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(200mL>3) e, ToAKBRBREAT 6. A5 A VAR KRS . R mid ik &
Wk aith, H BA/PE HWEE 20 2380 N 0%3E ] 30%, 75 5] N-(4-3 78 3)-2- 7%
R fe-1-F We e (25g, 7% 21%), Nk E R A E 4. LC-MS: Rt = 1.257 min,
(ESI) m/z. [M+H]" 283.0, [M+2+H]" 285.0; C;2H[2BrNO>

DB 2. 8-1R-2,3- & -1H-FR K 4% o] HEMK-4-B% (3)

N-(4-R % 36)-2- 58 AR PR S e -1-FF BE B (25.0g,  0.088mol ) 7E IR BR (100mL) [ 7R
A WITE 100°CHEEE 12 /N o KR AP BINIKK(S00mL)F . ¥ NaHCO 3 HE 2| pH
78 WLUEIE BHITTVE VT I — L0 W RE (SOmL) Btk . 1M . & IF AT ME T
Pt M T (20mL) A B 45 DLSR A3 SR AR € [ AR 11 8-3-2,3- & - TH-34 [ - i [ o]
Wh-4-B2(6g, 26% 7). LC-MS: Rt = 1.299 min, (ES]) m/z. [M+H]" 264.0; [M+2+H]"
266.0, C2H;oBrNO

WER 3. 4-FHE-2,3- S -1H-3F R I (] MK -8- R IR F ER (4)

8-¥R-2,3- & - 1H-2A X 1 [c]EMR-4-1 (6.0 g, 23 mmol), Et3N (6.9 g, 68 mmol)
A Pd(dppf)CI2 (3.3 g, 'K MeOH(100mL)H' ] 4.40mmol)# 100°CHI CO SF T+ 12
ANBF URRAREY) . BRARYEL RO LA, £ 20 48N H MeOH 1)
DCM B M 0%BEBL 2] 10%, 193] 4-$23E-2,3- = & - 1TH-IF [ Ji [ ] k-8 - H iR FF i
(3 g, 54%7= ) NIF O & . LC-MS: Rt = 1.183 min, (ESI) m/z. [M+H]" 244.09,
C14H13NO3

BB 4 A-(CRFE)BEBE)EH)-2,3- S -1H-3F [ 85 [c] EHk-8- 52 R H s
5)

] 4-¥5 35 -2, 3- A TH- 30 0 2 9 [] v b -8-F2 R HY 196 (9.3 g, 0.038 mol) L i
(9.1 g,0.11 mmol)7E DCM (200 mL) H RV W N = 6l H i BR I¥F (21.6 g, 0.076 mol)
0 Co RIGHIREWA 20°CHEFE 12 /NS . NaHCO3(aq.) (200 mL) ¥ K M,
SRJEF DCM (200 mL <3) XA, HHIERA H/KQ00mL)¥EE . A HAHA Na2 SO
4 FTIEIELIE. WEIRAF IR . HaYEdERaikgdith, A BEA 1 PE ARAE
20 BN 0% VERLE] 30%, F3EIFIE 4-(((C P S5 S )-2,3- “A- 1H-
I [c]mEmh- 8-RIRER(11.0 g, 77%7=%F), AAE 4. 'H NMR (400 MHz, CDCls)
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8 8.57 (d, J=2.0 Hz, 1H), 8.30 (dd, J = 8.8, 2.0 Hz, 1H), 8.08 (d, J = 8.8 Hz, 1H), 4.01 (s,
3H), 3.43 (t, J= 8.0 Hz, 2H), 3.21 (t, J = 8.0 Hz, 2H), 2.55 — 2.32 (m, 2H). LC-MS: Rt
=1.544 min, (ESI) m/z. 376.1 [M+H]". C1sH12F:NOsS 375.04.

RS 4-((4-FHEEETE)YREE)-2,3- S -TH-FF [R5 [ o] HE k-8-3R BR H T (6)

] 8 B ) 4-(((= 80P 55 IR 3L ) 58035 )-2,3- - &0-TH-3A TR [ o] M k- 8- FF R HF G (11.0
g, 29 mmol)7E - HFE (100 mL)H FIIEFHR P A 20C F R Cs2C03 (28.6 g, 88 mmol).
Pdy(dba)s (2.7 g, 2.93 mmol). Xantphos (3.4 g, 5.86 mmol)f1 PMBNH: (6.0 g, 0.044
mmol). ¥ NI GWTE NS5 F7E 110°CHERE 12 /N . IR &Y, IR 45 1
Wio PR AYDIE T AR il ik a4k, ] MeOH () DCM IRV AE 20 434 9 M 0% i
B 5%, 55 HE 4-((4-FEIETEYRI)-2,3- A -1TH-I0 R [c]EMR-8 -2 B (8.1
g, 76% %), NFOEE, "H NMR (400 MHz, CDCls) § 8.33 (d, J=2.0 Hz, 1H), 8.11
(dd, J = 8.8, 2.0 Hz, 1H), 7.79 (d, J = 8.8 Hz, 1H), 7.36 (d, J = 8.8 Hz, 2H), 6.89 (d, J =
8.8 Hz, 2H), 4.79 (s, 2H), 3.95 (s, 3H), 3.80 (s, 3H), 3.24 (t, J = 8.0 Hz, 2H), 2.80 (t, J =
8.0 Hz, 2H), 2.36 — 2.19 (m, 2H). LC-MS: Rt =1.036 min, (EST) m/z. 363.1 [M+H]".
C2oH2oN203 362.16.

BB 6: 4-FF-2,3- " E-1H-IF LM o] HEM-8-FR R FF R (7)

B A4-((4-FEFE )R IE)-2,3- T A - TH-30 [ " [c] M mk-8- R FF S (8.1 g, 20
mmol)7E CF3COOH (50 mL) AL 70 T NHEH: C 12 /N . SRR BR R,
FHKe B AR Wi ik /£ DCM(200mL)H . A HLAHH NaHCOs (aq.) (300 mL)#E ¥ I H
Na;SOs T4 ARG IR EY, WORIKRG G . KRR AR ot vk alifh, H
MeOH [#] DCM ¥R AE 20 73750 A AN 0%Be IR 3 5%, 33 4-2H-2.3- "4 -1H-3 L=
Y [c] W -8- I BR F R (4.6 g, 85 %/ )y Nt £, LC-MS: Rt =0.921 min, (ESI)
m/z. 243.1 [M+H]". C14H14N>0 242.11.

BB T 4-EHEE-2,3- "S- 1H-IF L0 o] BEME-8- 3R BR (1 [H) & A1)

¥ 4-50 3 -2,3- - TH-38 R[] -8R R H 6 (0.60 g, 2.31 mmol)¥E HCI
(4 mol/L #£ H20 1) (20 mL) AW AE 95 °CHERE 12 /NI . SRIGHRF A7, BRAeY
N 4R FE-2,3- A -1TH-I R [c] B IR-8-FR 2 (500mg, 88%UL ), NAMEEK, AT T
—3— BT Fm k4. "HNMR (400 MHz, DMSO-ds) & 8.65 (s, 2H), 8.31 (s, 1H),
8.22 (d, J=8.0 Hz, 1H), 7.83 (d, J = 8.0 Hz, 2H), 3.32 (t, J = 8.0 Hz, 2H), 2.95 (t, J = 8.0
Hz, 2H), 2.34 — 2.20 (m, 2H). LC-MS: Rt =0.763 min, (ESI) m/z. 229.1 [M+H]".
C13H12N20; 228.09.

BRATE: EE A2 K6
CLES
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o O fe) %N
F
3 3
F NO, F no, D2 F NO, L3
1 2 3

o FN [e] }__:N
2 \gN ~ N/ o N
4 F NS BB F N H/t@
PN T H ~o o
5 6
o —N
it %N \N//
. \o)‘ji:[Nf —>HO
$e _ ; Z
. N7 NH, ST F N” “NH,
HEA A2

7

BE1: 25-HA-HEXHFRFE (2)

B 2,5- & -A-THFE T ER(1) (50g, 246.18 ZPE/R, | ME)IEMBAETE T (500
ZTH), B0 BEKE R & IER43.93 70, 369.28 ZFEIR, 26.79 ZTF, 1.5 34
). NRAE 40 $RIKE T RN 16 . LCMS TR RN 58 4. S BV ke 4 %
TFo M 300 ZF KRG H 1| 4R AGERFER =K. BB &R K400
ZFHPeE, M KmMREE T8, SIEREERSERT. HnE 25 RRETHA
BT 22 60 P18 3 A A AR 2,5- i -4-ME K R B (2) (103 71, 474.38 =
K, 96.35% Ui ®). HNMR: ES23714-64-P1A, 1H NMR (400 MHz, CHLOROFORM-d)
8 ppm 7.89 (td, J=9.51, 5.63 Hz, 2 H) 4.00 (s, 3 H). 19F NMR (376 MHz,
CHLOROFORM-d) & ppm -110.27 (s, 1 F) -121.56 (m, 1 F)

B2 2-F-5-(2-F AL 1H-BRME-1-2)-4-THE R H R H S (3)

B 2,5- 4TI R R (2) (80 u,368.45 /R, 1 HE), 2-HI-1H-
MRIE(36.30 T, 442.14 ZEEIR, 1.2 H&E) WA FRETWG (1.2 FH). RNHEE
50 B IRE N M 16 /M. LCMS Bon R4 . RN H A 4 FH KR 5 H
LER WG 45L A8, AYUARAWIE KRG FHdesk, HIKMERSE T, Ly
TR IR 4 22 T o R T R LR T SRk A 25 SR RT3 60 0 8F (25.5 78).  (2).
R AR B i 2 (AR RE,  50% 0 556 I 75 1 il Bk b )75 3] 3 (0 AR FE 4 R
BUT FEBETE 25 BRI T T 60 708018 2B (4R (8.23 7o), ¥ ([l 44 2-38-5-(2-H
FETH-BRME-1-3)-4- R H K HBR WG (3) (25.5 70, 91.32 Z /R, 24.79% URFR) 2,5-
TR-4-REIE R R Q)URRHAIID) (20.34 T2, 93.68 REEEIR, 25.43% LK),
o 8 4R 2-8-5-(2- BT H-PR M- 1) 4-RS R HER R (3) (8.2 T, 29.07 = JEER,
7.89% UK, 99% 4l ) HNMR: ES23714-67-P1A1, 1H NMR (400 MHz, DMSO-d6) &
ppm 8.39 (d, J=9.90 Hz, 1 H) 8.08 - 8.20 (m, 1 H) 7.23 (d, J=1.32 Hz, 1 H) 6.92 (s, 1 H)
3.91 (s, 3 H)2.12 (s, 3 H). 19F NMR (376 MHz, DMSO-d6) & ppm -105.45 (br s, 1 F)

B3 4-H 25 -5-Q-F - 1H-DRE-1- ) K H R HFEE ()
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4 2-9-5-(2- FH - TH-BR M- 1-F8) 4T R R I (3) (13.9 7%, 49.78 = JE/R,
1 M) WHENEKRmY 300 ZHh) , EEASAE FImASEERR.S T,
49.78 ZIEEIR, 20% 4HifE, 1 H&). RMEFEHEARER I K. RMNBEAT (1 5
) (50 psi) R Fn#E 50 BRIV 32 M. LCMS &R RN E4 . MR
e FabgE, BEUHH 300 Z2F AR ABPEE. JEREREE NIRGET, B3
IREE AR M EEHTER TN 2. 4-23-2-50-5-(2- F £ - TH-BK P -1 -58) 7 F g
Be (4) (12 F¢, 48.15 ZEE/R, 96.72% UL#). 1H NMR (400 MHz, DMSO-d6) Shift 7.46
(d, J=7.63 Hz, 1H), 7.07 (d, J=1.38 Hz, 1H), 6.93 (d, J=1.25 Hz, 1H), 6.59 (d, J=13.51 Hz,
1H), 6.15 (br s, 2H), 3.68-3.77 (m, 3H), 2.01-2.12 (m, 3H).19F NMR (376 MHz, DMSO-
d6) Shift -109.31--108.47 (m, 1F).

B 4 T-F-1-FFE-4-5-4,5- S DK IR [1,5-a] EEIE R-8-FH BR R R (5)

725 BLKE R 4-E I -2-F-5-(2-FF Z-1TH-BR - 1-F) I R TR (4) (12 %,
48.15 ZZEEJR, 1 HE) MO 1-F R 2-ME g S, B 1,1-#E kM (19.52 I,
12037 ZEE/R, 2.5 M8). REBMAE] 115 |IKE RN 16 M.  LCMS ERx
RI5E4 . AN HEIR R NV A FR A . RN I 600 Z 7+ 2,1 . B5F1 600 271
JKTE 25 BRICEE 4T3 16 /NEF . FMRAEJE Nk JE, JEUFH 100 =T H) 48 T
Voo ERLERE T WRYEG 2K G E A 7-58-1-F 3 -4-50-4,5- S BKPE I 1,5-a] W IR M-
8-HER L (5) (24.1 T, 87.56 ZEEIR, 86.60% W), MMEEM TR K
¥ . 1H NMR (400 MHz, DMSO-d6) Shift 11.71 (br s, 1H), 8.40 (d, J=6.38 Hz, 1H), 7.76
(s, 1H), 7.08 (d, J=11.38 Hz, 1H), 3.88 (s, 3H), 2.89 (s, 3H). 19F NMR (376 MHz,
DMSO-d6) Shift -111.43--110.58 (m, 1F)

WS 4-(QA4-THEETEE)EHE)-7-%-1-FF ZRDR M [1,5-a] 12 12 1 -8- B R P
BE (6)

B 7-5- - -4-5-4,5- AR 1,5-a] R IA-8- FR R FREE (5) (12.0 T,
43.60 ZE/R, 1.0 HE), 2,4 HHEENIZ10.9 w, 65.19 Z=EIR, 9.82 =T, 1.50
HE) M 1.8- &I H[5.4.0]F—%e-7-45(19.92 7,130.80 ZEE/R, 19.72 =T}, 3.0
HEYMAZEED (240 ZTH). A 15-20 F|IKE Nt K9 =m-1-8R-=(—
H BN #UBE25(25.07 T, 56.68 ZEEIR, 1.3 M&). RSRBIRIH, RNV AR
5], BT . BAAEY R RMNIRAE 15~20 $RIRJE T RM 16 /N, LCMS &R
ARGV R e R B K H AR &4 . S N B R R L 100 Z T
NG BREEDT . MR BRI TR R N T AR B B AN 4-((2,4- —HE AT EHR
B)-7-F-1-F R BR I [1,5-a] 8 WE IE-8- FH R HH B (6) (15.3 7, 36.05 ZEE/R, 82.68%
). LCMS ES15882-1146-P1A: (ESI) m/z= 425.3[M+1]+; RT= 1.721 min. 1H NMR
(400 MHz, DMSO-d6) Shift 8.49 (d, ]=7.00 Hz, 1H), 8.45 (t, J=5.57 Hz, 1H), 7.95 (s,
1H), 7.23 (d,J=12.51 Hz, 1H), 7.18 (d, J=8.38 Hz, 1H), 6.58 (d, J=2.38 Hz, 1H), 6.47 (dd,
J=2.38, 8.38 Hz, 1H), 4.66 (d,J=5.25 Hz, 2H), 3.88 (s, 3H), 3.82 (s, 3H), 3.73 (s, 3H),
2.93 (s, 3H). 19F NMR (376.5 MHz, DMSO-d6) Shift -113.02, , ,

W 6: 4-E BE-7-F-1-F ER DRI [1,5-a) U WE-8- B R FR R (7)

B 4-((2,4-— FF B TE ) B )-T- -1 - R DR M [ 1,5-a] IR A -8- H IR H S (6)
(16.3 71, 38.40 ZZEE/R, 1.0 L&) WA &G0 Z2IHd, AIMAZRZEEQS50
Z). RMBINAE] 50 SR E RN 16 /N . LCMS SR F B0 R ¥ 5¢ 4 34
B EHRGA . RIMBETERE R4S 2T, 3308 G F A 4-5258-7-550-1- 7 JE kw3
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[1,5-a]E N2 Mk-8-FH R HH 6 (7) (28.3 To, M) MM EZEH TR TP RF. LCMS
ES15882-1150-P1A: (ESI) m/z=275.3 [M+1]+; RT=0.607 min
ST A-BE-T-H -1 R IR[1,5-a R K-8 FRER (FEIME A2)
B A HE-7-5-1-H R R M [ 1,5-a] M HE WHR-8- R e (7). — 2P ML) (28.3
5 5,38.70 ZFER, 1 HE)WAVUEKREGO ZF) FHEH (80 =), KE A
(7.74 i, 193.48 ZFE/R, 5 HE)VEMBAEKT R0 ZF)EMARMIE . N H I E]
50 FICEE RN 4 /NI LCMS BB BT FAL GV ¥ RNV BA HR] 20 $RIRE TS,
TEJRE N IR bR 2 A MLV R, AR KL EE 10 Tk 1300 Z2THW B, iR
4 batuE, JEUFHKLEREE 10 I 1300 2T REHRGE =, SIFTA IR, &
10 FEik%ikrE . AR pH £ 5~6. BEIRRRA 15~20 BKE T
12 NS, R T O SRR BB R KR . WER B PR VR T R S A5 B 1 6 ]
Ao 4-Z FE-7-50-1-H ZE DKM I [1,5-a] R k-8R 1 (FH A& A2) (9.9 7, 37.55 ZZ /&
IR, 97.05% Wi, 98.71% 4lifF) . LCMS ES15882-1154-P1C: (ESI) m/z= 261.1
[M+1]+; RT=0.422 min. 1H NMR (400 MHz, DMSO-d6) Shift 13.15 (br s, 1H), 8.53 (d,
15  1=7.04 Hz, 1H), 7.85 (s, 1H), 7.68 (s, 2H), 7.16 (d, J=12.10 Hz, 1H), 2.94 (s, 3H)

WA PEE A3 KAR
Gl
b

Br F
X "
cl NO ;‘Jbﬂfiriu m 53}?3

Cl

\—_/,N (@] ¥
Br N/ ~o N f
—_— >
:@[ pas ) ’ﬂ‘?s
cl N So cl N
H 5
4

o ] fR A3 0
20 SB 1 1-(5-1R-4-F-2-THHE-ZR EL)-2- FH BRI (2)
B1-P-2- 54K (1) (3 W, 11 ZER, 1 4&E) A 2-F B - 1TH-BK
W12 75, 14 ZREIR, 1.2 HE) M2 (50 =T W, BEEEBRERAT 4 W,
29 ZEEIR, 2.5 ME) MARRMEY .  JHED 80 EEEHBE 16 M. &
B ER N 5e 4, BRREWER.  WIRREBREOK,  AK (40 =2F), H
25 ZMRZWEEW 3 x50ZTh). HEKRRETE, SEERREIRFEET, 2782
P i Al b (S A TE, 35% Y SUWk N 7E A Jh Ik )19 B B EU AR 1-(5-1R -4-3-2- T -
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FREL)-2-H -k (2) (4 72). HNMR: 1H NMR (400 MHz, DMSO-d6) & 8.55 (s, 1H),
8.32 (s, 1H), 7.22 (d, J=1.32 Hz, 1H), 6.91 (d, J=1.32 Hz, 1H), 2.08-2.23 (m, 3H).

BB 2 4-R-5-F-2-Q-FHEKR-1-EK  (3)

B 1-(5-1R-4-F-2-F IR B 2- Lk (2) (3.5 e, 11 2R, 1 HB) B
fRIEK (8 =Th), 4BE (16 ZTH)SIUEMNR (16 2THRREHER T, BEMHE
(8.9 W, 166 Z=ZFE/R, 15 JE)VIWANB MK T, FHEE 70 BREEEH 25 w, 4
R, 4 ME)YMABI RN F . RNAE 90 B ICE N HE 2 . LC-MS & £ )i
KRN SE4E, B R. RN RAEERE T NI LR OB %40 =7t
x3). Rk BR L IE 1S B 2 A R 4-01-5-50-2-(2-F R 1 -2 K i (3) (3.1 e,
10.8 ZJER, 98% 7“#%), HNMR: 1H NMR (400 MHz, DMSO-d6) § 7.41 (s, 1H), 7.12
(s, 1H), 7.07 (s, 1H), 6.99 (s, 1H), 5.45 (s, 2H), 2.13 (s, 3H).

W 3. 8-IR-7-F-1-F -5 S(-0KME [1, 5-a] MEEMK-4-H (4)

$ 4-JR-5-G-2-2-F FL ik me-1- 2K % (3) (3 7w, 10.5 Z IR, 1 M EHAT 1,1-k
BT wkmE(2.6 3, 15.7 ZEEIR, 1.5 MEVRKIEMAA 1,2-2&°K 30 =F) BHK
o MNVRAE 130 BRECEE N R 16 /N, LC-MS #9 FJER X N 584, BIer=9
AR RNIRATE B8R ZBERIK(2/1 15 ZTH) RV B EE 30 20 Bk 5 i 943 BINE B,
JEUHE RS FIRGI SR BABEE 8-H-7-5-1-F -5 S -k [1, 5-a] M EH-4-fR
(4) (2.2 W, 7 ZEEIK, 67% F=%)., HNMR: |H NMR (400 MHz, DMSO-d6) § 8.04 (s,
1H), 7.33 (d, J=3.30 Hz, 2H), 2.83 (s, 3H)

SR 4 7-E-1-FHE-4-EAR-SH-BKE (1, 5-a] EEIBIK-8-RER FER (5)

¥ 8-IR-7-G-1-FF -5 Sk [1, 5-a] MEEIK-4-F7 (4) (500 250, 1.6 ZEER,
| HE) B LR (5 =BT 18- 8k IR [54.01—+—fx-7-%
(365 =0, 2.4 ZEEIR, 362 WUIt, 1.5 ME)BEH AR, B EIMER =T 2646
=, 160 FHEEIR, 0.1 &), ANHIE (232 =50, 880 UEE/R, 118 fFt, 0.55 X4
MBI 6 2=m, 160 FUE/R, 0.1 HE). RNV 90 F IR N HFEM /A . LC-
MS R ER R 54, B E K. B R N R R 3 28, IR0 2
), FAZERZHE 30 =T (10 ZFF * 3)FEE . FAIKMBRETE, &E, WEkYE
1, B ENT AR EIRE, 30%PU SR A A ik T )78 B R R E 7-E
-1-H 3 -4-AR-SH-BK I [1, 5-a] MEIRMR-S-FRERHEE (5) (500 Z50).

S T-F-4-(Q2,4-Z FE )T FE)-1-F ERDR M [1,5-a] 1 U8 W -8- 32 R
BE (6)% 7-&-1-FF F-4-5A0-5H-BK M [1, 5-a] HETRIK-8-REE B (5) (480 Z 7%, 1.6
R, ME) WRELKET (5 =T AN 24-"HERYK G4 =2w,2 2
K, 306 TUFE, 1.3 M), KIF =M 1-H5AR-S(C R ARBEEQ W, 2.4 ZE
K, LS ME)F 18- A ZH[5.4.0] T+ fE-7- (12 3,79 EEER, 1.2 £
FF, 5 HE). RMNESETFHEE 16 M. LC-MS & MFE R M 5E 4, HARS=
. K SO R R L 2, MK =T, B BRI 30 =FF (10 =Tt *
NFEM .. ATKMRETE, &8, WEKRERT. BgEaigadithCak
Tk, 30% Y & Wk MR £ A 9 Ik )43 310 B [l AR 7-50-4-((2,4- — F AR TR B B B )-1- R &
IR IR I [1,5-a] P N2 I -8-JR R FH AR (6) (500 Z35, 1.1 ZJEIR, 70 % = %),

BB 6: T-F-4-((2,4- = F EFEEE) T FE)-1-FF FEDR M 3 [1,5-a] 1 IR 1 -8- 3R R
(A4 A3)
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B T4 AT HEETEYRE)-1-FERIEIE[1,5-a] R -8-FR IR H G (6)
(500 =%, 1.1 ZER, 1 HT]) BEETEK S Z2H/4) MamE ¢ 2+, mAEER
AN (132 278, 3.3 ZE/R, 3 H&E). RNEE 50 fRIKE FHHE 5 M. LCMS &
MR RN e 4, HARP=ER. NI 6 FERIRE (0.5 27) WMERSEE
T HMBERZAT T, SR AEREAK 7-8-4-((2,4- 2 H FEEAE IR F)-1-H FEnk
PEIE[1,5-a] M DR Ik-8- 28 TR (T AR A3) (350 B2, 820 BUPEIR, 74.6 % F=%),

BT . PR A4 B

BRI
o~ o~ %N o YN
N
O F + \IE \>_ — > 0 N\/)\ — N\L»
H a4 3.7 SIR3
NO, NO, NH,
1 2 3

i E R A4

4
=N o %N
o \7;N Q »’ N_
N/ \o)kQN 4 OH
— —_——
(o] =
}\@ f\ B4 N NHj@\ $;s N NH/D\
NH S0 o o ~o o~
5

6

BB 1 3-(2,4- Bk ME-1-5E)-4- T 3 2K B RR P S

W3- F AT ETRPE (1) (2.00 70, 10.04 ZEER, 1 48) MBI 2B 4o
ME)MIKBRSY (416 30, 30.13 ZFER, 3 ME)F 2,4- " FE-TH-IKME (2) (965 =
S, 10.04 ZEER, 1 MR, RV 85 BRIKEL RS 16 /N . LC-MS 7R JERHE #E 58
4, HARFWER. RNBIRERSGZE T, REMA _EH R 80 HEWME, i
&, VERFIBRMR B TR, 198, R RS 2 TR B R 3-(2,4- T FF AR R - 1 -2 )-
4-TEE R H R HER(3) (2.6 It 9.45 ZEIR, 94.05% 7=%), MMEERT T —#,
AR E— D

B2 4-EFE-3-(2, 4- T FF SRR M- 1-3E) 3K R g

K 3-(2,4-Z FEBLDR -1 -0 )-4- i K R S (3) (2.5 T, 9.08 ZEFE/R, 1 M)
WL (20 H1E), AR HE)RKA0 HE)T, SR MY (5.07
75, 90.82 ZEE/R, 10 HE) MEIbE (243 70,4541 2R, 5 HE). RN 90
TR RN 16 /MR . LC-MS RoR FRNEFE T4, HARFWER. RN E, %
R 2T, BREVWHAKFERE (50 X&), HZROBEFEIE0 H&E*3), 5IHEN
MM T S, JIE, WERGE 2 TA AR 4-52E5-3-(2, 4-Z I BEIRME-1-2%)
EPFBHEE (4) (1.9 75, 6.13 ZEEIR, 67.49% 7=, 79.13% 4i)%) , HAEEHT
T—#, AHEEH#E—S4{k. LCMS: ES19974-375-P1C2, (ESI) m/z=246.1 [M+1] +;
RT=0.61 min, purity: 79.13%

B3 1,3-HE-4-EAR-4,5- BRI [1,5-a] 02 Bk -8- B I B g

4 HE-3-(2, 4-Z ALK 1O R R FH R (4) (500 2278, 2.04 =EER, 1 M&)
AL 1-B I BRI (495 270, 3.06 ZPEER, 1.5 ME)AMTE 1,2- &R (10 24
5), RMEEESET T 120 KL RN 16 /M. LC-MS BoRJERIEET S, B
FRFEV A e ROBDRAIE, JEDFRAKITIH, BE TR BR 6 A5 1,3- 2 H 3L -4- AR -
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4,5- KM [ 1,5-a] R MR -8-FH R FR iR (5) (460 27T, 1.62 ZPEIR, 79.48% 773,
95.55% 2ifF), MmEEHT F—32, AJREH—Paifh.

LCMS: ES19974-392-P1B1, (ESI) m/z= 272.0 [M+1] +; RT=0.61 min, purity:
95.55%

BB 4 4-(Q4-ZHEEFRE)RAE)-1,3- " FEBKMEIE[1,5-a] B 12 HK-8- FF R Y I

B 45 AR -4,5- A BEMETF[1,5-a] i R BE-8- U BE FR S (5) (700 Z W, 2.58
R, 1 ME) WELKEFRQS HE), A= 1-JR- = FRE) A
Eh(1.83 g, 4.13 ZEER, 1.6 LE 1.8- &L —H[54.00F— k-7 (1.96¢,
12.90 ZEE/R, 1.94 K, 5 H]|), RMBEERRN 0.5 /MM, HQ4-ZHFHRER
)% (6472 =%, 3.87 ZFEIR, 5831 FIt, 1.5 HE)WBIRMEF, RN 50
BRIREE RNV 15.5 /NF . LC-MS R FRNER © 4, B =PEm. RSB EE,
JEDHRUE T A3 67 (U R 4-((2,4- = R ARER R ) B2 )-1,3- = BRBR M IF [ 1,5-a] B T
k-8-FRHE R IE (6) (900 ZZE 3, 2.08 ZEEE/R, 80.57% J=3, 97.13% 20/%), 5 EH#
AT F—&, RFEEH#H L. LCMS: ES19974-397-P1B1, (ESI) m/z= 421.1
[M+1] +; RT=0.78 min, purity: 97.13%

B S: 4-((2, 4-THEEEE)EF)-1, -THEDRMIEN, S5-a]EER-8-5
B’

B 4-((2,4- W IR IR FL)-1,3- 2 HFEBRME [ 1,5-a] 1 W8 TR -8 - HT B2 Y G (6)
(850 ZE i, 2.02 ZBER, 1 HME)VAMAREO M&E), WEAMKE10 HE)RKFS
MEYINEEHE (4242 2w, 1011 ZEIR, 5 HE). KNI 50 B IR RN 16 /b
. LC-MS &R JRENEFETE A, Bk RGBS ESEZET, REDN
BEER T pH=6-7, I y&, JEVHEIETRGE AR MK 4-((2, 4-ZFAETE)ZR)-
L, 3-THIEEBKMEIF[L, S-a]veiRmh-8-3R AR (P IH & A4) (800 7w, 1.97 ZEE/R,
97.37% r=%), MHMBEERT N2, TH/REL D4,

BATE: M A5 A E A ASb

0 0 0 o] 0 o]
SFC i
HO | A ——> HO | A + HO | A
7 7 o
N” “NH, N~ "NH, N~ TNH,

o (] R A5 A& A5a i [E] R ASb

IR AS N &Y. IR RASE L SFC o & (%1 1%k : DAICEL
CHIRALPAK IC(250 mm * 30 mm, 10um); %iahAH: [MeOH(0.1%IPAm)]; B%: 42%
-42%, 15 min)J 515 8 2 B @ BEARR B H FIRASa (600mg, 2.46mmol, 40.00% Y73%)
AR 10 [ AACHR (0 ] 7R ASH(600mg,  2.46mmol, 40.00% UL, v FHRP.LIEL4
XTAgAY, W SFC /1 46 Ja U7 48 2

HHE 45 ASa: "H NMR (400 MHz, DMSO-de) & 8.07 (d, J= 1.9 Hz, 1H), 7.98 (dd, J =
1.9, 8.8 Hz, 1H), 7.54 (d, J = 8.8 Hz, 1H), 6.74 (s, 2H), 5.47 - 5.35 (m, 2H), 5.34 - 5.25 (m,
1H), 1.41 (d, J= 6.0 Hz, 3H). LC-MS, [MH]" 245.0

H1[E] 4 ASb: 'H NMR (400 MHz, DMSO-ds) 6 8.05 (d, J = 1.8 Hz, 1H), 7.98 (dd, J =
1.9, 8.8 Hz, 1H), 7.52 (d, J = 8.8 Hz, 1H), 6.68 (s, 2H), 5.46 - 5.35 (m, 2H), 5.33 - 5.26 (m,
1H), 1.41 (d, J= 6.1 Hz, 3H) LC-MS, [MH]" 245.0
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BRI P A6 KA
B U R -

N=
1
@ R @”f @E b
H, T JI/ B3 NHPUE
N=
Br N/ QFt N= N
X 7 ~
— _ E— O
W NTONH,  ERS NN JHER@
6

7 Rl kA
BB 1 N-(4-¥R-2-F 5 2 )-4- - 1H L e-5- FR B2 (3)

] 4- Y82 -2- & 7K 1 (5.78g, 30.4mmol, 1245 )F14-F -1 H-ML M -5- FF 2 (4.60g
36.5mmol, 1.2343)7EPy(120mL)H K W W ITPOC13(4.66g, 30.4mmol, 2.82mL,
1eq)fE0°C FHtH1 h. LC-MS (ET63399-4-R1A1) BRI M Bl 52 W e, FFR I3 —
MEAFrRm/z ) FEUE KR BIRAY KK 00mLYE K, 485 H £ £ B8 (60mL X
OV, KA I A HLE 257K (30.0mL) ek, Z£NapSOTHE, Tk If e kss, 7

IR R . R Y L8 TR (50.0mL)WT B, 15 2] 2 6 [ 4 A N-(4-78-2- LR 25 )-
4- W L TH-E M -5- I 2 (3) (7.09g, 23.8mmol, 78.2% 7 %), 'H NMR (400 MHz,
DMSO-ds) 8 13.26 (br s, 1H) 9.52 (s, 1H) 7.92 (t, J = 8.52 Hz, 1H) 7.70 (s, 1H) 7.62 (dd, J
=10.31, 1.85 Hz, 1H) 7.41 (br d, J=8.70 Hz, 1H) 2.25 (s, 3H). LC-MS; [MH]" 298.0

B 2. 8-IR-3-FHFLIE I [1,5-a] EEVR WK-4(SH)-BR  (4)

[A] N-(4-3R-2- 5 8 55 )-4- F B - TH-MEME-S-HBEZ (3) (7.09g, 23.8mmol, 14E)7E
DMA(70mL)H B 8 IINaH(1.43g, 35.7mmol, 60% 4%, 1.5398). KR &WE
120CHEHE 16N . LC-MS&E Rt M AL e & #E, I B— N MR A Wm/z. ¥
F IR A RN S A B (300mL) R K, WO ER WU UE W /K (SOmL) ¥k, S8 5 IR Mk
9, 1538 00 B AR 8-TR -3- H BRME M I [ 1,5-a]FE VR Wk -4(SH)-FR (4) (6.50g, #H ).
"H NMR (400 MHz, DMSO-de) 6 8.11 (d, J=2.00 Hz, 1H) 7.91 (s, 1H) 7.52 (dd, J = 8.63,
2.00 Hz, 1H) 7.28 (d, J = 8.63 Hz, 1H) 2.42 (s, 3H). LC-MS; [MH]" 278.0

B3 8-IA-N-(4-FFE A H)-3-F H-4,5- MR IE[1,5-a] B IK-4-B% (5)

[F1] 8-V -3- F L U 1 I [1,5-a] 98 U8 Wk -4(SH)-BA (4) (1.00g, 3.60mmol, 1345 )%
MeCN(10.0mL) H ¥ ¥ W 1 7 JOPMBNH 2 (1.23g, 8.99mmol, 1.16mL, 2.53&).
BOP(3.18g, 7.19mmol, 234 &) )1 DBU(2.74 7, 18.0 ZE/R, 2.71 =T, 5 H{&E).
BIREMAESOCH 16/ . LC-MSEREHM AL T2, HFH—DFEEFH
E miz. K RIRGY AR AL (10.0mL) R 2B (5.00mL) MR, UEETTIED)
HHZK(10.0mLYBe g, SR E IR, 19 31 2 50 6 [A 440IR 11 8- 1R -N-(4- H 4 2 5 3k )-3-
-4, 5- M8 [ 1,5-a] VR Mk -4-% (5) (1.09g, *Ah). 'H NMR (400 MHz, DMSO-
ds) 6 8.20 (d, J = 1.88 Hz, 1H) 7.95 (s, 1H), 7.44-7.48 (m, 2H) 7.38 (d, J = 8.63 Hz, 2H)
7.28 (br's, 1H) 6.87 (d, J = 8.75 Hz, 2H) 4.70 (d, J = 5.88 Hz, 2H) 3.71 (s, 3H) 2.53 (s, 3H).
LC-MS; [MH]" 399.0

DB 4 8-IR-3-FELME M IR [1,5-a) BB R-4-% (6)

o 8-VR-N-(4- AN H)-3-H A4, 5- &ML M 3 [1,5-a] & W2 ik -4-F%  (5) (500mg,
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1.26mmol, 1%#)7ETFA(SML)YF IERIEGOCHEFE12/h . LC-MSEREIEM ElL 52
SWFE, FH—ANFEEAFRN vz, HBRNIEASVIRERS, 5204 98-15-
3-FHSE LR FE[1,5-a] W8 U2 Wk -4-%  (6) (400mg, FH /), NFE G[E 4. LC-MS: [MH]" 277.0

RS 4-FEE-3- AR (1,5-a) BB WK-8-F R 28 (7)

F] 8- 5 -3- F ik Mt 3 [1,5-a] M B 0k -4- X (6) (400mg, 1.08mmol, 134 =)
EtOH(4mL)¥A W % IIMo(CO) 6 (143mg, S4lumol, 72.9ul, 0.5%4%). DBU(659mg,
4.33 mmol, 652 uL, 4 eq)~ (t-Bu)3PBF4 (94.2 mg, 325 umol, 0.3 eq) A1 Pd(OAc) 2 (36.5
mg, 162 umol, 0.15 eq). FREWIEIOCH FE 12N} . LC-MS (ET63399-28-R1A1)
ENEIE MR 2R RN BI R R R, R RNVIR S A R &8 (10mL)
M ZBEQOmL)FERE . W UTIEIF /K (10.0mL)Be i, SR 08 5 vk 4 DA A5 1) &2 6 (6 [E]
PR 4-0FE -3 FEE I M IR [1,5-a] IR THR-8- R 2B (7) (250mg, 925umol, 85.4% 7~
#*). LC-MS; [MH]* 271.1

B 6. 4-FHIHE-3-FIMLMIF(1,5-a] IR IK-8-F IR (P A6)

[] 4- 5 5 -3- R Ik e [ 1,5-a] W g R -8- FH IR LB (7) (250mg, 925umol, 13E)7E
EtOH(3mL)FTH,O(ImL)F ¥R F A INLIOH » HoO(116mg, 2.77mmol, 34 &). ¥
BAEWAE2SCHEFE 128 . LC-MS (ET63399-32-R1A 1) BRI M Bl 524 W F6 3F B
MBI TRRRE . BRMNESGYIRG, FHKAOmL)FEE, FADCM(10.0mL X 3)PE %k LL
BrEA B . HIM HCUAS KM EpH=5, W& TR @ #) & B HPLC 44k (5 -
Phenomenex Luna C18 75*30mm*3um; JizhtH: [/K(FA)-ACN]; B%: 1%-35%, 8%
B, UV 220nmA1254nm), 15 3 5 2 (7[5 14 (K 4- %8 F -3 - J ok e 5 1,5-a] W 2 iR -8 - F
B2 (P IAlARA6) (60.0mg, 248umol, 26.8% =), 'HNMR (400 MHz, DMSO-ds) & 12.94
(brs, 1H) 8.67 (d, J=1.96 Hz, 1H) 7.96 (s, 1H) 7.89 (dd, J = 8.44, 1.96 Hz, 1H) 7.52 (d, J
= 8.44 Hz, 1H) 7.19 (br s, 2H) 2.49 (br s, 3H). LC-MS, [MH]+ 243.1

BRATE: HEE AT AR

2 R
: . A oA
F NO, e E NO, R . NH, 2 &
1 3 4

o =N 0 =N 0 =N
&) _—
L L
F NFoon D F N NHpve RS F N”" “NH,
5 6 7
=N
- - ? [~
L
F N” > NH,

] A7
BB 2-F-5-(4-F HE-TH-BEMA-1-3E)-4- T HRHEE (3)
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W 2,5-Z -4-THE I R B (20.0g, 92.1mmol, 1 2481 5-H ZE-1H-BKME(7.56,
92.1mmol, 1 X4&){E DMSOQO0mL)F MR AL S0°CHFE 12 /M. LCMS B/RFER
IR R BT PR KRRV HaO(400mL)Hi R I H EtOAC(200mL X 3)ZHY .
BEIFRANLER EKQ00mL) YRR, £ Na2S04 T, Sk, BERA7.
B AREI A ARESIo 2, AN 48 ABE=20/1 2 o/)4ifk, 5312 E AR
WAV 2-5-5-(4-FF - TH-BRME-1-25)-4-FH R R R (9.30g, 33.3mmol, 34.2% 7 %),
LC-MS (EST) m/z = 280.1 [M+H]"

BB 2 4-HE-2-H-5-4-F - TH-K - 1-E) R H R R 4)

] 2-58-5-(4- FF 2 - T H-PK - 1-220)-4- P 2 K R 186 (9.30g,  33.3mmol, 1 245)F1 NH
4 CI(26.7g, 499mmol, 15 HE)FE EtOH(90.0mL)/THF(90.0mL)/H20(45.0mL)H ) 1% h i
I Fe KraR(7.44 v, 133 ZEE/R, 4 J8). KRSV SOCHFE 2 /M. LCMS Eox
RCIRM R ORI HAS MBI AT | s . R R MBS, K (300mL)# B8 ik H
EtOAc(200mL X 3)# B0, &I AHNEH E#K(100mL)seEk, H Na2SO4 T4, Ik
Wi, BRAY 4- 5 FE-2-5-5-(4- - T H-IK P -1 -3 2 FF R FR 56(8.00g, 32.1mmol, 95.2
%), ANEGEE. LC-MS (ESI) m/z =250.0 [M+H]"

BB 3 T-F-4-FRFE-3-HFRDR M IR [1,5-a]) DB WK-8- FH ER R (5)

W 4-BA -2 F-5-(4- T BL- TH-IBRPE- -6 ) K F R FF R (500 mg, 2.01 mmol, | eq)f!
CDI(487 mg, 2.41 mmol, 1.2 eq)AMIF R 1,2- 5K Q20.0mL). KEEHEAEM
BFT 150°CHFA 3 /M #4711 UCPATIRY. LCMS B geisA ok O Fe3F BAS I
PIrFERE. SRERSORESY, WA TEED, B\ . Y5 MTBE (20.0
mL)fE 25° C FWHEE 30 45 LATS 31 2 5 (L [H 4R 1 7-3-4- 50 23 FF BRIk I [ 1,5-a ] R MR iR
-8-FER g (6.00 g, 21.80 mmol, 85.0%U%). LC-MS (ESI) m/z=276.0 [M+H]"

W 4 T-F-4-((4-F R IR E E)-3-F ZR DKL I [1,5-a] U2 Wk -8- FH R Y
(6)

] 7- G -4-F2He-3- B L KR IF[ 1, 5-a] e R Wk-8- B 182 i 5(6.00g, 21.8mmol, 1 48)7E
MeCN(120mL)H IR P ¥ BOP(19.2g, 43.6mmol, 2 *4&). DBU(16.5g, 109mmol,
16.4mL, 5 *4%&))f PMBNH2(7.48 5, 54.5 ZJE/R, 7.05 &Jt, 2.5 U&). HREWTE
TO°CHEFE 16 /M. LCMS Eoniciiirokl e & et Al BIrHmE. KRMIBEY
A G AL (20.0mL) A FE . UEBFFIZK(10.0mL) ik I s ik 4, 53 2 A REErR 7-
F-4-((4-FF IR 2 ) BU AL )-3- F L R MR [ 1, 5-a] P W2 TR -8- FF R FF B 6(5.00g, 12.6mmol, 50.0
%7=5%). LC-MS (ESI) m/z = 395.1 [M+H]"

RS A-SEE-7-5-3-H ZE DR IR [1,5-a] B WK-8- IR FH R (6)

BT -4-((4- PR BRI B AR )-3- AR RE DK I I [1,5-a] MR R IHR-8- FH IR AR i 6(2.00g,
5.07mmol, 1 24&)7F TFA20.0mL) FIVETRTE 75°CHEFE 16 /M. LCMS & dfth okl
CHAEH HACM BT TR . K RNIR A 4E, 152 220 6 [ (R 11 4-203588-7-9%
-3-HH BRI I 1,5-a] 4 T b8 - F R VRS 7(1.39g, #HAR). LC-MS (ESI) m/z =275.0 [M+H]"

BB 6: A-EEE-7-F-3-H DK IF[1,5-a) B IR WK-8- R (PRI A7)

] 4-8 - 7- -3 FE BRI IR 1,5-a] MENZ IR-8- FH R F G 7(1.39g, 5.07mmol, 1 X&)%
EtOH(15mL)/H20(5.00mL) ' VAR R0 LIOH(638mg, 15.2mmol, 3 248). KR &W1E
25°CHEHE 12 /M. LCMS R BHEEM R CEFEH A S A A R R — A £ .
RNEE YA H20(20.0mLYFB A (DCM 10.0mL X )0 LA 2457 . A 2M HCl 47K
TR pH=6, WUETUEYHRIET 5, 932 8 ORART 4-2008-7-50-3-F Sk 3¢
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[1,5-a] W R 0h-8- FH R (P [A] 4 A7) (1.30g, 5.00mmol, 98.5%77 %), 'H NMR (400MHz,
DMSO0-d6) 6 13.15 (brs, 1H), 9.12 (s, 1H), 8.56 (br d, J = 6.4 Hz, 1H), 7.35 (br s, 2H), 7.13 (br
d, J=12.1 Hz, 1H), 2.62 (s, 3H). LC-MS (ESI) m/z = 261.0 [M+H]"

WA HEE B BIA R

B R LR
NH,
/‘\rN
|\
0 ? N. =~ N
~ N - = = N
D o BT/ N gme = B3 _ )\Wj
_ _ P
1 2 3

hE {4 B1

ER 1. N-F S EE-N-F R e e [1,5-a b i -2- FF BE 2 (1)

[P IE[1,5-a] it e -2- 3R B2 (2.0 g, 12.3 mmol)H1 HATU(7.0 g, 18.5 mmol)f
DMF(100 mL) W H M Et3N(6.2 g, 61.7 mmol)Fl H AR (H )% (1.9 g, 30.83
mmol), 25 C. RIFKIREWAE 25C {12 M. FHK00mL)YE KB, 25
EA(100mL>3)# B . 4 HLIA W H 217K (100mL)¥E % . BHHAHH Na2 SO 4 TR Iifid
Ve IR MRAE DRI . KGR AW I R it vk ok, H MeOH ¥ DCM & AE 20 43
B A 0%PEIRE] 10%, 93] N-F 5835 -N- B JL L e 311, 5-a] ke -2- FF BE % (2.01 g,
79%= ) N F & . LC-MS: Rt = 1.049 min, (ESI) m/z. [M+H]" 206.1;
CI0HI1N302.

SR ML [1,5-a] Mk iE-2- B EE(3)

TE-60C [A] N-H 4 5L -N-H 2L b e I [1,5-a] b B -2- FH LR (1.5 g, 7.31 mmol)[¥)
THF(20 mL)¥& W P NN LiAlH4(439 mg, 10.96 mmol). 4R J5 B 18 A7 -60°CHEH: 2
/NET o FHZK(A0mL)A K SN I 98 . R IR A 8 . K ik R il R R e i s Al
., FH DCM H11] MeOH 7£ 20 48 WM 0% et 2] 10% , 75 B3 8 yH R (19 g v It
[1,5-a]MLiE-2- % (450mg, 42% 773), LC-MS: Rt =1.071 min, (ESI) m/z. [M+H]+
147.1; C8H6N20

PR 3 N-(ME IR [1,5-a] b e -2-2 B 2 )-1- (% e -2-28) 2 6 -1-F& (F Al 44 B1)

[ HLE P [ 1,5-a] Lk B -2- FF % (100mg,  0.68mmol) ) MeOH(SmL)¥E W in A 1-(18%
IE-2-3) 2 f(126mg, 1.03mmol)M NaBH3CN(86 Z= 7, 1.37 ZE/RK), & 25 C
SN o BRIEEIBE VIR 25°C HEHE 2 /. FIZK(ImL)E KRN, IR R E 7. ¥
PR AL RE IR ki g i, H MeOH 1) DCM ¥ TE 20 4380 I N 0% 2 5%,
23] N-(H R IF[1,5-a]ntb e -2 F L) -1- (Mg -2-J8) 2. (40 =T, 23% FEk), Nk
EHRY . LC-MS: Rt = 0.521 min, (ESI) m/z. [M+H]+ 254.2; C14H15N5

B a4 B2 Ak
A REELR:
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F F
CF4 CF;4 "
CF, Q 7\ A%:\?
Q N— > N > %N
N= B2 %[N B2 S/N L3
NH, P NH
y cl X cl 0 4 &
N—N\
F 8] kB2

BB 2-TE I EE-6- = IR, 2-a]HkBE(3)

S-(ZR e -2-i% (1) (30 7T, 185 =ZEE/R, 1 &), &&E (450 =T M
1, 1, 3-Z=&-2-NB (45 32,277 2R, 1.5 LE)PEAYWE 135 RIRE RN 4
/NEF . LCMS AU 2] B AR =¥ A . [RBERBIRSY 1 pH R 8 &ity, A4
BRZEEL (500 =H *3), EIHAVAHRBRE TG, dIBERERFET, &8
ENT S A (AT, 15% AR ABRE A iR Bl A E A 2- R E 6=
SR LM IR, 2-a]ibEE (3) (30 i, 111 ZEEE/R, 60% %) . HNMR: ES19506-
784-P1A, 1H NMR (400 MHz, DMSO-d6) § 9.24 (s, IH), 8.27 (s, 1H), 7.79 (d, ]=9.68
Hz, 1H), 7.65 (s, 1H), 7.56 (dd, J=1.65, 9.57 Hz, 1H).

B2 6-(ZHF E)RMEFE[1, 2-a]lbnE-2-F E¢4)

W 2- A H-e-= BRI IR, 2-a]MEE(3) (30 TE, 111 ZEE/R, 1 4E),
K600 =T, BRERET(33 T, 334 PEIR, 3 ME)THE A 100 $EICEE RN 2 /N .
LCMS 16903 H AR =0 . S SOt #E L1 288 2. B5(600 =), =EBH 30
kb, e, HZMBEREEU(600 ZTH*2). S EVEINmERE TR, Tk, &
TR IR 4 22 T AR AR A A 6-(= TR H BRI FF[1, 2-a]iibie-2-H 1 4) (35 w),
mEEHT I 2, AREHL-—L4i{k. HNMR: ES19506-789-P1A1, IH NMR (400
MHz, CHLOROFORM-d) & 10.09-10.29 (m, 1H), 8.59 (s, 1H), 8.27 (s, 1H), 7.82 (br d,
J=9.46 Hz, 1H), 7.44 (br d, J=9.02 Hz, 1H).

WEE 3 1-HIEE-N-((6-(Z 90 5 48) DR P IF [1,2-a] it e -2-3) B %) - 1 H-Alf e -4- i (o
M4 B2)

6] 6-( = F B L) B W [0, 2-a] ML U2 -2- B R (4)(100mg, 467umol, 1% 8 )7
DCM(2.00mL)H 13 1 3 INKOAC(91.7mg, 934umol, 2345 ) A1 1-FF - 1 H-nE e -4-
(45.4mg, 467umol, 1M%F) A£-5CT, RFRMNMIEBEWAE-5CTHFLUNT . REHE N
NaBH(OAc)3(198mg, 934umol, 24&)JF1E-5C N HHFE3/MT. LCMS (ET63219-45-
PIA1)E/RCpd 458 AW FE 9 HLCMS | B n LA BT & . 5 S SR &9 A ML A NaCOs7k
VAVR(3.00mL) R B 3 F 40 52.(2.00mL X 4)3E B, ¥4 9 (176 WUE FINa:SO4 T, 1
Ewkar, BRERY. B &MTLC(Z] Z.8/FEE=8/ H)aitE Y, BSIERA
I 424 1147 1- Y 25 -N-((6-( = 50 H 256 ) R P 3 [1,2-a L P -2- 28 ) Y 56 )- 1 H- L W -4 i (b (] 4k
B2)(80.0mg, 271umol, 58.0%7*3%)., 'HNMR (400 MHz, CDCl5) § 8.47 (s, 1H), 7.69 (d,
J=9.5Hz, 1H), 7.64 (s, 1H), 7.35 (d, J= 1.5, 9.5 Hz, 1H), 7.30 (s, 2H), 6.97 (s, 1H), 4.39
(s, 2H), 3.81 (s, 3H); LC-MS, [MH]" 217.0.

WA PEE B3 B1E R
CLAES
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F

F
CF, A?i\?
7 N\
N

F
/
N
N — N
N b
P NH
X
\!
N—N
N\

=z

" -
R B3
B 1 1,3-Z FE-N-((6-(Z 5 1 &5) SR E I [1,2-a] ik e -2-J ) FF 45 )- 1 H- AL PE-4-
J& (6] 44 B3)
B o-(= 3 B )BKME IR, 2-a]fbRzE-2-FEE(4) (10 Tg, 46 ZEE/R, 1 HE)M 1,
5 3-THIEMEM-4-fR(6 L, 56 EE/R, 1.2 ME)EMA &R LS50 =2FH)H, N
BR(3 i, 56 EER,3 =S, 1.2 &), KA 25 IR 1N, = 4T
AREMEAANQ2S 70, 117 ZEEIR, 2.5 M&E), KN 25°CRMN 3 /NT, LCMS £
MR HAR == . RNWA 200 Z2ARBEMNZE K, HLOROBEER50 =F
*2)o A IFE N 400 Z=Z A & EKBRE, TRIREE TR, 3, MEREEIKRGE S
10 F. FENGSALCENEE, 35%AMAE: 28 G: )Gt )E 3 o
K1, 3- T FEN-(6-(= & F 3K M IF[1, 2-a]fitmE-2-3%) B 56 )- 1 H-ME -4 (7P 1] 44
B3) (14 %, 45 Z=HE/R, 97% 77#). H NMR: ES19506-795-P1A, IH NMR (400 MHz,
DMSO-d6) & 9.19 (s, 1H), 7.92 (s, 1H), 7.67 (d, ]=9.46 Hz, 1H), 7.41 (dd, ]=1.76, 9.46
Hz, 1H), 6.93 (s, 1H), 4.56 (br s, 1H), 4.17 (br d, J=3.96 Hz, 2H), 3.52-3.61 (m, 3H), 2.04
15 (s, 3H).LCMS: ES19506-795-P1B, (ESI) m/z=310.3 (M+1) +, RT= 0.64 min.

WA A B4 AR
CLASES

N N
N /N /N
_ _ S N
\ / . d N B —_—
; 7 b SI/N g2y
NH

NHBoc NH, HCI

N\H\
~
1 3 4 &/N

/N\

i
B
=
O

[ fAB4
20 BB 1 (BREIR[4,5-c] I NE-2- 3 F B B F R T BB 3)
] 4-ATEIE -3-1(20.0g, 90.9mmol, 1 245)H(2-5 F:-2-BiAQ 2.5 ) B 2 F R AN
T

(20.7g, 109mmol, 1.2 HE)7E MeCNQOOmL)H AR TN Pd2(dba)3(4.16g,
4.55mmol, 0.05 24#). DPPF(10.1g, 18.2mmol, 0.2 24&) M1 Ca0(10.2g, 182mmol, 3.09mL,

25 2%4R), BBAWEN2 T 80CHRE 16 /M. LCMS BoRiebt Rl s £ H HAa
MR TR E. LI NREY), R IER, [RRRY . A AR R 2
MR G =30/1 & 1/1)ALTR RV, 152 2RO 1 (B ML I [4,5-c Mt e -2 28 R 3 2 4
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FRALUT B8(3)(17g, 64.0mmol, 70.5%U#*). 'H NMR (400 MHz, CHLOROFORM-d) & 9.28
(s, 1H), 8.53 (d, J= 5.4 Hz, 1H), 7.84 (d, J= 5.4 Hz, 1H), 5.41 (brs, 1H), 4.77 (br d, J= 5.8 Hz,
2H), 1.50 (s, 9H); LC-MS, [MH]" 266.1

BB 2 BEMEIF(4,5-c|MbIE-2-Fk H I Eh R 2 (4)

[F] (W W 5 [4,5-c] Pt W -2- 22 FE ) SR AR IR L T B8 (3)(3g, 11.3mmol, 1= )7E
DCM(15mL) 1 f) 7 H A IHCI/EtOAC(4M, 15mL). Y4 IR SWHE25 CHibE 16/
LCMS (ET63218-11-P1A2) B/~ i AR Qo #E - AW B B 5 i i B R NIE &
WRR VRS, A3 BN MEMEIE[4,5-c]MERE -2-F IR L iR 2 (4)(2g, MM, HCD). vk # e fH
. LC-MS, [MH]" 166.1

B3 1-(HNE-2-25)-N-(EB M I [4,5-c] it B2 -2-58 F 36) Z-1- R (1 18] 4k B4)

[AIEMEIE [4, 5—c ] MEmE-2-F F i b R 5k (4) (2g, 9.92mmol, 1 48) Al 1-(MENE-2-35) 2,
J2-1-H(1.21g,9.92mmol, 1 24E)7E DCM(20mL)H #7 H l KOAc(1.17g, 11.9mmol,
1.2 &) FIREWE 25 CHEE 0.5 /M, S8 )5 1E 25°CH NaBH(OAcC)3 (2.73g, 12.9mmol,
1.3 HEYRINE LRBESY, BIRAWE 25CHPE 2 /. LCMS SoRiifb Rl Ty Fe
It HASW R TR R E . AMWA NaHCOs iR A4 5 pH=8-9, #AJ5 H] DCM(20mL X 3)
FHL HAVAHRERAE, [EERRY). KRR YEEH LSO, S F /=
50/1 2 10/)4idk, 193] 2EREMPIRAT 1-(8 8 -2-F5)-N-(BE M [4,5-c] ML IE-2- 5= I 58) Z.- 1 -
& (a4 B4)(320mg, 1.18mmol, 11.9%7=%), "HNMR (400 MHz, CHLOROFORM-d) &
=922 (s, 1H), 8.74 (d, J= 4.9 Hz, 2H), 8.50 (d, J= 5.4 Hz, 1H), 7.85 (d, J= 5.4 Hz, 1H), 7.22
(t, J=4.9 Hz, 1H), 427 (d, J=16.4 Hz, 1H), 4.16 - 4.04 (m, 2H), 1.54 (d, J = 6.9 Hz, 3H); LC-
MS, [MH]" 272.0

WA FEE BS B8R

BB LR
R\ 72\
N N
—> N, > {_N
B2 ~N GRS
o NH
N

7 N\ 4
N
7 —_— i
N 2
HO™ 0 \’}1 0
o)

! 2 3 71 4B 5

B 1. MR (1,5-a] I E-2-F FR (2)

[T [ 1, 5-a] L IE -2- FFR(10.0g, 61.67mmol, 1 24 8)F1 HATU(28.14g, 74.0lmmol,
1.2 &), DIEA(31.88g, 246.69mmol, 4 55 )fE DCM(500mL)H 7R -H ¥l N,O-— H
IR £h(12.03 5, 123.35 2K, 2 H8E). FHIREWLE 25 CHiFE 16 /M. LCMS
(ET63565-18-P1A)R M IAM Bl E AV FEIH HAS W B4, ¥R SUR-E W8 R ik4q, 174
FRAY . BEXFEOEECAMR ZRAE=1/1 & o/DHZLEREY, 53 E A GEAKR
A G L 31, 5-a]MEnE-2- R R (2)(12.1g, 58.9mmol, 773 95.6%). 'H NMR (400 MHz,
CHLOROFORM-d) & 8.49 (d, J=7.1 Hz, 1H), 7.57 (d, J = 8.9 Hz, 1H), 7.15 (dd, J = 7.3, 8.4
Hz, 1H), 7.00 (s, 1H), 6.85 (t,.J= 6.9 Hz, 1H), 3.79 (s, 3H), 3.49 (s, 3H); LC-MS, [MH]" 206.22.

BB 2. 1-(MEMEIF[1,5-a] ML IE-2-3) 2. %¢-1-FA (3)

Z =

—-
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{E-60°C I [ utk e I 1,5-a] ke -2- FHER(2)(2g, 9.75mmol, 1 245 THF(20.0mL)¥A K
PN MeLi(11.70mL, 1.2 35), AEKERAEYIE 25C R H 16 /MF. N2 K hr.
LCMS (ET63565-13-P1A1)ZR AR Kl 52 SV FEH HATM R =4, KR yisd i el
ECEY OTR QBR=50/1 & 314k, 521E O EEER) 1-(MEIF[1,5-a]thE-2-55) 4
bE-1-Bi(3)(277mg, 1.73mmol, 17.7%U%K). LC-MS, [MH]" 161.1.

BB 3. N-ZEE-1-(E LI [1,5-a] HEBE-2-3) Z-1- % (7] & BS)

K 1-(E R I[1,5-a] ke -2-35) 2. 5%- 1-BH(3) (0.1 g, 624.33 umol, 1 eq)T1Z % (112.58 mg,
2.50 mmol, 163.39uL, 4 eq) 7E DCM (2 mL)H IR SHI7E-60°CHitH: 0.5h, ZAJ57E 0C N
NaBH4(264.64mg, 1.25mmol, 2 H2)ARMBNE S FIFE No UM E 25°C T HHE 16 /)
I . LCMS (ET63565-9-P1A2)% B2 4G 41 K] 76 4 vH #63F HAS W 20779 . ¥ e SR &4
HO(SmL)EK, FFEH DCM(SmL X 3)#ke, K& IFHANERERYG, BB, Wil
%48 TLC(DCM:MeOH=10: )Zi{bFE R LG 2 2 (O EA R N-Z5E-1-(E eI [1,5-a]
M e -2- ) 2 -1-Fe (P ) 4R BS)(50mg, 264umol, 42.3 % Wi #). 'H NMR (400 MHz,
CHLOROFORM-d) & 8.39 (brd, J= 6.9 Hz, 1H), 7.46 (brd, J= 8.5 Hz, 1H), 7.12-7.03 (m, 1H),
6.70 (brt, J= 6.8 Hz, 1H), 6.44 (s, 1H), 4.13 (brd, J= 6.8 Hz, 1H), 3.32-3.21 (m, 1H), 2.77-2.56
(m, 2H), 1.53 (d, J= 6.6 Hz, 4H), 1.17-1.14 (m, 3H): LC-MS, [MH]" 190.1.

BWHJTE: PEE Be KA R

B R 4R
CFj
CF,
e —_— _—
255 HN /N W2 HN /N P& HN_ N
H,N  NH j/
/
cl CI o) YH
1 3 4 HE 4B6

B 1 2-(CEHE)-6-CEHE FH)-1H-ZKH: [d] B (3)

B A-(CZH P R)R-1,2- % (5g,28.3mmol, 1 eq) Al 22- "5 LEE (7.32 g, 56.7mmol,
4.66 mL, 2 eq) £ HCI (125 mL) (4 M) FHHRAYITE 100°C FHEFE 10 2080 16 /M.
LCMS (ET60224-68-P1A) %7~ Cpd.1 #yHFEIF ELAINRI BT & R & . I8 R IRA Y H
KPR B IR DCMQOmI*3)AEL . K& I3 AHUE T 7K (100mL) ¥ sk,
% MgSO4 T, IR, BEERRY) . EERRYEE A A CH il PR 2

=20/1 & 5/)aik, 753 8 M MR A 2-( 5P 3E)-6-(= I 35)- 1 H-2K 3E[d] vk
Hé[:(S)(4.4g 16.3mmol, W& 57.6%). '"HNMR (400 MHz, CHLOROFORM-d) § 8.01 (s, 1H),
7.79 (d, J = 8.6 Hz, 1H), 7.66 (d, J= 8.2 Hz, 1H), 7.26 (s, 1H); LCMS: [M+H]" 268.9

BB 2 6-(Z 5 H)-1TH-ZRIF [d] PR E-2-FH B (4)

i) 2-( & A8)-6-(= U H 25)-1H-2KIF[d]k e (3)(1g, 3.72mmol, 1 24 E)7E H.0(20mL)
PRI CaCOs (1.12g, 11.1mmol, 3 4&). KR SWTE 100°CHHE 8 /.
LCMS (ET60224-74-P1B) &7~ Cpd.3 #HEFEH BN BITEMRE. ¥ RXNIEEYH
HoO(S0mL)#i B H FH 2R S ER(30mL X 3)AEHL . A H WA VLZmRik4s, 15932 [
R 6-(= 9 3E)-1H-Z8FF [d] Bk -2 FH % (4)(310mg, 1.45mmol, 38.9%77%). 'H NMR
(400 MHz, DMSO-d6) & 14.28-13.59 (m, 1H), 10.02 (s, 1H), 8.40-8.30 (m, 2H), 8.23-8.05 (m,
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3H), 8.00 (dd, J = 5.4, 8.5 Hz, 1H), 7.89 (br s, 1H), 7.83-7.61 (m, 3H), 7.34 (br d, J = 7.9 Hz,
1H), 7.27 (d, J = 7.6 Hz, 1H); LCMS: [M+H]" 215.2

PER 3. 2-FE-N-((6-(Z 5 F &) 1H-Z8 H: [a] Pk k-2 FF 38) IR - 1- B2 (F [ 44 B6)

£ 25°C N, [A] 6-( =% F28)-1H-2KF [d] DK PE-2- FH E (4)(0.31g,  1.45mmol, 1 HE)A!
2-EEPI-1-% (105mg, 1.45mmol, 143ul, 1 4&)7F DCM(6.2mL) " #3476 4 %
KOAc(170mg, 1.74mmol, 1.2 eq). FIRBEMIE 25°CHEE 0.5 /MW, R)J57E 25CH
NaBH(OAc¢)3 (398mg, 1.88mmol, 1.3 ZE)ARINE ERIEEY, KR SWE 25 CHiH: 15.5
/NI o LCMS (ET60224-77-P1A) 7~ Cpd.4 e FeH A BB /1R & . W RMIES Y
A H0(10mL)F B I H DCM@mL X 3)ZFEHL. ¥4 H AR SBKA0mL)Fek, £
MgSO, T, IEFERRS, BERRY . B HI &AL TLCCH M .18 L85=0/1)204k
TR A, 15 2 2 T AR 2-F BE-N-((6-(= 38 FF 38)- 1 H- 2R IR [d] R k-2 -8 ) FH G P - 1- i (R
[E A& B6)(100mg, 368umol, 25.4% Y3, 100% 40 ), 'H NMR (400 MHz, CHLOROFORM-
d) 7.80 (s, 1H), 7.56 (d, J= 8.4 Hz, 1H), 7.43 (d, J = 8.5 Hz, 1H), 4.07 (s, 2H), 2.45 (d, J= 6.8
Hz, 2H), 1.82-1.68 (m, 1H), 0.89 (d, J = 6.6 Hz, 6H); LCMS: [M+H]" 272.0

B HEE BT BIE R
CF;

CF5
N N
s T
0% \f\H
4 H E] 44 B7
P 2-FH 3R -N-((6-(= 4 FF 58 ) DK M8 3% [1,2-a ] ML g -2-38 ) FF 28 I - 1-B& (O ] 4k B7)
6] 2- FH TR -1-4(68.3mg, 933umol, 92.8ul, 1 &) 6-(= % H 3K IF1,2-a] Mk
g -2- 5 (0.2g, 933umol, 1 24 &)7E DCM(4mL)H KR - 45 KOAc(109mg, 1.12mmol,
1.2 HE)E 25°CF, FREWTE 25C R HEF: 0.5 /MB, SRETE 25C M NaBH(OAc) 3
(257mg, 1.21mmol, 1.3 ME)RNE| LRBEY, KIREW 25CTHiHE 15.5 /MF. LCMS
(ET60224-75-P1A) /R Cpd4 M FEFARMBIFIFHORE. KBRIMEAEYH
HO(10mL)#i B3 Fl DCM(2mL X 3)Z B DABR 78 . KK ZH B Na 2 CO 3 Bft 4
pH=8, #AJ5H DCM(10mL*3)3 . HEIFIIANESEL MeSO 4 TR, I HEUEK
95, BRELEHIRN Cpd.A6(108mg, 398umol, 42.6% YL, 100%4LE). 'H NMR
(400 MHz, CHLOROFORM-d) & 8.49 (s, 1H), 7.70-7.62 (m, 2H), 7.33 (br d, J = 9.2 Hz, 1H),
4.01 (s, 2H), 2.54 (d, J= 6.7 Hz, 2H), 1.84 (quind, J= 6.6, 13.3 Hz, 1H), 0.97 (d, J = 6.6 Hz, 6H);
LC-MS, [MH]" 272.0.

SHER 1 A R
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7 N\
N
0 ]
/NJ/\NH N~
HO S </:/<N I )\(N o
e =TI e T e
‘ S N" > NH,
o [A] A1 Al 4B @N
T

B 1. 4-ZE-N-(HE PR IE[1,5-a] it e -2-2 FH 45)-N-(1- (W g -2-48) 2. 25)-2,3- = &
-TH-3F [ M [ o] M k- 8- FF Tt i (SE 49 1)

W A5 FE-2.3- T A TH-HR R 4 [o] PR I -8- F R (80 mg,  0.35 mmol)#E SOCIa(2
mL)F WA 70 T TP 12 M. BEFREE T, HEAT T B RN,
{E N-(HEPRFE[1,5-a]ieme -2- 56 FF 56 )-1- (g -2- 38 ) 2, 52 -1-F% (35 mg, 0.14 mmol)F EtsN
(140 mg, 1 3B WA 0C ~, # THF(15 mL)F A 4-8%-2,3- “ S -1H-3 R
[/ Wh-8 - EE %0 (80 mg, 0.32 mmol). 2AJEHIEGWTE 25<C it 12 /it H
NaHCO; (aq.) (20 mL)¥ KRN, #RJ5 ] EA (20 mL < 3)RE AL, A3 HLIE WO Eh K
(20mL)He % o A AL NaxSOs TH I3 o PR IRAE DETR -« 5 5% R il it ek s £
Z:4lifh, ] DCM H11 MeOH 7E 20 25 M 0% Bl B 5%, 15 5 4-%( B -N-(itm:
FE[1,5-a]mb g -2- 3k B ) -N-(1- (W g -2-38) 2, 86)-2,3- — & - 1H-FF % 4 [ ] k- 8- FF Ik
1%(2.3 mg, 4% 573 N E RSB 1), 1HNMR (400 MHz, MeOD) & 8.75 (s, 2H),
8.40 (s, 2H), 7.87 — 7.61 (m, 2H), 7.55 (d, J = 8.8 Hz, 1H), 7.32 (s, 1H), 7.18 (s, 1H), 6.83 (s,
1H), 6.51 (s, 1H), 5.68 (s, 1H), 5.40 (s, 1H), 4.73 — 4.53 (m, 2H), 3.24 (s, 2H), 2.94 (s, 2H),
2.41—2.13 (m, 2H), 1.84 — 1.65 (m, 3H). LC-MS: Rt =0.981 min, (EST) m/z. 464.2 [M+H]+.
C27H25N70

L 3 AR

o)
CF; o 7\
fo) A

2 \
N— Ay N2 N
b
Y\H o | X
7+ 8] {£B7 STHEBI3

P 4-HE-N-F T E-N-((6-(Z 5 H E)PRMEIF[1,2-a] HiE g -2-58) F 4£)-1,3- =5
I g = [ 3,4-¢ | P K -8- B B Jie (S i 491 3)

] 4-28 k- 1,3- SRR H [3,4-c W Ik -8- FH TR (1 [ 44 A14)(30 mg, 130 umol, 1 eq) # 2-
FHLN-((6-(= 30 FY 25 KR IR [ 1,2-a] Mk i -2-J) FE L) - 1- B (P TR) 44 B7)(35.3 myg, 130 umol,
1 eq)7E DMF(2 mL) H VR A4+ TCFH (43.8 mg, 156 umol, 1.2 eq) A1 NMI(32.1mg,
390umol, 31.1uL, 3 HE), KIREWIE No UHETAE 20CHEHE 16 /M. LC-MS R K
oy RIA AR CIE R, IFEASI BT B m/z. BRI A YIRS, B A )%
A1 HPLC 4ifb(FE: Waters Xbridge BEH C18 100*30mm*10um; Jzh#H: [/K(NH4HCO3)-
ACN]; B%: 30%-60%, 8 704, UV220&254nm), 735 [A O E AR 4-53E-N-57 T 3%
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N-((6-( = 580 FF 2R ) BRIBE [ 1,2-a] Mk g -2-58) FF 3R )-1,3- SRR MR - [3,4-c] P k-8~ F I i (52
Wif7) 3)(37 mg, 76.5umol, 58.7%77%, 100%ZiF). 'HNMR (400 MHz, DMSO-ds) §=9.20
(brs, 1H), 7.96 (brs, 1H), 7.91 - 7.63 (m, 2H), 7.48 (br d, J=9.4 Hz, 2H), 7.56 (br d, J= 6.4 Hz,
1H), 6.66 (br s, 2H), 5.27 (br d, J= 0.9 Hz, 2H), 5.00 (br s, 2H), 4.86 - 4.51 (m, 2H), 3.30 - 3.19
(m, 2H), 2.16 - 1.90 (m, 1H), 1.00 - 0.61 (m, 6H); LC-MS, [MH]".484.2

LHB 13 AR

St 113

S (N-BEBEFE[1, 2-aibie-2-3H )R T ()

BRI IE[1, 2-a] M WE-2-FF (1) (300 =38, 2.05 =EE/R, 1 H&E), 3 T 300 =
5, 422%2FEIR, 361.45 TUH, 2.05 HE)RMAFESRG =H), FRBIE12/00,
MRS (118 258, 3.12 ZZEE/R, 1.52 MBS R M4/ . LCMSHE I 3] J5 B
Fesgd, B Wa k. RBBUNGEEREE K (60 HFt), IR AT, N 10%H R
KIBWRS5 ZTHM & W/ ZEE10:1, 25 =) W, KA A & T 5/ 2 R HL
(10:1, 25 ZJF*3), EIFFHA, HBRBATE, S8, BEKSR 219 38R E 5K
PIN-IBK B4 I [1,2-a] 0k e -2-2 IR T HE (2) (401%= 7, #L &) LCMS ES15882-916-
P1A: (ESI) m/z= 202.2 [M+1] +; RT= 1.249min

1H NMR (400 MHz, CHLOROFORM-d) Shift 8.02-8.09 (m, 1H), 7.46-7.57 (m, 2H),
7.13 (ddd, J=1.22, 6.79, 8.99 Hz, 1H), 6.73 (dt, J=0.98, 6.79 Hz, 1H), 3.88 (s, 2H), 3.29-
3.47 (m, 1H), 2.15-2.27 (m, 2H), 1.57-1.84 (m, 4H)

PR 2. 4-HE-N-IRT HE-7-5-N-DRE I [1, 2-a]ibie-2-2 B )~ 1- R kot e 5
[4, 3-c]WENE-8-F BERZ (SLHEH) 13)

BEN-BREIE[1, 2-a]iibne-2-5 FHEOIR T % (2) (60 230, 298.11 /R, 1 &)
AIN-ZFE-N-S3 R F-2-T (193 2270, 1.50 ZZEE/R, 261.29 T, 5.03 M &)
S (5 =ZTHIN4-G -7 -1- B LA R[4, 3-c]MEmk-8- F L& (104 =7, 295.80
TR IR,9.92e-1 M, 230 FR L), MR F I HE 16/ . LOMS 46 I J5 R 48 52 4,
HUAR =2 B o SO YRk 1 A 405 25, P P 36 I AR R 220 S A o] 46 R €5 3% 240 (Bl
PE 2 1F; Boston Prime C18 17 150*30Z K *5HUK; Wahtf: K (K viv)-Zh5]; B%
FERE: 28%-48%, 94741 18 1 G Bl AR 4-2 B -N-IA T B -7-950-N-DR R JF[1,  2-a]MbWE-2-
S B L) 1- H SR W[4, 3-c] K-8 HH I i (SE R 13) (72 =T, 161.69 IR,
54.24% FEE 99.59% #ifF). 1H NMR (400 MHz, DMSO-d6) Shift 8.40-8.61 (m, 1H),
8.11-8.38 (m, 2H), 7.73-7.90 (m, 1H), 7.44-7.58 (m, 1H), 7.13-7.42 (m, 4H), 6.87 (t, ]=6.65
Hz, 1H), 3.86-5.01 (m, 6H), 2.04-2.31 (m, 3H), 1.78-1.96 (m, 1H), 1.26-1.68 (m, 2H). 19F
NMR (376.5 MHz, DMSO-d6) Shift -116.26, -116.59
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B 498 A R

F o Q F
I\ “°*C(%‘ &
Y N NH, Y
\ FRASE \

» ()
N—N\ N—N\
gl Siiplas

BB (S)-4-F H-3-F F-N-(1-F - 1H-ME BE-4-35)-N-((6-(Z 5. 5 )k M 37 [1,2-a]
Lk B -2-8)) FF ) -1,3- & I I 35 3,4 | 18 K- 8- FFY Bk Bk (S2 HE 11 49)

[ 1- B 35 N ((6-( = 580 P 3 ) Ik 8 [ 1,2-a] Mt g -2- 358 ) F 366 )- 1 HH- i 1 -4 i (o ] 4
B2)(500 mg, 1.69 mmol, 1.00 eq)F1(S)-4-2 3 -3-FF 5-1,3- — S WK I [3,4-c ] Ik -8- FF
% (4 1] 75 A5b)(434 mg, 1.78 mmol, 1.05 eq) ’JDMF (5.00 mL)#& & -H % I TCFH (713 mg,
2.54 mmol, 1.50 eq) MINMI(695 =70, 8.47 ZFE/R, 675 #It, 5.00 H4&E). ¥R
EYIE2S CHEFE 1678 . LC-MS (ET68149-2-P1 A1) 7~ A29 {3 ¥ 340 I 3] fr 75 5 & .
VEWUE L ) 45 B HPLC A AL (3 41 . Waters Xbridge BEH C18 250 * 50 mm * 10 1 m;
WHIH : [ZK(NH4sHCO; 10 mM)- ACN]; B%: 20% -45%, 10 4%, UV 220 & 254 nm),
B3 G AR (S)-4-5 3 -3- B HE-N-(1- FF -1 H- Pk -4- 3 )-N-((6-( = %80 B 58Ik
P41, 2-a] ML WE -2-385) ) FR 32)-1,3 - UK IR [ 3,4-¢ ] W W - 8- FF 9 1% (S it 161 49) (285 mig;,
535 wmol, 31.6% F=%, 97.9% 4lifE), T'HNMR (400 MHz, DMSO-ds) §9.18 (s, 1H),
8.03 (s, 1H), 7.73 (d, J = 9.5 Hz, 1H), 7.69-7.49 (m, 2H), 7.46 (dd, J = 1.3, 9.4 Hz, 2H),
7.42-6.94 (m, 2H), 6.61 (s, 2H), 5.43-5.35 (m, 1H), 5.27-5.19 (m, 1H), 5.18-5.10 (m, 1H),
5.05 (s, 2H). 3.66 (br s, 3H), 1.38 (d, J = 6.3 Hz, 3H); LC-MS, [MH]" 522.2.

SR 9089 B %

FF FF

F o 0 F
N N” "NH, N
%N hEEAS %N . .
\& N N7 NH,
N—N
\
i £EB3 9746 590
BB (S)-4-BH-N-(1, 3-Z FF I ME-4-3)-3- F L -N-(6- =5 F 36 BE R 31, 2-
alLBE-2-2) I 5)-1, 3-“ERRMFE(3, 4-c]Emk-8-FBEAZ (SLHERI90)
(S)-4-FFL-3-FF-1, 3- IR I3, 4-c]HEM-8-FRIR (FIEERASD) (3.12 7, 12.76
PR, T ME), 1, 3- T HE-N(6-(— R ) BRI IF[1, 2-a]MbmE-2-28) F L) 1H-nE i 4-
fe (PEEBL) (3.95 4, 12.77 =EIR, 1.0 &) F1-FENEEL-2-80 30 =) MRS
Pim NONNON-DY H S S0 IR 7S RO R 2L (4.30 T, 15.32 ZZJEJR, 1.2 455 FIN- H JE mRm:

(3.14 3,38.29 ZEEIR,3.05 Z=FF,3.0 H&E), RMEERNE16/MMT. LCMS Fli2| )=
32
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BRHFETE 2, Hinm k. RMBH K (10 27 fK (10 Z2THFE, Lk, 18
T T S ] B O S 4k, (BT C18 150 X 402K s K(B/KHIRIRE -2
BELBARE 17%-57%). (35T RARIAGEE (S)-4-FHE-N-(1, 3-—HEtm-4-%)-3-H
FLN-(6- =5 FF 2L BRPEIF[1, 2-alitbie-2-38) I 5E)-1, 3-EWRIEIF[3, 4-c]HEIk-8- ki
5 (SEHER190) (100% 4E) . HNMR: ES13683-1863-P1A, 1H NMR (400 MHz, DMSO-d6) Shift
9.21 (s, 1H), 8.05 (br's, 1H), 7.71 (br d, J=9.24 Hz, 1H), 7.59 (s, 1H), 7.28-7.57 (m, 4H), 6.63 (s,
2H), 5.33-5.49 (m, 1H), 5.07-5.30 (m, 2H), 4.99 (br s, 2H), 3.59 (s, 3H), 1.66 (br s, 3H), 1.38 (d,
J=6.16 Hz, 3H). FNMR: 19F NMR (376 MHz, DMSO-d6) Shift -60.41 (br s, 1F). LCMS:
ES13683-1863-P1C, (ESI) m/z= 536.3 [M+1] +, RT=0.802 min
10
e 11984 %
VR o Q 7 N\
cl y /NN

N |
NH»

/A

N
N oAk AT4 . 0 0

NH N
K K [N/ NH,
o [ &B5 S 119
BB 4-FIE-N-ZF-N-(1-(H R FF[1,5-a] Wk B -2-3E) 2. 3E)-1,3- = &L BRI 31 (3,4-¢]
Vbt -8- FF It R (SE 7 119)

15 FEO0°C R [AIN- 20 FE -1-( ok M 3F [1,5-a] itk e -2- 3 ) £ -1- 1% (P 18] £ BS)(50mg ,
264.19umol, leq)HITHF(ImL)¥% W % MDIEA(136.58mg, 1.06mmol, 184.06ulL, 4eq)
FN4-51 B-1,3- TS PRI JF [3,4-c] P IR -8- Bk I 4(65.69mg, 264.19umol, leq). 0°C, %4
JEERA AN R FAEOCH /A . LCMSF WIS 46 # B 58 4 W FE 31 H A I 3
PV B RBSDRE YR IR, HREIRRY . FeR i@ il i) & BYHPLCAE X (FE: -

20  Waters Xbridge BEH C18 100%30 mm*10 um; Vizi#H: [/K(NH4HCO3)-ACN]: B%:
10%-50%, 843 %11, UV220&254 nm) 1§ Fl| B € [l 7R 17 4- 20 2 -N- L B -N-(1-(E eI [ 1,5-
alMEIE -2-3) 2. 3)- 13- A R IR 5T [3,4-c ] WA k-8 - Y ik ide (St 451 119)(41.9myg, 104umol,
39.5%U#). T'H NMR (400 MHz, DMSO-d6) & 8.69 (d, J = 7.0 Hz, 1H), 7.82-7.50 (m,
4H), 7.36-7.14 (m, 1H), 6.88 (s, 1H), 6.69 (s, 3H), 5.42-5.18 (m, 3H), 5.02 (br s, 2H), 1.82-

25 1.54 (m, 3H), 1.18 - 0.83 (m, 3H); LC-MS, [MH]" 402.1.

S 21004 B

3 StHfI210
BB T-F-4-[(2,4- 2 F R R 20 A ) F BR A AR ) -1- B 6 -N-(1- F R b Wk -4-2)-N- [[ 6-
30 (ZHCHER)IRIEFE[1,2-a] 0k A -2 | B R DRI [1,5-a | R VR WK -8- R BE R (3)
B 7-F-4-((2,4- — FF SR I U )-1- B R IR IR [1,5-a] B R UK -8-FR R (T 4k
A3) (145275, 339 TUEE/R, 128NN 1-F - N-[[6-(= & H 5 BRI 31 [ 1,2-a] ML g -2-
33
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) H R 0 M -4 (P RLRB2) (1002278, 339THBE R, 14BN EI 2 ZTHE W,
TR S WUIMAN,N, N, N-PO AR U F RS Sl IR 2 (2852270, 1 2 /K, 34 &) FIN-H
FoKIE (139270, 172 8K, 135007, S24f). RNV ESOR KA M HH: 16/ . LC-
MSH I £ R S N 5E 4, HAR =9 AE . ST I8 J o R TR 46 45 2™ 9. R P
AR ZNT o Bl (A RE, 10% B EEA & I )8 23 iR 7-8-4-[(2,4-
FH A 2 2 R ) R R G R ] -1 - PP 6 N (1 - FP 6 T P -4 ) -N-[ [ 6- (= 360 HF 225 ) K P 3 [1,2-a] it
ME -2-FE ] T TR [ 1,5-a] W W2 MR-8-H B % (3) (130278, 185TUBE /R, 54.5% ™ ).

B2, 4B -7 -1-F HE-N-(1- 215 - -4-3E)-N-((6-(Z 5 2B e 3%
[1,2-a] ML BE-2-38] ) B 325 ) DK M 2 [1,5-a] 1 U bk -8- FH BERE (2 HE15210)

7-8-4-[(2,4- W AR L TR ) B R 2 -1 HH 2 N (1 - R e -4 - 26 -N- [ [6-( = L
BRI 1,2-a]RH g -2- 38 ) L TR PR IF[1,5-a] P R IR -8- R i (3) (12027, 17044 E
K, 148 MAS =§H 48 04ZTHN —EH QT KRS BER T IRER.
I TE SOFE G T i3 16/NEF o LC-MS R 7R JFR} S B 52453 B dn =9 A ml o J B 48 98 e
W E T T SO H) 4 TR i 44K (Boston Prime C184LE ¥, 5fCKk — S 4biE30%2
KEAE, 1502 KKHEE, I FH KR 205 (AR 12 238 95 10 VR A 0 16 Sl e B i) 13- 31 11 €44
RFE-T-E -1 N B - -G M -4- 3 )-N-((6-( = 50 HF 35 ) K M [0, 2-a] it g -2-
FL] ) HI ) BR B S [1,5-a] 8 U8 RR-8- Y IRl (SEHE$1210) B0 TE, S3MUEEIR, 31%)™ 3,
98.%4i &) . H NMR: 1H NMR (400 MHz, DMSO-d6) & 9.15-9.31 (m, 1H), 8.33 (s, 1H),
8.07-8.16 (m, 1H), 7.92-8.03 (m, 1H), 7.76-7.86 (m, 1H), 7.58-7.75 (m, 2H), 7.41-7.55 (m,
3H), 7.18-7.33 (m, 1H), 4.71-5.17 (m, 2H), 3.53-3.83 (m, 3H), 2.80-2.97 (m, 3H).LCMS:
(EST) m/z=554.2 (M+1)+, RT= 1.544 min, purity of 98.7 %.

S 2416 B

FF
;
e /A

\ HO N/
N N
N ) F N7 NH N
AN P NH, 7 /\N)_/ ‘g\) 2 /N\N/
F S Nj_/ * \N§/F . F SN/ F S)\N ¥N
F e N— B Fr *H2 F s N/
1 2 3 _
F N7 NH,

it 241

BB 4-5-2-F B -N-[[6-(Z 5 FF 55 ) BRIk I [1,2-a] Pt B -2- 28 | H R g mk-3-B% (3)

B 6-(= P I)BRIEFF[1,2-a] B -2-FFEE (1) (70070, 3.27ZFE/RK, | ME)H#
EHREE(42ZTHH, MA4-F-1-F - TH-E -5 (2) (402.612 5, 3.5022 /R, 1.07
LE)MUKEE (25518275, 425 /R, 243.26 Wi, 1.34F), KMWAESHEIKE
TN . FIAGERMELN(616.24 =0, 9.81 ZE/R, 348, 25HIKET
WHE1S /A o LC-MSHS T B J R s B 52 4, HAR =k . NI4T+, mA14
ZZ T2 BE IR ITH TR BR PR IS RN 14 = T+ ZBR 1., 70, H 2R Z R R B (1421 %3),
AR A GRS, Sl BREEIRFEE T, SFET G245
TERCHE, BRI 0~30% ZBRZBE: 20 3:1/4 Mk, FUR30ZTH/ 2080y, S RSG5
B R BH €0 [] PR 4- 80 -2- HR B N[ [6-( = R0 FF 228 ) DR M - [1,2-a] M Wi -2- 26 ] 2 ]l Wt -3 fi
(3) (970% 7 ,3.10 % FE /K ,94.73% 7 3 ). LCMS: ES13685-1213-P1A, (ESI) m/z =
314.0[M+1] +; RT= 1.537 min. NMR: ES13685-1213-R2A, 1H NMR (400 MHz,
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CHLOROFORM-d) 7.11 (d, J=4.38 Hz, 1H), 3.57 (s, 3H), 3.24 (br s, 2H). HNMR:
ES13685-1213-R2A, 19F NMR (376 MHz, CHLOROFORM-d) -185.48 (s, 1F)

B2 4-5-2-F B -N-[[6-(Z 50 FF 55 ) DK M I [1,2-a] Mt o -2- 3 ] B R b e -3- %
(SLHEf241)

] J5 N VR 4- 3 5 - 7- G- P L - DK R 9 [ 1,5-a] B U TR -8-FR R (S00=: T, 1.92 =R,
1254, 4-4-2-F 2 -N-[[6-( = 50 FF 25 ) DR Mk FF [1,2-a] ML BE -2- 56 ] FE 2R JE e -3- i (3)
(601.892 7%, 1928 /)%, 124 )FIN,N-— 7 & 2, 1%(993.3022 77,769 BE /R, 1.34 £ TF 424
FOVEMAE1-H B 2-NE AT 0= ), IA2-8-1, 3-“HHE-4, 5- 5 BRM-1-K
A (487.23 2T, 2. 88 BE /R, 1.5 ). RN AESORE IRE T FE 167N . LC-MSH M
BAT%ERE R, 36% AR WA . FIMAN2-E-1, 3-HE-4, S-&0kM-1-51k
Y) (747127, 441.93 WEEIR, 023 25 45), NAESOBR K E FHR 1670, LC-MSH:
T 49%JF kLR 4, 38% H br =448 il o i S A i) 45 W0HH €41 40 1K (Boston Prime C18
FEF, STOK Z 8RB0 K E A, 15022 KK, (7K (711 0.05% F IR A1 2, 1 (20%-
40% IR M 38 9ok 1) VB 5 D HE e B v 15 B v 28 O LA o R REAS WU 350 40 R P IR
FEL oty B 08 o S A i 45 90 A €03t 4l 4k (Boston Prime C18KEF, SHWOK — &AL 302 K E
7, 150 KK, 1 H/KEEE 0.05%% 7K ) 205 (32%-52%) B9 H 1 336 vk 14 B & 9 18
NP )15 2 € ] R 4- 2 2 - 7- BU-N-(4-%-2- H B -mE e -3 )- 1 - 2 -N-[[6-( = 5 H
F VBRI I [ 1,2-a] ML e -2 ) P R K P I [1,5-a] 1 TR AR -8- FR B B (SEHE B 241) (1552
7,276,261 BE IR 14.38% F=3), LCMS: ES13685-1217-P1D1, (ESI) m/z= 556.1 [M+1]
+; RT= 1.929minNMR: ES13685-1217-P1B, 1H NMR (400 MHz, DMSO-d6) 9.28 (br s,
1H), 8.10 (br s, 1H), 7.92 (br s, 1H), 7.82 (s, 1H), 7.73 (d, J=9.76 Hz, 1H), 7.55 (s, 2H),
7.47 (br d, J=8.63 Hz, 1H), 7.29 (br s, 1H), 7.11 (br d, J=10.38 Hz, 1H), 5.19 (br s, 1H),
5.04-5.14 (m, 1H), 3.59 (s, 3H), 2.86 (br s, 3H). NMR: ES13685-1217-P1B, 19F NMR
(376 MHz, DMSO-d6) -60.47 (s, 3F), -118.15 (s, 1F), -173.54 (s, 1F)

SEHEI 285814 R
CF4
7N\
| [e] /':N N \N
X
S e T
— e
F NTNH, R F NONTNT g N f\
[ 0 =
N~ “NH,
AT A {FRAT7-1 S 285

SB1: (E)-4-(((C P &) H E)EF)-7-7-3- FH ZE DR IR [1,5-a] 14 12 K- 8-k BE
K EMEAT-1)

] 4- 5 J - 7- 35 -3- H BRI FE [ 1,5-a] EHR IR -8-H R ([ 4& A7) (270mg, 1.04mmol,
134 5)7EDCM(3.00mL) 1 (1 F FE AV T AR INHCY Z % b (4M, 778ul, 3%5E). KRS
WITE25 CHEH0.5/ NI . AR M R MR AWk 4, FHF ZK(10omL x 3)ZE 1, F 7
I EAEDCM(3.00mL)H, FEAHEIZE0° C, THAFBE & (790mg, 6.23mmol, 544ul,
FEOC TR M E)MDMF(75.8%2 7%, 1.04Z= /K, 79.8ul, 13M8). KEAWE25T
BEFE12/0 0 . LCMSR MR O A HAN B A AR REN —NFIE. B
R G AHAR , I IE e (10mL X 3) 7% 2 F 0k [k T4, 759 31 2 3% 6 [ 440 (19 (B)-4-(((Z=
PR 3 ) 0 5 ) B 3 )-7- 30 -3- F R I IR 3 [ 1, 5-] v W8 vk - 8- B 15k S (PP TRI AR A7-1) (340mg,
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). LC-MS (ESI) m/z = 330.0 [M+H]"

B2 4-FFE-T-H-N-(1-F TR -2- 3 )-3- F B -N-((6-(Z= 5 FF 228 ) R Mk 3 [1,2-a]
WLk e -2- 28 ) F 6 ) K PR [1,5-a] IR IR-8- FRBE AR (52 H6E451285)

TEO°C R, 1) 1-FF A L -N-((6-( = %50 FF 225 ) BR i I [ 1,2-a] P Mg -2- 280 ) FF 36 ) 7 -2- 1% (50.0
mg, 174 umol, 1 eq) A1 DIEA (89.9 mg, 696 umol, 121 uL, 4 eq) I THF (1.00 mL)7A ¥
& HE A AT7-1 (63.9 mg, 191 umol, 1.1 eq). KR EMA25CHEEEI/NN . 25T
A IIMeOH(1.00mLYE R [ MR &4, IR ikaE, B2 RY. KRR VIE M
T MeOH(ImL)FINH 3 /MeOH(7M, 1mL)¥ . FHEGLETOCHFE2/NT . LCMSHEK B
MR ORI RN B B A A FRER— . RSB AE R ERTE, R
YhiE ot #) % BUHPLC A4k (3 . Waters Xbridge BEH C18 100%30 mm*10 um; a4 :
[ZK(NH4HCO3)-ACN]; B%: 30%-60%, 84r-%h, UV 220 nm & 254 nm), 73 5|5 (4 [#
PARF 4-50 2k -7-%0-N-(1- 1 5505 P -2- 256 )-3- HH 2L -N-((6-( = %0 7 &5 IR L I [1,2-a] L IE -
2-FE) R B )KL [1,5-a] W R IR-8- FF It e (K7 f51285) (58.1 mg, 109 umol, 64.2% J~
). 'H NMR (400MHz, DMSO-ds) § 9.29-8.54 (m, 2H), 8.18-7.78 (m, 2H), 7.66 (br s,
1H), 7.38 (br d, J= 7.9 Hz, 1H), 7.13 (br s, 1H), 6.72 (br s, 2H), 4.95-4.39 (m, 2H), 4.22-
3.82 (m, 1H), 3.52 (br s, 2H), 3.31-3.10 (m, 3H), 2.63 (s, 3H), 1.21 (br s, 3H) LC-MS (ESI)
m/z = 530.2 [M+H]"

iﬁWBMBﬁAﬁE
*C& :
NH EP[EJﬂtAM N A
/N\H\ N |
K/‘ E/l " NHZ
N N
HA)44B4 SKHEla0s

BB 4-EE-N-(1-(8% e -2-5) 2 58)-N- (R M 5 [4,5-c | Wt e -2- 8 P 3 )-1,3- &k
Weg 3 [3,4-c] EME -8-FF Ik i (S5 i 511 304)

FEOCCTR, [A] 1-(WEIE -2- 3 )-N- (T I F: [4,5-c ML e -2- 3 FE 3% ) - 1-J)e (th [A] K B4) (27
mg, 99.6 umol, 1 eq)J THF(1 mL)¥A & ¥ INDIEA (51.5 mg, 398 umol, 69.4 uL, 4 eq)
4-5 H-1,3- SRR I [3,4-c] M k-8~ FF R S #h R #5.(28.4 mg, 99.6 umol, 1 eq, HCl). ¥
BEWAE2S C A2/ o LCMS &R #4640k 5¢ & W AR I Bk I 31 i 5 & . R A
VI F MeOH(2mL) K IR A4, B RIRRY . SRRl i+ B HPLC A0 (FE
Waters Xbridge Prep OBD C18 150*40 mm*10 um; ¥ahAH: [ZK(NH4HCO3)-ACN];
B%: 15%-55%, 87r%h, UV220 nm&254 nm)73 B (1 @ [F AR 10 4- 50 36 -N-(1- (1 g -2-
BL) 7B )-N-(BE R JF: [4,5-c ML g -2- 5 B R )1, 3 — S IHk I - [3,4- ¢ W8 Ik - 8 - B T e (2 it
#1304)(19mg, 38.9umol, 39.0%77%, 98.9%ZiE). 'H NMR (400 MHz, DMSO-ds) &
9.26-9.11 (m, 1H), 8.81 (d, J=4.9 Hz, 2H), 8.49 (br d, J= 1.1 Hz, 1H), 8.13 (brd, J=5.1
Hz, 1H), 7.74 - 7.57 (m, 3H), 7.42 (t, J= 4.9 Hz, 1H), 6.73 (br s, 2H), 5.50 - 5.09 (m, 4H),
5.00 (brs, 2H), 4.96 - 4.87 (m, 1H), 1.68 (br d, J= 7.0 Hz, 3H); LC-MS, [MH]" 484.2

ARG W Tl A TR G i, P M IR 1, RALIER 2:
36
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*2
HNMR/LCMS HNMR/LCMS
H NMR (400 MHz, DMSO-dy) d 8.82 — H NMR (400 MHz, dmso-ds)  8.90 —
8.78 (m, 2H), 8.50 (d, J = 6.4 Hz, 1H), 8.71 (m, 1H), 8.53 (s, 3H), 8.00 — 7.76
8.02—7.67 (m, 2H), 7.64 — 7.37 (m, 4H), (m, 1H), 7.59 — 7.43 (m, 3H), 7.23 (s,
7.29 — 7.10 (m, 1H), 6.84 (s, 1H), 6.43 2H), 5.64 - 5.45 (m, 1H), 5.30 — 5.09
. (s. 2H). 5.39 (s, 1H), 4.91-4.32 (m, 2H), | , (m, 1H), 5.06 — 4.99 (m, 1H), 4.95 —
3.29-3.02 (m, 1H), 2.95 — 2.76 (m, 3H), 4.89 (m, 1H), 3.29 — 3.18 (m, 2H), 3.00
2.45 - 1.89 (m, 2H), 1.64 (d, J = 6.4 Hz, ~ 2.77 (m, 2H), 2.31 (s, 1H), 2.03 (s,
3H)."F NMR (377 MHz, DMSO) § - 1H), 1.79 — 1.20 (m, 3H). LC-MS: Rt
60.66 (s, 1H). LC-MS: Rt =0.858 min, = 0.918 min, (EST) m/z. [M+H]",
(ESI) m/z. [1\/['5‘1‘1]4r 465.3; C27H7_5N7O 464.2. C27H25N70.
1H NMR (400 MHz, DMSO-d6) & = LH NMR (400 MHz, DMS0-d6) 5 =
9.35 - 9.08 (m, 1H), 8.74 - 8.35 (m,
9.20 (br s, 1H), 7.96 (br s, 1H), 7.91 -
> 1H), 8.29 - 8.17 (m, 1H), 8.12 - 7.96
7.63 (m, 2H), 7.48 (br d, J = 9.4 Hz, 2H),
! (m, 1H), 7.83 - 7.69 (m, 1H), 7.66 -
7.56 (br d, J = 6.4 Hz, 1H), 6.66 (br s,
T 7.54 (m, 2H), 7.53 - 7.45 (m, 1), 7.18
2H), 5.27 (br d, T = 0.9 Hz, 2H), 5.00 (br
3 4 - 7.01 (m, 2H), 4.94 - 4.48 (m, 2H),
s, 2H), 4.86 - 4.51 (m, 2H), 3.30 - 3.19
(. 2H). 216 - 1.90 (m. 1ED). 1,00 - 0,61 4.43 - 4.10 (m, 3H), 3.30 - 3.21 (m,
(. 6H) : > s b ' 2H), 2.23 - 1.92 (m, 1H), 1.06 - 0.58
gty _ - (m, 6H)
[Lh(/i}é]S* oy 2088 min, (EST) mz. LC-MS: Rt = 2.684 min, (EST) m/z.
~oo 2SHTITNSY2 [M+H]* 496.3; Co5H24F3N70
TH NMR (400 MHz, DMSO-d6) & 8 81 IH NMR (400 MHz, DMSO-d6) § =
(br s, 2H), 8.49 (br d, I = 6.1 Hz, 1H), !
B 8.52(d,J=6.8 Hz, 1H),8.15 - 7.83 (m,
7.91 (br s, 1H), 7.65 (br d, J = 8.6 Hz,
2H), 7.77 - 7.60 (m, 1H), 7.55 (br d, J
2M), 7.58 - 7.48 (m, 1H), 7.59 - 7.35 (m, -
= 5.6 Hz, 2H), 7.25 (br s, 1H), 6.89 (br
1H), 7.29 - 7.10 (m, 1H), 6.92 - 6.78 (m, °
t, J = 6.6 Hz, 1H), 6.65 (s, 2H), 5.36 -
5 1H), 6.59 (br s, 2H), 5.47 - 5.33 (m, 2H), | 6
5.20 (m, 2H), 4.99 (br s, 2H), 4.77 -
5.32-5.17 (m, 1H), 5.15 - 4.95 (m, 1H),
! 4.53 (m, 2H), 3.47 - 3.40 (m, 2H), 1.12
4.94 - 422 (m, 2H), 1.62 (d, J = 7.1 Hz, - b 04
Y . (br t, J = 6.9 Hz, 3H) LC-MS: Rt =
3H), 1.38 (br d, J = 2.2 Hz, 3H) LC-MS: 2.080 min, (EST) m/z. [MFHI" 3881
Rt = 2.172 min, (ESI) m/z. [M+H]" NSO miz. e
480.3: C27H25sN70, 222NV
1H NMR (400MHz, DMSO-d6) Shift =
1H NMR (400 MHz, DMSO-d6) & = 8.80 (d, J=4.9 Hz, 2H), 8.49 (d, J=6.8
8.60 - 8.44 (m, 1H), 8.30 - 7.73 (m, 2H), Hz, 1H), 7.99 - 7.66 (m, 1H), 7.80 (br
7.71 - 7.43 (m, 3H), 7.39 - 7.15 (m, 1H), s, 2H), 7.59 (br d, J=8.3 Hz, 1H), 7.52
6.98 - 6.79 (m, 1H), 6.73 - 6.46 (m, 2H), -7.31 (m, 3H), 7.18 (br s, 1H), 6.85 (br
7 5.58 - 5.03 (m, 3H), 4.86 - 4.38 (m, 2H), | 8 t, J=6.6 Hz, 1H), 6.45 (br s, 2H), 5.46
3.26 - 3.24 (m, 2H), 1.50 - 1.29 (m, 3H), - 5.27 (m, 1H), 5.04 - 4.06 (m, 2H),
1.22 - 0.99 (m, 3H) LC-MS: Rt = 2.043 2.20 (br s, 3H), 1.64 (br d, J=6.9 Hz,
min, (ESI) m/z. [M+H]" 402.2; 3H).
C23H23Ns0; LC-MS: Rt = 1.493 min, (ESI) m/z.
[M+H]"438.1; C35H23N-0
1H NMR (400 MHz, DMSO-d6) Shift
8.70 (br s, 1H), 8.50 (br d, J=6.00 Hz,
1H NMR (400 MHz, DMSO-d6) Shift IH), 8.14-8.32 (m, IH), 7.92 (br 5. IH),
7.56 (br d, J=8.76 Hz, 1H), 7.35 (br d,
8.10-8.59 (m, 3H), 7.68-7.97 (m, 1H), 7.52 - )
e J=11.51 Hz, 1H), 7.24 (br s, 3H), 6.90 (br
(br d, J=8.78 Hz. 1H), 7.19-7.38 (m, 4H), -
°© t, J=6.25 Hz, 1H), 5.92 (br s, 1H), 5.08 (br
9 6.88 (t, J=6.65 Hz, 1H), 4.94-5.15 (m, 2H), | 10 >
d, J=6.13 Hz, 1H), 4.36 (br s, 3H), 3.47
4.49-4.93 (m, 5H), 4.04-4.41 (m, 3H). LC- -

e . (br d, J=7.00 Hz, 1H), 3.13 (br s, 1H),
MS: Rt =1.188 min, (ESI) m/z. [M+H]+ 0 1 2-1.64 5 09
446.2:C23H20FN702 1.70 (br s, 1H), 1.52-1.64 (m, 2H), 1.

- (br s, 3H), 0.79 (br s, 1H). LC-MS: Rt

=1.155 min, (ESI) m/z. [M+H]+ 432.2
C23H22FN70
11 1H NMR (400MHz, DMSO-d6) Shift 8.52 | 12 1H NMR (400 MHz, DMSO-d6) Shift
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-8.40 (m, 1H), 8.29 - 8.18 (m, 2H), 7.92 -
7.73 (m, 1H), 7.55 - 7.40 (m, 1H), 7.36 -
7.25 (m, 3H), 7.25 - 7.13 (m, 1H), 6.90 -
6.79 (m, 1H), 4.37 (d, J=10.8 [z, 3H), 4.05
- 347 (m, SH), 2.43 - 2.07 (m, 2H). LC-
MS: Rt =2.206 min, (EST) m/z. [M+H]+
430.2;C23H20FN70

8.45-8.61 (m, 2H), 8.17-8.29 (m, 1H),
7.90 (br s, 1H), 7.53 (d, J=9.03 Hz, 1H),
7.33 (d, J=11.80 Hz, 1H), 7.21-7.30 (m,
3H), 6.90 (t, J=6.65 Hz, 1H), 4.51-5.00
(m, 2H), 4.09-4.44 (m, 3H), 3.47-3.73 (m,
4H), 3.09-3.32 (m, 3H). LC-MS: Rt
=1.305 min, (ESI) mw/z. [M+H]+
448.2;C23H22FN702

13

1H NMR (400 MHz, DMSO-d6) Shift §.54
(br s, 1H), 8.25 (br d, J=5.27 Hz, 2H), 7.86
(brs, 1H), 7.51 (br d, J=9.03 Hz, 1H), 7.14-
7.41 (m, 4H), 6.89 (m, 1H), 3.90-5.15 (i,
5H), 1.50-2.28 (m, 7H). LC-MS: Rt =1.521
min, (ESI) m/z. [M+H]+
456.2;C25H22FN70

14

1H NMR (400 MHz, DMSO-d6) Shift
8.42-8.74 (m, 1H), 8.04-8.32 (m, 2H),
7.88 (s, 1H), 7.45-7.73 (m, 2H), 7.02-7.42
(m, 4H), 6.88 (t, J=6.65 Hz, 1H), 4.86-
5.17 (m, 2H), 4.07-4.46 (m, 3H), 3.50-
3.89 (m, 3H). LC-MS: Rt =1.228 min,
(ESD) m/z. [M+H]+ 470.2; C24H20FN9O

15

1H NMR (400 MHz, DMSO-d6) Shift 8.41-
8.58 (m, 2H), 8.35 (br s, 1H), 7.90 (br s,
1H), 7.44-7.68 (m, 3H), 7.16-7.28 (m, 1H),
6.74-6.93 (m, 3H), 5.19 (br s, 11T, 4.35 (s,
3H), 3.42 (br d, J=5.06 Hz, 1H), 3.16 (br
dd, I=7.26, 13.64 Hz, 1H), 1.61 (br s, 3H),
1.07 (br s, 3H). LC-MS: Rt =1.395 min,
(ESI) m/z. [M+H]+ 414.2;C23H23N70

16

IH NMR (400 MHz, DMSO-d6) Shift
9.19 (s, 1H), 8.23 (s, 1H), 8.25-8.19 (m,
1H), 8.53-8.15 (m, 1H), 8.08 (s, 1H),
7.83-7.66 (m, 2H), 7.62 (br d, J = 7.6 Hz,
1H), 7.55-7.44 (m, 2H), 7.40-7.21 (m,
1H), 7.15 (s, 2H), 5.10 (s, 2H), 4.19 (s,
3H), 3.67 (br s, 3H). LC-MS: Rt = 2.362
min, (ESI) m/z. [M+HJ]+ 520.2;
C25H20F3N90O

17

1H NMR (400 MHz, DMSO-d6) Shift
9.19 (s, [H), 8.36 (br d, J = 2.0 Hz, 1H),
8.24 (s, 1H), 8.00 (br s, 1H), 7.76 (d, J =
9.4 Hz, 1H), 7.60 (br s, 2H), 7.49 (dd, T
= 1.8, 9.5 Hz, 1H), 7.16 (s, 2H), 5.12-
4.99 (m, 1H), 4.93 (brs, 2H), 4.78 (br t,
J=6.8 Hz, 2H), 4.64-4.58 (m, 2H), 4.25
(br s, 3H). LC-MS: Rt = 2.329 min,
(EST) m/z. [M+H]*496.2; C24H10F3N70,

18

IH NMR (400 MHz, DMSO-d6) § =
8.77-8.56 (m, 1H), 8.53 (d,J = 6.8 Hz,
1H), 8.23 (s, 1H), 7.97 (s, 1H), 7.66 (br
s, 1H), 7.62 - 7.53 (m, 2H), 7.27 (br t,
J=7.1 Hz, 1H), 7.14 (br s, 2H), 6.91
(t.J=6.7 Hz, 1H), 4.82 - 4.56 (m, 2H),
4.25-4.08 (m, 2H), 3.45 (q,] = 6.8 Hz,
3H), 1.15 (brt, ] =7.0 Hz, 3H) LC-MS:
Rt = 1.964 min, (ESI) m/z. [M+H]"
400.2; C»,H2(N7O

19

IH NMR (400 MHz, DMSO-d6) Shift
8.43-9.02 (m, 2H), 8.22 (br s, 1H), 7.99
(br s, 1H), 7.54 (br d, J=9.03 Hz, 1H),
7.11-7.38 (m, 4H), 6.89 (br t, J=6.53 Hz.
1H), 4.07-5.87 (m, SH), 3.45-3.94 (m,
4H), 0.93 (br d, ]-6.53 Hz, 3H). LC-MS:
Rt =1.340 min, (ESI) m/z. [M+H]'
460.2;

C24H2,FN70O,

20

1H NMR (400 MHz, DMSO-d6) Shift
9.22-9.44 (m, 1H), 8.43 (br d, J=7.26
Hz, 1H), 8.18-8.30 (m, 1H), 8.13 (br d,
1-6.60 Hz, 1H), 7.92-8.05 (m, 1H),
7.69 (br d, 1=8.80 Hz, 1H), 7.50 (br d,
J=9.46 Hz, 1H), 7.17-7.38 (m, 3H),
4.49-4.94 (m, 2H), 4.17-4.40 (m, 3H),
342 (br s, 1H), 1.88-2.23 (m, 1H),
0.57-1.02 (m, 6H). LC-MS: Rt =1.546
min, (ESI) m/z. [M+H]"471.2;
C2sH23FN:O

21

1H NMR (400 MHz, DMSO-d6) Shift 8.42
(d, J=7.28 Hz, 2H), 8.20 (s, 1H), 7.80 (s,
1H), 7.51 (d, J=9.03 Hz, 1H), 7.29 (d,
J=11.80 Hz, 1H), 7.19-7.26 (m, 3H), 6.85
(t, 1=6.53 Hz, 1H), 4.90 (br d, J=5.77 Hz,
2H), 4.51 (s, 2H), 4.26 (br d, 1=6.02 Hz,
2H), 4.21 (s, 3H), 4.16-4.23 (m, 1H), 1.54
(s, 3H). LC-MS: Rt =1.221 min, (ESI) m/z.
[M+H]+ 460.2;

C24H22FN702

22

1H NMR (400 MHz, DMSO-d6) Shift
8.34-8.67 (m, 1H), 8.08-8.32 (m, 2H),
7.62-7.90 (m, 1H), 7.51 (br s, 1H), 7.10-
7.40 (m, 4H), 6.86 (br s, 1H), 4.29-5.10
(m, 5H), 3.61-4.11 (m, 5H), 2.14 (br d,
J=6.02 Hz, 2H). LC-MS: Rt =1.242 min,
(ESD nv/z. [M+H]+ 460.2;
C24H22FN702

23

1H NMR (400 MHz, DMSO-d6) Shift
8.35-8.65 (m, 1H), 8.00-8.33 (m, 2H),
7.87 (br s, 1H), 7.52 (br d, J=9.03 Hz,
1H), 7.14-7.39 (m, 4H), 6.76-6.98 (m,

24

1H NMR (400 Mz, DMSO-d6) Shift
8.30-8.62 (m, 1H), 7.87-8.28 (m, 2H),
7.54 (br d, 1=9.03 Hz, 1H), 7.06-7.39
(m, SH), 6.66-6.98 (m. 11), 4.21-4.91
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1H), 5.35-5.86 (m, 1H), 4.45-4.92 (m,
2H), 437 (s, 3H), 3.73-4.23 (m, 2H),
1.13-2.01 (m, 7H). LC-MS: Rt =1.366
min, (ESI) wm/z. [M+H]" 4742,
C25H24FN70,

(m, 5H), 3.71 (br s, 1H), 3.41-3.61 (m,
2H), 1.82-2.07 (m, 1H), 1.43-1.79 (m,
4H), 0.79-1.40 (m, 3H). LC-MS: Rt
=1.518 min, (EST) m/z. [M+H]" 488.3;
C26H26FN70;

25

1H NMR (400 MHz, DMSO-d6) Shift
8.52 (d, J=6.82 Hz, 1H), 8.45 (s, 1H),
8.40 (br s, 1H), 7.97 (s, 1), 7.59-7.65
(m, 1H), 7.57 (d, J=9.02 Hz, 2H), 7.17-
7.25 (m, 1H), 6.81-6.90 (m, 2H), 5.24 (s,
1H), 4.66 (br s, 1H), 4.34 (s, 4H), 3.61-
3.89 (m, 3H), 0.97 (d, J=6.82 Hz, 3H).
LC-MS: Rt =1.305 min, (ESI) m/z.
[M+H]"442.2;

C24H23N70,

26

IH NMR (400 MHz, DMSO-dé6) Shift
8.52 (br dd, J=6.90, 15.94 Hz, 2H), 8.23
(s, 1H), 7.89 (s, 1H), 7.55 (d, J=9.03 Hz,
IH), 7.18-7.42 (m, 4H), 6.79-6.98 (m,
IH), 6.11-6.54 (m, 1H), 4.56-5.05 (m,
2H), 4.13-4.44 (m, 3H), 3.90 (br s, 2H).
LC-MS: Rt =1.409 min, (ESI) m/z.
[M+H]+ 454.2;

C22HI18F3N70

27

1H NMR (400 MHz, DMSO-d6) Shift 8.50
(br dd, J=7.15, 14.68 Hz, 2H), 8.22 (s, 1H),
7.87 (s, 1H), 7.55 (d, J=9.03 Hz, 1H), 7.17-
7.40 (m, 4H), 6.81-6.95 (m, 1H), 4.64 (brs,
2H), 4.23 (s, 3H), 3.57-4.12 (m, 2H), 1.74
(br t, I=19.20 Hz, 3H). LC-MS: Rt =1.468
min, (EST) m/z. [M+H]+ 468.2;
C23H20F3N70

28

IH NMR (400 MHz, DMSO-d6) Shift
8.01-8.73 (m, 3H), 7.65 (brs, 1H), 7.48
(br d, 1=8.03 Hz, 1H), 7.13-7.37 (m,
4H), 6.78 (br s, 1H), 4.97-5.69 (m,
1H), 3.79-4.88 (m, 4H), 1.46 (br s,
3H). LC-MS: Rt =1.535 min, (EST)
m/z. [M+H]" 486.2:

Ca3H19F4N-O

29

1H NMR (400 MHz, DMSO-d6) Shift 8.52
(br d, J=6.82 Hz, 1H), 8.03-8.50 (m, 2H),
7.93 (s, 1H), 7.39-7.71 (m, 3H), 7.24 (br t,
J=7.26 Hz, 1H), 6.76-6.98 (m, 3H), 4.51-
4.89 (m, 2H), 4.35 (s, 3H), 3.40-3.54 (m,
2H), 1.14 (br t, J=6.82 Hz, 3H). LC-MS: Rt
=1.337 min, (ESI) m/z. [M+H]+ 400.2;
C22H2IN70

30

I NMR (400 MITz, DMSO-d6) Shift
8.63 (d, J=7.53 Hz, 1M), 8.10-8.33 (m,
2H), 7.49-7.64 (m, 1H), 7.15-7.42 (m,
4H), 6.82-7.02 (m, 1H), 4.88 (br s, 1H),
4.55 (s, 1H), 4.20-4.44 (m, 3H), 3.43-3.57
(m, 1H), 3.26 (br d, J=7.28 Hz, 1H), 2.55
(s, 1H), 2.26 (s, 2H), 0.98-1.18 (m, 3H).
LC-MS: Rt =1407 min, (ESI) m/z.
[M+H]+ 432.2;

C23H22FN70

31

IH NMR (400 MHz, DMSO-d6) Shift
8.62-8.88 (m, 1H), 8.51 (d, J=6.60 Hz, 1H),
8.23 (brs, 1H), 8.13 (br s, 1H), 7.91 (br s,
1H), 7.56 (br s, 1H), 7.32 (brd, J=11.88 Hz,
1H), 7.25 (br s, 3H), 6.89 (br s, 1H), 5.29
(br s, 1H), 4.38 (br s, 3H), 1.78 (br d,
J=1.54 Hz, 10H), 1.14-1.29 (m, 1H). LC-
MS: Rt =1.259 min, (ESI) m/z. [M+H]+
470.2;

C26H24FN70

32

1H NMR (400MHz, DMSO-d6) Shift =
8.47 (br d, J=6.5 Hz, 1H), 8.03 - 7.80
(m, 3H), 7.79 - 7.56 (m, 2H), 7.54 -
7.29 (m, 3H), 7.26 - 7.13 (m, 1H), 7.03
(brs, 1H), 6.85 (dt, J=1.0, 6.8 Hz, 1H),
6.55 - 6.39 (m, 2H), 5.24 (br s, 1H),
4.84 (br s, 1H), 4.34 - 4.04 (m, 1H),
2.22-2.17 (m, 3H), 1.60 (d, J=7.0 Hz,
3H).

LC-MS: Rt = 1.656 min, (ESI) m/z.
[M+H]" 455.2; C26H23FNO

33

1H NMR (400 MHz, DMSO-d6) 8 ppm
8.51 (d, J=6.75 Hz, 1 H) 7.82 - 7.98 (m, 2
H)7.68 (brs, 1 H) 7.58 (d, J=8.63 Hz, 2 H)
7.21 - 7.28 (m, 1 H) 6.89 (t, J=6.75 Hz, 1
H) 6.57 (s, 2 H) 5.36 - 5.45 (m, 2 H) 5.29
(brs, 1 H)5.22 (brd, J=13.76 Hz, 1 H) 3.10
- 324 (m, 2 H) 1.59 (br s, 3 H) 1.40 (t,
J=6.00 Hz,3H) 1.05 (brs, 3 H

LC-MS: Rt=2.295 min ,

(ESI) m/z = 416.2 [M+H]+;
C24H25N502

34

IH NMR (400 MHz, DMSO-d6) Shift
9.12-9.33 (m, 1H), 8.40 (d, J=7.26 Hz,
1H), 8.19-8.28 (m, 1H), 7.97-8.17 (m,
1H),7.75 (br d, J=9.24 Hz, 1H), 7.15-7.46
(m, 4H), 4.50-4.96 (m, 2H), 4.16-4.39 (m,
3H), 3.10-3.36 (m, 2H), 1.85-2.21 (m,
1H), 0.59-1.03 (m, 6H). LC-MS: Rt
=1.937 min, (ESI) m/z. [M+H]+ 564.2;
C26H23F6N70

35

1H NMR (400 MHz, DMSO-d6) Shift 8.49
(d, J=7.48 Hz, 1H), 8.09-8.33 (m, 2),
7.69-7.84 (m, 1H). 7.45 (d, J=9.68 Hz, 1H),

36

1H NMR (400 MHz, DMSO-d6) Shift
9.08-9.34 (m, 1H), 8.11-8.49 (m, 2H),
7.91-8.10 (m. 1H), 7.69-7.77 (m. 1H),
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7.18-7.36 (m, 3H), 7.07 (dd, J=2.20, 9.68
Hz, 1H), 4.43-4.86 (m, 2H), 4.22-4.40 (m,
3H), 4.00-4.12 (m, 2H), 3.63-3.73 (m, 2H),
3.32 (s, SH), 1.90-2.24 (m, 1H), 0.60-1.00
(m, 6H). LC-MS: Rt =1.564 min, (ESI)
m/z. [M+H]+ 520.3;

C27TH30FN703

7.47 (d, J=9.46 Hz, 1H), 7.32 (d, I=11.66
Hz, 1H), 7.13-7.30 (m, 2H), 4.50-4.93 (m,
2H), 4.20-4.38 (m, 3H), 3.02-3.37 (m,
2H), 1.92-2.18 (m, 1H), 0.57-1.02 (m,
6H). LC-MS: Rt =1.777 min, (ESI) m/z.
[M+H]+ 514.2;

C25H23F4N70

37

1TH NMR (400 MHz, DMSO-d6) Shift 8.53
(m, 1.7H), 8.14-8.29 (m, 1.3H), 7.90 (s,
1H), 7.53 (d, J=9.24 Hz, 1H), 7.13-7.40 (m,
4H), 6.90 (t, J=6.38 Hz, 1H), 4.47-4.88 (m,
2H), 4.19-4.44 (m, 3H). LC-MS: Rt =1.231
min, (EST) m/z. [M+H]+ 407.2;
C21HI5D3FN70

38

1H NMR (400 MHz, DMSO-d6) 5 = 8.75
(d,J=4.8 Hz, 2H), 8.44 (br s, 1H), 7.75 -
7.61 (m, 3H), 7.41 (br d, ] = 9.2 Hz, 1H),
7.34 (t, ] = 4.9 Hz, 1H), 7.21 - 7.09 (m,
2H), 6.81 (t, J = 6.5 Hz, 1H), 6.28 (br s,
2H), 5.76 - 4.73 (m, 2H), 4.69 - 4.35 (m,
1H), 2.20 (s, 3H), 1.66 (br d, ] = 6.8 Hz,
3H) LC-MS: Rt = 2.219 min, (ESI) m/z.
[M+H]+ 456.2; C25H22FN70

39

"H NMR (400 MHz, DMSO-de) = 9.30
-9.09 (m, 1H), 8.87 - 8.71 (m, 2H), 8.01
-7.82 (m, 1H), 7.79 - 7.49 (m, 3H), 7.46
- 7.35 (m, 2H), 7.23 - 6.95 (m, 1H), 6.74
- 6.42 (m, 2H), 5.74 - 4.89 (m, 2H), 4.79
- 4.28 (m, 1), 2.19 (s, 2H), 1.72 - 1.55
(m, 3H)

LC-MS: Rt = 2.585 min, (ESI) m/z.
[M+H]* 524.2; C2sH21F4N70O

40

1H NMR (400 MHz, DMSO-d6) & ppm
8.45 - 8.56 (m, 1 H) 7.60 - 7.98 (m, 3 H)
7.49 -7.58 (m, 1 H) 7.14 - 7.27 (m, 2 H)
6.83-6.91 (m, | H) 6.58 (brs, 2 H) 4.77
- 597 (m, 1 H) 3.52 (dq, J=13.57, 6.82
Hz, 1 1) 3.08-3.18 (m, 1 H) 2.19 (s, 3 )
1.53-1.70 (m, 3 H) 0.63 - 1.14 (m, 3 H)
LC-MS: Rt=2.357 min,

(EST) m/z = 392.2 [M+H]+;
C25H24F3N70

41

1H NMR (400 MHz, DMSO-d6) & = 9.23
(s, 1H), 8.15 - 7.59 (m, 4H), 7.47 - 7.47 (m,
1H), 7.58 - 7.43 (m, 1H), 6.59 (s, 2H), 5.49
-5.12 (m, 3H), 4.92 - 4.62 (m, 2H), 3.56 (br
s, 4H), 3.29 - 3.07 (m, 3H), 1.39 (brd, ] =
5.7 Hz, 3H) LC-MS: Rt = 2.585 min,
(ESD) m/z = 500.1 [M+H]+;
C25H24F3N503

42

1H NMR (400MHz, DMSO-d6) § 9.19 (s,
1H), 8.04 (s, 1H), 7.74 (br d, J=9.4 Hz,
1H), 7.58 (br s, 2H), 7.47 (br dd, I=1.2,
9.4 Hz, 2H), 7.43 - 7.11 (m, 2H), 6.61 (s,
2H), 5.45 - 5.35 (m, 1H), 5.28 - 5.20 (m,
1H), 5.18 - 5.11 (m, 1H), 5.05 (s, 2H),
3.67 (br s, 2H), 1.39 (d, J=6.1 Hz, 3H) ;
LC-MS: Rt = 1.714 min, (ESI) m/z.
[M-+H]+ 522.1; C26H22F3N702

43

IH NMR (400 MHz, DMSO-d6) 4 = 9.21
(s, IH), 8.03 (s, 1H), 7.74 (d, ] = 9.4 Hz,
1H), 7.66 (br s, 1H), 7.54 (br s, 2H), 7.47
(brd,J=9.4 Hz, 1H), 6.59 (s, 2H), 5.39 (br
d,J=43Hz, 1H), 5.32-5.04 (m, 2H), 4.71
(br s, 2H), 2.29 (br s, 1H), 1.88 (br s, 6H),
1.39 (br d, J = 6.1 Hz, 3H) LC-MS: Rt =
2.758 min, (ESI) m/z. [M+H]+ 508.1;
C27TH24F3N502

44

IH NMR (400 MHz, DMSO-d6) = 9.21
(brs, 1H), 8.04 (br s, 1H), 7.91 - 7.38 (m,
S5H), 6.58 (br s, 2H), 5.58 - 4.98 (m, 3H),
4.85 - 4.52 (m, 2H), 4.46 - 4.05 (m, 1H),
3.69 - 3.39 (m, 2H), 3.25 - 2.98 (m, 3H),
1.40 (br's, 3H), 1.13 (br s, 3H)

LC-MS: Rt = 2.600 min, (ESI) m/z.
[M+H]+ 514.3; C26H26F3N503

45

IH NMR (400 MHz, DMSO-d6) Shift
8.09-8.63 (m, 3H), 7.75-7.87 (m, 1H),
7.45-7.57 (m, 1H), 7.09-7.40 (m, 4H),
6.74-6.97 (m, 1H), 4.49-5.01 (m, 2H),
3.83-4.47 (m, 4H), 3.55-3.80 (m, 1H),
2.93-3.16 (m, 3H), 2.540-2.62 (m, 1.5H),
1.92-2.43 (m, 2.5H). LC-MS: Rt =1.342
min, (ESI) m/z. [M+H]+ 474.2;
C25H24FN702

46

1H NMR (400 MHz, DMSO-d6) § =
8.53 (d, 1= 6.8 Hz, 1H), 7.92 (s, 2H),
7.72 - 7.51 (m, 3H), 7.31 - 7.19 (m,
1H), 6.90 (t, J = 6.6 Hz, 1H), 6.65 -
6.52 (m, 2H), 5.41 (br s, 1H), 5.34 -
5.10 (m, 2H), 4.80 - 4.51 (m, 2H), 3.45
(br d, J =4.6 Hz, 2H), 1.39 (br d, ] =
5.9 Hz, 3H), 1.12 (t, J = 7.1 Hz, 3H)
LC-MS: Rt = 1.405 min, (ESI) m/z.
[M+H]"402.2; C23H23Ns02

47

1H NMR (400 MHz, DMSO-d6) & = 8.53
(d.J=6.8 0z, 1H),7.92 (s, 2H), 7.62 - 7.43
(m, 3H), 7.24 (br d, ] = 6.8 Hz, 1H), 6.90
(t, T= 6.9 Hz, 1H), 6.57 (s, 2H), 5.40 (br d,
J=5.3Hz, 1), 5.35 - 5.05 (m, 21), 4.87 -

48

1H NMR (400MHz, DMSO-d6) § 9.18
(s, 1H). 8.03 (s. 1H), 7.73 (d, J=9.5 Hz,
1H), 7.58 (br s, 2H), 7.46 (dd, J=1.5,
9.5 Hz, 2H), 7.42 - 7.07 (m, 2H), 6.59
(s.2H), 5.44 - 5.34 (m, 1), 5.27 - 5.18
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4.49 (m, 2H), 3.45 (br s, 2H), 1.39 (br d, J
= 6.0 Hz, 3H), 1.12 (t, J = 7.0 Hz, 3H) LC-
MS: Rt = 1.409 min, (EST) m/z. [M+H]+
402.2; C23H23N502

(m, 1H), 5.17 - 5.08 (m, 1H), 5.05 (s,
2H), 3.66 (brs, 3H), 1.39 (d, J=6.3 Hz,
3H) ; LC-MS: Rt = 1.739 min, (ESI)
m/z. [M+H]+ 522.2; C26H2:F3N70,

49

1H NMR (400MHz, DMSO-d6) § 9.18 (s,
1H), 8.03 (s, 1H), 7.73 (d, J=9.4 Hz, 1H),
7.58 (br s, 2H), 7.46 (br dd, J=1.4, 9.5 Hz,
2H), 7.42 - 7.00 (m, 2H), 6.59 (s, 2H), 5.43
-5.34 (m, 1H), 5.28 - 5.19 (m, 1H), 5.17 -
5.11 (m, 1H), 5.05 (s, 2I), 3.66 (br s, 3H),
1.39(d, J=6.1 Hz, 3H) ; LC-MS: Rt = 1.738
min, (BST) m/z. [M+H]+ 522.0;
C26H22F3N702

50

1H NMR (400 MHz, DMSO-d6) § = 9.22
(s, 1H), 8.10 - 7.92 (m, 2H), 7.77 (br d, T
=83 Hz, 1H), 7.67 (brs, 1H), 7.57 - 7.54
(m, 1H), 7.49 (br d, ] = 8.0 Hz, 1H), 6.58
(s, 2H), 5.41 (br s, 1H), 5.23 (br dd, J =
1.8, 19.9 Hz, 2H), 4.81 - 4.61 (m, 2H),
1.39 (br d, ] = 6.1 Hz, 3H)

LC-MS: Rt = 2.457 min, (ESI) m/z.
[M+H]+ 459.2; C23H17D3F3N502

51

1H NMR (400 MHz, DMSO-d6) & ppm
9.23(s, 1 H)8.06 (s, 1 H)7.27-7.96 (m, 5
H) 6.59 (s, 2 H) 5.42 (brs, | H) 5.26 (brs,
2H)4.57-4.85(m,2H)3.39-3.46(m,2
H) 1.40 (br d, J=6.13 Hz, 3 H) 1.13 (t,
J=7.00 Hz, 3 H)

LC-MS: Rt=2.562 min ,

(EST) m/z =470.2 [M+H+;
C24H22F3N50

52

IH NMR (400 MHz, DMSO-d6) 3 ppm
9.21 (br s, 1 H) 7.87 - 8.02 (m, 1 H)
7.77 (d, J=9.38 Hz, 1 H) 7.64 (br s, 1
H) 7.43 - 7.61 (m, 3 H) 6.58 (br's, 2 H)
5.41 (brs, 1 H)5.24 (br d, J=17.76 Hz,
2 H) 4.5 - 4.87 (m, 2 H) 3.27 (br s, 2
H) 1.90 - 2.20 (m, 1 H) 1.40 (br d,
J=5.88 Hz, 3 H) 0.65 - 0.94 (m, 6 H)
LC-MS: Rt=2.769 min ,

(EST) m/z = 498.2 [M+H]+;
Ca6H26F3Ns0,

53

TH NMR (400 MHz, DMSO-d6) & ppm
8.52 (br d, J=6.38 Hz, 1 H) 7.77 - 8.01
(m, 2 H) 7.67 (br s, 1 H) 7.55 (br d,
J=9.13 Hz, 2 H) 7.25 (br t, J=7.75 Hz, 1
H) 6.89 (td, J=6.75, 1.13 Hz, 1 H) 6.57
(brs, 2 H) 5.13 - 5.47 (m, 3 H) 4.52 -
4.81 (m, 2 H) 3.30 (brd, J=3.50 Hz, 2 H)
2.10 (br d, J=11.63 Hz, 1 H) 1.40 (br d,
J=6.00 Hz, 3 H) 0.60 - 0.97 (m, 6 H)
LC-MS: Rt=2.428 min ,

(EST) m/z = 430.2 [M+H]+:

C25H27N50;

54

IH NMR (400 MHz, DMSO-d6) & ppm
8.52 (brd, J=6.38 Hz, 1 H) 7.72 - 8.09
(m, 2 H) 7.45 - 7.71 (m, 3 H) 7.25 (br
t,J=7.75 Hz, 1 H) 6.84 - 6.93 (m, 1 H)
6.57 (br s, 2 H) 5.12 - 5.48 (m, 3 H)
4.51 - 481 (m, 2 H) 3.14 - 3.31 (m, 2
H) 2.07 (br s, 1 H) 1.40 (br d, J=5.88
Hz, 3 H) 0.58 - 0.97 (m, 6 H)

LC-MS: Rt =2.429 min,

(EST) m/z = 430.2 [M+H]+;
C25H27N50;

55

IH NMR (400 MHz, DMSO-d6) & ppm
8.52 (br d, J=6.38 Hz, 1 H) 7.80 - 8.04 (m,
2 H) 7.42 - 7.73 (m, 3 H) 7.25 (br t, J=7.82
Hz, 1 H) 6.89 (td, J=6.75, 1.00 Hz, 1 H)
6.57 (brs, 2 H) 5.11 - 5.47 (m, 3 H) 4.50 -
4.84 (m, 2 H) 3.28 (brs, 2 H) 2.08 (brs, 1
H) 1.40 (br d, J=5.88 Hz, 3 H) 0.63 - 0.98
(m, 6 H)

LC-MS: Rt = 2.430 min,

(EST) m/z = 430.2 [M+H]+;

C25H27N502

56

1H NMR (400 MHz, DMSO-d6) § = 8.53
(d, J = 6.8 Hz, 1H), 7.88 (s, 1H), 7.70 (br
s, 1H), 7.60 - 7.51 (m, 3H), 7.26 - 7.20
(m, 1H), 6.89 (dt, T = 0.9, 6.8 Hz, 1H),
6.57 (s, 2H), 5.41 (br dd, J = 4.4, 8.6 Hz,
1H), 5.26 - 5.09 (m, 2H), 4.67 (br s, 2H),
2.30 (brs, 1H), 1.91 (brs, 6H), 1.39 (d,J
= 6.1 Hz, 3H)

LC-MS: Rt = 1.649 min, (ESI) m/z.
[M+H]+ 440.2; C26H25N502

57

1H NMR (400 MHz, DMSO-d6) & —
8.49 (d. ] = 6.9 Hz, 1H), 8.14 (s, 1H),
7.88 (s, 1H), 7.73 - 7.36 (m, 4H), 7.35 -
6.99 (m, 2H), 6.87 (dt, J = 1.0, 6.8 Hz,
1H), 6.60 (s, 2H), 5.39 (ddd, J = 1.6, 4.0,
5.9 Hz, 1H), 5.27 - 5.18 (m, 1H), 5.17 -
5.08 (m, 1H), 5.00 (s, 2H), 3.66 (br s,
3H), 1.38 (d, J = 6.1 Hz, 3H) LC-MS: Rt
— 2.044 min, (EST) m/z. [M+H]" 454.2;
C25H23N70,

58

IH NMR (400MHz, DMSO-d6) Shift
8.53 - 7.97 (m, 3H). 7.53 (br d, J=9.1
Hz, 1H), 7.38 - 7.17 (m, 4H), 7.10 -
6.87 (m, 1H), 4.94 - 4.47 (m, 2H), 4.39
- 420 (m, 3H), 3.35 - 3.31 (m, 2H),
2.26 - 1.94 (m, 1H), 1.06 - 0.62 (m,
6H). LC-MS: RT —2.439 min, (ESI)
m/z. [M+H]" 464.2;

C24H23F2N70O

59

1 NMR (400 Mz, DMSO-d6) Shift
8.11-8.58 (m, 3H), 7.85 (s, 1H), 7.51 (d,

60

11 NMR (400 MHz, DMSO-d6) Shift
8.40-8.85 (m. 1.7 H), 8.19-8.29 (m,
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J=9.02 Hz, 1H), 7.18-739 (m, 4H),
6.81-6.95 (m, 1H), 3.85-5.07 (m, SH),
1.85-2.49 (m, 6H). 19F NMR (376.5
MHz, DMSO-d6) Shift -116.31,-
116.95,-166.45,-170.46. LC-MS: RT
=2.690 min, (EST) m/z. [M+H]" 474.2;
CasH21F2N70

13H), 7.79-8.05 (m, 1H), 7.54 (d,
1=9.02 Hz, 1H), 7.08-7.46 (m, 4H),
6.89 (t, J=6.60 Hz, 1H), 5.75-5.86 (m,
0.15H), 5.01-5.12 (m, 0.85H), 4.27-
4.47 (m, 3H), 2.77-3.46 (m, TH), 1 43-
1.76 (m, 3H). 19F NMR (376.5 MHz,
DMSO-d6) Shift -110.40, -112.23, -
111.62. LC-MS: RT =1.372 min, (ESI)
m/=. [M+H]" 462.2:

Ca4H2470FN702

61

1H NMR (400 MHz, DMSO-d6) Shift
8.13-8.58 (m, 3H), 7.84 (s, 1H), 7.51 (d,
7=9.02 Hz, 1H), 7.17-7.41 (m, 4H), 6.89
(t, 1=6.60 Hz, 1H), 3.95-5.01 (m, SH),
2.52-2.71 (m, 3H), 1.97-2.46 (m, 3H).
19F NMR (376.5 MHz, DMSO-d6) Shift
-116.32, -117.13. LC-MS: RT =2.442
min, (ESI) m/z. [M+H]" 481.2;
Ci6H21FNO

62

1H NMR (400 MHz, DMSO-d6) Shift
8.04-8.64 (m, 3H), 7.87 (s, 1H), 7.52
(d, J=9.24 Hz, 1H), 7.08-7.45 (m, 4H),
6.81-6.96 (m, 1H), 3.79-5.12 (m, 5H),
1.76-2.47 (m, 6H). 19F NMR (376.5
MHz, DMSO-d6) Shift -64.86, -
111.54, -112.23. LC-MS: Rt =1.697
min, (ESI) m/z. [M+H]" 524.2;
Ca¢H21F4N-O

63

1H NMR (400 MHz, DMSO-d6) Shift
8.59 (br s, 1H), 8.51 (d, J=6.82 Hz, 1H),
8.22 (s, 1H), 8.00 (s, 1H), 7.65-7.73 (m,
1H), 7.59 (d, J=8.36 Hz, 1H), 7.54 (d,
J=9.02 Hz, 1H), 7.20-7.27 (m, 1H), 7.09
(br s, 2H), 6.88 (t, 1=6.82 Hz, 1H), 5.01-
5.36 (m, 1H), 4.51-4.68 (m, 1H), 4.35-
4.52 (m, 1H), 4.26 (s, 3H), 3.80 (dd,
J=3.74, 11.88 Hz, 1H), 3.58-3.74 (m,
2H), 0.95 (d, J=7.04 Hz, 3H). LC-MS:
Rt =1.284 min, (ESI) m/z. [M+H]*
442.2:

C24H23N70,

64

1H NMR (400 MHz, DMSO-d6) Shift
8.45-8.59 (m, 1H), 7.95 (s, 1H), 7.81-
7.99 (m, 1H), 7.66-7.74(m, 1H), 7.49-
7.59 (m, 2H), 7.19-7.25 (m, 1H), 6.84-
6.90 (t, J=6.71 Hz, 1H), 6.55 (s, 2H),
4.82-5.58 (m, 4H), 4.51-4.72 (m, 1H),
4.10-4.46 (m, 1H), 3.76-3.83 (m, 1H),
3.62-3.71 (m, 2H), 1.21-1.40 (m, 3H),
0.87-0.99 (m, 3H). LC-MS: Rt =1.337
min, (ESI) m/z. [M+H]" 444.3;
C25H35N50;

65

1H NMR (400 MHz, DMSO-d6) & =
8.41 (t,J =59 Hz, 1H), 7.73 - 7.63 (m,
2H), 7.55 (s, 2H), 7.49 (d, J = 9.2 Hz,
1H), 7.23 - 7.18 (m, 1H), 6.83 (t,J=6.7
Hz, 1H), 6.31 (s, 2H), 5.46 - 5.37 (m,
1H), 5.28 - 5.02 (m, 3H), 4.91 - 4.82 (m,
1H), 4.59 (br d, J = 16.6 Hz, 1H), 1.49
(brd, J=6.4 Hz, 3H), 1.41 (dd, T =4.1,
6.1 Hz, 3H) LC-MS: Rt = 1.660 min,
(EST) m/z. [M+H]"470.1; C24H2:F3Ns0,

66

1H NMR (400 MHz, DMSO-d6) & =
8.53 (d, J = 6.8 Hz, 1H), 8.07 (br s,
1H), 7.91 (s, 1H), 7.77 - 7.64 (m, 1H),
7.60 - 7.54 (m, 2H), 7.27 (brt, J = 7.8
Hz, 1H), 6.91 (t, J = 6.3 Hz, 1H), 6.61
(s, 2H), 6.49 - 6.13 (m, 1H), 5.45 - 5.37
(m, 1H), 5.32 - 5.13 (m, 2H), 4.70 (br
s, 2H), 3.85 (br d, J = 3.8 Hz, 2H), 1.39
(d, J=6.1 Hz, 3H) LC-MS: Rt = 2.340
min, (ESI) m/z. [M+H]® 4382
C2H21FaNs50;

67

1H NMR (400 MHz, DMSO-d6) Shift
9.19 (s, 1H), 8.10 (s, 1H), 7.79-8.04 (m,
1H), 7.77 (dd, J=4.39, 9.41 Hz, 1H),
7.65-7.73 (m, 1H), 7.55 (d, J=8.28 Hz,
1H), 7.44-7.50 (m, 1H), 6.57 (s, 2H),
5.06-5.54 (m, 4H), 4.01-4.82 (m, 2H),
3.78-3.92 (m, 1H). 3.57-3.77 (m, 2H).
1.33-1.42 (m, 3H), 0.87-0.93 (m 3H).
19F NMR (376.5 MHz, DMSO-d6) Shift
-60.43. LC-MS: Rt =1.653 min, (ESI)
m/z. [M+H]" 512.2;

C2¢H24F5N505

68

1H NMR (400 MHz, DMSO-d6) & =
9.12 (s, 1H), 8.01 (s, 1H), 7.70 (d. J =
9.4 Hz, 1H), 7.62 (s, 2H), 7.56 - 7.49
(m, 1H), 7.48 - 7.37 (m, 2H), 7.22 (s,
1H), 6.40 (s, 2H), 5.21 (t, ] = 3.1 Hz,
2H), 5.06 (s, 2H), 5.01 (t, J = 3.0 Hz,
2H), 3.67 (s, 3H) LC-MS: Rt = 2.381
min, (ESI) m/z. [M+H]" 508.2:
C25H20F3N70;

69

1H NMR (400 MHz, DMSO-d6) Shift
8.65 (d, J=6.16 Hz, 1H), 8.49 (br d,
J=6.60 Hz. 1H), 8.30 (s, 1H), 7.84-7.93
(m, 2H), 7.58 (br d, J=17.83 Hz, 2H),

70

1H NMR (400 MHz, DMSO-d6) Shift
9.23 (brs, 1H), 8.66 (br's, 1H), 8.45 (bt
s, 1H), 7.97-8.15 (m, 2H), 7.84-7.88
(m, 1H), 7.70 (br d, J=14.30 Hz. 2I),
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747-7.53 (m, 1H), 7.20-7.26 (m, 1H),
6.88 (q, J=7.41 Hz, 1H), 4.78 (br d,
J=6.16 Hz, 2H), 3.46-3.62 (m, 2H),
2.88-3.00 (m, 3H), 1.15-1.25 (m, 3H)
LC-MS: Rt =1.640 min, (ESI) m/z.
[M+H]* 401.2;

C21H29NsO

7.57 (br s, 2H), 7.45 (brs, 1H), 7.11 (br
s, 1H), 5.05-5.30 (m, 2H), 3.56-3.88
(m, 3H), 2.91 (s, 3H). LC-MS: Rt
=1.484 min, (EST) m/z. [M+H]" 521.3;
C24H19F3N 100

71

IH NMR (400 MHz, DMSO-d6) & —
8.78 (s, 1H), 7.70 (br d, ] = 9.7 Hz, 1H),
7.60 (s, 2H), 7.52 - 7.47 (m, 1H), 7.45 -
7.39 (m, 2H), 7.20 (s, LH), 6.31 (s, 2H),
5.42(ddd,J=1.7,4.1, 6.0 Hz, 1H), 5.29
-5.21 (m, 1H), 5.17 - 5.11 (m, 1H), 5.08
(s, 2H), 3.67 (s, 3H), 1.42 (d, ] = 6.2 Hz,
3H) LC-MS: Rt = 2.486 min,

(EST) m/z = 540.2 [M+H]+;
Ca6H21F4N7O,

72

1H NMR (400MHz, DMSO-d6) § 7.98
- 7.64 (m, 3H), 7.64 - 7.45 (m, 3H),
7.45 - 7.04 (m, 3H), 6.61 (s, 2H), 5.44
- 5.35 (m, 1H), 5.27 - 5.18 (m, 1H),
5.18 - 5.11 (m, 1H), 5.08 (s, 2H), 3.67
(br s, 3H), 1.41 - 1.36 (m, 3H) ; LC-
MS: Rt = 1.826 min, (ESI) m/z.
[M+H]+ 522.2; Cy6H2F3N70;

73

1H NMR (400MHz, DMSO-d6) 8 7.97 -
7.66 (m, 3H), 7.65 - 7.45 (m, 3H), 7.44 -
6.99 (m, 3H), 6.60 (s, 2H), 5.43 - 5.34
(m, 1H), 5.27 - 5.17 (m, 1H), 5.17 - 5.09
(m, 1H), 5.07 (s, 2H), 3.73 - 3.54 (m,
3H), 1.38 (d, J=6.1 Hz, 3H) ; LC-MS: Rt
= 1.828 min, (ESI) m/z. [M+H]+ 522.2;
CrH22F3N70

74

1H NMR (400 MHz, DMSO-d6) & =
8.04 - 7.81 (m, 3H), 7.69 - 7.31 (m,
6H), 6.62 (s, 2H), 5.43 - 5.35 (m, 1H),
5.26 - 5.11 (m, 2H), 5.08 (s, 2H), 3.66
(br's, 3H), 1.38 (d, J = 6.1 Hz, 3H) LC-
MS: Rt = 2.352 min, (ESD) m/z.
[M+H]" 522.2; C26H22F3N70;

75

1H NMR (400 MHz, DMSO-d6) 8 =
8.60 (s, 1H), 8.36 - 7.99 (m, 4H), 7.95
(d, J=9.1 Hz, 2H), 7.65 (br d, J = 9.3
Hz, 2H), 6.01 - 5.93 (m, 1H), 5.89 (br s,
2H), 5.83 (br d, J = 14.1 Hz, 1H), 5.74 -
5.67 (m, 1H), 5.58 (br s, 2H), 4.20 (br s,
3H), 2.84 (s, 3H), 2.00 (d, ] = 6.3 Hz,
3H)LC-MS: Rt = 2.165 min, (ESI) m/z.
[M+H]" 468.2; C2sH25N70,

76

IH NMR (400MHz, DMSO-d6) Shift
9.18 (s, 1H), 8.47 (br s, 1H), 8.33 -
8.14 (m, 1H), 8.08 (s, 1H), 7.87 - 7.68
(m, SH), 7.47 (br d, I=8.4 Hz, 1H),
5.09 (s, 2H), 3.68 (br s, 3H), 2.71 (s,
3H). 19F NMR (376MHz, DMSO-d6)
Shift -60.427. LC-MS: Rt =3.535 min,
(EST) m/=. [M+H]" 521 3;

C14H 19F3N 00

77

(400MHz, DMSO-d6) Shift 8.77 - 8.46
(m, 3H), 7.98 (s, 1H), 7.88 - 7.65 (m,
3H), 7.55 (br d, J=9.0 Hz, 1H), 7.28 (br
s, 1H), 6.91 (br t, 1-6.5 Hz, 1H), 4.63 (br
s, 2H), 3.73 - 3.51 (m, 2H), 3.03 - 2.62
(m, 3H), 1.25 - 1.06 (m, 3H). LC-MS: Rt
~2.973 min, (ESI) m/z. [M+H]" 401.2;
C21H20N5O

78

1H NMR (400 MHz, DMSO-d6) & =
8.86 (s, 1H), 8.01 (s, 1H), 7.73 - 7.31
(m, 6H), 7.28 - 6.93 (m, 2H), 6.60 (s,
2H), 5.46 - 5.35 (m, 1H), 5.27 - 5.19
(m, 1H), 5.18 - 5.10 (m, 1H), 5.03 (s,
2H), 3.66 (br s, 3H), 1.38 (d, J = 6.1
Hz, 3H) LC-MS: Rt = 2.254 min,
(ESI) m/z = 504.0 [M+H]+:
CisH23F>N-0O»

79

1H NMR (400MHz, DMSO-d6) Shift =
8.36 (s, 1H), 7.78 (s, 1H), 7.55 (s, 1H),
7.29 - 6.91 (m, 1H), 6.69 - 6.51 (m, 1H),
5.75 (s, 1H), 5.40 (s, 1H), 4.45 (s, 1H),
4.15 (s, 1H), 3.86 (br s, 2H), 3.16 (br d,
J=4.4 Hz, 2H), 2.03 (s, 2H), 1.62 (s, 2H),
1.39 (br s, 3H), 1.11 (s, 3H).

LC-MS: Rt = 1.702 min, (ESI) m/z.
[M+H]* 502.2; C2sH3/NsO4

80

1H NMR (400MHz, DMSO-d6) Shift
9.28 - 9.12 (m, 1H), 8.16 - 7.86 (m,
1H), 7.78 - 7.50 (m, 3H), 7.46 (br d.
J=9.7 Hz, 1H), 7.38 - 7.02 (m, 2H),
6.81 (br s, 2H), 5.16 (br d, J=2.2 Hz,
2H), 5.10 - 4.88 (m, 4H), 3.79 (s, 3H).
19F NMR (376MHz, DMSO-d6) Shift
-60.408, -60.457; -113.851, -115.468.
LC-MS: Rt =4.112 (ESI) m/z. [M+H]*
526.3

81

H NMR (400 MHz, DMSO-d6) Shift
8.51 (br s, 1H), 7.82-8.05 (m, 1H), 7.44-
7.75 (m, 1H), 7.15-7.39 (m, 2H), 6.68-
6.94 (m, 3H), 5.24-5.73 (m, 2H), 4.97
(br s, 3H), 4.37-4.80 (m, 2H), 3.49-3.91

82

1 NMR (400MHz, DMSO-d6) Shift
8.59 - 8.41 (m, 1H), 8.15 - 7.81 (m,
1H), 7.81 - 7.44 (m, 3H), 7.36 - 7.01
(m, 3H). 6.93 - 6.63 (m, 3H), 5.13 (td,
J=1.5, 3.0 Hz, 2H). 5.06 - 4.85 (m. 4H).

43




WO 2024/002377

PCT/CN2023/105594

(m, 4H), 0.93 (br s, 3H). 19F NMR (376
MHz, DMSO-d6) Shift -116.33 (br s,
1F). LC-MS: Rt =1.395 min, (ESI) m/z.
[M+T1]" 448.2;

C24H2FN5O;

3.85 - 3.50 (m, 3H).I9F NMR
(376MHz, DMSO-d6) Shift -113.938, -
115.488. LC-MS: Rt =3.269 min, (EST)
m/z. [IM+H]" 458.2;

C24H20FN70O,

83

1H NMR (400MHz, DMSO-d6) Shift
8.32 - 7.93 (m, LH), 7.68 - 7.43 (m, 3H),
7.39-7.17 (m, 1H), 7.16 - 6.93 (m, 3H),
6.82 (br s, 2H), 5.28 (br s, 2H), 5.09 -
4.93 (m, 4H), 3.86 - 3.52 (m, 3H). 19F
NMR (376MHz, DMSO-d6) Shift -
113.863,-114.252, -115.681, -115.827; -
158.023. LC-MS: Rt =0.809 min, (ESI)
m/z. [M+H]"476.3;

C24H19F2N70O>

84

1H NMR (400MHz, DMSO-d6) Shift
9.00 - 8.77 (m, 1H), 7.72 (br d, J=9.5
Hz, 1H), 7.65 - 7.53 (m, 1H), 7.47 (br
d, J=9.9 Hz, 2H), 7.38 - 7.01 (m, 2H),
6.79 (br s, 2H), 5.33 - 5.20 (m, 2H),
5.14 - 4.86 (m, 4H), 3.82 - 3.53 (m,
3H). 19F NMR (376MHz, DMSO-d6)
Shift -60.560, -61.047, -61.162; -
113.827, -115.669; -154.764.

LC-MS: Rt =4.270 min, (ESI) m/z.
[M+TT]" 544.2;

CysH13FsN7O»

85

1H NMR (400 MHz, DMSO-d6) Shift
9.13-9.35 (m, 1H), 7.87-8.20 (m, 1H),
7.68-7.84 (m, 1H), 7.43-7.58 (m, 1H),
7.30 (dd, J=11.88, 18.51 Hz, 1H), 6.81
(br d, J=11.63 Hz, 1H), 5.04-5.42 (m,
2H), 4.44-5.04 (m, 4H), 3.74 (s, 1H),
3.51 (br s, 2H), 3.03 (s, 1H), 1.00-1.19
(m, 3H). 19F NMR (376 MHz, DMSO-
d6) Shift -60.54--60.31 (m, 3F), -115.78
(br d, J=15.71 Hz, IF). LC-MS: Rt
=1.659 min, (EST) m/z. [M+H]" 474.2;
C23H19F4N50,

86

1H NMR (400 MHz, DMSO-d6) Shift
8.46 - 8.57 (m, 1 H) 7.84 - 7.91 (m, 1
H)7.47 -7.81 (m,2 H) 7.19 - 7.35 (m,
2 H) 6.78 (brs, 3 H) 5.14 - 5.37 (m, 2
H) 4.74 - 5.03 (m, 3 H) 4.47 (s, 1 H)
3.51 (brd, J=6.38 Hz, 2 H) 1.01 - 1.16
(m, 3 H). 19F NMR (376 MHz
DMSO-d6) Shift -115.78 (br d,
J=11.45 Hz, 1 F). LC-MS: Rt =0.721
min, (ESI) m/z. [M+H]" 406.2;
C22H20FN;502

87

IH NMR (400 MHz, DMSO-d6) Shift
7.96 -8.37 (m,2 H) 7.70 - 7.81 (m, 1 H)
7.48 -7.69 (m, 2 H) 7.27 - 7.46 (m, 1 H)
6.99 -7.13 (m, 2 H) 6.70 - 6.89 (m, 2 H)
5.06-537(m,2H)4.81-5.04 (m,4H)
3.51-3.82 (m, 3 H)2.17 - 2.29 (m, 3 H).
19F NMR (376 MHz, DMSO-d6) Shift -
116.26 - -113.01 (m, 1 F). LC-MS: Rt
~0.754 min, (ESI) m/z. [M+H]" 472.4;
C25H22FN70,

88

1H NMR (400 MHz, DMSO-d6) Shift
9.20 (brs, 1H), 7.09-8.20 (m, 6H), 6.89
(br s, 2H), 5.19 (br s, 4H), 4.97 (br s,
2H), 3.98 (br s, 3H). 19F NMR (376
MHz, DMSO-d6) Shift -60.46 (br s,
IF), -114.10 (br s, 1F). LC-MS: Rt
=1.655 min, (ESI) m/z. [M+H]" 527.2;
C24H13F4Ng O

89

1H NMR (400 MHz, DMSO-d6) Shift
9.22 (s, 1H), 8.06 (br s, 1H), 7.72 (br d,
J=9.46 Hz, 1H), 7.60 (s, 1H), 7.23-7.57
(m, 4H), 6.72 (s, 2H), 5.20 (br s, 2H),
4.99 (br d, 1-2.86 Hz, 4H), 3.60 (s, 3H),
1.65 (br s, 3H). 19F NMR (376 MHz,
DMSO-d6) Shift -60.41 (br s, 1F). LC-
MS: Rt =0.781 min, (ESI) m/z. [M+H]*
522.3;

C26H22F3N702

90

IH NMR (400 MHz, DMSO-d6) Shift
9.22 (s, 1H), 8.06 (br s, 1H), 7.72 (br
d, J=9.24 Hz, 1H), 7.60 (s, 1H), 7.13-
7.55 (m, 4H), 6.63 (s, 2H), 5.39 (br d,
1-4.84 Hz, 1H), 5.07-5.31 (m, 2H),
5.00 (br s, 2H), 3.60 (s, 3H), 1.67 (brs,
3H), 1.39 (d, J=6.16 Hz, 3H). 19F
NMR (376 MHz, DMSO-d6) Shift -
60.41 (br s, 1F). LC-MS: Rt =0.802
min, (EST) m/z. [M+H]® 536.3;
C27H24F3N705

91

1H NMR (400 MHz, DMSO-d6) Shift
8.88 (s, 1H), 8.17 (s, 1H), 6.96-7.83 (m,
7H), 6.70 (s, 2H), 5.22 (s, 2H), 5.06 (s,
2H), 4.98 (s, 2H), 3.65 (s, 3H). 19F
NMR (376.5 MHz, DMSO-d6) Shift -
60.57, -155.01. LC-MS: Rt =1.545 min,
(ESI) m/z. [M+H]* 526.3:
C2sH19F4N702

92

1H NMR (400 MHz, DMSO-d6) Shift
8.25(d, J=6.82 Hz, 1H), 7.31-7.89 (m,
5H), 7.02-7.30 (m, 2H), 6.98 (t, J=6.71
Hz, 1H), 6.69 (s, 2H), 5.18-5.27 (m,
2H), 5.03 (s, 2H), 4.98 (m, 2H), 3.66
(s, 3H). 19F NMR (376.5 MHz,
DMSO-d6) Shift -158.28. LC-MS: Rt
=1.300 min, (EST) m/z. [M+H]" 458.3;
C24H20FN70,
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93

1H NMR (400 MHz, DMSO-d6) Shift
8.90 (s, 1H), 7.71 (br d, J=9.38 Hz, 1H),
7.61 (s, 1H), 7.30-7.49 (m, 4H), 6.71 (s,
2H), 5.19 (br s, 2H), 4.93-5.06 (m, 4H),
3.61 (s, 3H), 1.66 (br s, 3H). 19F NMR
(376 MHz, DMSO-d6) Shift -60.91--
60.37 (m, 3F), -154.84 (br s, 1F). LC-
MS: Rt =1.570 min, (ESI) m/z. [M+H]*
540.4;

Ci6H21F4N50O,

94

IH NMR (400 MHz, DMSO-d6) Shift
8.92-9.41 (m, 1H), 7.11-8.15 (m, 5H),
6.68-6.99 (m, 2H), 4.27-5.42 (m, 7H),
3.42-4.06 (m, 4H), 2.08 (br d, J=7.26
Hz, 2H). 19F NMR (376 MHz, DMSO-
d6) Shift -64.04--58.45, -116.36. LC-
MS: Rt =0.928 MIN, 1.033 min, (ESI)
m/z. [M+H]" 516.2;

C2sH21F4NsO;

95

1H NMR (400 MHz, DMSO-d6) Shift
9.21 (br s, 1H), 8.05 (br s, 1H), 7.71 (br
d, J=9.24 Hz, 1H), 7.63 (s, 1H), 7.30-
7.54 (m, 4H), 6.71 (br s, 2H), 5.18 (br s,
2H), 4.90-5.08 (m, 4H), 3.87 (q, J=6.68
Hz, 2H), 1.64 (br s, 3H), 1.16 (br t,
J=6.49 Hz, 3H). 19F NMR (376 MHz,
DMSO-d6) Shift -60.42. LC-MS: Rt
=0.942 min, (ESI) m/z. [M+H]" 536.2;
C,7H24F3N70,

96

IH NMR (400 MHz, DMSO-d6) 8.25
(d, J=6.88 Hz, 1H), 7.62 (s, 1H), 7.32-
7.55 (m, 4H), 7.19-7.27 (m, 1H), 6.98
(t, J=6.73 Hz, 1H), 6.70 (s, 2H), 5.20
(brs, 2H), 4.98 (brs, 4H), 3.61 (s, 3H),
1.64 (br s, 3H). 19F NMR (376 MHz,
DMSO-d6) -158.13 (br s, 1F). LC-MS:
Rt =0.801 min, (ESI) m/z. [M+H]*
472.1:

C25H22FN-70O,

97

1H NMR (400 MHz, DMSO-d6) Shift
9.22 (s, 1H), 8.06 (br s, 1H), 7.72 (br d,
J=9.46 Hz, 1H), 7.62 (s, 1H), 7.30-7.57
(m, 4H), 6.73 (s, 2H), 4.68-5.36 (m, 6H),
3.63 (s, 3H), 2.00 (br s, 2H), 0.73 (br s,
3H). 19F NMR (376 MHz, DMSO-d6)
Shift -60.41 (br s, 1F). LC-MS: Rt
=1.003 min, (EST) m/z. [M+H]" 536.3;
C27H24F3N70

98

1H NMR (400 MHz, DMSO-d6) Shift
9.21 (s, 1H), 8.17 (s, 1H), 8.06 (br s,
1H), 7.74 (br d, J=9.46 Hz, 1H), 7.21-
7.67 (m, 4H), 6.80 (br s, 2H), 6.06 (s,
1H), 4.70-5.40 (m, 6H), 3.20 (br s,
3H), 2.03 (s, 3H). 19F NMR (376
MHz, DMSO-d6) Shift -60.46 (br s,
IF). LC-MS: Rt =0.949 min, (EST) m/z.
[M-+H]* 5223

Ca6H2:F3N70,

99

1H NMR (400 MHz, DMSO-d6) Shift
9.21 (br s, 1H), 8.21-8.59 (m, 1H), 8.10
(s, 1H), 7.69-7.88 (m, 2H), 6.99-7.66
(m, 5H), 6.73 (br s, 2H), 4.77-5.50 (m,
6H), 1.97-2.42 (m, 3H). 19F NMR (376
MHz, DMSO-d6) Shift -60.45 (brs, 1F).
LC-MS: Rt =0.786 min, (ESI) m/z.
[M+H]" 519.3;

C27H21F3NO2

100

1H NMR (400 MHz, DMSO-d6) Shift
9.22 (br s, 1H), 8.25 (br s, 1H), 7.94-
8.18 (m, 1H), 7.69-7.91 (m, 2H), 7.13-
7.66 (m, SH), 6.65 (brs, 2H), 4.72-5.49
(m, SH), 1.73-2.40 (m, 4H), 1.36 (br s,
3H). 19F NMR (376 MHz, DMSO-d6)
Shift -60.44 (br s, 1F). LC-MS: Rt
~0.801 min, (ESI) m/z. [M+H]" 533.3;
C2sH23F3N6O»

101

TH NMR (400 MHz, DMSO-d6) Shift
8.90 (s, 1H), 7.71 (br d, J-9.38 Hz, 1H),
7.63 (s, 1H), 7.43-7.52 (m, 2H), 7.29-
7.43 (m, 2H), 6.71 (s, 2H), 5.18 (br s,
2H), 4.90-5.08 (m, 4H), 3.88 (q, J=7.13
Hz, 2H), 1.65 (br s, 3H), 1.16 (br ¢,
J=7.07 Hz, 3H). 19F NMR (376 MHz,
DMSO-d6) Shift -61.06--60.17 (m, 3F),
-154.91 (br s, 1F). LC-MS: Rt =1.62
min, (ESI) m/z. [M+H]* 554.3;
Ca7H23F4N70>

102

1H NMR (400 MHz, DMSO-d6) Shift
9.20 (br s, 1H), 8.05 (br s, 1H), 7.38-
7.75 (m, 4H), 6.61 (br s, 2H), 5.13-5.49
(m, 2H), 4.92-5.13 (m, 2H), 3.41-3.97
(m, 7H), 1.07-1.74 (m, 7TH). 19F NMR
(376 MHz, DMSO-d6) Shift -60.42.
LC-MS: Rt =2.666 min, (ESI) m/z.
[M+H]" 550.2;

C2sH26F3N702

103

1H NMR (400 MHz, DMSO-d6) Shift
9.22 (s, 1H), 8.06 (br s, 1H), 7.59-7.78
(m, 3H), 7.58 (s, 1H), 7.18-7.50 (m, 3H),
6.49 (s, 2H), 4.99 (br s, 2H), 3.58 (s,
3H), 2.18 (s, 3H), 1.68 (br s, 3H). LC-
MS: Rt =0.802 min, (ESI) m/z. [M+H]*
494 4.

C25H22F3N70

104

1H NMR (400 MHz, DMSO-d6) 8 9.25
(s, 1H), 8.22 (s, 1H), 8.01-8.13 (m, 2H),
7.72 (d,J=9.68 Hz, 1H), 7.62 (s, 1H), 7.46
(br d, 1=9.46 Hz, 1H), 7.28 (br s, 2H),
7.14 (d, J=12.10 Hz, 1H), 5.04 (br s, 2H),
4.28 (s, 3H), 3.52 (s, 3H), 1.77 (s, 3H)
LC-MS: (ESDm/z=552.3 [M+1]+, RT=
0.764 min

C26H21F4N90O
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105

1H NMR (400 MHz, DMSO-d6) § 9.22
(s, 1H), 8.39 (s, 1H), 8.07 (br s, 2H),
7.72 (br d, J=9.46 Hz, 1H), 7.63 (s, 1H),
7.45 (dd, J=1.43, 9.57 Hz, 1H), 7.36 (br
d, J=6.60 Hz, 2H), 6.88 (s, 2H), 5.01 (br
s, 2H), 4.33 (s, 3H), 3.56 (s, 3H), 1.67
(br s, 3H).LC-MS: (ESI) m/z=534.3
[M+1]+, RT= 0.762 min.C26H22F3N90O

106

1H NMR (400 MHz, DMSO-d6) 8 9.20
(s, 1H), 8.05 (br s, 1H), 7.73 (br d,
1=9.24 Hz, 1H), 7.34-7.65 (m, 4H),
7.30 (d, J=1.76 Hz, 1H), 6.70 (s, 2H),
6.20 (d, J=1.76 Hz, 1H), 5.32-5.46 (m,
1H), 4.97-5.31 (m, 4H), 3.33 (s, 3H),
1.37 (d, J=6.16 Hz, 3H). LC-MS: Rt
=0.836 min, (ESI) m/z. [M+H]* 522.3;
CaH2F3N70,

107

1H NMR (400 MHz, DMSO-d6) § 9.20
(s, TH), 8.05 (br s, 1H), 7.73 (br d,
J=9.24 Hz, 1H), 7.46 (br d, J=9.46 Hz,
4H), 7.30 (d, J=1.32 Hz, 1H), 6.79 (s,
2H), 6.20 (d, J=1.76 Hz, 1H), 5.05-5.22
(m, 4H), 4.97 (br s, 2H), 3.34 (s, 3H).
LC-MS: Rt =0.799 min, (ESI) m/z.
[M+H]" 508.4;

CasH20F3N70>

108

1H NMR (400 MHz, DMSO-d6) o
10.17-10.63 (m, [H), 9.21 (s, 1H).
7.93-8.12 (m, 1H), 7.60-7.82 (m, 2H),
7.51-7.59 (m, 1H), 7.42-7.50 (m, 1H),
7.22 (d, J=1.88 Hz, 1H), 5.41-5.67 (m.
2H), 4.81-5.04 (m, 2H), 3.55-3.71 (m,
3H), 1.96-2.07 (m, 3H), 1.82-1.95 (m,
3H). 19F NMR (376 MHz, DMSO-d6)
8 60.416. LC-MS: Rt =2.320 min,
(EST) m/z. [M+H]" 487.2;
C2H121F3N30,

109

1H NMR (400 MHz, DMSO-d6) Shift
9.21 (s, 1H), 8.06 (br s, 1H), 7.71 (d,
J=9.46 Hz, 1H), 7.67 (br s, 1H), 7.58 (s,
1H), 7.44 (dd, J=1.43, 9.57 Hz, 1H),
7.36 (br s, 1H), 7.25 (br d, J=8.80 Hz,
1H), 6.48 (s, 2H), 4.97 (br s, 2H), 4.78
(br t, 7=9.02 Hz, 2H), 3.58 (s, 3H), 3.09
(brt, 1=9.13 Hz, 2H), 1.67 (br s, 3H)
19F NMR (376 MHz, DMSO-d6) Shift -
60.99--60.11 (m, 3F). LC-MS: Rt =2.54
min, (ESI) m/z. [M+H]* 522.2;
Ca6H22F3N70;

110

1H NMR (400 MHz, DMSO-d6) 6 9.18
(s, 1H), 7.88 (s, 1H), 7.67 (d, J=9.54
Hz, 1H), 7.45-7.56 (m, 2H), 7.36-7.43
(m, 2H), 7.32 (s, 1H), 6.32 (s, 2H),
5.35-5.47 (m, 1H), 5.26-5.35 (m, 1H),
5.15-5.26 (m, 1H), 4.12 (d, J=6.53 Hz,
4H), 3.56 (s, 3H), 2.11 (s, 3H), 1.39 (d,
J=6.02 Hz, 3H) . LC-MS: Rt =0.840
min, (ESI) m/z. [M+H]" 522.3;
Cy7H26F3N7O

111

1H NMR (400 MHz, DMSO-d6) 6 9.24
(br s, 1H), 8.22 (s, 1H), 7.95-8.16 (m,
2H), 7.74 (br d, J=9.02 Hz, 1H), 7.47 (br
d, I=9.90 Hz, 1H), 6.92-7.38 (m, 4H),
6.19 (br s, 1H), 5.14 (br s, 2H), 4.29 (br
s, 3H), 3.48 (br s, 3H).. LC-MS: Rt
=0.786 min, (ESI) m/z. [M+H]* 538.3;
C25H19F4NoO

112

IH NMR (400 MHz, DMSO-d6) Shift
9.21 (s, 1H), 7.97-8.28 (m, 1H), 7.54-
7.84 (m, 2H), 7.15-7.48 (m, 4H), 6.57
(s, 2H), 6.17 (d, J=1.88 Hz, 1H), 5.08
(brs, 2H), 4.78 (t, J=9.07 Hz, 2H), 3.09
(br t, J=9.07 Hz, 2H). 19F NMR (376
MHz, DMSO-d6) Shift -60.46 (s, 3F).
LC-MS: Rt =0.755 min, (ESI) m/z.
[M+H]" 508.4;

CasH20F3N70;

113

1H NMR (400 MHz, DMSO-d6) Shift
9.18 (s, 1H), 8.05 (s, 1H), 7.72 (br d,
J=9.26 Hz, 3H), 7.45 (dd, J=1.75, 9.51
Hz. 2H), 7.03-7.36 (m, 2H), 6.50 (s, 2H),
5.05 (s, 2H), 4.78 (br t, 1-9.07 Hz, 2H),
3.54-3.82 (m, 3H), 3.10 (t, J=9.07 Hz,
2H).19F NMR (376 MHz, DMSO-d6)
Shift -60.44 (s, 1F). LC-MS: Rt =0.807
min, (ESI) m/z. [M+H]* 508.2:
C25H20F3N70:

114

IH NMR (400 MHz, DMSO-d6) &
10.49-11.14 (m, 1H), 8.52 (br d, J=5.94
Hz, 1H), 7.79-8.13 (m, 2H), 7.45-7.65
(m, 2H), 7.15-7.33 (m, 1H), 6.83-6.97
(m, 1H), 5.55-5.71 (m, 2H), 5.26-5.50
(m, 1H), 4.53-4.88 (m, 1H), 3.92-4.36
(m, 1H), 3.71-3.87 (m, 1H), 3.67 (br d,
J=17.39 Hz, 2H), 1.97-2.07 (m, 3H),
0.78-1.11 (m, 3H). LC-MS: Rt =1.628
min, (ESI) m/z. [M+H]* 395.3;
C20H123N40;

115

1H NMR (400 MHz, DMSO-d6) Shift
9.25 (s, 1H), 8.24 (s, 1H). 8.11 (s, 2H),
7.73 (d, 1=9.38 Hz, 1H), 7.42-7.65 (m,
3H), 7.36 (d, J=4.25 Hz, 1H), 7.26 (s,
2M), 4.99-5.24 (m, 2H), 4.27 (s, 3H),
3.53-3.62 (m, 3H). 19F NMR (376 MHz,

116

'H NMR (400 MHz, McOD) & 8.75 (s,
2H), 8.40 (s, 2H), 7.87 — 7.61 (m, 2H),
7.55 (d. J = 8.8 Hz, 1H), 7.32 (s, 1H).
7.18 (s, 1H), 6.83 (s, 1H), 6.51 (s, 1H),
5.68 (s, 1), 5.40 (s, 1H), 4.73 — 4.53
(m, 2H), 3.24 (s, 2H), 2.94 (s, 21,
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DMSO-d6) Shift -60.47 (s, 1F), -174.46
(brs, 1F). LC-MS: RT =0.786 min, (ESI)
m/z. [M+H]* 538.3;

Ca5H19NoOF4

2.41 — 2.13 (m, 2H), 1.84 — 1.65 (m,
3H). LC-MS: Rt =0.981 min, (ESI)
m/z. 464.2 [M+H]*. C27H25N70

IH NMR (400MHz, DMSO-d6) Shift
8.68 (d, 1=6.8 Hz, 1), 8.54 (s, 1H), 8.26
(brs, 1H), 7.65 (d, J=9.0 Hz, 1H), 7.63 -
7.60 (m, 1H), 7.63 - 7.60 (m, 1H), 7.57 -
7.55 (m, 1H), 7.54 (br s, 1H), 7.28 - 7.15

1H NMR (400 MHz, DMSO-d6) Shift
8.67 (br d, I=6.50 Hz, 1H), 8.02-8.62
(m, 2H), 7.66 (d, J=8.88 Hz, 1H), 7.58
(br s, 2H), 7.15-7.28 (m, 1H), 6.76-

117 (m, 1H), 6.93 - 6.82 (m, 3H), 6.58 (brs, | 118 6.94 (m, 3H), 6.60 (br s, 1H), 4.57-4.98
1H), 5.26 (br s, 1H), 4.36 (s, 3H), 3.55 - (m, 2H), 4.36 (s, 3H), 3.37-3.61 (m,
3.43 (m, 1H), 3.21 - 3.09 (m, 1H), 1.67 2H), 1.15 (br s, 3H) . LC-MS: Rt
(br s, 3H), 1.08 (br s, 2H). LC-MS: Rt —1.324 min, (ESI) m/z. [M+H]" 400.1;
=2.296 min, (ESI) m/z. [M+H]" 413.9; C»nH21N-O
C23H23N;0

IH NMR (400 MHz, DMSO-d6) § =
1H NMR (400 MHz, DMSO-d6) & = 8.80(d,J=4.9 Hz, 2H), 8.62 - 8.50 (m,
8.67 (d, ] = 7.0 Hz, 1H), 7.74 - 7.53 (m, 1H), 7.79 (s, 2H), 7.66 - 7.54 (m, 2H),
4H), 7.26 - 7.15 (m, 1H), 6.92 - 6.83 (m, 7.52 -7.42 (m, 1H), 7.39 (br t, J = 4.8
1H), 6.67 (s, 2H), 6.57 (br s, 1H), 5.46 - Hz, 1H), 7.17 (br s, 1H), 6.81 (br s,

119 | 5.19 (m, 3H), 5.00 (brs, 2H), 3.31 -3.25 | 120 | 1H), 6.61 - 6.41 (m, 3H), 5.38 (br d, J
(m, TH), 3.14 (dd, J = 7.0, 14.1 Hz, 1H), - 6.8 Hz, 1H), 5.02 - 4.88 (m, 1H),
1.63 (br d, J = 3.2 Hz, 3H), 1.20 - 0.90 4.54 - 421 (m, 1H), 2.21 (s, 3H), 1.63
(m, 3H) LC-MS: Rt = 2.426 min, (ESI) (d, J=17.1 Hz, 3H) LC-MS: Rt = 2.341
m/z. [M+H]" 402.1; C23H23N50, min, (EST) m/z. [M+H]" 438.2;

CasH3N70
1H NMR (400 MHz, DMSO-d6) & =
I NMR (400 Mz, DMSO-d6) & = 8.56 (br d, ] = 7.2 Hz, 1H), 7.93 (q, ] =
U 8.1 Hz, 1H), 7.85 - 7.70 (m, 2H), 7.62
8.66 (br d, J = 6.3 Hz, 1H), 7.84 - 7.44
o - 7.54 (m, 2H), 7.51 - 7.24 (m, 2H),
(m, 4H), 7.22 (brt, ] = 7.6 Hz, 1H), 6.93
7.20 - 7.13 (m, 1H), 7.09 - 6.96 (m,
- 6.82 (m, 1H), 6.58 (br s, 3H), 5.51 - >
121 122 | 1H), 6.81 (dt,J = 1.3, 6.8 Hz, 1H), 6.46
5.02 (m, 3H), 4.93 - 4.57 (m, 2H), 3.60 - C
- (brs, 3H), 5.24 (br d, J = 3.8 Hz, 1H),
3.34 (m, 2H), 1.39 (br d, J = 5.8 Hz, 3H),
B | 4.98 - 4.14 (m, 2H), 2.20 (s, 3H), 1.58
1.12 (br s, 3H) LC-MS: Rt = 2.385 min, - s, 54,
(ESI) m/z. [M+H]* 402.1; C23H23NsO; (d, J=7.0 Hz, 3H) LC-MS: Rt =2.623
: 2L min, (ESI) m/z. [M+H]® 455.1;
C26H23FNsO
IH NMR (500 MHz, DMSO-d6) Shift 1H NMR (400 MHz, DMSO-d6) Shift
8.65 (br s, 1H), 8.27-8.61 (m, 1H), 8.23 B
> 8.25-8.80 (m, 1H), 7.64 (br d, J=8.53
(s, 1H), 7.65 (d, ]=8.54 Hz, 1H), 7.27- . .
Hz, 2H), 7.06-7.47 (m, 2H), 6.68-6.92
7.49 (m, 1H), 7.27 (br s, 2H), 7.14-7.22
(m, 3H), 6.51-6.67 (m, 1H), 5.35 (br s,
(m, 1H), 6.83-6.90 (m, 1H), 6.66 (br s,
1H), 4.35-5.13 (m, 3H), 3.43-3.98 (m,
123 1H), 4.07-5.97 (m, 6H), 3.51-4.00 (m, | 124 ’
6H), 0.88 (br d, J=7.03 Hz, 3H). 19F
3H), 0.75-1.05 (m, 3H). 19F NMR 4
. NMR (376 MHz, DMSO-d6) Shift -
(376.5 MHz, DMSO-d6) Shift -114.28, - -
- . 116.47 (br s, 1F). LC-MS: Rt =1.539
116.70. LC-MS: Rt =1.553 min, (ESI) . N
. min, (ESI) m/z. [M+H]" 448.3;
m/z. [M+H]" 460.2; CosHoFN<O
C24H22FN70O, 2RSS
1H NMR (400 MHz, DMSO) Shift 9.27
(s, 1H), 7.86 (d, J=9.24 Hz, 1H), 7.62 (s,
1H), 7.29-7.56 (m, 4H), 6.61-6.88 (m,
lps | 31).5.20 (brs, 2H). 5.06 (brs, 2H), 497 | |,
(br s, 2H), 3.59 (s, 3H), 1.64 (br s, 3H).
LC-MS: Rt —1.109 min, (ESI) m/z.
[M+H]* 522.1;
C26H22F3N70,
THNMR (400 MHz, DMSO-ds) & 11.84 TH NMR (400 MHz, dmso-ds) & 8.90 —
127 | (s, 1H), 7.80-7.68 (m, 2H), 7.59 — 7.51 | 128 | 8.71 (m, 1H), 8.53 (s, 3H), 8.00— 7.76 (m,

(m, 2H). 7.46 (s, 1H), 7.18 — 7.13 (m,

1H), 7.59 — 7.43 (m, 3H), 7.23 (s. 2H),
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2H), 6.45 (s, 2H), 4.98 (s, 2H), 4.46 —
4.33 (m, 2H), 3.70 — 3.62 (m, 2H), 3.48-
3.38 (m, 2H), 3.09 (s, 3M0), 2.21 (s, 3H),
1.05-0.99 (m, 1H), 0.57 — 0.33 (m, 2H),
0.31 — 0.11 (m, 2H). LC-MS: Rt = 0.90
min, (EST) m/z. [M+H]" 4302 ;
C25H27N502

5.64 - 5.45 (m, 1H), 5.30 — 5.09 (m, 1H),
5.06 —4.99 (m, 1H), 4.95 — 4.89 (m, 1H),
329 - 318 (m, 2H), 3.00 — 2.77 (m,
2H), 2.31 (s, 1H), 2.03 (s, 1H), 1.79 —
1.20 (m, 3H). LC-MS: Rt = 0.918 min,
(EST) m/z. [M+H]*, 464.2. C27H2sN70

129

'"H NMR (400 MHz, MeOD) & 8.49 (s,
3H), 8.01 (s, 1H), 7.75 (d, J = 7.2 Hz,
1H), 7.68 — 7.57 (m, 3H), 7.24 (dd, J =
5.2, 2.8 Hz, 2H), 5.49 (s, 1H), 5.21 —
5.08 (m, 4H), 3.66 (d, J = 8.0 Hz, 2H),
3.49 (d, J = 8.4 Hz, 2H), 3.18 (s, 3H),
2.97 (s, 2H), 2.34 (s, 2H), 1.37 (d, J =
6.4 Hz, 1H), 1.00 (s, 1H), 0.53 (s, 2H),
0.29 (s, 1H). LC-MS: Rt =1.000 min,
(ESI) m/z. [M+H]" 456.3; C27H20N50>

130

'H NMR (400 MHz, DMSO-ds) §
12.10 — 12.08 (m, 1H), 7.76 — 7.72 (m,
1H), 7.56 — 7.54 (m, 4H), 7.16 — 7.14
(m, 2H), 6.44 — 6.43 (m, 2H), 4.74 —
4.69 (m, 2H), 3.15 - 3.10 (m, 1H), 2.85
— 2.80 (m, 2H), 2.13 — 2.05 (m, 2H),
1.26 — 1.20 (m, 2H), 1.20 — 1.16 (m,
6H). LC-MS: Rt =0.905 min, (ESI)
m/z. [M+H]* 401.2. C24H2sN50

131

1H NMR (400 MHz, DMSO-d6) & =
12.77 (brs, 1H), 8.13 (s, 1H), 8.05 - 7.83
(m, 1H), 7.82 - 7.66 (m, 1H), 7.82 - 7.45
(m, 3H), 6.70 (br s, 2H), 5.51 - 5.22 (m,
1H), 5.19 - 5.04 (m, 1H), 5.03 - 4.84 (m,
3H), 4.78 (brd, J=7.1 Hz, 1H), 3.42 (br
s, 2H), 2.17 - 1.85 (m, 1H), 1.08 - 0.57
(m, 6H)

LC-MS: Rt = 2.023 min, (ESI) m/z.
[M+H]" 484.2; C3sH24F3N50;

132

1H NMR (400 MHz, DMSO-d6) & =
13.16 - 12.43 (m, 1H), 8.52 - 8.29 (m,
1H), 8.28 - 8.18 (m, 1H), 8.17 - 8.11
(m, 1H), 8.07 - 7.84 (m, 1H), 7.83 -
7.65 (m, 1H), 7.65 - 7.55 (m, 2H), 7.55
- 7.42 (m, 1H), 7.26 - 7.01 (m, 2H),
5.09 - 4.69 (m, 2H), 4.42 - 4.02 (m,
3H), 3.33 - 3.32 (m, 2H), 2.17 - 1.91
(m, 1H), 1.05 - 0.47 (m, 6H)

LC-MS: Rt = 2.130 min, (ESI) m/z.
[M+H]* 496.1; C55H,4F3N70

133

1H NMR (400 MHz, DMSO-d6) Shift
12.85 (brs, 1H), 8.20-8.29 (m, 1H), 8.17
(s, 2H), 7.63-7.82 (m, 2H), 7.60 (br s,
1H), 7.26-7.37 (m, 2H), 7.22 (br s, 1H),
5.00 (br s, 1H), 4.73 (br s, 1H), 4.38 (s,
1H), 3.91-4.11 (m, 2H), 3.33 (s, 3H),
3.17-3.26 (m, 1H), 2.05-2.20 (m, 1H),
1.90-2.05 (m, 1H), 0.96 (br d, J=6.50
Hz, 4H), 0.88 (br d, ]=6.63 Hz, 1H), 0.69
(br d, J=6.25 Hz, 2H). LC-MS: Rt
=1.761 min, (ESI) m/z. [M+H]" 572.1;
Ca4H23FsN7,0OS

134

1H NMR (400 MHz, DMSO-d6) é =
12.77 (br dd, J = 2.4, 5.9 Hz, 1H), 7.93
(brs, 1H), 7.82 - 7.42 (m, 5H), 6.60 (br
s, 2H), 5.40 (br s, 3H), 4.95 - 4.63 (m,
2H), 3.48 (brs, 2H), 1.38 (brd, J = 3.9
Hz, 3H), 1.14 (br t, J = 6.8 Hz, 3H) LC-
MS: Rt =2.601 min ,

(EST) m/z — 470.2 [M+H]+;
C24H22F3N502

135

1H NMR (400 MHz, DMSO-d6) § ppm
12.35 (br s, 1 H) 7.41 - 7.90 (m, 5 H)
7.19 (br s, 2 H) 6.60 (br s, 2 H) 4.67 -
5.48 (m, 5H) 3.48 (brs, 2 H) 1.39 (br d,
J=4.50 Hz, 3 H) 1.14 (br t, J=6.63 Hz, 3
H) LC-MS: Rt = 2.254 min , (ESI) m/z =
402.2 [M+H]J+; C23H23N502

136

1H NMR (400 MHz, DMSO-d6) & =
12.44 - 11.68 (m, 1H), 7.67 (s, 1H),
7.62 - 7.47 (m, 4H), 7.17 (dd, J = 3.2,
6.0 Hz, 2H), 6.28 (s, 2H), 5.48 - 5.36
(m, 1H), 5.29 - 5.06 (m, 2H), 4.78 (s,
2H), 3.34 (br d, J = 7.4 Hz, 2H). 2.05
(td, J = 6.8, 13.8 Hz, 1H), 1.42 (d, ] =
6.1 Hz, 3H), 0.83 (br d, J = 6.3 Hz, 6H)
LC-MS: Rt = 2.453 min, (ESI) m/z =
430.2 [M+H]+; CasHasNsO»

137

1H NMR (400 MHz, DMSO-d6) & =
8.99 - 8.68 (m, 1H), 8.27 - 8.08 (m, 1H),
8.00 - 7.40 (m, 4H), 7.18 - 7.09 (m, 1H),
7.07 - 6.94 (m, 2H), 4.99 - 4.71 (m, 2H),
2.62 (s, 1H), 2.58 (s, 1H), 2.50 (br s,
3H), 0.95 (d, J = 6.5 Hz, 3H), 0.88 - 0.80
(m, 1H), 0.69 (d, ] = 6.5 Hz, 3H) LC-
MS: Rt = 1.617 min, (ESI) m/z. [M+H]*
514.3; C25H23F4N7O

138

1H NMR (400 MHz, DMSO-d6) & =
12.73 - 12.43 (m, 1H), 8.02 (br d, J =
6.4 Hz, 1H), 7.90 - 7.82 (m, 1H), 7.78
(brs, 1H), 7.73 - 7.64 (m, 1H), 7.47 (br
d,J=8.5Hz, 1H), 7.20 (d, T = 10.9 Hz.
1H), 7.17 (br s, 2H), 4.95 - 4.69 (m,
2H), 3.46 - 3.22 (m, 2H), 2.91 - 2.57
(m, 3H). 2.16 - 2.03 (m, 1H), 0.99 -
0.78 (m, 6H) LC-MS: Rt = 2.498 min,
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(ES)  mi  [MtH]'  514.2;
CisH3F4N-O

139

1H NMR (400 MHz, DMSO-d6) Shift
9.01 (s, 0.7H), 8.66 (s, 0.3H), 8.53 (d,
J=6.60 Hz, 0.7H), 8.31 (d, J=6.60 Hz,
0.3H), 8.04-8.20 (m, 1H), 7.35-7.86 (m,
2H), 7.08-7.26 (m, 2H), 6.91-7.08 (m,
2H), 6.71-6.91 (m, 1H), 4.19-5.11 (m,
3H), 2.75-2.86 (m, 1H), 2.63-2.70 (m,
1H), 2.56-2.63 (m, 3H), 2.34-2.46 (m,
1H), 2.15-2.27 (m, 3H), 1.92-2.15 (m,
2H). 19F NMR (376.5 MHz, DMSO-d6)
Shift -118.93, -119.11, -119.89. LC-MS:
Rt =1.824 min, (ESI) m/z. [M+H]*
572.3;

Ca4H23FsN7OS

140

1H NMR (400 MHz, DMSO-d6) Shift
7.35 -8.50 (m, 7 H) 6.96 - 7.35 (m, 1
H) 4.53 - 5.22 (m, 2 H) 2.60 - 2.98 (m,
3 H) 1.05 - 1.27 (m, 3 H). 19F NMR
(376 MHz, DMSO-d6) Shift -58.95 - -
58.53 (m, 1 F) -120.17 - -118.91 (m, 1
F). LC-MS: Rt =1.613 min, (ESI) m/z.
[M+H]" 486.2;

C23H19FsN70O

141

IH NMR (400 MHz, DMSO-d6) Shift
12.20-12.38 (m, 1H), 8.75-8.97 (m, 1H),
8.14-8.65 (m, 1H), 7.56-7.67 (m, 2H),
7.35-7.54 (m, 1H), 7.12-7.22 (m, 2H),
7.03 (br s, 2H), 6.95 (d, J=11.04 Hz,
1H), 4.82-5.13 (m, 2H), 3.51-3.70 (m,
3H), 2.59-2.70 (m, 3H), 1.75-2.06 (m,
3H). 19F NMR (376.5 MHz, DMSO-d6)
Shift -116.39, -118.62

LC-MS: Rt =0.790 min, (ESI) m/z.
[M-=H]" 484.1;

C25H2,FNoO

142

1H NMR (400 MHz, DMSO-d6) &
12.99 (br s, 1H), 7.87-8.05 (m, 2H),
7.69-7.84 (m, 2H), 7.48-7.60 (m, 3H),
7.22 (brs, 1H), 6.97-7.13 (m, 1H), 6.22
(br s, 1H), 5.25 (br s, 2H), 3.54-3.66
(m, 3H), 2.87 (br s, 3H). LC-MS: Rt
=0.774 min, (ESI) m/z. [M+H]" 538.2;
CasH19FsNoO

143

1H NMR (400 MHz, DMSO-d6) Shift
9.25-9.27 (m, | H) 9.26 (s, 1 H) 9.14 -
9.19 (m, 1 H) 8.87 - 9.01 (m, 1 H) 8.06
(s, 1 H) 6.96 - 7.21 (m, 3 H) 4.62 - 4.95
(m,2H)3.47 -3.60 (m, 2 H)2.58 -2.63
(m, 3 H) 1.05 - 1.20 (m, 3 H). 19F NMR
(376 MHz, DMSO-d6) Shift -65.75 - -
65.59 (m, 1 F) -119.33 - -119.19 (m, 1
F). LC-MS: Rt =1.520 min, (ESI) m/z.
[M+H]" 487.3;

C22H13F4NgO

144

1H NMR (400 MHz, DMSO-d6) & =
9.05 - 8.85 (m, 1H), 8.44 - 8.25 (m,
1H), 8.21 - 8.13 (m, 1H), 7.82 - 7.67
(m, 1H), 7.44 (d, ] = 9.8 Hz, 1H), 7.16
(t, J = 11.3 Hz, 1H), 7.01 (br dd, J =
2.3, 9.8 Hz, 3H), 4.76 (s, 1H), 4.49 (s,
1H), 3.76 (d, ] = 14.4 Hz, 3H), 3.51 (br
d,T=6.6 Hz, 1H), 3.30 (brs, 1H), 2.61
(d, T=3.9 Hz, 3H), .19 - 1.03 (m, 3H)
LC-MS: Rt = 2.228 min, (ESI) m/z.
[M+H]+ 448.2; C23H2,FN7O;

145

TH NMR (400 MHz, DMSO-d6) Shift
8.02-8.43 (m, 2H), 7.62-8.02 (m, 3H),
7.19-7.62 (m, 4H), 6.83-7.19 (m, 2H),
475-5.19 (m, LH), 4.75-5.19 (m, 1H),
3.51-3.83 (m, 6H), 2.68-2.97 (m, 3H)
LC-MS: Rt =1.319 min, (ESI) m/z.
[M+H]" 500.3

C25H20FNo O,

146

LC-MS: Rt =1.056 min, (ESI) m/z.
4472 [M+H]". CsH2N40:S require
446.57. HPLC Purity: 99.72% (214
nm), 99.84% (254 nm).

147

TH NMR (400 MHz, DMSO-ds) § 8.09 —
8.07 (m, 2H), 7.97 — 7.95 (m, 1H), 7.70
(s, 1H), 7.52 — 7.48 (m, 3H), 7.43 — 7.40
(m, 1H), 6.47 (s, 2H), 5.11 (s, 2H), 3.75
— 3.70 (m, 1H), 3.18 (s, 3H), 3.12 (s,
2H), 2.84-2.81 (m,2H),2.19-2.17 (m,
2H), 2.03 — 1.98 (m, 1H), 1.23 (s, 2H),
0.50 - 0.47 (m, 1H), 0.36 — 0.34 (m, 1H),
0.12 - 0.07 (m, 2H). LC-MS: Rt =1.156
min, (ESI) m/z. 473.2 [M+H]".
C27H2sN40,S

148

'H NMR (400 MHz, DMSO-ds) & 8.12
(d, J=4.0 Hz, 1H), 7.99 (d, J = 8.0 Hz,
1H), 7.82 (s, 1H), 7.69 (m, 1H), 7.55 —
7.43 (m, 4H), 6.50 (s, 2H), 5.07 (s,
2H), 2.25 (s, 1H), 2.22 (s, 3H), 1.78 (s,
6H). LC-MS: Rt = 1.079 min, (ESI)
m/z, [M+H]+, 415.2. C24H2oN40S

149

'H NMR (400 MHz, DMSO-dy) 8 7.98 —

150

'H NMR (400 MHz, DMSO-d) 4 8.37
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7.96 (m, 2H), 7.79 (m, 1H), 7.67 (s, 1H),
7.49 —7.46 (m, 3H), 6.45 (s, 2H), 4.92 —
4.80 (m, 2H), 3.62 — 3.56 (m, 1H), 3.40
(s, 2H), 3.12 (s, 3H), 2.79 (s, 3H), 2.21
(s, 2H), 1.02 — 0.96 (m, 1H), 0.45 (s,
1H), 0.32 — 0.27 (m, 1H), 0.04 (s, 2H).
LC-MS: Rt =1.156 min, (ESI) m/z.
473.2 [M+H]". C26H2sN40:2S

—8.31 (m, 2H), 7.79 — 7.67 (m, 3H),
7.41 (s, 2H), 6.49 (s, 2H), 5.16 (s, 2H),
3.70 — 3.46 (m, 3H), 3.17 (s, 3H), 2.22
(s, 3M), 1.15 — 1.09 (m, 1H), 0.45 —
0.34 (m, 2H), 0.32 — 0.14 (m, 2H). LC-
MS: Rt = 1.133 min, (ESI) m/z
[M+H]* 515.1. Ca6HasFsN402S

151

'H NMR (400 MHz, DMSO-ds) 1H
NMR (400 MHz, DMSO) $ 8.19 (s, 1H),
8.07 (d, J = 8.4 Hz, 1H), 7.78 (s, 1H),
7.68 (s, 1H), 7.59 (dd, J = 8.4, 2.0 Hz,
1H), 7.46 (s, 2H), 6.52 (s, 2H), 5.12 (s,
2H), 3.69 (t, J = 9.6 Hz, 1H), 3.46 (d, J
=7.6 Hz, 1H), 3.26 (s, 1H), 3.16 (s, 3H),
2.21 (s, 3H), 1.15 — 1.03 (m, 1H), 0.48
(s, 1H), 0.37 — 0.29 (m, 1H), 0.07 (s,
2H). LC-MS: Rt =1.156 min, (ESI) m/z.
[M+H]* 526.1; [M+2+H]* 528.1.
C25H25B1‘N4028

152

'"H NMR (400 MHz, DMSO-d6) 6 9.66
(s, 1H), 8.94 — 8.61 (m, 3H), 8.07 -
7.89 (m, 2H), 7.87 - 7.54 (m, 2H), 7.47
- 7.22 (m, 2H), 7.21 — 6.96 (m, 1H),
5.28 (s, 1H), 5.04 — 4.86 (m, 1H), 4.76
(m, 1H), 4.48 (d, /= 16.0 Hz, 1H), 3.57
(d,/=8.0Hz, 2H), 3.45-3.37 (m, 1H),
3.29 (s, 1H), 3.20 — 3.07 (m, 2H), 3.02
- 2.03 (m, 5H), 2.40 — 2.13 (m, 4H),
1.99 (d, /= 16.0 Hz, 2H), 1.59 (s, 3H).
LC-MS: Rt =0.926 min, (ESI) m/z.
578.4 [M+H]*. C33H35N708

153

H NMR (400 MHz, MeOD) & 8.77 (s,
2H), 8.39 (s, 1H), 8.24 — 8.12 (m, 2H),
8.10—7.94 (m, 1H), 7.92 — 7.78 (m, 1H),
7.70 — 7.66 (m, 1H), 7.42 — 7.28 (m, 1H),
5.55 — 5.40 (m, 0.5H), 5.35 — 5.20 (m,
0.5H), 5.17 — 5.02 (m, 1H), 4.67 — 4.47
(m, 1H), 3.06 —2.88 (m, 2H), 2.42 - 2.22
(m, 2H), 1.77 (s, 3H), 1.41 — 1.24 (m,
2H). °F NMR (376 MHz, MeOD) & -
63.20, 74.02, 75.91. LC-MS: Rt =1.277
min, (ESI) m/z. [M+H]" 549.2.
CasH23F3NOS

154

'H NMR (400 MHz, CD;0D) § 8.32 —
8.11 (m, 2H), 7.92 (s, 1H), 7.75 - 7.55
(m, 3H), 5.36 - 5.18 (m, 2H), 3.85-3.73
(m, 1H), 3.58 (d, /= 8.0 Hz, 1H), 3.44
—3.35(s, 1H), 3.26 (s, 3H), 3.00 —2.90
(m, 2H), 2.40 — 2.20 (m, 2H), 1.40 —
1.25 (m, 2H), 1.11 (s, IH), 0.95 — 0.85
(m, 1H), 0.63 — 0.53 (m, 1H), 0.45 —
0.33 (m, 1H), 0.13 — 0.08 (m, 1H). LC-
MS: Rt = 0.859 min, (ESI) m/z.
[M+H]" 541.2. CasHa7F3N40.8

155

TH NMR (400 MHz, DMSO-d;s) & 8.90
(s, 1H), 8.80 (d, J= 4.0 Hz, 2H), 7.95 —
7.60 (m, 3H), 7.55 — 7.30 (m, 3H), 7.18
(s, 1H), 6.45 (s, 2H), 5.70 — 5.30 (m,
1H), 5.20 — 4.50 (m, 2H), 3.05 — 2.60 (m,
5H), 2.25 — 1.95 (m, 2H), 1.66 (s, 3H).
LC-MS: Rt = 0.942 min, (ESI) m/z.
[M+H]" 465.2, C26H24N30

156

'TH NMR (400 MHz, CD30D) & 8.76 (s,
1H), 8.75 (s, 1H), 7.99 (s, 1H), 7.40 —
7.35 (m, 2H), 7.34 (s, 1H), 6.01 (s,
1H), 5.53 — 5.40 (m, 2H), 4.49 (s, 2H),
4.58 — 4.50 (m, 2H), 4.06 — 4.01 (m,
3H), 3.31 — 3.18 (m, 2H), 3.15 - 2.93
(m, 2H),2.36 — 2.29 (m, 2H), 1.76 —
1.65(m, 3H).LC-MS: Rt = 0.911 min,
(ESD) m/z. [M+H]* 470.2; C26H27N70,

157

'H NMR (400 MHz, DMSO-d6) & 8.79
(d, J = 4.0 Hz, 2H), 8.06 — 7.69 (m,
1H), 7.59 - 7.53 (m, 1H), 7.49 (s, 1H),
7.39 (s, 1H), 7.12 — 6.85 (m, 1H), 6.47
(s, 2H), 534 — 5.16 (m, 1H), 4.79 -
4.40 (m, 4H), 3.96 (s, 5H), 3.02 (d, J =
8.0 Hz, 2H), 2.81 (t, J = 8.0 Hz, 2H),
2.25—-2.08 (m, 2H), 1.63 (d, J= 8.0 Hz,
3H). LC-MS: Rt=0.671 min, (ESI) m/z.
[M+H]" 470.2,

158

NT

159

1H NMR (400 MHz, DMSO-d6) Shift
8.66 (d, 1=6.88 Hz, 1H), 8.12 (s, 1H),
7.78 (s, 1H), 7.66 (d, J=8.88 Hz, 1H),
7.47 (s, 2H), 7.30 (br s, 2H), 7.17-7.25
(m, 1H), 6.89 (br t, J=6.69 Hz, 1H), 6.59
(s, 1H), 4.77 (br s, 2H), 3.41-3.57 (m,
2H), 2.54-3.11 (m, 3H), 1.17 (t, J=7.00

162

1H NMR (400MHz, DMSO-d6) Shift
9.26 (s, 1H). 8.53 (d, J=5.3 Hz, 1H),
8.20 (d, 1=5.3 Hz, 1H), 8.07 (br s, 1H),
7.81 (br s, 1H), 7.47 (br s, 1H), 7.44 -
7.39 (m, 1H), 7.34 (br s, 2H), 5.13 (s,
2H), 3.41 (br d, J=7.3 Hz, 2H), 3.33 (br
s, 1H), 2.92 (br s. 2H), 2.13 - 1.91 (m,
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Hz, 3H). LC-MS: Rt =1.262 min, (ESI)
m/z. [M+H]" 400.1:
C22H21N70

1H), 0.76 (br s, 6H). LC-MS: Rt
=0.723 min, (ESI) m/z. [M+H]" 446.3;
C23H23N70S

163

IH NMR (400 MHz, DMSO-d6) Shift
8.50 (br d, J=6.60 Hz, 2H), 7.91 (br s,
1H), 7.79 (s, 1H), 7.53 (d, J=8.80 Hz,
1H), 7.41 (s, 2H), 7.23-7.30 (m, 2H),
6.89 (t, J=6.71 Hz, 1H), 5.03 (br d,
J=6.82 Hz, 1H), 3.45-3.53 (m, 2H), 2.93
(s,3H), 1.58 (br d, J=6.82 Hz, 3H), 0.72-
1.15 (m, 3H). LC-MS: Rt =3.743 min,
(ESI) m/z. [M+H]"432.3,

164

IH NMR (400MHz, DMSO-d6) Shift
9.10 - 8.60 (m, 3H), 8.52 - 8.27 (m,
1H), 8.13 (s, 1H), 8.05 - 7.88 (m, 2H),
7.65 (br s, 2H), 7.52 (br s, 1H), 5.10 -
472 (m, 2H), 3.45 - 3.18 (m, 2H), 3.14
- 2.84 (m, 3H), 2.68 (s, 3H), 2.16 - 1.8
(m, 1H), 1.08 - 0.62 (m, 6H). LC-MS:
Rt =1.623 min, (ESI) m/=. [M+H]"
442.2;

CasH27N70

165

IH NMR (400 MHz, DMSO-d6) Shift
8.45-8.60 (m, 1H), 7.82-8.31 (m, 2H),
7.42-7.82 (m, SH), 7.13-7.31 (m, 1H),
6.83-6.92 (m, 1H), 4.30-5.09 (m, 2H),
3.11-3.33 (m, 2H), 2.55 (br s, 3H), 1.87-
223 (m, 1H), 0.59-1.04 (m, 6H). LC-
MS: Rt =1.568 min, (ESI) m/z. [M+H]"
429.2;

C23H24N30

166

IH NMR (400MHz, DMSO-d6) Shift
9.10 - 8.60 (m, 3H), 8.52 - 8.27 (m,
1H), 8.13 (s, 1H), 8.05 - 7.88 (m, 2H),
7.65 (br s, 2H), 7.52 (br s, 1H), 5.10 -
4.72 (m, 2H), 3.45 - 3.18 (m, 2H), 3.14
-2.84 (m, 3H), 2.68 (s, 3H), 2.16 - 1.88
(m, 1H), 1.08 - 0.62 (m, 6H). LC-MS:
Rt =1.623 min, (ESI) m/z. [M+H]*
442.2;

CasH27N7O

167

1H NMR (400 MHz, DMSO-d6) Shift
9.00 (s, 1H), 8.49 (s, 1H), 8.01-8.11 (m,
1H), 7.39-7.52 (m, 3H), 7.28-7.39 (m,
2H), 6.76 (br s, 2H), 5.49-6.49 (m, 1H),
4.61-4.80 (m, 2H), 2.87-2.95 (m, 3H),
2.64-2.70 (m, 3H), 2.58 (s, 3H). 19F
NMR (376 MHz, DMSO-d6) Shift -
59.29 (s, 3F). LC-MS: Rt =1.840 min,
(ESI) m/z. [M+H]" 522.2;
C26H22F3N70;

168

IH NMR (400 MHz, DMSO-d6) Shift
8.42-8.65 (m, 1H), 7.93-8.31 (m, 1H),
7.85-7.93 (m, 1H), 7.69-7.85 (m, 1H),
7.35-7.62 (m, 3H), 7.11-7.34 (m, 2H),
6.88 (t, J=6.71 Hz, 1H), 4.50-4.93 (m,
2H), 3.44-3.68 (m, 4H), 3.10-3.32 (m,
3H), 2.73-2.97 (m, 3H). 19F NMR
(376.5 MHz, DMSO-d6) Shift -119.21,
-119.78. LC-MS: Rt =1.289 min, (ESI)
m/z. [M+H]" 448.3;

CZ}H,’_ZFN7OZ

169

1H NMR (400 MHz, DMSO-d6) Shift
8.41-8.63 (m, 1 H),7.92 - 8.15 (m, 1 H),
7.71-7.91 (m, 2 H).7.33 - 7.56 (m, 3 H),
7.14 -7.27 (m, 2 H), 6.88 (t, J=6.75 Hz,
1H), 4.34-5.02(m,2H), 2.82-3.18
(m, 2 H), 2.52 - 2.81 (m, 2 H), 1.93 -
226 (m, 3 H), 156 - 1.87 (m, 3 H).
LC-MS: Rt =1.462 min, (ESI) m/z.
[M+H]* 456.2;

C2sH2FN50

170

1H NMR (400 MHz, DMSO-d6) Shift
8.97 (s, 1H), 8.44-8.55 (m, 2H), 7.96
(s, 1H), 7.51-7.60 (m, 2H), 738 (d.
1-8.14 Hz, 1H), 7.16-7.26 (m, 1H),
6.88 (t, J=6.27 Hz, 1H), 6.82 (br s, 2H).
5.01-5.39 (m, 1H), 4.53-4.71 (m, 1H),
4.11-4.48 (m, 1H), 3.84 (dd, J-3.85,
11.77 Hz, 1H), 3.62-3.77 (m, 2H), 2.61
(s, 3H), 0.94 (d, J=7.04 Hz, 3H). LC-
MS: Rt =2.003 min, (ESI) m/z. [M+H]*
442.2;

C24H13N70,

171

TH NMR (400 MHz, DMSO-d6) Shift
8.47-8.58 (m, 1H), 7.85-8.46 (m, 2H),
7.75-7.85 (s, 1H), 7.50-7.58 (m, 1H),
7.43 (br s, 2H), 7.20-7.32 (m, 2H), 6.89
(t, 1=6.71 Hz, 1H), 4.85-5.92 (m, 1H),
3.39-3.62 (m, 3H). 3.20 (s, 3H), 3.05-
3.28 (m, 1H) 2.92 (s, 3H), 1.50-1.75 (m,
3H). 19F NMR (376.5 MHz, DMSO-d6)
Shift -118.53, -119.65, -120.69. LC-MS:
Rt =1.383 min, (ESI) m/z [M+H]"
462.3;

C24H24FN70,

172

IH NMR (400 MHz, DMSO-d6) Shift
9.10-9.39 (m, 1H), 9.00 (s, 1H), 8.16-
8.74 (m, 1H), 8.06 (s, 1H), 7.80 (d.
J=7.53 Hz, 1H), 7.48 (d, ]-9.54 Hz,
1H), 6.74-7.36 (m, 3H), 4.16-5.89 (m,
2H), 3.49-3.96 (m, 4H). 2.55-2.68 (m,
3H), 0.92 (d, J=6.53 Hz, 3H). 19F
NMR (376.5 MHz, DMSO-d6) Shift -
60.43, -118.60, -119.72. LC-MS: Rt
~1.583 min, (ESI) m/=. [M+H]" 528.2;
C2sH21F4N7O;
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173

1H NMR (400 MHz, DMSO-d6) Shift
9.17-9.31 (m, 1H), 7.94-8.30 (m, 2H),
7.77-7.87 (m, 1H), 7.69-7.76 (m, 1H),
7.38-7.56 (m, 3H), 7.23 (d, J=11.00 Hz,
1H), 4.54-4.89 (m, 2H), 2.78-2.98 (m,
3H). 19F NMR (376.5 MHz, DMSO-d6)
Shift -60.38, -60.44, -118.63, -119.29.
LC-MS: Rt =1.503 min, (ESI) m/z.
[M+H]* 475.2;

C22H14D3F4N7O

174

H NMR (400 MHz, DMSO-d6) Shift
8.22-8.61 (m, 2H), 7.87-8.07 (m, 1H),
7.78 (s, 1H), 7.47-7.55 (m, 1H), 7.41
(br s, 2H), 7.11-7.30 (m, 2H), 6.88 (1,
1=6.65 Hz, 1H), 4.12-5.23 (m, 2H),
3.51-3.92 (m, 3H), 2.92 (s, 3H), 0.88
(d, J=6.78 Hz, 3H). 19F NMR (376.5
MHz, DMSO-d6) Shift -119.26, -
120.20. LC-MS: Rt =2.304 min, (ESI)
m/=. [M+H]" 460.2;

C4H2,FN70O;,

1H NMR (400 MHz, DMSO-d6) Shift
8.40-8.64 (m, 1H), 7.95-8.32 (m, 1H),
7.69-7.94 (m, 2H), 7.40-7.61 (m, 3H),
7.15-7.36 (m, 2H), 6.89 (t, J=6.60 Hz,
1H), 6.11-6.50 (m, 1H), 4.53-5.04 (m,
2H), 3.63-4.10 (m, 2H), 2.72-2.98 (m,
3H). 19F NMR (376.5 MHz, DMSO-d6)
Shift -119.26, -119.63, -120.56, -121.90.
LC-MS: Rt =1.400 min, (ESI) m/z.
[M+H]" 452.2;

CaoHi13F3N70

176

1H NMR (400 MHz, DMSO-d6) Shift
8.86-9.15 (m, 1H), 8.17-8.80 (m, 2H),
7.92 (br s, 1H), 7.57 (d, J=7.78 Hz,
1H), 6.72-7.34 (m, 5H), 5.41-5.85 (m,
0.2H), 4.28-5.16 {(m, 1.8H), 3.53-3.92
(m, 4H), 2.60 (s, 3H), 0.94 (d, J=6.53
Hz, 3H). 19F NMR (376.5 MHz,
DMSO-d6) Shift -119.70, -120.05. LC-
MS: Rt =2.166 min, (EST) m/z. [M+H]*
460.2;

C24H22FN70O,

177

1H NMR (400 MHz, DMSO-dé6) Shift
8.41-8.58 (m, 1H), 821 (s, 0.21H,
HCOOH), 7.91-8.15 (m, 1H), 7.65-7.90
(m, 2H), 7.33-7.59 (m, 3H), 7.13-7.32
(m, 2H), 6.87 (t, J=6.53 Hz, 1H), 4.57-
4.98 (m, 2H), 4.05-4.57 (m, 1H), 3.71-
4.01 (m, 1H), 3.44-3.52 (m, 3H), 2.91-
3.16 (m, 3.9H), 2.58-2.65 (m, 0.6H),
1.91-2.03 (m, 2.5H). 19F NMR (376.5
MHz, DMSO-d6) Shift -119.18, -119.36,
-119.98. LC-MS: Rt =1.349 min, (ESI)
m/z. [M+H]" 474 .3;

Ca4H23FsN,OS

178

1H NMR (400 MHz, DMSO-d6) Shift
8.22-8.61 (m, 2H), 7.87-8.07 (m, 1H),
7.78 (s, 1H), 7.47-7.55 (m, 1H), 7.41
(br s, 2H), 7.11-7.30 (m, 2H), 6.88 (t,
J=6.65 Hz, 1H), 4.12-5.23 (m, 2H),
3.51-3.92 (m, 3H), 2.92 (s, 3H), 0.88
(d, J=6.78 Hz, 3H). 19F NMR (376.5
MHz, DMSO-d6) Shift -119.26, -
120.20. LC-MS: Rt =2.304 min, (ESI)
m/z. [M+H]" 460.2;

C24H2,FN70,

179

1H NMR (400 MHz, DMSO-d6) Shift
8.41-8.61 (m, 1H), 7.93-8.13 (m, IH),
7.69-7.89 (m, 2H), 7.34-7.58 (m, 3H),
7.12-7.31 (m, 2H), 6.87 (t, J=6.71 Hz,
1H), 4.11-5.02 (m, 3H), 2.57-3.02 (m,
3H), 1.78-2.31 (m, 4H), 1.30-1.70 (m,
2H). 19F NMR (376.5 MHz, DMSO-d6)
Shift -119.35, -119.94. LC-MS: Rt
~1.452 min, (ESI) m/z. [M+H]|" 444.3;
C24H2FN;0

180

IH NMR (400 MHz, DMSO-d6) Shift
9.15-9.31 (m, 1H), 7.94-8.28 (m, 2H),
7.66-7.88 (m, 2H), 7.34-7.55 (m, 3H),
7.16-7.29 (m, 1H), 4.52-4.91 (m, 2H),
3.43-3.52 (m, 2H), 2.78-3.00 (m, 3H),
1.03-1.19 (m, 3H). 19F NMR (376.5
MHz, DMSO-d6) Shift -60.37, -60.44,
-119.21, -119.92. LC-MS: Rt =1.580
min, (ESI) m/z. [M+H]" 486.3;
C23H19F4N7O

181

H NMR (400 MHz, DMSO-d6) Shift
9.13-9.28 (m, 1 H) 7.98 (brs, 2 H) 7.54
-7.88 (m, 3 H) 7.36 - 7.53 (m, 3 H) 7.12
-7.32 (m. 1 H) 7.02 (br d, J=10.88 Hz, |
H) 4.90 - 5.20 (m, 2 H) 3.54 - 3.82 (m, 3
H) 2.73 - 2.94 (m, 3 H). 19F NMR (376
MHz, DMSO-d6) Shift -60.66 (s, 1 F) -
119.61 - -117.01 (m, 1 F). LC-MS: Rt
~1.496 min, (ESI) m/z. [M+H]" 538.2;
C2sH19F4NoO

182

1H NMR (400 MHz, DMSO-d6) Shift
8.40-8.61 (m, 1H), 7.97-8.28 (m, 1H),
7.69-7.92 (m, 2H), 7.40-7.62 (m, 3H),
7.19-7.34 (m, 2H), 6.88 (t, J=6.49 Hz,
1H), 4.59-5.05 (m, 2H), 4.10-4.59 (m,
2H), 2.71-2.96 (m, 3H). 19F NMR
(376.5 MHz, DMSO-d6) Shift -68.10,
-68.99, -119.46, -120.09. LC-MS: Rt
=1.337 min, (ESI) m/z. [M+H]" 444.3;
C2H17F4N;0

183

1H NMR (400 MHz, DMSO-d6) Shift
9.13-9.28 (m, 1 H) 7.98 (br s, 2 H) 7.54
-7.88 (m, 3 1) 7.36 - 7.53 (m, 3 H) 7.12
-7.32 (m., 1 1) 7.02 (br d. J=10.88 Iz, |

184

1H NMR (400 MHz, DMSO-d6) Shift
9.12-9.33 (m, 1H), 8.05-8.17 (m, 1H),
7.90-8.02 (m., 1H), 7.67-7.88 (m, 2H),
7.36-7.49 (m, 3II), 7.23 (d, J=10.78
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H)4.90 -5.20 (m,2 H)3.54 -3.82 (m, 3
H) 2.73 - 2.94 (m, 3 H). 19F NMR (376
MHz, DMSO-d6) Shift -60.66 (s, 1 F) -
119.61 - -117.01 (m, 1 F). LC-MS: Rt
=1.496 min, (ESI) m/z. [M+H]" 538.2;
C2sH19F4NoO

Hz, 1H), 4.47-4.96 (m, 2H), 3.40 (br s,
2H), 2.71-2.96 (m, 3H), 1.90-2.20 (m,
1H), 0.66-0.99 (m, 6H). 19F NMR
(376 MHz, DMSO-d6) Shift -84.67--
83.60 (m, 3F), -113.70--112.30 (m,
2F), -120.55--118.62 (m, 1F). LC-MS:
Rt =1.887 min, (ESI) m/z. [M+H]"
564.3;

CasH23FsN7O

185

IH NMR (400 MHz, DMSO-d6) Shift
8.37-8.66 (m, 1H), 7.93-8.18 (m, 1H),
7.67-7.89 (m, 2H), 7.33-7.59 (m, 3H),
7.06-7.31 (m, 2H), 6.77-6.95 (m, 1H),
3.77-4.89 (m, 4H), 2.99-3.23 (m, 3H),
2.68-2.99 (m, 3H), 1.18-2.05 (m, 6H).
19F NMR (376.5 MHz, DMSO-d6) Shift
-119.06, -119.59, -120.35. LC-MS: Rt
=1.454 min, (EST) m/z. [M+H]* 488.3;
CasH26FN702

186

1H NMR (400 MHz, DMSO-d6) Shift
8.41-8.61 (m, 1H), 7.93-8.34 (m, 1H),
7.85-7.93 (m, 1H), 7.71-7.85 (m, 1H),
7.32-7.71 (m, 3H), 7.13-7.32 (m, 2H),
6.88 (t, I=6.63 Hz, 1H), 4.39-4.89 (m,
2H), 3.38-3.58 (m, 2H), 2.75-3.04 (m,
3H), 1.01-1.21 (m, 3H). 19F NMR
(376.5 MHz, DMSO-d6) Shift -119.31,
-119.99. LC-MS: Rt =1.329 min, (ESI)
m/z. [M+H]" 418.2;

C»:H20FN7O

187

1H NMR (400 MHz, DMSO-d6) Shift
8.43-8.63 (m, 1H), 7.98-8.29 (m, 1H),
7.85-7.94 (m, 1H), 7.74-7.84 (m, 1H),
7.35-7.62 (m, 3H), 7.15-7.32 (m, 2H),
6.89 (t, J=6.65 Hz, 1H), 4.55-4.94 (m,
2H), 3.57-3.85 (m, 2H), 2.70-2.97 (m,
S5H). 19F NMR (376.5 MHz, DMSO-d6)
Shift -119.41. LC-MS: Rt =1.241 min,
(EST) m/z. [M+H]" 443.2;

C23H19FNgO

188

(400MHz, DMSO-d6) Shift 8.77 - 8.46
(m, 3H), 7.98 (s, 1H), 7.88 - 7.65 (m,
3H), 7.55 (br d, J=9.0 Hz, 1H), 7.28 (br
s, LH), 6.91 (br t, J=6.5 Hz, 1H), 4.63
(br s, 2H), 3.73 - 3.51 (m, 2H), 3.03 -
2.62 (m, 3H), 1.25 - 1.06 (m, 3H). LC-
MS: Rt =2.973 min, (ESI) m/z. [M+H]*
401.2;

C21H20N30

189

1H NMR (400 MHz, DMSO-d6) Shift
9.01 (s, 0.7H), 8.66 (s, 0.3H), 8.53 (d,
J=6.60 Hz, 0.7H), 8.31 (d, J=6.60 Hz,
0.3H), 8.04-8.20 (m, 1H), 7.35-7.86 (m,
2H), 7.08-7.26 (m, 2H), 6.91-7.08 (m,
2H), 6.71-6.91 (m, 1H), 4.19-5.11 (m,
3H), 2.75-2.86 (m, 1H), 2.63-2.70 (m,
1H), 2.56-2.63 (m, 3H), 2.34-2.46 (m,
1H), 2.15-2.27 (m, 3H), 1.92-2.15 (m,
2H). 19F NMR (376.5 MHz, DMSO-d6)
Shift -118.93, -119.11, -119.89. LC-MS:
Rt =1.824 min, (ESI) m/z. [M+H]
572.3;

Ca4H23F¢N50S

190

1H NMR (400MHz, DMSO-d6) Shift
837 - 7.75 (m, 2H), 8.39 - 7.73 (m,
1H), 7.58 - 7.39 (m, 3H), 7.33 - 7.19
(m, 2H), 7.07 - 6.93 (m, 1H), 6.95 -
6.42 (m, 1H), 4.90 - 447 (m, 2H), 3.27
- 3.03 (m, 1H), 3.33 - 3.03 (m, 1H),
2.89 (s, 3H), 2.23 - 1.95 (m, 1H), 1.00
- 0.66 (m, 6H). 19F NMR (376MHz,
DMSO-d6) Shift -119.073, -120.192;
158.442, -159.220. LC-MS: Rt =1.97
min, (EST) m/z. [M+H]" 464.1;
C24H23F2N70

191

1H NMR (400 MHz, DMSO-d6) Shift
8.65 (d, J=6.16 Hz, 1H), 8.49 (br d,
J=6.60 Hz, 1H), 8.30 (s, 1H), 7.84-7.93
(m, 2H), 7.58 (br d, J=17.83 Hz, 2H),
7.47-7.53 (m, 1H), 7.20-7.26 (m, 1H),
6.88 (q, J=7.41 Hz, 1H), 4.78 (br d,
J=6.16 Hz, 2H), 3.46-3.62 (m, 2H),
2.88-3.00 (m, 3H), 1.15-1.25 (m, 3H)
LC-MS: Rt =1.640 min, (ESI) m/z.
[M+H]"401.2;

C21H20N50

192

1H NMR (400 MHz, CHLOROFORM-
d) Shift 8.28-8.68 (m, 1H), 7.57-8.19
(m, 3H), 7.07-7.57 (m, SH), 6.75-6.98
(m, 1H), 5.49-5.86 (m, 1H), 4.44-5.01
(m, 2H), 3.74-4.41 (m, 2H), 2.93 (s,
3H), 1.18-1.96 (m, 6H). 19F NMR
(376.5 MHz, DMSO-d6) Shift -118.56,
-120.12. LC-MS: Rt =1.365 min, (ESI)
m/z. [M+H]" 474.3;

C25H24FN70O;

193

1H NMR (400MIz, DMSO-d6) Shift
9.18 (s, 1H), 8.47 (br s, 1H), 8.33 - 8.14
(m, 1H), 8.08 (s. 1H), 7.87 - 7.68 (m,
SH). 7.47 (br d. J=8.4 Hz, 1H), 5.09 (s,

194

1H NMR (400 MHz, DMSO-d6) Shift
8.43-8.60 (m, 1H), 7.93-8.23 (m, 1H),
7.84-7.93 (m. 1H), 7.75-7.84 (m, 11),
7.35-7.56 (m. 4H), 7.18-7.29 (m. 11),
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2H), 3.68 (br s, 3H), 2.71 (s, 3H). 19F
NMR (376MHz, DMSO-d6) Shift -
60.427. LC-MS: Rt =3.535 min, (ESI)
m/z. [M+H]* 521.3;

C24H19F3N100

6.82-6.92 (m, 1H), 3.84-5.07 (m, 2H),
3.01-3.32 (m, 2H), 2.78-2.96 (m, 3H),
1.00-1.23 (m, 3H). LC-MS: Rt =1.390
min, (EST) m/z. [M+H]* 434.2;
CZZH20C1N7O

195

1H NMR (400 MHz, DMSO-d6) Shift
8.82 (br d, J=5.72 Hz, 1H), 8.06 (br s,
1H), 7.97 (br d, J=5.72 Hz, 1H), 7.65-
7.84 (m, 3H), 7.47 (br s, 2H), 7.25 (brs,
1H), 7.04 (br d, J=5.94 Hz, 2H), 5.10 (br
s, 2H), 3.60 (br s, 3H), 2.78-3.06 (m,
3H). LC-MS: Rt =1.453 min, (ESI) m/z.
[M+H]" 538.2;

C2sH19F4NoO

196

1H NMR (400MHz, DMSO-d6) Shift
837 - 7.75 (m, 2H), 8.39 - 7.73 (m,
1H), 7.58 - 7.39 (m, 3H), 7.33 - 7.19
(m, 2H), 7.07 - 6.93 (m, 1H), 6.95 -
6.42 (m, 1H), 4.90 - 4.47 (m, 2H), 3.27
- 3.03 (m, 1H), 3.33 - 3.03 (m, 1H),
2.89 (s, 3H), 2.23 - 1.95 (m, 1H), 1.00
- 0.66 (m, 6H). 19F NMR (376MHz,
DMSO-d6) Shift -119.073, -120.192;
158.442, -159.220. LC-MS: Rt =1.97
min, (EST) m/z. [M+H]" 464.1;
C24H23F2N-O

197

IH NMR (400 MHz, DMSO-d6) Shift
833-8.61 (m, 1H), 820 (s, 0.6H,
HCOOH), 7.63-8.05 (m, 3H), 7.33-7.61
(m, 3H), 7.09-7.30 (m, 2H), 6.72-6.96
(m, TH), 4.34-5.03 (m, 3H), 2.63-3.02
(m, 6H), 1.92-2.35 (m, 6H). 19F NMR
(376.5 MHz, DMSO-d6) Shift -119.22, -
122.68. LC-MS: Rt =1.344 min, (ESI)
m/z. [M+H]* 473 3:

C2sHasFNO

198

1H NMR (400 MHz, DMSO-d6) Shift
9.33 (br s, 1H), 7.88-8.42 (m, 2H),
7.55-7.85 (m, 3H), 7.37-7.55 (m, 3H),
6.91-7.36 (m, 2H), 4.92-5.14 (m, 2H),
3.48-3.85 (m, 3H), 2.74-2.93 (m, 3H).
19F NMR (376 MHz, DMSO-d6) Shift
-120.51--115.64 (m, 1F). LC-MS: Rt
=1.204 min, (EST) m/z. [M+H]" 495.3;
C25H19FN 100

199

1H NMR (400 MHz, DMSO-d6) Shift
8.41 - 8.56 (m, 2 H) 8.21 - 8.32 (m, 1 H)
7.99 - 8.14 (m, | H) 7.87 - 7.95 (m, 1 H)
7.76 - 7.86 (m, 2 H) 7.44 - 7.56 (m, 3 H)
7.16 (s, 2 H) 6.81 - 7.03 (m, 2 H) 5.15 -
5.26 (m, 2 H) 2.88 (s, 3 H). 19F NMR
(376 MHz, DMSO-d6) Shift -117.24 - -
115.16 (m, 1 F). LC-MS: Rt=1.271 min,
(EST) m/z. [M+H]" 467.2;

C2sH19FN3O

200

1H NMR (400 MHz, DMSO-d6) Shift
9.23 (brs, 1H), 8.66 (brs, 1H), 8.45 (br
s, 1H), 7.97-8.15 (m, 2H), 7.84-7.88
(m, 1H), 7.70 (br d, J-14.30 Hz, 2H),
7.57 (brs, 2H), 7.45 (brs, 1H), 7.11 (br
s, 1H), 5.05-5.30 (m, 2H), 3.56-3.88
(m, 3H), 291 (s, 3H). LC-MS: Rt
=1.484 min, (ESI) m/z. [M+H]* 521.3;
C24H 19F3N 00

201

1H NMR (400MHz, DMSO-d6) Shift
8.53 - 8.36 (m, 1H), 8.28 - 7.92 (m, 1H),
7.88 - 7.75 (m, 2H), 7.55 - 7.37 (m, 3H),
7.29 - 7.16 (m, 2H), 4.87 - 4.43 (m, 2H),
3.58 (brt, J=4.2 Hz, 4H), 3.52 - 3.36 (m,
4H), 3.00 - 2.76 (m, 3H), 2.45 - 2.29 (m,
4H), 1.19 - 1.05 (m, 3H). 19F NMR
(376MHz, DMSO-d6) Shift -119.304, -
120.046. LC-MS: Rt =3.633 min, (ESI)
m/z. [M+H]* 517.3

C27H29FNgO,

202

1H NMR (400 MHz, DMSO-d6) Shift
8.02-8.43 (m, 2H), 7.62-8.02 (m, 3H),
7.19-7.62 (m, 4H), 6.83-7.19 (m, 2H),
4.75-5.19 (m, 1H), 4.75-5.19 (m, 1H),
3.51-3.83 (m, 6H), 2.68-2.97 (m, 3H)
LC-MS: Rt =1.319 min, (ESI) m/z.
[M+H]* 500.3

C25H22FN902

203

1H NMR (400 MHz, DMSO-d6) Shift
8.55-8.69 (m, 1H), 8.17 (br s, 1H), 7.79
(s, 1H), 7.64 (d, J=8.80 Hz, 1H), 7.44 (br
s, 2H), 7.10-7.31 (m, 2H), 6.86 (t,
J=6.60 Hz, 1H)124, 6.61 (br s, 1H),
4.61-5.85 (m, 2H), 3.50-4.04 (m, 3H),
3.28-3.36 (m, 1H), 2.68-3.06 (m, 3H),
0.80-1.01 (m, 3H). 19F NMR (376.5
MHz, DMSO-d6) Shift -119.63

LC-MS: Rt =1.479 min, (ESI) m/z.
[M+H]" 460.3;

204

TH NMR (400 MHz, DMSO-d6) Shift
8.31-8.45 (m, 1H), 7.92-8.17 (m, 1H),
7.72-7.85 (m, 2H), 7.58-7.69 (m, 1H),
7.44 (brs, 3H), 7.14-7.32 (m, 2H), 7.02
(br d, J=11.13 Hz, 1H), 4.83-5.08 (m.
2H), 3.53-3.86 (m, 3H), 3.39-3.48 (m,
2H), 2.64-2.95 (m, 3H), 2.16 (br s.
6H). 19F NMR (376 MHz, DMSO-d6)
Shift -120.02--116.80 (m, 1F).LC-MS:
Rt =1.342 (ESI) m/z. [M+H]* 527.4;
C7H27FN10O
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C24H20FN70O,

1H NMR (400MHz. DMSO-d6) Shift
9.06 - 8.84 (m, 1H), 8.31 (d, J=6.6 Hz,
1H), 8.24 - 8.11 (m, 1H), 7.52 (br t,
J=7.5 Hz, 1H), 7.33 - 6.89 (m, SH), 4.94
- 4.45 (m, 2H), 3.60 (br s, 2H), 2.61 (d,

1H NMR (400 MHz, DMSO-d6) Shift
8.14-8.38 (m, 2H), 7.75-8.01 (m, 1H),
7.35-7.55 (m, 3H), 7.18-7.31 (m, 2H),
6.85 (br d, J=7.04 Hz, 1H), 5.53-5.67
(m, 1H), 4.45-4.94 (m, 2H), 3.44 (br s,

205 | J=2.4 Hz, 3H), 1.22 - 1.07 (m, 3H).19F | 206 | 2H), 2.77-2.97 (m, 3H), 1.48-1.70 (m,
NMR (376MHz, DMSO-d6) Shift - 6H), 0.98-1.26 (m, 3H). 19F NMR
119.164, -119.681; -157.688, -158.649. (376 MHz, DMSO-d6) Shift -121.18--
C-MS: Rt =3.824 (ESI) m/z. [M+H]* 118.30 (m, 1F). LC-MS: Rt =1.370
436.3 min, (ESI) m/z. [M+H]" 476.3;
Ca2H 19F2N70 CasH26FN702
1H NMR (400 MHz, DMSO-d6) Shift 1H NMR (400 MHz, DMSO-d6) Shift
9.25-9.27 (m, 1 H) 9.26 (s, 1 H) 9.14 - 8.14-8.38 (m, 2H), 7.75-8.01 (m, 1H),
9.19 (m, 1 H) 8.87 - 9.01 (m, 1 H) 8.06 7.35-7.55 (m, 3H), 7.18-7.31 (m, 2H),
(s, 1 H) 6.96 - 7.21 (m, 3 H) 4.62 - 4.95 6.85 (br d, J=7.04 Hz, 1H), 5.53-5.67
(m, 2 H)3.47 -3.60 (m, 2 H) 2.58 - 2.63 (m, 1H), 4.45-4.94 (m, 2H), 3.44 (brs,
207 | (m, 3 H) 1.05 - 1.20 (m, 3 H). 19F NMR | 208 | 2H), 2.77-2.97 (m, 3H), 1.48-1.70 (m,
(376 MHz, DMSO-d6) Shift -65.75 - - 6H), 0.98-1.26 (m, 3H). 19F NMR
65.59 (m, 1 F) -119.33 - -119.19 (m, 1 (376 MHz, DMSO-d6) Shift -121.18--
F). LC-MS: Rt =1.520 min, (ESI) m/z. 118.30 (m, 1F). LC-MS: Rt =1.370
[M+H]* 487.3; min, (EST) m/z. [M+H]" 476.3;
C22H13F4N5O Ca5H26FN702
1H NMR (400 MHz, DMSO-d6) Shift IH NMR (400MHz, DMSO-d6) Shift
12.55-12.90 (m, 1H), 8.89-9.00 (m, 1H), 8.50 - 8.26 (m, 1H), 8.21 - 7.93 (m,
8.12-8.30 (m, 1H), 7.95-8.10 (m, 1H), 1H), 7.81 (br d, J=5.9 Hz, 2H), 7.63 (br
7.76-7.90 (m, 1H), 7.52-7.73 (m, 2H), s, 1H), 7.44 (s, 3H), 7.35 - 7.13 (m,
7.46 (s, 2H), 7.16-7.37 (m, 1H), 6.97- 2H), 7.02 (br d, J=10.3 Hz, 1H), 5.12 -
209 | 7.10 (m, 1H), 5.10-5.25 (s, 2H), 2.60- | 210 | 4.86 (m, 2H), 3.86 - 3.46 (m, 9H), 2.96
2.98 (m, 3H). 19F NMR (376.5 MHz, - 2.69 (m, 3H), 2.44 - 2.30 (m, 4H).
DMSO-d6) Shift -60.70, -60.82, 19F NMR (376MHz, DMSO-d6) Shift
117.24,-119.11. LC-MS: Rt =1.490 min, -117.195, -119.505. LC-MS: Rt =1.673
(EST) m/z. [M+H]" 485.3; min, (ESI) m/z. [M+H]" 569.2;
C2H6F4NzO C9H20FN 90>
1H NMR (400 MHz, DMSO-d6) Shift
IH NMR (400 MHz, DMSO-d6) Shift 9.15-9.31 (m, 1H), 8.33 (s, 1H), 8.07-
8.50 (br s, 1H), 7.74-8.27 (m, 2H), 7.62 8.16 (m, 1H), 7.92-8.03 (m, 1H), 7.76-
(brs, 1H), 7.29-7.52 (m, 3H), 6.91-7.29 7.86 (m, 1H), 7.58-7.75 (m, 2H), 7.41-
211 (m, 2H), 4.74-5.27 (m, 6H), 3.59 (br s, | 212 7.55 (m, 3H), 7.18-7.33 (m, 1H), 4.71-
3H), 2.62-2.98 (m, 3H). LC-MS: Rt 5.17 (m, 2H), 3.53-3.83 (m, 3H), 2.80-
=1.982 min, (ESI) m/z. [M+H]*473.3; 2.97 (m, 3H). LC-MS: Rt =1.544 min,
C24H21FNO, (ESI) m/z. [M+H]" 554.2;
C15H 9CIF3NoO
1H NMR (400 MHz, DMSO-dé6) Shift
8.83-9.07 (m, 1 H) 8.34 - 8.50 (m, 2 H) 1H NMR (400 MHz, DMSO-d6) Shift
8.15-8.29(m, 1 H)7.62 - 7.72 (m, 1 H) 7.35 - 8.50 (m, 7 H) 6.96 - 7.35 (m, 1
7.09 - 7.24 (m, 1 H) 6.96 - 7.07 (m, 2 H) H) 4.53 - 5.22 (m, 2 H) 2.60 - 2.98 (m,
4.61 -4.95 (m, 2 H) 3.51 - 3.61 (m, 2 H) 3 H) 1.05 - 1.27 (m, 3 H). 19F NMR
213 2.58-2.64(m,3H)1.05-1.19(m,3H). | 214 (376 MHz, DMSO-d6) Shift -58.95 - -
19F NMR (376 MHz, DMSO-d6) Shift - 58.53 (m, 1 F) -120.17 - -118.91 (m, 1
65.19 - -64.80 (m, 1 F) -119.50 (br d, F). LC-MS: Rt =1.613 min, (ESI) m/z.
J=20.60 Hz, 1 F). LC-MS: Rt =1.633 [M+H]"486.2;
min, (ESI) m/z. [M+H]* 487.3; Cy3H 19F4N5O
Ca2HisF4NgO
1H NMR (400 MHz, DMSO-d6) Shift 1H NMR (400 MHz, DMSO-d6) Shift
8.99 (s, 1H), 8.06-8.47 (m, 1H), 7.57 (br 8.15 (s, 0.16H, HCOOH), 7.76-7.99
215 | d,J=7.75Hz, 1H), 7.33 (br d, J=7.63 Hz, | 216 | (m, 2H), 7.35-7.52 (m, 2H), 6.85-7.27

1H), 7.24 (s, 1H), 7.18 (br d, J=10.76
Hz, 1H), 7.05 (br s, 2H), 5.49-6.15 (m,

(m, 3H), 6.62-6.78 (m, 11T), 4.30-4.74
(m, 4H), 3.01-3.21 (m, 4H), 2.71-2.96
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1H), 4.50-5.06 (m, 2H), 3.17 (br dd,
J=7.75, 14.88 Hz, 2H), 2.63 (s, 3H),
0.83-1.04 (m, 3H)

LC-MS: Rt =0.78 min, (ESI) m/z.
[M+H]" 474.3;

C23H19F4N;s0,

(m, 3H), 0.93-1.21 (m, 3H). 19F NMR
(376.5 MHz, DMSO-d6) Shift -119.74,
-119.89. LC-MS: Rt =1.623 min, (ESI)
m/z. [M+H]* 420.3;

C23H22FN;50O;

217

1H NMR (400 MHz, DMSO-d6) Shift
8.75-9.25 (m, 1H), 8.14-8.49 (m, 2H),
7.64-7.86 (m, 1H), 7.46 (br d, J=7.82
Hz, 1H), 7.12-7.24 (m, 2H), 7.02 (br s,
2H), 4.31-4.93 (m, 2H), 3.49-3.65 (m,
4H), 3.00-3.32 (m, 3H), 2.54-2.77 (m,
6H), 2.43 (br s, 4H), 1.04-1.18 (m, 3H),
~90% of purity. LC-MS: Rt =0.774 min,
(ESI) m/z. [M+H]" 531.3;

Ca5H31FN3O,

218

1H NMR (400 MHz, DMSO-d6) Shift
8.15 (s, 0.16H, HCOOH), 7.76-7.99
(m, 2H), 7.35-7.52 (m, 2H), 6.85-7.27
(m, 3H), 6.62-6.78 (m, 1H), 4.30-4.74
(m, 4H), 3.01-3.21 (m, 4H), 2.71-2.96
(m, 3H), 0.93-1.21 (m, 3H). 19F NMR
(376.5 MHz, DMSO-d6) Shift-119.74,
-119.89. LC-MS: Rt =1.623 min, (ESI)
m/z. [M+H]" 420.3;

Ca23H22FN;50,

219

IH NMR (400 MHz, DMSO-d6) Shift
7.88-8.15 (m, 1H), 7.81 (s, 1H), 7.41-
7.60 (m, 3H), 7.14-7.28 (m, 1H), 6.84-
7.13 (m, 3H), 6.62-6.77 (m, 1H), 4.87 (s,
2H), 4.38-4.61 (m, 2H), 3.51-3.91 (m,
3H), 3.00-3.22 (m, 2H), 2.64-2.97 (m,
3H). 19F NMR (376.5 MHz, DMSO-d6)
Shift -117.53, -119.22. LC-MS: Rt
=1.720 min, (EST) m/z. [M+H]* 472.1;
C25H2:FN70,

220

1H NMR (400 MHz, DMSO-d6) Shift
9.13-9.40 (m, 1H), 8.86-9.09 (m, 1H),
8.11-8.31 (m, 1H), 7.71-7.98 (m, 1T),
7.42 (br dd, J=9.35, 19.50 Hz, 1H),
7.16 (br dd, J=10.94, 19.62 Hz, 1H),
7.01 (br d, J=8.93 Hz, 2H), 6.56-6.83
(m, 1H), 4.54-5.07 (m, 2H), 3.53 (br d,
J=5.38 Hz, 1H), 3.29 (br s, 1H), 2.61
(br d, J=9.54 Hz, 3H), 1.02-1.19 (m,
3H). LC-MS: Rt =0.899 min, (ESI)
m/z. [M+H]* 486.3;

Ca3H19FsN5O

221

1H NMR (400 MHz, DMSO-d6) Shift
8.93 (s, IH), 8.13 (br d, J=6.16 Hz, 1H),
7.47 (br d, J=7.26 Hz, 1H), 7.29 (s, 1H),
7.22 (t, J=7.70 Hz, 1H), 6.86-7.13 (m,
4H), 6.81 (s, 1H), 6.72 (d, J=7.92 Hz,
1H), 6.56 (br d, J=6.16 Hz, 1H), 4.77 (br
t, J=9.35 Hz, 1H), 4.49 (br dd, J=3.30,
10.34 Hz, 1H), 2.60 (s, 3H). 19F NMR
(376 MHz, DMSO-d6) Shift -117.76 (br
s, 1F). LC-MS: Rt =0.802 min, (ESI)
m/z. [M+H]" 458.3;

C24H20FN-7O>

222

IH NMR (400 MHz, DMSO-d6) Shift
8.81-9.21 (m, 1H), 8.33-8.63 (m, 1H),
7.74-8.31 (m, 3H), 7.40-7.68 (m, 1H),
6.91-7.28 (m, 3H), 5.37-5.90 (m, 1H),
4.71-5.05 (m, 1H), 4.38-4.70 (m, 1H),
3.80-3.93 (m, 3H), 3.22 (br d, J6.75
Hz, 2H), 2.61 (s, 3H), 0.69-1.12 (m,
3H). LC-MS: Rt =2.220 min, (ESI)
m/z. [M+H]" 487.3:

C15H23FN3O2

223

1H NMR (400 MHz, DMSO-d6) Shift
9.00 (s, 1H), 8.89 (br d, J=16.51 Hz,
1H), 8.57 (br d, J=3.67 Hz, 1H), 8.15-
8.48 (m, 1H), 7.95-8.15 (m, 1H), 7.41-
7.66 (m, 2H), 6.83-7.41 (m, 5H), 5.45-
6.29 (m, 1H), 4.61 (br d, J=10.15 Hz,
2H), 3.15-3.29 (m, 2H), 2.63 (s, 3H),
0.78-1.12 (m, 3H). LC-MS: Rt =0.807
min, (ESI) m/z. [M+H]* 483.3;
C27H23FN6O>

224

1H NMR (400 MHz, DMSO-d6) Shift
7.92-8.19 (m, 1H), 7.83 (s, 1H), 7.57
(br s, 1H), 7.47 (s, 2H), 7.31 (br d,
J=7.83 Hz, 1H), 7.13-7.28 (m, 2H),
5.48-6.23 (m, 1H), 4.49-5.02 (m, 2H),
3.18 (br d, J=8.44 Hz, 2H), 2.96 (br s,
3H), 0.81-1.11 (m, 3H). LC-MS: Rt
=0.78 min, (ESI) m/z. [M+H]"474.3;
C23H19F4N;50,

225

1H NMR (400 MHz, DMSO-d6) Shift
8.93 (s, 1H). 8.13 (br d, J=6.16 Hz, 1H),
7.47 (br d, J=7.26 Hz, 1H), 7.29 (s, 1H),
7.22 (1, J=7.70 Hz, 1H), 6.86-7.13 (m,
4H), 6.81 (s, 1H), 6.72 (d, J=7.92 Hz,
1H), 6.56 (br d, J=6.16 Hz, 1), 4.77 (br
t. 1=9.35 Hz, 1H), 4.49 (br dd, J=3.30,
10.34 Hz, 1H), 2.60 (s, 3H). 19F NMR
(376 MHz, DMSO-d6) Shift -117.76 (br

226

1H NMR (400 MHz, DMSO-d6) Shift
9.00 (s, 1H), 8.25 (br d, J=6.38 Hz,
1H), 7.14-7.51 (m, 3H), 6.85-7.13 (m,
4H), 5.40-6.21 (m, 1H), 4.36-4.88 (m,
2H), 2.99-3.20 (m. 1H), 3.07 (br d.
J=6.82 Hz, 1H), 2.63 (s, 3H), 0.55-1.09
(m, 3H). 19F NMR (376 MHz, DMSO-
d6) Shift -119.88 (br d, J=16.02 Hz,
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s, 1F). LC-MS: Rt =0.802 min, (ESI)
m/z. [M+H]" 458.3;
C24H20FN702

1F). LC-MS: Rt =0.842 min, (ESI) m/z.
[M+H]* 406.2:
C22H20FN;50,

227

IH NMR (400 MHz, DMSO-d6) Shift
8.60 (d, J=7.04 Hz, 1H), 7.89 (d, 1=6.38
Hz, 1H), 7.81 (s, 1H), 7.57-7.72 (m, 2H),
7.48 (s, 2H), 7.15-7.34 (m, 1H), 7.07 (d,
J=11.22 Hz, 1H), 6.85 (t, J=6.71 Hz.
1H), 6.58 (s, 1H), 5.07 (s, 2H), 3.54 (s,
3H), 2.85 (s, 3H), 1.77 (s, 3H). I9F
NMR (376 MHz, DMSO-d6) Shift -
117.27 (br s, 1F). LC-MS: Rt =0.719
min, (EST) m/z. [M+H]" 484.4;
C2sH22FNoO

228

1H NMR (400 MHz, DMSO-d6) Shift
9.00 (s, 1H), 8.06-8.52 (m, 2H), 7.86
(d, J=7.95 Hz, 1H), 6.83-7.48 (m, 6H),
5.14-6.64 (m, 1H), 4.39-4.93 (m, 2H),
3.85 (d, J=5.01 Hz, 3H), 2.56-2.70 (m,
6H). LC-MS: Rt =0.761 min, (ESI)
m/z. [M+H]* 472.2;

C25H22FN702

229

1 NMR (400 MHz, DMSO-d6) 8.52 (br
s, 1H), 8.03 (br s, 2H), 7.91 (br s, 1H),
7.82 (brs, 1H), 7.75 (br s, 1H), 7.49 (br
s, 3H), 7.22 (br s, 1H), 6.97 (br s, 1H),
6.87 (br s, 1H), 6.68 (brs, 1H), 5.17 (br
s, 2H), 3.63-3.82 (m, 3H), 2.92 (br s,
3H). 19F NMR (376 MHz, DMSO-d6) -
116.39 (s, 1F) LC-MS: Rt =0.800 min,
(EST) m/z. [M+H]"497.1;

C26H21FN5O2

230

H NMR (400 MHz, DMSO-d6) Shift
8.99 (s, 1H), 8.08-8.54 (m, 2H), 7.62
(d, J=1.63 Hz, 1H), 7.16 (d, J=10.88
Hz, 1H), 7.04 (brs, 2H), 5.42-5.78 (m,
1H), 4.75-5.07 (m, 1H), 4.54-4.75 (m,
1H), 3.28 (br d, J=7.38 Hz, 1H), 3.18
(br d, J=7.50 Hz, 1H), 2.61 (d, J=3.13
Hz, 3H), 0.87-1.04 (m, 3H). 19F NMR
(376 MHz, DMSO-d6) Shift -120.15-
118.26 (m, IF). LC-MS: Rt =0.847
min, (EST) m/z. [M+H]" 485.4;
C21H13BrFN¢O2

231

IH NMR (400 MHz, DMSO-d6) Shift
8.50 (br d, J=3.38 Hz, 1H), 8.18 (s, 1H),
8.08 (d, J=8.63 Hz, 1H), 7.90 (d, J=6.38
Hz, 1H), 7.79 (s. 1H), 7.65 (s, 1H), 7.46
(s, 2H), 7.22 (dd, J=4.44, 9.19 Hz, 1H),
7.05 (d, 7-11.13 Hz, 1H), 5.04 (br s,
2H), 3.47-3.71 (m, 3H), 2.85 (s, 3H),
1.79 (s, 3H). 19F NMR (376 MHz,
DMSO-d6) Shift -120.22--116.68 (m,
1F). LC-MS: Rt =1.24 min, (ESI) m/z.
[M+H]" 485.3;

C24H21FN100

232

1H NMR (400 MHz, DMSO-d6) Shift
8.87-9.41 (m, 1H), 7.64-8.23 (m, 4H),
7.35-7.59 (m, 3H), 7.07-7.32 (m, 1H),
4.36-5.16 (m, 3H), 3.47-4.08 (m, 4H),
2.60-3.08 (m, 3H), 1.97-2.30 (m, 2H).
19F NMR (376 MHz, DMSO-d6) Shift
-60.42 (br d, J=43.49 Hz, 3F), -122.45-
-117.86 (m, 1F). LC-MS: Rt =1.009
min, (EST) m/z. [M+H]" 528.3;
C1sH21F4N70O;

233

IH NMR (400 MHz, DMSO-d6) Shift
925 (s. 1H), 8.97 (s, 1H), 8.15 (d,
1-6.38 Hz, 1H), 8.04 (s, 1H), 7.73 (d,
J=9.46 Hz, 1H), 7.57 (s, 1H), 7.47 (dd,
J=1.54,9.46 Hz, 1H), 6.63-7.24 (m, 3H),
5.01 (s, 2H), 3.52 (s, 3H), 2.60 (s, 3H),
179 (s, 3H). 19F NMR (376 MHz,
DMSO-d6) Shift -60.40 (br s, 3F), -
116.73 (br s, 1F). LC-MS: Rt =0.994
min, (ESI) m/z. [M+H]" 522.3;
CasH21F4NoO

234

IH NMR (400 MHz, DMSO-d6) Shift
8.60 (br's, 1H), 8.23 (s, 1H), 7.70-8.10
(m, 2H), 7.38-7.70 (m, 3H), 7.04-7.38
(m, 2H), 6.84 (br s, 1H), 6.27-6.60 (m,
1H), 4.36-5.18 (m, 3H), 3.79-4.04 (m,
2H), 3.45 (br s, 2H), 2.97 (br s, 2H),
2.38-2.50 (m, 1H), 2.1 (br s, 2H). LC-
MS: Rt =1.081 min, (ESI) m/z. [M+H]*
460.4;

C24H2.FN70,

235

1H NMR (400 MHz, DMSO) Shift 9.10
(s, 1H), 8.88 (s, 1H), 8.09 (d, J=6.38 Hz,
1H), 7.82 (d, J=9.24 Hz, 1H), 7.57 (s,
1H), 7.38 (d, J=9.24 Hz, 1H), 6.94 (d,
J=10.78 Hz, 1H), 6.65-6.88 (m, 3H),
5.03 (br s, 2H), 3.46 (s, 3H), 2.56 (s,
3H), 1.73 (s, 3H). LC-MS: Rt =1.113
min, (ESI) m/z. [M+H]" 552.1;
C26H21F4NoO

236

1H NMR (400 MHz, DMSO-d6) Shift
9.25 (s, 1H), 8.04 (s, 1H), 7.88 (br d,
J=6.38 Hz, 1H), 7.81 (s, 1H), 7.73 (d,
J=9.46 Hz, 1H), 7.62 (s, 1H), 7.37-7.56
(m, 3H), 7.07 (d, J=11.22 Hz, 1H), 5.04
(br s, 2H), 3.55 (s, 3H), 2.84 (s. 3H),
1.79 (s, 3H). 19F NMR (376 MHz,
DMSO-d6) Shift -60.40, -117.07. LC-
MS: Rt =1.017 min, (ESI) m/z. [M+H]*
522.3;
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Ca6H21F4NoO

237

1H NMR (400 MHz, DMSO-d6) Shift
12.20-12.38 (m, 1H), 8.75-8.97 (m, 1H),
8.14-8.65 (m, 1H), 7.56-7.67 (m, 2H),
7.35-7.54 (m, 1H), 7.12-7.22 (m, 2H),
7.03 (br s, 2H), 6.95 (d, J=11.04 Hz,
1H), 4.82-5.13 (m, 2H), 3.51-3.70 (m,
3H), 2.59-2.70 (m, 3H), 1.75-2.06 (m,
3H). 19F NMR (376.5 MHz, DMSO-d6)
Shift -116.39, -118.62

LC-MS: Rt =0.790 min, (ESI) m/z.
[M+H]* 484.1;

C25H22FN9O

238

IH NMR (400 MHz, DMSQO) Shift
9.26 (s, 1H), 7.84-7.96 (m, 2H), 7.80
(s, TH), 7.64 (s, 1H), 7.48 (s, 2H), 7.42
(dd, J=1.21, 9.35 Hz, 1H), 7.06 (d,
J=11.22 Hz, 1H), 6.78 (s, 1H), 5.10 (s,
2H), 3.53 (s, 3H), 2.84 (s, 3H), 1.77 (s,
3H). LC-MS: Rt =1.113 min, (EST)
m/z. [M+H]"552.1;

C26H21F4NoO

239

1H NMR (400 MHz, DMSO-d6) & 9.23
(br s, 1H), 7.87-8.56 (m, 2H), 7.68-7.84
(m, 2H), 7.43-7.55 (m, 3H), 7.01-7.37
(m, 2H), 6.17 (br s, 1H), 4.84-5.28 (m,
2H), 3.45-3.83 (m, 3H), 2.86 (br s, 3H).
LC-MS: Rt =0.811 min, (ESI) m/z.
[M+H]* 538.3;

C25H19FsNoO

240

H NMR (400 MHz, DMSO-d6) 8.91
(brs, 1H), 8.23 (br d, J=8.13 Hz, 1H),
7.97 (br d, J=6.75 Hz, 1H), 7.89 (br s,
1H), 7.81 (s, 1H), 7.34 (br s, 2H), 7.13
(br d, J=11.26 Hz, 1H), 6.50 (s, 1H),
5.17 (brs, 2H), 3.23-3.28 (m, 3H), 2.87
(s, 3H), 1.96 (br s, 3H)

19F NMR (376 MHz, DMSO-d6) -
60.85 (s, 3F), -118.24 (br s, 1F). LC-
MS: Rt =0.759 min, (EST) m/z. [M+H]*
513.3;

C24H20F4NsO

241

1H NMR (400 MHz, DMSO-d6) 9.28
(br s, 1H), 8.10 (br s, 1H), 7.92 (br s,
1H), 7.82 (s, 1H), 7.73 (d, J=9.76 Hz,
1H), 7.55 (s, 2H), 7.47 (br d, J=8.63 Hz,
1H), 7.29 (brs, 1H), 7.11 (br d, J=10.38
Hz, 1H), 5.19 (br s, 1H), 5.04-5.14 (m,
1H), 3.59 (s, 3H), 2.86 (br s, 3H). 19F
NMR (376 MHz, DMSO-d6) -60.47 (s,
3F), -118.15 (s, 1F), -173.54 (s, 1F). LC-
MS: Rt =1.961 min, (ESI) m/z. [M+H]*
556.1;

C2sH13FsNoO

242

IH NMR (400 MHz, DMSO-d6) 5 9.24
(br s, 1H), 8.22 (s, 1H), 7.95-8.16 (m,
2H), 7.74 (br d, J=9.02 Hz, 1H), 7.47
(br d, J=9.90 Hz, 1H), 6.92-7.38 (m,
4H), 6.19 (br s, 1H), 5.14 (br s, 2H),
4.29 (br s, 3H), 3.48 (br s, 3H).. LC-
MS: Rt =0.786 min, (EST) m/z. [M+H]"
538.3;

C25H19F4sNoO

243

1H NMR (400 MHz, DMSO-d6) & 8.43
(brs, 1H), 7.76-7.97 (m, 1H), 7.72-8.01
(m, 2H), 7.39-7.66 (m, 3H), 7.03-7.36
(m, 3H), 6.17 (br s, 1H), 4.77-5.16 (m,
2H), 3.57 (br t, J=4.29 Hz, 4H), 3.37-
3.50 (m, 6H), 2.86 (br s, 2H), 2.31-2.39
(m, 4H). LC-MS: Rt =0.614 min, (ESI)
m/z. [M+H]* 569.4;

C29H29FN 1002

244

1H NMR (400 MHz, DMSO-d6) 6 9.23
(br s, 1H), 7.86-8.62 (m, 2H). 7.71-
7.84 (m, 2H), 7.40-7.64 (m, 3H), 7.28
(brs, 1H), 7.09 (br d, J-10.38 Hz, 1H),
6.27 (br s, 1H), 4.76-5.34 (m, 2H),
3.47-4.17 (m, 2H), 2.85 (br s, 3H),
0.90-1.26 (m, 3H). LC-MS: Rt =0.801
min, (ESI) m/z. [M+H]" 552.3;
C26H21F4NoO

245

1H NMR (400 MHz, DMSO-d6) 5 12.99
(br s, 1H), 7.87-8.05 (m, 2H), 7.69-7.84
(m, 2H), 7.48-7.60 (m, 3H), 7.22 (br s,
1H), 6.97-7.13 (m, 1H), 6.22 (br s, 1H),
5.25 (br s, 2H), 3.54-3.66 (m, 3H), 2.87
(brs, 3H). LC-MS: Rt =0.774 min, (ESI)
m/z. [M+H]* 538.2:

C2sH19F4sNoO

246

1H NMR (400 MHz, DMSO-d6) Shift
8.52 (br d, J=4.63 Hz, 1H), 7.62-8.03
(m, 3H), 7.44-7.59 (m, 3H), 7.02-7.39
(m, 3H), 6.72-6.99 (m, 1H), 6.18 (br s,
1H), 4.67-5.25 (m, 2H), 3.44-3.79 (m,
3H), 2.87 (br s, 3H). 19F NMR (376
MHz, DMSO-d6) Shift -120.00--
116.92 (m, 1F). LC-MS: Rt =0.645
min, (ESI) m/z. [M+H]* 470.3;
CZ4HZOFN‘)O

247

"H NMR (400 MHz, DMSO-ds) Shift 8.84-
8.73 (m. 1H), 8.33-8.10 (m, 2H), 8.00-7.86
(m, 1H), 7.84-7.74 (m, 2H), 7.58-7.48 (m,

248

IH NMR (400 MHz, DMSO-d6) &
9.15-9.28 (m, 1H), 8.05 (br s, 2H),
7.68-7.89 (m. 3H), 7.37-7.62 (m, 4H),
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2H), 7.48-7.38 (m, 2H), 7.29-7.17 (m, 1H),
4.87-4.49 (m, 2H), 3.89 (s, 3H), 3.58-3.35
(m, 2H), 2.99-2.85 (m, 3H), 1.18-1.07 (mm,
3H). LC-MS: Rt =2.109 min, (ESI) m/z.
[M+H]"498.1; C2sH24FNoO

7.05 (br 5, 1H), 6.42 (br s, 1H), 4.92-
5.33 (m, 2H), 2.90 (br s, 3H). LC-MS:
Rt =0.814 min, (ESI) m/z. [M+H]*
574.3;

CasH17FsNoO

249

1H NMR (400 MHz, DMSO-d6) & =
9.04 - 8.82 (m, 1H), 8.55 - 8.15 (m, 2H),
7.94 - 7.74 (m, 1H), 7.53 (br t, ] = 9.5
Hz, 1H), 7.32 - 7.11 (m, 2H), 7.02 (br s,
2H), 4.80 (s, 1H), 4.52 (s, 1H), 3.75 -
3.38 (m, 8H), 2.70 - 2.51 (m, 7H), 1.20 -
1.03 (m, 3H) LC-MS: Rt = 2.142 min,
(ESI) m/z. [M+H]" 517.3; C27H290FNgO»

250

1H NMR (400 MHz, DMSO-d6) Shift
9.58-9.37 (m, 1H), 9.35-9.17 (m, 2H),
9.00-8.73 (m, 2H), 8.73-8.53 (m, 1H),
8.52-8.33 (m, 1H), 8.12-7.73 (m, 211),
7.48 (br d, ] = 9.7 Hz, 1H), 5.13-4.75
(m, 2H), 3.43 (br d, J = 2.4 Hz, 2),
3.40 (brs, 1H), 3.13-2.98 (m, 4H), 2.73
(s, 3H), 2.12-1.95 (m, 4H), 1.16 (br s,
3H). LC-MS: Rt = 1.343 min, (ESI)
m/z. [M+H]* 501.3; Ca7H3CIFNGO

251

1H NMR (400 MHz, DMSO-d6) & = 9.07 -
8.88 (m, 1H), 8.55 - 8.40 (m, 2H), 7.90 -
7.77 (m, 1H), 7.48 - 7.39 (m, 1H), 7.35 -
7.26 (m, 1H), 7.16 (t,] = 10.7 Hz, 1H), 7.00
(brs, 2H), 5.22 - 5.18 (m, 1H), 4.78 (s, 1H),
450 (s, 1H), 3.74 (s, 1H), 3.51 (brd,J=5.8
Hz, 1H), 2.61 (d, J = 4.9 Hz, 3H), 1.46 (t, J
= 5.7 Hz, 6H), 1.16 - 1.04 (m, 3H) LC-MS:
Rt = 2.138 min, (ESI) m/z. [M+H]*
476.2; C25Ha6FN702

252

IH NMR (400 MHz, DMSO-d6) 3 ppm
8.56 (d, J=7.00 Hz, 2 H) 7.98 (d,
J=6.38 Hz, 1 H) 7.81 (s, 1 H) 7.62 (br
d,J=8.88 Hz, l H) 7.13 - 7.26 (m, 4 H)
6.77 - 6.90 (m, 1 H) 6.51 (br s, 1 H)
4.76 (brs, 2 H) 3.48 (br s, 2 H) 2.67 -
2.93 (m, 3 H) 1.15 (br s, 3 H)

LC-MS: Rt =2.357 min,

(EST) m/z = 418.2 [M+H]+ ;
C22H20FN;0

253

1H NMR (400 MHz, DMSO-d6) & =
9.35-9.22 (m, 1H), 8.99 - 8.81 (m, 1H),
8.22 -8.10 (m, 1H), 8.01 - 7.84 (m, 1H),
7.73 - 7.66 (m, 1H), 7.58 (s, 1H), 7.50
(brdd,J=12,9.3 Hz, 1H), 7.17 (s, 1H),
7.01 (br s, 2H), 6.94 (br d, J = 10.9 Hz,
1H), 5.08 (s, 2H), 3.58 (s, 3H), 2.60 (s,
3H) LC-MS: Rt = 2.092 min, (ESI) m/z.
[M+H]" 495.2; C2sH19FN 0,0

254

1H NMR (400 MHz, DMSO-d6) & =
8.63 - 8.43 (m, 1H), 8.39 - 8.07 (m,
1H), 7.95 - 7.68 (m, 2H), 7.59 - 7.36
(m, 3H), 7.33 - 7.18 (m, 2H), 6.90 (1, ]
= 6.6 Hz, 1H), 6.49 - 6.15 (m, 1H),
4.64 (br s, 2H), 3.89 (br s, 2H), 2.95 -
2.73 (m, 3H) LC-MS: Rt = 2.178 min,
(ESD)  m/z.  [M+H]*  454.1:
C2HisF3N70O

255

1H NMR (400 MHz, DMSO-d6) § =
8.96 (s, 1H), 8.53 (d, J = 6.8 Hz, 1H),
8.15 (d, I = 6.5 Hz, 1H), 7.87 (s, 1H),
7.50 (d, 1 = 9.0 Hz, 1H), 7.26 - 7.17 (m,
2H), 7.03 - 6.84 (m, 4H), 4.97 (s, 2H),
3.44 (s, 3H), 2.59 (s, 3H), 1.85 (s, 3H)
LC-MS: Rt = 2.088 min, (ESI) m/z.
[M+H]* 484.2; C55sH2,FNoO

256

IH NMR (400 MHz, DMSO-d6) 6 =
9.04 - 8.80 (m, 1H), 8.46 - 8.31 (m,
1H), 8.23 - 8.09 (m, 1H), 7.83 (s, 1H).
7.70 - 7.55 (m, 1H), 7.47 (br d, J = 9.1
Hz, 1H), 7.25 - 7.12 (m, 2H), 7.08 -
6.89 (m, 3H), 5.06 - 4.93 (m, 2H), 3.58
(brs, 9H), 2.60 (s, 3H), 2.39 (br s, 4H)
LC-MS: Rt = 2.046 min, (ESI) m/z.
[M+H]" 569.3; C20H20FN 00,

257

1H NMR (400 MHz, DMSO-d6) § =
9.04 - 8.78 (m, 1H), 8.62 - 8.40 (m, 1H),
8.26 - 8.07 (m, 1H), 7.91 - 7.74 (m, 1H),
7.71 - 7.56 (m, 1H), 7.51 (br d, J = 8.5
Hz. 1H), 7.29 - 7.12 (m, 2H), 7.11 - 6.78
(m, 4H), 5.14 - 4.93 (m, 2H), 3.85 - 3.53
(m, 3H), 2.60 (br s, 3H) LC-MS: Rt =
2.060 min, (ESI) m/z. [M+H]* 470.2;
C24H20FNyO

258

1H NMR (400 MHz, DMSO-d6) & =
9.03 - 8.87 (m, 1H), 8.52 - 8.14 (m,
1H), 7.70 (br d, J = 5.5 Hz, 1H), 7.56
(s, 1H), 7.39 - 7.26 (m, 1H), 7.20 - 7.05
(m, 2H), 7.05 - 6.94 (m, 2H), 5.46 -
5.07 (m, 1H), 4.74 (s, 1H), 4.61 - 4.37
(m, 2H), 3.57 - 3.39 (m, 2H), 2.85 (br
dd, T =48, 19.3 Hz, 2H), 2.61 (br d, J
~ 2.3 Hz, 3H), 1.23 - 1.15 (m, 6H),
1.14-1.04 (m, 3H) LC-MS: Rt=2.119
min, (ESI) m/z. [M+H]" 505.2;
Ca6H20FN3O,

259

10 NMR (400 MHz, DMSO-d6) o =
9.29 (br s, 2H). 8.81 - 8.32 (m, 3H), 8.30

260

H NMR (400 Mz DMSO-ds) Shift
9.15-8.91 (m, 1M), 8.90-8.72 (m, 1H),
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- 8.08 (m, 1H), 7.84 (br d, ] = 4.5 Hz,
1H), 7.73 - 7.52 (m, 2H), 7.43 - 7.12 (m,
2H), 5.13 (br s, 2H), 3.64 (br s, 3H), 2.70
(s, 3H) LC-MS: Rt = 1.695 min, (ESI)
m/z. [M+H]" 538.2; CasH19F4NoO

8.55-8.23 (m, 1H), 8.20 (d, /= 11.0 Hz,
1H), 7.97-7.74 (m, 2H), 7.66-7.58 (m,
1H), 7.56-7.50 (m, 1H), 7.23 (dd, J =
10.9, 13.2 Hz, 1H), 7.06 (br s, 2H), 4.93-
4.51 (m, 2H), 3.94 (d, J = 3.9 Hz, 3H),
3.41 (brs, 2H), 2.67 (d, J = 8.4 Hz, 3H),
1.30-1.03 (m, 3H). LC-MS: Rt = 2.166
min, (ESI) m/z. [M+H]" 498.2;
C26H24FNoO

261

IH NMR (400 MHz, DMSO-d6) & =
9.08 - 8.71 (m, 1H), 8.59 - 8.39 (m, 1H),
8.29 - 8.09 (m, 1H), 7.85 - 7.66 (m, 1H),
7.58 - 7.39 (m, 1H), 7.30 - 7.14 (m, 2H),
7.12-6.94 (m, 2H), 6.91 - 6.78 (m, 1H),
5.53-5.30 (m, 1H), 4.90 - 4.79 (m, 1H),
4.67 - 438 (m, 1H), 4.30 - 4.15 (m, 1H),
3.89 (br dd, J = 1.9, 3.7 Hz, 1H), 2.64 -
2.57 (m, 3H), 1.90 - 1.78 (m, 1H), 1.70 -
1.40 (m, 2H), 1.28 - 1.12 (m, 1H) LC-
MS: Rt = 1.996 min, (EST) m/z. [M+H]*
460.1; C24H22FN702

262

1H NMR (400 MHz, DMSO-d6) & =
9.07 - 8.85 (m, 1H), 8.48 - 8.14 (m,
1H), 8.12 - 7.95 (m, 1H), 7.80 - 7.59
(m, 1H), 7.44 (br d, J = 9.6 Hz, 1H),
7.24 (brd, J=9.1 Hz, 1H), 7.16 (dt, J
= 3.1, 10.7 Hz, 1H), 7.00 (br s, 2H),
4.80 - 4.44 (m, 2H), 3.57 - 3.41 (m,
2H), 3.18 (br d, ] = 3.3 Hz, 4H), 3.09 -
2.90 (m, 4H), 2.61 (br s, 6H), 1.18 -
1.03 (m, 3H) LC-MS: Rt = 2.158 min,
(ESI) m/z. [M+H]" 516.3; C,7H30FNoO

263

1H NMR (400 MHz, DMSO-d6) 8 =
9.05 - 8.85 (m, 1H), 8.44 - 8.25 (m, IH),
8.21-8.13 (m, 1H), 7.82 - 7.67 (m, 1H),
7.44(d,J=9.8 Hz, 1H), 7.16 (t, T = 11.3
Hz, 1H), 7.01 (br dd, J = 2.3, 9.8 Hz,
3H), 4.76 (s, 1H), 4.49 (s, 1H), 3.76 (d,
J=14.4 Hz, 3H), 3.51 (brd, ] = 6.6 Hz,
1H), 3.30 (br's, 1H), 2.61 (d, J = 3.9 Hz,
3H), 1.19 - 1.03 (m, 3H) LC-MS: Rt =
2.228 min, (ESI) m/z. [M+H]+ 448.2;
C23H2.FN70O,

264

1H NMR (400 MHz, DMSO-d6) é =
9.13 - 8.79 (m, 1H), 8.60 - 8.21 (m,
2H), 7.79 (br s, 1H), 7.59 - 7.16 (m,
2H), 7.15 - 6.92 (m, 3H), 6.85 (br t, J
= 6.7 Hz, 1H), 5.17 (s, 2H), 4.11 - 3.84
(m, 3H), 2.60 (s, 3H) LC-MS: Rt =
2.170 min, (ESI) m/z. [M+H]" 471.2;
C23H190FN100

265

IH NMR (400 MHz, DMSO-d6) o =
9.07 - 8.82 (m, 1H), 8.52 - 8.46 (m, 1H),
8.36 (br d, ] = 6.6 Hz, IH), 8.26 - 8.17
(m, 1H), 8.14 - 8.05 (m, 2H), 7.26 - 7.15
(m, 2H), 7.00 (br d, J = 6.4 Hz, 1H), 4.91
- 4.50 (m, 2H), 3.54 (br d, J = 5.9 Hz,
2H), 2.61 (d, J= 6.3 Hz, 3H), 1.17 - 1.06
(m, 3H) LC-MS: Rt = 2.131 min, (ESI)
m/z. [M+H]* 419.2; C21H;sFN5O

266

IH NMR (400 MHz, DMSO-d6) & =
9.00 - 8.80 (m, 1H), 8.62 - 8.12 (m,
2H), 7.97 - 7.73 (m, 1H), 7.54 (br d, J
= 9.0 Hz, 1H), 7.28 - 7.14 (m, 2H),
7.03 (br s, 2H), 6.93 - 6.82 (m, 1H),
4.92 - 457 (m, 2H), 3.81 - 3.62 (m,
2H), 2.93 - 2.84 (m, 2H), 2.61 (s, 3H)
LC-MS: Rt = 1.308 min, (ESI) m/z.
[M+H]" 443.2; C23H1oFNsO

267

1H NMR (400 MHz, DMSO-d6) & =
9.06 - 8.85 (m, 1H), 8.81 - 8.66 (m, 1H),
8.41-8.16 (m, 1H), 7.93 - 7.75 (m, 1H),
7.67 -7.55 (m, 1H), 7.37 - 7.28 (m, 1H),
7.16 (dd,J=10.9, 14.9 Hz, 1H), 7.01 (br
d, J= 1.1 Hz, 2H), 4.79 (s, 1H), 4.52 (s,
1H), 3.52 (br d, ] = 6.1 Hz, 2H), 2.61 (d,
J=4.6 Hz, 3H). 1.20 - 1.03 (m, 3H) LC-
MS: Rt =2.244 min, (ESI) m/z. [M+H]+
4362, C22H19F2N7O

268

1H NMR (400MHz, DMSO-d6) Shift =
9.19 (s, 1H), 8.16 (br s, 1H), 8.05 (s,
1H), 7.73 (d, J=9.5 Hz, 2H), 7.57 - 7.40
(m, 3H), 7.35 (s, 1H), 7.29 (br s, 2H),
7.31 - 7.09 (m, 1H), 5.09 (s, 2H), 3.66
(brs, 3H), 2.72 - 2.58 (m, 3H).
LC-MS: Rt = 1.711 min, (ESI) m/z.
[M+H]" 520.1; C25H20F3NoO

269

1H NMR (400 MHz, DMSO-d6) & =
8.99 - 8.68 (m, 1H), 8.27 - 8.08 (m, 1H),
8.00 - 7.40 (m, 4H), 7.18 - 7.09 (m, 1H),
7.07 - 6.94 (m, 2H), 4.99 - 4.71 (m, 2H),
2.62 (s, 1H), 2.58 (s, 1H), 2.50 (br s,
3H), 0.95(d, J=6.5 Hz, 3H), 0.88 - 0.80
(m, 1H), 0.69 (d, J = 6.5 Hz, 3H) LC-

270

1H NMR (400 MHz, DMSO-d6) & =
8.47 (br d, J = 5.0 Hz, 1H), 8.03 - 7.94
(m, 1H), 7.84 (br s, 1H), 7.77 (s, 1H),
7.48 (br d, J = 8.9 Hz, 1H), 7.33 (s,
1H), 7.28 - 7.19 (m, 1H), 6.98 (br s,
2M), 6.87 (t, ] = 7.1 Hz, 1H), 4.77 -
4.28 (m, 2H), 3.63 - 3.34 (m, 2H), 2.83
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MS: Rt = 1.617 min, (ESI) m/z. [M+H]"
514.3; C2s5H23F4N;0

(brs, 3H), 2.32 (s, 3H), 1.22 - 1.11 (m,
3H) LC-MS: Rt = 2.057 min, (ESI)
m/z. [M+H]" 414.2; C23H23N70

271

IH NMR (400 MHz, DMSO-d6) Shift
9.04 (s, IH), 9.10-8.76 (m, 1H), 8.61-
8.39 (m, 1H), 8.31-8.14 (m, 1H), 8.34-
8.11 (m, 1H), 7.91-7.72 (m, 1H), 7.53-
7.45 (m, 1H), 7.56-7.42 (m, 1H), 7.24-
7.06 (m, 2H), 7.05-6.90 (m, 2H), 6.89-
6.76 (m, 1H), 4.83-4.52 (m, 2H), 4.00-
3.58 (m, 1H), 3.52-3.42 (m, 1H), 3.27-
3.05 (m, 4H), 2.64-2.57 (m, 3H), 1.23-
1.13 (m, 3H). LC-MS: Rt = 1.104 min,
(ESI) m/z. [M+H]" 462.3; C2sH24FN7O»

272

1H NMR (400MHz, DMSO-d6) § 9.06
- 8.86 (m, 2H), 8.56 - 8.50 (m, 1H),
8.48 - 8.18 (m, 1H), 7.89 - 7.73 (m,
1H), 7.26 - 7.11 (m, 1H), 7.10 - 6.95
(m, 3M), 4.87 - 4.54 (m, 2H), 3.62 -
3.34 (m, 2H), 2.62 (d, J=6.5 Hz, 3H),
1.21 - 1.06 (m, 3H) ; LC-MS: Rt =
1.889 min, (EST) m/z. [M+H]+ 419.1;
C21H1sFNO

273

10 NMR (400 MHz, DMSO-d6) & =
9.05 - 8.75 (m, 1H), 8.53 (brd, J = 7.4
Hz, 1H), 8.16 (br d, T = 6.9 Hz, 1H), 7.82
- 7.69 (m, 1H), 7.53 (br d, T = 9.4 Hz,
1H), 7.26 - 7.14 (m, 2H), 7.04 (br d, J =
1.9 Hz, 2H), 6.88 (s, 1H), 4.83 (br s,
2H), 3.89 (br dd, J = 3.8, 8.3 Hz, 1H),
3.41-3.35 (m, 1), 3.21 - 2.87 (m, 4H),
2.65 - 2.56 (m, 4H), 2.18 - 1.97 (m, 2)
LC-MS: Rt = 2.127 min, (ESI) m/z.
[M+H]* 474.2; C,5H24FN;0,

274

IH NMR (400 MHz, DMSO-d6) § =
9.04 - 8.85 (m, 1H), 8.52 - 8.18 (m,
1H), 7.81 - 7.59 (m, 1H), 7.54 - 7.41
(m, 1H), 7.34 - 7.14 (m, 2H), 7.04 (br
s, 2H), 6.89 - 6.73 (m, 1H), 4.85 (s,
1H), 4.54 (s, 1H), 3.53 (br dd, J = 1.9,
14.5 Hz, 2H), 2.64 - 2.53 (m, 6H), 1.24
- 1.05 (m, 3H) LC-MS: Rt =2.265 min,
(ESI) m/z. [M+H]+ 432.2;
CxH2FN-,0

275

"H NMR (400 MHz, DMSO-ds) 6 =9.10
(s, 1H), 8.84 (s, 1H), 8.23 (s, 1H), 7.90
(brs, 1H), 7.71 (d, J= 9.5 Hz, 1H), 7.44
-7.41 (m, 1H), 7.40 - 7.36 (m, 2H), 6.55
(br s, 2H), 4.93 (br s, 2H), 4.62 (br s,
1H), 3.54 (s, 2H), 2.64 (s, 3H), 1.19 (br
s, 6H)

LC-MS: Rt = 2316 min, (ESI) m/z.
[M+H]" 512.2; C25H24F3N703

276

IH NMR (400 MHz, DMSO-d6) 6 =
9.04 - 8.87 (m, 1H), 8.60 - 8.46 (m,
1H), 8.45 - 8.17 (m, 1H), 7.94 - 7.79
(m, 1H), 7.57 - 7.49 (m, 1H), 7.30 -
7.11 (m, 2H), 7.02 (br s, 2H), 6.95 -
6.84 (m, 1H), 4.82 - 4.51 (m, 2H), 3.57
- 3.35 (m, 2H), 2.64 - 2.59 (m, 3H),
1.17 - 1.05 (m, 3H) LC-MS: Rt=1.051
min, (ES) m/z [MtH]* 518.2;
C22H20FN50O

2717

1H NMR (400 MHz, DMSO-d6) 8 ppm
8.75-8.99 (m, 1 H) 8.15-8.56 (m, 2 H)
7.74 (br s, 1 H) 7.50 (br d, J=9.06 Hz, 1
H) 7.09 - 7.26 (m, 2 H) 6.84 (br s, 1 H)
6.73 (brs, 2 H)4.31 - 4.94 (m, 2 H) 3.37
(brs,2 H)2.63 (s, 3 H)2.15 (brs, 1 H)
0.84-0.85(m, 1 H)0.61 - 1.06 (m, 5 H)
LC-MS: Rt=2.387 min,

(ESI) m/z = 446.2 [M+H]+;
C24H24FN70

278

IH NMR (400 MHz, DMSO-d6) 6 =
12.73 - 12.43 (m, 1H), 8.02 (br d, J =
6.4 Hz, 1H), 7.90 - 7.82 (m, 1H), 7.78
(brs, 1H), 7.73 - 7.64 (m, 1H), 7.47 (br
d,J=8.5Hz, 1H), 7.20 (d, ] = 10.9 Hz,
1H), 7.17 (br s, 2H), 4.95 - 4.69 (m,
2H), 3.46 - 3.22 (m, 2H), 2.91 - 2.57
(m, 3H), 2.16 - 2.03 (m, 1H), 0.99 -
0.78 (m, 6H) LC-MS: Rt = 2.498 min,
(ESI) m/z. [M+H]* 514.2;
C1sH13F4N-O

279

1H NMR (400MHz, DMSO-d6) Shift =
8.52 (brd, J=6.6 Hz, 1H), 8.46 - 8.11 (m,
1H), 7.95 (s, 1H), 7.66 - 7.46 (m, 3H),
7.40 - 7.12 (m, 4H), 6.90 (br t, ]=6.6 Hz,
1H), 4.62 (br s, 2H), 3.45 (br d, J=6.4
Hz, 2H), 2.98 - 2.55 (m, 3H), 1.15 (br t,
J=6.9 Hz, 3H).

LC-MS: Rt = 1.454 min, (ESI) m/z.
[M+H]* 400.2; C2:H2N;0

280

IH NMR (400 MHz, DMSO-d6) & —
8.97 - 8.71 (m, 1H), 8.54 - 8.39 (m,
1H), 8.15 (br s, 1H), 7.79 (br s, 1H),
7.47 (brd, J = 9.1 Hz, 1H), 7.25 - 7.06
(m, 2H), 6.83 (br t, ] = 6.4 Hz, 1H),
6.72 (br s, 2H), 4.80 - 4.52 (m, 2H),
4.26 - 3.82 (m, 2H), 3.13 (br s, 3H),
2.63 (s, 3H), 1.87 - 1.81 (m, 2H), 1.73
-1.33 (m, 4H) LC-MS: Rt=2.317 min,
(ESD) m/z. [M+H]* 488.2;
Ca6H26FN70,

281

TH NMR (400 MHz, DMSO-ds) & = 9.09
- 8.94 (m, 1H), 8.72 (br dd. J=2.3, 3.5

282

IH NMR (400 MHz, DMSO-d6) & =
9.32 - 9.07 (m. 1H), 9.00 - 8.73 (m.
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Hz, 1H), 8.09 (d, /= 6.4 Hz, 1H), 7.83 -
7.60 (m, 2H), 7.45 - 7.31 (m, 1H), 7.11
(d,J=11.1 Hz, 1H), 6.71 (br s, 2H), 4.80
(brs, 2H), 4.49 (d, J= 2.1 Hz, 1H), 3.60
(br s, 2H), 2.62 (s, 3H), 1.40 - 1.13 (m,
6H)

LC-MS: Rt = 2.356 min, (ESI) m/z.
[M+H]" 530.2; C2sHx»F4N70;

1H), 8.15 (br s, 1H), 8.02 - 7.82 (m,
1H), 7.78 - 7.63 (m, 1H), 7.50 - 7.39
(m, 1H), 7.19 (d, J=10.8 Hz, 1H), 7.09
- 6.93 (m, 2H), 5.40 - 5.26 (m, 1H),
498 - 455 (m, 2H), 4.29 - 4.12 (m,
1H), 4.00 - 3.82 (m, 1H), 2.63 (s, 3H),
1.90 - 1.79 (m, 1H), 1.69 - 1.52 (m,
2H), 1.28 - 1.11 (m, 1H) LC-MS: Rt =
2.344 min, (EST) m/z. [M+H]* 527.1;
CasH21F4N70O,

283

IH NMR (400 MHz, DMSO-d6) & =
9.30-9.13 (m, 1H), 9.04 - 8.86 (m, 1H),
8.36-8.16 (m, 1H), 8.07 - 7.89 (m, 1H),
7.74 (t, J = 8.8 Hz, 1H), 7.51 - 7.43 (m,
1H), 7.17 (dd, J = 10.9, 17.5 Hz, 1H),
7.05 - 6.96 (m, 2H), 4.87 - 4.56 (m, 2H),
3.40 - 3.33 (m, 2H), 2.64 - 2.60 (m, 3H),
1.20 - 1.06 (m, 3H) LC-MS: Rt = 2.497
min, (EST) m/z. [M+H]" 486.2;
Ca3H19F4N7O

284

1H NMR (400 MHz, DMSO-d6) § =
9.32 - 9.09 (m, 1H), 9.05 - 8.85 (m,
1H), 8.31 - 8.13 (m, 1H), 8.11 - 7.83
(m, 1H), 7.81 - 7.67 (m, 1H), 7.55 -
7.40 (m, 1H), 7.21 - 7.11 (m, 1H), 7.09
- 6.87 (m, 2H), 4.57 (s, 2H), 3.29 - 3.11
(m, 2H), 2.64 - 2.60 (m, 3H), 2.18 -
1.97 (m, 1H), 0.97 - 0.69 (m, 6H) LC-
MS: Rt = 1965 min, (ESI) m/z.
[M+H]* 514.2; C25H23F4N-0

285

1H NMR (400MHz, DMSO-d6) Shift =
9.29 - 8.54 (m, 2H), 8.18 - 7.78 (m, 2H),
7.66 (br s, 1H), 7.38 (br d, J=7.9 Hz,
1H), 7.13 (brs, 1H), 6.72 (br s, 2H), 4.95
-4.39 (m, 2H), 4.22 - 3.82 (m, 1H), 3.52
(br s, 2H), 3.31 - 3.10 (m, 3H), 2.63 (s,
3H), 1.21 (br s, 3H).

LC-MS: Rt = 2.517 min, (EST) m/z.
[M+H]" 530.2; C3sH23F4N70;

286

'"H NMR (400 MHz, DMSO-d6) & =
9.33 - 9.07 (m, 1H), 9.05 - 8.75 (m,
1H), 8.22 - 8.09 (m, 1H), 8.05 - 7.92
(m, 1H), 7.88 - 7.70 (m, 1H), 7.69 -
7.27 (m, 2H), 7.25 - 7.08 (m, 2H), 4.92
- 4.60 (m, 2H), 4.32 - 3.91 (m, 2H),
3.18 - 2.96 (m, 3H), 2.64 - 2.58 (m,
3H), 2.14 - 1.69 (m, 3H), 1.51 - 1.14
(m, 1H)

LC-MS: Rt = 1.843 min, (ESI) m/z.
[M+H]" 542.2; C16H3F4N70;

287

1H NMR (400 MHz, DMSO-d6) & =
9.15 (s, 1H), 8.82 (s, 1H), 8.19(d, J =
1.5 Hz, 1H), 8.01 (s, 1H), 7.73 (d, 1 = 9.3
Hz, 1H), 7.45 (dd, J = 1.8, 9.5 Hz, 1H),
7.37 - 7.24 (m, 2H), 6.79 (br s, 2H), 4.70
(s, 2H), 3.71 (s, 2H), 3.32 (s, 3H), 2.58
(s, 3H), 1.45 (s, 6H) LC-MS: Rt =2.611
min, (ESI) m/z. [M+H]" 526.2;
Ca6H26F3N702

288

1H NMR (400 MHz, DMSO-d6) & —
9.22 (br s, 1H), 9.01 - 8.75 (m. 1H),
8.22 (br d, ] = 2.0 Hz, 1H), 8.00 (brs,
1H), 7.73 (d, T = 9.4 Hz, 1H), 7.46 (dd,
J= 16,95 Hz, 1H), 7.42 - 7.27 (m,
2H), 6.89 (br s, 2H), 4.85 (brd, J=3.9
Hz, 2H), 4.12 (br dd, J = 1.4, 7.7 Hz,
2H), 3.06 (s, 3H), 2.62 (s, 3H), 1.98 -
1.66 (m, 3H), 1.38 - 1.08 (m, 1H)
LC-MS: Rt = 2.518 min, (ESD) m/z.
[M+H]" 524.2; C2eH24F3N-0,

289

1H NMR (400 MHz, DMSO-d6) Shift
9.23-9.10 (m, 1H), 8.97 (s, 1H), 8.46-
8.14 (m, 1H), 8.05-7.84 (m, 1H), 7.75 (d,
J =9.5 Hz, 1H), 7.48 (dd, T = 1.8, 9.5
Hz, 1H), 7.44 (br s, 2H), 6.90 (br s, 2H),
5.15-4.81 (m, 3H), 4.77 (br s, 2H), 4.60
(br t, J = 6.8 Hz, 2H), 2.63 (s, 3H). LC-
MS: Rt = 2.285 min, (ESI) m/z. [M+H]*
496.2; Cr4H20F3N702

290

'H NMR (400 MHz, DMSO-d6) & =
9.28 - 8.80 (m, 2H), 8.39 - 7.94 (m,
2H), 7.73 (br d, ] = 9.3 Hz, 1H), 7.54 -
7.26 (m, 3H), 6.85 (br s, 2H), 4.87 -
4.57 (m, 2H), 4.16 (br d, J = 1.4 Hz,
1H), 3.50 (br s, 1H), 3.31 - 3.02 (m,
4H), 2.67 - 2.56 (m, 3H), 1.16 (br s,
3H)

LC-MS: Rt = 2.461 min, (ESI) m/z.
[M+H]" 512.2; C3sH24F3N70>

291

1H NMR (400 Mz, DMSO-d6) & =
9.13 - 8.80 (m, 1H), 8.65 (br d, J = 6.6
Hz. 1H), 8.41 - 8.12 (m, 1H), 7.65 (d, J
= 8.9 Hz, 1H). 7.39 (br s, 2H), 7.24 -
7.17 (m, 1H), 6.92 - 6.78 (m, 3H), 6.59
(br s, 1H), 4.98 - 4.52 (m, 2H), 3.56 -

292

1H NMR (400 MHz, DMSO-d6) 3 ppm
9.18 (br s, 1 H) 8.07 - 8.25 (m. 1 H)
7.81 - 8.06 (m, 2 1) 7.74 (br d, J=8.13
Hz. 1 H) 7.28 - 7.65 (m. 3 H) 6.97 (br
s, 2 H) 4.50 - 4.99 (m, 2 H) 3.30 (br s.
2H)2.50 (brs, 3 ) 1.91 - 2.19 (m, 1
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3.40 (m, 2H), 2.62 (s, 3H), 1.13 (br s,
3H) LC-MS: Rt=2.283 min ,

(ESI) m/z = 400.2 [M+H]+;

C22H21N70

H) 0.64 - 1.00 (m, 1 H) 0.64 - 1.00 (m,
5 H)

LC-MS: Rt=2.838 min,

(EST) m/z = 496.2 [M+H]+;
CasH24F3N50O

293

1H NMR (400 MHz, DMSO-d6) Shift

9.24 (br d, J = 17.9 Hz, 2H), 9.09-8.57 (m,

2H), 8.35 (brs, 1H), 8.08 (brd, /= 10.5 Hz,
1), 7.79 (br d, J= 9.4 Hz, 1H), 7.62 (br s,
1H), 7.55 (br d, J = 7.4 Hz, 1H), 7.51-7.30
(m, 2H), 7.18 (br s, 1H), 5.09 (br s, 2H),

3.62 (br s, 3H), 2.71-2.68 (m, 3H). LC-
MS: Rt =1.707 min, (ESI) m/z. [M+H]*
520.1; Ca5H20F3NoO

294

1H NMR (400 MHz, DMSO-d6) é =
9.15 (s, 1H), 8.93 (s, 1H), 8.10 (br d, J
= 1.6 Hz, 1H), 7.99 (s, 1H), 7.78 (d, ]
=9.5Hz, 1H), 7.47 (dd,J=1.6, 9.5 Hz,
1H), 7.40 (s, 1H), 7.29 - 7.14 (m, 2H),
6.98 (s, 1H), 6.84 (br s, 2H), 6.27 -
6.05 (m, 1H), 3.56 (s, 3H), 2.61 (s,
3H), 1.51 (d, ] = 7.0 Hz, 3H) LC-MS:
Rt = 2.371 min, (ESI) m/z. [M+H]*
534.2; C26H22F3NoO

295

1H NMR (400 MHz, DMSO-d6) & =

8.65 (d, ] = 6.9 Hz, 1H), 8.33 - 8.04 (m,
1H), 7.93 (br s, 1H), 7.66 (d, J = 8.8 Hz,
1H), 7.57 - 7.40 (m, 2H), 7.29 - 7.16 (m,
1H), 7.09 - 6.78 (m, 3H), 6.57 (s, 1H),
4.91 - 4.60 (m, 2H), 3.61 - 3.33 (m, 2H),
2.53-2.51 (m, 3H), 1.29 (d, J = 12.2 Hz,
1H), 1.14 (br t, J = 6.3 Hz, 3H) LC-MS:
Rt=2.468 min ,

(EST) m/z = 400.1 [M+H]+;

C22H21N70

296

IH NMR (400 MHz, DMSO-d6) § =
9.22 (brs, 1H), 8.95 (brs, 1H), 8.21 (br
d, J = 5.0 Hz, 1H), 8.05 (s, 1H), 7.73
(d,J=9.4 Hz, 1H), 7.53 - 7.31 (m, 3H),
6.87 (br s, 2H), 4.71 (br s, 2H), 4.19 -
4.06 (m, 1H), 4.04 - 3.84 (m, 1H), 3.11
(s, 3H), 2.62 (s, 3H), 2.00 - 1.72 (m,
3H), 1.68 - 1.22 (m, 3H) LC-MS: Rt =
2.581 min, (ESI) m/z. [M+H]" 538.2;
C27H26F3N702

297

1H NMR (400 MHz, DMSO-d6) Shift

8.99 (br s, 1H), 8.61-8.42 (m, 2H), 7.88
(brs, 1H), 8.00-7.79 (m, 1H), 7.61-7.48
(m, 2H), 7.39 (br d, J = 7.9 Hz, 1H), 7.25
(brt,J =77 Hz, 1H), 6.89 (dt, ] = 0.9,
6.8 Hz, LH), 6.85 (br s, 2H), 4.62 (br s,
2H), 3.30-3.18 (m, 2H), 2.63 (s, 3H),
2.14-1.93 (m, 1H), 0.99-0.61 (m, 6H).
LC-MS: Rt = 2.316 min, (ESI) m/z.
[M+H]" 428.3; C24H25N-,0O

298

1H NMR (400 MHz, DMSO-d6) & =
9.16 (br's, 1H), 9.07 (s, 1H), 8.36 (br s,
1H), 7.97 (br s, 1H), 7.77 (d, ] = 9.5
Hz, 1H), 7.59 - 7.39 (m, 3H), 6.85 (br
s, 2H), 5.24 (br d, J = 4.4 Hz, 1H), 3.26
(dd, J =7.2,13.6 Hz, 1H), 2.91 - 2.75
(m, 1H), 2.63 (s, 3H), 2.07 - 1.87 (m,
IH), 1.64 (br s, 3H), 1.01 - 0.55 (m,
6H) LC-MS: Rt =2.726 min ,

(EST) m/= = 510.2 [M+H]+;
Ca6H26F3N70

299

1H NMR (400 MHz, DMSO-d6) Shift
9.18 (br s, 1H), 9.13-9.03 (m, 1H), 8.47
(brs, 1H), 8.21-8.11 (m, 1H), 7.98 (br s,
1H), 7.77 (br d, J = 9.4 Hz, 1H), 7.56-
7.42 (m, 4H), 4.85-4.64 (m, 3H), 3.27-
3.15 (m, 2H), 2.65 (s, 3H), 2.15-2.02 (m,
1H), 0.93 (br s, 4H), 0.70 (br s, 2H). LC-
MS: Rt = 2.642 min, (ESI) m/z. [M+H]"
496.3; C25H24F3N7O

300

TH NMR (400 MHz, DMSO-d6) 8 ppm
9.02 (br s, 1 H) 8.39 - 8.53 (m, 2 H)
7.91 (br s, 1 H) 7.49 - 7.62 (m, 2 H)
7.41 (d, 1-8.25 Hz, 1 H) 7.21 - 7.28 (m,
1H)6.74 -7.01 (m,3H) 5.18 (brs, 1
H) 3.02 - 3.28 (m, 2 H) 2.62 (s, 3 H)
1.61 (br s, 3 H) 0.84 - 1.20 (m, 3 H)
LC-MS: Rt=2.178 min ,

(EST) m/z = 414.2 [M+H]+;
C23H23N7O

301

1H NMR (400 MHz, DMSO-d6) § 9.39 (br

s, 1H), 9.16 (s, 1H), 8.24-8.43 (m, 1H),
7.78-7.99 (m, 2H), 7.55 (s, 2H), 7.31 (br s,
1H), 7.10 (br d, J=11.29 Hz, 1H), 5.08-5.39
(m, 2H), 3.61 (s, 3H), 2.85 (br s, 3H). LC-
MS: (ESI) m/z=557.3 [M+1] +, RT=
0.749 min

302

1H NMR (400 MHz, DMSO-d6) 9.24 (s,
1H), 8.09 (s, 1H), 7.99 (br s, 1H), 7.80 (s,
1H), 7.72 (br d, J=9.38 Hz, 1H), 7.33-7.50
(m, 6H), 5.03-5.19 (m, 2H), 3.55 (s, 3H),
2.84 (s, 3H)

19F NMR (376 MHz, DMSO-d6) -60.48
(s, 1F), -174.29 (br s, 1F) LC-MS: (ESI)
m/z=538.1 [M+1] +; RT=2.897 min

303

1H NMR (400 Mz, DMSO-d6) Shift
8.93 (br s, 1H), 8.00-8.15 (m, 1H), 7.92
(br d, J=4.88 Hz, 1H), 7.81 (s, 1H), 7.65
(d, 1=9.38 Hz, 1H), 7.54 (s. 21). 7.37 (br

304

H NMR (400 MHz, DMSO-ds) 3 9.26
-9.11 (m, 1H), 8.81 (d, J= 4.9 Hz, 2H),
8.49 (brd, J= 1.1 Hz, 1H), 8.13 (br d,
J=5.1Hz, 1H), 7.74 - 7.57 (m, 3H),
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d, 1=9.51 Hz, 1H), 6.90-7.32 (m, 3H), 7.42 (t,J= 4.9 Hz, 1H), 6.73 (br s, 2H),
4.94-5.30 (m, 2H), 3.57 (s, 3H), 2.86 (br 5.50 - 5.09 (m, 4H), 5.00 (br s, 2H),
s, 3H), 2.08 (s, 1H) 4.96 - 4.87 (m, 1H), 1.68 (br d, J= 7.0
19F NMR (376 MHz, DMSO-d6) Shift - Hz, 3H); LC-MS, [MH]" 484.2

109.29 (br s, 1F), -118.19 (br s, 1F), -
173.53 (br s, 1F) LC-MS: (ESI) m/z=
538.3 [M+1] +, RT=0.723 min

A0 1 PRMT S48 b 3115 35 4 SR 56

SEI AR

PRMTS5(Active Motif , H X 5 31921) , [*H]-SAM(PerkinElmer , H & 5
NET155V00IMC), SAM(Sigma, H 35 A7007), MTA (Sigma, HX'5D5011), SAH
(Sigma, H 5 A9384), 384fLH (Perkin Elmer, H 3% 56007299), Echo 550(F /=]
Z: Labeyte, M5 : Echo 550), 384-well Flashplate (£~ Z: Perkin Elmer, %%
SMP410A001PK)

LTV

1. P S i

(1AC & 1x assay buffer(modified Tris Buffer).

QORBALE Y. B WIEIRTE100% DMSOH, {fi HIEcho 55044 44 & W0 U m A
384FLAR H .

()L BBV : B PRMTSHIA Ix assay bufferfic & B A 1; K PRMTSH MTAN
A 1x assay bufferfic & By ya 2 .

(DB YA BRI [3H]-SAMI A 1x assay buffer.

(51 15 LB I A 384U, A X HEFLIIN 15 uL 1x assay buffer, =R E
30904,

(6O)FFLINANLS uLIRIE W, =R EF 0554,

(THEC B 21 R N R TP FISAMBITA 1x assay buffer.

(8)FFFLIN AN 10L& 11 57 87 Wik 2% 1k 2 S

(9% 25 WL/FLITR A W % 2 Flashplate, =M & 1N .

(10)F1dH20 + 0.1% Tween-20% 75 ¥ Flashplate = % .

(11)H Microbetaist BUS 51 . .

2. BRI

(DR FE 2 20 1K R 46 Fdfs it 5 A % inhibition:

2231: % inhibition = (Max-Signal)/ (Max-Min) *100

(2)% % inhibitionF ¥ 1 AXL-FitA X2, FREIC501H:

7~32: Y=Bottom + (Top-Bottom)/(1+(IC50/X)*HillSlope)

Hrr, Y% inhibition, X2 & WHE.

S T A o A S A, WLAR3

*3
SE B Bl 5 40 ZRPRMTS MTA (2.0 um)
IC50(nm)
5.1
2 3.0
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4 1.7
127 3.7
132 4.4
146 2.5
147 2.9
148 2.6

AW RF2 HCT116. HCT116-MTAP-KOZH Hg 44 #1310 1] 4 58 S2 56

HCT11640 M 2208 B 1 B AL Be 4 &, F A CRISPR/Cas94: R FBEMTAPEE A,
SKFHCT116-MTAP-KOZH it % .

McCoy'SAE; 3¢ 3 (Gibeo, H %5 16600082), fifi 2 L35 (Gibco, H 35 10099141C),
#Je U MR -BE B R UPL(Gibeo, H 3T 15140122), B (Gibco, H 3 525200056),
CellTiter-Glo#Z WA 7 £ (Promega, H X5 G7572), 384 FLi% BH-F i 2B BE 4 f 55 7R AR
(Corning, H3&53764), HiHENFEL (Tecan, H 35 D300e), £ I REEFFR (X (Biotek,

H 5% 5 SynergyHTX)
LW VE
1. 4015535 HCT116 MTHCT116-MTAP-KOZI il 5 3% 4 1 I McCoy'5A 35 35 3t

+10%M16 25 ML +1%45E J6 P AR-BE 55 WPt RUEH AL T X AR, 4=z
F95%.

2. AL E YR EERA EE TR S . A A A I8 I R A R O N 3849 L AR . 30
UM(HCTI1 1620 2)583 uM(HCT116-MTAP-KO4A ) IT 44, FIDMSOBEAT3EMR, L9
MR, WE =81

3. A W A B Y < 5 AR 4L FIHCT116 B HCT116-MTAP-KOZH Il B i in A\ 5
GRS 384 FLAR Y, BEAL40 pL, BIEEFL A 10041, DMSOZ KL 90.4% .
B R E T 37T ICE, S A MmERATEROK,

4. KGN YT RE 3R AR I N AF FL20 pLAY Cell Titer-Gloit 77, ‘= IR & 304>
P M £ Tn e B b Ok I 578 nm ) R 615 5 -

GraphPad Prism 8.0%K {4 & F PU 2 40 il 551 - B B2 49 A% B 0 48 sk AT H
AW BIIC sofE (1 FUHM H) K L)

(SERI

G T MAA S WA E, “A”E IR ICso(nm)<100, “B” %K 7R
100<ICsp(nm)<1000, “C”FE7R 1000<ICsp(nm)<10000, W.F4, H, —F NYNHiGE
] FLHCT116 MTAP WT ICso(nm), 55 — 41 Jy 48 fitd 34 5% 417 #) £ HCT116-MTAP null
ICs0(nm):

%4
ARG RE AN | 4T 3G FE AT o1 Hf 3G 4T | 40 I pE
fil |l F il = HCT116 | ffl x
HCT116 HCTI116- MTAP WT | HCT116-
MTAP WT | MTAP null 1Cs0(nm) MTAP null
1Cs0(nm) 1Cs0(nm) 1Cs0(nm)
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109 C A 112 B A
111 A A 116 C A
113 C B 118 C B
115 B A 120 C A
117 C B 122 C A
119 C A 124 C A
121 C B 126 C A
123 B A 128 B B
125 C A 130 C A
127 C A 132 C A
129 C A 134 C A
131 C B 136 C B
133 B A 138 C B
135 C B 140 C B
137 C B 142 C B
139 C A 144 C B
141 C B 146 C B
143 C A 150 C B
147 C B 154 C B
151 C B 156 C B
153 C B 158 C B
155 C B 160 C B
157 C B 162 C B
159 C B 166 B A
163 C B 168 C B
167 C B 170 B A
169 B A 172 B A
171 C B 174 A B
173 C B 176 C B
175 C B 178 C B
177 C B 180 C B
179 C A 182 B A
181 C B 184 C B
183 C A 188 C A
185 C A 190 C B
189 C A 192 C B
195 C B 194 C A
199 C B 210 C B
203 C A 212 C B
205 C A 214 C B
207 C A 216 C B
209 C A 218 C A
211 C B 222 C A
213 C B 224 C B
215 C A 226 C B
217 C B 228 C B
219 C B 230 C B
221 C A 232 C B
223 C B 234 C A
225 C A 236 C A
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227 C A 238 C B
229 C A 240 C A
231 C B 242 B A
233 C A 244 C A
235 A A 246 C A
237 C B 250 C A
239 C A 252 C B
241 B A 254 C B
243 C B 258 C B
245 C A 262 C A
247 C B 264 C B
249 C B 268 C B
253 C B 272 C B
255 C B 274 C B
257 C B 276 C B
259 C A 278 C A
261 C B 280 C B
263 C B 282 C A
267 C A 284 B A
269 C B 286 C A
271 C A 288 C A
273 C A 290 C A
277 C A 292 C B
279 C B 294 C A
283 C A 296 C B
285 B A 298 C B
293 C B 300 C A
297 C A 302 B A
299 C A 304 B A
303 B A

FEARRIPE T A SR A I8 TR ST 2%, SRR — R SOk g
FPEZ AR . BRAN SRR, B3 T AR LR IHR N B2 G, ARAURECR AN 51 H]
PAREAS B W PR 25 Rl e sl mAB B, KBS0 1 aC R BEVE A R 33 BT B BRI SR A T IR E 1)
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