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Herpe ik n Eprd . F5E B E L B 7 BIn(EIF AR Tk, 2858 WEME. 7
I TR, RTEGE, TR, BT RS BERIER]. S a] DI 1 e A E
PREEBAS, Prid BB R . R WU, sl Bes ] UON HEEBOORER . 2
FEA A BT R AT BRI T B E (W Cre)i s FEITIR I BESE S A 1-8 MR 1

WASCHTHE, RAE “Re Bt ” §8 HBEBCREM e AL -t v B (Je 75-C(0)-). Bedkn] A
A 1-8 Mo e R AT HA I T AEGE N Cro)it), 6 TR BB (e 2 B
A 18 NERIE T, B, Crg HEAEIESR AT Cog KEHE-C(O)-L5MIIN S [, 1 dn FP AL S |
CHFRAE . BT A, B

WASCHTHL, ARl “BEa AR " 8 EBEBCSCRE I e k-0t iy BL(Be A 2E-C=0) . %t
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AT HA 1-8 MRIE T Yhe A B HA R TSR 2 Crg)if, $RFTIR 1A E
FRIETIE I A 1-8 M T, B, Crs KA R RIEETE A A Crg St E-C=0-25 M1 2
F, Bl EIEmat. A8, BT /A, s,

WARSCHTH, 78 e A A H AR RIS — 5 ), RiE“xi 27 Fv Cl. Br fl L.

WARSCHTH, ARE BRI 80 “ATIER” (B, “HATZEBURI” $aPTid i A
R BRIARE), HAZBARIUR A 5402 E o SEBRIALE . Bilin, H. gt sk-C(=0)-3L 14
AT DR EARE IR s N T 7 (8 LR &8 B, RE TR U s AT A a1
REME AL BURSE BT U IIAL 2, i AVE GRSk 2 b AN e SEE A BUAR

WASCHT T, AREBR (E A BE T B M Fa sk e 3 ] E i — A s 2 AN SR
THERE R BRI AT B o 7 58 I U I 78 B SR A B R I AR, ke % szt 91 v B 1
DU, . BRARER LR, AT R B 3L 1 m] LA 3L T AT A nf U S - HA
— ANk AR E R EAREE, BRI B RIS &AL B T DO A R s A FRREAR L,
BlanAe3i g, mTeLS S—ANHE, FInIRGEE, MWNERIE IR, BIHANRAEE— Nt
FABRIE T o ASSIRE AR A RN FEAR, AR B T P IR B A R K 2 5 7 T e AR e 1 sl Ak 2 BT
SEEA A . FTRBUREBIINE AR T): Crs itk Cog Mgk, Corg I, Csg MkEtE.
3-F 12-J0M AL, JiFE. 4053k, KR, BHE. FRIL(COOH). CigfEdt. ChrioBidE. Chao
fEH. &3E. CN.

ARSI ARN AR EL R, AR HEZE S, 53 IR B a2 Bk r
5 FE A H A AT e e AL A 551

WASCAHTH, BRARER A, RiB<Z% Bl fEa 5 e, A4
Befi, AN rE ARG E K EE R . B s, Ak I S22 Bl
B SR A MRMA RN AR SR i, #PEh, aath, Bk, Wi As
B S A A R AL S R SR, BRER L, EhEREL, BEEREL, AHEREL, BRIEREL).

gyt BTN WRIEY. SLERE

IASCII I, A2y Bl 2 (b 98 A R I 590 5 252 b Al 52 (R TEA LR AT AL
MR L, Hob, UIERTEHIREREIFART): SR, SRR, K. AR B
PLIRMAVIREIEAEIFART): IR, 4MR. IR T IR 22 hR(15). AR,
R WAR. LR, KR, KPR, KR, 4RO, WK, IR, & 5. T
TR O ORI, SRR, AR, RN, HERR. PUAMER. M. AR,
HUBEIR . X R . AR, DASCRILIR

ARSI, AR 2% Bl 2 R SV e A AL G 5 205 Bl B2 e
IS, Ho, Prid 2% Bl B2 AR EIFART): K Z8E W S AT
POSRIE . 5 H b

UIASCII I, AR 292 Al 52 S AR SRR AR SR A S L S WD e T PRk S5 m] A
N R, WAL S MR, siLd 5.

YA SR T 1%

T AR A S P R A0 A B GSPT1 (Ryi ik, BRISA R AL 5 B HL 45
e, 295 RS RN AT AL, K EVIEEETIE Y, USRI SN T 205
Ve I G YR 6T THBT B RS GSPT 3 P BCRIE AR SC I -

RABIA EAR, AR EY AT ] T677 BU R AEIF AR 1) S R0aE, 51 i
Bt FUAE. B AP, WEBUADE . SNEUE. TSR, S0, LRAE. 2
RVE R BER . R ARLLOR L A VERETE P ARCSARTE . B T 4R R LR A

AR H SR A RV A A R I S P B 2 2 b T 12 52 1K) s e
292 En] DU SZ IO AR B8 AR o e se 7 ZCE FiR )2 A DI DLI) 2 5 i 1
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MAZT A ENEAER. @5, AWASYEHE 1-2000 mg Ak LAY, AL,
EA 5200 mg A& ALAEYIG . AR, FrRRc—R N — NS F .

“Yy ] DU B FR B A s — ik 2 o A 2 T A s v A SEUR BB T, AT
EETAEH, i S A0h 2R al AR AR R . MM R A %2
13 BEFIAS S B KA S0 LB EAZ A BB AT, A B BRARAL I 2558 #5927 Enl LAds
VAR 3] F A R iR R AT AW R 4R, QT4 42 LIRS
5. B WA RIS A AR IR . B IRIRES) . ARIRYS . AWM (A G 2 PRI
WA MRS, 2o B, Bl HEEE. (WAL, ARt Ee). iH
WAt e BRERN) BT AR e, PrEALA. B TERVEKE,

AR AWA DLV A Y it 7 B A R B, AR Mt A 7 X ERE(E A
RTY: Bk WA Bl BESNERKN . DIRHNEDE ). FRHZE 2.

F T DRSS 29 () AR R A FE IR B 7). 7l LRl BRIk 7 o 0 I A ] 44 55 8 o
EHEAE S 2D — e e RO A (BRI S, AT BRI R — 45, 305 Rk
ARG (a) THBIEOEEN, Bl vk AN FERE. M. T RS (b) KA,
filn, FRESRLA4ERE. IR, R, RO FERERR RO (o) PRI,
fan, Hims (d) BER, B, B0, RIRE . SRR mAREEn. BR. HiEs
RERREh FIBKIREN; (e) ZR¥AM, Wb ) WUKhER, #lin, RS (g) 19
7, A5 G et R R AR BRI s (h) B, Blan, mid ks RIG) JEYESR, @i, e A
MR ERES . MENRIREE. WA . T i iy, sSOLREY. IREER. F AR
L SRR AR AT A 2R R

[EARFRLGn 7Rl BB IR, ALFIAEURL ] R AR FE A ] £, Wil AL
AL AT R EATT RS AE WA, FEH, XMA5YHiE AL SV s AR
AJ PAREIR K 75 ARV AL T8 P ) 5 — 30 2 OB il ml R FH /B 3 0 T i8] e 54 ol Rl 24
Y. EERF, EMEASYIE TS IR ) — Rk £ RO s .

T DRSS 25 AR T B RG240 2% bl Bz AL VAT BRI BEREKET . BR T
TGS, AR AL AT A AR ek R T B PERRE R, K ERH B, B
FFAH), BE, ZF. SHE. MBOEE. MOl N B, 1,3-7 ., WL
e CA KT, AR AR RO . REORS I B PRV AT 2 SRR Ve B Ik e ) o 1) VR
M.

B 17 ISR MRS, AT B E B, el AR B
Yo STlp S S

b ViEMAL S WAL, BRI S B, ., OEE SR Ui BE O AL
FEFNR 7K L AL S . PO 4R 4 20 R AN B M X e 4 i R A 25

T B ANES A A YT A5 A 2 B AT 42 B JE R S K BUOE KIS Bl &7
BV, AR T T A R IC B TR T A SR VR R ORI I R R o 3 B R ORI AR AR AR
FReril, WFBRIE AR K, 2. 2ol ERREAY.

H T RR4 201 A R AL SR BL B RCE ). 1) U500, W R 7). v
A TETC B AT N S5 A B 52 I B B AT AT B B s 22 b7, Bl BRI ] B8 75 ZE 4k E
7 — IR

AR EY T LA Ihes 2, B 5 AL 22 T A B G 4h 2.

AV, ¥ 22 3 E A AL G038 B T 75 2836 9T R AL B () »
Horp it TR N 22 BN A 257 E, T 60 kg IRER A, HEHAF EEY
9 1~2000 mg, fLik 5~500 mg. 498, HARFIEIENHEH 4@ mANERRRERE,
T e SRR B BEYE R 2 I

&R AR EEMR R B
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1457 —Hin 1 R &Y.

2. PEALT PSS MHT A GSPT1 PG S el 2 RS P, FERRARIR 2 T B AT B At
#] GSPT1.

3. PRt T 29697 5 GSPT1 iGTEA S 29 A «

A S ISR H ) SR AL SEINS 28, T s & BAR S, 2t
RARH] o NEEEAR, XS] M T AR A i AN T R AS e B IR L. T A st 4]
FOREM BAR S A ISR i, RIS, B HE ) m @ B ae . BRAES
AT, 7 T B AN O EE R T LU MR By . DA S 51 v P P R SR R A
GnJEARF S Ut ] 38 ] AT B R R AT

BRAR AT TR, A SO BN E AR BT 5 A R 8 BOR YUK S T BOR A 5
WHHRMEE G HEERRR, AT BRARE SO 1 i BARSeit )y 2, ke
IR 1] A% HR 37 AR s o1 1 5 it 5 2K

SEif 1 (4-85)
N- ((2- (2 6-~§’r€ﬂ)ﬁ% 3-2) -1-FAFWEIRI-5-55) F3E) -2-Fadk-2- 2K Z B

@ o~ _NBS, AIBN,CCl; /(:d AZ\:): /@d
NC 80°C, overnight K,CO3, DMF, 75°C, 3h NG &
_NiHp Boc0 v@d _TFADCM,tt 1h m

THF/H,0, i, 14h

DIPEA, HATU, DMF,

rt 2h ©)\N/

o
1

F—ib 2- R 45 AEHBFNE (1-1D BIH %

O

oy
NC Br

1-1

AP, # 4-FIE2-FEEHESHEEG.0 g, 17.1 mmol)s N-BART —BE (4.3 g,
24.0 mmol)FI{H % — 5% T iF (0.6g, 3.4 mmol) ¥ T VIEALHR40 ml)F, 80 °C ik Mid
SN IR A o e R FHAE IR A 2 T 0 B Y Bl i 45 20 R )4 1-1 (3.0 g, I 70.0%)5
EREACIELN

5 2- (2,6- AARIRIE-3-3E) -1- AR -5 (1-2) R4

0O

oSS OT
NC NH

12 O
BAG T, ¥ 2- GRFD 4-FIEFRRTENG.0 g 11.8 mmol). 3-43EIRIE-2,6-
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TERER R ER(1.7 g, 11.8 mmol) ML /KRR ET(4.1 g, 35.4 mmol) & N,N-—H 3& H EEf%(20ml)
B, 75 °C BEEEIRNE 3 /NI o SONTRIEREIR A . FRARPIINK (S0ml) =EAEHE 050, HEET
BiF 12 (25g, W 781%), KAMEK,

P ((2- (2,6- 2 ARRNE-3-F) -1-F AR R MIEME-5-28) R HERRUT I (1-3) 1)

1-3
HAEMT, ¥ 2- (2,6-—FARRNE-3-FE) 1A R MIWRME-5-5(2.5 g, 9.3 mmol). &
JBE (4mL) FIBRE HUTERG.9 g, 17.9 mmol)iF T-IUAWE (40 mL) o, =i&PiHER
N 14 he FEEE LN, SBBIRIEIKYE, ARV AR ENT 738 (MeOH/DCM=1/50 #E/ii)
FEIPE R 1-3 (1.8 g, W& 51.4%), HEM1A,
VU 3- (5- (RIEFHED -1-5RMIMEE-2-2) TRIE-2,6- —F (1-4) K%
o]

N o
HZN\/Cd 4§;,\>H:

o)
1-4

W ((2- (2,6~ FARWRIE-3-F8) - 1-Z A T M| W bk-5-55 ) 2 3L R AU T G (1.8 g5 4.8mmol)
W Z&8WE (10mL) 31, IMA=ZMAEE (SmL), =SIEMHEE 1 he NV BURIERSE, KRAx
WA AT JZ T 41 5 (MeOH/DCM=1/8 it )43 2 R4k 1-4 (1.3 g, ULZE 100%), HEE A,

FH N- ((2- (2,6-FHARWRNE-3-55) - 1580 WRIbk-5-28 ) HIAL) -2-38258-2-K 2.8k
Ji&

(1) K%

o)
OH
H N o}
wNm Ag/:}:
0
°© 1

1 E4A 1-4(38.0 mg, 0.14 mmol), 2-f£H-2-K 4. (21.0 mg, 0.14 mmol), N,N-—5¢
P2 4 (90.3 mg,0.70 mmol ) AT 2-(7-28 4k 28 I = 20 ME)-N,N,N',N"- VU B L iR 75 sl B IR 2 (69.2
mg,0.18 mmol) V& T NN-_HFFHEEZ(10 mL) T, RN 2 /N o i SONAR Z& Hoinzk (20
mL), MR OERGO mLx3)AH, AAUHEG I, HWMSEILIARR (30 mL=3) Bt¥k, oK
TRERAA T, 08, WURIRAE, TR E M iR i/ — A bi=1/40 Tl 1F 21k
A 1042 mg, W 73.7%), A E K . MS(m/z): 408.1[M+H]"; 'H NMR (400 MHz, DMSO-ds)
511.00 (s, 1H), 8.70 (t, J = 5.8 Hz, 1H), 7.64 (d, J = 8.2 Hz, 1H), 7.44 (d, J= 7.2 Hz, 2H), 7.40 -
7.32 (m, 4H), 7.31 - 7.26 (m, 1H), 6.26 (d, J= 4.4 Hz, 1H), 5.11 (dd, J = 13.2, 5.0 Hz, 1H), 4.99 (d,
J =44 Hz, 1H), 4.45 - 426 (m, 4H), 2.91 (dd, J = 21.7, 9.0 Hz, 1H), 2.61 (d, J = 17.5 Hz, 1H),
2.47-234 (m, 1H), 2.11 - 1.96 (m, 1H).

e 2 (4-127)
(2- ((2- (2,6-—FAIRME-3-2) -1- ARG WRME-5-2) HED FE 2-8M-1-%2
) ’%’L{%Eﬁ%ﬂTﬁE

o o)
A
m NH
o)
© 2
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k A )
e O BRI By (e
o) o]

%NF@ZT“ W& st 1 56 Tk 7] %6 . MS(m/z): 406.9[M-100]"; "H NMR (400 MHz,
DMSO-ds) 610.98 (s, 1H), 8.75 (s, 1H), 7.61 (d, J = 7.7 Hz, 1H), 7.45 (d, J = 7.2 Hz, 2H), 7.32
(ddd, J=19.1, 13.4, 5.6 Hz, 6H), 5.27-5.01 (m, 2H), 4.42-4.20 (m, 4H), 2.99-2.86 (m, 1H), 2.61 (d,
J=17.5Hz, 1H), 2.47-2.33 (m, 1H), 2.05-1.96 (m, 1H), 1.40 (s, 9H).

SEHER 3 (4-87)
((18) -2- ((2- 2,6-—FHAIRHE-3-2) -1-F AR VRmk-5-28) FR) HH) -2-F8-1-
) FREFRT

0
Boc.
©/\n/ NH

o)
0
3
Boc\ Boc.
DIPEA, HATU, DMF, = H N o}

©/\ﬂ/ 0 0

&) 3 4! ’i?&ﬁ%ﬂ 1 5T 54« MS(m/z): 406.9[M-100]"; "H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.76 (s, 1H), 7.60 (d, J = 7.7 Hz, 1H), 7.44 (d, J = 7.3 Hz, 2H), 7.38 -
7.25 (m, 6H), 5.20 (d, J = 7.9 Hz, 1H), 5.10 (dd, J = 13.2, 4.9 Hz, 1H), 4.46 - 430 (m, 3H), 4.22
(dd, J=17.3, 2.8 Hz, 1H), 2.98 - 2.84 (m, 1H), 2.59 (d, J = 17.3 Hz, 1H), 2.39 (dd, J=13.2, 4.1
Hz, 1H), 2.04 - 1.93 (m, 1H), 1.39 (s, 9H).

SEHEf) 4 (4-108)
(AR) -2- ((2- (2,6-—FAMRAE-3-2L) -1-FA T WRmk-5-2) HHE) &Fi) -2-HMA
1R ) KEFRRBUT E

P

O
P
NH
oY ;
4

K P
PN ? N DIPEA, HATU, DMF, j\ 0
o M NAZL_):O t2h 07 NH
NH
J

@c/\% 4%“ W& st 1 56 Tk 7] %6 . MS(m/z): 406.9[M-100]"; "H NMR (400 MHz,
DMSO-ds) 6'H NMR (400 MHz, DMSO) ¢ 10.98 (s, 1H), 8.75 (s, 1H), 7.61 (d, J = 7.8 Hz, 1H),
7.45 (d, J=17.3 Hz, 2H), 7.36 (d, J= 6.9 Hz, 2H), 7.34-7.31 (m, 3H), 7.29 (d, /= 4.3 Hz, 1H), 5.22
(d, J=17.6 Hz, 1H), 5.11 (dd, J = 13.2, 5.0 Hz, 1H), 4.39 (s, 2H), 4.34 (s, 1H), 4.24 (dd, J=17.2,
2.6 Hz, 1H), 2.99 — 2.85 (m, 1H), 2.61 (d, J = 17.6 Hz, 1H), 2.41 (dd, J = 13.2, 4.2 Hz, 1H),
2.05-1.96 (m, 1H), 1.40 (s, 9H).

SLH] 5 (4-122-2)
(28) -N- ((2- (2,6- " AIRE-3-FE) -1-FACFTIRIh-5-25) FHELD -2- (RER) -2-
K 2B
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o]
NH
H N O
o O
5
. o} o
Bl \/@:/1(42;): DIPEA, HATU, DMF, \'Er OE\/@:/(N&O T::’?’hDCM’ \E‘H H\/@iﬁNﬁo
_t2h NH " NH
oY o oY

d
51 5

rh A 5-1 22 S it 491 1 S TP T 4

a5 FIE Szt 1 55 VY8 7776 H % . MS(m/z): 420.9 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.98 (s, 1H), 8.70 (t, J= 5.9 Hz, 1H), 7.63 (d, J= 7.7 Hz, 1H), 7.42 (d, J = 7.4 Hz,
2H), 7.35 (d, J = 7.2 Hz, 2H), 7.30 (dd, J = 16.0, 5.3 Hz, 3H), 5.10 (dd, J = 13.3, 5.0 Hz, 1H), 4.40
(d, J =53 Hz, 2H), 4.37-4.21 (m, 2H), 4.10 (s, 1H), 2.91 (dd, J = 21.6, 9.0 Hz, 1H), 2.66 (d, J =
20.9 Hz, 1H), 2.40 (dd, J= 13.1, 3.9 Hz, 1H), 2.25 (s, 3H), 2.05-1.97 (m, 1H).

SEHEf 6 (4-112)
(28) -2-Z.BEEFH-N- ((2- (2,6-=FACIRBE-3-F5) -1-FAR TG Wemk-5-2L) FFH) -2-
KB RE

A {
m NH
4
0
6
A {
0
] NH DIPEA, HATU, DMF, 0 NH H\/Ej:K/N o
N

N o _t2h NH

HoN ! 4
6

@c/\% 6 IR Szt 1 55 T 7k % . MS(m/z): 449.1[M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.98 (s, 1H), 8.87 (s, 1H), 8.56 (d, J = 7.8 Hz, 1H), 7.63 (d, /= 8.0 Hz, 1H), 7.44 (d,
J=7.4Hz, 2H), 737 (t,J = 7.3 Hz, 2H), 7.31 (d, J = 2.3 Hz, 3H), 5.51 (d, J = 7.8 Hz, 1H), 5.11
(dd, J = 13.2, 5.1 Hz, 1H), 4.43-4.17 (m, 4H), 2.91 (d, J = 12.5 Hz, 1H), 2.70-2.59 (m, 1H),
2.41-2.30 (m, 1H), 2.07-1.98 (m, 1H), 1.92 (s, 3H).

SeHER] 7 (4-111)
N- (2- ((2- (2,6- = MIRGE-3-25) -1-FACRBIRM-5-2) FE) &) 2-8R-1-%
ZH) KHBLAE

o] NH
H N (o]
N\/ED:‘(/A%
o o 0

i i 0
DIPEA, HATU, DMF,
T HmN o
OH * N NH
8 d

@c/\% 7 RSz 1 5 T 7R % . MS(m/z): 510.8[M+H]"; 'H NMR (400 MHz,
DMSO-ds) '"H NMR (400 MHz, DMSO) 6 10.98 (s, 1H), 8.87 (dd, J = 10.0, 6.9 Hz, 2H), 7.94 (d,
J =179 Hz, 2H), 7.63 (d, J = 8.1 Hz, 1H), 7.56 (t, J = 6.8 Hz, 3H), 7.48 (t, J = 7.5 Hz, 2H),
7.42-7.31 (m, 5H), 5.75 (d, J = 7.6 Hz, 1H), 5.11 (dd, J = 13.2, 5.0 Hz, 1H), 4.54-4.19 (m, 4H),
2.98-2.86 (m, 1H), 2.61 (d, J= 17.8 Hz, 1H), 2.41 (dd, J = 13.0, 4.3 Hz, 1H), 2.05-1.96 (m, 1H).
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el 8 (4-121)

((18) -2- ((2- (2,6- ~FARIRNE-3-F8) -1- A LRIK-5-28) HFL) &) -2-FA0-1-
ZFZ;%) I PR

)\NH V©:/I< &

O

2 {
NH DIPEA, HATU, DMF, o7 NH N o
m _t2h N N
o o
8

&) 8 FIE Szt 1 55 Tb 7 vEH % . MS(m/z): 464.8[M+H]"; 'H NMR (400 MHz,
DMSO-d;) 610.98 (s, 1H), 8.81 (s, 1H), 7.82 (d, J = 7.6 Hz, 1H), 7.62 (d, /= 8.1 Hz, 1H), 7.45 (d,
J =173 Hz, 2H), 7.40-7.26 (m, 6H), 5.27 (d, J = 8.3 Hz, 1H), 5.10 (dd, J = 13.3, 5.0 Hz, 1H), 4.39
(d, J = 4.9 Hz, 2H), 4.36-4.21 (m, 2H), 3.57 (s, 3H), 2.98-2.87 (m, 1H), 2.66 (d, J = 21.5 Hz, 1H),
2.44-2.35 (m, 1H), 2.04-1.97 (m, 1H).

e 9 (4-125)

(2- ((2- (2,6-—FAIRIE-3-F) -1-FARBIRME-5-5) FE) 2-8M-1-F2E) &
%EF'MEF'E“

Z\NH m&
~,
X {
o)\NH DIPEA, HATU, DMF, 0% NH Hm” o
0 O ©

& 9 IR Szt 1 55 T 7 vEH % . MS(m/z): 464.8 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.98 (s, 1H), 8.86 (d, J = 5.7 Hz, 1H), 8.56 (d, J = 7.9 Hz, 1H), 7.66 -7.54 (m, 1H),
7.44 (d, J = 7.4 Hz, 2H), 7.41-7.25 (m, 5H), 5.51 (d, J = 7.8 Hz, 1H), 5.11 (dd, J = 13.3, 5.0 Hz,
1H), 4.45-4.19 (m, 4H), 2.97-2.86 (m, 1H), 2.61 (d, J = 17.6 Hz, 1H), 2.41 (dd, J = 13.2, 4.3 Hz,
1H), 2.06-1.97 (m, 1H), 1.92 (s, 3H).

SeiEfs] 10 (4-138)

((18) -2- ((2- (2,6-—FMIRNE-3-2) -1-FACTIWRIk-5-55) FEL) HA) -2-8AK-1-
FKLIE) BEFR LM

y

SIBos 0T

soasets

g S

o
o Q P
A NH DIPEA, HATU, DMF, NH N o
07 NH :
: N o _m2h N NH
A OH  + H,N m p
Y 10

1AW 10 42 I SEHER] 1 55 T8 07384 « MS(m/z): 479.2 [M+H]™; 'H NMR (400 MHz,
DMSO-ds) 610.98 (s, 1H), 8.79 (t, J= 5.3 Hz, 1H), 7.72 (d, J= 7.9 Hz, 1H), 7.62 (d, J = 7.7 Hz,
1H), 7.46 (d, J= 7.2 Hz, 2H), 7.41 - 7.25 (m, 5H), 5.27 (d, J=8.1 Hz, 1H), 5.11 (dd, J = 13.2, 5.0
Hz, 1H), 4.31 (dd, J = 51.6, 17.6 Hz, 4H), 4.02 (dd, J = 12.9, 6.0 Hz, 2H), 2.98 - 2.84 (m, 1H),
2.61(d,J=17.3 Hz, 1H), 2.47 - 2.32 (m, 1H), 2.07 - 1.94 (m, 1H), 1.18 (t, J = 6.8 Hz, 3H).
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SEHER] 11 (4-160)
((18) -2- ((2- (2,6-—FARIRNE-3-2) -1-FARBIRM-5-2) FHE) &) -2-848-1-
ﬁl%\) BEFRF A

X Z
NH
o o
1

Bocy,, { 7 )\o /Lo o

N NH

N N&o TFA, DCM, 1, 1h o Hv©:(/N4§;>:O OJ\C' OANH \/(D:«/

NH ) L NH _ = H N o]
3 11-1 d
11

2B 111 FE S 1 5 VY20 7 2%
Fob (18 -2- ((2- (2,6-AARIRIE-3-38) -1-5A QM| Wembk-5-28) HAL) &) -2-
AR O ZRAFRFHEE (1) 1%

SINSsSaE
0o )
11

B (28) 2-FFE-N- ((2- (2,6-FARWRIE-3-F5) -1-5FACRWWEmk-5-3L) H L) 2-28 2
MElZ (100.0mg, 0.25 mmol) A NN-— N2 % (162.0 mg, 1.3 mmol) JHE+ G H 4t (5
mL) o, MAEHBREAEE (31.0mg, 025 mmol), ZFEiR$KHE 2 he RIBIBIEIRAE, WA
WA AT JZ T 41 5 (MeOH/DCM=1/40 ¥El)IF LG4 11 (77.0mg, F 62.6%), H [
o MS(m/z): 493.2 [M+H]"; "H NMR (400 MHz, DMSO-d;) 610.98 (s, 1H), 8.76 (s, 1H), 7.62 (d,
J=17.6 Hz, 2H), 7.46 (d, J=7.3 Hz, 2H), 7.39 - 7.26 (m, 5H), 5.27 (d, /= 8.0 Hz, 1H), 5.11 (dd, J
=13.3, 5.0 Hz, 1H), 4.83 - 4.71 (m, 1H), 4.46 - 4.20 (m, 4H), 2.98 - 2.83 (m, 1H), 2.61 (d, J=17.1
Hz, 1H), 2.41 (dd, J=13.2, 4.3 Hz, 1H), 2.11 - 1.92 (m, 1H), 1.27 - 1.11 (m, 6H).

SEHf 12 (4-159)

((18) -2- ((2- (2,6-—FARWRDE-3-3E) -1-F AR VRIK-5-78) FR) HIH) -2-848-1-
HKE) FEFRIF B

L

o o
P O o
m“ NH
d
° 12
o} o o
L A
NH, |, Nﬁo 0 DIPEA,DCM, 1t, 2h 07 NH N—§;>:O
AN + A AN
NH o~ NH
0 © o 4 0o

11-1
&) 12 $ WB SEHEE] 11 55 8 5 EH 45 « MS(m/z): 519.2 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.98 (s, 1H), 8.76 (s, 1H), 7.60 (t, J = 8.3 Hz, 2H), 7.45 (d, J = 7.2 Hz, 2H), 7.38
-7.26 (m, 5H), 5.26 (d, J = 7.6 Hz, 1H), 5.11 (dd, J = 13.2, 4.9 Hz, 1H), 4.97 (s, 1H), 4.42 - 4.20
(m, 4H), 2.99 - 2.85 (m, 1H), 2.61 (d, J = 17.4 Hz, 1H), 2.47 - 2.33 (m, 1H), 2.06 - 1.95 (m, 1H),
1.79 (s, 2H), 1.68 - 1.50 (m, 6H).

LHa 13 (4-175)
(18 -2- ((2- (2,6-ZFAVRE-3-2) -1-FARFBIRM-5-2) FE) FE) -2-848-1-
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FKZED ’E‘L%EF'%-H)-%FIE?EE
o
o

’ o 0
NH
2 Hv©:l</ DIPEA DCM, 1t, 2h O)\NH
H H N O
NH
o l¢)

AW 13 H MBS 11 55 0 5 iR 4% - MS(m/z): 589.0 [M+H]+ 1H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.75 (s, 1H), 7.60 (d, J = 7.8 Hz, 2H), 7.52 - 7.20 (m, 7H), 5.29 (d, J =
8.3 Hz, 1H), 5.11 (dd, J=13.2, 5.0 Hz, 1H), 4.43 (d, J = 11.2 Hz, 1H), 4.41 - 4.17 (m, 4H), 3.02 -
2.85 (m, 1H), 2.63 (t, J= 18.5 Hz, 1H), 2.40 (ddd, J = 26.5, 13.3, 4.4 Hz, 1H), 2.07 - 1.91 (m, 2H),
1.85(d, J=11.6 Hz, 1H), 1.63 (s, 2H), 1.50 - 1.23 (m, 2H), 1.08 - 0.91 (m, 2H), 0.85 (dd, J = 10.3,
6.4 Hz, 7H), 0.74 (d, J = 6.4 Hz, 3H).

SeiEf] 14 (4-195)

((18) -2- ((2- (2,6-—FMIRDE-3-2) -1-FACTIRIK-5-55) FE) &AL -2-8AK-1-
FLF) BIFRAE

: o o)

P

T O
NH

SRR

: o 0
NH
A H\/©:If O\ DIPEA DCM, 1t, 2h O)\NH
Ay N o)
NH
5 0

B4 14 B S 11 55 P 5 48 - MS(m/z): 527.2 [M+H]+ 'H NMR (400 MHz,
DMSO-dy) 610.96 (s, 1H), 9.00 - 8.76 (m, 1H), 8.46 (d, J= 8.1 Hz, 1H), 7.72 - 7.58 (m, 1H), 7.51
(t,J=7.7Hz, 2H), 7.43 - 7.28 (m, 7TH), 7.20 (t, J = 7.4 Hz, 1H), 7.10 (d, /= 7.8 Hz, 1H), 5.33 (d, J
= 5.6 Hz, 1H), 5.09 (dd, J = 13.0, 4.0 Hz, 1H), 4.69 (s, 1H), 4.50 - 4.17 (m, 4H), 2.97 - 2.84 (m,
1H), 2.60 (d, J= 17.4 Hz, 1H), 2.45 -2.31 (m, 1H), 2.05 - 1.94 (m, 1H).

SEHER) 15 (4-139)

((18) -2- ((2- (2,6-—FARIRRE-3-F) -1-FNR BB WEmk-5-2) BFE) FFE) 2-8R-1-
K2FH) EEFRFE

o o)
A
o]
© 15
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Q ¢

o 0
? 0 Q PN
A NH DIPEA, HATU, DMF, o7 WH
O™ "NH N o 2 h N N 0]
- OH + HN m 4 NH
m © 15

bW 15 42 IR SEREE] 1 565 T8 073845 « MS(m/z): 541.2 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.98 (s, 1H), 8.81 (s, 1H), 8.02 - 7.92 (m, 1H), 7.62 (d, J= 7.8 Hz, 1H), 7.47 (d, J =
7.3 Hz, 2H), 7.42 - 7.21 (m, 10H), 5.30 (d, J = 8.2 Hz, 1H), 5.15 - 5.09 (m, 1H), 5.07 (s, 2H), 4.45
- 4.18 (m, 4H), 2.96 - 2.86 (m, 1H), 2.64 (t, J = 19.1 Hz, 1H), 2.39 (dd, J = 20.2, 11.5 Hz, 1H),
2.07 - 1.97 (m, 1H).

SEEf] 16 (4-184)
(28) -2- B-FEERE) -N- ((2- (2,6-—FACIRIE-3-2) -1-F AL F 5| wEmbk-5-38) FHE)
2-FK LR

QNH o)
o)\ng HVCE%N o
° 16 °

?

NH

o) o]
NH DIPEA triphosgene, THF O)\NH
=2 H N o ., 0°C-rt, 3h H H N o]
N NH m NH
0 0 NH, o) o
16

g E AR 11-1(204.0 mg, 0.5 mmol), N,N-—FHHELNE (342.0 mg, 2.7 mmol) AT
VUSRI (10 mL), K FHHE 10 4081, TIA=6S (75.0 mg, 0.3 mmol) #k&EJ N 10
80 MK R (74.0 mg, 0.5 mmol), UK TN 30 43480, BANZRIMN 1 AN &
RigEH, A ONAR R sk (20 mL), HZ R ZBEGO mLx3)A A, AHAHEIE, FHEAE
BRI (30 mLx3) Pk, ToKBRERAN T8, 108, WORRYE, sy M ak o JZdr aidh(F
Fis/ — A =1/40 Yelli)E240-AY) 16 (65.0 mg, WK 24.1%), A A, MS(m/z): 539.8
[M+H]"; 'H NMR (400 MHz, DMSO-ds) 610.99 (s, 1H), 8.99 (d, /= 4.3 Hz, 1H), 7.61 (d, J="7.8
Hz, 1H), 7.52 - 7.09 (m, 12H), 6.91 (d, J = 8.4 Hz, 1H), 6.78 (t, J = 5.9 Hz, 1H), 5.40 (d, J = 8.0
Hz, 1H), 5.10 (dd, J=13.3, 5.1 Hz, 1H), 4.42 - 4.17 (m, 6H), 2.91 (dd, /=218, 8.8 Hz, 1H), 2.61
(d, J=18.3 Hz, 1H), 2.44 - 2.32 (m, 1H), 2.01 (s, 1H).

SERERF] 17 (4-182)
(28) 2- (2- (FFIREHE) B -N- ((2- (2,6-—FACIRIE-3-38) -1-F A 715 Wbk
55D HE) 2-ZFE OB

O
1 2
O NH
B H N ]
m“m o8
o 17 ©
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o) o}

" \/©:«/ DIPEA, HATU, DMF, ;\ 0

NH; |, N o i, 2 h

: + o 0% NH

N NH F H N o}
o Io) NH
o & s}
17

OH

A& 17 42 IR SEHE R 1 56 T8 073845 « MS(m/z): 533.2 [M+H]™; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.98 (t, J= 5.3 Hz, 1H), 8.01 (d, J= 7.7 Hz, 1H), 7.62 (d, J = 7.7 Hz,
1H), 7.47 - 7.20 (m, 7H), 5.52 (d, J = 7.7 Hz, 1H), 5.10 (dd, J = 13.3, 5.1 Hz, 1H), 4.54 - 4.13 (m,
4H), 3.98 (d, J = 2.5 Hz, 1H), 3.90 (d, J = 1.2 Hz, 2H), 2.99 - 2.85 (m, 1H), 2.61 (d, J = 17.1 Hz,
1H), 2.40 (dd, J = 13.1, 4.4 Hz, 1H), 2.00 (dd, J= 8.9, 3.7 Hz, 1H), 1.68 - 1.62 (m, 4H), 1.51 (d, J
=49 Hz, 2H), 1.31 - 1.22 (m, 2H).

SR 18 (4-172)

(28) -N- ((2- (2,6-—FARMRNE-3-F8) -1-FEARF M EmR-5-2) B -2- Q-FKEHZ
BRRR) -2-3 Z.Bekk

(@)
;\ o
(o] NH
s H N 0]
oY d
18

0 o}
" \/E}V\‘f DIPEA, HATU, DMF, ;\ o
2 N 1o} rt,2h
- N 5 0% NH
N NH : H N 0
o 0 NH
o S d
18

OH

1 18 42 IR SR 1 56 T8 0738 4% « MS(m/z): 540.8 [M+H]™; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.97 (dd, J = 5.7, 3.9 Hz, 1H), 8.59 (d, /= 7.7 Hz, 1H), 7.62 (d, J=8.1
Hz, 1H), 7.48 - 7.18 (m, 9H), 6.96 (dd, J = 12.4, 4.6 Hz, 3H), 5.57 (d, J = 7.7 Hz, 1H), 5.11 (dd, J
=13.3, 5.1 Hz, 1H), 4.80 - 4.49 (m, 2H), 4.47 - 4.18 (m, 4H), 3.04 - 2.82 (m, 1H), 2.61 (d, /= 16.5
Hz, 1H), 2.39 (dd, J= 13.1, 4.4 Hz, 1H), 2.00 (dd, J=9.0, 3.6 Hz, 1H).

SEHf 19 (5-16)
(28) -2- (3- GRTHE) BRE) -N- ((2- Q,6-=FARWRIE-3-F) -1-5F 48 T 05| Wk -5-
) HE) 2-ZFEZ2BkE

NH
O O
19
o )(NH o
DIPEA triphosgene, THF O)\NH
NHz N o ., /Q 0°C-t, 3h Y N o
N NH NH, N NH
0 o 0 ©
19

&Y 19 BB 16 J7iEH %5 . MS(m/z): 505.9 [M+H]; 'H NMR (400 MHz,
DMSO-ds) 610.97 (s, 1H), 9.13 - 8.82 (m, 2H), 7.59 (d, J= 7.7 Hz, 1H), 7.41 - 7.25 (m, 6H), 6.58
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(d,J=8.1 Hz, 1H), 6.13 (s, 1H), 5.30 (d, J = 8.0 Hz, 1H), 5.09 (dd, J = 13.2, 5.0 Hz, 1H), 4.32 (dt,
J =513, 13.5 Hz, 4H), 2.97 - 2.84 (m, 1H), 2.60 (d, J = 16.8 Hz, 1H), 2.39 (ddd, J = 26.7, 13.3,
4.4 Hz, 1H), 2.05 - 1.93 (m, 1H), 1.20 (s, 9H).

SEH 20 (4-126)

2- (3- (WTH) RE -N- (2- (2,6-—FRIRBE-3-3L) -1-F/ T Wembk-5-38) FFHEL)
-2-ZK L%

<

o]
A
07 NH H\/@:«/N o
(o]
° 20

N NH
DIPEA, triphosgene, THF o o
20-1 0°C-1t, 3h 20

EPIEWZIK 20-1 PR St 1 5 D_Tl/ﬁ/z*iﬁ%J%,
WA 20 IR St H] 16 J7155] %« MS(m/z):  505.9 [M+H]

SEHE] 21 (4-129)
N- (2- ((2- 2,6-—FARIRRE-3-28) -1-FAR M VEmE-5-22) HE) EH) 2-8MR-1-%
) NGk-4-FE A%

®
Sy

[O] DIPEA triphosgene, THF

Ha o . 0°C-tt, 3h o
@*rr N ©)Y
H

WA 21 IS 16 7155 %« MS(m/z): 519.8 [M+H]”

seiEfs] 22 (4-158)
N- ((18) -2- ((2- (2,6-—FMNRIRME-3-F) -1-FAR T\ Wemk-5-F) FH) g&) 2-HF
R-1-K 258 -3,3-“HIET R

ﬁ 2
m NH

5 o)

22
o) o)
\H DIPEA, HATU, DMF,
S ZH N o ., it,2h O I%IH H N o
NH 0% oH N NH
@] 0 0 (e}

f&W 22 FWB SEHEE] 1 55 T8 5 iE#] 45« MS(m/z): 505.3 [M+H]"; "H NMR (400 MHz,
DMSO-ds) 610.98 (s, 1H), 8.86 (t, J = 5.2 Hz, 1H), 8.40 (d, J = 7.8 Hz, 1H), 7.61 (d, J = 8.0 Hz,
1H), 7.45 (d, J= 7.5 Hz, 2H), 7.40 - 7.28 (m, 5H), 5.55 (d, /= 7.8 Hz, 1H), 5.11 (dd, J=13.2, 5.0
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Hz, 1H), 4.46 - 4.20 (m, 4H), 2.98 - 2.86 (m, 1H), 2.61 (d, J = 17.0 Hz, 1H), 2.48 - 2.31 (m, 1H),
2.18 - 2.08 (m, 2H), 2.05 - 1.95 (m, 1H), 0.95 (s, 9H).

SEHER) 23 (4-165)
(28) -2- Q-HRFEZBER) -N- ((2- 2,6-=FACWRME-3-2) -1-F 48 T 05| Wk -5-
) R 22

ﬁ .
0% NH
: H N le]
Sra oo
4
°© 23

o o

DIPEA, HATU, DMF, N

l%leH \ o . i, 2 h oM N 0
m NH 0% “oH ©/\ﬂ/ 4 NH
0 Y o]

23

1) 23 1= IR SEHE R 1 55 T8 073845 « MS(m/z): 489.3 [M+H]™; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.89 (s, 1H), 8.41 (d, J = 7.9 Hz, 1H), 7.63 (d, J= 8.0 Hz, 1H), 7.45 (d,
J=7.4Hz, 2H), 737 (t,J = 7.3 Hz, 2H), 7.31 (d, J= 7.2 Hz, 3H), 5.54 (d, J = 7.9 Hz, 1H), 5.11
(dd, J=13.3, 5.0 Hz, 1H), 431 (dd, J = 52.2, 17.8 Hz, 4H), 2.97 - 2.86 (m, 1H), 2.61 (d, J=17.5
Hz, 1H), 2.41 (qd, J=13.2, 43 Hz, 1H), 2.22 - 2.08 (m, 2H), 2.05 - 1.95 (m, 1H), 0.96 (dd, J=9.8,
4.9 Hz, 1H), 0.47 - 0.36 (m, 2H), 0.14 (d, J = 4.6 Hz, 2H).

SEHEf) 24 (4-176)
(28) -N- ((2- (2,6-—FRURME-3-35) -1-FAA TG wemh-5-38) HE) 2- ((4-FHEHE
) BEBE) 2-FK 2B

& 0
N NH
5 s
24

{ \©\ ’O O
NH o DIPEA,DCM, tt, 2h S’
2 N 0 5 DEM 4 NH
N + Sa o T H N le]
NH ) 2N
fo) Cl ©/\ﬂ/ NH
0 o}
0
24

{1 &0 24 FEWBSEHEG] 11 55 38 5 EH45 - MS(m/z): 560.8 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.76 (t, /= 5.8 Hz, 1H), 8.54 (d, J=8.7 Hz, 1H), 7.61 (dd, /=103, 8.2
Hz, 3H), 7.44 (dd, J=35.1, 7.4 Hz, 1H), 7.36 - 7.30 (m, 2H), 7.26 (dd, J = 12.4, 7.7 Hz, 4H), 7.21
(d, J=29 Hz, 1H), 7.17 (d, J= 7.9 Hz, 1H), 5.11 (dd, J = 13.3, 5.0 Hz, 1H), 5.02 (d, J = 8.4 Hz,
1H), 4.50 - 4.15 (m, 4H), 2.97 - 2.84 (m, 1H), 2.61 (d, /= 16.3 Hz, 1H), 2.48 - 2.37 (m, 1H), 2.37 -
2.29 (m, 3H), 2.08 - 1.94 (m, 1H).

seiEf 25 (4-177)

(28) -2- CARBRERLRL) -N- ((2- (2,6-ZFAVIRNE-3-2) -1- AW Rmf-5-2) H
) 2-F W%

As,p o
N NH
s IS
25
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o
NH As"o {
NH; N o, ALy DIPEA,DCM, tt, 3h SN
N S o T H N 0o
NH o] N
4 cl NH
0
o 0
25

f&W 25 FWB SEHEE] 11 55 30 545 « MS(m/z): 510.8 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.89 (t, J = 5.4 Hz, 1H), 8.09 (d, J = 9.5 Hz, 1H), 7.63 (d, J = 7.6 Hz,
1H), 7.50 (dd, J = 15.2, 7.1 Hz, 2H), 7.35 (ddt, J = 21.9, 14.7, 7.4 Hz, 5H), 5.11 (dd, J=11.6, 5.8
Hz, 2H), 4.50 - 4.18 (m, 4H), 2.92 (ddd, J = 13.5, 11.9, 5.3 Hz, 1H), 2.61 (d, J = 17.0 Hz, 1H),
248 -2.32 (m, 1H), 2.33 - 2.22 (m, 1H), 2.11 - 1.94 (m, 1H), 1.25 (s, 1H), 0.96 - 0.65 (m, 3H).

SEiif 26 (4-197)
N- ((18) -2- ((2- 2,6-—FMRIRBE-3-FL) -1-FAR W vEmk-5-5) HI) &) 2-F
R-1-K 28 2-BF-3-FRT B

)IOH
o
O~ "NH
B H N o}
o) o
26

o OH
OH DIPEA, HATU, DMF, 0
NH, i, 2h
: N o . : 0" NH
NH ey 2 H N o)
! 4 NH
S o
26

1) 26 2 I SZHER] 1 55 T8 0734845 « MS(m/z): 506.9 [M+H]™; 'H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.95 (s, 1H), 8.11 (dd, J = 25.1, 7.9 Hz, 1H), 7.67 - 7.53 (m, 1H), 7.34
(ddd, J=29.5, 20.2, 6.4 Hz, 6H), 5.66 - 5.41 (m, 2H), 5.09 (dd, J = 13.3, 4.8 Hz, 1H), 4.54 - 4.13
(m, 4H), 4.08 (d, J = 5.2 Hz, 1H), 3.87 - 3.65 (m, 1H), 2.97 - 2.84 (m, 1H), 2.60 (d, J = 16.6 Hz,
1H), 2.40 (d, J=13.0 Hz, 1H), 1.98 (d, J= 5.9 Hz, 2H), 0.93 - 0.83 (m, 3H), 0.72 (dd, J =35.5, 6.7
Hz, 3H).

Seifs] 27 (4-192)
(28) -N- ((2- (2,6-=FfCIRFE-3-F) -1-BfX M| WEmk-5-28) FIE) -2- Q2-8FK-2-
KB -2-FK 7B

(j: :OH
o]
O~ "NH
: H N o}
mN\/Q:«/ 4§;N>-|:
O
° 27

0 OH
OH DIPEA, HATU, DMF, 0

NH, t,2h

: H N o . i Sl I

NH 0P oH ;M N o
o 0o NH
0 O
27

AW 27 #= IR SERER] 1 5 T8 073445 « MS(m/z): 540.8 [M+H]™; 'H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.95 (d, J= 3.6 Hz, 1H), 8.39 (dd, /= 10.9, 8.1 Hz, 1H), 7.64 - 7.58 (m,
1H), 7.45 - 7.40 (m, 2H), 7.38 (d, J = 7.5 Hz, 2H), 7.32 (dd, J = 13.9, 6.7 Hz, 4H), 7.27 (dd, J =
10.4, 5.6 Hz, 3H), 6.38 (t,.J = 4.5 Hz, 1H), 5.48 (dd, J = 12.9, 8.0 Hz, 1H), 5.09 (dd, J=13.2, 5.1
Hz, 1H), 5.03 (d, J= 4.9 Hz, 1H), 4.43 - 437 (m, 2H), 4.37 - 430 (m, 1H), 422 (dd, J=17.3, 7.1
Hz, 1H), 4.07 (q, J= 5.3 Hz, 1H), 2.98 - 2.85 (m, 1H), 2.61 (d, /= 17.1 Hz, 1H), 2.40 (d, J = 12.9
Hz, 1H), 2.05 - 1.96 (m, 1H).
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SEHE) 28 (4-199)
(28) -N- ((2- (2,6-—5FARIRBE-3-3L) -1-55AC T 18| mEmk-5-3L) FZL) -2- (2-F& 3E-2-
FZBERE) -2-FE 2Bk RE

(]: :O\ o
o] NH
= H N o]
o
° 28

[e] O

o DIPEA, HATU, DMF, o)

~
NH |, " o i, 2h
AN * o7 e N 0

NH 0% oH AN
5 d m NH
d
0
28

1) 28 42 IR SHER] 1 5 T8 073845« MS(m/z): 555.2[M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.97 (s, 1H), 8.92 (s, 1H), 8.45 (t, J = 7.9 Hz, 1H), 7.60 (d, J = 7.7 Hz, 1H), 7.49 -
7.16 (m, 12H), 5.50 (dd, J = 11.1, 8.0 Hz, 1H), 5.09 (dd, J = 13.3, 5.0 Hz, 1H), 4.84 (s, 1H), 4.50 -
4.14 (m, 4H), 2.91 (ddd, J = 13.6, 11.8, 5.4 Hz, 1H), 2.60 (d, /= 17.1 Hz, 1H), 2.39 (dd, J = 13.1,
4.3 Hz, 1H), 2.04 - 1.94 (m, 1H), 1.25 (d, J = 6.0 Hz, 3H).

SEHE] 29 (4-198)
(28) -N- ((2- (2,6-—FA0IRME-3-2) -1-FACF B wEmpk-5-28) ) -2- (2-HAR-2-
FEOBR) -2-FK W%

O
(0]
Q NH
H H N QO
o 29 ©

o) (o]
0 DIPEA, HATU, DMF, o]
NH, m,2h
=2 i N o ' 07 NH
NH o OH H N N Q
& d NH
O O

29
1) 29 42 I SZHER] 1 55 T8 07344 « MS(m/z): 538.8 [M+H]™; 'H NMR (400 MHz,
DMSO-ds) 610.95 (s, 1H), 9.59 (d, J = 7.6 Hz, 1H), 8.97 (t, J = 4.8 Hz, 1H), 7.93 (d, J = 8.2 Hz,
2H), 7.71 (t, J = 7.4 Hz, 1H), 7.62 (d, J = 8.0 Hz, 1H), 7.59 - 7.48 (m, 4H), 7.44 - 7.35 (m, 3H),
732 (d,J=7.9 Hz, 2H), 5.67 (d, J = 7.6 Hz, 1H), 5.09 (dd, J = 13.2, 5.0 Hz, 1H), 4.55 - 4.16 (m,
4H), 2.96 - 2.84 (m, 1H), 2.60 (d, J = 17.5 Hz, 1H), 2.39 (d, J = 12.9 Hz, 1H), 2.07 - 1.93 (m, 1H).

SEHE) 30 (4-196-2)
(28) -N- ((2- 2,6-—FARIRME-3-7) -1-FARFMIWRI-5-28) F3E) -2- ((S) -2- (H
HHE) 2-HEZW) 2-ZK 2Bk

H
©jiN\ o
Q NH
: H N o]
@/\WN\/Cd 4§F_’\>H:
o) (o]
30
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I|300
Boc NG
NH DIPEA, HATU, DMF, (o]
2 H rt,2h
om Wy N‘%O
NH

N
TFA,DCM, 1t, 1 h
NH
o o

i lE A 30-1 3% MBS 1 56 1125 I3 4% - MS(m/z): 553.8 [M+H]"; "H NMR (400 MHz,
DMSO-dy) 610.97 (s, 1H), 9.56 - 9.21 (m, 3H), 8.91 (t, /= 5.6 Hz, 1H), 7.55 (dd, J=10.3, 5.1 Hz,
3H), 7.47 (dd, J = 5.4, 2.8 Hz, 4H), 7.36 (dt, J = 20.1, 6.9 Hz, 3H), 7.22 - 7.16 (m, 2H), 5.57 (d, J
=7.7Hz, 1H), 5.17 - 5.01 (m, 2H), 4.44 - 4.16 (m, 4H), 4.08 (s, 1H), 2.98 - 2.85 (m, 1H), 2.61 (d,
J=17.0 Hz, 1H), 243 (dd, /= 133, 4.5 Hz, 1H), 2.38 (s, 2H), 2.00 (dd, /= 9.1, 3.6 Hz, 1H).

WAV 30 FHE St 1 55 VY20 5 i 4%

SeiEf] 31 (4-193)

o (j: :
H
NH N. o DIPEA HATU, DMF, \ﬂ/
e N o . \r m2h
NH 0% oH
5 d

A1 31 F st 1 58 120 5kl 4% . MS(m/z): 581.8 [M+H] ; '"HNMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.93 (d, /= 7.8 Hz, 1H), 8.77 (d, J = 3.3 Hz, 1H), 8.46 (d, /=82 Hz,
1H), 7.59 (dd, J=20.7, 7.9 Hz, 1H), 7.44 (dd, J = 15.8, 6.9 Hz, 3H), 7.37 (t, J = 7.3 Hz, 2H), 7.33
- 7.26 (m, 5H), 7.21 (t, J = 7.2 Hz, 2H), 5.73 (dd, J = 14.3, 8.1 Hz, 1H), 5.51 (d, J = 7.9 Hz, 1H),
5.09 (dd, J=13.1, 4.9 Hz, 1H), 4.37 (dd, J = 23.3, 5.4 Hz, 2H), 4.23 (dd, J = 33.0, 14.4 Hz, 1H),
4.06 (d, J=5.2 Hz, 1H), 2.89 (dd, J = 8.2, 4.5 Hz, 1H), 2.60 (d, J = 17.3 Hz, 1H), 2.39 (dd, J =
13.0, 4.2 Hz, 1H), 2.05 - 1.95 (m, 1H), 1.89 (d, J = 6.8 Hz, 3H).

SeEfs] 32 (4-109)

(18) -2- ((2- (2,6-—FACIRIE-3-7) -1-FXRBIE-4-38) &) 2-8R-1-%2
) FAEFBRNT 8

0.0
(] e
NH
O NH
Sotes
NH
o O
32
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Q

o NBS, BPO, CCl, o "
_8ceh NAZL_):O PdIC, Hy, MeOH/DMF
ch03 DMF,
NO, 70°C, 3 h \}/
321

NO,
322 0. 0
3 T
@N‘Z\;N)HKO . o7 H . IZr)tlvaEﬁ\, HATU, DMF, B
NH; © 0
2.3
F—ob 2- GRHE) J-MEEHIRHEE (32-1) Ml

NO,
32-1

B R, B 2-H 3R EIE B HIEG .4 g, 17.4 mmol). N-IRARE T —BIZG 4 g,
19.1 mmol) A E AL HIEE (43.0 mg, 0.18 mmol) ¥ T VU &UALIR(40 mL)H, 85°C it S v
8 /NI o SONIVRIR R IRAR o AR RIS 2 A 43 B8 (A il ke i 73 2 rh )44 32-1 (1.9 g,
% 40.0%), A1 4. 'H NMR (400 MHz, DMSO-ds) 6 8.16-8.14 (m, 1H), 8.02-8.00 (m, 1H),
7.79-7.77 (m, 1H), 4.76 (s, 2H), 3.89 (s, 3H).

Eﬁ:i 3- (4-BFFE- 1A g e -2- ) WRIE-2,6- i (32-2) Fil#%

N o
NH
NO, 0

32-2

AP, $32-1(1.9g, 6.6 mmol). 3-ZHENRNE-2,6- ~H£hIREE (1.1 g, 6.6 mmoD)
ATE/KERIRH (2.8 g, 19.7 mmol) ¥ T- N,N- UL i ( 20 mL ), 75 °C HidE B 3 /N
RSB MR A o FRARPIIMIK (30 mL) FRAEHE 0.5 h, i JETHAT 32-2(1.2 g, Y% 63.2%),
KAGEMAK. MS(m/z): 289.9 [M+H]"; "HNMR (400 MHz, DMSO-dy) 6 11.06 (s, 1H), 8.48 (d,
J=18.0 Hz, 1H), 8.20 (d, /= 6.0 Hz, 1H), 7.85-7.82 (m, 1H), 5.20 (d, /= 8.0 Hz, 1H), 4.86 (dd, J =
16.0, 12.0 Hz, 2H), 2.91 (d, J = 12.0 Hz, 1H), 2.68- 2.54 (m, 2H), 2.05-2.03 (m, 1H).

B 3. (4-E S-SRI -2-35) IR -2,6-H (32-3) [HiHl &

@dﬁ

32-3

REMT, ¥ 32-2(12 g, 4.1 mmol). 8k (0.4 g) M NN-ZHEEHFELZ(10 mL)
%nﬂﬂﬁ% (20 mL) f, =EBFERMN R i tabug, RBOROREWRYE, 15 32-3 (0.8 g,
W 72.7%), KEAMGEAK. "H NMR (400 MHz, DMSO-ds) 0 11.01 (s, 1H), 7.19-7.17 (m, 1H),
6.92-6.90 (m, 1H), 6.80-6.78 (m, 1H), 5.43-5.41 (m, 2H), 5.09-5.07 (m, 1H), 4.15 (dd, J = 16.0,
8.0 Hz, 2H), 2.73-2.71 (m, 1H), 2.61 (d, /= 16.0 Hz, 1H), 2.31-2.29 (m, 1H), 2.04-2.02 (m, 1H).

FVL ((1S) -2- ((2- (2,6-FARWRNE-3-FE) -1-F 48 MWRmk-4-28 ) &) -2-548-1-

ROH) FHEHBRTEE (32) Mfl#&
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Y.

&4 32 PRS2 1 56 Tk 7 i) 46 MS(m/z): 392.9 [M-100]"; '"H NMR (400 MHz,
DMSO-ds) 611.03 (s, 1H), 10.19 (s, 1H), 7.74 (d, J = 7.6 Hz, 1H), 7.59 - 7.47 (m, SH), 7.44 - 7.29
(m, 3H), 5.43 (d, J=7.3 Hz, 1H), 5.14 (dd, J = 12.9, 4.6 Hz, 1H), 4.24 (s, 2H), 2.96 - 2.87 (m, 1H),
2.67 (d,J=12.6 Hz, 1H), 2.34 - 2.24 (m, 1H), 2.04 (d, J=10.9 Hz, 1H), 1.41 (s, 9H).

SeiEfs] 33 (4-118)

(18D -2- ((2- (2,6-—FMIRME-3-3) -1-FARBIRI-5-25) HIL) 2-HM-1-F2
) REFBRMTE

>L)L

WOQ{*

e}

o 0,
o~ s, BPO. cCl, NH
_ss'coeh N o
ON TKkcop DMF, ON

2
70°C, 3h 339

>L)L
OHj\J\

PAIC, Hy, MeOH/DMF /@:‘f AZL_): m \©:‘<\ 4&
13 DIPEA, HATU, DMF,

rt, overnight

A A 33-3 2 1 St 91 32 — B =BT .

e &W 33 FWBSEHEE] 1 55 T8 5 iEH] 45 - MS(m/z): 392.9 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.97 (s, 1H), 10.59 (s, 1H), 7.95 (s, 1H), 7.69-7.48 (m, SH), 7.34 (dt, J=23.1, 7.2 Hz,
3H), 5.40 (d, J = 7.8 Hz, 1H), 5.08 (dd, J = 13.3, 4.9 Hz, 1H), 4.36 (dd, J = 53.9, 16.5 Hz, 2H),
2.90 (dd, J=21.8, 9.2 Hz, 1H), 2.62 (s, 1H), 2.42-2.33 (m, 1H), 2.01 (s, 1H), 1.41 (s, 9H).

SEHER) 34 (4-153)

(18D -2- ((2- (2,6-—FAIRME-3-5) -3-F R HEMK-5-3) D &E) -2-FM-1-3%
2.3 FERBAT B

H 9 0 Q
O N, NH
Ty S“ﬁ@d{f
(0]
34
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i {):
NC\@i‘\O/ NBS, AIBN,GCly NC\©iL \@ _NiHp Boc,O 2 Q
NH
80°C, overnight KoCOs, DMF, 75°C, 3h ﬁ THF/HZ0, rt, 14h H/\C&N—Z\;):O
341

34-3
o}

XOTBLO
e eph e B oS-

DIPEA, HATU, DMF,
34-4 m2h

o B 44 34-4 22 18 St ) 1 VY T4

AV 34 F2 R STt 1 ﬁ/ﬁ %% - MS(m/z): 406.9 [M-100]"; "H NMR (400 MHz,
DMSO-d) 610.99 (s, 1H), 8.73 (t,J = 5.6 Hz, 1H), 7.60 (s, 1H), 7.50 (d, J= 7.8 Hz, 1H), 7.43 (d,
J=6.9Hz, 3H), 7.32 (dt,J=13.8, 7.1 Hz, 4H), 5.23 (d, /= 8.0 Hz, 1H), 5.12 (dd, J=13.3, 5.0 Hz

1H), 4.37 (dt, J= 41.0, 17.3 Hz, 4H), 2.98 - 2.86 (m, 1H), 2.61 (d, J = 17.1 Hz, 1H), 2.46 - 2.32 (m,
1H), 2.05 - 1.96 (m, 1H), 1.40 (s, 9H).

SEHER) 35 (4-167)

((18) -2- ((2- (2,6-—FAIRDE-3-F) -3-FA AW -4-F) FH) FE) 2-8M-1-%
43 BEFRAT B

N O
NH
O O
HN

H
>r0\n/N/,
(0]
Ii%oc
CN O CN o NH
~" NBS, AIBN,CC ) 9 Q
O _NBS, AIBN.CCl . o Ni, Hy, Boc,O NH
80°C, overnight K,COs, DMF, 75°C, 3h NH THF/H,O, 1, 14h N o

35-2 © 35-3

HN

H
O N, T
, HATU, DMF, g 0
t,2h >|/ \g/ 35

) A 35-4 4% 18 St 1 Sy pr RS

e &W 35 e WBSEHEB] 1 55 T8 5 iE#] 45 - MS(m/z): 406.9 [M-100]"; "H NMR (400 MHz,
DMSO-d) 610.96 (s, 1H), 8.61 (d, J = 4.7 Hz, 1H), 7.48 - 7.40 (m, 4H), 7.38 - 7.25 (m, 4H), 7.13
(s, 1H), 5.22 (d, J=7.4 Hz, 1H), 5.08 (dd, J=13.2, 5.0 Hz, 1H), 4.86 - 4.71 (m, 2H), 4.36 (dd, J =

48.0, 17.5 Hz, 2H), 2.89 (s, 1H), 2.60 (d, J = 16.7 Hz, 1H), 2.45 - 2.33 (m, 1H), 2.07 - 1.94 (m,
1H), 1.39 (s, 9H).

“5 ‘s
_ TFADCM.tth & ‘ZL_): ONﬁo

SEHER) 36 (4-117)

(2- ((2- (2,6-—FAIRAE-3-F) -1-FAFHRM-5-2) FE) 2-8AZE) EEF
@fﬁ(};ﬁ'&

o]
A
NH
o} o]
36
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>|\0 0 0 )(

o o
DIPEA, HATU, DMF,
O)\NH N‘Z\:N}':O m2h O)\NH
D ———————————_—
OH % HN N N 0
NH
o
36

O 0

&9 36 HEWBSEHEE] 1 55 T8 5 iEH] 45 - MS(m/z): 330.9 [M-100]"; 'H NMR (400 MHz,
DMSO-d) 610.98 (s, 1H), 8.41 (s, 1H), 7.67 (d, J = 7.8 Hz, 1H), 7.57-7.33 (m, 2H), 7.02 (s, 1H),
5.12 (dd, J = 13.3, 5.1 Hz, 1H), 4.54-4.21 (m, 4H), 3.60 (d, J = 5.7 Hz, 2H), 3.04-2.84 (m, 1H),
2.66 (d, J=20.3 Hz, 1H), 2.41 (dd, J=13.3, 4.1 Hz, 1H), 2.09-1.94 (m, 1H), 1.37 (d, J=29.6 Hz,
9H).

SEHE) 37 (4-123)
(Q2R) -1- ((2- 2,6-—FARIRNE-3-2L) -1-FARFRIGINRME-5-28) FHL) FIH) 4-FH
A-ECSR IR 25 EEFERAUT B

pe .
O)\NH
P P

o) o o)
)\ T DIPEA, HATU, DMF OéI\NH
07 "NH NH "t oh St H N 0
OH . N o ' N NH
H,N 4
S 0
37

& 37 H MBS 1 55 T8 5 #1145 - MS(m/z): 387.0[M-100]+; "H NMR (400 MHz,
DMSO-ds) 610.98 (s, 1H), 8.46 (dd, J = 13.0, 7.2 Hz, 1H), 7.63 (dd, J = 26.2, 7.7 Hz, 1H),
7.49-7.33 (m, 2H), 6.94 (d, J = 8.0 Hz, 1H), 5.12 (dd, J = 13.2, 5.0 Hz, 1H), 4.47-4.31 (m, 4H),
3.18 (d, J = 5.2 Hz, 2H), 3.00-2.86 (m, 1H), 2.61 (d, J= 17.4 Hz, 1H), 2.41 (dd, J=13.1, 3.9 Hz,
1H), 2.06-1.96 (m, 1H), 1.66-1.55 (m, 1H), 1.40 (s, 9H), 0.88 (dd, J=11.2, 6.6 Hz, 6H).

SEHF 38 (5-57)
(18 -1-FRIEE-2- ((2- (2,6-—FARIRME-3-2) -1-F A FMHIWk-5-2) FE) &2
2-8R2HE) EEFBRMN T

[e]
Boc.

O e
oy -
O O
38

Boc<

o
0 Q
NH NH DIPEA, HATU, DMF, Boes
-, OH N o rt,2h , H N 0
T * AN “w NH
o S o
38

{h &) 38 HWB SEHEE] 1 55 10 5 iEH] 45 - MS(m/z): 399.0[M-100]"; "H NMR (400 MHz,
DMSO-d) 610.95 (s, 1H), 8.45 (s, 1H), 7.64 (d, J = 7.7 Hz, 1H), 7.49 - 7.28 (m, 2H), 6.83 (d, J =
8.2 Hz, 1H), 5.74 (d, J = 2.8 Hz, 1H), 5.10 (dd, J = 13.2, 4.9 Hz, 1H), 4.50 - 4.22 (m, 4H), 2.98 -
2.78 (m, 1H), 2.60 (d, J = 17.5 Hz, 1H), 2.45 - 2.29 (m, 1H), 2.19 - 1.94 (m, 2H), 1.66 (s, 1H), 1.52
(d, J=14.6 Hz, 2H), 1.48 - 1.43 (m, 2H), 1.39 (s, 9H), 1.33 - 1.16 (m, 4H).

SEHif 39 (5-56)
((18) -1-HBFH-2- ((2- (2,6-—FACIRIE-3-FL) -1-F /0 Fmg mEnk-5-3) HE) &H)
2-FMRE) FREFBRT IR
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[0}
Boc.
O
Sapaals
o}
39
o
Boc
0 Q -
Bocs n NH DIPEA, HATU, DMF, NH Hm,\l o
W N
.., OH . N o _m2h g NH
In/ HoN o) O

&% 39 HWB SEHEE] 1 55 T8 5 iEH] 45 - MS(m/z): 413.0[M-100]"; "H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.47 (s, 1H), 7.64 (d, J = 7.8 Hz, 1H), 7.55 - 7.34 (m, 2H), 6.71 (d, J =
8.6 Hz, 1H), 5.10 (dd, J = 13.2, 5.0 Hz, 1H), 4.54 - 4.20 (m, 4H), 3.81 (t, /= 7.8 Hz, 1H), 3.02 -
2.80 (m, 1H), 2.60 (d, J = 17.0 Hz, 1H), 2.40 (dt, J = 13.2, 8.9 Hz, 1H), 2.10 - 1.94 (m, 1H), 1.75 -
1.46 (m, 6H), 1.45 - 1.21 (m, 9H), 1.20 - 0.89 (m, SH).

SEHER] 40 (4-124)

(1-FFE-2- ((2- (2,6- —~FAIRME-3-F) -1-FACRIGWRemk-5-58) D &) 2-K
RZE) EEFRTEE

PCT/CN2022/129952

P ]
O4A\NH H N o
P P

P o Q Py ?
0P NH N DIPEA, HATU, DMF, P NH
OH N o _m2h i N °
*HN N NH

&) 40 F WB SEHEB] 1 55 T8 5 iEH] 45 - MS(m/z): 413.0[M-100]"; "H NMR (400 MHz,
DMSO-ds) 610.98 (s, 1H), 8.49 (s, 1H), 7.62 (dd, J = 26.3, 7.8 Hz, 1H), 7.51-7.34 (m, 2H), 6.74 (d,
J =83 Hz, 1H), 5.11 (dd, J = 13.2, 4.9 Hz, 1H), 4.36 (dt, J=22.2, 17.2 Hz, 4H), 3.82 (t, /= 7.7
Hz, 1H), 2.91 (dd, J = 219, 9.3 Hz, 1H), 2.69-2.57 (m, 1H), 2.40 (dd, J = 21.9, 13.4 Hz, 1H),
2.06-1.96 (m, 1H), 1.71-1.47 (m, 6H), 1.37 (d, J=26.9 Hz, 9H), 1.18-0.93 (m, 5H).

SEHE] 41 (4-133)

((18) -2- ((2- (2,6- —FAIRME-3-F5) -1-FACTIG| Gebh-5-38 ) FEL) &HL) -1- (FE-2-
) 2\ MLE) EEFRMT B

< ,
OJ\IEJH H N O
o i

0
DIPEA, HATU, DMF, O)\NH
+ H,N NH
:

&) 41 FWBSEHEE] 1 55 T8 5 iEH] 45 - MS(m/z): 456.2 [M-100]"; "H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.81 (s, 1H), 7.93 (dd, J = 12.1, 6.9 Hz, 3H), 7.87 (d, J = 8.5 Hz, 1H),
7.59 (dd, J = 13.7, 8.3 Hz, 2H), 7.55 - 7.51 (m, 2H), 7.46 (d, J=7.5 Hz, 1H), 7.31 (d, J=7.8 Hz,
1H), 7.15 (s, 1H), 5.39 (d, J = 7.8 Hz, 1H), 5.08 (dd, J = 13.2, 5.0 Hz, 1H), 4.39 (dt, J = 16.0, 10.0
Hz, 2H), 4.17 - 4.06 (m, 2H), 2.99 - 2.84 (m, 1H), 2.62 (d, /= 17.1 Hz, 1H), 2.32 (dt, /= 13.2, 8.9
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Hz, 2H), 2.06 - 1.93 (m, 1H), 1.41 (s, 9H).

SEHER] 42 (4-134)
1-E AR WEmE 1- (((2- (2,6-—FARIRIE-3-35) -1-EAR 0 Emk-5-78) L) KFEE
) E‘Fﬂél%ﬂ% 2-FERBUT R

Boc

Boc 9]
DIPEA, HATU, DMF N N
, . DMF, H N 0
AZE): t2h NH
+ HoN loJle]

WA 42 FE R STt 1 58 TP ikl 45 - MS(m/z): 419.1 [M- 100]+ 'H NMR (400 MHz,
DMSO-ds) 6 10.98 (s, 1H), 8.85 (d, J = 24.7 Hz, 1H), 7.65 (dd, J = 14.6, 7.8 Hz, 1H), 7.50 - 7.23
(m, 6H), 5.35 (d, J=13.8 Hz, 1H), 5.12 (dd, J = 13.3, 4.8 Hz, 1H), 4.81 - 4.61 (m, 2H), 4.56 - 4.35
(m, 2H), 430 (dd, J = 20.7, 11.7 Hz, 2H), 2.91 (dd, J = 21.8, 9.1 Hz, 1H), 2.61 (d, J = 17.4 Hz,
1H), 2.42 (d, J = 9.8 Hz, 1H), 2.06 - 1.95 (m, 1H), 1.48 (d, J = 6.7 Hz, 3H), 1.42 (s, 1H), 1.33 (s,
5H).

SEif 43 (5-32)

1- (((2- (2,6-—FARMRNE-3-3L) -1-F AR F M WEbh-5-38) HIE) FHELR) 34- 4R
IS bk -2- B R LT i

o

O
DIPEA, HATU, DMF, H\/@:(/N O
O
o’go ©
Aow

{1 &W) 43 FWBSEHEE] 1 55 T8 5 iEH] 45 - MS(m/z): 432.9 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 010.94 (s, 1H), 8.84 (d, J=17.4 Hz, 1H), 7.56 (d, J=35.9 Hz, 2H), 7.35 (d, J= 7.3 Hz,
2H), 7.21 (dt, J=9.0, 5.1 Hz, 3H), 5.09 (dd, J = 13.2, 5.0 Hz, 1H), 4.46 - 4.16 (m, 4H), 3.87 (dd, J
= 12.0, 5.3 Hz, 1H), 3.69 - 3.57 (m, 1H), 3.48 (s, 1H), 3.07 - 2.84 (m, 2H), 2.81 - 2.70 (m, 1H),
2.60 (d, J=16.8 Hz, 1H), 2.46 - 2.33 (m, 1H), 1.99 (dd, J=7.1, 5.4 Hz, 1H), 1.40 (d, J = 46.8 Hz,
9H).

SEHER) 44 (4-136)

((18) -2- ((2- (2,6- —FAIRNE-3-F2) -1-FAT M WRmh-5-2) FEL) &H) -1- (4-
ﬁ%%j(—z-ﬁﬁz.%) B FRHT HE

o]
A
(o]
° a4

F
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DIPEA, HATU, DMF OJ\NH m
, ) ) < H N O
F ° 44

@c/\% 44 FVB SR 1 565 Tk 71 % - MS(m/z): 424.9 [M-100]"; '"H NMR (400 MHz,
DMSO-ds) 610.98 (s, 1H), 8.76 (t, J = 5.6 Hz, 1H), 7.62 (d, J= 7.9 Hz, 1H), 7.48 (dd, J = 8.0, 5.8
Hz, 2H), 7.41 (d, J= 7.8 Hz, 1H), 7.31 (d, J= 7.8 Hz, 2H), 7.19 (t,J = 8.8 Hz, 2H), 522 (d, /= 7.7
Hz, 1H), 5.11 (dd, J = 13.3, 5.0 Hz, 1H), 4.43 - 4.22 (m, 4H), 2.92 (ddd, J = 13.7, 12.1, 5.3 Hz,
1H), 2.61 (d, J=17.0 Hz, 1H), 2.47 - 2.32 (m, 1H), 2.07 - 1.96 (m, 1H), 1.40 (s, 9H).

SEiif] 45 (5-5)
(2- ((2- (2,6-—FMIRIE-3-25) -1-FARTIIBRIK-5-28) HE) FED -1- -|FEE)
2-FMRZE) FIFRHT B

< ;
O)\NH H\/@iﬁN °
K ] s

@
O O
o)\NH NH IZr)tIPZEhA, HATU, DMF, OA\NH
OH |, unN N o ' H N 0
0
F e

&) 45 FWBSEHEE] 1 55 T8 5 iE#] 4% - MS(m/z): 424.9 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.97 (s, 1H), 8.69 (s, 1H), 7.63 (d, J = 7.8 Hz, 1H), 7.50 (d, J = 7.6 Hz, 1H), 7.46 -
7.31 (m, 4H), 7.25 - 7.13 (m, 2H), 5.45 (d, J = 7.7 Hz, 1H), 5.10 (dd, J = 13.2, 49 Hz, 1H), 4.52 -
4.18 (m, 4H), 2.98 - 2.83 (m, 1H), 2.60 (d, J=17.1 Hz, 1H), 2.40 (dd, J = 13.0, 4.0 Hz, 1H), 2.06 -
1.92 (m, 1H), 1.39 (s, 9H).

SEHER] 46 (4-200)
(1- -8FF) -2- ((2- (2,6-—FAMRNE-3-38) -1-F AR M| Emk-5-28) L) &)
2-8MR2E) EEFPBRMT

)(o 0
c® 46 °
> s

0 0 0
o)\NH NH I::tIPZEﬁ, HATU, DMF, O)\NH
OH , nn N o] ’ H N o)
! ’ @fﬁ( NH
0
Cl o ©

e &W) 46 FWBSEHEE] 1 55 T8 5 iE#] 45 - MS(m/z): 441.2 [M-100]"; 'H NMR (400 MHz,
DMSO-d;) 610.96 (s, 1H), 8.67 (s, 1H), 7.64 (d, J=7.8 Hz, 1H), 7.57 (d, /= 7.8 Hz, 1H), 7.43 (dt,
J=12.9, 6.5 Hz, 3H), 7.38 (d, J= 8.0 Hz, 1H), 7.32 (dd, J= 5.4, 3.6 Hz, 2H), 5.54 (d, /= 7.8 Hz,
1H), 5.10 (dd, J = 13.2, 4.9 Hz, 1H), 4.46 - 4.22 (m, 4H), 2.91 (ddd, J = 13.6, 11.8, 5.2 Hz, 1H),
2.60 (d,J=17.4 Hz, 1H), 2.47 - 2.33 (m, 1H), 2.06 - 1.95 (m, 1H), 1.39 (s, 9H).

SEjA 47 (5-17)
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((18) -1- Q-EFEH) 2- ((2- 2,6-—HAWREE-3-F) -1-F AL 05 WEmk-5-55) HIL)
) 2-8MRF) FREFBHT B

A 3
O)\NH H N o
©5wg/N\/©:«/ 4§;|\>|-|:
“ 4y
P .

[0)

=

e}
Cl

(6]
rt,2h 0~ "NH
v, OH N (o] H N (o]
T + H,N I"'l]/N {,}H:
O O
© 47

|
&) 47 FWBSEHEE] 1 55 T8 5 iE#] 4% - MS(m/z): 441.2 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.95 (s, 1H), 8.65 (t, J = 5.5 Hz, 1H), 7.69 - 7.26 (m, 8H), 5.54 (d, J = 7.6 Hz, 1H),
5.10 (dd, J=13.2, 5.0 Hz, 1H), 4.52 - 4.18 (m, 4H), 2.89 (td, /= 9.4, 5.0 Hz, 1H), 2.60 (d, J=17.0
Hz, 1H), 2.40 (dd, J=13.1, 4.2 Hz, 1H), 2.09 - 1.90 (m, 1H), 1.39 (s, 9H).

SEHE] 48 (4-140)
((18) -1- (3-EREE) -2- ((2- (2,6-—FACURBE-3-3L) -1-584C 515 membk-5-3) FEEL)
BHE) 2-8MR2HE) FEERFWBHT

-~ .
O)\E‘H H\m"‘&o
Ty
L A

o 0
A O Q O)\NH
P NH NH DIPEA, HATU, DMF, WH N o
cl x OH N o rn,2h Cl N NH
o)
48

{1 &W) 48 F MBS 1 55 10 )5 #1145 - MS(m/z): 441.2 [M-100]"; 'H NMR (400 MHz,
DMSO-d,) 610.98 (s, 1H), 8.81 (s, 1H), 7.62 (d, J= 7.8 Hz, 1H), 7.53 (d, J = 12.2 Hz, 2H), 7.39 (t,
J=5.1Hz, 3H), 7.31 (d, J=6.1 Hz, 2H), 5.24 (d, J= 8.0 Hz, 1H), 5.11 (dd, /= 13.2, 5.0 Hz, 1H),
4.43 - 423 (m, 4H), 2.97 - 2.85 (m, 1H), 2.67 - 2.57 (m, 1H), 2.41 (ddd, J = 26.4, 13.1, 4.1 Hz,
1H), 2.06 - 1.96 (m, 1H), 1.40 (s, 9H).

SEHEf] 49 (4-150)
((18) -1- W-EFEH) 2- ((2- 2,6-=FHAUREE-3-F) -1-F AL FI5 WEmbk-5-55) HIL)
) 2-8MR R EEFBT B

)(o o
s OO e
P P

e Z
o
o)\rng A DIPEA, HATU, DMF, 0™ "NH Hv@dN o
i OH N o t, 2h N NH
+ HN d
0 0
Cl 49

Cl
{h&W) 49 F WB SEHEB] 1 55 T8 5 iEH] 45 - MS(m/z): 441.2 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.78 (t, J = 5.6 Hz, 1H), 7.63 (d, J = 7.8 Hz, 1H), 7.45 (¢, J = 8.4 Hz,
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SH), 7.30 (dd, J = 12.0, 6.1 Hz, 2H), 5.23 (d, J= 7.8 Hz, 1H), 5.11 (dd, J = 13.2, 5.0 Hz, 1H), 4.48
- 4.19 (m, 4H), 2.98 - 2.86 (m, 1H), 2.68 - 2.55 (m, 1H), 2.39 (ddd, J = 26.1, 13.1, 4.1 Hz, 1H),

2.07 - 1.94 (m, 1H), 1.40 (s, 9H).
SEHEf 50 (5-7)

((18) -1- (4-JEZEEE) -2- ((2- (2,6-—FACURBE-3-3L) -1-5840C 5715 membk-5-38) FEEL)
BHE) 2-8MR2HE) FERFBHT

SO,
Brm 50 AO§F_>:
X

P

0
0 Q Q o
oéJ\NH NH DIPEA, HATU, DMF, A
,2h 07 NH
W OH L N 0 H N 0
g 2 “Ir NH
(0] o )
Br 50

&9 50 HWB SEHEE] 1 55 T8 5 iEH] 45 - MS(m/z): 485.1 [M-100]"; "H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.75 (t, J= 5.7 Hz, 1H), 7.61 (d, J = 7.8 Hz, 1H), 7.55 (d, J = 8.3 Hz,
2H), 7.39 (d, J= 8.4 Hz, 2H), 7.30 (d, J= 7.8 Hz, 1H), 7.24 (d, J= 3.6 Hz, 1H), 5.20 (d, J=7.1 Hz,
1H), 5.09 (dd, J=13.2, 4.9 Hz, 1H), 4.47 - 4.18 (m, 4H), 2.98 - 2.83 (m, 1H), 2.61 (d, J=16.8 Hz,
1H), 2.38 (dd, J=13.1, 4.3 Hz, 1H), 2.09 - 1.94 (m, 1H), 1.38 (s, 9H).

Br

SeiEf] 51 (4-152)

(1- B-E-4-FFE) 2- ((2- (2,6-—FACIRBE-3-3L) -1-FAC M WEmk-5-28) FED
) 2-8RE) KEFEEHT

P ]
25
H N o}
CImN 4§;,\}_|:
[¢]
. e}
51

P X

X {
o
PN A DIPEA, HATU, DMF, O™ "NH Hmrxj 0
cl OH N o _rh2h cl N NH
+ HoN o) o
0
F 51

F

& 51 HWBSEHEE] 1 55 T8 5 iEH] 45 - MS(m/z): 458.2 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.80 (t, J = 5.1 Hz, 1H), 7.64 (t, J = 7.4 Hz, 2H), 7.55 (d, J = 7.4 Hz,
1H), 7.42 (dd, J=16.8, 7.6 Hz, 2H), 7.33 (dd, J=11.1, 5.6 Hz, 2H), 5.24 (d, J= 7.7 Hz, 1H), 5.11
(dd, J=13.3, 5.0 Hz, 1H), 4.35 (dt, J = 49.5, 11.5 Hz, 4H), 3.00 - 2.84 (m, 1H), 2.61 (d, J=17.7
Hz, 1H), 2.45 - 2.33 (m, 1H), 2.06 - 1.95 (m, 1H), 1.40 (s, 9H).

seiEfs] 52 (4-151)

(1- GA-TEFEH) 2- ((2- (2,6-=EAfMRME-3-3) -1-F LMW WEmk-5-38) ) &
) -z-fﬁz.%> BEFRNT I

% o)
OA\NH v©:‘</
H N o]
m d
52

(o]
Cl
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x5 K

0
0 Q
P NH DIPEA, HATU, DM, P y y o
o] OH N o t.2h Cl N NH
+ HN 4
o 0

Cl Cl

& 52 FWBSEHEE] 1 55 T8 5 iEH] 45 - MS(m/z): 474.2 [M-100]"; "H NMR (400 MHz,
DMSO-d) 610.99 (s, 1H), 8.83 (d, J= 5.4 Hz, 1H), 7.70 (s, 1H), 7.67 - 7.54 (m, 3H), 7.44 (d, J =
7.8 Hz, 1H), 7.31 (s, 2H), 5.25 (d, J=7.8 Hz, 1H), 5.11 (dd, J=13.2, 5.0 Hz, 1H), 4.42 - 421 (m

4H), 2.98 - 2.84 (m, 1H), 2.62 (d, J = 17.4 Hz, 1H), 2.40 (dd, J = 13.1, 4.3 Hz, 1H), 2.06 - 1.96 (m,
1H), 1.40 (s, 9H).

SEEf 53 (5-6)

(2- ((2- (2,6-—FAWRGE-3-2) -1-FACFWIRIK-5-2) HED FHE) -2-8M-1- (4-
(:‘%EEF'%) FE) 25 AEFRNT M

@ I
DIPEA, HATU, DMF, )(

F.
F

e &W 53 Fe MR SEHEE] 1 5 T8 5 8 4% - MS(m/z): 475 2 [M- 100]+ 'H NMR (400 MHz,
DMSO-ds) 610.97 (s, 1H), 8.85 (t, J = 5.4 Hz, 1H), 7.73 (d, J = 8.2 Hz, 2H), 7.66 (d, J = 8.2 Hz,
2H), 7.61 (d, J= 8.1 Hz, 1H), 7.54 (d, J=7.4 Hz, 1H), 7.29 (d, J= 6.0 Hz, 2H), 5.33 (d, J=7.7 Hz,
1H), 5.10 (dd, J=13.2, 4.9 Hz, 1H), 4.48 - 4.13 (m, 4H), 2.97 - 2.86 (m, 1H), 2.60 (d, J=17.1 Hz,
1H), 2.36 (dd, J=13.2, 4.3 Hz, 1H), 2.05 - 1.94 (m, 1H), 1.39 (s, 9H).

SEHi 54 (5-13)

(2- ((2- (2,6- " ARIRME-3-2) -1-FACT G| Umh-5-28) HIEE) &) -1- (4-RFE
FHRE) 2-85MLE) AEFRMNT B

)j’o\ ¢
oY )
0

o 0
P 54

A P

0 0 o o
0P NH NH |?1|P2Eﬁ, HATU, DMF, O)\NH
OH N o} : H N 0
+ HN N N

O © o) (0]

O

A
@c/\% 54 FE TSR] 1 55 T8 5 EH] 45 - MS(m/z): 465.2 [M-100]"; "H NMR (400 MHz,
DMSO-dy) 610.96 (s, 1H), 8.65 (d, J = 5.1 Hz, 1H), 7.60 (d, J = 7.8 Hz, 1H), 7.39 - 7.12 (m, SH),
6.87 (d, J= 8.4 Hz, 2H), 5.09 (dd, J = 13.0, 4.2 Hz, 2H), 4.66 - 4.51 (m, 1H), 4.47 - 4.16 (m, 4H),
2.91 (ddd, J=13.7, 11.3, 5.4 Hz, 1H), 2.60 (d, J = 16.8 Hz, 1H), 2.36 (qd, J = 13.1, 4.2 Hz, 1H),
2.07 - 1.92 (m, 1H), 1.38 (s, 6H), 1.26 (s, 9H).

SEHER) 55 (4-137)
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((18) -2- ((2- (2,6- —FARIRNE-3-F5) -1-FAR M WRmh-5-2) FEL) &I -1- (4-
FREER) 2-8MACHE) AEFRMNT

5 .
J<o A

o]
, NH
+ HyN

Hom Hom 55 ©

e &W 55 HWBSEHEE] 1 55 T8 5 iE#] 45 - MS(m/z): 422.2 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 9.41 (s, 1H), 8.62 (t, J= 5.7 Hz, 1H), 7.59 (t, J = 10.9 Hz, 1H), 7.38 -
7.09 (m, SH), 6.72 (d, J= 8.3 Hz, 2H), 5.10 (dd, J = 18.8, 6.0 Hz, 2H), 4.47 - 4.19 (m, 4H), 2.99 -
2.86 (m, 1H), 2.61 (d, J = 17.4 Hz, 1H), 2.44 - 2.32 (m, 1H), 2.06 - 1.95 (m, 1H), 1.41 (d, J=11.2
Hz, 9H).

SEHEf] 56 (4-166)
((18) -2- ((2- (2,6-—FAIRHE-3-2) -1-F AR VRmk-5-28) FR) ) -2-F8K-1-
(PR 28 KEFRT i

> :
e IWe<vo
FOA DA
A <

0
0 o
)\ NH DIPEA, HATU, DMF, O)\NH
O0” ™NH N o i, 2h = H N o)
: OH + HyN mN NH

o}
o !

e &W) 56 HEWBSEHEE] 1 55 T8 5 iE#] 45 - MS(m/z): 421.2 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.71 (s, 1H), 7.61 (d, J = 7.8 Hz, 1H), 7.32 (t, J = 6.8 Hz, 3H), 7.26 (s,
2H), 7.15 (d, J = 7.8 Hz, 2H), 5.20 - 5.06 (m, 2H), 4.46 - 4.19 (m, 4H), 3.00 - 2.86 (m, 1H), 2.61 (d,
J=16.8 Hz, 1H), 2.46 - 2.33 (m, 1H), 2.30 (s, 3H), 2.07 - 1.95 (m, 1H), 1.40 (s, 9H).

SEHEf] 57 (4-130)
(3- ((2- (2,6-—FAIRME-3-2) -1- ARG RME-5-2) D FE) -3-EM-1-%W
B RAEFRT

o}
PN s
o) o) o

57
RO o E oot O
57
e &W 57 e WBSEHEE] 1 55 T8 5 iEH] 45 - MS(m/z): 420.9 [M-100]"; 'H NMR (400 MHz,

DMSO-ds) 610.99 (s, 1H), 8.40 (t, J = 5.6 Hz, 1H), 7.58 (d, J = 7.9 Hz, 1H), 7.45 (d, J = 8.4 Hz,
1H), 7.37-7.23 (m, SH), 7.17 (d, J= 3.2 Hz, 2H), 5.11 (dd, J = 13.2, 5.0 Hz, 1H), 497 (d, J = 7.5
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Hz, 1H), 4.32 (dd, J = 49.5, 17.3 Hz, 4H), 2.99-2.86 (m, 1H), 2.61 (d, J = 7.4 Hz, 3H), 2.43 (dd, J
=13.4,4.1 Hz, 1H), 2.06-1.96 (m, 1H), 1.32 (d, J = 31.0 Hz, 9H).

SEHER) 58 (4-131)
(3- ((2- (2,6-—FAWRIE-3-5) -1-FFWIRIK-5-5) HE) -3-8M-2-FWE) &
%Eﬁ@ﬂj‘ﬁ“

@JY

OO
Y o
DIPEA, HATU, DMF, HN
O e Tk OO
NH
5 e

{h&W) 58 H MBS 1 55 Tib 7 i 45 - MS(m/z): 421.2 [M-100]"; 'H NMR (400 MHz,
DMSO-dy) 610.98 (s, 1H), 8.70 (s, 1H), 7.61 (d, J = 8.0 Hz, 1H), 7.40-7.18 (m, 7H), 6.86 (s, 1H),
5.10 (dd, J=13.2, 5.0 Hz, 1H), 4.46 - 4.20 (m, 4H), 3.88 (t, /= 7.4 Hz, 1H), 3.44 (dd, J=12.6, 6.0
Hz, 1H), 3.30 - 3.22 (m, 1H), 2.99 - 2.84 (m, 1H), 2.61 (d, J= 17.5 Hz, 1H), 2.44 - 2.33 (m, 1H),
2.05-1.94 (m, 1H), 1.35 (s, 9H).

SEHEf 59 (4-201)
((18) -2- ((2- 2,6-—FAIRHE-3-2) -1-F AR VRmk-5-28) ) HH) -2-F8R-1-
FKHE) HEABRT B

OTO\K o
NH H\mh‘%o
A A
O

NMP, DIPEA,
NH, 11oc
o O B od

e EAR 11-1 (250.0mg, 0.6 mmol) Fl NN-—- It 2 i <232.0 mg, 1.8 mmol) ¥& T
N-H LM LE i (10 mL) A, JIANRLERBUT S (120.0 mg, 0.6 mmol), 110°CiH i+ 3
he [ SONARZRFIIK (20 mL), H 4BR AFR(30 mLx3)2 8, AHUHG I, MBS AT
W (30 mLx3) ¥E¥k, TOKBRERAN T, U8, WURIRAE, TRV R A 2 AT 4l (F i/
AW BE=1/40 BEROEEM AW 59 (135.0 mg, WFE 43.1%), AGFEA. MS(m/z):
520.8[M+H]"; "H NMR (400 MHz, DMSO-ds) 610.95 (s, 1H), 8.68 (s, 1H), 7.75 - 7.24 (m, 9H),
5.09 (dd, J = 13.2, 5.0 Hz, 1H), 4.35 (dd, J = 21.4, 8.2 Hz, 4H), 4.23 (dd, J = 17.2, 3.9 Hz, 1H),

2.97 - 2.84 (m, 1H), 2.69 (s, 2H), 2.60 (d, J= 16.9 Hz, 1H), 2.39 (dd, J = 13.1, 4.3 Hz, 1H), 2.03 -
1.95 (m, 1H), 1.52 - 1.29 (m, 9H).

SEif 60 (5-39)
((28) -1- ((2- (2,6- —FARWREE-3-3E) -1-F AR VRIK-5-28) HRL) HH) -1-848-3-
FHEAF-2-F) EHFBRRAN

o o
Y
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>LJk Jo L

o]
0" "NH
DIPEA, HATU, DMF, S H N: O TFA,DCM, t, 1h
rt, 2h N _ -
e 00000 NH
o o]
60-1

PCT/CN2022/129952

2 X i
NH; )\
: Hv©:«/N 0 0 DiPEA, DEM, 1, © O B H\/CdN °
NH + )\ AL 2h N NH
I d ol I d

60-2

60
HrlE R 60-1 F B Sfta ] 1 26 20 771 4%
i E] {4 60-2 F B St 1 25 DU 25 5 i 45
&) 60 FWB SEHEB] 11 55 28 &4 « MS(m/z): 506.9 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 9.71 (d, J = 5.0 Hz, 1H), 8.83 (t, /= 5.7 Hz, 1H), 7.66 (d, J = 7.8 Hz,
1H), 7.37 (d, J = 7.8 Hz, 1H), 7.33 (d, J = 7.9 Hz, 1H), 7.27 (d, J = 4.2 Hz, 4H), 7.23 - 7.19 (m,
1H), 5.11 (dd, J = 13.2, 5.0 Hz, 1H), 4.63 (s, 1H), 4.42 (qd, J = 15.8, 5.7 Hz, 4H), 4.30 (dd, J =

17.4,2.3 Hz, 1H), 3.31 (s, 6H), 3.15 (dd, J= 13.7, 4.9 Hz, 1H), 3.01 - 2.86 (m, 2H), 2.66 - 2.57 (m,
1H), 2.41 (qd, J= 13.2, 4.3 Hz, 1H), 2.05 - 1.97 (m, 1H).

SEifl 61 (5-37)

BT E ((28) -1- ((2- (2,6-—FACURRE-3-F) -1-FAA BB MEmE-5-28) HE) FE) -1-
EAR-3-KET2-5) HEHERAL

Ly o
S JL

S ¢
NH
DIPEA, HATU, DMF, ot HV©:1</N ©
: NH
O O

&M 61 4% B SEHERF] 1 5 T8 J7 3446 « MS(m/z): 420.2 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.50 (t, J = 5.5 Hz, 1H), 7.95 (s, 1H), 7.63 (d, J = 7.7 Hz, 1H), 7.41 -
7.29 (m, 2H), 7.29 - 7.17 (m, 4H), 6.98 (d, J = 8.0 Hz, 1H), 5.10 (dd, J = 13.2, 5.0 Hz, 1H), 4.44 -
4.19 (m, 4H), 2.97 (dd, J = 14.0, 5.2 Hz, 1H), 2.88 (d, J = 9.3 Hz, 2H), 2.69 (s, 1H), 2.60 (d, J =
17.1 Hz, 1H), 2.40 (dd, J = 13.2, 4.2 Hz, 1H), 2.05 - 1.96 (m, 1H), 1.30 (d, J = 19.5 Hz, 9H).

SEHEf) 62 (5-22)

((2R) -1- ((2- (2,6- —FARIRNE-3-F5) -1- ARG RMh-5-2) HIEL) &H) -1-84
3-RFEN-2-EE) AEFR AW

LA 1
0~ "NH H\mN—%O
5 0

62
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o
j\o)j\NH

Q o]
7 DIPEA, HATU, DMF >LOJ\NH
OH NH , , , H N O TFA,DCM, 1, 1h
it, 2h N
- N o — . NH _—
HoN ! d
62-1

N
o Cl
o]

[ Q [
NH, AL
HV©:«/N S o pPea,bem t, ~ 0 W oy N )
e LI e NH
0 0 0

62-2 62

B A 62-1 F B STt 1 25 TP i 25

B A 62-2 F B St 1 25 DU 25 5 i 45

e &W) 62 HWBSEiEB] 11 55 28 a4 « MS(m/z): 506.9 [M+H]"; 'H NMR (400 MHz,
DMSO-dy) 610.97 (s, 1H), 9.73 (d, J = 8.2 Hz, 1H), 8.84 (t, J = 5.7 Hz, 1H), 7.66 (d, J = 7.8 Hz,
1H), 7.38 (s, 1H), 7.33 (d, J = 7.8 Hz, 1H), 7.26 (t, J = 6.4 Hz, 4H), 7.22 (d, J = 4.7 Hz, 1H), 5.11
(dd, J=13.3, 5.1 Hz, 1H), 4.63 (s, 1H), 4.53 - 4.34 (m, 4H), 4.29 (dd, J = 17.3, 2.3 Hz, 1H), 3.31
(s, 6H), 3.19 - 3.10 (m, 1H), 3.03 - 2.85 (m, 2H), 2.60 (d, /= 15.8 Hz, 1H), 2.41 (dd, J=13.2, 4.5
Hz, 1H), 2.05 - 1.95 (m, 1H).

SEHER] 63 (4-132)
(Q2R) -1- ((2- 2,6-Z=EARWRmE-3-7) -1-HAR R wEmk-5-2) ) H&) -1-5/
S3-FREF-2-) FEFBRNT B

3 )

63

ST
o o)
07 "NH 0 0 j\ PN
OH NH DIPEA, HATU, DMF, O7NH y o
I N o _t2h N NH
2 o (o]

63
e &W) 63 HWBSEHEB] 1 55 10 5 #1145 - MS(m/z): 421.2 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.98 (s, 1H), 8.53 (t, /= 5.5 Hz, 1H), 7.64 (d, J = 7.7 Hz, 1H), 7.44 - 7.14 (m, 7TH),
7.02 (d, J=8.2 Hz, 1H), 5.12 (dd, J=13.3, 4.9 Hz, 1H), 4.47 - 4.29 (m, 4H), 4.28 - 4.18 (m, 1H),
3.04 - 2.87 (m, 2H), 2.86 - 2.76 (m, 1H), 2.61 (d, J=17.4 Hz, 1H), 2.42 (dd, J = 13.2, 4.2 Hz, 1H),
2.06 - 1.96 (m, 1H), 1.39 - 1.26 (m, 9H).

SEHE] 64 (4-171)
(Q2R) 2-%#-3- ((2- Q,6-=EARWRmE-3-5) -1-FEARZEMEm-5-25) B &)
S3-FARE) FEFBRUT IR

OO
YK :
i H N o
@\/WN 4§;I\}—|:
o o
64
0s_0.
Ij\l/ j< P < DIPEA, HATU, DMF © Oj< o
\: Net i 2h Y HN
AOH N § © Q\/YH N&O
NH
o)
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e &W) 64 FWBSEHEB] 1 55 T8 )5 iE#] 45 - MS(m/z): 434.9 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.38 (s, 1H), 7.56 (d, J = 7.9 Hz, 1H), 7.38 - 7.03 (m, 7H), 6.86 (t, J =
5.3 Hz, 1H), 5.11 (dd, J = 13.3, 5.1 Hz, 1H), 4.54 - 4.08 (m, 4H), 3.21 - 3.02 (m, 2H), 2.98 - 2.87
(m, 1H), 2.83 - 2.77 (m, 1H), 2.74 (d, J = 7.6 Hz, 2H), 2.62 (d, J= 16.8 Hz, 1H), 2.43 (dd, J =13 2,
4.2 Hz, 1H), 2.07 - 1.95 (m, 1H), 1.39 (s, 9H).

L] 65 (4-186)

2- ((2- (FTEER) 2-8R2E) EH) -N- ((2- (2,6-—FAIRIE-3-2) -1-F 70
WEIb-5-35) FEL) -3-FR A B

Os N
T \’< 0
NH

3 d

65
Xk

00
HN” O N DIPEA, HATU, DMF,
OH N _m2h >L Jk
+
HoN
0
_TFA DOM.1t T
NH  NMP, DIPEA, 110°C, 3h

O 652

O N
TFA, DCM, tt, HaN j< o
m NH
_—
H N )
NH DIPEA, HATU, DMF, N NH
) 0

rt, 2h

A 65-1 4% JE St 1 2 0D 7V 4%

B A 65-2 F B St 1 25 DU A5 5 i 25

A 65-3 4% I8 st 59 ﬁiz%ﬂ%o

A 65-4 4% 18 Szt 451 1 FUUD Tk 4

&) 65 1= IR SHER] 1 55 T8 77344 « MS(m/z): 533.8 [M+H]™; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.63 (t, J = 5.7 Hz, 1H), 7.65 (d, J = 7.8 Hz, 1H), 7.36 - 7.19 (m, 7H),
7.08 (s, 1H), 5.12 (dd, J = 13.2, 5.0 Hz, 1H), 4.52 - 4.25 (m, 4H), 3.28 (s, 1H), 3.06 (d, /= 16.1 Hz,

1H), 2.99 - 2.84 (m, 2H), 2.80 - 2.67 (m, 2H), 2.61 (d, /= 16.6 Hz, 1H), 2.42 (dd, J = 13.2, 4.3 Hz,
1H), 2.06 - 1.97 (m, 1H), 1.13 (s, 9H).

SEHEf] 66 (4-187)

N- (2-FFE-3- ((2- (2,6-—FANIRIE-3-5) -1-FARBRM-5-52) FE) &E) -3-%
KA -33-ZFET Bt
O

YK o
O
H N O
o]
° 66
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OY O

OO
YK o K o
HN NH DIPEA, HATU, DMF, HN
N o rt, 2h H N o)
OH * H,N N NH
S o)
66-1
0
Y\’< o)
_TFADCM. 1t Th V(:d HN
H
DIPEA, HATU, DMF, Q\J\(N N%O
5 o
66

rt,2h

Hrl A 66-1 4% JE St 1 3 05 7V 4%

A 66-2 4% 18 Sz iti 141 1 FUUD Tk 4

&) 66 12 I SZHER] 1 55 T8 773445 « MS(m/z): 532.9 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.40 (t, J= 5.1 Hz, 1H), 7.85 (d, J= 1.9 Hz, 1H), 7.56 (d, J = 8.0 Hz,
1H), 7.26 (ddd, J = 15.5, 9.3, 4.9 Hz, 3H), 7.20 - 7.15 (m, 2H), 7.12 (t, J = 4.8 Hz, 2H), 5.12 (dd, J
=13.3, 5.0 Hz, 1H), 4.45 - 4.14 (m, 4H), 2.99 - 2.87 (m, 1H), 2.83 (dd, J = 13.8, 7.0 Hz, 1H), 2.75
(d, J= 6.7 Hz, 2H), 2.62 (d, J= 17.5 Hz, 1H), 2.46 - 2.35 (m, 1H), 2.00 (s, 1H), 1.97 (s, 2H), 0.99
(s, 2H), 0.96 (s, 9H).

SEHE] 67 (4-188)
2-FEF-3- (3- GRUTHED REL) -N- ((2- (2,6-=5FARIRBE-3-FL) -1-F AL T 05| WEmbk-5-5)
B Wk

e

THF, O C-rt, 3h

tEY) 67 HEHBSZiE® 16 J7ikil4 . MS(m/z): 533.8 [M+H] ; '"H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.45 (s, 1H), 7.58 (d, /= 8.1 Hz, 1H), 7.30 - 7.22 (m, 3H), 7.17 (dd, J =
10.7, 4.7 Hz, 4H), 5.81 - 5.71 (m, 2H), 5.12 (dd, J = 13.3, 5.1 Hz, 1H), 4.50 - 4.35 (m, 2H), 4.30 -
4.20 (m, 2H), 3.12 - 3.03 (m, 1H), 3.00 - 2.85 (m, 1H), 2.82 - 2.72 (m, 2H), 2.68 (dd, J=18.7, 11.8
Hz, 2H), 2.60 (s, 1H), 2.42 (dt, J = 13.3, 8.9 Hz, 1H), 2.06 - 1.96 (m, 1H), 1.22 (s, 9H).

SEHEf] 68 (4-189)
N- (2-FFFH-3- ((2- (2,6-—FARIRIE-3-2L) -1-FA R WEmE-5-2) FE) €8) 3-8
AR B

OYO
(o]
SUPsS
H N O
o]
° 68
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o o i, 2h

&4 68 MR St 11 55 — 2 77545 « MS(m/z): 531.3 [M+H]+ 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.41 (t, J = 5.4 Hz, 1H), 7.86 (t, J = 5.3 Hz, 1H), 7.56 (d, J = 8.0 Hz,
1H), 7.31 - 7.05 (m, 7H), 5.12 (dd, J = 13.3, 5.1 Hz, 1H), 4.45 - 4.11 (m, 4H), 3.20 (ddd, J = 38.3,
13.6, 7.0 Hz, 2H), 2.98 - 2.79 (m, 2H), 2.77 - 2.66 (m, 2H), 2.58 (dd, J = 28.6, 13.8 Hz, 2H), 2.43
(dd, J=13.1, 4.3 Hz, 1H), 2.06 - 1.95 (m, 1H), 1.73 - 1.65 (m, 2H), 1.60 (d, J = 1.9 Hz, 4H), 1.51
(dd, J=15.4, 8.5 Hz, 2H).

SR 69 (5-8-2)
3-BE-N- ((2- (2,6-—FANIRIE-3-2) -1-HMARBGIRI-5-2) FE) 2-FHBE

O
H N (@]
0 (@]
69

0
TFA, DCM HoN
) o)
69

& 69 2 IR S 1 55 VU5 773445 « MS(m/z): 420.2 [M+H]"; 'H NMR (400 MHz,
DMSO-dy) 610.97 (s, 1H), 8.81 (t,J = 5.7 Hz, 1H), 7.87 (s, 3H), 7.59 (d, J= 7.8 Hz, 1H), 7.37 (dd,
J =142, 6.7 Hz, 4H), 7.25 (dd, J= 12.1, 5.6 Hz, 2H), 5.09 (dd, J = 13.2, 4.9 Hz, 1H), 4.56 - 4.16
(m, 4H), 3.43 (d, J= 9.7 Hz, 2H), 3.08 (s, 1H), 2.98 - 2.84 (m, 1H), 2.60 (d, /= 16.9 Hz, 1H), 2.46
-2.31 (m, 1H), 2.07 - 1.93 (m, 1H).

SeiEf 70 (5-2)

N- (3- ((2- 2,6-—FARIRNE-3-2) -1-FAR T M| WRmk-5-28) HEE) &AL -3-8MR-2-%
W) -3,3-ZHFET B

Y\ﬁ 0
H N 0
O O
70
o OW
o
. HoN DIPEA, HATU, DMF, o
OH * NH N NH
o © 0 o
70

& 70 4= IR SERER] 1 55 T8 07384 « MS(m/z): 519.3 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.95 (s, 1H), 8.68 (t, J= 5.9 Hz, 1H), 7.86 (d, J= 5.1 Hz, 1H), 7.59 (d, J = 8.1 Hz,
1H), 7.36 - 7.22 (m, 7H), 5.09 (dd, J = 13.2, 3.3 Hz, 1H), 4.43 - 4.23 (m, 4H), 3.86 (t, /= 7.4 Hz,
1H), 3.44 (d, J = 6.4 Hz, 2H), 2.97 - 2.83 (m, 1H), 2.60 (d, /= 17.9 Hz, 1H), 2.38 (d, J= 13.3 Hz,
1H), 2.02 - 1.95 (m, 1H), 1.91 (d, J = 4.0 Hz, 2H), 0.88 (s, 9H).
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SEf 71 (5-3)
(3- ((2- 2,6-—FARIRME-3-28) -1-FACTMHIvEmR-5-28) HEE) HIH) -3-8MR-2-FKR
) KR KA

O, o]
Y o
" 00
H N 0]
(0]
° 7

Oy 0O
DIPEA, DCM, Y

o] O o]
A HaN it, 2h HN
cI” o Y N o " H N o
i + NH N NH
o) o 5 ¢
7

&) 71 WBSEREE] 11 55 28 7B 4% « MS(m/z): 532.8 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.97 (s, 1H), 8.70 (s, 1H), 7.59 (d, J = 8.2 Hz, 1H), 7.38 - 7.23 (m, 7H), 7.08 (s, 1H),
5.09 (dd, J=13.2, 5.0 Hz, 1H), 4.91 (s, 1H), 4.48 - 4.19 (m, 4H), 3.86 (t, J = 7.4 Hz, 1H), 3.71 (s,
1H), 3.59 - 3.42 (m, 1H), 3.30 - 3.22 (m, 1H), 2.98 - 2.84 (m, 1H), 2.60 (d, /= 16.8 Hz, 1H), 2.44 -
2.31 (m, 1H), 2.06 - 1.94 (m, 1H), 1.74 (d, J = 5.6 Hz, 2H), 1.51 (s, 5H).

SEif 72 (5-9)
N- (3- ((2- 2,6-—FARIRNE-3-2) -1-FAR T M| WRmk-5-28) HEE) &AL -3-8MR-2-%
AL PRI B

o O
o]
SEPes
H N le]
0 (o]
72

DIPEA, DCM,

0 o o
HoN
CI\z0 2 H\/©:I</N o ™2 HN
+ N NH H N4§;>=O
T 4 4 NH
o
72

& 72 FEWBSEHEE] 11 55 28 a4 « MS(m/z): 517.2 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.97 (s, 1H), 8.69 (s, 1H), 7.59 (d, J = 8.0 Hz, 1H), 7.36 - 7.22 (m, 7H), 7.07 (s, 1H),
5.09 (dd, J=13.1, 4.8 Hz, 1H), 4.91 (s, 1H), 4.47 - 4.18 (m, 5H), 3.86 (t, /= 7.2 Hz, 1H), 3.48 (d,
J =63 Hz, 1H), 2.98 - 2.83 (m, 1H), 2.60 (d, /= 17.3 Hz, 1H), 2.38 (dt, J = 23.0, 11.5 Hz, 1H),
2.06 - 1.91 (m, 1H), 1.74 (d, J = 5.3 Hz, 2H), 1.51 (s, 6H).

SEiif 73 (5-10)
(3- ((2- (2,6-—“FAIRE-3-F) -1-HARBIRM-5-2) FHE) &) -3-&EM-2-FR
B) A H AR

N° 0
SU DS
H N (e}
0 Q
73




WO 2023/078410 PCT/CN2022/129952

DIPEA, DCM,

0]
H,N 0O
N NH H N4§;>=o
o) o] NH
0O

73
&) 73 FE W SEHEE] 11 55 28 7B 4% « MS(m/z): 540.8 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.95 (s, 1H), 8.78 (t, J= 5.3 Hz, 1H), 7.93 (dt, J=11.0, 5.3 Hz, 1H), 7.59 (d, J=7.6
Hz, 1H), 7.43 - 7.25 (m, 9H), 7.18 (t, J= 7.3 Hz, 1H), 7.00 (dd, J = 7.4, 3.5 Hz, 2H), 5.07 (dd, J =
13.2, 4.7 Hz, 1H), 4.54 - 4.12 (m, 4H), 3.96 (t, /= 5.7 Hz, 1H), 3.62 (dd, /= 8.3, 4.8 Hz, 1H), 3.46
- 3.35 (m, 1H), 2.96 - 2.81 (m, 1H), 2.58 (d, J = 17.2 Hz, 1H), 2.39 - 2.19 (m, 1H), 1.95 (dd, J =
14.2,9.0 Hz, 1H).

e 74 (5-11)

N- ((2- (2,6-—FMIRNE-3-2) -1 05 WMh-5-28) FIZE) -2-580E-3- (3-ZREMRE)
HBLREZ

O, NH
Y o
0
H N O
0o (o]
74

DIPEA trisphogene, O

o)
HoN
2 H THF, 0°C-rt, 3h
N N HN
+ NH >
NH; 0o o]

teEY) 74 LB SR 16 J7ikil 4. MS(m/z): 539.8 [M+H] ; H NMR (400 MHz,
DMSO-d) 610.97 (d, J = 16.8 Hz, 1H), 8.73 (d, /= 4.7 Hz, 1H), 8.56 (d, J=2.1 Hz, 1H), 7.58 (dd,
J=178,25Hz, 1H), 7.37 (dd, J=9.1, 7.7 Hz, 6H), 7.30 (dd, J = 15.1, 4.8 Hz, 3H), 7.21 (, /= 7.6
Hz, 2H), 6.87 (t, J = 7.3 Hz, 1H), 6.30 (dt, J = 15.5, 5.9 Hz, 1H), 5.07 (dt, J = 13.2, 4.7 Hz, 1H),
4.52 (td, J=16.1, 6.3 Hz, 1H), 4.35 - 4.03 (m, 4H), 3.58 - 3.43 (m, 2H), 2.97 - 2.82 (m, 1H), 2.58
(d, J=18.4 Hz, 1H), 2.29 - 2.06 (m, 1H), 2.04 - 1.86 (m, 1H).

Sz 75 (5-12)

3- (3- GRUTEH) RE) -N- ((2- (2,6-—FACIRIE-3-3L) -1-5F A0 F M5 Wkmpk-5-38) FHL)
-2-3‘&?@@'&5&?

H
o) Os_N
HN DIPEA trisphogene, Y
H N THF, 0°C-rt, 3h HN
H,N _—
2 j< + N NH N O
o o NH

th&Yn 75 HESLREH] 16 J7ikHl4E . MS(m/z): 519.9 [M+H] ; '"H NMR (400 MHz,
DMSO-dy) 610.96 (s, 1H), 8.67 (d, J = 1.6 Hz, 1H), 7.60 (d, J = 8.0 Hz, 1H), 7.46 - 7.20 (m, 7H),



WO 2023/078410 PCT/CN2022/129952

5.77 (d,J = 10.4 Hz, 2H), 5.09 (dd, J = 13.2, 5.0 Hz, 1H), 4.52 - 4.20 (m, 4H), 3.77 (dd, J = 8.6,
6.2 Hz, 1H), 3.43 - 3.32 (m, 2H), 3.02 - 2.80 (m, 1H), 2.60 (d, /= 17.2 Hz, 1H), 2.37 (dd, J = 13.2,
4.3 Hz, 1H), 2.11 - 1.94 (m, 1H), 1.20 (s, 9H).

SEHEf) 76 (5-24)

N- ((2- (2,6-—FRIRNE-3-28) -1-FACTRIGIWRIK-5-28) HEE) -3-7 T BREHE-2- KN BE
%

Oﬁ)\
0
HN \/E:d
H N o]
o o)
76

DIPEA HATU,

[ Oﬁ)\ o
HoN
? H DMF, i, 2h HN
o N N © H N 0
+ NH N NH
OH 0 o
5 o
76

& 76 1= IR SHER] 1 55 T8 073445 « MS(m/z): 490.9 [M+H]™; 'H NMR (400 MHz,
DMSO-d;) 610.97 (s, 1H), 8.72 (t, J = 5.4 Hz, 1H), 7.92 (t, J = 5.5 Hz, 1H), 7.60 (d, J = 8.0 Hz,
1H), 7.42 - 7.20 (m, 7H), 5.09 (dd, J = 13.2, 5.0 Hz, 1H), 4.51 - 4.18 (m, 4H), 3.95 - 3.81 (m, 1H),
3.51 - 3.36 (m, 2H), 2.90 (ddd, J = 13.6, 12.4, 5.4 Hz, 1H), 2.60 (d, /= 17.4 Hz, 1H), 2.40 (dd, J =
13.1, 4.3 Hz, 1H), 2.32 (dt, J = 13.6, 6.9 Hz, 1H), 2.04 - 1.94 (m, 1H), 0.96 - 0.85 (m, 6H).

SEHEfs 77 (5-23)

N- ((2- (2,6-—FfRIRNE-3-58) -1-FACTRMBIWRIE-5-2) ) -2-3R5-3-K5 KB AL
i

o§)<
o)
HN \/©:I</
H N o)
O O
77

DIPEA,HATU,

7 Oﬁ)< o
H2N HN
H N o DMF, rt, 2h
o N N H N o
NH N NH
O
OH o I 4
77

A& 77 HR IR SERER] 1 5 T8 07384« MS(m/z): 504.9 [M+H]™; 'H NMR (400 MHz,
DMSO-dy) 610.96 (s, 1H), 8.70 (t, J = 5.9 Hz, 1H), 7.65 - 7.46 (m, 2H), 7.42 - 7.18 (m, 7H), 5.09
(dd, J=13.2, 4.9 Hz, 1H), 4.49 - 4.19 (m, 4H), 3.91 (dd, J = 8.2, 6.5 Hz, 1H), 3.50 (td, J = 8.1, 4.3
Hz, 1H), 3.44 - 3.35 (m, 1H), 2.97 - 2.84 (m, 1H), 2.60 (d, J = 16.5 Hz, 1H), 2.40 (dd, J = 13.0, 4.2
Hz, 1H), 2.05 - 1.94 (m, 1H), 0.99 (s, 9H).

SEjt 78 (5-25)

N- (3- ((2- (2,6-—5FAIRME-3-28) -1-FACTHWIRIh-5-2) HEL) &) -3-HM-2-K
FED O T B
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O@
o]
" CO
H N o]
A
O O
78

DIPEA,HATU,

HoN
? M DMF, rt, 2h HN
° N N © H N o
+ NH N N
OH o d
5 d
78

bW 78 1= IR SEHE R 1 5 i 0734 4% « MS(m/z): 531.0 [M+H]™; 'H NMR (400 MHz,
DMSO-ds) 610.97 (s, 1H), 8.71 (t, /= 5.7 Hz, 1H), 7.85 (dd, J=10.4, 5.3 Hz, 1H), 7.60 (d, J= 7.7
Hz, 1H), 7.48 - 7.12 (m, 7H), 5.10 (dd, J = 13.2, 4.8 Hz, 1H), 4.51 - 4.19 (m, 4H), 3.86 (dd, J = 8.4,
6.5 Hz, 1H), 3.41 (ddd, J = 19.3, 10.7, 5.8 Hz, 2H), 2.89 (dd, J = 13.3, 4.6 Hz, 1H), 2.60 (d, J =
17.4 Hz, 1H), 2.38 (dd, J = 13.0, 4.4 Hz, 1H), 2.01 (dt, J = 10.7, 9.4 Hz, 2H), 1.69 - 1.52 (m, 4H),
1.47 (d,J=12.8 Hz, 1H), 1.23 (t, J=11.6 Hz, 2H), 1.17 - 1.04 (m, 3H).

SEiEf 79 (5-26)

N- (3- ((2- (2,6-—SFAIRIE-3-28) -1-FACTHWIRIh-5-2) HE) &) -3-HM-2-K
W) ZEHBERE

OY@
o)
HN \/©:I</
H N 0
O O
79

DIPEA,HATU,

O O@ o
HoN
2 H DMF, tt, 2h HN
© N N © H N o
+ NH N NG
OH o
O o o
79

& 79 # IR SERER] 1 55 T8 073845 « MS(m/z): 524.9 [M+H]™; 'H NMR (400 MHz,
DMSO-d;) 610.97 (d, J = 2.0 Hz, 1H), 8.75 (t, J = 5.8 Hz, 1H), 8.67 (s, 1H), 7.83 - 7.76 (m, 2H),
7.50 (t, J=7.2 Hz, 2H), 7.42 (dd, J = 14.3, 7.3 Hz, 4H), 7.34 (t, J = 7.4 Hz, 2H), 7.26 (dd, J = 14.9,
7.2 Hz, 3H), 5.07 (dd, J = 13.3, 5.0 Hz, 1H), 4.51 (dd, J = 15.5, 6.3 Hz, 1H), 4.26 - 3.99 (m, 4H),

3.79 - 3.56 (m, 2H), 2.98 - 2.82 (m, 1H), 2.62 (d, J = 16.7 Hz, 1H), 2.40 - 2.26 (m, 1H), 1.98 (d, J
= 5.7 Hz, 1H).

SEEf] 80 (5-29)

2- Q-FFREZBERH) -N- ((2- (2,6-—FACIREE-3-2) -1-E 4RI WEbk-5-35) FF&L)
-2-ZK OB %

o] NH
H N 0]
Ie) e}
80
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7P DIPEA HATU, o)
NH, DMF, rt, 2h
y N ° 07 NH
+ N NH H N o
O o

1) 80 42 IR SR 1 5 T8 773445 « MS(m/z): 517.3 [M+H]"; 'H NMR (400 MHz,
DMSO-d;) 610.97 (s, 1H), 8.83 (s, 1H), 8.44 (d, J = 7.9 Hz, 1H), 7.61 (d, /= 8.1 Hz, 1H), 7.43 (d,
J =173 Hz, 2H), 7.35 (t, J= 7.3 Hz, 2H), 7.30 (d, J = 7.0 Hz, 3H), 5.53 (d, J = 7.9 Hz, 1H), 5.09
(dd, J=13.3, 4.9 Hz, 1H), 4.50 - 4.14 (m, 4H), 3.02 - 2.82 (m, 1H), 2.60 (d, J = 17.6 Hz, 1H), 2.45
-231 (m, 1H), 2.22 (d, J=7.3 Hz, 2H), 2.12 (dt, J= 15.0, 7.5 Hz, 1H), 2.05 - 1.93 (m, 1H), 1.74 -
1.38 (m, 6H), 1.19 - 1.06 (m, 2H).

Sz 81 (5-30)

N- (2- ((2- (2,6-=FMIRAE-3-2) -1-FARERI-5-2) FE) &) 2-8M-1-%
2.5 R

9 O
@) NH
H N o]
o) (0]
81

DIPEA,DCM, 0
NHz H o t, 2h
NH — > O"TNH N o
©)\'(N NH
O o

&4 81 F MR St 11 55 — 7545 « MS(m/z): 503.3 [M+H]+ 'H NMR (400 MHz,
DMSO-d,) 610.97 (s, 1H), 8.83 (d, /= 2.4 Hz, 1H), 8.40 (d, /= 7.9 Hz, 1H), 7.61 (d, J= 8.0 Hz,
1H), 7.43 (d, J = 7.3 Hz, 2H), 7.35 (t, J = 7.3 Hz, 2H), 7.30 (dd, J = 7.1, 5.1 Hz, 3H), 5.51 (d, J =
7.9 Hz, 1H), 5.09 (dd, J = 13.3, 5.0 Hz, 1H), 4.46 - 4.19 (m, 4H), 2.96 - 2.75 (m, 2H), 2.60 (d, J =

17.1 Hz, 1H), 2.47 - 2.31 (m, 1H), 2.06 - 1.95 (m, 1H), 1.79 - 1.68 (m, 2H), 1.67 - 1.52 (m, 4H),
1.48 (dd, J=12.8, 5.0 Hz, 2H).

Sz 82 (5-33)

(2- ((2- (2,6-—FAIRNE-3-5) -1-FAF G| WeMh-5-28) FHFWE) -4- R R &2
EF'@ﬁTE‘*

ﬁw@ﬁ

0.0
Y < o
DIPEA,HATU, HN
N 0 DMF, rt, 2h H N 0
o] o) O

e &W) 82 H MBS 1 55 10 )5 i 4% - MS(m/z): 401.0 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.94 (s, 1H), 8.48 (s, 1H), 7.65 (d, J= 7.8 Hz, 1H), 7.55 - 7.32 (m, 2H), 6.70 (s, 1H),
5.10 (dd, J = 13.2, 5.1 Hz, 1H), 4.54 - 4.24 (m, 4H), 3.11 - 3.00 (m, 1H), 2.92 (ddd, J = 17.6,
12.6, 5.5 Hz, 2H), 2.60 (d, J = 18.1 Hz, 1H), 2.45 - 2.31 (m, 1H), 2.06 - 1.94 (m, 1H), 1.45 (dd, J =
17.0, 9.7 Hz, 2H), 1.36 (s, 9H), 1.26 - 1.10 (m, 2H), 0.85 (dd, J = 12.0, 6.3 Hz, 6H).
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SEif 83 (5-38)

N- (2- ((2- (2,6-—FANIRDE-3-3) -1-F AR MBI RAE-5-28) HE) ZHBD -4-FEK
B IR H B

o L
0]
HN \m
H N O
/E\’(N 4§;N>H:
O o
83

z y°
A O om0  X bﬁﬂﬁ

83-1

Hh E] {4 83-1 # HE St 1 25 DU 25 5 ik 45

fh&W 83 H MBS 11 55 28 k4% « MS(m/z): 497.0 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.97 (s, 1H), 8.53 (t, J = 5.5 Hz, 1H), 7.79 (s, 1H), 7.65 (d, J = 7.8 Hz, 1H), 7.50 -
7.34 (m, 2H), 5.11 (dd, J = 13.2, 4.9 Hz, 1H), 4.51 - 4.24 (m, 4H), 3.20 - 3.09 (m, 2H), 3.07 - 2.85
(m, 2H), 2.60 (d, J = 16.8 Hz, 2H), 2.40 (dd, J = 13.1, 3.9 Hz, 1H), 2.06 - 1.93 (m, 1H), 1.57 (s,
4H), 1.41 (d, J=22.2 Hz, 4H), 1.30 - 1.21 (m, 2H), 1.13 (dd, J = 12.6, 4.6 Hz, 1H), 0.86 (dd, J =
11.1, 6.4 Hz, 6H).

SEif 84 (5-41)
(2- (4-5ZFR) -3- ((2- 2,6-—FIRBE-3-3E) -1-F AL TR0 MEmk-5-25) B3 &)
-3-EH AR ’E‘%Eﬁ@ﬁﬂﬁ“

BOC
@J* pad

B
¢ Boc

DIPEA,HATU,
DMF, rt, 2h O
H
0]

A1) 84 F iR STt 1 25 120 JiiEl 4% . MS(m/z): 454.8 [M-lOO]+; 'H NMR (400 MHz,
DMSO-ds) 610.95 (s, 1H), 8.70 (t, J = 5.6 Hz, 1H), 7.61 (d, J = 8.0 Hz, 1H), 7.38 (d, J = 8.3 Hz,
2H), 7.31 (dd, J = 14.3, 7.9 Hz, 4H), 6.84 (s, 1H), 5.09 (dd, J = 13.2, 4.9 Hz, 1H), 4.34 (ddt, J =
36.0, 25.6, 12.4 Hz, 5H), 3.87 (t, J = 7.3 Hz, 1H), 3.40 (dd, J = 12.5, 6.3 Hz, 1H), 2.98 - 2.80 (m,
1H), 2.60 (d, J=17.0 Hz, 1H), 2.37 (dd, J= 13.0, 4.2 Hz, 1H), 2.08 - 1.84 (m, 1H), 1.33 (s, 9H).

SEitfs] 85 (5-43)
((28) -4-FH-1- ((2- (2,6-=FARIRIE-3-F) -1-FA 7B WEmk-5-3) FE) §F) -1.4-
TE T b3 FEHBRMT e

(0]
Boc.
\“'Hr NH
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Boc< O Boc.
RO s e L SN S P SO G
/KH( +  HN N - ,Lkﬂ/ 4 NH
HN" o © 0o NS0 ©

85
B 85 4L IR S 1 55 L5 Tk %« MS(m/z): 387.9 [M-100]

SEjtA5 86 (5-46)

((28) -3-BBF-1- ((2- (2,6-—FACIRIE-3-FL) -1-FACFM mEnk-5-3L) HE) &3
1-E A2 HEEF RN T B

DIPEAHATU

o
DMF, 1t, 2h
> H N o
HN NH

86
1 &%) 86 HiWB SEHEB] 1 55 10 )5 #1145 - MS(m/z): 427.0 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.95 (s, 1H), 8.41 (t, /= 5.7 Hz, 1H), 7.64 (d, J = 7.8 Hz, 1H), 7.51 - 7.30 (m, 2H),
6.87 (d, J=8.0 Hz, 1H), 5.10 (dd, J=13.3, 5.1 Hz, 1H), 4.46 - 4.24 (m, 4H), 3.02 - 2.86 (m, 2H),
2.60 (d, J=16.7 Hz, 1H), 2.39 (dd, J = 13.2, 4.3 Hz, 1H), 2.04 - 1.94 (m, 1H), 1.66 (dd, J = 27.7,

15.8 Hz, SH), 1.46 - 1.41 (m, 2H), 1.35 (d, J = 25.0 Hz, 9H), 1.32 (s, 1H), 1.12 (s, 3H), 0.85 (dd, J
=19.2, 10.4 Hz, 2H).

Sz 87 (5-47)

T E ((28) -1- ((2- (2,6-“FANIREE-3-2) -1-FACHSIHM-5-2) FE) &&) 4-
A E-1- R R-2-3) (EF'%) FEFRNT EB

BOC\ -~ \/@:/« 4§>:
Boc
N DIPEA,HATU,

&9 87 Fe MR St 1 2 F20 T4 4% - MS(m/z): 401.0 [M-lOO]+; 'H NMR (400 MHz,
DMSO-dy) 610.96 (s, 1H), 8.48 (s, 1H), 7.66 (d, J= 7.7 Hz, 1H), 7.53 - 7.28 (m, 2H), 5.10 (dd, J =
13.3, 5.0 Hz, 1H), 4.71 - 4.22 (m, 5H), 2.98 - 2.84 (m, 1H), 2.73 (s, 3H), 2.60 (d, /= 17.5 Hz, 1H),
2.39 (dd, J = 13.0, 4.0 Hz, 1H), 2.06 - 1.95 (m, 1H), 1.59 (s, 2H), 1.39 (d, J = 12.1 Hz, 9H), 1.27 -
1.23 (m, 1H), 0.91 (d, J = 6.6 Hz, 6H).

SEjEfs) 88 (5-52)

N- ((2R) -2- (4-8HKE) -3- ((2- (2,6-—EfCIRmE-3-£) -1-HFFELM-5-3) HED)
H/E) -3-HMAEE) FREF W%
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O
o
§ J@ﬁ
H N4§;>=O
N NH
o'y :
cl
Boc Boc
—§F_>: DMF. 20 Y m & TFA DOM, . Th
+ HoN
]1/ 11/

o o O
m o 0
H N O
@j ﬁ E'ZEA oot i )@J T Nm ﬁ
88

)k 88-1 H M Sifta 9] 1 26 20 771 4%

Hh [E] {4 88-2 2 HE St o1] 1 25 DU 25 5 ki 45

1 &4 88 Hi MBS 11 55 28 ik 4% « MS(m/z): 550.9 [M+H]"; 'H NMR (400 MHz,
DMSO-dy) 610.96 (s, 1H), 8.75 (t,J = 5.9 Hz, 1H), 7.92 (s, 1H), 7.61 (d, J = 8.0 Hz, 1H), 7.39 (d,
J=18.5Hz, 2H), 7.35 (s, 1H), 7.32 (d, J= 9.8 Hz, 3H), 5.10 (dd, J = 13.2, 5.0 Hz, 1H), 4.54 - 4.16
(m, 4H), 3.89 (t, J = 7.5 Hz, 1H), 3.51 - 3.36 (m, 2H), 3.00 - 2.84 (m, 1H), 2.68 - 2.56 (m, 1H),
238 (dd, J=13.1, 43 Hz, 1H), 2.06 - 1.95 (m, 1H), 1.86 - 1.70 (m, 1H), 1.60 - 1.42 (m, 8H).

SEiEfs) 89 (5-53)

N- ((2R) -3- ((2- (2,6-—FANIRNE-3-2) -1-FACFHMIRm-5-2) HE) FE -3-K
R-2-EREL) I RE P B

o
o

H N o]
“ rN Ag;,}:
3 3

Boc Boc
DIPEAHATU, oY
©) v@:ﬁ& DMF, rt, 2h \/@:«/& TFA, DCM, t, 1h

o0 O
m " H\/@:«/N o
©J 4§;>: SIZEA DCM, ©)'~g/” 4§,:\>:
89

A 89-1 #2 R SIHtifa 1 28 TP ikl .

Hh [E] {4 89-2 i HR St 1 25 DU 25 5 ki 45

{1 &4 89 H MBS 11 55 28 7 iEH 4% « MS(m/z): 516.9 [M+H]"; 'H NMR (400 MHz,
DMSO-dy) 610.96 (s, 1H), 8.69 (dd, J = 22.2, 16.5 Hz, 2H), 7.92 (d, J = 3.1 Hz, 1H), 7.60 (d, J =
7.7 Hz, 1H), 7.33 (s, 2H), 7.32 (s, 2H), 7.30 (s, 1H), 7.26 (dd, J = 5.8, 2.7 Hz, 1H), 5.75 (s, 1H),
5.09 (dd, J=13.3, 5.0 Hz, 1H), 4.50 - 4.18 (m, 4H), 3.64 - 3.58 (m, 2H), 2.96 - 2.84 (m, 1H), 2.60
(d, J=15.2 Hz, 1H), 2.44 - 2.32 (m, 1H), 2.03 - 1.94 (m, 1H), 1.78 (s, 1H), 1.60 - 1.42 (m, SH).

SEHif 90 (5-54)
N- ((28) -3-FF3E-1- ((2- (2,6-—FACIRIE-3-) -1-EACRBIWEmk-5-28) FE) K



WO 2023/078410

PCT/CN2022/129952
) -1-EAE-2-5) H&%Eﬁﬁ%ﬂ&’
O
TFA, DCM, rt, 1h
H5N N {l\}ﬂz
Boc (0]

rt2h

Posdes
Frsaes
fjw x

90
)4 90-1 2 MR St 1 25 VU2 7 4 o

1AM 90 4% B SEHER] 11 55 25 J5 k%« MS(m/z): 522.9 [M+H]; 'H NMR (400 MHz,
DMSO-ds) 610.95 (s, 1H), 8.47 (t, J= 5.7 Hz, 1H), 7.86 (d, J = 8.2 Hz, 1H), 7.65 (d, /= 7.8 Hz,
1H), 7.53 - 7.30 (m, 2H), 5.10 (dd, J = 13.2, 5.0 Hz, 1H), 4.36 (dt, J = 40.3, 17.3 Hz, 5H), 3.69 -
3.55 (m, 1H), 2.99 - 2.84 (m, 1H), 2.63 (dd, J = 21.5, 13.5 Hz, 2H), 2.47 - 2.32 (m, 1H), 2.08 -
1.93 (m, 1H), 1.82 - 1.39 (m, 15H), 1.10 (d, J = 7.4 Hz, 3H), 0.95 - 0.75 (m, 2H).

SEif 91 (5-55)

(2-3FT#E-3- ((2- (2,6-—FMIRDE-3-F) -1-FACRMRMk-5-2) FE) FE) -3-K
RAE ’E’\%Eﬁ%ﬂ?‘ﬁb

Boc

OJ\W Ho

BOC Boc

DIPEA HATU, HN
DMF, rt, 2h o
NH

&9 o1 Fe iR Sitifs] 1 2 F20 T4 4% « MS(m/z): 427.0 [M-lOO]+; 'H NMR (400 MHz,
DM SO-dy) 510.96 (s, 1H), 8.39 (s, 1H), 7.65 (d, J= 7.8 Hz, 1H), 7.53 - 7.32 (m, 2H), 6.54 (s, 1H),
5.10 (dd, J=13.2, 4.9 Hz, 1H), 4.52 - 4.24 (m, 4H), 3.15 - 3.00 (m, 2H), 2.97 - 2.84 (m, 1H), 2.60
(d, J=17.5 Hz, 1H), 2.36 (ddd, J = 26.2, 12.9, 7.0 Hz, 2H), 2.06 - 1.95 (m, 1H), 1.75 (d, J = 12.3
Hz, 1H), 1.65 (s, 2H), 1.61 - 1.49 (m, 2H), 1.35 (s, 9H), 1.29 - 0.88 (m, 6H).

SEif 92 (5-58)

((28) -1- ((2- (2,6-~FANIRIE-3-F8) -1-SH AR MBI bRA-5-25) HEL) &) -3-F%-1-
HRT-2-8) (F#) ’E‘L%EF'@&TEE




WO 2023/078410 PCT/CN2022/129952

0] Boc\
Boc. .~ DIPEA HATU, g
N o DMF, tt, 2h
W H(OH HoN 4§;N>H:
0

&9 92 Fe iR St 1 2 F0 T4 4% « MS(m/z): 387.0 [M-lOO]+; 'H NMR (400 MHz,
DMSO-d;) 610.95 (s, 1H), 8.54 (d, J=66.2 Hz, 1H), 7.64 (d, J=7.2 Hz, 1H), 7.51 - 7.28 (m, 2H),
5.10 (dd, J=13.3, 5.1 Hz, 1H), 4.48 - 4.13 (m, 5H), 2.98 - 2.82 (m, 1H), 2.78 (s, 3H), 2.60 (d, J =

17.3 Hz, 1H), 2.45 - 2.31 (m, 1H), 2.11 (s, 1H), 1.41 (s, 9H), 1.25 (d, /= 6.1 Hz, 1H), 0.82 (dd, J =
18.4, 5.7 Hz, 6H).

SEjEf) 93 (5-59)

N- (2-3FB3#-3- ((2- (2,6- ~FAIRNE-3-7) -1-FACFG| WRmh-5-36) FE) &ED -3-
FACARL) Pk H LR

OYO
o)
HN \/(:Elf
H N o)
&(N Ag;,}:
© g3 N
o}

o.
oo o} o L o
N 0 @ —- N o ——————————— = H N o]
N NH N NH DIPEA, DCM, N %
0 o fo) [¢] 1, 2h o 0
M 93-1
93

A 93-1 R Szt fe 1 26 DU 20 5 VA 4% o

&M 93 4% IBSEHER] 11 55 25 5k % .« MS(m/z): 523.0 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.43 (t, J= 5.8 Hz, 1H), 7.66 (dd, J=16.0, 6.0 Hz, 2H), 7.50 - 7.37 (m,
2H), 5.10 (dd, J=13.2, 5.0 Hz, 1H), 4.55 - 4.21 (m, 4H), 3.61 (d, T =4.1 Hz, 1H), 3.13 (dd, ] = 7.3,
4.3 Hz, 1H), 3.06 - 2.84 (m, 2H), 2.60 (d, J= 14.8 Hz, 1H), 2.37 (dd, J=15.1, 10.4 Hz, 1H), 2.04 -
1.96 (m, 1H), 1.77 (d, J=10.2 Hz, 2H), 1.65 (d, J= 8.2 Hz, 3H), 1.56 (t,J = 15.5 Hz, TH), 1.43 (s,
3H), 1.14 (dd, J=125.5, 11.2 Hz, 3H), 1.07 - 0.92 (m, 2H).

SEifl 94 (5-69)

(28) -2- (-FFEE) -2- Q-HRECBHAERE) -N- ((2- 2,6-—FARIRIE-3-7L) -1-5F
AR E-5-38) HE) 2B

5@&

/©) ]r D|PEA HATU, DMF, &:r“mN%O
Cl 0 °

94

Cl

) A 94-1 42 18 51z it 151 1 FUUD Tk 4

bW 94 2 IR SHER] 1 55 T8 7734 4% « MS(m/z): 550.8 [M+H]™; 'H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.86 (t, J = 5.5 Hz, 1H), 8.48 (d, J= 7.9 Hz, 1H), 7.62 (d, J = 7.7 Hz,
1H), 7.47 - 7.40 (m, 4H), 7.30 (d, J = 8.4 Hz, 2H), 5.54 (d, J= 7.9 Hz, 1H), 5.10 (dd, J = 13.2, 4.9
Hz, 1H), 4.42 - 4.15 (m, 4H), 2.89 (td, /= 9.1, 5.3 Hz, 1H), 2.61 (d, J = 16.1 Hz, 1H), 2.38 (ddd, J
=26.6, 13.3, 4.2 Hz, 1H), 2.21 (d, J=7.3 Hz, 2H), 2.11 (dt, J = 15.0, 7.4 Hz, 1H), 2.01 (dd, J = 8.9,
3.5Hz, 1H), 1.71 - 1.40 (m, 6H), 1.11 (dt, /= 11.7, 7.6 Hz, 2H).



WO 2023/078410 PCT/CN2022/129952

SEHf 95 (5-70)
(28) -2- - HRECEBEIRE) -N- ((2- (2,6-=FARMRIE-3-3) -1-5F AR 7 5] B bpk-5-
) HI) -2- W-FERE) 2B

O
P J:“;rnmwgko
F ° ©
95

/ko 7 { O\/l(l)\
A " Y o TFA.DCM. 1, 1h NH2 H\/(Di(/N o o {
, - @ .
', N NH ”'"/N NH O NH N o
T I DIPEA, HATU, DMF, ., N
& d . 0 T NH
F o]
44 ” . o
95

t, 2h
95

A 95-1 4% JE St 1 2 DY 5 7 vl 4%

¥ 95 IR SHER] 1 55 T8 J7 34 4% « MS(m/z): 534.9 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.84 (t, J= 5.3 Hz, 1H), 8.46 (d, J= 7.9 Hz, 1H), 7.62 (d, J = 7.8 Hz,
1H), 7.46 (dd, J = 8.6, 5.6 Hz, 2H), 7.35 - 7.28 (m, 2H), 7.19 (t, J = 8.8 Hz, 2H), 5.53 (d, J = 7.9
Hz, 1H), 5.09 (dd, J=13.2, 5.0 Hz, 1H), 4.42 - 4.20 (m, 4H), 2.96 - 2.82 (m, 1H), 2.60 (d, J=17.5
Hz, 1H), 2.39 (dd, J = 13.2, 43 Hz, 1H), 2.21 (d, J = 6.9 Hz, 2H), 2.12 (dt, J = 14.9, 7.3 Hz, 1H),
2.04-1.96 (m, 1H), 1.70 - 1.41 (m, 6H), 1.11 (dt, J=11.7, 7.8 Hz, 2H).

SEHEf] 96 (4-135)
((18) -2- ((2- (2,6-—FARIRNE-3-2) -1-FARBIRM-5-2) FHE) FE) -2-848-1-
FKE) (PE) FEWRNT B

S )
Og\'g/ H N o
S >

o o)
o}
)\ P O Q O)\N/
N NH DIPEA, HATU, DMF, Y H N o
z rt, 2h N
OH N o} NH
o 96

b &W) 96 HiWB SEHEE] 1 55 T b 5 #1145 - MS(m/z): 421.2 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.79 (d, J = 5.6 Hz, 1H), 7.68 (d, J = 7.8 Hz, 1H), 7.48 (s, 1H), 7.38 (dt,
J=14.1, 83 Hz, 4H), 7.24 (d, J= 7.0 Hz, 2H), 5.77 (s, 1H), 5.12 (dd, J = 13.2, 5.0 Hz, 1H), 4.37
(ddd, J=21.9, 17.3, 3.9 Hz, 4H), 2.98 - 2.85 (m, 1H), 2.62 (d, J = 15.4 Hz, 4H), 2.47 - 2.33 (m,
1H), 2.08 - 1.95 (m, 1H), 1.42 (s, 9H).

SEHf 97 (5-31)
((IR) -2- ((2- (2,6-—FARIRBE-3-2) -1-FAQ I WRmk-5-2) HAL) &) -2-FAR
AR (FE) KEFRACT B

wﬁm&
o) (o]
97
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X K
- i P DIPEA, HATU, DMF, Q o
o] o o 0
97

&) 97 HWB SEHEB] 1 55 T b 5 #1145 - MS(m/z): 421.0 [M-100]"; 'H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.77 (t, J = 5.6 Hz, 1H), 7.66 (d, J= 7.8 Hz, 1H), 7.46 (s, 1H), 7.37 (dt,
J=142,89 Hz, 4H), 7.23 (d, J= 7.1 Hz, 2H), 5.75 (s, 1H), 5.10 (dd, J = 13.3, 5.0 Hz, 1H), 4.36
(ddd, J=21.4,17.2,3.7 Hz, 4H), 2.91 (ddd, /= 13.7, 11.3, 5.3 Hz, 1H), 2.62 (s, 1H), 2.59 (s, 3H),
2.46 - 2.35 (m, 1H), 2.06 - 1.94 (m, 1H), 1.41 (s, 9H).

SeiEfs] 98 (5-34)
N- ((18) 2- ((2- (2,6- S MIRNE-3-8) -1-EARFWEIGRIf-5-5) HHD FH) 2-K
R-1-FK 2.5 -N33-=FET B

o
¥ 8O
oeanals
98

o) ~, o)

) ﬁmN_go oo @JZ(HV@iN%O% >y ﬁmN_go
SEAnal Lt S SR e
e} 96 o e} o

98

DIPEA, HATU, DMF,

rt, 2h
98-1

A 98-1 4% HE St fa] 1 2 DY 5 7 vl 4%

bW 98 42 IR SR 1 55 i J7 3] 4% « MS(m/z): 541.3 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.78 (s, 1H), 7.66 (d, J= 7.8 Hz, 1H), 7.47 (s, 1H), 7.44 - 7.29 (m, 4H),
7.20 (d, J = 6.9 Hz, 2H), 6.28 (s, 1H), 5.10 (dd, J = 13.2, 5.0 Hz, 1H), 4.56 - 4.24 (m, 4H), 2.91
(ddd, J=13.6, 11.5, 5.4 Hz, 1H), 2.75 (d, J= 14.5 Hz, 3H), 2.60 (d, J = 16.4 Hz, 1H), 2.40 (dd, J =
13.0, 4.3 Hz, 1H), 2.30 (s, 2H), 2.05 - 1.95 (m, 1H), 1.02 (s, 9H).

SEif] 99 (5-35)
((18) -2- ((2- (2,6-—FARIRNE-3-2) -1-FARBIRM-5-2) FHE) FE) -2-848-1-
FKoE) (RE) FEWRAANE

OJ\ o
RO
N
SELaaa
99
~ ¢ /L DIPEA, DCM, OJ\ 0
H N 0 0] it, 2h ~
o - r, B oy ol
101/ o) o~ ¢l ©)wg/N 4 NH

98-1
99

& 99 H WB SEHEB] 11 55 28 &4 « MS(m/z): 506.9 [M+H]"; 'H NMR (400 MHz,
DMSO-dy) 610.96 (s, 1H), 8.80 (s, 1H), 7.67 (d, J = 7.8 Hz, 1H), 7.55 - 7.32 (m, 5H), 7.23 (d, J =
6.9 Hz, 2H), 5.81 (s, 1H), 5.11 (dd, J = 13.2, 4.9 Hz, 1H), 4.83 (dt, /= 12.3, 6.2 Hz, 1H), 4.36 (ddd,
J=528,17.1, 4.5 Hz, 4H), 3.00 - 2.82 (m, 1H), 2.62 (s, 3H), 2.58 (s, 1H), 2.41 (dt, J=13.1, 9.0
Hz, 1H), 2.05 - 1.94 (m, 1H), 1.29 - 1.08 (m, 6H).
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SeiEfs] 100 (5-36)

((18) -2- ((2- (2,6- ~FARIRNE-3-F8) -1- A LRIK-5-F8) HFE) &I -2-FA0-1-
ROE) (PE) FHEFRIF A

Q 0
O\OJ\N/ H\/(:dN&O
saaaata

100

{ O\ O\ i 7
~am 5 E::P;A, DCM, L
H N o " (@) N H
-, N N + A - @ . N N o
T o ci r NH
o) o 0
98-1

100
AW 100 FIES2HER] 11 55 0 )5 iE# 4% - MS(m/z): 533.3 [M+H]"; 'H NMR (400 MHz,
DMSO-dy) 610.96 (s, 1H), 8.79 (t, J = 5.4 Hz, 1H), 7.66 (d, J= 7.8 Hz, 1H), 7.45 (s, 1H), 7.37 (dt,

J=1203,7.1Hz, 4H), 7.23 (d, J = 7.1 Hz, 2H), 5.75 (s, 1H), 5.21 - 4.95 (m, 2H), 4.36 (ddd, J =
52.5,16.9, 5.1 Hz, 4H), 3.02 - 2.85 (m, 1H), 2.61 (s, 3H), 2.59 - 2.56 (m, 1H), 2.40 (ddd, J = 26 3,
13.1, 4.3 Hz, 1H), 2.05 - 1.97 (m, 1H), 1.79 (s, 2H), 1.69 - 1.48 (m, 6H).

SERER] 101 (5-40)

(28) 2- (3- (FUTHE) -1-HER) -N- ((2- (2,6-=FACIRE-3-F) -1-F A7 15[ bk
55 HE) 2-FK 2B

HN o)
SN HVQ:K/N o
O O
101
WK

o]
~ DIPEA, trisphogene, O
"o N 0 J< THF, 0°C 1t, 3h N
. +
e} o T 4
98-1

O

101
AW 101 $Z BEE) 19 J7i 4 . MS(m/z): 519.9 [M+H]
SEHE) 102 (5-75)

((18) -2- ((2- (2,6- —FIRNE-3-F5) -1-FACT M BRmh-5-5) HEED &) -1- (4-
AEL) -2-%’&&%) (RE) FEFRMT B

ok

ﬂx Sk { S

Mel, NaH, THF, O)\N/ HN 4§;">H: O)\N/

0°C-rt, 24h on 0 &O
/@2 11/ /@2 1(1)/ DIPEA, HATU, DMF, rt, 2h /@2 on/

102-1

102

—B i EA (S -2- (GRITEBRID (HE) &ib) 2- G-FFEL) 2/ (102-1)
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P
\N’l%o

-, ~OH
fog
E 0

102-1

e () 2- ((UTHEB &) -2- W-5EE) 4B (1000 mg, 0.4 mmol) H T
KA (SmL) A, JKGdEHE, ZEMAZNS (65.0mg, 1.9mmol), KM 1 /NHf,
SN B¢ (264.0 mg, 1.9 mmol), ik 24 /N SN ES S, AR ARSIk (10 mL),
I RFF B R pH=3, H 18 ZBE(30 mLx3)26H, ANAEE I, HMASLBIER (30
mLx3) Yk, TOKBRERAN T, U8, mURik4E, 152840k 102-1, R4k, BT
B R

B UBAY) ((18) -2- ((2- (2,6-FARWRNE-3-2L) -1-5840 M| Empk-5-02) HIE) 4
F -1- QAR 2-F8AR I (FED ZIEHIRBUTEE (102) 4%

A
\N H
102
A 102 F& RSt 1 25 F20 7k %« MS(m/z): 438.9 [M-100]

F

SEHEf] 103 (5-76)
(1- (3 4-Z&FEE) -2- ((2- (2,6-"FAWRNE-3-25) -1-F AT RIk-5-28) FE) &
) 2-8MRzE (BE) FEFBRMTEE

AL
~
oY ¢
o]
Cl 0
103
o)< J< )3< o
DIPEA, HATU, DMF, \N
o Ml Nat TH, n2n EV@:&{%
Cl 0
cl o cl

103-1 103
HlE AR 103-1 # I SCHt] 102 25— 07 %%
A 103 F2 RSt 1 25 F20 Tk % . MS(m/z): 488.8 [M-100]

SEHE] 104 (5-77)
(2- ((2- (2,6-—FARMRME-3-25) -1-FARFMIVEmR-5-28) HAHL) 2-8FM-1- GFHFHRE)
OE) (FED) EEFBRAATE
K
N

(6]
OO
NH
[e)
04

1

N

oY

0J< J< DIPEA, HATU, DMF, o)<
A Mel, NaH, THF, i, 2n NS {
HNTSO  0°Cart, 24h NR
OH — > mm y N b 0
0 5 d
104-1 104

HRTEAR 104-1 422 HE St f5] 102 25— 20 vk 45 o
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{1 &) 104 FWES2ER] 1 55 FAb J7 10 %6 - MS(m/z): 435.0 [M-100]"; "H NMR (400 MHz,
DMSO-ds) 610.95 (s, 1H), 8.71 (t, J = 5.4 Hz, 1H), 7.66 (d, J = 7.8 Hz, 1H), 7.50 - 7.34 (m, 2H),
7.15 (dd, J=33.1, 7.1 Hz, 4H), 5.72 (d, J = 21.9 Hz, 1H), 5.10 (dd, J = 13.3, 5.1 Hz, 1H), 4.50 -
4.18 (m, 4H), 2.98 - 2.84 (m, 1H), 2.62 (s, 1H), 2.57 (s, 3H), 2.46 - 2.34 (m, 1H), 2.30 (s, 3H), 2.05
- 1.95 (m, 1H), 1.40 (s, 9H).

SEHE] 105 (5-78)
((18) -1- (4-EEE) 2- ((2- (2,6-=FACHRBE-3-3L) -1-E4CF 15| Emk-5-38) FHELD)
) 2-8MR2E (FR) RPN TR

K
\N 9\/@:«/,\1&0
kg N
Jogaaat
105

K J<

)% Mel, NaH, THF, DIPEA, HATU, DMF,

Dﬂr;’)@) m& /@’ram&

(o]

)4 105-1 M ?&ﬁ@{ﬁﬂ 102 Wb

&) 105 FWES2iEE] 1 55 Tk J7 10 %6 - MS(m/z): 454.9 [M-100]"; "H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.79 (t, J= 5.5 Hz, 1H), 7.67 (d, J= 7.8 Hz, 1H), 7.43 (dd, /=202, 8.1
Hz, 4H), 7.25 (d, J= 8.3 Hz, 2H), 5.75 (s, 1H), 5.10 (dd, J = 13.2, 5.0 Hz, 1H), 4.52 - 4.20 (m, 4H),
2.98 - 2.80 (m, 1H), 2.61 (s, 4H), 2.40 (dd, J=13.1, 4.4 Hz, 1H), 2.13 - 1.90 (m, 1H), 1.40 (s, 9H).

LHaf] 106 (5-79)
(2- ((2- (2,6-ZFACRNE-3-2) -1-FAFBIRIH-5-2) FE) -1- (-FEERR) -2-
AR2E) (PR FEFBRMT M

DIPEA, HATU, DMF,

OF O

AW 106 3% ISt 1 5 F 5 J7 4] % - MS(m/z): 450.9 [M-100]"; 'H NMR (400 MHz,
DMSO-dy) 610.97 (s, 1H), 8.70 (t, J = 5.7 Hz, 1H), 7.66 (d, J = 7.8 Hz, 1H), 7.53 - 7.30 (m, 2H),
7.16 (d, J = 8.4 Hz, 2H), 6.94 (d, J = 8.3 Hz, 2H), 5.75 (s, 1H), 5.11 (dd, J = 13.2, 5.0 Hz, 1H),
4.54 - 4.16 (m, 4H), 3.76 (s, 3H), 3.00 - 2.80 (m, 1H), 2.62 (s, 1H), 2.57 (s, 3H), 2.46 - 2.32 (m,
1H), 2.05 - 1.94 (m, 1H), 1.40 (s, 9H).

mm@f{%
0 0]

o

SEHEf] 107 (1-86)
((18) -1-HBFH-2- ((2- (2,6-—FACIRIE-3-FL) -1-F /0 mEnk-5-3L) I &)
2-FARE (PR FEFBRIT IR
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A
N ﬂ\/@iﬁN&O
., N
e aaala
107
K k
DIPEA, HATU, DMF,

,g Mel, NaH, THF, OJ< O
OH % OH N N\/()\i«/ 4§r_>: . 2h N Qm'\‘&o
. H Y
oY o5 e aaats.
107

o]

107-1

b B 44 107-1 F2 08 <2 it 5] 102 i R I

&) 107 FWES2ER] 1 565 Tk J7 10 %6 - MS(m/z): 426.2 [M-100]"; "H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.66 (s, 1H), 8.16 (s, 1H), 7.64 (d, J= 7.4 Hz, 1H), 7.43 (s, 1H), 7.37 (d,
J=178Hz, 1H), 5.75 (s, 1H), 5.10 (dd, J = 13.3, 5.1 Hz, 1H), 4.42 - 422 (m, 4H), 2.91 (ddd, J =
17.6,12.3, 5.2 Hz, 1H), 2.77 (s, 3H), 2.60 (d, J=17.1 Hz, 1H), 2.45 - 2.31 (m, 1H), 2.04 - 1.94 (m,
1H), 1.82 (s, 1H), 1.63 (d, J = 26.1 Hz, 4H), 1.49 (d, J = 11.5 Hz, 3H), 1.41 (s, 9H), 0.90 (dd, J =
28.8, 10.4 Hz, 2H).

L] 108 (1-89)
((18) -2- ((2- (2,6-ZFAVRIE-3-2) -1-FAMRFBIRM-5-2) FE) FE) -2-848-1-
KHE) (Z,ﬁ) AT BT B

©» ﬁv@i« pO
J< J< DIPEA, HATU, DMF,

o B i LD mw@i&
HlE] {4 108-1 4! ’i;ﬁ@{ﬁﬂ 102 55— 1A%
A 108 F& RSt 1 25 F28 Tk %« MS(m/z): 434.2 [M-100]

SEHf 109 (5-50)
2R RIE-N- ((18) -2- ((2- (2,6-"FACHRNE-3-35) -1-54C F M Emk-5-38) FED) &
) 2-8MR-1-K2H) -N-FE 2B

O 0
O\)LN”/ VQZHPE
saaaala
0 0
DIPEA, HATU, DMF, P
©) e m 4§;>: O\)k = ©J'~g/“v©:‘</'qﬁo

1A 109 F MBSl 1 26 Fi26 I 4% - MS(m/z): 530.9 [M+H]"; 'H NMR (400 MHz,
DMSO-dy) 610.96 (s, 1H), 8.78 (t, J = 5.4 Hz, 1H), 7.67 (d, J = 7.7 Hz, 1H), 7.37 (ddd, J = 22.1,
20.9, 13.7 Hz, 5H), 7.20 (t, J = 9.1 Hz, 2H), 6.26 (s, 1H), 5.11 (dd, J = 13.2, 5.0 Hz, 1H), 4.36 (ddd,
J=223,16.5, 5.3 Hz, 4H), 2.98 - 2.85 (m, 1H), 2.76 (s, 3H), 2.60 (d, /= 16.2 Hz, 1H), 2.47 - 2.31
(m, 3H), 2.25 - 2.14 (m, 1H), 2.06 - 1.96 (m, 1H), 1.77 (d, J = 4.7 Hz, 2H), 1.61 - 1.41 (m, 4H),
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1.27 - 1.08 (m, 2H).

SEHEF] 110 (5-49)
N- ((18) -2- ((2- 2,6-—FAIRmE-3-FL) -1-FAR B vEmk-5-3) ) &) 2-8
R-1-FEZFH) -N-FF IR A B

9/ )

DIPEA, DCM,
oy Gy T PR
o 0
110

1AW 110 F IR Sz 11 55 25 )7 L8 % - MS(m/z): 516.8 [M+H]"; '"H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.77 (t, J = 5.6 Hz, 1H), 7.66 (d, J = 7.8 Hz, 1H), 7.51 - 7.28 (m, SH),
7.21 (dd, J = 19.9, 6.6 Hz, 2H), 6.24 (s, 1H), 5.75 (s, 1H), 5.11 (dd, J = 13.2, 5.0 Hz, 1H), 4.55 -
4.22 (m, 4H), 3.10 - 2.99 (m, 1H), 2.79 (s, 3H), 2.60 (d, J = 18.2 Hz, 1H), 2.40 (dd, J=13.1, 4.2
Hz, 1H), 2.06 - 1.96 (m, 1H), 1.88 - 1.45 (m, 8H).

SEHF 111 (5-88)

(18) -2- ((2- (2,6-—FARIRBE-3-25) -1-5F AR IIWRmR-5-25) FEL) &E) -2-FAR-1-
K ERR RN

A

02\? i ON 0

A

o o {
\/@d HATU, DIPEA, \/@[If 4§;>: : HmN&o
0 DMF, t, 2h NH
O - DA 2o B o
111

11941 DIPEA, DCM, 1t, 2h

HrE AR 111-1 $ B St ] 1 ﬁ/ﬁ/z*iﬁﬂ%

&) 111 HWBSEREf] 11 55 28 7154145 « MS(m/z): 494.2 [M+H]™; 'H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.94 (t, /= 5.9 Hz, 1H), 8.17 (s, 1H), 7.61 (d, J = 8.1 Hz, 1H), 7.49 (dd,
J=6.4,2.7Hz, 2H), 7.40 (dd, J= 5.0, 1.8 Hz, 2H), 7.29 (d, J= 5.7 Hz, 2H), 5.83 (s, 1H), 5.09 (dd,
J =132, 5.0 Hz, 1H), 4.30 (ddd, J = 21.5, 20.0, 4.8 Hz, 4H), 3.63 (dd, J = 6.5, 3.9 Hz, 1H), 2.90
(ddd, J=13.7, 12.4, 5.4 Hz, 1H), 2.60 (d, J = 17.0 Hz, 1H), 2.45 - 2.35 (m, 1H), 2.06 - 1.95 (m,
1H), 1.27 (s, 6H).

SEHER 112 (5-82)
((18) -2- ((2- (2,6-—FAIRNE-3-2) -1-FARBIRIM-5-2) FHE) &) -2-848-1-
KZE) BT T

P

O)\C;’ H ON o
m v@f/ﬁ
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)<O P
0 Boc0, DMAP, LIOH, THF/H,0 OA\Q {
F DCM, TEA, tt, 24h ; 2 ‘. _OH
s N o
©/\ﬂ/ o + M NH
o)
112-1 1122
P ]
HATU, DIPEA, o)\c_)
DMF, rt, 2h : R N 0
NH
5 0
112

F—B i EA (S) 2- (GRUTERE &AL 2-KAMHE (112-1) #4%

o<

o1 3

1121
¥(S) 2-FF2- KB HEE (2000 mg, 1.2 mmol), B _HUTHEE (394.0mg, 1.8
mmol), =M% (364.0 mg, 3.6 mmol), 4-"HZFMNE (146.0 mg, 1.2 mmol) T & H
$2 (10 mL) H, S OS24 /N o SOSIEE IR R, AR & A sk (20 mL), %LEF'IJE(3OmL><3)
AFEL, ANMEETE, WAEALENAETR (30 mLx3) ek, TKBRERENTEE, S, WRK
a5, FEIFEE 112-1, EHRA, HEHET TP "M
FPHEE (S -2- (GRUTHEBRID A 2-2K4 ] (112-2) 4%
K
JEN

Q 0]
A OH
Y
112-2
R TEA 112-1 3+ PUSR IR AT (2: D R A IIN— KA S E AL (151.0 mg,
3.6 mmol), FER/KME 3 AN/, RNEEHE, H IN M BRERRE R pH=3, H 4TI
(30 mLx3)AEHL, AAUAHEIH, FHMAGILAER (30 mLx3) Peik, /KB TE, I,
PRI, 3R 1122, TR, BHEEAT T RN
SR T ((1S) 2- ((2- (2,6-AARIRIE-3-25) -1- %040 5| Wknph-5-J5 ) HH
5 JE 2-F8MR-1-FE D W (112) Hl%

P )
02\? H N o

112
1EW 112 IR Szt 1 565 1B 77 7R % .« MS(m/z): 408.2 [M+H]"; 'H NMR (400 MHz,
DMSO-d;) 610.95 (s, 1H), 8.91 (t, J = 5.9 Hz, 1H), 7.60 (d, J= 8.1 Hz, 1H), 7.48 (dd, /= 6.4, 2.8
Hz, 2H), 7.40 (dd, J = 5.0, 1.9 Hz, 3H), 7.29 (d, J = 6.8 Hz, 2H), 5.76 (d, J = 7.8 Hz, 1H), 5.09 (dd,
J=132, 4.8 Hz, 1H), 4.48 - 4.15 (m, 4H), 2.89 (s, 1H), 2.60 (d, J = 17.1 Hz, 1H), 2.45 - 2.33 (m,
1H), 2.06 - 1.93 (m, 1H), 1.43 (s, 9H).

SEHEF] 113 (5-87)
((18) -2- ((2- (2,6-—FHAIRNE-3-22) -1-F AR VRmk-5-28) FR) EH) -2-F8fR-1-
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KLE) IR R

0 o)
PN
SEUSeSO
NH
SR Raal
113

O\ o o]
o] 0 2\
OH )\ om0 N 0o
OH N o o> . H
N NH NH
m °© DIPEA, DCM, rt, 2h ° ©
111-1 P O T 113

&) 113 42 I8 Szt 11 55 28 i) %6 . MS(m/z): 520.2 [M+H]"; 'H NMR (400 MHz,
DMSO-d,) 610.97 (s, 1H), 8.94 (t,J = 5.7 Hz, 1H), 8.17 (s, 2H), 7.61 (d, J= 8.1 Hz, 1H), 7.48 (d,
J=4.1Hz, 2H), 7.41 (d, J= 4.7 Hz, 2H), 7.29 (d, J = 6.0 Hz, 1H), 5.75 (s, 1H), 5.09 (dd, J = 13.5,
5.1 Hz, 1H), 4.31 (dd, J=43.5, 12.0 Hz, 4H), 3.62 (dd, J = 10.3, 6.5 Hz, 2H), 2.97 - 2.84 (m, 1H),
2.60 (d, J = 17.7 Hz, 1H), 2.44 - 2.35 (m, 1H), 2.06 - 1.93 (m, 1H), 1.85 (s, 2H), 1.73 - 1.52 (m,
5H).

SEREF] 114 (5-83)
((2R) -3- Q-8 FEH) -1- ((2- (2,6-—FARIRME-3-3L) -1-FAL 5| Emk-5-35) HHE)
HE) 1B R 25 ST TR

S K {
cl o) o

114

S ST ?
0" NH 0~ NH
o ? HATU, DIPEA, y N o
cl o + HoN e cl o} ©
o

114
&) 114 2 I8 S2it6) 1 55 T8 7545 « MS(m/z): 454.2 [M-100]"; 'H NMR (400 MHz,
DMSO-d) 610.95 (s, 1H), 8.44 (s, 1H), 7.63 (d, J = 7.7 Hz, 1H), 7.50 - 7.20 (m, 6H), 7.04 (d, J =
8.3 Hz, 1H), 5.10 (dd, J = 13.3, 5.0 Hz, 1H), 4.48 - 4.22 (m, 5H), 3.62 (qd, J = 10.5, 6.4 Hz, 2H),
2.93 -2.86 (m, 1H), 2.60 (d, J=17.0 Hz, 1H), 2.41 (dd, J=13.2, 4.0 Hz, 1H), 2.08 - 1.93 (m, 1H),
1.27 (d, J=5.9 Hz, 9H).

SERER 115 (5-85)
((2R) -1- ((2- (2,6-—FANIRKE-3-F) -1-FAFWERM-5-2) FE) FE) 4-FHE
-1-EARR-2-38) REFRR AW

A :

1
07 NH HV©:I</N o
N NH
O O
115
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)( A A

o
\/@:/1( TFA, DCM, 1t, 1h NH O)\NH H\/(:[IfN o
ﬁ( /b( NH DIPEA, DCM . 2h I 4
115

115-1

SRICIEEN 115 1 3 MRSt 1 550U 5 5 i 4%

&) 115 42 I8 Szt 11 55 28 i) %6 . MS(m/z): 473.3 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.95 (s, 1H), 8.45 (t, J = 5.8 Hz, 1H), 7.66 (d, J = 7.9 Hz, 1H), 7.46 - 7.32 (m, 2H),
7.11(d, J=8.0 Hz, 1H), 5.10 (dd, J = 13.2, 5.0 Hz, 1H), 4.74 (dt, J = 12.6, 6.3 Hz, 1H), 4.50 - 4.20
(m, 4H), 4.09 - 3.98 (m, 1H), 3.00 - 2.82 (m, 1H), 2.59 (d, J = 17.3 Hz, 1H), 2.42 - 2.32 (m, 1H),
2.04-1.96 (m, 1H), 1.71 - 1.35 (m, 3H), 1.31 - 1.04 (m, 6H), 0.87 (dd, J=10.8, 6.6 Hz, 6H).

SRl 116 (5-84)
((28) -1- ((2- (2,6-—FMIRNE-3-2) -1-FACTGIRIK-5-58) FEE) &AL) -4-HH-1-
AMRK-2-2) FEFRMT B

K A

0
)\ 7 Q DIPEA, HATU, DMF OA\NH
O™ 'NH NH "t oh ' ' H N o]
N OH 4 N o ' KH/N NH
H,N )\ 4
)\ o ©

116
&) 116 2Bt 1 55 1o 754 « MS(m/z): 387.0[M-100]"; "H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.43 (t, /= 5.7 Hz, 1H), 7.64 (d, J = 7.8 Hz, 1H), 7.55 - 7.30 (m, 2H),
6.91 (d, J=8.0 Hz, 1H), 5.10 (dd, J = 13.3, 5.0 Hz, 1H), 4.50 - 4.20 (m, 4H), 2.97 - 2.85 (m, 1H),
2.60 (d,J=16.7 Hz, 1H), 2.39 (dd, J = 13.0, 4.2 Hz, 1H), 2.08 - 1.93 (m, 1H), 1.66 - 1.53 (m, 1H),
1.52-1.29 (m, 11H), 1.28 - 1.19 (m, 1H), 0.87 (dd, J=11.1, 6.6 Hz, 6H).

SEHif 117 (5-92)
(28) -3-FCFH-2- Q- REZEBEEE) -N- ((2- (2,6-ZEAIRIE-3-7) -1-FfLFH|
WEIB-5-3) FEL) B

117
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0
N DIPEA, HATU, 7
Boc”™ " “OH _DMEr2h
H N o
HoN NH
o o

5 O%ﬁf&

DIPEA, HATU, DMF, rt, 2h

117

e A 117-1 $% 0% ;ﬁ%ﬂ 1 5T T

B 117 IR Szt 1 565 T 77 1R8] % . MS(m/z): 536.3 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.48 (t, J = 5.9 Hz, 1H), 7.92 (d, J = 8.2 Hz, 1H), 7.63 (t, J = 16.7 Hz,
1H), 7.50 - 7.28 (m, 2H), 5.10 (dd, J = 13.2, 5.0 Hz, 1H), 4.54 - 4.20 (m, 5H), 3.00 - 2.82 (m, 1H),
2.60 (d, J=16.8 Hz, 1H), 2.40 (dd, J = 13.1, 4.3 Hz, 1H), 2.17 - 2.08 (m, 3H), 2.00 (dd, J = 9.0,
3.5 Hz, 1H), 1.69 (d, J = 34.2 Hz, 6H), 1.59 - 1.53 (m, 2H), 1.51 - 1.40 (m, 4H), 1.24 (d, J= 5.4
Hz, 2H), 1.11 (s, 5H), 0.98 - 0.75 (m, 2H).

LHEF] 118 (5-93)
((28) -3-3HBE-1- ((2- (2,6-ZFAURIE-3-5) -1-FNRHIRM-5-2) FHE) 8D
-1 bE-2-5E) U R R

0O
6]
o’goo

118
ol

A

(O 0]

0
0
H N 0
H N o >  uN NH
H2N NH DIPEA, DCM, rt, 2h o
Y ) oo 1 AT

117-1

118

AW 118 TR SR 11 55 35 515 4% « MS(m/z): 539.3 [M+H]"; 'H NMR (400 MHz,
DMSO-dy) 610.95 (s, 1H), 8.44 (t, J = 5.9 Hz, 1H), 7.65 (d, J = 7.8 Hz, 1H), 7.45 (s, 1H), 7.38 (d,
J=179Hz, 1H), 7.09 (d, /= 7.9 Hz, 1H), 5.10 (dd, J= 13.2, 5.0 Hz, 1H), 4.94 (s, 1H), 4.36 (dt, J =
39.7, 17.2 Hz, 4H), 2.97 - 2.85 (m, 1H), 2.60 (d, J = 17.6 Hz, 1H), 2.40 (ddd, J = 26.2, 13.2, 4.2
Hz, 1H), 2.05 - 1.94 (m, 1H), 1.78 (s, 2H), 1.69 - 1.53 (m, 10H), 1.45 (s, 3H), 1.26 (s, 1H), 1.11 (s,
3H), 0.87 (dd, J = 25.6, 14.3 Hz, 2H).

SLHEF] 119 (5-94)
((28) -3-FF&E-1- ((2- (2,6-—FARIRIE-3-F) -1-F AR FMmWkmpk-5-2) FED) &)
--ERA -2 BE R R AR



WO 2023/078410 PCT/CN2022/129952

/OK [@]

119
cl

A

0 (o] 7
A OO )
N g NH ° Hi! NH
H,N ¢)
e} o fo ©

Y

DIPEA, DCM, rt, 2h

117-1
119

&) 119 42 I8 Szt 11 55 28 i) %6  MS(m/z): 513.3[M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.95 (s, 1H), 8.45 (t, J = 5.7 Hz, 1H), 7.65 (d, J = 7.8 Hz, 1H), 7.58 - 7.26 (m, 2H),
7.09 (d, J = 8.0 Hz, 1H), 5.75 (s, 1H), 5.10 (dd, J = 13.2, 5.1 Hz, 1H), 4.87 - 4.66 (m, 1H), 4.48 -
4.22 (m, 4H), 3.00 - 2.82 (m, 1H), 2.60 (d, J = 17.5 Hz, 1H), 2.40 (dd, J = 13.1, 4.3 Hz, 1H), 1.99
(dd, J = 6.7, 3.9 Hz, 1H), 1.64 (t, J= 13.7 Hz, 5H), 1.45 (s, 2H), 1.34 - 0.97 (m, 10H), 0.96 - 0.77
(m, 2H).

SEEf] 120 (5-95)
N- ((28) -3-FFC3-1- ((2- (2,6-—EARIRAE-3-5) -1-F AL T8 Emk-5-28) HE) &
) 1-8ARHEFE-2-H) FREHE R

O
O
0
o
Cl

o
o) O/go
H N 0
H N 0 - N NH
HN NH DIPEA, DCM, t, 2h O/g 0 0
o} o 0
120

1AM 120 F MBSt 11 55 25 718048 - MS(m/z): 522.3 [M+H]"; '"H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.71 (t, J = 5.8 Hz, 1H), 8.32 (s, 1H), 7.93 (d, J= 3.3 Hz, 1H), 7.60 (d,
J=17.7Hz, 1H), 7.38 - 7.20 (m, 6H), 5.09 (dd, J = 13.3, 5.0 Hz, 1H), 4.56 - 4.18 (m, 4H), 3.91 -
3.84 (m, 1H), 3.62 (dq, J = 10.6, 6.6 Hz, 2H), 2.99 - 2.84 (m, 1H), 2.60 (d, J = 16.4 Hz, 1H), 2.39
(dd, J=13.2, 4.3 Hz, 1H), 2.06 - 1.93 (m, 1H), 1.69 - 1.40 (m, 9H).

120

117-1

SEHER] 121 (5-97)
((3R, 4S) -1- ((2- 2,6-—FEMIRIE-3-FL) -1-F R BB WEmk-5-25) HEL) HH) -4-
HE-1-ER O HR-3-3) KEFBT
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o)
0 Q
- DIPEA, HATU, =
: oH NH DME 4 o : H\/@iﬁN—&O
\W I N 0o —— » \/W NH
HN. O 2 HN.; O 0
Boc oC

122
1A 122 47 I8 SERER 1 55 F2b 7 iR % «MS(m/z): 401.3 [M-100]"; '"H NMR (400 MHz,
DMSO-ds) 610.95 (s, 1H), 8.30 (s, 1H), 7.65 (d, J = 7.8 Hz, 1H), 7.51 - 7.32 (m, 2H), 6.58 (d, J =
8.5 Hz, 1H), 5.10 (dd, J = 13.2, 5.0 Hz, 1H), 4.36 (dt, J = 31.4, 17.2 Hz, 4H), 3.76 (s, 1H), 2.97 -
2.84 (m, 1H), 2.60 (d, J = 17.3 Hz, 1H), 2.44 - 2.32 (m, 1H), 2.32 - 2.15 (m, 2H), 2.04 - 1.95 (m,

1H), 1.53 - 1.18 (m, 12H), 1.04 (d, J = 6.9 Hz, 1H), 0.83 (t, /= 7.1 Hz, 3H), 0.78 (d, J = 6.6 Hz,
2H).

seiEf] 122 (5-98)

(18, 28) -2- ((2- (2,6-—FAIRNE-3-FL) -1-EAR T MIWemk-5-38) HH) FHBEE)
Hoi) FEFHBMT

Boc

OYNH m {%
Boc Boc
DIPEA, HATU, NH
DMF rt, 2h
OH + H2N

123

AW 123 $ MBSt 1 26 F26 IR 4% - MS(m/z): 399.2 [M-100]"; '"H NMR (400 MHz,
DMSO-dy) 610.95 (s, 1H), 8.05 (s, 1H), 7.63 (d, J = 7.8 Hz, 1H), 7.51 - 7.32 (m, 2H), 6.53 (d, J =
8.3 Hz, 1H), 5.10 (dd, J = 13.2, 5.0 Hz, 1H), 4.54 - 424 (m, 4H), 3.42 (d, J = 7.8 Hz, 1H), 3.04 -
2.82 (m, 1H), 2.60 (d, J = 16.9 Hz, 1H), 2.41 - 2.29 (m, 1H), 2.22 (t, J = 9.7 Hz, 1H), 2.03 - 1.96

(m, 1H), 1.79 (dd, J = 28.9, 11.2 Hz, 2H), 1.64 (s, 2H), 1.51 - 1.40 (m, 1H), 1.34 (s, 9H), 1.29 -
1.07 (m, 4H).

SERER] 123 (5-99)

(1-FFR3E-3- ((2- (2,6- —~FARIRDE-3-8) -1-FARRIGWRmk-5-5) LD &I -3-K
RAZE) FHFRBT B

O
N 4§;N>HZ
O

Boc 124

0
DIPEA, HATU, o K N 0
NH
_ DM 2h
Boc\ * HLN o

Boc/NH

124

1AW 124 ¥ B S2RB)] 1 25 F 28 IR 4% - MS(m/z): 413.2[M-100]";'H NMR (400 MHz,
DMSO-ds) 610.96 (s, 1H), 8.36 (t, J = 5.6 Hz, 1H), 7.64 (d, J = 7.8 Hz, 1H), 7.53 - 7.32 (m, 2H),
6.63 (d, J=9.3 Hz, 1H), 5.10 (dd, J = 13.3, 5.1 Hz, 1H), 4.48 - 4.28 (m, 4H), 3.74 (dd, J = 14 .4,
7.5 Hz, 1H), 2.97 - 2.85 (m, 1H), 2.60 (d, J = 17.2 Hz, 1H), 2.39 (ddd, J = 27.3, 13.7, 4.8 Hz, 1H),
2.32-2.21 (m, 2H), 2.08 - 1.95 (m, 1H), 1.55 (d, J = 4.7 Hz, 5H), 1.47 - 1.38 (m, 3H), 1.35 (s, 9H),
1.21-1.11 (m, 1H).
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SEHE] 124 (6-01)
(AA8) -2- (((2- (2,6-—FAIRIE-3-5) -1-FACAMIWRME-5-25) FHED &) 2-8 M
1A 2B BEFR- B -SRI LT

SN
XL P
2 ’?\IH H\/(j:K/N °
(S) NH
o) (6]
125

o SN
OO\ NH2 DIPEA, DCM, it, 2h j\ O
0 + N H N O @ NH
P ©/(3)\n/ NH N N o}
o ¢l o 0 m NH
o o

1 &) 125 RS2 11 55 28 7] % - MS(m/z):  521.3 [M+H]"; 'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.79 (s, 1H), 7.85 (s, 1H), 7.60 (d, J= 7.7 Hz, 1H), 7.44 (d, J = 7.5 Hz,
2H), 7.37 — 7.25 (m, 5H), 5.25 (d, J= 7.8 Hz, 1H), 5.17 — 5.05 (m, 2H), 4.42 — 4.18 (m, 3H), 3.82
—3.60 (m, SH), 2.98 — 2.85 (m, 1H), 2.59 (d, J = 18.3 Hz, 1H), 2.47 — 2.34 (m, 1H), 2.10 (s, 1H),
2.03 — 1.93 (m, 1H), 1.86 (s, 1H)

SRR 125 (6-02)
((18) 2 (((2- (2,6-FAARIRNE-3-2E) -1 FMIVEIE-5-J6) HIHE ZJE) 2-%48
LR OHL) SRR BB

X P
O 'NH
R H\/©:‘</N ©
(s) NH
o) (0]
126

0 .
o o)
DIPEA, DCM, rt, 2h
O ey OO 2
A m NH N N o)
ol 5 o m NH
5 o)

1AW 126 F B S2itB] 11 55 25 Ik 45 . MS(m/z):  533.3 [M+H]";'H NMR (400 MHz,
DMSO-ds) 610.98 (s, 1H), 8.76 (s, 1H), 7.60 (d, J = 7.9 Hz, 1H), 7.44 (d, J = 7.0 Hz, 2H), 7.39 —
7.22 (m, SH), 5.25 (s, 1H), 5.09 (dd, J = 13.1, 4.8 Hz, 1H), 4.50 (s, 1H), 4.41 — 4.19 (m, 4H), 2.96
—2.85 (m, 1H), 2.59 (d, J = 17.5 Hz, 1H), 2.40 (d, J = 12.8 Hz, 1H), 2.00 (s, 1H), 1.80 (s, 2H),
1.67 (s, 2H), 1.47 (s, 1H), 1.40 — 1.12 (m, 6H)

SeHEf 126 (6-03)
((18) -2- (((2- (2,6-FAMIRNE-3-F5) -1-FACTIIMRME-5-28) HIL) &AL -2-%4K
S-RIR OH) AR v A R

L
X P
O” 'NH
: H\/E:d'\l ©
(S) NH
0 (0]
127

L (
NH DIPEA, DCM, 1t, 2h
A O] NH Sy N o
cl 0 0 NH

O
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1A 127 B St 11 55 25 Ik 45 . MS(m/z):  535.3 [M+H]";'H NMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.79 (t, J = 6.1 Hz, 1H), 7.60 (d, J = 7.8 Hz, 1H), 7.45 (d, J=7.1 Hz,
2H), 7.38 — 7.23 (m, 6H), 5.26 (d, J = 5.7 Hz, 1H), 5.09 (dd, J = 13.4, 5.1 Hz, 1H), 4.70 (dq, J =
8.7, 4.2 Hz, 1H), 4.45 — 4.14 (m, 4H), 3.86 — 3.75 (m, 2H), 3.48 — 3.39 (m, 2H), 2.98 — 2.84 (m,
1H), 2.59 (d, J=17.6 Hz, 1H), 2.41 (td, J = 13.2, 4.5 Hz, 1H), 2.04 — 1.93 (m, 1H), 1.89 — 1.75 (m,
2H), 1.60 — 1.41 (m, 2H).

SEHER] 127 (4-175b)

((18) -2- ((2- (2,6-=FMIRDE-3-F) -1-FAFRHIRIK-5-5) FE) &) -2-8/MK-1-
KZE) BEPR-(-)- AR

o
DIPEA, DCM, rt, 2h 0
" * TNHQ H\/©:/I<N 0 )\ P
K ‘0 S) NH 0] NH H N o
PN 0 o AN
0~ Cl (S) NH

& 128 #2 RSB 11 255 =28 71 4% - MS(m/z): 589.0 [M+H]+ IHNMR (400 MHz,
DMSO-ds) 610.99 (s, 1H), 8.75 (s, 1H), 7.70 — 7.55 (m, 2H), 7.45 (d, J = 7.1 Hz, 2H), 7.31 (dq, J =
22.5,8.6, 7.7 Hz, 5H), 5.28 (d, J = 5.4 Hz, 1H), 5.10 (dd, J = 13.4, 5.1 Hz, 1H), 4.43 (s, 1H), 4.35
(d, J=17.9 Hz, 3H), 422 (d, J= 17.0 Hz, 1H), 2.91 (ddd, J = 17.8, 13.6, 5.2 Hz, 1H), 2.59 (d, J =
17.8 Hz, 1H), 2.39 (qd, J = 14.4, 13.8, 5.0 Hz, 1H), 2.04 — 1.88 (m, 2H), 1.83 (d, /= 12.1 Hz, 1H),
1.62 (s, 2H), 1.42 (d, J= 6.8 Hz, 1H), 1.34 — 1.27 (m, 1H), 1.07 — 0.58 (m, 12H).

SEitf 128 (5-17b)
(C18) -1- (2-GHH) 2= ((2- ((S) -2,6- " ARWRNE-3-FL) -1-Z4% W[ WEmpk-5-5L)
3L &R 2-84RaH) AW IEUT S

S .
NH
NH
" H\/@:«/N"' ® =0
N
®
l©
129

St = S oty @gmmzf

%/\% 129 HSLfitif 47 4 SFC %Fséj\ﬁiu ee=99%. MS(m/z): 586.3 [M+H]"; 'H NMR
(400 MHz, Chloroform-d) 6 7.92 (s, 1H), 7.76 (d, J = 7.7 Hz, 1H), 7.42 (ddd, J = 15.2, 7.6, 2.3 Hz,
2H), 7.30 (ddd, J= 6.9, 4.5, 2.0 Hz, 2H), 7.24 (s, 2H), 6.43 (s, 1H), 5.95 (s, 1H), 5.70 (s, 1H), 5.20
(dd, J=13.3, 5.1 Hz, 1H), 4.53 (d, /= 5.9 Hz, 2H), 4.42 (d, J = 15.9 Hz, 1H), 4.26 (d, /= 16.1 Hz,
1H), 2.97 — 2.78 (m, 2H), 2.42 — 2.29 (m, 1H), 2.25 — 2.16 (m, 1H), 1.42 (s, 9H).

JAH 1. Western blot Frl4LE&Yl&ME GSPT1 & B K&
gHfRE: Jeko-1 4HBUAEH S 20% i 4 L7 1Y RPMI1640 £57%3ET 37°C. 5% CO,. YA
WBIENE B N R 77
WHE DMSO XA, Mt aY GRIEW TR, ALTE 24 /NSFUCER A0 Mo f in N Titve 1)
89—
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AN, VK LCE 10 min, $REAIMLEE A, BCA EEEAWRE I eaE. Wl
Hlfkes EARES HUK, SRJGEERE, M1, B 1:500-5000 LLBIRERE—HT, WO AERRE G
—#id, 4°C W E IR . EUeih, HHAW 1:10000-20000 Rk —#i, KIS RAARTRG K
—Hith, =IEEE 45 8. E¥c)S, fE ODYSSEY (Li-COR) A4 . L GAPDH
SIS PSR

i ] Tmage J A3 5 2 HEAT I BE o0, THEAL S Y% AR GSPT1 & A PR AR 2 .

ZiRBoR, KR EYIXT Teko-1 iU GSPT1 & A HA B &K HMETE, 2R
2

1. KRPAYINT Teko-1 ZHi T GSPT1 25 [ 1K) P AR

WEgH S GSPT1 BEfiEZ (%) | HaHhT GSPT1 F#fif % (%)
100 nM 10 uM 100 nM 10 uM
M1
4-176 35 53 4-186 26 56
5-82 29.8 74.8 4-87-2 21 15
M1
4-138 31 88 4-160 96 89
4-87 89 93 4-159 93 99
4-175 93 90 4-139 98 97
4-184 21 85 4-199 14 81
4-123 79.9 92.7 5-57 75 98.1
5-56 18.8 84.1 4-133 79 86
4-136 82 97 5-5 100 100
4-200 99 100 5-17 942 95.6
4-150 90 99 5-7 94 100
4-152 93 82 4-151 77 95
4-166 82 93 5-29 70 97
5-30 59 93 5-31 84 99
4-135 80 93 5-36 97 97
1-89 97.8 98.7 5-76 65.2 84.6
5-50 949 96.9
4 1
4-131 96 97 4-171 29 88
4-188 32 63 5-10 73 90
5-11 17 77 5-12 18 71
5-23 28 93 5-25 58 96
5-26 33 98 5-33 52 80
5-41 96.9 96.7 5-52 38.1 92.7
5-83 26.1 912 5-85 85.1 93.9
5-59 36 93.7 5-95 16 70
5-3 76 49 5-9 45 93
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H IV
4-130 51 94 5-97 97 98
5-99 98 99
HvV
5-39 65.2 85.8
5-37 97.8 99.5 5-22 77.7 95.7
4-132 93 9 5-43 11.6 87.9
5-46 90.6 93.6 5-54 413 87.1
5-83 96.2 95.5 5-84 527 82.7
5-92 79 97 5-93 99 100
5-94 85 95

2. KR AYINT Teko-1 ZHi T GSPT1 25 [ 1K) P AR
&g GSPT1 B#fif% (%) | AR GSPT1 PR (%)

10 nM 1 uM 10 nM 1 uM

6-01 10 68 6-02 95 9
6-03 28 90 4-175b 98 99
5-17b 57 100 4-108 10 95

TR 2 CTG 24 T AL S W% HNT-34 5% HL-60 4H i 16 78 ey 4016 /E FH

Sl b

H{ HNT-34 8% HL-60 U5 72 T & 20%M6 2 M5 1 RPMI1640 £ 7238, 00T 96 L
B, 1x 10 4Hf/AL, BT 37°C, 5%CO, ks . ARk &G, Bk 72 /Nit. BEG
IMNEER CTG R, W& AGE, THEHH=E,

SEIGEE R L, ARRHAAY A A B E K PT HL-60 B HNT-34 21 fo 385875 M .
3. ARBAYAT HL-60 BX HNT-34 41 [ 38058 f 304 5% 1

amms | SRR IComM) [ AR S | AREEHIH] ICsnM)
HIL-60 HNT-34 HIL-60 HNT-34

ZRT

4-151 11.6 7.8 4-136 / 3.6

5-17 42 3.2 1-89 5.0 38

4-123 28.9 269 5-50 6.9 5.8

5-31 12.5 6.6 4-152 79 6.6

4-200 8.3 3.2 5-56 25.8 18.0

4-150 9.2 6.5 5-57 15.0 7.5

5-7 12.4 8.7 4-135 14.3 6.2

4-166 12.8 11.3 4-133 14.3 3.2

5-17b 4.6 /

7 111
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5-33 354 327 5-10 377 369
Hiv

597 11.0 6.9

Hv

5-22 18.6 213 592 252 252
5-94 12.8 7.4 5-46 8.3 3.7

JEB 3 CCKS LRI A A 45 Teko-1 2 o34 5 (1) 011l 4 FH

SEER IR

AU 7R: % Jeko-1 4UfEdE (AMKEREANM) R T5F L0%IR MG 1% 7 & -5
F ) RPMI-1640 584 aidtd, T-37°C. 5% CO, MUANEE & AF NI 2/ B 77

NN B T3 B K Jeko-1 41, B0 5, MINIE & 5841 77 AR A3 B ai iy
TRE, RAMERF R T, BEdl A 1. 5X10° A /mL 4k, LARESL 100 L
AN B VAT 96 LR, BT CO4NMuls F=FEE 7% 24h.

Mg 2. BTt R A G, BlEk 2.5 uM B, % 1 B, B
25 u L etk &Y, 15, BT COAMudsFRsrh, 4REiH9% 72h,

CCK-8 #rill: 2525 72h Ji5, HFFLINN 10%CCK-8 ¥, BT CO,AMpuIs#a4a+, W E 1-4h.
K HEEFRAC T 450nm I E &AL .«

41 Hu S A A 2 T 5

AT PIHI R (%) = [(Ac-As)/ (Ac-Ab) ]X100%

As: SEGFLOBIE (Fgiffu. FroRAk. CCK-8 AW

Ac: WTHEALMBOLIE (&, K575k, CCK-8 ¥R, AE&Y)

Ab: ZASLBOLIE (7RI, CCK-8 B, A S, Z9)

SEEREE R L, ARHNAEYEA BT Jeko-1 I My A HE & 1.

x4 KRS Teko-1 2 IG5 R4 5 1

Wods | ARG ICs(mM) | AHS | AUMIEIEATH] ICs(nM)
4151 13 4152 0.7

517 0.1 541 0.04

487 0.2 537 0.6

5.22 0.6 546 0.2

5.5 0.2 4-159 0.02

5-36 1.0 4175 0.03

4-150 3.9

TRB] 4 LEVIXT MV-4-11 Sz FREEBIEN

SEG TR RN SE AN (1 R AN MV-4-11, 4% SCID /MR N R ARl i
UL WA, BHEEY) (IV: 2mg/kg, Day 0-12; IP: 20mg/kg, Dayl13-26) 41, 5-17
A15-22 (IV: 0.5mg/kg, Day 0-12; IP: 10mg/kg, Dayl3-26), &4 5 K, K1k, W&
527 RGBT, TFEIRFR. HRE 0 = [ (EEAR R4 4 AURARRY /A
JREARAR] X 100%

SRR AR RR, AR VMGG EA B2E AR N SO S
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ey R R (%)
>17 99.6
>22 99.8
SliEn 283
B AR
P Jf? ““““““ \
N;%&ngxgv
E il )

AR BN 53R DL, 3R 88 Sty 22 SEBA R B I BAR St o], it £ 52
Bz, AT B A BRI Xt AR SRS, i A B A I B RS AR
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M B R B

LR Rt T EREA e, SROLE TR I Eh, VA, ST S
R4 H v
)

Hr,

Ry N NRiR; B ORy;

RiEH: & Crglidh. Coglidh. CogMIh. CooPhkik. 3-2 8-Juadfdt, J5i. M
A7 HEs

RyIEH: & Ciglidh. Coglfidh. CoghIL, Cyo kit 3-2 8-Ju4M 3k, JHik, ¢
F53. (CHp).C(O)Rs. C(O)CHRg)Rs. C(O)CHRg),ORs+ S(O)Rs. C(O)C(O)Rs; Hir, &
Rs % HMSIHIEH: & Crsfidh. CosMih. Cog bk, CoaIhlidt. 3-% 8- JUAMSE.
By ART7HEE NRRs: Ry : &L Crsfiidk, ReliH: A, Crshidk. Crslidk. Cog bk,
Crao MhGEdE. 3-2 8-JUMRFAIE, J7dk. o7 dk. BedEpRIL. BefARpRIE, Bl R, M Re RN
Iy B RS HIIHIEH: & Crebidh. CogMidh. Coghidh. Cig3pbrth. 3-% 8- L4
L A FOAHE, Ko BAMAIHN 0 5E 1

R3IEH: Crghidk. Coglidh. CogBAE, CopoFLisE. 3-8 8-JUARM AL, J7hk, JRJ7 A,
C(O)Rg; Hf, RolEH: Crgkidk. Coglidh. CogFh, CigFibidl. 3-% 8-JuiIffh, 7
B AO7HE &L B, Ro M Ry RIS

RyiEH: & Crg ki, Coglidh. Cog I, Coo ki, 3-2 8-Juadfdt, J5k. M
HI7HE; B, Ry M Ry IEEIALE N AERARI R 1-3 DNEUCEERCHT 3-20 JTiIFF, H]
LA, AR R BRI

Forr, S BIRBEE . MiBh, PR, BRLedk. JNIEE. J7 R, AIROTRAT U H A% H
ST 1-3 DEURIERAR, IR REBUREE S AAZHN K2 . CrabidE. CogJiidk. Cou bl
By CasFhlidt, 3-% 8- uRMAE, J72E. AO7HE. B R Cly bidE (=T E). S
UL, GiRAE. BRAURERIE. ONL R, k. BUNO;

mﬁ'\jO\ lﬁZ;

mzﬁ'\j O\ lﬁZ;

mgﬁ'\jO\ lﬁZ;

my N 0. 188 2,

2 GBCRIEER 1 BTk A&, B2 Bl . ey, s IR AR,
HARIESE T,

ml?"jo’ mz?"jo: #EHB?"UO; EZ%

ml?"j 1 Eiz’ mz?"jo: #EHB?"UO; EZ%

m N0, mN 182, HH mlo; BHE

m; N0, my 0, JFH my 182,

3. WIRMEER 1 TR Mk a), BOLEG e BRI ER . WA, B ST AR Al 4,
HAFHEE T, Fridbe & 50 U k.

D

94
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o
1\NW NH
o
R, ) o
Re™ ™ i

4. WUBUREER 1 BTk Bt &4, BRI T2 (8, 3Ry, BOSAR F R AA,
HAFIEAE T, Pridtb &t b 1 PR:

O
R R N o]
OJ)\N o 5 Hv©i< ﬁ
‘R1 ) O ©
Ry ™ A1

Hrb, RyiH: Crgliidh. Coglidh. Cogbidk. CigPhlilh. 3-8 8-JUAHM AL, J7 A,
HTiHE. ORys H, RpikH: Ciskifh. Coslidh. CoshiEh, CisHibitk. 3-2 8-J0kH
SN R N Y

Horb, &4 BREpeAE, fde, JIE BRbeEE. IR, O MO R H & H
ST HLRE 1-3 NEUREEIUR, PR BRI & BB O K 2 Cra idE . Cou i, Cou b
Hy Cas Mipidh, 3-8 8-Jude Ak, J52E. 05 ON. Bfk. &, BUNO;.
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