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95 M/8 B ST B CDK12/13 22 %8R/ 75 R 5 2 BB A S 0 AR KL &1 . 5 —2t
KT RET, ALAITT A HENZRE TG CDKI12/13 2% R/75 2 MR & H#
M IR TT v, B R RE AT AENAKAL G £t Tr
T, CDKI12/13 £ ZIR/75 R IR HE MBS T IPOm 616 v, SURE. 75
s ORERE . AR/ . AN R . JCSCRR . T . SRR AT b AR
T R RORE . Bk, BIRIERFUR . B . A R, S
o CRIUEEMOR . Gl . Bk . AR .

AT ARSI ATT RS TTER . BT AT IS YA A& YT LS Ak Sanyy
FHGMHEM . WA, “HE” WSR2 R W R bR 52l i
AP (EE 2) AN R TY . Bl A8 52 sl 48 W o WIE < ) I B A AE i Al
kR, SR B LAl IR B {5 AR 2 BT RE AT P AN B 2 An T . FE st o, A
ORI A IETIT AR, FR ST IR E BT, IR T AA R ES . XA
ARSI “ R B I o EHASE ) A, — MR ST I IETE
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— ARSI RBIATT IR Z AT 45 R . B — A AU — s 7y N, BT H S, 6
ITEHM. i, B TMRITEAR, Fl, SERAE BT RER TR
UARIT AL, REUD IS Z A7 T LUE 2R ROR B 58 — Ry ] DUE KR
FE R AR AE R, B T3 — AT I R B AE . AE—ese gy Srh, R fE
PR B 5 03 0E AH D¢ B HA S B 8 R THE R 75— Fya T BT O NI ik i — Mevs
7 T ARG B2 o W b A 28R BT DAER A AN L S A AR I EOR T A . ik w] B
{5 45 3 328 B 28 — AR 9T I R AE B IR B8 FVE IT I AT AR A2 T A I .

LA TF RS B &5 W A0 22 /b —Fh 53 4RI o7 50 P LRI i A« 7EAH R B a)
TG R BRI . XTI A], P it A SRR K46 &7, Bl
J5 AT S ARG, BT R i I

fE— e sz g SN, AR LAY S HAe T VA AT, BT AR, JK
S RE@IW, TARBEE. BB, T RRITE . BURIT R/ EE
Jrvk . IXFERLE AT v T DL A VRO R B 0 it T 24 0 AN /e A 2 50), T R A S % el
T VAR I AT B8 IR 35 PR BUOE AT .

fE—2esti 7y K, AR SUTR A W5 2 b —Fh 53 A6 97 ) a4k 2296 97 51
—RHi A . EREES T P, RCTIR S — R ECE B 5 AN B S TR T I
i o AR T R T DU TR 3 E B R ERE T AT AT A B Z FhE YIS HL(A
to Z List of Cancer Drugs)” "% 52 fI4L 229097 57

AR EER SET:

Iy 20 R AL 1% 40 it ) U4 14 2R 1 9B 12/13(CDKI2/13) (R P A 57, ol LA 4%
HifFf% CDKI12 1 CDKI13 & ¥y, AT BUH T 4 Ty 543 v6 97 th CDK12 /8%
CDKI13 EHEB /M SR, s, S, 7TE&. oEm. 380
Ul . N . SRR Rl . MR . BRERE . FPE. RE. LRk
i BEIE . S, HAG AR SR, SKIENE . 4R .
Bk RIRmE.

2 AR AR B 2 B S AR B BB 12/13(CDK12/13) 1 B g 51 B A R p)
BoF fR 5

3. AR BRI 2 M L BA O PE B B OES 12/13(CDKIL2/13) [ B A 1R A B R 1
BB P R .

A g4 P S B AR 2 VA B
SEHER 1: B 2e-4-77

30



WO 2024/175065 PCT/CN2024/078146

i F H Y
NH . NC/G( | N @NCO | N
@ HZN\\O/ HZN“‘O) \©\N/\ HN\‘OI \@LN/\ HN\\O’ \©\N/\

[Nj ! o ’ SRS S 3 AN aas SN
. 386 Nego g - g
Boc CN CN

H H
Oﬁ/“‘\/@ OYN\Q F. P
N N,Boc N \©:1\<<
mew O Sa!
HNY N HNY N
“ "N

/HMOI,BOC o]
4 NN 5 LN 6
o o 4-65

o, -

|
N 2lc-4-77

S 1. PE4E 3-86 B &

C

H NQH\Q\N
2 -

3-86 “Boc
= OEEBEHL T, 1 4-(A-TRIEIIR - 1B AU T IR (1.02 g, 3mmol) 6K
5 DMSO (15 mL)f& & AR O A Bd-1,4-— 1% 2 (1.2 g, 10.5 mmol). BEER4EH (1.3 g,
6 mmol). Cul (57 mg, 0.3 mmol). D-JHZ# (35 mg, 0.3 mmol), %HE, MABHS=
K, THERZE 100 °C, TLC MM MG, #BESE, HELEidiE, DCM/MeOH
(10:1) PR AP =K, JEBRRAKS, @7k B, ERIEME ATk, 55 RN
A 3-86 (K B [EH 1A, 480 mg, 72 43%). 'H NMR (400 MHz, DMSO-ds) § 6.74 (d, J
10 =8.8 Hz, 2H), 6.49 (d, J = 8.9 Hz, 2H), 4.88 (d, /= 8.2 Hz, 1H), 3.42 (t, J = 5.1 Hz, 4H),
3.03 (s, 1H), 2.83 (t, J = 5.1 Hz, 4H), 2.76 (s, 1H), 1.95 (d, J = 12.8 Hz, 2H), 1.85 (d, J =
12.4 Hz, 2H), 1.41 (s, 9H), 1.26 (q, J = 10.9 Hz, 2H), 1.11 (q, J = 11.6 Hz, 2H). HRMS (ESI)
for C21H34N402 [M+H]", caled: 375.2755, found: 375.2739.
BER 2. A 4-39 Mt &
'
N
HN“'O O\Nﬁ
Z N

] 4-39 Moo

15 CN
100 mL BB, 7] 3-86 (1.38 g, 3.7 mmol) ) DMF (7.5 mL)#& &K KIn N 5-&5E-2-
FULLIE 3 (451 mg, 3.7 mmol). Cs:COs (1.45 g, 4.44 mol), 565, =i RMNER, TLC Wil
NSERE, B8, IERR R RAE . FRETAE BT IEAA AL, S EIFER 4-39 (1 EUE A,
1.4 g, 80%). '"HNMR (400 MHz, DMSO-ds) 5 8.37 (s, 1H), 7.63 (d, J= 8.5 Hz, 1H), 7.51 (d, J =
20  1Hz, 1H), 6.75 (d, J= 6.9 Hz, 2H), 6.52 (d, J = 8.3 Hz, 3H), 4.92 (s, 1H), 3.75 (s, 1H), 3.42 (s, 4H),
3.12 (s, 1H), 2.83 (s, 4H), 1.98 (s, 4H), 1.41 (s, 9H), 1.36 — 1.28 (m, 2H), 1.25 — 1.17 (m, 2H).

BB 3. PEE 4-44 FIH]%
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OTHQ
LT

AN 4-44
\I

D\LBOC

CN

25 mL RERSm, 1A 4-39 (1.438g, 3 mmol)J DMF (3 mL) & & RN F &5
li5 4 (1.2 g, 9 mmol). DIPEA (1.6 mL), &5, FHEZE 95°C,6h J5, TLC I MN e,
BER, BERYE, EA A AR, FRIH PR 4-44 (BRI, 13g, 7% 72%).
"H NMR (400 MHz, DMSO-ds) 8 8.29 (s, 1H), 7.60 (d, J= 9.0 Hz, 1H), 7.46 (d, J = 6.6 Hz, 1H),
7.28 —7.24 (m, 2H), 7.18 — 7.14 (m, 3H), 7.03 — 6.98 (m, 4H), 6.46 (d, J = 8.7 Hz, 1H), 5.58-5.56
(m, 1H), 4.26 (t, J=11.9 Hz, 1H), 4.14 (d, J = 5.4 Hz, 2H), 3.45 (s, 5H), 3.16 (s, 4H), 1.90 (d, J =
11.1 Hz, 2H), 1.76 (d, J= 11.6 Hz, 2H), 1.42 (d, J= 1.6 Hz, 9H), 1.27 (m, 2H), 1.14 — 1.04 (m, 2H).

PR 4. HEE 4-46 BIHIE

Ve

0s N
HNY N
2 N 4-46 N

s

CN

25 mL [EJREE T, [ 4-44 (1.83 g, 3 mmol) ) CH2Clz (2 mL)44& £ g
CF;COOH (1 mL), =i+t ®i, KMERHRSE, WIRIAE, R ERE M-
CH2Cl/MeOH (10:1) R ZEFH, KM TR, SR ENaith, 520 H b a
& 4-46 (A B, 1.43 g 94%). '"HNMR (500 MHz, DMSO-ds) 6 8.29 (s, 1H), 7.60 (d,
J=9.2Hz, 1H), 7.48 (s, 1H), 7.28 — 7.25 (m, 2H), 7.18 — 7.15 (m, 3H), 7.00 — 6.95 (m, 4H),
6.47 (d, J=8.9 Hz, 1H), 5.56 (s, 1H), 4.26 (m, 1H), 4.14 (d, J = 5.9 Hz, 2H), 3.48 (s, 1H),
3.37 —3.34 (m, 1H),3.11 — 3.09 (m, 4H), 2.85 — 2.83 (m, 4H), 1.90 (d, J= 11.4 Hz, 2H), 1.76
(d, J=10.7 Hz, 2H), 1.33 — 1.27 (m, 2H), 1.13 — 1.06 (m, 2H).

BB S: PEME 4-65 B &

'
7:“©

HN\‘O/ \©\N
Z N @

) 4-65

B

Cl

N

25 mL [FJEREEM T, [ 4-46 (153 mg, 0.3 mmol)f) DMF (2 mL){& % 1 4 R B s 4
(83 mg, 0.6 mmol). 1-Boc-4- FFEIRIE (167 mg, 0.6 mmol), 585, FHEZE 80 C, #il
AR, RMTEHE, RMNREERYE, R A GRS, 52 iR 4-65
(A i 44, 110 mg, 52%). 'H NMR (500 MHz, DMSO-ds) § 8.29 (d, J = 2.1 Hz, 1H),
7.60 (d, J= 8.7 Hz, 1H), 7.49 (d, J = 6.6 Hz, 1H), 7.28 — 7.26 (m, 2H), 7.18 — 7.14 (m, 3H),
7.03 — 6.96 (m, 4H), 6.46 (d, J = 8.8 Hz, 1H), 5.59 (t, J= 5.6 Hz, 1H), 4.28 — 4.23 (s, 1H),
4.14 — 4.13(d, J = 6.0 Hz, 2H), 3.92 (s, 2H), 3.50 (s, 1H), 3.17 (s, 4H), 2.47 (s, 4H), 2.17 (d,
J=6.6 Hz, 2H), 1.90 (d, J = 9.7 Hz, 2H), 1.77 — 1.68 (m, 5H), 1.39 (s, 9H), 1.33 — 1.26 (m,
2H), 1.13 — 1.08 (m, 2H), 0.98 — 0.94 (m, 2H), 0.84 — 0.81 (m, 2H). MS (ESI) for
C41Hs5NgO3 [M+H]", caled: 707.4, found: 707.5.
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B’ 6. EYW z1c-4-77 W&
o i A
. cr 0, VQQi Sos

N
= Zlc-4-77

CN

25 mL FJEBEI T, A 4-65 (79 mg, 0.112 mmol) #Y CH.Cl (1 mL)44 £ b i i
CFsCOOH (0.3 mL), ZiRfFiEA, RNMTHRGE, BMmERLESE, KK DMF
(2 mL). 2-(2,6- S AR-WRIE-3-F5)-5-F- 5 M5 Wk-1,3- —Hd (31 mg, 0.112 mmol). DIPEA
(0.023 mL, 0.135 mmol), FHREZ 105 C, WM NG, BR=ER, BERSE, Hik
IEMEREAi L, BEIHFRY 2e-4-77 (B0 {4, 30mg, 32%). 'H NMR (600 MHz,
DMSO-ds) 5 11.08 (s, 1H), 8.29 (d, J = 2.1 Hz, 1H), 7.65 (d, J= 8.5 Hz, 1H), 7.60 (d, /= 8.4
Hz, 1H), 7.47 (s, 1H), 7.31 (s, 1H), 7.28 — 7.25 (m, 2H), 7.23 (d, J= 8.6 Hz, 1H), 7.18 — 7.15
(m, 3H), 7.01 — 6.97 (m, 4H), 6.51 — 6.44 (m, 1H), 5.57 (t, J= 5.2 Hz, 1H), 5.06 (dd, J =
12.8, 5.4 Hz, 1H), 4.26 (t, J= 11.8 Hz, 1H), 4.15 (d, J= 5.7 Hz, 2H), 4.05 (d, J = 12.7 Hz,
2H), 3.48 (s, 1H), 3.19 (s, 4H), 2.97 (t, J = 12.0 Hz, 2H), 2.93 — 2.84 (m, 1H), 2.63 — 2.53
(m, 2H), 2.52 — 2.50 (m, 4H), 2.20 (d, J = 6.1 Hz, 2H), 2.04 — 1.99 (m, 1H), 1.90 (d, /= 10.3
Hz, 3H), 1.82 (d, J = 12.5 Hz, 2H), 1.76 (d, J = 10.6 Hz, 2H), 1.35 — 1.28 (m, 2H), 1.17 —
1.05 (m, 4H). '*C NMR (151 MHz, DMSO0) § 172.81, 170.12, 167.64, 166.97, 159.25,
156.80, 155.01, 153.10, 150.15, 141.33, 134.05, 131.50, 128.15, 128.02, 126.69, 126.23,
125.01, 119.12, 117.58, 117.35, 115.34, 107.74, 93.99, 63.71, 53.21, 52.91, 48.73, 47.70,
47.27,43.47,32.49,31.31, 30.98, 30.20, 29.64, 22.20, 14.09. HRMS (ESI) for CoHssN19Os
[M+H]", calcd: 863.4351, found: 863.4360.

LHEH 2: AEW 21e-4-79 K&
o, HQ 50 o N\/© F NH o N ;/‘
h i C[:é”{)@ L S

WO e WOt%w o NOACWENNG s e
KK‘N 446 K/NH 1 Q e T(C/ 2 @ K/NI/L/ °

[}

N zlc-4-79

HB 1 PEME 4-66 ] &

25 mL [RJEEBEHE S, 5 4-46 (153 mg, 0.3 mmol) Y DMF (2 mL){& £tk vchn A
HATU (137 mg, 0.36 mmol). DIPEA (0.1 mL, 0.6 mmol) 1 1-N-Boc-3-1Y T g #R#E: (67
mg, 0.33 mmol), 585, FRBHRM, WM SERE, MAKEFEK, B, o
T8, MEDFRER(CH2CL/MeOH = 10:1), Jo/AKMBEN T, wERIEM @ISk, 598 Hix
A 4K 4-66 (19 (BE 14, 120 mg, 59%). 'H NMR (500 MHz, DMSO-ds) & 8.29 (d, J = 2.1
Hz, 1H), 7.60 (d, J = 9.2 Hz, 1H), 7.48 (s, 1H), 7.28 — 7.25 (m, 2H), 7.18 — 7.14 (m, 3H),
7.03 — 6.99 (m, 4H), 6.46 (d, J = 8.9 Hz, 2H), 5.61 — 5.59 (m, 1H), 4.28 — 4.23 (m, 1H), 4.14
(d, J= 5.8 Hz, 2H), 3.72 — 3.68 (m, 1H), 3.63 — 3.60 (m, 4H), 3.40 (s, 2H), 3.19 — 3.17 (m,
3H), 3.16 — 3.12 (m, 4H), 1.90 (d, J=10.9 Hz, 2H), 1.76 (d, J = 12.3 Hz, 2H), 1.37 (s, 9H),
1.32 —1.27 (m, 2H), 1.13 — 1.06 (m, 2H). MS (ESI) for C39H4NsO4 [M+H]", calcd: 693 .4,
found: 692.8.

B2 AEY 2le-4-79 KB &
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OYL@ -
HN“'ON\Q\N /Q{(N@O
A, e

CN
B TR ) 1 PR f.
"H NMR (600 MHz, DMSO-de) & 11.07 (s, 1H), 8.29 (d, J= 2.2 Hz, 1H), 7.66 (d, J = 8.3
Hz, 1H), 7.60 (d, J = 8.2 Hz, 1H), 7.51 — 7.44 (m, 1H), 7.28 — 7.26 (m, 2H), 7.19 — 7.15 (m,
5 3H), 7.05—7.01 (m, 4H), 6.84 (d, J= 1.8 Hz, 1H), 6.70 (dd, J = 8.4, 2.0 Hz, 1H), 6.47 (d, J
=8.9 Hz, 1H), 5.58 (t, J= 5.5 Hz, 1H), 5.06 (dd, J = 12.8, 5.4 Hz, 1H), 4.28 — 4.25 (m, 3H),
4.18 — 4.15 (m, 4H), 4.00 — 3.97 (m, 1H), 3.65 (s, 2H), 3.49 (s, 3H), 3.22 (m, 4H), 2.91 —
2.84 (m, 1H), 2.59 — 2.53 (m, 2H), 2.03 — 2.00 (m, 1H), 1.91 (d, 7= 10.3 Hz, 2H), 1.77 (d, J
= 10.6 Hz, 2H), 1.31 (m, 2H), 1.10 (m, 2H). '*C NMR (151 MHz, DMSO) § 172.80, 170.10,
10 169.35, 167.43, 167.15, 159.24, 156.77, 154.98, 153.10, 149.92, 141.30, 133.80, 131.60,
128.76, 128.03, 126.71, 126.25, 124.83, 119.12, 117.24, 115.97, 114.30, 104.56, 94.00,
53.63, 52.92, 48.72, 48.07, 47.75, 44.42, 43.48, 41.30, 31.30, 31.21, 30.98, 30.20, 22.19,
14.09. HRMS (ESI) for C47HaoN190Os [M+H]", calcd: 849.3831, found: 849.3839.

Zlc-4-79

15 SRR 3: B zlc-4-91 &
-~ e ©” p poeditel @T\@
I —1> H’;oc 4-64 HN O ©\ —>HN U4;Q @ wsr
HI‘Q\G OTH\/Q FO?Z)N%N)H:O OY.ﬁQ
CHon N o

v 2,00
5 N/" K/N\O 6 N N
D 4-88 N.

LN
Boc \O 0
N NH
N Zlc-4-91 N{):o
F
e

BB PR 4-64 BIHIS
H
N
HITJ“'O/ \©\Br

Boc

4-64
BAL GV IR DR (5.0 g, 17.7 mmol). N-BOC-JX X -1.4-FFC i (3.2 g, 14.7

20 mmol). Pdy(dba)i(1.37 g, 1.5 mmol). Xantphos (1.7 g, 2.94 mmol) H tert-ButONa(2.8 g,
29.4 mmol)iR &V T 150 mL H 2R, MG E # = e H KMV IHAZE 100 T kMt
W OG5 fo P e L v SO, IR e R R AR [ R . 2 FE R BT A4S B ARAL
EW 4-64(FT (AR 3.9 g, FEE 72%). 'H NMR (500 MHz, DMSO-de) 8 7.16 — 7.13 (m,
2H), 6.79 (d, J=7.9 Hz, 1H), 6.49 (dd, J= 8.9, 2.0 Hz, 2H), 5.63 (d, J = 8.0 Hz, 1H), 3.21 —

25 3.19 (m, 1H), 3.06 — 3.03 (m, 1H), 1.93 (d, J = 12.6 Hz, 2H), 1.77 (d, J = 12.5 Hz, 2H), 1.28
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—1.21 (m, 1H), 1.16 — 1.11 (m, 2H).
S 2. PEMEK 4-68 %

H
OY"‘M@

of
HN™ Br

Boc 4-68
B A A 4-64(3.9 g, 10.6 mmol)iE T+ 4 mL DMF 1, hiAN'FEREENR4.2 g, 31.7
mmol), DIPEA(1.59 g, 12.3 mmol), 95°C X 5h. JETHH, HEHEHRNLEY 4-
68(FE LlE 1A 3.7 g, "% 69%). 'H NMR (500 MHz, DMSO-ds) & 7.64 — 7.62 (m, 2H),
7.27 —7.25 (m, 2H), 7.19 — 7.15 (m, 3H), 7.12 — 7.10 (m, 2H), 6.69 (d, J = 7.9 Hz, 1H), 6.01
(t,J=6.1 Hz, 1H), 4.24 — 4.16 (m, 1H), 4.13 (d, J = 6.1 Hz, 2H), 2.94 (m, 1H), 1.72 (d, J =
11.7 Hz, 4H), 1.34 (s, 9H), 1.24 — 1.21 (m, 2H), 1.03 — 0.96 (d, J = 12.1 Hz, 2H).
BE3: Rk 4-69 BIHIS
1

o)
Y
o
HoNY Br

4-69

B Ak 4-68(3.7 g, 7.3 mmol)iET 5 mL DCM 1, JIA 2.5 mL =% 4L BEZ(TFA).
M#E 55°C ML 6 h 5, R IETIAER, HENE BREY 4-69(8 (LK 2.5 g,
FE 70%). 'H NMR (500 MHz, DMSO-ds) 8 7.65 — 7.63 (m, 2H), 7.28 — 7.25 (m, 2H),
7.19 — 7.11 (m, 5H), 6.04 (m, 1H), 4.23 — 4.18 (m, 1H), 4.12 (d, J = 5.3 Hz, 2H), 2.79 (m,
1H), 1.89 (d, J=12.8 Hz, 2H), 1.79 (d, J = 12.2 Hz, 2H), 1.38 (m, 2H), 1.09 — 1.01 (m, 2H).

BB 4. Pk 4-87 &

e

T
H O/ Br

NY
N 4-87
o)

CN

BALEY) 4-69(2.5 g, 5.1 mmol)iE T 15 mL DMF i, I 5-FFE-2-F ML E (744 mg,
6.1 mol), Cs,CO3(2.0 g, 6.1 mol), WA ZE TIHHE 15 min J5TF 2 60 °CR . 40
min. NG RERUEETE AL, HETAAR B EY 4-87(H B FEfE, 1.9g, %
70%). 'H NMR (500 MHz, DMSO-dc) 6 8.30 (d, J = 2.2 Hz, 1H), 7.65 — 7.60 (m, 3H), 7.48
(d, J=6.5 Hz, 1H), 7.29 — 7.26 (m, 2H), 7.19 — 7.13 (m, 5H), 6.47 (d, J = 8.9 Hz, 1H), 6.03
(t,J=5.9 Hz, 1H), 4.30 — 4.23 (m, 1H), 4.14 (d, J = 6.0 Hz, 2H), 3.51 (s, 1H), 1.91 (d, J =
11.0 Hz, 1H), 1.78 (d, J = 11.4 Hz, 2H), 1.31 (m, 2H), 1.10 (m, 2H).

IR S: HiEk 4-88 (1] &
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OYNQ
HN“'O/ O\Nﬁ
N7 A
Q 4-88 O

eN
25 mL S 3T ARSI A 4-87 (1.51g .3 mmol). 4-WRWE-1-FERBE-1-FR IR
AT fE(986 mg, 3.6 mmol). Pda(dba)3(274 mg, 0.3 mmol). Xantphos (347 mg, 0.6 mmol)
A tert-ButONa(576 g, 6 mmol), ®AE#H: =V, MHFZRG mL), FiRZE 110 &, KN
5 . ERETEE LN, BEKRS, HENAE HIREY 4-88CE LlE A, 1.27 g,
61%). '"H NMR (500 MHz, DMSO-ds) § 8.29 (d, J= 1.7 Hz, 1H), 7.60 (d, J = 8.5 Hz, 1H),
7.48 (s, 1H), 7.28 — 7.25 (m, 2H), 7.18 — 7.14 (m, 3H), 7.00 — 6.95 (m, 5H), 6.46 (d, J=9.0
Hz, 1H), 5.59 (s, 1H), 4.28 — 4.23 (m, 1H), 4.14 (d, /= 5.9 Hz, 2H), 3.95 (s, 2H), 3.16 (s,
4H), 2.73 (s, 1H), 2.61 (s, 4H), 2.40 — 2.37 (m, 1H), 1.90 (d, J = 10.8 Hz, 2H), 1.77 (m, 4H),
10 1.39(s, 9H), 1.33 — 1.23 (m, 6H), 1.13 — 1.05 (m, 2H).
P e: EY 7le-4-91 K%

“Boc

OQT/NH
0,00,

Zlc-4-91

s
5.
g;zfo

B RTT S SR 1 2
'"H NMR (600 MHz, DMSO-ds) § 11.11 (s, 1H), 8.29 (d, J=2.2 Hz, 1H), 7.71 (d, J =
15 11.4Hz, 1H), 7.59 (d, J= 8.4 Hz, 1H), 7.45 (m, 2H), 7.28 — 7.25 (m, 2H), 7.18 — 7.15 (m,
3H), 7.01 — 6.96 (m, 4H), 6.46 (d, J= 8.9 Hz, 1H), 5.57 (m, 1H), 5.11 (dd, J=12.9, 5.4 Hz,
2H), 4.28 —4.26 (m, 1H), 4.15 (d, J= 5.7 Hz, 2H), 3.67 (d, J=11.5 Hz, 2H), 3.49 (s, 1H),
3.19 (s, 4H), 2.93 — 2.86 (m, 3H), 2.66 (s, 4H), 2.61 — 2.58 (m, 1H), 2.54 —2.52 (d, J=13.2
Hz, 1H), 2.49 — 2.44 (d, J=15.7 Hz, 1H), 2.04 — 2.02 (m, 1H), 1.93 — 1.90 (m, 4H), 1.76 (d,
20  J=10.4Hz, 2H), 1.62 — 1.57 (m, 2H), 1.33 — 1.27 (m, 2H), 1.13 — 1.07 (d, 2H). "*C NMR
(151 MHz, DMSO) § 172.76, 169.91, 166.69, 166.21, 159.25, 158.09, 156.81, 156.41,
153.09, 150.15, 145.47, 141.34, 131.50, 128.77, 128.14, 128.01, 126.69, 126.22, 122.98,
119.11, 115.29, 113.72, 112.00, 111.83, 93.99, 59.76, 52.92, 49.33, 49.05, 48.77, 48.02,
43.48, 31.31, 30.96, 30.20, 27.88, 22.09, 14.09. HRMS (ESI) for C4sHs52N19Os [M+H]",
25  caled: 867.4101, found: 867.4104.

SEREE) 4: ALEW zle-4-93 HIHI &
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Oy NH
Y

NC = N
sNoasi
K/N\G o 0
2lc-4-93 NW@féN%L_N)HZO
o]
ERITEZH L) 1.

'H NMR (600 MHz, DMSO-de) & 11.08 (s, 1H), 8.29 (d, J=2.2 Hz, 1H), 7.66 (d, J =
8.5 Hz, 1H), 7.60 (d, J = 8.2 Hz, 1H), 7.47 (s, I H), 7.33 (s, 1H), 7.27 — 7.25 (m, 3H), 7.18 —
5 7.15 (m, 3H), 7.00 — 6.95 (m, 4H), 6.46 (d, J = 8.9 Hz, 1H), 5.58 — 5.56 (m, 1H), 5.08 — 5.05
(dd, J=12.8, 5.5 Hz, 1H), 4.28 — 4.23 (m, 1H), 4.14 (d, J = 5.8 Hz, 2H), 4.09 (d, J= 12.5
Hz, 2H), 3.48 (s, 1H), 3.17 (s, 4H), 3.01 — 2.97 (m, 2H), 2.91 — 2.85 (m, 1H), 2.63 (s, 4H),
2.60 — 2.50 (m, 4H), 2.03 — 2.00 (m, 1H), 1.90 (d, /= 10.3 Hz, 4H), 1.76 (d, J = 10.5 Hz,
2H), 1.51 — 1.46 (m, 2H), 1.33 — 1.27 (m, 2H), 1.12 — 1.06 (m, 2H). 3C NMR (151 MHz,

10 DMSO0) 5 172.81, 170.11, 167.61, 166.96, 159.24, 156.80, 154.75, 153.09, 150.14, 141.34,
134.04, 131.49, 128.14, 128.01, 126.69, 126.22, 125.01, 119.12, 117.70, 115.30, 107.82,
93.98, 59.76, 52.90, 48.74, 48.00, 46.61, 43.47, 31.30, 30.98, 30.19, 27.21, 22.19, 14.09.
HRMS (ESI) for C4sHssN10Os [M+H]", caled: 849.4195, found: 849.4199.

15 e 5. LB zle-5-6 HIH) &

OYNH 00
NTTN Oﬁ,\,/@;z&

zle-5-6

HRRITVESF L 1.

20 "H NMR (500 MHz, DMSO-ds) § 11.07 (s, 1H), 8.29 (d, J=2.2 Hz, 1H), 7.64 (d, J =
8.3 Hz, 1H), 7.60 (d, J=10.2 Hz, 1H), 7.47 (d, J= 7.0 Hz, 1H), 7.28 — 7.25 (m, 2H), 7.18 —
7.15 (m, 3H), 7.02 — 6.97 (m, 4H), 6.78 (d, /= 1.5 Hz, 1H), 6.65 (dd, /= 8.4, 1.7 Hz, 1H),
6.47 (d, J= 8.8 Hz, 1H), 5.58 (m, 1H), 5.07 — 5.03 (m, 1H), 4.29 — 4.24 (m, 1H), 4.17 — 4.14
(m, 4H), 3.73 — 3.70 (m, 2H), 3.50 (s, 1H), 3.50-3.46 (m, 1H),3.19 (s, 4H), 3.05 (s, 1H), 2.90

25 —2.84 (m, 1H), 2.66 (d, J= 5.4 Hz, 2H), 2.60 — 2.54 (m, 6H), 2.02 — 2.00 (m, 1H), 1.91 (d, J
=9.7 Hz, 2H), 1.77 (d, J = 10.2 Hz, 2H), 1.33 — 1.26 (m, 2H), 1.13 — 1.06 (m, 2H). '3C NMR
(151 MHz, DMSO) § 172.80, 170.11, 167.49, 167.18, 159.24, 156.80, 155.19, 153.10,
150.12, 141.34, 133.82, 131.50, 128.22, 128.02, 126.69, 126.23, 124.80, 119.12, 116.68,
115.42, 114.06, 104.35,93.98, 61.76, 55.75, 52.85, 48.70, 47.63, 43.46, 31.30, 30.98, 30.20,

30 27.00,22.21. HRMS (ESI) for C47Hs;N;9Os [M+H]", calcd: 835.4038, found: 835.4043.
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SR 6: WA zle-5-11 HIH&

OYNH
.
NTONY O
M
N 0 0
K/N NH
N o
zle-5-11

o]

HR LS I 1.

'"H NMR (500 MHz, DMSO-ds) § 11.09 (s, 1H), 8.31 — 8.28 (m, 1H), 7.68 (d, /= 8.7
Hz, 1H), 7.60 (d, J = 8.8 Hz, 1H), 7.49 (s, 1H), 7.34 (s, 1H), 7.28 — 7.25 (m, 3H), 7.18 — 7.15
(m, 3H), 6.99 (m, 4H), 6.46 (d, J= 8.8 Hz, 1H), 5.59 — 5.57 (m, 1H), 5.07 (dd, J= 12.8, 5.4
Hz, 1H), 4.28 — 4.14 (m, 1H), 4.14 (d, J = 5.6 Hz, 2H), 3.79 (d, J = 9.4 Hz, 2H), 3.44 (m,
4H), 2.92 — 2.85 (m, 1H), 2.75 — 2.70 (m, 2H), 2.65 (m, 4H), 2.60 — 2.56 (m, 2H), 2.41 —
2.36 (m, 1H), 2.03 — 2.00 (m, 1H), 1.91 (s, 4H), 1.76 (d, J = 11.0 Hz, 2H), 1.53 — 1.51 (m,
2H), 1.33 — 1.25 (m, 2H), 1.13 — 1.06 (m, 2H). '3C NMR (126 MHz, DMSO) § 172.87,
170.14, 167.60, 167.02, 159.26, 156.85, 153.14, 150.15, 141.36, 133.87, 131.53, 128.06,
127.91, 126.71, 126.27, 124.94, 119.17, 115.82, 94.00, 59.81, 52.91, 48.79, 48.42, 47.47,
43.49,31.34,31.01, 30.24, 22.21, 14.13. HRMS (ESI) for C4sHs3N 005 [M+H]", caled:
849.4195, found: 849.4192.

SEHEE 7. B z1e-5-15 HIHI&

X

o) NH

N

&N@ oo
2l6-5-15 "\@QN{N}H:O
ERITIEZ S 1.

"H NMR (500 MHz, DMSO-ds) § 11.09 (s, 1H), 8.29 (d, J= 2.3 Hz, 1H), 7.66 (d, J =
8.2 Hz, 1H), 7.60 (d, J= 8.9 Hz, 1H), 7.49 (s, 1H), 7.28 — 7.25 (m, 2H), 7.18 — 7.15 (m, 3H),
7.03 — 6.98 (m, 4H), 6.82 (s, 1H), 6.67 (d, J= 8.4 Hz, 1H), 6.46 (d, /= 8.9 Hz, 1H), 5.62 —
5.60 (m, 1H), 5.08 — 5.04 (m, 1H), 4.28 — 4.23 (m, 1H), 4.14 (d, /= 5.2 Hz, 4H), 3.92 (s,
2H), 3.39 (s, 1H), 3.23 (s, 4H), 2.91 — 2.84 (m, 1H), 2.64 — 2.51 (m, 6H), 2.02 — 2.01 (m,
1H), 1.90 (d, J=11.6 Hz, 2H), 1.77 — 1.75 (m, 2H), 1.35 - 1.22 (m, 3H), 1.17 — 1.05 (m,
2H). 3C NMR (126 MHz, DMSO) § 172.87, 170.17, 167.51, 167.20, 159.26, 156.83, 154.94,
153.14, 150.06, 141.37, 133.86, 131.57, 128.05, 126.72, 126.27, 124.91, 119.17, 116.92,
115.45, 114.27, 104.56, 94.00, 55.06, 54.19, 52.91, 49.16, 48.74, 47.40, 43.49, 31.33, 31.01,
30.23, 22.23, 14.13. HRMS (ESI) for C4¢H4oN190Os [M+H]", calcd: 821.3882, found:
821.3884.
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SR 8: WA zle-5-20 HIH&

Q

/
NC 3 NH

HIRATEZH LG 1.

'H NMR (500 MHz, DMSO-d¢) 5 11.08 (s, 1H), 8.29 (d, J= 1.8 Hz, 1H), 7.65 (d, J =
8.4 Hz, 1H), 7.60 (d, J= 8.6 Hz, 1H), 7.48 (d, J = 5.9 Hz, 1H), 7.28 — 7.25 (m, 2H), 7.19 —
7.15 (m, 3H), 7.01 — 6.98 (m, S5H), 6.86 (d, J = 8.6 Hz, 1H), 6.47 (d, J= 8.9 Hz, 1H), 5.59 (t,
J=5.7MHz, 1H), 5.06 (dd, J = 12.8, 5.3 Hz, 1H), 4.29 — 4.23 (m, 1H), 4.15 (d, J = 5.7 Iz,
2H), 3.75 — 3.72 (m, 1H), 3.61 — 3.58 (m, 1H), 3.50 — 3.38 (m, 2H), 3.29 — 3.22 (m, 5H),
3.05 —2.98 (m, 1H), 2.91 — 2.85 (m, 1H), 2.69 — 2.61 (m, 4H), 2.61 — 2.52 (m, 2H), 2.31 —
2.27 (m, 1H), 2.02 — 2.00 (m, 1H), 1.91 — 1.89 (m, 3H), 1.77 (d, J = 10.5 Hz, 2H), 1.33 —
1.27 (m, 2H), 1.13 — 1.06 (m, 2H). '3C NMR (126 MHz, DMSO) § 172.89, 170.22, 167.75,
167.29, 159.27, 156.85, 153.15, 151.81, 150.13, 141.38, 134.04, 131.56, 128.29, 126.72,
126.27, 124.96, 119.18, 115.80, 115.48, 115.25, 105.63, 94.01, 63.55, 52.92, 52.03, 51.35,
48.71, 47.64, 47.05, 43.50, 31.34, 31.03, 30.24, 28.89, 22.29. HRMS (ESI) for C47HsiN 1905
[M+H]", caled: 835.4038, found: 835.4036.

zI¢-5-20

KHE] 9: AEY zle-5-31 KM%

“CL, O’\@Lm@@i{f

zle-5-31

A TS SE ) 1.

'H NMR (500 MHz, DMSO-dq) § 11.10 (s, 1H), 8.30 (d, J= 1.8 Hz, 1H), 7.67 (d, J =
8.5 Hz, 1H), 7.60 (d, J = 8.5 Hz, 1H), 7.54 — 7.46 (m, 1H), 7.34 (s, 1H), 7.28 — 7.24 (m, 3H),
7.19 — 7.15 (m, 3H), 7.05 — 7.00 (m, 4H), 6.47 (d, J= 8.9 Hz, 1H), 5.60 — 5.59 (m, 1H), 5.07
(dd, J=12.8, 5.3 Hz, 1H), 4.29 — 4.24 (m, 1H), 4.15 (d, J = 5.5 Hz, 2H), 4.08 (d, J = 12.6
Hz, 2H), 3.71 (s, 2H), 3.61 (s, 2H), 3.49 (s, 1H), 3.23 (s, 2H), 3.17 (s, 2H), 3.11 — 3.02 (m,
3H), 2.92 — 2.85 (m, 1H), 2.60 — 2.54 (m, 2H), 2.03 — 2.00 (m, 1H), 1.90 (d, J = 10.5 Hz,
2H), 1.78 — 1.73 (m, 4H), 1.67 — 1.60 (m, 2H), 1.33 — 1.27 (m, 2H), 1.13 — 1.06 (m, 2H). 13C
NMR (151 MHz, DMSO) & 172.81, 172.34, 170.10, 167.60, 166.96, 159.24, 156.77, 154.82,
153.09, 149.92, 141.30, 134.05, 131.60, 128.70, 128.02, 126.70, 126.24, 125.03, 119.11,
117.64, 115.88, 107.85, 93.99, 52.92, 48.73, 48.41, 47.84, 46.72, 44.62, 43.48, 41.07, 36.80,
31.30, 30.98, 30.20, 27.42, 22.19, 14.09. HRMS (ESI) for C4oHs3N 1006 [M+H]", calcd:
877.4144, found: 877.4139.
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SEEB 10: LAY z1e-5-103 HIH) &

OYNH
O,

N 0 0

QNO%«N{N)H:O

e}
zlc-5-103

E SR 1.
'"H NMR (600 MHz, DMSO-ds) & 11.08 (s, 1H), 8.30 — 8.28 (m, 1H), 7.68 (d, /= 8.5
5  Hz, 1H), 7.60 (d, J = 8.6 Hz, 1H), 7.47 (s, 1H), 7.36 (s, 1H), 7.28 — 7.25 (m, 3H), 7.18 — 7.15
(m, 3H), 6.97 (d, J = 8.6 Hz, 2H), 6.49 (d, J = 8.7 Hz, 2H), 6.46 (d, J= 9.0 Hz, 1H), 5.51 (,
J=5.7Hz, 1H), 5.07 (dd, J=12.8, 5.4 Hz, 1H), 4.28 — 4.24 (m, 1H), 4.15 (d, J= 5.9 Hz,
2H), 3.98 (t, J= 7.1 Hz, 2H), 3.70 — 3.68 (m, 2H), 3.50 — 3.42 (m, 5H), 3.38 — 3.37 (m, 2H),
2.91 - 2.85 (m, 1H), 2.60 — 2.52 (m, 3H), 2.02 — 2.00 (m, 1H), 1.90 (d, J= 10.2 Hz, 2H),

10 1.76 (d, J=10.6 Hz, 2H), 1.33 — 1.23 (m, 4H), 1.12 — 1.06 (m, 2H). *C NMR (151 MHz,
DMSO) § 173.28, 170.55, 168.03, 167.45, 159.72, 157.38, 155.70, 153.58, 151.37, 141.79,
134.31, 131.92, 128.50, 127.19, 127.15, 126.71, 125.37, 119.59, 118.93, 118.37, 112.19,
108.49, 94.46, 56.10, 54.60, 53.37, 49.25, 49.10, 47.17, 43.94, 31.78, 31.45, 30.67, 22.65.
HRMS (ESI) for C4sHaoN100s [M+H]*, caled: 821.3882, found: 821.3884.

15

SeREBl 11: &Y zle-5-104 1) 4%

OYNH s

zle-5-104
HRRITESF L0 1.
'H NMR (600 MHz, DMSO-de) 3 11.07 (s, 1H), 8.29 (d, J= 2.3 Hz, 1H), 7.63 (d, J =
20 8.5 Hz, 1H), 7.60 (d, J= 8.3 Hz, 1H), 7.48 (s, 1H), 7.28 — 7.25 (m, 3H), 7.21 — 7.15 (m, 4H),
6.97 (d, J = 8.5 Hz, 2H), 6.67 (d, J = 8.4 Hz, 2H), 6.47 (d, J = 8.9 Hz, 1H), 5.53 (s, 1H), 5.05
(dd, J=12.8, 5.5 Hz, 1H), 4.29 — 4.25 (m, 1H), 4.15 (d, J = 5.8 Hz, 2H), 4.02 (d, J = 12.3
Hz, 2H), 3.41 (m, 3H), 3.10 (m, 2H), 2.96 — 2.84 (m, 5H), 2.59 — 2.53 (m, 4H), 2.43 (s, 1H),
2.28 —2.23 (m, 2H), 2.01 — 1.97 (m, 2H), 1.91 — 1.90 (m, 2H), 1.79 — 1.75 (m, 5H), 1.31 —
25 1.27 (m, 2H), 1.24 — 1.23 (m, 2H), 1.13 — 1.09 (m, 2H). HRMS (EST) for Cs1Hs7N100s
[M+H]", calcd: 889.4508, found: 889.4515.

SEHEB) 12: ALEY 71e-5-105 K&

40
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O NH

O 0
ROV ORS! bl
™ K N o]
N o]

zle-5-105
H IR ES TR 1,
'H NMR (600 MHz, DMSO-de) & 11.08 (s, 1H), 8.29 (d, J=2.3 Hz, 1H), 7.64 (d, J =
8.6 Hz, 1H), 7.60 (d, J = 8.0 Hz, 1H), 7.48 (s, 1H), 7.29 — 7.25 (m, 3H), 7.21 (dd, J= 8.7, 2.1
5 gz, 1H), 7.18 — 7.14 (m, 3H), 6.95 (d, J = 8.6 Hz, 2H), 6.47 — 6.44 (m, 3H), 5.47 (t, J= 5.5
Hz, 1H), 5.06 (dd, J = 12.8, 5.5 Hz, 1), 4.27 — 4.23 (m, 11), 4.14 (d, J = 5.9 Hz, 2), 4.01
(d, J=12.9 Hz, 2H), 3.90 (s, 4H), 3.30 (s, 4H),2.95 — 2.91 (m, 2H), 2.91 — 2.85 (m, 1H),
2.60 — 2.52 (m, 2H), 2.27 (s, 1H), 2.02 — 2.00 (m, 1H), 1.90 (d, J= 12.1 Hz, 2H), 1.75 (d, J =
11.8 Hz, 4H), 1.30 — 1.24 (m, 4H), 1.17 — 1.11 (m, 2H), 1.08 — 1.06 (m, 2H)."*C NMR (151
10 MHz, DMSO) § 173.29, 170.59, 168.11, 167.43, 159.71, 157.35, 155.40, 153.57, 151.12,
141.74, 134.52, 131.89, 128.51, 125.49, 119.59, 118.02, 117.81, 112.31, 108.16, 94.46,
70.25, 64.88, 62.14, 53.35, 49.20, 47.71, 43.94, 34.71, 31.77, 31.45, 30.65, 29.90, 22.66.
HRMS (EST) for CsoHssN10s [M+H]*, caled: 875.4351, found: 875.4354.

15 SRR 13: ALEY zle-5-106 HIHI%

NCCN . /@
\ ,\?»NH
HN"'O‘ N
N
N
@N\Gq@if@
N o}
2Ic-5-106 o
R TT S I 1.
'H NMR (600 MHz, DMSO-ds) § 11.07 (s, 1H), 8.29 (d, J=2.2 Hz, 1H), 7.64 (d, J =
8.4 Hz, 1H), 7.60 (d, J=8.7 Hz, 1H), 7.48 (s, 1H), 7.28 — 7.25 (m, 2H), 7.18 — 7.15 (m, 3H),
20 7.02-6.97 (m, 4H), 6.90 (d, J= 1.8 Hz, 1H), 6.81 (dd, /= 8.6, 2.1 Hz, 1H), 6.47 (d, /=89
Hz, 1H), 5.57 (t, J= 5.6 Hz, 1H), 5.05 (dd, J=12.7, 5.5 Hz, 1H), 4.28 — 4.23 (m, 1H), 4.15
(d, J=5.9 Hz, 2H), 3.59 — 3.57 (m, 1H), 3.52 — 3.49 (m, 2H), 3.43 — 3.37 (m, 2H), 3.21 (s,
4H), 3.17 - 3.14 (m, 1H), 2.91 — 2.85 (m, 1H), 2.68 — 2.63 (m, 1H), 2.59 — 2.56 (m, 5H),
2.41(d, J=6.9 Hz, 2H), 2.18 — 2.14 (m, 1H), 2.02 — 1.99 (m, 1H), 1.90 (d, /= 10.4 Hz, 2H),
25 1.81 -1.76 (m, 3H), 1.31 — 1.27 (m, 2H), 1.13 — 1.07 (m, 2H). *C NMR (151 MHz, DMSO)
5 173.29, 170.63, 168.20, 167.71, 159.72, 157.29, 153.57, 152.35, 150.61, 141.80, 134.49,
131.98, 128.50, 127.16, 126.71, 125.44, 119.59, 115.96, 115.84, 115.73, 105.93, 94.46,
61.37, 53.56, 53.39, 52.68, 49.15, 48.14, 47.69, 43.94, 35.99, 31.78, 31.47, 30.67, 29.74,
22.73. HRMS (ESI) for C4sHs3N19Os [M+H]", calcd: 849.4195, found: 849.4200.
30
LHB) 14: HEY zle-6-1 K%
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ek
N o]
Zlg-6-1 Y

HRITEZHE L) 1.

'"H NMR (600 MHz, DMSO-ds) 5 11.06 (s, 1H), 8.29 (d, J=2.2 Hz, 1H), 7.64 (d, J =
8.4 Hz, 1H), 7.60 (d, J = 8.5 Hz, 1H), 7.48 (s, 1H), 7.28 — 7.25 (m, 2H), 7.18 — 7.15 (m, 3H),
7.02 - 6.97 (m, 4H), 6.91 (d, J= 1.7 Hz, 1H), 6.82 (dd, J = 8.6, 2.0 Hz, 1H), 6.47 (d, J = 8.9
Hz, 1H), 5.58 — 5.56 (m, 1H), 5.05 (dd, J=12.7, 5.5 Hz, 1H), 4.28 — 4.24 (m, 1H), 4.15(d, J
= 5.8 Hz, 2H), 3.60 — 3.57 (m, 1H), 3.53 — 3.49 (m, 2H), 3.43 — 3.39 (m, 2H), 3.21 (s, 4H),
3.17 —3.15 (m, 1H), 2.91 — 2.85 (m, 1H), 2.67 — 2.64 (m, 1H), 2.59 — 2.52 (m, 5H), 2.42 (d,
J=17.0 Hz, 2H), 2.18 — 2.15 (m, 1H), 2.02 — 1.96 (m, 1H), 1.90 (d, /= 10.3 Hz, 2H), 1.81 —
1.76 (m, 3H), 1.31 — 1.29 (m, 2H), 1.13 — 1.07 (m, 2H). '*C NMR (151 MHz, DMSO) §
173.29, 170.63, 168.20, 167.71, 159.72, 157.29, 153.58, 152.35, 150.61, 141.80, 134.49,
131.98, 128.50, 127.16, 126.71, 125.45, 119.59, 115.96, 115.84, 115.73, 105.93, 94.46,
61.37, 53.57, 53.39, 52.68, 49.15, 48.14, 47.69, 43.94, 35.99, 31.78, 31.46, 30.67, 29.74,
22.56. HRMS (ESI) for C4sHs3N19Os [M+H]", calcd: 849.4195, found: 849. 4191.

SEHEB) 15: L&Y 71e-6-35 KIH] %

OYNH o o
ReNoL O
OO, O

zlc-6-35

G RITEZ S 1.

'"H NMR (600 MHz, DMSO-d;) § 11.08 (s, 1H), 8.29 (d, J=2.2 Hz, 1H), 7.68 (d, J =
8.5 Hz, 1H), 7.60 (d, J = 8.9 Hz, 1H), 7.47 (s, 1H), 7.36 — 7.34 (m, 1H), 7.28 — 7.25 (m, 3H),
7.18 — 7.14 (m, 3H), 6.95 (d, J= 8.5 Hz, 2H), 6.47 — 6.45 (m, 3H), 5.48 — 5.47 (m, 1H), 5.07
(dd, J=12.8, 5.4 Hz, 1H), 4.27 — 4.23 (m, 1H), 4.14 (d, J= 5.9 Hz, 2H), 3.97 (m, 2H), 3.54
—3.50 (m, 2H), 3.45 (s, 4H), 3.00 — 2.95 (m, 1H), 2.64 (d, J = 7.3 Hz, 2H), 2.61 — 2.57 (m,
2H), 2.54 — 2.52 (m, SH), 2.03 — 1.99 (m, 1H), 1.90 (d, J=10.4 Hz, 2H), 1.75 (d, J=11.6
Hz, 2H), 1.31 — 1.27 (m, 2H), 1.11 — 1.05 (m, 2H). '*C NMR (151 MHz, DMSO) & 172.82,
170.09, 167.57, 166.99, 159.25, 156.92, 155.24, 153.11, 150.90, 141.29, 133.87, 131.44,
128.05, 126.70, 126.49, 124.91, 119.13, 118.35, 117.85, 111.48, 107.93, 94.00, 56.11, 52.87,
52.34, 48.78, 46.88, 43.48, 31.30, 30.98, 30.20, 29.03, 27.22. HRMS (ESI) for C47H51N 005

[M+H]", calcd: 835.4038, found: 835.4045.
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SEHEf 16: B 21e-6-37 HIfhl %

0,00

zle-6-37

HIR T EZH T 1.

'H NMR (600 MHz, DMSO-de) § 11.07 (s, 1H), 8.29 (d, J=2.2 Hz, 1H), 7.64 (d, J =
8.3 Hz, 1), 7.60 (d, J = 7.8 Hz, 1H), 7.47 (s, 1H), 7.28 — 7.25 (m, 2H), 7.18 — 7.14 (m, 3H),
6.99 — 6.94 (m, 4H), 6.79 (s, 1H), 6.65 — 6.63 (dd, J= 8.4, 1.9 Hz, 1H), 6.47 — 6.46 (m, 1H),
5.54 (t, J=5.7 Hz, 1H), 5.05 (dd, J = 12.8, 5.4 Hz, 1H), 4.28 — 4.22 (m, 1H), 4.14 (d, J= 5.9
Hz, 2H), 4.10 (s, 4H), 3.71 (d, J = 12.1 Hz, 2H), 3.36 (m, 2H), 2.90 — 2.84 (m, 1H), 2.67 —
2.63 (m, 2H), 2.59 — 2.56 (m, 1H), 2.56 — 2.52 (m, 2H), 2.48 — 2.46 (m, 2H), 2.02 — 1.98 (m,
IH), 1.90 (d, J= 10.3 Hz, 2H), 1.76 (d, J= 11.9 Hz, 4H), 1.45 — 1.38 (m, 1H), 1.33 — 1.26
(m, 2H), 1.24 — 1.17 (m, 4H), 1.13 — 1.06 (m, 2H). '*C NMR (151 MHz, DMSO) § 173.28,
170.57, 167.96, 167.64, 159.72, 157.30, 155.34, 153.57, 151.04, 141.79, 134.26, 131.92,
128.50, 128.23, 127.15, 126.71, 125.28, 119.59, 117.46, 116.27, 114.92, 105.17, 94.46,
64.77, 61.69, 53.38, 49.19, 48.61, 43.94, 34.69, 31.77, 31.45, 30.67, 22.67. HRMS (ESI) for
CsoHssN19Os [M+H]*, caled: 875.4351, found: 875.4349.

SEHER) 17: B zlc-6-38 FIHI &

"o

Zlc-6-38

ERITES S 1.

'H NMR (600 MHz, DMSO-de) & 11.14 (s, 1H), 8.29 (d, J=2.2 Hz, 1H), 7.92 (d, J =
2.9 Hz, 3H), 7.60 (d, J = 8.9 Hz, 1H), 7.47 (s, 1H), 7.28 — 7.25 (m, 2H), 7.18 — 7.15 (m, 3H),
7.02 - 6.99 (s, 4H), 6.46 (d, J= 8.9 Hz, 1H), 5.57 (t, J = 5.8 Hz, 1H), 5.16 (dd, J= 12.9, 5.4
Hz, 1H), 4.28 — 4.23 (m, 1H), 4.14 (d, J = 6.0 Hz, 2H), 3.68 (s, 2H), 3.39 —3.36 (m, 1H), 3.27
~3.22 (m, 4H), 2.92 —2.86 (m, 1H), 2.72 —2.69(m, 4H), 2.62 — 2.59 (m, 1H), 2.56 —2.53 (m,
1H), 2.08 —2.04 (m, 1H), 1.93 — 1.87 (m, 2H), 1.76 (d, J = 11.4 Hz, 2H), 1.32 — 1.26 (m, 2H),
1.12 —1.06 (m, 2H). 3C NMR (151 MHz, DMSO) & 172.75, 169.76, 166.50, 166.42, 156.80,
153.11, 150.14, 141.33, 137.58, 131.83, 131.52, 130.28, 128.77, 128.32, 128.03, 126.70,
126.24, 125.74, 123.83, 119.13, 115.55, 93.99, 90.49, 83.72, 52.91, 51.46, 49.12, 47.62,
46.75, 43.47, 31.31, 30.92, 30.20, 21.93. HRMS (ESI) for C4sHasNoOs [M+H]", caled:
804.3616, found: 804.3623.

SCHEB) 18: ALEY) zle-6-42 I %
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OYNH o o
Ty

zlc-6-42

BRITES L ST 1.

'H NMR (600 MHz, DMSO-de) & 11.08 (s, 1H), 8.29 (d, J=2.4, 1H), 7.68 (d, /= 8.5
Hz, 1H), 7.60 (d, J = 9.0 Hz, 1H), 7.47 (s, 1H), 7.34 (d, J = 2.2 Hz, 1H), 7.28 — 7.25 (m, 3H),

5 7.18—7.15 (m, 3H), 6.99 — 6.96 (m, 4H), 6.47 (d, J = 8.9 Hz, 1H), 5.55 (t, J = 6.0 Hz, 1H),

5.07 (dd, J=12.8, 5.4 Hz, 1H), 4.28 — 4.23 (m, 1H), 4.15 (d, J= 6.1 Hz, 2H), 3.74 (d, J =
11.8 Hz, 2H), 3.44 (s, 4H), 3.42 — 3.36 (m, 4H), 2.90 — 2.85 (m, 1I1), 2.72 — 2.68 (m, 2H),
2.61 —2.54 (m, 2H), 2.23 (d, J= 7.2 Hz, 2H), 2.03 — 1.99 (m, 1H), 1.90 (d, J= 11.6 Hz, 2H),
1.84 (d, J=12.1 Hz, 2H), 1.77 — 1.72 (m, 3H), 1.31 — 1.28 (m, 2H), 1.25 — 1.20 (m, 4H),

10 1.13-1.07 (m, 2H). 3C NMR (151 MHz, DMSO) § 172.83, 170.10, 167.58, 167.00, 159.26,
156.85, 155.27, 153.11, 150.62, 141.33, 133.87, 131.46, 128.04, 127.74, 126.70, 126.25,
124.92, 119.14, 118.32, 117.78, 115.80, 107.89, 94.00, 63.74, 52.91, 52.76, 48.78, 48.12,
46.96, 43.48, 32.44, 31.32, 30.99, 30.32, 30.21, 22.19. HRMS (ESI) for C49HssN19Os
[M+H]", caled: 863.4351, found: 863.4357.

15

SEHEB 19: LAY 21c-6-101 [FIH) 2%

o G
oy O
ERITESFZ LR 1,

"H NMR (600 MHz, DMSO-ds) § 11.07 (s, 1H), 8.29 (d, J=2.1 Hz, 1H), 7.66 (d, J =

20 8.5 Hz, 1H), 7.60 (d, J= 8.7 Hz, 1H), 7.48 (s, 1H), 7.32 (s, 1H), 7.28 — 7.23 (m, 3H), 7.18 —
7.15 (m, 3H), 6.99 (s, 4H), 6.50 — 6.43 (m, 1H), 5.54 — 5.52 (m, 1H), 5.06 (dd, /=12.8, 5.5
Hz, 1H), 4.28 — 4.24 (m, 1H), 4.15 (d, /= 5.8 Hz, 2H), 3.51 (s, 6H), 3.22 (s, 4H), 2.91 — 2.85
(m, 1H), 2.60 — 2.57 (m, 2H), 2.03 — 1.99 (m, 1H), 1.91 (d, /= 10.6 Hz, 2H), 1.77 (d, J =
10.4 Hz, 2H), 1.63 —1.59 (m, 8H), 1.33 — 1.28 (m, 2H), 1.14 — 1.07 (m, 2H). '3*C NMR (151

25 MHz, DMSO) § 172.83, 170.14, 167.67, 167.00, 159.25, 156.84, 154.97, 153.11, 141.31,
134.04, 131.46, 128.05, 127.66, 126.70, 126.26, 125.00, 119.13, 117.35, 115.47, 107.50,
94.00, 69.79, 52.90, 48.74, 43.48, 42.89, 34.82, 34.12, 31.31, 30.99, 30.21, 29.14, 22.21.
HRMS (ESI) for C4sHs:NoOs [M+H]", calcd: 834.4086, found: 834.4073.

30 LB 20: ALEW zle-6-102 I
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7\

0o
NH NH
9 o
o ’
N
4 R
NC‘QNH 210-6-102

GRTTES S 1.

'"H NMR (600 MHz, DMSO-ds) 5 11.06 (s, 1H), 8.30 (d, J=2.2 Hz, 1H), 7.65 (d, J =
8.4 Hz, 1H), 7.60 (d, J= 8.2 Hz, 1H), 7.48 — 7.45 (m, 1H), 7.28 — 7.26 (m, 2H), 7.19 — 7.15
(m, 3H), 7.02 — 6.99 (m, 4H), 6.96 (s, 1H), 6.83 (dd, J = 8.6, 1.6 Hz, 1H), 6.47 (d, J = 8.9
Hz, 1H), 5.52 (t, J= 5.6 Hz, 1H), 5.07 — 5.04 (m, 1H), 4.29 — 4.24 (m, 1H), 4.15(d, J=5.9
Hz, 2H), 3.53 — 3.50 (m, 2H), 3.37 (m, 4H), 3.24 — 3.21 (m, 1H), 2.91 — 2.85 (m, 1H), 2.61 —
2.52 (m, 4H), 2.02 — 1.98 (m, 1H), 1.97 — 1.95 (m, 2H), 1.91 (d, J=10.7 Hz, 2H), 1.77 (d, J
=10.3 Hz, 2H), 1.73 — 1.66 (m, 4H), 1.33 — 1.27 (m, 2H), 1.13 — 1.07 (m, 2H). '*C NMR
(151 MHz, DMSO) § 172.83, 170.16, 167.74, 167.26, 159.25, 156.82, 153.12, 152.06,
150.42, 141.28, 134.02, 131.48, 128.05, 127.83, 126.70, 126.27, 124.94, 119.13, 115.80,
115.54, 115.22, 105.58, 94.00, 57.28, 52.90, 48.69, 46.32, 45.44, 43.49, 35.02, 34.06, 31.31,
31.00, 30.22, 22.26. HRMS (ESI) for C47Hs5oNoOs [M+H]", caled: 820.3929, found:
820.3933.

SEHB 21: AW 71e-6-103 HIHI%

OYNH
NC. Py N
O QOC
N o]
zle-6-103 b
ERITVESZ SN 1.

'H NMR (600 MHz, DMSO-d) & 11.07 (s, 1H), 8.30 (d, J= 2.2 Hz, 1H), 7.65 (d, J =
8.3 Hz, 1H), 7.60 (d, J= 8.1 Hz, 1H), 7.48 (s, 1 H), 7.28 — 7.26 (m, 2H), 7.19 — 7.15 (m, 3H),
7.06 —7.03 — 6.99 (m, 4H), 6.80 (d, J = 1.8 Hz, 1H), 6.67 (dd, J = 8.4, 2.0 Hz, 1H), 6.47 (d, J
= 8.8 Hz, 1H), 5.56 (t, J= 5.6 Hz, 1H), 5.05 (dd, J= 12.8, 5.5 Hz, 1H), 4.29 — 4.23 (m, 1H),
4.15(d, J= 5.8 Hz, 1H), 3.83 (m, 4H), 3.43 — 3.41 (m, 2H), 3.22 (m, 3H), 2.91 — 2.85 (m,
1H), 2.59 — 2.53 (m, 2H), 2.02 — 1.89 (m, 1H), 1.91 — 1.89 (m, 6H), 1.77 (d, J=10.1 Hz,
2H), 1.33 — 1.27 (m, 2H), 1.13 — 1.07 (m, 2H). '*C NMR (151 MHz, DMSO) § 172.83,
170.12, 167.53, 167.21, 159.26, 156.83, 155.20, 153.12, 150.21, 141.33, 133.86, 131.53,
128.04, 126.71, 126.26, 124.87, 122.51, 119.14, 116.69, 115.95, 114.18, 104.42, 94.00,
60.78,52.92,48.73,45.32, 43.49, 34.65, 34.21, 31.32, 30.99, 30.21, 22.23, 20.45. HRMS
(ESI) for C46HasNoOs [M+H]", calcd: 806.3773, found: 806.3767.

SRRl 22: ALEW zle-7-36 I
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0. NH
Y O 0
RONOA SN be e
X . N o]
N NY N
g A0
Zlc-7-36

H TS S 1.

'H NMR (600 MHz, DMSO-de) & 11.08 (s, 1H), 8.29 (d, J=2.2 Hz, 1H), 7.60 — 7.58
(m, 2H), 7.51 — 7.44 (m, 1H), 7.29 — 7.25 (m, 2H), 7.18 — 7.15 (m, 3H), 7.01 — 6.97 (m, 4H),
6.91 (d, J= 7.6 Hz, 1H), 6.46 (d, J = 8.9 Hz, 1H), 5.57 (t, J= 5.6 Hz, 111), 5.06 (dd, J = 12.9,
5.4 Hz, 1H), 4.30 — 4.24 (m, 3H), 4.15 (d, J = 5.8 Hz, 2H), 3.87 — 3.85 (m, 2H), 3.53 — 3.44
(m, 1H), 3.19 (s, 4H), 3.04 — 3000 (m, 1H), 2.90 — 2.84 (m, 1H), 2.67 (d, J = 6.8 Hz, 2H),
2.61 —2.51 (m, 6H), 2.03 — 1.99 (m, 1H), 1.90 (d, J= 10.5 Hz, 2H), 1.76 (d, J = 10.6 Hz,
2H), 1.31 — 1.27 (m, 2H), 1.12 — 1.07 (m, 2H). 3C NMR (151 MHz, DMSO) § 172.80,
170.02, 166.84, 166.43, 159.26, 156.83, 154.43, 153.11, 152.79, 144.21, 144.13, 141.34,
131.52, 129.38, 128.23, 128.04, 126.70, 119.14, 118.30, 115.43, 111.33, 111.19, 107.95,
94.00, 61.57, 57.75, 52.93, 52.83, 48.94, 47.64, 43.48, 31.32, 30.97, 30.21, 27.85, 22.17,
22.08, 13.99. HRMS (ESI) for C47Hs0FN 1005 [M+H]", calcd: 853.3944, found: 853.3956.

SR 23: 3-FEE-1-(4-Q2-(2-(2,6- —FHRIRNE-3-28)-1,3- ~F AR 5| Wk-4-58) S 3) 2Bk
T IRIE-1-F8) K F)-1-((1r, 4r)-4-(FERIK-2-FE & 3 ) 3R © L) IR (YIZ9069)

d N%N 8 NG e N%N K/Nj(\o o o

@) ©/H vizeoss  © @E(«N {“‘/’LO

(o)

BB 1 4-(4-(((Ar,4r)-4-FHEFHF 3R F) R E) IR B-1-R BT ERAGEY 3)1H

%
HoN™ , ’\|‘\/N\Boc
KR (31 g, 146 mmol). KaVIF O t-1,4- % 2(29.3 g, 256.4 mmol). 4-(4-J%
HRIEWREE-1- BT S 1(25 g, 73.26 mmol). Cul (1.39 g 7.3 mmol) #l D-iE R
(843 mg, 7.3 mmol) AT 7K DMSO (500 mL) F. RF¥KFEEFESEF, BH
=K. R RIREYITE 100°CHI AR 10 NS, AR LI TE, HZBR
PR IBE 2-3 . PR ZE R 8GRl iR AR Ak, JBIHMREY 12g, RKRAE
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[ (77 % 44%). 'H NMR (400 MHz, DMSO-ds) § 6.74 (d, J = 8.8 Hz, 2H), 6.49 (d, J =
8.9 Hz, 2H), 4.88 (d, J= 8.2 Hz, 1H), 3.42 (t, J= 5.1 Hz, 4H), 3.03 (s, 1H), 2.83 (t, J= 5.1
Hz, 4H), 2.76 (s, 1H), 1.95 (d, J = 12.8 Hz, 21), 1.85 (d, J = 12.4 Hz, 2H), 1.41 (s, 9H), 1.26
(g, J=10.9 Hz, 2H), 1.11 (q, J = 11.6 Hz, 2H). HRMS (ESI) for C21H34N4O2 [M+H]", calcd:
375.2755, found: 375.2739.

B 2. 4-(4-(((Lr,4r)-4-(FE R0 -2-FE B 36 )3F O 38 ) & 38 ) K 35 ) UR 12 - 1 - R BR AU T B

B S)MIH & .
N
H)N\O,‘P’ONK/N
fNj/)lN Boc
B A-(4-(((11,40)-4-Z F 0 O FR ) &l F5) RIL IR IE - 1- R B AU T TR 3 (9 g, 24 mmol) T
DMF (40 mL) T HER T, HIN 2-50P M8k 4(4 g, 24 mol), Cs2CO3(9.4 g,28.9 mol), 1REY
fESE TR 15min J5FHE 60°CRN 40min.  RJE I yE RN, FHUE IEZs ik dgine. &
K ENraith, BREEOEE 112 ¢ (7% 93%). 'H NMR (400 MHz, DMSO-ds) 8 9.09 (s,
1H), 7.77 (d, J = 8.0 Hz, 1H), 7.67 (t, J= 7.7 Hz, 1H), 7.45 (d, J = 8.5 Hz, 1H), 7.29 (d, /= 8.0 Hz,
1H), 7.20 (t, J = 7.4 Hz, 1H), 6.76 (d, J = 8.2 Hz, 2H), 6.52 (d, J = 8.3 Hz, 2H), 4.95 (s, 1H), 3.86
(d, J=9.8 Hz, 1H), 3.43 (t, J= 5.0 Hz, 4H), 3.18 — 3.01 (m, 1H), 2.84 (s, 4H), 2.01 (d, J=11.6 Hz,
4H), 1.50 — 1.32 (m, 11H), 1.30 — 1.15 (m, 2H).

BB 3: 4-(4-G-FF-1-((Ur, 4r)-4-(H MR -2-F% & 35)PF O 36 IR 35 ) K 35 ) IR 182 -1- 3%
BT EELEY HKH %

Y
HN\"O, \©\N
ES) 7 "Moo

B A-(A-(((1r,4r)-4-(E R IR -2 JE S 22 ) BR LR ) B 0 ) DR ) IR - 1- R IR U T Bl 5 (1.2 g,
22.25mmol), DIPEA (8.6 g, 66.76 mmol), &L~ 6 (8.9 g, 66.76 mmol) ¥ T 15 mL DMF
e JRAWITE 95°CHEFE 4 /N o IR BR VAR, HEETANE AR 102 g (FRF 72%).
"H NMR (400 MHz, DMSO-ds) § 9.05 (s, 1H), 7.74 (d, J = 8.0 Hz, 1H), 7.63 (t, J = 7.8 Hz, 1H),
7.40 (d, J= 8.8 Hz, 1H), 7.31 — 7.22 (m, 3H), 7.21 — 7.13 (m, 4H), 7.08 — 6.98 (m, 4H), 5.58 (t, J =
6.1 Hz, 1H), 4.28 (t,J=12.3 Hz, 1H), 4.16 (d, J= 5.8 Hz, 2H), 3.58 (s, 1H), 3.47 (t, J= 5.1 Hz, 4H),
3.18 (t,J=5.2 Hz, 4H), 1.96 (d, J = 12.0 Hz, 2H), 1.79 (d, J = 12.3 Hz, 2H), 1.50 — 1.33 (m, 12H),
1.13 (q, J=13.5, 12.5 Hz, 2H).

PI 4 3-FE-1-4-(IRE-1-2)FE)-1-(Ir, 4r)-4-(E RN -2-FE 83 ) PR TR AR (1
E 8)HIH %
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N

L

HNY N

o ™

é)"‘ 8 K/NH

A-(4-(3-TFE-1-((1r, 4r)-4-(FEMEIRR-2-FE ) PR OB IR I 2R BRI -1 R IR T g 7(7.3
g, 11.5 mmol)iA T DCMQ0 mL)H, I TFA(10mL), FF#E 50°C R FEEVRIE B 2R 5 1E
& N RBR GRS, HEd i BN AR BRIk 4.3 g0 F 70%). 'H NMR
(400 MHz, DMSO-ds) § 9.05 (s, 1H), 7.74 (dd, J = 8.0, 1.5 Hz, 1H), 7.63 (t, J= 8.5 Hz, 1H), 7.41
(d, J=8.5Hz, 1H), 7.31 — 7.21 (m, 3H), 7.21 — 7.13 (m, 4H), 7.00 (q, J= 9.1 Hz, 4H), 5.56 (t, J =
6.1 Hz, 1H), 4.28 (tt, J=12.1, 3.7 Hz, 1H), 4.16 (d, J= 6.0 Hz, 2H), 3.65 — 3.53 (m, 1H), 3.11 (dd,
J=6.3,3.7 Hz, 4H), 2.84 (t, J= 5.0 Hz, 4H), 1.96 (d, J=10.9 Hz, 2H), 1.79 (d, J = 10.8 Hz, 2H),
1.41 (q, J=13.1 Hz, 2H), 1.13 (g, /= 13.0 Hz, 2H).

HERS: 3-FE-1-(4-2-((2-(2,6- —~ERIRBE-3-2)-1,3- Z AR br-4-2) A ) 2
B3 IR 125 - 1-35) 28 FE)-1-((1r, 4r)-4-(FEIRIK-2-FEE 35)FR L) (b &9 YIZ9069) I #1 %
¥ 2-(2,6- — FARIRIE -3-F5)-1,3- 5 15| R IR-5- 2R 8 9 (39.9 mg, 0.12). HATU
(45.1 mg, 0.12 mmol). DIPEA (21.3 mg, 0.16 mmol)F1{t. &%) 8 (59 mg, 0.11mmol)¥& T
DMF (6mL)H', JRGWIIEER FHdE 15 085, RS %R, B rERE

ko, JEAWLEY, NEGEEE 70 mg 7F 75%).

o i )
N
CLLU T,
H K/Njﬁo%o
o d N O
{:ENH
(o]
"H NMR (400 MHz, DMSO-ds) § 11.12 (s, 1H), 9.05 (s, 1H), 7.79 (t, J= 7.9 Hz, 1H),
7.74 (d, J= 8.0 Hz, 1H), 7.63 (t, /= 7.8 Hz, 1H), 7.46 (d, /= 7.2 Hz, 1H), 7.39 (t, J= 8.1
Hz, 2H), 7.27 (q, J=9.9, 8.7 Hz, 3H), 7.22 — 7.13 (m, 4H), 7.11 — 7.02 (m, 4H), 5.60 (t, J =
6.0 Hz, 1H), 5.26 (s, 2H), 5.12 (dd, J=12.8, 5.4 Hz, 1H), 4.27 (d, /= 12.4 Hz, 1H), 4.17 (d,
J=6.0 Hz, 2H), 3.62 (s, 4H), 3.31 (s, 1H), 3.24 (s, 2H), 2.96 — 2.82 (m, 1H), 2.65 — 2.53 (m,
2H), 2.10 - 2.00 (m, 1H), 1.97 (d, /= 10.8 Hz, 2H), 1.80 (d, /= 11.8 Hz, 2H), 1.41 (q, J =
12.5 Hz, 2H), 1.13 (q, J = 12.3 Hz, 2H). '3C NMR (151 MHz, DMSO-d¢) § 173.31, 170.43,
167.29, 165.76, 165.61, 162.50, 157.33, 156.06, 150.34, 141.73, 137.09, 134.48, 133.55,
132.13 (2C), 129.17, 128.52 (3C), 128.32, 127.17 (4C), 126.75, 122.21, 120.67, 119.95,
116.60, 116.40 (2C), 116.00, 66.57, 53.54, 49.23, 49.13, 48.29, 48.16, 44.33, 43.94, 41.69,
40.043, 31.75, 31.40, 30.87 (2C), 22.46. HRMS (ESI) for C47H47NoO7[M+H]", calcd:
850.36712, found: 850.3646. HPLC analysis: MeOH-H>O (80:20), 12.08 min, 97.4% purity.

SEHERY 24: 3-TFFE-1-(4-(2-((2-(2,6- ~EARIRME-3-2E)-1,3- = AR 7 15| bk -5-28) & 3
R IE) IR BR-1-F5) K 3L )-1-((1r, 4r)-4-(FEMEa-2-F 8 )3 S 3R AL &Y YIZ1090)
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OYHVQ
esege! ¢
T T

H R VS SE ] 23 BT 5 vE AR AL

'"H NMR (400 MHz, DMSO-ds) § 11.11 (s, 1H), 9.05 (s, 1H), 7.85 (d, /= 8.3 Hz, 1H),
7.74 (d, J = 8.3 Hz, 1H), 7.63 (t, J = 7.9 Hz, 1H), 7.48 (d, J= 2.3 Hz, 1H), 7.43 — 7.35 (m,
2H), 7.32 — 7.24 (m, 3H), 7.23 (d, J= 8.2 Hz, 1H), 7.21 — 7.13 (m, 4H), 7.11 — 7.00 (m, 4H),
5.60 (t, J=5.8 Hz, 1H), 5.21 (s, 2H), 5.12 (dd, J = 12.9, 5.4 Hz, 1H), 4.27 (t, J=12.3 Hz,
1H), 4.17 (d, J= 6.0 Hz, 2H), 3.70 — 3.52 (m, 5H), 3.31 (s, 2H), 3.24 (s, 2H), 2.95 — 2.83 (m,
1H), 2.65 — 2.54 (m, 2H), 2.10 — 2.01 (m, 1H), 1.97 (d, J=11.4 Hz, 2H), 1.80 (d, J=11.9
Hz, 2H), 1.41 (q, J = 12.4 Hz, 2H), 1.14 (q, J = 12.0 Hz, 2H). 3C NMR (151 MHz, DMSO-
de) 8 173.30, 170.42, 167.42, 167.27, 165.69, 164.15, 162.50, 157.32, 150.32, 141.74,
134.47, 134.17, 132.13 (2C), 129.19, 128.52 (3C), 128.32, 127.17 (4C), 126.74, 125.65,
123.70, 122.21, 121.69, 119.95, 116.39 (2C), 109.58, 66.60, 53.54, 49.45, 49.13, 48.34,
48.16, 44.28, 43.94, 41.64, 40.44, 31.75, 31.41, 30.87 (2C), 22.52. HRMS (ES]I) for
C47H47NoO7[M+H]", caled: 850.36712, found: 850.3633. HPLC analysis: MeOH-H20
(75:25), 6.96 min, 95.0% purity.

SEHERY 25: 3-TFER-1-(4-(2-((2-(2,6- IR e -3-3%)-3- AR 7 5] Wk -5- 2 ) S 32 2, BBk
F)UR R -1-F) R FE)-1-((Ar, 4r)-4-(EEREIK-2-FEE )R S 3R (L &9 YIZ1094)

H

OYN
se¥eget

NH
K/N\HAO/Q%\NAGO
fo) [¢]
A RS SE AR 23 BT D5 R A AL .

'"H NMR (400 MHz, DMSO-ds) § 10.98 (s, 1H), 9.05 (s, 1H), 7.74 (d, J=7.9 Hz, 1H),
7.63 (t,J=17.7Hz, 1H), 7.51 (d, J=8.2 Hz, 1H), 7.40 (d, J= 8.5 Hz, 1H), 7.31 — 7.21 (m,
5H), 7.21 — 7.13 (m, 4H), 7.08 — 7.00 (m, 4H), 5.60 (t, J=5.9 Hz, 1H), 5.11 (dd, J=13.2,
5.1 Hz, 1H), 5.03 (s, 2H), 4.43 — 4.21 (m, 3H), 4.16 (d, J= 6.0 Hz, 2H), 3.71 — 3.53 (m, 5H),
3.30 (s, 2H), 3.23 (s, 2H), 2.96 — 2.84 (m, 1H), 2.68 — 2.53 (m, 2H), 2.04 — 1.90 (s, 3H), 1.80
(d, J=12.1 Hz, 2H), 1.41 (q, J = 12.3 Hz, 2H), 1.20 — 1.06 (m, 2H). 3C NMR (151 MHz,
DMSO-ds) 8 173.41, 171.47, 168.57, 166.31, 162.50, 158.74, 157.33, 150.34, 141.75,
134.97, 134.48, 133.27, 132.11 (20), 129.16, 128.52 (3C), 128.32, 127.16 (4C), 126.74,
124.92,122.21, 120.65, 119.95, 116.38 (20C), 107.67, 66.52, 53.54, 52.21 (2C), 48.45, 48.18,
47.28, 44,44, 43.93, 41.63, 40.43, 31.74, 31.66, 30.86 (2C), 22.92. HRMS (ESI) for
C47H49NoOQs[M+H]", calcd: 836.38786, found: 836.3843. HPLC analysis: MeOH-H,O
(75:25), 6.33 min, 95.6% purity.

SEHER] 26: 3-FFE-1-(4-(4-((2-(2,6- —ERIRNE-3-2E)-1,3- ~ E AR T 5] BR-5-28) H &
BR) IR M8 -1-FE) K 35)-1-((Ar, 4r)-4-(EEMRIK-2-FE EF) IR TR (L & YIZ1091)
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OYnQ

K/Nl]ﬂu

G RRIT VRS I 23 B J7 AL

"H NMR (400 MHz, DMSO-ds) 8 11.06 (s, 1H), 9.05 (s, 1H), 7.74 (d, J = 8.0 Hz, 1H),
7.63 (t, J=7.5Hz, 1H), 7.59 (d, /= 8.3 Hz, 1H), 7.40 (d, /= 8.5 Hz, 1H), 7.31 — 7.25 (dd, J
=8.5, 6.5 Hz, 2H), 7.23 (d, /= 8.2 Hz, 1H), 7.21 — 7.11 (m, 6H), 7.09 — 9.00 (m, 5H), 5.60
(t, J=5.6 Hz, 1H), 5.05 (dd, /= 12.9, 5.5 Hz, 1H), 4.27 (t, J=12.3 Hz, 1H), 4.22 (d, /= 5.1
Hz, 2H), 4.16 (d, J = 6.2 Hz, 2H), 3.68 (s, 4H), 3.58 (s, 1H), 3.30 (s, 2H), 3.24 (s, 2H), 2.93
—2.81 (m, 1H), 2.62 — 2.53 (m, 2H), 2.45 — 1.89 (m, 3H), 1.80 (d, /= 12.1 Hz, 2H), 1.41 (q,
J=12.2 Hz, 2H), 1.14 (d, J = 13.3 Hz, 2H). !3C NMR (151 MHz, DMSO-ds) § 173.34,
170.66, 168.23, 167.70, 167.35, 162.50, 159.29, 157.33, 154.52, 152.04, 150.36, 141.74,
134.47,132.12 (2C), 129.17, 128.52 (4C), 128.32, 127.17 (4C), 126.74, 125.28, 122.21,
119.95, 117.14, 116.39 (2C), 53.54,49.11 (2C), 48.40, 48.18, 44.73, 44.30, 43.94, 41 .83,
40.43, 31.75, 31.44, 30.87 (2C), 22.69. HRMS (ESI) for C47HasN10Os[M+H]", calcd:
849.38311, found: 849.3803. HPLC analysis: MeOH-H,0 (75:25), 7.47 min, 96.8% purity.

SEHEF] 27 3-TFHR-1-(4-(4-((2-(2,6- U IR I - 3- 3 )-3- 480 A 7 M5 - 5~ ) H - Wi 228 IR B8
S1-B)ZRER)-1-((Or, 4r)-4-(FERERR-2-ZE S ) 3F ) IR (L & YIZ1095)

OYHQ
oo, O,

0
\/N\H/\N/Q\A«NAGO
o H 0
A TS S 23 BrR J7 R AE A

'"H NMR (400 MHz, DMSO-ds) § 10.95 (s, 1H), 9.05 (s, 1H), 7.74 (d, /= 7.3 Hz, 1H),
7.63 (t, J=17.8 Hz, 1H), 7.40 (d, /= 8.5 Hz, 1H), 7.28 (t, J= 7.6 Hz, 3H), 7.23 (d, /= 8.0
Hz, 1H), 7.18 (t, J= 7.1 Hz, 4H), 7.10 — 6.99 (m, 5H), 6.94 (d, J=2.2 Hz, 1H), 5.97 (t, J =
5.1 Hz, 1H), 5.60 (t, J= 6.0 Hz, 1H), 5.08 (dd, J=13.3, 5.1 Hz, 1H), 4.35 -4.23 (d, J=16.5
Hz, 2H), 4.19 — 4.12 (m, 3H), 4.07 (d, J= 5.1 Hz, 2H), 3.69 (d, /= 17.3 Hz, 4H), 3.59 (s,
1H), 3.31 (s, 2H), 3.23 (s, 2H), 2.96 — 2.84 (m, 1H), 2.69 — 2.55 (m, 2H), 2.43 — 2.30 (m,
1H), 1.97 (d, J=11.7 Hz, 2H), 1.80 (d, /= 11.7 Hz, 2H), 1.41 (q, /= 12.6, 12.2 Hz, 2H),
1.14 (q, J=13.5,11.1 Hz, 2H). '*C NMR (151 MHz, DMSO-ds) § 173.41, 171.47, 168.57,
166.31, 162.50, 158.74, 157.33, 150.34, 141.75, 134.97, 134.48, 133.27, 132.11 (2C),
129.16, 128.52 (3C), 128.32, 127.16 (4C), 126.74, 124.92, 122.21, 120.65, 119.95, 116.38
(20), 107.67, 66.52, 53.54, 52.21,49.11, 48.45, 48.18, 47.28, 44.44, 43.93, 41.63, 40.43,
31.75, 31.66, 30.86 (2C), 22.92. HRMS (ESI) for C47Hs0N10Os[M+H]", calcd: 835.40384,
found: 835.4012. HPLC analysis: MeOH-H,O (75:25), 6.70 min, 95.8% purity.
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SEHER) 28: 3-TFEE-1-(4-(4-(1-(2-(2,6- IR BE -3-FE)-1,3- 5 7 5| - 5-28) B 2 3R
T h-3- BRI IRIEE-1-30) 2 H)-1-((1r, 4r)-4-(EBK-2-EEE)H CE)RELEY

YJZ1093)
OYHJ@ -
S NS ACWENNG s o=
H o etz

o

B RRIT VRS I 23 B J7iE AL
"H NMR (400 MHz, DMSO-ds) & 11.07 (s, 1H), 9.05 (s, 1H), 7.74 (d, J= 7.9 Hz, 1H), 7.66
(d, J=8.3 Hz, 1H), 7.62 (t, J= 8.0 Hz, 1H), 7.40 (d, /= 8.5 Hz, 1H), 7.31 — 7.25 (m, 2H),
7.24 (d, J=8.2 Hz, 1H), 7.21 — 7.13 (m, 4H), 7.10 — 7.00 (m, 4H), 6.85 (d, /= 2.1 Hz, 1H),
6.71 (dd, J = 8.4, 2.2 Hz, 1H), 5.58 (t, J= 6.2 Hz, 1H), 5.06 (dd, J=12.9, 5.5 Hz, 1H), 4.34
—4.22 (m, 3H), 4.22 — 4.08 (m, 4H), 4.05 — 3.94 (m, 1H), 3.66 (s, 2H), 3.58 (s, 1H), 3.51 (s,
2H), 3.29 — 3.16 (m, 4H), 2.94 — 2.82 (m, 1H), 2.70 — 2.52 (m, 2H), 2.06 — 1.90 (m, 3H),
1.80 (d, J=11.9 Hz, 2H), 1.41 (q, J=12.3 Hz, 2H), 1.19 — 1.06 (m, 2H). '*C NMR (151
MHz, DMSO-ds) & 173.34, 170.59, 169.88, 167.92, 167.65, 162.50, 157.33, 155.46, 150.39,
141.70, 134.49, 134.25, 132.11 (2C), 129.20, 128.53 (3C), 128.32, 127.17 (4C), 126.76,
125.33,122.22,119.95, 117.67, 116.46 (2C), 114.80, 105.02, 54.09 (2C), 53.53, 49.18 (2C),
48.53, 48.20, 44.89, 43.93, 41.79, 40.40, 31.74, 31.68, 31.42, 30.87 (2C), 22.65. HRMS
(EST) for C4oHsoN19Os[M+H]", calcd: 875.39876, found: 875.3958. HPLC analysis: MeOH-
H20 (75:25), 8.69 min, 97.7% purity.

SEHER] 29: 3-FFE-1-(4-(4-((E)-3-(2-(2,6- S ANIRNE -3-3)-1,3- & AR 15| k-5 )
VORI 2R R 188 - 18 ) 2 B )-1- (1, 4r)-4-(RE PR -2 L) 3F L0 R (T &) YIZ1114)

H

OYN
o Nk/)vj(\/@i'“{/&o

A AT S S 23 B os D5 iR AR A .

"H NMR (400 MHz, DMSO-dg) § 11.15 (s, 1H), 9.05 (s, 1H), 8.48 (s, 1H), 8.19 (d, J =
7.8 Hz, 1H), 7.96 (d, J= 7.7 Hz, 1H), 7.74 (d, J= 7.9 Hz, 1H), 7.71 (s, 2H), 7.63 (t, J= 7.8
Hz, 1H), 7.39 (d, J= 8.6 Hz, 1H), 7.31 — 7.21 (m, 3H), 7.21 — 7.13 (m, 4H), 7.07 (s, 4H),
5.59 (t, J=6.4 Hz, 1H), 5.19 (dd, J=13.0, 5.4 Hz, 1H), 4.27 (t, J=11.9 Hz, 1H), 4.17 (d, J
= 5.8 Hz, 2H), 3.95 (s, 2H), 3.76 (s, 2H), 3.58 (s, 1H), 2.97 — 2.83 (m, 1H), 2.69 — 2.56 (m,
2H), 2.13 — 2.04 (m, 2H), 1.96 (d, J=11.9 Hz, 2H), 1.80 (d, J=11.9 Hz, 2H), 1.41 (q, J =
12.1 Hz, 2H), 1.16 (q, J = 12.1 Hz, 2H). '3*C NMR (151 MHz, DMSO-ds) § 173.26, 170.31,
167.43, 167.23, 164.45, 162.49, 157.29, 150.37, 142.28, 141.79, 140.14, 135.37, 134.45,
132.59, 132.13 (20), 131.66, 129.21, 128.51(3C), 128.31, 127.18(4C), 126.72, 124.38,
122.87,122.63,122.18, 119.95, 116.38 (2C), 53.54, 49.57 (2C), 48.90, 48.27, 45.38, 43.95,
42.19, 40.50, 31.76, 31.41, 30.88 (2C), 22.45. HRMS (ESI) for C4sH47NoOs[M+H]", calcd:
846.37221, found: 846.3687. HPLC analysis: MeOH-H,O (75:25), 14.00 min, 99.3% purity.
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SEHEF) 30: 3-FE-1-(4-(4-(3-(2-(2,6- ZFHARIRBE-3-38)-1,3- Z A7 W] be-5-38) 2K
FH B 25 )UK 12 - 1- 38 ) A FE ) - 1-((1r,  4r)-4-(MEREIR-2-FE R )3 L&) R (&9 YIZ1130)

T 5 SERE ] 23 TR T E AL

LK, Cf ON

"H NMR (400 MHz, DMSO-ds) § 11.15 (s, 1H), 9.05 (s, 1H), 8.30 — 8.21 (m, 2H), 8.03
(d, J=17.7 Hz, 1H), 7.97 (d, J= 7.9 Hz, 1H), 7.92 (s, 1H), 7.75 (d, J= 8.1 Hz, 1H), 7.68 —
7.60 (m, 2H), 7.55 (d, J= 7.6 Hz, 1H), 7.40 (d, J= 8.5 Hz, 1H), 7.31 — 7.23 (m, 3H), 7.21 —
7.13 (m, 4H), 7.11 — 6.98 (m, 4H), 5.57 (t, J= 6.8 Hz, 1H), 5.19 (dd, J = 12.6, 5.3 Hz, 1H),
4.28(t,J=12.1 Hz, 1H), 4.16 (d, J= 5.7 Hz, 2H), 3.82 (s, 1H), 3.57 (s, 4H), 3.25 (s, 4H),
2.97 - 2.84 (m, 1H), 2.69 — 2.58 (m, 2H), 2.14 — 2.04 (m, 1H), 1.96 (d, J=11.4 Hz, 2H),
1.80 (d, J=12.0 Hz, 2H), 1.41 (q, J=12.1 Hz, 2H), 1.14 (q, J = 12.1 Hz, 2H). '3*C NMR
(151 MHz, DMSO-ds) & 173.26, 170.33, 169.02, 167.42, 167.39, 162.48, 157.27, 150.37,
146.31, 141.76, 138.78, 137.40, 134.44, 133.72, 132.81, 132.13 (2C), 130.67, 129.99,
129.25, 128.96, 128.51 (3C), 128.31, 127.93, 127.17 (4C), 126.72, 126.26, 124.58, 122.21,
122.18, 119.96, 116.46 (2C), 53.53, 49.57 (2C), 49.12, 48.28, 47.52, 43.95, 40.51, 31.75,
31.42 (2C), 30.88 (2C), 22.47. HRMS (ESI) for Cs2H49NoOs[M+H]", calcd: 896.38786,
found: 896.3845. HPLC analysis: MeOH-H,0O (75:25), 19.82 min, 98.9% purity.

SEHER) 31: 3-TFFE-1-(4-(4-(1-(2-(2,6- IR IE -3-38)-1,3- 2 5 77 5] W -5- 38 )- 1 - it e
3-FRFL IR EE-1-FE) K FE)-1-((Ar, 4r)-4-(EERE-2-FE )R SR AL &Y YIZ1131)

OYH !
L0, g
: ONYQN@&O

A RRTT RS S W 23 B g7 AR AL .

'H NMR (400 MHz, DMSO-de) 8 11.16 (s, 1H), 9.19 (s, 1H), 9.05 (s, 1H), 8.49 (s, 1H),
8.44 (d, J=8.3 Hz, 1H). 8.16 (s, 1H), 8.09 (d, J = 8.2 Hz, 1H), 7.74 (d, J = 8.0 Hz, 1H), 7.63
(t, J=7.8 Hz, 1H), 7.39 (d, J = 8.6 Hz, 1H), 7.31 — 7.21 (m, 3H), 7.21 — 7.13 (m, 4H), 7.11 —
6.97 (m, 4H), 5.60 (t, J = 6.2 Hz, 1H), 5.21 (dd, J = 13.0, 5.4 Hz, 1H), 4.29 (t, J= 12.2 Hz,
1H), 4.17 (d, J = 6.0 Hz, 2H), 3.83 (s, 4H), 3.58 (s, 1H), 3.31 (s, 4H), 2.98 — 2.85 (m, 1H),
2.69 — 2.57 (m, 2H), 2.15 — 2.04 (m, 1H), 1.97 (d, J = 12.6 Hz, 2H), 1.80 (d, /= 11.9 Hz,
2H), 1.41 (q, J = 12.9, 12.4 Hz, 2H), 1.14 (q, J = 12.9, 12.1 Hz, 2H). 3C NMR (151 MHz,
DMSO-ds) § 173.24, 170.29, 166.93, 166.88, 162.48, 162.33, 157.29, 150.33, 144.34,
143.30, 141.78, 134.44, 133.77, 132.17 (2C), 130.30, 129.21, 129.05, 128.51(3C), 128.31,
127.18 (4C), 126.73, 125.67, 125.25, 124.64, 122.17, 119.98, 119.96, 116.32 (2C), 113.73,
53.55, 49.66 (2C), 49.13, 48.46, 43.96 (2C), 40.51, 31.76, 31.41(2C), 30.89 (2C), 22.45.
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HRMS (ESI) for C4oH47N11O[M+H]", calcd: 886.37835, found: 886.3749. HPLC analysis:
MeOH-H>O (75:25), 14.54 min, 96.4% purity.

SEHP] 32: 3K EE-1-(4-(2-((2-(1- F 25-2,6- S ACIRYE -3-3E)-1,3- Z F AU 6| e-4-
HYEE) L B )IR B -1-58) 2R ) -1-((1r,  4r)-4-(BERRIR-2- B EE) R CE)RALED

YJZ1078)
OYHQ
sa¥ousy

K/Nmﬂo/§g;o
o) d N o]
¢
o]

BT VE S SR 23 B R iR AR A

'"H NMR (400 MHz, DMSO-ds) § 9.05 (s, 1H), 7.79 (t, J= 7.8 Hz, 1H), 7.74 (d, J= 8.0
Hz, 1H), 7.63 (t, J = 7.8 Hz, 1H), 7.47 (d, J= 7.3 Hz, 1H), 7.39 (d, /= 8.4 Hz, 2H), 7.31 —
7.21 (m, 3H), 7.21 — 7.13 (m, 4H), 7.10 — 6.99 (s, 4H), 5.59 (t, J = 6.0 Hz, 1H), 5.25 (s, 2H),
5.18(dd, J=12.7,5.0 Hz, 1H), 4.28 (t, /= 10.4 Hz, 1H), 4.17 (d, J = 6.0 Hz, 2H), 3.67 —
3.56 (m, 5H), 3.32 (s, 2H), 3.24 (s, 2H), 3.02 (s, 3H), 3.00 — 2.88 (m, 1H), 2.81 —2.70 (m,
1H), 2.60 — 2.54 (m, 1H), 2.06 (d, J=9.7 Hz, 1H), 1.97 (d, J=11.6 Hz, 2H), 1.80 (d, J =
11.9 Hz, 2H), 1.42 (q, J= 12.8, 12.4 Hz, 2H), 1.14 (q, J = 12.3, 11.6 Hz, 2H). '3C NMR (151
MHz, DMSO-ds) 6 172.28, 170.18, 167.28, 165.76, 165.60, 162.50, 157.33, 156.07, 150.34,
141.72, 137.14, 134.48, 133.54, 132.12 (2C), 129.17, 128.52 (3C), 128.32, 127.17 (4C),
126.75,122.21, 120.71, 119.95, 116.58, 116.39 (2C), 116.03, 66.61, 53.54, 49.81, 49.13,
48.31,48.15, 44.34, 43.94, 41.70, 40.43, 31.75, 31.55, 30.87 (2C), 27.08, 21.67. HRMS
(ESI) for CagHaoNoO7[M+H]", calcd: 864.38277, found: 864.3804. HPLC analysis: MeOH-
H>0 (75:25), 9.27 min, 97.5% purity.

SERER] 33: 3-EFE-1-(4-(4-(2-((2-(2,6- ~EARIRBE-3-35)-1,3- ~H AT M| k-4-35) K
H) A PRI -1-2) B )-1-((1r, dr)-4-((1-FH 2E-1H-IEBEFF [3,4-d | 52 -6-25) = 26) 3R
CER LEY YIZ9108)
AL

SVORSN
: C

5 e

G ITES L 23 Bios 7B .

'H NMR (400 MHz, DMSO-d) 8 11.12 (s, 1H), 8.73 (s, 1H), 7.89 (s, 1H), 7.79 (dd, J =
8.5, 7.3 Hz, 1H), 7.46 (d, J = 7.2 Hz, 1H), 7.38 (d, J = 8.6 Hz, 1H), 7.28 (dd, /= 8.4, 6.4 Hz,
3H), 7.21 — 7.13 (m, 3H), 7.09 — 7.00 (m, 4H), 5.57 (s, 1H), 5.25 (s, 2H), 5.11 (dd, J = 12.9,
5.4 Hz, 1H), 4.26 (s, 1H), 4.16 (d, J = 6.0 Hz, 2H), 4.09 (t, J = 6.8 Hz, 2H), 3.62 (s, 4H),

N
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3.51 (s, 1H), 3.30 (s, 2H), 3.24 (s, 2I1), 2.96 — 2.82 (m, 11), 2.64 — 2.53 (m, 2I1), 2.09 — 1.92
(m, 3H), 1.84 — 1.70 (m, 4H), 1.40 (q, J = 12.7 Hz, 2H), 1.16 — 1.03 (m, 2I), 0.76(s, 3H).

SEREW) 34: N-(4-(4-(3-(3-"FZE-1-((1r, 4r)-4-(FEPERE-2-FE G 58) 3 O 58 IR 56 28 2
R I -1-28) T 2)-2-((2-(2,6- A TRME -3-55)-1,3- —E A 7B hk-4- ) &) Bk (L&
¥ YJZ7.9049)

OYNH I/\N/\/\/ \[(\o o
N N N ) [ -
L, O e

B R VRS S 23 Fros g7 iE A .

'H NMR (400 MHz, DMSO-ds) & 11.12 (s, 1H), 9.05 (s, 1H), 7.97 (t, J= 4.9 Hz 1H),
7.82 (t, J=7.9 Hz, 1H), 7.74 (d, J = 8.1 Hz, 1H), 7.63 (t, J = 7.8 Hz, 1H), 7.50 (d, J = 7.3
Hz, 1H), 7.40 (d, J = 8.5 Hz, 2H), 7.33 — 7.21 m, 4H), 7.21 — 7.13 (m, 4H), 6.97 (d, J = 8.5
Hz, 1H), 6.69 (s, 1H), 6.61 (d, J= 7.6 Hz, 1H), 5.60 (t, J = 6.2 Hz, 1H), 5.12 (dd, J = 13.0,
5.4 Hz, 1H), 4.78 (s, 2H), 4.25 (t, J= 12.4 Hz, 1H), 4.18 (d, J= 5.9 Hz, 2H), 3.61 (d, J=9.3
Hz, 1H), 3.25 — 3.08 (m, 6H), 2.96 — 2.83 (m, 1H), 2.63 — 2.53 (m, 2H), 2.48 — 2.44 (m, 2H),
2.32(d, J= 6.6 Hz, 2H), 2.03 (d, J = 12.5 Hz, 1H), 1.97 (d, J = 12.0 Hz, 2H), 1.83 (d, J =
11.8 Hz, 2H), 1.48 (s, 4H), 1.40 (t, J = 12.4 Hz, 2H), 1.27 — 1.13 (m, 4H).

SEHEF] 35: N-(5-(4-(3-(3-FF-1-((1r, 4r)-4-(HE PRI -2-F8 5 3B O35 IR 58 ZE 55)
WK 188 -1-58) [ ) -2-((2-(2,6- — F AR IE -3-2%)-1,3- AR5 Wr-4-20) HE) Z B R (AL &
Y YIZ9048)

OTNH O/\/\/\HJK/;?
syNens;

AR TT 5 SR 23 R I VAR AL .

"H NMR (400 MHz, DMSO-ds) § 11.15 (s, 1H), 9.05 (s, 1H), 7.94 (t, J = 5.8 Hz, 1H),
7.81 (t, J=8.0 Hz, 1H), 7.74 (d, J = 8.0 Hz, 1H), 7.63 (t, J= 7.7 Hz, 1H), 7.50 (d, J=7.2
Hz, 1H), 7.40 (d, J = 8.5 Hz, 2H), 7.33 — 7.24 (m, 3H), 7.22 (d, /= 8.0 Hz, 1H), 7.20 — 7.14
(m, 4H), 6.97 (d, J = 8.5 Hz, 1H), 6.69 (s, 1H), 6.61 (d, J=7.7 Hz, 1H), 5.60 (t, J = 6.1 Hz,
1H), 5.12 (dd, J=12.9, 5.3 Hz, 1H), 4.77 (s, 2H), 4.28 (t, J=12.3 Hz, 1H), 4.17 (d, /= 5.9
Hz, 2H), 3.61 (s, 1H), 3.20 — 3.11 (m, 6H), 2.96 — 2.82 (m, 1H), 2.65 — 2.53 (m, 2H), 2.47 (s,
2H), 2.29 (t, J= 7.4 Hz, 2H), 2.03 (dd, J=11.8, 6.3 Hz, 1H), 1.97 (d, /= 11.6 Hz, 2H), 1.83
(d, J=11.9 Hz, 2H), 1.44 (dd, J = 22.9, 10.2 Hz, 6H), 1.30 (d, J= 7.3 Hz, 2H), 1.26 — 1.14
(m, 2H).

SEHEH] 36: N-(6-(4-(3-(3-FF-1-((1r, 4r)-4-(FE PRI -2-FE 5 )R O 20 IR 58) ZE £L)
MR B2 -1-3%) © 3)-2-((2-(2,6- ~FEARIRRE-3-%5)-1,3- ~E AR R B -4- )& B 2B (L &
¥ YIZ79043)
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o

OTNH Ownf" R
T, O
IR 5 M 23 BT 7 A A
'H NMR (400 MHz, DMSO-ds) § 11.16 (s, 1H), 9.05 (s, 1H), 7.93 (t, J= 5.7 Hz, 1H),
7.81 (t,J=17.9 Hz, 1H), 7.74 (d, J = 8.0 Hz, 1H), 7.63 (t, J= 7.7 Hz, 1H), 7.50 (d, J= 7.3
Hz, 1H), 7.40 (d, J = 8.5 Hz, 2H), 7.33 — 7.24 (m, 3H), 7.22 (d, /= 7.8 Hz, 1H), 7.20 — 7.14
(m, 4H), 6.97 (d, J = 8.6 Hz, 1H), 6.69 (s, 1H), 6.61 (d, J=7.6 Hz, 1H), 5.59 (t, J= 6.0 Hz,
1H), 5.12 (dd, J=12.9, 5.4 Hz, 1H), 4.77 (s, 2H), 4.27 (t, J=11.8 Hz, 1H), 4.18 (d, /= 6.0
Hz, 2H), 3.62 (s, 1H), 3.16 (t, J = 6.2 Hz, 8H), 2.95 — 2.84 (m, 1H), 2.64 — 2.54 (m, 2H),
2.49 —2.45 (m, 2H), 2.30 (t, J = 7.5 Hz, 2H), 2.08 — 2.00 (m, 1H), 1.97 (d, J = 12.1 Hz, 2H),
1.83 (d, J=11.9 Hz, 2H), 1.50 — 1.35 (m, 6H), 1.33 — 1.26 (m, 4H), 1.23 — 1.14 (m, 2H).

P4
Iy
z
I
(<]

]

SEHEB) 37: N-(7-(4-(3-(3-"FFE-1-((1r, 4r)-4-(FEMEIK-2-F E 3) IR O30 IR EL) K 5
Wk B2 -1-J8) e ) -2-(2-(2,6- ~ A ARWREE-3-5)-1,3- ~E R R0 We-4-F) E ) 2 B RE (L&
¥ YIZ9047)

Y N

OYNH N)&o
AN N AN o
celcas! o

AR TITVES St 23 B 75 iE A

'H NMR (400 MHz, DMSO-ds) & 11.15 (s, 1H), 9.05 (s, 1H), 7.92 (t, J = 5.6 Hz, 1H),
7.81 (. J=7.9 Hz, 1H), 7.74 (d, J = 8.0 Hz, 1H), 7.63 (t, J = 7.7 Hz, 1H), 7.50 (d, J = 7.3
Hz, 1H), 7.43 — 7.35 (m, 2H), 7.28 (q, J = 8.2, 7.8 Hz, 3H), 7.22 (d, J = 7.8 Hz, 1H), 7.21 -
7.15 (m, 4H), 6.97 (d, J = 8.5 Hz, 1H), 6.69 (s, 1H), 6.61 (d, J= 7.6 Hz, 1H), 5.76 (s, 1H),
5.60 (t, J=6.1 Hz. 1H), 5.12 (dd, J = 13.0, 5.4 Hz, 1H), 4.77 (s, 2H), 4.25 (t, J = 12.6 Hz,
1H), 4.18 (d, J = 6.0 Hz, 2H), 3.62 (s, 1H), 3.16 (dd, J = 8.9, 5.0 Hz, 7H), 2.95 — 2.84 (m,
1H), 2.65 — 2.54 (m, 2H), 2.48 (s, 2H), 2.30 (1, J = 7.5 Hz, 2H), 2.08 — 2.01 (m, 1H), 1.97 (d,
J=12.3 Hz, 2H), 1.83 (d, J= 11.9 Hz, 2H), 1.51 — 1.34 (m, 6H), 1.33 — 1.13 (m, 10H).

SEHER 38: 3-FEE-1-(3-(4-(4-((2-(2,6- —EARIR B -3-25)-1,3- Z E AR 7 15 Bk -4- 25 &
H) T B )RS -1-28) 2K 5)-1-((1r, 4r)-4-(FEMemp-2- 2 IR )R (L &
YJZ9058)

- N N
H
B RS SEREA] 23 B Jr ik AHAL
"H NMR (400 MHz, DMSO-ds) & 11.08 (s, 1H), 9.05 (s, 1H), 7.74 (d, J = 7.9 Hz, 1H),
7.61 (dt, J=15.9, 7.8 Hz, 2H), 7.39 (d. J = 8.5 Hz, 1H), 7.35 — 7.24 (m, 3H), 7.22 (d, /= 7.9
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Hz, 1H), 7.20 — 7.14 (m, 5H), 7.03 —6.97 (m, 2H), 6.72 (s, 1H), 6.70 — 6.61 (m, 2H), 5.61 (t,
J=6.1Hz, 1H), 5.05 (dd, J = 12.9, 5.4 Hz, 1H), 4.26 (t, J= 12.1 Hz, 1H), 4.18 (d, J = 6.0
Hz, 2H), 3.68 — 3.54 (m, 5H), 3.23 — 3.09 (m, 4I1), 2.93 — 2.82 (m, 1H), 2.62 — 2.54 (m, 2H),
2.46 (t, J= 7.0 Hz, 2H), 2.06 — 1.93 (m, 4H), 1.89 — 1.78 (m, 4H), 1.42 (q, J = 12.4 Hz, 2H),
1.18 (q, J = 12.0 Hz, 2H).

SEHER] 39: 3-FEE-1-(3-(4-(6-((2-(2,6- —FH AR B -3-28)-1,3- A A 7 W] bRk-4-F5) &
)T IR R -1-38) K HE)-1-((1r, 4r)-4-(ERER-2-FE E ) 3R )R (I &%) YIZ9052)

R

OTNH OMNH
LA, T

A T 5 S 23 Brs 7 A AL

'"H NMR (400 MHz, DMSO-de) § 11.09 (s, 1H), 9.05 (s, 1H), 7.74 (d, J= 7.7 Hz, 1H),
7.63 (t, J=17.7 Hz, 1H), 7.57 (dd, J= 8.6, 7.1 Hz, 1H), 7.39 (d, J= 8.5 Hz, IH), 7.35 - 7.25
(m, 3H), 7.23 (d, J = 7.8 Hz, 1H), 7.21 — 7.13 (m, 4H), 7.09 (d, J = 8.6 Hz, 1H), 7.03 — 6.97
(m, 2H), 6.73 (s, 1H), 6.65 (d, J= 7.5 Hz, 1H), 6.54 (t, J = 5.9 Hz, 1H), 5.62 (t, J = 6.1 Hz,
1H), 5.04 (dd, J = 12.9, 5.3 Hz, 1H), 4.29 (t, J= 12.0 Hz, 1H), 4.18 (d, J = 6.0 Hz, 2H), 3.60
(s, SH), 3.32 — 3.26 (m, 1H), 3.16 (d, J = 19.2 Hz, 4H), 2.93 - 2.81 (m, 1H), 2.62 — 2.53 (m,
2H), 2.37 (t, J= 7.3 Hz, 2H), 2.06 — 1.91 (m, 3H), 1.83 (d, /= 11.8 Hz, 2H), 1.59 (dp, J =
14.9, 7.2 Hz, 4H), 1.48 — 1.34 (m, 4H), 1.18 (q, J = 12.6 Hz, 2H).

SEHEB] 40 3-FFE-1-(3-(4-(8-(2-(2,6- ~EARIRNE-3-2%)-1,3- AR RG] bR-4-F5) &
B3 )R B -1-FE) K B )-1-((1r,  4r)-4-(ERRIR-2- R EE) IR S &) R LAY YIZ9053)

O

OxNH OHK/\/\/V
AN N N
o, N

A TS S 23 BT R T3 AL

'"H NMR (400 MHz, DMSO-ds) & 11.09 (s, 1H), 9.04 (s, 1H), 7.74 (d, J = 8.0 Hz, 1H),
7.62 (t, J=17.7 Hz, 1H), 7.59 — 7.54 (m, 1H), 7.39 (d, J= 8.5 Hz, 1H), 7.35 — 7.25 (m, 3H),
7.22 (d, J= 8.0 Hz, 1H), 7.20 — 7.14 (m, 4H), 7.08 (d, J = 8.6 Hz, 1H), 7.04 — 6.98 (m, 2H),
6.73 (s, 1H), 6.65 (d, J= 7.6 Hz, 1H), 6.52 (t, J = 6.0 Hz, 1H), 5.62 (t, J = 6.0 Hz, 1H), 5.04
(dd, J=12.9, 5.4 Hz, 1H), 4.26 (t, J = 12.1 Hz, 1H), 4.17 (d, J = 6.0 Hz, 2H), 3.59 (s, 5H),
3.31 —3.24 (m, 1H), 3.16 (d, J = 20.5 Hz, 4H), 2.93 — 2.81 (m, 1H), 2.62 — 2.53 (m, 2H),
2.35 (t, J=7.4 Hz, 2H), 2.06 — 1.91 (m, 3H), 1.83 (d, J= 12.0 Hz, 2H), 1.61 — 1.48 (m, 4H),
1.41 (q, J = 12.5 Hz, 2H), 1.36 — 1.27 (m, 6H), 1.18 (q, /= 12.5 Hz, 2H).

SR 41 3EEE-1-(3-(4-(10-2-(2,6- FARIR I -3-2)-1,3- ~ EAR T 15| W -4- ) &
FE)ZE PR HE ) IR B8 -1-3E) 3K 58 )-1-((Ar,  4r)-4-(EE MR -2- R 58 35 IR ) R (b &9
YJZ9055)
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OTNH '\(\)
o, O
ARV S S 23 BToR 5B AL .

'H NMR (400 MHz, DMSO-ds) & 11.09 (s, 1H), 9.04 (s, 1H), 7.74 (d, J = 8.0 Hz, 1H),

7.62 (t, J= 7.7 Hz, 1H), 7.57 (dd, J = 8.6, 7.1 Hz, 1H), 7.39 (d, J = 8.5 Hz, 1H), 7.35 — 7.24

5 (m,3H),7.23 (d, J=7.9 Hz, 1H), 7.21 — 7.13 (m, 4H), 7.07 (d, J = 8.6 Hz, 11), 7.04 — 6.97

(m, 2I0), 6.73 (s, 1H), 6.65 (d, J= 7.6 Hz, 1H), 6.51 (t, J = 5.9 Hz, 1H), 5.62 (t, J= 5.9 Hz,
1H), 5.05 (dd, J = 12.9, 5.4 Hz, 1H), 4.27 (t, J = 12.1 Hz, 1H), 4.17 (d, J = 6.0 Hz, 2H), 3.59

(s, SH), 3.27 (p, J = 6.6 Hz, 2H) 3.16 (d, J = 20.9 Hz, 4H), 2.94 — 2.82 (m, 1H), 2.63 — 2.55
(m, 2H), 2.34 (t, J= 7.4 Hz, 2H), 2.06 — 1.90 (m, 3H), 1.83 (d, /= 11.9 Hz, 2H), 1.61 — 1.48

10 (m, 4H), 1.41 (q, J= 12.3 Hz, 2H), 1.36 — 1.12 (m, 12H).

SEHAB 42: N-(3-(3-FE-1-((1r, 4r)-4-(FE Wk -2-F 5 352K O 55 IR 3 ) K 3 )-4-((2-
(2,6- AR BE-3-38)-1,3- ZE AR MBI Wk-4-2) &) T BEIZ (I &%) YIZ9062)

OYNH Y
or Pt
" CENH

e}
15 A T VRS SR 23 BroR J7 A AL
'H NMR (400 MHz, DMSO-de) & 11.10 (s, 1H), 10.13 (s, 1H), 9.04 (s, 1H), 7.72 (dd, J
=11.5, 7.9 Hz, 2H), 7.66 — 7.55 (m, 2H), 7.48 (s, 1H), 7.43 — 7.35 (m, 2H), 7.30 — 7.21 (m,
3H), 7.21 — 7.12 (m, SH), 7.03 (d, J= 7.0 Hz, 1H), 6.87 (d, J= 8.1 Hz, 1H), 6.69 (1, J= 6.2
Hz, 1H), 5.79 (t, J = 6.1 Hz, 1H), 5.05 (dd, J = 12.8, 5.4 Hz, 1H), 4.27 (t, J = 11.8 Hz, 1H),
20 4.16 (d, J=6.0 Hz, 2H), 3.58 (s, 1H), 2.94 — 2.81 (m, 1H), 2.64 — 2.53 (m, 2H), 2.45 (t, J =
7.2 Hz, 2H), 2.07 — 1.86 (m, SH), 1.80 (d, J = 12.1 Hz, 2H), 1.42 (q. J = 12.2 Hz, 2H), 1.28 —
1.11 (m, 4H).

SEHEH 43: N-(3-3-FE-1-((Ar, 4r)-4-(H BRI -2- 2 T 2k ) PR T2 ) IR 36 ) 4 2 )-8-((2-
25 (2,6- IR E-3-2E)-1,3- R 7 WG| Wk -4- ) ) R (L B YIZ9059)

OYNH "
©§)IN\NW©’N\©/N T()I/\/\/\/\m/go VN oO
N z:f\NH

o]
GRS IR 23 Bior 7 A AL
'H NMR (400 MHz, DMSO-dq) § 11.10 (s, 1H), 10.03 (s, 1H), 9.04 (s, 1H), 7.74 (d, J =
8.0 Hz, 1H), 7.69 (d, J = 8.4 Hz, 1H), 7.65 — 7.52 (m, 2H), 7.49 (s, 1H), 7.43 — 7.34 (m, 2H),
30 7.30 - 7.20 (m, 4H), 7.20 — 7.14 (m, 4H), 7.07 (d, J = 8.6 Hz, 1H), 7.01 (d, J = 7.1 Hz, 1H),
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6.86 (d, J=17.5 Hz, 1H), 6.52 (t, J= 5.9 Hz, 1H), 5.79 (t, J = 5.9 Hz, 1H), 5.04 (dd, J = 13.0,
5.4 Hz, 1H), 4.28 (t, J = 12.1 Hz, 1H), 4.16 (d, J = 5.9 Hz, 2H), 3.58 (s, 1), 3.29 (p, J = 6.7
Hz, 2H)2.94 — 2.80 (m, 1H), 2.63 — 2.54 (m, 2H), 2.32 (t, J = 7.3 Hz, 2H), 2.06 — 1.91 (m,
3H), 1.79 (d, J= 12.0 Hz, 2H), 1.66 — 1.51 (s, 4H), 1.43 (q, J = 12.3 Hz, 2H), 1.37 — 1.31 (m,
4H), 1.28 — 1.22 (m, 2H), 1.21 — 1.10 (m, 2H).

SEHER) 44: 3-FFFE-1-(4-((1-(2-(2,6- ~EARIRBE-3-3%)-1,3- — F AR 75| B -5-35) & F
T -3-3 B IR R - 1-30) ) - 1-((Lr,  4r)-4-(HERRIRR-2- R 353 O 2R (b &9

YJZ1102)
H\Q Bf/n\Boc OTH\)@
G:J\N O, \©\ \NJ\H‘.O/“:@\D \/C/N/Bcc TFA, DCM

N - -

b

Q F ¢ Senn OYHVQ o o
’ Cf ° T O Ol

NﬁVCNH 130 )
W1 3-(4-(4-(3-TFFEe-1-((1r, 4r)-4-(FEMEDREK-2-FR 5 25 ) 35 O30 ) IR 228 ) 2 2 IR 1B -1 -
F)F VR TE-1-RBRMU T BRAED 1DHFH &

anJ@

¥ KHCO3 (345 mg, 2.5 mmol) MIANRA LAY 8 (620 mg, 1.2 mmol). 3-(7& 3 E A
T - 1R AT S 10 (630 mg, 2.5 mmol) A DMF (40 mL)H. 7F 80<C #itHt 5 /Mg, iy
SN o U Jie 25 VR A i B O A 2 AT 200 B C AR 11 560 mg (5= 65%). 'H NMR (400
MHz, DMSO-de) 8 9.05 (s, 1H), 7.74 (d, J = 8.0 Hz, 1H), 7.63 (t, J= 7.8 Hz, 1H), 7.40 (d, J=8.7
Hz, 1H), 7.27 (t, J= 7.5 Hz, 2H), 7.23 (d, J= 8.0 Hz, 1H), 7.21 — 7.12 (m, 4H), 7.01 (q, J=9.2 Hz,
4H), 5.57 (t, J= 6.1 Hz, 1H), 4.26 (t, J= 12.1 Hz, 1H), 4.16 (d, J= 6.0 Hz, 2H), 3.92 (s, 2H), 3.67
—3.44 (m, 4H), 3.31 (s, 2H), 3.17 (d, J = 6.2 Hz, 4H), 2.89 (s, 1H), 2.73 (s, 1H), 2.57 (d, J= 7.2 Hz,
2H), 1.96 (d, J=11.3 Hz, 2H), 1.79 (d, J=11.9 Hz, 2H), 1.47 — 1.31 (m, 11H), 1.13 (q, /= 12.6 Hz,
2H).

S 2: 1-(4-(A-CRILER T f-3- Y2 WR R 1) 2 ) 34 - 1-((r, dr)-d-(PEDE
Wh-2- 2 IR SR AL AW 1) M0H1%
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3-(4-(4-(3-FHE-1-((1r, 4r)-4- (W MR -2- R 2 26 ) PR 20 ) IR 32 ) A 66 YUIR 18- 1 -5 ) T k)
B T ES-1-FR B AU T BS 11(100 mg, 0.14 mmol)iE T DCM(4 mL)H', A TFA(2
mL), JF7E S0°C N FIRIE R . A5 ERE N R NIRE SRS, JH@ A Eiral
LT A EYR 60 mg(F= F 70%).

BB 3 3-RE-1-(4-((1-(2-(2,6- —FARIRNE-3-2)-1,3- ZF AR 5] R -5-20) B FR T
$t-3- 5 B UR B - 1- ) 3R ) - 1-((1r, d)-4-(REREIE-2-BE B 3) 30 O3 IR (L &4

YJZ1102)
OYLQ
[elNe)
2N N NH
L0 O~ Q;f%_k
H A b

vozioz N

W 2-(2,6- " SANRIE-3-FE)-5- % 7 15 EIHR-1,3- B[ 13 (42.9 mg, 0.16 mmol) B 6
mL DMSO 1, 7E= I F A DIPEA (25.1 mg, 0.19 mmol)fI4b& % 12 (84.5 mg, 0.13
mmol). KATIFIBA Y 120C 4k 8 /ANRF . SN A G 7F L2 R R H, B A
Tt a4k 15 38 o E ORI A 71 mg (P72 63%). 'H NMR (400 MHz, DMSO-ds) &
11.07 (s, 1H), 9.05 (s, 1H), 7.74 (d, J= 7.9 Hz, 1H), 7.69 — 7.59 (m, 2H), 7.40 (d, J = 8.5 Hz,
1H), 7.32 — 7.25 (m, 2H), 7.23 (d, J= 8.0 Hz, 1H), 7.18 (t, J= 7.5 Hz, 4H), 7.09 — 6.95 (m,
4H), 6.79 (d, J=2.1 Hz, 1H), 6.66 (dd, J = 8.4, 2.1 Hz, 1H), 5.58 (t, J = 6.1 Hz, 1H), 5.06
(dd, J=12.9, 5.4 Hz, 1H), 430 (t, J = 12.4 Hz, 2H), 4.22 — 4.09 (m, 4H), 3.72 (dd, J = 8.4,
5.4 Hz, 2H), 3.59 (s, 1H), 3.21 (t, J= 4.8 Hz, 4H), 3.06 (p, J = 6.9 Hz, 1H), 2.95 — 2.81 (m,
1H), 2.67 (d, J= 7.2 Hz, 2H), 2.63 — 2.53 (m, 6H), 2.08 — 1.89 (m, 3H), 1.79 (d, /= 11.7 Hz,
2H), 1.41 (q, J=12.3, 11.6 Hz, 2H), 1.13 (q, J = 12.4 Hz, 2H). *C NMR (151 MHz, DMSO-
de) 8 173.33, 170.61, 167.99, 167.68, 162.49, 157.35, 155.66, 150.60, 141.76, 134.46,
134.28, 132.02 (2C), 128.68, 128.52 (3C), 128.31, 127.16 (4C), 126.74, 125.30, 122.20,
119.95, 117.11, 115.90 (2C), 114.55, 104.80, 62.22, 56.21 (2C), 53.52, 53.30 (2C), 49.17
(20), 48.06 (2C), 43.93, 40.43, 31.75, 31.44, 30.87 (2C), 27.47, 22.68. HRMS (ESI) for
C4oHs:N19Os[M+H]", calcd: 861.41949, found: 861.4163. HPLC analysis: MeOH-H,0
(80:20), 11.34 min, 98.3% purity.

SHE 45: 3T 1-(A-(A-(1-(2-(2,6- Z FARIRE-3-3)-1,3- — AR ] -5 )k

e -4-25)- PR BB~ 1-38) K 58 )-1-((1r, 4r)-4-(REREIR-2- R 553 2R L&Y YIZ1105)
T 1) %
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o H\/@
Y
9@ ONO
|
\NJ\N“' N

H N
TOed
N O
O
F TS S 44 TR 7 AL
'H NMR (400 MHz, DMSO-ds) & 11.08 (s, 1H), 9.05 (s, 1H), 7.74 (d, J = 8.0 Hz, 1H),
7.67 (d, J= 8.5 Hz, 1H), 7.63 (t, J= 7.5 Hz, 2H), 7.40 (d, J=8.5 Hz, 1H), 7.34 (d, J=2.2
Hz, 1H), 7.30 — 7.24 (m, 3H), 7.23 (d, J= 8.1 Hz, 1H), 7.20 — 7.12 (m, 4H), 7.01 (q, /= 8.8
Hz, 4H), 5.57 (t, J= 6.0 Hz, 1H), 5.07 (dd, J=12.9, 5.4 Hz, 1H), 4.26 (t, J= 12.1 Hz, 1H),
4.16 (d, J= 6.0 Hz, 2H), 4.09 (d, J=10.1 Hz, 2H), 3.65 — 3.53 (m, 1H), 3.26 — 3.12 (m, 4H),
3.00 (t, J=12.3 Hz, 2H), 2.94 — 2.82 (m, 1H), 2.65 (t, J=4.9 Hz, 4H), 2.62 — 2.59 (m, 1H),
2.59 —2.53 (m, 2H), 2.07 — 1.86 (m, 5H), 1.78 (d, J=11.6 Hz, 2H), 1.50 (q, J=11.1 Hz,
2H), 1.41 (q, J = 12.5 Hz, 4H), 1.13 (q, J = 12.5, 11.9 Hz, 2H). '3C NMR (151 MHz, DMSO-
de) 8 173.37,170.61, 168.11, 167.48, 162.50, 157.39, 155.22, 150.62, 141.70, 134.48, 131.99
(20), 128.56, 128.52 (3C), 128.32, 127.14 (4C), 126.75, 125.53, 125.24, 122.23, 119.94,
118.17, 118.01, 115.79 (2C), 108.24, 60.99, 53.51, 49.20 (3C), 48.38 (2C), 47.06 (2C),
43.91, 40.73, 40.36, 31.75, 31.42, 30.85 (2C), 27.64 (2C), 22.65. HRMS (ESI) for
CsoHs4N19Os[M+H]", caled: 875.43514, found: 875.4322. HPLC analysis: MeOH-H.O
(80:20), 11.36 min, 99.2% purity.

SZHER] 46: 3-TFFE-1-(4-(4-(2-(2,6- ~FEARIRME -3-38)-1,3- & AR R M| Wk -5-F) B AR R
T hE-3-FE (TR BE-1-F) K F)-1-((1r, 4r)-4-(EERERE-2-FE 2 S 2 RAELEY YIZ1103)

H

OYN
00, O,

LA

Y\N 7 G NH
L e
H RRITVES S 44 FioR J5 i AH L

'H NMR (400 MHz, DMSO-dq) § 11.08 (s, 1H), 9.05 (s, 1H), 7.74 (d, J = 8.5 Hz, 1H),
7.67 (d, J= 8.3 Hz, 1H), 7.63 (1, J= 7.7 Hz, 1H), 7.40 (d, J = 8.5 Hz, 1H), 7.31 — 7.25 (m,
2H), 7.23 (d, J= 7.9 Hz, 1H), 7.21 — 7.14 (m, 4H), 7.08 — 6.98 (m, 4H), 6.82 (d, J = 2.1 Hz,
1H), 6.68 (dd, J = 8.4, 2.1 Hz, 1H), 5.58 (t, J = 6.3 Hz, 1H), 5.06 (dd, J = 12.9, 5.4 Hz, 1H),
4.34 — 423 (m, 1H), 4.15 (t, J= 7.6 Hz, 4H), 3.94 (dd, J = 8.8, 4.9 Hz, 2H), 3.66 — 3.51 (m,
1H), 3.45 — 3.37 (m, 1H), 3.26 (t, J = 5.7 Hz, 4H), 2.94 — 2.80 (m, 1H), 2.64 — 2.53 (m, 6H),
2.06 — 1.99 (m, 1H), 1.96 (d, J= 14.5 Hz, 2H), 1.79 (d, J = 11.7 Hz, 2H), 1.41 (q, J = 12.4
Hz, 2H), 1.13 (q. J = 12.8 Hz, 2H). 3C NMR (151 MHz, DMSO-de) & 173.33, 170.61,
167.97, 167.67, 162.49, 157.35, 155.42, 150.54, 141.76, 134.47, 134.29, 132.04 (2C),
128.76, 128.52 (3C), 128.31, 127.16 (4C), 126.73, 125.35, 122.20, 119.95, 117.33, 115.94
(2C), 114.72, 104.97, 55.50 (2C), 54.62, 53.51, 49.59 (2C), 49.18 (2C), 47.83 (2C), 43.92,
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40.43, 31.74, 31.43, 30.86 (2C), 22.67. HRMS (ESI) for C4sHsoN10Os[M+H]", calcd:
847.40384, found: 847.4000. HPLC analysis: MeOH-H>O (75:25), 13.02 min, 97.9% purity.

KRB 47: 3R EE-1-(4-(4-(1-(2-(2,6- S ARIRBE -3-2)-1,3- — S AU 15 e - 5- 25 ) it
W -3-FE (WR 182 - 1-36) R F)-1-((Ar, 4r)-4-(PEMEmK-2-FEE )3 23R (L &9 YIZ1096)

H

OYN
sevenst ol
H EC?*

b

G HRIT VRS I 44 B 7B AL

"H NMR (400 MHz, DMSO-ds) 8 11.07 (s, 1H), 9.05 (s, 1H), 7.74 (d, J = 8.0 Hz, 1H),
7.68 —7.59 (m, 2H), 7.40 (d, J= 8.4 Hz, 1H), 7.28 (t, J= 7.5 Hz, 2H), 7.23 (d, /= 8.1 Hz,
1H), 7.18 (t, J= 7.3 Hz, 4H), 7.04 (s, 4H), 6.99 (s, 1H), 6.87 (d, /=9.0 Hz, 1H), 5.58 (d, J =
7.0 Hz, 1H), 5.06 (dd, J=12.7, 5.4 Hz, 1H), 4.30 (t, J=12.4 Hz, 1H), 4.16 (d, /= 5.9 Hz,
2H), 3.75 (t, J= 8.4 Hz, 1H), 3.66 — 3.53 (m, 2H), 3.42 (q, J = 8.8 Hz, 2H), 3.31 — 3.27 (m,
1H), 3.24 (t, J= 6.2 Hz, 4H), 3.02 (p, J=7.6 Hz, 1H), 2.95 — 2.82 (m, 1H), 2.67 (s, 4H),
2.63 —2.53 (m, 2H), 2.34 — 2.26 (m, 1H), 2.05 — 1.88 (m, 4H), 1.79 (d, /=11.7 Hz, 2H),
1.41(q, J=12.4 Hz, 2H), 1.13 (q, J = 12.8 Hz, 2H). *C NMR (151 MHz, DMSO-ds) &
173.35, 170.65, 168.20, 167.74, 162.49, 157.36, 152.27, 150.57, 141.76, 134.46, 132.03
(2C), 128.74, 128.52 (4C), 128.31, 127.15 (4C), 126.74, 125.41, 122.21, 119.95, 116.22,
115.92 (2C), 115.71, 106.05, 63.97, 53.52, 52.42, 51.76 (2C), 49.15 (2C), 48.05 (2C), 47.49,
43.93,40.43, 31.76, 31.45, 30.87 (2C), 29.28, 22.71. HRMS (ESI) for C49Hs:N0Os[M+H]",
calcd: 861.41949, found: 861.4168. HPLC analysis: MeOH-H,O (75:25), 15.48 min, 98.2%
purity.

SEHER 48: 3-TFEE-1-(4-(4-((1-(2-(2,6- S IR e -3-2)-1,3- 2 56 7 5 e -5- 228 ) R e -4 -
3 B ) IR BE-1-38) 2R 3E)-1-((1r, 4r)-4-(vE ek -2-3 51 35 3R © 38 IR (YI Z1097)

[o]

OYNH o
ooy, L

H T 5 S 44 B J7 AR AL

'H NMR (600 MHz, DMSO-de) & 11.09 (s, 1H), 9.05 (s, 1H), 7.75 (d, J = 7.9 Hz, 1H),
7.66 (d, J=8.5 Hz, 1H), 7.63 (t, J= 7.6 Hz, 1H), 7.41 (d, J = 8.6 Hz, 1H), 7.32 (s, 1H), 7.30
—7.26 (m, 2H), 7.24 (d, J = 8.8 Hz, 2H), 7.21 — 7.13 (m, 4H), 7.02 (q, J = 8.7 Hz, 4H), 5.58
(t, J=6.1 Hz, 1H), 5.07 (dd, J = 12.8, 5.5 Hz, 1H), 4.29 (t, J=11.7 Hz, 1H), 4.16 (d, J = 6.0
Hz, 2H), 4.06 (d, J = 12.8 Hz, 2H), 3.65 — 3.54 (m, 1H), 3.26 — 3.15 (s, 4H), 2.99 (t, J= 12.3
Hz, 2H), 2.93 — 2.83 (m, 1H), 2.64 — 2.54 (m, 2H), 2.52 (m, 4H), 2.21 (d, J = 5.2 Hz, 2H),
2.05 — 1.99 (m, 1H), 1.99 — 1.93 (m, 2H), 1.92 — 1.85 (m, 1H), 1.85 — 1.75 (m, 4H), 1.41 (q,
J=12.4 Hz, 2H), 1.20 — 1.09 (m, 4H). '3C NMR (151 MHz, DMSO-ds) § 173.30, 170.60,
168.12, 167.45, 162.48, 157.32, 155.48, 150.62, 141.81, 134.52, 134.42, 132.02 (2C),
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128.67, 128.51 (3C), 128.31, 127.16 (4C), 126.71, 125.49, 125.28, 122.17, 119.96, 118.06,
117.80, 115.83 (2C), 108.21, 64.18, 53.68 (2C), 53.52,49.20 (2C), 48.15, 47.74 (2C), 43.94,
40.51, 32.94, 31.76, 31.45, 30.88 (2C), 30.11 (2C), 29.45, 22.67. HRMS (ES]I) for
Cs1HssN10Os[M+H]", calcd: 889.45079, found: 889.4473. HPLC analysis: MeOH-H.O
(80:20), 15.05 min, 96.9% purity.

SLHEH] 49 3-FFE-1-(4-(4-(1-(2-(2-(2,6- Z IR BE -3-3E)-6- - 1,3- 5 7 15 W -5-38)
WR 02 -4-25)- W% B2 - 1-35) 28 3E)-1-((1r, 4r)-4-(FEREK-2- R E)F CER (YIZ1201)

0

Oy NH

Y
oo O
H lon

\O“ { S NH
BTV S SN 44 FR T AL

"H NMR (400 MHz, DMSO-de) § 11.11 (s, 1H), 9.05 (s, 1H), 7.77 — 7.68 (m, 2H), 7.63
(t, J=79 Hz, 1H), 7.47 (d, J= 7.3 Hz, 1H), 7.40 (d, J= 8.5 Hz, 1H), 7.31 — 7.24 (m, 2H),
7.23 (d, J="7.0 Hz, 1H), 7.21 — 7.13 (m, 4H), 7.07 — 6.95 (m, 4H), 5.57 (t, /= 6.8 Hz, 1H),
5.11(dd, J=13.1, 53 Hz, 1H), 4.28 (t, J=11.4 Hz, 1H), 4.16 (d, J= 5.8 Hz, 2H), 3.68 (d, J
=11.7 Hz, 2H), 3.58 (s, 1H), 3.21 (s, 4H), 2.99 — 2.82 (m, 3H), 2.68 (s, 4H), 2.64 — 2.54 (m,
3H), 2.08 — 1.89 (m, 5H), 1.78 (d, J= 9.6 Hz, 2H), 1.61 (q, J=12.2 Hz, 3H), 1.41 (q, J =
14.5,13.7 Hz, 2H), 1.13 (q, J= 13.1 Hz, 2H). '*C NMR (151 MHz, DMSO-ds) § 173.25,
170.40, 167.17, 166.69, 162.47, 158.57 (d, J=253.3 Hz, 1C), 157.32, 150.63, 146.01(d, J =
8.8 Hz, 1C), 141.82, 134.43, 132.02 (2C), 129.26 (d, J=2.2 Hz, 1C), 128.65, 128.50 (3C),
128.30, 127.16 (4C), 126.71, 123.51(d, J= 9.6 Hz, 1C), 122.17, 119.96, 115.79 (2C), 114.23
(d, J=4.8 Hz, 1C), 112.49 (d, J=25.3 Hz, 1C), 60.86, 53.52, 52.46, 49.84, 49.81, 49.51,
49.25(2C), 48.49 (2C), 43.94, 40.51, 31.78, 31.42, 30.87 (2C), 28.35 (2C), 22.55. HRMS
(ESI) for CsoHs3NjoOsF[M+H]", calcd: 893.42572, found: 893.4229. HPLC analysis: MeOH-
H>O (80:20), 11.79 min, 95.8% purity.

SEREB) 50: 1-(4-(4-(1-(1-(2-(2,6- ~ FUIR I -3-3)-1,3- L T W e - 535 ) R e -4- 25 ) - R
BE-1-3) K HE)-3-2- K 2 )-1-((Ir,  4r)-4-(BE I -2- B S ) IR )R (YIZ1203)

OYNH F
o0, 0N
N

-

G TS LR 44 B J7 AR .

'H NMR (400 MHz, DMSO-ds)  11.08 (s, 1H), 9.05 (s, 1H), 7.74 (d, J = 8.0 Hz, 1H),
7.67 (d, J= 8.6 Hz, 1H), 7.63 (t, J = 7.7 Hz, 1H), 7.40 (d, J = 8.6 Hz, 1H), 7.34 (s, 1H), 7.29
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—7.14 (m, 6H), 7.14 — 7.08 (m, 1H), 7.03 (q, J = 8.6 Hz, 4H), 5.59 (s, 1H), 5.07 (dd, J =
13.4, 5.5 Hz, 1H), 4.31 — 4.17 (m, 3H), 4.10 (d, J=12.7 Hz, 2H), 3.58 (s, 1H), 3.20 (s, 4H),
3.00(t, J=12.3 Hz, 2H), 2.95 — 2.82 (m, 1H), 2.66 (s, 4H), 2.63 —2.53 (m, 3H), 2.07 — 1.86
(m, 5H), 1.79 (d, J=11.9 Hz, 2H), 1.50 (q, /= 11.5 Hz, 2H), 1.44 — 1.33 (m, 2H), 1.20 —
1.09 (m, 2H). '3C NMR (151 MHz, DMSO-ds) & 173.30, 170.59, 168.09, 167.44, 162.47,
161.01 (d, J=243.4 Hz, 1C), 157.23, 155.23, 150.66, 134.51, 134.43, 131.98 (2C), 129.03
(d, J=4.7 Hz, 2C), 128.58, 128.55, 128.53, 128.44 (d, J=14.2 Hz, 1C), 128.30, 125.49,
125.29, 124.61(d, J=3.3 Hz, 1C), 122.17, 119.96, 118.18, 118.10, 115.81 (2C), 115.12 (d, J
=21.1 Hz, 1C), 108.29, 61.02, 53.57, 49.25 (2C), 49.21, 49.10, 48.46 (2C), 47.09 (2C),
40.51, 37.73, 31.76, 31.45, 30.84 (2C), 27.67 (2C), 22.66. HRMS (ESI) for
CsoHs3N190OsF[M+H]", caled: 893.42572, found: 893.4224. HPLC analysis: MeOH-H.O
(80:20), 9.19 min, 96.2% purity.

SRR 51: 3-FFE-1-(6-(4-(1-(1-(2-(2,6- R -3-F)-1,3- & 7 W] W -5-F5 ) IR e -
4-FE) Ak IE -1k B -3-FE - 1-((1r,  4r)-4-(FERRIk-2- R E F)FF T E)IR (YIZ1205)

OYNH
N
O
N
\
o]

B RS S 44 BT R D5 ik R .

"H NMR (400 MHz, DMSO-ds) § 11.08 (s, 1H), 9.05 (s, 1H), 7.91 (s, 1H), 7.74 (d, J =
8.0 Hz, 1H), 7.70 — 7.58 (m, 2H), 7.40 (d, /= 8.4 Hz, 1H), 7.34 (s, 2H), 7.31 — 7.21 (m, 4H),
7.21 —7.13 (m, 4H), 6.88 (d, /= 9.0 Hz, 1H), 6.05 (t, /= 6.6 Hz, 1H), 5.07 (dd, /=128, 5.3
Hz, 1H), 4.26 (t, J=12.8 Hz, 1H), 4.12 (dd, J = 18.7, 9.2 Hz, 4H), 3.60 (s, 1H), 3.52 (s, 4H),
3.00 (t, J=12.4 Hz, 2H), 2.94 — 2.81 (m, 1H), 2.70 — 2.53 (m, 7H), 2.07 — 1.93 (m, 3H), 1.90
(d, /=122 Hz, 2H), 1.78 (d, /= 11.7 Hz, 2H), 1.57 — 1.33 (m, 4H), 1.09 (q, /= 12.9 Hz,
2H). BC NMR (151 MHz, DMSO-ds) § 173.30, 170.59, 168.09, 167.44, 162.47, 158.32,
157.45, 155.22, 149.85, 141.82, 140.60, 134.51, 134.43, 128.48 (3C), 128.31, 127.18 (40C),
126.68, 125.49, 124.43, 122.17, 119.97, 118.17, 118.09, 108.28, 107.40, 61.12, 55.39, 53.49,
49.21(2C), 49.10 (2C), 47.10 (2C), 45.29, 43.96, 31.70, 31.45, 30.85 (2C), 27.66 (2C), 22.66.
HRMS (ESI) for C40Hs3N110s[M+H]", calcd: 876.43039, found: 876.4276. HPLC analysis:
MeOH-H>0 (80:20), 6.94 min, 97.8% purity.

KRB 52 3-FEE-1-(6-(4-(1-(1-(2-(2-(2,6- = IR IE -3-56)-6- T 1,3- — 557 15 g -5-

FE )R BE -4 MLk I B2 -1 -5 )M e 3-8 [ -1-((1r»  4r)-4-(WE BRI -2-FR S 50 3F 30 AR
(YJZ1206)
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i
o0, O

K/N O 0O
Sl o

H TS S 44 FioR 7 v AL .
'"H NMR (400 MHz, DMSO-ds) § 11.11 (s, 1H), 9.05 (s, 1H), 7.92 (s, 1H), 7.73 (t, J =
9.7 Hz, 2H), 7.63 (t, J = 8.0 Hz, 1H), 7.46 (d, J= 7.4 Hz, 1H), 7.41 (d, J = 8.5 Hz, 1H), 7.35
5 (d,J=9.1Hz, 1H), 7.31 — 7.25 (m, 2H), 7.21 (d, J= 7.5 Hz, 1H), 7.21 — 7.13 (m, 3H), 6.90
(d, J=9.0 Hz, 1H), 6.05 (t, J= 5.4 Hz, 1H), 5.11 (dd, J=13.0, 5.3 Hz, 1H), 4.28 (t, J=12.3
Hz, 1H), 4.15 (d, J= 6.0 Hz, 2H), 3.68 (d, J = 11.9 Hz, 2H), 3.63 — 3.48 (m, 5H), 2.99 — 2.82
(m, 3H), 2.64 (s, 4H), 2.59 — 2.52 (m, 3H), 2.08 — 1.87 (m, 5H), 1.79 (d, J = 11.7 Hz, 2H),
1.61 (d, J=12.0 Hz, 2H), 1.41 (q, J=13.6, 13.0 Hz, 2H), 1.10 (d, /= 12.8 Hz, 3H). *C
10 NMR (151 MHz, DMSO-d) 8§ 173.25, 170.40, 167.17, 166.69, 162.47, 158.33, 157.45,
156.89 (d, J = 253.4 Hz, 1C), 149.86, 146.00 (d, J = 8.49 Hz, 1C), 141.83, 140.60, 134.42,
129.26 (d, J= 2.2 Hz, 1C), 128.48 (3C), 128.30, 127.19 (4C), 126.69, 125.28, 124.42, 123.52
(d, J=9.9 Hz, 1C), 122.17, 119.97, 114.24 (d, J = 4.5 Hz, 1C), 112.48 (d, J = 25.5 Hz, 1C),
107.40, 60.96, 55.39, 53.50, 49.84 (2C), 49.52 (2C), 49.11 (2C), 45.30, 43.97, 40.51, 31.72,
15 31.42,30.85 (2C), 28.32 (2C), 22.55. HRMS (ESI) for C49Hs>N;1OsF[M+H]", calcd:
894.42097, found: 894.4176. HPLC analysis: MeOH-H,0 (80:20), 8.79 min, 98.9% purity.

SRR 53: 3-FFE-1-(4-(4-(2-(2,6- ~F IR E-3-3)-1,3- 5 7 5] B -5- 3 ) IR 18R - 1- 3
WRME-1-FE K FL)-1-(Ar, 4r)-4-(EEBE-2-FE & ) S 2R (YIZ1202)

NH,
Boc., O’ H\/© H\/© " H\Q
- NCO >
¥ e N T oy o N T o
\©\ P N TFA, DCM N
- . . i N 4
LI o o, 2 o'
Br Boc 18 HN® 17 Br H N 18 Br d HNY Br
14 Boc N)\N 19
o
HNO\ o o (@
H F NH
N o "‘\/@ ~ %L_/Eo Oy NH
o X o X
TS S RS Pl s s Hon ol
HN N g SN N
‘ ' S s " NN
NZN 21 N NTY °

- O
of o R et e s
(o)

BT ((Ar, 4r)-4-(@-BRFER)EIE)F OR)BEF RN T HRALEY 16)HH) %

H
o

HNY Br
16

)
Boc

20

KAk &% 14(5.0 g, 17.7 mmol). fb &4 15(3.2 g, 14.7 mmol). Pdx(dba)s(1.37 mg,
25 1.5 mmol). Xantphos (1.7 g, 2.94 mmol) F ter-ButONa(2.8 g, 29.4 mmol)#E & ¥ T 150
mL H2RF, AR E B = IKEH RN 100 T MR ROV S5 e P E
Tl PR S NIVR I H B S W A S R o« AT TR BT Al AR A B O[B4 3.9 g(FF 3 72%). 'H
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NMR (400 MHz, DMSO-ds) § 7.15 (d, J = 6.8 Hz, 21), 6.76 (d, J = 7.9 Hz, 1H), 6.50 (d, J =
8.9 Hz, 2H), 5.60 (d, J = 8.0 Hz, 1H), 3.27 — 3.13 (m, 1H), 3.12 — 2.99 (m, 1H), 1.94 (d, J =
12.7 Hz, 2H), 1.79 (d, J = 12.4 Hz, 21), 1.38 (s, 9H), 1.26 (q, J= 12.2, 11.3 Hz, 2H), 1.14
(q, J = 12.2 Hz, 2H).

B 2: ((r, 40)-4-G-VE-1-(-REE)RE) I CEEETF RN T BALEY 1DHH1%
OTNQ
17\©\Br

WAL E ) 16(3.9 g, 10.6 mmol)iFET 4 mL DMF &, JIANTERRRE 6(4.2g,
31.7 mmol), DIPEA(1.59 g, 12.3 mmol), 95°C K. 5h. BeT %A, HZHr4 5 0 RE A
3.7 g% 69%). 'H NMR (400 MHz, DMSO-ds) 8 7.63 (d, J = 8.4 Hz, 2H), 7.30 — 7.22
(m, 2H), 7.20 — 7.14 (m, 3H), 7.11 (d, J = 7.5 Hz, 2H), 6.66 (d, J = 8.0 Hz, 1H), 5.98 (t, J =
6.2 Hz, 1H), 4.22 — 4.07 (m, 3H), 3.02 — 2.87 (m, 1H), 1.73 (d, J= 10.8 Hz, 4H), 1.35 (s,
9H), 1.24 (q, J=12.5 Hz, 2H), 1.01 (g, J= 12.5, 12.0 Hz, 2H).

thl“"
Boc

B3 1-((Ir, 40)-4-BEIFCE)-3-FHE-1-@-BED)RALED 18)HI%H] %

H

O\\’L/N
HzN“'O18\©\Br

BAkEY17(3.7 g, 7.3 mmol)iET SmL DCM H, JIA 2.5 mL =% LBEZ(TFA).
IR s5°C Bl 6 h J5, WIERTIEN, HEE Binfa i o 2.5 g %
70%). 'H NMR (400 MHz, DMSO-ds) & 7.62 (d, J = 8.0 Hz, 2H), 7.30 — 7.22 (m, 2H), 7.21
—7.14 (m, 3H), 7.11 (d, J= 8.0 Hz, 2H), 5.95 (t, J= 6.1 Hz, 1H), 4.20 (t, J= 11.9 Hz, 1H),
4.14 (d, J=6.1 Hz, 2H), 2.26 (t, J= 7.8 Hz, 1H), 1.80 — 1.60 (m, 4H), 1.10 (q, J=11.9, 11.2
Hz, 2H), 0.98 (q, J = 12.5, 12.1 Hz, 2H).

B 4 3-FEHE1-@-IRFF)-1-((Ir,  4r)-4-(BEE- 2 30 IR TR R LS4 19) 85

#
OYHJQ
©§J‘\”©’N Br
19

AL &9 18(2.5 g, 5.1 mmol)i&ET 15 mL DMF 1, A\ 2-G MMk 4(1.0 g, 6.1
mol), Cs:CO3(2.0 g, 6.1 mol), VREWE R FHEE 15min J5 T+ E 60°CJX N 40min. X
I 45 R 5 I e TR, FEJE T A4S 1.9 g (7% 70%). 'H NMR (400 MHz, DMSO-
ds) 8 9.05 (s, 1H), 7.74 (d, J = 8.0 Hz, 1H), 7.69 — 7.59 (m, 3H), 7.40 (d, J = 8.5 Hz, 1H),
7.31 —7.25 (m, 2H), 7.23 (d, J=7.8 Hz, 1H), 7.21 — 7.12 (m, 6H), 6.02 (t. J= 6.2 Hz, 1H),
429 (t, J=12.5 Hz, 1H), 4.16 (d, J = 5.9 Hz, 2H), 3.68 — 3.53 m, 1H), 1.98 (d, J = 13.6 Hz,
2H), 1.81 (d, J=12.1 Hz, 2H), 1.42 (q, J = 12.4 Hz, 2H), 1.13 (q, J = 12.5 Hz, 2H).
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SBS: 4-(1-(4-G-FHE-1-((Ir, 4r)-4-(EEmek-2-FE R FE) I O30 IRIE) K3 ) ik i -4- 35 Ik
BE-1-FF AU T B (b &4 2D I i1l %

S

AL AW 19(1.9 g, 3.6 mmol). &%) 20(1.25 g, 4.6 mmol). Pda(dba)a(327 mg, 0.36
mmol). Xantphos (414 mg, 0.72 mmol) F rer-ButONa(688 mg, 7.2 mmol)¥E & % T 80
mL F2EH, HESBSHRE=IKEHRMNBEINHRE 100 T RMNER. NS HR G HEE
i E IR, R W R A S N . B E AT AL A A R T AR 1785 mg(Pr R
69%). 'H NMR (400 MHz, DMSO-ds) 8 9.05 (s, 1H), 7.74 (d, J = 8.2 Hz, 1H), 7.66 — 7.60
(m, 1H), 7.40 (d, J=9.1 Hz, 1H), 7.30 — 7.24 (m, 2H), 7.24 — 7.13 (m, 5H), 7.04 — 6.95 (m,
4H), 5.53 (t, J=7.4 Hz, 1H), 4.29 (t, J = 12.6 Hz, 1H), 4.16 (d, J = 6.0 Hz, 2H), 3.79 (d, J =
12.1 Hz, 2H), 3.65 — 3.51 (m, 1H), 3.30 (s, 4H), 2.71 (t, J = 12.1 Hz, 2H), 2.46 (s, 4H), 2.35
(t, J=11.5 Hz, 1H), 2.01 — 1.91 (m, 2H), (d, J= 15.7 Hz, 2H), 1.87 (d, J = 11.8 Hz, 2H),
1.78 (d, J=12.0 Hz, 2H), 1.48 (q, J = 12.0 Hz, 2H), 1.44 — 1.32 (m, 11H), 1.13 (q, J=12.5
Hz, 2H). ¥ R BP9 T S mL Z& B, AN 2.5 mL =8 4B, 7E 55<C N[
Ui 4h, ik Boc (RIFEEE 1.1g AT F—23,

D 6: 3-TEHE-1-(4-(4-(2-(2,6- —EIRBE-3-3)-1,3- 5 7 05 -5 IR 1R -1 -3 Wk e -1 -3
RFL)-1-((Ir, 4r)-4-(EERENR-2-FLZ IR IR (YIZ1202) /)% 2%

o] NH

}/
LT Oy
YJz1202 U\Q:S\‘%'}Lo

ALY 21 @i St 44 20 3% 3 BRI EIRTR YIZ1102. '"H NMR (400 MHz,
DMSO-ds) 6 11.08 (s, 1H), 9.05 (s, 1H), 7.74 (d, J= 8.0 Hz, 1H), 7.68 (d, J = 8.4 Hz, 1H),
7.63 (t, J=17.9 Hz, 1H), 7.40 (d, J= 8.5 Hz, 1H), 7.34 (s, 1H), 7.31 — 7.21 (m, 4H), 7.21 -
7.13 (m, 4H), 7.01 (s, 4H), 5.55 (t, J= 6.5 Hz, 1H), 5.08 (dd, J=13.0, 5.4 Hz, 1H), 4.28 (t, J
=12.3 Hz, 1H), 4.16 (d, J= 6.0 Hz, 2H), 3.81 (d, /= 11.7 Hz, 2H), 3.59 (s, 1H), 3.44 (s,
4H), 2.95 - 2.83 (m, 1H), 2.74 (t, /= 11.8 Hz, 2H), 2.66 (s, 4H), 2.63 — 2.53 (m, 2H), 2.40 (t,
J=11.0 Hz, 1H), 2.06 — 1.87 (m, 5H), 1.79 (d, /= 11.9 Hz, 2H), 1.53 (q, J= 11.9 Hz, 2H),
1.41 (q, J=12.5 Hz, 2H), 1.13 (q, J = 12.6 Hz, 2H). *C NMR (151 MHz, DMSO-ds) &
173.29, 170.56, 168.04, 167.47, 162.47, 157.33, 155.73, 150.64, 141.80, 134.42, 134 .32,
131.99 (2C), 128.51 (3C), 128.38, 128.30, 127.16 (4C), 126.71, 125.36, 122.17, 119.96,
118.76, 118.21, 116.24 (2C), 108.28, 61.03, 53.53, 49.24, 49.13, 48.91(2C), 47.94 (20),
47.71 (20), 43.94, 40.51, 31.77, 31.45, 30.88 (2C), 28.38 (2C), 22.65. HRMS (ESI) for
CsoHs4N19Os[M+H]", caled: 875.43514, found: 875.4315. HPLC analysis: MeOH-H,O
(80:20), 9.43 min, 95.2% purity.
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SEHAP) 54: 3 - 1-(4-(4-(1-(2-(2,6- = IR BE -3-3)- 1,3 4 57 ] Wk - 5325 ) WG 2 -4-
H)-URBE-1-28)-3- 5K FE)-1-((Ir, 4r)-4-(ERER-2-FE R E)FF O 3R (YIZ1204)

Ox_NH

i
oo O
" TN e
e]

B RRIT RS I 53 B JriE AL

"H NMR (400 MHz, DMSO-ds) & 11.08 (s, 1H), 9.05 (s, 1H), 7.74 (d, J = 8.0 Hz, 1H),
7.69 —7.59 (m, 2H), 7.40 (d, J= 8.5 Hz, 1H), 7.34 (s, lH), 7.31 — 7.21 (m, 4H), 7.21 — 7.14
(m, 4H), 7.06 (t, /= 9.2 Hz, 1H), 7.02 — 6.91 (m, 2H), 5.92 (t, /= 6.4 Hz, 1H), 5.07 (dd, J =
13.2, 5.4 Hz, 1H), 4.24 (t, J=13.3 Hz, 1H), 4.10 (d, J = 12.7 Hz, 2H), 3.67 — 3.54 (m, 1H),
3.08 (s, 4H), 3.00 (t, J=12.3 Hz, 2H), 2.94 — 2.82 (m, 1H), 2.67 (s, 4H), 2.63 — 2.53 (m,
3H), 2.07 — 1.93 (m, 3H), 1.90 (d, J=12.4 Hz, 2H), 1.81 (d, J=11.8 Hz, 2H), 1.50 (q, J =
11.8 Hz, 2H), 1.40 (q, J= 12.2 Hz, 2H), 1.14 (q, J= 11.9 Hz, 2H). '*C NMR (151 MHz,
DMSO-ds) 6 173.30, 170.59, 168.09, 167.44, 162.48, 157.02, 155.23, 153.97 (d, J=246.4
Hz, 1C), 141.77, 139.82 (d, /= 8.1 Hz, 1C), 134.51, 134.44, 132.01 (d, J=9.2 Hz, 1C),
128.49 (3C), 128.32, 128.04, 127.17 (4C), 126.70, 125.49, 122.18, 119.97, 119.43, 119.30
(d, /=145 Hz, 1C), 118.09 (d, J=14.1 Hz, 1C), 108.29, 61.06, 53.80, 50.74, 49.27 (2C),
49.21 (2C), 49.06, 47.10 (2C), 43.94, 40.51, 31.76 , 31.45, 30.77 (2C), 27.64 (2C), 22.66.
HRMS (ESI) for CsoHs3N9OsF[M+H]", calcd: 893.42572, found: 893.4225. HPLC analysis:
MeOH-H20 (80:20), 10.01 min, 95.8% purity.

e 55: ARBHA ST MDA-MB-231 40l th CDK12/13 AR 1% 1 5 314,

SIZEG T7 VA MLk MDA-MB-231 )4 B 3% [ 5 #E 4 420 5 Yo 0 (ATCC) . 5 35 3
Western Blot(4t % VSR #E AT AR I, BAKW R : Kf MDA-MB-231 4 fid$% 2 X 105/mL %
FEMF 12 LIk, ®ALF 1 mL, TREFRAMGERFRER. MEMA—EKERN LAY
fEH 15h, MR RGHAR, WBUEEG RS . BUSEM ST SDS-PAGE Hik,
Bk G R G HBE R ARG EORE 2 R 8 LM (PVDR)E, K k% 5w iy
PVDF BT &N T 75 A T 4607, B G K LB T 3 P (S% B IR Tk A R T
0.1%Tween 20 [) TBS)* = i) 4] 1.5h. A R0 0B 22Kk 10 1:1000(CST), 1:
3000(Proteintech, Bethyl), 1: 200(Santacruz)¥ xf N EL&E A —HMABET S 0.1
%Tween 20 [f) TBS "' 58 fli— B R M B, 5 358 P 58 RS 1R B 5 20 0 B 56 i — 4t
WP T 4C 1 H 12-14h. BEJEH & 0.1 %Tween 20 ) TBS ¥ei =%, &K Smin. ¥4
VRS I E T PR AR L S B Ar it E PR 1Y 1gG,  1:2000 FikeT & 0.1
%Tween 20 [{] TBS)F %5 [ M 2h. [A] E¥ERE =7k J5, HH StarSignal plus 7 (GenStar®)
A Omni-ECL R 7 (HERE®) R 1, Amersham Imager 800 system /1.

K1 RR, B L SRS B SR 4 ML A 1) CDK12 Al CDK13 & K,
th&Y) ZLC4-77. ZLC4-91. ZLC5-6. ZLC5-11. ZLC7-36. ZLC5-106. ZLC6-1.
ZLC6-37. ZLC6-42 1 ZLC6-103 %5, F 2 &R B/x, 1bA&Y ZLC4-91 FI ZLC5-11 7]
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N 1) 46 1 B fiR MDA-MB-231 40 ffg /P (1) CDK 12 1 CDK13 5[4, 7£ 1uM R JE R ALBE
i 15 AN E R A LT e &M . kA, A 95 CDKI12 A1 CDKI13 B EH
Cyeclin K EL A B 1A 4 H 0 1O P AR 25O, 15 /TR 4R S Y Cyelin K B A E LT 5 4
57

BATHE— LW e AR A TAEA R E T X MDA-MB-231 4i /i 4 CDK12 #1
CDK13 28 A R PE AR I . S256 45 5L 36 B X Be AR 30 1 1 &4 BB 77 & 10 M5 1 3 4 MDA
MB-231 4ifi# CDK12 1 CDK13 F [, 7E 1uM ¥RE oG E A f 2 (& 2).

B 1, (AR A YITE 0.1pM IR T AL MDA-MB-231 4 fitd 15 /NI J 4
CDK12. CDKI13 HEAMMER WB &5 B)H o E&WAE 0.3uM WK E T 42 MDA-MB-
231 4iifg 15 /N 5% CDK12. CDKI13 & F AP WB &5 (C)UX 4 DMSO &
HEARAE, EIE X WB 558 EMER (B A & UK A € & CDK12/13 7K-F; (D) LA HE
24 DMSO A ZHibrifE, @it WB 45 5 E1% (K B)H 4k K {78 & CDK12/13 7K

B2, (AYREMEAL S P 1R 48 P i MDA-MB-231 41 i 7 ) CDK12 1 CDK13
EA: BREEASYAEARIKE T AE MDA-MB-231 401 15 /NS, 408 R
CDKI12/13 T H/KFH) WB 245 R .

SEHER S56: LA YX = LR 40 MDA-MB-231 F 38 58 47 i) 35 10T 72

K H Cell Counting Kit-8 Cell Viability Assay(Selleck.cn)ill 52 £4 44 1 241 o 15 5 401 1)
T PE K 2 B R A ST R E R (1) 384 FLAR(CORNING®™ PS 3701)7, T 37°C. &
5%CO EFMME . WELHE, Wl &RNLE 0 mKERR: I/ Echo®
650 Liquid Handler(LABCYTE™ ¥ 1k & ¥ 1% B — e W FE B FE A N 2] 384 FLAR . 4424 5%
R BT RARE T 37°C. & 5% CO MMM E 5 K. s
MULTIDROP®(Thermo Scientific™)r] 384 FLER 45 FL I SuL cck-8 35, K FLIR E
PSR EE TR 1.5-2h. 07 5 5 AT R AL, S0 BR S0EE
EnVision®(PerkinElmer®) 3k BUEE N LT 450nm F1 650nm 4b RO E (. 1 GraphPad
Prism ¥ {f(GraphPad Software Inc)4h 35 73 B £ 4

K 345 1K, e WP R CDKI2 1 CDKI13 R AKTF L& in. ZLC4-77.
ZLC4-91. ZLC5-6. ZLC5-31 fl ZLC6-1 7] A &30 il = FA 14 7L i 40 e MDA-MB-231
PR, % MDA-MB-231 4082 R 1 ICso 43514 610.4nM. 622.50M. 497.9nM .,
389.0nM Al 288.6nM.

SEHER) 57 4N R SRR B B BB 12/13(CDKI12/13) BRI AR B A
z1c-4-91. zlc-4-93 HIk N R 3h 1 Fei

KERGREN S1FMAEY R HERK . SD KR, HXOAR(10 mgke). #Ik2.5
mg/kg) FIE FE VE T (10 mg/kg) 8 24, 4h 25578 G iE i TR) s SRR S A, IR puist,
8000 %/ %H, BEaLr 6 3%h, BB, -20 °CIRAAE4 HPLC-MS 73 #. AR 28500
VEER A, 12000 rpm * 10 min, &M T HPCL-MS 70 #r. ¥R K DAS2.0 #1175 %
WA, RS s = AR AR S . MR il 24 1k B - 1) R 2% T IR (AUC) B
WAt EA A D IRAEFIHE ., SRR 1. LHEREHE DREEAEY 2dc-4-
91. zlc-4-93 B AL I AR 2R3 J1 5 HE i .

# 1. bW 21c-4-93 [125103) )1 22 86 45 1
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zlc-4-91 (mg/kg) zlc-4-93 (mg/kg)

Parameter
iv. (2.5) Oral (10) iv. (2.5) Oral (10)
T M) 2.46 2.92 2.38 3.04
T () 0.08 4.67 0.08 4.00
C, . (ng/mL) 4586.27 1309.81 2593.29 308.30
AUC(0-t)(h*ng/mL) 6815.36 12759.01 4722.41 3108.90
AUC(0-90)(h*ng/mL) 6875.03 12833.57 4741.52 3128.96
CL(mL/h/kg) 383.07 / 591.09 /
MRT(0-t) 2.20 6.09 2.37 6.06
MRT(0-00) 2.32 6.21 2.44 6.19
F(%) / 46.80 / 16.46

Coax AR KNI AR, T ¥R, CLRIGHRRE, FREEWHHNE.

Sl 58: R ESYXT 22RVI 4l CDK12/13 FEAE iE 1 B3R

SEIG TR AN PR 22R VT 40 M AR T 55 AR 4E A= 4 WO 0 (ATCC) . T 3 1
Western Blot (%% EQE Ry AT, BHARW T $F 22RVI #&— e EM T 12 LR,
R AR R SR S, M — BN EYIIER 6h,  FH 2L W 3 i 40 SO
PR G BOE S AT SDS-PAGE HJk, HIKEG R H T HER REE EARRE W
BRAT YR, KRR AT R E T 3 W (5% I 9y # B T & 0.1 %Tween 20 ] TBS)
R IR 2h, ARSI E T PUE(1:1000 F BT 0.1 %Tween 20 B TBS)H
AT EE®R. A 0.1 %Tween 20 ] TBS Paik =¥, &K 15min. B E T ~HEKR
(HAR T S ALY EE AR 2E PRI 1gG, 1:1000 FBE T4 0.1 %Tween 20 ) TBS) T % i X
[ 1he [F B =U)5, M ECL plus i5fl K, Amersham Imager 600system /1 & .

4 BRI, SN EYREA KA A B CDKI12 Al CDKI13 | H K, W
AW YIZ9069. YIZ1102. YJIZ1105. YJZ1201. YJZ1202. YJIZ1203. YJZ1204.
YJZ1097. YJZ1205 1 YJIZ1206 &5 . LAY YIZ9069 T DL & A i 14 [ /@ 22RV 1
UMb ff) CDKI12 A CDK13 &1, &%) YIZ9069 7& 0.5uM ¥ 5~ Ab3H 22RV1 41 i
15 /NG JL P 584 TR AR 40 i 9 f¥) CDK12 AT CDK 13 22 H, I B E Al i 3mH] RNA
EAHE II(RNA Pol I1)C 3 2 13 22 2 1 % 5% 14 (phoSer2) .

FATHE— M e T AERMALEY YIZ9069. YIZ1201. YJZ1202. YJZ1203.
YJZ1204. YJZ1097. YJZ1205 1 YIZ1206 7£ AR E T X 22RVI 408+ CDK12 Al
CDKI13 EH M FEMEENE 2). WB LI 2 RERH AR A YIZ9069. YIZ1201.
YJZ1202. YJZ1203. YJZ1204. YJZ1097. YJIZ1205 A1 YIZ1206 BEF & a4 Hh 7E
Féf# 22RV1 48 CDK12 fI CDK13 & H /K, FFHAE 1000M KR EE T JLF 58 4 %
fE4H M A i CDK 12 A1 CDK13 & [ (E 5)

B4, (AL AEYTE 500 nM IR E T AL 22R V1 40K 6 /B 535 CDK12
CDKI13 AN WB &R . (BYL&Y YIZ9069 75 4k #fi M th (57 22RV 1 40 L P (1)
CDKI12 1 CDKI13 & H, A& K IEmINH RNA Z &5 I(RNA Pol 1DC i 2 {7 2%
T2 TR A (phoSer2) . (CO)&B 73 L& W7E 500 nM K ¥ T A3 LnCap 400 6 /NES 5 5T
CDKI12 F1 CDK13 £ [ F£ A& 1) WB &5 3. (D)LIXHE A DMSO A& ke, Eidxt wWB
SREGBE A, OF &K E KR T EE O KE.
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K5, REMASY YIZ9069. YIZ1201. YJZ1202. YJZ1203. YJZ1204.
YJZ1097. YJZ1205 51 YJIZ1206 7E A FRIRE T ACEE 22RV1 40 6 /NI J5, 4B A
CDKI12 #1 CDK 13 FRH/KF K WB 245 2.

SEHER 59: ALA PN T BRIE VCap 40 il 3% 5E 40 ) I R HE AL

X H CellTiter-Glo Luminescent Cell Viability Assay(Promega, Madison, W)l :€ 1t &
VIE I I S P . KA E RS B FRREF 96 LM |, 37°CF{E 5% CO»
MEFRANE. WadiG, f&EINRIFER, JERERIINE 96 fLikF. n
NEET AL P 77 25 10 48 i 855 95 B4R AR I Cell Titer-Glo 127 A (B 2, 171 100 $87H
96 FLR AN ARG EE FRE N 100 S THAA)) . EHUEIRG % LIRE WA 2 28 OGS
AR . ik 96 FLARAE =R NI H 10 08 IR E R OUE 5. ek &% : {HH Infinite
M1000 Pro 4% #%(Tecan, Zirich, Switzerland) 3K LA FLAI K6 E S, A GraphPad
Prism {1 (GraphPad Software Inc, La Jolla, CA) % #7404 .

K6 SRR, e MM CDKI12 Ml CDK13 & /K &Y. YIZ9069.
YJZ1102. YJZ1105. YJZ1201. YJZ1202. YJZ1203. YJZ1204. YJIZ1097.
YJZ1205 F1 YIZ1206 ] DL 5 i 30 1 57 ) B 9ig Veap @A AR, X VCap 20 R 1)
ICso 43314 22.90 nM.  16.31nM. 15.11 nM. 64.4nM. 17.46nM. 18.78nM.
23.31nM. 3.93nM. F1 13.50 nM. 1A RER K iFESF CDKI2 Al CDKI13 HAKFBIIILE
Yoin: YJZ9055 A1 YIZ1078 X VCap 4L 2 1) ICso 7354 2202 nM A1 >5uM, 5 H 1%
RIMEYA AN H] Veap 40 R A2 BT B CDKI12 #1 CDK13 & H 5121 .

SEHER) 60: 4 FR AR B B BER 12/13(CDKI12/13) BRI R BHAE Y
YJZ9069. YJZ1102. YJZ1105. YJZ1201. YJZ1202. YJZ1203. YJZ1204.
YJZ1097. YJZ1205 1 YIZ1206 4k 2R3 )7 % 525

KBRS F AR RS . SD K, #HIROMR10 mgke). Hik2.5
mg/kg)FJIE s 5 (10 mg/kg)4R 2y, 42495 7 A IR (A SUREE N LA, AR Pk,
8000 He /43, B 6 b, HU L, -20 °CRF 4 HPLC-MS 0. PR 250t
VEERA, 12000 rpm * 10 min, L35 WA T HPCL-MS 0 #7. #3E K DAS2.0 #1T75%
PE, HRREREEHEAAEAEE S A S5, M5 I 259k FE - [A) Bl 28 R T AR (AUC)$L
WAL HAEWH O RAEFIRE . 2R NEK 2-6. LIGEREHCEE 2-600REEMED
YJZ1102. YJZ1105. YJZ1201. YJZ1202. YJZ1203. YJZ1204. YJZ1097.
YJZ1205 F1 YIZ1206 B A5 7 00 D IR 2548380 2= P .

£ 2. LAY YIZ9069 FI YIZ1102 (25 /15 S0k &5

YJIZ9069(SE ] 23 14 &40) YJIZ1102(SEHE 7 44 1L &)
Parameter PO v (IZVS PO P
(10 mg/kg) (2.5 mg/kg) mg/i(g) (10 mg/kg) (10 mg/kg)
T12(h) NA 4.39 10.67 10.38 26.4
Tinax 4.0 0.08 0.08 6.0 6.67
Chmax (ng/mL) 120.96 3507.58 2203.73 147.55 661.64
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CL (mL/h/kg) NA 848.1 199.42 NA NA
F (%) 5.04% 17.28% 94.15%

Cmax %?E%ﬁm%%\zgv T]/Z y‘jﬂé%/ﬁ\ﬁv

CLZ2HaIHEMR%, FRIEAEMFIHE.

£ 3. 1LAY YIZ1105 F YIZ1202 (25830 115206 45

YJIZ1105(SE a5 45 t&1)

YJZ1202(E 564 53 tL&4)

Parameter
IV (2.5 mg/kg) PO (10 mg/kg) i IV (2.5 mg/kg) PO (10 mg/kg)
T\ 2(h) 7.05 7.2 4.13 3.76
Tinax 0.08 6 0.08 5.33
Crax (ng/mL) 1385.47 625.4 2309.49 290.81
CL (mL/h/kg) 288.16 NA 401.73 NA

F (%) 26.64%

13.51%

Crax B AR TNIMLZIREL, T2 J- 3 3,

CLZIREMRE, FRIBEMF L.

4. 1AW YIZ1203 F1 YIZ1204 (2588 1525006 45

YJZ1203(52jt 5 50 445 90)

YJIZ1204(2 i1 54 6&4)

Parameter
IV (2.5 mg/kg) PO (10 mg/kg) { IV (2.5 mg/kg) PO (10 mg/kg)
Ty 2(h) 6.19 6.4 8.54 10.85
T'max 0.08 6.7 0.08 7.33
Cinax (ng/mL) 3063.71 382.2 2293.02 456.88
CL (mL/h/kg) 313.45 NA 360.47 NA

F (%) 16.95%

30.13%

Cmax IR KM, T NFZW, CLEIBERE, FEEEWRAE.
F 5. LAY YIZ1205 F1 YIZ1201 (254850 J124 S0 8 4

YJIZ1205(52 041 51 4L &4)

YJZ1201 (it 7] 49 tL-&40)

Parameter
IV (2.5 mg/kg) PO (10 mg/kg) | IV (2.5 mg/kg) PO (10 mg/kg)
T1(h) 3.81 4.2 10.78 12.36
Tmax 0.08 4.7 0.08 6.67
Cmax (ng/mL) 3623.58 580.8 2510.82 1037.26
CL (mL/h/kg) 235.84 NA 195.99 NA
F (%) 15.87% 39.60%

Coax I RKMAWREE, Tin N¥IEH, CLEIEERE, FREEVRAE.
£ 6. LB YIZ1206 F YIZ1097 FIZ54CE] )12 Seit 45
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YJIZ1206(3LHEF 52 4 -&97) YJZ1097 (L7 48 44 &47)
Parameter
IV (2.5 mg/kg) PO (10 mg/kg) | IV (2.5 mg/kg) PO (10 mg/kg)
T\ 2(h) 5.15 6.24 13.82 15.2
Tnax 0.08 6.0 0.08 6.7
Crax (ng/mL) 3117.16 1129.63 2491.60 592.6
CL (mL/h/kg) 257.41 NA 187.29 NA
F (%) 39.16% 23.89%

Coux AR KNI, Tio N H], CLZIRERF, FRIEEMFIHE.

AR HIR S BT AT SCRRER AR A R P 5L I o0 258, sl R s SCikage e ah 51 A

TENSEZIREE . ULEFTR SHf fURE T A KW LR et s 30, Hal ROy B o i

54N, B AN RE PRI I HELAE DA A AN R A PR A o DA A St ) R A% DR R AL T

DABEATHE RS, AR R I, A bk S ] v i) 2 A BOR KRS AE P A7 W] R A 41

AEREATOR, R, R EREEORRHER A G AT, FN AR 45
AL o

10

72



10

15

20

25

30

WO 2024/175065 PCT/CN2024/078146

" A ' R

BAEROEHIE?, iy a2 asd, st agmH e iz o

Ry
M 0 0 R
N .D N
X " ET X
O I Yo @mms Tl
H‘ X 6~ Z

(I
Her, ZM: CH:; B CO;

(e} 00
v, . 8 8-
X, YSEBEMHER FAH: N CHELCRy; HEF, RyiEEA TH: mE. @,
I, BE. C-Ci ks, [ C-CikedE. C-CyfefdE . mfR Ci-Cy e FE . Ci-Cs
e dt, B 3-8 JURFRIE;

AN
’I?’ULDWW’S' —g—N—UJ( 5"7%—;, fgofu?p_\wgr e ufm 4 f;rLUhp_\wér
BitH - mo T o

(o]
3N P 3 P 5 . VPN i Ns ;
gNw?{_%Q<§{ Hla Eﬂaftk<i%\‘@¥\$tk\
T ST T “ :

AN
R JNM oy N
~ N \ 3

o] ;j N
* [ N [N\>
S ~“”. NH. O. CO. CHy; H, AU, WHEHMIEH F4l: Nk
CH; %&m p. m'. p' & EMIIHA: 0. 1. 2 8L 3;

T/\N

AR A %ﬂn

H, Q. W%E@jﬂﬁé CH. N;

RMSZIHLEH: & MR, 82, B JUREE. &8, JURER. Ci-Cs ikt
H. xR CI'CSJ:‘A’%\ C1 CshisE I . xR Ci-Cs A, Ci-Cs M ledt, A3 Q. Wl
SAHLIE H CH RS, RATUCAH Q. W EHUR A

D. E. F. G&BEMIIEE NH: CH. N. CRs: HH, ReiEH TH: HEK. =8
BB, 23, S0k, R, W, HEE, =FEWERE, HY D, E. F. GH4E—AN
CH ), ZJR T UMENS linker FEBA 25, R FTARR DL E. FEL G N C;

Rii%&EH F4: H. -NHR7. -OR7. -(C(Ro)Rg)R7;

HHr, R7MN-Riox -CH2R 1o B-(CH2)2R 0

Rs. Ro S EH MO/ HIE H TAH: & xEk. AL HE R, RS, R B AEEL.
ZH. R, 2. R ESE. BEE B S 1. 2 53 MNAAET 3-8 Jut
W, HArRMZETIEE O SEIN;

B34 Rs Ro NHAHER C JETILRIFLAL 3-7 43F;

Ripik B N4

1) §H. C-Cs kst ffR Cri-Cakiedh. Cr-Cabt B, ConCro Fiedi . BUR BRI Y

73



WO 2024/175065 PCT/CN2024/078146
5-12 JCH M BURBREURIT 3-12 0443

e
2) S,
HeA Qv Qv Q3v Qan Qs K EIMHIZER: CH. N 8L CRyus
BARuSEMIHER FH: xx. 52, BE. "&E. ME. C-Clrs. X
5 RCI-Cafidt. Ci-CaliBE . ML Cr-Ca i FE . Ci-Ce Ik 2

R o o 0 0
Rt H F4H: H. C1-Cs frdk, * OJ\’<\ j’zu\o/\ :%”\o/\\ :51”\0/\/\ kmok\

O
O }7.”\0
:aLJJ\O/\/ N /\© :

*uﬁp_\wé rg—N—Uﬁp_\' i o P
—ﬂ:_,l Bjﬁa‘ﬁ‘éﬂ: \—Wm N " \_U/"" N \—L/Ym ~ e \_Wm N \—Um N 3 m

9 g
& o N PR NG % /H %0 [
" N@”sf f©f\ L /Nf\ ., Kk@f\ M S L/”Z
g #—N
[§ Ts TW Et\ ﬂf% SR E?
10 % R R ~” . NH. O.

axcm Hr, %AU\W%Q@L @T@ N&CHA%ﬁm\pnlp%Q
@ﬁﬂﬁ:ml\zﬁ3

. ‘%“NH b g

Linker A
/ﬁ\: l:':[ >
15 RN, REZ0 RE, RUHI RS M E BN, HA5 H o7 Hiik B B E R B 0 &

E: {’k}%‘i’%\ CHZ\ CHD\ CDZ\ C:O\ O\ NH\ SO\ SO2\ P:O\ NHCO\ NHSOZ\
OCH;. OCHxCH,. CH,OCH,. NHCH.. NMeCH;. NHCH;CH,. NMeCH>CH>.
CH;NHCO. NHCOCH;.

VPN

74



WO 2024/175065 PCT/CN2024/078146

N=
28888 8.8
i g N/_\ - ] -4 -
\e’)Qﬁ LR Rt \;’g; \fgﬁ e bﬁl iﬁo}i bﬂf

2O B{O\AHK %H\/\Ha z{OK\Om; ;{OKH.&; ;{O\X”n‘; ;{H
H 0 o o
2.0 %0 . 3N X 5O P 3
g O O )9 35 Tikﬁ tjmi
A 4
\O\Ni{ ’ \O/ f\)J\N“‘H iio\)J\Ni‘"- ;IN\H)L

R 7‘3}? HAEEEB N4

ol
I‘LHHUHN =N }LN r ?H/HRU% ?H)Luﬂrj ””\N/HEU/HN
N e, i, T "
) N
Ho W@ doth B R g ?
\[::jvv;g\ Wéé\ MW;‘ H W %LK@? HLKE;/N 4 /EU\@N -
o) o]

[¢]
’V‘Q% “Q %‘LOQ : ‘LNQ-%@J“Q% T ‘lﬁs
[¢] ¢] @]
H O
ﬁzﬁzytzgﬁtygﬂtg@%%gw‘#t)E
% S N

75



PCT/CN2024/078146

WO 2024/175065

;\‘:
s
0" o
HNY
o o

Y a
<
N\ // /0
I
Y M\e
Z .o e
|m 2 |W N
el <]
I
Y ;\
=z Bel ~ NS\\O
2% Y
o O z ©
o \
&
o s
Z \
wo (e
o] T =z ©
HW.I,. A
A e
4 \,
(o] 2 v 20
o UK
o] =z O
s \
oy
"

W

o
O, m\«

A"
.,

I
O v
\ z
65
A
(] e
z
{0

.wl._ z
e

e
%fmwﬂo
/

o o

N 4
h J -
Qﬁ_,\ (3% A\ N,V
W

76



WO 2024/175065 PCT/CN2024/078146

%4 21 e OYE
[IIJ’EILJ
A

0o
e T P -%—(N\ e N S, 0
5 Qﬁ 5 X % N, 5 L, N %{{ s %7@; ?“E&?“E&
5 H / "\“,’"v N ; - ‘4\ 4H N/ '«\ly.,v l/\
VR F SR S fug&ﬁf N g}{ﬂ fﬁk S

I %-—% m, mﬁ@@{ DT, 40T
LR, HOLY, 2 ‘l\i ;% % %

) 1w X e s, Y

HOID, HODy %N{/“Q*?M %@W FEy OIS, M HT gg
G O 10 S O,

/Y\NE ‘N\ N N% N N =N NS
< M e ;@\O g U

BN s s ke NS a8

= N N NS NG = N N X% = % Na 3
sson e s ) Sk Wﬁ xﬂé ﬁ
TN ”fN”l CNE (TTNE NSRS N
L S S R T O

;inp%/l\n%azmiim 0, 1, 2, 3, 4, 530 6; & r. m&EHMIHN O,

S B2 UL WRAMES M NI3CH;
p“s pt pY pMl pU R pM XML H 0. 1. 24 3. 4. 5. Bl 6 B

in N
BN W , HP &4 my py m's p B EMILHA: 00 1. 2803 i

/@R“
p PR \)pu\(\Ru)/L i ST 11‘1
L2 pt p-°
P .
H

10 RUL RE2, RB3, RM™, RYSFI RUYHFE A, H % 8357k 5 B A AR
NHKEP: (¥, CH,. CHD. CD;. C=0. O. NH. SO. SO,. P=0. NHCO.
NHSO;. OCH:. OCH,;CH;. CH>,OCH>. NHCH;. NMeCH>. NHCH:CH,-
NMeCH,CH,. CH;NHCO. NHCOCH;.

[e] o o e} H 0 ° o]
R T R

77

Linker 79
Horr,



WO 2024/175065 PCT/CN2024/078146
Q o ‘ j\/“ ) j\/o ey
L 1 e { Ao m'ﬁﬁ\ I gy

o o o }iHRUHﬁ\
zﬁzﬁ*” \ %ﬂ}:ﬁo/ ‘ zf%(ﬁu \ o ‘éﬂ e e \

H
%O~ }iN\@ ?H/hﬁu% ééH)J\u*H /’”\N’Hﬁu% \5(%0\[:\
@v;\ w0 N e 7w e

i o M T R .
W N wa Agbron Ayhec gl s
0 o ’a( o)
HN \ffkg ;TVAM k@ HLU\CN'N%_ S W 2 iN% %LLCN_?
. A4
A ats =
=t % ’ﬁk@% % REROE R

N
OQ o@ o, ‘ﬂ:w"“@% TOw AT

o} N//
\’;ﬂﬁ’d \fﬁ% \ffx \§ \539 \éﬁ fég
N 3 - 4
e, \fo \fgﬁ @ 8 px 7% 0
NS ORI e ~

H H
WO 7’{0\/\H7’; f‘iN\/\ui‘» ’S{OK\O’Wl EOK\”% %OXH%%NK\HE

Y

H -0 0 0
) %0 , %N X 7 %0 n % A
O Dge 0 O D T UL, OHE;

HN';{

H H H
N AN N 0 ] 0 y © H
Oﬁa: U fﬂu% ?L;OJL”‘A; ENE*H% w%(}
@]

(e]
ol e ’L‘J*C

O/S\\ 0 \\ O \\
9] 0

78



PCT/CN2024/078146

WO 2024/175065

e}

e}
X
N N
# g
o]
)
\(\ ?i)‘\o
s N sV

H
}LL,N
N
[¢]

}{O

¥

!
HN\S,NH\J
o}

H

¥ 3¢ Y’io\(\ N
s N s N 5N

)

%

)

o

o %

g

H :LIIQ

ISR

NH

N ~
3 N
- -NVJNIA V\\NjN T
_/ /|Mi
e &
- -Nv|/N| |NjN|
V:IL
! lam\
] .NT/N - |N£N T
_/ \

79



WO 2024/175065 PCT/CN2024/078146

o Loop Lye e e L ﬁjﬁﬂs §5§ﬂ§s¥zuw~ﬁjz"ﬁ

0’||

Mo A Y ey e
E'\‘z{ EN_/{w \O“‘{ K/)‘%EQEZ

;1.'_\;2
&N
i
/ /
fk
X
){{‘—z
i
o

o,
N

/
TN FEN N \ =
'\\Af “\\:‘f L\N Mo R el TR ‘i*NE%L N'rg&ﬂ ?LQ}( N Y§<

HIG) ), HOG, O IR A + Oy HOIR MO

N

IR TR M HOLR IR HOY, + IR O, 0T

‘E—NCE:%C +HOIY e O/A —5% %%

VL) ) I KO O S R,
HOB A0, %E/“Q;L?)\& *@LN\; LR HOD, #E 0y S %NC/JL%
I v L S @E@% Sellsol>edi>9N

O ST L0 T 2y

N% N N
s N NS N Bn Xﬁ,\) }é(NTN/\;){(
=N Neo N N i N i
D G G iy g
NE% N N N N <~ N Ne
0 ST G T 0 S
5 Hp & A n&BEMsr#N o0, 1, 2, 3, 4, 58.6; &M r. m&EEMTHA 0, 1

o 2; AU WHRRBEMEE F4: NI CH;
ptl. pla. pli. pML pUS I ptO H ST HIEE 0. 1. 2. 3. 4. 5. B 6.

10 20 WRURIER | LB MLEY, s ILLE TR S 0 sl Sk o s
HHZ5 T, HREE T,
——u%p_\wf% P N A NP INE
paera, For el el RO T acm
NH. O. CO;

Hep, MU WEBEMIEETH: NBLCH: &1 m. p. m' p'& H ML
15 0. 1. 283,

80



WO 2024/175065 PCT/CN2024/078146

3. WRCMEESR 1 TR A6 &4, B 205 BTS2 I 2 B H AT R e (A B
HAl#hon 1, HEILET,

7N

R'=r P
ATEE T W
5 He, Wiﬁﬁ?éﬂ CH. N

RIEH: VKRS BE. BE AR, GGk, KR C-Cs . Ci-Cs i
. KR C1-C5 kfﬁﬁ%\ C3-Cg I Jt 3=

it

4y WIRURIESR 1 BTk A 4, B H 2 2% Bl 232 1) £ B8 HOT 4R S d R Bl

10 W21, HEAFET, BTk Dy E. Fv G A CH. CRq; HH, ReiEA T4: X

A ot

5. WARIESR | R R &9, Bl H 2 b a5 52 i 3 B H T iR S i A e
Hur#yor1, HEEET,
Mo,

AU P W,

H R N - —3-4 -~ R .
15 MBEE R, e, F N TR wm\ ° 'm' | NH. O.

'
?aHau“ﬁ ?io\@ }iN\Cj ?‘H/*‘hu%
k. . e 0 Ny

. W, ﬁﬁﬁlﬂ’] Linker & H N4 m I .

«fé@gkuﬂj Ly nU/Hﬁ B30 A 5%“ s \g‘oj(\),}u/ﬁﬁ ‘ﬁ,«@;uﬂh
H e w i ‘\MW 3 H KMW .

—’ak© ’RKE\ ’n/N__ y}RE / ) ELKC
Yo . m o %,

o T OQ W, o O, oG,
‘fN Ng{ E\CNT E/\CNT ”{ CNT

AR TR .

H*B A o Ve W, BTIR El’JLmkerliﬁTéﬂ %:f%ﬁ?i NN

[e] [o] o le]

e by e e b o e At e
(o]

o o o o
\;I)‘/H';NJK/N;\ ‘fg/%ﬁ)j\/oﬁ §<Vy§ﬁ ;W; \(V)n EMM’ %%o" E{é%./?‘%u*

E

S

.
o oty 30 ﬂ@ T

25

81



10

15

20

25

WO 2024/175065 PCT/CN2024/078146
0 ?J\ 9y
W u% - H“ﬁu% ‘5-(«%“0\[2? \ﬁ(%Nj::tj ‘ﬁo’%u% e{H’@;u/Hﬁ
\ : K3 e S S

o]

o @] s -
Aghon Ayl sl SR P W VR "“\@%
o Ie) 5ZL
NN SN RN R}LC n/ ELKQ EKQ
0]
J N, BX, b A S - A n
Yo e, ms m o,

OQ O QDN; WD RO G, T,
T “QNT o Tt

6. WIRCMESR 1 Tl i &40, B HL 2% B nl 52 1 2 sl L ST A R M i B
Hurzyov, HEMET, BaRADF=EH:

=3
o U R
OYNH
1 O ¢ S
R

(I1)
£ 5\ Luh_\w E_N P ’7?N§ ‘g‘N ‘E"
He, BHEH: éuwws\ 1 urg b U m .

m

Her, £ANU. W& EMILEE R4 NiCH:%$mqhmxp%E@ﬁﬂ%
0. 1. 218k 3;

RFEEH: &. m&x. §F. 75, &3,

Rii. RefEEH: A, K&

X, YMIIEH: CH. N3 CRs;

He, Ry Mk, 8, B a5

ZFikH: CHy 8k CO.

7. AHAOSMKLEY), g% EARZmEE, s AYA SV s T4 )

Ry
Y 0 0 R
N .D N
X " ET X
H‘ X el

(M
Hep, Zz#%&H N4H: CHy® CO;
82



10

15

20

25

WO 2024/175065 PCT/CN2024/078146
Q 0.0 00
vigpFa f-, 55 e,
X. Yi&EH F4: N. CHE CR;; H, RetkH F4H: MK, 5. £E. &
. C-Cakedt. KIS Ci-Cakedt . C-Calef . miR C-Ci I HE . Cs-Ce ke dt,
Bl 3-8 JLALFREE;

ke
N
S0P Wl g (Fowd - JaF’_\WE— —§—c—uhp_\w—§r Lum OQ
Bjig—l:éﬁ_ \—Wm\ . \—U/m\ ! HZ\_U/m m\ }{N N

N

OC OQ JDNJH 3N C@ @ . ﬁ@l; ﬁ@w ?@;\‘
N p s N 50
oo Y Yo, v, R R Yy e

[e]

) >
=N 30 =N }ik@ |\>

~*_. NH. O. CO. CH»; H+, &4
U. WHEBEMERTH: N8CH; &M m. p SEHMIHN: 0. 1 8L 2;

| N 3N
JO| ‘ \
asmnra D, B

EZ/

_22 Y
P

M

M. T#HEHMIIEH TAH: N. CRy;

I J. K&EBMIEH F4: N O, S, CRy Ml NRy;

ReEE TH: A )R, S B, &k C-Cshedk. X Ci-Cs kst Ci-Cs
Bt kMR C-Cs Bt a k. Ca-Cs ket -CHaRs. -(CH2)2Rs. -(CH2)sRs B 3-8 6%
288

RsitH F4: HAE. i, &I, C-CoIfedt. 57 3-8 Jus IR,

D. E. F. G&HEMI¥EHE FH: CH. N. CRe; H1, ReieH Fd: HE. =&
HOE, B, FUE . AR, W, RESE. = HP A

Rii%&EH F4: H. -NHR7. -OR7. -(C(R9)Rs)R7;

Hr, R7A-Rion -CH2R1o B-(CH2)2R 105

Rg. Ro & HMOrHe B R : . K3 L. FEE, pqfRAFRE . FIAUEE . pafR AR 4B
ZHE. Rz ZEE. AR BE B §F 1. 2 83 MR T 3-8 At
W, HATRMARTEE O S BUN;

U Ry Ro MIHAHZEN C - TILFZ R 3-7 44385

Rio it B T4

1) SFk. C-Csfidk. xR Cr-Ca kgt Ci-Ca kit Ci~Cro Mibrdk. HURBCRIAAY
83



10

15

WO 2024/175065 PCT/CN2024/078146

5-12 fu%ﬂ AR AR EUARAY 3-12 J04%3F;
2) My

HAF Qv Qav Q3v Qs Qs H B HIEH: CH. NE{ CRi;
FANRSFEMIHIERTH: ME. RE. BE. &8 HE. CO-GRE. X
R CI-Ca . C-CattEE. MR Ci-Ca i E. C3-Cs Mk &
o

Ry H FE: H. C-Cs fidk. :}L\OJ\V<\ j’i“\o/\ 'HLU\O/\\ jj\o/\/\
’IL”\J< ‘%U\o/\/ Em@
ey
Linker % 9\6 >/L %%J\é (

Horp, RU-RUYHF SR, H%fﬂ?’ﬂiiﬁlﬁgﬁy\ﬁﬁﬂiﬁlﬁ%?éﬂ%@: B
CH,. CHD. CD,. C=0. O. NH. SO. SO;. P=0O. NHCO. NHSO;. OCHz2.
OCH,CH,. CH;OCH». NHCH:. NMeCH>. NHCH>CH>. NMeCH»CH,. CH>NHCO.

NHCOCH,. }Z&i{\ \Em%\ FDO”& _§<>§I \;Qf\'\ : v
0 o 50
‘z@ e U 0T 7;1 b @ Py

vy O

2\_/};\

84



WO 2024/175065 PCT/CN2024/078146

85



PCT/CN2024/078146

WO 2024/175065

s
R

o]
2,
,%Km
N_s N
> N
[¢) [¢]

N
b

5
~

2,0
\Q\IS
o

e}

o
»,)KC
iy ‘
s

o’ o)

5
s

N
N N
o]

0
e
N

H

h

H

e 50 5N
N < N 3 N <

3

B

/e
¥ /A o
}29
Q z O
T
Y
o Z .o
£ LS
T \J%
I
A
\ o =z
5 \S/\mo
z O
I

!/i

/\S/Nﬁ
-

/\O

HN

|
Hm S
o”s‘b -

&
=

s
=

% N
@
o”s\b

=

0"

=0
®

1/\[\
_N
o”s‘b

N
s

&

&
o”s\b

g

(e]
3

Oy
(}

o]
N

g4 o7 N
silleqle:
N N N

0
N

w2
7o
Q
e

7 HN%

N N

@f\; ¢
e]

oY
[e]

G-
&
N.s
¢>
o

¥

e
@
O

Q \N o \N
, MM!NS {fﬁm\f
8 R
SRt
/
QA Y
-N/TM 7
) W o
ENZ /s

5 O
T
o&of 5 o&o o
A
/kof 3 fm o
Mfmﬁ e
AV )

ay

NT R
& 0
s

5
~2

"

‘NDO(N
QN
Ly

H
H

‘1(1 %
OO0
g
N N
AN
I

OO

b3
2
3

Z s °
’ z o e

SR S

. ) o
\ ARy

pX L e

86



WO 2024/175065 PCT/CN2024/078146

S N G L
[Nr ’y U U U fm {[f}gf

[o]
> e o ¥ ¥ 5
o 0 ° 1
> OO AN lNS NS >_1N\j N = R 0,
s@&;uisKsz%z%\ M%+ﬂ$%£gfﬁgf{&%£&
H o
N N N = 4 =
oy Ty E\Mw\i f,w& Oy T G TR

N

+Elkékl%%{gkfglﬂéglwégl§%txg?t ”%t2§
WO 3 O 3 %@N}éf %@EN% %EINB% HOX ]%@ENLO%@ETIO%@EN‘LO

-%j%;%jj Cf§‘{1§+£1¥*{1& &%{IQ

N
I

MNT‘Q (NTANK MN ASTONE L NN AW Na x
ST T D S T T D
o} (¢} o o [e] o

N N NN N = N Nar™N
GO B0 00 S 0 e

*%¢n%§@4%ﬁo1,%3,«5&6:%¢nm%ﬁﬂjﬂ%m1
Bk 2; AN U. WHHMEE F4L: N3t CH
TR BAR T H N4 — Ak B NI & . C-Cis kgt . At Ci-

87



10

15

20

25

WO 2024/175065 PCT/CN2024/078146

Cis gk, A Ci-Cis fidd . HIQ Ci-Crs AL | C3-Coo A . Ci-Crs i S . I1
R C-Cis iRt WA Ci-CisbtE I Co-Cra B 5-14 JuF 5 F . 420 L E.
K. AR, R, B, FEE. BRE. RE. B MR EURE

& optlple s ik 0. 1. 2. 3. 4. 5. B 6.
8 WIAUFIE SR 1 8% 7 BTk L &4, ol H 227 b vl e 52 i h ol . 57 ik S5 g
ok H HAr g4 41, ﬁ%&f?

vt O LD

O WIALRIESR 180 7 Rk &4, Bk 2 5 b T2 i BRI ST AR S i A
BE KAy, HAFERE T,

X. Y &BEMLEH F4: N. CHB{ CRs;

He, ReiEH FH: &, & BE. A&, C-CGitd, KR -Gl Cr-
Cs b e, R Ci-Cs ket .

10« MBI E SR 7 R K A8, sl H2h 2 b n] 45 52 0 3k sl B o7 1 5 4 4R

HHEL ST, HREAET,
P ™ e L
Bﬁg?éﬂ: \_um ~ \_u/m ~ H \—Wm S \—U/m N NH\ O\ CO;

Her, #AMNU. WEBEMII%E T4 NIk CH: &4 m. p & Bk 0 18

A?
<

WIRLRIEESR 7 TR A S, B HL 2 A LR RS2 1 #h B AL R R M AR EL

HHAHA T, HRHEET,

A R R R CROT

He, TEH F4: CH. N.

120 RLREESR 7 TR Ak G4, 3R FL 2 5 BT 4552 10 BRI A A4 S i A4 B
HHWH ST, HRIEET,

RyEH TH: &, &k, FIk. 2 BEE. C-Csdk. XL C-Cshidk. Ci1-Cs
BRI, KR C-Cs fr I C3-Cs M kidk . -CHaRs. -(CH2)2Rs. -(CH2)3Rs Bk 3-8 J04%

=
b

13, ARUREESR 7 ik KA &4, B FL 2 5 B mT 32 0 3 0 L AL A4 S g 4 Bk

HHAH ST, HEEET, A D. E. F. G°N CH.
88

\



WO 2024/175065 PCT/CN2024/078146

14, WIAURISESR 7 TR 6E 4D, sk H 2% b m] 352 () #h Bl 3 257 ok 5 4 A Bt
HHATZ ¥, HAEE T, PTiRH) Ri ¥-NHR7;

Hrfr, R7N-CHaRios Rio B9 AR ZLSR 7 H Tk .

R —REBIh, FRK RotEH FH: 8. C-Cslhedk. ffR Ci-Cakidt. Ci-

5 CakifEE. Co-Coofhfmdk. 4-7 JGHRINEE, Co-Cro 7 2E: H ATk o7 2k — A a2

CRi R R B LU BURI 2k 7 Hr ik .

15 WIAURISESR 7 TR ML &4, s0aE H 24 5 b mT 48 32 1 h B3 S ok S5 A A B
HEHAH T, HEEET,

o o o o o o
N \3; ‘}i Ay k: Y N ,J'I\/H~_ . . PN O;\
Linker 1 T oWt e e syl slpee sges

o o Q Q Q
0 771-(\/0);_ ;ilLNJWLOai ;&HN)@H;\ i Aos "”J'vﬁﬁ “éﬁuj\/oi
~ H N [e} N fe)

f(vyﬁﬁ

o o o o o
;W o U>(H* "L:SF(H;Q” %%HN/ ‘5{%0’, %Ua/bko?g a:%/ﬁau“s{
H
huth RO A w1§1 b sw%“w H aﬁfﬁ
e t;}\ Y, M T, MG,

m m
Y A N A}

Lok Futhy
\E:EV;{ ° “mﬁ N Kﬁ;’vf ;ﬁzﬂ)\Nf(%O:g /'ziﬁ\ B ;#9):1# bk A4
S wﬁﬁw K(}; %Tf 7&;« Trewe A s
s o Yo Yo ax O, G
S, G %@Q O, e

FA T mAEMILHA 0, 182, F4NU. W EAMEE TAH: NﬁCH
e n—eip, ke, 2o Loee adele eyl

oty Aty 8 i
P L ﬂ(}»ﬂfyé

HfgAn &EMIHHRo0, 1, 2, 3, 4, 5806; &1 m&EHMIZH AN O, 1
B 2; FANU. WHKBEMER N4H: NI CH.

89



WO 2024/175065 PCT/CN2024/078146

16, WIAUCKIESR 7 BTk I tb &4, sk H 255 a] 8 52 1) 3 38 H 57 M 5 iy 47 a1
FHAH ST, HEEAE T, BEARansi=Rdm g :

(@ R

X o Y

5 (I
/LR O 0O
N H — (\/( LNH
oo Q Sare=
Re
U\ IT\

Ly O”

(I11)
Her, U, W BOZEH: CH B N;
X, YMSIEH: CH. NI CRs;
10 ZAF¥EH: CHyEE CO;

n, mMWMITEH: 08L 1.
17+ WACRIELSR | Frid &4, B3 HL 22 b mT 82 52 1 31 5303 H 57 1 S #l AA BX
FHAZ T, HEBEAET, it ek e 4.

NC i N NOO,N\@N N :%L_N)H:o . OYNH o
: OJQQQ 3,00, Dﬁ{f

15 21c-4-79 N °

920



WO 2024/175065 PCT/CN2024/078146

o0 a0
RGeS § IR e
[e] NH
o NH SN N E NH
g<ios Ty @qﬁfb T Oy O
lc-7-36
N NH«@ o

NC o~y ONO\ NG A UN\©\
X N N’\ SN N’\l
N o o k/Nt\ 0 o
N NH
N N o
F
2le-5-15 Y )
o NH
0 o

---------

91



WO 2024/175065

s

OYNH oo

zle-5-105

Oy NH

OYNH
0
NC\CL O}K@\ F SNH
X . N o
N N
H \j@ N \
N o

PCT/CN2024/078146

J's

0,

Os NH

NC T o N Y H
G0, L N e Nea
: OO, [ OQ@{QU

zlc-5-106

Oy NH

Oy NH

NC T o X Y )
\G\I\N\’O’ \©\N o NUO NG :IN N o 9% N_o

zlc-6-1
0 NH o o
A O \©\N/\ (N ~
\/\/N\) o
zlc-6-35

o o
o,0e,. odt
| N 0
NN N (N
NS o
zZlc-6-42

2lc-6-101
o
S o o
NH NH
B, e
o
N
4 N
Nc‘Q}LNH 2lc-6-102

92

e

Oy _NH

e F ¢ ° NH
U0,

M

Oy NH o

Y o)

O _NH
o,

e o
T, O O

a

g
N
0 o
N NH
N )
F
o

& ..

0. _NH

T, 00



5

WO 2024/175065 PCT/CN2024/078146

s s
QOQ\ OO
\@Eﬁ e JC-

0 O ;NH 0 0
NH F NH
~ e A, e
N_ONMN @ N«@q« N@N
g g
7R Nc@ A
./ NH zlc-5-20 . NH

sReg Rl T

\GN NC._- N E
F]:jié”{")“ﬂ QHO QO VLNjij;(i”@°
o o i | . o o -
OYNC© N@QN{N)H:O OYNH Nj@iéN—z\;):O

O  _NH O _NH

Y Y

L sl Ol
0,00y “@gﬁ%@Qﬁé

& £
CUQﬁU&& m@@QA%KG

18+ WIAAESR 7 ik Mtk &4, s K2y BT i dz%ﬁ4%#$ﬁfzﬁdz
93



WO 2024/175065 PCT/CN2024/078146

FHHWZ5r T, HIFAEAET, R EYiE g T4
anJ@
4, O Oy )
R E o oL O &
OYH\/Q OYH\/Q
©§JN\N‘“©,N\©\N 2 NH ©§iN\"©/N\©\N [ ° NH
: ONW@QNGO H SPWese

o} o o)

T, 0, : LS S U
oot F e et
OYL@

o . o

94



WO 2024/175065 PCT/CN2024/078146

OYNJ@
$ K/N\ﬂ/\o%o O« _NH N
0 . _ Tn/ O\l/\/\/ 70(\0 o
G o oT Sules

95



WO 2024/175065 PCT/CN2024/078146

O, NH

T AN T B
i:\]?iNO, @N/\I Cg‘ HO ‘N/ N
H L

e
O

Oy NH

RS
(IQWCTTJT}W Cﬁ%ﬁj(gw\

19, —F&WEEY, HEBTEET, 88

(WVENTEME R AR SR 1-18 AE— TR b &4, B 255 Faldeziih . Hor
{Z AR T NI S 1 2T S S

fEIRHI(2) 25 LT 852 (M) 3 ds

20, WIAFIESR 1-18 £ — FriRk 4k &4, B8 B2y B2 i dh ksl Hor a7
MR FH Al 2591, SE AR ESR 19 Rk A &N, HEaEaET, H
T4 CDK12/13 5 [ #ily 1% @57

21, WIRCRIESR 1-18 T — ATkt &4, s H 2425 Ll i sh el o r i
kel & AT 49+, SZmAFIESR 19 TR A SN, HEraE T, B
F i) 2% TR FN/BLIR T HH CDK12/13 £ %8R/ 7 2 IR & BN S MR 2.

22, WAUCRIE SR 21 Bk g . HARFAEAE T, ARkt CDKI12/13 2% B2 /75 &R 2
RHEEB SNSRI E T sy, LR, 7B, oisE . JE/Nan i
. NIRRT . JUSCAE . R . R e . BRERE . . RE . LR anie
e BHBRFUR. B, AN, SE . kIR, e, BHR
. BRI

96



