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J IM-111
IM-4C5 Bn” IM-111a IM-1116

B IM-111a &K

# IM-40b (1 g), M-1d(1.15 @) ¥&T 20 mL dioxane/H>O(4/1),fH4¥ N Pd(PPhs)s (145
m@)MIBERRER (1.07 g) U EH, £ 90 °C Fhn#k el sid i’ . LC-MS R 5l i 2
e, A HFS MR SN EA ZEEL, ATV, TR ke, MBI,
IR AR A Sh AT R T 2iAE, 157 i 1.2 g LCMS (ESI) m/z: [M+1]=637.3.
WIE—. IM-111b 4%

# IM-111a (500 mg)#-T- 20 mL Rz, fIA 100 mg PA/C, BMEAS 3 K, FEX
NIE R . e, WARUER, ML 190 mg, R&E4ith, BEEHT F—3. LCMS (ESI) m/z:
[M+1]=431.1.

SB=. IM-111 &R
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# IM-111b(120 mg)¥& T 2 mL —& ke, HUKAARE, MA0SmL =®m4M, =
TR 1 /NG, RG4S K i, R&gif, BHEMH T ~F—23 . LCMS (ESI) m/z: [M+1]=331.1.

FRRAR TM-112 3] TM-180 -4 k: SRR TM-112 B TM-180 45 7 32K LT Hh R4k
IM-111 f)#l 4, 03k 4 PioR.
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IM-181a IM-181b IM-181d IM-181

W—: HEE IM-181b HE &

% IM-181a(2 g), MEFE(1.3 g), MRREM(1.3 @8 T 15 mL —4& N3 F, MA
Boc0(2.6 g)o JNEE, RIMINHZ 60 °C, [ 3 /Mo F RPN 45 mL /K, #h
P& VEUTH AV RN IR, IR R, TR, 15 1.85 g I ElE 1A . LCMS (ESI) m/z: [M+1]
=248.1,

AR AR IM-181d 5 L

# IM-181¢(1.56 g, il 4 J7 ¥ H W02020/264499), IM-181b(1.25 g), Cs2C0O5(3.60 g),
Xantphos(532 mg)4} X T 20 mL 53, EESIRIT T, JIA Pda(dba)s (421 mg), &
SEWSNAR RS, ERSRY I BT 80 °C [ 72 /NI o T ONR FFIIA 20 mL
THENEN, BASRUISE, R g, KRG, BERRZFENTTS 320 mg
HAR=4. LCMS (ESI) m/z: [M+1] = 506.2,

HIR=: HlEE IM-181 BIE R

A IM-181d (100 mg) ¥ T 3 mL DCM, ¥KKBTF, MADMP (13eq) , Hidk
3he XM SEA)E, WHRIBRERSEN PH 2] 7, 198, W, KRBT, wR4E, )2
M4 &4 IM-181(80 mg). LCMS (ESI) m/z: [M+1]= 5042,
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SOH
v /H\ rll ('N)' H2N|M1ssc Ill N
N - e =N,
T o, SO OO
o)
o % Br
Br Z DIEA, DMSO Br
IM-186a IM-186b IM-186

HE—: IM-186b 14K

H 5-IR-4-H-2-THER (15 @), —HIIRERMREL (9.86 2T 150 mL [ DMSO H7,
IAZ R OR(15.63 g),  SONIRAE 90 FERMNIE R o [N 58 iE 7K (600 mL) ks,
EA (100mL*3) ZHL, AHUAHAIEM 8K Pes, TR TR, WA T8, H=H0
gitk, (PE/DCM=5/1) BB, 18275 7.53 g LCMS (ESI) m/z: [M+1] =272.98.
LB IM-186 &

¥ IM-186b (2.5 ) ¥ T 30 mL KRR, B IM-186¢(1.43 g), B RY 80 &
SSEPY/NE fE EARFER E] 25 °C, R BRI ZT BE18(5.56 g), ZBUAULRYT 80 FE IR
I 16h, SN 5ERR G EEA LA, MK (100 mL) F#FE, EA(S0 mL*3)AHL, A HLA
WA KRR, KRBT, 98, WK, HENZML (PE/EA=1:1) 83175
45 g. LCMS (ESI) m/z: [M+1]=352.1.
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IM-191 VN\K\/EN\N ™ IM-196 D>|/N _N,
Br NS OH D D =, N "\
Br OH
o )44 IM-197 FIE %
CI‘\/“\N \(\f Nl CI)/\N N (i/ﬁ
AN SN TN N . Wan
LT .N,&r/'“f; e - HNI\VL\/N "/ "on - O,
N‘N"’ . LN;\;// 0 N N ;:\:T)\\O
IM-1€7a IM-1€7b
IM-197¢ M-197
BB~ IM-197b HIE

AGMEIE TR, 5-a]MEBE-3-FRER(1.5g, 9.20 mmol)J& T 15 mL1,4- —E A i HAS,
JIIERE (0.727 g, 9.19mmol) , BOC MREF (3.01 g,13.79 mmol) NH4HCO;(1.45 g, 18.34
mmol) SN E KB 12 he OB SERS FHREB LI U, JK¥E, 1.4-dioxane i, B
TR T EEES B, 7% 67%. LCMS (ESI) m/z: [M+1]=163.19.

W

IM-197¢ &6 1%

% IM-197b (1 g, 6.17 mmol), IM-175 (2.21 g, 5.60 mmol), Cs2CO3(4.38 g, 13.44
mmol),Xantphos(0.649 g, 1.12 mmol)¥&T 19 mL #] 1,4- 5731, 55 HSE M Pda(dba)s
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(0.513 g,0.56 mmol), Z B 5K, 100°C KN 16 ho N 585 HEME Lt a8, B
T, AR EMNgith (DCM/MeOH=100/1 to 20/1) 38| HArf ¥y, 53] 1.168 g /= fh. ;F=F
61.47%, LCMS (ESI) m/z: [M+1] = 476.49.
FE=: IM-197 14k

£ DCM (18 mL) F I ANEIES(0.434 g, 3.42 mmol), £ T-UKZEER-70 B4R,
T I DMSO(0.544 ,6.96 mmol)/DCM(1 mL)¥# ¥, i+ 0.5 hy I IM-47¢(1.1 g, 2.28 mmol)
/DCM(7 mLYER, 1+ 30 min, DIPEA(1.47 g,11.37 mmol)/DCM(2 mL) i+ 15-30 min
ZJERE LCMS e, RN SERUG K (20mL) , DCM (30mL*3) L, £ HLJE H A
B, TOKBERPIT B, 28, WA AR . B3] 1g 70, 775 93.46%. LCMS
(ESI) m/z: [M+1] =476.49.

AR TM-198 F) IM-207 B4 ;T a] 44 TM-198 3| IM-207 )1 4% 77 v 25 00T o i) 4
IM-197 B4, 1R 7 s
R WEMET KL

e S | wEYH T 4514
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& O
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) o Conro
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] A IM-208 F4 Rk
NH, Ci/\l
PN ‘/iN\\ {\2 vN\ﬂ\\ N
ANH ?\j e Bochi\’_}'NHg L\j N \\,;\,\;:f o oy J\\/’;N ~« o
j\ I - T\I R — I I ‘NBOC &N”\\/&\o

Ny v
B~ cHo N

IM-1862 IM-208a IM-208b IM-208

S IM-208a K4 &

B 5-IR-4-F-2-TE K S (35.6 ¢,143.43 mmol) , MB(50.1 g,575.06 mmol)i& T 445
mL ] DMSO 1, SRETE 80 FESRE The [ M58 Hefa 7K (890 mL) #6iFE, EA (900mL*3)
ZEAL, FHUE A KR, KM T, R, HENgid (PE/EA=10/1
to 1/4) BB, BEIF=M 35g, 7% 77.6%. LCMS (ESI) m/z: [M+1]=316.12.
LB IM-208b 4R

¥ IM-208a (7 g,22.22 mmol) VAT 231mL BISFARES, TN 4-5FEIRIE- 1- R R
THE (5.34 g,26.66 mmol) ZSARYT 80 B S S VU /NS SRR IR 1 25 °C, B In] SR
PN =T L (13.48 ,66.63 mmol), AR 80 FEBL 16ha [ 56 B i e 25 H HLiE
), 7K (200 mL) ke, EA(200 mL*3)AHL, A A AT & K Bess, oK BR4H
TFhE, WUk, Wi, HEPraiil (PE/EA=10:1 to PE/EA=5/1) A2FIF= i 10 g7 3% 96.7%.
LCMS (ESI) m/z: [M+1] = 467.29.
SR =: IM-208 &K

# IM-208b (2 g, 4.30 mmol), MLMEFE[1, 5-a] % I -3- B Bk % (0.77g,4.75mmol) ,
Cs2C03(3.36 g,10.3 lmmol), Xantphos(0.50 g,0.864 mmol)# T 20 mL1,4- 573, 5 Jr PR
M Pda(dba)3(0.39 g,0.426 mmol), ETEH 5 IR, SMBAE 100 °C JBL 16 ho S 58 )5
Mk s, et HEMNgith (DCM/MeOH=100:1 to DCM/MeOH=40:1) 7537 ¥
156 mg,7" &4 6.8%. LCMS (ESI) m/z: [M+1] = 547.63,

A TM-209 31 IM-212 B4R IR TM-209 3 212 (545 75 132500 T 1] {4 TM-208
4, R 8 Fizn.
R 8 WEMT KL

wEYH S 4t e EHR S g
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: |
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IM-210 N HNﬁ/ _CNBOC M2l N 3 N N oc

N N

R IM-213 B4 %

Me Ve ACOH, H,SO;
NaNO,, KI N Pd(PPhs)s, ZN(CN), NG : A ot
Ry rra— Tl —
,CO- N H,0
LJ\NO H,S04. H,0 7 o, Na,CO-, DMF 7 No, 2 NO,
al cl
IM-213a IM-213 IM-213¢ IM-213d
Rr \
socl, " ‘ﬁ ’fe NBS, AIBN o - HO/“‘< b=NH, N0,
 MEn RS _ Me., )J\ P e vl SN | V) /\ NO,
| 0 VAR \ - —_— \_N
MeOH A MeCN T‘VL TEA MeOH ~ HO /] / NS
T No; Z N0, 4
cl L
IM-213e IM-213g IM-213

IM-213f

HER—: HEE IM-213b (4%

B 5-E-2-H F-4-RYER AL (10 g, 53.6 mmol) AIRRERH (3 M, 100mL) BT 0°C
PRGBS, ZABRM CRE) 1 /N TAERREH (3.70 g, 53.6 mmol) KKK (10 mL).
TN e B FE UK A AR EE 10 4088, IDABULAT (10.7 g, 64.3 mmol) FIZKIEH . SN
FEARKR 0 CCORIB A | /NI SR T2 20 25 °C, F R 25 °CRERdiHE | /M, TLC
Bl R B sE 4. RPREYIFIK (500 mL) Fiks, LBRZEE (3 X200 mL) ZEHL =K.
EIHANE, WAEAERES, KB T, g, FRRE. RN Ca
Tk LB AT 1:0 2 100: 1) 2 S a2 i @ A 1-50-5-M-4- AL 2- R (11.6
g, FPE 72% ) o 'HNMR (400 MHz, DMSO-d6) & 8.24 (s, 1H), 8.04 (s, 1H), 2.43 (s, 3H).
HTE . Ak IM-213¢ BIE K

 1-&-5-M-4- IR 2- RS 3L (11.6 g, 39.2 mmol) Y& T DMF AW (80 mL) , A
DU = AR HEJ4T (4.53 g, 3.92 mmol) FIFRERSH (8.31 g, 78.4 mmol) Ji7, NG4S E K (2.76
g,23.5mmol) , HHFEA, BEALE=IK. BRI FMT, 50 °CHitE 24 /M, TLC M
WM TE4 . RMEEPHIZK (500 mL) #ikE, ZBRABE (3X300mL) FER=X. &
HANE, MAMEERTES, oK T, T3, Rk . EREEN A
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MK LB AT 1:0 2 80: 1) At &R BT ERE R 5-5-2- I H-4-TE R G (5.99
g, F7Z 78% ) . 'HNMR (400 MHz, CDCl3) & 7.82-7.79 (m, 2H), 2.64 (s, 3H).
W= PE{E IM-213d KI5

K 5-F-2-H A EIRFE (1 g, S mmol) & FVKESIRIAM (10mL) , HIAZK (10
mL) FRBES (10 mL) JEIIFAZR 120 °CRMEH, TLC Ml R M 564 5 1k R M. &
ROREYIREREEREHK (100 mL) #iks, BEENH, i tme ko abE s s-&
2-FRA-THHE RS (0.86g, 7% 80% ) . 'HNMR (400MHz, CDCls) § 8.22 (1H), 7.76
(s, 1H), 2.70 (s, 3H).
AERIY: HE R TM-213e 6 R

1 5-G-2-F 4T ROE I RE (0.90 g, 4.15 mmol) VAT HEEAEM (10 mL) , 22187
ORI EALEIGAER (0.3 mL, 4.15 mmol) JE MFRE 80 °Clalfd B, TLC M
MR 5E 2 AP b [N o e BORAIRE 2808, AT RAEIMAZE R (10 mL) &M
FHEREANE (20 mL) , &4 (3XS0mL) W=, &HEIZE, WMt
PAVEWBRES, TOKERBRIN TR, 8, KA. TERAE R AT 24 AR Bk U i 5
2-H AT E R H R HR (0.84 g, 773 87%) . 'H NMR (400 MHz, CDCT3): § 8.08 (s, 1H),
7.73 (s, 1H), 3.95 (s, 3H), 2.64 (s, 3H).
AT HE R IM-2131 B R

1 5-G-2-F 4T ORI RR S (3.1 g, 13.5 mmol) T ZIBEI (60 mL) , JIA
NBS (2.88 g, 16.2 mmol) F1 AIBN (0.11 g, 0.68 mmol) J5, ZSARHT, INFAZE 70 °Clali
16 /NS, TLC WMl e By 56 42 JE A5 b S8 e ISR SRR 7810, AT EAEMAN R
fig (100 mL) K7k (100mL) , ZBERZME (3 X 100mL) FEE=. &IHHZ, HWAh
SULBNATR B, TOKBRREN T, 98, JRRMAE . REARE ST A0 B G 4 2-
TR IE- S-S 4-TH R R RS IS (3.80 g, 73 91%) . 'H NMR (400MHz, CDCl3) 8 8.15 (s,
1H), 7.99 (s, 1H), 4.92 (s, 2H), 4.01 (s,3H).
HHESS: PR IM-213g BIA L

A 2-U RS-SR4 TS FE R R PP S (3.1 g, 13.5 mmol) 35T FREEVATR (40 mL) , I
AN 4-BEIFE) HFEE (201 g 15.6 mmol) J&, MMA=ZIEHET (3.61 mL, 25.9 mmol)
SR, INEE 80 °CIHEIY 16 /NKF, TLC WIS N 524 JR 5 1E RS o e R VR A5 Wk i
TR, BT HA G E e B 2 AR (2.40 g, 725 57% ). 'H NMR (400 MHz,
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CDCls) § 8.01 (s, 1H), 7.91 (s, 1H), 4.4 (s, 2H), 4.25 (tt, J= 3.6, 12.1 Hz, 1H), 3.53 (d, J= 6.2
Hz, 2H), 2.01-1.93 (m, 4H), 1.62-1.55 (m, 2H), 1.55-1.49 (m, 1H), 1.46 (s, 1H), 1.28-1.17 (m,
2H).

S PR IM-213 A &
# IM-213g(4.5 g), —FHAILFL(7.2 mL){&ET 45 mL DMSO, T SNk A N W bk

(2.42mL), JN#E 90°C, I 12 /M. [\ RBZEH I 150 mL 7K, R ZB2 LB A8,
WERAYUZ, MEkAKGE, MMEIIRER, TKMBRIT B, WUREA . B H &R
JEHHPE/EA = 1/1), 18 3.3 g. LCMS (ESI) m/z: [M+1]=376.2.

] A IM-214 2] IM-220 F4 B 7 A4 IM-214 £ 220 B4 07 32500 T P Ak IM-213
M, TR 9 FiR.

R LEWG S KA

a5 gt WEWGR S gk

IM-214 t;j:@do,q@..,/w IM-218 K;:]@:/«N—CNBOC
IM-215 ;““N]@;‘?N@,.”/OH IM-219 QQ{NCNBOC
IM-216 QE“]@{N@\PH M-220 /L:@N—CNBOC
IM-217 CL?;]@/ENCNBOC

o] A IM-221 940K

o
Ho< N, YN Yy
= N N‘Z/N
S N \ Ty
N 0. F\;N O ‘\/N
~_NO. e NH M-197a
N ST 2 . Ve S o ~_NH
o { /\F-N%I\/I N " (= /‘EV//LNA\ . “‘<m><N/.~]A\I,NH ., <h>*-Ni ]A:I
1 N Il L nd Ay O TNy
s L_b 0 J ) i L4
o N
IM-221 IM-221a ~
IM-221b m-221

S AR IM-221a B4 Ak
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#H IM-221(5 g)¥& T 50 mL MeOH/H,O(4/1), FZEIINEM (7.4 g MEMH(T7.1 g), 1
70 °C T B, [ 4 /N LC-MS el ok i B 56 B o 4% S e Tk e -l ik,
JEVEF DCM/MeOH (10/ )M S, WERIEM, WURIRYT, AR H DCM ZEHL. Yitfk
AN, WA KRS, MRS, RGN 4 g0 R&glith, EEHTT—
F o LCMS (ESI) m/z: [M+1] = 346.2,
AT R IM-221b FIE K

IM-197a (2.36 @)% T 30 mL Z 5, IMANZEHZEKM(3.57 g), BEIZE 0°C, MA
TCFH(4.26 g), ##E 10 min, MIA IM-209a (5.00 g). MNHE)G, RMNAEFE NN 2h, I
IKERIRR . ZZBRAPIER, LB OTRER. WEANZ, HIOKMBRMNTR, BUEK
o BARMARZEN S EAE Hisb &Y IM-221b6(700 mg). LCMS (ESI) m/z: [M+1] =
491.24.
B PER IM-221 196 Rk

IM-221 il & 77 LTl & b a8 IM-197 #2038 = . LCMS (ESI) m/z: [M+1] =
489.24,

F ] (A IM-222 51 IM-224 (94 Be: R IRLA TM-222 31 224 146 77 12250 AP 1) 44 TM-221
I %, Ik 10 Fs.

RN WEGT 451
wEYH s 5544 th &Ym= 454
A O
GO SO
IM-222 HN IM-224 HN
7 o d °©
N‘N | N‘N \
N IN A /N

IM-223

o] A IM-225 (940K
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[o]
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S N N N
N N o M
— NH IM-197. O\vl\;’ N
~ NO S . -NH2 -197a » NH
S e N0, oo, N fl MM e
Boo ) N\\AH/ 1/ - A ). > N RoeN N \l\/\\\[ — o T
L—g NN ﬁ 4 L \/f o NN )/7/ NN \‘
o Lo ~ s ! o )
o =
M217 IM-225a o 225

W Ak 2254 IRA R

¥ IM-217(3.5 g)¥ET 50 mL MeOH/H,O(4/1), F4EINANEH; (4.4 @ FIE L8 (4.2 g),
FE 70 °C M T ENR, RBGER . LC-MS Kl 5RO 56 R o 5 e e Tk e - i ok
JEGEH DCM/MeOH (10/1)¥E RS, WEEBEH, R4, SRR DCM AEL. s
AR, MR Kb, WERGTER, BURKRGSHEMN 2.68 g RE4MN, HEMATT
—26. LCMS (ESI) m/z: [M+1]=417.2.
BB HEME 225b H)A AR

IM-197a (1.1 @)¥& T 30 mL ZJEHF, IAZUHR EKE(2.04 g), A HIZE 0°C, A
TCFH(2.27 g), ##E 10 min, I IM-225a (2.6 g). MG, SNFE 40 °C N 2h, #h
JE, JEDHMZERIKYE, ZFEVRE, T, 18775 2.6 go LCMS (ESI) m/z: [M+1] = 562.2.
A= WAk 225 BIE L

IM-225b(200 mg)¥&T 4 mL DCM /1, AH% 0°C, A 1 mL TFA. [HIEHEE 2 /)
i, LC-MS K e 57 56 58 o W 4f, TR AR E BT T —25 . LCMS (ESI) m/z: [M+1]=462.2,

] TM-226 31 IM-228 (40K : 7RI R TM-226 3] 228 [ 4% 77 3250 T Al ik TM-225
Ffl 2%, R 11 fiR.
R 11 LEWGT KRG

REE/Eas 4ty e ik
N, o M N
oo M N
IM-226 IM-228 NH
NH
O O
g N
o
o ’,/\I\N
IM-227 NH
HN
O
N
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N

CH,CN N N,
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OH 0

IM.39 IM-229

H

IM-39(170 mg)i&T 2 mL ZJi&, A IBX (208 mg), IFZE 60 °C, S 2 /M, LC-MS
BREMNSERE. AHERR, SRR, BN, REdith, BERT &N,
LCMS (ESI) m/z: [M+1] = 341.15,

A TM-230 £ IM-244 4R FRIE R TM-230 $1) 244 FI%) 4% 73252800 F Al & TM-229
il e, a0k 12 .

R 12 EDT R

&Ym= 45Ky &Ym= 45Ky

H
O

H
NYO OxN._O
IM-230 IN _ IM-238 %
L, \ . \
(o]
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0] N (0] S
v 2 O
IM-231 Nj@i’i IM-239 HN N N
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F ke °©
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Yosser
IM-237 HN 0
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] IM-245 [1E %
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o B Hn()\(/N\/OB"
i B, O IM-1d F - )

SRl CAREEE L Ee re SRV Py

F N NN

O 1 HyN o% N F

IM-245a IM-245b IM 245¢ IM-245d

HIR—: PR IM-245¢ BIA R

% IM-245a(3 g)7 T iPrOH (30 mL), JIA IM-245b (3.17 g)Jii» MM ET 80°CHi#E 1
NI, AR, B R AR R A H A B nBusP (9 mL, 36.289 mmol), 4k4E 80°CIx
[ 2he WAEEF iPrOH, A MTBT JHEF] 50 FEHI %, #4E 30min J5, EIRZEEH T
P dE 30min 5 BEREF 3 g)e LCMS (EST) m/z: [M-55] = 360.66.
SR HEA IM-245d (16 &

£ 50 mL AETER PN KON IM-245¢ (615 mg), IM-1d (616.54 mg), KsPOs  (627.19
mg) R &S /HL0 (7 mL, v/iv = 4/1), I Pd(PPhs)s (85.36 mg), BB =K, 1&
90°C R )R M4 HE 12 he LOMS B RI7RJFERMHFESE 4, t=1.96 min LMD 2] H 574 mass
fHo I H0 (ISmL)Wke MK, R B (SmL*3)ZEHL, WAAAUE, FRA &L
KB PR, e KB T, o8, WA WE. MR EmEA L

(PE/EA=3/1-1/1), 187%Hh(665 mg). LCMS (ESI) m/z: [M+H] = 627.56.

HEE= PEA IM-245¢ A K

# IM-245d(100 mg)#% T DCM/EtOH=1:1 (100 mL), MIABSEZEE (10 mg). &R
(100 mg), H# Hy =ik, 40°CMN 12h, LCMS B ERIEHEFE, t=1.35min 4102 H
PRi= 9 mass-56 HIMEH . SO RAEEELENE, MEMA DCM/MeOH=10: 1 Pk, W
W, Wi, Kadith, RBEGER TN . LCMS (ESI) m/z: [M+H] = 449.49.
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SSIRIT. AR IM-245 &k

# IM-245¢ (70 mg)#ET DCM (1 mL), FEVKKE FII TFA (0.5 mL), KR
NI RGN, R4, HEAT F—2. LCMS (ESI) m/z: [M+H] =

] {4 IM-246 3 IM-265 B4 ;5 Al TM-246 3] 265 BIH] 4% 77 32500 T (Al {4k IM-245

HH &, W 13 FioR.

PCT/CN2024/120460

349.29.

R 13U EWT R4
e ) e )
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IM-249 IM-259 ;@j\j
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H
0 NP
HNDQ/N

] IM-266 (18K
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W, Ak IM-266a 14 R

o/

o]

%Z}Z—NO‘ N

L

=
N

o
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-
o N\,(o
N
F

IM-266a

# IM-245¢ (1.9 g), 4A T % (1 g), KsPOs (1.94 @), IM-40c (0.13 @) HLT — %N
R (20 mL) T, I Cul (0.17 g 0913 mmol), FESBH=IKJETFHES] 120 [F, KV 48
AN o SRR TR e, ARSI e TR A . AT JE M 2L (PR/EA=3:1~0:1),
B ¥I(1.5 g)e LCMS (EST) m/z: [M+23] = 592.36.
IR AR IM-266 HIH R

¥ IM-266a (1.5 g), RUKIIA TFA (27 mL)F#I TfOH (2.7 mL), SR/5THEF] 70 B
B 12he S E BRI G A EERY), £ 0 BN TEA I PH £ 7-8, iR%ii /514 %
FHAG, B EA BHTFTH, HidE 0.5h )5, 38, 3EPPA 9. LCMS (EST) m/z: [M+H]

=350.29.

H A TM-267 F IM-273 894 B T E4ER IM-267 1] 273 B804 3258 a4k IM-266

&, 1 14 s,
R4 WEDG 5 I 45K

e =

a5y

a5
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IM-267 F ~ N\j IM-271 F N Nj
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OYN 0 OYN
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HNQA N F HND‘N\QF
H H
O
OYN 0 QYN
IM-269 F N IM-273 o N
HN(j N F HN, )N .
H
OYN O
IM-270 i N N
N
HNO = F
)i IM-274 B4 AL
) -
N- VN _ oS\
N Ay
| | A‘ N CIHHZN/ r\wg\’:\jN (\H
N NN — AN IM2/4c I i
) I :g\‘@> ”\OH - /\L\ A\/N-\__/ 4 T Ho. J\/\\/L/N-‘\—/' \0*8;\ HN‘?—'{ J\>;N
Br Y Br ¥ O-Si~ il ) B
- ° T c IM-274d
IM-186 IM-274a I \M-274b N -
o ~ /\HO
o | N
O o by O
o ‘k/ — HN ﬁtﬁ
AN, 7’4? N J K/jf
g

BB hAfE IM-274a KGR

IM-186 (534 g)¥%i T DMF (3000 mL), JIABKM: (154.80 g), /£ 7K ¥ i A TBSCI
(239.89 g), FEMALA . IARFRE, EA FEE. WAV, KMk, W EHKE
W, TCAKBERINT R, WURWRAE TR . B Z T4l (PE/EA=10:1~5:1)45 2™ i
(510.67 g). LCMS (ESI) m/z: [M+H] = 466.34

S hE{R IM-274b BIE K

£ 100 mL =33 B AN e M4 IM-24a (1.71 g, 2.876 mmol) A1 ¥ 71 I 7K THF
(20 mL), AHZE-75°C, FIVES 28 I n-BuLi (5.573 mL, 13.932 mmol), WL, #HiHE 1
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NI FERAARSTT, IIANFETFUK. e, EETENR R ER, SR . IMABAEL
R IR, EA ZEAG SRA VU, KEEME, WME KPR, JoKmBERMN T,
PRI T 14505 . LCMS (ESI) m/z: [M+H] = 432.18.

HEE=: AR IM-274d (156 &

IM-274b (300 mg)¥A T DMF (3 mL)*+', Ml DIEA (0.233 mL){t 0 f£ T I\ HATU
(244.57 mg), MEE, S 5-10min fi5, 3% LCMS Y, EALL M IM-274¢ (91.44 mg),
AR R TR NI WKARE, F BA ZEHG, YA, HMAERhKtg, 1K
TRIREAT 1, IR 2ifh: Wik bR, HEMNT2 (PE/EA=10:1~5:1) , 53IH
FRP“#) 150 mg. LCMS (ESI) m/z: [M+H] = 548.18.

IR Ak IM-274e BIE K

IM-274d(1 g)¥%-T CH:CN (14 mL)H, {EUK F I HF.Py (0.164 mL), F#RRNE X
% 4h. LCMS(N230736-441 1.17 min 435.24) 2R GRS N 584 . IIAMEAT NaxCOs ¥
EA ZEHG, WAERAVUM, HAMEREHoKog, JoKmERIITR, Juk, . H)2hral
b (DCM:MeOH=60:1~20:1) , f8F|F= i} 400 mg. LCMS (ESI) m/z: [M+H] = 434.66.
BT TPEAR IM-274 (4 K

IM-274e (30 mg, 0.069 mmol)¥& T DCM (1 mL), 7 ¥KKE T DMP (38.16 mg,
0.090 mmol), 5 #X I HEFE 3h JE ke, n/K#RE, DCM ZEH. SR I, 1ERIE K
Ve, TKBEREN T, R RYE TR . HENTEE (DCM:MeOH = 80:1~60:1) ,
BEFE5 11 mg. LCMS (ESI) m/z: [M+H] = 432.2.

R IM-275 B2 Rk
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.Boc
N

0 o HoN

~
/@iLO/ NBS, AIBN, /@iio /@ —CN Boc
Br ACN,N,, 70°C, 16h Br MeOH, N,
80 °C, 16h
IM-275a IM-275b IM-275¢ /©/;\

l IM-40c

@d CNH f/fi:ﬂNCNBOC

[0)

MsOH/TFA N° 0
K@\ IM-275d
IM-275 o
HIE— FAE IM-275b (14K

4 IM-275a (5 @) IMABEEAT ACN R BSEAH, I NBS(S g). AIBN(358 mg),
FERSLRIT N 70 °CIE 16 /Mo SN SER G R R, BA ZEHL, MAIERKEE, oK
Na:SOs T4, Hhing, JeT, FEEMRE: (PE-PE: EA 50:1 334 . BEHF" 3 g

B hEE IM-275¢ (A Rk

# IM-275b (2 @) IMARBIEF, MAFEER, A 1-Boc-4-ZFNRIE (1.56 g)
B AL RN TEA (1.81 mL) , ZUSUERYT R 80°CI Y 16 /NN o L ERUGIRET R E
I, EAZEEL, MATERKSE, oK NaxSO. Tk, bk, BeT, drEMAE (PE: EA=6:1-3:1
THD 8 22¢g. LCMS (ESI) m/z: [M+H] = 395.10,

HHE= IM-275d &K

# IM-275¢ (1 g)« IM-40c (0.65 g)¥5 T 5733 (10 mL), JIA Cs:C03 (2.06 g).
Xantphos (0.15 g), BE# N =K, £ NofRy A Pd(OAc)g(0.0S g), MEEH N, =
W, BN RZTT 100 CCHEBEE A . RSB ERE L IEE, W4, H A =T
waith (ZiEA W) , BAGEER 1.34 go LCMS (ESI) m/z: [M+H] = 549.53.

SERIY: IM-275 (R4

# IM-275d (100 mg)#&F TFA (1 mL), JIAFGREE (0.5 mL), 3§ KBAE 70°CRHi
P4 /hE . LCMS Bl BoRERMEEFE S A, B —E AT, AT S S AR
 pH b, T, SAE1E DCM/MeOH=10: | ¥, 08, WRIEMR. BN, K
2 aify, BEEHRN T 2. LCMS (ESI) m/z: [M+H] = 329.36.

I=z
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AR IM-276 -4 RY

O,Boc
0 0
ACN, N,, 70 °C, 16h Br “MeOH. Ny No,

80 °C, 16h

o
IM-276a IM-276b IM-276c /@A Jﬁ
N
J o O&‘\N
‘ H
IM-40c
O
HNTN \@E% @N Boc
@NH ,
MSOH/TFA
276 IM-276d

HHE] R IM-276 2% 7R LT IM-275 B % - LCMS (ESI) m/z: [M+H] = 329.37.

H ] A TM-277 4 1K
i O
N

oL Q. 5 O o,
W e N’ﬁ _' ,Nﬁ g &

—: AR IM-277b BIE K

% IM-277a(5 g). N-Boc-4-F2FENRIE(5.08 g). = A HEME(6.62 g)iAT 50 mL To/K T4
MR, VKBS, W DIAD(S mL), W, SRR KA, F8E, SN
(PE/EA = 1/1), B HIMELAEY) 4 g LCMS (EST) m/z: [M+H] = 381.06.
W PER IM-277c FIA R

4 IM-276¢ Bl IM-277b, IM-277¢ il 25 77 ¥ [F] IM-276d. LCMS (EST) m/z: [M+H] =
535.15,
HT|= PR IM-277 &K

4 IM-276d &k IM-277¢, TM-277 Il £ 77757 IM-276 . LCMS (ESI) m/z: [M+H]
=315.08.

] A IM-278 &Rk
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N
0 9 Q
N Br  NBS o N Br e NH,  BooN N
© ° ANT Br 2 N Br
e}
[ Br- E — oJi;/ —_— —_—
N
F F

F

IM-278a IM-278b \M-278¢ Il\f—278d
(¢]
H 0 7 @\\
o N P
#\) o=(
N N

N
: Y N=
ﬁ =
HN F NO/ .
Boc™

WP HE R IM-278b &k

7 250 mL FJEIHE T I R B2 ) TM-288a (10 g), NBS(9.13 g)MI¥EF] CH3CN (100 mL),
Bt S IMNCL A R (0.69g) o AU 6 h, NN 0.6 eq NBS, MbE, RBEIR, #e
A, MANTSEIWRTTHR, D98, Bk 4T, 2 H1(0-20% EA in PE),#3 HA5%(10 g)-
IR PE R IM-278c 1A Bk

£ 100 mL FEAAMR AN KR TM-288b (5 ), 4A 5T iANEF CH3CN (50 mL),
BHSIIN N-FR Rk (3,74 @) il HE 3 /N, EA ZEEL. SIFAILE, MR
Ve, MR EOKYRS, BB LUE, WR4E, AJZHT(0-10% EA in PE), 75 HFR™
Yi(3.2 g).
FTE= AR IM-278d 4K

% IM-278¢(2 g)¥AT 20 mL FFABE M 1-Boc-4-& L URIE (1.94 g),7E 80 °C "R hn#[H|
2N =T 568 (4.08 g) ,80 °C MBI . LC-MS il 5okt & R se ke, HH
W= WA e A S RLNek v 4 i IR AR Y EA ZEER, ISR MU, B AN & Eh K e i,
TREREAT 1, WORRAEER N M mEgEN it (PE/EA=20:1~10:1) 577 2.5 g.
LCMS (ESI) m/z: [M+1]=398.10.
AT R IM-278e HIE K

# IM-277b B i TM-278d, TM-278e il % 775 [7] TIM-276d . LCMS (ESI) m/z: [M+H] =
552.14.,
BRI HPER IM-278 16 Rk

# IM-277¢ Bl IM-278e, IM-278 Hill £ 77 ¥ [F] IM-276, LCMS (ESI) m/z: [M+H]
=332.16.
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AR IM-279 -4 RX

o}
Br O,N Br HoN Br Y ou Br N
2 O N —_— ) N-Boc
— — - XY
HO F HO F o) F o

HO F
IM-279e

IM-279a IM.275b IM-279¢ IM-279d l BnO\EN/\[OBn
|
X B‘/o
- o K o BnO._N._OBn M-1d G
0._N_0O |
x N
N
%N@ - \>—\_/‘N—Boc -— \>—<:/\N—Boc
N NH (®]
o] F
F 0 F

IM-279 IM-279g IM-279f

W ER IM-279b 4 Ak

# IM-279a(10 g)¥&T DCM 1, 0°C 454 10min, 25 [H HAF I 68%[¥) HNO3(6.93
mL), FIRHRFE A ABERNBLG, o KM 4h, RNE4EE DCM 2EE, TR R
T, dhuE, BT, A (PE-PE:EA =30:1) o PN TGE A,
IR HEE IM-279¢ & R

# IM-279b (5 g) ¥&T DMF 7, I 4,4<-BGMERE (0.17 g) , LA Bo(OH)s (5.7
g) » HRIZBHIG, KGR N E. SN 20min, K 5E4E G K
PRI, EA ZEEL, WAIERKYE,  TOKBREBRGIT B, ik, TR Y. =Y n2am
Ry, REdith, BEEMHT F—#. LCMS (ESI) m/z: [M+H] = 207,
HIE= PER IM-279e (K4 Kk

# IM-279¢ (4 g) A IM-279d (4.45 g) IIARBIEF, AL EBEEAFR (1),
190°C K J2 & 6h, 22 J5 H] NaOH V& Z PH=9, A WM — 4T BE (6.36 g) W 3h.
SRR EA ZHL, JoKIRERENT-1, g, 4 (PE:EA10:1-6:1) 1§ 5 ¢ Hir/"#). LCMS
(ESD) m/z: [M+H] = 399.06.
ABRIY: HE R IM-279F BO6 R

FE 25 mL BEHE I R R IM-279 e(190 mg), IM-1d (198.59 mg), KsPOs  (202.02
mg)FIEF dioxane - water =4:1 (3 mL), /5 Pd(PPhs)s (27.50 mg), JXAV 90°C, &
BEA =W, N2 R HEHE 12h LCMS F SR BRI SEHFEE 4, =2.10min & EEIE] H #5
F=¥) mass . I H0 (ISmLYFRER L, F RS (SmL*3)FEHL, AN, H
VAT b K BRI, B IO KRR AN T4, 108, IRAEFRE . R AL E kol
. (PE/EA=10/1-3/1), 187#¥J(145 mg). LCMS (ESI) m/z: [M+H] = 610.3.
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BT AR IM-279g (16 Ak

¥ IM-279f (145 mg, 0.238 mmol)# J- DCM/EtOH=1:1 (100 mL), M A Pd(OAc)2 (15
mg, 0.067 mmol). JEMEIR (145 mg, 0.033 mmol), B Hy =¥k, 40°CIN 12h, FEE -+t
RN, RIEAEH DCM/EIOH=1:1 ke, I, Wdh. 80, BEEMAT T 5.
LCMS (ESI) m/z: [M+Na] = 454.25.
WIS PEE IM-279 FI6 K

# IM-279g (40 mg)isT DCM (I mL), FEUK/KIAE R TFA (0.5 mL), KN
INE . AR SN, REZEh, BB T N —2. LCMS (ESI) m/z: [M+H] = 332.09.

N N,
vl IM-280 453k
2 \
r/\ /\‘N/‘J\ 0
AT L)
o ‘ N o~
M40 / o
BN BT KT o BN, © O30 OTN\l//J
I\T * /T‘OWNV \[/A g e A T N/ — NN
HO ) ~F~d N T\\V//’\C?—(\_/N*Boc ‘/Ioiﬁ\_/NH
M-2802 IM-279d 1M-2800
IM-280¢ IM-280

IR AR IM-280D (15 ik

HF IM-279¢ & ik IM-280a, IM-280b [ 4% 77 ¥ [7] IM-279¢ . LCMS (ESI) m/z: [M+H]
=381.01,
IR HER IM-280c K16k

# IM-280b(1 g), IM-40c(0.74 g)¥& T dioxane (10 mL), I KsPOs (1.11  g)« Cul(100
mg). (1R,2R)-(-)-N,N'- H E-1,2-38 O J]IZ(CAS: 68737-65-5, 70 mg) . 4A (500 mg),
e, BNy, ERNERET 100°CH K. RNBHATEEEE, &6, =5
i AL E MRk, 7577 5 700 mg. LCMS (ESI) m/z: [M+H] = 535.14.
HIE= PiEE IM-280 4 Kk

# IM-280¢(500 mg)¥& T TFA(5 mL)AI TfOH (0.5 mL), 2R )5 THE S 70 FEHLHE 12h.
SN B R WA S A B ki, E 0 B2 TEA I PH 2 7-8, 455 R 20ME M. B
H EA 3ETHT 3, B2~ 5. LCMS (ESI) nv/z: [M+H] = 315.10,

Al IM-281 FI& A%
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HaN [ OH N 1 I 3 N-Boc JI IWNH
N N o~y N\t
I P AN /N\V/T P J j: H N-Boc . < JkN/\// o . HNXN o~y
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o —

Sz

o7

IM-281a IM-279d IM-281b IM 281c IM-281

¥ IM-280a £k IM-281a, TM-281 B#1l 4% 7732 [F] IM-280. LCMS (EST) m/z: [M+H]
=315.13.

AR IM-282 1 TM-283 &k

0
i /\N‘J\NH
Ree /U\ A
o~ o
. ] I . . 5 0 NN
AN SN \ IM-43c o AN i L SN e
AN N AN Y L0 it /U SN NH LA Ay
J\ /;T\ e | b . b (i ———— e R N O R ! — RN T
L spe oS o N 1) N R g
o7 o7
‘ -
IN-282a 1M-282b IM-282¢ M-282
HHM l

R -N o \ e RN PN
ﬂ \1 \/LN/ Nt , A 0y L/EIN\\¥N/ \NJ'O P 0 I SN N

Ay g VAR Jo N N —_— NS -

N > NGNS —/ o<
/‘\ A : /[ L N O‘J\N”Q‘o
BnO”~ "N” "OBn o7 N0 H
M-283a H IM-283

W ik IM-282b [IA L

# IM-282a(1 g), (S)-4-N-U ] S HFE-2- F FLIRIE(0.85 g)¥& TV T 10 mL DMF v,
TN K2CO3(0.67 g), 1E 100 °CF P B 7K (50mL) ZEME AR AFR, HH EtOAc
R KBS, To/K TR AN T15, Weda lie T 7340 i - #1)2 87 (PE:EA=1:0 to PE:EA=10:1)
577 830 mg. LCMS (ESI) m/z: [M+H] = 412.13,
AERT: HEfR IM-282¢ A R

# IM-280b £ ik IM-282¢, IM-282¢ 11514 77 7% [A] IM-280¢ . LCMS (ESI) m/z: [M+H]
=566.52,
HT= Hla R IM-282 BE Rk

1 IM-282¢(80 mg)i& T 2 mLTFA:MsOH(1:2)[K)¥EW T, 70 FER RSB Wedi [ N WL
] NaOH 7K & W0H pH=7~8, %T, FLE DCM: MeOH=10:1 VA, e NIAR, T8,
WRATIEMAR T b o LCMS (ESI) m/z: [M+H] = 346.33.
ABIUENZS: HiE Ak IM-283 (A

4 IM-279¢ B4k IM-282b, IM-283 [¥)ifill & 77 7% [l IM-279. LCMS (ESI) m/z: [M+H]
=345.14,
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rh ) 28 IM-284 3] IM-289 [4 % H0 Al f& IM-284 F| 287 (1144 77 2K AT (] f& IM-282
FIHl & . FE R IM-288 FI] 289 A& J7 B LT [a] 44 TM-283 4%, W3R 15 ATw.
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th &4 E
g 45
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0)\/|
Q N N NH N\ N}_\NH
IM-285 HNXNQ:S% DC IM-288 S>_ fS—
oA PPN
H
N
ORI A
IM-286 Ao s @ IM-289 s DC
02\) 0" N0
H ] {2 IM-290 F & i
o]
el
foc.y I/j /k\\
&4 N BocN/>\\ }\Nj ‘L P
Br\TA\ CHO 11-290a \‘_)"r\{i7/\s IM-40c Q N ’N‘/x\\ (i
‘\"/INO, - \_C<Br - - Bch/j N o - HND> ‘\N";Lj NL\,)so
IM-1a IM-2500 IM-290c 1M-290

HPE—: HIE R IM-290b 16k

¥ M-1a 2 B THHAEE (20 mL), JIA TM-290a (2.07 g), FHZZ 80 B/ 2 /)
i, BFEEIIATT 2B (6.515mL), FHEZE 80 FEHPIT A, IR MG RN N, SN
MTBE #123¢, &3€, UERuEDt, 5742 g LCMS (ESI) m/z: [M+H] = 378.29,
BB F = PlEE IM-290 FIE AL

4 TM-280b &4 ik TM-290b, TM-290 il 2% 77727 TM-280. LCMS (ESI) m/z: [M+H]
=312.34.

th {2 IM-291 2] IM-299 K& a8 TM-281 1| 299 K45 7 =25 LT T a4 IM-290

HIfl &, R 16 Fs.
R 16 (g 5 a5
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LCMS (ESI) m/z: [M+H] =

iR IM-301 3] IM-308 (94 T A& IM-301 3 308 (115545 77 32400 T Al & IM-300
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H ] {4 IM-309 {47k
HN\’ N
BocN >\:(N'\\‘//\\¥ o ) h N/V 1} le]
Bre_~ 0 EocN’ﬁR/NiTA\\ S \\VN;V/,[\ P = ==l
| Boc—N )= - TN — NN N
P + / \-Br N o 8 1 ) N\ ~o [ NH
T SR it A
N"NH, r o V”go
IM-308a IM-3090 IM-308¢
IM-309d IM-309

HPR—: HER IM-309¢ K16k
# IM-309b (500 mg), IM-309a (282.5 mg)iAT EtOH (5 mL), FSE = ETHE
260 BER RO AR Wi, MR NaHCO; V. BA ZEL, AHLZ BB T 1,
W45, HENT(25% EA in PE), 7575 496 mg. LCMS (ESI) m/z: [M+H] = 380.10.
AT H = PEE IM309 HIE R
# TM-280b ¥ ik TM-309¢, TM-309 Kl £ 77 ¥ Al IM-280. LCMS (ESI) m/z: [M+H]
=314.14,
AR TM-310 2] IM-314 (4 B TP IR R IM-310 31 314 (1] 4% 7 132580 T Al ik TM-309
(il 2%, fgk 18 Fios.
R 18 LEWYT L&
a9 weaEy

4t 4t
5 5%
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IM-312 HN?""Q/ / Nl
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BocN ™™ i ~o
ocN™N RN
‘\{r: NH, O/E/TO’E\N/] U/l\\]
I H o Ny ~F N e
B -CHO IM-315a BOC’\I"“>_N'\N’j/j IM-40c © ’\L;><N'~JV]\NJEJ)\N,J/ HN\(%NNJ‘;L )OL
‘\/// “NO, \(F T F K/K\o > ¥ T\/Nt'o

IM-1a IM-3150 IM-315¢ M-315

WER—: FEE IM-315b 15 &

IM-1a(2.5 g)¥&T iPrOH (25 mL), BN IM-315a (2.66 g)J5, K ZET 80°CHtHE 2 /)
i, AR, B RN AR R AR 2 = IR nBusP (8.14 mL), 4k4E 80°C/X W 16h. R4
Z [ iPrOH (25 mL), 1 H2O (30mL) #B:, H EAQOmL*3)ZEHL, WA YA A&
FhIKBEES, TKBRER BT, WRAg PR H AT 2K ™ it « 241 JE M 204k (PE/EA=20: 1-PE/EA=S5:
1), 5774 4 5. LCMS (ESI) m/z: [M+H] = 383.98, 386.42,
HBRT: PlEfR IM-315¢ FIA Rk

IM-315b(430 mg), IM-40c (288.35 mg) ¥ T dioxane (5 mL) 7, JI A Cs:CO;
(437.54 mg). Xantphos (64.75 mg). Pd(OAc) (12.56 mg), RAEBEH=IK, 100 F N
TR S S T I U, 1,4-dioxane YEHk, BET-75KH M o A2 AT 204k (PE/EA=1:1~0:1),
A7 95100 mg). LCMS (EST) m/z: [M+H] = 538.59,
W= PE R IM-315 6B

IM-315¢ (200 mg), I TFA (2 mL)A1 TfOH (0.2 mL), 4} J5 FHE 2] 70 FEHEHE 3h.

SR E B B ARG G A3 25k, #E 0 B N A TEA i PH 3] 7-8, W% 552 M. K&
glith,, HEMT F—%. LCMS (ESI) m/z: [M+H] = 318.26.
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I

\\F ‘/\[40
IM-325 é IM-336 (} &/Q/N NH
N g
HN HN N= o)
oUN
IM-326 64 IM-337 HNW N ;\l
HN [¢] ©

k) 338 I
o’k/ “Bn H o
e BooN~ oA N H o
R & 4 e " ; 3 =~ ~ 3
N IM-1d A/o ”ﬂ \L ) L — ?L = "5 JX . =
BrJ\(YT\V//O OJ\N/LO Bn /0 \J: ,,A/‘O/ \__:N g HN‘;\ZTN,\'( 7
M2 IM-338a IM-338b 1M-338¢ T mass
—: A IM-338a (14K

IM-1a (3 g), IM-1d (6.53 g)#&T dioxane:H,0=4:1 (30 mL)"', I K3PO4(5.54 g), &
Pd(PPhs)s (0.75 g), ZUVEH: 3 G THE 90 FER M 12he JI/KFRRE, FI EA ZEEL, YA
HUAH, tAT & EhK s, JoKBRER BT, IE1FHE M 2422l (PE/EA=10:1~5:1),
B H(5.78 g) LCMS (ESI) m/z: [M+H] = 441.04.

AIR: E{E IM-338b HIE ik

IM-338a (2.5 )i T R AEE (40 mL)+, MA IM-315a (1.28 g), 80 FZ[FIVf 30min,
ZJEIMANZIE T B (15.107 mL, 60.481 mmol), 80 NG . B RBEFEIAKD, Z
M CBERERL (40mL) =K, AHHAHUE, MRS EKEes, KM 6, S, ik
T M AL ENTLILC PE/EA=S:1~1:1),757 % 1.24 g, LCMS (ESI) m/z: [M+H] = 595.63.
W= Ak IM-338¢c BIE Rk

IM-338b (500 mg) & T DCM:EtOH (500 mL)d, I AW PR (20 mg) Al S 3 40
(50 mg,), EAE W= IRIGTHIRLE 40 FE RN 48 ho Tk 1038, e T3 2179 . LCMS (ESI)
m/z: [M+H] = 417.57.

BRI hia) & IM-338 B

E 25ml [ IR SER AR 4 IM-338¢(170 mg)¥sT DCM (2 mL), 7E 0-10 & FAIA TFA
(1 mL, 13.059 mmol), KW lh. RNEEERETRSERT . BH DCM i 3 %, LR E 5
ZEACEBEER 5. LCMS (ESI) m/z: [M+H] =317.18.
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PR AR IM-349b (15 Ak

IM-186b (5.0 @) T 7 AEE (60 mL)H, HIA IM-349a (2.88 g), 80 FE[Fliit 4 h, /5
MAZIE TR (13.72mL), 80 FERMNIE R . BEEMAATHRA], K BB BEIAKH,
LR CBERERL (40 mL) =K, AIFEHUAE, R & HKEk, TOKRERM T 5, T,
JET AL o KR ERTAIL (PE/EA=5:1~0:1) 7377 i 4 g LCMS (ESI) m/z: [M+H] = 355.13.
BB F = Pk IM-349 FH K

B TM-187 FH B 3t il TM-349b, TM-349 5 % A IM-197. LCMS (ESI) m/z: [M+H] =

434,49,
N N
Hh ] £ IM-350 FE ik
o ﬁH
/\])L\/, xf ~ A
B | v]y N L/ ‘N [v/ ij g 7/\)’ Sl
jli = AN NH, IM-350¢ TN . IM-3500 (/\\/N\// N W
TN S VA ~
RN B~ \/"L L cen fi/\(\j
1M-350a IN-350b e " IM-3501
IM-350d
/=N QH
L \“j So
N
n’n | b N
AN N N
H \v\“‘r\f>“ e 1/: 0 ’j'>-~<’ﬁ>i HN’IQ/I\'/>” <D‘\ M-1578 A
PASSEN O — HNSANS OH 4\V& OBn I/ YN/\ /1
N\N«ﬁ 0 N/;:/\( e N'N//l (o] HaN N \_/ \osn
LN - N _ D
N4 IM-350 \/JN IM-350i N\ 1M-250h IM-350g

—: AR IM-350b B9E K

IM-350a (4.8 g)¥ T DMSO (48 mL), MIAZF & (48 mL)M7KEH, A DIEA
(4.030 mL), 100 FEJM 48 ho T N NIIKFR, LB OER: DUAPKR=4:1 ZE =X,
WERF N, SRR T, Jukikds. s/ ZirEait, T3 Lk
(PE/EA=10:1-PE/EA=1:1), 18/ }(1.76 g). LCMS (ESI) m/z: [M+H] =216.17.
B AR IM-350d 16k

IM-350b (670 mg)#-T- EtOH (10 mL), A IM-350c (1008.50 mg). VUEMELMS (0.026
mL, JHE 2 80° i« B S, HJZHT PE/EA=10/1-1/1, 43 HF5"#) . LCMS (ESI)
m/z: [M+H] = 442.34,
BBE= FER IM-350f (6K

IM-350d (757 mg) . IM-350¢ (0.316 mL) % T H K (8 mL), I AT B
(246.66 mg)). XantPhos (99.01 mg. BEEREE (19.21 mg), BEHES=XTHEZE 11000
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VI o TR LAy, WR4E, FEZ AT (DCM/MeOH=50/1-20/1), 757=#1(0.92 g). LCMS (ESI)
m/z: [M+H] = 543.77.
IRIY: )R TM-350g [IA K
IM-350f (920 mg)¥&-T THF/3N HCI=1/1 (10 mL), 5 iR b 7% - W4 [ S % 2= THF,
MANZRR B R B, W KA, (7 NaOH ¥& W8 5 PH 5 & 1, 4k & ff ]
DCM/MeOH=10/1 ZHL, WHEFVIM, MEHTKMEBRITE, I8, WRAeHEFHE M. &
EHT (DCM/50/1-20/1), 1877 640 mg. LCMS (ESI) m/z: [M+H] =379.33,
IR FR IM-350h K6 Rk
IM-350g (640 mg, 1.691 mmol)¥# T DCM (8 mL), JIA IM-197a (689.59 mg). M IE
(0.684 mL), FEVKELE FIMA=SAHE (0.394 mL, 4.227 mmol), LR K EBINK
K, HIDCM FEEC=9R, SEEANUH, (R JOKBBRIN B, 08, Wi, 12 0raid
(DCM/MecOH=100/1-50/1), 3= 246 mg. LCMS (ESI) m/z: [M+H] = 524.44.
WIS PIEE IM-3501 FIA Ik
IM-350h (246 mg)#-T- DCM (3 mL), EF° NMA=SWH (1.719 mL) e R+
o IS AE B R SN T K, 18 DCM/MeOH=10/1 ZEAL, [NEAEEUA T 15 4k 4L (6
M EA/THF=4/1 Z2BU=1K, Jo/KTRBREAT-1, €, We4ii o A= (DCM/MeOH=50/1-20/1),
5778 190 mg, LCMS (ESI) m/z: [M+H] = 434.41,
B PE R IM-350 FIA R
IM-350i (190 mg)#& T DCM (3 mL), fEEE TN DMP (241.66 mg), [N =/ .
SRR AT FH SR AR ER SUAVE MR B, DCM ZEEL =01, WCEEE HLAH, 44k R A & #hk ik
%, KBBR8, WeE .« 12T (DCM/MeOH=50/1-30/1), %37 100 mg, LCMS (ESI)
m/z: [M+H] = 432.47,

Rl IM-351 R4 %
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S dAER IM-351b K&K

IM-351a (3 @)% EtOH (30 mL), IIAHfiz#hi#h (1.76 g)» DIEA (3.761 mL), %
AR R FHR A 60°[HI NI A, Wi RN AEEHT (PE/EA=10/1-1/1) , 157 1.6 go
LCMS (ESI) m/z: [M+H] = 216.80, 218.80.

B F-b: R IM-351 196 %

% TM-350b ] #-4Jik IM-350b, IM-351 1)1 £ 77 VA [F] IM-350 . LCMS (EST) m/z: [M+H]

=433.34,

N N,
Hh ] R TM-352 -6 Bk
o
P P _Br
P J)K
N .Cl N N__ClI I LV/J\,O\\,.LV /hﬂ .
ol j: — L I T\ \jf o /Nf\T/NH; IM-350c f\f//N;,, N\
A o HNT TN AN a NN
M-352a IM-352b Oj\v/j IM-352¢ vaszd EHZ N
/Y ke]
/N N, IM-197b l
[N /N
| N/
/N\ y N~ n
N ~ = amat
/\\ / < H - \f//\FN an HNJQN’N[/\ < -
/T\ - NS, ,N\/”'< >—\ R — ban
o N " on N o
NN//\[/ N%\‘/{\O N
& M-352 ¢ N v-352g N/ .
%/4/

W Ak IM-352b (KA Ak

IM-352a (25 @)% T DCM (250 mL)*, 0 FEIMARER —H & (12.23 g)fl DIEA
(47484 mL), FWRXMNIH . ¥ REEAKT, DCM ZEF (10mL) =&, SIHEH
M, WA R KT, KBB4, T8, Te TR 26 g. RELML, HEHRAN
F—2. LCMS (ESI) m/z: [M+H] = 193.53,
BT R IM-352¢ BIE Rk
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IM-352b(26 g)Fl 4-F EH B (26.5mL)¥& T DMSO (400 mL)H', JIA DIEA (67.3
mL), BHFE=R 120 RN #RBBREIAKY, 8 AEFER=R, FHHE
TANF Rk PEUR, TKMBRIN TR, DuEheT . HZHait (PE/EA=10:1~2:1) , 4 15.6
g 7o 0. LCMS (EST) m/z: [M+H] = 293.96.

A= Ak IM-352d (A K

IM-352¢ (14 g)i#T TFA (11.770 mL)H, 100 FE- i . B [ S fs A7k H, TEA
WY PH 2iE, ZBRAMFR (10mL) FEH=X, HVAEEIKEE, TRREBRAT
M, dpEie . M EAAE. 246 BEA Bk EE . LCMS (ESI) m/z: [M+H] = 173.64.
PRI E] R IM-352e FOE R

IM-352d (1.5 @) f1 IM-350c (3.11 @)% T 41 (15 mL)+, JA YA (0.073 mL,
0.869 mmol), NaHCOs3(2.19 g), BE#ES=1K, 80 B MW FRMBEIANKY, &
FR 2.l (10mL) FEEL=IK, AHUHEMAT & kP, KRBT, EaEieT. 5
TIEAHME . 4 PE/EA=L:1 333 EHRYI(1.1 g)o LCMS (ESD) m/z: [M+H] =399.2.
BT PR IM-352f 16 Ak

IM-352e¢ (1.6 g), IM-197b (0.72 g), ®UT EE4H (0.54 g), BINAP (0.50 g), Pdx(dba)s (0.37
T dioxane (20 mL)H, B =IRJGFHE 110 R 12 he RV EHERLEE,
1,4-dioxane &, JETEHLN. HZM4itk (PE/EA=2:1~1:1 ¥ DCM:MEoh=80:1~40:1) .
15 3 77 ¥y 3 B E AR IM-352f (170 mg, 0.324 mmol, 8.08%). LCMS (ESI) m/z: [M+H] =
525.48,

HEINBIG: PR IM-352 G R

5 IM-350b F & # ik IM-352f, IM-352 F 1) 4% 75 ¥ 7] IM-350. LCMS (ESI) m/z: [M+H]

=43321,

UTRAEKPNEWIE K-
S —: TM-1 HIE& R
/'{)\IH
o/ﬁ H H

N O N0 —{ ©
¢ /N‘N»O ! W\/\j NaBH(OAc)

X + ZNFN
=N HNT Y 0 e NCNH :>_<

Lo

N 1M-197 IM-301

THF/DMF(4/1), rt
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IM-197(106 mg) A1 IM-301(70 mg)i& T 5 mL(THE/DMF = 4/1)F, fEUKE R, Mgk
I 100 mg 43777, DIPEA(43 mg), NaBH(OAc)x(71 mg). Z#f AL S, RN .
IKAE AT BT, g, BUHEDHAT DCM/MEOH(10: DI ki Had 38, e
eI . RS e ik, B EEMK 48.8 mg. LCMS (ESI) m/z: [M+1]=770.95.
'H NMR (600 MHz, DMSO-ds) & 10.84 (s, 1H), 10.67 (s, 1H), 9.39 (dd, J = 7.0, 1.6 Hz, 1H),
8.98 (dd, J=4.2, 1.6 Hz, 1H), 8.75 (s, IH), 8.72 (s, 1H), 8.40 (d, J= 1.0 Hz, 1H), 8.33 (d, J =
0.9 Hz, 1H), 7.63 (d, J = 8.6 Hz, 1H), 7.45 (s, 1H), 7.42 (s, 1H), 7.36 (dd, J = 7.0, 4.2 Hz, 1H),
6.88 (dd, J = 8.6, 1.4 Hz, 1H), 4.58 — 4.27 (m, 2H), 4.03 — 3.69 (m, 5H), 3.29 (s, 2H), 3.01 (br,
2H), 2.97 — 2.82 (m, 4H), 2.72-2.65 (m, 1H), 2.53-2.50 (m, 1H), 2.34 — 2.20 (m, 3H), 2.20 —
2.03 (m, 7H), 2.03 — 1.87 (m, 4H), 1.70-1.59 (m, 1H), 1.19 — 1.09 (m, 2H).

A1) TM=2 3 TM=251 [U4k: 444 TM=2 3 TM-251 [ 4 77 3250529 TM-1 (1)
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LCMS (ESI) m/z: [M+1]= 770.88. 'H NMR (600 MHz, | LCMS (ESI) m/z: [M+1] = 729.73 . 'H NMR (400 MHz,

DMSO-ds) 8 10.83 (s, 1H), 10.67 (s, 1H), 9.39 (dd, J= 6.9,
1.7 Hz, 1H), 8.97 (dd, J = 4.2, 1.7 Hz, 1H), 8.76 (s, 1H),
8.72 (s, 1H), 8.39 (s, 1H), 8.33 (s, 1H), 7.56 (d, J= 8.9 He,
LH), 7.49 (s, 1H), 7.45 (s, 1H), 7.36 (dd, J = 7.0, 4.2 Hz,
LH), 7.08 (dd, J = 9.0, 1.7 Hz, 1H), 4.60 — 4.31 (m, 2H),
3.94-3.84 (m, SH), 3.29 (s, 2H), 3.09 — 2.97 (m, 2H),
2.96-2.87 (m, 4H), 2.71-2.63 (m, 1H), 2.33 — 2.04 (m,
11H), 2.02 — 1.88 (m, 4H), 1.72-1.61(m, 1), 1.20-1.09 (m,
2H).

DMSO-ds) 3 10.85 (s, 1H), 10.33 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J=4.2, 1.7 Hz, 1H), 8.72 (s, 1H), 8.70
(s, TH), 8.45 (s, 1H), 8.29 (s, 1H), 7.63 — 7.53 (m, 2I1), 7.37
(s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 7.19 (dd, J = 9.1, 2.0
Hz, H), 4.52 — 4.30 (m, 2H), 3.79 (, J = 6.7 Hz, 2H),
3.07-2.96 (m, 2H), 2.77 (s, 6H), 2.73 (t, J = 6.7 Hz, 2H), 2.33
—2.05 (m, 10H), 2.04 — 1.83 (m, 4H), 1.72-1.60 (m, 1H),
1.20 = 1.07 (m, 2H).
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LCMS (EST) m/z: [M+1] = 729.43. 'H NMR (400 MHz,
DMSO-ds) § 10.85 (s, 1H), 10.35 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1T, 8.44 (d, J= 0.9 Hz, 1), 8.29 (d, J= 1.0 Hz,
1H), 7.72 — 7.60 (m, 1H), 7.53 — 7.46 (m, 1H), 7.37 (s, 1 H),
733 (dd, J = 7.1, 4.2 Hz, 1H), 7.02 (dd, J = 8.9, 1.8 Hz,
1H), 4.53-4.33 (m, 2H) , 3.83 (t, J = 6.7 Hz, 2H), 3.01 (s,
2H), 2.83-2.70 (m, 8H), 2.26-2.06 (m, 10H), 2.03-1.86 (m,
4HD), 1.73-1.58(m, 1T, 1.20-1.05 (m, 2H).

LCMS (ESI) m/z: [M+1] = 7282 . 'H NMR (400 MHz,
DMSO-ds) & 10.86 (s, 1H), 10.85 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, T = 4.1, 1.7 Hz, 1H), 8.73 (s, 1H), 8.71
(s, 1), 8.35 (s, 1T), 8.34 (s, 1H), 7.63 (d, T = 8.6 Hz, 1H),
7.42 (s, 1H), 7.38 (s, 1H), 7.33 (dd, ] = 7.0, 4.2 Hz, 1H), 6.88
(dd, T = 8.6, 1.4 Hz, 1H), 4.51 — 4.33 (m, 2H), 3.93 (dd, J =
11.4, 4.9 Hz, 1H), 2.99 (br, 2H), 2.77 (s, 6H), 2.74-2.64 (m,
1H), 2.54 (t, ] = 4.1 Hz, 1H), 2.34 — 1.87 (m, 16H), 1.72-1.57
(m, 1TD), 1.21 — 1.03 (m, 2H).
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LCMS (ESI) m/z: [M+1] =746.27. 'H NMR (400 MHz,
DMSO-ds) 8 10.88 (s, 1H), 10.86 (s, 1H), 9.36 (dd, J= 7.0,
1.6 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, ITD), 8.40 (d, J= 0.9 Hz, 1), 8.29 (d, J= 0.9 Hz,
IH), 7.57 (d, J= 6.4 Hz, 1H), 742 (d, J = 11.1 Hz, 1H),
7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 4.57 — 4.31 (m,
2H), 4.08 (dd, J = 12.6, 4.9 Hz, 1H), 3.05-2.94 (m, 2H),
2.83-2.69 (m, 7H), 2.62 — 2.53 (m, 2H), 2.35 — 2.01 (m,
11H), 2.01-1.85 (m, 4H), 1.72-1.58 (m, 1H), 1.09-1.07 (m,
2H).

LCMS (ESI) m/z: [M+1] =728.2 . 'H NMR (400 MHz,
DMSO-ds) & 10.86 (s, 1H), 10.84 (s, 1H), 9.37 (dd, J = 7.0,

749 (s, 1H), 7.38 (s, 1H), 7.33 (dd, T = 7.0, 4.2 Hz, 1), 7.08
(dd, = 8.9, 1.7 Hz, 1H), 4.51 — 4.35 (m, 2H), 3.90 (dd, J =

1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.73 (s, 1H), 8.71
(s, TH), 8.35 (s, 1H), 8.34 (s, 1H), 7.56 (d, ] = 8.9 Hz, 1H),

11.3, 4.9 Hz, TH), 3.00 (br, 2H), 2.77 (s, 6H), 2.73-2.61(m,
IH), 254 (d, J = 2.9 Hz, 1H), 2.30 — 1.84 (m, I16H),
1.73-1.58 (m, 1), 1.25 — 1.05 (m, 2H).
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LCMS (ESD) m/z: [M+1] =746.24 . 'H NMR (400 MHz,
DMSO-de) 8 10.85 (s, 2H), 9.36 (d, J = 7.0 Hz, 1H), 8.95
(d, J=4.1 Hz, 1H), 8.71 (s, 1H), 8.70 (s, 1H), 8.46 (s, 1H),
8.29 (s, 1H), 7.63 (d, J= 7.3 Hz, 1H), 7.44 — 7.16 (m, 3H),
4.54-4.31 (m, 2H), 4.09 — 3.98 (m, 1H), 3.04-2.94 (br, 3H),

LCMS (ESI) m/z: [M+1] =747.45 .
DMSO-ds) 3 10.85 (s, 1), 10.45 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J=4.1, 1.7 Hz, 1H), 8.72 (s, 1H), 8.70
(s, 1H), 8.54 (s, 1H), 8.29 (s, 1H), 7.78 (d, J = 7.7 Hz, 1H),
746 (d, J = 11.3 Hz, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2

'H NMR (400 MHz,
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2.83-2.68 (m, 7H), 2.61-2.52 (m, 2H), 2.35 — 1.81 (m,
14H), 1.70-1.60 (m, 1), 1.20 — 1.00 (m, 2H).

Hz, [H), 4.66 — 4.11 (m, 2H), 3.72 (1, J = 6.6 Hz, 2H), 3.00
(br, 2H), 2.80-2.68 (m, SH), 2.28-1.82 (m, 14H), 1.73-1.58
(m, LH), 1.22-1.06 (m, 2H).
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LCMS (ESD) m/z: [M+1] =747.40 . 'H NMR (400 MHz,
DMSO-ds) § 10.85 (s, 1H), 10.48 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, |H),
8.70 (s, 1H), 8.46 (s, 1H), 8.29 (s, 1H), 7.72 (d, J = 6.8 Hz,
1H), 7.53 (d, J = 10.6 Hz, 1H), 7.37 (s, 1H), 7.33 (dd, J =
7.0, 4.1 Hz, 1H), 4.56-4.33 (m, 2H), 3.76 (1, J = 6.7 Hz,
2H), 3.00 (br, 2H), 2.80-2.72(m, 8H), 2.23 (d, J = 7.1 Hz,
2H), 2.19-2.06 (m, 8H), 2.04-1.84 (m, 4H), 1.71-1.61 (m,
1H), 1.21-1.08 (m, 2H).

LCMS (ESI) m/z: [M+1]=743.38.
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LCMS (ESI) m/z: [M+1] =743.40. LCMS (ESI) m/z: [M+1]=743.34.
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LCMS (ESI) m/z: [M+1] =743.37,

LCMS (ESI) m/z: [M+1] =747.36 . 'H NMR (400 MHz,
DMSO-ds) § 10.85 (s, LH), 10.33 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J= 4.2, 1.7 Hz, 1H), 8.72 (s, 1H), 8.70
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(s, 1H), 8.45 (s, 1H), 8.29 (s, 1H), 7.70 — 7.51 (m, 2H), 7.37
(s, 1H), 7.33 (dd, /= 7.0, 4.1 Hz, 1H), 7.22 (dd, /=94, 1.8
Hz, 1H), 5.12 (d, J = 49.9 Hz, 1), 4.76 (dd, J = 30.3, 12.7
Hz, |H), 4.52 — 4.30 (m, 1H), 3.80 (t, J= 6.7 Hz, 2H), 3.26 —
3.15 (m, 1H), 3.08 (d, J = 11.0 Hz, 1H), 2.77 (s, 6H), 2.73 (1,
J = 6.7 Hz, 2H), 2.61-2.45 (m, 1H), 2.38-2.20 (m, 4H),
2.19-2.09 (m, 3H), 2.04 — 1.84 (m, 4H), 1.74-1.59 (m, 1H),
1.19-1.07 (m, 2H).
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LCMS (ESI) m/z: [M+1] =747.32. 'H NMR (400 MHz,
DMSO-ds) § 10.85 (s, 1H), 10.33 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.6 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1H), 8.52 (s, 1), 8.29 (s, 1), 7.69 — 7.53 (m,
2H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 7.22 (dd, J
=9.0, 2.1 Hz, 1H), 5.27 — 4.93 (m, 1H), 4.82 — 4.56 (m,
LH), 4.44-4.32 (m, 1T, 3.80 (t, J = 6.7 Hz, 2H), 2.97 (d, J
=103 Hz, 1H), 2.77 (s, 6H), 2.73 (t, /= 6.7 Hz, 2H), 2.39
— 1.86 (m, 13H), 1.71-1.59 (m, 1H), 1.19-1.07 (m, 2).

LCMS (ESI) m/z: [M+1] =747.39 . 'H NMR (400 MHz,
DMSO-ds) § 10.85 (s, LH), 10.33 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J= 4.2, 1.7 Hz, 1H), 8.72 (s, 1H), 8.70
(s, 1H), 8.52 (s, 1T, 8.29 (s, 1H), 7.66 — 7.49 (m, 2H), 7.37
(s, TH), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 7.26 — 7.17 (m, 1H),
520-4.97 (m , 1H), 4.78-4.58 (m, [H), 4.48-4.33 (m, 1H),
3.80 (t, J= 6.7 Hz, 2H), 3.02-2.91 (m, 1H), 2.77 (s, 6H), 2.73
(t, J= 6.7 Hz, 2H), 2.41 — 1.87 (m, 13H), 1.73-1.60 (m, 1H),
1.21-1.08 (m, 2H).
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LCMS (ESD) m/z: [M+1] =747.35. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.33 (s, 1), 9.37 (dd, J= 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.45 (s, 1T, 8.70 (s, 1H), 8.30 (s, IH), 7.64-7.57 (m, 2H),
7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 7.22 (d, J= 9.3
Hz, 1H), 5.12 (d, J = 50.0 Hz, 1H), 4.89 — 4.61 (m, 1H),
4.47-4.32 (m, 1H), 3.80 (t, J= 6.7 Hz, 2H), 3.48-3.24 (m,
1H), 3.09 (d, J= 11.2 Hz, 1H), 2.77 (s, 6H), 2.73 (t, J= 6.7
Hz, 2H), 2.62-2.54 (m, 1H), 2.38 — 2.23 (m, 4H), 2.21-2.09

LCMS (EST) m/z: [M+1] =759.38.
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(m, 3H), 2.06 — 1.85 (m, 4H), 1.73-1.60 (m, 1H), 1 21-1.10

(m, 2H).
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LCMS (ESI) m/z: [M+1] =759.39. LCMS (ESI) m/z: [M+1]=759.35.
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LCMS (ESI) m/z: [M+1] =759.36. LCMS (ESI) m/z: [M+1]=765.35.
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LCMS (ESI) m/z: [M+1] =765.34. LCMS (ESI) m/z: [M+1]=743.38.
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LCMS (EST) m/z: [M+1] =743.30 . '"H NMR (400 MHz,
DMSO-ds) & 10.85 (s, 1H), 10.35 (s, 1H), 9.36 (dd, J = 7.0,

LCMS (EST) m/z: [M+1] =743.34.
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1.7 Hz, 1H), 8.95 (dd, J= 4.2, 1.7 Hz, 1H), 8.72 (s, 1H), 8.70
(s, TH), 8.44 (s, 1H), 8.29 (s, 1H), 7.67 (d, J = 8.9 Hz, 1H),
7.50 (s, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1), 7.02
(dd, J=18.9, 1.8 Hz, 1H), 4.45-4.32 (m, 1H), 4.15-4.04 (cd, J
=11.3, 4.1 Hz, 1H), 3.83 (t, /= 6.7 Hz, 2H), 3.01 (t, /= 10.8
Hz, 2H), 2.82 — 2.65 (m, 8H), 2.38 — 1.55 (m, 14H), 1.18 —
1.06 (m, 2H), 0.58 (d, J = 6.4 Hz, 3H).
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LCMS (ESI) m/z: [M+1] =747.35 ., 'H NMR (400 MHz,
DMSO-ds) 3 10.85 (s, 1H), 10.36 (s, LH), 9.36 (d, J= 7.2 Hz,
LH), 8.94 (s, LH), 8.72 (s, 1H), 8.70 (s, 1H), 8.44 (s, 1H),
LCMS (EST) m/z: [M+1] ~743.36. 8.29 (s, 1H), 7.69 (d, J = 8.9 Hz, 1H), 7.51 (s, 1H), 7.37 (s,
IH), 7.04 (d, J = 9.4 Hz, 1H), 5.12 (d, J = 50.0 Hz,
1H),4.85-4.69 (m, 1H), 4.46-4.31 (m, 1H), 3.84 (t, J = 6.6
Hz, 2H), 3.11-3.01 (m, 1H), 2.80-2.71 (m, 8H), 2.30 — 1.87
(m, L1H), 1.75-1.61 (m, 1H), 1.21-1.05 (m, 2H).
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LCMS (ESD) m/z: [M+1] =747.34. 'H NMR (400 MHz,
DMSO-dq) § 10.85 (s, 1H), 10.36 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1H), 8.50 (s, 1H), 8.29 (s, 1H), 7.69 (d, J= 8.9 Hz,
1H), 7.52 (s, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz,
1H), 7.04 (dd, J = 8.9, 1.8 Hz, 1H), 5.27 — 4.92 (m, 1H),
4.75-4.62 (m, 1H), 4.44-4.35 (m, 1H), 3.84 (1, J = 6.7 Hz,
2H), 2.97 (d, J = 9.9 Hz, 1H), 2.77 (s, 6H), 2.74 (1, J = 6.7
Hz, 2H), 2.37 - 1.83 (m, 13H), 1.77-1.57 (m, 1H), 1.22 —
1.09 (m, 2H).

LCMS (ESI) m/z: [M+1] =747.30 . 'H NMR (400 MHz,
DMSO-ds) 3 10.85 (s, 1H), 10.36 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J= 4.2, 1.7 Hz, 1H), 8.72 (s, 1H), 8.70
(s, TH), 8.51 (d, J = 1.0 Hz, 1H), 8.30 (d, J = 0.8 Hz, 1H),
776 —7.63 (m, 1H), 7.52 (s, 1H), 7.37 (s, 1H), 7.33 (dd, J =
7.0, 4.2 Hz, 1), 7.04 (dd, J = 8.9, 1.8 Hz, 1H), 5.08 (d, J =
52.1 Hz, 1H), 4.76-4.64 (m, 1H), 4.45-4.33 (m, 1H), 3.84 (t, J
= 6.7 Hz, 2H), 2.97 (d, J = 10.0 Hz, 1H), 2.80-2.69 (m, 8H),
2.39-1.84 (m, 13H), 1.74-1.62 (m, 1H), 1.20-1.08 (m, 2H).
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LCMS (ESI) m/z: [M+1] =747.33 . 'H NMR (400 MHz,
DMSO0-ds) § 10.85 (s, 1H), 10.36 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.1, 1.6 Hz, 1H), 8.72 (s, LH),
8.70 (s, 1), 8.4 (s, 1H), 8.29 (s, 1H), 7.70 (d, J = 8.9 Hz,
1H), 7.51 (d, J = 1.7 Hz, 1H), 7.37 (s, LH), 7.33 (dd, J =
7.0,4.2 Hz, |H), 7.04 (dd, J= 8.9, 1.7 Hz, 1H), 5.13 (d, J =
49.7 Hz, 1H), 4.87-4.68 (m, 1H), 4.46-4.34 (m, IH), 3.84
(t, J = 6.7 Hz, 2H), 3.10 (s, 1H), 2.77 (s, 6H), 2.74 (1, J =
6.9 Hz, 2I2.61-2.53 (m, IH), 237-2.21 (m, 4),
2.19-2.08 (m, 3H), 2.04-1.08 (m, 4H), 1.75-1.61 (m, 1H),
1.21-1.05 (m, 2H).

LCMS (ESI) m/z: [M+1] =759.38 . '"H NMR (400 Mz,
DMSO-ds) 8 10.85 (s, 1H), 10.36 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J=4.2, 1.7 Hz, 1H), 8.72 (s, 1H), 8.70
(s, 1H), 8.37 (s, 1H), 8.30 (s, 1H), 7.69 (d, J = 9.2 Hz, 2H),
749 (s, 1H), 7.36 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 7.02
(d, J = 8.8 Hz, IH), 4.71-4.57 (m, |H), 4.44-4.33 (m, 1H),
3.84 (1, J= 6.7 Hz, 2H), 3.09-2.99 (m, 4H), 2.77 (s, 6H), 2.73
(t, J= 6.7 Hz, 2H), 2.30 — 2.09 (m, 7H), 2.07 — 1.79 (m, 6H),
1.75-1.68 (m, 1), 1.37 — 1.15 (m, 2H).
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LCMS (EST) m/z: [M+1] =759.34. LCMS (ESI) m/z: [M+1] =759.36.
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LCMS (ESI) m/z: [M+1] =759.35., LCMS (ESI) m/z: [M+1] =743.38,
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LCMS (ESI) m/z: [M+1] =743.36. LCMS (ESI) m/z: [M+1]=777.37.
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LCMS (ESI) m/z: [M+1] =765.72 . 'H NMR (400 MHz,
DMSO-ds) 3 10.85 (s, 1H), 10.47 (s, 1H), 9.37 (d, J=7.0 Hz,
1H), 8.95 (d, J= 4.2 Hz, 1H), 8.72 (s, 1H), 8.70 (s, 1H), 8.62
(s, TH), 8.30 (s, 1H), 7.83 (d, J = 7.6 Hz, 1H), 7.51 (d, J =
LCMS (ESI) m/z: [M+1] =777.35. L1.1 Hz, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H),
5.21-4.95 (m, 1H), 4.81-4.65 (m, 1H), 4.51-4.35 (m, 1H),
3.73 (t, J = 6.7 Hz, 2H), 3.02-2.91 (m, 1H), 2.81-2.70 (m,
8H), 2.37-1.84 (m, 13H), 1.78-1.57 (m, 1H), 1.20-1.15 (m,
2H).
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W5 T W5 5
PPN RS
o W (- i
X ,N\N ) \:Q/Fo X HN ﬂ"‘lo
i \N@% 0| sl o e
™-42 | L B T™M-43 Ny
111} e o s | M= K
NI 3\ N
R
FAE FAE
LCMS (ESI) m/z: [M+1] =765.57. 'H NMR (400 MHz, | LCMS (ESI) m/z: [M+1] =771.74 . 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.47 (s, 1H), 9.36 (dd, J = 7.0, | DMSO-ds) 5 10.67 (s, LH), 10.35 (s, 1H), 9.38 (dd, J = 7.0,
1.6 Hz, 1H), 8.94 (dd, J = 4.1, 1.6 Hz, 1H), 8.72 (s, 1H), | 1.6 Hz, 1H), 8.97 (dd, J=4.2, 1.6 Hz, 1H), 8.75 (s, 1H), 8.72
8.70 (s, 1H), 8.53 (s, 1H), 8.29 (s, 1H), 7.81 (d, J=7.7 Hz, | (s, 1H), 8.44 (s, 1H), 8.32 (s, 1H), 7.67 (d, J = 8.9 Hz, 1H),
1H), 7.48 (d, J = 11.2 Hz, 1H), 7.37 (s, 1H), 7.33 (dd, J = | 7.49 (s, 1H), 7.45 (s, 1H), 7.36 (dd, J= 7.0, 4.2 Hz, 1H), 7.01
7.0, 42 Hz, 1H), 5.11 (d, J = 49.9 Hz, 1H), 4.76 (dd, J = | (dd, J= 8.9, 1.8 Hz, 1H), 4.54-4.33 (m, 2H), 3.89 (t, J = 4.6
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30.4, 12.5 Hz, |H), 449 —4.27 (m, 1H), 3.73 (, J= 6.7 Hz,
2H), 3.24 (t, J = 11.3 Hz, 1H), 3.07 (d, J = 11.2 Hz, 1H),
2.82-2.71 (m, 8H), 2.62 — 2.21 (m, 5H), 2.20 — 2.07 (m,
3H), 2.04-1.83 (m, 4H), 1.73-1.57 (m, 1H), 1.21 — 1.05 (m,
7H).

Hz, 4H0), 3.83 (1, J = 6.7 Hz, 2H), 3.06-2.97 (m, 2H), 2.92 (1,
J=4.5Hz, 4H), 2.73 (t, J = 6.6 Hz, 2H), 2.28-2.04 (m, 10H),
2.04-1.82 (m, 4H), 1.73-1.57 (m, 1H), 1.21-1.06 (m, 21).
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LCMS (ESD) m/z: [M+1]=771.73. 'H NMR (400 MHz,
DMSO-ds) § 10.67 (s, 1H), 10.32 (s, 1H), 9.38 (dd, J = 7.0,
1.6 Hz, 1H), 8.97 (dd, J = 4.2, 1.7 Hz, 1H), 8.75 (s, 1H),
8.72 (s, IH), 845 (d, J= 0.9 Hz, 1), 8.32 (d, J= 0.9 Hz,
H), 7.63 — 7.53 (m, 2H), 7.45 (s, 1H), 7.36 (dd, J = 7.0,
4.2 Hz, 1H), 7.19 (dd, J = 9.1, 2.1 Hz, 1H), 4.53-4.33 (m,
2H), 3.89 (dd, J = 5.8, 4H), 3.79 (t, J = 6.7 Hz, 2H), 3.01
(br, 2H), 2.92 (1, J = 4.6 Hz, 4H), 2.73 (t, J = 6.7 Hz, 2H),
232 — 2.04 (m, 10H), 2.03-1.85 (m, 4H), 1.73-1.62 (m,
1H), 1.19-1.06 (m, 2H).

LCMS (ESI) m/z: [M+1] =785.91 . 'H NMR (400 MHz,
DMSO-d) § 10.67 (s, 1H), 10.36 (s, 1H), 9.38 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J= 4.2, 1.6 Hz, 1H), 8.76 (s, 1H), 8.72
(s, 1), 8.44 (s, 1H), 8.33 (s, 1H), 7.67 (d, J = 8.9 Hz, 1H),
749 (s, 1H), 7.43 (s, 1H), 7.36 (dd, J = 7.0, 4.2 Hz, 1H), 7.02
(dd, J = 8.8, 1.8 Hz, 1H), 4.54-4.34 (m, 2H), 4.03 — 3.85 (m,
3H), 3.83 (t, J= 6.7 Hz, 2H), 3.06 — 2.77 (m, SH), 2.73 (t, J =
6.7 Hz, 2H), 2.56 (t, J = 10.7 Hz, 1H), 2.30 — 2.07 (m, 10H),
2.04-1.85 (m, 4H), 1.73-1.60 (m, TH), 1.21-1.08 (m, SH).
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LCMS (ESD) m/z: [M+1] =785.23. 'H NMR (400 MHz,
DMSO0-ds) § 10.66 (s, 1H), 10.32 (s, 1H), 9.38 (dd, J = 7.0,
1.6 Hz, 1H), 8.94 (dd, J = 4.2, 1.6 Hz, 1H), 8.76 (s, 1H),
8.72 (s, 1H), 8.45 (s, 1), 8.32 (s, 1T, 7.65 — 7.55 (m,
2H), 7.43 (s, 1H), 7.36 (dd, J= 7.0, 4.2 Hz, 1H), 7.19 (dd, J
= 9.1, 2.1 Hz, 1H), 4.56-4.35 (m, 2H), 4.04-3.85 (m, 3H),
379 (t, J = 6.7 Hz, 2H), 3.10 — 2.79 (m, 5H), 2.73 (t, J =
6.7 Hz, 2H), 2.56 (t, J = 10.9 Hz, 1H), 2.30-2.04 (m, 10H),
2.03-1.85 (m, 4H), 1.72-1.61 (m, 1H), 1.18-1.08 (m, SH).

LCMS (ESI) m/z: [M+1] =784.47 . 'H NMR (400 MHz,
DMSO-ds) § 10.84 (s, 1H), 10.67 (s, 1H), 9.38 (dd, J = 7.0,
1.6 Hz, 1H), 8.94 (dd, J = 4.2, 1.7 Hz, 1H), 8.76 (s, 1H), 8.72
(s, 1), 8.39 (s, 1H), 8.33 (s, 1H), 7.55 (d, 7 = 9.0 Hz, 1H),
748 (s, 1H), 7.43 (s, 1H), 7.35 (dd, J = 7.0, 4.2 Hz, 1H), 7.08
(dd, J = 9.0, 1.7 Hz, 1), 4.53-4.35 (m, 2H), 4.10 — 3.77 (m,
4H), 3.12 — 2.76 (m, 7H), 2.73-2.62 (m, 2H), 2.60 — 2.53 (m,
1H), 2.29 — 2.06 (m, 10H), 2.02-1.86 (m, 4H), 1.72-1.59 (m,
1H), 1.21 — 1.00 (m, SH).
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LCMS (EST) m/z: [M+1] =784.86. 'H NMR (400 MHz,
DMSO-ds) 5 10.85 (s, 1H), 10.67 (s, 1H), 9.38 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J = 4.2, 1.6 Hz, 1H), 8.76 (s, 1H),
8.72 (s, 1H), 8.40 (d, J = 1.0 Hz, 1H), 8.33 (s, 1H), 7.67 —
7.57 (m, 1H), 7.43 (s, 1H), 7.42 (s, 1H), 7.36 (dd, J = 7.0,
42 Wz, 1H), 6.88 (dd, J = 8.7, 1.4 Hz, 1H), 4.52-4.33 (m,
2H), 4.05 — 3.84 (m, 4H), 3.09 — 2.75 (m, TH), 2.74 — 2.63
(m, 2H),2.60-2.53 (m, 1H), 2.29 — 2.06 (m, 10H), 2.02-1.86
(m, 4TD), 1.75-1.60 (m, 1H), 1.21-1.07 (m, SH).

LCMS (ESI) m/z: [M+1] =784.5 . 'H NMR (400 MHz,
DMSO0-d6) § 10.89 (s, 1H), 10.73 (s, 1H), 9.44 (dd, J = 7.0,
1.7 Hz, 1H), 9.00 (dd, ] = 4.2, 1.7 Hz, 1H), 8.84 (s, 1H), 8.79
(s, ITT), .43 (s, |T), 8.40 (d, T = 0.9 Hz, 1), 7.62 (d, 7= 8.9
Hz, 1H), 7.55 (d, J = 1.4 Hz, 1H), 7.50 (s, 1H), 7.42 (dd, J =
7.0, 4.2 Hz, 1H), 7.14 (dd, J = 9.0, 1.7 Hz, 1H), 4.57 — 4.41
(m, 2H), 4.11 — 3.92 (m, 4H), 3.04 (d, T = 11.1 Hz, 3H), 2.97
(d, = 113 Hz, 1H), 2.88 (td, J = 11.3, 3.4 Hz, 1H), 2.74
(ddd, J = 16.9, 11.5, 5.2 Hz, 1H), 2.68 — 2.58 (m, 2H), 2.36 —
2.25 (m, 3H), 2.23 — 2.10 (m, 9H), 2.08 — 1.94 (m, 4H), 1.72
(s, 1H), 1.19 (1, T = 7.6 Hz, 5H).
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LCMS (EST) m/z: [M+1] =784.4. 'H NMR (400 MHz,
DMSO-d6) § 10.85 (s, 1H), 10.67 (s, 1H), 9.38 (dd, 1 = 7.0,
1.6 Hz, |H), 8.94 (dd, J = 4.2, 1.7 Hz, 1H), 8.78 (s, LH),
8.73 (s, 1H), 8.37 (d, T = 0.8 Hz, 1H), 8.35 (d, ] = 0.9 Hz,
1H), 7.63 (dd, ] = 8.6, 0.8 Hz, 1H), 7.44 (s, 1H), 7.42 (s,
1H), 7.36 (dd, J = 7.0, 4.2 Hz, 1H), 6.88 (dd, ] = 8.7, 1.5
Hz, |H), 4.51 — 4.36 (m, 2H), 4.06 — 3.83 (m, 4H), 2.98 (d,
J=11.1 Hz, 3H), 2.91 (d, ] = 10.5 Hz, 1H), 2.82 (td, ] =
11.3, 3.4 Hz, 1H), 2.69 (ddd, T = 17.0, 11.7, 5.3 Hz, 1H),
2,62 — 2.52 (m, 2H), 2.34 — 2.20 (m, 3H), 2.12 (g, T = 10.6,
7.6 Hz, 9H), 2.02 — 1.87 (m, 4H), 1.66 (s, 1H), 1.12 (d, ] =
6.2 Hz, 5H).

LCMS (ESI) m/z: [M+1]=747.36.
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LCMS (ESI) m/z: [M+1] =729.59. 'H NMR (400 MHz,
DMSO-ds) § 10.85 (s, 1H), 10.35 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Hz, 1H), 8.95 (dd, J = 4.2, 1.6 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1H), 8.40 (d, J= 1.0 Hz, 1H), 8.33 (s, 1H), 7.67 (d,
J=8.9 Hz, 1H), 7.49 (d, /= 1.7 Hz, 1H), 7.37 (s, 1H), 7.33
(dd, J = 7.0, 4.2 Hz, 1H), 7.01 (dd, J = 8.9, 1.8 Hz, 1H),
4.54-4.33 (m, 2H), 3.83 (t, J = 6.7 Hz, 2H), 3.09-2.94 (m,
2H), 2.77 (s, 6H), 2.73 (t, J = 6.7 Hz, 2H), 2.28 — 2.05 (m,
10H),2.05-1.87 (m, 4H), 1.74-1.59 (m, 1H), 1.21-1.07 (m,

LCMS (ESI) m/z: [M+1] =729.75 .
DMSO-ds) 3 10.85 (s, 1H), 10.32 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Hz, 1H), 8.95 (dd, J=4.2, 1.7 Hz, 1H), 8.72 (s, 1H), 8.70
(s, 1H), 8.41 (s, 1H), 8.33 (d,.J= 0.9 Hz, 1H), 7.70 — 7.52 (m,
2H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 42 Hz, 1H), 7.18 (dd, J =
8.9, 2.2 Hz, 1H), 4.52-4.34 (m, 2H), 3.79 (t, J = 6.7 Hz, 2H),
3.04-2.93 (m, 2H), 2.77 (s, 6H), 2.73 (1, J = 6.7 Hz, 2H), 2.27
—2.05 (m, 10H), 2.05 — 1.82 (m, 4H), 1.74-1.60 (m, 1H),
1.22-1.06 (m, 2H).
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LCMS (ESI) m/z: [M+1] =747.18 . 'H NMR (400 MHz,
DMSO-dq) § 10.85 (s, 1H), 10.35 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J= 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1H), 8.29 (s, 1H), 7.75 (d, J= 8.4 Hz, 1H), 7.41 (d,
J=2.1 Hz, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz,
1H), 7.05 (dd, J = 8.4, 2.1 Hz, 1H), 4.44-4.30 (m, 1H), 3.80
(t, J= 6.7 Hz, 2H), 3.57 (d, J = 5.6 Hz, 4H), 2.77 (s, 6H),
272 (t, J= 6.7 Hz, 2H), 2.23 (d, J = 7.1 Hz, 2H), 2.02-1.84
(m, 4H), 1.73-1.60 (m, 1H), 1.21-1.06 (m, 2H).

LCMS (ESI) m/z: [M+1] =747.33 . 'H NMR (400 MHz,
DMSO-d) & 10.85 (s, 1H), 10.34 (s, 1H), 9.35 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J= 4.2, 1.6 Hz, 1H), 8.71 (s, 1H), 8.70
(s, 1H), 8.29 (s, 1H), 7.74 (d, J= 2.3 Hz, 1H), 7.44 (d, J= 8.6
Hz, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 7.23
(dd, J= 8.5, 2.2 Hz, 1H), 4.46 — 4.27 (m, 1H), 3.77 (t, /= 6.7
Hz, 2H), 3.57 (t, J = 5.7 Hz, 4H), 2.76 (s, 6H), 2.71 (t, J= 6.7
Hz, 2H), 2.23 (d, J = 7.0 Hz, 2H), 2.14 (d, J = 12.1 Hz, 2H),
2.03-1.84 (m, 4H), 1.73-1.58 (m, TH), 1.21-1.06 (m, 2H).
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LCMS (ESI) m/z: [M+1] = 803.40. 'H NMR (400 MHz,
DMSO-dq) § 10.66 (s, 1H), 10.35 (s, 1H), 9.37 (dd, J = 7.0,

LCMS (ESI) m/z: [M+1] =803.76 . 'H NMR (400 MHz,
DMSO-ds) & 10.65 (s, TH), 10.32 (s, 1H), 9.37 (dd, J = 7.0,
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1.6 Hz, 1H), 8.93 (dd, J = 4.3, 1.7 Hz, 1H), 8.76 (s, LH),
8.72 (s, 1H), 8.32 (s, 1H), 7.75 (d, J = 8.4 Hz, 1H), 7.43 (s,
IH), 7.41 (d, J = 2.1 Hz, 1H), 7.35 (dd, J = 7.0, 4.2 Hz,
LH), 7.05 (dd, J = 8.4, 2.1 Hz, 1H), 4.45-4.33 (m, 1), 4.09
—3.86 (m, 3H), 3.80 (1, J = 6.7 Hz, 2H), 3.66-3.54 (m, 4H),
2.98(d, J=11.1 Hz, 1H), 2.93 — 2.76 (m, 2H), 2.72 (t, J =
6.6 Hz, 2H), 2.56 (t, J = 10.7 Hz, 1H), 2.23 (d, /= 7.0 Hz,
2H), 2.14 (d, J = 11.6 Hz, 2H), 2.03-1.84 (m, 4H),
1.74-1.60 (m, 1H), 1.20-1.07 (m, SH).

1.6 Oz, 1H), 8.93 (dd, J= 4.2, 1.7 Hz, 1H), 8.75 (s, |H), 8.71
(s, TH), 8.29 (s, 1H), 7.72 (d, J = 2.1 Hz, 1H), 7.48 — 7.41 (m,
2H), 7.35 (dd, J= 7.0, 4.2 Hz, 1H), 7.21 (dd, J= 8.6, 2.2 Hz,
1H), 4.42 — 4.29 (m, 1H), 4.08 — 3.85 (m, 3H), 3.80-3.70 (m,
4H), 3.05 — 2.75 (m, 6H), 2.68 (t, J = 6.7 Hz, 2H), 2.58 (t, J =
10.7 Hz, 3H), 2.26 (d, J= 7.1 Hz, 2H), 2.17 - 2.03 (m, 2H),
1.99 — 1.81 (m, 4H), 1.64-1.49 (m, 1H), 1.17-1.01 (m, SH).
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LCMS (ESI) m/z: [M+1] =817.22.
DMSO-ds) § 10.66 (s, 1H), 10.33 (s, 1H), 9.37 (dd, J = 7.0,
1.6 Hz, 1H), 8.93 (dd, J = 4.2, 1.7 Hz, 1H), 8.76 (s, 1H),
8.72 (s, 1H), 8.30 (s, 1H), 7.71 (d, J = 8.3 Hz, 1H), 7.47 —
7.34 (m, 2H), 7.35 (dd, J = 7.0, 4.2 Hz, 1H), 6.99 (dd, J =
8.4, 2.1 Hz, 1H), 4.41-4.30 (m, 1H), 4.10 — 3.83 (m, 30),
3.84 — 3.54 (m, 6H), 3.15 — 2.77 (m, SH), 2.77 — 2.53 (m,
5H), 2.32 (d, J = 7.0 Hz, 2H), 2.24 — 2.05 (m, 2H), 2.0-1.77
(m, 6H), 1.64-1.51 (m, 1H), 1.09-1.01 (m, SH).

"H NMR (400 MHz,

LCMS (ESI) m/z: [M+1] = 761.69 .
DMSO-ds) 3 10.85 (s, 1H), 10.33 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J=4.1, 1.6 Hz, 1H), 8.71 (s, 1H), 8.70
(s, TH), 8.27 (d, J = 0.9 Hz, 1H), 7.72 (d, J = 8.5 Hz, 1H),
744 = 7.32 (m, 2H), 7.33 (dd, J = 7.0, 4.2 Hz, 1), 6.99 (dd,
J=8.4,2.1 Hz, 1H), 4.39-4.29 (m, 1H), 3.89 — 3.59 (m, 61I),
2.88-2.79 (br, 2H), 2.76 (s, 6H), 2.67-2.60 (m, 2H), 2.63 (d, J
= 6.5 Hz, 2H), 2.32 (d, J = 6.8 Hz, 2H), 2.22 — 2.04 (m, 2H),
1.99-1.79 (m, 6H), 1.66-1.49 (m, 1H), 1.16-1.01 (m, 2H).

'H NMR (400 MHz,
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LCMS (ESD) m/z: [M+1] =773.49 . 'H NMR (400 MHz,
DMSO-ds) § 10.84 (s, 1H), 10.32 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J= 4.3, 1.7 Hz, 1H), 8.70(d, J= 1.5
Hz, 2H), 8.26 (s, 1H), 7.72 (d, J = 2.2 Hz, 1H), 7.42 (s,
1H), 7.35 (s, 1H), 7.33 (dd, J= 7.0, 4.2 Hz, IH), 7.21 (dd, J
=8.6,2.2 Hz, 1H), 4.39-4.28 (m, 1H), 3.88 — 3.66 (m, 4H),
2.97 (s, 2H), 2.76 (s, 6H), 2.68 (t, J = 6.6 Hz, 2H), 2.60 (d,
J=9.1Hz, 2H), 2.26 (d, J= 7.1 Hz, 2H), 2.11 — 2.01 (m,
2H), 1.88 (dt, J = 25.8, 11.7 Hz, 4H), 1.61-1.47 (m, 1H),

LCMS (ESI) m/z: [M+1] =773.71 .
DMSO-ds) 8 10.84 (s, 1H), 10.33 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J = 4.2, 1.7 Hz, 1H), 8.70 (d, J = 1.3
Hz, 2H), 8.26 (d, J = 0.9 Hz, 1H), 7.73 (d, J = 8.4 Hz, 1H),
740 (d, J= 2.1 He, 1H), 7.35 (s, 1H), 7.33 (dd, J = 7.0, 4.2
Hz, 1H), 7.01 (dd, J = 8.4, 2.1 Hz, 1H), 4.40-4.26 (m, 1H),
3.76 (t, J = 6.6 Hz, 2H), 2.97 (s, 2H), 2.76 (s, 6H), 2.68 (¢, J =
6.5 Hz, 2H), 2.60 (d, J= 9.0 Hz, 2H), 2.26 (d, J= 7.1 Hz,
2H), 2.12-2.03 (m, 2H), 1.97-1.78 (m, 4H), 1.63-1.47 (m,

'H NMR (400 MHz,
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1.14-1.02 (m, 2H). 1H), 1.16 — 1.00 (m, 2H).
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LCMS (ESI) m/z: [M+1] =829.17. 'H NMR (400 MHz,
DMSO-ds) 8 10.66 (s, 1H), 10.34 (s, 1H), 9.38 (dd, J= 7.0,
1.7 Hz, 1H), 8.94 (dd, J = 4.3, 1.7 Hz, 1H), 8.76 (s, 1H),
872 (s, IH), 832 (s, IH), 7.75 (d, J = 2.2 Hz, IT),
7.47-7.42 (m, 2H), 7.36 (dd, J = 7.0, 4.2 Hz, 1H), 7.23 (dd,
J=8.6,2.2 Hz, 1H), 4.47-4.33 (m, 1H), 4.08 — 3.85 (m,
3H), 3.77 (t, J = 6.7 Hz, 2H), 3.63-3.53 (m, 4H), 2.98 (d, J
= 11.2 Hz, 1H), 2.91 (d, J = 11.2 Hz, 1H), 2.86-2.78 (m,
1H), 2.71 (t, J = 6.6 Hz, 2H), 2.56 (¢, J= 10.8 Hz, 2H),
223 (d, J = 7.1 Hz, 2H), 2.14 (d, J = 11.8 Hz, 2H),
2.03-1.86 (m, 4H), 1.73-1.61 (m, 1T, 1.21-1.08 (m, SH).

LCMS (ESI) m/z: [M+1] =829.89 . 'H NMR (400 MHz,
DMSO-ds) 3 10.65 (s, 1H), 10.33 (s, 1H), 9.37 (dd, J = 6.9,
1.6 Hz, 1), 8.93 (dd, J= 4.2, 1.7 Hz, IH), 8.74 (s, 1H), 8.71
(s, 1H), 8.29 (s, 1H), 7.73 (d, J = 8.4 Hz, 1H), 7.44 — 7.38 (m,
2H), 7.35 (dd, J = 7.0, 4.2 Hz, 1H), 7.01 (dd, J = 8.4, 2.1 Hz,
1H), 4.41-4.30 (m, IH), 4.05-3.84 (m, 3H), 3.76 (t, J = 6.7
Hz, 4H), 3.03 — 2.78 (m, 6H), 2.68 (t, J = 6.6 Hz, 2H), 2.58
(t, J = 10.6 Hz, 3H), 2.26 (d, J= 7.1 Hz, 2H), 2.07 (d, J =
11.5 Hz, 2H), 2.00 — 1.80 (m, 4H), 1.64-1.44 (m, 1H), 1.17 —
0.98 (m, SH).
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LCMS (ESD) m/z: [M+1] =789.33. LCMS (ESI) m/z: [M+1] =761.12.
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LCMS (ESI) m/z: [M+1] =761.30. 'H NMR (400 MHz,
Chloroform-d) § 10.83 (s, 1H), 8.86 (s, 1H), 8.82 (dd, J =
7.1, 1.8 Hz, 1H), 8.80 (s, 1H), 8.72 (dd, J = 4.1, 1.8 Hz,
LH), 7.88 (s, 1H), 7.61 — 7.50 (m, 2H), 7.45 (s, 1H), 7.17

LCMS (ESI) m/z: [M+1] =787.23 . 'H NMR (400 MHz,
DMSO-ds) 3 10.85 (s, 1H), 10.34 (s, 1H), 9.36 (dd, J = 7.1,
1.7 Hz, 1H), 8.94 (dd, J= 4.2, 1.7 Hz, 1H), 8.71 (s, 1H), £.70

(s, 1T), 8.28 (s, 1H), 7.72 (d, J= 2.2 Hz, 1H), 7.41 (d, J= 8.6
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(dd, J= 8.5, 2.3 Hz, 1H), 7.03 (dd, J = 7.0, 4.1 Hz, 1H),
4.42-4.30 (m, TH), 4.30-4.16 (m, 1H), 3.87 (1, J = 6.6 Hz,
2H), 3.49 (br, 7H), 2.95-2.69 (m, 8H), 2.39 — 1.93 (m, 8H),
1.74-1.62 (m, 1), 1.42 (d, J = 6.6 Hz, 3H), 1.25-1.09 (m,
2H), 1.03-0.92 (m, 2H).

Hz, 1H), 7.36 (s, 1H), 7.33 (dd, J = 7.0, 42 Hz, 1H), 7.21
(dd, J = 8.6, 2.2 Hz, 1H), 4.39-4.28 (m, 1H), 3.76 (1, /= 6.6
Hz, 2H), 3.58-3.51 (m, 4H), 3.00 (s, 4H), 2.76 (s, 6H), 2.71
(t, J= 6.6 Hz, 2H), 2.15 — 2.05 (m, 3H), 1.97-1.72 (m, 8H),
1.65-1.59 (m, 1H), 1.20-1.08 (m, 2H).
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LCMS (ESI) m/z: [M+1] =786.14. LCMS (ESI) m/z: [M+1]=759.22.
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LCMS (ESI) m/z: [M+1] =759.12. 'H NMR (400 MHz,
DMSO-ds)  10.84 (s, 1H), 10.34 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J = 4.2, 1.7 Hz, 1H), 8.71 (s, 1F),

8.70 (s, 1T, 8.27 (d, J= 0.8 Hz, 1), 7.73 (d, J= 2.3 Hz,

LCMS (ESI) m/z: [M+1] =731.12. 'H NMR (400 MMz,
DMSO-ds) 3 10.85 (s, 1H), 10.34 (s, 1H), 9.36 (d, J= 6.9 Hz,
1H), 8.95 (d, J= 4.2 Hz, 1H), 8.71 (s, L), 8.70 (s, 1H), 8.29

(s, 1H), 7.42 (s, 1H), 7.37 (s, 1H), 7.35 — 7.29 (m, LH), 7.27

89




WO 2025/061203

PCT/CN2024/120460

IH), 744 (d, J= 8.6 Hz, IH), 7.35 (s, 1H), 7.33 (dd, J =
7.0, 4.2 Hz, 1H), 7.22 (dd, J = 8.6, 2.2 Hz, 1H), 4.51-4.31
(m, 2H), 3.76 (t, J = 6.7 Hz, 2H), 3.67-3.52 (m, 2H), 3.46
(d, J= 8.6 Hz, IH), 3.01 (d, J= 9.0 Hz, 1), 2.76 (s, 6H),
271 (t, J= 6.7 Hz, 2H), 2.59 (d, /= 9.2 Hz, 1H), 2.41 (d, J
= 6.8 Hz, 2H), 2.16-2.04 (m, 1H), 2.02-1.79 (m, 6H),
1.49-1.39 (m, 1H), 1.18 — 0.97 (m, 2H).

(d, /=83 Hz, IH), 7.11 (d, J= 8.9 Hz, 1H), 445-431 (m,
1H), 3.76 (t, J = 6.7 Hz, 2H), 3.68-3.57 (m, 4H), 2.80-2.68
(m, 8T, 2.23 (d, J = 6.7 Hz, 2M), 2.14 (d, J = 11.7 Hz, 2H),
2.02-1.68 (m, 4H), 1.74-1.61 (m, 1H), 1.22-1.60 (m, 2H).
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LCMS (EST) m/z: [M+1] =745.16. LCMS (ESI) m/z: [M+1] =743.16.
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LCMS (ESI) m/z: [M+1] =749.23 . 'H NMR (400 MHz,
DMSO-ds) § 10.85 (s, 1H), 10.45 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, TH), 8.95 (dd, J=4.3, 1.7 Hz, 1H), 8.71 (s, 1H), 8.70
(s, 1H), 8.43 (s, 2H), 8.29 (s, 1H), 7.53 (d, J = 6.6 Hz, 1H),
LCMS (ESD) m/z: [M+1] =743.18. 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 7.23 (d, J=10.2
Hz, 1H), 4.43-4.33 (m, 1H), 3.79 — 3.59 (m, 6H), 2.7 (s,
6H), 2.72 (t, J = 6.7 Hz, 2H), 2.22 (d, J = 7.0 Hz, 2H), 2.14
(d, J = 12.0 Hz, 2H), 2.03-1.86 (m, SH), 1.74-1.61 (m, TH),
1.20-1.06 (m, 2H).
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LCMS (EST) m/z [M+1] =791.35. LCMS (ESI) m/z: [M+1] =763.05.
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LCMS (EST) m/z: [M+1] —763.10. LCMS (ESI) m/z: [M+1] =763 14.
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LCMS (ESI) m/z: [M+1] =789.18. 'H NMR (400 MHz,
DMSO-dq) § 10.85 (s, 1H), 10.45 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J = 4.2, 1.7 Hz, 1H), 8.71 (s, 1H),

LCMS (ESI) m/z: [M+1]=763.04.
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8.70 (s, 1H), 8.28 (s, 1H), 7.51 (d, J = 6.5 Hz, 1H), 7.36 (s,
1H), 7.33 (dd, J = 7.1, 4.2 Hz, 1H), 7.20 (d, J = 10.3 Hz,
1H), 4.39-4.20 (m, IH), 3.67 (t, J = 6.7 Hz, 2H), 3.58 (s,
4T, 3.03 (s, 4H), 2.76 (s, 6H), 2.72 (¢, J = 6.7 Hz,
2H),2.40-2.30 (m, 2H), 2.16-2.05 (m, 2H), 1.95-1.74 (m,
8H), 1.47-1.34 (m, 1H), 1.20-1.06 (m, 2H).
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LCMS (ESI) m/z: [M+1]=790.16. LCMS (ESI) m/z: [M+1]=762.14.
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LCMS (ESD) m/z: [M+1] =762.18. LCMS (ESI) m/z: [M+1]=762.14.
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LCMS (ESD) m/z: [M+1] =788.17. LCMS (ESI) m/z: [M+1] =762.12.
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LCMS (ESI) m/z: [M+1] =730.24. 'H NMR (400 Miiz,
DMSO-de) 8 10.85 (s, 1H), 10.81 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.1, 1.6 Hz, 1H), 8.72 (s, ),
8.70 (s, 1H), 8.29 (s, 1H), 7.40 — 7.29 (m, 3H), 7.14 (d, J =
1.7 Hz, 1H), 6.87 (dd, J = 8.3, 1.7 Hz, 1H), 4.46-4.32 (m, LCMS (ESI) m/z: [M+1] =772.16.
1H), 3.88 (dd, J = 11.5, 4.9 Hz, M), 3.68-3.54 (m, 4ID),
277 (s, 6H), 2.72-2.60 (m, 1H), 2.29-1.84 (m, 10H),
1.74-1.60 (m, 2H), (dd, J =32.6, 9.2 Hz, 2H), 2.10— 1.83
(m, 10H), 1.67-1.54 (m, 1H), 1.21-1.07 (m, 2H).
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LCMS (EST) m/z: [M+1] =757.18. LCMS (ESI) m/z: [M+1] =775.15.
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LCMS (ESD) m/z: [M+1] =731.14. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.50 (s, 1H), 9.37 (dd, J = 7.0,
1.6 Hz, 1H), 8.95 (dd, J= 4.2, 1.7 Hz, 1H), 8.78 (d, J= 2.0
Hz, 1H), 8.72 (s, 1H), 8.70 (s, 1H), 8.29 (s, 1H), 7.54 (dd, J
=9.4,2.0 Hz, 1H), 7.47 (d, J = 9.4 Hz, 1H), 7.37 (s, 1H), LCMS (ESI) m/z: [M+1]=744.28.
7.33(dd, J = 7.0, 4.2 Hz, 1H), 4.43-4.32 (m, 1H), 3.80 (t, J
= 6.7 Hz, 2H), 3.51 (s, 4H), 2.80-2.72 (m, 8H), 2.25-2.10
(m, 4H), 2.04-1.84 (m, 5H), 1.73-1.60 (m, 1H), 1.19-1.07
(m, 2H).
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LCMS (ESI) m/z: [M+1]=731.17, LCMS (ESI) m/z: [M+1] =745.08.
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LCMS (ESD) m/z: [M+1]=745.18. LCMS (EST) m/z: [M+1]=745.16.
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LCMS (ESI) m/z: [M+1] =746.12, LCMS (ESIT) m/z: [M+1] =746.15.
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LCMS (ESI) m/z: [M+1] =731.34. LCMS (ESI) m/z: [M+1]=731.28.
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LCMS (ESI) m/z: [M+1] —747.62. 'H NMR (400 MHz,
DMSO-ds) § 10.86 (s, 1H), 10.34 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1H), 8.33 (d, J= 0.9 Hz, 1H), 7.73 (d, J = 8.4 Hz,
IH), 7.39 (d, J = 2.1 Hz, 1H), 7.37 (s, [H), 7.33 (dd, J =
). 739 (@, 7 1H), 737 (s, 1H), 7.33 (@4, J LCMS (ESI) m/z: [M+1] =747.23.
7.0, 42 Hz, 1H), 7.02 (dd, J = 8.4, 2.1 Hz, 1H), 4.47-433
(m, TH), 4.04 (d, J = 12.7 Hz, 2H), 3.80 (t, J = 6.7 Hz,
2H), 3.25 — 3.14 (m, 2H), 3.05-2.93 (m, 2H), 2.77 (s, 6H),
272 (t,J = 6.7 Hz, 2H), 2.24 (d, J = 6.7 Hz, 2H), 2.16-2.04
(m, 6H), 1.94-1.86 (m, 3H), 1.29-1.14 (m, 3H).
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LCMS (EST) m/z: [M+1] = 765.71. 'H NMR (400 MHz,
DMSO-ds) § 10.85 (s, 1H), 10.46 (s, 1H), 9.36 (dd, J = 7.1,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1), 8.54 (s, 1H), 8.29 (s, 1H), 7.81 (d, J= 7.7 Hz,
1H), 7.48 (d, /= 11.2 Hz, 2H), 7.37 (s, 1H), 7.33 (dd, J =
7.0, 42 Hz, 1H), 5.12 (d, J = 49.8 Hz, 1H), 4.77 (dd, J =
30.7, 12.6 Hz, 1H), 437 (d, J = 12.7 Hz, 1H), 3.73 (t, J =
6.7 Hz, 2H), 3.24-3.16 (m, 1H), 3.11-3.04 (m, 1H),
2.81-2.71 (m, 8H), 2.61-1.82 (m, 12H), 1.76-1.56 (m, 1F),

LCMS (ESI) m/z: [M+1] = 765.68. 'H NMR (400 Mz,
DMSO-ds) 8 10.79 (s, LH), 10.40 (s, 1H), 9.30 (dd, J = 7.0,
1.7 Hz, 1H), 8.96 — 8.75 (m, 1H), 8.66 (s, 1H), 8.64 (s, 1H),
8.54 (s, 1H), 8.23 (s, 1H), 7.76 (d, J= 7.7 Hz, 1H), 7.43 (d, J
= 11.1 Hz, 1H), 7.30 (s, 1H), 7.27 (dd, J = 7.0, 4.2 Hz,
1H),5.13-4.90 (m, 1H), 4.72-4.57 (m, LH), 4.40-4.25 (m,
1H), 3.67 (t, J = 6.7 Hz, 2H), 2.97-2.85 (m, 1H), 2.74-2.64
(m, SH), 2.30-1.80 (m, 13H), 1.68-1.52 (m, 1H), 1.15-1.03
(m, 2H).
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1.20-1.06 (m, 2H).
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LCMS (ESI) m/z: [M+1] = 764.23. TH NMR (400 MHz,
DMSO-d6) & 10.87 (s, 1H), 10.85 (s, 1H), 9.36 (dd, T= 7.0,
1.6 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, TH), 8.46 (s, 1H), 8.29 (d, J = 0.9 Hz, 1H), 7.66 (d,
T =174 Hz, 1H), 7.39-7.31 (m, 3H), 5.11 (d, J = 49.9 Hz,
1H), 4.74 (dd, T = 30.3, 12.5 Hz, 1H), 4.42 — 433 (m, 1H),
4.09-4.04 (m, TH), 3.29 — 3.21 (m, 1H), 3.12-3.03 (m, H),
277 (s, 6H), 2.60-1.83 (m, 16H), 1.74-1.65 (m, 1H),
1.23-1.06 (m, 2H).

LCMS (ESI) m/z: [M+1] = 764.76. 'H NMR (400 MHz,
DMSO-ds) 3 10.87 (s, 1H), 10.85 (s, 1H), 9.36 (dd, J = 7.1,
1.7 Hz, 1H), 8.95 (dd, J= 4.2, 1.7 Hz, 1H), 8.72 (s, 1H), 8.70
(s, TH), 8.53 (s, 1H), 8.29 (s, 1H), 7.67 (d, J = 7.5 Hz, 1H),
7.50 = 7.18 (m, 3H), 5.07 (d, J = 48.8 Hz, 1H), 4.73-4.62 (m,
1H), 4.45-4.33 (m, 1H), 4.06 (dd, J = 12.4, 4.9 Hz, 1H), 3.14
~3.06 (m, 1H), 3.02-2.90 (m, TH), 2.77 (s, 6H), 2.60-2.53
(m, 2H), 2.39 — 1.08 (m, 1 7H).
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LCMS (ESI) m/z: [M+1] = 764.76. 'H NMR (400 MIz,
DMSO-dq) § 10.87 (s, 1H), 10.85 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1H), 8.53 (s, 1H), 8.29 (s, 1H), 7.67 (d, J= 7.4 Hz,
1H), 7.39 — 7.26 (m, 3H), 5.06 (d, J = 53.1 Hz, LH),
4.74-4.61 (m, 1H), 4.44-4.32 (m, 1H), 4.06 (dd, J = 12.4,
4.9 Hz, 1), 3.14-3.06 (m, 1H), 3.00-2.93 (m, 1), 2.7 (s,
6H), 2.61-2.52 (m, 2H), 2.38-1.08 (m, 17H).

LCMS (ESI) m/z: [M+1] = 764.65. 'H NMR (400 MHz,
DMSO-d) § 10.87 (s, 1H), 10.85 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Hz, 1), 8.95 (dd, J= 4.3, 1.6 Hz, 1H), 8.71 (s, 1H), 8.70
(s, 1), 8.46 (s, 1H), 8.29 (s, 1H), 7.66 (d, J = 7.4 Hz, 1H),
741728 (m, 3H), 5.11 (d, J =49.8 Hz, 1H), 4.82-4.67 (m,
IH), 4.45-4.33 (m, 1H), 4.06 (dd, J = 124, 49 Hz, 1H),
3.15-3.03 (m, 2H), 2.77 (s, 6H), 2.60-2.53 (m, 2H), 2.35 —
1.08 (m, 17H).
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LCMS (ESD) m/z: [M+1] = 764.59. 'H NMR (400 MHz, | LCMS (ESI) m/z: [M+1] = 764.95. '"H NMR (400 MIz,
DMSO-ds) 5 10.88 (s, 1H), 10.85 (s, 1H), 9.36 (dd, J = | DMSO-ds) § 10.88 (s, 1H), 10.85 (s, 1H), 9.36 (dd, J = 7.0,
7.0, 1.6 Hz, 1H), 8.95 (dd, J = 4.1, 1.6 Hz, IH), 8.71 (s, | 1.7 Hz, 1H), 8.95 (dd, J= 4.2, 1.7 Hz, 1H), 8.72 (s, | H), 8.70
1H), 8.70 (s, 1H), 8.40 (s, 1H), 8.29 (d, J = 1.1 Hz, 1H), | (s, 1H), 8.47 (s, IH), 8.29 (s, 1H), 7.60 (d, J = 6.4 Hz, 1H),
7.59(d, J= 6.5 Hz, 1H), 7.44 (d, J= 11.1 Hz, 1H), 7.37 (s, | 7.45(d, J = 11.1 Hz, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2
1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 5.10 (d, J = 49.7 Hz, | Hz, 1H), 5.07 (d, J = 49.4 Hz, 1H), 4.75-4.62 (m, 1H),
1H), 4.76 (dd, J = 30.2, 12.5 Hz, [H), 4.45-4.29 (m, H), | 4.45-431 (m, [H), 4.10 (dd, J = 12.7, 4.9 Hz, 1H),3.01-2.91
4.10 (dd, J = 12.7, 5.0 Hz, 1H), 3.13-3.01 (m, 2H), 2.76 (s, | (m, 1H), 2.81-2.71 (m, 7H),2.62-2.52 (m, 2H), 2.37-1.06 (m,
6H), 2.63-2.51 (m, 2H), 2.41-1.02 (m, 17H). 17H).
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LCMS (ESI) m/z: [M+1] = 764.71. LCMS (ESI) m/z: [M+1] = 764.69.
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LCMS (ESI) m/z: [M+1] = 803.18. LCMS (ESI) m/z: [M+1] = 802.68.
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LCMS (ESI) m/z: [M+Na] — 764.78. '"H NMR (400 MHz,
LCMS (EST) m/z: [M+1] = 744.43 . 'H NMR (400 MHz,
DMSO-ds) § 10.85 (d, J = 2.6 Hz, 2H), 9.37 (dd, J = 7.0,
DMSO-ds) & 10.85 (s, 1H), 10.41 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.73 (s, 1H),
1.7 Hz, 1H), 8.95 (dd, J=4.2, 1.7 Hz, 1H), 8.72 (s, 1H), 8.70
8.70 (s, OH), 8.41 (s, 1H), 8.30 (s, OH), 7.66 (d, J = 8.6 Hz,
(s, 1H), 8.29 (s, 1H), 7.66 — 7.50 (m, 3H), 7.37 (s, 1H), 7.33
1H), 7.43 (s, 1H), 7.36 (s, OH), 7.34 (dd, J = 7.0, 4.2 Hz,
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1H), 6.91 (d, J = 8.7 Hz, 0H), 4.46-4.32 (m, [H), 3.93 (dd,
J=11.6, 49 Hz, 1H), 2.77 (s, 6H), 2.70-2.64 (m, 1H),
2.58-2.52 (m, 1H),2.37-1.88 (m, 12H), 1.32-1.11 (m, 2H),
0.63 (s, 3H).

(dd, J = 7.0, 42 Hz, 1H), 447 (s, 2H), 4.43-4.32 (m, 1H),
4.07-3.97 (m, 1H), 3.84 (1, J = 6.6 Hz, 2H), 2.97 (d, /= 11.0
Hz, 2H), 2.81-2.70 (m, 8H), 2.23-1.59 (m, 15H), 1.18 — 1.06
(m, 2F).
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LCMS (ESI) m/z: [M+1] = 744.77. 'H NMR (400 MHz,
DMSO-dq) § 10.85 (s, 1H), 10.46 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J= 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1H), 8.29 (s, 1H), 7.68 (d, J = 8.2 Hz, 1H), 7.55 (s,
1H), 7.43 (dd, /= 8.2, 1.8 Hz, 1H), 7.37 (s, 1H), 7.33 (dd, J
= 7.0, 42 Hz, H), 447 (s, 2H), 4.43-436 (m, 1H),
4.07-3.95 (m, 1), 3.85 (t, J = 6.6 Hz, 2H), 2.97 (d, J =
10.8 Hz, 2H), 2.84-2.70 (m, §H), 2.25-1.57 (m, 15H),
1.18-1.06 (m, 2H).

LCMS (ESI) m/z: [M+1] = 731.55. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.32 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Hz, 1H), 8.95 (dd, J=4.2, 1.6 Hz, 1H), 8.72 (s, 1H), 8.29
(s, 1H), 8.70 (s, 1H), 7.40 (d, J = 8.5 Hz, 1H), 7.37 (s, 1H),
7.33 (dd, J= 7.0, 42 Hz, 1H), 7.24 (d, J = 2.1 Hz, 1H), 6.97
(dd, J=8.5, 2.1 Hz, 1), 4.45 - 4.32 (m, 1H), 3.76 (t, J= 6.7
Hz, 2H), 3.69-3.57 (m, 4H), 2.77 (s, 6H), 2.71 (t, J = 6.7 Hz,
2H), 2.22 (d, J = 7.1 Hz, 2H), 2.14 (d, J = 11.8 Hz, 2H),
2.05-1.85 (m, 4H), 1.75-1.59 (m, 4H), 1.74-1.60 (m, 1H),
1.14 (q,J = 12.5 Hz, 2H).
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LCMS (ESI) m/z: [M+1] = 757.86. '"H NMR (400 MHz,
DMSO-ds) 5 10.85 (s, 1H), 10.34 (s, 1H), 9.36 (dd, J= 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.71 (s, 1H),
8.70 (s, 1H), 8.28 (s, 1H), 7.44 (d, J = 2.0 Hz, 1H), 7.36 (s,
LCMS (ESI) m/z: [M+1] = 747.59.
1H), 7.34 — 7.25 (m, 2H), 7.12 (dd, J = 8.3, 2.0 Hz, 1H),
4.45-4.30 (m, 3H), 3.77 (1, J = 6.6 Hz, 2H), 2.88 — 2.63 (m,
10H), 2.40 — 2.27 (m, 2H), 2.20-2.09 (m, 3H), 2.01-1.82
(m, 8H), 1.69-1.54 (m, 1H), 1.19-1.03 (m, 2H).
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LCMS (EST) m/z: [M+1] = 772.18. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.49 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.77 — 8.73 (m,
1H), 8.71 (s, 1H), 8.70 (s, 1H), 8.28 (s, 1H), 7.51 (dd, J =
9.3, 2.0 Hz, 1H), 7.44 (d, J= 9.1 Hz, 1H), 7.36 (s, LII),
733 (dd, J= 7.0, 4.2 Hz, 1H), 4.40-4.29 (m, 1H), 3.79 (t, J
= 6.7 Hz, 2H), 3.46 (s, 4H), 2.97 (s, 4H), 2.80-2.69 (m,
8H), 2.34-2.29 (m, 2H), 2.20 — 2.07 (m, 2H), 1.96-1.80 (m,
SH), 1.76-1.60 (m, 4H), 1.44-1.33 (m, 1H), 1.19-1.05 (m,
2H).

LCMS (ESI) m/z: [M+1] = 770.85. 'H NMR (400 MHz,
DMSO-ds) 3 10.90 (s, 1H), 10.85 (s, LH), 9.36 (d, J= 7.0 Hz,
1H), 9.04 — 8.85 (m, 1H), 8.72-8.68 (m, 2H), 8.55 (s, 1H),
830 (d, J = 21.9 Hz, 1H), 7.43-7.35 (m, 2H), 7.33 (dd, J =
7.0, 42 Hz, 1H), 4.41-4.28 (m, 1H), 3.94 (dd, J = 12.8, 4.8
Hz, 1H), 3.45 (s, 4H), 2.97 (s, 4H), 2.76 (d, J = 1.6 Hz,
6H),2.73-2.64 (m, 1H), 2.61-2.54 (m, [H), 2.47-2.40 (m,
1H), 236-2.29 (m, 3H), 2.18-2.00 (m, 4H), 1.95-1.80 (m,
4H), 1.76-1.58 (m, 6H), 1.45-1.32 (m, 1H), 1.19-1.03 (m,
2H).
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LCMS (EST) m/z: [M+1] = 761.33. 'H NMR (400 MHz,
DMSO-ds) 3 10.85 (s, 1H), 10.32 (s, 1H), 9.36 (d, J= 7.1,
1.4 Hz, 1H), 8.95 (dt, J = 4.2, 1.2 Hz, IH), 8.71 (s, 1F),
8.70 (s, 1H), 8.27 (s, 1H), 7.71 (dd, J= 2.3, 1.0 Hz, ),
741 (d, J = 8.6 Hz, 1H), 7.36 (s, 1T, 7.33 (ddd, J= 7.1,
42, 1.1 Hz, 1H), 7.20 (dd, J = 8.5, 2.2 Hz, 1H), 4.41-4.29
(m, 1H), 3.85 — 3.54 (m, 6H), 2.87-2.79 (m, 2H), 2.76 (s,
6H), 2.72 — 2.60 (m, 4H), 2.32 (d, J = 6.7 Hz, 2H), 2.21 —
2.05 (m, 2H), 1.97-1.80 (m, 6H), 1.64-1.50 (m, 1H),
1.15-1.02 (m, 2H).

LCMS (ESI) m/z: [M+23] = 768.84. '"H NMR (400 MHz,
DMSO-ds) § 10.85 (s, 2H), 9.37 (dd, J = 7.0, 1.7 Hz, 1H),
8.95 (dd, J=4.2, 1.7 Hz, 1), 8.73 (s, 1H), 8.70 (s, 1), 8.48
(s, 1), 8.30 (s, 1H), 7.67 (d, J= 8.7 Hz, 1H), 7.45 (s, 1H),
737 (s, 1H), 7.34 (dd, J = 7.0, 4.2 Hz, 1H), 6.93 (d, J= 8.7
Hz, 1H), 5.38-4.78 (m, 2H), 4.41 (s, 1H), 3.95 (dd, J = 11.5,
4.9 Hz, 1H), 2.77 (s, 6H), 2.71-2.64 (m, 1H), 2.69 (dd, J =
11.1, 6.1 Hz, 1H), 2.56-1.88 (m, 16H), 1.30-1.09 (m, SH).
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LCMS (EST) m/z: [M+1] = 746.96. 'H NMR (400 MHz,
DMSO-ds) & 10.85 (d, J = 2.0 Hz, 2H), 9.37 (dd, J = 7.0,
1.6 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1H), 8.47 (s, 1H), 8.30 (s, 1H), 7.66 (d, /= 8.7 Hz,
1H), 7.45 (s, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz,
1H), 6.92 (dd, J = 8.7, 1.4 Hz, 1H), 5.33-5.00 (m, LH),
4.83-4.63 (m, 1H), 4.46-4.33 (m, 1H), 3.94 (dd, J = 11.6,
4.9 Hz, 1H), 2.77 (s, 6H), 2.72 — 2.65 (m, 1H), 2.57-1.85
(m, 16 H), 1.82-1.59 (m, 2H), 1.28-1.10 (m, 2H).

LCMS (ESI) m/z: [M+1] = 746.74. 'H NMR (400 MHz,
DMSO-ds) § 10.85 (s, 2H), 9.36 (dd, J = 7.1, 1.7 Hz, TH),
8.95(dd, J=4.2, 1.7 Hz, 1), 8.72 (s, 1H), 8.70 (s, 1H), 8.44
(s, TH), 8.40 (s, 1H), 8.29 (s, 1H), 7.66 (d, J = 8.6 Hz, 1H),
743 (s, 1H), 7.37 (s, 1H), 7.33 (dd, J= 7.1, 4.2 Hz, 1H), 6.90
(d,J=8.4Hz, 1H), 5.11 (d, J=49.4 Hz, 1H), 4.84 — 4.68 (m,
1H), 4.45-432 (m, 1H), 3.94 (dd, J = 11.5, 4.9 Hz, 1H),
3.15-3.05 (m, 1H), 2.77 (s, 6H), 2.71 — 2.63 (m, 1H), 2.38 —
1.59 (m, 16T), 1.72-1.58 (m, 2H), 1.21-1.07 (m, 2H).
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LCMS (ESI) m/z: [M+23] = 768.85. 'H NMR (400 MHz,
DMSO-ds) & 10.85 (s, 2H), 9.36 (dd, J = 7.0, 1.7 Hz, 1H),
8.95 (dd, J = 4.2, 1.6 Hz, 1H), 8.72 (s, 1H), 8.70 (s, ITI),
8.46 (s, 1H), 8.40 (s, 1H), 8.29 (s, 1H), 7.66 (d, J= 8.7 Hz,
IH), 7.43 (s, 1H), 7.37 (s, 1H), 7.33 (dd, J= 7.0, 4.2 Hz,
1H), 6.90 (d, J= 8.6 Hz, 1H), 5.11 (d, J = 49.8 Hz, 1H),
4.86 — 4.55 (m, 1H), 4.43-4.34 (m, 1H), 3.94 (dd, /= 11.5,
4.8 Hz, 1H), 3.13-3.04 (m, 1H), 2.77 (s, 6H), 2.72 — 2.63
(m, IH), 240 — 188 (m, 16H), 1.74-1.57 (m, IH),
1.21-1.06 (m, 1H).

LCMS (ESI) m/z: [M+1] = 746.61. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.83 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Hz, 1H), 8.94 (dd, J=4.2, 1.7 Hz, 1H), 8.72 (s, 1H), 8.70
(s, 1), 8.39 (s, 1H), 8.29 (s, 1H), 7.57 (d, J = 8.9 Hz, 1H),
7.51 (s, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 7.11
(dd, /= 9.0, 1.7 Hz, [H), 5.25 — 4.61 (m, 2H), 4.43-4.31 (m,
1H), 3.24-2.95 (m, 3H), 2.77 (s, 6H), 2.73-2.61 (m, 1H), 2.40
— 1.83 (m, 14H), 1.72-1.58 (m, 1T), 1.19-1.04 (m, 2T).
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LCMS (ESI) m/z: [M+1] = 746.68. 'H NMR (400 MHz,
DMSO-ds) 5 10.85 (s, 1H), 10.83 (s, 1H), 9.37 (dd, J = 7.0,
1.6 Hz, 1H), 8.95 (dd, J = 4.1, 1.5 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1T), 8.39 (s, 1H), 8.29 (s, 1H), 7.57 (d, J= 8.9 Hz,
1H), 7.51 (s, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz,
IH), 7.11 (d, J = 93 Hz, 1H), 524 — 4.69 (m, 2H),
4.44-432 (m, 1H), 3.91 (dd, J = 11.2, 4.8 Hz, [H), 3.27 —
2.94 (m, 3H), 2.77 (s, 6H), 2.73-2.63 (m, 1H), 2.40-1.77
(m, 14H), 1.73-1.58 (m, 1H), 1.21-1.04 (m, 2H).

LCMS (EST) m/z: [M+1] = 742.19.
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LCMS (ESI) m/z: [M+1] = 764.38. LCMS (ESI) m/z: [M 1] = 779.36.
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LCMS (EST) m/z: [M+1] = 770.35 LCMS (ESD) m/z: [M+1] = 779.31
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LCMS (ESI) m/z: [M+1] = 725.33 LCMS (ESD) m/z: [M+1] = 751.34
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FAE FAE
LCMS (ESD) m/z: [M+1] = 765.35 LCMS (EST) m/z: [M-+1] = 768 36
sEhEwl | ks Sl | EYHR )
| )
R T R 5
! F
Ny .0 o~y
Sl PSR S e Jm -
—HAN | TM-166 | —HEAN | TM-167 | 7 °
o] 0
5 fNQ o= |+ re
W ° A
Ak FAk
LCMS (EST) m/z: [M+Na] = 780.95 LCMS (EST) m/z: [M+1] = 746.68.
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LCMS (ESI) m/z: [M+1] = 746.46. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.84 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.1, 1.7 Hz, 1H), 8.73 (s, |H),
8.70 (s, 1H), 8.47 (s, 1H), 8.30 (s, 1H), 7.61 (d, J= 9.0 Hz,
1H), 7.55 (s, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz,
1H), 7.15 (d, J = 9.0 Hz, 1H), 5.67-5.39 (m, 1H), 5.12-4.88
(m, 1H), 4.49-4.36 (m, 1H), 3.92 (dd, J = 11.4, 4.9 Hz,
1H), 3.28-3.04 (m, 2H), 2.7 (s, 6H), 2.71 — 2.60 (m, 1H),
2.38-1.84 (m, 15H), 1.36-1.14 (m, 2H).

LCMS (EST) m/z: [M+1] = 765.58.
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LCMS (EST) m/z: [M+1] = 765.45. LCMS (ESI) m/z: [M+1] = 765.33.
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LCMS (EST) m/z: [M+1] = 765.56.

LCMS (ESI) m/z: [M+1] = 730.82. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.49 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J=4.2, 1.6 Hz, 1H), 8.72 (s, 1H), 8.70
(s, TH), 8.29 (s, 1H), 8.02 (d, /= 8.9 Hz, 1H),7.92 (d,J=1.8
Hz, 1H), 741 (dd, J = 8.9, 1.8 Hz, 1H), 7.37 (s, 1H), 7.32
(dd, J = 7.0, 4.2 Hz, 1H), 5.03 — 4.67 (m, 1H), 438 (1, J =
11.7 Hz, 1H), 3.91 (1, J = 6.6 Hz, 2H), 3.04 (d, J = 9.5 Hz,
2H), 2.80-2.71 (m, 8H), 2.34 — 2.06 (m, 10H), 2.04 — 1.83
(m, 4H), 1.66 (s, 1H), 1.20-1.07 (m, 2H).
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LCMS (ESI) m/z: [M+1] = 746.44. '"H NMR (400 MHz,
DMSO-ds) & 10.85 (s, 1H), 10.41 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s,
1H),8.70 (s, 1H), 8.64 (s, 1H), 8.29 (s, 1H), 7.41 — 7.30 (m,
LCMS (ESI) m/z: [M+1] = 729.42
3H), 6.88 (dd, J = 11.8, 1.5 Hz, 1H), 4.59 — 4.33 (m, 2H),
3.84 (t, J = 6.6 Hz, 2H), 3.08-2.95 (m, 2H), 2.77 (s, 6H),
2.73(t, J= 6.6 Hz, 2H), 2.26-2.07 (m, 10H), 1.99 — 1.85 (m,
4H), 1.72-1.60 (m, TH), 1.20-1.08 (m, 2H).
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LCMS (ESI) m/z: [M+1] = 730.65.

LCMS (ESI) m/z: [M+1] = 729.34. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.46 (s, 1H), 9.36 (dd, J = 7.1,
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1.6 Oz, 1H), 8.95 (dd, J= 4.3, 1.6 Hz, 1H), 8.71 (s, 1H), 8.70
(s, TH), 8.54 (d, J = 2.0 Hz, 1H), 8.29 (s, 1H), 7.71 (s, 1H),
747 (d, J= 9.5 Hz, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.1
Hz, 1H), 7.20 (dd, J = 9.6, 2.0 Hz, IH), 4.42-4.34 (m, 1H),
377 (t, J = 6.6 Hz, 2H), 2.98-2.88 (m, 2H), 2.79-2.71 (m,
8H), 2.70-2.62 (m, 1H), 2.27 — 1.85 (m, 12H), 1.77-1.57 (m,
4H), 1.20-1.04 (m, 2H).
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LCMS (EST) m/z: [M+1] = 729.38. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.48 (s, 1H), 9.36 (dd, J = 6.9,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.6 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1H), 8.40 (d, J = 7.4 Hz, 1H), 8.29 (s, LH), 7.66 (s,
1H), 7.42 — 7.29 (m, 3H), 6.91 (dd, J = 7.3, 2.1 Hz, 1H),
4.43-4.33 (m, 1H), 3.85 (t, J= 6.6 Hz, 3H), 3.03-2.88 (m,
2H), 2.80-2.71 (m, 8H), 2.70-2.62 (m, 1H), 2.28 — 1.85 (m,
12H), 1.76-1.59 (m, 4H), 1.19-1.03 (m, 2H).

LCMS (ESI) m/z: [M+1] = 727.34
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LCMS (ESI) m/z: [M+1] = 727.42. 'H NMR (400 MHz,
DMSO-d) § 10.85 (s, 1H), 10.32 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Oz, 1), 8.94 (dd, J= 4.2, 1.6 Hz, 1H), 8.72 (s, 1H), 8.70
(s, 1H), 8.50 (s, 1H), 8.29 (s, IH), 7.54 (dd, J = 5.6, 3.5 Hz,
2H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 7.18 (dd, J =
92, 1.9 Hz, 1H), 447 — 431 (m, 1H), 4.25 (s, 1), 3.78 (1, J
= 6.7 Hz, 2H), 3.23 (d, J= 8.9 Hz, 2H), 2.77 (s, 6H), 2.72 ¢,
J= 6.7 Hz, 2H), 2.47 — 2.39 (m, 2H), 2.37 — 2.26 (m, 4H),
2.13 (d, J = 12.0 Hz, 2H), 1.95 (dd, J = 25.8, 12.9 Hz, 4H),
1.61-1.49 (m, 1H), 1.18-1.03 (m, 2H).

LCMS (EST) m/z: [M+1] = 727.28
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LCMS (ESI) m/z: [M+1] = 727.52. "H NMR (400 MIz,
DMSO-dq) § 10.85 (s, 1H), 10.35 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.6 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1H), 8.49 (s, 1H), 8.30 (s, 1H), 7.63 (d, J= 8.9 Hz,
1H), 7.45 (s, 1H), 7.37 (s, 1H), 7.34 — 7.30 (m, 1H), 7.01
(dd, J = 8.9, 1.8 Hz, 1H), 4.43-4.35 (m, [H), 4.24 (s, 1 H),
3.82 (1, J= 6.7 Hz, 2H), 3.24 (d, J= 8.9 Hz, 2H), 2.46-1.53
(m, 13H), 1.19-1.08 (m, 2H).

LCMS (EST) m/z: [M+1] = 755.32
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LCMS (ESI) m/z. [M+1] = 730.73. 'H NMR (400 MHz,
DMSO-ds) 3 10.85 (s, 1H), 10.42 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Hz, 1H), 8.94 (dd, J = 4.2, 1.6 Hz, 1H), 8.72 (s, 1H), £.70
(s, 1H), 8.28 (s, 1H), 7.68 (dd, J = 5.2, 3.2 Hz, 2H), 7.38 (s,
LCMS (ESD) my/z: [M+1] = 755.42 LH), 7.34 — 7.29 (m, 2H), 4.41 — 4.31 (m, 2H), 3.82 (t, J= 6.6
Hz, 2H), 3.05-2.95 (m, 1H), 2.93-2.82 (m, 2H), 2.80-2.70 (m,
8H), 2.76 (s, 6H), 2.73 (d, J = 6.6 Hz, 1H), 2.22 — 2.04 (m,
8H), 1.99-1.77 (m, 6H), 1.69-1.56 (m, LH), 1.16 — 1.05 (m,
2H).
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LCMS (ESI) m/z: [M+1] = 730.45. 'H NMR (400 MHz,
DMSO-ds) 5 10.85 (s, 1H), 10.38 (s, 1H), 9.36 (dd, J = 7.0,

LCMS (ESI) m/z: [M+1] = 729.38
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1.6 Hz, 1H), 8.94 (dd, J = 42, 1.7 Hz, 1H), 8.72 (s, IH),
8.70 (s, 1H), 8.28 (s, 1H), 7.72 — 7.63 (m, 2H), 7.43 — 7.28
(m, 3H), 4.44 — 428 (m, 1H), 381 (t, J = 6.7 Hz, 2H),
3.07-2.96 (m, 1), 2.96 — 2.82 (m, 2H), 2.81-2.71 (m, $H),
2.22-2.03 (m, §H), 1.99 — 1.79 (m, 6H), 1.70-1.57 (m, 1H),
1.17 = 1.03 (m, 2H).
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LCMS (EST) m/z: [M+1] = 729.46 LCMS (ESI) m/z: [M+1] = 730.44
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LCMS (ESI) m/z: [M+1] = 730.53 LCMS (EST) m/z: [M+1] = 730.62.
e | AeE SEH | E%
. X | . )
G B G &l
.\“\N
NN " /N/ O\N/N\ S "‘:(O U N
e ) gQ Sl Wad
I=a -
—mh | ™™-192 | ™o, N —EA | TM-193 N g
— /F{ O:H<Nj\} = ° o=
+= NN Y += B HN
\%) Nd o
FAE FAE
LCMS (ESI) m/z: [M+1] = 730.52 LCMS (ESI) m/z: [M+1] = 730.46
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LCMS (ESI) m/z: [M+1] = 730.48 LCMS (ESI) m/z: [M+1] = 743.73. 'H NMR (400 MHz,
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DMSO-ds) 5 10.91 (s, [H), 10.88 (s, 1H), 9.42 (dd, J = 7.0,
1.7 Hz, 1H), 9.01 (dd, J = 4.2, 1.6 Hz, 1H), 8.81 — 8.75 (m,
2H), 8.39 (s, 1H), 8.18 (s, 1H), 7.47-7.37 (m, H), 7.39 (dd, J
= 7.0, 42 Hz, 1H), 670 (dd, J = 9.0, 1.9 Hz, 1H), 6.59 (s,
1H), 5.86 (d, J = 7.1 Hz, 1H), 4.55 — 4.33 (m, 3H), 3.04 (s,
2H), 2.92 — 279 (m, 7H), 2.73 — 2.63 (m, 1H), 2.40 — 2.12
(m, 10H), 2.07 — 1.87 (m, 6H), 1.80-1.63 (m, 1H), 1.25-1.13
(m, 2H).
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LCMS (ESI) m/z: [M+1] = 743.87. '"H NMR (400 MHz,
DMSO-ds) 5 10.85 (s, 1H), 10.80 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Hz, 1H), 8.94 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1H), 8.29 (s, 1H), 8.01 (s, 1H), 7.40-7.35 (m, 2H),
733 (dd, J = 7.0, 4.2 Hz, 1H), 6.87 (dd, J = 9.2, 2.1 He,
1H), 6.58 (d, J = 2.0 Hz, 1H), 5.60 (d, J= 7.0 Hz, 1H), 4.43
— 425 (m, 3H), 3.02 (br, 2H), 2.82-2.71 (m, 7H), 2.68-2.57
(m, 1H), 2.23 — 2.05 (m, 10H), 2.00 — 1.81 (m, 6H),
1.72-1.58 (m, 1H), 1.13 (q, J= 12.3 Hz, 2H).

LCMS (ESI) m/z: [M+1] = 715.36. 'H NMR (400 MHz,
DMSO-ds) § 10.85 (s, 1H), 10.36 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J = 4.2, 1.7 Hz, 1H), 8.71(s, 1H), 8.70
(s, 1H), 8.44 (s, 1H), 8.28 (s, 1H), 7.68 (d, J = 8.9 Hz, 1H),
7.50 (s, 1), 7.37 (s, 1H), 7.33 (dd, J= 7.0, 4.2 Hz, 1), 7.02
(dd, J= 8.9, 1.9 Hz, 1H), 5.26 — 5.18 (m, 1H), 4.42 — 4.33
(m, TH), 3.83 (1, J = 6.7 Hz, 2H), 3.02 (dd, J = 9.8, 7.3 Hz,
1H), 2.95-2.87 (m, 2H), 2.76 (s, 6H), 2.73 (t, J = 6.6 Hz, 2H),
2.65-2.57 (m, 1), 2.38 (d, J = 7.2 Hz, 2H), 2.25 — 1.86 (m,
8H), 1.72-1.55 (m, 1H), 1.15 (q, J= 12.1 Hz, 2H).
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LCMS (EST) m/z: [M+1] = 715.51. 'H NMR (400 MHz,
DMSO-ds) & 10.85 (s, 1H), 10.36 (s, 1), 9.36 (dd, J= 7.0,
1.7 Hz, 1H), 8.95 (dd, J= 4.2, 1.6 Hz, 1H), 8.71 (s, 1H),
8.70 (s, 1H), 8.45 (s, 1H), 8.28 (s, 1H), 7.68 (d, J= 8.9 Hz,
1H), 7.50 (d, J = 1.6 Hz, IH), 7.36 (s, 1), 7.33 (dd, J =
7.0, 42 Hz, 1H), 7.02 (dd, J= 8.9, 1.8 Hz, 1H), 5.26-5.16
(m, 1H), 4.44-433 (m, 1H), 3.83 (¢, J = 6.7 Hz, 2H),
3.08-3.03 (m, 1H), 2.97-2.86 (m, 2H), 2.76 (s, 6H), 2.73 (t,
J=6.8 Hz, 2H), 2.68 — 2.62 (m, 1H), 2.39 (d, J = 7.0 Hz,
2H), 2.23 — 1.87 (m, 8H), 1.61 (s, 1H), 1.22 — 1.11 (m, 2H).

LCMS (ESI) m/z: [M+1] = 733.32. 'H NMR (400 MHz,
DMSO-ds) 3 10.85 (s, 1H), 10.34 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Hz, 1H), 8.95 (dd, J= 4.2, 1.6 Hz, 1H), 8.72 (s, H), 8.70
(s, TH), 8.45 (s, 1H), 8.30 (s, 1H), 7.65 — 7.57 (m, 2H), 7.34
(s, 1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 7.2 (dd, /= 9.1, 2.1
Hz, 1H), 5.54 — 5.28 (m, 2H), 4.45 — 4.36 (m, 1H), 3.80 (t, J
= 6.7 Hz, 2H), 3.44-3.36 (m, 1H), 3.24 — 3.14 (m, 2H), 3.12 —
2.91 (m, 2H), 2.81-2.68 (m, 8H), 2.16 (d, J = 12.0 Hz, 2H),
2.09 — 1.86 (m, 4H), 1.77-1.56 (m, 1H), 1.26-1.12 (m, 2H).
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LCMS (EST) m/z: [M+1] = 733.33. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.37 (s, 1H), 9.36 (dd, J= 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, TH), 8.54 (s, 1H), 8.29 (s, 1H), 7.71 (d, /= 8.9 Hz,
IH), 7.53 (s, 1H), 7.37 (s, 1H), 7.33 (dd, J= 7.0, 4.1 Hz,
IH) , 7.06 (dd, J = 8.9, 1.8 Hz, 1H), 5.59-5.31 (m, 2H),
547 — 531 (m, 2H), 444 — 4.34 (m, 1H), 3.84 (1, J = 6.7
Hz, 2H), 3.49 (t, J = 8.5 Hz, 1H), 3.15 (dd, J =233, 11.4
Hz, 1H), 2.98-2.84 (m, 1H), 2.80-2.70 (m, 8H), 2.43-2.38
(m, 2H), 2.14 (d, J = 12.0 Hz, 2H), 2.04 — 1.87 (m, 4H),
1.73-1.55 (m, 1H), 1.25-1.10 (m, 2H).

LCMS (EST) m/z: [M+1] = 733.53. 'H NMR (400 MHz,
DMSO-ds) § 10.84 (s, 1H), 10.37 (s, 1H), 9.34 (dd, J = 7.0,
1.6 Hz, 1H), 8.93 (dd, J=4.2, 1.6 Hz, 1H), 8.70 (s, 1H), 8.69
(s, 1H), 8.52 (s, 1H), 8.28 (s, 1H), 7.76 — 7.63 (m, |H), 7.52
(s, TH), 7.35 (s, 1H), 7.32 (dd, ), 7.32 (dd, J = 7.0, 4.2 Hz,
1H), 7.05 (dt, J = 8.9, 1.7 Hz, 1H), 5.59 — 5.29 (m, 2), 4.43
~ 432 (m, 1H), 3.83 (t, J = 6.7 Hz, 2H), 3.48 (1, J = 8.6 Hz,
1H), 3.13 (dd, J = 23.4, 11.5 Hz, 1H), 2.99 — 2.82 (m, 1H),
2.80 — 2.67 (m, 9H), 2.42-2.36 (m, 1H), 2.23-2.08 (m, 2H),
2.02 - 1.85 (m, 4HD), 1.74-1.52 (m, 2H), 1.23-1.08 (m, 2H).
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LCMS (ESI) m/z: [M+1] = 733.45. '"H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.37 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, LH), 8.45 (s, 1H), 8.30 (s, 1H), 7.71 (dd, J = 8.9,
0.7 Hz, 1H), 7.50 (s, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0,
4.1 Hz, 1H), 7.04 (dd, J = 8.9, 1.8 Hz, 1), 5.52-5.27 (m,
2H), 5.33 (tt, J = 12.9, 6.9 Hz, 2H), 4.46 — 4.33 (m, 1H),
3.84 (1, J = 6.7 Hz, 2H), 3.43-3.36 (m, 1H), 3.26 — 2.88 (m,
3H), 2.77 (s, 6H), 2.74 (1, J= 6.7 Hz, 2H), 2.22 — 1.87 (m,
6H), 1.73-1.56 (m, 1H), 1.18 (q, J = 12.3 Hz, 2H).

LCMS (ESI) m/z: [M+1] = 729.66. 'H NMR (400 MHz,
DMSO-ds) 3 10.85 (s, 1H), 10.36 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J= 4.2, 1.7 Hz, 1H), 8.71 (s, 1H), 8.70
(s, 1H), 8.51 (s, 1H), 8.28 (s, 1H), 7.68 (d, J = 8.9 Hz, 1H),
7.50 (s, 1H), 7.36 (s, 1H), 7.33 (dd, J= 7.0, 4.2 Hz, 1H), 7.03
(dd, J = 8.9, 1.8 Hz, 1H), 4.69 — 4.59 (m, 1H), 4.42-433 (m,
1H), 3.83 (t, J = 6.7 Hz, 2H), 3.14 (d, J = 10.8 Hz, 1H), 2.83
(d, J = 10.5 Hz, 1H), 2.76 (s, 6H), 2.74 (t, J = 6.7 Hz, 2H),
2.27 - 1.68 (m, 15H), 1.18 — 1.09 (m, 2H).
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LCMS (ESI) m/z: [M+1] = 729.66. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.33 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 871 (s,
1H),8.70 (s, 1H), 8.52 (s, 1H), 8.28 (s, 1H), 7.63-7.57 (m,
2H), 7.36 (s, 1H), 7.33 (dd, J= 7.0, 4.2 Hz, 1H), 7.20 (dd, J
=9.1,2.0 Hz, 1H), 4.70-4.58 (m, 1H), 442 — 431 (m, 1H),
379 (1, J = 6.7 Hz, 2H), 3.14 (d, J = 9.9 Hz, 1H), 2.82 (d, J
=4.5Hz, 1H), 2.76 (s, 6H), 2.73 (t, /= 6.7 Hz, 2H), 2.27 —
1.63 (m, 15M), 1.20-1.07 (m, 2H).

LCMS (ESI) m/z: [M+1] = 733.44. 'H NMR (400 MHz,
DMSO-ds) & 10.85 (s, 1H), 10.33 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1), 8.95 (dd, J= 4.2, 1.7 Hz, 1H), 8.75 — 8.67 (m,
2H), 8.45 (s, 1H), 8.30 (s, 1H), 7.64 — 7.55 (m, 2H), 7.41 —
731 (m, 2H), 7.22 (dt, J = 9.0, 1.9 Hz, 1H), 5.52-5.28 (m,
1H), 4.54 — 4.32 (m, 1H),4.45-4.35 (m, LH), 3.80 (td, J= 6.7,
2.0 Hz, 2H), 3.27 — 2.90 (m, 4H), 2.76 (s, 6H), 2.73 (1, J =
6.92, 2H), 2.65-2.58 (m, 1H), 2.29 — 1.84 (m, 7H), 1.67 (d, J
=23.8 Hz, 2H), 1.28 — 111 (m, 2H).
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LCMS (ESI) m/z: [M+1] = 733.62. 'H NMR (400 MHz,
DMSO-ds) & 10.85 (s, 1H), 10.33 (s, 1H), 9.35 (dt, J= 7.1,
1.3 Hz, 1H), 8.94 (dd, J = 4.2, 1.9 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1H), 8.45 (s, 1H), 8.29 (s, IH), 7.65 — 7.57 (m,
2H), 7.36 (s, LH), F7.32 (dd, J= 7.0, 4.2 Hz, 1H), 7.21 (dt,
J=9.1,2.0 Hz, 1H), 5.53 — 5.28 (m, 2H), 4.44 — 4.34 (m,
1H), 3.80 (t, J = 6.7 Hz, 2H), 3.27 — 2.90 (m, 4H), 2.76 (s,
6H), 2.73 (t, J = 6.92, 2H),2.64-2.58 (m, 1H), 2.27-1.58 (m,
9H), 1.26-1.10 (m, 2H).

LCMS (ESI) m/z: [M+1] = 733.47. 'H NMR (400 MHz,
DMSO-d)  10.85 (s, 1), 10.34 (s, 1H), 9.37 (dd, J = 7.0,
1.6 Hz, 1), 8.95 (dd, J=4.2, 1.7 Hz, 1), 8.72 (s, 111), 8.70
(s, 1H), 8.55 (s, 1H), 829 (s, 1H), 7.71 (d, J = 8.9 Hz, 1H),
7.53 (s, 1H), 7.37 (s, 1H), 7.33 (dd, J = 7.0, 4.1 Hz, 1H) ,
7.06 (dd, J= 8.9, 1.8 Hz, 1H), 5.59-5.31 (m, 2H), 5.47 — 5.31
(m, 2H), 4.44 —4.34 (m, 1), 3.84 (t, J= 6.7 Hz, 2H), 3.49 (t,
J= 8.5 Hz, 1H), 3.15 (dd, J = 23.3, 11.4 Hz, 1H), 2.98-2.84
(m, 1H), 2.80-2.70 (m, 8H), 2.43-2.38 (m, 2H), 2.14 (d, J =
12.0 Hz, 2H), 2.04 — 1.87 (m, 4H), 1.73-1.55 (m, 1H),
1.25-1.10 (m, 2H).
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LCMS (ESI) m/z: [M+1] = 733.87. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.34 (s, 1T), 9.36 (d, J = 7.1
Hz, 1H), 8.95 (d, J = 3.5 Hz, 1H), 8.71 (s, 1H), 8.70 (s,
1H), 8.55 (s, 1H), 8.29 (s, 1H), 7.66-7.60 (m, 2H), 7.37 (s,
1H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 7.24 (d, J = 10.5 Hz,
IH), 5.64 — 5.24 (m, 2H), 4.46-4.32 (m, 1), 3.80 (¢, J =
6.6 Hz, 2H), 3.49 (1, J = 8.6 Hz, 1H), 3.14 (dd, J = 23.6,

LCMS (ESI) m/z: [M+1] = 715.55. 'H NMR (400 MHz,
DMSO-ds) 3 10.85 (s, 1H), 10.32 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J = 4.2, 1.6 Hz, 1H), 8.79 — 8.65 (m,
2H), 8.45 (s, 1H), 8.28 (s, 1H), 7.64 — 7.54 (m, 2H), 7.40 —
7.30 (m, 2H), 7.20 (dt, J = 9.2, 1.7 Hz, 1H), 5.29-5.22 (m,
IH), 443 — 431 (m, 1H), 3.78 (td, J = 6.7, 1.8 Hz, 2H),
3.11-2.86 (m, 3H), 2.76 (s, 6H), 2.72 (t, J = 6.7 Hz, 2H),
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1.1 Hz, 1H), 3.00-2.83 (m, LH), 2.79-2.71 (m, SH),
2.43-2.36 (m, 2H), 2.18-2.09 (m, 2H), 2.05-1.87(m, 4H),
1.71-1.57 (m, 1H), 1.14-1.12 (m, 2H).

2.69-2.60 (m, [H), 2.44 -2.35 (m, 2H), 2.40 (d, J = 6.8 Hz,
1H), 2.28 — 2.09 (m, 3H), 2.05 — 1.84 (m, 4H), 1.73-1.55 (m,
2H), 1.29 — 1.08 (m, 2H).
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LCMS (EST) m/z: [M+1] = 715.67. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.33 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Hz, 1H), 8.95 (dd, J = 4.2, 1.6 Hz, 1H), 8.76 — 8.65 (m,
2H), 8.45 (d, J= 4.0 Hz, 1H), 8.28 (s, 1H), 7.69 — 7.55 (m,
2H), 7.46 — 7.29 (m, 2H), 7.20 (dt, J = 9.1, 1.8 Hz, 1H),
5.27-5.18 (m, 1H), 4.53 — 423 (m, 1H), 3.79 (td, J = 6.7,
1.8 Hz, 2H), 3.10 — 2.86 (m, 3H), 2.77 (s, 6H), 2.72 (t, J =
6.7 Hz, 2H), 2.67 — 2.58 (m, H), 2.39 (d, J= 7.2 Hz, 2H),
233 — 2.10 (m, 2H), 2.08 — 1.84 (m, 4H), 1.74-1.55 (m,
2H), 131 — 1.07 (m, 2H).

LCMS (ESI) m/z: [M+1] = 729.64. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.33 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J=4.2, 1.7 Hz, 1H), 8.71 (s, 1H), 8.70
(s, TH), 8.51 (s, 1H), 8.27 (s, LH), 7.65 — 7.49 (m, 2H), 7.42 —
7.26 (m, 2H), 7.20 (dd, J = 9.0, 2.1 Hz, 1H), 4.69-4.59 (m,
1H), 4.42-4.30 (m, 1H), 3.79 (t, J = 6.7 Hz, 2H), 3.13 (d, J =
10.8 Hz, 1H), 2.85-2.69 (m, 9H), 2.24 (t, J = 7.0 Hz, 2H),
2.17-2.05 (m, 4H), 2.01 — 1.74 (m, 6I), 1.72-1.58 (m, 2,
1.19-1.04 (m, 2H).
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LCMS (EST) m/z: [M+1] = 729.80. 'H NMR (400 MHz,
DMSO-ds) & 10.85 (s, 1H), 10.36 (s, 1H), 9.35 (dt, J = 7.0,
1.5 Hz, 1H), 8.93 (dd, J = 4.1, 1.7 Hz, 1H), 8.71 (s, 1H),
8.70 (s, TH), 8.49 (s, 1H), 8.26 (s, 1H), 7.67 (d, /= 8.9 Hz,
1H), 7.50 (s, 1H), 7.48 — 7.28 (m, 2H), 7.02 (dd, J = 8.9,
1.8 Hz, 1H), 4.63 (tt, J = 9.8, 4.0 Hz, 1H), 4.44 — 4.30 (m,
1H), 3.83 (t, J = 6.7 Hz, 2H), 3.13 (d, J = 10.0 Hz, 1H),
2.87-2.70 (m, 9H), 2.50-2.42 (m, 1H), 2.30-2.01 (m, 6H),
2.01-1.73 (m, 5H), 1.73-1.55 (m, 2H), 1.18-1.02 (m, 2H).

LCMS (ESI) m/z: [M+1] = 747.37. 'H NMR (400 MHz,
DMSO-ds) 5 10.85 (s, 111, 10.38 (s, 1H), 9.35 (dd, J = 7.0,
1.7 Hz, 1H), 8.93 (dd, J= 4.2, 1.7 Hz, 1H), 8.71 (d, J = 5.1
Hz, 2H), 8.55 (d, J = 1.0 Hz, 1H), 8.26 (s, 1H), 7.70 (d, J =
8.9 Hz, 1H), 7.55 — 7.49 (m, 1H), 7.39 — 7.30 (m, 2H), 7.05
(dd, J= 8.9, 1.8 Hz, IH), 5.26 — 5.03 (m, 1), 4.82 (qd, J =
10.1, 4.4 Hz, 1H), 4.43 — 428 (m, 1H), 3.84 (t, J = 6.6 Hz,
2H), 3.20 - 3.10 (m, 1H), 2.97 (d, J = 11.5 Hz, 1H), 2.76 (s,
8H), 2.63 (1, J = 11.0 Hz, 1H), 2.37 — 2.03 (m, 6H), 1.92
(dd, J = 32.2, 12.8 Hz, 5H), 1.61 (s, 1H), 1.10 (q, J = 124
Hz, 2H).
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LCMS (ESI) m/z: [M+1] = 747.68. '"H NMR (400 MHz,
DMSO-ds) § 10.85 (s, 1H), 10.34 (s, 1H), 9.36 (dd, J = 7.0,
1.6 Hz, 1), 8.94 (dd, J= 4.2, 1.7 Hz, 1), 8.70 (d, J= 3.9
Hz, 2H), 8.57 (s, 1H), 8.27 (s, 1H), 7.62 (dd, J = 5.7, 3.5
Hz, 2H), 7.40 — 7.30 (m, 2H), 7.23 (dd, J = 9.3, 1.9 Hz,
1H), 5.15 (ddd, J = 50.9, 15.8, 9.9 Hz, IH), 4.81 («d, J =
10.0, 4.4 Hz, 1H), 435 (d, /= 11.5 Hz, 1H), 3.80 (t, /= 6.7
Hz, 2H), 3.15 (d, J = 10.8 Hz, 1H), 2.98 (d, J = 10.7 Hz,
1H), 2.75 (d, J = 9.7 Hz, 8H), 2.69 — 2.58 (m, 1H), 2.36 —
2.07 (m, 6H), 2.03 — 1.77 (m, SH), 1.62 (s, 1H), 1.19 - 1.01
(m, 2H).

LCMS (ESI) m/z: [M+1] = 741.84. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.36 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.71 (d, J = 3.8
Hz, 2H), 8.42 — 8.26 (m, 2H), 7.65 (d, J = 8.9 Hz, 1H), 7.51
(s, 1H), 7.40 — 7.30 (m, 2H), 7.02 (dd, J = 8.9, 1.8 Hz, 1H),
5.06 (q, J = 8.0 Hz, 1H), 440 — 4.29 (m, 1H), 3.83 (t, /= 6.6
Hz, 2H), 2.80 — 2.66 (m, 12H), 2.29 (d, J = 6.6 Hz, 2M), 2.16
—2.06 (m, 3H), 1.89 (¢, J= 11.4 Hz, 4H), 1.62 (s, 2H), 1.37
(s, TH), 1.26 — 1.02 (m, 3H).
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LCMS (ESI) m/z: [M+1] = 733.33. 'H NMR (400 MHz,
DMSO-ds) § 10.85 (s, 1H), 10.42 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J= 4.2, 1.6 Hz, 1H), 8.78 — 8.67 (m,
2H), 8.61 (d, J= 5.2 Hz, 1H), 8.28 (s, 1H), 7.46 — 7.22 (m,
3H), 6.88 (dt, J = 11.8, 1.7 Hz, 1H), 5.29-5.19 (m, 1H),
4.46—4.32 (m, 1T), 3.84 (t, J= 6.6 Hz, 2H), 3.09-2.87 (m,
3H), 2.73 (t, J = 6.7 Hz, 2H), 2.65-2.59 (m, 1), 2.38 (d, J
= 7.1 Hz, 2H), 2.30 — 2.08 (m, 3H), 2.06-1.08 (m, 40),
1.72-1.54 (m, 2H), 1.21-1.08 (m, 2H).

LCMS (ESI) m/z: [M+1] = 733.54. 'H NMR (400 Mz,
DMSO-ds) 3 10.85 (s, 1H), 10.42 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J = 4.2, 1.6 Hz, 1H), 8.80 — 8.68 (m,
2H), 8.61 (d, J = 5.1 Hz, 1H), 8.28 (s, 1H), 7.46 — 7.21 (m,
3H), 6.88 (dt, J = 11.8, 1.8 Hz, 1H), 5.29-5.18 (m, 1H),
4.43-433 (m, IH), 3.84 (t, J = 6.6 Hz, 2H), 3.08-2.87 (m,
3H), 2.76 (s, 6H), 2.73 (1, J = 6.7 Hz, 2H), 2.62 (d, J = 6.2
Hz, OH), 2.38 (d, J = 7.2 Hz, 2H), 2.30 — 2.08 (m, 3H),
2.05-1.83 (m, 4H), 1.71-1.56 (m, 2H), 1.22-1.07 (m, 2H).
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LCMS (ESI) m/z: [M+1] = 751.32. 'H NMR (400 MHz,
DMSO-ds) & 10.85 (s, 1H), 10.43(, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, 1H),
8.70 (s, 1H), 8.63 (s, 1), 8.30 (s, 1), 7.41 — 7.36 (m,
2H), 7.33 (dd, J = 7.0, 4.2 Hz, 1H), 6.91 (dd, /= 11.8, 1.5
Hz, 1H), 5.54-5.28 (m, 1H), 4.47 — 4.36 (m, 1H), 3.86 (t, J
= 6.7 Hz, 2H), 3.44 (1, J = 8.5 Hz, 1H), 3.28 — 3.09 (m,
2H), 3.05-2.90 (m, 2H), 2.77 (s, 6H), 2.74 (t, J = 6.8 Hz,
2H), 2.20-1.86 (m, 6H), 1.75-1.54 (m, 2H), 1.46-1.30 (m,
LH), 1.27-1.12 (m, 2F).

LCMS (ESI) m/z: [M+1] = 75147. 'H NMR (400 MHz,
DMSO-ds) & 10.85 (s, 1H), 10.43 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J= 4.2, 1.7 Hz, 1H), 8.72 (s, 1H), 8.70
(s, 1H), 8.63 (s, 1), 8.30 (s, 1), 7.41 — 7.37 (m, 2H), 7.33
(dd, J = 7.0, 42 Hz, 1H), 6.91 (dd, J = 11.8, 1.5 Hz, 1H),
5.56-5.28 (m, 2H), 4.46-4.34 (m, 1H), 3.86 (1, J = 6.7 Hz,
2H), 3.4 (1, J = 8.4 Hz, 1H), 3.27 — 3.18 (m, 2H), 3.05-2.89
(m, 2H), 2.77 (s, 6H), 2.74 (t, J = 6.7 Hz, 2H), 2.24-1.86 (m,
6H), 1.76-1.52 (m, 1H), 1.47-128 (m, IH), 1.26-1.12 (m,
2H).
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LCMS (EST) m/z: [M+1] = 751.65. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.44 (s, 1H), 9.35 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J = 4.3, 1.6 Hz, 1H), 8.79 — 8.60 (m,
3H), 8.28 (s, 1H), 7.52 — 7.25 (m, 3H), 6.93 (dd, /= 11.8,
1.5 Hz, 1H), 5.60-5.31 (m, 1), 4.44-4.33 (m, 1H), 3.85 (¢,
J=6.6THz, 2H), 3.50 (t, J= 8.6 Hz, 1H), 3.14 (dd, J=123.5,
11.4 Hz, 2H), 2.91 (ddd, / = 30.8, 11.5, 5.6 Hz, 1H), 2.76
(s, TH), 2.73 (t, J = 6.8 Hz, 3H), 2.43-2.35 (m, 2),
2.24-1.84 (m, 6H), 1.73-1.54 (m, 1T, 1.26-1.08 (m, 2H).

LCMS (ESD) m/z: [M+1] = 751.35. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.44 (s, 1H), 9.35 (dd, J = 7.0,
1.6 Hz, 1H), 9.02 — 8.89 (m, 1H), 8.79 — 8.65 (m, 3H), .28
(s, 1H), 7.43 — 7.28 (m, 3H), 6.93 (d, J = 11.8 Hz, 1H),
5.63-5.29 (m, 1H), 4.45-4.31 (m, 1H), 5.51 — 5.38 (m, 1H),
4.46 — 4.30 (m, 1H), 3.85 (¢, J= 6.7 Hz, 2H), 3.50 (, J= 8.6
Hz, IH), 3.14 (dd, J = 23.3, 11.4 Hz, 1H), 2.98-2.83 (m, 1H),
276 (s, TH), 2.72 (d, J = 6.7 Hz, 2H), 2.44-2.34 (m, 2H),
2.23-1.83 (m, 6H), 1.71-1.55 (m, 1H), 1.29-1.08 (m, 2H).
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LCMS (ESI) m/z: [M+1] = 690.28. 'H NMR (400 MHz,
DMSO-ds) 8 10.35 (s, 1H), 10.18 (d, J = 3.5 Hz, 1H), 9.39
(dd, J = 7.0, 1.6 Hz, 1H), 8.92 (dd, J = 43, 1.6 Hz, 1H),
8.73 (s, 1H), 8.65 (d, J = 7.9 Hz, 1H), 8.46 — 8.41 (m, 1H),
7.67 (dd, J = 8.9, 4.1 Hz, 1), 7.59 — 7.47 (m, 2H), 7.35
(dd, J = 7.0, 4.3 Hz, 1H), 7.02 (dd, J = 8.9, 1.9 Hz, 1H),
3.82 (t, J = 6.6 Hz, 2H), 3.08 — 2.83 (m, 5H), 2.73 (1, J =
6.6 Hz, 2H), 2.69 — 2.57 (m, 2H), 2.42 — 2 31 (m, 2H), 2.27

LCMS (EST) m/z: [M+1] = 751.23.
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~1.82 (m, 8H), 1.66 (s, 2H), 1.18 (ad, J = 24.2, 11.4 Hz,
2H).
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LCMS (EST) m/z: [M+1] = 735.18. LCMS (EST) m/z: [M+1] = 735.38.
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LCMS (EST) m/z: [M+1] = 716.54. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 1038 (s, 1H), 9.35 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J = 4.1, 1.6 Hz, 1H), 8.71 (s, 1H),
8.70 (s, 1H), 8.28 (s, 1H), 7.71 — 7.64 (m, 2H), 7.41 — 7.28
(m, 3H), 4.43 — 432 (m, 1H), 3.81 (t, J = 6.6 Hz, 2H),
3.75-3.67 (m, 1), 3.07 — 2.96 (m, 1), 2.87-2.80 (m, | TI),
2.78-2.71 (m, 8H), 2.71-2.58 (m, 2H), 2.37-2.07 (m, 6H),
2.02-1.83 (m, 4H), 1.71-1.54 (m, 2H), 1.18-1.06 (m, 2H).

LCMS (EST) m/z [M+1] = 71630. '"H NMR (400 MHz,
DMSO-ds) 8 10.84 (s, 1H), 10.37 (s, 1H), 9.34 (dd, J = 7.0,
1.7 Hz, 1H), 8.93 (dd, J= 4.2, 1.7 Hz, 1H), 8.70 (s, 1H), 8.69
(s, TH), 8.26 (s, 1H), 7.70 — 7.62 (m, 2H), 7.38 — 7.28 (m,
3H), 4.47 — 4.30 (m, 1H), 3.79 (t, J = 6.7 Hz, 2H), 3.74-3.65
(m, 1H), 3.06-2.96 (m, 1), 2.81 — 2.57 (m, 11H), 2.37 —
2.03 (m, 6H), 1.99 — 1.78 (m, 4H), 1.69-1.51 (m, 2H),
1.18-1.04 (m, 2H).
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LCMS (ESI) m/z: [M+1] = 748.71. LCMS (EST) m/z: [M+1] = 734 44,
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LCMS (ESI) m/z: [M+1] = 733.44. 'H NMR (400 MHz,
DMSO-ds) § 10.49 (s, 1H), 10.34 (s, 1H), 9.44 (s, 1H), 9.40
(dd, J="7.1, 1.7 Hz, 1H), 8.98 — 8.95 (m, 1H), 8.73 (s, 1H),
845 (d, J = 83 Hz, 1H), 8.10 (d, J = 27.8 Hz, 1H),
7.66-7.57 (m, 2H), 7.36 (dd, J = 7.0, 4.2 Hz, 1H), 7.24 —
7.16 (m, 2H), 5.50-5.24 (m, 1H), 3.80 (t, J = 6.8 Hz, 2H),
3.23-2.87 (m, 4H), 2.79 (s, 6H), 2.73 (t, J = 6.6 Hz, 2I0),
2.13 - 1.04 (m, 12H).

LCMS (ESI) m/z: [M+1] = 747.58. 'H NMR (400 MHz,
DMSO-ds) 8 10.48 (s, 1T, 10.42 (s, 1H), 9.45 (s, 1), (d,J
=26.9 Hz, 2H), 9.40 (dd, J = 7.0, 1.6 Hz, 1H), .97 (dd, J =
4.2,1.6 Hz, 1H), 8.73 (s, 1H), 8.64 (s, 1H), 7.98 (dd, J= 7.9,
1.2 Hz, 1H), 7.70 (dd, J = 7.7, 1.7 Hz, IH), 7.48 (td, J = 7.5,
1.2 Hz, 1H), 7.40 — 7.35 (m, 2H), 7.23 (td, J = 7.6, 1.8 Hz,
1H), 6.88 (dd, J = 11.8, 1.4 Hz, 1H), 4.60 (d, J = 46.0 Hz,
3H), 4.03 (q, J= 7.1 Hz, 1H), 3.84 (t, J= 6.6 Hz, 2H), 2.93
(d,J="74¥z, 2H),2.72 (d,J= 6.7 Hz, 3H), 2.11 (d, J=34.6
Hz, 8H), 1.92 (d, /= 11.0 Hz, 3H), 1.59 — 1.38 (m, 5H).
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LCMS (ESI) m/z: [M+1] = 751.36. 'H NMR (400 MHz,
DMSO-dq) § 10.85 (s, 1H), 10.47 (s, 1H), 9.37 (dd, J = 7.0,
1.6 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1), 8.72 (s, L10),
8.70 (s, 1H), 8.55 (s, 1H), 8.30 (s, 1H), 7.84 (d, J= 4.4 He,
1H), 7.48 (d, J = 11.4 Hz, 1H), 7.37 (s, 1H), 7.33 (dd, J =
7.0, 4.1 Hz, 1H), 5.51 — 5.29 (m, 2H), 4.47-4.35 (m, LIT),
374 (t, J = 6.6 Hz, 2H), 3.45-3.36 (m, 2H), 3.24-3.05 (m,
3H), 3.04-2.91 (m, 1H), 2.77 (s, 6H), 2.73 (d, J = 6.7 Hz,
2H), 2.23-1.11 (m, 9H).

LCMS (ESI) m/z: [M+1] = 746.61. "H NMR (400 Mz,
DMSO-ds) § 10.85 (s, 1H), 9.36 (dd, J = 7.0, 1.6 Hz, 1H),
8.94(dd, J=4.1, 1.7 Hz, TH), 8.72 (s, 1H), 8.70 (s, 1H), 8.59
(s, 1H), 829 (s, 1H), 7.43 — 7.20 (m, 3H), 6.71 (d, J = 11.6
Hz, 1H), 4.67 — 4.21 (m, 1H), 3.96 (dd, J= 11.9, 4.8 Hz, 1H),
2.99 (d, J = 6.6 Hz, 1H), 2.77 (s, 6H), 2.74-2.62 (m, 1H),
2.58-2.53 (m, 1H), 2.39-1.83 (m, 14H), 1.71-1.57 (m, 1H),
1.20-1.04 (m, 2H).
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LCMS (ESI) m/z: [M+1] = 732.64. '"H NMR (400 MHz,

LCMS (EST) m/z: [M+1] = 732.90.
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DMSO-ds) 8 10.85 (s, 1H), 10.83 (s, I1H), (d,J=8.3 Hz,
2H), 9.36 (dd, J = 7.0, 1.7 Hz, 1H), 8.94 (dd, J = 4.2, 1.6
Hz, 1H), 8.77 — 8.66 (m, 2H), 8.44 — 8.26 (m, 2H), 7.61 —
749 (m, 2H), 7.42 — 7.28 (m, 2H), 7.10 (dd, J = 8.9, 1.8
Hz, 1H), 5.50-5.26 (m, 2H), 4.53 — 4.34 (m, 1H), 3.90 (dd,
J = 11.3, 4.9 Hz, 1H), 3.45-2.89 (m, 4H), 2.76 (s, 6H),
2.73-2.58 (m, 2H), 2.28-1.57 (m, 11H), 1.19-1.12 (m, 2H).
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LCMS (ESD) m/z: [M+1] = 734.33.

LCMS (ESI) m/z: [M+1] = 750.75. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.66 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.73-8.69 (m,
2H),8.29 (s, 1H), 7.51 (s, 1H), 7.44 — 7.23 (m, 3H), 5.37-5.17
(m, 1TT), 4.97-4.81 (m, 1T), 4.45-4.31 (m, 1H), 3.12-2.99 (m,
2H), 2.77 (s, 6H), 2.65-1.08 (m, 15M).

ScHEb | et B | AW
4t 4ty
®% | ®E e 5
S i ) lﬁjij ' 5 i wéf\ﬁb
BOE | TMa38 | " WO | TM-239 \,NQ) ( OQ:}O
=+A @{; o=( =R %i
) b o

e

LCMS (ESI) m/z: [M+1] = 747.41. 'H NMR (400 MHz,
DMSO-ds) 8 10.87 (s, 1H), 10.85 (s, 1H), 9.37 (dd, J= 6.9,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.7 Hz, 1H), 8.72 (s, LH),
8.70 (s, 1H), 8.29 (s, LH), 7.46 (s, 1H), 7.37 (s, 1H), 7.33
(dd, J=17.0, 42 Hz, 1), 7.23 (dd, J = 11.5, 1.3 Hz, 1H),
443-431 (m, 1H), 401 (dd, J = 124, 48 Hz, 1H),
3.11-3.01 (m, 1H), 2.94-2.84 (m, 2H), 2.77 (s, 6H), 2.72 —
2.56 (m, 2H), 2.41-2.29 (m, 1H), 2.24-2.20 (m, 9H),
2.00-1.80 (m, 6H), 1.71-1.57 (m, 1TD), 1.19-1.04 (m, 2H).

LCMS (ESI) m/z: [M+1] = 751.61. '"H NMR (400 MHz,
DMSO-ds) & 10.86 (s, 1H), 10.47 (s, TH), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.6 Hz, 1H), 8.72 (s, 1H), 8.70
(s, 1), 8.55 (s, 1H), 8.30 (s, 1H), 7.84 (d, 7 = 7.9 Hz, 1H),
748 (d, J=11.2 Hz, 1H), 7.38 (s, 1H), 7.33 (dd, J= 7.1, 4.1
Hz, 1H), 5.50 — 5.26 (m, 2H), 4.45 — 4.35 (m, 1H), 3.74 (1, J
= 6.6 Hz, 2H), 3.25-2.91 (m, 3H), 2.77 (s, 6H), 2.74 (1, J =
6.6 Hz, 2H), 2.23-1.11 (m, 9H).
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LCMS (EST) m/z: [M+1] = 750.93. 'H NMR (400 MHz,
DMSO-ds) 8 10.86 (s, 1H), 10.85 (s, 1H), 9.37 (dd, J = 7.0,
1.7 Hz, 1H), 8.96 — 8.94 (m, 1H), 8.72 (s, 1H), 8.70 (s, LH),
8.48 (s, 1H), 8.30 (s, LH), 7.69 (d, J= 7.5 Hz, 1H), 7.37 (s,
1H), 7.36 — 7.31 (m, 2H), 5.51-5.23 (m, 2H), 4.47-4.33 (m,
1H), 4.06 (dd, J = 12.5, 5.1 Hz, 1), 3.25-2.90 (m, 4H),
2.77 (s, 6H), 2.62-1.12 (m, 15H).

LCMS (ESI) m/z: [M+1] = 750.79. "H NMR (400 Mz,
DMSO-ds) & 10.87 (s, LH), 10.85 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.94 (dd, J= 4.2, 1.6 Hz, 1H), 8.72 (s, 1H), 8.70
(s, 1), 8.47 (s, 1H), 8.29 (s, LH), 7.49 — 7.18 (m, 3H), 5.58 —
5.15 (m, 1H), 4.59 — 4.27 (m, 1H), 4.06 (dd, /= 12.4, 4.9 Hz,
1H), 3.29 — 2.88 (m, 4H), 2.7 (s, 6H), 2.62-1.12 (m, 15H).

Kl | Ed SEf | REWRE
ghi4 4t
R i ) =1
S .
S 3 d g ¢ i 8 Q/Oﬁ Q \
FiE | T™M242 | ) F%o P F | TM-243 " !
I r L = s by
N NN H
N\N\:> \\)
Ak ik

LCMS (EST) m/z: [M+1] = 732.44. 'H NMR (400 MHz,
DMSO-ds) 3 10.85 (d, J = 3.6 Hz, 2H), 9.36 (dd, J = 7.0,
1.6 Hz, 1H), 9.05 — 8.88 (m, 1H), 8.71 (s, 1H), 8.70 (s, L H),
8.58 (s, 1H), 8.28 (s, 1H), 7.43-7.28 (m, 2H), 6.72 (d, J =
11.7 Hz, 1H), 5.27-5.19 (m, 1H), 5.23 (d, 7= 9.1 Hz, 0H),
4.53 — 427 (m, 1H), 3.96 (dd, J = 11.9, 4.7 Hz, 1H),
3.07-2.86 (m, 4H), 2.76 (s, 6H), 2.72-1.07 (m, 15H).

LCMS (ESI) m/z: [M+1] = 732.10. 'H NMR (400 MHz,
DMSO-ds) 8 10.85 (s, 1H), 10.83 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J=4.2, 1.6 Hz, 1H), 8.72 (s, 1H), 8.70
(s, 1H), 8.49 (s, 1H), 8.29 (s, 1H), 7.59 (d, J = 8.9 Hz, 1H),
7.54 (s, 1H), 7.37 (s, 1H), 7.33 (dd, J= 7.0, 4.2 Hz, 1H), 7.13
(dd, J= 8.9, 1.6 Hz, 1), 5.59-5.28 (m, 1H), 4.44-4.31 (m,
1H), 3.91 (dd, J= 114, 4.9 Hz, 1H), 3.48 (1, /= 8.2 Hz, 1H),
3.2-2.84 (m, 3H), 2.76 (s, 6H), 2.72-1.06 (m, 1 5H).
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LCMS (ESI) m/z: [M+1] = 732.36. 'll NMR (400 MHz,
DMSO-ds) & 10.97 — 10.50 (m, 2H), 9.36 (dd, J= 7.0, 1.6

LCMS (ESI) m/z: [M+1] = 750.88. 'H NMR (400 MHz,
DMSO-ds) 3 10.87 (s, 1H), 10.85 (s, 1H), 9.36 (dd, J = 7.0,
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Hz, 1H), 8.94 (dd, J = 4.2, 1.7 Hz, 1H), 8.71 (s, 1H), 8.70
(s, TH), 8.49 (s, 0.5 H), 8.29 (d, J = 2.4 Hz, 1H), 7.64 —
7.09 (m, 5H), 5.66 — 5.16 (m, 2H), 4.94-4.79 (m, 1H), 4.48
— 435 (m, 1), 3.91 (dd, J= 11.4, 4.9 Hz, IH), 3.51-2.83
(m, 4H), 2.76 (s, 6H), 2.73-1.08 (m, 15H).

1.6 Oz, 1H), 8.95 (dd, J= 4.2, 1.5 Hz, 1H), 8.71 (s, 1H), 8.70
(s, TH), 8.55 (s, 1H), 8.29 (s, 1H), 7.69 (d, J = 7.4 Hz, 1H),
746 — 7.27 (m, 3H), 5.48 — 5.23 (m, 2M), 4.57 — 4.34 (m,
1H), 4.06 (dd, J = 12.5, 4.9 Hz, 1H), 3.47-2.83 (m, 4H), 2.76
(s, 6H), 2.73-1.09 (m, 15H).
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LCMS (ESI) m/z: [M+1] = 748.66. 'H NMR (400 MIlz,
DMSO-ds) § 10.41 (s, 1H), 9.79 (s, 1H), 9.40 (dd, J = 7.0,
1.6 Hz, 1H), 8.97 — 8.90 (m, 1H), 8.74 (s, 1H), 8.64 (s, LT1),
798 (d, J = 7.9 Hz, 1H), 7.70 (d, J = 7.7 Hz, 11), 7.37
(d, /= 8.1 Hz, 2H), 6.88 (d, J= 11.8 Hz, 1H), 3.83 (t, J =
6.7 Hz, 2H), 3.02 (d, J = 12.5 Hz, 6H), 2.73 (1, J = 6.6 Hz,
3H), 2.30 — 2.00 (m, 9H), 1.90 (s, 3H), 1.47 — 1.10 (m, SH).

LCMS (ESI) m/z: [M+1] = 732.46. 'H NMR (400 Mz,
DMSO-ds) § 10.83 (s, 1H), 10.48 (s, 1H), 9.47 — 9.36 (m,
2H), 8.96 (dd, J=4.2, 1.6 Hz, 1H), 8.73 (d, J = 3.1 Hz, 1H),
8.40 (s, 1H), 7.65 (s, LH), 7.58 — 7.51 (m, 2H), 7.36 (dd, J =
7.0, 4.3 Hz, 1H), 7.18 (d, J = 11.2 Hz, 1H), 7.10 (dd, J = 9.0,
1.8 Hz, 1H), 5.51 — 5.22 (m, 3H), 3.90 (dd, /= 11.3, 4.9 Hz,
1H), 2.75 — 2.56 (m, 4H), 2.25 (q, J = 11.4 Hz, 4H), 2.14 —
1.92 (m, 6H), 1.83 — 1.34 (m, 8H), 1.17 — 1.00 (m, 3H).

Sl | Em Sl | EDE
i 4t
wE | WE He B
NN O/\N o
S 1t 7 . ,N;N«Qﬁ Q\ 5% i \ Q/ %s
WA | T™M-248 ’NHN bi\/t P | TM-249 " |
° N0 ©
AR = . m e Fod L,
A8 S "
i AT

LCMS (ESI) m/z: [M+1] = 732.46. 'H NMR (400 MHz,
DMSO-ds) § 10.87 (s, 1H), 10.85 (s, 1H), 9.37 (dd, J =
7.0, 1.7 Hz, 1H), 8.96 — 8.94 (m, 1H), 8.72 (s, LH), 8.70 (s,
1H), 8.48 (s, 1H), 8.30 (s, 1H), 7.69 (d, J = 7.5 Hz, 1),
737 (s, 1H), 7.36 — 7.31 (m, 3H), 5.50-5.24 (m, 2H),
4.46-435 (m, 1H), 4.06 (dd, J = 12.5, 5.1 Hz, 1H),
3.25-2.91 (m, 4H), 2.77 (s, 610, 2.71-1.10 (m, 15H).

LCMS (ESI) m/z: [M+1] = 750.71. 'H NMR (400 Mz,
DMSO-ds) 8 10.87 (s, [H), 10.85 (s, 1H), 9.36 (dd, J = 7.0,
1.7 Hz, 1H), 8.95 (dd, J=4.2, 1.7 Hz, 1H), 8.72 (s, 1H), 8.70
(s, 1H), 8.56 (s, 1H), 8.29 (s, 1H), 7.70 (d, J = 7.5 Hz, 1H),
7.43-730 (m, 3H), 5.58-5.28 (m, IH), 4.46-4.33 (m, 1H),
4.07 (dd, J = 12.5, 4.9 Hz, 1H), 3.52-2.83 (m, 4H), 2.77 (s,
6H), 2.62-1.10 (m, 15H).
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LCMS (EST) m/z: [M+1] = 716.41. 'H NMR (400 MHz,
DMSO-ds) 8 10.53 (s, 1H), 10.35 (s, 1H), 9.38 (dd, J = 6.9,
1.7 Hz, 1H), 8.95 (dd, J = 4.2, 1.6 Hz, 1H), 8.69 (d, J= 8.2
Hz, 2H), 8.44 (s, 1H), 8.28 (s, 1H), 7.66 (d, J = 8.9 Hz,
IH), 7.49 (s, 1H), 7.35 (dd, J = 7.0, 4.3 Hz, 1H), 7.10 (s,
H), 7.01 (d, J = 9.1 Hz, 1H), 4.55-4.31 (m, 2H), 4.02 (s,
3H), 3.83 (1, J = 6.6 Hz, 2H), 3.00 (s, 1H), 2.73 (1, J = 6.6
Hz, 2H), 2.29-2.01 (m, 9H), 2.03-1.81 (m, 4H), 1.73-1.57
(m, TH), 1.20-1.27 (m, 2H).

LCMS (ESI) m/z: [M+1] = 770.85. 'H NMR (400 MHz,
DMSO-ds) § 10.90 (s, 1H), 10.85 (s, 1H), 9.36 (d, J= 7.0 Hz,
1H), 9.02 — 8.92 (m, 1H), 8.71 (dd, J = 3.6, 1.9 Hz, 2H), 8.55
(s, 1), 830 (d, J = 21.9 Hz, 1H), 748 — 721 (m, 3H),
4.48-427 (m, IH), 3.94 (dd, J = 12.8, 4.8 Hz, 1), 3.45 (s,
4H), 2.97 (s, 4H), 2.76 (s, 6H), 2.74 — 2.64 (m, 2H),
2.39-2.27 (m, 2H), 2.19-2.00 (m, 3H), 1.98-1.80 (m, 4H),
1.78-1.68 (m, 4H), 1.66-1.56 (m, 2H), 1.42-1.32 (m, 1H),
1.20-1.04 (m, 2H).

PAR W40 Ui B AR & B B R s 808
KW BT P M4k 590 1 B Kymera Therapeutics, Inc. 5 F], £F]5 W02020113233.

AR

,{

N\\)\ \2\ (6]
P LS4

PABN—: KRS R348 15
3
(1) SE3R 5k

RELIGEEH 10% FBS fl 1%5

;é?

T
o

S NVRA A ML EAZ A (PBMC) TL-6 45304 Fa k] 2%

BER-FETN RPMI 1640 £23:5rh b7, L&k

BN SEHKEE A 1pM.e BG4 DMSO VB R, 87 B4 8 4 A5 IR EERR FE MR B —
AH TR, A 96 FUb, 7L 10uL: B PBMC (b5 P122101102C, BB MrkHL:
HIRAFD g, FRR R MIKIE N 1.25x1094/mL, A _ER&4 A1 96 FL
WA, 5L 160uL, JR2], T 37°C, 5% CO, BEF#F 1 E: 37 20h, 2R J5 N 10uL /) R848(%%
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WEEN 2.5ug/mL), T 37°C, 5% CO.HFRFEPAMLERFF 24h. BHRGEHREH 96 FLIR
1% 2000 rpm I O 4min, HUEIEBIFAMARE 120 £, 4% IL-6 ELISA ol il 77 £ ot
PRI, 2H ODaso {1, AR brviE Hh 2835 528 TL-6 ¥ 2, JFH] GraphPad 8.0 il & -4l
AT ICso fE, 73R 23 TR

%23 th& ) R848 155 PBMC 4l TL-6 33 A4 25 R

Pt s ICs0 (nM) famEis | 1Cs (M)
A | 20 FIRIRATER) | TM222 13.98
TM-003 353 T™-223 10.81
TM-004 10.49 T™-224 15.5
T™M-132 7.83 TM-225 12.26
T™M-135 4.53 T™M-226 4.281
T™™-167 4.3 T™-227 13.79
T™-174 3.19 TM-228 14.69
TM-185 8.82 T™M-229 19.46
TM-196 2.94 T™M-230 6.97
T™-197 4.932 T™M-231 11.59
TM-198 20.75 TM-232 18.87
T™M-199 25.59 T™M-233 3.34
T™-202 3.606 T™-234 14.42
TM-205 3.78 T™M-235 6.078
TM-206 5.49 TM-236 22.36
T™-207 10.33 T™-237 25.02
TM-208 10.76 TM-238 418
T™-211 1.73 TM-239 10.44
T™-216 13.42 T™-240 2.68
T™-217 8.59 T™-241 9.08
T™M-218 15.57 TM-243 7.67
T™-219 14.83 T™M-244 14.43
T™-220 8.10 T™M-245 4.02
T™-221 7.101 TM-249 4.37

WERAB = A KA PIRT LPS/IL-1p355 AJRAME ML AZ 40 (PBMC) TL-6 233 1401
(e R

ASEBGFE S 10% FBS 1 1% % 2 -HE 5 2 1) RPMI 1640 5 7r k17, LEWie
LEI B EEA 1pM .
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HUE 40 DMSO R RUETR, RS FREHL IR 5 R BER FE R RE Fle— L6 51 TR,
A 96 FLI, 4340 10uL; HX PBMC (Ht5: P122101102C, #IAEMAHERAT) 40
THE FHERRE AT IR FE 29 1.3x108 4 /mL, I FiR &AW 96 FLARH, 4541 150uL,
BE], T 37°C, 5% CO¥53R% 3% 24h, ARG REFLA IO S UL [ LPS (2K N
10ng/mL) F1 5 pL ) IL-1p (LN 20ng/mL) , T 37°C, 5%CO: Bisrffrh 4k ey o7
20h. FEFREEHEHF 96 FLHRIL IR 2000 rpm FE LB 0 4min, HUEIEWOFRERE 200 £, 1%
TL-6 ELISA RIS BEA TR, $2HL ODaso {8, MR 3 ArufE RSk TL-6 e FE, HH

GraphPad 8.0 {5 E- I &1t 5 ICsofH, SEERES AL TR 24,
24 LAY LPS/IL-1Bi% S PBMC 4 TL-6 4334 A0 2R

WEMI T ICso (nM) HEM T ICso (nM)
P S | 2.99 (FIUGI T3 45 3L TM-85 8.41

TM-1 5.86 TM-90 1.44
T™-2 5.07 TM-106 2.52
T™M-3 0.39 TM-110 21.59
TM-4 0.27 TM-128 36.59
TM-5 0.26 TM-130 5.12
TM-6 1.15 TM-131 5.07
TM-7 0.18 TM-132 3.52
TM-8 0.84 TM-133 3.55
TM-9 2.03 TM-134 2.59
TM-10 1.34 TM-135 2.66
TM-15 4 TM-136 6.63
TM-16 4.59 TM-137 2.4

T™M-17 3.37 TM-138 6.96
T™M-18 3.72 TM-139 435
TM-26 0.54 TM-141 4.49
T™M-27 1.49 TM-142 0.88
TM-29 0.88 TM-143 11.89
TM-30 1.05 TM-144 38.36
TM-31 3.29 TM-145 2.62
TM-32 1.21 TM-146 44.13
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TM-33 0.87 TM-148 11.59
TM-41 3.89 TM-149 2.19
T™-42 1.65 TM-150 6.94
TM-43 8.92 TM-151 7.13
TM-44 10.24 TM-152 9.43
T™M-45 8.81 TM-153 6.79
TM-46 7.46 TM-154 1.45
T™M-47 3.06 TM-155 1.00
TM-48 1.61 TM-156 1.17
TM-49 1.33 TM-157 1.46
TM-50 4.65 TM-158 14.59
T™-51 3.14 TM-166 0.89
TM-52 18.69 TM-174 1.49
TM-53 6.14 TM-175 13.25
T™-54 3.06 TM-205 247
TM-55 1.61 TM-207 40.87
TM-56 8.81 TM-221 1.88
T™M-57 10.24 TM-233 0.83
TM-59 10.87 TM-234 8.165
TM-60 1.94 TM-237 16.54
T™-61 1.15 T™M-239 7.309
TM-62 248 TM-240 1.092
TM-63 8.91 TM-241 6.349
TM-65 2.26 TM-243 3.96
TM-66 19.62 TM-244 4953
T™-67 4.01 TM-245 2.576
T™-74 0.86 TM-249 3.084
TM-75 13.25 TM-251 2.19
TM-83 44.13

WRAB=: (LAEWE THPL Xy IRAK4 B H AR
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KREEIGAE S 10% FBS M 1% 7 H R -H % F 1 RPMI 1640 55 5T, LEWE
TEMEIRFE N 1uM. ¥ THP-1 iR 2] 96 FLANARES F-tk b, FFLEH 2x10° M1,
90 L ¥ 7RHE. YRS FRIRAE 37°C, 5% COBEFRFP I FRLR . L&Y DMSO H#ifiF
AR, FERFRER IR 5 IR EERR EER R I — R B AR, IR Bk 96 FLAR Y, 9L
10 uLo FUESFRRLE 37°C, 5% CO2 B FRAA TP 4k L8 37 24 /NI . BEFREE TR0 96 4L
BRGSO Fid B3E, FLINN 400l 27 B /00 1 T 400 1) 770 P 400 R 2 AR DK Vs b 78 >
AR RH BCA BB RMEHHT R T &, AR5t 5 1 52 EIEE (Western-blot)
BESh . RS AR IR R ANKIE 1ouL FREEINZE & 10 3K, 4%~12%BAEE(K) Tris SDS-page
e eI K . HIKEE IR, {1 PVDF JBEAE0KIs 410 FHEIT R REED 1 /NI, FRED
505, % PVDF T 5%MBifg 4= 9 =i s At FREE P 1 /N S FIE RS, 4% PVDF
JERVIRIAIRA, T 4°CHAMF FR% M E L. ¥ PVDF A TBST ¥t 3 Ik, IIAZ
gitk, HESRFMTRGMWE 1 /N, FJG6EH TBST $eik PVDF i 3 IR Bkt
G N &6 {3 A B30 2 8 A 4 PVDF B, JF ] Tmagl #fF #EAT2E 2 BT
GraphPad Prism8.0 15 DCso.

* 25 WAEYpRE THPL 4Hffdr IRAK4 5 1 P RUR

&M= DCso (nM) EY9S DCso (nM)

FHMEAL A 6.54 TM-147 11
TM-003 2.76 TM-151 1.66
TM-004 3.03 TM-152 1.09
TM-005 4.62 TM-153 0.79
TM-006 0.70 TM-154 1.27
TM-007 3.73 TM-155 0.31
TM-008 3.58 TM-156 0.32
TM-009 5.41 TM-157 1.12
TM-010 4.00 TM-158 1.41
TM-015 1.41 TM-166 1.58
TM-016 0.41 TM-167 1.17
TM-017 1.19 TM-168 1.78
TM-018 1.20 TM-174 1.24
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TM-027 4.27 TM-182 3.82
TM-029 1.13 TM-185 3.22
TM-030 1.33 TM-186 0.98
TM-031 4.06 TM-196 2.84
TM-032 1.40 T™M-197 3.29
TM-033 2.86 TM-198 0.86
TM-041 <1 TM-199 0.87
TM-042 0.93 TM-200 1.79
TM-043 431 T™M-202 0.95
TM-051 23.29 TM-204 1.69
TM-059 9.64 T™M-205 1.56
T™-067 19.9 TM-208 3.77
TM-106 3.82 T™M-211 3.23
TM-130 4.26 T™-213 1.74
T™-131 0.81 T™-214 1.21
TM-132 0.31 TM-215 0.95
TM-133 1.6 TM-221 8.45
T™-134 3 T™-230 1.42
TM-135 1.23 TM-231 <1
TM-136 1.71 T™M-240 2.61
T™-137 9.41 T™M-241 11.65
TM-139 <1 TM-244 3.21
TM-140 13.9 TM-245 1.41
T™-141 4.33 T™M-249 2.38
TM-142 0.77 TM-251 18.15
TM-143 135.2

FIREE SRR, AR AEYILE THPL 40 b B AT AR B PR AR ROR

WRRBIIY . AR E M

BT LR T60 A1 NCF60 7t 37 FEZF N T 10 4r8h . K5 FHoh A H 100 mM B
BR h 22 pRRFRRE K 0.56 mg/mL, HR 445uL SR TAEVE WL (0.56 mg/mL) F£7% FFiH A
FLAR T60 FI NCF60 1, SRS 451 AR T60 Rl NCF60 T 37°C A F FRFEHESNFEE 10
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SR, ESRG, BS54 uL FERCRAAREFE B2 AR, K 6 uL ) NAPDH 4K 7 in 2
FEMRT, BERSH 180uL FRIEHRNINE] 2 AR ¥ 5 pL B TIERI (100 pM) ¥
G AR R LR T60 F1 NCF60 1, JHUIRIEA 3 K. %-T NCF60 i, ¥ S0pL
ZPBOFIIRIRS 3 ST IRTER, JRERAE 37°C #REHE 60 odh. EVE KR,
NN 180 pL #EKIFIAN 6 pL () NAPDH #i[K F IF iR AR A A LA 1k 28k . 4T T60
W, HIRIRE 3 UG, FETE 0 43 Flint 1] S S7 B 54 pL IR & 28 K. SRIG% 44 L
1 NAPDH % [N i I 2R (T60) T Frahitit, FFEMRAE 37°C IRFAHE 60 438k
fE 5. 15, 30, 45 F1 60 Z8FHS (Al i, 437K 180 pL ¥ KIS I BN KR, BE—
S, TG AN ] 25 60 WL £ i M T60 ARIZESLFERE 2% KR . ¥ NCF60 s, JR&—
s IFLE 60 43BpEET ] 2545 60 uL B 5 NCF60 S ALAEHS 2875 i KIS KA o
W BT AT RAERARIE 10 208, SRJSTE 4°C N LL 4000 rpm FIHE S0 20 4058, Ff 8o uL I
THIREAL R 240 pL (1) HPLC 7K, JFEERIREN GRS 10 208F: £ LC-MS/MS 73z
B, A IR B B IR 10 404

& 26 EYHE NI R A b AR RS e 1

e AR (2, e N RCRLAA (t e,
min) min)
PRSP 39.4 TM-137 92.3
TM-3 >145 TM-138 91.0
TM-4 >145 TM-152 103.8
TM-6 124.3 TM-233 138.1
TM-8 >145 TM-240 98.6
TM-132 93.1 TM-241 105.8
TM-133 106.9 TM-244 79.5
TM-134 114.2 TM-245 87.4
TM-135 65.0 TM-249 139.1

TM-136 100.8

SRR ARSI R R et LERI L &Y (B2 AL,
WG AR A YRR 25 YA

SD KRzl 115250 AL dF M IRAE B 45 29 A1 R R KL T 45 25 Rlgs 255 30
FARHIG 257 5 mg/kg, FAATRMRMAEN RS L2505 10 mL/kg. s
R BFRAUE 259, Jebh— AR (DMSO) ¥ f#, 1ZIBLARBILE N 5% DMSO, 10%
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[¥) Solutol, 1 85%H) H20 M LLEIAK M AT & Solutol A1 HoO, A JRNEIES], ACH]
1% 0.5 mg/mL KB YIER . FHERGZTIEN | mgkg, HIALR AL GRS,
LR FN 10 mL/kg. e AT, 20 0 SRR S S 259, $c IRARAH Ly 20% 9 PEG 400,
80% Saline [ EL B KN & PEG 400 F11 Saline, A, leiR2], BCLHK 0.1 mg/mL
(RIVEIE 2DV R o

SD K 6 W, 1AHE 180-220 g, BNk 2 4. ZE&EA H oK R, 54 H
452y, THHE 15 8. 30 8. 1 /NI 2 NIFL 4 AN 6 NEFL 8 /RIS 24 /)
s 43~ )T 4 A B ) 2T A A ) AT R HRHE SR 1 200 pl T-HUBEE b, MR S —/NF LY
FE 4 °CAF LA 10000 rpm F53 B0 20 4050 (BLORT 2 T k& EARTE ) BUE 23w BN i,
T-20 °CUKFETRAF, DA#s LC-MS/MS Fi#7: 38 4R, TR 5 208k, 15 408,
30 Arfp. 1 /NIEL 2 NI 4 NI 8 NI 24 /NI A SR A IS ] A A S T
ZENRAER A 200 uL THUAVE F,  MIEES — /DI ELAAE 4 °)CHAFT, LA 10000 rpm #4538
B0 20 EF GEORTETUKE LR 2B, J-20 ClkERT, MUk

LC-MS/MS 437
F 27 AWK R AR K259

. bk ‘ PR
e 24 dose(m AUCa AUCint 1 24Uk .
& ose _ 2
Parameters (ng*h/mL) (ng*h/mL) Cinax(ng/ml) .
g/kg) Fobs(%)
iv 1.00 963.53+123.07 995.74+142.87 634.00+138.79
T™M-4 SD Rats
ig 5.00 1353.75+515.03 1377.38+£512.87 466.67+225.85 27.7
iv 1.00 1169.704+260.28 1220.33+332.94 790.00+65.87
TM-135 SD Rats
ig 5.00 1900.75+564.62 2025.27+£528.61 433.00+£197.82 332
iv 1.00 1481.89+167.24 1700.29+254.34 271.77+34.55
TM-174 SD Rats
ig 10.00 3631.55+1495.75 4160.20+1444.41 355.57+£201.32 245
iv 1.00 2626.63x171.73 2669.17£175.00 652.33£31.97
TM-240 SD Rats
ig 10.00 7985.09+£3137.10 7985.67£3118.74 976.13£545.34 29.9
4223.33
TM-241 SD Rats iv 1.00 4139.78+1285.37 919.98+123.88
+1296.29
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1648.97
ig 10.00 14213.55+4656.22 14864.92+4692.20 35.20
+640.56
2437.32
iv 1.00 2014.17+£360.84 784.30+125.94
+585.14
TM-244 SD Rats
1326.33+£294.0
ig 10.00 13010.04+2901.02 | 13209.96+2956.88 | 54.2
iv 1.00 2907.79+62.84 2984.42+113.77 554.50+£60.66
TM-245 SD Rats
ig 10.00 14486.50+£1423.03 19014.62+5056.76 1191.73+92.32 63.7
iv 1.00 2280.25+189.98 2400.61+£353.62 612.53+£39.84
TM-249 SD Rats
ig 10.00 8610.23+4002.29 9307.62+4684.55 814.30+186.72 38.8

SRR s AR B AP E R R R H AR v 1) R AR FH EE
WRRBIFS: AR B A APt 4R o B Y (v 7 R

HMEVE BALB/c /MR, 6-8 FHR, TEMVEIETR | FSBENLA N 9 4, B4, R
PR (R IMQ 4, XRE | A2 BRI . IREERILVEL4 (B CLO 4D .
TYKI (BMS-986165) #1. IRAK4 & FIF#fE5 KT-474CKk H & F] W02020113233)41 (100
mg/kg) FIARKRHEY GEENE) , 841 6~7 K. EHaT— KA/ RS e
F, BEMAAN 2 x2cem? BHEGRMAEH IMQ ILE R, M HHNIZWET . AK
WG CEERE) BH--UOEBSY, HEEREZ 2h 5 IMQ AT RET R
BRSO R A . IS KT-474CK B EF] W02020113233)2HEH X452 4h )5
B IMQ A BHIRT /N RE HMAESA R A H ., 2[4 IMQ 4148 H L Vo B s i,
PROCHE 1AK% 8 h, JEAETT KEEH 2h J5 T4 BIHE /N B #6507 J B i bR Lo
IMQ E . T FMLEFALA A H IMQ FUE 42551 & 454 80 mg A1 10 mg, #%4H/NRiE
BB 5 K.

SRR S E RS (PASD PFoiniE. BRI | RIFME, BH L5
TR H R AL AR IS « AL BEAN R R 0~4 1743, 1P ARdE LR 28, K 3 TR A-AH NS 2
gy, RN PASE . MBS | RIFGS, & H B AR EiEc-~ RSN R AR
5, WE=k, BCFIME,
£ 28 HUBWIINAE ™ EMHIEH (PASD PP initE

0% 1% 2 4 34 495
kg RIMLHEE o EHER KEHEH LBl EHa4e
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i EEAE RNEEE T HwetEE

EARZ P AR’ S EAREN ae AR N E SAREN
JE R B 5IE% R BRRIE R R AR AR, B B A
PR RIRERERE REE LT & 5, W
[ 2

A E IR IMQ HR I LB Va7 ORI LRI 2.

Fh 1A AR ST TM-174 %5 IMQ 438 05 BB 36 7 A0SR TP AR B A T AR 5
e EMETRE (PASD ¥4 B4R, BB AANARKRBPLEY TM-174 % IMQ 4389
B )IR T RO b B RSB0 25 R S vt

B 2A AR BG4 TM-205 X IMQ 4R JE e L 24 HvR 7 R AR B R T AR 5 ™ 52
PEFRE (PASD 1#404 R 1B 2B A4 AL &) TM-205 B B Seie 85 R geit
.

Horfr control ¥ 4, model NBKEESCRIERIZE, CLO RS G LZRL, TYKI

(30mg/kg,BID) A BMS-986165 #1.

WS R —FE NS, 130N CosHaCIFOs, N E®aE SR, Jft
RPRFERE, FEMT &P, SHERTEMEEE . aE R, RER. #
BRARID  E 8E  BRRAL BRI SN BB A VAT U R M Sl IR g R
SRV R

BMS-986165( X 4 Deucravacitinib)& —F#i 8. Dk, &8 TYK2 #0157

KT-474 (100mg/kg,QD) J& IRAK4 & 5 B fif51 KT-474(K H%F W02020113233)4 .
AR BALE Y TM-174 #%BA R FE TM-174 (3mg/kg,QD) . TM-174 (10mg/kg.QD) ,
TM-174 (30mg/kg,QD) HE{T#EH b3,

51 2 AR B ARG R KA 29,

29, KRR AVN IMQ 4RJEFH PASI ¥F 42 FH B ZH K520 (Mean£SD, n=7)

& A& PASI Score ASkin Thickness Change (um)
(n=7) (mg/kg)
dé dé
Control - 0.93+0.25 22.38+6.10
Model - 8.85%1.66 80.95+6.16
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CLO 160mg/ R | 1.1740.85"* | -18.10£6.33"*"
TYKi (30 mg/kg, BID) 30 4324242 | 53.57£15.87""
KT474 (100 mg/kg, BID) 100 6.9342.36" 31.90+9.90"*
TM-174 (3 mg/kg, QD) 3 6.69+1.07" 58.10£17.31*
TM-174 (10 mg/kg, QD) 10 7.31+1.87" 59.29+18.23°"
TM-174 (30 mg/kg, QD) 30 4384124 | 43.81£16.66™"
TM-205 (3 mg/kg, QD) 3 7.2941.99° 65.71=10.23"
TM-205 (10 mg/kg, QD) 10 6.75+1.28™ 52.62+9.59""
TM-205 (30 mg/kg, QD) 30 4.84+0.80"" | 53.10=12.95"*

TE: vsmodel, *p<0.05, **p<0.01, ***p<0.001, ****p<0.0001.
R ALRA YIS IMQ 755 4R 5 i i 2 G 0 57 i) 2 R 0 e B B
WEIARTT R

WAB-B: A K BIE N I R K67 I (DSS )

KeskB /N R Tsh W BN — Fl; SEIRIT AR, RSN EE B452. F4l
NRFEE ARG G BRAERIORAE R B oK, B g d sl fIEwK, HRHE5H
FRSGHCH 1 DSS 7K & H R /N R AT F BRI, #% R e R A geaRh, Al
FEMENVEPARIE LR 30 FIERIC K o SR FEAL B 5E A Il & IR £, #R24187-300T)
DR FEAE P B AR DU FARIE R 31 HIBn k.

2 30 DSS A5k
i WE TR (%) RAEEIR 1 5
0 x EH B
1 1~5 / /
2 6~10 AR Il
3 10~15 / /
4 >15 WE PR I A5

22 31 DSS FR A KRBT 20 77 v

B4, FeE
IR G SRR SR ot
ARG G RE G, I EE RIRE +t
IMARHER REE, HieEh L E8% 6 ++
IIAARF 10s JiF H G B 28 3k 5 B s +
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IIANARGH 2min AAE &

FA

3 AR B ED) TM-4 % DSS #5531 R BB T 2R gt

B 4 NA KR WLAY) TM-174 Xt DSS 155 10 1 KB 7 201 Gt

B 5 A KB AY) TM-205 Xf DSS 1555 1 i KA B IR T 28U Gt B

B 6 AR BHAL A TM-221 % DSS 7 S 10 R B8 1787 3R 4T .

FHHr, Normal 44 1EH4H, Model ZH 4RI . Cyclosporine,20mpk,ip,QD NIffil %
4. FRFEFR(Cyclosporine)&—ii) iZ N AT T- IR PR 1 S 137, @il ikl T 4 A B

MG TEM DI RE, BRNEST 2 BRI B K.
5 3-6 AR ARSI HR IR 32,

232, ARGV S 4 /N R DAL $E4r B840 (Mean+SD, n=7)

45 i DAI Score

(n=7) (mpk)

d8

Normal 0.14+0.35
Model 10.33+1.11
Cyclosporine, 20 mpk, ip, QD 20 2.00£1.317
KT474, 100 mpk, po, BID 100 5.71£1.28""
TM-4, 10 mpk, po, QD 10 4.57+1.187
TM-4, 20 mpk, po, QD 20 3.71£1.58
TM-4, 40 mpk, po, QD 40 3.14+£2.53*
TM-174, 3 mpk, po, QD 3 3.57£2.26™
TM-174, 10 mpk, po, QD 10 2.71£1.39"**
TM-174, 30 mpk, po, QD 30 2.71£0.70™"
TM-205, 3 mpk, po, QD 3 4.86+1.55"
TM-205, 10 mpk, po, QD 10 3.2941.67
TM-205, 30 mpk, po, QD 30 2.71£0.70"**
TM-221, 3 mpk, po, QD 3 4.43+1.68""
TM-221, 10 mpk, po, QD 10 3.00£1.07"
TM-221, 30 mpk, po, QD 30 2.57+£2.50™"

VE: vs model, *p<0.05, **p<0.01, ***p<0.001,

##4%<0.0001

GURRY], ARRWIMEYIX DSS 35 K A TR 697 HOR

TRBII\ . A5 B AWt 25 R 1 56 R BVR T 1F F(CIA #R7Y)
1. DBA/1J /N, MM, SPF &%, LT oh¥ s iudEn —R .

2. B 1R EH IR RBEIT RS 2 mg/mL AR T1 T 55 5 AR R o6 IR 58 4 e R e ok T LA
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SERBRSTARS), EAWRE A, TR 2em &K NS 100pL LT
(ZIREEN lmg/mL) VRS 585 B R AR W 75 B R i e tH I R IR &%, 5752 3 K.
3021 R, A T BRURIEVEW S S AR 5 IRA e 2R e R S . AL, TTERE R
G o

4. 226K, %M 50 pg RIS MRS LPS 5350w R A4 .

5. 528 R, Ao/ RALIRER 33 AT PR IR BN REROC T ELAE . AR PR A BRSCYY
BAE, H/NBRBEL A I TR 2RI

R 33 RARIBE (AD TS

IR P

P AN 0 4

/NIRRT R P i i 1 4)

kO R 2 Bk ik 24)

BRI LLUR B2 TP K 34y
(SR EE SISl 45y

B 7 AR WIGE A TM-135 %5 CTA 3553 (128 R OC 5 RAERL 1697 SUR G v B
HA, Normal HAEH 4, Model H MBI . tofacitinib (30mg/kg) -BID AFEiZk
BIR. VB B (tofacitinib) & M A R T A B—Fh JAK #I%I7], Rl 2EH JAKL
JAK3 HiEdE, BHWT 2R R AR T rE S-S 5K 7 MR A5 8dE Wk 34.
34, REPUAEDN CIA #5528 B HEIT R 8 AL T4 152 (Mean+ SD, n=7)

) gk DAI Score
(n=7> (mpk)
d42
Normal - 0.00+0.00
Model - 12.31+£2.97
tofacitinib (30mg/kg)-BID 30 10.67+£3.13
KT474 (100mg/kg)-BID 100 11.63£2.55
TM-135 (15mg/kg)-QD 15 11.17£2.36
TM-135 (45mg/kg)-QD 45 9.60+3.33

GiRBPAAR KA CIA T5F HIFERIE O RERAT R HIG T AR

WAL AR RS B B A% (16T 1 FT(AD 12 2Y)

1. Balb/c /N, W, SPF 2k, SEI8sh¥TahW s moaEsy—F.
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2. SRIRTFRAN, MREUAEIHTSE, JELL 0.lml/10g (AR . FRIE/DNROEEW 4
ZHRTIE ).

3. ¥EH 2h J5i%H MC903, MC903 (2 nmol * ear! ) T 95%KI 20 TN
H, HHRSNECEEN, SHIRAAES 10pL. M dl A RIELLES d14.

AR E DI 14 KX MC03 75 RURF R R AL RIE YT 45 R I 8
FHH Control A4 HZH, MC903 (2nmol) ARIA=EE4, Upadacitinib (3mg/kg) -BID 2y

Ly ¥ J24l, Upadacitinib (10mg/kg) -BID JyLZ i % Je 41 .

R =EE(MC903) & — Al A T4 i 3K D3 192504, 2 FI TR 7 4R 8 5, 0F HLAE Mg
) 11 L9 0 L PR 18 8 A o

1301 J (upadacitinib) 2 i1 35 B A 4E A RIHE R AP 1) — FE B JAK #0507, ZA
TIRST I RAETEFIR -

75 R AR A A PR R B 2 B LR IR T AR

b, BRYIAH TR aY), SRAAYIRETH A IRAK4 B3 LU AR
75 ) IRAK4 #iE . 7E IRAK4S A SRIH G S b (IR B 7 P T fit
R RrFIEL AR BRI R REMLATURIESE, W, A3 %Etiin. 5%
JEAE) . IR (N A R . WA R AR R AT )« BRI BRI AN £ 4
PBI S B  BL AT A U A R AT RO 55 D PR L R AN/ B 4655 TRAK A 375 PEAH G (R
TSSO T — R I .
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WA ER P
L. RTFRMAEY . SO R, BRI &Y. B BTz i Eh.
0
R YA v NH
- N e—t T—Q\_)ZO
v NS /YSQ\;A{

v

Hr,

V i% H-C(O)NH-E-NHC(0)-;

T % H -NH-BAb 225

=R

Y2, Y3 RSk H C BN

Y, Y4 RISIE H CRY. CRYRY. N. NRY. O. S. C(O). S(O)E{ S(O)s:

YSI%&H C B N;

YO, Y74 BRI H CRY 5] N;

BARYIEHE. I FER. THE Creftdh, Coshidh. Coghdt, RFREURK) Cis
Btk REURE) Cos Mtk pIZREUAIT Coog JiLEE:

Qi H CRAEL N;

ROEEA. M. K&K, JIE. Croltdt. Ci~e I, MEBCH CrekidE. M&
BUARIK) Ci~e KE

AFEE 5-10 U RF: Horb, PR Ii PR 1A 2 EE3 A RATEAR:

A RA P HIMSIE H AL M KR BUE. Crebidl. CosBaE. CosiE:. MR
HURHT Croobedk . I REURAT Cove B FE . PIRIRAT Cove HRIE L -Coa IEJEHE-ORM, -Cooa
EFEHE-NRAZRAS | -Coon WL HE-3~10 TCIRFFAHE . -Coa WP JeHE-4~10 JUIRFREE;

RA, RYS HIBCTIE A S Crekidl. Crelfidh. CoofiBh, sImEURM Cio i,
IR Cone I TE . I BREURIT Coe BBk AR Croo JE3E . TR Cons J2E . AR Cano
Fkk

RV ROFAIMSLIEEH NA il B3R, B, Crehids. Coslifh. CoshitdE, ME
HURHT Croobedk . pIRIURH) Cons ML P RIUARAT Cons BRFE . -Coa I HEFE-OR™ | -Cooa
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W 46 3 -NR''R'2, -Con W 52 F- NR''C(O)R'2. -Coz W £ He -C(O)R"' . -Con W I FE
-C(O)NR''R'?.-Cor W5z FE-3~10 FLBEIAFE . -Coon Wz IE-4~10 TTLLIAIE (-Coop Wk IE-4~10
TR -Cooa WATHE-4~10 TOIFIEIN . -Coor WATHE-5~12 JUIBEIF . -Coor W HTHE-5~12 JLIR
IR, -Cor WhEdE-6~10 TTITIA -Cop WhEHE-5~10 JUIF2R8¥F; Hort, FrlfiIAL. 2830
B MPER. MrZRBR. MRER. MRURIN. J9IN. JFRFMEIEM 1 AN, 2 B3 A RUEAR:

R'". RZHFIFOTERAE . Crohidh. Crolidt. CoobiFh. pRIURAT Croo bt
B RHURH) Coss JE . BT REUIRMT Coe Hdk . TR Cre it MR CosJZE . AR Cass
Bk,

A RBAHIMSIEAS. M. KR, T Crehidl. Crolhih. Cooltdh, XE
HURHT Croobidt . B RHURAT Cons M 2E . I RIUARH Cong HiFE L -Cooa WAEFE-OR™M, -Co-z
T #52 F& -NRMRS | -Cor I I 3 - NRUC(O)RY . -Cop W f2 F -C(O)RM . -Cor TP I 3
-C(O)NR!“R"3;

R, RUSAHIHGIEES. Crohidh. Coolidh. CoeBFE. M REURAT Crog bidt.
B R HURH Come M5 . BT REUARHT Coe HIE L TR Croe kg, TR Coe ME2E . AR Case
Fbk,

cc //>,(~\\\x2/ %XS dd
8 T
Ny o2x3 O
N X4 \ 7/ 2l > g >
D #ikH X s Hceun s LA, dd s Q M
=== RN TR B U

X2, X3 A RSTIEE C BN

X' X4 RISTE H CRX. CR¥RX. N. NRX, O. S. C(O). S(O)HE{ S(O)s;

XSHEHE C B N;

Xo. X7 RIASTIE H CR? B N;

X8, XS C. CR?BUN;

FARYEAS. . K. SHE. Crobidh, Coslidh. Cosidk, X RHURH Cios
fedk . pERHUVRH) CoslhFE . pIERIUIRAT Cous L

B R AR A S T MR FEE Crelitdh. Coolfidk. Coghhidk. pZE
RIG Croo e dk . BIZREURM Coug ML IR EUIRI Coo HLBE -Co WHEHE-OR?', -Coo
TR FE-NR?R?, -Cop WkEHE-3~10 TUBRIAEE . -Co-p W T HE-4~10 TEAIAFE;
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R\ R2ZGHMSLIEHA . Crehedk. Coolfidk. Coskdh. piFREURH Crogbedk.
BIERIURA) Cons JBFE . PIRERARAT Cous I JAR Cros Bedk . AR Cous M2E . AR Coss

o end
‘oo
Ly Hp B35 R 77 A RURTHE, C3 5 D A,

1 N

B IR 3~10 JTTWIAEE . 4~10 JTCAHATE . 4~10 TR, 4~10 TTHF4FF. 5~12 JoiE
R 5~12 JUBEIRFR. 6~10 JUTTHN. 5~10 JUU7 8. Hirh, PFRBRIAEE. JREREL. MPER.
WRAs30 . WRIA . BRIRFR. J530. D5 AOMERERE 1 4>, 2 1B 3 4 REEUR,

PR, BIFIEE 4 JUBRIAEE. S Ul 6 JulifFE. 7 JUBIOREE . 4 JudRIREL,
S TCARFREE, 6 JUIREN AL, 7 JuIRIREE, 8 JUIRENEL. 5 TUHRER. 6 JUMFER. T JUHRER. 8
TUMPFR. 5 JUHRZRFR. 6 JUMFRFR. 7 JUMF RN, 8 JUMPZRF6. 7 JUMBIL. 8 JUMEIN. 9
B2IR. 10 JUHEIR. (1 B3R, 7 JUiEZR3F. 8 JulBAe3A. 9 JLiB4e3R. 10 JUIRAIR. 11
TORRASHE; o, FTRERINEL. JRFREE. WAL MRASHE. MBIR. BRSHMEIERE 1AL 24
B 3 4~ REEUR:

C PRIEH 3~10 LIRS, 4~10 JUARFAIE, 4~10 JUMFIR. 4~10 JOHF 23R, 5~12 Ui
A 5~12 TUBEIRIR . 6~10 TTH . 5~10 JTU5 A, Ho, FRBRINEE. JeEREE. MRf.
WRAs30 . WRIA . BRIARFR. J530. D5 AOMAERERE 1 4. 2 B 3 A REHUR:

fiifetth, CFUEH 4 JuhIhEE. 5 JURIA L. 6 JUlI AL, 7 JulIR L. 4 JURAEL,
5T IEL . 6 TuIRIAEE . T ou AR 8 JudRIEE. S U, 6 oI, T uthEh. 8
TOIER. 5 TR, 6 JTIRARH . 7 JOMradh. 8 JUifAR IR, 7 JuHRIA. 8 JLERIA. 9 T
B3R, 10 JCHBIF. 11 JCHBIR. 7 JuHBARIR . 8 JUHBFR. 9 JLiBIR. 10 JUIBALA. 11
TUBBRIR, Hoh, FTIRBRINEE. JRFREE. BRER. WRORER. IR, IBAMMEERL 1 AN 24
2% 3 > REHUR

RB. REAFIMAIE A, il M. T Clobtdh. Coolizh. Coolidk. KZFEHL
PRI Cre s, pIFREURI Cos JidE . pIFREUARIN) Coog HLdE. -Con WLEHE-ORPL, -Cooz
AP $5E 5 -NRPIRB2;

RB'. RE2AGFIMAIEHE. Creltdk. Coslfidk. Coslidh, X RIURA Cis k.
B R HURH Come M35 . BT REUIRHT Coe HIE L TR Croe kB TR Coe JETE . AR Case
Fbk
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LU, Cre kit Cos WML, Cos WHLEL; HAFTR AR, WHFE,
MM B S AR LA 2 D E3 DN RIE TR, TR R R . W
R 1A~ 2 NER 3 S RYHAR:

A RU HBSTIE A S Crebidh. Coslfidh. Coshdk, BIEAURK CishEdk,
R IR Cos S ES. RIBREUIRIN Cog HdE AR Crs S B TR ColidE JTUAR Cas
Bk

2. WRIEHRIER | FRR R &9, BESIAERMAE, SR EY . BREZ%
AL, HARHEAT

Y'EBAN, Y2 EEHC, YP#%HC, YA¥%EH CH, YY%HN, Y% H CH, Y% H CH:
EY'EHAN, Y?®EHC, YYEHAN, YHEH CH, YSiEH C, YOIEH CH, Y& H CH:
BY'EEN, Y2EEC, YPEEN, YYEEN, YS%H C, Y#%EH CH, Y'i#%&H CH;

HYUEAN, Y2H®EHC, YYEHN, YYEH CH, YPEH C, YUk H CH, Y #%H N;
EY'EAN, Y2EHC, YPIEH N, Y4EH CH, YSEH C, YOEH N, Y7i£H CH:

RZ
cc N7y .dd R2
cc NW//\ dd §‘g/_§ g_qﬁ §dd
D ¥ i N’NvJ . RX . .

R2 2

R
/ﬁ dd cc N .dd cC  N= \/\: dd
IO T I W
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vy dd
. %« IE@ % E‘N;Q_?
(0] o

N’N =

3. RIBEAFIER | Frikpife &9, BRESL AR A, B RARMEY . B g% b
AR, IR T SRR R
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e =y <jf - \%W
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