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(57) Abstract: The present invention relates to a compound as represented by general for-
mula (1), and a preparation method therefor, and the use of the compound as represented by
general formula (1) and an isomer, a crystal form, a pharmaceutically acceptable salt, a hy-
drate or a solvate thereof as an EGFR inhibitor in the preparation of a drug against EGFR-re-
lated diseases, such as tumors.
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9”IJ%’T ELITE 140 Ji. idleh, AEADAiMiE  (non-small cell lung cancer, NSCLC)
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B 80%-85%7 41 (Nature, 2018, 553, 446-454),
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B, GEME R IR R AR R S I (60-85% An A O }%f’? H( Objt:cme response rate, ORR ),
{EPSSEee mmjmﬁéﬁﬁﬁﬂfﬁgiﬁﬁ“ AREEE T BEGFR TKIs 138 714
VA F I R AR AR T T o T 24 0BT S 78 K2 50-70% W%*fﬁ W 245 97 TR A EGFR
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PG (Lung Cancer 2017, 108, 228-231). X4 248 EGFR TKI B4 4> FALEIT 9T
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EGFR del19/L8S8R T790M (7978 ZSAMARLE N =A% EGFR TKI W47 o SiZ i
EGFR 22704K, HuIa e N8 2, By RA 3 }“GFRTKMM)%J X E Ikl
EGFR del19/1.858R T790M C7978 550K, 41 Boehringer Ingelheim 8 | — 5 K3k

A0 B1-4020 B A BT BGFR del 19/L858R T790M (7978 SRR ISR DL 2 AR N BU BT i

(J Med Chem. 2019, 62, 10272-10293 ). i 5] WO2019/015655 1, g T —255 Lk
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mmol), VEAHER B AR BN 2 b LC-MS BN SRS, REWIK
9, FREVIHE AT A (368 mg, 1LE: T5%).

'H NMR (400 MHz, CDCI3) 8: 10.69 (s, 1H), 7.53 (d, J = 3.8 Hz, 1H), 7.51-7.44 (m, 2H), 6.99-
6.88 (m, 2H), 5.67 (d, J = 3.9 Hz, 1H), 3.80-3.63 (m, 2H), 2.84-2.42 (m, 10H), 2.39 (ddt, / =
11.4,7.3,3.7Hz, 1H), 1.96 (dt, J = 12.2, 3.0 Hz, 2H), 1.70 (gd, /= 12.1, 4.0 Hz, 2H); MS (ESI):
556 [M+H]

BT 3 ALEY 5-8-3-((4-(4-(4-F BRI 1-E0 IR e -1-20) R B B -6- R Bk -2 - R
e (e int 4 05
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105°C KM 30 mine LC-MS WG R B 56 e, TR W R IE A 2 ﬁ‘é"vﬁfa'%?%}ﬁﬁ‘@(ﬂﬁmg, ]iifa&
75.6%).

'H NMR (400 MHz, CDCl3) & 10.74 (s, 1H), 7.70 (d, J = 6.5 Hz, 3H), 7.56 (d, / = 8.5 Hz, 2H),
7.44 (p, J = 6.8 Hz, 3H), 6.94 (d, J = 8.6 Hz, 2H), 5.67 (s, 1H), 3.70 (d, J = 11.9 Hz, 2H), 2.83-
2.55 (m, TH), 2.47 (s, 3H), 2.40-2.32 (m, 1H), 2.28 (s, 3H), 1.93 (d, J = 12.4 Hz, 2H), 1.67 (¢t J
=12.5, 6.8 Hz, 2H), LC-MS: 506 [M+H]".

50 mL B 553 -((4-(4-(4-FT iwri"éz HOWRIE- 15, wlmﬁ) 6- /\“;@W?f
ARG (133.6 mg, 027 mmol), T/KIKERE (186 mg, 1.35 mmol),

0.54 mmol}, DMSO(5mbL), 4A é}»%fﬁ%{zoo mg f%;ﬂzﬂ;i;),, GRS B G s
min, Ji I 3-EEPN R ER R E (45 mg, 0.32 mmol), ﬁif LEBE B

e 2he LC-MS W53 S 5880, TR AR R B a8 72 90(92 mg, WNEE: 59.7%).

MS (ESI): 571 [M+H]
FHAHFMHAEEAR, TR R s i i
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S-{{{(1R,38)-3-F2 F 3 [0 2 B B )-3-((4-(4-(4- FF R OR e 1- B0 YR g -1 - 35 ) R By R Hy-6- R L
Mhgs-2- 2R (thaW 136):

'H NMR (400 MHz, CDCl3) §: 10.71 (s, 1H), 7.65-7.53 (m, 4H), 7.53-7.41 (m, 3H), 7.41-7.31
(m, 1H), 6.98-6.80 (m, 2H), 5.21 (d, /= 6.5 Hz, 1H), 5.13 (s, 1H), 4.56 (h, J=7.1 Hz, 1H), 4.39
(tt, J = 5.8, 2.9 Hz, 1H), 3.69 (d, J = 12.0 Hz, 2H), 2.80-2.58 (m, SH), 2.50 (s, 3H), 2.35(d, J =
9.8 Hz, 1H), 2.30 (s, 3H), 2.29-2.22 (m, 1H), 2.18 (dd, J = 13.8, 7.2 Hz, 1H), 2.06-1.96 (m, 1H),
1.92(d, J = 12.4 Hz, 2H), 1.71-1.54 (m, 6H), 1.43 (ddd, J = 13.0, 9.1, 6.6 Hz, 1H); MS (ESI);
S71 [M+HT™.

S-(((1R,3R-3- B2 B3R 0 B B)-3-((4-(4-(4- B BRI - IR - 1- 3 B ) B H-6- 03
Mhigs-2-ER MR (dha ¥ 137
TH NMR (400 MHz, CDCl3) 8: 10.78 (s, 1H), 7.60 (dd, J = 8.6, 6.7 Hz, 4H), 744 (t, J = 7.5 Hz,
3H), 736 (t, J = 73 Hz, 1H), 6.91 (d, J = 8.9 Hz, 2H), 6.04 (d, J = 7.4 Hz, 1H), 5.10 (s, 1H),
454(d, J=7.8 Hz, 1H), 4.44 (s, 1H), 3.68 (d, J= 11.9 Hz, 2H), 2.77-2.57 (m, 5H), 2.48 (s, 3H),
236(s, 1H), 2.29 (s, 3H), 2.17-1.99 (m, 3H), 1.99-1.63 (m, OH): MS (ESI): 571 [M+H]".

5-(((18,38)-3- B AL 28 RV B H)-3-((4-(4-(4- TP L R -1 YR e -1 -3 2R 30 Y B B y-6- 3 3
MEE-2- W (&Y 138):

'H NMR (400 MHz, CDCls) 8. 10.71 (s, 1H), 7.65-7.53 (m, 4H), 7.53-7.41 (m, 3H), 7.41-7.31
(m, 1H), 6.98-6.80 {m, 2H), 5.21 (d, J= 6.5 Hz, 1H), 5.13 (s, 1H), 4.56 (h, J= 7.1 Hz, 1H), 439
(tt, / = 5.8, 2.9 Hz, 1H), 3.69 (d, J = 12.0 Hz, 2H), 2.80-2.58 {m, SH), 2.50 (s, 3H), 2.35(d, J =
9.8 Hz, 1H), 2.30 (s, 3H), 2.29-2.22 (m, 1H), 2.18 (dd, /= 13.8, 7.2 Hz, 1H), 2.06-1.96 (m, 1H),
1.92(d, J = 12.4 Hz, 2H), 1.71-1.54 (m, 6H), 1.43 (ddd, J = 13.0, 9.1, 6.6 Hz, 1H); MS (ESI);

2l
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5-(((18,3R)-3-FR R IR IR B YE A ) 3-((4-(4-(4- T B IR e -1 - By R g -1 - 0 2 By B B y-6- K
mhEE-2- R (LA 139)
"H NMR (400 MHz, CDCl3) 8: 10.78 (s, 1H), 7.60 (dd, /= 8.6, 6.7 Hz, 4H), 7.44 (1, J=17.5
Hz, 3H), 7.36 (1, J = 7.3 Hz, 1H), 6.91 (d, /= 8.9 Hz, 2H), 6.04 (d, /= 7.4 Hz, 1H), 5.10 (s,

1H), 4.54(d, J=7.8 Hz, 1H), 4.44 (s, 1H), 3.68 (d, J = 11.9 Hz, 2H), 2.77-2.57 {m, 5H), 2.48

(s, 3, 2.36 (s, 1H), 2.29 (s, 3H), 2.17-1.99 (m, 3H), 1.99-1.63 (m, SH); MS (ESI): 571

IMAHHT

EREBRFE A BT EAEEY 39 (G-((4-(4-(4-FHIEE - FRm-1-30) B 08 -6
(B -4- 0y S-((PU S 2 H-HL i -4- 30 B 2B 2- R B ) 6 R

o
/EN\\_/s Formamide HN EN“\’
P % P
o N N (NH,),S,05 oo
int_1 int_2
HOKB,OH N i
~x L
h HN N el
o i
N P
e (]
T
Pd(dppf);Cly, KsPOs Y
Dicxane, H,O (NJ
~r
@
N
int §

—N N

7N VAR

Y- S

p—

JO—
Diox, DIPEA

KGO, KF
DMSO0, 4A MS

o
HZN/‘\[N\]/I
NN e
C
g
Q
[&]
N
int_3
o N
HAT Y S
P
HNT ONT N
J O
= o
[&]
N
38

BB EY 3.5 " -6-RLR-2- BB (LS e 2) A

500 mL ST 3,5- 2 8-2-BLEE (15 g, 54.57 mmol), HIHERE

e

(300 mL), VB
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PR 2 90 °C, JE M A(NHO2S20:(25 g, 109.1 mmol)EAR, TREWRELTE 90 °CH
2 h, JE B HER N K2S20s (30 g, 109.1 mmob) 44, VRS EILTE 90 °CHEFE 20 he
LC-MS W s S 4, Rl kb, VESWP A BtOAc (150 mL), 7K(300 mL),
PEFEL 20, AOH B EtOAc (150 mL)ARHL, & A WU AR SR A (50 eyl
e WRER, R YR AT AL (BIOAC: Hexane=0:1t0 1 Sto 1 2V 41(1 82 g, WE:10.5%),
I EURH10 3 g, % 68.7%).

'H NMR (400 MHz, CDCls) 8: 7.28 (s, 1H), 5.78 (s, 1H); MS (ESD): 317 [M+H]J".

B 2 B 5-E-6-T-3-((4-(4-(4- T BRUR -1 -0 IR B - 1 -0 PR B F0 L BR - R B
A& imt 3 HIE R
50 mL B AN 3,5- T Al-6- LR -2- 5 (280 me, 0.883 mmol), 4-(4-(4-F SLuR

WE-1-FO IR -1-FO 28 1% (267 mg, 0.971 mmol), Dioxane (20 mL)yH! DIPEA (228 mg, 1.766
mmol), VEAHER B AR BN 2 b LC-MS BN SRS, REWIK
9, FREVIHE AT A (368 mg, 1LE: T5%).

'H NMR (400 MHz, CDCl3) 8 10.69 (s, 1H), 7.53 (d, J = 3.8 Hz, 1H), 7.51-7.44 (m, 2H), 6.99-
6.88 (m, 2H), 5.67 (d, J = 3.9 Hz, 1H), 3.80-3.63 (m, 2H), 2.84-2.42 (m, 10H), 2.39 (ddt, J =
11.4,7.3,37Hz, 1H), 1.96(dt, /= 12.2, 3.0 Hz, 2H), 1.70 (gd, /= 12.1, 4.0 Hz, 2H); MS (ESI):
556 [M+H]".

IR 3 B 5-E-3-((4-(4-(4-F BRI 1-20)WR BE- 128 3y 20 )-6- (M Mg -4- 25y Ui -
BB (B int_6) HEak:

50 mbL BRI S-5-6-ME-3-((4-(4-(4- F ERR R - 1 - IR g - 1 - B o S B B b -2 42

(160 mg, 0.75 mmol), (MEBE-4-F)IEE (40.56

FiilE (166.76 mg, 0.30 mmol), Jo/KBEEE
mg, 0.33 mmol), Dioxane/ H20 (10 mL/ 2 L), Pd(dppfhClh (22 mg), BARGEERE
PROETHRLE 105 °CRMY 60 min. LC-MS WM 5apk, TRAriRFRIRR £ 2 M a3 )
(126 mg, W% 82.8%),

MS (ESI): 507 [M+H]".

IR 40 B 3-((4-(4-(4-F EER -1 iR e -1- By 0 By &L B8 )-6- (b e -4- 2 )-S-((TU -
2H-BLHE-4- 2 B8R -2- R (ha¥l 39) Mamk

50 mL B RSP I 5-F-3-((4-(4-(4- H SRR R - 1 BT g - 1 - 2L R B B y-6- (ML g -4- 4
iR 2R (152.1 mg, 0.3 mmol), Jo/KBREEF (186 mg, 1.35 mmol), JAGALA (35
mg, 0.6 mmol}, DMSO(SmL), 4A 7 FHiQ200mg AR, WBERSEE 05 2R+

15 min, S 3-VHE(-2H-ER-4-F% (33.4 mg, 0.33 mmol), JEAIES EH G

40
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120 °CRV 2 ho LC-MS BRI N5, AW RS2 aiu3 (130 mg, W
o 75.8%)0

'H NMR (400 MHz, CDCL3) § 10.86 (s, 1H), 8.71 (d, J = 5.1 Hz, 2H), 7.55 {, J = 6.8 Hz, 4H),
742 (s, 1H), 6.91 (d, /= 8.8 Hz, 2H), 5.22 (s, 1H), 5.14 (d, J = 7.0 Hz, 1H), 4.17 (m, 1H), 4.01
(d, J=11.7Hz, 2H), 3.69(d, =92 Hz, 2H), 3.52 (t, J = 11.6 Hz, 2H), 2.69 (m, 11H), 2.38 (s,
3H), 2.09-1.96 (m, 4H), 1.76-1.64 (m, 4H); MS (ESI): 572 [M+HT".

RS RTE A B BEBALEY 55 (G-((4-(4-(4-FF BEIR - 1 - B0 R i -1- 20 3 B B y-6-
(LH-IE -3 38)-3- (VU -2 H- T -4~ B0y S SR WL B2 - BE G ARk

“”II

HN
N TN TR
o] —M N N NH, @
T A |
N | Formamide HolN T N
Yy Smme, w0 T ¢
o N/ ~ci (NH4)3,00 7N Ci Diox, DIPEA :
®
int_1 int_2 by
int 3
- NH
HO, _,OH Hy N)K/N\/J\ L " N,uj: rN
(l%N H N /\ O\____>“NH2 Y NH

—-—-MNH r{,«*\ O
- > kﬁ g K,COy, KF k )

Pd(dppfaCla, KaPOy DMSO, 4A MS

Dioxane, H,0 AN
P R)

I !
N -
» CJ

|

int 7 §5

BB S 35T E-6-HUB- - BB (IbEW int 2D BIAER:
500 mL BRI 3,5- A 2-fll g (15 g, 54.57 mmol), FEERZ (300 mL), JEAWK

PEPEFHE A 00°C, JA A HEMA N 2808 (25 g, 109.1 mmoh)[Al4k, TRAIEE 00 °CH

FE2 h, JE R RN K28208 (30 g, 109.1 mmoh)FA, VEB-S W HIRA 90 °CHiHE 20 h.

LC-MS B3 s A=Yy, Rl dlar e, WS P I BtOAc (150 mL), 7K(300 mL),
41
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A3

B, A, KA EtOAc (150 mLyAEI, & IR MU AR A S BAE (150 mL)PE
AR, PR YEE AT A L(EtOAC Hexane= 0:1t0 12 Sto 11 )77 H0(1.82 g, WU 10.5%),
M EBH(10.3 g % 68.7%).

'H NMR (400 MHz, CDCIR) 8: 7.28 (s, 1H), 5.78 (s, 1H); MS (ESI): 317 [M+H]".

BB 2 WY 5-F-6-T-3-((4-(4-(4- F B R B 1 - Eh R -1 - 2R BN BB i B 2 - R B I
(&8 it 3) K&

S0 mb BB RO 3,5- S -6- B R 2- BRI E (280 mg, 0.883 mmol), 4-(4-(4-H LR
ﬂ%h%)ﬂi&%b%}%ﬂgz (267 mg, 0.971 mmol), Dioxane (20 mLyf DIPEA (228 mg, 1.766
mmol), RGN EAEREHEFR R BRI 2 he LC-MS WM R 50 s, AT
44, i*”%ﬂiﬁﬂfﬁwjr%(sﬁsm W 75%).

'H NMR (400 MHz, CDCl3) 8: 10.69 (s, 1H), 7.53 (d, J = 3.8 Hz, 1H), 7.51-7.44 (m, 2H), 6.99-
6.88 (m, 2H), 5.67 (d, J = 3.9 Hz, 1H), 3.80-3.63 (m, 2H), 2.84-2.42 (m, 10H}, 2.39 (ddt, J =
114,73,3.7Hz, 1H), 1.96 (dt, = 12.2,3.0 Hz, 2H), 1.70 (qd, /= 12.1, 4.0 Hz, 2H), MS (ES]
556 [M-+H]".

B 3 B 5-5-3-((4-(d-(4- T EIR - 1- IR IE- 120 20 E 25)-6- (L H-IL - 3- 2 ik
%2%55% (b9 int 7D ARk

50 mE B AP 5-G1-0-i-3- §(4( (G- SRR G - R e -1 -2 R a2
Wii% (166.76 mg, 0.30 mmol), T/KBEERAT (160 mg, 0.75 mmol), (TH-HEEE-33581R (37
mg, 0.33 mmol), Dioxane/ 2O (10 mL/ 2 mL), Pd{dppfhCh (22 mg), REWHAERIG
PO % 105 °CR M 60 min. LC-MS IV 58 i, RS P e A Z i ai ka9

(119 mg, 0% 80%).

MS (ESI): 496 {M+H]"

B 4 AT 3-((4-(4-(4- B RRIR - 120 R e - 12 B0 & B )-6- (L H- M- 3-56)-5- (VY
%éi~2H—ﬁi{:ﬁ@ﬁ~4~~iii)%?€i§)ﬁiﬁT%‘EAE%@?Q?EE& (&4 55) HIERk

50 mbL BIHEAIA 5-E3-((4-(4-(4-H SRR -1 SR BE -1 - 25 R BN & S -6-( - -3 -

SN R-2- B (148.8 mg, 0.3 mmol), JL/KERESH (186 mg, 1.35 mmol), Jo/KE LM
(35 mg, 0.6 mmol), DMSO (5 mbLy, 4 A 20 7200 mg AR, BEMERERGEE

PAE 15 min, JEIN 3-PUE-2H-80E-4-1% (33.4mg, 0.33 mmol), JEARE BRI HHE
FHE A 120°CIR M 2 he LC-MS IS 580, IR PR S HE A 4l A 90115 mg,
R 68.3%).

&4 55 & S TH NMR (400 MHz, DMSO-ds) § 13.05 (s, 1H), 11.21 (s, 1H), 8.90 (s,
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1H), 8.00-7.92 (m, 1H), 7.81 (d, J = 2.4 Hz, 1H), 7.55-7.47 (m, 2H), 7.31 (d, J = 2.8 Hz, 1H),
721 (d, J = 2.4 Hz, 1H), 6.80 (d, 7 = 8.9 Hz, 2H), 6.54 (s, 4H), 4.11 (m, J = 6.2 Hz, 1H), 3.89
(dt, J=11.5, 3.7 Hz, 2H), 3.62 (d, J = 11.8 Hz, 2H), 3.49 (td, J = 11.5, 2.4 Hz, 2H), 2.88-2.52
(m, 9H), 2.42 (s, 3H), 2.10-1.99 (m, 2H), 1.84 (d, J = 11.1 Hz, 2H), 1.61-1.40 (m, 4H); MS (ESI);

561 [M+HT".

HRERITE A BT EALEY 511 (6-(LH-BIWE-4-F5)-3-((4-(4-(4- F FEUR B 1- TR ot
-1-35) R E R AL )-5- (P S -2 8- -4 2 BB -2 R BRI &k

o
w0
S
HNT N G
, oreTat e

F (Jrrmam ide: HZNJ\/ENT ------------------------------- /N
C‘/J: I (NHa): Sz C’s o N e Diox, DIFEA U
9

int_1 int_2 N
int_ 3

5 NH I
U A < i
. o 7 2
'-i(LB,x,H /k/N I i
HoNT Sy SN " N/\/[ o~
i \ \ i /=\ !
i 3 HNT N NG Y J—NH; Hiy
Y _—

. A KOO KE
il K;C0,, KF [\\\J O

o o o e 2
Pd(dppf,Cla, KaPO, \r DMSO, 4A MS

Dicxane, H,O AN N

O
()
e W

int_8 511

N7

i B P 4@ 3,5 dﬁi 6-BRILRR-2- R (b s W im 20 HIE
500 mL SRS 5-G-2-UkER (15 g, 54.57 mmol), R (300 mL). VRSV
i, TEEHRAT 90 °CH

B TR = 90°C, ,H/H,uzr IA(NH):8:08(25 g, 109.1 mmol)[#

FE2 by A IR U K28:0s (30 g, 109.1 mmol)ifl ik, I8 S IRETE 90 °CHEEE 20 h.

LC-MS Wi RN =8, B Bk . IR AR BtOAe (150 mL), 7K(300 mL),

BFE. VL. A E A EtOAc (150 mL)yAHL, & A MIAH R A S B 8150 mL)¥E:
43
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B s, PR VIR A L(E1OAC: Hexane=0:1to 1: Sto 1: 2V #0(1 82 g, W%:10.5%),
U JE (103 g, JHE: 68.7%).

"H NMR (400 MHz, CDCl3) & 7.28 (s, 1H), 5.78 (s, 1H); MS (ESI): 317 [M+H]",

BB 2. LB 5-F-6-B-3-((4-(4-(4- F ZRUR - 1- 2 R 0 - 1 - 20 20 2 B B0 LR - 2- IR B
&9 e 3) BIAHR:

50 mb B EUHRAOIMA 3,5- ZE-6- ML R -2 R LG (280 mg, 0.883 mmol), 4-(4-(4-F LR
e 1= R - 1- 26 R % (267 mg, 0.971 mm(ﬂ), Dioxane (20 mL)# DIPEA (228 mg, 1.766
i 2 ho LC-MS WM NSERUE, RAETK

e T E RS
4, IREPIR R A W”*%ﬁ'( 68 mg, -Jif%~~75°
"H NMR (400 MHz, CDCL) §: 10.69 (s, 1H), 7.53 (d, J = 3.8 Hz, 1H), 7.51-7.44 (m, 2H), 6.99-

mmol}, ¥

6.88 (m, 2H), 567 (d, J = 3.9 Hz, 1H), 3.80-3.63 (m, 2H), 2.84-2.42 (m, 10H), 2.39 (ddt, J =
11.4,73,3.7 Hz, 1H), 1.96 (dt, J = 0 Hz, 2H), 1.70 (qd, 7= 12.1, 4.0 Hz, 2H), MS (ESI);
356 [M+H]

HHR 3 BT 5-F-6-(1 H-I - 4- 55 )-3-((4-(4-(4- F B R R - 1R IR e - 1- 5 2 By A yik
B2 (LAY ine_8) Eﬁm 5%

50 mL R 5-5-6-BE-3-((4-(4-(4- H B R M- 1 - BRI - 1- By By 2L B I B2 08
Wik (166.76 mg, 0.30 mmol), ?[37]@’*? B (160 mg, 0.75 mmol), (1H-WWE-4- 20K

(53‘12 mg, 0.33 mmol), Dioxane/ O (10 mL/2mL), Pd{dppfRCl (22 mg), REWEAH

R THE E 105 °C R M 60 min. LC-MS Wil NV 5ERL, RE W RE A H Earaiih 15
F%(Blmg W R0%)
MS (ESI): 545 [M+H]".
HIR 40 ALEY 6-(LH-B B4 55 )-3-((4-(4-(4- P BEOR 681 0 IR -1 - 25 R B0y & )-S5
H-2H-UETE-4-FE A 2R (e 51D &R
50 mbL SRR PRI S-F-6-( T H-F G403 -((4-(4-(4- F SRR - 1 IR g - 1- 5
O 2RIEHE (164 mg, 0.3 mmol), JC/KBRIRH! (186 mg, 1.35 mmol), JL/AKRALHE (35

Sy

mg, 0.6 mmol}, DMSO(mL), 4A 7 FHiQ00mg BN, BERESENGEEEFE
15 min, S0 3-TUE-2H-HEE-4-% (33.4 mg, 0.33 mmol), JEAWE B GHETHE
A 120°CHUNY 2 ho LC-MS W RO 58 B RS FRIR G A B sl b3 72 (127 mg, WOF:
69.4%).

'H NMR. (400 MHz, CDCl3) 8 10.81 (s, 1H), 8.39 (s, 1H), 7.62 (d, J = 8.9 Hz, 2H), 7.55-7.45
(m, 2H), 7.30 (td, /= 6.3, 5.7, 4.0 Hz, 3H), 6.92 (d, 7 = 8.9 Hz, 2H), 6.54 (d, J = 2.8 Hz, 1H),
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5.25(d, J= 7.2 Hz, 1H), 5.13 (s, 1H), 4.23-4.14 (m, 1H), 3.96 (d, /= 11.7 Hz, 2H), 3.69 (d, J =
11.9 Hz, 2H), 3.56-3.47 (m, 2H), 2.77-2.37 (m, 11H), 2.32 (s, 3H), 2.00 (dd, /= 26.0, 11 4 Hz,
4, 1.72(dd, J = 11.8, 3.8 Hz, 2H), 1.49-1.42 (m, 2H); MS (BSI): 610 [M+HT".

R B
AT BT BRI -S9 19 (- E B3 ((4-(4-(4- R IR - 1 - Bh R - 1- 36 s )
FE)-e-FREE - B e

o}
Ne_-!
HoN =
E
HNINICE
SN N g C
o) —N N NJ 3 NH, \E
L N AN /7 N
Fc rmarmide HyN = N
e P iutindis
o {(NHy} nmog i N TG Dioxane, DIPEA
N
int_1 int 2 [?j
int 3
o} AN o} / ;
N
HN ;"Lf[\/ HN /E o
N o HNT N G ”“E\ N §
‘::::}B(OHb = ‘JHSONa f’ E
..............................D,.
e S 1\, i CHLOH \\\\j
Pd(dppf)ZCiz, K3PO4 N
Dioxana, H,0 @ r\g
N, N
( "
N X
|
int_4 18
HB 1 AEY 35S F-6- R - B (LAY ine 2 B
500 mL RPN 3,5- R 2-EER (15 g, 54.57 mmol), HFEER (300 mL), R
BEHEFHER R 90°C, UM ANH:S20:(25 g, }C)Qimmol)[ AR, VREARELTE 90 °CH

FE2 by A IR U K28:0s (30 g, 109.1 mmol)ifl ik, I8 S IRETE 90 °CHEEE 20 h.
LC-MS SIS A 7=, Bl Bkl AR N BrOAc (150 mL), 7K(300 mL),
?m“% A3V, KM EtOAc (150 mL)AEHL, & A A A MR SR SR BL(1 50 mLYi:
B RYE, BBV AT AiAV(BrOAc: Hexane= 0:1to |: Sto L 205 #)(1.82 g, WK 10.5%),
R0 3 g 1R 68.7%).
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'H NMR (400 MHz, CDCls) & 7.28 (s, 1H), 5.78 (s, 1H); MS (ESI): 317 [MHH]".

s ALEY) 5-F-6-B-3-((4-(4-(4- F EROR IR - 15 TR 0~ 1 - B B B B L 1R -2 - SR B
(’f{ﬁ Y¥) int_3) B
50 mb B ORBIIA 3,5- A -o- M R 2- R IR IL (280 mg, 0.883 mmol), 4-(4-(4-F HLIR

W12 R -1-25 8% (267 mg, 0.971 mmol), Dioxane (20 mL)F! DIPEA (228 mg, 1.766
mmol), YR E BOUEETHELE BIRURY 2 he LOC-MS NI RO S8 s, RS R
45, WV ENT AT (368 me, HER: 75%).

'H NMR (400 MHz, CDCl3) 8: 10.69 (s, 1H), 7.53 (d, /= 3.8 Hz, 1H), 7.51-7.44 (m, 2H), 6.99-
6.88 (m, 2H), 5.67 (d, J = 3.9 Hz, 1H), 3.80-3.63 (m, 2H), 2.84-2.42 {m, 10H), 2.39 (ddt, J =
11.4,7.3,3.7Hz, 1H), 1.96 (dt, J = 12.2, 3.0 Hz, 2H), 1.70 (qd, 7 = 12.1, 4.0 Hz, 2H), MS (ESI);
556 [M+H]".

HHE 3 EY 5-F-3-((4-(4-(4-FEIRE-1- 50 IR B2 - 120 20 B - 6- R B R 2 3R B

LB Y int 4) B RR:

50 mL BB LRI 5--6-I-3-((4-(4-(4- 1 ZERR -1 - 58
Ml (167 mg, 030 mmol), JCACEEIRM (160 mg, 0.75 mmol), Mﬂ%wz (40.23 mg, 0.33
mm(ﬂ) Dioxane/ H2O (10 mL/ 2 mL), Pd(dppfrCh (22 mg), RS WG EH G HIETHE

,,,,,

A 105°C B 30 min. LC-MS {5 R 5e ik, VRASEMFET ,,,,,A,fEﬁfzh’/ﬂr%@(i 15 mg,

T 75 .6%)o

TH NMR (400 MHz, CDCL3) 8 10.74 (s, 1H), 7.70 (d, J = 6.5 Hz, 3H), 7.56 (d, J = 8.5 Hz, 2H),
7.44 (p, J = 6.8 Hz, 3H), 6.94 (d, J = 8.6 Hz, 2H), 5.67 (s, 1H), 3.70 (d, J = 11.9 Hz, 2H), 2.83-
2.55 (m, 7TH), 2.47 (s, 3H), 2.40-2.32 (m, 1H), 2.28 (s, 3H), 1.93 (d, J = 12.4 Hz, 2H), 1.67 (tt, J
=12.5, 6.8 Hz, 2H); LC-MS: 506 [M+H]".

IR 4 WA SRR ((-(4-(4-TF RS - IR - R R R -6 A R 2
BELEE (S 19) BIE R
S0mL BRI 5-50-3- ((4- (4= (4-FHRNRTE D) WRIg-1-30) ) S -

SR 2- B (50 mg, 0.10 mmol), DMF (5mL), 4 A 4575200 mg ¥ AR, AW

R SR s EINHEEAN (16 mg, 0.3 mmol), REWES B G
FHE % 80°CI N 2ho LC-MS I B 58 5, RSP G 7 B 2l 8 (21 mg, 11
B A2%Ye

'H NMR (400 MHz, CDCL3) 8: 10.81 (s, 1H), 7.99-7.87 (m, 2H), 7.65 (d, J = 4.4 Hz, 1H), 7.61-
7.55 (m, 2H), 7.41 (d, J = 7.8 Hz, 2H), 6.94 (dd, J = 9.0, 3.6 Hz, 2H), 5.42-5.33 (m, 1H), 4.05
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(s, 3H),3.70 (d, /= 120 Hz, 2H), 2.78-2.41 (m, 11H), 241-2.32 (vu, 1H), 2.30 (s, 3H), 1.94 (d,
J=12.4 Hz, 2H), 1.69 {qd, J = 11.8, 3.7 Hz, 2H); MS (ESI}: 502 [M+H]".

ERHAE C:
BRI C #T B LAY 116 (3-((4-(4-(4- TP IR B - B R g - 1- 30 3 58 B )-6-
TS (VU E 240 -4- By AL B -2- BB ) ARk

O

AL

‘ -@—' ﬁ
) —N N N NH N
Lo AR e Y
Ny | Formarr‘ de HZN/\/E \:[ N
.
j \/L i N o Diox, DIPEA Wj

/""'\f""\‘*}

(\iHﬁzSan g
N

int_1 int_2 "
int 3
o /"\,
H r\.)ﬁi\‘\ - rw)j: 1 N
L VAR
4 \_/)_/ \NHZ HNT N ENC HN\____> HN NH
=
______________________________ ] B .
P Lt N i \.J CsE NMP U (\/\J
K?_\.J(Jg. KF ] s

DMSQO, 4A MS i;] (\NJ
o ()

int § 118
W LAY 3,5 E-6-BUH R - R B (bS89 int_2) P HG
500 mL P IEF A 3,5- T 5-2-M ¥ (15 g 54.57 mmol), HHEIE (300 mL), VBAW
WA THE R 00°C, JA I ANH 28208 (25 g, 109.1 mmoh B, TR RIEAE 90°CH
FE2 b, SR O HEEN I Ka8205 (30 g, 109.1 mmol)FA, JEA AL 90°CHHE 20 he
LC-MS HEI S SEE 7=, Rl sk, VA0 PN BtOAc (150 mL), 7K(300 mL),
BiFE. 2ri A B EtOAc (150 mLAEEG 500G MU H A S AL R (150 mLyW:
WA, BRI ENT A L(EOAC: Hexane= 0:1to 1: Sto 1 23/ ¥(1.82 g, WH:10.5%).
EIU R EH103 g, YH: 68.7%).

'H NMR (400 MHz, CDCl3) §: 7.28 (s, 1H), 5.78 (s, 1H); MS (ESI): 317 [M+H]".
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SR 2 EY S--6-B-3-((4-(4-(4- TR IRIGE-1- 20 IR - 18 o B YU AL L R - 2- IR B i
(& me 3) Ba:

50 mE B CHR P 3,5- T S-o- B R 2- R IR (280 mg, 0.883 mmol), 4-(4-(4-F HLUR

ﬂ?{»li)ﬂkﬂcl%t)Aﬂz (267 mg, 0.971 mmol), Dioxane (20 mL)HA DIPEA (228 mg, 1.766

mmol), VEA G E G A THE R E RSN 2 he LC-MS IR N SERUE, TRAWIK

4, BREVIRLR T AL (368 mg, YH: 75%).

H NMR (400 MHz, CDCl3) 8: 10.69 (5, 1H), 7.53 (d, J = 3.8 Hz, 1H), 7.51-7.44 (m, 2H), 6.99-

6.88 (m, 2H), 5.67 (d, J = 3.9 Hz, 1H), 3.80-3.63 (m, 2H), 2.84-2.42 (m, 10H), 2.39 (ddt, J =

11.4,7.3,3.7Hz, 1H), 1.96 (dt, J= 12.2, 3.0 Hz, 2H), 1.70 (qd, /= 12.1, 4.0 Hz, 2H); MS (ESI):

556 [M+H]"

IR 3 EY 6-BL-3-((4-(4-(4- FF FRER-1-Fh R g - 1 R &R 5 (WU -2 H - L -4

FyE BN R-2- R (e 5 HEEL:

50 mL B ORI S-51-6-BE-3-((4-(4~(4- T BLR IR - 1 -y IR g - 1 - E) 2R A S FOME R 2- 1R

Wif% (150 mg, 027 mmol), JoARKBRIZHE (186 mg, 1.35 mmol), JL7KFFEALET (31 mg, 0.54

mmol), DMSO (SmL), 4 A 77 FIf(200 mg, B ACR), -G HE AU B HUR S HEEHE 15 min,

JE N 3-VUS -2 H-HE I -4- (32 mg, 0.32 mmol), T8 S REA B G ETHE A 120°C 5
B2 ho LC-MS Ml e N Se ik, TR AV BRI HE S M 20043 - (110mg, 1R 65.7%)

'H NMR. (400 MHz, CDCl3) §: 10.64 (s, 1H), 7.62-7.39 (m, 2H). 7.21 (s, 1H), 6.96-6.76 (m, 2H),
5.41-5.12 (m, 2H), 4.03 (dq, /= 11.4, 3.7 Hz, 3H), 3.67(d, J = 12.0 Hz, 2H), 3.51 (td, J = 11.6,
2.2 Hz, 2H), 2.84-2.50 (m, 10H), 2.44 (d, J = 11.4 Hz, 1H), 2.37 (s, 3H), 2.11-1.89 {m, 4H), 1.78-
1.51 {m, 4H); MS (ESI): 621 [M+H]"

F]R 4 WEY 3-((4-(4-(4-FERE- B0 IR 0E-1- ) R B & - 6- (R -1 - - S((MU -
LH-HE-4-FyE et 2- W i (&Y 1e) B-EAk:

10ml PRI B2 A 6-RI-3-((4-(4-(4- F R - 1 - B IR i -1 - By o By 0 y-S-((PH &L -
2H-HE I -4~ 2 Y MR- 2- R E L (57 mg, 0.10 mmol), IR (34 mg, 0.40 mmol), JL/AKH
{4 (45 mg, 0.30 mmol), NMP(Smi), SN IMH e 180°CHiFE N 8he LC-MS
W B e ST TRAVERREL, ST AR G2 me, IOF: 57.4%)-

'H NMR (400 MHz, CDCl3) 6: 10.57 (s, 1H), 7.55-7.48 (m, 2H), 6.90-6.82 (m, 2H), 5.51 (d, J
=73 Hz, 1H), 5.06 (5, 1H), 4.13-4.04 (m, 1H), 4.02-3.96 (m, 2H), 3.64 (d, J = 11.7 Hz, 2H),
355 (td, J=11.5,2.3 Hz, 2H), 2.87 (t, J = 5.3 Hz, 4H), 2.71-2.58 (m, 5H), 2.48 (5, 3H), 2.36 (.
J=11.4 Hz, 1H), 2.29 (s, 3H), 2.06 (d, J = 13.1 Hz, 2H), 1.93 (d, J = 12.3 Hz, 2H), 1.73-1.52

43
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(m, 12H), MS (ESI): 578 [M+H]".

SR LAY 1-645 HIEHE

R RROTIE A B ROTE B sl e © R ER, W UERFE 2 b Bk
Yy 1-18. 654 20-115. 4651 117-135 AULGY) 140-645.

LC-MS 7B 7k

1 28: Agilent 61258

i Core-shell 2.7 um 4.3%50 mm

FE: 30°C

WK 254 nm/214 nm
B A: FR20 (0.1 %H )
MENH B: ZHE (0.1 %HE)
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1 "H NMR (400 MHz, DMSO-de) & 11.06 (s, 1H), 7.73-7.67 (m, 2H), 7.60 (s, 1H),
7.51-7.46 (m, 2H), 7.46-7.40 (m, 2H), 7.37-731 (m, 1H), 7.27(d, J = 2.9 Hz,
1H), 6.92-6.85 (m, 2H), 6.62 (d, J = 7.4 He, 1H), 4.11-4.01 (m, 1H), 3.90-3.82
(m, 2H), 3.61 (d. J = 11.9 Hz. 2H), 3.43-3.34 (m, 2H), 2.62-2.55 (m, 2H). 2.48
(m. 4H), 2.38-2.19 (m, 5H), 2.12 (s, 3H), 1.82 (1, J = 11.7 Hz, 4H), 1.61-1.44 (m,
4H).
6 "H NMR (400 MHz, CDCls) 8 10.81 (s, 1H), 8.10 (d, J = 7.6 Hz, 2H), 7.70 (s,
1H), 7.48 (t, J = 7.6 Hz, 3H), 7.42-7.32 (m, 2H), 7.22 (d, J = 7.9 Hz, 2H), 7.11
(d, J=8.8 Hz, 2H), 6.83 (d, J = 8.0 Hz, 1H), 6.60 (d, J = 8.7 Hz, 2H), 5.41 (s,
1H). 3.58 (d, J = 12.0 He, 2H), 2.77-2.36 (m, 11H), 2.33 (5, 3H), 1.94 (m. 2H),
1.69 (m. 2H).
8 'H NMR (400 MHz, CDCl3) & 10.59 (s, 1H), 7.60-7.55 (m, 2H), 7.49 (1, /= 7.5
Hz, 2H), 742 (4.7 = 7.5 He, 1H), 739 (d, /= 8.8 Hz, 2H), 6.94 (4, /= 8.8 Hz,
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2H), 5.19(d, /= 6.7 Hz, 1H), 5.15 (5. 1H), 4.26-4.18 (m, 1H), 3.71 (&, /= 12.0
He, 2H). 3.15 (s, 1H), 2.78-2.59 (m, 6H). 2.32 (s, 3H). 2.40 (s, 2H), 2.32 (s, 3H),

2.24-2.13 (m, 1H), 193 (d, s =12.4 He, 2H), 1.82-1.65 (m, 7H), 1.08 (s, 3H).

i@

'H NMR (400 MHz, CDCh) § 10.66 (5. 1H), 7.64-7.56 (m, 4H), 7.50 (s. 1H),
7.43-738 (m, 2H), 7.34-7.28 (m, 1), 6.96-6.91 (m, 2H). 5.19 (s, 1H). 3.69 (d, J
=11.9 Hz. 2H), 2.88 (s, 6H). 2.74-2.36 (m. 11H), 2.32 (s, 3H), 1.95(d, /= 12.4

s ~

Hz, 2H), 1.74 (m, 2H).

1

' NMR (400 MHz, CDCL) 8 10.82 (s, 1H), 7.65-7.55 (m, 4H), 7.51-7.36 (m,
4H), 6.96-6.89 (m, 2H), 5.13 (d. 7 = 7.1 Hz, 2H), 4.26 (dt, /= 13.2, 6.6 Hz, 1H),
3.69 (d, J=11.9 Hz, 2H), 2.75-2.33 (m, 11H), 231 (s, 3H). 1.95 (. /= 11.8 Hz,

2H), 1.74 (m, 2H).

i6

'H NMR (400 MHz, CDCL) § 10.75 (s, 1H), 7.60-7.53 (i, 4H), 7.51-7.44 (m,
3H), 7.43-7.37 (m, 1H), 6.95-6.90 (m, 2H), 5.37 (d, J = 6.4 Hz, 1H), 5.19 (s, 1H),
463 (d, J=9.9 He, 1H), 3.97-3.87 (n, 2H), 3.81 (td, F = 8.5, 5.8 Hz, 1H), 3.75-

3.66 (m, 3H), 2.76-2.32 (m, 11H), 2.30 (s, 3H), 1.95 (d. /= 12.3 Hz, 2H), 1.83

m, 1H), 1.71 (m, 3H).

24

H NMR (400 MHz, CDCls) 8 10.81 (s, 1H), 7.60 (dd, 7 = 8.8, 6.7 Hz, 41). 7.48

(L= 7.6 He, 3H), 740 (, F= 7.3 Hz, 1H), 6.90 (d, J = 8.9 Hz, 2H), 530 (4, J =

/3“"

71 He, 1H), 5.14 (s, 1H), 4.00(d, 7= 17.1 Hz. 2H), 3.67 (d, J = 12.0 Hz, 2H),

269 (t, /= 11.5 He, 6H), 2.53 (s, 4H), 2.44-2.36 (ra, 1), 2.32 (s, 3H), 1.95 (4. J

=124 Hz, 2H). 1.84 (d. J = 10.1 Hz, 2H), 1 77-1.68 (m, 8H).

'H NMR (400 MHz, CDCL) § 10.81 (s, 1H), 7.64-7.57 (m, 4H), 747 (1, 7= 7.5
Hz, 3H), 7.41-7.35 (m, 1H), 6.98-6.89 (m. 2H), 6.02 (1, J = 4.6 Hz, 1H). 5.15 (s,
1H), 3.68 (d, = 11.9 Hz, 2H), 3.53 (q. J = 5.8 Hz, 2H), 2.75-2.60 (m, 61, 2.51
(t,J= 6.1 Hz, 6H), 2.42-2.33 (m. 1H), 2.31 (5. 3H). 2.21 (s, 6H), 1.94 (d, J= 1.8

He, 2H), 1.67(d, /=91 He, 2H).

30

IH NMR (400 MHz, CDCL) 8 10.80 (s, 1H), 7.65-7.57 (m, 4H), 7.52-7.44 (m,
3H), 7.43-7.38 (m, 1H), 6.97-6.91 (1, 2H), 5.42 (4, J = 6.8 Hz, 1H), 5.14 (s, 1H),
449 (p, J=7.6 Hz. 1H), 3.70(d, J = 11.8 Hz, 2H), 2.77-2.63 (m. 6H). 2.52 (s,
4FD), 2.47-2.36 (. 3H), 2.32 (5. 3H). 1.96 (d, J = 12.5 Hz, 2H), 1.90-1.74 (m,

6H).
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H NMR (400 MHz, CDCl:) & 10.70 (s, 1H), 7.62-7.54 (m, 4H), 7.49 (dd. J =
8.4.6.8 Hz, 3H), 741 (t, /= 7.4 Hz, 1H), 693 (d, /= 8.9 Hz, 2H), 538 (d, / =
5.1 Hz, 1H), 5.17 (s, 1H), 4.50 (g, J = 6.2, 5.2 Hz, 2H), 3.72 (d, /= 12.4 Hz, 2H),
272 (dd, J = 24.4,12.2 Hz, 6H), 2.57 (4, J = 33.4 Hz, 411), 2.45-2.33 (m, 4H),

2.32 (s, 3H), 2.25 {(dt, J = 13.3. 6.6 Hz, 3H), 1.94 (d, /= 12.2 Hz, 2H).

' NMR (400 MHz, CDCL) S 10.81 ¢s. 1H), 8.85 (d, J=2.2 Hz, 1H), 8.62 (dd. J
=49, 1.7 Hz, 1H), 7.89 (dt, J = $.0, 2.0 Hz, 1H), 7.54 (d. /= 8.9 Hz, 2H), 7.40
(dd, J=7.9,4.7 He, 2H), 6.89 (d, J = 8.9 Hz, 2H), .23 (s, 1H), 5.00 (d, /= 7.1
Hz 1H), 4.14 (q, J = 8.1, 6.2 Hz, 1H), 4.03-3.92 (m, 2H), 3.67(d, J = 11.8 He,
2H), 3.50 (td, J= 11.6, 2.1 Hz, 2H), 2.78-2.42 (m, 10H), 2.41-2.33 (m, 1F), 2.30
(s, 3H), 2.03 (4, J = 12.7 Hz, 2H), 1.94 (d, J = 12.4 Hz, 2H), 1.70 (4, 7= 13.2,

6.6 Ha, 2FD). 1.49 (gd. J = 12.1, 4.3 He, 2H),

39

'H NMR (400 MHz, CDCl5) 8 10.86 (s, 1H), 8.71(d, J=5.1 Hz, 2H), 755 (¢, / =
6.8 Hz, 410), 7.42 (s, 1H), 6.91 (d, J = 8.5 Hz, 2T, 5.22 (s, 1H), 5.14 (d, /= 7.0
Hz, 1H), 4.17 (m, 1H), 4.01 (d, J = 11.7 Hz, 2H), 3.69 (d. 7 =9.2 Hz, 2H), 3.52
(t,J = 11.6 Hz, 21, 2.69 (m, 11H), 2.3% (s, 3H), 2.09-1.96 (m, 4H), 1.76 ~ 1.64

(m, 4H).

40

'H NMR (400 MHz, CDCls) 8 10.74 (s, 1H), 7.75 (s, 1H), 7.65 (s, 1H), 7.55 (d. J
= 5.8 He, 21), 7.42 (s, 1H), 6.90 {d. J = 8.9 Hz, 28, 5.17 (5, 1H), 5.11 (&, /= 7.0
Hz, 1H), 4.19-4.08 (m, 1H), 3.99 (m, 5H). 3.67 (d, J = 11.9 Hz, 2H), 3.54 (dd, J
=124, 103 He, 2H), 2.78-2.35 (m, 111D, 2.33 (s, 3H), 2.06 (t, J = 11.3 Hz, 21,

196(d, /=123 Hy, 2H). 1.72 (m, 2H), 1.53 (m, 2H).

43

H NMR (400 MHz, CDCl5) & 10.75 (s, 1H), 7.55 (d, 7 = 8.7 Hz, 2H), 747 (s,
1H), 7.34 (t, J = 7.9 Hz, 1H), 7.14-7.10 (m, 151, 7.05 (s, 1H), 6.88 (¢, J = 9.0 Hz,
3H), 5.27¢d, J=7.1 Hz, 1H), 5.18 (s, 1H), 4.13 (dd, 7= 10.2, 3.8 Hz, 1H), 3.98
(d, J=11.8 Hz, 21, 3.67 (d, J = 11.9 Hz, 2H), 3.51 (t, /= 11.4 Hz, 2H), 2.73-
235 (m, 11H), 2.31 (5. 3H). 2.04 (d, J = 8.3 Hz, 2H), 1.95 (d, J = 12.4 Hz, 21D,

1.72 (m, 2H), 1.52-1 .48 {m, 2H).

44

'H NMR (400 MHz, CDCl5) & 10.85 (s, 1H), 8.21(d, J = 2.1 Hz, 1¥), 7.96 (d, J
=7.8 Hz, 1H), 7.90 (d, J = 7.7 Hz, 1H), 7.69 (1, J = 7.8 Hz. 1H), 7.56 (d, J = 8.8

Hz, 2H), 7.40 (s, 1H), 6.91 (d, /= 8.8 Hz, 2H), 5.22 (s, 1), 5.03 (d, J = 6.9 Hz,
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1H), 4.19-4.12 (m, 1H), 3.99 (d. /= 11.7 Hz. 2H), 3.69 (d, = 11.8 Hz, 2H), 3.52
(t, /=114 He, 27, 3.11 (s, 3H), 2.76-2.38 (m, 11H), 2.35 (5. 3H), 2.01 (m, 4H),

e,

1.74 {m, 21D, 1.50 {m, 2F1).

49

'H NMR (400 MHz, CDCL) 8 10.82 (s, 1H), $.76 (d, J = 7.1 Hz, 1H), 7.65-7.57
(m, 2H), 7.54-7 44 (m, 1H), 7.37 (4, J = 2.3 Hz, 1H), 6.94-6.86 (m, 2H). 6.81 (d,
F=23Hz 1H), 5.24 (s, 1H), 4.27 (ddt, S = 14.3, 10.1, 5.2 He, 1), 4.04 (dt, J =
11,9, 4.0 Hz, 2H), 3.94 (s, 3H), 3.71-3.56 (m, 4H), 2.76-2.34 (m, 11H), 2.32 (s,

3H), 2.14 (dd, /= 13.1, 3.2 Hz, 2H), 1.95 {m, 2H), 1.71 (m, 4H).

]
(5]

L NMR (400 MHz, CDCls) & 10.87 (s, 1H), 7.79-7.69 (m, 4H), 7.59-7.53 (m,
2H), 7.40 (s, 1H), 6.90 (d, 7 = 8.8 Hz, 2H), 5.23 (s, 1H), 5.08-5.01 (m, 1H), 4.23-
4.09 (m, 1H), 4.00 (d, = 11.6 Hz, 2H), 3.69 (d, J = 12.1 Hz. 2H), 3.58-3.46 (m,
3H), 2.95 (s, 8H), 2.72 (t, J = 12.0 Hz, 3H), 2.56 (s, 31, 2.05 (d. J = 14.1 Hz,

4H), 152 (oid, J=11.5, 7.3 Hz, 4H).

941
194

'H NMR (400 MHz, DMSO-de) 8 13.05 (s, 1H), 11.21 (s, 1H). 8.90 (s, 1H), 8.00-
792 (m, TH), 7.81 (d, J = 2.4 Hz, 1H), 7.55-7.47 (m, 2H), 7.31 (d, /= 2.8 Hz,
1H), 7.21 (d, J= 2.4 Hz, 1H). 6.89 (d, J = $.9 Hz, 2H), 6.54 (s, 4H), 4.11 (m. J =
6.2 Hz, 1H), 3.89 (dt, /= 11.5, 3.7 Hz, 2H), 3.62 (d, J = 11.8 Hz, 2H), 3.49 (6, J
=115, 2.4 Hz, 2H), 2.88-2.52 (m, 9H), 2.42 (s, 3H), 2.10-1.99 (m, 2H), 1.84 (4,

J=11.1 Hz, 2H), 1.61-1.40 (m, 4H).

59

"H NMR (400 MHz, CDCL) § 10.79 (s, 1H), 7.61-7.55 (m, 4H), 749 (, 7 = 7.6
Hz, 3H), 741 (t, J=7.3 Hz, 1H), 6.91 (d, J = 8.9 Hz, 2H). 5.22-5.12 (m, 2H),
4.19-4.11 (m, 1H), 3.99 (d, /= 11.8 Hz. 2H), 3.68 (d, J = 11.9 Hz, 2H), 3.58-3.47
(m, 2H), 2.71 (t. J = 12.0 Hz, 2H), 2.39 (s, 7H), 2.08-1.97 (i, 4H), 1.76-1.70 (m,

JH), 1.51 (m, 2FD).

64

U NMR (400 MHz, CDCly) 8 10.77 (s, 1H), 7.55 (dd, J = 8.7, 5.4 Hz, 4H), 7.42
(s, 1H), 7.18 (1, J = 8.6 Hz 2H), 6.94-6.87 (m, 2H), 5.16 (s, 1H), 5.04 (4, /= 7.1
Hz, 1H), 4.21-4.09 (m, 1H), 3.99 (. /= 11.5 Hz 2H), 3.68 (d, J = 12.0 Hz, 28,
3.57-3.48 (m, 2H), 2.77-2.63 (m, 6H), 2.52 (s, 4H), 2.38 (d, J = 11.7 Hz, 1H),
2.32 (s, 3H), 2.05 (d. J = 12.5 Hz, 3H), 1.96 (d, J = 12.4 Hz, 2H), 1.78-1.70 (m,

2H), 1.52-1.44 (m, 2H).

65

'H NMR (400 MHz, CDCl) 6 10.78 (s, 1H), 7.59-7.50 (m, 4H). 7.48-7.43 (m,
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2H), 742 (s, 1H), 690 (d, 7 =89 Hz, 2H), 53,19 (s, 1H), 5.05 (d, /=71 He, 1H),
4.19-4.07 (m, 1H), 4.04-395 (m, 2H), 3.68 (d, /=118 Hz, 2H), 352 (1d, J =
11.6,2.2 Hz, 2H), 2.76-2.39 (m, 6H), 2.50 (s, 4H), 2.38 (t, /= 11.5 Hz, 1H), 2.30
(s, 3H), 2.08-2.01 (m, 2H), 1.96 {d, /= 12.4 Hz, 2H), 1.77-1.69 (m, 2H), 1.56-

1.45 (m, 27D).

&7

'H NMR (400 MHz, CDCL) 8 10.82 (s, 1H), 8.42 (s, 1), 8.39 (d. /= 4.8 H,
1H), 7.61-7.53 (m, 2H), 7.38 (d. J = 4.8 Hz, 2H), 6.94-6.87 (m, 2H), 5.20 (s, 1H),
4.92(d, J =173 Hz, 1H), 4.23-4.12 (m, 1H), 4.04-3.97 (m, 2H), 3.96 (s, 3H). 3.69
(d, J=11.9Hz 2H), 3.53 (td, J= 11.6, 2.2 Hz. 2H), 2.75-2.36 (m, 1111), 2.32 (s,
3H), 2.04 (d. 7= 12.8 Hz, 2H), 1.96 (4, J = 12.5 Hz, 2H), 1.72-1.67 (m, 2H), 1.49

{qd, /=117 43 He, 2H).

69
B

H NMR (400 MHz, DMSO-de) & 11.51 (s, 1H), 7.96 (s, 1H), 7.78 (d, /= 1.8 Hz,
1H), 7.73 (d, /= 8.8 Hz 2H), 7.48 (s, 3H), 7.26 (d, J=3.5 Hz, 1H), 7.00 (d, F =
7.2 Hz, 1H), 6.66 (dd. 7= 3.5, 1.8 Hz, 1H), 4.17-4.09 (m, 1H), 3.98-3.89 (m,
D), 3.74-3.70 (m, 2HD 3.57-3.43 (m, 11H), 3.28 (m, 2H), 2.83 (s, 3H). 2.27

(d, J=36.8 Hr, 4H). 1.98 (d, J = 12.6 Hz, 2H), 1.67 (qd. 7= 12.2. 4.5 Hz, 21).

H NMR (400 MHz, CDCl5) & 10.72 (s, 1H), 7.60-7.54 (m, 2H), 7.49 (s, 1H),
745 (d, J=8.5 Hz, 2H), 6.92-6.86 (m, 2H), 6.80 (d. J=8.5 Hz, 2H), 5.26 (d. J =
7.2 Hz, 1H), 5.19 (s, 1H), 4.20-4.08 (m, 11), 3.98 (dt, J = 11.7, 3.6 Hz, 2H), 3.67
(d, J=11.9 Hz, 2H). 3.53 (td, = 11.5. 2.2 Hz, 2H), 3.02 (s, 6H), 2.79-2.61 (m,
6H), 2.51 (s, 4111, 239 (td, J = 11.6, 11.2, 5.6 Hz, 111), 2.31 (5, 3H), 2.05 (d, /=
13.0 Hz, 2H), 1.95 (d, 7= 12.6 Hz, 2H), 1.71 (qd. J = 12.0, 3.7 Hz, 2H), 1.57-

1.43 {m, ZH}.

91

H NMR (400 MHz, CDCls) 8 10.76 (s, 1H), 7.74 (1. J = 1.2 He, 1H), 7.58-7.52
(m, 31, 7.44 (s, 1H), 6.93-6.57 (m, 2H), 6.74 (dd, J = 1.8, 0.9 Hz, 1H), 5.20 (s,
1H), 5.12(d, J = 7.0 Hz, 1H), 4.18-4.10 (m, 1H), 4.05-3.97 (m, 2H), 3.68 (d, J =
12.0 Hz, 2H), 3.54 (1d, 7 = 11.5, 2.1 Hz, 2H), 2.78-2.37 (m, 11H), 2.34 (s, 3H),
2.0% (4, J = 12.9 Hz, 2H), 1.96 (d, J = 12.4 Hz, 23, 1.70 (m, 2H), 1.57-1.51 (m,

2H).

93

"H NMR (400 MHz, CDChL) 8 10.79 (s, 1H), 7.59-7.53 (m, 2H), 7.51 (dd, J =

2.9, 1.3 Hz, 1H), 7.48-7.42 (m, 2H), 7.35 (dd, J = 5.0, 1.4 Hz, 1H), 6.92-6.87 (m,
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2H), 3.30(d, J=7.1 Hz, 1H), 5.20 (s, 1H), 4.15 (ddd, /= 10.9,8.8. 5.1 Hz, 1H),
4.00(dt, F=11.7,3.5 Hz, 2H), 3.68 (d, /= 12.1 Hz, 2H). 3.54 (td, /= 116,22
Hz, 2H), 2.56-2.46 (m, 11F), 2.42 (s, 3H), 2.07 (4, J = 12.9 Hz, 2F), 198 (d. J =

11.7 Hz, 2H), 1.78-1.67 (m, 2H), 1.60-1.49 (m 2H).

G4

U NMR (400 MHz, CDCly) 8 10.79 (s, 1H), 7.58-7.53 (m, 2H), 7.44 (s, 1H),
737(dd,J=5.1, 1.1 He, 1H), 7.27(dd, J=3.5, L0 Hz, 1H), 7.12 (dd, = 5.1,
3.6 Hz, 1H), 6.93-6.87 (m, 2H), 5.51 (d, J=7.0 Hz, 1H), 5.24 (5, 1H), 4.22-4.14
(m, 1H), 4.06-3.98 (m, 2H), 3.68 (d, J= 11.9 Hz, 2H), 3.55 (&, J = 11.5, 2.2 Hz,
2H), 2.78-2.36 (m, 11H), 2.34 (s, 3H), 2.09 (d, J = 12.8 Hz, 2H), 1.96 (d. 7= 12.4

Hz, 2H), 1.72 (m, 2H), 1.61-1.54 (m, 2FD).

161

(H NMR (400 MHz, CDCl) 8 10.81 (s, 1H), 7.69 (d, J = 8.1 Hz, 2H), 7.63 @, J
=8.1 Hz, 2H), 7.59-7.53 (m, 2H), 7.43 (s, 1H), 6.94-6.88 (m, 2H), 6.71 (. J =
564 Hz, 1H), 5.22 (s, 1H), 5.10 (&, J =71 Hz, 1HD), 4.15 (dd. J= 11.0, 4.0 Hz,
1H),3.99 (dt, J = 12.4. 3.7 Hz, 2H), 3.69 (d, J = 11.9 Hz, 211). 3.52 (td, J = 11.6,
2.1 Hz, 2H), 2.92-2.57 (m, 11H), 2.45 (d, J = 12.1 Hz, 1H), 2.40 (s, 37D, 2.08-

2.00 (m, 4H), 1.73 (dd, J = 12.1, 3.9 Hz, 2H), 1.55-1.46 (m, 2H).

108

H NMR (400 MHz, CDCl5) & 10.85 (s, 1H), 8.59 (d, J = 5.1 Hz, 1H), 7.58-7.51
(m, 2H), 7.43 (s, 1H), 7.38 (s, 1H), 7.32dd. J = 5.2, 1.7 Hz, 1H), 6.94-6.88 (m,
2H), 5.25 (s, 1H), 5.13 (d, J = 7.0 Hz, 1H). 4.21-4.10 (m, 1H), 4.01 (dd, /= 11.8,
4.2 Hz, 213, 3.69 (d, J = 11.9 Hz, 2H), 3.52 (td, J = 11.6, 2.1 Hz, 2H), 2.75-2.64
(m, 6H), 2.63 (s, 3H), 2.51 (s, 4H), 2.39 (¢, = 11.4 Hz, 1H), 2.31 (s, 3H), 2.10-
2.02 (m, 2H), 1.96 (d, J = 12.1 Hz, 2H), 1.75-1.65 (m, 2H), 1.52 (¢t, 7= 11.5.5.7

Hz, 2H).

112

H NMR (400 MHz, CDCL) 8 10.90 (s, 1H), 7.61-7.56 (m, 2H), 7.53-7.45 (m,
4H), 7.45-7.40 (m, 1H), 6.96 (4,7 =23 Hz, 1H), 6.86 (d, J = 8.6 Hz, 1H), 5.22
(d, J=73Hz, 1H), 5.18 (s, 1H), 4.19 (dd, J = 10.9, 4.0 Hz, 1H), 3.96 (4, /= 11.7
Hz, 2H), 3.89 (s, 3H), 3.51 (¢, J = 11.4 Hz, 41), 2.94-2.49 (m, 11H), 2.43 (s, 3H),

2.08-195 (m, 4H), 184 (m, 2H), 1 53-1.47 (i, 2H).

113

'H NMR (400 MHz, DMSO-de) 5 1118 (s, 1H), 825 (d, /= 8.9 Hz, 1H), 7.75-

7.68 (m, 2H), 7.55 (5. 1H), 7.44 (¢, J = 7.7 Hz, 2H), 7.38-7.32 (m, 1H), 7.14 (s,

1H), 6.64-6.56 (m, 2H), 6,47 (dd, /= 8.9, 2.5 He, 1H), 4.14-3.99 (m, 2H), 3.93-
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3.79 (m, SH), 3.65 (d, J = 12.1 Hz, 2H), 3.44-3.35 (m, 4H), 2.60 (t, J = 11.6 Hz,
IH), 2.27 (g, J=11.0, 10.3 Hz, 5H), 2.12 (s, 3H), 1.84 (¢, /= 12.8 Hz, 4H). 1.56

(did, /=364, 12.0, 4.1 He, SH).

ii4

'H NMR (400 MHz, CDCL) § 10.94 (s, 1H), 8.73-8.70 (m, 2H), 7.54 (d, 7 =53
Hz, 2H), 7.51-7.41 {m, 3H), 6.96 (d. 7= 8.5 Hz, 1H), 5.23 (s, 1H), 5.14 (d, J =
7.1 Hz, 1H), 4.20 (s, 1H), 4.00 (d, J= 11.6 Hz, 2H), 3.53 (1, J = 11.5 Hz, 21),
316 (d, J=11.7 Hz, 2H), 2.85-2.57 (m, 11H), 2.39 (5. 3H), 2.31 (s, 3H). 2.07 (d,

S=13.1Hz, 2H). 1.98 (d, J = 14.9 Hz, 2H), 1.73 (m, 2H), 1.46 (m, 2F),

118
B

LH NMR (400 MHz, DMSO-ds) § 11.54 (s, 1H), 8.76 (d, J = 6.8 Hz. 2H), 8.45 (d,
F=62Hz 2H), 8.13 (s, 1H), 7.60 (t, J= 9.0 Hz, 4H), 7.02 (d, = 9.0 He,
2H)LA10 (m, 1H)3.92(d, J=11.3 Hz 2H), 3.79 (d, 7 = 13.0 Hz, 2H), 3.15 (d, J
=112 Hz, 3H). 3.01 (1. J=12.4 Hz, 3H), 2.82(d, /=43 Hz, 3H), 1.92(d, J =

12.6 Hz, 2H), 1.64-1.56 (m, 2H).

124

'H NMR (400 MHz, CDCh) § 10.76 (s. 1H), 8.71 (5, ZH). 7.59-7 48 (m, 4H),
742 (s, THY. 6.77-6.69 (m. 2H), 5.28 (s, 1H). 5.13 (d, J = 7.0 Hz, 1H). 4.20-4 11
(o, TH), 4.00 (dt, J=11.7,3.8 Hz 2H), 352 (1d. J= 11.6, 2.1 Hz, 2H), 2.95 (s,

7y~

GH), 2.10-2.01 (m, 2H), 1.52 (qd, J = 11.4. 4.4 Hz, 2H).

128

'H NMR (400 MHz, CDCl) § 10.83 (s, 1H), 7.65-7.57 (m, 4H), 7.50 (1, J =
Hz, 3H), 741 (t, J= 7.2 Hz, 1H), 6.96-6.89 (m, 2H), 5.41 (4, 7 = 5.3 Hz, 1H),
517 (s, 1H), 4.52-4.45 (m, 1H), 4.05 (p, J= 6.1 Hz, 1H), 3.69(d, J= 11.8 Hz,
2H), 3.26 (s, 3H), 2.96-2.61 (m, 12H), 2.46 (d, 7= 9.2 Hz, 4H), 2.18 (dt, J =

12.53,6.0 Hz, 2H), 2.01 (d, /=162 Hz, 4H).

126

1 NMR (400 MHz, DMSO-de) § 11.24 (s, 1H), 7.76 (d, J = 7.1 Hz, 3H), 7.54
(dd, 7= 163, 6.7 Hz, 3H), 7.50-7.37 (m, 4H), 7.26 (s, 2H), 4.64-4.56 (m, 11),
438 (gd, J=13.3, 7.3 Hz, 4H). 3.81-3.44 (m, 10H), 2.99 (s. 2H). 2.83 (s, 3H).

222 (s, 2H), 1.99 (1, J=7.6 Hz. 3H).

131

I NMR (400 MHz, CDCl) 8 10.74 (s, 1H), 7.96-7.91 (m, 2H), 7.64 (s, 1H),
749(d, J= 8.9 He, 21, 7.42 (1, J = 7.5 Hz, 2H), 7.34 {t, 7= 7.3 Hz, 1H), 6.94
(d, J=9.0 Hz, 2H), 547 (t, J = 6.9 He, 1H), 5.37 (s, 1H),3.71(d, /= 12.1 Hz,
2H), 3.62 (1, J=5.4 Hz, 2H), 3.10 (dd, J = 11.0, 6.1 Hz, 1H), 2.87-2.78 (i, 2H),

2.76-2.65 (m, 10H). 2.8 (s, 4H). 2.47-2.30 (m, 6H), 2.06 (d, J = 14.1 Hz. 2H),
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1.96 (d, J = 12.7 Hz, 2H), 1.42-1.33 (. 2HD).

132 'H NMR (400 MHz, CDCL;) § 10.74 (s, 1H), 7.96-7.91 {m, 2H), 7.64 (s, 1H),

s
i

749 (d, J= 8.9 Hz, 2H), 7.42 (t. J= 7.5 Hz, 2H), 7.34 (t. / = 7.3 Hz, 1H), 6.94
(4, J=9.0Hz, 2H), 547 (1, 7 = 6.9 Hz, 1H), 5.37 (s, 1H), 3.71 (4, /= 12.1 Hz,
2H), 3.62 (&, = 5.4 Hz. 2H). 3.10 (dd. J = 11.0, 6.1 He, 1H). 2.87-2.78 (m. 2H),
2.76-2.65 (m, 10H), 2.58 (s, 4H), 2.47-2.30 (m, 6H), 2.06 (d. J = 14.1 Hz, 2H),

1.96(d, /=127 He, 2H), 1.42-1.33 (m, 2H).

133 "H NMR (400 MHz, DMSO-ds) 8 11.26 (s, 1H), 11.11 (s, 1H), 7.58-7.52 (.
ESERE [ 0H), 745 (@6 J=76,12Hz 1H), 739 (t, J=2.8 Hz, 2H), 7.25 (4, /=32 Hz,
1H), 7.23-7.16 (o, 2H), 6.93-6.87 (m, 2H), 6.54 (5, 2H), 6.39 (ddd. 7= 3.0, 2.0,
1.0 Hz, IH), 6.20 (d, /= 6.4 Hz, 1H), 4.07-3.99 (m, 3H). 3.62 (d, J= 12.0 Hz,
3H), 2.65-2.49 (m, 8H), 2.33 (1. J = 11.3 Hz, 1H), 2.25 (s, 3H), 2.07(dd, J =
12.2,5.6 He, TH), 1.84 (d. 7 =12.9 Hz, 3H), 1.74-1.67 (m, 1H), 1.58-1.42 (m,

SH).

148 UH NMR (400 MHz, DMSO-ds) § 11.63 (s, 1H), 10.88 (s, 1H), 8.81-8.75 (m,
EhEIE | 2H). 8.53-8.46 (m, 2H), 8.16 (5, 1H), 7.64 (d, J= 7.2 Hz, 1H), 7.58(d, J= 2.5
Hz, 1H), 749 (dd, J=$.5. 2.6 Hz, 1H), 7.05 (d. J = 8.7 Hz, 1H), 4.17 (dd, J =
11.2, 6.7 Hz, 1H), 3.95-3.88 (m, 2H), 3.43 (td, J=12.2, 117, 8.1 Hz, 4H), 3.13
(tt, J =243, 11.8 Hz, 6H), 2.81 (d, J = 4.5 Hz. 3H), 2.30 (s, 31D, 1.92 (d, / =

12.7 Hz, 2H), 1.62 (qd, J = 11.7, 4.3 Hz, 2H).

174 U NMR (400 MHz, DMSO-de) 5 11.31 (s, 1H), 10.63 (s, 1H), 8.93 (d, J = 6.6
HEE | Hz (1), 7.83(d. J=2.4 Hz, 1H), 7.64-7.56 (m, 2H), 7.23 (d, J = 2.4 Hz, 1H),
7.03-6.94 (m, 2H), 4.14 (s, 1H), 3.92 (dt. /= 11.7, 3.7 Hz, 2H), 3.75 (m, 2H),
3.35-3.45 (m, 4H), 3.20-3.08 (m, 2H), 3.08-2.95 (m, 2H), 2.81 (d, /= 4.3 Hz,

3H), 2.10-2.01 (m, 2H), 1.60-1.48 (m, 2H).

177 TH NMR (400 MHz, DMSO-de) 8 13.04 (s, 1H), 11.32 (s, 1H), 8.97 (s, 1H). 7.97
OB (5, 1H)L7.82(d, J=25Hz, 1H)L752(d, J=26Hz, 1H), 738 (dd. J=8.6,2.6
Hz, 1H), 7.33(d, J=2.8 Hz, 1H), 722 (d, J=22 Hz, 1H), 6.95(d. J=8.7 Hz,
TH), 6.53 (s, 2H), 4.16 (g, J=4.5 Hz, 1H), 3.94-3 87 (m, 2H), 3.48-3.46 (m, 4H),

302(d, /=112 He, 2H), 2.63-2.48 (m, 8H), 232 (d, /=114 He, 1H), 2.25 (s,

3H), 2.23 (s, 3H), 2.05 (d, J = 12.7 Hz, 2H), 1.83 (d, /= 12.0 Hz, 2H), 1.54 (g, J

137



WO 2021/244505

PCT/CN2021/097583

=113 Hz 4H).

'H NMR (400 MHz. DMSO-dq) & 11.62 (s, 1H), 10.59 (s, 1H), 8.72 (d, 7 = 8.3
Hz, 1H), 8.62-8.54 (m, 1H), 8.14 (d. J = 12.3 Hz, 1H), 7.95.7.86 (i, 1H), 7.60
(d,J=12.5Hz, 1H), 7.54 (d. J = 8.9 Hz, 2H), 735 (4d, /= 7.3, 5.2 He, 1H), 7.17
(s, THD), 4.20 (m, 1H), 3.92 (dt, 7= 11.6, 4.0 Hz, 4H), 3.81-3.67 (m, 4H), 3.60-
3.47 (m, 6H). 3.31 (m, 2H). 290 (m, 1HD 2.84 (s, 3H), 2.36 (s, 3H), 2.25 (d,
J=11.2 Hz, 2H), 2.05 (d, J = 12.0 Hz, 4H), 1.62 (ddd, /= 13.9,10.1, 5.1 Hz,

2H).

L NMR (400 MHz, DMSO-dg) § 13.06 (s, 1H), 11.33 (s, 1H), 9.03 (s, 1H), 7.98
(s, 1H), 7.82 (&, 7= 2.5 Hz, 1H), 7.34 (d. 7= 9.1 Hz, 1H), 7.28 (&, /= 8.4 Hz,
1H), 7.23 (s, 1H), 7.12 (s, 1HD), 6.83 (d. J = 8.6 Hz, 1), 6.57 (5, 2H), 4.19 (m,
1H), 3.91-3.83 (m, 2H).3.80 (s, 3H), 3.48-3.36 (m, 6H), 2.66 (d. J = 115.6 Hz,
8H), 2.46 (s, 3H), 2.02 (d. J=12.7 Hz, 2H), 1.85 (4, J = 11.6 Hz, 2H), 1.63-1.43

{m, 4H}.

419
ZRLE
&

UH NMR (400 MHz, DMSO-ds) § 13.09 (s, 1H), 11.56 (s, 1H), 9.10 (s, 1H), 8.05
(s, 1H), 7.85 (d. 7= 2.4 Hz, 1H), 7.59 (dd, 7= 8.9, 2.5 Hz, 1H), 7.41 (s, 1H), 7.28
(d, J=24Hz 1H), 723 (dd. J=89, 1.4 Hz, 1H), 713 (d, S =2.5 Hz, 1H), 4.21
(d, J =79 Hz, 1H), 3.88 (m, 2H), 3.56-3.42 (m, 6H), 3.36-3.28 (m. 1H), 3.03 (m,
2H), 2.80 (s, 3H), 2.72 (t, J = 11.7 Hz, 2H), 2.06 (m. 4H), 1.75-1.45 (m, 6H),

1.23 (m, 2H).

421

U NMR (400 MHz, CDCly) & 10.84 (s, 1H), 1031 (s, 1H), 8.74 (d, J = 7.3 Hz,
1H), 7.65 (dd, J = 8.6, 2.5 Hz, 1H). 7.60 (d, = 2.5 Hz, TH), 7.50 (s, 1H), 6.93
(d, J=%7Hz, 11,690 (d, F=2.5 Hz, 1H). 6.83 (d, = 2.5 Hz, 1H), 5.20 s,
1H), 4.30 (ddt, J = 14.1, 9.8, 5.2 Hz, 1), 4.00 (dt, /= 11.5, 3.9 Hz, 2H), 3.76-
3.69 (m, 1H), 3.60 (ddd, /= 12.0, 10.4, 2.5 Hz, 211). 3.33 (d, J = 11.5 Hz, 2H),
2.77-2.40 (m, OH), 2.34 (dt, f = 10.7, 3.2 Hz, 1H), 2.29 (s, 3H), 2.10 (d, J = 13.0
Hz, 2H), 1.94 (d, J = 12.1 Hz, 2F), 1.86-1.81 (m, 1H), 1.77-1.65 (m, 4H), 1.00-

0.94 (m, ZH), 6.73-0.68 (m, 2H}.

S03

e T
MY RN

H NMR (400 MHz, DMSO-dg) § 13.04 (5. 1H), 11.33 (s, 1H), 9.04 (s, 1H), 7.98
(s, 1H), 7.80 (&, = 2.4 Hz, 1H), 7.62 (4, /= 2.6 Hz, 1H), 7.33 (dd, /= 8.6, 2.7

Hz, 1H), 7.31 (s, 1H), 718 (d, /= 2.4 Hz. 1H), 7.02 (d, J = 8.7 Hz, 1H), 6.48 (s,
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2H), 4.65 (5. 2H), 4.51 (s, 2H). 4.27 (m, 1H). 2.95 (d. /= 11.1 Hz, 2H), 2.74
(ddd, J=10.2,7.5,2.9 Hz, 2H). 2.61 (dt, /= 21.1,9.7 Hz, 11H), 233 (d, /=2,
Hz, 3H), 2.15 (td, 7= 8.7,3.0 Hz, 2H), 1.84 (4, J = 11.6 Hz, 2FD), 1.54 (1d, J =

12.7,11.9, 8.9 Hz, 2H), 1.18 (¢, / = 7.5 Hz. 3H).

UH NMR (400 MHz, DMSO-ds) § 13.03 (s, 1H), 11.39 (s, 1H), 9.08 (s, 1H), 7.99
(s, 1H), 7.83 (4, /= 2.4 Hz, 1H), 734 (&, /= 2.3 Hz, 2H), 7.22 (s. 1H), 7.13 (dd,
J=85.23Hz 1H), 6.85 (d, J = 8.6 Hz, 1H), 6.55 (s, 2H), 4.65 (s, 2H), 4.52 (s,
2H), 4.38 (q. J= 7.5 He, 1H), 3.81 (s, 3H), 3.34 (m, 2H), 2.79-2.72 (m, 2H). 2.56
(d, J = 20.6 Hz, 8H), 2.33 (m, 1H), 2.24 (s, 3H), 2.15 (dd, J = 14.5, 6.2 Hz, 21),

1.82 (m, 2H), 1.55 (m, 2H).

511

H NMR (400 MHz, CDCl:) & 10.81 (s, 1H), 8.39 (s, 1H), 7.62 (d, /= 8.9 Hz,
2H), 7.55-7.45 (m, 2H). 7.30 (td, J = 6.3, 5.7, 4.0 Hz, 3H), 6.92 (d. /=89 He,
2H), 6.54(d, J=2.8 Hz 1H), 5.25(d, J = 7.2 Hz. 1H), 5.13 (5, 1H), 4.23-4.14
(m, 1H), 3.96 (d, J = 11.7 He, 2H), 3.69 (d, J = 11.9 Hz, 2H), 3.56-3.47 (m, 2H),
2.77-2.37 (m, 11H), 2.32 (s, 3H), 2.00 (dd, J = 26.0, 11.4 Hz, 4H), 1.72 @d, J =

11.8,3.8 Hz, 2H), 1.49-1.42 (m. 2H).

512

1H NMR (400 MHz, DMSO-ds) § 11.69 (s, TH), 11.10 (s, 1H), 8.25(d, f= 4.9
He, 1), 7.57-7.40 (m, 4H), 7.39-7.24 (m, 2H), 6.90 (d, J = 9.1 Hz, 2H), 6.49 (4,
J=73Hz, 1H), 6.40 (dd, J= 3.5, 1.9 Hz, 171). 4.16-4.02 (m, 1H), 3.84 (d, J =
10.8 Hz, 2H), 3.62 (d. 7= 11.8 Hz, 2H), 3.37 (dd, /= 12.7, 10.7 Hz, 21), 2.38 (1,
7= 11.8 Hz, 2H), 2.38-2.16 (m, 4H), 2.10 (s, 3H), 1.82 (¢, /= 12.6 Hz, 411, 1.47

(gd, J= 11.9, 4.1 Hz, 4FD).

513
T

H NMR (400 MHz, DMSO-de) 5 11.28 (s, TH), 11.24 (s, 1H), 7.58 (4, /= 2.5
Hz, 1H), 7.50-7.44 (m, 2H), 7.41 (t, J = 2.8 Hz, 1H), 7.25-7.17 (m, 3H), 7.04 (s.
1H), 6.37-6.34 (m, 1H), 6.06 (d, J = 7.4 Hz, 1H), 4.14-4.08 (m, 1H), 3.85(d, J=
11.3 Hz, 2H), 3.70 (m, 41, 337 (m, 6H), 3.19 (s, 2H), 2.54 (5. 3H), 2.71 (m,
3H), 2.30 (s, 3H), 2.18 (m, 2H), 1.88 (d, J = 12.8 Hz, 4H), 147 (d, 7= 13.7 Ha,

2H).

'H NMR (400 MHz, DMSO-de) 5 11.28 (s, 1H), 7.56 (d, J = 8.8 Hz, 11, 7.50 (4,
J=2.6Hz, 1H), 7.49-7.44 (m, 1F), 741 (t, /= 2.8 Hz, 1), 7.25-7.17 (m, 2H),

7.4 (s, 1H), 6.38-6.33 (m, 1H), 6.07(d, /=75 He, 1H), 4.17 (s, 1H),3.89-3.64
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(m, THD. 3.42-3.29 (m, 5H), 3.11 (s, 2H). 2.84 (s, 3H). 2.71 (m, SH). 2.18 (m,

IH), 1.87 (m, 4H), 1.54-1.42 (m, 2H). 1.27-1.20 (m 3H).

539

T}
"
ik

L NMR (400 MHz, DMSO-de) § 11.31 (s, 1H), 11.26 (s, 1H), 7.92 (d, /= 15.6
He, 1H), 745 (d. J = 7.1 He, 2H), 7.38 (d. J = 2.9 Hz, 1H), 7.34 (s, 1H), 7.24-
7.15 (m, 2H), 7.06 (d, J = 9.7 Hz, 1H), 6.97 (1. 7= 9.3 Hz, 1H), 6.53 (s, 2H), 6.33
(s, 1H), 6.13 (4, J = 7.4 Hz, 1H), 4.11-4.08 (m, 1H), 3.84 (4, J = 11.6 Hz, 2H),
338 (1, J=11.5 Hz, 2H), 3.30(d, /= 11.3 He, 2H), 2.60 (. J = 10.7 Hz, 10H),

237(d, J=11.2 Hz. 1H). 2.30 (s, 3H). 1.85 (1. /= 12.8 Hz, 4H), 1.58-1.40 (m,

i
=
B

4H),
521 TH NMR (400 MHz, DMSO-de) 8 11.26 (s, 1H), 11.11 (s, 1H), 7.53 (d. /= 8.6
EEERE | Hz 2H), 743 (dd, J=6.1,3.0 Hz, 1H), 7.38 (d. /= 2.9 Hz, 2H), 7.24 (s, 1H),
717(d, = 6.1 Hz, 2H), 6.89 (d,/ = 8.6 Hz, 2H), 6.52 (s, 2H), 6.32 (d, S = 2.8
Hz, 1H), 5.79(d, /= 7.6 Hz, 1H), 420 (g, /= 6.7 Hz, 1H), 3.61 (&, S = 11.9 Hz,
2H), 2.63-2.46 (m, 10H), 2.35-2.28 (m, 1), 2.24 (s, 3H). 1.82 (d, J = 12.2 Hz,
2H), 1.49(p, J = 10.5,9.9 Hz, 2H), 113 (d,J = 6.4 Hz, 61).
522 TH NMR (400 MHz, DMSO-de) 8 11.21 (s, 1H), 11.13 (s, 1H). 7.73 (d, 7= 8.6
BEEERE | Hz 2H), 741 (dt, J=6.3,3.3 Hz, 2H), 736 (d, /= 3.0 Hz, 1H), 7.27 (s, 1H),
715 (d, J=3.6 Hz, 2H), 6.89 (d,J = 8.6 Hz, 2H), 6.52 (s. 2H), 6.42 (d, /= 2.6
Hz, 1H), 6.27 (4, J =3.1 Hz, 1H), 3.61 (&, J= 12.1 Hz, 211, 2.74 (dq. J = 6.5, 3.5
Hz, 1T, 2.65-2.47 (m, 10H), 2.36-2.28 (m. 1H), 2.24 (s, 3H), 1.82(d, J = 12.1
Hz. 2H), 1.55-1.41 (m, 2H)), 0.79-0.70 (m, 2H), 0.31 (p, J = 4.6 Hz, 21D,
525 'H NMR (400 MHz, DMSO-de) & 11.24 (s, 1H), 11.05 (s, 1H). 7.35 (d, /= 8.6

Hz, 2H), 7.46-7.36 (m, 3H), 7.24-7.14 (m, 3H), 6.90 (d, J = 8.7 Hz, 2H), 6.49 (s,
3H), 6.30 (d. 7= 2.6 Hz, 1H), 6.26 (d, J = 5.6 Hz, 1H), 435 (¢, /= 6.3 Hz, 1H),
421 (p, J= 6.0 Hz, 111). 3.64 (d, 7 =9.2 Hz, 2H), 2.73-2.53 (m. 10H), 2.44-2.36
(m, 1H), 2.33 (s, 3H), 2.23-2.11 (m, 41), 1.84 (4, J= 12.0 Hz, 2H), 1.51 (dt. J =

12.0. 6.6 Hz, 2H).

'H NMR (400 MHz, DMSO-de) & 11.24 (s, 1H), 11.05 (s, 1H). 7.54 (d, /= 8.6
Hz, 2H), 7.45-7.41 (m, 1H), 7.38 (dt, /= 5.8, 2.9 Hz, 2H), 7.21 (d, J=3.1 Hz,
1H), 7.16 (d. 7= 4.5 Hz, 2H), 6.88 (d, J = 8.7 Hz, 2H), 6.49 (s, 2H), 6.29 (d, J =

3.1 Hz, 1H), 5.76 (4, J = 7.3 Hz, 1H), 5.69 (s, 1), 3.86-3.74 (m, 2), 3.63-3.36
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(m, 2H). 2.56 (q, J = 183, 15.2 Hz, 10H), 2.34 (. /= 11.3 Hz. 1H), 2.26 (s, 3H),
1.91(d, /=108 Hz, 2H), 1.81 (1, = 14.7 Hz, 41, 1.30 (gd, /= 12.4,3.9 Hz,

OH), .21 (g, J = 13.1, 12.5 Hz, 4H).

194
2
3

Ll
dH
2
%

"H NMR (400 MHz, DMSO-de) & 11.21 (d, /= 2.4 Hz, 1H), 10.99 (s, 1H), 7.53-
7.48 (m, 2H), 7.42 (dd, J= 6.1, 3.0 Hz, 1H), 7.36 (&, J= 2.8 Hz, 2H), 7.23 (, /=
3.3 Hz, 1H), 7.15 (g, /= 3.7. 3.2 Hz, 2H), 6.93-6.87 (m, 2H). 6.53 (s, 3H), 6.38
(d, J=64Hz, 1H), 628 (1. J=2.5 Hez, 1H), 4.59 (5, 2H), 4.39 (5, 2H), 418 (b, J
=7.8 Hz, 1H), 2.68-2.49 (m, 12H), 2.38 (dd, J = 12.9, 9.1 Hz, 1H), 2.32 (s, 3H),
2.12-2.03 (m, 2H), 1.53 (&, J = 12.1 Hz, 2H), 1.74-1.68 (m. 1H), 1.50 (gd, J =

12.1,3.8 Hz, 2H), 1.31 (5. 1HD)

528

H NMR (400 MHz, DMSO-ds) § 11.27 (s, 1H). 11.09 (s, 1H), 7.55-7.49 (m,
D), 744 (dd, /= 6.7, 2.4 Hz, 1H). 7.38 (q, /= 2.9, 2.3 Hz, 2H), 724 (d. J = 3.1
Hz, 1H), 7.21-7.15 (m, 2H), 6.89 (d. /= 8.5 Hz, 2H), 6.50 (s, 1H), 6.35 (, /= 2.5
Hz, 1), 5.99 (. J= 5.6 Hz, 1H),3.61 (d, /= 11.9 Hz, 2H), 3.35 (d, /= 5.6 Hz,
2H), 2.62-2.43 (m, 10H), 2.29 (t, J = 11.2 Hz, 1H), 2.21 (d, 7= 2.4 Hz, 3H), 1.81

(d, J=12.2 Hz, 2H), 1.54-1.42 (m, 2H), 1.06 (d, J = 1.4 Hz, 6H).

'H NMR (400 MHz, DMSO-de) § 13.03 (d, f = 2.8 Hz, 1H), 11.33 (s, 1H), 9.19
(s, 1H), 8.52 (s, 1H), 830 1, J=2.9 Hz, 11, 7.64 (d, = 5.5 Hz, 3H), 7.41 s,
1H), 7.11 (d, J = 8.5 Hz, 2H), 6.85 (d, /= 7.2 He, 1H), 6.80 (dt, J = 2.6, 1.5 Ha,
1H), 4.12 (dt, J= 11.1, 5.5 Hz, 1H), 3.91-3.83 (m, 2H), 3.77 (d. J = 12.2 Hz, 2H),
3.64-3.00 (m. 11H), 2.82 (mts, SH), 2.09 (d, J = 12.0 Hz, 2H), 1.92-1.83 (m,

JH), 1.74 (q. 7= 11.4.10.5 Hz. 2H), 1.44 (gd, J = 12.5. 43 Hz. 2H).

546

H NMR (400 MHz, CDCl5) & 10.75 (s, 1H), 8.45 (s, 1H), 7.55-7.49 (m, 3H),
7.49-7.45 (m, 1H), 7.32-7.28 (m, 3H), 6.97-6.92 (m, 2H), 6.54 (ddd, /= 3.1, 2.0,
0.9 Hz, 1H), 5.67 (d, J= 5.8 Hz, 1H), 5.17 (s. 1H), 5.09 (g, J = 6.6 Hz, 1H), 491
(t,J = 6.9 Hz, 2H), 4.44 (. J = 6.4 Hz, 2H), 3.70 (4, J = 11.8 Hz, 2H), 2.75-2.41
(m, 10H), 2.37 (ddt, J = 11.3,7.7, 3.8 Hz, 1H), 228 (5, 3H), 1.95 (d, /= 13.0 Hz,

2H), 1.71 (td, J = 12.0. 3.8 Hz. 2F).

611

H NMR (400 MHz, CDCh) 8 10.90 (s, 1H), 8.74-8.68 (m, 2H), 7.63-7.56 (m,
IH), 7.56-7.51 (m, 2H), 7.41 (s, 1H), 6.93 (d, J = 8.9 Hz, 2H), 5.20 (s, 1), 5.09

(d,f=74He, 1H). 429 (h, J=6.6He, 1H),3.70(d, /= 12.0 He, 2H), 2.77-2.62
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(m, 6H). 2.53 (s, 4H), 2.38 (d. J = 12.3 Hz, 1H), 2.32 (s, 3H), 196 (d, /= 12.5

He, 2H), 1.77-1.71 (m, 2H), 1.25 (d, /= 1.8 Hz, 6H).

612 U NMR (400 MHz, DMSO-ds) § 11.09 (s, 1H). 791 (d, =53 Hz. 1H). 7.57 (5.

T}
"
ik

1H), 7.47 (d, J= 8.5 Hz, 2H). 7.34 (s, 1H), 6.89 (4, J = 8.6 Hz, 2H), 6.83 (d. J =
5.1 Hz, 1H), 6.76 (s, 1H), 6.67 (d, J = 7.2 Hz, 1H), 6.54 (s, 4H), 6.03 (s, 2H),
4.03 (s, 1H), 3.88 (. 2H). 3.63 (d, /= 11.7 Hz, 2H), 3.36 (d. J = 11.4 Hz 2H),
2.60 (d, J=14.1 Hz, 10H), 240 (d, /= 11.5 Hz, 1H), 232 (5, 3H). 1.83 (d, /=

123 Hz, 4H), 1.54 {ddd, /=31.1,12.9, 79 He, 4H).

618 'H NMR (400 MHz, DMSO-de) § 12.14 (s, 1H), 11.70 (s, 1H), 9.15 (s, 1H}, 8.06
EREIE | (s, 1H), 7.94-7.81 (m, 3H). 7.67 (d. J = 8.6 Hz, 2H), 7.41 (d. J=30.4 Hz, 1H),
727(d, J=2.4Hz, 1H), 442 (q. 7 =6.6 Hz, 2H), 3.75 (5, 8H), 3.55(d, J =223

He, 6H), 2.84 (s, 3H), 2.45-2.34 (m, 4H), 2.28 (ddd, /= 12.6, 6.8, 3.8 Hz, 2H).

616 H NMR (400 MHz, DMSO-ds) § 12.38 (s, 1H), 11.68 (s, 1H), 8.93 (d, 7 =7.2
HEE | He 1H), 8.04 (s, 1H), 7.82 (q, J = 3.2 Hz, 3H), 7.67 (s, 2H), 7.40 (d, J = 11.6 Hz,
1H), 7.25 (d, J= 2.4 Hz, 1H), 4.24 (¢, J = 6.5 Hz, 1H), 3.75-3.59 (m, 12H), 2.82

(6, 3H), 237 (s, 4H), 132 (d, /=64 Hz, 6H).

627 IH NMR (400 MHz, DMSO-ds) § 13.02 (s, 1H), 11.20 (s, 1H), 8.96 (s, 1H), 7.95
EDEE: | (s, 1), 7.82 (d, J = 2.4 Hz, 1H), 7.57-7.50 (m, 2H), 7.31 (s, 11D, 7.20 (4. J = 2.4
Hz, 1H), 6.95-6.88 (m, 2H), 6.55 (s, 2H), 4.68 (s, 2H), 4.52 (s, 2H), 4.27-4.23
(o, 1H), 3.65 (d, 7= 11.8 Hz, 2H), 2.75 (ddd. 7 = 10.1, 7.4, 2.8 Hz, 2H), 2 68~

2.51 (m, 10H), 2.40-2.33 (m, 1H), 2.29 (s, 3H), 2.20-2.09 (m, 2H), 1.85(d, J =

12.2 Hz, 2H), 1.58-1.45 (m, 2H).

SERER 2 AR B S I EGFR{del19/T790M/CT97S) EGFR(LSSSR/TT90M/C7978)H,
EGFR(W )B4 v o e

& H HTRE J7yi s A AP0 EGER (del 19/T790M/C7978). EGFR
(L858R/T7O0M/CT797S)EY EGFR (WIS IKHIHI/ER . Rkl .

B WT 80 R B EGFR S E S EMF L 57 28 “CIE 10 90815 N biotin-
Pt B R E R Y (T A1 ATP, £5IR M 40 ff}"iﬁ‘ﬁo Z0b Fa MR I A e X
TK 9 Bud+-Cryptate FRICPIEF streptavidin-XL665, 7EZEHEMNE 60 98, lr‘éﬁif\ﬂli

i TK RN, SRR

615nm A 665am KRG, THEL 665/615 HH{E,

142



WO 2021/244505 PCT/CN2021/097583

FHEE, S-S YIS A N G, 5T 415 4.

# 4. BRBEAEYS EGFR (del19/T790M/CT7978). EGFR (L8SSR/TT90M/CT978)ER,
EGFR (WDHR SIS

(&=xy EGFR(del19/T798M/CT9 | EGFR (WT) EGFR (L8S8R/TT90M/CT97S )
TSHIBI (%) (0.3 0M AL | 1Cs (aM) F(%) (0.3 aM LEYD
&)

: + >300 +

5 . >100 N.D
4 4 >100 +

5 + >100 +

6 + N.D N.D
7 T N.D N.D
8 + N.D ND
9 + N.D N.D
16 ++ >300 N.D
1" o >300 N.D
2 N ND N.D
13 + >300 ND
14 . =300 N.D
15 + N.D ND
15 T N.D N.D
17 + N.D N.D
18 + N.D N.D
9 N ND N.D
”n o >300 N.D
23 + ND N.D
33 4 ND +
24 ++ N.D N.D
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25 + N.D N.D
27 + N.D N.D
28 + N.D ND
29 4 ND N.D
30 H N.D N.D
31 4 N.D N.D
32 b N.D N.D
33 At N.D N.D
35 + ND +
36 + N.D N.D
37 + N.D N.D
38 ++ N.D ++
39 et >300 bt
49 + ND ND
42 + N.D N.D
43 + N.D N.D
44 + N.D N.D
45 + N.D N.D
46 + N.D N.D
47 + N.D N.D
49 + ND ND
58 i N.D N.D
51 + ND ND
52 it >300 N.D
53 + N.D N.D
54 + N.D N.D
55 ot >300 +
56 + N.D ND
57 -4 >300 A
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38 + >300 N.D
6 + N.D +
61 - N.D N.D
62 + N.D N.D
63 + N.D N.D
64 + N.I MND
68 ++ ND N.D
66 + N.D ND
67 + N.D N.D
68 + N.D N.D
69 + N.D +
76 + N.D N.D
71 + N.I MND
72 t N.D N.D
82 + N.D ND
83 ++ ND ++
88 N.D N.D
94 + N.D N.D
91 + N.D N.D
92 +t N.D N.D
93 ++ N.D N.D
94 ++ N.I +
98 ++ N.D N.D
96 + N.D N.B
98 + ND N.D
99 + N.D N.D
160 + N.D N.D
161 + N.D N.D
1462 + N.D N.D
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163 ++ N.D N
165 + ND ND
186 + N.D N.Iy
147 + N.I N.D
168 -+ ND ND
109 + N.I ND
118 + ND N.D
i1l + N.D NI
1i2 + N.D N.ID
113 + N.D N.D
114 -t ND b
iis6 + N.D N.Iy
117 + N.I ND
118 ++ ND N.D
118 + N.D NI
126 + ND N.D
121 -+ N.D -+
122 A+ N.D N.D
123 ++ N.ID N.D
124 + N.I N.D
125 ++ ND .
126 + ND n
133 ++ ND N.D
i34 ++ N.D N.D
136 ++ ND N.D
137 + N.D b
138 ++ N.D N.D
139 ot N.D N.D
146 -t N.D N.D
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i54 ++ N.ID N.D
177 + ND N.D
286 -+ N.D N.D
2487 ++ N.D N.D
2558 ++ ND N.D
263 A+ N.I N.D
264 ++ ND N.D
27% ++ N.D N.D
379 ++ N.D N.D
383 + N.D N.D
503 4+ 10.16 +
511 -+ 382 S
512 4+ N ND
519 -+ ND bt
526 S N.D N.D
521 SR 0.27 S
522 ++ 0.22 e
323 S ND At
524 =+ N.D -+
528 4 N.D N.D
526 -t 0.33 e
527 T 1.7 it
528 Fht ND N.D
529 - N.D N.D
530 - ND N.D
531 - N.D N.D
332 S ND At
533 fet N.D N.D
534 4 N.D N.D
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535 + N.D -+
536 +++ N.D -+
537 i N.D N.D
594 A N.D -+
595 -+ N.D N.D
396 - N.Ix N.D
669 +++ ND N.D
616 +++ N.D N.B
611 +H+ N.D N.D
614 +++ N.D N.D
615 41 NI N.D
616 i N.D N.D
617 A+ N.Ix N.D
618 ++ N.D N.D
619 + N.D N.B
626 ++ ND N.D
621 +++ N.D N.D
622 i+ N.D N.D
623 +++ N.D N.D
624 +t N.D N.D
625 -+ N.D N.D
626 - N.Ix N.D
627 ++ N.D N.D
628 + N.D N.B
629 +++ ND N.D
630 +++ N.D N.D
631 i+ N.D N.D
632 i N.D N.D
633 et N.D N.D
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634 -+ N.D N.D
535 -+ N.D N.D
638 - N.D N.D
639 A+ N.D N.D
640 -+ ND N.D
641 A ND N.D
642 -+ MDD N.D
643 -+ N.D N.D
644 -+ N.D N.D
645 -+ N.D N.D
Gilteritinib | + N.D +

R RN T EAE T 20%
IR N 20%42 50%
R R I KT 50%.

ND eif A
M 4 B8R, AR AL A Y EGFR (del19/T790M/CT978) Bl EGFR

(L8SSR/TTOOM/CTOTS) MBS PR AT BT S R, HX EGPR (W B IR a Bk

SEFER 3 AR B &Y Ba/F3(EGRRITONCTYIS = g3 i MR A431 (EGFR WTEH
HR BB RIS

3000 451 EGFR(del 19/T790M/CTO7S) Ba/F3 41,  BR# 2000 4~ A431 40 Huf
B 384 fLIRT, B —RE. I M RIS (Ba/F3 44 ﬁam{% 500 nM, A431
SRS 10 uMD. IS -
S HIEiAe o8 SRR = o IR (OER

8. FRELA YIS Ba/F3 (EGFREUTMCIS, = e A5 om B A431 BFAE REGFR WT)

QA=K ST AR PUM I
B aFS(EGFRﬂeU HTTHOM/CTITS) A431 Bgm (WT)
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1Cs0 (M) 105 (M)

1 236 23

4 295 1.7

11 107 .54
13 197 1.3

14 113 0.95
21 48 0.52
23 36 0.95
31 63 0.54
32 26 .19
33 63 0.22
33 54 0.48
37 48 >2

38 48 1.8

39 29 0.34
54 >100 3.3
55 16 0.07
57 79 0.32
59 72 1.4
74 >100 2.1

83 233 0.75
85 387 LS
86 21 1.7
88 52 0.28
95 >100 1.6
108 23 0.19
110 >100 0.46
11 105 0.12
114 27 0.97
115 214 2.0
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118 32 4.1

119 =168 >14
128 119 .68
121 78 8.59
122 44 8.38
123 146 >14
124 >106 >18
125 99 8.65
126 248 2.6

131 >166 >18
135 40 8.34
141 27 8.23
148 68 1.7

161 54 1.2

174 51 1.8

177 19 8.69
184 i8 .98
213 226 >10
417 57 8,19
420 32 3.7

421 36 8.53
503 61 8.66
504 98 8.33
511 8 8.86
512 G 8.02
513 57 8.56
514 48 .25
515 42 8.52
516 42 8.35
521 4 8.05
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522 2 8.03
525 25 8.06
526 8 8.1
527 4 8.1
528 13 8.87
529 i8 8.5
538 35 8$.29
548 48 1.2
594 13 8.87
611 21 .36
616 32 8,36
Gilteritinib >500

M s TR, AR IAE 2 HAL S0 Ba/F3 (EGFR®UYTTOOMETITS — S A8 A iy
B B T 4%@ 100 oM, 1 Gilteritinib %/ Ba/F3 (h(;PR‘ie““' /“W'“’M) ,,,,, X i)

Is
11}

SHE 4 NSRBI - DR HI97S SN R RDE LA

BALB/c BN/ HE T4k S*10° 547 EGFR T790M R-GI H1975 41, {+
MR AEKE 100-150 mm’, ﬁmﬁﬁi,%%%ﬁﬁf ﬁlsﬁﬁuﬁﬁ,ﬁzwﬁé
s 1@m@myﬁn:%é%mummy@,ﬁ£w&o
R TR ANE (23 Sl e SR K = (i
IR /O FEEH S 28 SRR R0 25 2 55— K] r]a

L1 HER 6.

liaeE R TG

R H AIEH
AV s 60 mg/kg 99%
o st 80 mg/kg 104%
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P L AR 6 AL, A5 511 7E 60 mg/kg AT 80 mg/kg AR R, AR 6T EGFR T790M
SRR HI97S /DY T B RS AL R ag 40 R A

SEFE s AR — DB PCOEGFR Dell 9/T790M/CT978) . T AR

BALB/c %%%I'J\?;‘@i,;f&“h R R R Sx10° A RIA EGFR Del19/T790M/CT978 1Y
PCO i}, SRR AT 100-150 mm?, BEMLAM T, SrE E AR A, AL 1. JEGON R A,
£ 2. ﬂzwﬁwn(eomgky, #1345 511 (B0 mg/kg), BRI IR. BRI L. K S
LI B R R IR T A KR R 2 (TG =1- (AZYLE 28 RINFEIREL-A 4
HL— RN / GRSV IR 28 RIMRIAT-G 20415 — RO D, HE ks
Palp g A A R . 25 I 2.

% 7. /DB PCHEGFR Dell9/T790M/CT978) 2 TR A Kk &

1 A1) 77 & TGH
i e AN ANid ]
G sit 60 mg/kg 87.41%
i st 80 me/ke 93.17%
HE 2 Figk 7 , EY S11 7 60 myg/kg AU 80 mg/kg FIE R, M ILEIA EGFR

Del19/ T790M/CT978 FEAZHT PCO /N EUZ T AR o e e f0il i R
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