 fiAS {5 KNO35
E—EEF {5 1 PD-L1 HifS {5k CS1001 - f—&F i+ - 1 PD-L1 HiiS (%
SHR-1316 - {E—EF (7] F » $1 PD-L1 i85 CBT-502 - fE—EF i f+ - $1
PD-L1 {7i#8{% A167 « T —2&F )i {5+ » $ PD-L1 $i#8 {5 STI-A101 - T —LLEiH
e - 5t PD-L1 $iifS {5 CK-301 - fE—E &9 - 5t PD-L1 $7i#8{% BGB-A333
E—EEFhE A - H1 PD-L1 §i#8% MSB-2311 - {fF—E&HH+ - 1 PD-L1 #i1
B (% HLX20 o {T—EE0EEIF » $i PD-L1 Hiii& (% LY3300054 o

[0152] f—EbEhEpl+ - eEiadBhio 2 RSS2 PD-LL 2/~
FECHE S PRz 2 B - (E— ST H T - e AR T HIRE RS S
HWAE PD-L1 Z/NpFEiHEEEEER Fafiy 2B - (ff—SFHiHIF - R
B4 - HIIE 4 8E E US 2018/0179201 ~ US 2018/0179197 ~ US 2018/0179179
US 2018/0179202 ~ US 2018/0177784 ~ US 2018/0177870 - ZEFEHF|E 16/369,654
5T 2019 4 3 A 29 HEZHHER) S EEI A5 62/688,164 53 ~ (L& YIZ
L&) BCHESEEE F e VM ZEEANEH 2 2 B LG IR TG AASL
1:[:{ o

[0153)  f—ibEhEp+ - Retad R+ 2 flI%){% KIR ~ TIGIT - LAIR1 ~
CDI160 ~ 2B4 K TGFRPB 7 H[I#|7] -

[0154] FE—fLE&hfHIF » HIHIEI{%: MCLA-145 -

[0155] f—ibEhipld - eiiadRio 2 kK% CTLA-4 fliHI%] - f
Wt CTLA-4 $S - fE—SLEF M+ » i CTLA-4 Higg (R ICET - fhismAE

F1 ~ AGEN1884 5 CP-675,206 -

L

i

il
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[0156]  {E—EEERHEHIT - GEHERES T HIHIF G LAG3 HIE1H » i
1 LAG3 e - fi—EEFEHF - 31 LAG3 #Higga{sa BMS-986016 ~ LAG525 ~
INCAGN2385 B {{¢;EHIEE/# o (eftilagimod alpha » IMP321) o

(01571  {E—EEBRHEHIE > G tmBEsy T I CDT3 S0 - {7tk
D > CD73 I (%555 B4 (oleclumab) -

(01581  {E—LEERHEHID » Gt EBEs T HIHII (% TIGIT HIHIH - 75—
SEEFHEIE > TIGIT {4 {5 OMP-31M32 «

(01591  1E—LEERHEHID » @ RrheasBhss T I (5 VISTA S0 - 75—
Lo EF 4 - VISTA HI&E({% INJ-61610588 5¢ CA-170 -

[0160]  1E—LEERHEHID » SRR EBEs T HIHII (4 B7-H3 HIHIH - 75—
ELE R SR - B7-H3 $IE)#{% & 2 B 1 (enoblituzumab) ~ MGDO009 =i, 8H9 -

(0161 A ELBFfEHlT » GtaBs T MBI KIR S0 o 5tk
BT+ KIR 01075 (%R B 47 irilumab)st, IPHA4102 <

[0162]  1E—EEBRHEHIPD » b Bhsy T IR (5 A2aR HIHIR - 75—
BT A2aR I CPI-444 <

[0163]  1E—LEERHEHID » GRtRE RS T HIHII (% TGF-B HIHIH - 75—
SEEFHE D > TGF-B {11417 {4 F 72 #% (trabedersen) ~ fIf S 2 (galusertinib) st
M7824 -

[0164] 4L BRHERIT » SRR EBh 5T T S0 (5 PI3K-y S0 - 75—
EEBEHEIR + PI3K-y #0041 {4 IPL-549 «

[0165]  {E—EEBRHEHI > Gt Bhsy T I (5 CDAT I - {72t
@5 - CD47 HIE ({4 HuSF9-G4 5 TTI-621 -

(01661  1E—EEBRHEHIE » Gt Bhsy T M5 CDT3 S0 - {7tk
= - CD73 f{I#E]%E {4 MEDI9447 -

L
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[0167] {E—LEEHEHIF > REARER T T ZIHIHEI % CD70 HIHIH - A —L5
FhEEF » CD70 0I5 {4 E £ 2k B i (cusatuzumab) st BMS-936561 -

[0168] {E—LEEHEHIF - iR T LRI % TIM3 fIHRE] > a0t
TIM3 $1 88 o £ —ELE it > 371 TIM3 Hi#%{% INCAGN2390 - MBG453 =% TSR-
022 -

[0169] fE—LEEHERIF » RiRERE T T ZHIHIH] % CD20 fIHIE - it
CD20 $ifg « {E—LEE B+ » $71 CD20 Hils (A R ZER B HisR 2 T -

(0170] fE—LE£EHHIF - e ER T T 2 (el (% 0X40~ CD27 - CD28 »
GITR -~ ICOS ~ CD40 ~ TLR7/8 F, CD137 (Jif £ 4-1BB) 2 (@ 55H

(01711  fE—E&FHAF > CDI37 (EXFEIRSmE HEIT - £ —EEHH+
CDI137 (e ARSI REDT «

(0172] fE—ELEHHIF - BRI T Z (EXH (% GITR fAHIR - A —=5&
EHifl T - GITR {55 Hl{% TRXS518 + MK-4166 + INCAGN1876 + MK-1248 -
AMG228 ~ BMS-986156 ~ GWN323 - MEDI1873 5% MEDI6469 © {£— & i 1] »
SRR AT T 2 (e % OX40 {5 - B0 OX40 {esiiifs sl OX40L fl &
EH - A EFHAF > T 0X40 fifS { INCAGNO1949 ~ MEDIO562 (fil A& £k
Ei$7{(tavolimab)) ~ MOXR-0916 - PF-04518600 + GSK3174998 - BMS-986178 ¢
9B12 - fE—EEEFHE]T - OX40L Fi&ZE H (% MEDI6383 -

(0173]  fE—LEEHEHIF > REARER T T 2 el % CDAO (5] - A —L&
FhEf$ - CDA0 {5l{% CP-870893 + ADC-1013 + CDX-1140 + SEA-CD40 -
RO7009789 ~ JNJ-64457107 ~ APX-005M =X, Chi Lob 7/4 -

(0174] fE—LLEHEHIT @ AR T Z 80K 1COS (el - 4 —1
FhEF > ICOS {54 GSK-3359609 ~ JTX-2011 5; MEDI-570 -
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[0175)] A{r—iEhEfI+ - e i R+ 2 ekl % CD28 (R - fi—L
Hhft » CD28 {le il {A & i 2k Bfi (theralizumab) -

[0176] {r—iLEHEHI+ » e i Ry 2 R R% CD27 (R - fi—L
Eht B - CD27 {5 FLAER B4 (varlilumab)

[0177] fE—EHEAIH > RERER T 2 (@R % TLR7/8 {E50H] - f1—
54 - TLR7/8 flexil{5 MEDI9O197 -

[0178] AfGRE MGV IHERRUGRASHER - f—EFwH+
A B A ([F4E B ] PD-1 ~ PD-L1 ~ CTLA-4 ~ GITR ~ OX40 « TIM3 -
LAG3 ~ CDI137 ~ ICOS ~ CD3 B TGFB 245 » {£—SLEHEHIT - BRrRIEHAGE
&% PD-1 J¢ PD-L1 » {f—S&Fi |+ » 455 % PD-1 & PD-L1 2 B B iHiAE
% MCLA-136 - {E—SE i & » R R HTAs4S & % PD-L1 & CTLA-4 » {f—
EEHiFF - &iae PD-L1 & CTLA-4 R SRS (5 AK104 -

[0179) fE—SEFpIF - AfRFE 2 ALEY) o7 E— B 18 ACHNE I I A4E
B o AE—EEH T - AHEEHIEE% IDO1 ~ TDO EEREENE < HIHH] -
IDO1 I#IE > EF/EFEE IS f - NLGI19 ~ BMS-986205 ~ PF-06840003 -
IOM2983 ~ RG-70099 & LY338196 « f5ReRa Rl > #1485 E4E INCB1158 -

[0180] “miERATHRdt - HAth (L& - HIHIR ~ K% o] LR — B ER =
A LEYEE B E R EIEEE Y AR B L -

[0181] fE—SEfupIF - ASFTll (L&Y AT B — B RIAE & E R AOA
BERIR » PIMIEE - AL — S E T - BlARGE R - EERERIHIR - KB AL
B B R s SR oo B 2 B B AR ER BB RZ (CY) ~ AR (MEL) F A S H T o
FE—EL ] - &S BRI RIE R -RIRMR - £ — S F G0 - B AR R R
St ZEKFA(DEX) o AL —SLF i - f0% 580 B4 8 A1 B 8 (LEN) B0 B [
(POM) o
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[0182)] TEEABIANS RE Z(LaY e R 2 EEURER B S H R
B A MBI (NRTI) ~ FEAZ 25 S5 lE I fI I (NNRTT) ~ 25 5 BE IR K
HATHURZEEY) -

[0183) B {|# & NRTI f$E 7% % & F (zidovudine » AZT) ; Hb i 55 5
(didanosine » ddl) ; Pt & (zalcitabine » ddC) ; F){tfi5 5 (stavudine » d4T) ; FiE
>k % (lamivudine » 3TC) ; [i] 2K & (abacavir » 1592U89) ; [i] {Z%g &5 [adefovir
dipivoxil > #(POM)-PMEA] ; ;&4fi+Z(lobucavir > BMS-180194) ; BCH-10652 :
& # ;% [emitricitabine > (-)-FTC] ; B-L-FD4 (J5f% 5 B-L-DAC Hens4 B B-L-2'
3-EEfR A-5-#-HETT) ¢ DAPD » ((-)-B-D-2,6,- i B-IEG S RIR) KOS R
(lodenosine * FddA) - BRI NNRTI @ #EZs &I (nevirapine * BI-RG-587) ;
Hb 11 B (delaviradine » BHAP ~ U-90152) ; {kJE & ff(efavirenz » DMP-266) ; PNU-
142721 ; AG-1549 ; MKC-442 (1-( L& - B B5)-5-(1-H & £ 55)-6-GR A HH B)-
(2,4(1H,3H)-I%0E i) 5 F(+)-5FfFZ (calanolide) A (NSC-675451)% B - HiAUH
HE O NSAIHIE E55/ b &P & (saquinavir > Ro 31-8959)  FFLH & (ritonavir» ABT-
538) ; EfiHFBE (indinavir » MK-639) ; Z5JEARE (nelfnavir » AG-1343) ; 2215
(amprenavir > 141W94) ; 767 & (lasinavir > BMS-234475) ; DMP-450 ; BMS-
2322623 ; ABT-378; ;. AG-1 549 « At 370 3 B EFE SR - FIE2 Z M (ribavirin) -
TL-2 ~ TL-12 ~ IEfth £ FE(pentafuside) & Yissum JE H %55 11607

[0184) @ ELASI AT 2 AL & WI4E & A AR A R IE 2 Bl AL 1 (L5 6%
Bl ~ SEIEFEERE ~ IR ABERREOE - AT L&Y R EEUSERI &
KA B AR MR - B E B ORISR ERE(EATROMEE
SF RIS~ ST REHIHIR (B AR AR AL ~ B Ehs R AP 3 ~
R R BB S (G0 ALY ~ BIZR 3R (D0 LB B 3t 2 ) KoM 2R sz e FE A
(BN 4E=IEE) - R TYERRTY IR RS < SUBER BN ] BUA S il 2
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{taPilE - ZEISEREEPUER R R EEA IR # T - tERER K
BB KRR ~ e s B FERUEER (LHREDZR (DY) (BLAEAIEE AR « CFaH R - i i
R sHREERAR) ~ LHRH SEHURI(GIL0R G 7e) ~ HERER 2 Ba THER R (P40 B S
H) B AU R R e A < TR (BN PR EEA AE)

[0185) ARt 2 L&y n Bt ¥R 2 Ae il < HANRIE S EURKE &
THAREHE AR EF BRI 2 8 - ZF R iEst
EGFR - Her2 ~ VEGFR - c-Met ~ Ret ~ IGFR1 B¢ Flt-3 Z {{IF SRS K ST T
MHRA RS & 28 5SS (B0 Ber-Abl K EMLA-AL) Z fIHIFITAS - $t¥F EGFR 2
HE e SIFE e MEEE T - Het¥ EGFR/Her2 ZHIIHIE|EFE({EAIREY)
ZREE ~ FIARE - IEEE(apitinib) KAGEJE - $1#f EGFR Ziiigtfs
(EATRPOPEZE BT ~ HEBEFFCRERES o c-Met HIIFHIEIHE1 FGFR 4]
Bl = - %% o-Met JlIHIEEL 5 B AIER B {7 (onartumzumab) ~ 2 EE[C
(tivantnib) 5z INC-280 © $#f Abl (8¢ Ber-Ab) ZHEFEFEEE ~ Z/EIE - &
EEC R EWECLU ST Alk (B0 EMLA-ALK) Z i ER|(BLIE M T) -

[0186]  Im'E A pIAIEIEE FGFR HIIHIR] &« 40 &t —LE B 1 AT RE (R SHY
i S M A AT AR E1 75 21 VEGF 2 VEGFR ZHTAGE¢ VEGFR Bl fIHIH] -
$1¥ VEGF ZHife sREAMI e E B fLfE HAEREST R FIHPEE - VEGER JHillZ
SRR e Bt s 2 B AR SR (BA TR PO EF & e - RALSEE e e -
PRHEEMG ~ THMEEIE ~ InIEE ~ #ilZe i R NEME -

[0187] HHRAN{ESREERE A (LAERETHMER > AR FHREZ
AH o7 < B AR (R B AH & A SR RE MR MU - ATEEAS AT I 2 (B &)
HE 2B EHERE PIBK-AKT-mTOR BE{IE ZHIHIR] ~ Raf-MAPK F&{E 1]

Bl ~ JAK-STAT E&1E ZHIHIEI LA B B B e EE B R AR T A e 2 S -
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[0188]  $T%f PI3 3l < B ELFE(EAPRE) ULHIVE M ~ SZEALE ~ MRmEpaif -
mTOR I 7] (B 405 fH 3R (rapamycin) ~ P4 ZE 2L 5] (sirolimus) ~ ZFPHZE L H]
(temsirolimus) K {(< & 5L 5] ) ] B2 FGFR f{IHIEIH & - HoAth 5 B F 8fE (B FRFY)
B 28 3F & J 22 1L 3F JC (Raf I ) LA K #ff 55 %5 JC (trametinib) ~ ] £ &
(selumetinib) 5z GDC-0973 (MEK H[IHIH]) - —= 5 AE JAK ZHIHIBI(PI0EZFE
JE ~ BT » FURE E(tofacitinib)) ~ Hsp90 (B140H #RE R (tanespimycin)) »
FEHAE A R EER(BIZ0EEPYE) - HDAC (FIA0MHEEEfh) ~ PARP (BI40541
THIE) & B B B RS (P E ok ~ RIBAR) IR Al BLASC R Z (B &R & - i —
ELEHEGT > JAK SIHIERE JAKL 2 BHEEER JAK2 K JAKS -

[0189]  ARBUASFTIL ZAb & VIR & Z HANR B (B2 A S -
O At R HoAth B RSB o 2 BB $H < S B (IH $E e REa NS e U © IHSH
RERINZ PEE © MRS R EIIACT R RAZEE © IESHE R A = dh 28) s
PRI TR SR A ERAE &ML T (Abraxane®)

[0190] EE(EEEHREIEEAMTRER fL S B (BRI (RIS EA RIS ETT -
LNHueE TN ~ il A s - RR bR AR R =) - BIANPRIEE R ~ BT
BRUEIRRE (Cytoxan™) ~ SIBBERERE ~ S205% » UMK T L~ TRIMA: ~ =2 =%
wAE ~ b hlEhs - B0H%E ~ REEDT IR HEEDT - ##ilREER - 2Rk
Ko B o

(0191  @EFELAS AL 2 (b eV G A AR SR EERE - /S 170
CRUERS ~ CIGHER? - SEEIEE ~ EREL - s H I - HES RS - A -
EREER R © LPHRENE - EURNERE « SR © BEORTT R SR ZA

[0192]  AEREAASCATAC AL EYIRRE A Z HAEI RS | Z-REBRDTIC)
GUF I AR At (BB 8 - B0 RESDT(BCNU) KRS © " 2Ry

ZZ(Dartmouth regimen) ; » HA{%f DTIC ~ BCNU - JIE§A s B E254H5G 5 EET
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AR K DTIC 22 &5 ¢ B Mg ARl 2 (G AT B e e e R B (L
FEAIAET T ZR - BIOTHEER o » ITH R 2 MERESLAT(TNF)HES -

[0193]  EEACERIE BRI s A48 B B 15 B i AR (B FE B A PR T
Betd iRl  mEnE AR O] ~ WRRS SR K AR - R BRI > B4Rz FHIRES ~ S-5
PRUEWE ~ B FRE ~ FIHERETE ~ 6-SiAVENS - 6-hi IR - Wil LR ~ IE =i
TR PR -

[0194] EEALEGREBCTHTRERIE — 5 fiE GRS R AEY) M HATT
AV BIHNRAFEEYR (vinca alkaloid) ~ FIREEIIAER ~ B - ME/NERERH
BR) MOREE - £RE - £RFMF - TKEE - GE R D - EEE
SRR ~ JZVEE - FHELLE - ara-C ~ FEERIZER(TAXOL™) ~ YERERER -
LRI - RMER-C » L-RZERNE - HBERCLH IFN-a) ~ ({iGEAT
K EaE

[0195]  HARSOAUE MR EfEELEA ~ CPT-11 ~ falflahnd - sfcdhmd - Rt
> EAE S IRl - EIREEERR K TR S

[0196] 4HREEMAEPNMAREERY  PIAILREASEER © JUEE TR
Bl ARE : ORITREER ¢ $ARCAr s &V > PIalEsa k188 © AV ESER
A RANHIE  UBERGEE  HERNSER - BilsE 0 REMERKNT -

(0197  HALGUEEICLIETRR SR > P2 PR EE i (Herceptin) ~ $¥F L5
BT Z iRl CTLA-4 5ifg - 4-1BB §ifig » PD-L1 i & PD-1 %)=kt
AT 2R AL-10 ~ TGF-B 55) Z iR

[0198)  HALGUE R/ ELiERH Er R e alRE B RS 2 iR E > BIanst s b
~ZRa(ffE CCR2 Jz CCR4) ZIEHH -

(0199  HALINELFENN5R BT & Z IR > FIan il st T AAEiEts -

4

(]
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[0200]  fFikefem BIIERIZE4HRE - S RIK - DNA S R AR - (1 — %8
HE I - R R e B 2K 2 28 N IREHE < IR (B0 N RFLEERE 5 (HPV) ~ B
RIFHEMHBV K HCV) KRN PER MBS RREREKASV) Z EHE - 5] HiEEE
< JERFIME P EER R BHUR 2K > #1200 gpl00 - MAGE $iR ~ Trp-2
MARTI K/Elishe i be o« BREES i AL DA ARt~ & GM-CSF .~ FERE 4t -

[0201] A$GRFEZALEY eI EEBEE AR & (0 AR 2 AE IS T AR <~ il
y@.zj o

[0202] 2% HAROHBIR 28z S L2/ 6 R < A R VE b ER o &
CAI - 5540 - HAG BRI MOMERE R - BB S » 5T 2 LE AR < 1 B
1A Physicians' Desk Reference | (PDR > {§i411 1996 [ » Medical Economics Company >
Montvale » NDH » 82 3Rk FGmNELAG [ T2 OF AAS a0 E] 2 R —A% -

[0203] sERATEEHEL - HALEY) - ISR - BSE o] DUE—BEERIE P =
BURLEYIEE - BCHRIE B EBRIE T 2R B R Fp 5 Bl -
EEEY) REE PR

[0204] HAIfREESEERT » AR 2 A baY Rl DB SR &Y =350t - 2%

B aYIGRIE ATl — S L EY) e 2/ D —TEEE SR F Rz K
SR < $RE - 5% AR ST DU B FR ARl 2 7 =084 - B nTFEh 2 1d

AR it EE e S e e G e BUARAUEHE L @M E - &5 ]
ER (B FEIR BN R R - BFE SN ~ f2iE R ERGIEE) ~ Bl (ARSI R A B A
MARECGRIERE - BRSNS L REN - BN - BEREE L) ~ IR~ Ok
&SRS « RN IRIEZE « 574 ] s B ER i L CRAR A ~ 4502 T ~ R ECH RSN
TR~ BGRE T RIKEE SRR B AV Fila BN SRS A - R RGBS
AR AT ~ BRI E ~ Rz N ~ BB R A R BB AP BB S B B
AL » B A5 B O 2 AT B « JRAERE G B o] 2 B —IRF RIE TP = - 5

0

0
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A BIARE G B AT - AN EEl L BEEsH &) K ERECY) A] LR
CEFZAER ~ WOER  JEH - 7L - AR - R - R - IEEER - IREE K
E R AR ~ /KM ~ B RKECH MRS ~ SRR R sE AR v] R TR B Y
[0205] AfGrFEIEEREEEY)  HeFA Ry —s8 b a?ifE
FoiEMER s EA— B o T e 4552 b n[ e Z s BURIP T 20 & o AL BUE AR
gtz sHeP)d - R RN SR P RDE & - R BRI EE PR 200
98 - 2558 - R ESSIE U EEIN o BT E R (EARREmIes > Houl B AfE
JEMER T LR~ SR EOTE ZERE - B EGRARATE - [RIE > sHEYIR 2L
T R - OUE -~ Bk~ ZESTR] - 855 - R - MR - IR - LR
IR BESE  RIBB(EER A ERNRETET) - e A2 10 EE%EN
({LEVZHER - P HEIHE RS -t ~ Mt nESTE IR IR B K - 142
—EEEH > HEVIER R -

[0206] fEBEFRECY T - AR EM SVt D B A R 7y & OF < AT
EENE - EEMEEWGEE LB - AInREBER/ NS 200 B 26T
& - BB WHEE EACENERY > ATATRE b AR R IR LR BEERECY)
HE Ea20M 0 Plangy40 H -

[0207)  AEHA A& o 50 B T RN SRR 5 (B8 ST ) S i DL A5
i T SERIE R s AR BCIRR AL 2RI » A B &9 2 g dl CRoR kD 2%
ARSIl T BRI BRE R - A2 R WO 2002/000196

[0208] @EEHPEZ —EERIEFEILNE - Gt - meok - LSS - HERES
et ~ PTHLEMRE - Waleds - MRBRE - =ERE - IR - WBLsS - PSR
T LRI IR ~ SRAERR /K ST R R R - SRICY T S/ MESE R
il - GIanig 4 ~ HEREEREEE R © RIRE B RARTE]  DHIEHE] - GIanFeEs
7 B R R S e PR R R RS - BHIRTE] R RBRT o ARt 2 $H &Py T S8

0
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PATEFE HER F RISl EA0 2 AR P R BB E IR TR MRl oy 2 PRI ~ FP 48
FEHEFEIRL

[0209] fE—LEEHEFIH - BEEAH GV S (LT84 R (SMCO) B AT
It /D — T L e SRR Pl 2B - fE— S E eI - W (A A
ZH B I8P R K& 2% _FALR wiw

[0210] fE—EEHEHI+ - HEMERFERREESY)  HESA i =
DTSR EER e R /D —FEEEEEEE bR 2 B S
TR e AL — S E I+ - sHEYEEA AT 20— (b %L o]
ez HA R /D —TEEEE LU 2807 | AR R - FUEKGY) - RN A A

W Z R T RS A — B Eap - A EmEa A it s 2/ — B (LEY)
BCHESEEEE R B LA R M A2 - FUREE K &) R RN A B A 2
T EwmAT o HEVBEEAFIL Y 20— (LS B2 L
LA R AR~ MK EYIRBE S LG - i — R f+ - sHEaYk
—HE a s e S LR AL — R E G R4 E R (5 Avicel PH102™-
FE—Eh G - FHEEKEY)% Fast-flo 316™ o fE—LLE i+ » FEPIEH
EBAE R IS B SRR 2208 KAM (£7%7 Methocel K4 M Premier™) k7 /2
FRPN R A4 22 2208 K100LV (£7/5%7 Methocel KOOLV™) o f—Eb g fi = -
BE LIS EZIE WSR 1105 (4747 Polyox WSR 1105™) o

[0211] fE—ghapi - ERURA SN AR KEEHEGY) - I — S E I
1 RS AR R E A A A -

[0212] 4H&Y P LAEAIE A0 &—HIE &H P04 5 mg 247 1000
mg ~ %9 5 mg £47 100 mg ~ 47 100 mg £47 500 mg T&T 10 47 30 mg JEMH:RY
7 AE—EEHGIF - B—EEEHE 10mg JEMNK Y - fE—EEHHIT - F—
BIE &4 50 mg JEMERY « AL —EEHMIT - B—HIEEHE 25 mg JEMERK
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o7 - flosh T BRARIEP R ) e E R R R A AL ) < BRI
VIR - SEU AT REIIEEE B PR — I E LI e R
L THTE R ZIEMRHY -

[0213] HMRHAEICEEHeY 2 HYBEASAEEEHE FAa/ETER
FP( Pz /DB & it(National Food)&l > 3% £/ mitrélk > HEME £/0 58
450 TTEE NEDH RS SH ViRt e 55 B & i B8 B S (U.S. Food and
Drug Administration) 2 3 F 2 # T B 2 = B 47 #7581 8 (Good Manufacturing
Practice)f4E T SUEESGHNAC < B S - B EECY ] A itE /REE FE2H
R/ GEEFFEERE R ERE ZATH RIFRSERER -

[0214] EM tEYHERREHREANARELEE GUBTEANERH - A
o JEEAR > TR R (baY) < Bl H R ESATARIS AR B U E - % 5 A
PRI BTG PR - FTES LA - Freil L EIR EEY) - FhEE 25
B~ BRE R E - BB B AR R SR

[0215] ARW(LEY) IGHEIETIRE FIAET R L FERR - (ke
ZAERTTA B LRI R R B LR R T B B < AT b - B R ST
ABIeEY L EEPEORE R S ERRME (L ZERNREHERE - (L2
BUAIIGR M) RASBURTE « BBIMS - AP (LS IEHE 0.1%E4Y
10% wiv ZAb&).2 A G ETKIEIRR (T R £ - — LL BRI B i B
4 L uglkg 247 1 glkg BEE/R - fE— L H]T - FIEHEHLT 0.01 mg/kg £LY
100 mg/kg FEE/K - BB IRl HEEMILAT Z BRI E * FNEURIE < HE R
RN ~ BB E LRI - B b &V AR EYIEE ~ PR 2 360
Yl HAGBURTE o RIS 0] B 74E B VBRI B IEAL AR 247 < B 8 - S
&R IMETI 2K ©

It
il

I
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[0216] SElEERCHEY) - PIAOFER] - & FEEM R B S PRE &
LIPS A Fily — RS LEaY) L ITEREY) < B THRECHEY) - &
e R SRR SV R ER SR B E S A 0 BN B A &Y T - PAE
FEEYRIE S T REE A S BBATEE R FIA0FER] - UK RS - 24
%I ERETERBCY S R &AM 0.1 mg E4Y 500 mg AR REEMER Y2
SRR AT RIE TP

[0217]  AGREFE ZFERISUE ] &R CAHAN T bE R AR T &
TERERL RIEPZ - BUN S » SEREOLRI T EENEIE RIMRIEH T » 8%
ERTE 2 EFEE - WAEH 7 RIRE A B s e INRDLE .2 B8
R TN EREE 7y Se B A+ iSRS TR B EERER - AR SRR 5% S
BRIEEEAR SR EE SRR G K R AT AR - (R AE & L
HeR ML REY) -

[0218)  HrApu[an AdA S FTit 2 A L&Y &) LA T EGE HU R L .
BRI A S KER . B EHRERESE /KM BOR MR R SRR AL LA T &
FUR(BIOARAREE ~ ZR0M ~ MR- R G 6 AR ) DA R Bl ) K 25 (DL B8 B A -
[0219] R A IR A 2 sHEYEIFEES S22 ol herz 2 KM s HRIA R =R
HREYT IR RFERA R AR - TRAGEEIRGE YRl &AW F S
BEAVESHEE F Rz 2 PR - AL — S F ]+ - 2 &Y %eEh O AR ECE TR
ALY R AR A B U - SH eV nFE i A M R RS KB L - BEER T
HREEF Lo PR el bl R 2 S - IRZEEE SR BRI - 75
RO R RS &Y T B DUEE HZURIASRECY) < a5 48 a8 St Bl -
[0220] JEEREHECY A& —sC M EHEE] - f£—LFhp+ - U]
SHKR—EEIEEEE AL T 2 FK SR RS A - BROFER - N
“FE ~ L EHk(white Vaseline) &g U1 AR o FLFE < EEIAE &) vl B 7KELTHH
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Ke—EGABREMAR 73 (A T BERE AR LTS ~ PEG-H H EE B AR RS K i E b
) G » BB A EHENEREOK ~ EEHEEANAE 7 (A1TH H ~ FE LR
R KB LS i - e — . E A BRI a7 2047 0.1 wi%-
2/D&] 025 wt% ~ £/0&] 0.5 wt% ~ /087 1 wt% ~ £/0& 2 wths( /D& 5 wt%
ZAIUEEY) - BERFEECY AT E T LA A7 100 g B > B2 FE M FIH:
BRI AT NEIE (PR RO B S B R ) SR E S & -

[0221] #HEEZALESVEGEEY) L ERln AT &Y ~ 182 HR(GI
THRGECER) ~ BE LIRRE ~ B U EEIEEATE (L - faFER T - &
el LlUe DU a R s 22/ Ef oy st B 9w K Ho PS8 < IETR R B B E A IR
ZEBFE o H B E R AT SR ZRIRAR L LU B R R B B AR IR A AR
BERET - BB ZF -~ BRE ol K A R (E A HEr 2 -

[0222] fBIEE ZHGYIH 2 R e eI - R FHEY)
ARSI E FRE ST E - BCTEIRE RS o KR EEEDFERER - 20
g7 0 BREZBURIE 2 prEie /K sl & - (L EP/BR 2 pH B H 15 3
B ZfE > BENR S £ 9 LB HRENMN 7 2 8 2] - MERE - (5 F AT
OB ~ SR BB e T H— i BE SRR

[0223] A RE(LEYOEREIETRBIA®T AR HEMR - bE
Y2353 B AR R R AR LU a7 R Bl HIER T 2 b - B4 &
TEEYZLEPECRE Aln il SN R T2(E - ZFERREERE - (L2554
(BIange /KM R BT - BHIME - AR RE ALY EIERE 0.1%£4Y
10% wiv ZAb &Y. £ & RS RIR B T IRAERG & BT o — 5 BRI R] & 4 [ (4
& 1pghkg £49 1 ghkg BEE/R - AE—EHHEFF - HIEHE (54 0.01 mg/kg £&Y
100 mg/kg ASEE/K © B & AIRELn (LN T Z B &I E * BRIFEURIE L S R i
AR ~ BReiEa C BRI - Fit Lo DB EYIREE - PR Z 388
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Y Je HAGBUATE o HUEIE 0] B 014 B Zae s s E YR AN 248 < B E-FE
&R S M 2K -

[0224] AZAmil 2 Aba&P)) e B — B A S R $H &R > 3% — 2K
2R HANE LRy o] B (AT B S8 PN TUREER ~ i ~ DA - RIEig SR -
I AIHIRTa% R RSB EAR -

AFECIE S IR0

[0225]  ASIAZ S5—RERARBAN ATE R I L IR LGRS MERRS ~ &
YARRCE) » HAMER AT IRt - HARa] R Ziasf sodge ot - A
e N HE B4R (B FE ABE) T2 FGFR3 EH » KEEMHEEEaY
ZE&E e FGFR3 BCirAg - B UAR RE(La?) L — SR TI T R A
=5 ADME (B ~ i ~ (O3 PRI » IR » ASS IR AR 2 o4 SRR
LHUREEY) FGFR &E&53 1T -

[0226] A RFHE—FEBLEELRIZL AR IR LG - T &FILE
B R ERRD ) e iir AR Rz 2 be) > Hph—S S HRETERETE
ENEERAENEELEARTHEHEARDIIFETEENEER R T8
REEUR - s AA TS R b et 2B E R R ERE(EA TR *H O S
B2 D) HORE B2 T) ~'"C~BC~1¥C~ BN~ PN~ B0~ "0~ 180 ~ 1BF »
BS ~%C1~ #Br ~ PBr ~ "Br ~ 7"Br ~ P1~ 1~ LR P BRI E - AfRE(L
e L — B E E RS T AT ERRE TR B Z DL Cre ik & — B
R Al IR A TR T HUAC > BIA0FE-CDs FUAC-CHs) » AE—SEFHER]F - (D)
2 fre g 2 RAE

[0227] A EBR(EEY).Z — B (AR T AT RIABGERASE Z IR
T Z[EMr ZmE EE - AL—EE ST - (e EiE 2D — R T - £ —5%
BHeT - ALY E AWM EEE SRR T - AT - (EEYIafE 12
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{lE ~ 1-3 [ ~ 1-4 8 ~ 1-5 {E=% 1-6 (ERE T - AE—EEhEH T - (bEYT A
SR F IR TR R

[0228] K EfZMAARIEEY T Gk ERBEHE T E
(Deuterium Labeling in Organic Chemistry » Alan F. Thomas (New York > N.Y. »
Appleton-Century-Crofts » 1971 ; The Renaissance of H/D Exchange > Jens Atzrodt -
Volker Derdau ~ Thorsten Fey J Jochen Zimmermann > Angew. Chem. Int. Ed. 2007 »
7744-7765 ; The Organic Chemistry of Isotopic Labelling » James R. Hanson » Royal
Society of Chemistry > 2011) « [Efir ZREZC 2 LGV TR SAEIATE - X0 NMR
ek~ A E B R/ BT o

[0229]  FHEeEE [E) i 2= (070 B AT 2 AL B R AR E 1t < Hh L) 5%
BRG BIAE R ZAE A =B DI EIE 7K » BRI OTREE — B T 4
WA (2 B A7 A. Kerekes % A » J. Med. Chem. 2011 » 54 » 201-210 ; R. Xu %
A » I. Label Compd. Radiopharm. 2015 » 58 » 308-312) - ELE&T = » {E—E (AL
s B H A TR HE— B E A (RS -

[0230] & AAEIRETAT AR 2 A L&Y 2 TR A A e i 2% S5 TR
MRl b EY < BRRIERINE - BN S - B MR e iEat Kosi 3 77
7> G CH ~ M4C ~ 82Br ~ 121~ BT E S LAY HIRE (S BB o B IERL
{GER > 1'C~ BF ~ 12T~ 1~ 24 BT PBr o~ Br 8¢ 7Br AIRE(RA AT -

[0231] JEsRg > " &BUuMAEsD ) 20T & ba?) ) GEMA 2D —(EK
WiztE A&V - AL —ESEAIF - B MiEEE S AT 4HE B ¢ °H
14C ~ 1257 « 35§ R 8By

[0232] AfGREME—DEERBESEEEWNALS G TE 2 LEYFZ
ERTE © R M E B AT R(LEY) T 2 &R E R IEER il Al
HAEIIER g R A St BB AN AR B La 2 07k -
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[0233]  AHA 2 &HERC bWy Al feEmBe o o A R R/ B B E ) -
BN S - AT & A B LS S e b~ SR (L e YI(AIE a7
FGFR3 Pfifts < RS (ARG HAE & FGFR3 EEH ZAE )] « BBHIN S - HIRFE
AR YRRV EASE S E FGFR3 EA 2 B—L&YI(ARZLELEY)
Z&EeZAe7] - WL Al beV PR (bamF4aG 2 FGFR3 EH Zfe
H PG SRR AERAN o MHEL > e — S M ERBE AR - IR B AR
HHFE S YIAREIER - NI - RO b Y R L R R (L)
BUAE L&Y M 2T - At Lay < S & T -

[0234]  ASEIHINERE AT AR B0 a R e TE FGFR MHBR BRI B iE (P20
TE R AR e 2 HA IR < B3 EdH - HEffaARasia s — S EE
oy ARl R BFANE LA RE(EEY) - RFEHTE T T
EFRBDSEEHBHEEEME T L —EE e H — S TEEe 422 Al 7
7 LB 2 By~ HW RS MRNVE ILIEROr &R’ E St AR - e aie i
8 IEEER R/ECR & T L HER < B H B ERRL P AL SR A E I A
R -

[0235] RefEEhERG E P E PR A2 - SRR N E BRI H
Y > HAGAAEME R 2R HIA SR - 243 M AR A 2 S i ] 4 i
SfE A E A EA FAE 2SR LD AIERH RS R - B2 bEWERa T
SR FGFR3 I -

il

[0236] ASIULEY) 2 EERRIEFF RN T3P » 41 Waters BEE R 77877
MRS R EE— SRR (EE Y BT LC-MS &L - AR EZFE RS 5
ARMRCE ~ 7RIS AR A SRk - 2 B4140 T Two-Pump At
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Column Dilution Configuration for Preparative LC-MS | » K. Blom > J. Combi. Chem. >
45295 (2002) ; " Optimizing Preparative LC-MS Configurations and Methods for
Parallel Synthesis Purification ; » K. Blom ~ R. Sparks ~ J. Doughty ~ G. Everlof ~ T.
Haque ~ A. Combs * J. Combi. Chem. > 5 > 670 (2003) ; % " Preparative LC-MS
Purification : Improved Compound Specific Method Optimization ; > K. Blom ~ B.
Glass ~ R. Sparks ~ A. Combs * J. Combi. Chem. > 6 > 874-883 (2004) - Ay {E&
Vi E AL LU TR T2 A LR T E RE (LCMS) [ S EE iy © RS

Agilent 1100 £%1] » LC/MSD » &#F : Waters Sunfire™ Cig 5 um > 2.1 x 50 mm -

SRR RSB A L K2 0.025% TFA KRS EIE B @ 205 #6E 2% % 80% B »
35788 0 fiE Ry 2.0 mL/or5E -

[0237]  JR40E B A ~fE i FOEE SO ET(RP-HPLC) K2 MS {HHIgS
BB EAT (R 2D LA B AR o e — Sl i (b ) - SRBI B K7 A = R
JEHT(RP-HPLCYEERIAFAIT
pH =2 4fi{k : Waters Sunfire™ Cig 5 um » 19 x 100 mm &1F - FIFLEIFH A @ 7K
Z 0.1% TFA (=3 LB) R AZEE B © ZRE7EMT © E K 30 mL/ 78 - AL
ER AT 2 b e E T EARELC T ERELEFE A LEVZ TBEEI2R

" Preparative LCMS Purification : Improved Compound Specific Method
Optimization ; > K. Blom -~ B. Glass ~ R. Sparks ~ A. Combs > J. Comb. Chem. > 6 >
874-883 (2004)] ° #E - 1 30 x 100 mm Ef+—#L{E H Z i & (% 60 mL/77#
pH = 10 4i{k : Waters XBridge Cis 5 um > 19 x 100 mm E+¥ - FZEHH A : /K
Z 0.15% NH4OH KAZEtH B * ZHE/ENT © & R 30 mL/ 7§ - (5 FAISCRC T AT
it AEEYIRE N ERECT ERECF L&Y I BEIEE[2 A Preparative

LCMS Purification - Improved Compound Specific Method Optimization | > K. Blom »
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B. Glass ~ R. Sparks * A. Combs > J. Comb. Chem. > 6 > 874-883 (2004)] - #H'F » Ed
30 x 100 mm EfE— A 2 E % 60 mL/7r§E# -
RS 1. (9-12-2-(2,6- & FE)KMAFF[2,1-1[1,61250-3-5) FF I

EE 1. 3-)8-5-F-1,6- 30

o
[0238) & AMEGE (1.4 mL > 444 mmol) Fr 3-38-1,6-Z50E-5(6H)-HH(5.0 g »
22.2 mmol) 2R EY) 2 JEHRAL 100°CTN 8 3 h - KRR e L8l 2= R H 7
HIEFRGE R EREY) - I FTERERY) 28 2 0°CilL 6] NaHCO; 7/KA R B
HH EtOAc ZHUREEY) - FIE/KITEA TR - 48 MgSO4HZlE - WBIE L /77 B4 F
EZERE - FTER S HEYARKE T AERIAN T —F 8+ - CsHsBrCIN,

(M+H)*” LCMS HE1{E : m/z =242.9/244.9 ; BER{E : 243.0/244.9

SEEED. 3-JR-1,6-Z50E5- 5

NH,
N—

[0239]  {#H] Biotage fE4a + fiUk Sk asis 3-2-5-8-1,6-50¢E(2.68 g » 11.0
mmol) ~ 14- 9 mL) kA b#/ER(9 mL) IR GV EEIN F2s L
150°CTMEST 3 h o R ER SV A 2 20RI A A2 TR/ o AR 2
FEVAREHE S LRI T —2P 55 - CsH7BrN; (M+H)* .2 LCMS 51 H{H ‘' m/z
=224.0/226.0 ; EEu{g : 224.2/226.2 -

IR 3. 9-28-2-(2,6- Z ) BRI 2, 1-f]11,6] FUE
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[0240] {5/ Biotage 4G + (UK S RES R 2H 3-/R-1,6-Z50¢-5-#(1.32 ¢
5.89 mmol) - TS E5M(742 mg > 8.84 mmol) ~ 2-}8-1-(2,6- ~FFE) Z.-1-F#(1.89
g » 7.07 mmol) fz B =T B%(8 mL) R &) < ok s AL 150°C T HEST 9 h - /24l
EEOR% - BEERE B CH.CL ik - A& 7F 225 PRYEIEIR « #5M0 Biotage
Isolera &i{LATEEGYILUESREOERINIIZEEY) o CieHyBrCLN; (M+H)*.2
LCMS 1E1H : m/z =391.9/393.9/395.9 ; EFEH{E : 392.1/394.1/396.1 o
HEF 4. 9-)7-2-(2,6- FFIE)-3- EERIGE 2, 1-f][1,6] Z0E

Cl Cl
[N N
/

N

W

[0241]  B&HZIEQ ML) 9-8-2-2,6-  FAEBKII2, 1A[1,61250%
(200 mg > 0.509 mmol) ~ NIS (114 mg > 0.509 mmol) 7 it 60°C NEHE 4h - [E(Z
COETOSHIE SR s FLFE I Biotage Tsolera &0 (LLU/E 7 o EIASIA
HAZ ey - C16HsBrCLIN; M+H)* > LCMS 1+ E1H : m/z=517.8/519.8 ; EEfE -
517.9/519.7 -
SEEES. 9-38-2-(2,6- HIHH)-3- 2N, 1-1[1,6] 350F

7~ N

N
\/\Br

=
[0242] B 9-)R-2-(2,6- & AHR)-3-BALRMEH[2,1-1[1,61Z50E (150 mg » 0.289
mmol)~ = JTEEEE#H(123 mg > 0.578 mmol) ~ PU( =L EZL ) #E(0) (33 mg > 0.029 mmol)

Fr 4,4,5,5-TUHEL2- 7 )& EE-1,3,2- " S EiEEFB 249 L » 0.289 mmol) B4
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YIRS 1L,4- (2 mL) K 7K(200 pl)H « iR R &) SR 30 sec HLA
g 70°CULfREF 2 h o 2AIEEIRE - F CHCLREAR » &y LiE)gH
A ZEFRYE ISR - #5M1 Biotage Isolera & { LTS R ER I LUEG TG E RSN
FEW) o CisH BrCLN; (M+H)* 2 LCMS - E{E : m/z = 418.0/419.9 ; EEi{E
418.1/420.1 -
HEE 6. (9-27-2-(2,6- _ZFRE)HRGE2,1-f][ 1,6 ] -3 22) HIE

[0243]  [mFRHIAIN 9-7R-2-(2,6- “FAREL)-3- LIHEDRMEIF[2,1-A1[1,6] 250
(80 mg > 0.191 mmol) ~ THF (3 mL) ~ 7K(1 mL) & PU%&(Esk“ wt.% 7 H.O 2 > 75
uL > 9.54 pmol) » AR HEERZ $9(204 mg - 0.954 mmol) - KSR &Y=
SETERE 3 h > AACSERN % FIEEF NaxS,0: 7K AR AR FEL 25 B 4 EtOAc o -
AR RGE a0 < ARG I RSN B2 NEE@ mL)F - 24% 0°C > H
ERFEAI0 NaBHy (7.22 mg > 0.191 mmol) - G851 S EVIZ 18R 2 200
INER R IEY) A8 0°C SRR NHLCl HCERER - 7275 PHERIE
) ISR ERYIZE R E 20:1 CH.Cl/MeOH R & GRS A TS H 77 B 45 77 -
FTEMS 2 EVIARGKE @RI T —2 84 o CiyHiuBrCLN;O (M+H)*
LCMS 1E1H : m/z =421.9/423.9 ; EEH{H 421.9/424.0
BH 1. (2-2,6- Z&FE)-9-(1- (W IE -4- 5 FFEL)- 1LH-NHEWK-4- B BRI [2,1-£1[1,6]

ZE0E-3-5) iR
HEE 1. (2-(2,6- ZF KFE)-9-(1H- I} E-4- ) BRIEGF 2, 1-f1[ 1,6 ] Z50-3- 2E) HH I

Cl Cl
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[0244] KEHO-R-2-(2,6- G ARE)TRMEFF[2,1-A[1,61250e-3-5) FH BZ (]
B2 1> 1.5g > 3.55mmol) ~ 4-(4,4,5,5-PUEEEE-1,3,2- S AT TR sE-2-20)- 1-((2-
(=HH BN B LA FHED)-1H-MEEME(1.26 g » 3.90 mmol) ~ = Tehi L #(2.26 g 10.64
mmol) Kz (1,1'-EE( B ED) — i) — & #tT) (290 mg » 0.355 mmol) 2 JEHFHHE
22 H FHEAEE =2 » ZM&IAI0 1,4- 5865828 mL) Ko 7K (7 mL) « KR % E H in#e
80°CAllifRF 30 min - SAIEE A% - &Kify BB ESY B CH.CL i
P& HZEPRARIER o MR FTER ZHEYERT CHCL (5 mL) &z TFA (5
mL)F HAE r.t. MEHE 1 h o 2 PRGEREREGY) - INMEFERET MeOH (5
mL) HIAAI2EIA NaHCO; Z/K5 7R (50 mL) Z BHEIR T - #EIEILWCEREL
B > INBALHZE T HZEE o CoHiuCLNsO M+H)* 2 LCMS FHH/{E @ m/z =
410.1/412.1 ; EEH{E 410.0/412.1 -

HEE 2. (2-(2,6- _Z HKF)-9-(1-(EUE-4- B ) - 1 H- [ E-4- ) BREFF[ 2,1-f][1,6]
Hg-3- )

[0245]  [HI&HQ-(2,6- & A4E)-9-(1 H-NEME-4-ELDRME I [2,1-/1[1,6] Z50E -3-
EOHHEE(10 mg > 0.024 mmol) Kz i#EE#(24 mg » 0.073 mmol) 2 JEE 97> DMF (500
wL) 2 7 AR 4-C8R HHED W IE SURBZEE(9 mg » 0.037 mmol) « FHZE
HnEE S0°CilifREE 2 h < 2alRZR % - A& CH:CN iR G Y H RIS
#I LCMS (XBridge C18 &1 » FIZBE/SH 0.1% TFA 2K 2 BEFERNT » g B
60 mL/min)4fi{L » DR E TFA BB = 2 (LAY o CosHisCLN,O (M+H)* 2
LCMS &+81H 1 m/z =502.1/504.1; EE&{E 502.1/504.1< '"HNMR (500 MHz - DMSO-
de)8929(d>J=23Hz> 1H)>9.17(d> J=14Hz > 1H) > 897(d> J=22Hz >
1H) > 8.79(d > J=52Hz > 1H) > 8.76 (s > 1H) » 8.55(d > J=7.5Hz » 1H) > 8.36(s >
1H) > 7.69-7.60 (m > 2H) > 7.55(dd > J=8.8 » 74Hz > 1H) > 7.46(d > J=7.5Hz >
1H) > 7.21(dd > J=5.2> 1.4 Hz > 1H) > 5.56 (s > 2H) > 4.68 (s > 2H) ©
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BB 2. 5-((4-(2-(2,6- —FRFE)-3-(RFAER)BRIE I [2,1-1[1,61250E-9-5)- LH -IEL -

1-B55) B EDFA RS
cl Cl
HO N//N o
\_ /" \_/"N -
W S

[0246]  BLALEVMAIRIBED] | RAT A2 T 058 2 i 5-CRF AR
A 4-CRHEDWETE SURRL SRS - DURHLE TFA BV EELEY) -
Co7HisCLN;O (M+H)* > LCMS £+ E{E : m/z =526.1/528.1 ; B ER{HE : 526.0/528.0 ¢
BB 3. 5-((4-(2-(2,6- —FFE)-3-GRFE)BRIEH[2,1-1[1,6]ZR0E-9-F5)- L H-IEE-
1785 RV B P e R

Cl Cl

72
HO N
N

OO
(0247)  BEALEPIAIRISED] | sprilt 2 2R - (88 2 SRR 5-CRETED
EER B (L 4-CR DR U RBR AN + DURELE TRA B 2 B (e
Y] o CyyHisCLN,O (M+H)* 2 LCMS 5t E1{H  m/z = 526.1/528.1 ; EEif{E
526.2/528.2 -
B 4. 4-((4-2-2,6- ZEIEE)-3-GRTED ORI, 1./1[1,6 380-9-25)- L H-
150 R O

cl Cl
Z "N

HO /
Qo<
\ (TN
\/ /AQ

CN

[0248]  ILAEEPIRRIEED] | PRl 2R R~ BB 2 ] 4-CRHEHIE
NE AR 4-CR A mENE SURBLER S - LIRHtE TFA BIP A ARE(bS
) o CyH1sCLN,O (M+H)* 2 LCMS 1+ E1E : m/z = 526.1/528.1 ; EigE :
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526.1/528.1 - 'HNMR (500 MHz > DMSO-d)39.28 (d » J=2.2Hz > 1H) > 8.98(d
J=22Hz> 1H) > 8.77-8.72(m > 2H) » 8.56 (d > J=7.5Hz > 1H) > 8.36 (s > 1H) >
7.95-7.91 (m > 1H) > 7.66 - 7.62 (m » 2H) > 7.58 - 7.52 (m » 2H) > 7.47 (d > J=7.5
Hz > 1H) > 5.57 (s > 2H) > 4.68 (s > 2H) -

B 5. (2-(2,6-—&FE)-9-(1-(2- (=58 E)ENE-4-50) F L )- LH - E-4 - Rk
F[2,1/11,6 Z=0e-3-5) FHEE

CF;

[0249] IAEEPIRRIEED] | PRt ZA2F ~ (225 8% 2 P {E R 4-CRHED)-
2-(= s AL E R 4-CRHAE)IEE SURB K B - LR E TFA BP=Z
EEIEEY) - CyHisCLF:NeO M+H) 2 LCMS 51 EME : m/z=569.1/571.1 ; B
{8 1 569.0/571.0 -

BH 6. (4-(2-(2,6-—FFE)-3- R E) BRI I [2,1-/1[1,6]550E-9-55) 45 ) (WE U
=) Al

[0250] &7 (9-1R-2-(2,6- SR E) BRI (2, 1A1[1,6] 25 0E-3- 55 H iE (]
#z 1> 15mg > 0.035 mmol) ~ (4-(WEIH-4-FkF) 750 HiBZ (17 mg > 0.071 mmol) ~ =
bR ST (23 mg > 0.11 mmol) Jz (1, 1'- B (AR R i) — & #tidD (4 mg > 5.3
pmol) Z A ZE H FAIBIE =2 - A& 1,4- W85 (1 mL) Kz 7K(250 pL) © K
e HnEhE 80°CUl PRy 30 778 - RAlEZ0mE - ARH CH:ICN fEiRE &
Y1 H %24 LCMS (XBridge C18 51t - F LHB/&H 0.1% TFA 2K ZHHEES
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T & Ry 60 mL/min)&li(E > DR E TFA B0 2 AR EGH) - CasHasClNLO;
(M+H)* LCMS 5+E1E : m/z = 533.1/535.1 ; EE{E 533.1/535.1 ¢

BB 7. (15,45)-2-85E-5-558 " IR2.2.1]&-5-5)(4-(2-(2,6- —&FE)-3-(RFE)
DRI FE[2,1-/1[1,61250E -9-B) FEL) FF Y

cl cl
Z
HO /N O
N @
\_(~ N
N / o]

\ — OH

[0251] REEHO-R-2-(2,6- ~E IR E)DRMEFF[2,1-/[1,6]2%0¢-3-5) H (]
£ 1> 100 mg > 0.236 mmol) ~ (4-(Z& =T |EFHRE) FE)HIEE(79 mg » 0.355 mmol) ~
=JChEE S (151 mg > 0.709 mmol) k2 (1,1'-#E (5 AMEE) 5 —Zstidn (29
mg » 0.035 mmol) M E 2= H I REIE =2 » ZA&7A00 1,4- 25 (1 mL) K&K
(250 pL) - RHfAES HANELE 80°CIL PR 30 7788 - LAl 2 =R % - &ty e
EIEREYI H A CHCL SR - 8% /2225 PRt )giR - #5 0 Biotage Isolera &fifL
FTSEaYI LUES o BERIRITE EY) - ARSI EEYISRE CH.LL (2
mL) K TFA (1 mL)d BAE r.t. MEFE 1 h - ZZEZE PRGN IEREY) - MR
MeOH (1 mL)H HURIIZEEH] NaHCO; 7KA /& (10 mL) 2 SBREARH « i
EFBIIRY) » AT R ZE Nzl - CoaHi6CLN;Os (M+H)* 2 LCMS 5+ 81H * m/z
= 464.1/466.1 ; FEp{E 464.0/466.0 -

HEE2. (1S,45)-2- F/H-5- Flpf_TR[2.2.1] F=-5- Z)(4-(2-(2,6- _FFKE)-3-(FHE)

BRIETFL2,1-f][1,6] Z50E-9-22) ) HH T
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[0252]  [H&F 4-2-(2,6- FFE)-3-GRH BRI [2,1-A[1,6]250E -9-F) 7
EHE£(10 mg > 0.022 mmol) ~ (15,45)-2-E4-5- 55 —F8[2.2.1 | FH= 82584 .4 mg »
0.032 mmol) - DMF (500 uL) & DIPEA (11 pL > 0.061 mmol) 2 =471 HATU (12
mg > 0.032 mmol) o & ERGYIE rt. THRFE 1 h - FEPAII/K R #E
T EIRSIL AR - Zh& R TFA AR SRS H R34 A LCMS (XBridge C18 &
o FAORE/EH 0.1% TFA 2K 2 BBFEENT » Ji&E Ry 60 mL/min)&i{k > DI
£ TFA BIPH ZIEELEY) - CooHxuCLN,Os M+H) 2 LCMS 5151E  m/z =
545.1/547.1 ; EEg{E 545.1/547.3 -

BB 8. 1-(4-(4-(2-(2,6- & HKEL)-3- R EL) DKM FE[2,1-/1[1,6 1250 -9-B) " F BN

FIEER-1-5)-2-R Z-1-F
ﬁ:ol ('}_/OH
HO / (—

N
\/
N

ZER 1. (2-(2,6- ZZAFZL)-9-(4-( NG LI 1- 28 HH28) Z20) BRI 2, 11 [ 1,6] 350
3-2%) I

T

o
g %
P4
— Q

HO (:";"
/
[0253)] HFF&H9-1R-2-2,6- _FAE)BRMEH[2,1-A[1,6]250E-3-55) FH AZ (R
& 1> 100mg > 0.236 mmol) ~ 4-(4-(4,4,5,5-PVUHHEE-1,3,2- SRR REER Tofe-2-55)

R NG R 1-HEE 2 =T EER(105 mg > 0.260 mmol) ~ = CREEZS(151 mg -
0.709 mmol) B (1,1'- (- FEEHED) 158 — Z$E(ID) (19 mg » 0.024 mmol).”
HEZE HARIEBE =R ZM&INI 1,4- 852 mL) K7K(500 pL) < ’ER#E A

LR 80°CAlprEF 30 773% - S Al BRI > & e IEESY) HAH CHCL
JElR > IR A HZEFIRGEIER - 8 Biotage Isolera {i{LATIR AR ERYILUERS =

C248156PA docx 77 HEHHAE)
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EIRSIAEIE EY) » AEREEAHEEDE#ER CHCl (5 mL) &z TFA (1 mL)H* H A+
r.t. MR 1h o ZAZEFRENEREY) - 2M&IEEF MeOH (1 mL)d HIRIIE
60 NaHCOs 7K /R(10 mL) ZABFIAR T - IR IIERFTIIRY) - AR
ZE T EZLER o CasHoCLNSO (M+H)* 2 LCMS 185 : m/z = 518.2/520.1 ; EEufE
518.2/520.2 -
B 2. 1-(4-(4-(2-(2,6- _Z FLR)-3-(FEHLE) BRIFE 2, 1-f][1,6] Z50F-9-28) F) A\
L EE-1-22)-2-FE - 1-

[0254] [HIEFHQ-,6- —FHREL)-9-(4-(FSE MR- -5 AL AR EDDRIE - [2,1-
£[1,6]255E-3-E0) HEZ(10 mg » 0.019 mmol) ~ 2-¥& 7, (2 mg » 0.029 mmol) ~ DMF
(500 uL) 5z DIPEA (7 uL > 0.039 mmol) ~ #5700 HATU (11 mg » 0.029 mmol) °
R MEREYHE rt MEFE 1 h o FEEFRII/K B 8 E R A RS I 7Kk
Wk o A& TFA JafEIRe H B A LCMS (XBridge C18 Bt » FIZME/2H
0.1% TFA Z/K ZBBEZEMT » iE Ky 60 mL/min)&i(t - DUR AL E TFA BP0 242
FEEEY) o C30HasCLNsO; (M+H)* 2 LCMS 5+ 85E1E : m/z = 576.2/578.2 ; EEfE

576.2/578.2 -

BB 9. 1-(4-(4-(2-(2,6- —FFEL)-3- R A BRI F[2,1-£1[1,6 |ZR0E-9-5:) T E) N

SLBR-1-55) Z-1-5d
C/I:S?N\CI (’}_
Ho" (N_J
\ 2/_\> <:> /
[0255]  ILACEPHARIZRER] 8 FATIl 2R FF ~ 1E 8% 2 TR S 2-

FEABEAK S - LR E TFA BIPE ZIEEEEY) o CioHasCLNsO, (M+H) 2

LCMS 1 E1E : m/z=560.2/562.2 ; EE5{E © 560.3/562.3 -

C24816PA docx 5 78 HEEHIEREIE)
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202313610

BB 10. 1-(4-(4-(2-(2,6- —RFEE)-3- (R E) BRI F[2,1-f1[1,6 |ZR0E-9-5) 57N

SLBR-1-5) -2 Z2,-1-1d

(DA,
[0256]  BLALEVMAGIRIBED] 8 R 2125 - 208 | M 4-(4-4.4.5,5-
PUBHEE-1,3,2- " SARBIFEER IO -2- B ) /N E itk ig- 1-H S 22 =T Al 4-
(4-(4,4,5,5-PUHEE-1,3,2- — SR IIARER Tobe-2- B0 TR N Eith - 1- Hpg 22 =T &
sk 8Uff - DURIE 2 TFA B =2 (LAY © CyHasCLNsO; (M+H)* . LCMS
SHEE : m/z =562.1/564.1 ; BFER(E © 562.2/564.1
BH 11. (2-Q2-F-6-FEFE)-9-(1-(1-FFE /N RIE0e-4-5)- LH-THEE-4- 5L )DRIg 3
[2,1-f1[1,6]280E-3-5) FF 7

A\

Z2-4

Q

I\ /N
N= =N

LEE 1. (2-(2,6- ZZ FZR)-9-(1-(1- HEAN G UL GE-4-2%)- 1 H- I - 4- ) SR 2, 1 -

f111,6] Z0E-3-25) 2

4 7N

oy
N= =N

[0257] HEHO-R-2-(2,6- ZFARF)DRIEF[2,1-£1[1,6]1520€ -3-72) H B (F ]
1> 50mg > 0.118 mmol) + 1-FEE-4-(4-(4,4,5,5-PUHHEE-1,3,2- S AR IR

-2-FD)- LH-DEEME-1-E) 7S EHEEE-(105 mg » 0.260 mmol) ~ = JrHREGEH(75 mg » 0.355

N

4
=

mmol) 5z (1, 1'-BE(IREE ) —rs#) —Z D (15 mg - 0.018 mmol) Z il EZE

HAREBE =2 AR 1,4- Gl mL) &/K(250 pl) - R s Binsie

C24816PA docx 5 79 HEEHIEREIE)
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80°CillifrTF 30 778 - LAl = R{% - &ty TiEEEY) HH CHCL ek -
& A A ZE TRARIE - #5M0 Biotage Isolera §i{LFT{SIRERYI LUEG = EEIREAR
HASE Y] o CoHosCLLNgO (M+H)* 2 LCMS HE1E  m/z = 507.1/509.1 ; EEx{E
507.1/509.1 -
EE 2. (2-(2-F-6- FHEAFIZ)-9-(1-(1- HE N G UE-4- 2%)- 1 H- I -4 22) BRI
[2,1-f][1,6] Z50F-3- %) iz

[0258] & (2-(2,6- ~FAEE)-9-(1-(1-H E /N G IE -4- ) - LH-TEE M -4- )
BRI H-[2,1-f1[1,6]1Z50E-3-E) HH (84 mg » 0.166 mmol) ~ Pdx(dba); (15 mg » 0.017
mmol) ~ 9,9- 7" FHEL-4, 5B (T IRED) IR IR (29 mg > 0.050 mmol) K fife g5
(46 mg > 0.331 mmol) 28 &%) < WK A 22 H - REIE =" 28 &R0 1,4-
EE(12 mL) fr = RIS =526 uL > 0.182mmol) - {£ ] Biotage L4 3S +
UK B R aSRHRAT 130°C NHRS 2 h « BAll B 2R - &by T iEEEY H
H CHCl Jek - 8% 77 B 25 PIRUEIRIR © 2818 F CHRCN AR ERY) H R B A A
LCMS (XBridge C18 E1t » FJLHE/EH 0.1% TFA ZIKZAREETEMNT » E Ky 60
mL/min)fi{t> LIR AL 2 TFA BB AR (L&Y CorHasCINGO (M+H)* 2 LCMS
sPEE - m/z=4872 ; EEn{E 487.2 ¢
BB 12. 5-((4-2-(2,6- & HE)-3- R E)DRIEFE[2,1-f][1,6]250E-9-55)- 1 H-NEEM:
-1-55) A -N,N-— R A De RERE

HEE 1. 5-((4-(2-(2,6- ~Z ) 3-( AEHE) BRI 2, 1] 1,6] Z55E-9-2%)- 1 H- I

1-25) BHIE) WL 0 R

C248186PA docx 55 80 H(ZBHEREHE)
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OH

[0259]  [A1&H (2-(2,6- ~FAE)-9-(1 H-0EMe-4-FO)BRIE I [2,1-1[1,6] 250E-3-
) HHEZE(100 mg > 0.244 mmol) Kzl EE (159 mg > 0.487 mmol) & &H)F> DMF (1
mL)H 7 A AN 5-CR B IELE FH % FH S (84 mg » 0.366 mmol) « i £7 it
REYHE rUTERE Lh BEERRIIK BEEH B IS I EEFT IR SRS « ROt BRI #
THF (2 mL) % 2M LiOH 7KZ% (500 uL > 1.0 mmol)=f H 7 r.t. F#&HE 1 h > [LAGEE
HUARHD IM HCL /KRS pH FH38 24 7 « FETE IR ER AT EI#S HLR /KN -
NEALEZE TR - TR ZHEYREE DA LIANT P58 F -
Co7H19CLbN6Os (M+H)* 2 LCMS 5HE({H : m/z = 545.1/547.1 ; B EH{E 1 545.1/547.1
HEE 2. 5-((4-(2-(2,6- _ZRE)-3-( BEHE) BRE A 2, 1-f][ 1,6 ] -9 7%)- 1 H- -
1-25) F2%)-N,N- B DE i

[0260] [H&H 5-((4-(2-(2,6- ~FAEL)-3-(FEH F)BRIE I [2,1-1[1,6] 250 -9-
EL)- LH-IEEME- 1-85) FHED)IEEE FH B (10 mg > 0.018 mmol) » - FHELH#(2M 2 EtOH -
14 uL > 0.028 mmol) ~ DMF (0.5 mL) DIPEA (6 uL > 0.037 mmol). 37
HATU (10 mg > 0.028 mmol) « & Z fEREYIE r.t. T8 1 h > FHENRIIZK BEEH
B8 U B A 15 B RS I K 800 - 2818 F8 TFA JAfREIRS B 3L A LCMS
(XBridge C18 &1t » FHZME/ & 0.1% TFA 27K 2 BEFEEAT » i & &y 60 mL/min)
Gk - DURMEE TFA BIP 2 EEEEY) o CoHauCLN,O> (M+H)'Z LCMS &
BE : m/z=572.1/574.1 ; EER{H 572.2/574.2
BB 13. (3-(4-(2-(2,6- & FEs)-3-FH AR I [2,1-£1[1,6 |ZR0E -9- 55 )- LH-NEL K -1 -
H)SHER T -1-5)(1-FFE-1H-1,2,3- =M-4-5)

C248186PA docx 55 81 H(ZBHEREHE)
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ci?\m
o)
J N
N N N
N A WY
\ /N \
}\‘ / =N

HHER 1. 2-(2,6- ZHF)-9-(1-((2-( =) 27 72) F25)- 1 H- I -4 22) BRI
H2,1f]11,6] F5E

cl cl
“ "N

/

N= =N
[0261] KF&FH 9-/R-2-(2,6- —FARE)BRMIF[2, 1-A[1,61Z50E(FF RS 10 2PER
3> 1.0g 2.54mmol) ~ 4-(4,4,5,5-PUHHEE-1,3,2- SRR T E-2-20)-1-(2-(=

=z

FHERAY B £ R HH BR)- 1 H-IEEM4E(866 mg > 2.67 mmol) ~ (1,1'-B (2R kA ik
#20)- & #HdD (208 mg > 0.254 mmol) &z = TR EEHH(1.62 g - 7.63 mmol) /S EEY)
ZHEAEZE HFHRIE =R 2800 1,4-EE5E(13.5 mL) k&2 7K(3.5 mL) - fHi
#EF HnE s 80°CillifrEF 30 min < 2AEER{% - &K E LB ESY) HH
CH.CL 5% » 2ATR £ B 25 FR4R ISR - #5H Biotage Isolera 4l {LATIERSR 2 HHFERR
Y LIEREAS ZEEY)) - CosHasCLNsOSI (M+H) 2 LCMS 51E{H : m/z=510.1/512.1;
ZEE 510.1/512.1 o

R 2. 3-28-2-(2,6- ZFFZE)-9-(1-((2A = HEBE) 2 F55) H2)-1H- UL 1H-4- )

GRIEF2,1-f1[ 1,6] Z0F
cl Cl
Br—~ N

N /}
\_/ T\ /NsEM
N= =N

[0262] [H&EAH 2-(2,6- “EFFE)-9-(1-(Q-(=ZHEW F) L 55 HE)-1H-1E
ME-4-FE)DRIMEH[2,11[1,61550E(1.30 g » 2.54 mmoD)}it CHaCLy (25 mL)H 2R 2

FRFASIN NBS (542 mg > 3.05 mmol) HAE r.t. FRFF 10 min - FEJE NMECRIHEZEY)

C248186PA docx 55 82 H(HBHEREHE)
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H#&H Biotage Isolera §i{EATIETT 2 MY LUERIAZEY) - CosHasBrCLN;OSI
(M+H)*.> LCMS 51 E{E : m/z = 588.0/590.0/592.0 : EER(E : 588.2/590.2/592.2 «

IR 3. 2-(2,6- _ZFKIE)-3- - 9-(1 H- I 20) BRI 72, 1-f][1,6] 550E

Cl Cl
Me— 2~ N
N /
N= =N

[0263] K&H 3-1R-9-(1-((2-(=H BN £) L 5 H A)- 1 H-TEEME-4- B mRngg
FH[2,1-A[1,61Z55E(1.97 g > 4.43 mmol) ~ PU(=ZEERE)EE(0) (294 mg > 0.254 mmol)
FehRBEH#I(808 mg » 7.62 mmol) IR EY) LI EZE HARBIE =2 - Z/&AI0
1,4-ZIEfE(13 mL) ~ 7K (3.5 mL) & = FHEISE IS = T8 P)(426 uL > 3.05 mmol) -
#EHIIEE 100°CHfR - 28l 2 200% > e EEESY) HAH CH.CL
Tk > R A A ZEFIRAAIEIR - #51H Biotage Isolera &l {LATIEG ZAHEYILUES
WIS EY) - RERFEAEATREE#RRY CHoCL (10 mL) & TFA (2 mL)d HAE rt. T
B 2h - FEZEPRESEREY) - SRR MeOH (2 mL)H HI7SHIIZE BAT
NaHCO; 7KiziR(50 mL) Z BFAER T - #IELWCEEMEEIRRIUERY) - ZM&EE
ZENEZEEEIR o CoH14CLNs (M+H)* 2 LCMS 5T E1E : m/z=394.1/396.1 ; EEx{E
394.0/396.0 -

CEE 4. 9-(1-(FFELR | -3-25)- 1 H- I 44 22)-2-(2,6- ZH7%)-3- FHALFE ]2, 1-

fI[1,6] =0

N NH
\_/ \

[0264] &R 2-(2,6- ~FIREL)-3-FHA-9-(1 H-MEME-4- ) DRI I [2,1-71[1,6]
ZWE(250 mg > 0.634 mmol) ~ 3-((FH B ) S R T - 1-H ik 5 =1 A5

(319 mg > 1.27 mmol) ~ BEfESE(620 mg > 1.90 mmol) 7 JE-&Y) 7 RN ZBE (6.3

=N

C248186PA .docx % 83 E(égg‘%gﬁﬁg)
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mL) - ¥R E BBV 80°CUi {7 16h o SAlE a0 R1% » KW EHiEmEES
VB R ZREEN » Nk 7E B ZE RGEIER - #&H Biotage Isolera 4fi{LFT{S58RR Y
DIEBEEERRIAZEY) - A& b RIA# T CHCL (3 mL) K TFA (1
mL)F HAE rt. THEFE 1 h o FBZE PR EREGY) » M& AR MeOH (3 mL)
& H AN A1 NaHCOs 7K (15 mL) 2 EPEEIR T - s EEFT BRI
B o INBAEHZE TRz TR - CxHiwCLNs (M+H)*Z LCMS 1 E{E ' m/z =
449.1/451.1 ; BEEHE : 449.1/451.1 -
HEE 5. (3-(4-(2-(2,6- ZZ FKE)-3- HELRMEFF2,1-f][1,6] Z0E-9- Z)-1H- [ -1 -
) FFEEE T -1-2)(1- HHE 1 H-1,2,3- =14 4- ) I

[0265] [HI&A 9-(1-CEFER T -3-5)-1H-0EME-4-50)-2-(2,6- ~FED)-3-H AL
BRI [2,1-A1[1,61250E(230 mg » 0.512 mmol)jt DMF (2 mL) 5 2 7% < SR AN
- AL 1H-1,2,3-="-4-EH i (98 mg > 0.768 mmol) ~ — FPNE /B (358 uL > 2.05
mmol) 5z BOP (340 mg » 0.768 mmol) « & [ fEESYI(E rt. THEHE 1 h o ZAZIRID
KAl EE BB IR SR AT 15 (&1 RS EL R KRR » 2818 A TFA JEAEEIRE 3 A2 f 1Y
LCMS (XBridge CI18 &1} » HHZME/&7H 0.1% TFA Z /K ZBEEENT » &Ky 60
mL/min)&i (G - DR E TFA B2 EE(EEY) o CoyHunCLNO (M+H) 2
LCMS &+81H 1 m/z =558.1/560.1; EE#{E 558.1/560.1< '"H NMR (500 MHz - DMSO-
de)$9.30(d>»J=22Hz > 1H)>899(d>J=22Hz> 1H) > 8.88(d> J=0.7 Hz >
1H) > 8.60 (s > 1H) > 849(d>J=75Hz > 1H) > 838 (d > J=0.7Hz > 1H) > 7.69 -
7.64 (m > 2H) > 7.57(dd > J=8.7>7.5Hz > 1H) » 746 (d > J=7.5Hz > 1H) > 5.42
(tt> J=8.0>52Hz> 1H) > 5.09(ddd > J=10.4>7.9> 1.2Hz > 1H) > 4.87(dd > J=
104 > 52Hz > 1H) > 4.59(ddd > J=10.5> 8.1 > 1.2Hz > 1H) > 438 (dd > J=10.5 >

52Hz > 1H) > 4.10(s > 3H) > 241 (s > 3H) o

C248186PA docx 55 84 H(HBHEREHE)
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BE 14. (3-(4-(2-(2,6- —FFFL)-3-FAEBRIEFH[2,1-f1[1,6]5-WE-9-55)- 1 H -T2 1-
B)FHEER T -1-5) (2-FE-2H-T0ME-5-5) B

cl cl
0
e~ n I
/ N
N N \ N
_— L N-N
\ ( /N \
\ / =N

[0266]  LELAEEPIRIRIZED] 13 ATl F2 e ~ A0 88 5 TP {EA 2-FHAL-2H-
POng-5- BRI 1-HH2-1H-1,2,3- =M-4- AR > DRt E TFA P2
FERE{E Y © CaoHaiCLN O (M+H)*2 LCMS $HE1{E : m/z = 559.1/561.1 : E
{& : 559.2/561.2 < 'HNMR (500 MHz > DMSO-ds) 59.28 (d » J=2.3Hz > 1H) » 8.98
(d>J=22Hz> 1H) > 8.90(s » 1H) > 847(d>J=7.5Hz > 1H) > 8.39(s > 1H) > 7.66
(d>J=8.1Hz2H)>7.56(dd > J=8.7>7.5Hz > 1H) > 7.43(d > J=7.5Hz > 1H) >
543 (tt>J=8.0°52Hz 1H) > 5.10-5.03 (m 1H) > 4.86 (ddd > J=10.5> 5.1 >

1.3Hz > 1H) » 4.67(ddd » J=10.8 » 8.1 » 1.4Hz > 1H) » 4.47-4.41 (m » 4H) » 2.40

(s> 3H) -
B 15. (2-(2,6-— 8 F5EE)-9-(1- 7. K- 1 H -0k -4-EL)BRIBIE[2,1-£][1,6 | 251E-3-EL)
AR

cl cl
Z N

Ho Y,

[0267] & HO-R-2-(2,6- _E IR E)DRMEFF[2,1-/[1,6]2%0¢-3-5) H R (]
#2 1> 15mg > 0.035 mmol) ~ (1- £ EE-1H-TEEME-4-E) il (5 mg > 0.035 mmol) ~ =
LR BZHP(23 mg > 0.106 mmol) Kz (1,1'-BE( IR AL s — FslidD) (2.6 mg
3.55 pmol) Z i B 22 H I EEE =K » Z8&AR00 1,4- 0520 mL) &7K(100
uL) o RFRE E H N2 E 80°CULREF 30 778  5ehki% - &€ SiliaPrep SPE HiifiZ
T (SPE-R51030B-06P) 4 JE [ IR &%) - F LW/ H S5 H 24 LCMS

C248186PA docx 55 85 H(HBHEREHE)
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(XBridge C18 &1t » FHZME/ & 0.1% TFA 27K 2 BEFEEAT » i & &y 60 mL/min)
Gk > DARME 2 TFA B 2 (L EY) © CoHisCLNSO (M+H)"Z LCMS 55
{8 m/z = 438.1/440.1 : EEH{H 438.1/440.1 -

BB 16, 2-(4-(2-(2,6- IR -3-(RREFEL) DRI (2, 1-1[ 1, 6|25 E-9-K) - L H-IHE A -
1-5)-2-FAE AR

cl cl
7 N

Ho %%EV\\N
[0268]  BLALEVMARIERIRED] 15 RATA 2R - (EF 2-H E-2-(4-(4,4,5,5-1M
HHEE-1,3,2- AR TR R TR0 - 2- B6)- L - MR- 1- B N B (R (1- £ - 1 H-DLE k-4

EOMRa s B - DURALE TFA BB (L EY) - CuHisCLNO (M+H)*

LCMS 5HE1H : m/z=477.1/479.1 ; EEE : 477.1/479.1 o

BB 17. 2-(4-(2-(2,6- —FHE)-3-GRFE)BRIEH[2,1-1[1,6]ZR0E-9-F5)- L H-IEE -
1-E)AKE

cl Cl
“ "N

- P
\_/T\ /N

N _
\ / N

[0269] MALEVMERIRIBED] 15 FATl A2 ~ 5/ 2-(4-(4,4,5,5-P0 HAL-
1,3,2-  E SR O 2- B )- 1 H-DHE e 1-ED N IE R R (1- £ - LH-TEEME-4-ED B
Eﬁ%i\%{% o CozsH17CLbNgO (M+H)+Z LCMS %f%{ﬁ ' m/z =463.1/465.1 ; %%ﬁffﬁ .

HO

N

463.2/465.2 - AN ETEYEE - E FE M4 SFC (Phenomenex Lux 5 um Cellulose-21.1
x 250 mm B+ > A 35% MeOH & CO, H 2 FERS AR AT » R & B 65 mL/min >
trow=2.8min > tr o =3.9 min) T EERAIIR G BIEY) - £ EZEFRBEARIG

PR LCMS (XBridge C18 it - FIZRE/ &7 0.1% TFA 27K ZHEREBHT

C248186PA docx 55 86 H(ZBHEREHE)
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JiE By 60 mL/min)&i (LE—RGREY) - DIRHEE TFABRP X EE a2
S5 EREY) - 'H NMR (600 MHz » DMSO-de) § 9.30 (d » J = 2.3 Hz > 1H) »

9.02(dd > J=2.3+0.7Hz > 1H) > 8.83(d > J=0.8Hz > 1H) » 8.57(d » J=7.5Hz -
1H) » 8.44(d > J=0.8Hz > 1H) > 7.72-7.60 (m » 2H) > 7.56 (dd > J=8.7 » 7.6 Hz >
1H) » 7.48 (dd > J=7.5>0.7Hz > 1H) » 5.91(q> J=7.1Hz » 1H) > 4.69 (s > 2H) »
1.88 (d » J=7.1Hz > 3H) -

B 18. 1-(4-(2-(2,6- —EAE)-3-GREEL)BREFE[2,1-/1[1,61ZE0E-9-5L)- 1 H - -
1-5)5-2-B%

cl cl
~ "N

[0270]  BALAYIGARISEN] 15 sPRTLZ I - (R 1-(4-(4.4,5, 5P
1,32~ TR TR 5255 )- | HI-OHL - | ) P-2- R £ 1- 2 e | -4
PG AR B o CosHopoCLNsO, (M+H)* 2 LCMS 5HE1{H  m/z = 468.1/470.1 ; ki
8 © 468.1/470.1 - IEANFEY#E & FEFM: SFC (Phenomenex Lux 5 um Cellulose-
211 x 250 mm &H: » i 35% McOH 1t CO 2 SHEETAYT + fifk 5 60
mL/min te o = 6.6 min * te a2 = 7.6 min) I EERAL G RN - LS
Bt « #ir B LCMS (XBridge C18 25+ + FIZB/47 0.1% TFA 27K 2 f
RESBHT » SR 60 mL/min)l (£ — G FY) + LUREE R TFA BUY - (2R
(Layr G sy -

O 19. 2-(4-2-(2,6- &AL EE)-3-GREFEL)DKIEIE[2,1-£1[1,6]2RTE -9-55)- L H-IHE4E-
1-5)-NN-Z R Z B

cl Cl
“ "N

HO / \
N N
Qj{w“ﬁ
N / =N 0]
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ZER 1. 2-(4-(2-(2,6- ZZFZE)-3-(FEHHZE) BRI 2, 1-f]1 1,6 ] Z50E-9- 286)- 1 H- AL

1-2) 2
cl cl
HO ¢ /N
N
Qe
N= =N O

[0271] REHO-R-2-(2,6- _E IR E)DRMEFF[2,1-/[1,6] 550 -3-5) H R (]
& 1> 15 mg > 0.035 mmol) ~ 2-(4-(4,4,5,5-PUHHEE-1,3,2- S R IR T JE-2- 55 ) -
1 H-MEEME-1-55) ZFE FHER(10 mg > 0.035 mmol) ~ = kL #H(23 mg - 0.106 mmol)
Fe (1,188 ZR AL 80 —FaEdT) (2.6 mg » 3.55 umol) Z A ZE H I E
[FEE =R » ZA&A00 1,4- (1 mL) Fe7K(100 uL) - R £t BN 2 80°Cil:
5 30 4348 - 5ERK1E 0 &5 SiliaPrep SPE #fEfE(SPE-R51030B-06P)H13% 7 fE
EEY) o RN 1 mL oK 2 S E(E# (15 mg - 0.6 mmol) » HFF S IERS
P)IRFE 20 min - SERGTR - BERFTATESY) B RHEGY ERHNR T 08 -
CooH sCLNsO; (M+H)* . LCMS 5TE1E : m/z=468.1/470.1 ; EE3{H 468.1/470.0 -
HEF 2. 2-(4-(2+(2,6- _ZHIR)-3-( BEHHEL) BRMEFF[ 2, 1-f][ 1,6 ] Z0F-9- %) -1 H- [ -
1-2%)-N,N-

[0272] [H&FA 2-4-2-Q2,6- & AE:)-3-(FEHH E)DRME £ [2,1-f1[ 1,61 25 0E -9-
B~ 1H-IEEME-1-2) Z B2 (15 mg > 0.032 mmol) Z R AN — FH B HZ EERE B8 (3 mg -
0.032 mmol) ~ DMF (0.5 ml) 5z DIPEA (11 uL > 0.064 mmol) - ¥£2%&#E 1 min
A& A0 HATU (18 mg » 0.048 mmoD)I#FE 1 h - 58pk{% » F ZRE/ HHEEMRRES
JERSY) H S LCMS (XBridge CI18 E1E » Fl ZRF/&H 0.1% TFA Z/KZ
BEEAAT  RE R 60 mL/min)&i(k > DR E TFA B 2 EEEEY) -

CasHz1CLNO> M+H) 2 LCMS 1 E1E : m/z=495.1/497.1 ; EE3{E 495.1/497.0 -
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BB 20. 1-(4-(4-(2-(2,6-—FFE)-3-GREAZ)DKIEFF[2,1-1[1,6 1550 -9-55)- LH -t
nge-1-B) N gtk ne-1-5) Z-1-1

Cl Cl o
7
o Q)K
N
N\ / N
\ //,h
N

ZEE 1. (2-(2,6- ZZ ) 9-(1-( NG ML UE-4- 285)- 1 H- B4 22) BRIEGF 2, 1-f][1,6]

FE3- ) I

N
\_/ \_/"N
N= =N

[0273] & (9-1R-2-(2,6- S E)BRIEFF[2,1A1[1,6] 25 0E-3-55) FH AE (P
#5 1> 50 mg > 0.118 mmol) ~ 4-(4-(4,4,5,5-VUHHEE-1,3.2- " SRR TIE-2-58)-
LH-IEPE-1- ) S s PR - 1- FH R S5 = T &5 (45 mg > 0.118 mmol) ~ = JrhsBESH(75
mg > 0.355 mmol) k7 (1, 1'-EE( 7B AL s — St (9 mg > 0.012 mmol) .~
AR EZE HFHEEIE =K » 28RN0 1,4- 08552 (1 mL) k7K (100 pL) o s
Hpnghze 80°CLArET 30 7388 © 5epkik - A CH.CL MR gy - HAEmty %
R o AAEZEPIRGEIRR - B EIRUWR 1 mL CHCl K2 0.5 mL TFA o7 © 585K
[ ER - B BRI HR e85, MeOH (1 mL)P i H #2641 NaHCO;
KBRS - BIBFTRIUERY) - AR ZE Tazkk HER AR T —2 8 © CosHasCLNeO
(M+H)* LCMS 5TE1H : m/z =493.1/495.1 ; EE#{E 493.1/495.0 -

ZER 2. 1-(4-(4-(2-(2,6- ~FFZE)-3-(FEHHZR) BRI 7 2, 1-f]11,6] Z55E-9- 26)- 1H- 1L
M- 1- 2) AN G HLGE-1-22) Z-1- ]

[0274]  [H&AH(2-(2,6- FFH)-9-(1-(N@MENE -4-F5)- 1 H-IEE-4-F) DRI H

2,111,615 -3-2%) FH EE (10 mg > 0.020 mmol) Zjifi /A1 Z8(1.2 pL > 0.020

mmol) ~ DMF (0.5 mL) 5z DIPEA (7 uL > 0.04 mmol) ° #F/7A5RERE 1 min » ZREIA
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ST HATU (12 mg » 0.03 mmo) i+ 1h - 58pk(% - FZRE/ H B EESY)
H &R LCMS (XBridge C18 &1 » Fl Z5/&7H 0.1% TFA 2 /K Z RS
JiE Ry 60 mL/min)4i(L > DIRALE TFA B 2 ERE(EEY) « CyHasClLNGO,
(M+H)* LCMS 5+E1E : m/z = 535.1/537.1 ; EE{E 535.1/537.1 ¢

BEH21. 1-(4-(4-(2-2-F-6-FEREL)-3- GREF AL BRI I 2,1-1[1,6)2- 0 -9-5L)- 1 H-
IEEPAR-1-BR) N I - 1-58)-2- R AL 2-1- B

N /. N
//4'1

ZER 1. 1-(4-(4-(2-(2,6- ~FFZE)-3-(FEHHZ) BRI 7 2, 1-f]11,6] Z55E-9- 26)-1H- 1L
M- 1-22) AN G- 1-286)-2- i g 28 - 1-

il can
a
N= =N

[0275]  BALESPMAIRIRE R 20 RATMt s 27 - fE2P 88 2 (i 2-HHEE L
BaEs (R LB SR B o CasHarCLNGOs (M+H) 2 LCMS 1 E{E © m/z = 565.2/567.2 ;
HERE © 565.2/567.2
HCEE 2. 1-(4-(4-(2-(2- F-6- FHEFIL)-3-(ERHZ) BRIEFF 2, 1-f1[ 1,6] Z50F-9- 2%)- 1 H-
B 1- 228) A OE- 1- 2)-2- FHE 2 - 1-

[0276] & AH 1-(4-(4-(2-(2,6- _FAFE)-3-FEHE)BRMEIF[2,1-£1[1,6]250E-9-
BL)- LH-DEEME- 1-BL) /S b e - 1-55)-2- FH & B - 1-[H(25 mg » 0.044 mmol) ~ Pda(dba);
(2 mg > 2.2 pmol) ~ 9,9-" BHEL-4,5-BE(IER AN I H L4 mg » 6.63 pmol)
Rl (12 mg > 0.088 mmol) 2 &G WUt E 2 HAEIME =2 » 7%
A0 1,4- 0802 mL) K = HAESE =FY)(7 uL - 0.05 mmol) - {fif Biotage
FLAAES + WOR SREESHRHIRAT 130°C T IS 2 h - BAIEER% » &MY+ #)E
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SEEYIH R CHCL M » & E B ZEFRARIRIR - A& A CHaCN A f#Eer A
F#LHERY LCMS (XBridge C18 &1t » FHZRE/&H 0.1% TFA Z /K Z BEFE7AHT -
St fy 60 mL/min)&i{b > DUEHEE TFA B (LG o CoHaoCINGO;
(M+H)*> LCMS 51E{H : m/z=545.2 ; BEEH{E 5453

B 22. 1-(4-2-2-F-6-FAEEREL)-3- (R ) BRIKFE[2,1-1[1,6 |25 0E-9-55)- 1H -t

ng-1-k)-2-FAELN - 2- B

[0277)] ALEVMERBES 11 RETR 2T - f208E 1 e 2-HE-1-
(4-(4,4,5,5-VOFH A5-1,3,2-  SE AR R TR0 -2-0) - LH-IEEME- 1- ) PN -2- B £ 1-HH
EL-4-(4-(4,4,5,5-TUHK-1,3,2- S FRTIREER Tobe-2-5)- L H-TEEME- 1-B8) /N R e oK
BUHS - DR E TFA BT 2 ERE(L A o CosHasCINSO, (M+H)" 2 LCMS 5HE
B : m/z=462.2 ; EEE : 4622 - 'TH NMR (600 MHz > DMSO-ds) §9.30(d > J =
2.3Hz > 1H) > 8.95(d > J=2.3Hz » 1H) » 8.57(d > J=7.4Hz > 1H) > 8.47 (s > 1H) >
821 (s> 1H)»7.51(d>J=7.3Hz > I1H) > 7.48-7.42(m > 2H) > 7.40-7.36 (m > 1H) »
475(>J=13.6Hz > 1H) > 457 (d > J=13.6 Hz > 1H) > 4.09 (s > 2H) > 2.18 (s >
3H) > 1.12 (s » 6H) -

BH 23. 3-(4-(2-(2,6- —&FEE)-3-(REFEL) DRI IE[2,1-£1[1,6]Z80E -9-55)- L H -4 -
1-B)TH
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[0278]  [H&H (2-(2,6- & AAR)-9-(1 H-IEME-4-F)BRIETF[2,1-£1[1,6] 250 -3-
FOREE(ERI 1> 25 1> 15 mg > 0.037 mmol) kb &5 (15 mg > 0.044 mmol) /&
EP1 DMF (500 pL) o 2 758 < A0 3-8 T H5(6 mg » 0.037 mmol) - i
£ A0#e 80°ClULfrEF 16h - 2AIE =R % » A& H CH:CN MR &) H A3
{4 LCMS (XBridge C18 ‘&1t » FIZRE/&H 0.1% TFA KBS » &8
B 60 mL/min)4fi{E » CosH9CloNgO (M+H)* 2 LCMS 5TE1E : m/z=477.1/479.1 ;
FEE 477.2/479.2 - HANHEY R &R F M SFC (Phenomenex Lux 5 um
Cellulose-21.1 x 250 mm E+¥ » F§ 30% MeOH A CO, o 2 R EERIBHT » JieE
5 60 mL/min tg .1 = 10.4 min > tr .6, = 11.75 min)5r Bk @iz (2 BAEY) - 7 ESE
FEREER% - FEH B LCMS (XBridge C18 'E1F » R Z/5/&H 0.1% TFA
IR ZBEREENT » B Ry 60 mL/min) & {EHIIEFR R EREY) - LR E TFA P
AN L&Y 2 G—RG 2T - 'THNMR (600 MHz » DMSO-ds) §9.30(d » J
—22Hz 1H)»899(d>J=23Hz > 1H) > 8.77 (s> 1H) » 8.56 (d » J = 7.4 Hz »
IH) > 834 (s> 1H) > 7.65(d > J=81Hz > 2H) » 7.56(dd > /=8.7 » 7.6 Hz > 1H) -
7.47(d>J=74Hz>1H)>4.80(h > J=6.7Hz> 1H) > 4.69 (s » 2H) > 3.18-3.15(m »
2H) > 1.59(d > J=6.8Hz » 3H) -

BB 24. (R)-2-(4-(2-(2,6- S FE)-3- R B )KL FE[2,1-1[1,6]250E -9- 5 )-1H-

nEnk-1-E5) N -1-12
Q}CE:‘-\/OH

[0279]  IAEEVIRRIEER] 23 ATl 2R ~ (ERIS)-2-EN-1-BEE (X 3-
BT IEACEUE > LR E TFA B ZRE(E &%) © CisHaoCLNsO3 (M+H)*Z

LCMS 1 E1E : m/z =468.1/470.1 ; Eh5{E : 468.1/470.1 -
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BB 25. (2-(2,6-—FFE)-9-(1-(4-FA U R -2 H-MEg -4- 5 ) A B ) - 1 H-ME R -4- )R
UEEF[2,1-f1[1,6 1270 -3-2) FHER

Ho 8}{ F
N
N= =N

[0280]  BEALEVMAIRIBRER] 23 AT IERE ~ 1/ 4-CRHE)-4-FIUE-
2H-TE R 3- R T KB - DURIEE TFA P A 2B LGy -
Ca6H2;CLENsO, (M+H)* 2 LCMS E5{E : m/z = 526.1/528.1 ; EEH{E 1 526.1/528.1¢
BB 26. 3-(4-(2-(2,6- —FHE)-3- R E)BRIEH[2,1-1[1,6]Z50E-9-F5)- L H-IEE-
1-25) VU -2H -0 1,1-—&LY)

CI: £ ~Cl
HO //N
N s=0
N/ \_/ N "o
N= =N

[0281] HALEPMAMIRER] 23 it ZFeFF ~ (B 4-BPU & -2 H-bii PHER
L1- S tYPE A 3-R T EKEE « VEE - AREIEF] 4- T C g S 168
ZY)) CasHoCLNsO3S M+H)* 2 LCMS 51EAE : m/z = 542.1/544.1 ; EEifE :
542.1/544.1 - AN ETEYEE RS FEFM: HPLC (Phenomenex Lux 5 um Cellulose-
21.2x 250 mm & 1E > B 85% EtOH X Cbe i < SRS ARaAT /it &% 20 mL/min
trow1=11.2min > trow2=15.6 min) TEERVAISR R EEY) - A HLEPAREIERL
Fa AT LCMS (XBridge C18 Bt - FH ZME/&H 0.1% TFA 2K 2 BRREEHT
JE R 60 mL/min)&{LNIEST G ZAEY) - DR E TFABP ZIZE(EEYIZ
GG RAEY) - 'H NMR (600 MHz » DMSO-dg) § 9.25 (d » J = 2.2 Hz » 1H) -
895(d J=23Hz>1H) > 8.74(s > 1H) » 8.54(d > J=7.5Hz > 1H) > 8.32(s » 1H) >
7.65(d>J=81Hz>2H) > 7.55(dd > J=87>76Hz > 1H)>745(d > J=7.4Hz
IH) » 4.75-4.64(m > 3H) > 3.70(dd » /=133 > 11.9Hz > 1H) » 3.63 (dtd > J=13.5
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38> 1.5Hz > 1H) > 3.21(dtd » /=28.1 > 14.1 » 3.8 Hz » 2H) » 2.20(tdd » J=14.4 -
6.8 » 3.3Hz » 2H) » 2.12-2.03 (m > 1H) > 1.92(tdd > J=12.8 > 10.8 > 3.6 Hz » 1H) ¢
BB 27. 1-(3-((4-(2-(2,6- —FRFEL)-3-RRER L) DKM F[2, 11 1,6 1287 -9-5L ) - 1H-iE
U-1-20) R E) SRR T -1-5)-2-HEE Z-1-1

Cl i Cl
HO //N
<l:}i>_<:
\ e NP
(¢]
N/ =N jo\/\

ZEE 1. (9-(1-( SRR T -3- B H2K)- 1H- I 1 4- 7)-2-(2,6- 2 57%) BRI 2, 1-
f111,6] Z0E-3-25) 2

HO

Az
e
-

7 'T'/K\NH

[0282] BHALEPIHRIRBED 20 Rl 225 ~ (08 1 F{EH 3-(¢-
(4,4,5,5-PU R AL-1,3,2- — SR IFEER T E-2- BL)- 1 H-me- 1- 50 H B EARER T Joe-
1-HEE =T EREN 4-(4-(4,4,5,5-VF0H £-1,3,2-  S5EMREIR T R-2-5)-1H-
IEEMSK- 1-BD) 7S S E- 1- R 55 = T EBa sk B - CosHai CN6O (M+H)* 2 LCMS &
BE : m/z=479.1/481.1 : BER(HE : 479.3/481.2
HEE 2. 1-(3-((4-(2-(2,6- ZZ FF5)-3-(£RHHE) BRUEFF[ 2,1-f1[1,6] E0F-9- £)-1H-
M- 1- 25) ) FTREER T - 1-25)-2- HE B - 1-

[0283) [H&FHO-(1-(FFEIR T -3-EHE)-1H-IEME-4-5)-2-(2,6- &4 EL)IK
A [2,1-A[1,6]258E-3-55) BHEZ(10 mg » 0.021 mmol) 2 FEHFRAN 2-FHEEZEEQR
uL > 0.020 mmol) ~ DMF (500 ul) & DIPEA (7 pL > 0.04 mmol) o %548 +E 1 min >
AT HATU (12 mg » 0.03 mmoD)G#&HE 1 h « SEpki% - F ZHE/ HRER R e
REYI HHSHEA LCMS (XBridge CI18 BTt » FIZKE/&7H 0.1% TFA 2K 1%
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FEBHT » JRE R 60 mL/min)&i{E » DIFEt E TFA B 2 EE{EE&Y -
Co7HosCLNgOs (M+H)* > LCMS SHE{f © m/z=551.1/553.1 ; B E3{H 551.2/553.2
B 28. 2-2,6- —&FE)-3-(ZEFE)-9-(1-Q-(HEmEE) Z5)-1H-1L W -4-

L )BRIEF[2,1-111,61250¢
F2HC: \E/ E/N o /9

N

— /\/S\
\ ( /N

N—/ =N

R 1. 9-28-2-(2,6- _ZFTZE) BRHEGF 2, 1-f]11,6] Z50E-3- HHIE

cl Cl
o)
~ "N

H N

[0284]  [mIFRHIAHN 9-7R-2-(2,6- ~FIAREL)-3- LIFEDRMEIF[2,1-A1[1,6] 250
(240 mg » 0.573 mmol) ~ THF (4.5mL) ~ 7K(1.1 mL) & PUE(E#k(4 wt.% 7 HO 1
91 uL > 14 pmol) » ZARIANII B EZ $9(612 mg > 2.86 mmol) ¢ JEE &1t 30°C
THEPE 2h > HAESERE FH AR NaxS,05 /KRG S I ZEH 4 EtOAC F - 77
HEEPRGEE ARG - F5 1 Biotage Isolera &l {LATIRIRERYI LUERS s EHHIR
HAY ZEY) - C17HoBrCLN;O (M+H)* LCMS 5TE1H © m/z = 419.9/421.9 ; EFEi{E
419.9/421.9 -
HEE 2. 9-)7-2-(2,6- FFIEL)-3-( i HE) BRI 2,1-f][1,6] EE

Cl Cl
N /
\ N/ Br
N

[0285] 1 O°C'T » [H&EH 9-1R-2-(2,6- ~FAEHURIEFF[2,1-A1[1,6]Z50E-3-H

(97 mg > 0.230 mmol)fy CH:Cly (1.0 mL) 1 Z &R ZHRL A PR 20U I — 2
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EREE=w (152l > 1.152mmol) - K MR SYHE 40°C TR 16h - HAE
ST TR FAEEFT NaHCO; 7KK/ N A S 8T 25 HY 22 EtOAc 2 » 2B 45 %
4a e < A TJE - #5H Biotage Isolera 4L SR YILUE R = lINNTE EY) -
C17HoBrCLF,N; (M+H)*” LCMS 1 Ei{E : m/z=441.9/443.9 ; EE5{E 441.9/443.9
LEE 3. 2-(2,6- " EE)-3-( g HE)-9-(1-(2-( FHEfpffp %) £ 2)- 1 H- I -4- 2%)
BRIEFE2,1-f][1,6] Z=0F

[0286] HRiEH 9-78-2-(2,6- _FFAE)-3-( s AR 2,1-A1[1,61255E(90
mg > 0.203 mmol) ~ 1-(2-(FH Bt i) £ 5)-4-(4,4.,5,5-PUH B-1,3,2- SR
TR do-2-55)- L H-0HEE(73 mg » 0.244 mmol) ~ = TTBEEE5F(86 mg » 0.406 mmol) Kz (1,1'-
BE(CORER A i) gD & eI & Y17 mg - 0.020 mmol) i E
ZZ HFEBIE =K » Z8&7A00 1,4-I2H5E(1.9 mL) K&7K(190 pL) - R Er B
B 80°CUlfRHF 1 h « BAl R =R % » €8 SiliaPrep SPE A i# 11 (SPE-R51030B-
06P) i JE )R &) H R LIE 70k - e AWM RS H AL LCMS
(XBridge C18 &1t » FH ZME/&7H 0.1% TFA Z /K Z ST » Ji & By 60 mL/min)
it > DIIRHEE TFA BE U 2 EZE L&) o CosHisCLF:NsO.S (M+H)*2 LCMS
s E{E : m/z=536.1/538.0 ; EEH{E 536.0/538.0 - 'HNMR (500 MHz > DMSO-ds)
§9.35(d>J=23Hz> 1H)>9.02(d>J=22Hz> 1H) > 8.73(s > 1H) > 8.59(d » J
=7.5Hz > 1H) > 836 (s » 1H) > 7.70 - 7.64 (m > 2H) > 7.63 - 7.55 (m > 2H) » 7.54 -
717 (m > 1H) > 4.61(t » J=6.9Hz > 2H) » 3.78 (t » J=6.8 Hz » 2H) » 2.92 (s » 3H)

BH 29. 2-(4-(2-(2,6-—FFE)-3-(Z & FE) DRI (2, 1-/1[1,61250€ -9-55)- LH -t}

Wg-1-5) Z 1R
cl cl
F2HC— Ny
N /
\ /= “CN
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[0287]  ILALEPIRRIZEED] 28 faTil 2 R~ (225 B 3 tP (A 2-(4-(4.4.5.5-
PURHAR-1,3,2- T S REARERR TIN5 - 2-85)- | H-PEE MR- 1-25) R R 1-(2-(FH ERhElia )
LF)-4-(4,4,5,5-VUHHEL-1,3,2- T S RERHRREER IOe -2-25)- LH-TEE PR fe B g - DU it
£ TFA B ZEEEEY) - C2HisCLFNe M+H)*Z LCMS 51HEME © m/z =
469.1/471.1 ; EEx{H 469.0/471.0 -

BB 30. 2-(2,6-—FFH)-3-(" 8 FE)-9-(1- (TR -2 H-IER-4-55)- 1 H-IHE-4- 5K

BRIEFF2,1-/1(1,6]1580E

[0288]  BLALEVMATRIRED] 28 AT A2 Fe - (2088 3 (A 1-(UE-2H-
ILLORg -4-5E)-4-(4,4,5,5- DU B AK-1,3,2- — SR AR ER T e -2-85)- 1 H-TE PR £, 1-(2-
(FA ES R AR AL ) £ BE)-4-(4,4,5,5-PU B AK-1,3,2- T S IR ER T 2-25)- L H-IEE ko
Bl - DURHEE TFA BIP A 2 EEEEY) o CosHaCLENSO (M+H)"Z LCMS &t
B{E : m/z=514.1/516.1 ; EE;{E 514.1/516.0
BH 31. 2-(4-(2-2,6- Z&FE)-3-(Z 53 F A BRI [2,1-f1[1,6)2-0E-9-55)- 1LH -t

WE-1-5) Z-1-1%
Cl Cl
FoHC— 2™
N /
Qj{NN"”
/=N

[0289]  ILALEPIRRIEED] 28 faril 2 Re - (225 B 3 tR (A 2-(4-(4.4.5.5-
PURHEL-1,3,2- SRR TOE-2-25)- LH-TEE MR- 1-80) - T AR 1-(2-(FH ER bl
) LH)-4-(4,4,5,5-VUHIEE-1,3,2- S FEIREER T0e-2-55)- L H-IEE AR By - LUER

C248186PA docx 55 97 H(ZEBHEREHE)

111121146 FEHESE A0202 1113238194-0



202313610

it 2 TFA P X AL EY) o CoHieCLFN;O (M+H)*2 LCMS 5t 51{H * m/z
= 474.1/476.1 ; EFER{E 474.0/476.0 -
BO 32. 2-(4-(2-(2,6-—&FE)-3-(CHFE) PRI [2,111,61570¢-9-5)- 1H-

m-1-E) R

[0290]  EHAEEPIRRIEED] 28 faril 2 R - (225 B 3 TR A 2-(4-(4.4.5.5-
PUFHEL-1,3,2- SRR e -2-55)- LH-TEE - 1 - B N IR R 1-(2-(FH AR bl )
LF)-4-(4,4,5,5-VUHHEL-1,3,2- T S RERHRREER IOe -2-25)- LH-TEE PR fe B g - DU it
£ TFA B ZEEEEY) - CsHisCLFNe M+H)*Z LCMS 5HEME © m/z =
483.1/485.1 ; EEn{H 483.0/485.0 -

BB 33. 2-(4-(2-(2,6-—FFE)-3-(Z @ FE) DRI [2, 111, 6 1580E -9-55)- LH -t}
nge-1-5%)-2- B B P B A

Cl

[0201]  BHLEPHEIRIBER 28 AT 2127 ~ 12088 3 i 2-HA-2-
(4-(4,4,5,5-VURHEL-1,3,2- T S FERIARER T0oE-2-55)- L H-PEEME- 1- 20 N B X 1-(2-
(R AR A £ 55)-4-(4,4,5,5- TH K -1,3,2- — S R R B TR0 - 2- 5 L H-DRE A
B DR E TFA BP A EE(LEY) © CuHiyCLFNO (M+H)*2 LCMS &
BE : m/z=515.1/517.1 ; EERH 515.1/517.0 -

BB 34. 2-(2-(2,6- — & FE)-9-(1-(1-FE NG MLIE -4-5)-1H-0E MR -4- B BRI
[2,1-f1[1,6250€-3-5) Z-1-BF

C248186PA docx 55 98 H(ZBHEREHE)
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jf\m
HO Z "N -
N— N
S
\ / =N
HEE 1. 2-(9-)8-2-(2,6- _ZFKFE) GRGF[2,1-f][1,6] Z50-3- ) 21-1- P

Cl Cl

HO Z N

[0292] [H&FH 9-'R-2-(2,6- &I E)-3- L IHADRME I [2,1-£1[1,6]1Z50E (40
mg > 0.095 mmol)7> THF (320 L) = 2 7% 23 HAR A0 9-ikE _¥R[3.3.11F k(0.5
M /2 THF &1 > 380 uL » 0.190 mmol) - K57 JESR GHHE SO°C TR 16 h - 1EE4R
MEHERTE - 1 2M S8 E7KIER(S00 pL) B EEE(B0% wt%jt H0 & -
200 pLyAfnefie - B REREYIE SO°C TR 3 h < LAIE=IR% - HIE
I NaHCO; ZKIERAERE IR Z 0L E BtOAc /1« 7B ZEFRUs S i 2 A kg -
& Biotage Isolera 4 {LATR IR ERYILIES S EMIREAZEY) « CisHisBrCLN;O
(M+H)*2 LCMS E{E : m/z = 436.0/438.0 ; EEH{E 436.0/438.0
HEE 2. 2-(2-(2,6- ZH FHL)-9-(1-(1- FHEA G L UE-4- ZE)- 1H- I 1-4- F) BRI
[2,1-f][1,6] E0F-3-5) 2-1-FF

[0293] & H 2-(9-8-2-(2,6- ~ERE)TRIEFF[2,1A[1,6]250E-3-5) £ -1-F
(3mg » 6.9 umol) ~ 1-H EL-4-(4-(4,4,5,5-PUEH EE-1,3,2- — S AR BB T fp-2- ) - 1 H-
OEEPAE-1-5) 7S EIEERE(6 mg » 21 pmol) ~ =JTHEEH (4 mg » 21 pmol) K2 (1,1'-#(

A A k) —E AN EH A1 mg > 1.4 umol) Z HIHE 2 H A
[EEH =K - A& 1,4- I8 f5E(300 uL) Ko /K (30 uL) « iR s & B2 80°CHl
friF 1 h o 2AlE =R % - 450 SiliaPrep SPE B i#f:(SPE-R51030B-06P) # €&
Y BRZEER - AR ZEWREES Y H %R LCMS (XBridge C18 &

C248186PA docx 55 99 H(ZBHEREHE)
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> FHZRB/EH 0.1% TFA 2K ZRFEENT - RE Ry 60 mL/min)4fi(L > DIFE L
2 TFA Bip 2L EY) - CoHxCLNO (M+H)*Z LCMS 5E{H  m/z =
521.2/523.2 ; EhgfE 521.1/523.1 -

BRI 35. 2-2,6- & FE)-9-(1-(MU S -2 H- ML -4- B - LH LR -4- B BRI 3£ 2,1-

SI1,6]125me-3-f

1. 9-)8-2-(2,6- A FZE) BRI 2,1-f]11,6] VE-3-

Cl Cl
HoN— 2y
N
\ N/ Br
N

[0294] HE&HLBEA4 mL)F 2 9-77-2-(2,6- G AE)BKIEIF[2,1-/1[1,612%
E(140 mg > 0.356 mmol) ~ GaffjfiE 25 =T Zh5(184 mg - 1.781 mmol) ” i 50°C
TEFE 16 h - [ERRISIR A 220 - A A PRl R ReRYaER: MeOH
2 mL) > A H0 PA/C (10 wt% » 28 mg » 0.026 mmol) » FEHEFHSWF Smin > H
AT ERSA NMEFE 1he AMREENRERSY) B CH.CL Lk - A& 7B ZEF
JR4EIEIR - #&H Biotage Isolera $i{LFTRIRERY) LUERE G ERINTE EY) -
Ci6H1oBrCLN; M+H)*2 LCMS 5 +E1H : m/z=406.9/408.9 ; EEn{E 407.0/409.0 -
HE 2. 2-(2,6- " FH FAE)-9-(1-( VT &-2H- B4 ) - 1H- [ - 4- 20) BRIEFF[ 2, 1-
J1[1,6] Z0¢-3- 7

[0295] & FA 9-1R-2-(2,6- & AE)DRIEIF[2,1-/[1,6125E-3-F# (12 mg >
0.029 mmol) ~ 1-(PUG-2H-FtE0Rg-4-55)-4-(4,4,5,5-PU EH EE-1,3,2- S R R T 52 -

2-E)-1H-IEEME(16 mg > 0.059 mmol) ~ = TiEE#H(13 mg > 0.059 mmol) k7 (1,1'-EE

C24816PA docx % 100 HEHERHAE)
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(CARAMRED 580 —Fst D _EHEEIEY)(2.4 mg » 2.9 pmol) Z FRAHEZE H
AREIE ="K » ZMRIRI 1.4-HEEE(270 uL) KoK (27 pl) « R el B nghve
80°Ci{#F 1 h o 2allE = 81% » £&Xf SiliaPrep SPE #;ifi5:(SPE-R51030B-06P)
WEREYIHR LB - A H ZIEEER &Y H %S LCMS (XBridge
C18 &t - HAKE/EA 0.1% TFA 2 /K Z 67T » fiE Ky 60 mL/min)&fi(L » LA
R E TFA P ZIEE(LEY) » CoHuCLNgO (M+H)* 2 LCMS 5 8E1{H : m/z
=479.1/481.1 : EER{E 479.1/481.1 -
HHI A : FGFR E§3H7

[0296]  FElgAEE AT HHIE R PIR b &Y SIRIELH AL - s B HEE 7y
MrEH FRET ERERIEYIEEKERIREERE L - RAHIEZZEERE DMSO
& HRF 0.2 uL ASfEEERS 22 384 FLiR 2 FL » AR A 4% 1% (S0 mM HEPES -
10 mM MgCl, ~ 1 mM EGTA -~ 0.01% Tween-20 ~ 5 mM DTT » pH 7.5)52 7 5 uL/
fLASIE < FGFR P[] fE % (FGFR-1 ~ FGFR-2 ~ FGFR-3 B4 Al K 28 5845 [ fe Y
FGFR-4 » SlfER I (L R IR B LE D NI 2R+ - BAEERSRE T BHIH IR —
ETEREE 5 2 15 o8 o R E S IREZE O KA SHIHIE  BHa AR b - #5h
M ENR RIS A 4% (L EQEDEPEGD YFEWLE fik<Z’E(SEQ ID NO
D ATP 2 5 pL/FLESTEAEIAME - K28 2 10 uL/AFLRERE (% 500 nM
i ATP JREHERFAE ATP Km (T4 LT o« ATP Km E&{F— RV EEERTTH
FERITE - RESMERRAT 25°CNEEE 1 hr - HFESHUAIN S5 pL/ALZIAFRER (S0 mM
Tris ~ 150 mM NaCl + 0.5 mg/mL BSA > pH7.8 ; 45mM EDTA - 600 nM £ {05
Z LU EF 3.75 nM Eu-#i8E PY20 & 180 nM APC-#EH1 42 & 1.~ Perkin
Elmer Lance s F)4% 11 S & o R ARIZIRE T -4 10 535% > ZA{& 4L PheraStar

WEEZ5(BMG Labtech)#zs FiFfE -

C24816PA docx % 101 HEUERHAE)
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[0297]  {&EF GraphPad prism ¢ XLfit R AT8HE - #& i RKFEIR S £ /U2 8
B TR TN 1ICso H @ Z VU2 B i E 4 B A v &4 B (G B Hil
coefficient) 2 S JE K| & - g dli 4% - Prism 512 @ Y=K &+ (JHE - &
B/ (1+107M(LogICso-X)* A B AL A))  XLAit J712 1 Y = (A+((B-A)/(1+((X/C)"D)))) *
o X ARAIHIEDRE < B Y AE - 1Cs B | uWM B/ N A& RAE
M

[0208] & 1 RO ITR R TeRE ~ I BB E 4 /NFER - 1
FGFR Fg ot ot < AR L&Y < 10 Bl - 7558 T+ fem/Vit 1.0nM
Z1Cso 3 T ++ ) FERATNEER 1.0 nM /N 5.0 nM 2 1Csp ©

[0299] &1 of ZBUR AR A AV ERERL (£ FGFR3 £ 2001 -

=1
BEh4maR FGFR3 ICso (nM)

1 ++

2 +

3 +

4 +
5 ++
6 ++
7 ++
8 ++
9 ++
10 ++
11 ++
12 +
13 ++
14 ++
15 ++
16 ++
17 1 +
17 i 2 +
181 1 ++
18 & 2 ++
19 ++
20 +

C248186PA docx 55102 HEEHSHAD)
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21 ++
22 ++
231 1 +
2312 +
24 ++
25 +
26 1% 1 ++
261 2 +
27 ++
28 +
29 +
30 +
31 +
32 +
33 +
34 ++
35 ++

BOI B : BB HAH

[0300]  RTI12 4HHEARAEER R i — 2t % 2 ) %EE ATCC
(Manassas > VA) H & H 4R 4= RPMI ~ 10% FBS (Gibco/Life Technologies)d © £y
SIS (L VRS 7 S0 - 15 50 uL — AR SIS LS TEAE
SCREAET Pl RPMI 10% FBS (5x103 [AAHH/TL/F 50 uL ) amia T2 2
£ 96 F|, Greiner R A ¥HH » 3 K{& 0 iAh0 100 uL Cell Titer-Glo {7 (Promega) °
FA TopCount (PerkinElmer)3# U5 - #51H1{# F GraphPad Prism 5.0 #/ B & 1111
%o TR P B T BE G 1Cs0 JIE -

%2

AR HERE FGFR2/3 2L
RT-112/84 FEpi FGFR3-TACC3
RTI12 FEpi FGFR3-TACC3
RT-112 V555M* FEpi FGFR3-TACC3 V555M
UM-UC-14 FEpi FGFR3 S249C
RT-4 FEpi FGFR3-TACC3
SW-780 R FGFR3-BAIAP2L1
KMS-11 Zae M EERE | IgH-FGFR3 S +

FGFR3 Y373C

C248186PA docx

111121146

FEHESE A0202

25 103 H(EERHRHE)
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OPM-2 Zas-aREHE | IgH-FGFR3 ZifiI +
FGFR3 K650E

KATO-III = FGFR2 151

SNU-16 = FGFR2 151

AN3CA T A FGFR2 N310R/N549K

Ba/F3-FGFR2-BICCI R 2 FGFR2-BICC**

Ba/F3-TEL-FGFR3 R 2 TEL-FGFR3

Ba/F3-TEL-FGFR3 V555M | &840 245 TEL-FGFR3 V555M

Ba/F3-TEL-FGFR3 V5551 | &840 24 TEL-FGFR3 V555L

*RT112 V555M : [Eff] CRISPR 28 ELPRBEAREEME VS55M 2255 -

**FGFR2-BICC1 @& VA RIEERE T &% 7. FGFR2 #(L -

[0301]

% 3 f2fft RT-112/84 QHAEIR ZALZOCE N ot ot A8~

EVZ ICo BlE - 7755 "+, FE/ N 100M 2 ICso 3 T ++ ) FERARIRELERL

10 nM {B/]NFA 50 nM 7 1Cs ©

C248186PA docx

111121146

=3
BE4E5%E | RT-112/84 ICso (nm)
1 ++
2 ++
3 +
4 +
5 +
6 ++
7 ++
8 ++
9 ++
10 ++
11 ++
12 +
13 ++
14 ++
15 +
16 ++
17 & 1 +
17 I 2 +
181 1 ++
18 i 2 ++

% 104 HEUERHAE)

FEHESE A0202

1113238194-0
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19 ++
20 +
21 +
22 ++
231 1 ++
23 & 2 ++
24 ++
25 +
26 1% 1 ++
26 & 2 +
27 ++
28 +
29 +
30 +
31 +
32 +
33 +
34 ++
35 ++

B C : pFGFR2 F; pFGFR1,3 THEE M40 HTRF 347

[0302] & HlbEE (LRI S RN 5288 2 (FGFR2) - KATOIII i
(NESEEREE ATCC HBEH4ERFFEEH 20% FBS (Gibco/Life Technologies)
Z Iscove B o %5~ pFGFR2 7341 » & KATOII 4HiAE 5% FBS K Iscove tE&EE
F1LL 5x10* {E4HAE/FL-T-$H % Corning 96 FL V4R S IF B YRR HE iR HIBTR - 6
“REm 0 KEA 0.5% FBS Z 50 pl g EAAE 37°C ~ 5% CO2 ME—ER
FEsE 2 AR EEVIOR R SOuFAEEAFAE N 1/ < f£2080 |~ /i PBS
SeRAHRE - R & A E A IEHIIGIR 2 Cell Signaling JARR4R ENRA A 45 min o
iFAELE 4 ul Cis Bio fibs:%-YAP d2 K Cis Bio #ithle-YAP 7y GIR(E &Y —ER 0
EIEARYIT B R e (BEEHZERIAE)  28&R 16 pl #8122 384 7|, Greiner
Bl HAE 4°C NS TP A F 81X 1 Pherastar fiisg a5 EAE 665 nm & 620 nm
M NEEHUR o #EMH R GraphPad Prism 5.0 §AGHEE S HIIHIRRHTI15 % ST B =
FEH B &K B 1Cso E

C24816PA docx %5 105 HEUERHE)
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[0303] REHibele &R £ RN 5285 3 (FGFR3) - (KA B R E A
#k BAF3-TEL-FGFR1 5 BAF3-TEL-FGFR3 45/ &7 10% FBS & 1 ug/m] 1Zn&
f#Z (Gibco/Life Technologies) . RPMI o o ¥j52 734 - KA S 1i0F HA SR
%~ RPMI &£ d 7 12 nl BAF3-TEL-FGFR1 5 BAF3-TEL-FGFR3 4HAf1LL 1 x
10° {E4HAE/ml A2 &7 20 nl —ERE#HE 2 (LE&Y)E 2 384 Greiner (i
H o RERAEEDR NRAIHRS (100 rpm) 2 7388 LT iR & HAEEE FAE 37°C ~ 5%
CO2 THEF 2 /N o —EIARNN 4 nl/FL2 A RER EDR#3 (Cis Bio) 2 1/25 kg el
TR B B HIHIET H DA 200 rpm AR E0R TR 20 778 o K48 2L 4 ul Cis Bio Tb-
pFGFR Ab (10ng) fz d2-FGFR3 (1 ng)—iiR N2 AREY I F HFemRa o s
HAE=R NMEREE R E 81K « {E Pherastar fizs8 %5 H1E 665 nm Jz 620 nm 5/
R NEEHUR o #5M0{sEH GraphPad Prism 5.0 ERAGHEE SR ] %0 ¥R BRI
HE - tha K E N 1Cso HIE -

EHI D : pFGFR3 ThgetE21n HTRF 534

[0304]  Rfrimo i ERI6EEE LA LR A R R +5288 3 (FGFR3) - %
N ERFE E AR BAF3-TEL-FGFR3 4R &H 10% FBS K 1 pg/ml BEISEE
(Gibco/Life Technologies).” RPMI o1 o #5253 47 » 4£ 37°C ~ 5% CO2 T » # 10%
FBS H R &MES#Z >~ RPMI &L 100 ul BAF3-TEL-FGFR3 4HffILL 5 x
10* ([ 4HRE/F LA TN 2 S E 0B 2 96 FLARARIEER(GS ug/mh) i@ « 5K
FErh e 1200 RPM B MIRTAEN 2 BEM0E - HFEHAE S6°C TN IEE 15 7y ##Efd
HEVRIE - i)k 30 ul A AlMUE RN 2 TR B 70 M —E R E#E 2L EYIBR 2
96 FLAR - HEFE AR TR - R pr A IR B & YR &R E+
HARRAE 37°C ~ 5% CO2 NEEF 2 /N « #sRHSE AN 2L flE ~ A%
B RS A - WsT R AR ELURRZRAR < RO R AT AR ZK -
— AN 70 pVALZ IR ENR#L (Cis Bio)BUEAETE HERHIAIE] - HLL 400

C24816PA docx % 106 H(EHERHE)
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rpm {EZR MRS 30 7r 88 o IERRS o RIRTEREURE 5 rdE A 16 ol R
F4% 384 FL/NEFEN T o 5454k 4 pl Cis Bio Tb-pFGFR Ab (10 ng) & d2-FGFR3
(I ng)—IRII 2B MEY R B e o R & e B B AR 2R TR R 5 iRTR -
£ Pherastar fiiEEES A 665 nm K 620 nm 5 & T EHUR - #&MH# A GraphPad
Prism 5.0 S 5E SRR % B IR RIS S8 th K E i 1Cso HIE -
B E : KATOIII 2] pFGFR2a ELISA 4317

[0305]  Rfi KATO 25 2 1 74 | SRS b BE ik BE (LA R 4R A R R
Fi788 20 (FGFR20) > KATO I 4AffI{40E 5 ATCC A ¥HARE ST 20% FBS
(Gibco/Life Technologies) . Iscove Fz&EL o A& HLRIER (L&Y% FGFR20 &
Z i) - {8 Iscove ~ 0.2% FBS LA 5x10° {E4HA/ml ERF AR - AR —E R
R E 2 MEEEY K 300 ul A¥RZ {2 fm(Biological Specialty Corp » Colmar
PAYEEEAELET » #F 50 uL AHAEEFE 2 96 5L 2 ml ZENIE 1B il (Costar)
B f£ 37°C T EEE 4 /NEf{& - 5] Qiagen EL SZENRUEMALIIEK - HFRFHINLE
RIS SR AR B L B E S (Calbiochem/EMD) F2 PMSF (Sigma) < /75 f#
SEETR(Cell Signaling) FEETF 30 7788 o FRARRYIER 224 V IR IENIHLASR
R A E-80°C T 4 H @1 - /£ R & D Systems DuoSet IC A ER5#%-FGF R2a
ELISA H8ilaA4% 5 B E FIEE By 450 nm H R RATIE £ 540 2 SpectraMax M5 £
EME MM - #5055 A GraphPad Prism 5.0 § S i & IR 6] %0 BRI BRI
HE g K E i 1Cso AIE
EHIF : FGFR B 7N

[0306] FEHEMNEA FGFR2/3 &L Atk FGFR 5, FGFR T#UEY)
I RN T2862E 2 (FRS2) R 4HRESME St aR i Bl (ERK) < bl (k
FKMEALEY) < HREYIRY -

C24816PA docx % 107 HEUESRHE)
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[0307] HEABERCEESARERRATZE - REERMEERR T2
AE~Z'E 2 (FRS2) R AHRTSME st aiia silig(ERK) SRR (BRTS A A4 Bk < ARtk &
R MG — RO 2R 4 9OAE 6 FLIRTAE 10% FBS K RPMI #5 &A1 LA 5-
7.5x10° {H4HA/FLIBRFEFE L Corning 6 FLARSIEEY)IRIE 2T - B _KRE=
e 10% FBS 2 2 ml BB EAL 37°C ~ 5% CO2 NMi— gm0 E < G
{EEVTFIEEATRAL NS 4 /\F - Fi PBS JRiR4HAE B A A e & GBI
Fil 2 Cell Signaling J% 4R ENRIAE © Kf 20-40 g $8E 5B ISV ZE AL
Tife . vh H &2 (western blot)s3 4T * 2KH R&D Systems (Minneapolis * MN).”
i EAE-FRS2 Tyrd36 (AF5126) ~ KK H Cell Signaling Technologies (Danvers * MA)
2 tgi YERe-FGFR-Tyr653/654 (#2476S)~ iz i%-ERK 1/2-Thr202/Tyr204 (#9101L) &z 44

ERK1/2 (#9102L) o

=4
PR AH&REE FGFR2/3 #{t B
RT-112/34 BER FGFR3-TACC3 pFRS2 » pERK
RT112 V555M | JRk FGFR3-TACC3 V555M | pFRS2 + pERK
UM-UC-14 BER FGFR3 $249C pFRS2 » pERK
KMS-11 %4\ EBER | 1eH-FGFR3 5 fir+ pFRS2 » pERK
FGFR3 Y373C
KATO-III o FGFR2 #Z pFGFR > pERK
SNU-16 = FGFR2 #Z pFGFR > pERK

BPI G : BA FGFR23 8L ZA amEssl b2 iEk

[0308]  #ErEMMfE FGFR2/3 S (b ZE A A E M E 2 b & VB 2 f&
BERKAE(LEY ZERNENE -

[0309] 4R 4R RT112/84 fEREdIAE(85061106 - ECACC - UK) (f&
RERANE— PRl S 1) - fEERR 56 0K 5 2.0x 10° RT112/84 4HAELL
1:1 PBS #f Matrigel (354263 - Corning) 57 - #2f& £ MM NSG /)N g (Jackson) Z 1%
{HIRE o - fEFEREREETR SE 7 X EHERE T %Y 200 mm’ B - BH4ART 0 mg/kg (4%

C24816PA docx %5 108 H(EHERHAE)
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Ai) ~ 100 mg/kg ~ 30 mg/kg B¢ 10 mg/kg PO QD (L&Y - ARFEE £

GER o (EE SR HAR BN N 2 B A R R BREAM A7 M o (ERI=U(L x WH/2 51
BiERERE - b LR W ahlniEREREERS o (FHEKA-(Vi/Ve))*100 &
B A RAGI(TGD » Kb Vs (s —RIGHEED SR HE 2 lEEeiE - A Veik
E{e—ROBHRITHIRAH 2 FERERSTE - (THERT ANOVA FOHIE Tt KA

FeH 2 VAR TEE A= 2
%5
FE gAY LHE%E FGFR2/3 #{t
RT-112/84 BEERE FGFR3-TACC3
RT112 V555M BEERE FGFR3-TACC3 V555M
UM-UC-14 BEERE FGFR3 S249C
KMS-11 ZastERerE | IgH-FGFR3 5 iz + FGFR3
Y373C
KATO-III = FGFR2 HEHg
SNU-16 = FGFR2 #Ei
Ba/F3-TEL-FGFR3 V555M | &R 245 TEL-FGFR3 V555M

(03101 B 7 ACIATAL 2 (B9 » B IR i 2 AR AT g A
ST B ABIEE - S BTN A SRR R - A R AT
3P — 2% SRR AR SR « SRR R AR 2 4305 DB 2t
BEAACE -

C248186PA docx 2109 H(ZERHERHE)
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GRllESy|

<110>

<120>

<130>

<150>
<151>

<160>
<170>
<210>
211>
<212>

<213>

<220>
<223>

<400>

FERHHFER/VF] (Incyte Corporation)

{ERSFGFRIIP.. —BOHEER

20443-0739W01

US 63/208,661
2021-06-09

PatentIn version 3.5

1

15

PRT

ALY (Artificial Sequence)

GHRZE

1

Glu Gln Glu Asp Glu Pro Glu Gly Asp Tyr Phe Glu Trp Leu Glu

1

5 10

111121146 FEHESE A0202

15

FB1E  HIF(FIR)
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il
et

[ 5 BHH 35 SR 0

(AkE 1] —EEANIZ(EaeY

Cl
R1
I
SCHLEEHRE TR Y B o S
R*BEE HE K Cl 5
Cy' #H
R2
O W
—N
Cy'-1 ) Cy'-2;

1{1 ,7\15_%5 CHQOH > CHQCHQOH > CHF2 > NHQ& CH3 ;
R*EEH LB ~ -(Cr4Ji5)-OH ~ -(C 3 J5t8L)-CN ~ (C o3 JeAL)-C(O)NH; ~ -(C1.

455t 55)-C(O)N(CHj3), ~ CH>CH,S(0O),CH; & LA AL H] -

X
I ()
g \ N
N N/RZA 5
E/\Eﬁiws
N ‘ ‘

C248186PA docx B 1 HEGEHHEE A EEE)
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zﬁN N;\/N/;A@N\RZA
ch\ \ N *
R ;wQ

R**#E CH; + C(O)CH; + C(O)CH,OCH; K C(O)CH,OH :

R*®#EH H + CN ~ CF; 5 C(O)N(CH3), : f.

RCESHKF;

R RZIEEYIR R -

2-(2,6- " A RR)-3- B B -9-(1-(PU -2 H-PE I -4- & )- 1 H- DR PR -4- B BRI S
[2,1A1[1,61R0E -

3-(4-(2-(2,6- —FRH)-3- (L FHEDDRMEH 2,11 1,61 550E -9-55)- L H-IEE M- 1 -
EWHE

C248186PA docx P 2 HEGHHEE A EE)
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1-(4-(2-(2,6- G F5HK)-3-(FEH B BRIE I [2,1A1[1,6] 55 0E-9- 7% )- L H-PEE -1 -
B5)-2-FHELN-2-F
2-(4-(2-(2,6- —FFEL)-3-GEH EDBRIEFF[2,1A1[1,61250E-9-55)- 1 H- T 141
=Y
(2-(2,6- F T ER)-9-(1-(1- FH B /N EMEE -4- 5 )- 1 H- M -4- B DRI I [2,1-
AI1,61550e-3-55) g -
2-(4-(2-(2,6- —FFEL)-3-GEH EDBRIEFF[2,1A1[1,61250E-9-55)- 1 H- T 141
B5)-2-FHEN-1-12
(2-(2,6- ZF IR EE)-9-(1-(2-(FH B b
AI1,6]Z50E-3-2) FHES - =4,
2-(4-(2-(2,6- —FFEL)-3-GEH EDBRIEFF[2,1A1[1,61250E-9-55)- 1 H- T 141
) L-1-fF
(F5KIH2]  W055°KIH 1| ZAbEY s HEEEE b nlhi VB Hods R* R A
SAOKIA3Y  W0EECKIH | ZAEEY)S SRR b alh V8 i R*& Cl -
(F5°KIH4]  WEFKIE 1 £ 3 PE-IH LGV %8 Frlies 28 H

&1 Cy! {4 Cy'-1 :

Cy!-1 -

FRIES] R | 5 3 P —IE LA E S S AT B

/N/

Cy!l-2 -

3y

—
=,

1
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