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PR B e K ZEB I I A WU RE 41 FIRkgs . MW@ iR eisvk CHES 288 2.8, 8: 1,
viv) ik, SRS 1 AT EE R (190.2mg, 80%). 'H NMR (400 MHz, CDCL) § 7.29 (d, J =8.7
Hz, 2H), 6.84 (d, J = 8.7 Hz, 2H), 6.27 (d, J = 16.3 Hz, 1H), 6.07 (d, J= 16.2 Hz, 1H), 5.89 (dd, J=17.4, 10.8 Hz,
1H), 5.15-5.08 (m, 1H), 5.06-4.99 (m, 2H), 4.10 (t, J = 5.8 Hz, 2H), 3.60 (t, J = 6.5 Hz, 2H), 2.36-2.25 (m, 2H),
2.00-1.91 (m, 2H), 1.68 (s, 3H), 1.59 (s, 3H), 1.52-1.47 (m, 2H), 1.20 (s, 3H). >*C NMR (100 MHz, CDCls) &
157.91, 146.05, 136.06, 131.38, 131.07, 127.27 (2xCH), 126.57, 124.89, 114.64 (2xCH), 111.96, 65.45, 42.62,
41.38, 32.48, 30.11, 25.79, 23.44, 23.32, 17.73. HRMS (ESI+): calculated for Ca;Hx9BrO [M + HJ* 377.1480,
found 377.1475.
&9 2 il

PLANE fg B (162 mg, 0.632 mmol), FERHR (436.6 mg, 3.16 mmol) A1 1,4- 3T £ (5653 uL, 4.74 mmol)
NASEEIERL, ARIEEAULEW 1 5E, SIS EULE 2, v GRRY (207.6 mg, 84%). "H NMR (400
MHz, CDCls) §7.28 (d, J = 8.7 Hz, 2H), 6.82 (d, J=8.7 Hz, 2H), 6.26 (d, J = 16.3 Hz, 1H), 6.06 (d, J = 16.2 Hz,
1H), 5.88 (dd, J = 17.4, 10.8 Hz, 1H), 5.15-5.08 (m, 1H), 5.06-4.98 (m, 2H), 3.99 (1, J = 6.1 Hz, 2H), 3.49 (t, J =
6.6 Hz, 2H), 2.11-2.03 (m, 2H), 1.99-1.91 (m, 4H), 1.68 (s, 3H), 1.58 (s, 3H), 1.52-1.47 (m, 2H), 1.20 (s, 3H).
13C NMR (100 MHz, CDCls) § 158.09, 146.06, 135.94, 131.37, 130.87, 127.25 (2xCH), 126.59, 124.90, 114.56
(2xCH), 111.94, 66.94, 42.62, 41.38, 33.56, 29.55, 27.99, 25.78, 23.44, 2331, 17.72. HRMS (ESI+): calculated
for C»H31BrO [M + H]" 391.1637 found 391.1632.

{4 3 B4
AN JIE® (482 mg, 0.301 mmol), FREZH (129.9 mg, 0.94 mmol) F1 1,8- JRELE (259 ul, 141

mmol) JALEE R, IRAE G LAY 1 )77k, f&B2EY 3, N AGHRY (40.5 mg, 48%). 'H NMR
(400 MHz, CDCls) § 7.28 (d, J = 8.8 Hz, 2H), 6.83 (d, J = 8.7 Hz, 2H). 6.26 (d, J = 16.3 Hz, 1H), 6.06 (d, J=16.2
Hz, 1H), 5.89 (dd, J=17.4, 10.8 Hz, 1H), 5.11 (t, J = 7.1 Hz, 1H), 5.06-4.98 (m, 2H), 3.95 (t, J = 6.5 Hz, 2H),
3.41 (t, J = 6.8 Hz, 2H), 2.00-1.91 (m, 2H), 1.90-1.73 (m, 4H), 1.68 (s, 3H), 1.59 (s, 3H), 1.52-1.42 (m, 6H),
1.38-1.34 (m, 4H), 1.20 (s, 3H). *C NMR (100 MHz, CDCLs) § 158.34, 146.10, 135.73, 131.39, 130.59, 127.21
(2xCH), 126.65, 124.90, 114.58 (2xCH), 111.93, 68.02, 42.62, 41.39, 34.13, 32.87, 29.32, 29.28, 28.78, 28.19,
26.04, 25.81, 23.44, 23.32, 17.74. HRMS (ESI+): calculated for Co¢H3sBrO [M + HJ* 447.2263, found 447.2258.

&9 4 %

DIAME HE®S (49.5 mg, 0.193 mmol), BRER4R (133.4 mg, 0.965 mmol) F 1,10- —JR3¢%% (325 uL, 1.45
mmol) MALEEFR, RIS BILEW 1 W%, f& B &Y 4, AFEAMRY (469 mg, 52%). 'HNMR
(400 MHz, CDCls) § 7.27 (d, J = 8.6 Hz, 2H), 6.82 (d, J = 8.8 Hz, 2H), 6.25 (d, J = 16.3 Hz, 1H), 6.05 (d, J=16.2
Hz, 1H), 5.87 (dd, J=17.4, 10.8 Hz, 1H), 5.13-5.07 (m, 1H), 5.04-4.97 (m, 2H), 3.93 (t, J = 6.6 Hz, 2H), 3.40 (¢,
J=6.9 Hz, 2H), 1.99-1.89 (m, 2H), 1.89-1.70 (m, 4H), 1.67 (s, 3H), 1.57 (s, 3H), 1.52-1.39 (m, 6H), 1.37-1.29
(m, 8H), 1.19 (s, 3H). *C NMR (100 MHz, CDCl;) 8 158.37, 146.10, 135.71, 131.39, 130.56, 127.21 (2xCH),
126.66, 12491, 114.58 (2xCH), 111.93, 68.08, 42.62, 41.39, 34.18, 32.91, 29.54, 29.45, 29.43, 29.35, 28.84,
28.25, 26.11, 25.81, 23.44, 23.32, 17.75. HRMS (ESI+): calculated for CsHyBrO [M + HJ* 475.2576, found
475.3253.

e 5 il

& 2 (35 mg, 0.089 mmol) ¥A T LK DMF (4 mL) W, REMAZHFE A mb), HEE
YIE 50°CRHEE 24 /NI . RPISERE, G RAIBEYIH O BRI A KZER B K. G VR ERUE
FoA TV . AL YpiEIE RP-HPLC 401k, 1520b&4 5 ARy (23 mg, 74%). '"HNMR (400 MHz,
CDCl3) 6 7.27 (d, 7 = 9.9 Hz, 2H), 6.82 (d, J = 8.7 Hz, 2H), 6.26 (d, J = 16.3 Hz, 1H), 6.05 (d, J = 16.2 Hz, 1H),
5.88 (dd, J = 17.4, 10.8 Hz, 1H), 5.14-5.07 (m, 1H), 5.05—4.98 (m, 2H), 3.97 (t, J = 6.4 Hz, 2H), 2.36-2.30 (m,
2H), 2.23 (s, 6H), 1.99-1.92 (m, 2H), 1.85-1.76 (m, 4H), 1.67 (s, 3H), 1.58 (s, 3H), 1.52-1.47 (m, 2H), 1.19 (,
3H). *C NMR (100 MHz, CDCls) & 158.30, 146.10, 135.76, 131.36, 130.65, 127.20 (2xCH), 126.63, 124.91,
114.61, 111.91, 100.00, 67.83, 59.47, 4550 (2xCH;), 42.60, 41.39, 27.25, 25.78, 24.29, 23.45, 2331,
17.72.HRMS (ESIH): calculated for C24H3sNO [M + H]|" 356.2953, found 356.2947.
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&9 6 Ml

D&Y 2 (35 mg, 0.089 mmoD) M ZK% (1mL) N FEE, WRIEBERILEY 5 WS, #H&5
k&6, AFEEMIRYIQ22.3 mg, 66%). 'HNMR (400 MHz, CDCl5) § 7.27 (d, J = 9.9 Hz, 2H), 6.82 (d, J =
8.7 Hz, 2H), 6.26 (d, J = 16.3 Hz, 1H), 6.05 (d, J = 16.2 Hz, 1H), 5.88 (dd, J = 17.4, 10.8 Hz, 1H), 5.14-5.08 (m,
1H), 5.05-4.97 (m, 2H), 3.97 (t, J = 6.4 Hz, 2H), 2.61-2.46 (m, 6H), 2.00-1.92 (m, 2H), 1.82-1.74 (m, 4H), 1.67
(s, 3H), 1.58 (s, 3H), 1.52-1.46 (m, 2H), 1.19 (s, 3H), 1.03 (t, J = 7.2 Hz, 6H). *C NMR (100 MHz, CDCls) &
158.27, 146.09, 135.79, 131.36, 130.68, 127.21 (2xCH), 126.64, 124.90, 114.60 (2xCH), 111.91, 67.85, 52.48,
46.85 (2xCHy), 42.60, 4139, 27.40, 25.78 (2xCH,), 23.45, 2331, 17.72, 1146 (2xCHs). HRMS (ESI+):
calculated for CosHyNO [M + H]* 384.3266, found 384.3260.

{e&4 7 il

DAb&# 2 (62.1 mg, 0.159 mmol), FI =T (1 mL) MNEMRER, RIEERLEY 9 KTk,
HEFNEY T, NEOHRY (59.1 mg, 88%). 'HNMR (400 MHz, CDCl;) § 7.28 (d, J = 8.7 Hz, 2H), 6.83
(d, J = 8.7 Hz, 2H), 6.26 (d, J = 163 Hz, 1H), 6.05 (d, J = 16.2 Hz, 1H), 5.88 (dd, J = 17.4, 10.8 Hz, 1H),
5.14-5.07 (m, 1H), 5.06-4.97 (m, 2H), 3.96 (t, = 6.5 Hz, 2H), 2.51-2.44 (m, 2H), 2.43-2.37 (m, 4H), 1.99-1.91
(m, 2H), 1.83-1.69 (m, 4H), 1.67 (s, 3H), 1.58 (s, 3H), 1.52-1.46 (m, 2H), 1.45-1.37 (m, 4H), 1.35-1.28 (n, 4H),
1.19 (s, 3H), 0.91 (t, J = 7.3 Hz, 6H). *C NMR (100 MHz, ) § 158.31, 146.10, 135.76, 131.36, 130.64, 127.20
(2xCH), 126.66, 124.91, 114.61 2xCH), 111.91, 67.93, 53.81 (2xCH>), 53.76, 42.60, 41.39, 29.79, 29.03, 27.36,
25.78 (2xCHy), 23.45, 23.31, 20.82 (2xCH,), 17.72, 14.16 (2xCHs). HRMS (ESI+): calculated for C30HaNO [M
+ H]" 440.3892, found 440.3892.

&9 8 Ml %

DA 1 (49 mg, 0.130 mmol), M HJZ (1 mL) NighER, RIEG MG S BTk, fil&
BEMEY S, MrYnBid Gtk (ZBRZE/Z8, 1 1, v gitk, AEGHIIRY (38.6 mg, 87%) .
'H NMR (400 MHz, CDCls) 6 7.25 (d, J = 8.7 Hz, 2H), 6.81 (d, J = 8.6 Hz, 2H), 6.23 (d, J = 16.2 Hz, 1H), 6.03
(d, J=16.2 Hz, 1H), 5.86 (dd, J=17.4, 10.8 Hz, 1H), 5.08 (t, J = 6.6 Hz, 1H), 5.05-4.95 (m, 2H), 3.98 (t, J = 6.4
Hz, 2H), 2.47-2.41 (m, 2H), 2.24 (s, 6H), 1.98-1.89 (m, 4H), 1.65 (s, 3H), 1.56 (s, 3H), 1.50-1.43 (m, 2H), 1.17
(s, 3H). *C NMR (100 MHz, CDCls) & 158.24, 146.09, 135.80, 131.36, 130.71, 127.21 (2xCH), 126.64, 124.91,
114.60 (2xCH), 111.91, 66.32, 56.49, 45.53 (2xCHs), 42.60, 41.39, 27.57, 25.78, 23.44, 2331, 17.72. HRMS
(ESI+): calculated for Co3HssNO [M + H]™ 342.2797, found 342.2791.

o4 9 Ml

DALEHI 1 (59.6 mg, 0.158 mmol), F1 " ZJ% (1 mL) ANEMER, WIESRILEY S K%,
HEFNEY 9, NEOIIRY (48.9mg, 91%). 'HNMR (400 MHz, CDCls) & 7.28 (d, J=8.7 Hz, 2H), 6.83
(d. J = 8.7 Hz, 2H), 6.26 (d, J = 16.3 Hz, 1H), 6.06 (d, J = 16.2 Hz, 1H), 5.88 (dd, J = 17.4, 10.8 Hz, 1H),
5.15-5.08 (m, 1H), 5.06-4.97 (m, 2H), 4.00 (t, J = 6.3 Hz, 2H), 2.64-2.51 (m, 6H), 2.00-1.88 (m, 4H), 1.67 (s,
3H), 1.58 (s, 3H), 1.52-1.46 (m, 2H), 1.20 (s, 3H), 1.04 (t, J= 7.1 Hz, 6H). *C NMR (100 MHz, CDCls) 5 158.33,
146.10, 135.74, 131.35, 130.63, 127.19 (2xCH), 126.67, 124.91, 114.61 (2xCH), 111.91, 66.49, 49.46, 47.09
(2xCHb), 42.60, 41.39, 27.06, 25.78, 23.45, 23.32, 17.72, 11.84 (2xCH3). HRMS (ESI+): calculated for C2sH3sNO
[M +H]J* 370.3110, found 370.3103.

149 10 145

DMEEPI1 (595 mg, 0.158 mmol), I T F% (1mL) Ni@EE, RIBGHRILEY S %, #
#3EMLEY 10, NECQEWMIRY (56 mg, 86%). 'HNMR (400 MHz, CDCls) § 7.28 (d, J = 8.7 Hz, 2H),
6.83 (d, J = 8.7 Hz, 2H), 6.26 (d, J = 16.3 Hz, 1H), 6.06 (d, J = 16.2 Hz, 1H), 5.89 (dd, J = 17.4, 10.8 Hz, 1H),
5.15-5.08 (m, 1H), 5.06-4.98 (m, 2H), 4.00 (t, J = 6.4 Hz, 2H), 2.61-2.54 (m, 2H), 2.44-2.38 (m, 4H), 1.97-1.87
(m, 4H), 1.68 (s, 3H), 1.59 (s, 3H), 1.52-1.46 (m, 2H), 1.44-1.38 (m, 4H), 1.33-1.28 (m, 4H), 1.20 (s, 3H), 0.90 (1,
J =73 Hz, 6H). ®C NMR (100 MHz, CDCls) & 158.36, 146.11, 135.70, 131.35, 130.59, 127.18 (2xCH), 126.69,
124.92, 114.61 (2xCH), 111.90, 66.45, 54.06 (2xCH,), 50.63, 42.60, 41.40, 29.38, 27.17, 25.78 (2xCHy), 23.46,
23.32,20.81 (2xCHy), 17.72, 14.18 (2xCH3). HRMS (ESI+): calculated for CosHysNO [M + HJ* 426.3736, found
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426.3728.

b 11 4%

VL&Y 3 (40.5 mg, 0.091 mmol), M 7% (1mL) MAEIHEFEE, WIEERILEY 5 sk, #l&
BELET 11, HEEMRY (323 mg, 81%). 'HNMR (400 MHz, CD;0D) §7.27 (d, J = 8.7 Hz, 2H), 6.82
(d. J = 8.7 Hz, 2H), 6.26 (d, J = 16.3 Hz, 1H), 6.07 (d, J = 16.3 Hz, 1H), 5.90 (dd, J = 17.4, 10.8 Hz, 1H),
5.15-5.08 (m, 1H), 5.05-4.98 (m, 2H), 3.95 (t, / = 6.4 Hz, 2H), 2.89 (q, J = 7.3 Hz, 4H), 2.81-2.75 (m, 2H),
2.00-1.92 (m, 2H), 1.81-1.72 (m, 2H), 1.66 (s, 3H), 1.62-1.55 (n, 5H), 1.51-1.45 (m, 4H), 1.42-1.34 (m, 6H),
1.20-1.15 (m, 9H). “C NMR (100 MHz, CDs0OD) & 159.78, 147.33, 136.40, 131.99, 131.82, 128.15 (2xCH),
128.01, 125.94, 115.50 (2xCH), 112.28, 68.86, 53.35, 47.95 (2xCHy). 43.54, 42.57, 30.36 (2xCHb). 30.30, 28.09,
27.07, 25.90 (2xCH>), 24.36, 23.86, 17.69, 10.06 (2xCHs). HRMS (EST+): calculated for C3HsNO [M + H]
440.3892, found 440.3875.

{49 12 B8 %%

PIbA# 4 (469 mg, 0.099 mmol), M _Z % (1mL) ANEIHER, RIESRAEY 5 BT, $l&
BEEY 12, B GHPIRY (348 mg, 76%). "HNMR (400 MHz, CD;0D) § 7.26 (d, J = 8.7 Hz, 2H), 6.82
(d, J = 8.7 Hz, 2H), 6.26 (d, J = 163 Hz, 1H), 6.07 (d, J = 16.3 Hz, 1H), 5.90 (dd, J = 17.4, 10.8 Hz, 1H),
5.15-5.08 (m, 1H), 5.06-4.97 (m, 2H), 3.94 (t, J = 6.4 Hz, 2H), 3.18 (q, J = 7.3 Hz, 4H), 3.11-3.02 (m, 2H),
2.02-191 (m, 2H), 1.82-1.60 (m, 7H), 1.57 (s, 3H), 1.52-1.42 (m, 4H), 1.42-1.33 (m, 10H), 1.29 (t, /= 7.3 Hz,
6H), 1.19 (s, 3H). *C NMR (100 MHz, CD;0D) 5 159.78, 147.31, 136.39, 131.98, 131.79, 128.15 (2xCH),
128.00, 125.94, 115.49 (2xCH), 112.29, 68.91, 52.95, 48.15 (2xCHa), 43.54, 42.56, 30.55, 30.44 (2xCH>), 30.41,
30.20, 27.64, 27.15, 25.92, 24.91, 24.35, 23.85, 17.70, 9.08 (2xCH;). HRMS (ESI+): calculated for Cs;HssNO [M
+ HJ* 468.4205, found 468.4199.

&1 13 %

DALEYD 2 (69.3 mg, 0.177 mmol) FE/K (3mL) NIIER, IRIESHRILEY 24 71, #%153
FItb &9 13, A OIEHR(44.8 mg, 77%).'H NMR (400 MHz, CD;0D) § 7.28 (d, J = 8.7 Hz, 2H), 6.88-6.83
(m, 2H), 6.26 (d, J = 16.3 Hz, 1H), 6.08 (d, J = 16.3 Hz, 1H), 5.90 (dd, J = 17.5, 10.8 Hz, 1H), 5.14-5.09 (m, 1H),
5.05-4.99 (m, 2H), 4.03 (t, J = 5.3 Hz, 2H), 3.13-3.06 (m, 2H), 2.00-1.84 (m, 6H), 1.66 (s, 3H), 1.57 (s, 3H),
1.50-1.45 (m, 2H), 1.19 (s, 3H). 3C NMR (100 MHz, CDs0OD) & 159.44, 147.28, 136.63, 132.14, 131.98, 128.18
(2xCH), 127.92, 12593, 115.51 (2xCH), 112.29, 68.17, 43.54, 42.54, 40.52, 27.29, 25.89, 25.69, 24.35, 23.86,
17.68. HRMS (ESI+): calculated for C2oH33NO [M + H]* 328.2640, found 328.2632.

{44 14 1845

DALEY) 2 (38.9 mg, 0.099 mmol) FZ[E (1 mL) NEMBER, WIEERNEWS K7L, #&3
FkE 14, AEEMIR (30.1 mg, 85%). 'HNMR (400 MHz, CD;0D) § 7.28 (d. /= 8.7 Hz, 2H), 6.85 (d. J
= 8.7 Hz, 2H), 6.26 (d, J = 16.3 Hz, 1H), 6.08 (d, J=16.3 Hz, 1H), 5.90 (dd, J=17.5, 10.8 Hz, 1H), 5.12 (t, J =
7.2 Hz, 1H), 5.05-4.97 (m, 2H), 4.02 (t, J = 5.3 Hz, 2H), 3.11-2.98 (m, 4H), 2.00-1.92 (m, 2H), 1.91-1.81 (m,
4H), 1.66 (s, 3H), 1.57 (s, 3H), 1.51-1.44 (m, 2H), 1.31 (1, J = 7.3 Hz, 3H), 1.19 (s, 3H). *C NMR (100 MHz,
CD;0D) § 159.44, 147.31, 136.69, 132.20, 132.00, 128.21 (2xCH), 127.93, 125.95, 115.54 (2xCH), 112.31, 68.12,
48.22, 43.94, 43.56, 42.56, 27.38, 25.90, 24.44, 2436, 23.87, 17.69, 11.56. HRMS (ESI+): calculated for
Ca4H37NO [M + H]* 356.2953, found 356.2949.

1h49 15 Bt 4%

DALEYD 2 (43 mg, 0.11 mmol) FIIE T fE (1 mL) NG ER, WI|ERIEGY 5 HHE:, fl&HEH
fe&t 15, AEGMIRY (35.5 mg, 84%). 'HNMR (400 MHz, CD;OD) § 7.28 (d, J=7.3 Hz, 2H), 6.85 (d, J
= 8.4 Hz, 2H), 6.26 (d, J = 15.8 Hz, 1H), 6.12-6.03 (m, 1H), 5.96-5.84 (m, 1H), 5.11 (t, J = 7.8 Hz, 1H),
5.05-4.98 (m, 2H), 4.06-3.99 (m, 2H), 3.08-3.00 (m, 2H), 3.00-2.93 (m, 2H), 2.00-1.91 (m, 2H), 1.90-1.80 (m,
4H), 1.70-1.61 (m, 5H), 1.57 (s, 3H), 1.50-1.37 (m, 4H), 1.20-1.17 (m, 3H), 1.01-0.95 (m, 3H). *C NMR (100
MHz, CD;0D) § 159.41, 147.28, 136.67, 132.16, 132.00, 128.19 (2xCH), 127.90, 125.92, 115.54 (2xCH), 112.30,
68.14, 48.74 (2xCHy), 43.53, 42.53, 29.44, 27.41, 25.89, 24.48, 24.33, 23.85, 20.84, 17.68, 13.92. HRMS (ESI+):
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calculated for C26Hs1NO [M + H]" 384.3266, found 384.3261.

1e&4 16 B4

DIAbE2 (658 mg, 0.168 mmol) FIIECAE (1 mL) AiEGEFR, WIEEmAEY s W7k, Hl4
BELEY 16, HEEMIRYY (46.7 mg, 68%). 'H NMR (400 MHz, CDCls) 8 7.24 (d, J = 8.1 Hz, 2H), 6.76 (d,
J=8.7Hz, 2H), 6.23 (d, J = 16.3 Hz, 1H), 6.03 (d, J = 16.2 Hz, 1H), 5.86 (dd, J = 17.4, 10.8 Hz, 1H), 5.13-5.06
(m, 1H), 5.04-4.96 (m, 2H), 3.89 (t, J = 5.9 Hz, 2H), 2.98-2.80 (m, 4H), 1.98-1.86 (n, 4H), 1.82-1.65 (m, 7H),
1.56 (s, 3H), 1.50-1.44 (m, 2H), 1.31-1.21 (m, 6H), 1.17 (s, 3H), 0.84 (t, J = 6.8 Hz, 3H). >C NMR (100 MHz,
CDCls) & 168.26, 157.88, 146.03, 135.96, 131.36, 130.96, 127.25, 126.56, 124.88, 114.54 (2xCH), 111.95, 67.04,
47.65, 47.28, 42.60, 41.37, 31.28, 26.58, 26.51, 25.99, 25.78, 23.41, 23.30, 23.10, 22.50, 17.71, 14.00. HRMS
(ESI+): calculated for CosHasNO [M + H]" 412.3579, found 412.3573.

LW 17 W45

VLAY 2 (34.7 mg, 0.089 mmol> FIIEE% (1 mL) ANkGER, RIBERALEW S HHEE, fil&
BEMLEY 17, AEEHRY (28.4mg, 72%). 'HNMR (400 MHz, CD;0D) § 7.25 (d, J = 8.8 Hz, 2H), 6.82
(d, J = 8.8 Hz, 2H), 6.24 (d, J = 163 Hz, 1H), 6.05 (d, J = 16.3 Hz, 1H), 5.88 (dd, J = 17.4, 10.8 Hz, 1H),
5.12-5.06 (m, 1H), 5.04-4.95 (m, 2H), 4.07-3.92 (m, 2H), 3.08-2.76 (m, 4H), 1.99-1.78 (m, 6H), 1.63 (s, 5H),
1.55 (s, 3H), 1.48-1.42 (m, 2H), 1.36-1.26 (m, 10H), 1.17 (s, 3H), 0.88 (t, J = 6.9 Hz, 3H). *C NMR (100 MHz,
CD;0D) § 159.44, 147.30, 136.67, 132.18, 131.99, 128.20, 127.93, 125.94, 115.54 (2xCH), 112.29, 101.33, 68.17,
48.55, 48.54, 43.53, 42.55, 32.90, 30.24, 30.20, 30.19, 27.68, 27.45, 25.88, 2433, 23.87, 23.68, 23.67, 17.67,
14.41. HRMS (ESI+): calculated for C30HssNO [M + H]" 440.3892, found 440.3886.

1r 49 18 BIH] %

PIbA# 2 (66.7 mg, 0.170 mmol) FIIEZENE (1 mL) Nigh R, IRIEG MG S W7k, fil&
BELEY 18, NG (64.8 mg, 81%). 'THNMR (400 MHz, CDCls) § 7.26-7.23 (m, 2H), 6.77 (d, /=88
Hz, 2H), 6.24 (d, J = 16.2 Hz, 1H), 6.04 (d, J= 16.2 Hz, 1H), 5.87 (dd, J = 17.4, 10.7 Hz, 1H), 5.13-5.07 (mn, 1H),
5.04-4.97 (m, 2H), 3.90 (t, J = 5.9 Hz, 2H), 2.99-2.90 (m, 2H), 2.89-2.81 (m, 2H), 1.99-1.85 (m, 4H), 1.84-1.60
(m, 7H), 1.57 (s, 3H), 1.51-1.45 (m, 2H), 1.29-1.18 (m, 17H), 0.86 (t, J = 6.9 Hz, 3H). *C NMR (100 MHz,
CDCl3) 8 167.98, 157.87, 146.01, 135.97, 131.35, 130.96, 127.25, 126.56, 124.88, 114.54 (2xCH), 111.93, 67.04,
47.68, 47.32, 42.60, 41.36, 31.95, 29.56, 29.52, 29.35, 29.18, 26.87, 26.57, 26.05, 25.78, 23.41, 23.30, 23.11,
22.74,17.71,14.19. HRMS (ESI+): calculated for C3;HssNO [M + H]* 468.4205, found 468.4197.

{h &9 19 B %

DALEYD 2 (473 mg, 0.121 mmol) FIHRALIEME (1 mL) AHEMAER, RIESMIL& 8 iz,
HEFNEY 19, AFAIMIRY (39.5 mg, 81%). 'H NMR (400 MHz, CDCl3) § 7.28 (d, J = 8.7 Hz, 2H), 6.82
(d, J = 8.7 Hz, 2H), 6.26 (d, J = 163 Hz, 1H), 6.06 (d, J = 16.2 Hz, 1H), 5.88 (dd, J = 17.4, 10.8 Hz, 1H),
5.15-5.07 (m, 1H), 5.06-4.96 (m, 2H), 3.96 (t, J = 6.3 Hz, 2H), 2.75-2.61 (m, 8$H), 2.46-2.38 (m, 2H), 2.00-1.91
(m, 2H), 1.81-1.73 (m, 2H), 1.70-1.62 (m, 5H), 1.58 (s, 3H), 1.52-1.45 (m, 2H), 1.20 (s, 3H). *C NMR (100
MHz, CDCls) § 158.24, 146.08, 135.82, 131.36, 130.70, 127.22 (2xCH), 126.63, 124.90, 114.58 (2xCH), 111.93,
67.77, 58.99, 55.08 (2xCH>), 42.61, 41.39, 28.07 (2xCH>), 27.31, 25.79, 23.45, 23.32, 23.13, 17.73. HRMS
(ESI+): calculated for Ca6H3oNOS [M + H]" 414.2831, found 414.2822.

{1 20 B4

DALAEYD 2 (473 mg, 0.121 mmol) FIPUEMIE (1 mL) AHGAFER, RIESRILEY 5 K7, #)
#A3EMLEY 20, AL EEWHIRY) (40.5 mg, 88%). 'H NMR (400 MHz, CDCls) § 7.27 (d, J = 8.7 Hz, 2H),
6.84 (d, J = 8.7 Hz, 2H), 6.26 (d, J = 16.3 Hz, 1H), 6.07 (d, J = 16.3 Hz, 1H), 5.90 (dd, J = 17.4, 10.8 Hz, 1H),
5.15-5.07 (m, 1H), 5.05-4.97 (m, 2H), 4.00 (t, J = 5.6 Hz, 2H), 2.88 (dt, J = 15.1, 6.7 Hz, 6H), 1.99-1.88 (m, 6H),
1.83-1.76 (m, 4H), 1.66 (s, 3H), 1.57 (s, 3H), 1.50-1.44 (m, 2H), 1.19 (s, 3H). *C NMR (100 MHz, CDCls) &
159.55, 147.30, 136.57, 132.04, 131.97, 128.18 (2xCH), 127.96, 125.95, 115.55 (2xCH), 112.30, 6838, 56.69,
54.98 (2xCHy,), 43.54, 42.55, 28.00, 25.90, 25.32, 24.35, 24.06 (2xCH,), 23.88, 17.70. HRMS (ESI+): calculated
for Ca6H39NO [M + H]* 382.3110, found 382.3101.
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& 21 1%

PALEY 2 (66.3 mg, 0.169 mmol) A 1-FEOREE (1 mL) AfERER, RS RILED S MI7iE,
Hl BRI &Y 21, AR EHRY (48.7 mg, 71%) . 'TH NMR (400 MHz, CDCl3) § 7.28-7.25 (m, 2H), 6.79 (d,
J=8.7 Hz, 2H), 6.24 (d, J = 16.3 Hz, 1H), 6.04 (d, J = 16.2 Hz, 1H), 5.86 (dd, J = 17.4, 10.8 Hz, 1H), 5.12-5.05
(m, 1H), 5.03-4.96 (m, 2H), 3.94 (t, J = 6.1 Hz, 2H), 2.88-2.45 (m, 10H), 2.43 (s, 3H), 1.98-1.88 (m, 2H),
1.82-1.67 (m, 4H), 1.65 (s, 3H), 1.56 (s, 3H), 1.50-1.44 (m, 2H), 1.17 (s, 3H). *C NMR (100 MHz, CDCl) &
167.96, 158.13, 146.05, 135.88, 131.37, 130.76, 127.23, 126.58, 124.88, 114.55 (2xCH), 111.94, 67.53, 57.50,
53.62 (2xCHy), 51.37 (2xCH,), 44.64, 42.61, 41.37, 27.14, 25.79, 23.42, 23.30, 22.91, 17.72. HRMS (ESI+):
calculated for C27HyN>O [M + H]" 411.3375, found 411.3363.

{e&4 22 B9 %

D& 2 (66.3 mg, 0.169 mmol) F1— FIEMEIENL (1 mL> AR Rk, ARYEE LAY S KTk,
FIEEELEY 22, ARREEHR (71.4 mg, 83%). "H NMR (400 MHz, CDCl;) & 8.53-8.48 (m, 2H), 7.65-7.58
(m, 2H), 7.51 (d, J = 7.8 Hz, 2H), 7.26-7.22 (m, 2H), 7.15-7.08 (m, 2H), 6.75 (d, J = 8.7 Hz, 2H), 6.24 d, J =
16.3 Hz, 1H), 6.04 (d, = 16.2 Hz, 1H), 5.87 (dd, J = 17.4, 10.8 Hz, 1H), 5.13-5.06 (m, 1H), 5.04—4.96 (m, 2H),
3.85 (t, J = 6.2 Hz, 2H), 3.81 (s, 4H), 2.59 (t, J = 6.9 Hz, 2H), 1.99-1.89 (m, 2H), 1.80-1.62 (m, 7H), 1.56 (s, 3H),
1.51-1.44 (m, 2H), 1.18 (s, 3H). °C NMR (100 MHz, CDCls) 5 159.94, 158.24 (2xC), 149.02 (2xCH), 146.08,
136.51 (2xCH), 135.75, 131.36, 130.61, 127.18 (2xCH), 126.65, 124.90, 123.01 (2xCH), 122.02 (2xCH), 114.58
(2xCH), 111.93, 67.74, 60.50 (2xCH,), 53.96, 42.61, 41.38, 27.04, 25.79, 23.70, 23.44, 2331, 17.73. HRMS
((ESI+): calculated for C3aHasN3O [M + H]" 510.3484, found 510.3478.

b 23 1%

LIMEEY 2 (67.6mg, 0.173 mmol) I 1-3- =R K ZE)RE (1 mL> HRSIhERL, RIS RLEY
S T, SIS A 23, v EaBt (684 mg, 83%). 'H NMR (400 MHz, CDCls) § 7.27-7.23 (m, 2H),
6.79 (d, J = 8.5 Hz, 2H), 6.23 (d, J = 16.2 Hz, 1H), 6.03 (d, J = 16.2 Hz, 1H), 5.85 (dd, J = 17.4, 10.8 Hz, 1H),
5.11-5.05 (m, 1H), 5.03-4.94 (m, 2H), 3.93 (t, J = 6.1 Hz, 2H), 2.63-2.39 (m, 20H), 1.97-1.88 (m, 2H),
1.82-1.73 (m, 4H), 1.69-1.62 (m, 5H), 1.55 (s, 3H), 1.49-1.42 (m, 2H), 1.17 (s, 3H). *C NMR (100 MHz, CDCls)
5 168.54, 158.19, 146.06, 135.80, 131.36, 130.68, 127.21, 126.61, 124.88, 114.56 (2xCH), 111.92, 67.67, 57.96,
56.62, 55.66, 52.62 (2xCHy), 43.90 (2xCHs), 42.60, 41.37, 27.28, 25.78, 23.43, 23.30, 23.16, 23.07, 17.72.
HRMS (ESI+): calculated for C3Hs N3O [M + HJ* 482.4110, found 482.4101.

{h &9 24 1%

DIALEH 2 (63.6 mg, 0.163 mmol> A1 N,N-—H#E-13-7§ "% (203 pL, 1.62 mmol) N#EIHER, R
WERAEY S BT, HIEREGEY 24, R GEMRY (56.5 mg, 87%). 'HNMR (400 MHz, CD;0D)
§7.27 (dd, J = 8.7, 1.9 Hz, 2H), 6.84 (d, J = 8.8 Hz, 2H), 6.26 (d, J = 16.3 Hz, 1H), 6.07 (d, J = 16.3 Hz, 1H),
590 (dd, J=17.4, 10.8 Hz, 1H), 5.15-5.09 (m, 1H), 5.06-4.98 (m, 2H), 4.03-3.95 (m, 2H), 3.37-3.31 (m, 2H),
2.98-2.84 (m, 2H), 2.60-2.36 (m, SH), 2.33-2.24 (m, 3H), 2.00-1.92 (n, 2H), 1.85-1.67 (m, 6H), 1.66 (s, 3H),
1.57 (s, 3H), 1.51-1.45 (m, 2H), 1.19 (s, 3H). ®C NMR (100 MHz, CDCl;) § 157.84, 145.92, 136.05, 131.38,
130.90, 127.30 (2xCH), 126.43, 124.83, 114.54 (2xCH), 112.03, 67.10, 55.01, 47.70, 45.12, 43.16, 42.98, 42.60,
4131, 26.45, 25.82 (2xCHy), 23.29, 23.17, 21.76, 17.75. HRMS ((ESI+): calculated for Cy7HuN,O [M + H|*
413.3532, found 413.3523.

&1 25 Kt 4%

PMbEH 2 (47 mg, 0.12 mmoDl) 1 2- (HERZA) A% (55.8 uL, 0.600 mmol) ARl R A K
{1 & 24 7Tk, fI&SEILEY 25, NEGHRY (23.2mg, 60%). 'HNMR (400 MHz, CDCl3) § 7.27
(d, J = 8.8 Hz, 2H), 6.82 (d, J = 8.8 Hz, 2H), 6.25 (d, J = 16.3 Hz, 1H), 6.05 (d, J = 16.2 Hz, 1H), 5.88 (dd, J =
17.4, 10.8 Hz, 1H), 5.13-5.07 (m, 1H), 5.05-4.98 (m, 2H), 3.96 (t, J = 6.3 Hz, 2H), 2.85 (t, J = 6.5 Hz, 2H),
2.73-2.61 (m, 4H), 2.23 (s, 3H), 2.10-2.10 (m, 2H), 1.98-1.91 (m, 2H), 1.86-1.77 (m, 2H), 1.73-1.69 (m, 1H),
1.67 (s, 3H), 1.57 (s, 3H), 1.51-1.46 (m, 2H), 1.19 (s, 3H). *C NMR (100 MHz, CDCls) & 158.20, 146.07, 135.81,
131.38, 130.70, 127.22 (2xCH), 126.62, 124.89, 114.58 (2xCH), 111.93, 67.75, 49.10, 47.65, 42.61, 41.38, 34.12,
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27.11, 26.51, 25.79, 23.43, 2331, 17.73, 15.36. HRMS (ESI+): calculated for CosH;oNOS [M + H|™ 4022831,
found 402.2822.

&4 26 Hitl &

DIAb-E1 2 (60.65 mg, 0.155 mmol) M N,N,N-=F3E-13-7§ % (113.5 pL, 0.775 mmol) N #hEk,
HRAE A A 24 W77, &S EGE Y 26, I EMRYI(46.3 mg, 70%) . '"H NMR (400 MHz, CD;0D)
§7.29 (d, J= 8.7 Hz, 2H), 6.86 (d, J = 8.8 Hz, 2H), 6.26 (d, J = 163 Hz, 1H), 6.08 (d, J = 16.3 Hz, 1H), 5.90 (dd,
J =174, 10.8 Hz, 1H), 5.15-5.09 (m, 1H), 5.06—4.98 (m, 2H), 4.03 (t, J = 5.5 Hz, 2H), 3.07-2.97 (m, 6H),
2.73-2.69 (m, 9H), 2.07-1.92 (m, 4H), 1.90-1.81 (m, 4H), 1.66 (s, 3H), 1.57 (s, 3H), 1.51-1.44 (m, 2H), 1.19 (s,
3H). 3C NMR (100 MHz, CD;OD) § 159.47, 147.29, 136.65, 132.13, 131.99, 128.20 (2xCH), 127.92, 125.94,
115.55 (2xCH), 112.30, 68.20, 57.45, 43.87, 43.81, 43.55 (3xCHz), 42.54, 40.78, 27.58, 25.89, 2435, 23.84,
22.92, 21.62,17.69. HRMS (ESI+): calculated for CasHaeN,O [M + H|" 427.3688, found 427.3679.

&4 27 (&

DIALEH 2 (67.1 mg, 0.171 mmol) T NN N-=HEHE#E=/% (208 pL, 1.03 mmol) Jy#E#HIFE kL,
AR & A& 5 10575, Bl &S E3U0LED 27, Bk (583 mg, 72%). 'H NMR (400 MHz, CD;0D)
§7.28 (d, J=8.7 Hz, 2H), 6.85 (d, J = 8.7 Hz, 2H), 6.26 (d, J = 16.3 Hz, 1H), 6.08 (d, J = 16.3 Hz, 1H), 5.90 (dd,
J =174, 10.8 Hz, 1H), 5.16-5.09 (m, 1H), 5.06-4.98 (m, 2H), 4.01 (t, J = 5.2 Hz, 2H), 3.38-3.31 (m, 2H),
2.99-2.84 (m, 2H), 2.82-2.61 (m, 5H), 2.56-2.36 (m, 7H), 2.34-2.23 (m, 3H), 2.00-1.90 (mn, 2H), 1.85-1.72 (m,
8H), 1.66 (s, 3H), 1.57 (s, 3H), 1.51-1.45 (m, 2H), 1.19 (s, 3H). “C NMR (100 MHz, CDCl3) 5 157.79, 145.96,
136.06, 131.41, 130.97, 127.29 (2xCH), 126.44, 124.82, 114.48 (2xCH), 112.00, 66.92, 55.61, 54.00, 53.58, 53.38
47.60, 42.61 (2xCHz), 41.32, 40.89, 39.50, 33.14, 26.52, 25.81, 23.32, 23.28, 22.09, 20.99, 17.73. HRMS (ESI+):
calculated for C3/Hs;N:;O [M + H|* 484.4267, found 484.4258.

&4 28 it

DAb-& 2 (56 mg, 0.143 mmol) F N'-[3-( ~F &I IL]-NN-—FR-13-§ —f& (159 pL, 0.715
mmolD HFLUHFARL, HRYE G ik & 24 BIT715, HIEAGRGEY) 28, A ABHK (67.1 mg, 94%). '"H NMR
(400 MHz, CD;0D) 6§ 7.32-7.27 (m, 2H), 6.91-6.83 (m, 2H), 6.27 (d, J = 16.2 Hz, 1H), 6.14-6.05 (m, 1H), 5.90
(dd, J = 17.5, 10.8 Hz, 1H), 5.16-5.08 (m, 1H), 5.06-4.98 (m, 2H), 4.12-3.98 (m, 2H), 3.50-3.38 (m, 3H),
3.21-2.97 (m, 9H), 2.87-2.72 (m, 10H), 2.24-1.73 (m, 10H), 1.66 (s, 3H), 1.57 (s, 3H), 1.50-1.45 (m, 2H), 1.19
(s, 3H). 3C NMR (100 MHz, CDs0D) § 159.57, 159.37, 147.28, 136.63, 131.99, 128.21, 127.90, 127.88, 125.92,
115.56, 115.54, 112.30, 68.53, 67.96, 51.59, 51.37, 51.32, 43.55 (2xCHs), 43.41, 43.40, 43.35 (2xCHs), 42.53,
27.13, 25.89, 25.87, 24.34, 23.83, 20.73, 17.68, 17.66. HRMS (ESI+): calculated for CsHssN;O [M + HJ*
498.4423, found 498.4411.

B 29 %

kA # 2 (50 mg, 0.128 mmol) A= (2-FF: 25 & (96 pL, 0.639 mmol) MAZLAERL, HRIE A
1e&W 24 (775, &S 30L& 29, N GE (37.4 mg, 64%) . 'H NMR (400 MHz, CD;0D) & 7.28 (d,
J=8.6 Hz, 2H), 6.85 (d, J = 8.7 Hz, 2H), 6.26 (d, J = 16.2 Hz, 1H), 6.08 (d, J = 16.2 Hz, 1H), 5.90 (dd, J=17.5,
10.7 Hz, 1H), 5.12 (t, J = 7.2 Hz, 1H), 5.05-5.01 (m, 2H), 4.02 (t, J = 5.5 Hz, 2H), 3.18-3.01 (m, 8H), 2.87-2.72
(m, 6H), 2.00-1.82 (m, 6H), 1.66 (s, 3H), 1.57 (s, 3H), 1.51-1.44 (m, 2H), 1.19 (s, 3H). *C NMR (100 MHz,
CD;0D) & 159.44, 147.28, 136.62, 132.11, 132.00, 128.18 (2xCH), 127.91, 125.92, 115.53 (2xCH), 112.29, 68.13,
52.53 (2xCHy), 51.52, 46.28, 43.54 (3xCHy), 42.53, 38.07, 27.52, 25.89, 2442, 2434, 2384, 17.67. HRMS
(ESI4): calculated for CosHasN4O [M + H]™ 457.3906, found 457.3890.

&4 30 Hitl &

VA& 2 (36.7 mg, 0.094 mmol) 1 1,4,8,11-PU% 431 PU%t (147 uL, 0.75 mmoD) HAisERl, R
P& AL E Y 24 1T7IE, HIRBEGEY 30, AR EEIK (29.8 mg, 62%). 'H NMR (400 MHz, CDs0D) &
7.29 (d, J = 8.7 Hz, 2H), 6.87 (d, J = 8.8 Hz, 2H), 6.27 (d, J = 16.3 Hz, 1H), 6.09 (d, J = 16.3 Hz, 1H), 5.91 (dd, J
=17.5,10.8 Hz, 1H), 5.15-5.10 (m, 1H), 5.05-4.99 (m, 2H), 4.08-3.98 (m, 2H), 3.58-3.35 (n, 2H), 3.24-3.09 (m,
6H), 2.99-2.50 (m, 10H), 2.00-1.64 (m, 13H), 1.57 (s, 3H), 1.50-1.44 (m, 2H), 1.20 (s, 3H). *C NMR (100

>
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MHz, ) 5 159.55, 147.28, 136.67, 132.09, 132.00, 128.22 (2xCH), 127.89, 125.92, 115.56 (2xCH), 112.30, 68.42,
54.07, 51.98, 51.76, 50.65, 50.44, 47.44 (2xCHy), 45.94, 45.76, 43.55, 42.54, 28.04, 25.89, 25.47, 24.35, 23.84,
23.36, 21.34, 17.68. HRMS ((ESIH): calculated for C3>HsaNsO [M + HJ* 511.4376, found 511.4367.

&4 31 [l &

DMEEM 2 (56 mg, 0.143 mmol) 1 1,4,7.10,13- A5 MM+ F4E (176.3 pL, 0.715 mmolD Jyidih FUR,
RYE & B9 24 BJ7 e, HIRAFEIE Y 31, NEGEK (68.8 mg, 92%). 'H NMR (400 MHz, CD;0D)
§7.26 (dd, J = 8.5, 3.4 Hz, 2H), 6.84 (dd, J = 8.7, 5.0 Hz, 2H), 6.24 (d, J = 16.3 Hz, 1H), 6.06 (dd, J = 16.3, 2.1
Hz, 1H), 5.88 (dd, J=17.5, 10.8 Hz, 1H), 5.12-5.06 (m, 1H), 5.03—4.95 (m, 2H), 4.07-3.39 (m, 10H), 3.15-2.60
(m, 14H), 1.97-1.89 (m, 2H), 1.80-1.60 (m, 7H), 1.55 (s, 3H), 1.48-1.42 (m, 2H), 1.17 (s, 3H). ®C NMR (100
MHz, CD;0D) & 159.55, 147.27, 136.70, 136.60, 132.00, 128.25, 128.20, 127.91, 127.87, 125.91, 115.52, 112.31,
68.66, 52.22, 51.95, 51.22, 48.04, 47.79, 46.85, 46.72, 46.22, 45.54, 45.09, 44.88, 43.55, 42.53, 28.23, 25.90,
24.34,23.83,22.49, 17.69. HRMS (ESI+): calculated for C5,HssNsO [M + H]" 526.4485, found 526.4476.

{e&¥ 32 B4

HALEY 5 (31.7mg, 0.089 mmol) AT HEE (8mL) &, REMAMEL (A mL), ¥ 5 8 E&H7E
FR B RN, RN SR E T R R KRR IR 58 WU 608 R 254 T IR4E
FF=¥iEst RP-HPLC 4iifh, 13 B1L&9 32, N AEER (31.6 mg, 72%).'H NMR (400 MHz, CD;0D) § 7.29
(d, J = 8.7 Hz, 2H), 6.87 (d, J = 8.7 Hz, 2H), 6.27 (d, J = 16.3 Hz, 1H), 6.08 (d, J = 16.3 Hz, 1H), 5.90 (dd, J =
17.5, 10.8 Hz, 1H), 5.15-5.09 (m, 1H), 5.06-4.97 (m, 2H), 4.06 (t, J = 5.9 Hz, 2H), 3.46-3.38 (m, 2H), 3.14 (s,
9H), 2.04-1.82 (m, 6H), 1.66 (s, 3H), 1.57 (s, 3H), 1.51-1.45 (m, 2H), 1.19 (s, 3H). *C NMR (100 MHz, CDs0D)
§ 15938, 147.29, 136.72, 132.23, 131.99, 128.21 (2xCH), 127.90, 125.94, 115.56 (2xCH), 112.30, 67.93, 67.54,
53.54, 53.50, 53.46, 43.55, 42.54, 27.17, 25.88, 24.35, 23.84, 21.10, 17.67HRMS (ESI+): calculated for
CasHyoINO [M - I]* 370.3104, found 370.3103.

& 33 &

PAbA9 6 (31.3 mg, 0.082 mmol) FILH#% (1 mL) MfdasERl, RIS RIS 32 Tk, Hil#
BRI 5 33, NFE ORI (34.7 mg, 83%). 'H NMR (400 MHz, CD;0D) & 7.29 (d, J = 8.7 Hz, 2H), 6.88 (d,
J=8.8 Hz, 2H), 6.27 (d, J = 16.3 Hz, 1H), 6.09 (d, J = 16.3 Hz, 1H), 5.90 (dd, J = 17.5, 10.8 Hz, 1H), 5.15-5.08
(m, 1H), 5.06-4.98 (m, 2H), 4.06 (t, J = 5.7 Hz, 2H), 3.41-3.31 (m, 6H), 3.00 (s, 3H), 1.99-1.83 (m, 6H), 1.66 (s,
3H), 1.57 (s, 3H), 1.51-1.45 (m, 2H), 1.36-1.31 (m, 6H), 1.19 (s, 3H). 3C NMR (100 MHz, CD;0D) & 159.34,
147.29, 136.76, 132.28, 131.99, 128.22 (2xCH), 127.89, 125.94, 115.56 (2xCH), 112.30, 67.89, 61.22, 57.61,
57.58, 57.54, 43.55, 42.54, 27.08, 25.88, 24.35, 23.85, 20.16, 17.67, 9.12, 8.01. HRMS (ESI+): calculated for
Co7HagINO [M - I]7 398.3417, found 398.3418.

14 34 1%

PIAb&# 7 (34.5 mg, 0.078 mmol) AH 4% (1 mL) HiethEkl, RIBGNILEY 32 bk, fil4
BRI &Y 34, NFEGIHIRY (37 mg, 81%). 'H NMR (400 MHz, CD;0D) § 7.27 (d, J= 8.8 Hz, 2H), 6.85 (d,
J=8.8Hz, 2H), 6.24 (d, J = 163 Hz, 1H), 6.06 (d, J = 16.3 Hz, 1H), 5.88 (dd, J = 17.5, 10.8 Hz, 1H), 5.13-5.06
(m, 1H), 5.03-4.95 (m, 2H), 4.04 (t, J = 5.7 Hz, 2H), 3.36-3.30 (m, 2H), 3.28-3.21 (m, 4H), 3.00 (s, 3H),
1.98-1.78 (m, 6H), 1.73-1.61 (m, 7H), 1.54 (s, 3H), 1.49-1.34 (m, 6H), 1.18-1.15 (m, 3H), 0.97 (t, J = 7.4 Hz,
6H). BC NMR (100 MHz, CD;0D) & 159.30, 147.28, 136.76, 132.29, 131.98, 128.24 (2xCH), 127.88, 125.94,
115.56 (2xCH), 112.30, 67.71, 62.71, 62.68, 62.65, 62.07, 43.55, 42.54, 26.96, 25.89, 25.12 (2xCH,), 24.35,
23.86, 20.74, 20.72, 20.14, 17.68, 13.93 (2xCHs). HRMS (ESIH): calculated for C31Hs2INO [M - 1] 454.4043,
found 454.4043.

&4 35 Wl &

L1 13 (45.6 mg, 0.139 mmol), 1H-MLME-1-HKERERER (61.2 mg, 0.418 mmol) A1 DIPEA (138 puL, 0.835
mmol)) LG R, ARYE G Ak 38 BI07i%, Hil# R BRI A 35, NGB (30.6 mg, 55%). 'TH NMR
(400 MHz, CDsOD) 8 7.28 (d, J = 8.6 Hz, 2H), 6.85 (d, J = 8.8 Hz, 2H), 6.26 (d, J = 16.3 Hz, 1H), 6.07 (d, J =
16.3 Hz, 1H), 5.90 (dd, J = 17.5, 10.8 Hz, 1H), 5.16-5.09 (m, 1H), 5.05-4.98 (m, 2H), 4.00 (t, J = 5.9 Hz, 2H),
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3.25 (t, J = 6.9 Hz, 2H), 2.00-1.92 (m, 2H), 1.88-1.74 (m, 4H), 1.66 (s, 3H), 1.57 (s, 3H), 1.50-1.45 (m, 2H),
1.19 (s, 3H). *C NMR (100 MHz, CD;0D) 6 159.54, 158.70, 147.28, 136.55, 132.03, 131.97, 128.15 (2xCH),
127.94, 12592, 115.51 (2xCH), 112.28, 68.36, 43.53, 42.53, 42.17, 27.46, 26.76, 25.88, 24.33, 23.84, 17.67.
HRMS (ESI+): calculated for CpsHssNsO [M + H]* 370.2858, found 370.2849.

1h&4 36 B %

FEAVE IE®Y (93.5 mg, 0.357 mmol) T AER (10 mL) &1, SRFIIATREEM (123.5 mg, 0.893 mmol)
AR 28R 2.8 (81 uL, 0.081 mmoD). A4 K BIRAWIRIFRISE 3 h. KNFTR)E, HIRREYH R
PR I K ZEE B . A WU RUE S kG A~ PiB il R R iyl s/ 288 2.8, 6: 1,
viv) 4itk, BELEY 36 ik E IR (114.1mg, 93%>. 'H NMR (400 MHz, CDCL3) § 7.29 (d, J = 8.7 Hz,
2H), 6.85 (d, J = 8.8 Hz, 2H), 6.26 (d, J = 16.3 Hz, 1H), 6.08 (d, 7 = 16.3 Hz, 1H), 5.88 (dd, /= 17.4, 10.7 Hz,
1H), 5.14-5.07 (m, 1H), 5.06-4.98 (m, 2H), 4.61 (s, 2H), 4.27 (q, J = 7.1 Hz, 2H), 1.99-1.91 (m, 2H), 1.67 (s,
3H), 1.58 (s, 3H), 1.52-1.47 (m, 2H), 1.30 (t, J = 7.1 Hz, 3H), 1.19 (s, 3H). *C NMR (100 MHz, CDCl5) § 169.03,
157.02, 145.96, 136.51, 131.85, 131.40, 127.31 (2xCH), 126.43, 124.86, 114.80 (2xCH), 112.02, 65.64, 61.46,
42.64, 41.35,25.78,23.42, 23.31, 17.72, 14.25. HRMS (ESI+): calculated for CoHz003 [M + H|" 343.2273, found
343.2265.

th&4n 38 1%

H0E%1 36 (121.8 mg, 0.356 mmol) ¥ T PUEMLIE (10 mL) 1, 485 i1\ LiOH (34.1 mg, 1.42 mmol)
IKIEWE (5 mL). KR BHIREWIE SR THEE 05 Nef. SAEKATER AW ZRRIRE, FHIE T BERUKEE
PR . AHRENAETERE Fikds, B3~ 37. WEa1 37 KRB — S AL EHH T F—H K.
BB 37 % T K DMF (8 mL) #, 285 I HATU (405.6 mg, 1.07 mmol), H-Arg-OMe-2HCI (278.6
mg, 1.07 mmol), HOBt (144.1 mg, 1.07 mmol), EDC-HCl (204.5mg, 1.07mmol> #1 DIPEA (470.1 uL,
2.84 mmoD). Kt MIRAYIME EIRBHE 48 /M. RMTERLE, FRAREWHIE T EAKERBERK. 45
BUAETE I 45 AF T kg . Bt 9i@id RP-HPLC 4iifk, 3781054 38, ARGk (1224 mg, 71%).
'H NMR (400 MHz, CDCls) & 8.15 (s, 1H), 7.59 (d, J = 8.0 Hz, 1H), 7.29 (d, J = 8.7 Hz, 2H), 7.07 (br, 3H), 6.86
(d, J=8.7 Hz, 2H), 6.24 (d, J = 16.2 Hz, 1H), 6.07 (d, J = 16.2 Hz, 1H), 5.86 (dd, J = 17.5, 10.7 Hz, 1H), 5.09 (t,
J=17.1Hz, 1H), 5.06-4.96 (m, 2H), 4.64—4.42 (m, 3H), 3.72 (s, 3H), 3.20 (d, J = 55.2 Hz, 2H), 2.01-1.91 (m, 6H),
1.66 (s, 3H), 1.57 (s, 3H), 1.51-1.45 (m, 2H), 1.18 (s, 3H). *C NMR (100 MHz, CD;0D) & 173.31, 171.43,
158.65, 158.29, 147.19, 137.37, 133.23, 132.02, 128.28 (2xCH), 127.71, 125.90, 115.96 (2xCH), 112.37, 68.17,
5294, 52.84. 43.59, 42,51, 41.77, 29.49, 2623, 25.88, 24.34, 23.79, 17.67. HRMS (ESI+): calculated for
C27HaoN4O4 [M + H]* 485.3128, found 485.3125.

{e 41 39 145

PL 36 (40.9 mg, 0.119 mmol), HATU (136 mg, 0.358 mmol), H-Arg-NH,-2HCI (93.9 mg, 0.358 mmol),
HOBt (48.2 mg, 0358 mmol), EDC-HCI (68.4 mg, 0.358 mmol) 1 DIPEA (157.9 uL, 0.955 mmol) Jyikd
GEERL, ARAES B A 38 (iR, HIAASEIML &M 39, NEBE (30.6 mg, 55%). 'H NMR (400 MHz,
CDs0D) 8 7.33 (d, J = 8.7 Hz, 2H), 6.94 (d, J = 8.8 Hz, 2H), 6.28 (d, J = 16.3 Hz, 1H), 6.12 (d, J = 16.3 Hz, 1H),
591 (dd, J=17.5, 10.8 Hz, 1H), 5.16-5.08 (m, 1H), 5.06-4.98 (m, 2H), 4.60-4.56 (m, 2H), 4.52-4.48 (m, 1H),
3.21-3.14 (m, 2H), 1.99-1.72 (m, 4H), 1.66 (s, 3H), 1.63-1.55 (m, 5H), 1.51-1.45 (m, 2H), 1.20 (s, 3H). ®C
NMR (100 MHz, CDsOD) & 171.14, 158.63, 158.20, 147.19, 137.43, 133.29, 132.03, 128.33 (2xCH), 127.70,
125.91, 115.93, 112.38, 101.33, 68.22, 53.31, 43.60, 42.51, 41.88, 30.52, 26.13, 25.87, 24.34, 23.80, 17.67.
HRMS (ESI+): calculated for Ca6H3sNsO3 [M + H]* 470.3131, found 470.3127.

1A 40 1] &

L 36(99.6 mg, 0.291 mmol), HATU(221.2 mg, 0.582 mmol ), H-His-OMe-2HC1(140.8 mg, 0.582 mmol),
HOBt (78.4 mg, 0.582 mmol), EDC-HCI (111.2 mg, 0.582 mmol> 1 DIPEA (288 uL, 1.74 mmol) A#LH
R, IRIEG RS 38 HIJTiE, HI&E3EY 40, AEAEE (87.4 mg, 64%). 'HNMR (400 MHz,
CD;0D) & 7.94 (s, 1H), 7.31 (d, J = 8.7 Hz, 2H), 6.98-6.84 (m, 3H), 6.28 (d, J = 16.3 Hz, 1H), 6.12 (d, /=163
Hz, 1H), 5.91 (dd, J = 17.5, 10.8 Hz, 1H), 5.15-5.08 (n, 1H), 5.07-4.98 (n, 2H), 4.83-4.79 (m, 1H), 4.54-4.46
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(m, 2H), 3.72 (s, 3H), 3.26-3.09 (m, 2H), 2.00-1.92 (m, 2H), 1.66 (s, 3H), 1.57 (s, 3H), 1.51-1.46 (m, 2H), 1.20
(s, 3H). ®C NMR (100 MHz, CD;0D) 5 171.02, 169.03, 156.31, 145.80, 136.84, 134.51, 132.11, 131.46, 130.82,
127.41 (2xCH), 126.20, 124.78, 116.80, 114.87 (2xCH), 112.14, 67.23, 52.96, 51.77, 42.66, 41.28, 28.11, 25.83,
23.28, 23.24,17.76. HRMS ((ESI+): calculated for Co7H3sN504 [M + H| 466.2706, found 466.2698.

&1 41 1%

Pk 36(50 mg, 0.146 mmol), HATU(111 mg, 0.292 mmol), H-Lys(Boc)-OMe -HCI(108.3 mg, 0.365 mmol),
HOBt (39.3 mg, 0.292 mmol>, EDC-HCl (55.8 mg, 0.292 mmol> 1 DIPEA (144.8 uL, 0.876 mmol) NiT4s
R, IRVEG LAY 38 Wik, FIESEILEY 41, AEAEK (72.5 mg, 82%). 'HNMR (400 MHz,
CDCls) § 7.30 (d, J = 8.8 Hz, 2H), 7.04 (d, J = 8.3 Hz, 1H), 6.87 (d, J = 8.8 Hz, 2H), 6.25 (d, J = 16.3 Hz, 1H),
6.08 (d, J=16.2 Hz, 1H), 5.86 (dd, J = 17.5, 10.7 Hz, 1H), 5.13-4.94 (m, 3H), 4.72-4.60 (m, 1H), 4.57-4.44 (m,
3H), 3.73 (s, 3H), 3.10-2.98 (m, 2H), 1.96-1.71 (m, 4H), 1.65 (s, 3H), 1.56 (s, 3H), 1.50-1.43 (m, 4H), 1.41 (s,
9H), 1.31-1.23 (m, 2H), 1.18 (s, 3H). HRMS (ESI+): calculated for C3;HasN2Os [M + Na]™ 579.3410, found
579.3398.

1h&t 42 1%

Pl 36 (48 mg, 0.14 mmol), HATU (133.9 mg, 0.352 mmol), H-Ala-OMe -HCl (59 mg, 0.423 mmol>
DIPEA (186 pL, 1.13 mmol) Mi24aEAL, RIESBMEY) 44 W75, HIH/BIHES~MUED 42, RN
FERUE, WETRIBE YA 08 BRI KR RUR oK. KB WA R R 2450 N ke . A=l S Rk it
Wik CRMEY 28R 8, 2: 1, v gliftk, BEI0EY 42 ALEAEIERK (452 mg, 81%). "HNMR (400
MHz, CDCl;) & 7.32 (d, J = 8.8 Hz, 2H), 7.13 (d, J = 7.6 Hz, 1H), 6.88 (d, J = 8.8 Hz, 2H), 6.26 (d, J = 16.3 Hz,
1H), 6.09 (d, J =16.3 Hz, 1H), 5.87 (dd, J = 17.4, 10.7 Hz, 1H), 5.15-5.07 (m, 1H), 5.06-4.96 (m, 2H), 4.76—4.63
(m, 1H), 4.49 (s, 2H), 3.76 (s, 3H), 1.99-1.90 (m, 2H), 1.67 (s, 3H), 1.58 (s, 3H), 1.51-1.45 (m, 5H), 1.19 (s, 3H).
13C NMR (100 MHz, CDCl3) 6 173.07, 167.93, 156.28, 145.85, 136.84, 132.22, 131.47, 127.47 (2xCH), 126.26,
124.81, 114.87 (2xCH), 112.12, 67.41, 52.71, 47.70, 42.68, 41.32, 25.82, 23.33, 23.30, 18.48, 17.75. HRMS
(ESI+): calculated for C;4H33NO4 [M + H]" 400.2488, found 400.2471.

&4 43 Bt 4%

Pl 36 (79.5 mg, 0.232 mmol), HATU (176.5 mg, 0.464 mmol), H-Lys(Fmoc)-OH-HCl (243.1 mg, 0.58
mmol) F1 DIPEA (230 pL, 1.39 mmol) JyA2is R, RIEAHAILEY 44 77, HISBF2M0E 43, N
Fo 3B B (155.5 mg, 98%) . HRMS (ESI+): calculated for C4,HsoN2Os [M + H]' 679.3747, found 679.3727.

{h &0 44 1%

PL36 (893 mg, 0261 mmol), HATU (1983 mg, 0.522 mmol), H-Arg-Arg-OMe-2HCI (217.7 mg,
0.522 mmol) F1 DIPEA (174 pL, 1.04 mmol) NELAERL, RIESRAEY) 38 7%, HIF/BIMLED
44, NABPCREE (166 me, 98%). "HNMR (400 MHz, CDs0D) § 7.33 (d, J = 8.8 Hz, 2H), 6.93 (d, J = 8.8
Hz, 2H), 6.28 (d, J =163 Hz, 1H), 6.12 (d, J = 16.3 Hz, 1H), 5.91 (dd, J = 17.5, 10.8 Hz, 1H), 5.15-5.09 (m, 1H),
5.07-4.98 (m, 2H), 4.58 (s, 2H), 4.52-4.44 (m, 2H), 3.73 (s, 3H), 3.25-3.12 (m, 4H), 2.01-1.86 (m, 4H),
1.83-1.62 (m, 9H), 1.57 (s, 3H), 1.52-1.45 (m, 2H), 1.20 (s, 3H). *C NMR (100 MHz, CD;0D) & 173.80, 173.51,
171.21, 158.69, 158.24 (2xC), 147.19, 137.46, 133.28, 132.05, 128.33 (2xCH), 127.68, 125.90, 115.91 (2xCH),
112.39, 68.08, 53.94, 53.17, 52.90, 43.60, 42.51, 41.93, 41.78, 30.28, 29.49, 26.17, 26.08, 25.87, 24.34, 23.79,
17.67. HRMS (ESIH): calculated for C33Hs:NgOs [M + H]* 641.4139, found 641.4130.

o9 45 B %5

L 36 (54.7 mg, 0.160 mmol ), HATU (121.7 mg, 0.32 mmol), H-Arg-Arg-Arg-OMe-2HCI (160.2 mg, 0.32
mmol) I DIPEA (1584 uL, 0.96 mmol) AfislERl, WRIEEMNEY 44 77, HIBEEMLEY 45,
YA B (118.5 mg, 93%). '"H NMR (400 MHz, CD;0D) & 7.33 (d, J = 8.8 Hz, 2H), 6.93 (d, J = 8.8 Hz, 2H),
6.28 (d, J = 163 Hz, 1H), 6.12 (d, J = 16.3 Hz, 1H), 5.91 (dd, J = 17.5, 10.8 Hz, 1H), 5.15-5.09 (m, 1H),
5.06-4.98 (m, 2H), 4.59 (s, 2H), 4.49-4.36 (m, 3H), 3.72 (s, 3H), 3.22-3.16 (m, 6H), 1.98-1.63 (m, 17H), 1.57 (s,
3H), 1.52-1.45 (m, 2H), 1.20 (s, 3H). *C NMR (100 MHz, CDs0D) § 174.00, 173.78, 173.58, 171.42, 158.65,
158.22 (3xC), 147.16, 137.41, 133.20, 132.03, 128.33, 127.66, 125.88, 115.86 (2xCH), 112.40, 101.32, 68.02,
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54.23, 54.12, 53.30, 52.87, 43.59, 42.49, 41.90, 41.85, 41.80, 30.11, 30.06, 29.41, 26.21, 26.15, 26.11, 25.88,
24.33,23.75, 17.67. HRMS (ESI+): calculated for C3oHesN 1206 [M + H]" 797.5150, found 797.5121.

&4 46 il &

Ll 36 (48 mg, 0.14 mmol), HATU (160.7 mg, 0.423 mmol), H-Met-OMe-HCl (84 .4 mg, 0.423 mmol)
MIDIPEA (186 pL, 1.13 mmol Jyitn5ikl, RIEGHULEW 42 W77k, HIZBEMLEY 46, F LB
HBERR: (50.4 mg, 78%) . 'H NMR (400 MHz, CDCls) 5 7.30 (d, J = 8.8 Hz, 2H), 7.23 (d, J = 8.2 Hz, 1H), 6.86 (d,
J=8.8 Hz, 2H), 6.25 (d, J = 16.3 Hz, 1H), 6.08 (d, J = 16.2 Hz, 1H), 5.86 (dd, J = 17.5, 10.7 Hz, 1H), 5.13-5.05
(m, 1H), 5.04—4.97 (m, 2H), 4.84-4.74 (m, 1H), 4.50 (s, 2H), 3.75 (s, 3H), 2.53-2.43 (m, 2H), 2.25-1.89 (m, 7H),
1.66 (s, 3H), 1.56 (s, 3H), 1.51-1.45 (m, 2H), 1.18 (s, 3H). *C NMR (100 MHz, CDCls) & 172.01, 168.32, 156.23,
145.84, 136.89, 132.28, 131.47, 127.49 (2xCH), 126.23, 124.80, 114.83 (2xCH), 112.13, 67.39, 52.78, 51.12,
42.68, 41.32, 31.54, 29.95, 25.82, 23.33, 23.30, 17.75, 15.54. HRMS (ESI+): calculated for C2¢H37NO4S [M + H|*
460.2522, found 460.2507.

&Y 47 Bt 4%

# 43 (76 mg, 0.112 mmol) #FFIL/K DMF (4 mLD> 1, ZASSIMAIREE (1 mL), FRNEBEEMEE
WA 05 he. RMSEMRE, BIEREWRIET BRI KRR IR . A AR 51 N4 .
FF=¥iEst RP-HPLC 4iifk, 1334b&W 47 R B (38.2 mg, 75%). 'H NMR (400 MHz, CDCl;) §7.32
(dd, J =19.6, 8.5 Hz, 3H), 6.86 (d, J = 8.7 Hz, 2H), 6.24 (d, J = 16.2 Hz, 1H), 6.08 (d, J = 16.2 Hz, 1H), 5.86 (dd,
J =174, 108 Hz, 1H), 5.09 (t, 7 = 7.1 Hz, 1H), 5.06-4.97 (m, 2H), 4.70-4.59 (m, 1H), 4.57-4.40 (m, 2H),
3.77-3.67 (m, 3H), 2.88 (s, 2H), 1.98-1.62 (m, 9H), 1.57 (s, 3H), 1.52-1.34 (m, 4H), 1.18 (s, 3H). *C NMR (100
MHz, CDCls) § 172.28, 168.63, 156.25, 145.82, 136.86, 132.22, 131.46, 127.46 (2xCH), 126.23, 124.79, 114.94
(2xCH), 112.13, 67.32, 52.76, 51.48, 42.67, 41.30, 39.19, 31.97, 27.08, 25.83 (2xCHa), 23.29, 22.46, 17.76.
HRMS (ESI+): calculated for Co7H4oN,O4 [M + H]* 457.3066, found 457.3030.

{1 49 145

PA 38 (43.2 mg, 0.092 mmol>, HATU (69.9 mg, 0.184 mmol), H-Arg-NH,-2HCI (45.2 mg, 0.184 mmol),
HOBt (24.8 mg, 0.184 mmol), EDC-HCI (35.2 mg, 0.184 mmol) 1 DIPEA (91.9 uL, 0.551 mmol) A2tk
R, IRIBE RIS 38 BTiE, HIAEEILEYr 49, Nt (26.6 mg, 47%). 'HNMR (400 MHz,
CD;0D) § 7.33 (d, J = 8.8 Hz, 2H), 6.93 (d, J = 8.8 Hz, 2H), 6.28 (d, J = 16.3 Hz, 1H), 6.12 (d, J= 16.3 Hz, 1H),
591 (dd, J = 17.5, 10.8 Hz, 1H), 5.15-5.09 (m. 1H), 5.06-4.99 (m, 2H), 4.58 (s, 2H), 4.50-4.45 (m, 1H),
4.42-4.36 (m, 1H), 3.21-3.15 (m, 4H), 2.01-1.74 (m, 6H), 1.69-1.61 (m, 7H), 1.57 (s, 3H), 1.52-1.45 (m, 2H),
1.20 (s, 3H). C NMR (100 MHz, CD;OD) § 176.28, 173.66, 171.35, 158.70, 158.25 (2xC), 147.18, 137.44,
133.25, 132.04, 128.33 (2xCH), 127.68, 125.90, 115.92 (2xCH), 112.39, 68.11, 54.06, 53.89, 43.60, 42.51, 41.88,
41.86, 30.36, 30.10, 26.23, 26.03, 25.87, 2434, 23.80, 17.67. HRMS (ESI+): calculated for Cs;HsNeQOy [M + H|
626.4142, found 626.4135.

&4 50 il &

L) 38 (93 mg, 0.192 mmol>, HATU (218.9 mg, 0.576 mmol), H-His-OMe-2HCI (139.4 mg, 0.576 mmol),
HOBt (77.6 mg, 0.576 mmol), EDC-HCI (110.1 mg, 0.576 mmol) F1 DIPEA (190.3 uL, 1.15 mmol) A
WHERL, ARAEE LAY 49 TTVE, BB EIML & 50, NEE G (60.6 mg, 51%). 'H NMR (400 MHz,
CD;0D) & 7.72 (s, 1H), 7.33 (d, J = 8.8 Hz, 2H), 6.93 (d, J = 8.7 Hz, 3H), 6.28 (d, J = 16.3 Hz, 1H), 6.12 (d, J =
16.3 Hz, 1H), 5.91 (dd, J=17.5, 10.8 Hz, 1H), 5.15-5.09 (m, 1H), 5.06-4.99 (m, 2H), 4.73—4.67 (m, 1H), 4.56 (s,
2H), 4.53-4.48 (m, 1H), 3.71 (s, 3H), 3.20-3.02 (m, 4H), 2.01-1.70 (m, 4H), 1.66 (s. 3H), 1.63-1.56 (m, 5H),
1.51-1.46 (m, 2H), 1.20 (s, 3H). ®*C NMR (100 MHz, CDsOD)  173.51, 172.65, 171.12, 168.75, 158.60, 158.20,
158.17, 147.16, 137.36, 135.88, 133.19, 133.01, 132.04, 128.33, 127.66, 125.88, 118.33, 115.88, 112.40, 68.06,
53.68, 53.02, 43.60, 42.49, 41.83, 38.88, 30.22, 28.99, 26.02, 25.90, 24.33, 23.73, 17.68. HRMS (ESI+):
calculated for CssHy7N-,Os [M + H| 622.3717, found 622.3692.

b1 65 F1 51 %

H& 440 38(63.7 mg, 0.131 mmol) ¥ T F7K DMF (8 mL) #, #8J5 il X HATU (124.9 mg, 0.329 mmol),
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H-Lys(Fmoc)-OH-HCI (137.7 mg, 0.329 mmol), #1 DIPEA (130 pL. 0.789 mmol). IRIEE&HAL-EY) 43 175
%, HEBENEY 65, RNFERG, RN IR E T BER/K B IR . K78 YA 7E B 41 R IR4E
WED 65 REM —HALENA T VB RMN. FJE, B 65 % T K DMF (4 mL) 1, fJIAUREE

(ImLD, fRIBEAK 47 FI57%, HI81RE 51, ABEER (44.5 mg, 55%). 'HNMR (400 MHz, CD;0D) §
7.33 (d, J = 8.8 Hz, 2H), 6.93 (d, J = 8.8 Hz, 2H), 6.28 (d, J = 16.3 Hz, 1H), 6.12 (d, J = 16.3 Hz, 1H), 5.91 (dd, J
=17.5, 10.8 Hz, 1H), 5.14-5.09 (m, 1H), 5.07-5.00 (m, 2H), 4.58 (s, 2H), 4.50-4.42 (m, 2H), 3.72 (s, 3H),
3.25-3.17 (m, 2H), 2.92-2.82 (m, 2H), 2.01-1.89 (m, 4H), 1.78-1.62 (n, 9H), 1.57 (s, 3H), 1.52-1.45 (m, 4H),
1.20 (s, 3H). 3C NMR (100 MHz, CD;OD) & 173.89, 173.75, 171.25, 158.66, 158.24 (2xC), 147.17, 137.38,
133.18, 132.04, 128.34 (2xCH), 127.66, 125.88, 115.87 (2xCH), 112.40, 67.97, 54.04, 53.17, 52.86, 43.60, 42.50,
41.87, 40.40, 31.67, 30.19, 27.78, 26.08, 25.90, 24.34, 23.73, 23.69, 17.68. HRMS (ESI+): calculated for
C33HsaNgOs [M + HJ* 613.4077, found 613.4056.

{41 52 B %%

Pl 38(40 mg, 0.083 mmol), HATU(62.8 mg, 0.165 mmol ), N,N- . Z,7%-13-7F _}%(78.1 uL, 0.495 mmol)
I DIPEA (68.2 uL, 0.413 mmol) JNigdf Rl IRIES ARG 38 Tk, H&BEMLEY 52, Rt
HER (43.2 mg, 89%). "HNMR (400 MHz, CDCl3) § 7.29 (d, J = 8.5 Hz, 2H), 6.90 (d, J = 8.4 Hz, 2H), 6.25 (d, J
=16.3 Hz, 1H), 6.09 (d, J = 16.3 Hz, 1H), 5.87 (dd, J=17.5, 10.8 Hz, 1H), 5.08 (t, J = 7.2 Hz, 1H), 5.02-4.95 (m,
2H), 4.56 (s, 2H), 4.32-4.26 (m, 1H), 3.28-3.26 (m, 2H), 3.17-3.02 (m, 8H), 1.97-1.69 (m, 6H), 1.68-1.55 (m,
SH), 1.54 (s, 3H), 1.48-1.42 (m, 2H), 1.23 (1, J = 7.3 Hz, 6H), 1.16 (s, 3H). *C NMR (100 MHz, CDCl;) § 172.59
(2xC), 156.81, 156.48, 145.79, 136.69, 131.87, 131.42, 127.40, 126.23, 124.78, 114.94, 114.91, 112.10, 100.00,
60.53, 58.51, 58.44, 50.85 (2xCH,), 46.34, 42.63 (2xCHy), 41.27, 25.81 (2xCH,), 23.28, 23.21, 21.18, 17.75,
14.29, 8.43 (2xCH3). HRMS (ESI+): calculated for C33HsaNsOs [M + H]™ 583.4336, found 583.4327.

&4 53 Wit

L4 38 (48 mg, 0.101 mmol), HATU (115.3 mg, 0.303 mmol), (S)-N-((3-(3-%i-4-IRE-1-FF5E)-2-5 48
WE 2532 ) B 2 )- £ B % (85.0 mg, 0.253 mmol), HOBt (46.4 mg, 0.303 mmol), EDC-HCI (58.3 mg, 0.303
mmol> 1 DIPEA (133.7 uL, 0.809 mmol) NEEIGIFEAEl, RIEE R EY 38 FJ7ik, ®I&R™REINEY 53,
N (32.4 mg, 41%) . "H NMR (400 MHz, CD;0D) § 7.50 (dd, J = 14.5, 2.5 Hz, 1H), 7.32 (d, /= 8.7 Hz,
2H), 7.17 (d, J= 8.7 Hz, 1H), 7.03 (t, J = 9.1 Hz, 1H), 6.94 (d, J = 8.8 Hz, 2H), 6.27 (d, J = 16.3 Hz, 1H), 6.11 (d,
J =163 Hz, 1H), 5.89 (dd, J = 17.5, 10.8 Hz, 1H), 5.14-5.09 (m, 1H), 5.05-4.97 (m, 3H), 4.83-4.74 (m, 2H),
4.61-4.56 (m, 2H), 4.11 (t, J = 9.0 Hz, 1H), 3.92-3.75 (m, 3H), 3.73-3.61 (m, 2H), 3.55 (d, J = 5.0 Hz, 2H),
3.28-3.14 (m, 2H), 3.10-2.93 (m, 4H), 1.99-1.74 (m, 7H), 1.67-1.60 (m, 5H), 1.57 (s, 3H), 1.50-1.45 (m, 2H),
1.19 (s, 3H). “C NMR (100 MHz, CDs0D) & 174.06, 171.20, 170.77, 158.61, 158.17, 158.03, 156.56, 155.59,
147.17, 137.45, 137.00, 135.38, 133.30, 132.03, 128.35, 127.66, 125.90, 120.85, 115.97, 115.49, 112.40, 108.55,
108.29, 73.46, 68.16, 49.85, 48.34 (2xCH,), 46.95, 43.59 (2xCHy), 43.52, 43.14, 42.49, 41.96, 30.28, 25.89
(2xCHs), 2434, 23.78, 22.46, 17.69.

{41 55 4%

L 40 (66.4 mg, 0.143 mmol), HATU (108.5 mg, 0.285 mmol), H-His-OMe-2HC1(86.3 mg, 0.357 mmol),
HOBt (38.4 mg, 0.285 mmol), EDC-HCI (54.5 mg, 0.285 mmol) I DIPEA (141.4 uL, 0.856 mmol) At
EIEEL, WRABE AL &Y 40 7L, RIABEML &Y 55, NEBEUK (41.2 mg, 48%). 'H NMR (400 MHz,
CD;0D) 5 8.28 (d, J = 9.4 Hz, 2H), 8.11 (d, J = 40.2 Hz, 2H), 7.28 (d, J = 8.8 Hz, 2H), 7.07 (d, J = 25.4 Hz, 2H),
6.85 (d, J=8.7 Hz, 2H), 6.17 (dd, J = 64.9, 16.3 Hz, 2H), 5.88 (dd. J = 17.5, 10.8 Hz, 1H), 5.12-4.94 (m, 4H),
4.74-4.64 (m, 2H), 4.55-4.41 (m, 2H), 3.70 (s, 3H), 3.19-3.06 (m, 2H), 2.78 (s, 2H), 1.98-1.89 (m, 2H), 1.63 (s,
3H), 1.54 (s, 3H), 1.49-1.41 (m, 2H), 1.17 (s, 3H). *C NMR (100 MHz, CD;OD) & 172.47, 172.35, 171.08,
158.18, 147.18, 137.45, 135.76, 135.63, 133.24, 132.74, 132.03, 132.00, 128.31, 127.68, 125.90, 118.32, 118.16,
115.90, 115.87, 112.38, 97.37, 68.14, 53.66, 53.09, 43.60, 42.50, 38.88, 29.25, 28.52, 25.87, 24.34, 23.78, 17.67.
HRMS (ESI+): calculated for C3sHiaNgOs [M + H|™ 603.3293, found 603.3278.

L5 66 F1 56 [ %5
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Pl 40 (89.9 mg, 0.193 mmol>, HATU (220.1 mg, 0.597 mmol), H-Lys(Fmoc)-OH-HCI (242.7 mg, 0.597
mmol> F1 DIPEA (255 pL, 1.54 mmol) ARCZAER, RIEESMEY 51 B, Hl&EINEY 56, X
BB (39.5 mg, 35%). 'HNMR (400 MHz, CD;0D) § 7.82 (s, 1H), 7.31 (d, J = 8.7 Hz, 2H), 6.98 (s, 1H),
6.88 (d, J = 8.8 Hz, 2H), 6.28 (d, J = 16.3 Hz, 1H), 6.12 (d, J = 16.3 Hz, 1H), 5.91 (dd, J = 17.5, 10.8 Hz, 1H),
5.15-5.09 (m, 1H), 5.08-5.02 (m, 2H), 4.70-4.63 (m, 1H), 4.55-4.43 (m, 3H), 3.74-3.69 (m, 3H), 3.19-3.03 (m,
2H), 2.91-2.83 (m, 2H), 1.98-1.92 (m, 2H), 1.77-1.55 (m, 10H), 1.52-1.42 (m, 4H), 1.20 (s, 3H). *C NMR (100
MHz, CDs0OD) § 173.64, 173.24, 171.21, 158.21, 147.17, 137.35, 136.19, 133.14, 132.04, 128.31 (2xCH), 127.69,
125.88, 117.97, 115.86 (2xCH), 112.40, 101.32, 67.99, 54.49, 53.11, 52.86, 43.60, 42.50, 40.41, 31.79, 29.93,
27.77, 25.90, 24.34, 23.74, 23.57, 17.69. HRMS ((ESIH): calculated for C33He7NsOs [M + H]* 594.3655, found
594.3637.

&4 58 [l %

LA 44 (747 mg, 0.119 mmol), HATU (135.9 mg, 0.358 mmol), H-Arg-NH,-2HCI (93.7 mg, 0.358 mmol),
HOBt (47.6 mg, 0.358 mmol), EDC-HCI (68.5 mg, 0.358 mmol) 1 DIPEA (157.6 uL, 0.953 mmol) Ji#o4h
R, IRIBERILE Y 38 TR, HIREELEYr 58, A BBER (66.6 mg, 70%). "HNMR (400 MHz,
CD;0D) § 7.33 (d, J = 8.7 Hz, 2H), 6.93 (d, J = 8.7 Hz, 2H), 6.28 (d, J = 16.3 Hz, 1H), 6.12 (d, J = 16.3 Hz, 1H),
591 (dd, J = 17.4, 10.8 Hz, 1H), 5.12 (t, J = 7.2 Hz, 1H), 5.07-4.92 (n, 3H), 4.59 (s, 2H), 4.49—4.32 (m, 3H),
3.22-3.15 (m, 6H), 2.00-1.73 (m, 8H), 1.66 (s, 9H), 1.57 (s, 3H), 1.51-1.46 (m, 2H), 1.20 (s, 3H). *C NMR (100
MHz, CD;0D) & 176.33, 173.84, 171.47, 169.92, 158.69, 158.24 (3xC), 147.17, 137.43, 133.22, 132.04, 128.33,
127.67, 125.89, 115.89 (2xCH), 112.40, 101.33, 68.08, 54.48, 54.25, 53.93, 43.60 (3xCHa), 42.50, 41.84, 30.42,
30.07, 29.87, 26.24, 26.14, 25.88, 24.34 (2xCHy), 23.77, 17.68. HRMS (ESI+): calculated for CssHasN 305 [M +
HI* 782.5153, found 782.5142.

&4 59 it

L) 44 (38.9mg, 0.061 mmol), HATU (69.3 mg, 0.182 mmol), (8)-N-((3-(3-F-4-IKE-1-ZKH)-2-5 /8
B 25 35) B 3)- £ B % (40.9 mg, 0.122 mmol), HOBt (27.9 mg, 0.182 mmol), EDC-HCI (35.7 mg, 0.182
mmol) 1 DIPEA (80.3 pL, 0.486 mmol) JZgnlikl, RIEEMALEY 38 7%, H&HELEY 59,
N (23.2 mg, 41%). '"H NMR (400 MHz, CD:0D) § 7.51 (d, J = 14.6 Hz, 1H), 7.33 (d, J = 8.6 Hz, 2H),
7.18 (d, J= 8.9 Hz, 1H), 7.09-7.01 (m, 1H), 6.93 (d, J = 6.6 Hz, 2H), 6.28 (d, J = 16.4 Hz, 1H), 6.13 (d, /= 16.3
Hz, 1H), 5.97-5.82 (m, 1H), 5.16-5.09 (m, 1H), 5.08-4.95 (m, 3H), 4.79-4.46 (n, 3H), 4.11 (t. J = 9.2 Hz, 1H),
3.88-3.50 (m, 6H), 3.30-2.84 (m, 10H), 2.05-1.72 (m, 8H), 1.72-1.53 (m, 11H), 1.51-1.43 (m, 2H), 1.20 (s, 3H).
13C NMR (100 MHz, CD;0D) § 174.10, 173.42, 171.61, 171.26, 169.98, 158.68, 158.25, 158.24, 156.61, 147.17
(2xCH), 137.43, 137.04, 134.99, 133.22, 132.05, 128.34 (2xCH), 127.67, 125.89 (2xCH), 115.89 (2xCH), 113.39,
112.40, 73.50, 53.95, 50.16, 49.71, 48.34 (2xCH,), 48.33 (2xCHa), 48.32, 43.60, 43.13, 42.50, 41.91, 41.84, 30.22,
29.92, 25.96, 25.88 (2xCHa), 24.34, 23.78, 22.44, 17.68. HRMS (ESI+): calculated for CasHesFN1,07 [M + HJ
945.5474, found 945.5457.

{1 60 (4%

Pl 44 (52.6 mg, 0.084 mmol), HATU (63.8 mg, 0.168 mmol), H-Arg-Arg-OMe-2HCl (70.1 mg, 0.168
mmol) A DIPEA (55.5 pL, 0.336 mmol) NiCGhERl, IRIEEMAE 44 57, HISEELED 60,
A BIBHIRY (43.3 mg, 55%>. 'HNMR (400 MHz, CD;0D) § 7.32 (d, J=8.7 Hz, 2H), 6.93 (d, J= 8.7 Hz,
2H), 6.28 (d, J=16.3 Hz, 1H), 6.12 (d, J = 16.3 Hz, 1H), 5.91 (dd, J = 17.5, 10.8 Hz, 1H), 5.12 (t, J = 7.2 Hz, 1H),
5.06-4.98 (m, 2H), 4.60 (s, 2H). 4.45-434 (m, 4H), 3.72 (s, 3H), 3.23-3.15 (m, 8H), 1.99-1.86 (m, 6H),
1.83-1.70 (m, 6H), 1.69-1.61 (m, 9H), 1.57 (s, 3H), 1.51-1.46 (m, 2H), 1.20 (s, 3H). *C NMR (100 MHz,
CD;0D) & 174.08, 173.97, 173.86, 173.59, 171.51, 158.68 (2xC), 158.67 (2xC), 158.22, 147.15, 137.40, 133.19,
132.03, 128.32 (2xCH), 127.65, 125.88, 115.87 (2xCH), 112.39, 68.04, 5439, 54.28, 54.25, 53.36, 52.88, 43.59
(2xCHa), 42.48, 41.92, 41.85, 41.80, 30.16, 29.98, 29.89, 29.40, 26.28, 26.17, 26.15, 26.13, 25.88, 24.33, 23.74,
17.67. HRMS (ESI+): calculated for C4sH7eN 1607 [M +2H]>* 477.3120, found 477.3114.

A4 61 it
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Pl 44 (67.2 mg, 0.107 mmol), HATU (101.9 mg, 0.268 mmol), H-Arg-Arg-NH-2HC1 (107.8 mg, 0.268
mmol) I DIPEA (141.8 uL, 0.858 mmol) SNidisERl, RIEE L& 60 771k, Hl&13 2115 61,
NEEERL (56.8 mg, 57%). 'HNMR (400 MHz, CD;0D) § 7.33 (d, J = 8.8 Hz, 2H), 6.93 (d, J = 8.8 Hz, 2H),
6.28 (d, J = 163 Hz, 1H), 6.12 (d, J = 16.3 Hz, 1H), 5.91 (dd, J = 17.5, 10.8 Hz, 1H), 5.15-5.09 (m, 1H),
5.06-4.99 (m, 2H), 4.60 (s, 2H), 4.47-4.41 (m, 1H), 438431 (m, 3H), 3.22-3.16 (n, 8H), 2.00-1.85 (m, 6H),
1.82-1.72 (m, 4H), 1.70-1.62 (m, 11H), 1.57 (s, 3H), 1.51-1.46 (m, 2H), 1.20 (s, 3H). *C NMR (100 MHz,
CD;0D) § 176.35, 174.12, 174.09, 173.89, 171.56, 169.99, 158.69 (4xC), 158.24, 147.16, 137.45, 133.23, 132.04,
128.33 (2xCH), 127.66, 125.89, 115.88 (2xCH), 112.40, 68.08, 54.57, 54.50, 54.39, 54.00, 43.60 (3xCHy,), 42.50,
41.89, 41.84, 30.41, 29.99, 29.96, 29.85, 26.31, 26.23, 26.18, 26.12, 25.88, 24.34, 23.76, 17.67. HRMS (ESI+):
calculated for Ca4H7sN170s [M + 2H]** 469.8122, found 469.8108.

1A 63 [t %

PL 45 (47 mg, 0.059 mmol), HATU (67.3 mg, 0.177 mmol), (S)-N-((3-(3-5f-4-NkME-1-F3KF)-2-F 4%
B -5 -3 F 3E)- 7, B % (49.6 mg, 0.147 mmol), HOBt (27.1 mg, 0.177 mmol), EDC-HCI (33.8 mg, 0.177
mmol) F1 DIPEA (78 uL, 0.472 mmol) JMiECasERL, RIEE L&Y 38 771, H&BELEY 63, N
BB (18.5 mg, 28%). 'H NMR (400 MHz, CDs0D) § 7.53-7.43 (m, 1H), 7.30 (d, J = 8.8 Hz, 2H), 7.15 (d,
J=8.2Hz, 1H), 7.03 (t, J=9.1 Hz, 1H), 6.90 (d, J = 8.7 Hz, 2H), 6.25 (d, J = 16.3 Hz, 1H), 6.09 (d, J = 16.3 Hz,
1H), 5.88 (dd, J =17.5, 10.8 Hz, 1H), 5.09 (t, J = 7.2 Hz, 1H), 5.03-4.96 (m, 2H), 4.82-4.70 (m, 2H), 4.61-4.53
(m, 2H), 4.47-4.34 (m, 2H), 4.12-4.02 (m, 1H), 3.84-3.64 (m, 4H), 3.55-3.48 (m, 2H), 3.25-3.12 (m, 6H),
3.10-2.82 (m, 5H), 1.97-1.57 (m, 20H), 1.54 (s, 3H), 1.49-1.42 (m, 2H), 1.17 (s, 3H). *C NMR (100 MHz,
CDsOD) & 174.08, 173.86, 173.56, 171.62, 171.40, 170.11, 158.71, 158.23, 158.22, 156.60, 155.61, 147.15,
137.45, 133.21, 132.04, 128.33, 127.65, 125.88, 120.91, 115.93, 115.91, 115.57, 115.53, 112.41, 108.60, 108.34,
101.31, 73.47, 68.09, 54.34, 54.14, 52.48, 52.21, 51.13, 51.10, 50.16 (2xCHa), 43.59 (2xCHb), 43.13, 42.48, 41.93,
41.84,30.12, 30.02, 29.96, 26.19, 26.13, 25.98, 25.88, 24.33, 23.77, 22.46, 17.68.

141 64 B %

LA 45(53.9 mg, 0.068 mmol>, HATU (51.4 mg, 0.135 mmol), H-Arg-Arg-Arg-OMe-2HCI (67.7 mg, 0.135
mmol) I DIPEA (67.1 pL, 0.407 mmol) Af24EIERl, WRIEEMNEY 60 77k, Hl&E LAY 64,
JEEEEE (129 mg, 16%). 'HNMR (400 MHz, CD;0D) & 7.30 (d, J = 8.7 Hz, 2H), 6.90 (d, J = 8.7 Hz, 2H),
6.26 (d, J = 163 Hz, 1H), 6.10 (d, J = 16.3 Hz, 1H), 5.88 (dd, J = 17.5, 10.8 Hz, 1H), 5.13-5.06 (m, 1H),
5.05-4.95 (m, 2H), 4.58 (s, 2H), 4.42-4.29 (m, 6H), 3.69 (s, 3H), 3.21-3.14 (m, 12H), 1.96-1.82 (m, 8H),
1.80-1.60 (m, 21H), 1.55 (s, 3H), 1.49-1.42 (m, 2H), 1.17 (s, 3H). *C NMR (100 MHz, CD;0OD) & 174.26,
174.14, 173.97, 173.60, 173.01, 171.69, 170.23, 158.67 (6xC), 158.22, 147.14, 137.39, 133.16, 132.05, 128.35,
128.33, 127.64, 125.87, 115.84 (2xCH), 112.42, 68.01, 61.55 (5xCH), 53.40, 52.89, 43.60 (5xCH,). 42.48, 41.88,
41.80, 30.17, 30.00, 29.88, 29.68, 29.38, 26.29, 26.18, 25.90 (4xCHa), 24.33, 23.71, 20.88, 17.68, 14.47. HRMS
(ESI+): calculated for Cs7H100N2405 [M +2H] >* 633.4131, found 633.4116.

Y SEI Al T VR

WEEEN . RIBIERNSR EdaMEl S (CLSD 85 HE AR & g & b
FEPE . K AR BB R 2] Mueller-Hinton ZEflE (MHAD i 3371312, IFH PBS B4R 4AMIK & R B N
K 1x10° CFU/mL . Y4551 e iR7E DMSO/H0 JRiill &R EE8 1000 pg/mL (DMSO fIF&E IR E<2%
HIfiE %, #8)5F Mueller-Hinton Broth (MHB) ¥4k % MR Z MR 100 pg/mL, A MHB J44£ 5
B (100 uLD T 96 FLARFPHATHIERSERR, LIRS 100 ng/ mL £ 0.78 pg/mL MKE. BEE 96 1L
BRI ERN LA IO T &IE (100 pLD> SR ER (100 pL) BA. HPHAEW 38, 44-45. 58-61
A1 63-64 FIAIA A& 0.05%NMEIE 80. B /54 96 FLIRTAE 37°C NI E 24 /Naf, WHAREF 0 1 24 h 7£ 600
nm ALMITRERE, H MIC {578 O R AN A KR BRIk . FrE S8 S AT B, FEaT SeBAEw

W MIEERSE . KR LL 2500 rpm B0 3 20%h, SRS PBS $esk®iik. BEJ5H PBS HEE L4l
Hai & 8% (viv) MR . BRI DMSO 3 PBS H (DMSO [IZ&IRE<0.5%), 5
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PBS # B LA PSRRI (400 pg/mL 28 3.125 pg/mL). W HLTMEEE (100 ul) S5 HHP
FERSERRER (100 ub) IBAMALHE 96 LS T 37°C P E 1 /M, 2850 2500 rpm 25400 5 4r8h. JL
k&Y 38, 44-45. 58-61 1 63-64 FINAMR TR E 0.05%MIE 80. K FIEW (100 pL) #%EEEHH 96
FLARH, {1 Biotek ZINAEEEFROCNE 576 nm AL, FEMEXTIEZHZ 2% Triton X-100 ¥ AL, [
PEXTHEZH A PBS 803 0.5% DMSO Ab B . Jiicd LA F 25 3 TH 59 M5 P : YoV MLV PE= [(Abs ea-Abs muse)/(Abs

munm-Abs mwm)] X 108, TSR EDRITHK, A EYFEE.

XA YA BRI RE . BT CCK-8 R4l Rrlllfb & 5 /N BR AR EF 4E 40 B NCTC clone 929, /)
RAMEIE CM120 FIARPE 41 Hep-G2 M4 &M, % CCK-8 A& (Bx=R, FED HHHATEK
YRR E 96 LI, 78 5% CO S T T 37 °C 1537 24 ho AR5 A EEALIN A K EVR B IR I RE &, T 37 °C
BRI E 24 ho BUS FIETFLINN IR E N 10 % CCK-8 W, TRk 42 % 1.0 h J5 B
LSO 52 AR AT 450 nm ZEPTRIGE (ODysods ARIBAI (20 HH A IRAGFFIIFE 5 40 H 2k -

_ e den

55 R = FEy v e Q)

A e BEAIL. CCKS HMAIAFIIES s MR FLRTR 6 5

A ze: BB RIZRIEA CCKS JA WA A MFLINIROLE

A s HEYIM. CCKS8 M &6 RrlAE & V8 W I FL OB .

T 254 R R PPy . S8 L3R MIC M 7 vk b &1 60, TEHID BANINE ¥ B Xt 478 0 58 2Bk
B ATCC29213 [y MIC {E .. B E 0.5xMIC 1) 96 FLIR P RIANBEANAL, LA S AP (4 1x10°
CFU/mL), FT T —&I MIC {EHIE . FFESLE 37°C TIRE 24 /I E, MEFHLEMM MIC (£ 1k,
ZSEI AT 15 K.

RN T ECEA . SR PR DAY 3256 DR A5 A m fOl R SEIR s O IRk dE, xR P E T
BRI ECE AT . U P I R R F EME CS7BL6 /NER (6-8 J8, PIIIRE 20 ¢). T I AIEIH
/N BRARAL, 7ERRYLRT 5 Kl D RAERE IS A BEEERL (100 mg/kg) 3 K. 4 EEFTE Mueller Hinton 37

(MHADPHR_F 4 B 40 i (4 9 3 A5 BR B ATCC 29213) F PBS 2475, 374 41 B8 40 ik /2 03 9 44 5%107
CFU/mL A F/MRAEEG . BI04 MR, 85 AT EE SR/ R IR A R TRR, 8% 15 uL
B S B LI AR L BR—REH DN RN =8 (B 5 D, BRaARHEH 3 Fiba
Y (0.5%60. 3% #ERAWR, 5% A HEER) WK, ESEMFH3 K. BERINRZ R, WEDNRAE,
Feilit MHA R B3 38 BT 8. 48/ SPSS 22.0 #-iH 5 P (&, AN P<0.05 A S R & .

MR G R CD-1 /DR, (6-8 F, “PYIERTE 25 ¢), B LU/ RGNS S & s d # Bk
ATCC29213 (ODgoo = 1.0), /NREEHLA=H (B 5 D, Y1 /D EEH 58 (5 me/ke) i THERKIE
WHEZGIRYT, [FIRR 4 MBS —IR, RN AT EZE (20mgke, 1P HPHMEXT LA 0.9%F 35
WRTARA, BITHERE, FRNRELER.

TIREER

B RIAT R AR SN TS TR A4S R AR 10 2 .

Ho b 5915, 6. 9. 11-16. 23-35. 38. 39. 44. 45. 49, 51-53 71 58-64 XJ 2 >4 [CPH M H I HIE
W FRPEIE T, BRIMEIRE (MIC) N 0.39-3.125 pg/mL; 1h&4523. 24, 26-30, 44, 59 163 2
P TR PUBE A, XA 22 K R P R AR R R R BB G M, MIC {E0M 1.56-3.125 pg/mL.

21 AV ISEANTEEYD 529 POARSMLBEIE M (pg/ml)

MIC (ug/mL)
Compd .
U arilems | atccamm | Mmsanas | (NER
5 1.56 >50 1.56 3.125
6 3.125 >100 3.125 3.125
8 6.25 >100 6.25 6.25
9 3.125 >100 3.125 3.125
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11 3.125 >100 1.56 1.56
12 125 >100 3.125 3.125
13 1.56 125 0.78 1.56
14 1.56 12.5 0.78 1.56
15 1.56 12.5 1.56 1.56
16 1.56 100 0.78 1.56
17 6.25 >100 1.56 3125
18 50 >100 12.5 50

20 1.56 >100 1.56 1.56
21 1.56 >100 3125 3.125
22 3.125 >100 1.56 1.56
23 1.56 3.125 0.78 3.125
24 1.56 1.56 0.78 1.56
25 0.78 50 0.78 1.56
26 1.56 3.125 1.56 3.125
27 1.56 1.56 0.78 1.56
28 1.56 3.125 1.56 1.56
29 0.78 3.125 0.78 0.78
30 0.78 3.125 0.78 0.78

2. A IEEATAEYD 30-64 FITRANTEIETE (ug/mL)
MIC (pg/mL)
Compd S. aureus E. coli
ATC(C29213 ATCC25922 MRSA N315 NCDTlgf(ﬁ42

31 1.56 6.25 0.78 1.56
32 0.78 6.25 0.78 0.78
33 1.56 12.5 0.39 0.78
34 1.56 6.25 0.78 0.39
35 3.125 25 1.56 3.125
38 0.78 6.25 1.56 0.78
39 3.125 12.5 3.125 3.125
40 6.25 >100 6.25 6.25
44 0.78 3.125 0.78 1.56
45 0.39 6.25 0.78 1.56
47 6.25 12.5 6.25 6.25
49 1.56 12.5 3125 1.56
50 6.25 12.5 6.25 6.25
51 1.56 6.25 1.56 3.125
52 1.56 25 0.78 0.78
53 0.78 6.25 0.78 0.78
55 12.5 >100 12.5 12.5
56 6.25 25 6.25 6.25
58 0.39 12.5 0.39 0.39
59 0.78 1.56 0.78 0.78
60 0.39 12.5 0.39 0.78
61 0.78 25 0.39 0.78
63 0.78 3.125 0.78 0.78
64 1.56 25 1.56 1.56
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A 40 e B A A I A o 4 SR

A G 44 0 60 7E 100 pg/mL BRSNS BR A RN TR B tH W R 4R s 1, AR R I KT
0% A UG R . T PEIL & 58 A1 60 7E 100 ng/mL FIIKEE T3/ i eF 440 i NCTC clone 929 &R
SRR I, TARIEEF 89.340.6% 0 93.7+0. 7% U FETE 2 .

TETEILEY 45, 53, 58, 60, 61. 64. 63 My/FEMB=FTEIEEK, HC50 #E CRIF 50% RN freR
AP KT 400 pg/mL. #5HEALEY) 28 1 LB LLEK, HC50 #({E9 112.9+5.0 pg/mL.
DL b RE IR BEMy 2B G R & B i 22t

i 245 1 A 9 45

S RN B S 25 M 2 A DRI BT B L & IR R E B i —. W L s, 29T 15 Rikse
EARJG, B 60 () MIC B AR A B AL . T FI> B4 T 2 241, Sl 15 RESERE
MIC EEINT 16 . XL FRD, AP 60 N7 205 A0 B i 25 M 107~ A .

ENSE NG R R

154 58 F0 60 RILHALF A SN 2 GBS, AR IR ME S A i st . £ (]
HIERTE ATCC29213 S:EU/N RN VA R R B, aiE 2 Fon, REMEAM 0.53% A4 60 A1 5% 75 1
BERMEGN R AP RE SRS B0 4.48 log (p<<0.01) F14.16log (p<<0.01). 7EEFH M A ERE
ATCC29213 SBUF/N RN MR RSB, S PIRIEITE, XA 5 /N REHeT, miks
Y 58 WIT AR T B AR IR 5 R/ANREWARE, IR 100%. EY) 58 1 60 #R H LR
HIRNPTETHA, A5G W EREME . XL RRE, LAY 58 il 60 etk A & i S8 (A 2 3R B8 5
A PRl B iRk

ALEH, haY 60 fE4E O BERE ATCC29213 SEUH/N R A BEGURT (FEL 2 hRITE
RFHITE R, 58 FE/NRIEARIE R RIANRS 1745, BEDNREREREEE (i@l & T,
MENE IR KIS A 20D hRDUB MR R PIE sk . XT3 0 I B R LR A IR B AT A4
BEE RO PR 25 R GH B R, MR AE R 2 ML AR BRI — R T R

PL b BT S At ) ) SRR AR AT DU ATAE R A A, B REIRET R, SR b3 S ite 1] Hh 485 AN ARy
TEFTE ARG A A AT A, AT, REREEARREWHERNEETIE, WAL URA T Bidsk
I

DL EPTR ST (N Rk T AR WA S UM SE R 72, AR BO B RN, (B 545 R R ST B A0t
R\EFEE R RE] . S FEH R, T ARSI E AN R, EAN A KIS ERETRT,
R M A TG, R E T AR IR TE R . B, AR SRR FE R DA B RCR

ZRAHE,
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Ro1 F R 2% BTN H 88 C g bt
4, RYEBRNER 1 Frik ) aMg T i A R g BT 2 i h, HAMEA T, RIGH I FEH:

* * = * * *
t\NHz \ﬁ/ \”/\ \H/\/ \”/\/\ SN SN NN

H H H H
SN
NN
N NH
~ SN \NJ\
)\ H SNTNH,
N

H, m Mm@ 1. 2, 3. 4. 5. 6. 7E 8.

15 5. ARIBRFIER 1 AR AME IR AT A M Ho2h% LT 28k, HAFETET, Riss Ry Rsas Ruas
o] +Ra _
KN)LURB +=N-R; Y
Rsys Rea fl Rog % M7 A : -He AT, NR4Rs. -SRa. 5 TAEKIS . H & Re
Re K Cra i,

6+ MRYEBCRIZR 1| i E IRIMATEY R BT fhth, HAMEET, ®A U TEpms
HIL &



WO 2022/088091 PCT/CN2020/125481
38

X N NRppRis. ORjsEE %
7. WEHAER 6 frik E’J%Fﬁ“ﬂaﬁﬁmi%&ﬁ% £ AR RS, HAMEAET, X 8 ORis, H Ry

HN
47\_/\"‘ \"‘NJ\ Re
5 #H: H. &, NH,. -SCH;. *

8. MIEHHMER 6 FﬁﬁiE’J%I\ﬂﬁﬁ%miﬁf@&Jiﬁ?J:Tﬁéxﬁ’Jm, FURFEFET, X 8 NRisRis, Rio

O NR2R2s 6 ory, Ryr

g Ros R24 J\("T Ra4

MRis PE—MAH, — DA AN

OsUNRyRzs  Os_ORgs
%R:ﬂ x R34 %)\HSM
Ry M Ry P —A9 H, — MR . "B ®

Os_UNR,Ry;  OsORys
ﬁj\w% R E%J\Hf “
R F Rz —"NNH, —1NEH LN 1] 4

Os_NRssRs;  Os_-ORss Rs7
10 R Ml Rys AN H, —AkH . " o s,
Ry77
k Rz4
Re> F1 Res T —AN H, — ANk H "o,
9. MIERFE R 6 Arid A e BRI AT K Hgh % bl sz iy, HAEHEE T,
OYI;S%:H
~ W
X it
o]
OTEQB_‘QNH
C ]
N \\st

L

X ANRpRps, RpfIRHFE—AAH, —A%H " 1



WO 2022/088091

PCT/CN2020/125481
39
O NR;Rz3
k Ros
X A NRpRis, Rp M RsHHE NN H, —MNikH "2 Ry M RuHE—ANH, — kA
=4
YO NH
N
\
N Rsg
Ras
£ N
s I
Oy~ NR22R23
k Ros
X ¥ NRpRiss Rl Rz EH—NAH, —ikE "2, Ry M RysHHMNNH, —MEH
RAe—qo
Ox-0, NH
a
N
O NRazRz . O T
,E_IHRM ;:HRM
" R M RuPE—IAH —MNEA M o
5 10, RIBBCFZER 1 AR PIAME BB T A 22522 BT &, HIHEE T, &AL ™ME—ER
Frs W&
- Ay
Rs I
I | 147 M) N A
'?5 | Re ) R; ﬁojge‘}o
R14*?IN\“’?\)§J R“’%Nﬁo OWRy
e} o © o
HN" S0 o n Rg‘*ﬁ
OWR“ W’ﬂ HN” Yo
x, Ru’hi[NH R‘MWX"
A x5 Yo am s 5 W
- . |
| Rid TRy N\Ir(")no ‘
Rg

N N
“ ] 7]
) ~Ras (\\)N R
X2 9 NRysRs. ORgs 8% : X5 4 NRs;Rs3+ ORss %" ;5 X4 9 NRgzRus~
R 4(0 _{O o
46’ R
Oy 0 NH Q, 056 NH o. REE_«NH
T p T
(\N\R« (\N\Ru N\\ss

(\
10 ORss ﬁ"‘N\) ; Xs N NRs>Rs3. ORss ﬁw\) ; X6 N NRe2Rs3+ ORes B, e



WO 2022/088091 PCT/CN2020/125481
40

11, ARYEACRZER 1 BTk fAME ARES AT AR S 20 % BRI B, BRFIEAE T, 3B H DL E:

S S A
| | I
| |
B >N"0 Br\/\/\o | Br\/\/\/\/\o
N x A
| | | N |
B NS
’ 'll I SN~~~ |
NN O
x A A
| | |
[ | |
\/\/N\/\/\o \'i‘/\/\o SN0
A AN N
| | | |
NN \/N\/\/W\O I \/N\/\N\/\/\O |
N x N
| | I
I H | H |
HzN\/\/\O ~~ N\/\/\O \/\/N\/\/\o
A AN
| |
¥ | H |
NN I N N\/\/\O
AN N

Q
A x
F | | ‘
NN
YU e | A |
NN
\N N\/\/\o o
[ o~ AN
HN
\H | HS/ |
AN~~~ | HN l
O ~ NN
N AN
™ 7 | | H I | N 7
O/\/\/N\/\/N\ /N\/'\/N\/\/N\/\/\O
| NH,
N “
O SN
L H



WO 2022/088091 PCT/CN2020/125481
41




WO 2022/088091 PCT/CN2020/125481

d O,
HaN, DlNH
»NH O H H

HN' NH HzNY \/\/\( g
) e NN HaN, HaN,
d 7 NH, n YNH O F=NH
HiNe :@ HN NH HN,
HN NHF NNy N
W f A

HN ’ o ’%Z
HN
o)
HN
NH

27 NH,
o NH Q
4 B D\)Lm HN' H —NH
Z 3 n"kfo /
/ 2 H HN. Q" A\
HNg, NH o NHy
NH N
T, Hr”O I el
° o i~
HNYNH HNT:{N o +NH
Q, NH, NH o
2! J H2N>= HQNﬁM 0, _H\Nt? " HN):NN
y-NH O NH o
HN NH HN Lo o
/o HN HN
NH O s
d
HN!
O
HN
NH
HN=  © NH
NH,  NHp HN
NH

|
[} |
| Sty < NH(Fmoc)
‘ o O RH
o o\)LN > o
H HN

AN N
HN.__NHp H»
r oo hH

|

120 BAEDR 1-11 BTl AME BRI AT R0 BTS2 I BRIl 4 050, HAHIEE T, S RO
R, BTl IE B T PR

- rYer -
n

HO Rn%\}o

1-1) )

Yor
B D Forami AR, B8 R EENR (D SR A;

R4 H
+, -
_§_N\_R5 Y HoN N\*

R ANRRs. 6 B ONH O, TR A L R .

_ srf Ver - -
| - | - . |

I
HO' Br(’\) r? Rd‘o

(I-1) (@]

#A A-D Frortbatm orf e BEAT SR, i3 R 2y Br B a4,

¥ R 8 Br P E1A 5 HNR4Rs bz, 78 R A NRRs I (D Frastb &40;



WO 2022/088091 PCT/CN2020/125481
43

+ ,R4

4N-R; v
R A NRRs IR (D FIRIam 5 aRRE, #3RYy  Re I (D Frosteas
S A HoN H\*

¥ RoANH, B (D Finthads SN, P, #48RA NH ) (D Frmth &,
2 Ri%EH CONRRy. -COOR: Y, fiiddil& midmiEl FHE.:

(I-1) (I-2)

5 A A-D Pt s YRR T SRR AT 46 & B, #1748 R 9-COORs X (D it a4;
HATKAR, HIER 42 s E .

o

Rm‘(

Oy-0.  NH

N
7

Q)

12R13 i::15 N R17

R R4 )\HRM
o HoN HaN Ru H,N n,

Bk a2 Fﬁ%ﬂcé‘%—‘? . . %, BT %8
&M, #1#3 RN CONRIR, R (D Fimibads.
13, MRAEBCFIE R 12 Fridpodl s o7k, HAHEE T, 4 RIEH CONRR, I, BEFE TN HHE.:

h Q}l — Q}ﬂl : *i W@}i
Ris0” Yo © RZA

10 (11 1) 112> (1L

A0 1D Foniea Pt Kby, #1130 (1-2) Fonfesa:

NR22R23 ORas

K 120 ﬁﬁ/ﬂ{é%’% BT AR ML, FfF
D Frath &9,
{TikHh, KILTEIR, BB AR AT KM, RE SN REEATH & RN, fIESE Bis
15 Bk O FiRitEY,
Xo WAL EESR 10 frse o
14, —F#WALY, HIFEET, SRBCRER 1-11 AR AN E TR AT A R L 25 Rl
SR P DR, R BT
15 BCRIZR 1-11 = —BRTIR A& R AT AE Y R K2 barsesz p b, BRI ZEsk 14 FriR 254
20 HEWTER SPIEAY PR



