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0 3.770 (s,0 30 H),O 2.330 (s,0 30 H).
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OooooOoO
EHH | LemE NMR m/z

2 N—[2—=(THAFJLFZ/)— | THNMR (400 MHz, DMSO) & 1207 (s, 1H), 7.86 ~ | 277
1—AFI—IFIL]—6— | 768 (m, 2H), 7.33(d, J =22 Hz, 1H), 6.70 (d, J =
AFI—T—FFV—1H— | 2.7 Hz, 1H), 3.55 (s, 3H), 3.37 -~ 3.31 (m, 2H), 2.40
Ern(2, 3—clET— | (t, J = 6.8 Hz 2H), 2.19 (s, 6H).
4—HILRFHIF

3 6—AF I —N—[(1—*F | 1H NMR (400 MHz, DMSO) & 12.07 (s, 1H), 7.86 ~ | 303
W=a=ERYIJL)AFILT | 7.68 (m, 2H), 7.33 (d, J = 2.2 Hz, 1H), 6.70 (d, J =
—7—ZFFV—1H—-EQOQ | 2.7 Hz, 1H), 3.55 (s, 3H), 3.37 ~ 3.31 (m, 2H), 2.40
[2, 3—clEVL>—4—7 | (t J=868Hz 2H), 2.19 (s, 6H).

ILRFHER

4 6—AFJI—N—(1—AF | 1HNMR (400 MHz, DMSO) & 12.07 (s, 1H), 7.86 - | 289
W—Aa—ERYDJL)—T7— | 768 (m, 2H), 7.33 (d, J = 2.2 Hz, 1H), 6.70 (d, J =
¥V —1H—EBOH[2, 3 | 2.7 Hz, 1H), 355 (s, 3H), 3.37 - 3.31 (m, 2H), 2.40
—clEUYY—a4—HNR | (t J=68Hz 2H), 2.19 (s, 6H).

FHIN

5 B—AF N —7—FFY—N | 1H NMR (400 MHz, DMSO} & 12.09 (s, 1H), 7.80 | 303
—[2—=(1=ERJZILIT | (s, 1H), 7.76 ~ 7.71 {m, 1H), 7.38 = 7.29 (m, 1H)},
FIL]-1H=FROA[2, 3 |6.71 (s, 1H), 3.55 (s, 3H), 3.42 -~ 3.33 (m, 2H), 2.48
—c]lEYD o —4—ANAR | - 235 (m, 6H), 1.55 ~ 1.45 (m, 4H), 1.45 ~ 1.34 (m,
FHIK 2H).

6 6—AFI—N—(1—+F | 1THNMR (400 MHz, DMSO) & 12.07 (s, 1H), 7.86 - | 275
WERYSL —3—4JL)— | 768 (m, 2H), 7.33(d, J = 2.2 Hz, 1H), 6.70 (d, J =
7—AFv—1H—-EDOQ 2.7 Hz, 1H), 3.55 (s, 3H), 3.37 ~ 3.31 (m, 2H), 2.40
[2, 3—clEYP>—4—F | (t J=6.8Hz 2H), 219 (s, 6H).

LR YR

7 6—AF I —N—[2—(1— | 1THNMR (400 MHz, DMSO) & 12.07 (s, 1H), 7.86 - | 303
AFEQYU—2—A 7.68 (m, 2H), 7.33 (d, J = 2.2 Hz, 1H), 6.70 (d, J =
JWIFN]I—T7—FFY— | 2.7 Hz, 1H), 3.55 (s, 3H), 3.37 - 3.31 (m, 2H), 2.40
1TH=FRA[2, 3—c]t) | (t.J=6.8Hz 2H), 2.19 (s, 6H).

D —a4—hIRFHIF

8 B=AFI—=N—{(2—FJL | 1HNMR (400 MHz, DMSO) & 12.07 (s, 1H), 7.86 ~ | 305
HRUJIFIIL)—7—AFY | 7.68(m, 2H), 7.33 (d, J =22 Hz, 1H), 6.70 (d, J =
—1H-FRQA[2. 3—c]E | 2.7 Hz, TH). 3.55 (s, 3H), 3.37 ~ 3.31 (m, 2H), 2.40
YO —4—RJLRFHIF | (t, J = 6.8 Hz, 2H), 2.19 (s, 6H).
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000000
9 6—J/—2—T=)L—N— | 'H NMR (400 MHz, DMSO-¢) & 12.07 (s, 1H), 372
[B—(4=AFNERSDL | 793 J=55Hz 1H), 7.70 (s, 1H), 7.33 (d, /=28
—1—AL)FBEN]—7— | Hz, 1H), 6.68 (d, J=2.7 Hz, 1H), 5.67 -~ 5.58 (m,
AFU—1H=—EBRn[2, 3 | 2H), 4.58 - 4.51 (m, 2H), 3.27 (d, J= 7.4 Hz, 4H),
—c]EUD —4—A)R | 274 -2.69 (m, 2H), 2.30 (h, JS= 7.8, 4.6 Hz, 6H),

FHIF 213 (d, J=4.3 Hz, 4H), 1.73 - 1.60 (m, 5H).

10 tert—TFILI3—=[[(6—T | 'H NMR (400 MHz, DMSO~d,) 8 12.08 (s, 1H), 401
B—2—TZ)L—7—FFY | 810(t J=58Hz 1H), 7.71 (s, 1H), 7.34 (t, J=2.6
—1H-—Foa[2, 3—cltf | Hz 1H), 6.68 (dd, J=2.8. 1.5 Hz, 1H), 5.70 ~ 5.53
o —a4—AIARZI)L)F | (m, 2H), 455 (dd, /= 3.5, 1.9 Hz, 2H), 3.96 - 3.79
S/AFUIFTEFO—1 | (m 2H), 3.72 ~ 3.54 {m, 2H), 343 (t, /= 6.3 Hz,
—NILRFLS—k 2H}, 2.81 - 2.65 (m, 1H), 1.73 ~ 1.59 (m, 3H), 1.36

(s, OH).

11 6—J2—2—I=)L—N— | 'H NMR (400 MHz, DMSO~¢}} & 12.12 (s, 1H), 343
[(1=AFIL—4—ERYT | 7.32(d, J=28Hz, 1H), 7.25 (s, 1H), 6.19 (d, J=
JWYAFI] =T —FFU—1 | 2.8 Hz, 1H), 5.75 ~ 5.48 (m, 2H), 4.62 ~ 4.46 (m,
H—toOo[2, 3—clEUT | 2H), 2.82 (s, 5H), 2.12 (s, 3H), 1.89 ~ 1.69 (m, 4H),

v —4—=HANRFYER 1.68 ~ 1.58 (m, 3H), 1.60 ~ 1.53 (m, 2H).

12 6—7H—2—IT=)L—N— | 'H NMR (400 MHz, DMSO~d}) § 7.75 (t, J=55 358
[2—(4=AFIERZDL | Hz, 1H), 7.71 (s, TH), 7.36 (d, /= 2.8 Hz, 1H), 6.71
—1—IVIF)IL]—7— | (d J=28Hz 1H), 5.71 - 558 (m, 2H), 456 (dd, J
AXV—1H—EBA[2, 3 | =37 1.7 Hz 2H), 3.41 - 3.33 (m, 6H}, 2.50 ~ 2.41
—clEVD—4—A)AR | (m, 2H), 2.40 ~ 2.26 (m, 4H), 2.14 (s, 3H), 1.70 -

FHIF 1.60 (m, 3H).

13 RUDILN—[2—[[6— '"H NMR (400 MHz, DMSO-¢,) & 12.06 (s, TH), 409
[(E)—TFH—2—T=)L] 7.98 (t, J=5.7 Hz, TH), 7.73 (s, 1H), 7.38 — 7.25 (m,
—7—FFV—1H—EAQ | 7H), 6.75 - 6.69 (m, 1H), 5.67 ~ 5.59 (m, 2H), 5.02
[2, 3—c]EYL—4—Hh | (s, 2H), 457 — 450 (m, 2H), 3.32 - 3.27 {m, 2H),
IWARZNWIFE/ITFILIA | 3.23 - 3.14 (m, 2H), 1.68 — 1.62 (m, 3H).

LT —hk

14 N—(2=7Er7IFIF 'H NMR (400 MHz, DMSO-d,) & 12.07 (s, 1H), 317
L)—6—TH—2—T=JL | 805~ 791 (m, 2H), 7.73 (s, 1H), 7.39 - 7.31 (m,
—7—FFV—1H-—EDOQ | 1H), 6.81 ~ 6.65 (m, 1H), 5.81 ~ 5.50 (m, 2H), 4.64 -

[2, 3—c]EYL—4—H | 446 (m, 3H), 3.36 - 3.27 (m, 2H), 3.25 - 3.13 (m,
LARFHIR 2H), 1.81 (s, 3H), 1.72 - 1.55 (m, 4H).
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000000

15 6—JH8—2—T=)L—N— | 'H NMR (400 MHz, DMSO-4,) & 12.03 (s, 1H), 288
tert—FFI—T7—FFU— | 768 (s. 1H), 7.43 - 7.15 (m, 2H), 6.63 {d, /=27
1H—FAn[2, 3—cltEY | Hz, tH), 5.70 ~ 5.44 (m, 2H), 4.54 (dd, /= 3.9, 2.0
D —A4—PIRFHER Hz, 2H), 1.73 ~ 1.59 {(m, 3H), 1.38 (s, 10H).

16 N—[2—(4—~_UTZILEA | 'H NMR (400 MHz, DMSO-d,) 6 12.10 (s, 1H), 434
STUU—=1—AN)IFN] | 1.73(d, J=186 Hz, 2H), 7.38 ~ 7.19 (m, 7H), 6.70
—6—TJ%—2—I=)L—7 | (d, J=28Hz, 1H), 5.69 - 559 (m, 2H), 4.58 - 4.52
—FAFV—1H-FOa[2, |(m, 2H), 3.45 (s, 2H), 3.40 ~ 3.31 {m, 2H), 2.58 -
3—clEY—4—AJLAR | 2.28 (m, 10H), 1.69 ~ 1.62 (m, 3H).

FHEF

17 AU IIN=[3=[(6—T | 'H NMR (400 MHz, DMSO-d) & 12,07 (s, 1H), 423
B=2—=T=)L—7—A4FY | 791 J=57 Hz, 1H), 7.72 (s, 1H), 7.41 -~ 7.22 (m
—1H-—FRa[2, 3—cltf | 7H), 6.71 (d, J=2.8 Hz, 1H), 5.71 ~ 5.59 (m, 2H),

O —4—=hJLR=IL)F | 5.02 (s, 2H), 4.55 (d, J= 4.8 Hz, 2H), 3.31 ~ 3.21
2/17aERTAIAT—F | (m, 2H), 3.12 - 3.02 {m, 2H), 1.72 - 1.61 (m, 5H).

18 6—JR/—2—T=)L—N— | 'H NMR (400 MHz, DMSO-d} & 12.06 (s, 1H), 328
(1= AFILO~NF L) | 7.66 (s, 1H), 7.34 (d, J= 2.7 Hz, 1H), 6.99 (s, 1H),
—7—FFV—1H—EDORA | 660(d, J=2.7 Hz, 1H), 5.78 - 552 (m, 2H), 4.62 -

[2, 3—clEVYP—a4—F | 449 (m, 2H), 2.28 ~ 2.11 (m, 2H), 1.72 - 1.62 (m,
WARFHYIR 3H}, 1.56 ~ 1.44 (m, 4H), 1.44 - 1.17 (m, 7TH).

19 ARUDW3—[2—[(6—7 | 'H NMR (400 MHz, DMSO-d;) & 12.06 (s, 1H), 463
B—2—T=)L—7—FF") | 7.96 (s, 1H), 7.71 (d, /= 3.0 Hz, 1H), 7.50 ~ 7.18
—1H—FRAa[2, 3—c]t¥ | (m, 7H), 6.71 (d, J= 2.7 Hz, 1H), 5.74 - 5.53 (m,

Yo —4—=RJLARZIL)T | 2H), 5.06 (s, 2H), 4.54 (s, 2H), 3.69 — 3.51 (m, 1H),

/]TFNIERYDL—1 | 352~ 3.36 (m, 1H), 3.32 - 3.14 (m, 2H), 3.00 - 2.84

—hiLRFS 55—k (m, 1H), 2.27 = 2.13 {m, 1H), 2.13 = 1.97 (m, TH),
1.70 - 1.40 (m, 7H).

20 6—AF ) —T7—FFY—N | 1H NMR (400 MHz, DMSO~d6) & 12.07 (s, 1H), 385
—[2—[1—(2, 22—+ | 790(t, J=56Hz 1H), 7.79 (s, 1H), 7.31 (t. J=25
ZILFAIFN)—4—EN | Hz, 1H), 6.69 (dd, J = 2.9, 1.5 Hz, 1H), 3.55 (s, 3H),
JONIZFIL]I—TH—ED | 3.32 - 3.22 (m, 2H), 3.11 {g, J = 10.3 Hz, 2H), 2.89
Al2, 3—clEYTr—4— | (dt,J =120, 3.4 Hz, 2H), 2.28 (dd, J = 12.8, 10.1
ALRFHIF Hz, 2H), 1.66 (dd, J = 11.8, 3.6 Hz, 2H), 1.45 (q. J =

7.1 Hz, 2H), 1.35 - 1.24 (m, 1H), 1.17 (qd, J = 11.9,
3.8 Hz, 2H).
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21 N—[4— (UAFNITFZ/) | 'H NMR (400 MHz, DMSO-d,) & 12.02 (s, 1H), 317
DANFUIL]—6—AFIL | 7.86 — 7.76 (m, 1H), 7.75 ~ 7.63 (m, 1H), 7.30 (d,
—7—FFYV—1H—EORN | =27 Hz 1H), 6.68 (d, J= 2.7 Hz, 1H), 3.95 - 3.62
[2, 3—c]EYS—4—H | (m, 1H), 3.54 (s, 3H), 2.17 (s, 6H), 2.14 - 1.97 (m,
WARFHIR 1H), 1.95 ~ 1.87 (m, 1H), 1.86 ~ 1.67 (m, 3H), 1.59 —

1.42 (m, 2H), 1.36 - 1.21 (m, 2H).

22 N—(1=Aroprnys "H NMR (400 MHz, DMSO-¢,) & 12.11 (s, 1H), 365
v=3=AJ)=N, 6=TA | .36~ 7.27 (m, 6H), 7.27 = 7.19 (m, 1H), 6.19 - 6.13
FIL=T7=FFY—=TH—E | (m, 1H), 4.69 (s, 1H), 3.60 (d, /= 13.1 Hz, 1H), 3.54
a2, 3—clEY—4 |~ 3.44 (m, 4H), 2.94 (s, 3H), 2.82 -~ 2.71 (m, 1H)
—hILARFYIF 271~ 263 (m, 1H), 242 (t, J= 9.2 Hz, 1H), 2.22 (g

J=8.2Hz, 1H), 207 ~ 1.99 (m, TH), 1.90 ~ 1.76 (m,
1H).

23 N—[(1—av7Fat o | 'HNMR (400 MHz, DMSO-d,) & 12.10 (s, 1H), 331
) —3—AJL) AFI]— | 7.39 (s, 1H), 7.32 (d, /= 2.8 Hz, 1H), 6.18 {d, J=
N, B—SAFJL—7—7F | 2.8 Hz, 1H), 3.53 (s, 3H), 3.44 ~ 3.36 (m, 2H), 2.94
Y—1H—FBOA[2, 3—c] | (s, 3H), 2.47 - 2.34 (m, 3H), 2.29 - 2.16 (m, 2H),
FYDo—4—h)LARFHE | 1.87-1.75(m, 1H), 1.36 - 1.25 (m, 1H), 1.02 - 0.90
F {m, TH).

24 B8—AFI—N—L[(1—2AF | 'HNMR (400 MHz, DMSO-d;} & 12.04 (s, 1H), 303
IW=3=ERYIJL)AFIL] | 7.93(t, J=5.8Hz, 1H), 7.82 (s, 1H), 7.34 ~ 7.28 (m,
—7—FFV—1H-EDOD | 1H), 6.73 ~ 6.67 (m, 1H), 3.55 (s, 3H), 3.21 ~ 3.04
[2, 3—clEVZ—4—F | (m, 2H), 276 - 2.67 (m, 1H), 2.65 ~ 2,57 (m, TH),
WARFHIR 213 (s, 3H), 1.88 ~ 1.74 {m, 2H), 1.71 ~ 1.57 (m,

3H), 1.50 = 1.37 (m, TH), 0.98 ~ 0.85 (m, 1H).

25 B8—2AF)I—N—[2—(1— | HNMR (400 MHz, DMSO-d,) & 12.05 (s, 1H), 317
AFI—4—ERYII)T | 788, J=56Hz 1H), 7.78 (s, 1H), 7.31 (¢, J=2.7
FII]—-7—FFJ—1H— | Hz, 1H), 6.69 (t, J=2.3 Hz, 1H), 3.55 (s, 3H), 3.32 -
Fonlz, 3—clET— | 3.22 (m, 2H), 2.76 - 2.67 (m, 2H), 2.12 (s, 3H), 1.85
4 —FjLREHIR - 1.74 (m, 2H), 1.70 - 1.61 {m, 2H), 1.50 - 1.40 {m,

2H), 1.33 - 1.08 (m, 3H).
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26 6—AFI—N—[2—(4— | 'HNMR (400 MHz, DMSO-d,) § 12.09 (s, 1H), 317
AFI—1—ERYTILIT | 7.80(s, 1H), 7.75 (, J=5.6 Hz, 1H), 7.34 (t, J=2.6
FIL]=T7=FFJ—=1H— | Hz, 1H), 6.73 - 6.67 (m, 1H), 3.55 (s, 3H), 3.40 ~
Eonl2, 3—clEYT— | 3.30 (m, 2H), 2.90 - 2.81 {m, 2H), 2.44 (t, J=6.9
4 —HLRF SR Hz, 2H), 2.00 - 1.88 (m, 2H), 1.62 — 1.53 (m, 2H),

1.39 ~ 1.27 (m, 1H), 1.20 ~ 1.06 (m, 2H), 0.89 {(d, J
= 6.4 Hz, 3H).

27 N—=[{1—IFA0J> | 'HNMR (400 MHz, DMSO-d,) § 12.11 (s, 1H), 317
—3—AJLIAFJL]—N, 6 | 7.39(s, 1H), 7.32 (d, J= 2.8 Hz, 1H), 6.18 (d, J=
—DAF =T —AFY—1 | 2.7 Hz, 1H). 3.53 (s, 3H), 3.43 ~ 3.36 (m, 2H), 2.94
H—EBonQl2, 3—clEUT | (s, 3H), 241 - 229 (m, 1H), 2.19 (s, 1H), 1.83 (s,

Y —A4—HILRFHIR 1H), 1.31 (s, TH), 1.03 - 0.90 (m, 4H).

28 B6—AF)—4—(7—AFJL | 'HNMR (400 MHz, DMSO-d,) § 12.06 (s, 1H), 301
—2, 7—-UFHRAEO[3. | 758 (s, 1H), 7.31 (d, /=27 Hz, 1H), 6.55 (d, J=
41FHR—2—hILHR= | 2.7 Hz, 1H), 4.06 (s, 4H), 3.55 (s, 3H), 2.63 (s, 2H),
L)—1H—FBOr[2, 83— | 244(t, J=7.1Hz 2H), 222 (s, 3H), 2.02 (t, J= 7.1
el —=T7—=%2 Hz, 2H).

29 6—2AFJ)L—N—[3—(2— | 'HNMR (400 MHz, DMSO~d,) & 12.06 (s, 1H), 331
AFIL=1=ERYII)L)T | 7.94 (£, J=5.6 Hz, 1H). 7.78 (s, TH), 7.32 (d, TH),

O] —7—4FY—1H | 669 (d, /=27 Hz, 1H), 3.55 (s, 3H}, 3.30 - 3.19

—EFRn[2, 3—clEUSL | (m, 2H), 2.83 - 2.62 {m, 2H), 2.31 — 2.19 (m, 2H),

—4—HILRFHIF 2.10 - 1.99 {m, 1H), 1.70 - 1.46 (m, 5H), 1.46 - 1.31
(m, 1H), 1.30 ~ 1.10 (m, 2H), 0.98 (d, J/= 6.2 Hz,
3H).

30 N—[2—(4—EFA¥— | 'HNMR (400 MHz, DMSO-¢;) & 12.09 (s, 1H), 319
1=ERYDIL)IFIL] =6 | 7.79 (s, 1H), 7.75 (t, J=55Hz, 1H), 7.34 {d, /= 2.8
—AFIIL—T7—FFY—1H | Hz, 1H), 6.70 (d, /= 2.8 Hz, 1H), 451 (d, U= 4.1
—ERol2, 3—clEUS | Hz, 1H), 3.55 (s, 3H), 3.49 - 3.38 (m, 1H), 3.38 -
—4—HhNRFHEF 3.30 (m, 2H), 2.80 ~ 2.70 (m, 2H), 2.44 (t, /= 6.9

Hz, 2H), 2.13 ~ 2.02 (m, 2H), 1.76 ~ 1.65 (m, 2H),
1.46 - 1.32 (m, 2H).

31 6—AFJL—N—(3—FJL | 'HNMR (400 MHz, DMSO-d,) & 12.06 (s, 1H), 319
RU/ZaE ) —7—FF | 7.94(t, J=55Hz, 1H), 7.79 (s, 1H), 7.32 (d, J=2.7
Y—1H—tFnQn[2, 3—c] | Hz 1H), 6.70 {d. J=2.7 Hz, 1H}, 3.58 - 3.52 (m,

ESo —4—hRFHI | 7H) 3.31 - 3.23 (m, 2H), 2.39 - 2.28 (m, 6H), 1.68
N (p. J=7.1 Hz, 2H).
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32 B—AFI—N—[2—(4— | 'HNMR (400 MHz, DMSO-d,) & 12.09 (s, 1H), 318
AFIERTGD —1—A 7.79 (s, 1H), 7.76 (t, J= 5.5 Hz, 1H), 7.34 {d, J= 2.7
WIIFI]—T7—7FFY— | Hz, tH), 6.71 (d, /=28 Hz, 1H), 3.55 (s, 3H), 3.41
TH=—FRaO[2, 3—clE | - 3.32 (m, 2H), 2.49 - 2.42 (m, 3H), 2.32 (s, 6H),

U —A—RNRFHEF 215 (s, 3H).

33 N—[2—(3, 5—UAFIL 'H NMR (400 MHz, DMSO-d,) & 12.09 (s, 1H), 331
—1=ERYZILIIFNT | 1.79(s, 1H), 7.75 (t, J= 55 Hz, 1H), 7.34 {d, /= 2.8
—6—AFJL—7—FFV— | Hz 1H), 6.69 (d, /=27 Hz, 1H), 3.55 (s, 3H), 3.36
1TH=—Fan[2, 3—clt | (q J=6.5 Hz, 2H), 2.88 ~ 2.80 (m, 2H), 2.44 (t, J=
Cu—4—hNREHIF 6.9 Hz, 2H), 1.71 ~ 1.52 (m, 3H), 146 (t, /=108

Hz, 2H), 0.82 (d, J= 6.4 Hz, 6H), 0.49 (g, J=11.7
Hz, 1H).

34 6—AF)L—N—[3—(4— | 'H NMR {400 MHz, DMSO-4,} & 12.06 (s, 1H), 332
AFIERST—1—A 7.94 (t, J=55Hz, 1H), 7.79 (s, 1H), 7.32 (d, J= 2.8
WFAEN]I—=T—7FFY | Hz, 1H), 6.69 (d, J= 2.7 Hz, 1H), 3.55 (s, 3H), 3.31
—1H-—FRO[2, 3—c]t¥ | - 3.22 (m, 2H), 2.38 - 2.26 (m, 10H), 2.12 (s, 3H),

o —4—AJLRFHIR | 1.66 (p, J= 7.0 Hz, 2H).

35 N=(1, 1=UAF)IL—2— | 'H NMR (400 MHz, DMSO~d,) 6 12.09 (s, 1H), 333
FBIKRY/—IFII)—6— | 1.74 (s, 1H), 7.37 ~ 7.31 (m, 1H), 7.22 (s, 1H), 6.65
AFI—T—FFU—1H— | (d, J=2.7 Hz, 1H), 3.59 - 3.51 {m, 7TH), 2.62 (s,
Fonl2, 3—clE iy — | 2H), 2.55 - 2.49 (m, 2H), 1.36 (s, 6H).

4 —FLIRFHER

36 6—AF)IL—N—(2—AF | 'H NMR (400 MHz, DMSO-d,) & 12.20 (s, 1H), 333
IW—2—F )R /—TAE | 781 (s, 1H), 742 (d, J= 2.8 Hz, 1H), 7.34 (t, J=55
WY—=7—FFJ—1H—E | Hz, 1H),6.72(d, /=28 Hz, 1H), 3.58 (d, /=5.9
paf2, 3—clEysy—4 | Hz, 7H), 3.31 (s, 1H), 253 {t, J= 4.5 Hz, 4H), 1.02
—ILARF YR (s, 6H).

37 N=[2—=(1, 1=27FFY 'H NMR (400 MHz, DMSO~d,) & 12.08 (s, 1H), 353
—1,4—FFTFr—4— | 185 J=57Hz 1H), 7.79 (s, 1H), 7.33 (d, /= 2.8
AIW)IFN]=6—AFIL | Hz, 1H), 6.70 (d, /= 2.7 Hz, 1H), 3.55 (s, 3H), 3.37
—7—#FFYV—1H—-EFOnQ | (q, J=86.3 Hz, 2H), 3.12 - 3.04 (m, 4H), 3.01 - 2.94
[2, 3—clEZ—4—7 | (m, 4H), 2.67 (t, J= 6.6 Hz, 2H).

ILARFHIF

38 6—AF)—4—(4—AF)L | 'H NMR (400 MHz, DMSO-d,) & 12.13 (s, 1H)}, 275
ERSU—1—HhILR= 7.42 (s, 1H), 7.33 (d, J= 2.8 Hz, 1H), 6.26 (d, J=
JL)—1H—FBO[2, 3— | 2.8 Hz, 1H), 3.53 (s, 3H), 3.51 ~ 3.44 (m, 4H), 2.30
clEYY =7 =% {t, J=5.0 Hz, 4H), 2.19 (s, 3H).

10

20

30

40



(129) JP 6639497 B2 2020.2.5
000000

39 N, 8=TAFIL—=N—(1— | 'HNMR (400 MHz, DMSO~d,) & 12.11 (s, 1H), 303
AFIL—4—ERYDILY— | 7.36 (s, 1H), 7.31 (d, J= 2.6 Hz, 1H), 6.18 (d, J=
7—=FFV—1H—-EDO 2.7 Hz, 1H), 3.95 (s, 1H), 3.52 (s, 3H), 2.84 - 2.76
[2, 3=clENTY—a—A | (m, 5H), 2.12 (s, 3H), 1.85 ~ 1.73 (m, 4H), 1.61 ~
ILARFHER 1.54 (m, 2H).

40 4—[4—(CAFILTE/)E | 'HNMR (400 MHz, DMSO~dy) § 12.12 (s, 1H), 303
RYD—=1=H)LR=IL] | 7.41 (s, 1H), 7.33 (d, J= 2.8 Hz, 1H), 6.24 (d, J=
—6—AFjL—1H—FDODO | 2.8 Hz, 1H), 4.04 (s, 2H), 3.53 (s, 3H), 2.97 -~ 2.86
[2, 3—clENYY—T7—7F | (m, 2H), 2.36 ~ 2.24 (m, TH), 2.16 (s, 6H), 1.75 (d, J
v =12.2 Hz, 2H), 1.38 ~ 1.23 (m, 2H).

41 N—(1—av7oE/L—4 "H NMR (400 MHz, DMSO-d,) & 12.11 (s, 1H), 331
—ERYZIL) =N, 6= | 7.36 (s, 1H), 7.32 (t, J=2.7 Hz, 1H), 6.21 - 6.15 {m,
FIL—T7—FFV—1H—E | 1H). 3.93 (s, 1H), 3.52 (s, 3H), 2.85 ~ 2.77 (m, 5H),
nof2, 3—clEYS—4 | 266 {p, J= 6.6 Hz, 1H), 210 ~ 2.02 (m, 2H), 1.81 ~
—AILAHRFHER 1.66 (m, 2H), 1.65 ~ 1.57 (m, 2H), 0.92 (d, J= 6.5

Hz, 6H).

42 6—AFI—7—#FY—N | 'H NMR (400 MHz, DMSO-d,) & 12.03 (s, 1H), 352
—[1—(2—-FEYTi)—4 | 814-807(m, 1H), 7.84 - 7.77 (m, 2H), 7.57 - 7.47
—ERYTAI=TH=ED | (m, 1H), 7.30 &, J=2.7 Hz, 1H), 6.87 (d, /= 8.6 Hz,
a2z, 3—clEor—4— | 1H). 6.70 (t, J= 2.4 Hz, 1H), 6.64 ~ 6.56 (m, 1H),

LR FHER 4.33 ~ 4.24 (m, 2H), 4.13 ~ 3.98 (m, 1H), 3.54 (s,
3H), 3.02 - 2.89 (m, 2H), 1.91 - 1.82 (m, 2H), 1.59 ~
1.44 (m, 2H).

43 N—(1—=SoaRsFib— "H NMR (400 MHz, DMSO-d,) & 12.04 (s, 1H), 343
4—ERYSI)—6—AF | 7.80(s, 1H), 7.30 (t, J=2.8 Hz, 1H), 6.68 (t, J=2.4
W=7=FFU—1H—ED | Hz, 1H). 3.72 (s, 1H), 3.55 (s, 3H), 3.28 (s, 2H), 2.98
O[2, 3—clJT—4— | - 293 (m, 2H), 1.84 - 1.79 {m, 4H), 1.63 ~ 1.58 (m,
AIRFHEF 2H), 1,56 ~ 1.46 (m, 3H), 1.38 ~ 1.33 (m, 2H).

44 86— AFJL—T7—FFY—N | 'H NMR (400 MHz, DMSO-d,) & 12.04 (s, TH), 353
—(1—EYIUo—2—9jL | 8.36(d, J=4.7Hz, 2H), 7.84 - 7.77 (m, 2H), 7.30 (t,
—4—ENYDIL)—1H— | J=2.7Hz, 1H), 6.70 (t, J= 2.4 Hz, 1H), 6.60 (t, J=
Fonl2, 3—c]EYo— | 4.7 Hz, 1H), 4.67 - 457 (m, 2H), 4.16 - 4.01 (m,
4—=hILRF YR 1H), 3.54 (s, 3H), 3.12 ~ 3.00 (m, 2H), 193 ~ 1.84

{m, 2H), 1.54 — 1.39 {m, 2H).
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45 B—AFI—N—[2—(3— | 'HNMR (400 MHz, DMSO~d,) 6 12.09 (s, 1H), 317
AFJIL—1—ERJLIT | 7.79(s, 1H), 7.74 (t, J=55Hz, 1H), 7.34 (d, J=2.8
FIL]=7—#FFY—1H— | Hz, 1H), 6.70 (d, J= 2.8 Hz, 1H), 3.55 (s, 3H), 3.41
Fon(2, 3—c]EYTo— | =331 (m, 2H), 2.85 - 2.76 (m, 2H), 243 (t, J= 6.9
4—HIARFHIF Hz, 2H), 1.94 - 1.83 (m, 1H), 1.69 - 1.38 (m, 6H),

0.84 (d, /= 6.1 Hz, 3H).

46 6—AFN—4—[4—(3— | 'HNMR (400 MHz, DMSO-d,) § 12.14 (s, TH), 351.18
EUDILAFIIIER) L, | 850 ~ 834 (m, 2H), 7.64 -~ 7.55 (m, 1H), 7.39 (s,
—1=AlAR=IL]=1H= | 1H), 7.37 ~ 7.25 (m, 2H), 6.24 (d, /= 2.8 Hz, 1H),
ropl2, 3—clEy— | 432 ~3.84 (m, 2H), 3.53 (s, 3H), 2.85 (t, J=122
7= Hz, 2H), 2.55 (d, J/= 7.1 Hz, 2H), 1.87 - 1.70 (m,

1H), 1.57 (d, J=12.8 Hz, 2H), 1.23 - 1.03 {m, 2H).

47 4—(4—tert—F FILEAR1] | 'HNMR (400 MHz, DMSO~d,) & 7.39 (s, 1H), 7.32 | 316.2
Uu—1—HIRIIL)—6 | (d, J=2.7 Hz, 1H), 6.21 (d, J=2.7 Hz, 1H), 4.11 (d,
—AFIL—1H-FRAC[2, | J=16.3 Hz, 2H), 3.52 (s, 3H), 2.90 ~ 2.82 (m, 2H),
3—clEUS—T7—F 1.81~1.58 (m, 2H), 1.33 - 1.17 (m, TH), 1.17 - 1.01

(m, 2H), 0.84 (s, 9H), 0.81 (d, J= 2.8 Hz, 1H).

48 4—[4—(4—40071x= | 'H NMR (400 MHz, DMSO-d) & 12.15 (s, 1H), 370.13
IWERYD —1 =LA | 7.46 (s, 1H), 7.39 — 7.27 (m, 5H), 6.35 - 6.28 (m,
ZIL]—=6—=AFIL—1H— | 1H), 419 (s, 2H), 3.54 (s, 3H), 3.00 (t, /= 12.7 Hz,
Fonl2, 3—c]EYT— | 2H), 2.88 - 2.75 (m, 1H), 1.78 (d, J=12.7 Hz, 2H),

7—F 1.64 - 1.48 (m, 2H).

49 4—[4—(3—7)L4A7x | 'H NMR (400 MHz, DMSO-d;) 8 12.15 (s, 1H), 354.16
ZIERYD—1—hI | 746 (s, 1H), 7.40 - 7.29 (m, 2H), 7.17 - 7.10 (m,
RZL]—6—AFJL—1H | 2H), 7.07 - 6.98 (m, 1H), 6.34 (d, J=2.8 Hz, 1H),
—Eno[2, 3—clEYLr | 4.20 (s, 2H), 3.54 (s, 3H), 3.08 ~ 2.93 (m, 2H), 2.89
—-7—%> (t, J=5.6 Hz, 1H), 1.80 (d, J=13.2 Hz, 2H), 1.68 -

1.51 (m, 2H).

50 4—[4— (R AEHYV— | 'H NMR (400 MHz, DMSO~d,) & 12.18 (s, 1H), 376.18
W—1—AIIERJD— | 839 (s, 1H), 7.74 — 7.61 {m, 2H}, 7.50 {s, 1H), 7.36
1—hIHEZN]—6—AF | (d, J=28Hz 1H), 7.32 - 7.16 (m, 2H), .39 (d, J=
JL—1H—on{2z, 3—c] | 28 Hz, 1H). 477 - 463 (m, 1H), 429 (d, /=15.4
Hyow—7—4v Hz, 2H), 3.56 (s, 3H), 3.17 {t, J=12.7 Hz, 2H), 2.20

- 1.89 (m, 4H).
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51 6—AF ) —4—(4—ESL | 'H NMR (400 MHz, DMSO-d,) § 12.15 (s, TH), 338.16
V—2—AJLERYD,—1 | 864 (d, J=15Hz, tH), 8.61 — 8,56 (m, 1H), 8.50
—HALHEZJL) —1TH—FED | (d, J=25Hz, 1H), 7.46 (s, 1H), 7.35 (t, J= 2.6 Hz,

A[2, 3—c]EJT—7— | 1H), 6.33 - 6.28 (m, TH), 4.20 (s, 2H), 3.54 (s, 3H),
* 3.15 - 2.99 (m, 3H), 1.89 (d, J=12.8 Hz, 2H), 1.79
- 1.60 (m, 2H).

52 4—[4—[20°F2 )L | 'H NMR (400 MHz, DMSO~¢) & 12.14 (s, TH), 371.24
(AFIVTER/IERYD o — | 742 (s, 1H), 7.38 - 7.29 (m, 1H), 6.24 (d, /=128
1—FIULARZI]—6—AF | Hz, 1H), 4.27 - 3.88 (m, 2H), 3.53 (d. J= 2.2 Hz,
JL—1H=FnOn[2, 3—¢] | 3H), 2.95 ~ 2.84 (m, 2H), 2.75 - 2.65 {m, 1H), 2.14
) DAVEY B (d, J=5.0Hz, 3H), 1.69 (d, /= 18.6 Hz, 6H), 1.55

(d, J=12.3 Hz, 2H), 1.44 ~ 1.31 {m, 1H), 1.30 ~
1.12 {m, 4H), 1.05 (s, 2H).

53 4—(4—T)WLAOE~ADL | 'H NMR (400 MHz, DMSO-d,) 8 12.21 (d, J= 278.13
—1—hILR=L)—6—A | 46.1 Hz, 1H), 7.56 — 7.18 (m, 2H), 6.28 (d, /= 2.8
FIL—1H—FOO[2, 3— | Hz 1H), 507 - 468 (m, 1H), 3.59 (d, J=9.9 Hz,
clEYD =7 =7 2H), 3.53 (s, 3H), 3.51 - 3.43 (m, 2H), 1.98 - 1.78

{m, 2H), 1.78 ~ 1.60 (m, 2H).

54 N—[2—[1—(6—#FJL | 'HNMR (400 MHz, DMSO-d}) & 7.39 (s, 1H), 7.33 | 381.16
—7—#FFV—1H—FOO | (d, J=28 Hz, 1H), 6.25(d. J= 2.7 Hz, TH), 4.06 (s,

[2, 3—clE)I—4—H | 2H), 3.53 (s, 3H), 3.15 - 3.05 (m, 1H), 3.03 - 2.92
LARZIL) —a—ER) 2 (m, 4H), 1.80 ~ 1.58 (m, 5H), 1.48 ~ 1.37 (m, 3H),
JWITFILIARLZ LR T | 113 - 1.02 (m, 2H).

3N

55 6—AF)—4—[4—(2— | 'H NMR (400 MHz, DMSO-d;) & 12.15 (s, TH), 337.17
EUDILERYD —1— | 855 ~ 846 (m, 1H), 7.77 ~ 7.68 (m, 1H), 7.46 (d. J
ANLRZIL]I—1H-EAE | =1.2 Hz, 1H), 7.37 - 7.26 (m, 2H), 7.26 - 7.19 (m,

[2, 3—clENTP—7—7 | 1H). 6.32 ~ 6.28 (m, 1H), 4.18 (s, 2H), 3.54 (d, J=
v 1.2 Hz, 3H), 3.11 - 2.92 (m, 3H), 1.92 ~ 1.79 (m,
2H), 1.77 = 1.61 (m, 2H).

56 6—AFJL—4—(4—F1Z | 'H NMR (400 MHz, DMSO-d) 8 12.16 (s, TH), 338.16
D=4 —=ANERYT— | 9.21~9.00(m, 1H), 8.86 ~ 8,61 (m, 1H), 7.51 ~ 7.44
1—=FILRZIL) —1H—E | (m, 2H), 7.35 (d, J= 2.7 Hz, 1H), 6.29 (d. /=27
A2, 3—clEYP—7 | Hz, 1H), 419 (s, 2H), 3.54 (s, 2H), 3.11 ~ 2.92 (m,

I 3H), 2.92 - 2.82 (m, 1H), 1.96 - 1.83 (m, 2H), 1.77 -
1.59 (m, 2H).
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57 B—AFIJ—4—[4—(F) | 'H NMR {400 MHz, DMSO-d,) & 12.16 (s, 1H), 32813
FILAQAFILIERYZ | 747 (s, 1H), 7.34 (d, J= 2.8 Hz, 1H), 6.25 (d, J=
—1—ALHRZJL]—TH— | 2.8 Hz, 1H), 4.15 (s, 2H), 3.53 (s, 3H), 2.95 (t, J=
Fonl2, 3—c]EYT— | 13.2 Hz, 2H), 2.70 - 2.57 (m, 1H), 1.84 (d, J= 125
7—F Hz, 2H), 1.48 — 1.29 (m, 2H).

58 B—AF )N —4—[4—(2— | 'H NMR {400 MHz, DMSO-d,) & 12.14 (s, 1H), 351.2
EUDIWAFILIEARY DL | 852 843 (m, 1H), 7.73 - 7.62 (m, TH), 7.38 (s,
—1—=ALR=)L]I—=1H— | 1H), 7.33 (d, J= 2.8 Hz, 1H), 7.27 — 7.13 (m, 2H),
Forl2, 3—clEUDr— | 6.24 (d, J=2.7 Hz, 1H), 4.02 (s, 2H), 3.52 (s, 3H),

A 2.88 (d, V=123 Hz, 2H), 268 {d, J= 7.1 Hz, 2H),
2.43 - 2.30 (m, OH), 2.15 - 1.88 (m, 1H), 157 (d, J
= 12.8 Hz, 2H), 1.27 - 1.09 (m, 2H).

59 6—AFJ—4—[4—(1— | 'H NMR (400 MHz, DMSO-d,) & 12.13 (s, 1H), 343.2
ERYSIVEAYD—1 | 741 (s, 1H), 7.35 - 7.31 {m, 1H). 6.24 (d, J=2.7
—HLAR=ZI]—1H—EB | Hz, 1H), 406 (s, 2H), 3.53 (s, 3H), 2.85 (d, J=11.6
A2, 3—c]EJU—7— | Hz, 2H), 2.46 - 2.36 (m, 5H), 1.72 (d, /= 12.3 Hz,

* 2H), 1.47 {t, J= 55 Hz, 4H), 1.41 — 1.32 {m, 4H).

60 4—[3—(TAFILFPE/E | 'H NMR (400 MHz, DMSO-di) & 12.10 (s, 1H), 289.2
Aoy —1—h)LAR=JL] | 752 (s, 1H), 7.31 (d, J= 2.8 Hz, 1H), 6.33 (d, J=
—6—AFJL—1H—EQOO | 2.7 Hz, 1H), 3.53 (s, 3H), 3.33 (s, TH), 2.87 (s, 3H),

[2, 3—c]EYLY—T7—7 | 277 ~255(m, 1H), 2.17 ~ 1.95 (m, 7H), 1.89 - 1.65
v {m, TH).

61 6—AFI—4—[4—(4— | 'H NMR {400 MHz, DMSO-d) & 12.13 (s, 1H), 358.2
AFIERST—1—A 7.41 {s, 1H), 7.33{d, J= 2.8 Hz, 1H), 6.24 (d, J=
WIERYD—1—H)LR | 2.8 Hz, 1H), 4.05 (s, 2H), 3.53 (s, 4H), 2.97 - 2.80
ZIL]=1H=FEBmO[2, 3 | (m, 4H), 2.35 ~ 2.18 (m, 4H), 2.13 (d, J= 4.6 Hz,

—clEN =7 —=F 5H), 1.81 =~ 1.70 (m, 2H), 1.42 ~ 1.23 {m, 2H).

62 6—AF)—4—[4—(4— | 'H NMR (400 MHz, DMSO-d,) & 12.15 (s, 1H), 357.2
AFIL—=1=ERYIIE | 740 (s, 1H), 7.32 (d, J= 2.8 Hz, 1H), 6.23 (d, J=
RYT—1—HAIHRZIL] | 2.8 Hz, 1H), 3.52 (s, 3H), 3.00 ~ 2.72 {m, 6H), 2.49 ~
—1H-FBn[2, 3—clE | 239 (m, 2H), 2.17 - 2.01 {m, 2H), 1.86 - 1.64 (m,

o =7—# 2H). 1.64 = 1.50 (m, 2H), 1.47 ~ 1.17 (m, 2H), 1.17 -
0.96 (m, 2H}, 0.96 — 0.79 (m, 3H).
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63 6—AF)L—4—(4—FjL | 'HNMR {400 MHz, DMSO-d) & 12.14 (s, 1H), 345.2
RI/ERYD —1—=hJL | 742 (s, 1H), 7.33 {(d, J= 2.8 Hz, 1H}, 2.47 ~ 2.46
RoJL)—1H—EoO[2, | (m, O0H), 6.25(d, J= 27 Hz, 1H), 408 (d, /= 16.5
3—clEUDL—7—%F> Hz, 2H), 3.54 (d, J=11.3 Hz, 8H), 3.01 ~ 2.81 (m,

3H), 245 (d, J= 4.7 Hz, 3H), 1.79 (d, /=125 Hz,
2H), 1.32 (q, /= 14.3, 12.7 Hz, 2H).

64 1—(6—AFIL—7—4F | 'H NMR (400 MHz, DMSO~d,) § 12.16 (s, 1H), 285.2
V—1H—FOQ[2, 3—c¢] | 7.45(s, 1H), 7.34 (d, /= 2.7 Hz, 1H), 6.28 (d, J=
EYD—4—hILARZjL) | 2.7 Hz, 1H), 3.70 (s, 2H), 3.53 (s, 3H), 3.32 (s, 2H),
ERYSo —4—h)AR=F | 313 (m, J=87, 45 Hz, 1H), 1.97 -~ 1.83 (m, 2H),

)L 1.71 (m, J=13.7, 9.2, 4.5 Hz, 2H).

65 6—AFI)I—4—(4—AF)L | 'HNMR (400 MHz, DMSO-¢,) § 7.38 (s, 1H), 7.32 | 274.2
ERYD—=1=hIR= | (d J=27Hz 1H), 6.23 (d, J=2.7 Hz, 1H), 3.52 (s,
JLY—1H—FOoal2, 3— | 3H), 2.95 - 2.82 (m, 4H), 1.72 - 1.54 (m, 4H), 1.12 -
clEYD =7 —F 0.98 (m, 2H), 0.91 (d, /= 6.0 Hz, 3H).

66 4— (4= ARFLEARYT | 'H NMR {400 MHz, DMSO~d;) 6 12.14 (s, 1H), 290.2
—1—HILARZIL)—6—F | 742 (s, 1H), 7.36 ~ 7.30 (m, 1H), 6.25 (d, J= 2.7
FIL—1H=FOA[2, 3— | Hz 1H). 3.71 (d, J=10.6 Hz, 2H), 3.53 (s, 3H), 3.47
c]EV =T —F2 ~ 3.36 (m, 1H), 3.25 (s, 3H), 3.25 ~ 3.17 (m, 2H),

1.88 - 1.78 (m, 2H), 1.48 ~ 1.34 (m, 2H).

67 B—AF)—4—[4—(3— | 'HNMR (400 MHz, DMSO-¢§) & 7.40 (s, 1H), 7.32 | 357.2
AFI—=1—=ERYDILIE | (d, J=2.7 Hz, 1H), 6.23 {d, J= 2.7 Hz, TH), 4.06 (s,
AYS—1=AIR=IL] | 2H), 3.52 (s, 3H), 2.86 (d, J= 4.2 Hz, 2H), 2.80 ~
—1H=Fan[2. 3—c]t | 2.69 (m. 3H), 2.12 - 1.95 (m, 2H), 1.84 ~ 1.67 (m,

o —7—% 4H), 1.44 - 1.29 (m, 4H), 0.89 - 0.76 (m, 5H).

68 4—[4—{(1—EFO%S — | 'H NMR {400 MHz, DMSO-d;) § 12.14 (s, 1H), 318.2
1= AFIL—ITFIILIERY | 740 (s, 1H), 7.33 (d, /= 2.7 Hz, TH), 6.23 (d, J=
D= 1—AIWRZII]—6 | 2.8 Hz, 1H), 4.14 (s, 2H), 3.53 (s, 3H), 2.95 — 2.85
=AFjL—=1H=ERR[2, |(m, 1H), 284 ~ 2.71 {m, 2H), 1.81 - 1.61 (m, 2H),
3—clEUD—7—F> 1.50 - 1.34 (m, 1H), 1.22 — 1.08 {m, 2H), 1.03 (s,

6H).
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69 4—=[4—[{(4=7)LF 07z | 'H NMR (400 MHz, DMSO~d) & 12.14 (s, 1H), 368.2
SH)AFILIERYD —1 | 7.39 (s, 1H), 7.33 (d, J= 2.8 Hz, TH), 7.20 (m, J=
—HWRZ]—6—AF/ | 9.1,57,28 Hz, 2H), 7.14 - 7.04 (m, 2H), 6.24 (d, J
—1H—FAQ[2, 3—c]tf | =27 Hz, 1H), 402 (s, 2H), 352 (s, 3H), 2.84 (t, J=
Yo —7—F 12.7 Hz, 2H), 2.53 (s, 2H), 1.74 (m, J=11.3, 49 Hz,

1H), 1.57 (d, J=13.0 Hz, 2H), 1.13 (m, J=13.6,6.7
Hz, 2H).

70 B—AFN—4—(EXYTL | 'H NMR (400 MHz, DMSO~d,) & 12.14 (s, 1H), 260.2
—1=HILRZLy—1H— | 7.39 (s, 1H), 7.33 (d, J= 2.8 Hz, 1H), 6.24 (d, J=
Fon(2, 3—clEYUr— | 2.7 Hz, 1H), 3.53 (s, 3H). 3.44 (t, J= 5.3 Hz, 2H),

7—F 2.88 (d, /= 104 Hz, 2H), 1.76 ~ 1.55 (m, 2H), 1.55
- 1.37 (m, 4H).

71 B8—AFN—4—(4—Tx= | 'H NMR (400 MHz, DMSO-d) & 12.15 (s, 1H), 336.2
WERYS —1—Hh)LAR= | 746 (s, 1H), 7.35 (d, J= 2.8 Hz, 1H), 7.33 - 7.24
L) —1H=Foa[2, 3— | (m, 4H), 7.24 - 7.16 (m, 1H), 6.32 (d, J= 2.7 Hz,
clEVD =7 —F 1H), 4.20 (s, 2H), 3.54 (s, 3H), 3.01 (t, /=126 Hz,

2H}, 2.87 - 2.73 (m, 1H), 1.79 (d, J=12.8 Hz, 2H),
1.68 — 1.47 (m, 2H).

72 4—[4— (ARFAFILIE | 'H NMR (400 MHz, DMSO-4,) & 12.15 (s, TH), 304.2
RYDw=1=HhNLRZN] | 7.39 (s, 1H), 7.33 (d, v= 2.7 Hz, 1H), 6.24 (d, J=
—6—AFL—1H—FOQ | 2.7 Hz, 1H), 4.05 (s, 2H). 3.53 (s, 3H). 3.24 (d, J=
[2, 3—c]EVL > —7—74 | 7.3 Hz 4H), 3.19 (d, /= 6.3 Hz, 2H), 2.88 ~ 2.77 (m
v 2H}, 1.66 (d, J=12.8 Hz, 2H), 1.21 - 1.00 (m, 2H).

73 B—AFN—4—(2—7FF | 'H NMR (400 MHz, DMSO~d,) & 12.15 (s, TH), 302.1
H—7—FHREDO[3. 5] | 7.40 (s, 1H), 7.33 (d, J= 2.8 Hz, 1H), 6.25 (d, J =
JFo—T7—hILRZIL)— | 2.8 Hz, 1H), 4.33 (s, 4H), 3.52 (s, 3H), 340 (¢, J=
1TH=FRRA[2, 3—c]E | 57 Hz, 4H), 1.83 ~ 1.72 (m, 4H).

T L

74 N, N=ZAF)IL—1—=(6— | 'H NMR (400 MHz, DMSO~d;) & 12.15 (s, TH), 331.2
AFI—T—HF/—1H— | 743 (s, 1H), 7.34 (t, /= 2.2 Hz, 1H), 6.23 (d, J=2.7
FOr[2, 3—clEY i — | Hz 1H), 4.07 (s, 2H), 3.53 (s, 3H), 3.08 - 2.71 (m,
4—HILRZIVERYIL, | TH), 2.64 (d, J= 8.0 Hz, 2H), 1.64 (t, J= 8.0 Hz,
—4—hJLIRFHIK 2H), 1.57 ~ 1.35 (m, 2H), 1.10 (s, OH).
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75 4—[4— (EFOXL AF/L) | 'H NMR (400 MHz, DMSO-d,) & 12.14 (s, 1H), 290.2
EARYS—1—hLii= 7.40 (s, 1H), 7.33 {d, J= 2.8 Hz, 1H), 6.24 (d, J=
IW]—6—AFJL—1H—F | 2.7 Hz, 1H), 449 (d, J= 5.7 Hz, TH), 4.06 (s, 2H),

Aaf2, 3—clEyP—7 | 353 (s, 3H), 3.28 - 3.17 (m, 2H), 2.92 ~ 2.81 (m,
i I 2H), 1.76 = 1.53 (m, 3H), 1.17 ~ 0.96 (m, 2H).

76 6—AFI—4—[4—[2— | 'H NMR {400 MHz, DMSO-d}) & 12.15 (s, 1H), 365.2
(=YL IFIILIEA | 849 - 839 (m, 2H), 7.40 (s, 1H), 7.33 (d, /=28
DO —1—=AR=IL]— | Hz 1H), 7.24 (d, J= 5.6 Hz, 1H), 6.25 {d, /=29
TH=—FROO[2, 3—clE' | Hz 1H), 4.05 (s, 2H), 3.53 (s, 3H), 2.96 ~ 2.74 (m,
Cu—T7—F 2H), 2.68 - 2.54 (m, 2H), 7.22 - 7.17 {(m, OH), 1.73

(d, J=125 Hz, 2H), 1.65 - 1.39 (m, 4H), 1.20 -
0.99 (m, 2H).

77 86— AFJL—4—(4—EY) | 'H NMR (400 MHz, DMSO-d,) & 12.14 (s, 1H), 329.2
SU—1—A R — | 741 (s, 1H), 7.33 (d, J= 2.8 Hz, TH), 6.24 (d, J=
1—AIRZIL)—TH—E | 2.8 Hz, 1H), 3.93 (s, 2H), 3.53 (s, 3H), 3.08 ~ 2.96
a2, 3—clEYD—7 | (m, 2H), 2.48 — 2.44 (m, 4H), 2.26 - 2.15 (m, TH),

-t 1.86 - 1.78 (m, 2H), 1.72 ~ 1.62 (m, 4H}, 1.43 - 1.28
{m, 2H).

78 4=[4—(CAFILTFZ/)— | 'H NMR {400 MHz, DMSO-d6) § 7.38 (s, TH), 317.2
B—AFI—ERYT—1 | 7.32(d, J=27Hz, 1H). 6.21 (d, J = 2.7 Hz, 1H),
—ANRZJ]—=6—AFJL | 353 (s, 3H), 2.86 (d. J = 17.9 Hz, 2H), 2.15 (m, 2H),
—1H—FRa[2, 3—c]E | 212 (s, 6H), 1.95 (dt, J = 11.5, 4.0 Hz, 1H}, 1.69 (d,

o —7—F J =127 Hz, 1H), 1.33 (dt, J = 125, 6.3 Hz, TH),
0.80 {dd, J = 22.1, 6.9 Hz, 4H).

79 4—[4—(CIFILFZ/)E | 'H NMR (400 MHz, DMSO-d6) & 12.19 (s, 1H), 331.2
AL —1—hAR=IL] | 744 (s, 1H), 7.35(t.J=28Hz, 1H), 629 (t. J =24
—6—AF)L—1H=EOQ | Hz 1H), 4.16 (m, 2H), 3.54 (s, 3H), 3.11 ~ 2.80 (m,

[2, 3—clEND =7 =7 | 6H), 1.93 (s, 2H), 1.55 (s, 2H), 1.18 (t, J = 7.1 Hz,
v 6H).

80 B =AFJL—=N—{(m=—"r | 1H NMR (400 MHz, DMSO~d6) d 12.07 ~ 12.21 (m, | 282
W) =7—=FFU—1H—E | 1H), 9.84 (s, 1H), 8.03 (s, 1H). 7.57 (s, 1H), 7.48 -

AR[2, 3—c]EYT—4 | 753 (m, 1H), 7.35 (t, J = 2.70 Hz, 1H), 7.22 (s, 1H),
—RIILHRFY IR 6.86 - 6.92 (m, 1H), 6.72 (t, J = 2.39 Hz, 1H), 3.60
(s, 3H), 2.31 {s, 3H).
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81 N—2070E)0L—6—4 | 'H NMR {400 MHz, DMSO-d,) & 12.05 (s, 1H), 328
FIL=N—(1=AFI)I—4 | 7.93(d, J=42Hz, 1H), 7.76 (s, 1H), 7.33 ~ 7.27
—ERYSIL) =7 —=FFY | (m, 1H), 6.72 - 6.66 (m, 1H), 3.53 (s, 3H), 3.06 (d, J/
—1H-=Fonl2, 3—c]t | =8.7Hz 2H), 2.95 (d, /= 3.8 Hz, 1H), 2.42 - 2.32
o —a4—ARRFHIR | (m, 3H), 1.57 (s, 2H), 0.98 (d, J= 6.2 Hz, 6H).

82 N—9070aE)L—6—4 | 'H NMR {400 MHz, DMSO-d,) & 12.03 (s, 1H), 356
FIL—T7—FFI—N—(1 | 745 (s, 1H), 7.28 {d, J= 2.8 Hz, tH), 6.25 (d, J=
—ZoEiL—4—-ERIT 2.7 Hz, 1H), 3.89 (tt, /=121, 3.9 Hz, 1H), 3.53 (s,
LY—1H—FoOo[2, 3— | 3H), 3.30(d, /= 16.5 Hz, 2H), 2.96 ~ 2.89 (m, 2H),
c]EYD—a4—hILRF | 2.72-261(m, 1H), 2.26 - 2.17 (m, 2H), 2.10 - 1.95
YK (m, 2H), 1.94 - 1.83 {m, 2H), 1.82 - 1.74 (m, 2H),

1.50 — 1.36 (m, 2H), 0.85 (¢, /= 7.4 Hz, 3H), 0.61 -
0.51 (m, 2H), 0.47 ~ 0.38 (m, 2H).
oooon
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0000000000000 00000O0000000000000000000000
0000000000000 D00000D0D0D00000DDO0O0D0D0DOO0O0DN0ODOoOan
0000000000000 000000000000000000000000000
0000000000000 O00000O0000000000000000000000
00000000000 *HD NMRO (4000 MHz, 0 DMSO-d6)0 & O 12.050 (s,0 1H),0 7.93
0 (t,0J0 =0 5.80 Hz,O 1H),0 7.790 (s,0 1H),0 7.310 (t,0 JO =0 2.40 Hz,O 1H),0 6

.720 -0 6.660 (m,0 1H),0 3.550 (s,0 3H),0 3.230 -0 3.070 (m,0 2H),0 2.140 (p,O0 J

0 =0 7.40
0 1.190 (m,O0 2H).LCMSO M/Z0 (M+H)O 274.

uybooboooooboobobooboouobooboboobooao

Hz,O 1H),0 1.760 -0 1.650 (m,0 2H),0 1.650 -0 1.440 (m,0 4H),0 1.330 -
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000000
EEG | LEYME NMR m/z
84 N—{(2—ArFITF)JL)— | 'H NMR (400 MHz, DMSO-d) 8 12.14 (s, 1H), 346
6—AFI—N—(1—AF | 737 -7.24 (m, 2H), 6.17 {dd, /= 2.7, 1.9 Hz, 1H),
W—a4—ERYS))—7— | 3.71(d, J=12.1 Hz, 1H), 3.52 (s, 3H), 3.49 - 3.36
FFY—1H-—EOH[2, 3 | (m 2H), 3.23 (s, 2H), 2.95 - 2.77 (m, 2H), 2.18 (s,
—clEYT s —a—h)R | 2H), 1.98 - 1.80 (m, 4H), 1.71 ~ 1.56 (m, 2H).
FHEK

85 6—AFJ—4—(2—T1x= | 'H NMR (400 MHz, DMSO-d6) & 12.07 {br.s., 1H), | 322
LERYSY —1—hR= | 7.48 - 7.85(m, 1H), 7.09 ~ 7.44 (m, 6H), 6.34 (br.s.,
Ly—1H—FBr[2, 83— | 1H), 527 - 6.10 (m, 3H), 5.14 (br.s., 1H), 3.82 (br.s.,
clEySr—7—4> 1H), 3.38 ~ 3.73 (m, 2H), 2.37 (dd, J = 6.23, 12.46

Hz, 1H), 1.66 ~ 1.97 (m, 2H).

86 N—{(Ia~FLJLAFIL) | 'H NMR (400 MHz, DMSO-d6) d 11.96 (bs, 1H), 288
—B—=AFJIL—=7=7FF— | 7.81 (t. J = 549 Hz, 1H), 7.71 (s, 1H), 7.19 ~ 7.23
TH—EOO[2, 3—clEY | (m, 1H), 6.59 {d, J = 2.44 Hz, 1H), 3.50~4.00 (bs,

DL —A4—HAIRFYIF 3H), 2.98 (t, J = 6.35 Hz, 2H), 1.34 ~ 1.72 (m, 6H),
0.98 ~ 1.15 (m, 3H), 0.70 ~ 0.90 {m, 2H).

87 N=A_2TDJ)L=N, =24 | 'H NMR (400 MHz, DMSO~d6) d 12.05 (br.s., 1H), | 296
FI=T7=FFU—=1H-F | 7.38 (s, 1H), 7.05 ~ 7.33 (m, 6H), 6.14 (bs, 1H), 4.54
no[2, 3—clBysiy—4 | (s, 2H), 3.27 — 3.50 {m, 3H), 2.65 - 2.86 (m, 3H).
—HILARFHIR

88 6—AFJL—4—(1, 2, 3, | 'HNMR (400 MHz, DMSO~-d6) & 1214 (br.s., 1H), | 323
S—FrSEFA—1, 4—~ | 7.28 - 7.34(m, 1H), 7.14 - 7.27 (m, 1H), 7.06 (t, J =
VU PEE L —4—AIR | 7.48 Hz, 1H), 6.85 (d, J = 7.89 Hz, 1H), 6.74 (br.s..
ZiL)—1H=Fanal2, 3 | 1H), 6.20 - 6.24 (m, 1H), 4.56 (br.s., 2H), 3.70 (br.s.,
—clEYT =7 % 1H}, 3.45 (s, 3H), 3.15 (br.s., 2H).

89 B—AFI—4—(3—7x= | 'H NMR (400MHz DMSO~d6) d = 12.09 (br.s., 1 322
ERYSY —1—=hiR= | H), 755 (s, 1 H), 7.39 ~ 7.26 (m, 5 H), 7.26 ~ 7.18
JL)—1H—FOna[2, 3— | (m, 1 H), 6.38 (t. J=24 Hz, 1 H), 3.88 (brs, 1 H),
clEyor—7—4 3.73 - 3.31 {m, 7 H), 2.26 (br.s., 1 H), 207 (s, T H).

90 N—[(18)—2—=73/—2 | 'H NMR (400 MHz, DMSO~d6) & 12.00 - 12.38 325
—FFV—1-Tx=)L—I | (m, 1H), 8.16 ~ 8.25 (m, 1H), 8.04 (s, 1H), 7.72
FIL]—6—AFJL—T7—7 | 7.81 (m, 1H), 7.47 - 7.56 (m, 2H), 7.36 (s, 5H), 6.67
FU—1H-—FEDO[2, 3— | -6.72 (m, 1H), 556 - 5.63 (m, 1H), 3.56 (s, 3H).
clEYD —4—hLRF
HIK
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91 N—A_LZXERJJL—6—24 | 'H NMR (400 MHz, DMSO-d6) § 11.95~12.18 358
FI—=7—=FFJ—1H—E | (m, 1H), 8.69 ~ 8.87 (m, 1H), 8.05 (s, 1H), 7.32 ~
o2, 3—clEU—a | 741 (m, TH), 7.30 (s, 3H), 6.64 - 6.73 (m, 1H), 6.33

—HILARFYER - 6.41 {m, 1H), 3.56 (s, 3H).

92 6= AFIL—N—=[(4—AF | 'H NMR (400MHz, DMSO~d6) d = 12.12 (br.s., 1 360
IWZLRZ LI =LY AF | H), 865(t, J=59Hz 1 H), 7.94 (s, 1 H), 7.92 -

W=7 —FFY—1H—F | 785(m 2H),7.60(d J=85Hz 2H), 733t J=
no[2, 3—clEYP—4 | 28Hz 1 H), 680 - 6.69 (m, 1 H), 456 (d, J=58
—AINHRFHER Hz, 2 H), 3.56 (s, 3 H), 3.19 {s, 3 H).

93 AFL(28)—2=20~ | 'H NMR (400 MHz, DMSO~d6) & 12.09 (brs., 1H), | 346
XU =2=[(6=AF)L | 808(d J=769Hz, 1H), 7.97 (s, 1H), 732 {t, J =
—7—FFV—1H—EDOQO | 280 Hz, 1H), 6.68 (t, J =2.39 Hz, 1H), 433 {t, J =
[2, 3—c]E)Y—4—H | 7.69 Hz, 1H), 3.65 (s, 3H), 3.57 (s, 3H), 1.56 ~ 1.88
WRZN)TE/T7ES—F | (m, 4H), 1.00 - 1.30 (m, 6H).

94 N—[(1R)—1—3%0~ | .'"H NMR (400 MHz, DMSO-d6) § 12.05 (br.s., 302
FUIIIFIL]I—=6—AFIL | 1H), 7.81 (s, 1H), 7.63 (d, J = 8.52 Hz, 1H), 7.30 {t,
—7—%FFV—1H—FQOQO | J=270Hz 1H), 6.68 (t, J = 2.39 Hz, 1H), 3.77 -

[2, 3—clEYP—4—H | 391 {m, 1H), 3.53 - 3.58 {m, 3H). 1.66 ~ 1.81 {m,

ILRFHIER 4H), 1.61(d, J = 9.14 Hz, 1H), 1.39 (dd, J = 3.43,
7.17 Hz, 1H), 1.12 ~ 1.26 (m, 2H), 1.09 (d, J = 6.65
Hz, 3H), 0.89 - 1.04 (m, 2H).

95 N—[(18)—2—ArF — | 'H NMR (400 MHz, DMSO-d6) & 12.09 (br.s., 1H), | 326
1—Zz=/)L—IF)L]—6 | 833(d J=810Hz 1H), 7.94 (s, 1H), 7.39 - 7.46
—AFIL—=T7—FFY—1H | (m, 2H), 7.29 - 7.38 (m, 3H), 7.21 - 7.28 (m, TH),
—Enn[2, 3—clEYL | 668 (t, J =239 Hz, 1H), 521 ~ 5.30 {m, 1H), 3.64 -
—4—hIRF YK 3.71 (m, 1H), 3.58 (s, 3H), 3.53 — 3.57 (m, 2H), 3.30

(s, 3H).

96 {28)—2—[(6—2AF)L— | 'HNMR (400 MHz, DMSO-d6) & 12.94 (br.s., 1H), | 326
7—#FY—1H—-EOno 12.10 (brs., 1H), 8.48 (d, J = 7.27 Hz, 1H), 8.04 (s,

[2, 3—clEVTY—4—H | 1H), 750 (d, J = 7.27 Hz, 2H), 7.31 - 7.43 (m, 3H),
W) FE/]—2—Tx | 6.73 (s, 1H), 5.56 (d, J = 7.06 Hz, 1H), 3.34 (br.s.
=)L —Bri 3H).
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97 N—[(1R)—2—7X/—2 | 'H NMR (400 MHz, DMSO~d6) & 12.15{brs, 1H), | 325
—FFV—1—Tx=)L—T | 8.21(d, J =748 Hz, 1H), 8.04 (s, TH}, 7.76 (s, 1H),
FI]=6=AFJL—=7=74F | 751 (d. J = 7.27 Hz, 2H), 7.34 ~ 7.39 (m, 3H), 7.26
FyY—1H-FRO[2, 3— | - 7.32(m, 2H), 6.70 (t, J = 2.39 Hz, 1H), 560 (d, J
clEUP—a—AILARF | =7.69 Hz, 1H), 3.56 (s, 3H).

HIF

98 N—[(18)—1—#J/SF | 'HNMR (400 MHz, DMSO-d6) & 12.14 (br.s., 1H), | 291
A —=2—AFJL—=TAE | 7.96 (s, 1H), 7.57 (d, J = 8.72 Hz, 1H), 7.52 (5, 1H},
WI—6—AFJL—7—FF | 7.35(t. J =280 Hz, 1H), 7.13 (s, 1H), 6.68 (t, J =
Y—1H—tFnNA[2, 3—c] | 2.29 Hz, 1H), 435 (dd, J = 6.65, 8.72 Hz, 1H), 3.55
EDo —4—h)LARFHE | -~ 3.60 (m, 3H), 203 ~ 2.14 (m, 1H), 0.93 (t, J = 6.54
+ Hz, 6H).

99 1—(6—AFIN—7—4F | 'HNMR (400 MHz, DMSO-d6) & 12.06 (br.s., 1H), | 289
Y—1H—ENQ[2, 3—c] | 757 (br.s., 1H), 7.24 ~ 7.40 {m, 2H), 6.94 (br.s.. 1H),
FUyon —4—h)LR=L) 6.39 (br.s., TH), 4.41 {(br.s., 1H), 3.60 {br.s., 2H),
Foyso—2—hiARF4 | 211~ 2.25 (m, 1H), 1.68 ~ 1.94 {m, 3H).

I

100 | 6—XAF)IL—7—4FY—N | 'HNMR (400 MHz, DMSO-d6) & 12.06 (br.s, 1H), | 290
—(FrSEFAES>—3— | 7.96 (t, J = 5.82 Hz, 1H), 7.81 (s, 1H), 7.31 (t, J =
AILAFIILY—1TH—EODO | 2.80 Hz, 1H), 6.58 ~ 6.74 {m, 1H), 3.76 — 3.84 (m,

[2, 3—clEYT—4—FH | 1H), 3.71 (td, J = 3.61, 11.06 Hz, 1H), 3.54 (s, 3H),

WARFHEF 3.31 (dt, J = 2.80, 10.75 Hz, 1H}, 3.00 ~ 3.18 (m,
3H), 1.71 ~ 1.87 (m, 2H), 1.53 ~ 1.64 (m, 1H), 1.45
(m, 1H), 1.13 ~ 1.32 (m, 1H).

101 B—AFI—7—FFY—N | 'HNMR (400 MHz, DMSO~d6) d 12.06 (bs, 1H), 290
—(ThSEFOES—4— | 798 (t, J =577 Hz, 1H), 7.82 (s, 1H), 7.30 (t, J =
AILAFIL)—1TH—FEOD | 261 Hz, 1H), 6.68 (t, J = 2.47 Hz, 1H), 3.60 ~ 3.97
[2, 3—clEY 2 —4—FH | (m, 5H), 3.26 (dt, J = 1.79, 11.60 Hz, 2H), 3.13 (t, J
ILARFHIER =6.32 Hz, 2H), 1.76 {dt, J = 4.12, 7.55 Hz, 1H), 1.60

(d, J = 12.91 Hz, 2H), 1.05 - 1.32 (m, 3H).

102 | 6=XAF)L—=7—=FFY—=N | 'HNMR (400 MHz, DMSO~d6) d 12.07 (brs., TH), | 276
— (FF3ERATS—3— | 806 (t.J =591 Hz, 1H), 7.80 (s, 1H), 7.31 (t, J =
AILAFILY—1H—ERAD | 2.75 Hz, 1H), 6.68 (t, J = 2.47 Hz, 1H), 3.57 - 3.80
[2, 3—clEYL 2 —4—FH | (m, 2H), 3.54 (s, 2H), 3.47 (dd, J = 5.22, 8.51 Hz,
IWARFHER 1H), 3.10 ~ 3.27 (m, 1H), 1.94 (dd, J = 5.63, 12.22

Hz, 1H), 1.45 = 1.70 (m, 1H).
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103 | N= (& 2a~TFFILAFIL) | 'H NMR (400 MHz, DMSO-d6) d 12.06 (bs, 1H), 302
—6—AFI—=T7—=FFY— | 793 (t. J =577 Hz, 1H), 7.81 (s, TH), 7.31 (t. J =
1TH—EQR[2, 3—clt) | 275 Hz, 1H), 6.68 (t, J =2.33 Hz. 1H), 3.07 (t. J =
U —4—hNEEFHIR 6.04 Hz, 2H), 1.26 ~ 1.75 (m, 11H), 1.04 - 1.25 (m,

2H).

104 | 6—AF)L—7—AFY—N | 'H NMR (400 MHz, DMSO-d6) d 12.05 (bs, 1H), 262
—FrSEFATZI—3—4 | 809 (d, J =632 Hz, 1H), 7.86 (s, 1H), 7.30 (t. J =
IL—1H-—FRnO[2, 3—ec] | 261 Hz, 1H), 6.69 (s, 1H), 443 (d, J = 5.77 Hz, 1H),

EUD —4—hNHRFHZ | 3.78 - 3.92 (m, 2H), 3.65 ~ 3.78 (m, 2H), 2.14 (dd, J
N =7.14,12.63 Hz, TH), 1.71 = 1.97 (m, TH).

105 | N=[(1, 1=2FFYF4 | 'H NMR (400 MHz, DMSO~d6) § 12.10 (brs, 1H), | 324
S —=3—AIL)AFIL]—6 | 8.16(t,J =571 Hz, 1H), 7.84 (s, 1H), 7.33 (¢, J =
—AFJL—T7—FFY—1H | 280 Hz, 1H), 6.70 (t, J = 2.18 Hz, 1H), 3.54 ~ 3.58
—Faof2. 3—clEUT | (m, 3H), 3.30 - 3.44 (m, 2H}, 3.16 ~ 3.30 {m, 2H),
—4—=hJILRF YR 3.02 - 3.13 (m, 1H), 2.87 (dd, J = 9.56, 13.09 Hz,

1H), 2.60 = 2.73 (m, TH), 2.24 (d, J = 4.78 Hz, TH),
1.79 = 1.92 (m, 1H).

106 | 6=XAF)L—N—(1—/JL | 'HNMR (400 MHz, DMSO~d6) & 12.05 (br.s, 1H), | 314
RIFo—2—AIITFI) | 1.75-7.82(m, 1H), 7.57 - 7.74 (m, 1H), 7.23 - 7.36
—7—FFU—1H—ERAQR | (m, H), 659 - 6.75 (m, TH), 3.60 - 3.92 (m, 2H),

[2, 3—c]EYT—4—H | 352~ 358 (m, 3H), 2.10 - 2.30 (m, 2H), 1.91 (brs.,
WARFHEN 1H), 1.72t, J = 11.84 Hz, 1H), 0.99 ~ 1.61 (m, 11H},
0.65 ~ 0.85 (m, 1H).

107 | N—[(1R. 28)—2—FEFA | 'H NMR (400 MHz, DMSO-d6) & 11.99 - 12.13 388
Fo—1,2=C7x=)L— | (m, 1H), 8.09 ~ 8.21 (m, 1H), 7.63 (s, 1H), 7.33 -
IFN]—6—AFI—T7— | 742 (m, 4H), 7.15 - 7.32 (m, TH), 6.44 (s, 1H), 5.49
A¥U—1H—Fon[2, 3 | -557 (m, 1H), 5.11 - 5.21 (m, 1H), 4.87 - 497 (m,
—clEYT—a4—Ah)LR | 1H), 3.53 (s, 3H).

FHIF

108 | N—(¥aw>—3—-JLA | 'HNMR (400 MHz, DMSQ-¢;) & 12.06 (s, 1H), 338
FI)—6—AFI—7—7F | 813(t, J=58Hz 1H), 7.86 (s, 1H), 7.32 {t, J=2.7
XY —1H-FRo[2, 3— | Hz tH), 7.11 ~ 7.03 (m, 2H), 6.86 ~ 6.79 (m, 1H),
clE P —a—hiLRFx | 6.78 ~6.69 (m, 2H), 4.28 ~ 4.20 (m, 1H), 3.92 - 3.84
H3IK (m, TH), 3.56 (s, 2H), 3.30 (s, 3H), 2.91 - 2.81 (m,

1H), 2.71 - 2.53 (m, 1H), 2.28 (s, 1H).
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109 | tert—FFIL3—[(B—AF | 'H NMR (400 MHz, DMSO-4}) & 12.05 (s, TH), 361
IW—7—FFY—1H-FD | 808(d, J=6.6Hz 1H), 7.85(s, 1H), 7.31 (t, /=25
n[2, 3—c]EYT—4— | Hz, 1H), 6.74 - 6.62 (m, 1H), 4.39 (s. 1H), 3.55 (s,
AR TER/IERYD | 4H), 351 - 3.35 (m, TH), 3.28 - 3.26 (m, 1H), 3.18
=1=hRF5—k (s, TH), 2.10 (s, TH), 1.98 — 1.73 {m, TH), 1.41 (s,

9H).

110 | N—(2, 3—JERAARLY | 'H NMR (400 MHz, DMSO-d) § 12.06 (s, 1H), 324
TS =2—=AJLAFIL) =6 | 817 (t, J=58 Hz, TH), 7.77 (s, 1H), 7.31 {t, J=2.6
—AFI=T7—=FFY—1H | Hz 1H), 7.23 ~ 7.16 (m, 1H), 7.14 ~ 7.04 {m, 1H),
—Eon[2, 3—clEYP | 6.86 672 (m, 2H), 6.72 - 6.63 (m, TH), 5.01 - 4.91
—4—NILRFYEF (m, 1H), 3.53 (s, 5H), 3.29 ~ 3.26 (m, 1H), 3.08 ~

2.95 {m, 1H).

111 N—(2, 3—2EFE—1, 4 | 'H NMR (400 MHz, DMSO~-d;) 8 12.08 (s, 1H), 340
— NN F L —3—A | 823 (t, J=5.8 Hz, 1H), 7.89 (s, 1H), 7.34 ~ 7.26 (m,
WAFIL) —6—AF)L—7 | 1H), 6.92 - 6.80 (m, 4H), 6.73 (d, /= 2.7 Hz, 1H),
—AFY—1H—FOn[2, | 441-4.29(m, 2H), 405 - 3.97 (m, 1H), 3.65 - 3.45
3—clEULr—4—hILA | (m, 5H).

FH3IF

112 | N—(1=3207aE/)LT | 'H NMR (400 MHz, DMSO-¢) & 12.03 (s, 1H), 260
FIL)—6—AFL—T7—7F | 7.80(d, /=99 Hz, 2H), 7.30 {d, /= 2.7 Hz, 1H),
FY—1H-FOO[2, 3— | 6.69(d, J=27 Hz, TH), 3.56 (s, 3H), 3.53 ~ 3.43
clEND—4—HhILARF | (m, 1H), 1.21 {d, /= 6.7 Hz, 3H), 1.05 ~ 0.85 (m,

H3IF 1H), 0.51 = 0.26 (m, 3H), 0.26 ~ 0.14 (m, 1H),

113 | 8=AF)L—=N—[3—=(FEJL | 'HNMR (400 MHz, DMSO-d) & 9.90 (s, 1H), 8.31 | 367
RUJAFI)ZTZIL] =T | (s, 2H), 8.06 (s, 1H), 7.73 ~ 7.62 {m, 2H), 7.34 (d, J
—FFY—1H—-tERDOQA[2, | =27Hz 1H), 7.31 ~ 7.24 {m, 1H), 7.04 ~ 6.98 (m,
3—clEYD —4—hILAR | 1H), 6.73 (d, J= 2.7 Hz, TH), 3.60 (s, 3H), 3.58 (s,
Xk 3H). 3.45 (s, 2H), 2.43 ~ 2.30 (m, 4H).

114 | 6—AFJ—N—{(1—F7 | 'H NMR (400 MHz, DMSO-d}) & 12.07 (s, 1H), 332
FILAFII)—T7—FFJ— | 850 (s, 1H), 8.26 ~ 8.14 (m, 1H), 8.02 ~ 7.82 (m,
TH—ERQQO[2, 3—c]EY) | 3H), 7.61 ~ 7.45 (m, 4H), 7.32 (t, J= 2.7 Hz, 1H),

U —4—ANARFYEF 6.77 — 6.72 (m, 1H), 4.94 (d, J= 5.6 Hz, 2H), 3.53
(s, 3H).
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115 | 6—AF)L—7—FFJ—N | 'H NMR (400 MHz, DMSO-d,) & 12.06 (s, TH), 297
—[1—{4—-FEYTJL)ITF | 854848 (m, 2H), 843 (d, J=7.5 Hz. 1H), 7.97
JL1—1H=FoRAl2, 3— | (s. 1H), 7.41 - 7.37 {m, 2H), 7.30 (d, /= 2.7 Hz,
cJEYS L —4—h)LRF 1H}, 6.67 {d, /= 2.7 Hz, 1H), 5.10 (t, /= 7.2 Hz,

HIR 1H), 3.58 (s, 3H), 1.47 (d, J= 7.1 Hz, 3H).

116 | N=[1—(2—=27104B87x | 'HNMR (400 MHz, DMSO~d,) & 12.04 (s, TH), 314
ZILIIFIL]—6—AFI) | 838(d J=76Hz TH), 7.97 (s, TH), 7.56 — 7.45
—7=FFU—=1H—-ERQQ | (m, 1H), 7.33 ~ 7.24 (m, 2H), 7.22 ~ 7.10 (m, 2H),

[2, 3—c]EYT—4—F | 6.68 - 6.64 (m, 1H), 5.37 (p, /= 7.1 Hz, 1H), 3.58
JLARFHIF (s, 3H), 1.46 (d, /= 7.0 Hz, 3H).

117 | N—(2—IFFL70E)L) | 'H NMR (400 MHz, DMSO-4;) 8 12.07 (s, 1H), 278
—6—AFJL—T7—FFU— | 784 (d S=99 Hz, 2H), 7.33 (d, J= 2.7 Hz, 1H),
1TH—FOn[2, 3—c]lEY | 6.69(d, /=27 Hz, 1H), 3.63 - 3.40 (m, 6H), 3.28 ~
D —4—AJLRFHIR 3.21 (m, 2H), 1.11 (t, J= 6.8 Hz, 6H).

118 |N—[1—(2—40A7zx= | 'HNMR (400 MHz, DMSO~d,) 8 12.04 (s, 1H), 331
JWIFIL]I—6—AF)L—7 | 846 (d, J=74 Hz, 1H), 8.00 (s, TH), 7.61 - 7.52
—AFU—1H—-Eoal2, | (m 1H), 7.47 - 7.38 (m, 1H), 7.37 - 7.21 (m, 3H),
3—clEUT 2 —4—h)LA | 6.68~6.64 (m, 1H), 542 (t, J=7.1 Hz, 1H), 3.59 (s,
FHER 3H), 1.44 (d, J= 7.0 Hz. 3H).

119 | N—[1—(2—Ar¥>71= | 'H NMR (400 MHz, DMSO~d,) 8§ 12.04 (s, 1H), 326
JWIFIN]I—6—AF)L—7 | 821 (d, J=80Hz 1H), 7.96 (s, TH), 7.40 - 7.33
—A4FU—1H-—rFaal2, | (m 1H), 7.30 &, J=24 Hz, TH), 7.27 - 7.17 (m,
3—clEYPr—a—hLA | 1H), 7.03 - 6.95 (m, 1H), 6.95 - 6.87 (m, 1H), 6.66 -
FHIF 6.63 (m, 1H), 5.47 ~ 5.35 (m, 1H), 3.85 (s, 3H), 3.58

(s, 3H), 1.38 (d, /= 7.0 Hz, 3H).

120 | N—[1—(2, 3—EFDO— | 'H NMR (400 MHz, DMSO-d;) 8 12.03 (s, 1H), 354
1, 4=~V TFHFT 20— | 820(d J=7.9Hz, 1H), 7.90 (s, 1H), 7.29 (t, =22
B6—AI)IFIL]—6—AF | Hz, 1H), 6.89 (d, /= 2.1 Hz, 1H), 6.86 ~ 6.82 (m,
W—=7=FFJ—1H—'0 | 1H), 6.78 (d, /= 8.3 Hz, 1H), 6.69 ~ 6.66 (m, 1H),

A2, 3—c]FUT—4— | 503(t, J=T7.3Hz, 1H), 4.23 - 4.17 (m, 4H), 3.56 (s,
AWRFHEF 3H), 1.41 (d, J= 7.0 Hz, 3H).

121 N—AY20O32—4—1JL | 'HNMR (400 MHz, DMSO~d,) § 12.05 (s, TH), 324
—6=AFIL—=T7—FFV— | 828(d J=84Hz 1H), 7.95 (s, 1H), 7.37 ~ 7.30
TH=Fan[2, 3—c]E! | (m, 2H), 729 ~ 7.21 (m, 2H), 7.15 ~ 7.09 (m, 1H),

DU —4—hAIRFHIRE 6.77 (d, J=2.7 Hz, 1H), 5.29 ~ 5.13 (m, 1H), 4.83 -
4.67 (m, 2H), 4.04 - 3.91 (m, 1H), 3.86 ~ 3.75 (m,
1H), 3.52 (s, 3H).
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122 | 6=XAF)L—=N—=[1=2AF | 'H NMR (400 MHz, DMSO~d,) & 12.05 (s, 1H), 315
W=2—=(3=AFILAVF | 7.89(d, J=80Hz 1H), 7.77 (s, TH), 7.31 (d, J=
FHY—JL—B—AJL)ITF | 28 Hz, 1H), 6.66 (d, J= 2.7 Hz, TH), 6.14 (s, 1H),
W]I=7—FFV—1H—FE | 437 - 4.23 (m, 1H), 3.55 (s, 3H), 3.07 ~ 2.85 (m,

o2, 3—clEyP—a | 2H), 2.17 (s, 3H), 1.19 (d. J= 6.6 Hz, 3H).
—hILARFHIF

123 | 6—AFI—N—(2—AF | 'H NMR (400 MHz, DMSO-d,) & 12.03 (s, 1H), 324
IL—1—2z=jL—7OF | 821(d, J=88Hz 1H), 7.87 (s, TH), 7.45 - 7.12
W) =T7=FFU—=1H—E | (m, 6H), 6.62 (m, J=29, 1.3 Hz, 1H), 470 (t, /=
Ooof2, 3—clEYSs—4 | 89 Hz, 1H), 357 {s, 3H), 2.10 (m, J=9.1, 6.6 Hz,
—ALRFH IR 1H), 1.02 (d, J= 6.6 Hz, 3H), 0.74 (d, J=6.7 Hz,

3H).

124 | N—[4—{(4—7)LAB7x | 'HNMR (400 MHz, DMSO~d}} & 11.98 (s, 1H), 356
ZIL)FESERODS =3 | 771 {(d, /=84 Hz, 1H), 7.41 (s, 1H), 7.32 - 7.26
—AN]—=6—AF)L—T7— | (m 2H),7.22(t, J=24 Hz, TH), 7.07 (¢, J=8.9 Hz,
*¥v—1H—-Eon[2, 3 | 2H),6.33 -~ 6.30 (m, 1H), 4.92 - 4.81 {m, 1H), 4.18 -
—c]EUT—a—ANE | 410 (m, 2H), 4.07 - 3.99 (m, 1H), 3.82 - 3.74 (m,

FH3F 1H), 3.73 - 3.64 (m, 1H), 3.47 (s, 3H).

125 | 6—AF)I—7—AFY—N | 'H NMR (400 MHz, DMSO-d}) § 12.04 (s, 1H), 322
—FrSY—1—4)L—1 | 824(d, J=86Hz 1H), 7.91 (s, 1H), 7.32 (t, /=26
H=—Eon[2, 3—clEYS | Hz, 1H), 7.27 ~ 7.21 (m, 1H), 7.19 ~ 7.08 {m, 3H),
= A4—=FILRFHER 6.79 ~ 6.75 (m, 1H), 5.31 ~ 5,15 {m, 1H), 3.52 (s,

3H), 3.28 - 3.26 (m, TH), 2.86 - 2.69 (m, 2H), 2.05 -
1.91 (m, 2H), 1.87 - 1.71 (m, 1H).

126 | N—[1—(4—/0A71x= | 'HNMR (400 MHz, DMSO~d;} & 12.04 (s, 1H), 331
WIITFIL]—6—AFIL—7 | 834(d, J=7.7 Hz, 1H), 7.93 (s, 1H}, 7.48 - 7.33
—AFY—1H—-Eral2, | (m 3H),7.29 & J=2.7 Hz, 1H), 6.67 (d, J= 2.0 Hz,
3—clEUD—4—hILER | 1H), 512 (t, J= 7.2 Hz, 1H), 3.57 (s, 3H), 1.46 (d, J
Xk = 7.1 Hz, 3H).

127 | 6—AFJL—N—[2—{o— | 'HNMR (400 MHz, DMSO~¢}} § 12.32 -~ 12.04 (m, | 310
FIJLIITFNI=7—7F | 1H), 748 (s, 1H), 7.32 (d, /=28 Hz, 1H), 7.26 -
—1H=FOQa[2 3—clt | 7.05(m, 4H), 6.24 (d, J= 2.8 Hz, 1H), 4.70 (s, 2H),

Yo —4—=RIRFHIF | 374 (, J=59 Hz, 2H), 3.54 (s, 3H), 3.27 (d, J=0.9
Hz, 1H), 2.94 ~ 2.73 (m, 3H).
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128 | N, 6—TAFJL—7—4F | 'H NMR (400 MHz, DMSO-d;) & 12.13 (s, TH), 310
Y=N—(1=7z=JLTF | 7.64~ 707 (m. 8H), 562 (d, J=16.2 Hz, 1H), 3.53
JL)—1H=—Fon[2, 3— | (s. 3H),3.27 (s, 1H), 2.63 (s, 3H), 1.57 (d, J= 7.0
clEUD—a—hiLRF | Hz, 3H).
BN

129 | N—[1—(4—2)LAB 7T | 'H NMR (400 MHz, DMSO-d,) & 12.04 (s, TH), 314
ZIL)IFIL]—=6—AFI)L | 831{d J=78Hz IH), 7.92 (s, 1H), 7.46 ~ 7.39
—7—=FFU—1H—-EODO |(m, 2H), 729 J=25Hz 1H). 7.18 ~ 7.10 (m,
[2, 3—c]EY—4—H | 2H), 6.69 - 6.65 (m, 1H), 5.14 (t. /= 7.3 Hz, 1H),
JLARFHYIR 3.57 (s, 3H), 1.46 (d, J= 7.1 Hz, 3H).

130 |tert—TFIL3—[[(6—A* | 'HNMR (400 MHz, DMSO-d}) & 12.07 (s, TH), 361
FIL—T7—FFJ—1H—-t | 810 J=58Hz, 1H), 7.32 (t, J= 25 Hz, 1H),
AR[2, 3—c]EFYP—4 | 6.73 - 6.63 (m, 1H), 3.87 (d, /= 8.8 Hz, 2H), 3.55
—HIARZIL) FR/AF (s. 5H), 3.47 ~ 3.39 (m, 2H), 3.27 (t, J= 0.8 Hz, 1H),
WIFTEFO—1—hILEK | 2.82 ~ 2.63 (m, TH), 1.36 (s, 9H).
FS5—k

131 B—AFI—N—(1—2AF | 'H NMR (400 MHz, DMSO~d) & 12.02 (s, 1H), 310
L—1=Dx=JL—IF) |7.95(d J=152 Hz 2H), 7.45 ~ 7.35 (m, 2H), 7.33
—7—FFV—1H—ERRQ | -7.24(m, 3H), 7.21 - 7.12 (m, 1H), 6.63 - 6.55 (m,
[2, 3—clEYT—4—H | 1H), 3.58 (s, 3H), 1.67 (s, 6H).
ILARFHIF

132 | tet—FFIJL2—[[(6—+* | 'H NMR (400 MHz, DMSO-d,) § 12.04 (s, 1H), 390
FIL—7—FFV—1H—t | 790 (s 1H), 7.78 (s, 1H}, 7.31 {t, J= 2.5 Hz, TH),
AR[2, 3—clEYs—4 | 6.76 - 6.66 (m, 1H), 4.35 {d, /= 7.0 Hz, 1H), 3.86
—HILARZIL) PR/IAF (d, /=133 Hz, 1H), 3.54 (s, 3H), 3.36 (m, J= 13.1,
WIERYS —1—AILR | 6.3 Hz, TH), 3.27 (s, 1H), 2.93 (s, TH), 1.71 - 1.34
F5—h (m, 5H), 1.28 (s, 10H).

133 |tert—7FIL4—[[(6—A* | 'HNMR (400 MHz, DMSO-d}) & 12.05 (s, 1H), 390
FIL—T7—FFV—1H-t | 797 (t, J=58Hz 1H), 7.81 (s, 1H), 7.31 (t, J= 2.7
AR[2, 3—c]FYI—4 | Hz, 1H), 6.78 - 6.62 (m, 1H), 4.08 - 3.81 (m, 2H),
—HILARZIL) PR/IAF 3.55 (s, 3H), 3.14 (t, J=86.1 Hz, 2H), 2.85 - 2.60 (m,
WIERYIDY —1—AIAR | 2H), 1.84 - 1.57 (m, 3H), 1.39 (s, 9H), 1.18 — 0.89
5=t (m, 2H).
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134 | tert—7FJ)L2—[[{(6—* | 'H NMR (400 MHz, DMSO-d,) & 12.08 (s, 1H), 391
FIL—T7—A4F/—1H—F | 803(t J=58Hz 1H), 7.85 (s, 1H), 7.32(d, J=2.8
aaf2, 3—clEUs—4 | Hz, 1H), 6.71 (d, J= 2.7 Hz, 1H), 3.92 - 3.77 (m,
=RV FE/IAF 2H), 3.70 (d. J= 13.4 Hz, 1H), 3.52 — 3.43 (m, 1H).
LIEILRY—4—FLA | 3.43 - 3.35 (m, 1H), 3.33 {d, /= 6.0 Hz. 5H), 2.89
Foo5—r (s, 1H), 2.71 = 2.55 (m, TH), 1.39 (s, 9H).
135 | tert—FFI3—=[[(6—A | 'H NMR (400 MHz, DMSO~d,) & 12.06 (s, 1H), 390
FIL=T7—=FFU—1H—E | 798 {t, J=5.8 Hz, 1H), 7.81 (s, 1H), 7.32 (t, J= 2.7
AQ[2, 3—clEUS —4 | Hz, tH), 6.71 (d, J=2.7 Hz, TH), 3.89 (s, 1H), 3.76
—HILRZ L) FEIIAF (d, J=13.2 Hz, 1H), 3.55 (s, 3H), 3.27 (s, 2H), 3.17
WIERYS—1—=Ah)LR | - 3.08 (m, 2H), 2.84 - 2.72 (m, 1H), 1.77 (d, J=
Fo5—k 12.5 Hz, 1H), 1.71 = 1.56 {m, 2H), 1.36 (s, 10H),
1.22 = 112 (m, 1H).
136 | tert—JFJjL2—[[(6—2* | 'H NMR (400 MHz, DMSO-d,) & 12.05 (s, 1H), 275
FIL—T7—FFV—1H—F | 798 (s. 1H), 7.82 (s, 1H), 7.31 (t, J= 2.4 Hz, 1H),
o2, 3—clEYT—4 | 6.71 (s, TH), 3.90 (s, 1H), 3.55 (s, 3H), 1.41 (s, 9H).
—HIVRZIL) FRIIAF
ey —1—-aLR
Fo 35—k
137 tert—JFILI—[[(6—* | 'HNMR (400 MHz, DMSO-d,) & 12.06 (s, 1H), 375
FIL—=T7—=FFV—1H—E | 8.06(t, J=58Hz 1H), 7.82 (s, 1H), 7.32 (t, J=24
AR[2, 3—clEYPr—4 | Hz TH), 6.72 ~ 6.66 (m, 1H), 3.55 (s, 3H), 3.28 ~
—HILRZJL) TR/ AF 3.16 (m, 4H), 3.05 ~ 2.92 (m, 1H), 242 (s, TH), 1.91
LIEAYS —1—h)LR | (d J=55Hz, 1H), 1.58 (d, J=28.8 Hz, 1H), 1.39
F5—k (s, 10H).
138 | tet—TFIL3—[(6—AF | 'H NMR (400 MHz, DMSO-d}) & 12.06 (s, 1H), 375
W=7=FFU—1H=-ERQ | 7.82(s, 1H), 7.75(d, J= 7.5 Hz, 1H}, 7.31 (. J=2.3
A2, 3—c]EJT—4— | Hz, TH), 6.70 - 6.65 (m, 1H), 4.05 - 3.59 (m, 3H),
AIRZILYFTR/IEAR L | 355 (s, 3H), 3.27 (t, J=0.7 Hz, 2H), 2.85 (t, J=
2 =1=AILRFS— 11.6 Hz, 1H), 1.90 (d, J= 8.4 Hz, 1H). 1.71 (s, 1H),
1.39 (s, 10H).
000000
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NMR

m/z

140

N, 6= AFJL—N—[1—
(B=AFNEYzL —2—
AI)—d—EXRYIL]—=7
—FFv—1H-FEonalz,
3—clt YT —4—hiLR
L

'H NMR (400 MHz, DMSO-¢6: & 12.15
(br.s., 1 H), 821 (s, 2H), 7.41 (s, 1 H), 7.33 (s,
1 H), 622 (s, 1H),472(d, J=124 Hz, 2 H),
4.39-4.31 (m, 1 H), 3.53 (s, 3 H), 2.79-2.74
(m, 5 H), 207 (s, 3 H), 1.69-1.66 (m, 4 H)

381

141

N—[1—(5—LF/EUE
D—=2—AN)—4—EX
JUILI =N, 6 =T AF)L
—-7—F4Fv—-1H-EoQn
[2, 3—c]EUD—a4—h
ILRFHIN

'H NMR (400 MHz, DMSO-d6): & 1215
(br.s., 1 H), 8.75-8.72 (m, 2 H), 7.41 (s, 1 H),
733 (s, 1 H), 622 (d, /= 32 Hz, 1 H),
4.85~4.81 (m, 2 H), 448-4.42 {m, 1 H), 353
(s, 3 H), 3.05-2.96 (m, 2 H), 279 (s, 3 H),
1.78-1.72 (m, 4 H)

392

142

N, 6= AFIL—7—4F
Y—=N—[1—-[4—(FJTNL
FOAFIIEYZTD—2—
AN]—4—EXRJSIL]—1
H—tFoo[2, 3—clEys
=4 =R RFHER

'H NMR (400 MHz, DMSO-d6: & 12.15
(br.s., 1H), 8.67(d, J=4.4 Hz, 1 H), 7.42 (s, 1
H), 7.33 (s, 1 H), 7.00 (d, J=5.2 Hz, 1 H), 6.22
(s, 1 H), 479~4.75 {m, 2 H), 4.47-4.39 (m, 1
H), 3.53 (s, 3 H), 2.99-2.92 (m., 2 H), 2.80 (s,
3H) 1.77-1.70 (m, 4 H)

435

143

N, 86— AFIL—T7—FF
Y-N—(1-F35Tv -2
—A{jL—4—ER1J L) —
1TH—Foo[2, 3—c]E)
DU —A4—NILRFHYEF

'H NMR (400 MHz, DMSO-¢6: ¢ 1213
(br.s., 1 H), 8.34 (s, 1 H), 8.06 (s, 1 H), 7.80 (d,
J=24Hz 1 H), 741 (s, 1 H), 7.38-7.31 (m, 1
H), 6.22 (s, 1 H), 4.47-4.34 (m, 3 H), 3.53 (5, 3
H), 2.86-2.79 (m, 5 H), 1.78-1.71 (m, 4 H)

367

144

N, 6= AFJL—N—[1—
(A—AFNEYZL—2—
AI)—d—EXRYIL]—=7
—FFV—-1H-ron[z,
3—clEYTr—a—HLR
FHIR

'H NMR (400 MHz, CD,0D): & 8.14 (d, J=
5.2 Hz, 1 H), 7.40-7.39 (m, 2 H), 6.47 (d, J=
52Hz 1H),636(d J=28Hz 1H) 488 (s,
3 H), 367 (s, 3H), 2.93~2.75 (m, 5 H), 2.32 (s,
3 H), 1.87-1.81 (m, 4 H).

381

145

N, 6—2AFL—T7—FF
Y-N—(1—-FJET -3
—AfI—4—ERYTH)—
1TH—tFoo[2, 3—clEl
T —A4—hIRFYER

'H NMR (400 MHz, DMSC- d¢6): & 12.15
(brs, 1 H), 852 (d, J = 36 Hz, 1 H),
7.42-7.26 (m, 4 H), 6.23 (d, /= 2.4 Hz, 1 H),
450 (d, J=12.4 Hz, 2 H), 4.38-4.32 (m, 1 H),
3.54 (s, 3 H), 2.91-2.85 (m, 2 H), 2.80 (s, 3 H),
1.83-1.75 (m, 4 H).
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146

N—[1—(4—FI/EYE
D=2—=AN)—4—ER
JOJL] =N, 6= AF L
—7—FFV—1H-EOn
[2, 3—c]EUT—a—h
JLARFHER

'H NMR (400 MHz, DMSO-¢6: ¢ 1210
(br.s., 1 H), 8.62(d, J= 4.5 Hz, 1 H), 7.40 (s, 1
H), 7.33 (s, 1 H}, 7.11 (d, J=4.5 Hz, 1 H), 6.22
(s, 1 H), 474-4.72 (m, 2 H), 4.38~4.30 (m, 1
H), 353 (s, 3 H), 2.96-2.86 (m, 2 H)
2.79-2.76 (m, 3 H), 1.76-1.70 (m, 4 H)

392

147

N—[1—(5—2)LA40K"
IV —-2—A)—4—F
RYZIL]I—N, 6= AF )L
—7—FFv—1H-FOoo
[2, 3—clEUD—a4—h
JLARFHEN

"H NMR (400 MHz, DMSC-d6): & 12.15 (s, 1
H), 8.44 (s, 2 H), 7.41 (s, 1 H), 7.33 (s, 1 H),
6.22 (s, 1 H), 4.70-4.65 (m, 2 H), 3.53 (s, 3 H),
3.31-3.28 (m, 1 H), 2.90-2.86 {m, 2 H), 2.79
(s, 3 H), 267 (s, 1 H), 1.72-1.70 (m, 4 H).

385

148

6—AF)I—7—FFJ—N
—(1=-EJzLo—4—1)L
—4—EXRJSIL)—1H—
Hool2, 3—clEyTr—
4—HILRFHIR

"H NMR (400 MHz, DMSO-d6): 8§ 12.05 (s, 1
H), 8.48 (s, 1 H), 8.16 {d, J = 6.4 Hz, 1 H),
7.85-7.79 (m, 2 H), 7.30 (d, /= 2.4 Hz, 1 H),
6.87 (d, J=6.4 Hz, 1 H), 6.68 (d, /= 2.8 Hz, 1
H), 4.38-4.34 (m, 2 H), 4.10~4.08 (m, 1 H),
3.53 (s, 3 H), 3.25-3.04 (m, 2 H), 1.90-1.87
(m, 2 H), 1.46~1.43 (m, 2 H).

333

148

6—AFJL—N—[1—(5—
AFIEYID L —2—AjL)
—4—ENYDNI-T7—F
FU—1H-Fono[z, 3—
clEJS v —a—Ah)LKFx
HIR

"H NMR (400 MHz, DMSC-d6): & 12.03 (s, 1
H), 8.20 (s, 1 H), 7.80-7.78 (m, 2 H), 7.28 (d, J
= 24 Hz, 1 H), 6.67 (d, V= 28 Hz, 1 H),
4.56-4.53 (m, 2 H), 4.10-3.90 (m, 1 H), 3.51
(s, 3 H), 3.03~2.96 (m, 2 H), 2.06 (s, 3 H),
1.85-1.83 (m, 2 H), 1.44-1.39 (m, 2 H).

367

150

6—AFI—N—-[1—(4—
AFILEYRDO —2—=A L)
—4—ERYDLI-T7-F
FU—1H-—-Fnool[2, 3—
clEUS o —a—AhItF
HIF

"H NMR (400 MHz, DMSO-d6): § 12.03 (s, 1
H), 8.19 (d, J=52 Hz, 1 H), 7.81~7.78 (m, 2
H), 7.28 (s, 1 H), 6.67 (s, 1 H), 6.47 {d, J=5.2
Hz, 1 H), 4.63-4.59 (m, 2 H), 4.05-4.02 (m, 1
H), 3.51 (s, 3 H), 299 (t, 4= 11.6 Hz, 2 H),
2.25 (s, 3 H), 1.86-1.84 (m, 2 H), 1.47-1.42
{m, 2 H).
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151

6—AFI—T7—FFY—N
—-(1=E3or—2=-1J
—4—EXRYUIL)—1H—
For[2, 3—clEyT—
4—=FAILRFHIN

'H NMR (400 MHz, DMSO-d8): § 12.07 (s, 1
H), 837 {d, J=12Hz 1 H) 809 (d, =038
Hz, 1 H), 7.89-7.79 {m, 3 H), 7.31 {s, 1 H),
6.71 (s, 1 H), 4.36-4.32 {m, 2 H), 4.10-4.08
{(m, 1 H), 3.54 (s, 3H), 3.06 {t, J=11.6 Hz, 2
H), 1.91-1.89 (m, 2 H), 1.56-1.47 {m, 2 H).

353

152

N—[1—(5—SF/EYUS
Y—2—A0)—4—ER
JONW]—6—AFIL—T—
F¥v—1H-tEno[2, 3
—clEYTr—4—hNKR
FHER

'"H NMR (400 MHz, DMSO-d6): § 12.06 (s, 1
H), 8.74 (s, 2 H), 7.87 (d, J=7.2 Hz, 1 H), 7.79
(s, 1 H), 7.29-7.28 (m, 1 H), 6.66 (s, 1 H),
4.65-4.61 (m, 2 H), 4.11-4.09 (m, 1 H), 3.52
(s, 3 H), 3.24-3.18 (m, 2 H), 1.94-1.91 (m, 2
H), 1.47-1.42 (m, 2 H).

378

153

B—AFI—T7—FFV—N
—[1—[4—(FJZ)xaA
FILEUSD—2—1)1]
—4—EXRJTIJI—TH—
Frnfz, 3—cl]Eon—
4—HILRFHIF

'H NMR (400 MHz, DMSO-d6): § 12.04 (s, 1
H), 8.66-8.63 (m, 1 H), 7.84-7.78 (m, 2 H),
7.28 (d, J= 28 Hz, 1 H), 6.98-6.94 (m, 1 H),
6.66 (d, = 2.8 Hz, 1 H), 458-4.55 (m, 2 H),
4.08-4.06 (m, 1 H), 3.50 (s, 3 H), 3.15-3.12
{(m, 2 H), 1.91-1.86 (m, 2 H), 1.49-1.41 (m, 2
H).

421

154

N—[1—(5—2/L7#Rnt1)
Vv —-2—qJ)L)—4—FE
NS N]—B6—AFIL—7
—FFv—1H-roalz,
3—clEYT s —4—HJLiR
FHIF

'"H NMR (400 MHz, DMSO-d6): § 12.05 (s, 1
H), 843 (s, 2 H), 784-779 (m, 2 H)
7.29-7.28 {m, 1 H), 6.67 (s, 1 H), 4.52-4.48
{m, 2 H), 4.06-4.03 (m, 1 H), 3.51 (s, 3 H),
3.05(t, J=11.6 Hz, 2 H), 1.87~1.84 (m, 2 H),
1.48-1.40 (m, 2 H).

37

155

6—AFI—T7—FFV—N
—(1—EyFY—3—4«
I—A4—ERJI)L)—1H
—rFanAl2, 3—clEyTy
—4—PIAHRFHIF

'"H NMR (400 MHz, DMSO-d6): § 12.07 (s, 1
H). 853 (d, J= 3.6 Hz, 1 H), 7.87-7.82 (m, 2
H), 7.39-7.29 (m, 3 H), 671 (s, 1 H),
4.40-4.36 (m, 2 H), 411-4.10 (m, 1 H), 3.54
(s,3H), 3.08 (t, J=11.6 Hz, 2 H), 1.92-1.89
{m, 2 H), 1.58-1.50 (m, 2 H).

353

156

N—[1—{(4—-LF/EYZ
Y—2—A\)—4—ER
JON]—6—AFIL—T—
F¥*v—1H-EBDnQ[2, 3
—clEYSr—4—-ANR
FHIK

'H NMR (400 MHz, DMSO-d6): § 12.08 (s, 1
H). 8.66 (d, J= 4.5 Hz, 1 H), 7.88-7.82 (m, 2
H). 7.32 (s, 1 H), 7.15(d, J=4.5 Hz, 1 H), 6.70
(s, 1 H), 457-4.54 (m, 2 H), 4.12-4.10 {m, 1
H), 3.55 (s, 3 H), 3.16 (t, /= 11.6 Hz, 2 H),
1.95-1.92 (m, 2 H), 1.53-1.45 (m, 2H).

378
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gooooad

157 N, 8—UAFJL—7—74F | 'H NMR (400 MHz, DMSO-¢,) & 12.14 - | 381
Y—=N—[(1—EJIP— | 1209 (m, 2H), 8.31 (d, J= 4.7 Hz, 2H), 7.41
2—AN—4—ERYIH) | (s, 1H), 7.35 ~ 7.29 (m, 1H), 656 (t, J = 4.7
AFIL]—1H—FOO[2, 3 | Hz, 1H), 6.23 - 6.16 (m, 1H), 462 (d, J=12.8
—clEYL U —4—AIR | Hz 2H), 3.53 (s, 3H), 3.38 - 3.33 (m, 2H), 2.98
FHI (s, 3H), 292 ~ 2.81 (m, 2H), 2.05 - 2.00 {m,

1H), 1.68 = 1.63 (m, 2H), 1.04 ~ 0.99 (m, 2H).

158 N, 68— AFJL—7—#F | TH NMR (400 MHz, DMSO-d6) & 12.08 (s, 381
Y=N—=[(1=F1JIT— | 1H), 844 (s, 1H), 8.12(d, J = 6.2 Hz, 1H), 7.39
4—A)N—4—EXRYIIL) | (s, 1H), 7.32(d, J = 2.8 Hz, 1H), 6.78 (d, J =
AFIL]—1H—FOnO[2, 3| 6.3 Hz, 1H). 6.26 - 6.11 (m, 1H), 4.36 (d, J =
—clEYL L —4—hNIER | 13.0 Hz 2H), 3.52 (s, 3H), 3.41 - 3.32 {m, 2H),

FHIK 2.97 (s, 3H), 2.95 - 2.83 (m, 2H), 2.22 - 1.95

(m, 1H), 1.79 = 1.51 (m, 2H), 1.21 ~ 0.96 {m,

2H).
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.140 (s,0 1H),0 8.470 (d
1H),0 8.150 (d,0 JO =0 6.20 Hz,O 1H),0 7.430 -0 7.250 (m,0 2H),0 6.850 (dd,d JO
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10 (m,O0 1H),0 4.720 -0 4.580 (m,0 2H),0 4.510 (d,0 JO =0 13.10 Hz,O 2H),0 4.330
(s,0 1H),0 2.790 (s,0 5H),0 1.720 (td,0 JO =0 11.4,0 10.2,0 3.80 Hz, O 4H) .LCMSO

M/Z0 (M+H)O 393.
DO00o00O00O00O00O00O00O00O00oO0OoO0oOod

oooOoOoOoOoOoOoo
oooooaQ
EHEHI it&ah4 NMR m/z

160 6—F)IL—N—[1—(2— | 1H NMR (400 MHz, DMSO-d8) & 12.15 (s, tH), | 418 10
SFPI/EYEU —4—A)L) | 867(d. J=4.8Hz 1H), 7.43 ~ 7.22 {m, 2H), 6.99
—4=ERYTIJL]=N—=4# | (d,J =48 Hz, 1H), 6.30 ~ 6.18 (m, 1H), 6.12 - 5.89
FIL—T7—FFV—1H—E | (m 1H), 5.25 - 5.13 (m, 1H), 5.13 - 5.01 (m, 1H),
no[2, 3—clEUP—4 | 477(d, J = 13.0 Hz, 2H), 464 (d, J = 5.4 Hz, 2H),

—FILREHIF 4.36 (s, 1H), 2.93 (s, 2H), 2.80 (s, 3H), 1.90 - 1.60
(m, 4H).

161 6—TFUI—N—AF).—7 | 1H NMR (400 MHz, DMSO-d6) & 12.14 (s, TH), | 393
—FFY=N—=(1—FJI | 847(d J=1.2Hz 1H), 8.15(d, J = 62 Hz, TH), 20
D=4 =) —4=ER1) | 743 ~7.25 (m, 2H), 6.85 (dd, J = 6.4, 1.3 Hz, 1H),

U —1H—EOQ[2, 3 | 6.24(t J=23Hz 1H), 599 (ddt. J = 17.2, 105,
—clEJP—4—HhNR | 53 Hz 1H), 517 (dg, J = 10.3, 1.4 Hz, TH), 513 -
FHIF 5.01 (m, 1H), 4.72 ~ 4.58 (m, 2H), 4.51 (d, J = 13.1
Hz, 2H), 4.33 (s, 1H), 2.79 (s, 5H), 1.72 (td, J =
11.4,10.2, 3.8 Hz, 4H).

162 6—TF" )N —=N—=[1—(6— | 1H NMR (400 MHz, DMSO-d6) & 12.15 (s, TH), | 423
AF YT —4—4 | 8.23(d, J=08 Hz, 1H), 7.34 (d, J = 2.8 Hz, 1H), 30
) —4—ENRYDILI—N | 7.30 (s, 1H), 6.24 (d, J = 2.7 Hz, 1H), 6.10 (d, J =
—AFI—T7—FFY—1H | 09 Hz, 1H), 6.06 - 5.91 (m, 1H), 5.21 - 5.12 {m,

—Eonaf2, 3—clEYTL | 1H), 512 ~ 501 (m, 1H), 4.64 (dt, J = 5.5, 1.5 Hz,
—4—HhILARFHIK 2H}, 4.45 (d, J = 13.1 Hz, 2H), 4.30 (s, 1H), 3.81 (s,
3H), 3.37 - 3.25 (m, 1H), 2.78 (s, 5H), 1.74 - 1.62

(m, 4H).

163 6—TFYI—N—[1—(8, 1H NMR (400 MHz, DMSO-d8) & 12.16 (s, TH), | 433
7—UERFA—5H—3%0 | 830 (s, 1H), 7.35 (d, J = 2.8 Hz, 1H), 7.29 (s, 1H), 20
RUADIEYEY —4—4 | 6.23(d, J = 2.8 Hz, 1H), 6.06 ~ 5.91 (m, 1H), 5.17
V) =a4—=ERYDILI=N | (dg, J =102, 1.4 Hz, 1H), 5.12 ~ 501 (m, 1H), 4.67
—AFI—T7—FFV—1H | - 460(m, 2H), 451 (d, J = 13.1 Hz, 2H), 3.30 (s,

—Eonl2, 3—c]EYYL | 2H), 2.99 (t, J = 7.3 Hz, 2H), 2.94 - 2.85 (m, 2H),
—4—hILRFHIF 2.79 (s, 3H), 2.72 {dd, J = 15.7, 7.8 Hz, 2H), 2.01 ~
1.88 (m, 2H), 1.84 ~ 1.70 (m, 4H).




(154) JP 6639497 B2 2020.2.5
OooooOoO

164 6—=FJIL—=N—AFJ)L—7 | 1H NMR (400 MHz, DMSO~d6) & 12.16 (s, TH), | 461
—AFY—N—[1—[6— | 861(d, J=1.1Hz, IH), 7.38 - 7.27 (m, 3H), 6.25
(RUZILACAFILIEYS | (d. J=27 Hz, 1H), 6.06 - 592 {m, 1H), 5.22 - 5.13
Do—A4—AN]1—4—EXR | (m, 1H), 512 - 502 (m, 1H), 4.68 ~ 4.60 (m, 2H),
JUN]—1H—ERQH[2, 3 | 441 -4.36 (m, 1H), 3.35 - 3.23 (m, 2H}, 2.96 (s,
—c]FUSy—4—h)iR 2H), 2.79 (s, 3H), 1.79 ~ 1.72 (m, 4H).

FHIK

165 6=TFUI—N—=[1-(2, 1H NMR {400 MHz, DMSO~d6) § 12.16 (s, TH), | 421
B—TUAFNEYIU—4 | 7.38 ~ 7.27 (m, 2H), 6.53 (s, 1H), 6.28 ~ 6.21 (m,
—AN)—4—ERYTIL] | 1H), 6.06 - 5.91 {m, 1H), 5.21 = 5.13 (m, 1H), 5.12 -

—N—AFI—T7—FFY— | 501 (m, 1H), 464 (dt, J = 5.4, 1.6 Hz, 2H), 451 (d,
TH—ERHE[2, 3—c]lt | J=13.1Hz 2H), 431 (s, 1H), 281 - 2.76 (m, 5H),
D —4—NNEFHER 2.31 (s, 3H), 2.20 (s, 3H), 1.75 ~ 1.61 (m, 4H).

166 6—FUIL—N—AFJL—7 | 1H NMR (400 MHz, DMSO~-d6) & 12.15 (s, 1H), | 435
—FFU—N—[1—(6—7 | 839(d J=1.1Hz 1H), 7.38 ~ 7.28 (m, 2H), 6.70
AENAEYED —4—=AJL) | (d, J=1.3 Hz 1H), 6.24 (d, J = 2.8 Hz, 1H), 6.06 ~

—4—EARYZNTI—1H— | 591 (m, 1H), 521 = 513 (m, 1H), 5.12 - 5.01 (m,
Faml2, 3—cltEY— | 1H), 4.67 — 4.60 (m, 2H), 452 (d, J = 12.9 Hz, 2H),
4—=NILIRFHIF 3.35 ~ 3.25 (m, 16H), 2.85 ~ 2.76 (m, 5H), 2.56 ~
2.42 (m, 2H), 1.76 ~ 1.57 (m, 6H), 0.98 ~ 0.84 (m,

3H).

167 6—FJIL—N—[1—(6— | 1H NMR (400 MHz, DMSO—-dB) & 12.15 (s, tH), | 435
AV7RENEYED—4 | 840(d, J = 1.0 Hz, 1H), 7.38 ~ 7.28 (m, 2H), 6.68
—AN)—4—ERYDIL] | (d J=12Hz 1H), 6.24 (d, J = 2.8 Hz, 1H), 6.06 -

—N—AFN—7—FFY— | 591 (m, 1H), 521 = 513 (m, 1H), 5.12 - 501 (m,
TH=FRA[2, 3—c]EY | 1H), 4.67 ~ 450 (m, 4H). 3.30 (d, J = 19.9 Hz, 16H),
D=4 —=hANARFHIF | 286 ~ 2.71 (m, 5H), 1.77 ~ 1.66 {m, 4H), 1.17 (d, J

= 6.9 Hz, 6H).

168 6—F7JIL—N—[1—(2— | 1H NMR (400 MHz, DMSO-d6) & 12.15 (s, TH), | 447
LHATAE ) —6—AFIL | 7.37-727(m, 2H), 6.47 (s, 1H), 6.24 (d, J = 2.7
—EYIU—4—A)L)—4 | Hz, 1H), 5.99 (ddt, J = 17.2, 105, 5.4 Hz, 1H), 5.17
—ERYDIL]I=N—AFJL | (dg, J =103, 1.4 Hz, 1H), 5.06 (dq. J = 17.2, 1.6 Hz,
—7—FFY—1H-ERQRQ | 1H) 464 (dt, J=56 1.6 Hz, 2H), 448 (d, J = 13.1
[2, 3—c]FUS—4—FH | Hz, 2H), 4.30 (s, OH), 2.90 ~ 2.67 (m, 5H), 2.18 (s,

LARFHF 3H), 1.89 (tt, J = 7.9, 4.9 Hz, 1H), 1.74 - 1.60 (m,
4H), 0.93 - 0.79 (m, 4H).
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=0 2.6,0 0.70 Hz,O 1H),0 8.380 -0 8.170 (m,0 2H),0 7
Hz,O 1H),0 7.420 -0 7.210 (m,0 2H),0 6.570 (dd,O0 JO
=0 2.6,0 1.70 Hz,O 1H),0 6.250 (dd,0 JO =0 2.8,0 1.50 Hz,O 1H),0 6.070 -0 5.890
(m,0 1H),0 5.240 -0 5.130 (m,0 1H),0 5.130 -0 5.020 (m,0 1H),0 4.670 -0 4.610 (m
,0 2H),0 4.570 (d,0 JO0 =0 13.20 Hz,O 2H),0 4.350 (s,0 1H),0 3.040 -0 2.860 (m,O
2H),0 2.810 (s,0 3H),0 1.950 -0 1.680 (m, O 4H) .LCMSO M/Z0 (M+H)O 459.
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0 1HO NMRO (4000 MHz,O DMSO-d6):0 & 0O 12.190 (s,0 10 H),O 8.680 (s,0 10 H),0 8.4
90 (s,0 10 H),O 7.910 (s,0 10 H),0 7.340 (d,0 JO =0 11.60 Hz,O 20 H),0 7.240 (s,
0 10 H),0 6.630 (s,0 10 H),0 6.240 (s,0 10 H),0 5.99-5.940 (m,0 10 H),0 5.160 (d
,1JO =0 10.00 Hz,O 10 HO ),0 5.060 (d,0 JO =0 17.20 Hz,O 10 H),O0 4.64-4.400 (m, 30
0 50 H),O 3.030 (s,0 20 H),0 2.780 (s,0 30 H),0 1.790 (s,0 40 H).O LCMSO M/z0 (M
+H)0 459.1.
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0000000000000 000000000000000000000000000
0000000000000000000000000000000000000 *HONM
RO (4000 MHz,O DMSO-d6):0 & O 12.030 (s,d 10 H),O0 7.85-7.79(m,0 20 H),0 7.280 (s
,0 10 H),0 7.19-7.150 (m,0 20 H),0 6.93-6.910 (m,0 20 H),0 6.72-6.650 (m,0 20 H)
,03.92-3.900 (m,O0 10 H),O0 3.71-3.680 (m,0 20 H),O0 3.510 (s,0 30 H),O0 2.780 (t,
0 J0 =0 11.60 Hz,O 20 H),O0 1.86-1.840 (m,0 20 H),O0 1.63-1.550 (m,0 20 H) .LCMSO M
/70 (M+H)O 351.1.
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==y iL&h4 NMR m/z

172 N, 6—UAFJL—7—7 | 'H NMR (400 MHz, DMSO-d6): 8 12.18-12.10 | 365
FU=N—=(1=Tx=)L | (brs., 1H), 7.41 (s, 1 H), 7.34 (s, 1 H), 7.23~7.17
—4—ERYZIL)—1H | (m, 2 H), 6.93(d, J=80Hz 2H), 675t J=74
—Fan[2, 3—c]EY Hz, 1 H), 6.22 (s, 1 H), 4.28-4.15 (m. 1 H), 10
D —A4—hILAHRFHE 3.77-3.71 (m, 2 H), 3.53 (s, 3 H), 2.83 (s, 3 H),
N 2.68-2.60 (m, 2 H), 1.93-185(m, 2 H), 1.74-1.72
(m, 2 H)

173 N, 8—ZAFIJL—N— | 'HNMR (400 MHz, CD,OD): & 7.43-7.41 (m, 2 H), | 379
[1—(m—FJ)—4— | 712 (t, J= 7.6 Hz, 1 H), 6.84-6.80 (m, 2 H), 6.70
EXYDILI=T—FFY (d, J=7.2Hz, 1 H), 6.38 (d, /=24 Hz, 1 H),

—1H—-FRE[2, 3— | 3.80-3.60(m, 5 H), 3.00 (s, 3H), 293 - 247 (m, 3
clENT L —4—AJLAR | H), 230(s, 3H), 213 - 202 (m, 2 H), 1.94 - 1.82 20
FHIF {m, 2 H).

174 N, 8—AFJL—7—4 | 'H NMR (400 MHz, CD,0OD): & 7.90-7.71 (m, 4 H), | 432
FU-N-[1-[3—(F 7.43-7.39 (m, 2 H), 6.37 (d, J= 2.4 Hz, 1 H),
D2IALAFIL) T | 3.86-3.83 (m, 2 H), 3.66 (s, 4 H), 3.03 (s, 3 H),
W]l—4—-EXYIjiL]— 2.47-2.39 (m, 2 H), 2.16-2.13 (m, 2 H).

TH—-ERQa[2, 3—c¢]
EUDr—4—hLR¥F
YR 30
175 N, 8—AF)L—7—7# | 'H NMR (400 MHz, CD;0D): § 7.39-7.35(m, 3 H), | 433
FY—N—[1—[4—(F | 718714 {m, 2 H), 7.04 (d, /= 7.2 Hz, 1 H), 6.35
DA LOAFIL) T | (d, J=28 Hz, 1 H), 3.91-3.78 {m, 2 H), 3.65 (s, 3
W]1—=4—E~XYIDIL]— | H), 3.36-3.34 (m, 1 H), 2.97 (s, 3 H), 2.84-2.74 (m,
TH—FRA[2, 3—c] 2 H), 2.07-2.01 {m, 2 H), 1.99-1.87 (m, 2 H).
EUD —4—hLRSF
HIR
176 N, 8—AFJL—7—74 | 'H NMR (400 MHz, CD,0OD): & 7.47-7.36 (m, 2 H), | 379 40
FU—=N—[1—{(p—FJ | 706 {d, J=8.0Hz, 2 H), 6.91 (d, J=7.2 Hz, 2 H),
W) —4—EXRYIjL]— | 6.38(d, J=3.2 Hz, 1 H), 3.70-3.67 (m, 5 H), 3.01
TH—FROA[2. 3—c] (s, 3H), 2.87-2.53 (m, 3 H), 2.25 (s, 3 H),
EUDr—4—hLR¥F 2.13-2.02 (m, 2 H), 1.89-1.83 (m, 2 H).
HIR
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gooooad
177 N—[1—(3—IF/LZ | 'HNMR (400 MHz, CD,0OD): § 7.43-7.42(m, 2 H), | 393
I —4—ERYD 7.18 - 7.12 (m, 1 H), 6.87-6.80 (m, 2 H), 6.76 -
JWI—N, 6—SAF)L— | 671 (m, 1 H), 6.38 (d, /=28 Hz, 1 H), 3.85~3.70
7—AFJ—1H—FDQ | (m, 2H), 3.68(s, 3H), 3.01 (s, 3 H), 2.89 - 2.50 (m,
A2, 3—c]EUS— | 5H), 2.13-2.03 (m, 2 H), 1.95-1.84 (m, 2 H), 1.22
4—AJLARFHIF {t, /= 8.0 Hz, 3 H).
178 N—[1—(4—IF)ILZ | 'HNMR (400 MHz, CD,0OD): § 7.43-7.41(m, 2 H), | 393
I —4—ERYD | 709(d, J=84 Hz, 2 H), 693 (d, J=6.8 Hz, 2 H),
IWI—=N, 6 =TAF)L— | 6.38(d, J= 24 Hz, 1 H), 3.75-3.60 (m, 5 H), 3.01
7—=FFV—1H=FO | (s, 3 H) 2.80~2.49 (m, 5 H), 2.10~2.02 (m, 2 H),
A[2, 3—clETS— 1.90-1.79 (m, 2 H), 1.20 {t, J= 7.6 Hz, 3 H).
4—=AILARFYIN
179 N—[1—(3—4v70rt | 'H NMR (400 MHz, CD,0D): § 7.43~7.41(m, 2 H), | 407
L7 L)—4—EA) | 716 (t, J=7.8 Hz, 1 H), 6.87-6.72 {m, 3 H), 6.38
TI]—N, 6—TAF)L | (d, J=3.2 Hz, | H), 3.83-3.71 (m, 2 H), 3.68 (s, 3
—7—4FJ—1H—E | H}, 3.01 (s, 3H), 2.97-2.46 (m, 4 H), 2.13-2.03 (m,
A2, 3—c]EYT | 2 H), 1.95-1.80 (m, 2 H), 1.24 (d, J=7.2 Hz, 6 H).
—4—HILARFHER
180 N—[1—{(4—4v70OE | 'H NMR (400 MHz, CD,0D): § 7.47-7.34(m, 2 H), | 407
W) —4—E~A1) | 712(d, J=84 Hz, 2 H), 694 (d, J=7.2 Hz, 2 H),
UI]—=N, 6= AF)L | 6.38(d, J=3.2 Hz, 1 H), 3.76~3.60 (m, 5 H), 3.01
—7—FFV—1H—tE | (s,3H), 2.97-2.45 (m, 4 H), 2.13-2.02 (m, 2 H),
nAf2, 3—clEyTy 1.90-1.82 (m, 2 H}, 1.22 (d, J= 6.8 Hz, 6 H).
—4—HIRFHEN
gooooad
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000000000000 0000000000000000000000000000
0000000000000000000000000000000000000000
00000000000 000000000000000000000000000000
000000000000 0O000000000000000000000000000
0000000000 I NMRO (4000 MHz, O DMSO-d6):0 & O 12.110 (s,0 10 H),0 7.38
-7.300 (m,0 20 H),0 6.160 (d,0 JO =0 3.20 Hz,O 10 H),0 3.500 (s,0 30 H),0 2.900

(s,0 30 H),0 2.65-2.640 (m,0 20 H),0 2.060 (s,0 30 H),0 1.73-1.490 (m,0 70 H),O
1.06-1.050 (m,0 40 H).LCMSO M/ZO (M+H)O 331.2.
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oooao
EEH | cEDA NMR m/z

182 N—[2—(1—IF/L— | 'HNMR (400 MHz, CD,0D}: & 8.52 (s, 1 H}, 7.41 345
4—ERYDIL)TFIIL] | (d, J=36Hz 2H), 637 (d, J=24 Hz. 1 H),

—N, 6—TAFL—7 | 3.68-3.50 (m, 7 H), 3.13-3.32 {m, 5 H), 3.00-2.70
—FFU—1H-ECO | (m, 2 H), 214-2.10 (m, 1 H), 1.82-1.42 (m, 5 H),
[2, 3—clEYL—4 | 1.34-121 (m, 4 H)

—AJLRFH IR

183 N—[2—(1—4Y70 | 'HNMR (400 MHz, CD,OD): § 851 (s, 1 H), 359
EiL—4—E~XYSIL) | 748-7.37 (m, 2 H), 6.38 (s, 1 H), 3.70~3.33 {m, 7
IFIL]I—N, 6—AF | H), 3.10-2.75 (m, 6 H), 2.20-2.00 (m, 1 H),
W—7—FFY—1H— | 1.85-1.40 (m, 5 H), 1.38-1.10 (m, 7 H)

Fom[2, 3—c]EUT
—=4—h)LRFHYER

184 N—[2—(1—%07 | 'HNMR (400 MHz, CD,OD): § 8.48 (s, 1 H), 371
FIL—4—EXRYZ)L) | 7.39-7.38 (m, 2 H), 6.34 (d, /= 3.0 Hz, 1 H),
IFI/IL]—N, 6—LAF | 3.84-3.32 (m, 7 H), 3.06 (s, 3 H), 2.82 ~2.52 {m, 2
=7 —FAFJ—1H— | H), 2.37 ~2.25 (m, 2 H), 2.19 ~2.10 (m, 2 H),

Eoo[2, 3—clEYY | 2.08-1.96 (m, 2 H), 1.91-1.77 (m, 2 H), 1.73- 1.51
—4—=hILRFHIF | (m 4 H), 144 -1.16 (m, 2 H).

185 N—[2—[1—{(2—AF | 'HNMR (400 MHz, CD,OD): 8§ 8.52 (s, 1 H), 7.39 375
FOIFI)—4—EXR | (d, J=28Hz 2H) 634 (d, J=20Hz, 1 H),
JLJL]ITFIII—N, 6 | 3.76-3.44 (m, 8 H), 3.37 (s, 3 H), 3.22-3.18 {m, 2
—DAFIL=T7—FF | H), 3.06 (s, 3 H), 2.99-2.53 (m, 3 H), 2.25~1.90
—1H—-FoOo[2, 3— | (m, 1 H), 1.75-1.25 (m, 6 H).
clEC—4—ALR
FHIR

186 N—[2—(1—3%07 | 'H NMR (400MHz, DMSO-d6): 6 11.40 (s, 1 H), 301
BEL—4—ERYD 8.86 (s, 1 H), 8.30 (s, 1 H), 8.22 (s, 1 H), 403 (s, 3
JL)IFIL]—N, 6= | H), 250 (g, J= 1.6 Hz, 2 H), 2.44 (s, 3H), 1.05 (t,
AFI—=7—=FFU—1 | J=76Hz 3H).

H—tErnQ[2, 3—clt
Jorv—a—hLREH
2R
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0 0 O O *HO NMRO (40000 MHz,0 €D30D):00 & 0 7.400 (s,0 20 H),0 6.350 (d,

.40 Hz,O 10 H),O0 3.670 (s,0 30 H),0 3.50-3.450 (m,0 20 H),0 2.920 (s,O
30 Hy,O 2.

91-2.890 (m,O0 20 H),O0 2.39-2.320 (m,0 20 H),O0 2.20-2.110 (m,0 40 H),O

1.81-1.580 (m,O 100 H),O 1.19-1.120 (m,O 20 H).LCMSO M/zO (M+H)O 385.20.
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SE e A=t/ .E NMR m/z
188 N, 6—UAFIL—N— | 'H NMR (400 MHz, DMSO-d6): § 12.14 (s, 1 H), | 317
[(1=AF N —4—EAR1) | 740 (s, 1 H), 7.33(d, J=24Hz, 1 H), 617 (d.
DI AFN]—T—FF | J=2.4Hz 1H), 352 (s, 3H), 3.32-3.30 (m, 2 H),
Y—1H—FOo[2, 3— | 298 (s, 3H) 2.75-2.70 (m, 2 H), 2.10 (s, 3 H),
clEYL s —4—AJLR | 1.78-1.75 (m, 3 H), 1.69-1.45 (m, 3 H), 1.20-0.80
FHIF (m. 2 H)
189 N—[(1—=>4207F)L— | 'H NMR (400 MHz, CD,0D): & 850 (s, 1 H), 357
4—ERYDIL) AFIL]— | 7.41-7.39 (m, 2 H), 6.34 (d, J= 2.8 Hz, 1 H), 3.66
N, 6—LAFIL—T7—F (s, 3 H), 3.53-3.34 {(m, 5 H), 3.09 (s, 3 H),
FU—1H—FOA[2, 3 | 2.75-2.65 (m, 2 H), 2.40~1.75 (m, 9 H), 1.70-1.45
—clEYT—4-AL (m, 2H)
RFEHIF
190 N—[(1—av7ar/L— | 'HNMR (400 MHz, CD,0OD): & 852 (s, 1 H). 345
4—ERYDIL)AFIL]— | 7.40-7.38 (m, 2H), 633 (d, J=28Hz 1H).
N, 6—UAFJL—7—74 | 364(s 3 H) 353-3.34 (m, 4 H), 3.08 (s, 3 H),
FY—1H-FOQ[2, 3 | 3.06~2.88 {m, 2 H), 2.30~1.80 {(m, 2 H), 1.60 (m, 2
—clEor—a—-hjL H), 1.40~1.25 (m, 6 H)
REFEHIR
191 N—[(1—IF/L—4—F | 'HNMR (400MHz, DMSO-d6): § 1207 (s, 1 H), | 331
RS AFIL]I=N, 6 | 824 (s, 1 H), 7.91 (t, J=52Hz, 1 H), 7.77 (s, 1
—UAFI =T —=FFY H), 7.30 (s, 1 H), 6.67 (s, 1 H), 3.52 (s, 3 H),
—1H—FBoA[2. 3—c] | 3.26-323(m, 2 H), 2.91 (d, J=11.2 Hz, 2 H),
EJo —a4—hILAiRF4 | 252 (s, 3 H), 2.34-2.31 (m, 1 H), 1.86 (t, J=10.8
2R Hz, 2 H), 169 (d, J= 11.6Hz, 2 H), 1.46 ~ 1.40 (m,
2H), 1.21-1.14 (m, 2 H), 0.99 (¢, J= 7.2 Hz, 3 H).
192 N—[{(1—=4070E )L | 'H NMR (400 MHz, DMSO~d6): 8 1190 (s, 1 H), | 343

—4 =BT )L AF L]
—N, 6D AFIL—T—
¥ —1H-tonl2,
3—clEYT—4—-A)L
RFHIF

716 (s, 1 H), 7.10 (s, 1 H), 595 (s, 1 H), 3.30 (s, 3
H), 3.07-3.00 (m, 3 H}, 2.71 (s, 3 H}, 2.69~2.64
{m, 2 H), 1.88-1.65 (m, 2 H), 1.49 - 1.26 (m, 5 H),
0.16~0.13 (m, 2 H}, 0.04~0.01 (m, 2 H).
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193

N—[[1—(2=ARFST
FI)—=4—=ERYI L] A
FIL]I=N. 6= AF)L
—7—FF%V—1H—-ER
Aaf2, 3—clEPr—4
—ANARFYIF

"H NMR(400 MHz, DMSO~dé): § 12.08 (s, 1 HJ,
7.91-7.85(m, 1 H), 7.79 (s, 1 H), 7.31 (d. J=2.8
Hz, 1 H), 6.69 (d, /=28 Hz, 1 H), 3.54 (s, 3 H),
340 (t, J=64Hz, 2 H), 326 (d, J=52Hz 2 H),
321 (s,3H),282(d, J=11.6 Hz, 2 H), 2.41 (t, J
= 6.4 Hz, 2 H), 1.89 (t, J=10.8 Hz, 2 H), 1.65 (d,
J=11.6 Hz, 2 H), 1.47-1.41 {m, 2 H), 1.24-1.21
(m, 1 H), 1.18~1.09 {m, 2 H).

361

194

N—[(1—=~_T)L—4—

ERYDIL) AFIL]—N,

B—TUAFIL—T—FFY

—1H-¥Fonal[2, 3—¢]

EJor —a—hiLR¥4
K

I

"H NMR(400 MHz, CD,0OD): & 7.40 (s, 1 H), 7.39

(s, 1 H),7.31-7.28 {m, 5 H), 6.34 (d. J= 2.4 Hz, 1

H), 3.67 (s, 3 H), 3.52-3.50 (m, 4 H), 3.06 (s, 3 H),

2.93-2.85 (m, 2 H), 2.10-2.04 {m, 2 H), 1.67-1.02
(m, 5 H).

393

195

N, 6= AF )L —N—
[[1—={o=FJLAFIL)
—4—ERYZILIAFIV]
—7—#FV—1H—-ER
Aaf2, 3—clEPr—4

—AIRFHIF

'H NMR(400 MHz, CD,0D): & 7.40-7.38 (m,
2H), 7.23-7.15 (m, 4 H), 6.34 (d, J=2.8 Hz, 1 H),
3.66 (s, 3 H), 3.49-3.45 (m, 4 H), 3.08 (s, 3 H),
2.96-2.93 (m, 2 H), 2.35 (s, 3 H), 2.06-2.00 (m, 2
H), 1.76-1.24 (m, 5 H).

407

196

N, 6—DAFIL—T7—F
FU—=N—=[[1—(p—FV)
WAFI) —4—ERYD
JLIAFIL]—1H—EOQ
[2, 3—c]E)Y s —4—
AILRFHIR

'H NMR(400 MHz, DMSO-d6): § 12.13 (s, 1 H),

738 (s, 1 H). 7.32(d, J=24 Hz, 1 H}, 7.12-7.08

(m, 4 H), 617 (d, J=3.2Hz, 1 H), 3.52 (s, 3 H),

3.33-3.30 (m, 4 H), 2.93 (s, 3 H), 2.74-2.71 (m, 2

H), 2.26 (s, 3 H), 1.88~1.85 (m, 2 H), 1.66—1.54
(m, 3 H), 1.09-1.05 (m, 2 H).

407

197

N, 6= AFIL—T7—F
FU-=N-[[1-01=7
IZILIFIL)—4—ER
DI AFIL]—1H-FE
oAz, 3—clEFYPL—
4—AJILRFHIR

'H NMR (400 MHz, DMSO-d6): 8 12.09 (s, 1 H),
7.33 (s, 1 H), 7.27-7.22 (m, 6 H), 6.12 (d, /= 2.4
Hz, 1 H), 3.48 (s, 3 H), 3.27-3.25 (m, 2 H), 2.86 (s,
3 H), 2.65-2.63 (m, 1 H), 2.50-2.47 (m, 4 H),
1.83-1.80 (m, 3 H), 1.77-1.56 {m, 2 H), 1.22-1.20
(m 3 H)

406
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198

N=[[1=[(2=~0a7
TZIL)AFIL]—4—ER
U JLTAFIL]—=N, 6—
CAFIN—T—FFI—1
H—tono[2, 3—clty
Dr—a4—hILARFHER

'H NMR (400 MHz, DMSO-d6): 8§ 12.13 (s, 1 H),
7.44-7.39 {m, 3 H), 7.32-7.24 {m, 3 H), 6.18 (d, J
=24 Hz, 1 H), 353 (s, 5 H), 2.94 (s, 3 H),
2.78-2.75 (m, 2 H), 2.50-2.47 (m, 2 H), 2.02-1.98
(m, 2 H), 1.70-1.57 (m, 3 H), 1.24-1.20 (m, 2 H).

427

199

N—=[[1=[(3=%~an7
T=IL)AFL]—4—ER
DOIIAFILI—N, 6—
CAFIN—T—FFI—1
H—tono[2, 3—clty
D=4 —=HILARFHER

"H NMR (400 MHz, CD,0OD): 6 7.40~7.29 {m, 6
H), 6.34 (d, J= 2.4 Hz, 1 H), 3.67 (s, 3 H),
3.52-3.42 (m, 4 H), 3.08 (s, 3 H), 2.80-2.86 (m, 2
H), 2.04-1.98 (m, 2 H), 1.77-1.63 (m, 5 H).

427

200

N—=[[1=[(4=2n7
IZIL)AFL]I—4—ER
U JLTAFIL] =N, 6—
DAFI—=T—=FF -1
H—tono[2. 3—cltEy
D —a4—FhIILARFHER

"H NMR (400 MHz, DMSO ~d6): & 12.08 (s, 1 H),
7.34-7.25 (m, 6 H), 6.12 (s, 1 H), 3.48 (s, 3 H),
3.36-3.31 {m, 2 H), 2.89 (s, 3 H), 2.70~2.68 (m, 2
H), 2.50-2.47 (m, 2 H), 1.86~1.84 (m, 2 H),
1.63-1.51 {m, 3 H), 1.13-1.10 {m, 2 H).

427

201

N—=[[1=[(2=Z,418

I ) AFIL]—4—E

ARYCIIAFIL]I—N, 6

—UAFIL =T —FFY

—1H-¥Fonl[2, 3—c]

o —a—hilhF4
k

1

'H NMR (400 MHz, DMSO~d6): § 1212 (s, 1 H),
7.38-7.28 (m, 4 H), 7.17-7.11 (m, 2 H), 6.17 (s, 1
H), 3.52-3.48 (m, 5 H), 2.93 (s, 3 H), 2.75-2.71
(m, 2 H), 2.50~2.47 (m, 2 H}, 1.97-1.92 (m, 2 H),
1.66-1.56 {m, 3 H), 1.10-1.08 {m, 2 H).

411

202

N—=[[1=[(3=2)L418
TIZJL)AFII]—4—E
RYZILIAFIL]I—N, 6
—DAFI =T —FFV
—1H—-FonQl2. 3—c]
HUTow —a—haiLhyx4
&

1

'H NMR (400 MHz, DMSO-d6): 8§ 12.13 (s, 1 H),
7.39-7.31 {m, 3 H), 7.12-7.07 (m, 3 H), 6.17 (s, 1
H), 3.52 (s, 3 H), 3.44 (s, 2 H), 2.93 (s, 3 H),
2.76-2.71 (m, 2 H), 2.50-2.47 (m, 2 H), 1.91-1.89
(m, 2 H), 1.68-1.56 (m, 3 H), 1.18~1.15 (m, 2 H).

411
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203 N—[[1—[(4—2)L#O | 'H NMR (400 MHz, DMSO-d6): § 1213 (s, 1 H), | 411
TIZA)AFII—4—FE | 7.38-7.29 (m, 4 H), 7.13-7.09 (m, 2 H), 6.17 (s, 1
AR ILIAFIL]I—N, 6 H), 3.52 (s, 3 H), 3.40 (s, 2 H), 2.93 (s, 3 H),
—DAFI =T —FFY 2.74-2.71 (m, 2 H), 2.50-2.47 (m, 2 H),
—1H—Foa[2. 3—c¢] | 1.88-1.82(m, 2 H), 1.66-1.57 (m, 3 H), 1.15-1.08
EJow —4—ALR (m, 2 H).

ik

204 N, 6—DAFI—N— 'H NMR (400 MHz, CD,0D): § 12.13(s, T H), | 406
[[1—=(m—=FJJLAFIL) | 738(s 1 H),7.32(s, 1 H), 7.19-7.15 (m, 1 H),
—4—EARYDILIAFIL] | 7.06-7.02 (m, 3 H), 6.17 (s, 1 H), 3.52 (s, 3 H),
—7—AFJ—1H—FED | 336(s, 2 H), 293 (s, 3 H), 2.74-2.71 (m, 2 H),
A[2, 3—c]EYP—4 | 227 (s, 3 H), 1.88-1.85 (m, 2 H), 1.67-1.55 (m, 3

— NI ARFHER H), 1.15-1.08 (m, 2 H).

205 N—[{1—=342a~2F)L | 'HNMR (400 MHz, CD,OD): & 7.40(s, 2 H),6.35 371
—4—EARYDIL)AFIL] | (d, J=3.2Hz 1 H), 3.67 (s, 3 H), 3.49-3.45 (m, 2
=N, 6=UAFIL—T— H), 3.09-2.93 (m, 5 H), 2.55-2.52 (m, 1 H),
AFV—1H—-Fnonlz, 1.91-1.40 {m, 15 H).
3—clEY—4—-A

RFEHIF

206 N—[[1—=(2a~F> | '"HNMR (400 MHz, CD,0OD): 6 7.43(s, 1H), 7.42 | 399
WAFIL) —4—=EAR1JT | (s, 1 H), 636 (s, 1 H), 3.68 (s, 3 H), 3.50-3.45 (m,
JLIAFIL]I—N, 6 =4 | 4H), 3.11 (s, 3 H), 2.90-2.85 (m, 4 H), 2.12-1.71
FI—=T7—=FFY—1H— | (m, 10H), 1.37-1.22 (m, 4 H), 1.10~1.06 (m, 2 H).
Fop[2, 3—c]EUTw

—4—NILRFHER
gooooad
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0000000000000 O000000000000000000000000000

0000000000000 000000000000000000000%HO NMRO (40
00 MHz,O DMSO-d6)0 & O 12.120 (s,0 2H),0 7.390 -0 7.290 (m,O 3H),O0 6.180 (d,0 J

0 =0 2.80 Hz,O 2H),0 3.720 -0 3.670 (m,0 1H),0 3.520 (s,0 5H),0 2.910 -0 2.780 (
m,0 2H),0 2.280 -0 2.230 (m,0 3H),0 2.050 -0 1.950 (m,0 3H),0 1.840 -0 1.650 (m,
0 4H),0 1.630 -0 1.560 (m,0 2H),0 0.880 -0 0.800 (m, O 6H).LCMSO M/ZO (M+H)O 345.

goooad
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00o00DO0OO0o0Oooao
goooad
Emf | ceha NMR m/z
208 N—[1—(i%07 | 'HNMR (400 MHz, DMSO-d,) & 1212 (s, 1H), 7.39 - 343
BEIAFIL)—4— | 7.29 (m, 2H}, 6.19 (d, = 2.7 Hz, 1H), 3.52 (s, 3H),
EAXRIJSIL]—N, 6 | 3.30 (s, 31H), 3.03 - 2.98 (m, 2H), 2.83 (s, 3H), 2.29 —
—DAF I —T7—F | 2.24 {m, 2H), 1.86 ~ 1.81 (m, 2H), 1.81 ~ 1.73 {m, 1H),
XY —1H—-FQAM[ | 1.60(d J=10.8 Hz 2H), 0.80 {d, /= 8.1 Hz, 1H), 0.49
[2, 3=—¢]EJT | ~0.39 (m, 2H), 0.13 ~ 0.02 (m, 2H).
—4—HhILARFHZ
K
209 Trans—N—{3—7 | 'H NMR (400 MHz, DMSO-¢d,) § 12.07 (s, 1H), 8.02 335
LA —1—a49Y7F | (d, /=83 Hz, 1H), 7.80 (s, 1H), 7.37 ~ 7.26 (m, 1H),
AEIL—4—FE~R1) | 669 (dd, /=28, 1.6 Hz, 1H), 4.52 (dtd, /= 50.3, 9.6,
D) —6—AF I | 50Hz 1H), 3.91 (d, /= 7.1 Hz, 1H), 3.56 (s, 3H), 3.21
—7—FFYV—1H | - 3.06 (m, 1H), 2.94 - 2.60 (m, 2H), 2.29 — 2.08 (m,
—rFon[2, 3—cl | 2H), 1.89 (d, = 14.6 Hz, 1H), 1.50 {tt, J= 12.5, 6.1
1o —4—HhJL | Hz 1H), 0.98 (dd, J= 6.6, 3.3 Hz, 6H).
REFHIF
Ooooogood
0ooooooo
gooooooogogooggogoooggoDoyooDooooo oo ogoooao
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A—AFJ—4—ERJL | (5,1 H),738(d, J=28Hz, 1 H),673(d, /=24
WO AFI]—6—AFJL— | Hz, 1 H) , 367 {5, 3 H), 350-3.10 {m, 7 H),
7—AFV—1H—-FOO | 1.86-1.83 (m, 2 H), 1.71-1.67 {m, 2 H), 1.37 (d, /=
[2, 3—c]ED s —a4— | 80Hz 8 H)1.12 (s, 3H).
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E A iL&MmA NMR m/z
214 N, 6—UAFIL—7—7F | 'HNMR (400 MHz, DMSO-d,) & 7.41 - 712 (m, | 383
Y=N—=[1=(1=2x=JL | 7H). 616 (d. /=2.7 Hz. TH). 3.51 {s, 3H), 3.48 ~
IFIL)—4—EARYIJL] | 3.37 (m, 1H), 3.09 - 2.59 (m, 4H), 1.94 — 1.59 (m,
—1H-—FBona[2, 3—c]t 6H). 1.33 - 1.23 (m, 3H).

o —a4—AIRFHIR

215 | N—=[1—=[{2—37/7x= | 'HNMR (400 MHz, DMSO-d;) § 12.12(s, 1H), | 404
JLYAF L] —a4—ER1T | 780 (ddd, J=80, 4.0, 1.3 Hz, 1H), 7.72 ~ 7.62 (m,
JWI—N, 6= AFJL—7 | 1H), 7.60 - 7.52 (m, 1H), 7.51 — 7.41 {m, 1H), 7.39 -
—AFV—1H—rnal2, | 7.29 (m, 2H), 6.19 (d, J= 2.7 Hz, 1H), 361 (d, J=
3—c]EYT —a4—HhILR | 5.8 Hz, 2H), 3.52 (s, 3H), 2.82 (s, 5H), 2.12 ~ 2,01

FHIF (m, 2H), 1.86 ~ 1.72 (m, 2H), 1.66 ~ 1.58 (m, 2H).

216 | N—=[1—=[(2=2)LbFRA7x | 'HNMR (400 MHz, DMSO-d;) 8 12.11 {s, 1H), | 397
ZILAFIL]—4—ERYD | 7.44 - 7.25 (m, 4H), 7.21 - 7.09 (m, 2H), 6.18 (d, J
JLI=N, 6 =D AFL—7T | =27 Hz, 1H), 3.99 (s, TH), 3.54 — 3.44 (m, 5H), 2.92
—F4FY—1H-—rnl2, |- 2.80(m, 5H), 201 ~ 1.93 (m, 3H), 1.87 ~ 1.69 (m
3—clEUT—4=hNR 3H), 1.65 ~ 1.56 {m, 2H).

FHIF

217 N—(1—AU_F)L—4 | 'HNMR (400 MHz, DMSO-d;) § 12.11 (s, 1H), | 358
—EANRYDIL) =N, 6= | 7.38~7.28 (m, 2H), 6.18 (t, J=2.1 Hz, 1H), 3.96 (s,
FI—=T7—=FFJ—=1H—E | 1H). 3.52 (s, 3H), 3.30 (d, J= 18.3 Hz, 1H), 2.89 (d,
AR[2, 3—c]EYP—4 | J=86 Hz, 2H), 2.82 (s, 3H), 2.27 - 2.19 (m, 2H),

—RILRFHIF 1.82 =~ 1.69 (m, 5H), 1.63 ~ 1.47 (m, 3H), 1.28 (g, J
= 7.2 Hz. 2H), 0.85 (d, /= 6.6 Hz, 6H).

218 N, 6= AFIL—7—=7F | 'HNMR (400 MHz, DMSO~d) 6 1211 {s, 1H), | 383
Y—=N—[1=(p—hJ A | 7.33(d, /=188 Hz, 2H), 7.19 - 7.07 (m, 4H), 6.18
FIL)—4—ERYJZIL]—1 | (d, J=2.7 Hz, 1H), 3.99 (s, 1H), 3.52 (s, 3H), 3.40 -
H—too[2, 3—c]EYY | 3.23 (m, 5H), 2.88 ~ 2.80 {m, 5H), 2.27 (s, 3H), 1.91

Y —4—NJRFHER ~1.86 (m, 2H), 1.85 - 1.71 (m, 2H), 1.63 ~ 1.55 (m,
2H).
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219

N—=—[1= (220X F)L A

FI)—4—ERYI)]—

N, 6=UAFIIL—T7—FF

Y—1H—-tRAn[2, 3—cl

B o —4—hilRA 43
N

'"H NMR (400 MHz, DMSO~d},) & 12.11 (s, 1H),
7.38 - 7.28 (m, 2H), 6.21 ~ 6.15 (m, 1H), 3.96 (s,
TH), 3.52 (s, 3H), 2.81 (d, J= 8.9 Hz, 2H), 2.82 (s,
3H), 2.17 - 2.10 (m, 2H), 2.08 ~ 1.95 {m, TH), 1.83 ~
1.72 (m, 5H), 1.69 - 1.41 (m, 9H), 1.21 - 1.08 (m,
2H).

371

220

N—[1-[(3—37/7x=

JLYAF LTI —4—ER) D

JVI=N, 6= AF)L—7

—FFV—1H-rFoo[2,

3=clEYTr—a—-hLR
FHER

"H NMR (400 MHz, DMSO-d;) & 12.11 (s, 1H),
7.75 ~ 7.68 (m, 2H), 7.64 (d, J= 7.9 Hz, 1H), 7.54 (t,
J=7.9Hz, 1H), 7.39 - 7.28 (m, 2H), 6.18 (d, J= 2.7
Hz, 1H), 4.01 (s, 1H), 3.51 {d, /= 6.5 Hz, 5H), 2.84

(s, 5H), 2.72 (d. J=10.8 Hz, OH), 1.99 ~ 1.94 (m,

2H), 1.88 ~ 1.75 (m, 2H), 1.65 ~ 1.57 {m, 2H).

404

221

N=—[1—=[{4—ARFi Tz

ZILYAFIL]—4—ERYD

JUI—N, 6—CAF)IL—7

—FFU—1H-Fpn[2,

3—c]EUTr—a—hLR
FHIF

'H NMR (400 MHz, DMSO~d};) & 12.11 (s, 1H),
7.38 - 7.28 (m, 2H), 7.21 - 7.14 {m, 2H), 6.91 - 6.83
(m, 2H), 6.18 (d, /= 2.7 Hz, 1H), 3.98 (s, 1H), 3.73
(s, 3H), 3.52 (s, 3H), 3.35 (s, 2H), 2.82 (s, 5H), 1.87

(s, 2H), 1.84 ~ 1.70 (m, 2H), 1.63 ~ 1.55 {m, 2H).

409

222

N—[1-[(3—ApFI Tz

ZILAFIL]—A—ERYD

JLI=N, 6 =S AFIL—7

-F¥Fv—-1H—-ERnalz,

3—clEUPr—4—HiLR
FHIK

'H NMR (400 MHz, DMSO-d;) § 12.11 (s, 1H),
7.39 - 7.28 (m, 2H), 7.22 (t, J= 7.8 Hz, 1H), 6.89 -
6.76 (m, 3H), 6.18 (d, J= 2.8 Hz, 1H), 4.00 (s, 1H),
3.73 (s, 3H), 3.52 (s, 3H), 3.40 (s, 2H), 2.83 (s, 5H),
1.94 ~ 1.89 (m, 2H), 1.87 - 1.73 (m, 2H), 1.64 - 1.56

(m, 2H).

409

223

N—[1—[{(2—%0On7z=

IIAFIL]—a—ERYS

JLI=N, 6= AF)L—7

—4Fv—-1H-Fnal2,

3—clEUC s —4—AiLR
FHIF

'"H NMR (400 MHz, DMSO-d}) 8 12.12 (s, 1H),
7.52 - 7.43 (m. 1H), 7.45 ~ 7.23 {m, 5H), 6.19 (d. J
= 2.8 Hz, 1H), 4.07 (s,1H), 3.56 ~ 3.50 (m, 5H), 2.92
~ 2.81 {m, 5H), 2.06 ~ 2.01 {(m, 2H), 1.88 ~ 1.74 (m,

2H), 1.66 ~ 1.58 (m, 2H).

413

224

N—[1—[{3—/0n7z=

JLYAF LI —4—ERYS

JLI—N, 6 =S AFL—7

—FFv—-1H-trnnlz,

3—clEyTr—4—hiLR
FHIF

'"H NMR (400 MHz, DMSO~¢}) & 12.11 (s, 1H),
7.39 -~ 7.21 (m, 8H), 6.18 {d, J= 2.8 Hz, 1H), 4.00
(s, 1H), 3.52 (s, 3H), 3.44 (s, 3H), 2.86 — 2.81 (m,
5H), 2.02 - 1.91 (m, 3H), 1.88 ~ 1.70 {m, 3H), 1.65 ~
1.57 {m, 2H).
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225 N=[1—(2=ArFLITF | 'HNMR (400 MHz, DMSO~d}) & 12.11 (s, 1H), | 347
W) —4—ERJIIL]—N, | 7.38 - 7.28 (m, 2H), 6.18 (dd, J= 2.7, 1.4 Hz, 1H},
B—UAFI—T7—FFU— | 3.96 (s, TH), 3.52 (s, 3H), 3.39 (t, J= 5.8 Hz, 2H),
TH—EQR[2, 3—clt | 3.21 (s, 3H), 2.91 (d. J= 10.9 Hz, 2H), 2.82 (s, 3H),

Do—a4—R)RFHIF | 253 (s, 1H), 2.43 (t, J=5.9 Hz, 2H}, 1.95 ~ 1.90 (m,

2H), 1.84 — 1.70 (m, 2H), 1.62 ~ 1.54 {m, 2H).
226 N—[1—(2—340708F | 'HNMR (400 MHz, DMSO-d,) § 1212 (s, 1H), | 357
WIFIL)—4—EARYL | 7.39-7.28(m, 2H), 6.19 (t, J=2.3 Hz, 1H), 3.99 (s,
JLI=N, 6=24AF)L—7 | 1H), 3.52 (s, 3H), 2.96 ~ 2.91 (m, 2H), 2.82 (s, 4H),
—FFv—1H-trno[2, | 235, 2H), 1.90 - 1.85 (m, 2H), 1.83 - 1.75 (m,
3—clEDr—a—AhJLR | 2H), 1.65 - 1.60 (m, 2H), 1.36 — 1.26 (m, 2H), 0.70 -
FHIF 0.57 (m, 1H), 0.42 - 0.31 (m, 2H), 0.01 (d, /=59
Hz, 2H).

227 N—IFI—N—{(1—+*) | "HNMR (400 MHz, DMSO-d,) & 1213 (s, 1H), | 345
O —4a—ENRYIIL) | 7.31(d, J=6.1 Hz, 2H), 6.15 (d, J= 2.8 Hz, 1H),
—B8—AFI—T—AFY— | 369 (s, 1H), 3.52 (s, 3H), 3.38 - 3.25 (m, 2H), 2.77
TH—EDOQ[2, 3—cltY | {d, J=108 Hz 2H), 263 (p, J= 6.6 Hz, 1H), 2.48

D —4—=h)ILRFHIRE | (s, TH), 1.91 (s, 2H), 1.80 - 1.59 (m, 4H), 1.09 (t, J
= 6.9 Hz. 3H), 0.89 (d. /= 6.5 Hz, 6H).

228 N—(3—4v7aE/L—3 | 'HNMR (400 MHz, DMSO~d;) & 12.05 (s, 1H), | 315
—FHEL2A[3. 1. 0]~ | 7.93(d, J=4.2 Hz, 1H), 7.76 (s, 1H), 7.33 ~ 7.27
FHU—6—AJL)—6—3 | (m, 1H), 6.72 - 6.66 (m, 1H), 3.53 (s, 3H), 3.06 (d,
FI—=T—=FFV—1H—E | =87 Hz, 2H), 295 (d, /= 3.8 Hz, 1H), 2.42 ~ 2.32
opf2, 3—c]EyTr —4 (m, 3H), 1.57 (s, 2H), 0.98 {d. /= 6.2 Hz, 6H).

—HIRFHEH

229 N—[[1—(2—%0~% | 'HNMR (400 MHz, DMSO~d,) § 12.12 (s, 1H), | 413
DILIF) —4—ERYD | 7.39(s, 1H), 7.32 (t, J= 2.7 Hz, 1H), 6.20 - 6.14 (m,
JWIAFILI =N, 6 =T AF | 1H), 3.53 (s, 3H), 3.32 - 3.27 (m, 2H), 2.93 (s, 3H),
W—=7—FFJ—1H—ED | 280~ 275 (m, 2H), 2.26 - 2.17 (m, 2H), 1.81 ~ 1.76
al2, 3—clEyr—4a— | {m, 2H), 1.66 - 1.61 (m, 5H), 1.59 - 1.54 (m, 3H),

HILRFHIF 1.32 - 1.22 (m, 2H), 1.21 - 1.05 {m, 6H), 0.92 - 0.81
(m, 2H).
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230 N, 8=UAFIL—=7—=4F | 'HNMR (400 MHz, DMSO~d,) § 12.12 (s, 1H), | 401
Y=N=[[1=(Fr3EFQ | 7.39 (s, 1H), 7.35 ~ 7.29 (m, 1H), 6.17 (t, /= 2.4 Hz,
ESL—3—AJLAFIL)— | 1H), 3.79 - 3.66 {m, 2H), 3.53 (s, 3H), 3.32 - 3.20
4=ERYZILIAFIILI=1 | (m, 2H), 3.03 ~ 2.91 (m, 4H), 2.83 ~ 2.78 (m, 1H),
H—too[2, 3—cIEUP | 213-1.96 (m, 2H), 1.84 - 1.76 (m, 1H), 1.74 - 1.66

=4 —HIARFHEF (m, 5H), 1.56 ~ 1.39 (m, 4H), 1.14 - 1.06 (m, 4H).

231 N, 8—UAFNL—7—4F | 'HNMR (400 MHz, DMSO-d,) § 12.12 (s, 1H), | 387
Y=N—=[[1—(FF3EFO | 7.39 (s, 1H), 7.32 (t, J= 25 Hz, 1H), 6.17 (dd, J=
TS5 —2—AAFIL)— |29, 1.4 Hz, 1H), 3.86 (d, J= 9.1 Hz, 1H), 3.70 (q, J
4—ERYSILIAFIL]I—1 | =7.3 Hz, TH), 3.53 (s, 4H), 3.30 (t, J= 4.9 Hz, 2H),
H—EBom[2, 3—clEU | 293 (s, 3H), 2.79 (s, 1H}, 2.33 ~ 2.27 (m, 2H), 1.97

V=4 =AJLRFHYIF | ~ 1.81 (m, 3H), 1.81 ~ 1.68 {m, 2H), 1.66 - 1.61 (m,
2H), 1.55 ~ 1.50 {m, 2H), 1.49 ~ 1.35 (m, 2H), 1.07 ~
1.02 (m, 3H).

232 | N—[[1—(3—ARF-J0 | "HNMR (400 MHz, DMSO-d}) 6 1212 (s, 1H), | 375
EIL)—4—ENRJDILIAF | 7.39 (s, 1H), 7.35 ~ 7.29 (m, 1H), 6.17 (d, J=2.7
WWI=N, 6= AF)Lb—7 | Hz, 1H), 3.53 (s, 3H), 3.32 ~ 3.25 (m, 2H), 3.19 (s,
—ZFFv—1H-ERDal2, | 3H), 293 (s, 3H), 2.81 ~ 2.74 (m, 2H), 2.29 ~ 2.21
3=clEJL2—4—=hjLR | (m, 2H), 1.86 ~ 1.75 (m, 2H), 1.68 ~ 1.52 (m, 6H),

FHIR 1.08 - 1.03 (m, 3H).

233 N—[[1—=(2aFFIA | HNMR (400 MHz, DMSO-d;) & 1212 (s, 1H), | 371
FI)—A4—ERYDIIAF | 7.38 (s, 1H), .35 - 7.29 (m, 1H), 6.17 (d, /=28
JVI=N, 6= AFJL—7 | Hz, 1H), 3.53 (s, 3H), 3.32 ~ 3.25 (m, 2H), 2.93 (s,
—FFy—1H-tRAa[2, | 3H) 2.71 (s, 2H), 2.48 ~ 2.38 (m, 1H), 2.26 (d, J =
3—clEUP—4—A)LR | 7.0 Hz, 2H), 1.96 {d, /= 9.8 Hz, 2H), 1.87 - 1.70 (m,

FYIF 4H), 1.65 ~ 1.53 (m, 4H), 1.05 ~ 1.00 (m, 3H).

234 N, 6—UAFIL—7—4F | 'HNMR (400 MHz, DMSO-d;) § 12.12 (s, 1H), | 401
Y=N=[[1={(Fh3EFO | 739 (s, 1H), 7.32 (t. J=2.6 Hz, 1H), .17 (t, J=2.1
ESo—a4—AJLAFIL)— | Hz, 1H), 3.79 (d, J=10.8 Hz, 2H), 3.53 (s, 3H), 3.32
4—ERYZILIAFIL]I—1 | - 3.20(m, 2H), 2.93 (s, 3H), 2.76 (s, 2H), 2.10 -
H—toB[2, 3—clEYT | 203 (m, 2H), 1.83 ~ 1.75 {m, 2H), 1.70 ~ 1.65 (m,

=4 —hJRFHEF 2H), 1.59 -~ 1.50 (m, 4H), 1.13 = 1.02 (m, 4H).
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235 N, 6= AFIL—7—=7FF | 'HNMR (400 MHz, DMSO-df) & 1212 (s, 1H), | 401
Y=N=[[1=(Fb3ErFO | 7.39(s, 1H), 7.35 ~ 7.29 {m, 1H), 6.20 ~ 6.14 (m,
ESo—2—AILAFIL)— | 1H), 3.80 (d, J=11.2 Hz, 1H), 3.53 (s, 3H), 3.38 -
4—ERYSILIAFIL]I—1 | 3.22 (m, 2H), 2.93 (s, 3H), 2.82 - 2.77 (m, 2H), 2.33
H—EOO[2, 3—clEYS | ~ 223 (m, 1H), 2.22 - 2.13 (m, 1H), 1.94 — 1.84 (m,

V—4—HILAREHIR | 2H), 1.75 - 1.70 (m, 1H), 1.66 ~ 1.61 (m, 2H), 1.58 ~
1.50 (m, 3H), 1.47 = 1.33 (m, 4H), 1.10 - 1.05 (m,
3H).

236 N, 8—UAFIL—7—FF | 'HNMR (400 MHz, DMSO-d}) & 1212 (s, 1H), | 387
Y—=N—[[1—(FrSEFQ | 7.39 (s, 1H), 7.32 (t, J=2.7 Hz, 1H), 6.18 (t, J=2.2
IS =3=AIAFII)— | Hz 1H), 3.72 ~ 3.50 (m, 6H), 3.36 ~ 3.27 (m, 1H),
4—ERYDILIAFIL]I—1 | 293 (s, 3H), 2.82 (s, 1H), 2.41 - 2.33 (m, 1H), 2.23
H—EDoOo[2, 3—clEYY | - 2.16 (m, 2H), 1.92 - 1.79 (m, 4H), 1.68 - 1.63 (m,

v —4—hIRXHIF 1H), 1.57 ~ 1.52 (m, 2H), 1.51 -~ 1.41 (m, 2H), 1.08 ~
1.03 (m, 3H).

237 N=207FJL—=N—=(1 | 1H NMR (400 MHz, DMSO-d6) & 12.13(d, J=36 | 371
—AYTEEIL—4—EARY | Hz, 1H), 7.34 ~ 7.25 (m, 2H), 6.14 (t, J = 2.3 Hz,

DY —6—AFI—T—74 | 1H), 413 (p, J = 8.8 Hz, 1H), 3.52 (5, 3H), 3.32 (s
FU—1H—-ERBQA[2, 3— | 11H), 279 (d. J = 10.9 Hz, 2H), 267 (p, J = 8.3. 7.4
clEYDr—a—ANERF | Hz 1H), 252 ~ 2.35 (m, 3H), 2.31 (d, J = 12.7 Hz,
HIR 2H}, 2.11 - 1.90 (m, 4H), 1.52 (ddd, J = 38.7, 21.9,

9.9 Hz, 4H), 0.93 (d, J = 6.5 Hz, 6H).

238 cis—N—(1—4VZ7OEJL | 'HNMR (400 MHz, DMSO-d;) & 12.05 (s, TH), 331
—3—AFL—4—ERYL | 780 (s, 1H), 7.56 ~ 7.49 (m, 1H), 7.31 (d, /= 2.8
L) —6—AF)JL—T7—FF | Hz, 1H), 6.64 (d. J= 2.8 Hz, 1H), 401 - 3.90 (m,
Y—1H—EnQ[2, 3—c] | 1H) 3.56 (s, 3H), 2.65 (dq, J=12.3, 6.2, 5.7 Hz,
EJos—4—ALAREHZ | 2H), 2.38 ~ 2.25 (m, 2H), 2.12 - 1.99 (m, 1H), 1.81 -

F 1.67 (m, 1H), 1.62 ~ 1.51 {m, 1H), 1.00 ~ 0.88 (m,
9H).

239 Trans=N—(1—=4Y70 | 'HNMR (400 MHz, DMSO-df) & 12.04 (s, 1H), | 331
EIL—3—AFIL—4—E~R | 781 (s, 1H), 7.74 (d, J= 8.6 Hz, 1H), 7.33 - 7.28
JOIL)y—6—AFjL—7— | (m, 1H), 6.68 (d, /= 2.7 Hz, 1H), 3.56 (s, 3H), 3.47
A¥v—1H—-tFno[2, 3 | (dd, J=13.7, 6.0 Hz, 1H), 291 ~ 2.75 (m, 3H), 2.33
—c]EYT—4—hNR | ~2.22(m, 1H), 1.99 (t, J= 11.1 Hz, 1H), 1.86 ~ 1.67

FHIN (m, 2H), 1.60 ~ 1.46 {m, 1H), 1.01 (d, J= 6.5 Hz,
7H}, 0.87 (d, J= 6.5 Hz, 3H).
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240

cis—N—(3—=2)LA0-1

—AU7aE L —4—ERI)

D) —=6—AFN—T7—F

FY—1H-tEOQ[z, 3—

clEYDw —4—h)LARF
HIR

'H NMR (400 MHz, DMSO~¢;) & 12.06 (s, 1H),
7.92 (s, 1H), 7.84 (d. J= 7.6 Hz, 1H), 7.34 ~ 7.28
(m, 1H), 6.72 ~ 6.66 (m, 1H), 4.77 {d, J= 49.9 Hz,
1H), 4.03 - 3.86 (m, 1H), 3.55 (s, 3H), 3.09 ~ 2.99
{m, 1H), 2.85 ~ 2.67 (m, 2H), 2.50 - 2.42 (m, 1H),
2.25(t, J=11.3 Hz, 1H), 1.94 - 1.79 (m, 1H), 1.69 -

1.60 (m, 1H), 0.97 (dd, J= 6.6, 4.0 Hz, 6H).

335

241

N—(1—av7REILT7HE
IN—A4—AJL)—B—AF
W—7—F4F/—1H—-ED
a2z, 3—clEyr—4—
HILARFHER

'H NMR (400 MHz, DMSO~d,) & 12.06 (s, 1H),
7.80 (s, TH), 7.74 (d, J=8.2 Hz, 1H), 7.34 - 7.28
(m, 1H), 6.67 (d, J= 2.7 Hz, 1H), 4.09 {ddd, J=
13.2, 8.8, 4.6 Hz, 1H), 3.55 (s, 3H), 3.30 {d, J= 19.0
Hz, TH), 2.92 — 2.77 (m, 1H), 2.68 — 2.50 (m, 4H),
1.93 - 1.81 (m, 1H), 1.80 ~ 1.60 (m, 4H), 1.60 ~ 1.47
(m, 1H), 0.94 (dd, /= 6.6, 2.1 Hz, 6H).

331

242

N—(8—(v7aEiL—8
—F7HELSA[3. 2. 114
DB —3—AJL)—N, 6—
CAFN—=T—FFV—1H
—rFonl2, 3—clFULw
—4—HILRFHER

'H NMR (400 MHz, DMSO~d;) § 12.09 (s, 1H),
7.31 (d, J= 2.6 Hz, 2H), 6.17 - 6.11 (m, 1H), 4.48
(s, 1H), 3.52 (s, 3H), 3.47 (d, /= 9.1 Hz, 2H), 2.75
(s, 3H), 2.28 ~ 2.08 (m, 3H), 1.92 ~ 1.82 {m, 2H),
151 = 1.41 (m, 2H), 1.38 = 1.27 {m, 2H), 0.90 (d,
= 5.7 Hz, 6H).

357

243

N—<4a70F )L —N—

(1—qv7oEi—4—t

RYDIL)—6—AF )L —7

—FFV—1H-Enono[2,

3—clBYD —4—hLhR
FHIF

'H NMR (400 MHz, DMSO-d;) § 12.02 (s, 1H),
7.45 (s, 1H), 7.35 = 7.17 (m, 1H), 6.32 ~ 6.17 (m,
1H), 401 = 3.72 (m, 1H), 3.53 (s, 3H), 2.95 - 2.77
{m, 2H), 2.77 - 2.57 (m, 2H), 2.22 ~ 2.06 {m, 2H),
2.06 ~ 1.89 (m, 2H), 1.89 ~ 1.69 (m, 2H), 0.95 (dd, J
=11.4, 6.6 Hz, 6H), 0.65 ~ 0.50 {m, 2H), 0.50 - 0.37
(m, 2H).
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gbooooao
ugbooodaoand

gooobooooooboooooboooooooboooooboocooobooooboOooo

gbobooooooobobobobobon

oooooan
o

- H
N [N
- P

"L
NH
|

gboooood

gbooooooobooboobobobooooboobobobooboooooboobobao

10

20

30

40



(188) JP 6639497 B2 2020.2.5

gbooooooobooboobobobooooboobobobooboooooboobobao
ooooooooobooooooooooobooooobooooobooooobooo
gooobooooooboooooboooooooboooooboocooobooooboOooo
gboobooooooobgobobobooooboboboboobooooobobobao
ugbdoobodoooobouobuoboboxbobooobuobobobooboooouoboboaobada
oooboooooobooooobooooooboobooooobobooooboboooobooo
gobooooooooobgoboboboooobobobobobooooobobobao
ugbooboooooboobooboboobooooboboboboobooooobobobaa
ooooooooobooooobooooooboobooboooobooboooobooooobooo
goboboooooooobgoboboboooobobobobobooooobobobao
gbooooooobooboobobobooooboobobobooboooooboobobao
ugbdoodogooobuobdobobooboooobuobobobobooobouobuobobada
000000000 YD NMRO (4000 MHz,O DMSO-d6)0 & O 7.400 (s,O 1H),0 7.330 (d,
0 JO =0 2.80 Hz,O 1H),0 6.240 (d,0 JO =0 2.80 Hz,O 1H),0 3.980 (s,0 1H),0 3.530

(s.0 3H),0 3.060 -0 2.950 (m,0 2H),0 2.880 (m,0 JO =0 15.90 Hz,O 2H),0 2.360 (s,
0 3H),0 2.070 (s,0 1H),0 1.850 (d,0 JO =0 12.80 Hz,O 2H),0 1.250 (d,0 JO =0 11.3
0 Hz,O 2H).LCMSO M/zO (M+H)O 289.2.

Do0o0o00

0000000000000 0000000000000000000000000000

goobOooooobooocooboobooboooobooooobooOoooooDon
oooooo

00
oooooooooboboooobooooobooOooooobOboooboboooOoobooo
oooooOo0oooobooooobooboooooooo

ooooao

I o B |

Oooooogogogoao
Oooo0ooogoogoao
X OO0 4Ogogoooao
Oooooogogogoao
Oooo0ooogoogoao
OoOoo0oooogoao
OOoooooggdg
OooooogQg-g
Oooo0oooQg™g
OOo0ooooogogdg
OooooogoQgdg
OooooogooQg-g
I [y |
OoOoooooggdg
O x Oooogogodg
OoOoo0oooQgdg
OOooooogogdg
Oooooogg-g
Ooo0ooogoQgQg
OoOoo0oo0ooodgad
Ooooooggdg
OooooogQg-g
OoOoo0oooQgd
OOoooooggdg
OooooogoQg-g
Ooo0ooogoQgQg
OO0 o0oooogogdg
Ooooooggdg
OooooogoQg-g
OoOoo0ooodgd
OOoooooggdg
OooooogQgdg
Oooo0oooQg™g
OOooooogogdg
OooooogoQgdg
OooooogooQg-g
I [y |
OoOoooooggdg
OooooogQg-g
OoOoo0oooQgdg



(189) JP 6639497 B2 2020.2.5

goooboobooobuooobbodobboobboobtoooboobobuoobboo
0D0000000000000000
000
goobooboobtooobuooobbodobboobboobtoooboUobbbUoUobbuoo
gogbboobooobboooboo
goboooo
o)
H
ﬁ\/\N N
s
07 OH
0Doo0o0o0o
gobboobuooobuoobboobboobboobtuooobuoUobobuouobboo
gogooboobooooboooboboobboobboobbooobuoobboobboo
0000000000000000000000000000000000000000
gobboobooobuooobobo0obboobboUobtooobuoUooboUobboo
goooboobooobuooobbodobboobboobtoooboobobuoobboo
0000000000000000000000000000000000000000
0D000000000000000000000000000000000000000
oo
uggn
0D000000000000000000000000000000000000000
gobboobooobuoobbuoobbuoobbooobboooboo
ggooogaod

OO0 o0ooogodogoao
Oo0oooogdgooao
OooooooooQgooao
Ooooooooogoooao
OoOooo x oogogogaog
oo oooooogogoog
OoooooooogooOgoo
Oo0o0ooogoQgoQgoao
Oo0ooogoogooao
Ooo0oooogoooo
Ooooooooogoogoo
Oo0ooogoQgooao
Oo0oooogoooao
Ooooooooogoogoo
OO0 ooooogogogog
Oo0oooQgooao
Ooooooooogogoo
OoooooooogooOoo
Ooo0oooooOooOooao
Oo0o0ooogQgogooao
Ooo0oooQgooo
Ooo0ooooOgooao
Oo0ooogoQgooao
Oo0oooogoooao
I B [ |
Oo0o0ooogQgogoao
OooooogogaoQg
OooooogoogaoQg
OooOooooOooOooao
Ooooogogg
OooooogoQgoQg
Ooo0oooOooOooo

ooooooo
00O oooooo O 00 O NMRO (4000 MHz,O D
MSO-d6)0 & O 12.090 (s,O 1H),O 7.410 (s,O 1H),0 7.330 (d,0 JO =0 2.80 Hz,O 1H),

0 6.240 (d,0 JO =0 2.80 Hz,O 1H),0 4.060 (t,0 JO =0 7.10 Hz,O 2H),0 3.030 -0 2.8
00 (m,0 2H),0 2.300 (dd,0 JO =0 12.7,0 8.90 Hz,O 1H),0 2.160 (s,0 6H),0 1.750 (d
,0 30 =0 12.30 Hz,O 2H),0 1.560 (q,0 JO =0 7.00 Hz,O 2H),0 1.300 (d,0 JO =0 11.9

OoooooooQgooao
Ooo0oooodQgooao
oo ooooogogooQg
OooooooooQgogoo
OO0 ooooogogogog
OO0 ooooogogogooQg

R
T
O

u u
O O
g g
u u
O O
g g
u a
O O
O O
g g
u 7



0 Hz,O 2H),0 0.770 -0 0.580 (m,0 1H),0 0.440 -0 0.300 (m, O 2H) .LCMSO M/ZO (M+H)
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goooooooonn
ooooao
EHEH | LEYB NMR m/z

246 | 6—TH—2—I=jL—4— |'H NMR (400 MHz, DMSO~d6) & 12.14 (s, 1H), | 343.2
(4= (UAFILTE/)ENI) | 7.45 - 7.25 (m, 2H), 6.25 (t, J= 2.3 Hz, 1H), 5.77 -

D —1—AIRZIL]—1 | 550 (m, 2H), 455 (d, J= 54 Hz, 2H), 291 (t, J=

H—tFon[2, 3—c]EJT | 125 Hz, 2H), 2.32 (d, /= 3.9 Hz, 1H), 2.17 (s, 6H),

V=74 1.75 (dd, J=13.1, 4.0 Hz, 2H), 1.69 - 1.62 (m, 3H),
1.30 (dd, J= 11.6, 3.9 Hz, 2H).

247 | 6—THE—3—I=)L—4— |.'HNMR (400 MHz, DMSO-d6) & 12.11 (s, 1H), | 343.2
[4=(CAFILTE/IEARY | 736 (s, 1H), 7.33 (d, J = 2.7 Hz, 1H), 6.23 {d, J =
T =1—=A)LARZIL] =1 | 27 Hz, 1H), 5.93 - 5.73 (m, 1H), 507 ~ 4.93 (m,
H—EoQ[2, 3—clEYY | 2H), 407 (, J = 7.0 Hz, 2H), 3.02 - 2.83 (m, 3H),
v=7—4 2.44 (t, J = 6.9 Hz, 2H), 2.30 (m, tH), 2.17 (s, 6H),

1.75 (d, J = 12.6 Hz, 2H), 1.42 - 1.22 {m, 2H).

248 | 6—TFI—N—[(1—AF | 1H NMR (400 MHz, DMSO} & 12.01 (s, 1H), 794 | 345
W=A4=ERJIDJL)AFIL] | (4, d =57 Hz, 1H), 7.78 (s, 1H), 7.31 (d, J = 2.7 Hz,
—7—#4FV—1H—ERQ | 1H), 6.70 (d, J = 2.7 Hz, TH), 4.08 - 3.91 (m, 2H)

[2, 3—c]EYP2—4—Hh | 313 (t, J = 6.3 Hz, 2H), 2.74 (d, J = 11.5 Hz, 2H),
JLARFHIER 212(d, J =54 Hz, 3H), 1.89 - 1.74 (m, 2H), 1.74 ~
1.59 (m, 4H), 1.59 ~ 1.41 (m, 1H), 1.41 ~ 1.27 (m
2H), 1.27 - 1.11 (m, 2H), 0.98 - 0.84 (m, 3H).
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goooao
EiEM | L& NMR m/z
250 | 6=7F)JL=N= AF)L— | 1H NMR (400 MHz, DMSO-d6) & 12.10(d, J=3.8 | 459
7—#4%Y—=N—[(1S, 5 | Hz, 1H), 863 (dd, J=5.0, 27 Hz, 1H). 745 (d, J =
R)—38—[4—(FJZJL7 | 2.6 Hz, 1H), 7.31 (q, J = 2.5 Hz, TH), 7.00 (dd, J =
AAFIILIEYZEL —2— | 49,27 Hz, 1H), 6.30(d, J=3.4 Hz, 1H), 6.08 -~ 5.85
AIL]—=3—=FHE 20O | (m, 1H), 5.24 - 495 (m, 2H), 464 (d, J = 10.9 Hz,
[3. 1. 0I~FH—6— | 2H), 3.52 (d, J = 10.8 Hz, 2H), 3.44 - 3.32 (m, 2H),
AIL]—1H=¥FOnO[2, 3 |3.01{d, J =28 Hz, 3H), 269 (d, J = 2.7 Hz, 1H),
—clEJ L —4—=h/LH | 186 (s, 2H).
FHIR
251 | 6—TFUIL—N—HAF)L— | 'H NMR (400 MHz, DMSO~d;) & 12.11 (s, 2H), | 391
7—F4%J—N—(3—F"1) | 842(d, /= 1.1 Hz, 1H), 8.11 {d, J= 6.0 Hz, TH)
ZVU—4—=A)—=3—=TF | 746 (s, 1H), 7.35 ~ 7.29 (m, 1H), 6.40 - 6.28 (m,
HELHO[3. 1. 0]~F | 2H),, 6.08 - 5.85 (m, TH), 5,18 - 5.03 (m, 2H), 4.64
Y —6—AJL)—1H— | (d J=56 Hz, 2H), 3.31 (s, 4H), 3.01 (s, 3H), 2.69 ~
FRnf2, 3—clEYT L | 263 (m, 1H), 1.89 (s, 2H)
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=y IR (A= E NMR m/z
253 N—[1—[2—(2—7 | '"HNMR (400 MHz, DMSO-¢;) § 1214 (s, 1H), 7.40 | 411
LWABTIZIL)ITF | - 7.18 (m, 4H), 7.17 - 7.07 (m, 2H), 6.22 - 6.16 (m,
IW1—4—ERYDIL] | 1H), 3.74 (s, 1H), 3.52 (s, 3H), 3.02 - 2.95 (m, 2H),
=N, 6=J4AF)L—7 | 282 (s, 3H), 2.74 (t, J= 7.7 Hz, 2H), 2.46 (d, J=T75
—FFY—1H—ED | Hz 2H), 1.97 - 1.92 (m, 2H}, 1.85 = 1.71 (m, 2H),
A2, 3—c]EYDL | 1.65 - 1.58 (m, 2H),
—4—hNRFHYIF
254 N—[1—[2—(4—% | 'HNMR (400 MHz, DMSO-¢;) & 12.13 (s, 1H), 7.39 | 427
ARZx=)L) TFI] | -7.20 (m, 6H), 6.19 (dd, J=2.8, 1.6 Hz, 1H), 3.99 (s
—4—=ERJIL]— | 1H), 3.52 (s, 3H), 3.01 - 2.93 (m, 2H), 2.82 (s, 3H),
N, 6—UAFIL—7— | 270 (t, J= 75 Hz, 2H), 1.95 - 1.90 {m, 2H), 1.84 -
F¥F/—1H—EDQn | 1.70 (m, 2H), 1.65 - 1.57 (m, 2H).
[2. 3—clEYDL—
4—ANRFHIR
255 N, 6—UAF)IL—7— | 'HNMR (400 MHz, DMSO-d,) & 12.13(s, 1H), 7.39 | 407
AEY—N—[1—(2 | ~712(m, 7H), 6.18 (dd, /= 2.8, 1.3 Hz, 1H), 3.96 (s,
—Zx=)L7RE L) 1H), 3.52 (s, 3H), 2.96 — 2.86 (m, 3H), 2.81 (s, 3H),
—4—ERJUJL]—=1 | 239~ 2.32 (m, 2H), 1.94 ~ 1.89 (m, 1H), 1.82 - 1.68
H—Eon[2, 3—ec] | (m 3H), 1.63~ 154 (m, 2H), 1.17 {d, J= 6.8 Hz, 3H).
EJow—a—hLR
FHIR
gooooad
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O 0 1HO NMRO (4000 MHz,O DMSO-d6)0 & O 12.020 -0 12.100 (m,O0 1
H),O 8.340 (d,0 JO =0 7.690 Hz,O 1H),0 7.940 (s,0 1H),0 7.400 (d,0 JO =0 7.060 H
z,0 2H),0 7.280 -0 7.360 (m,0 3H),0 7.230 (d,0 JO =0 7.270 Hz,O 1H),O0 6.670 (t,
0 JO =0 2.290 Hz,O 1H),0 5.140 (s,0 1H),0 3.570 (s,0 3H),0 1.460 (d,0 JO =0 7.27
0 Hz,O 3H).LCMSO M/zO (M+H)O 296.
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EiEH | LEhE NMR m/z
257 | N=ALLJL—6—5 | 1TH NMR (400 MHz, DMSO-d6) § 12.10 (br.:s., 1H), 282
FIL—7—FAFU—1 | 852t J=6.02Hz, 1H), 7.91 (s, TH}, 7.34 (s, TH),
H—tEnn[2, 3—c] | 7.30 - 7.34 (m, 2H), 7.20 - 7.28 (m, 1H), 6.70 - 6.77
B —a4—hiLiR | (m, 1H), 4.46 (d, J = 6.02 Hz, 1H), 3.55 (s, 3H).

FHIN

258 | 6—AFI—7—FF | 'H NMR (400 MHz, DMSO-d6) & 12.08 (br.s., 1H), 296
Y—=N—(2—=2zx=)L | 803 (brs, 1H), 7.79 (s, 1H), 7.18 - 7.34 (m, 4H}, 6.66
IFL)—1H-EODO | (t J =239 Hz, 1H), 3.54 (s, 3H), 3.43 ~ 3.51 {m, 2H),

[2. 3—c]EUS— | 284t J =748 Hz, 2H).
4—ANREFYIF

259 | N—A~L2)L—6—7 | 'H NMR (400 MHz, DMSO-d6) & 12.02 - 1210 (m, | 324
FIL—T7—FFV—1 | 1H). 847 - 858 (m, 1H), 7.88 (s, 1H), 7.31 - 7.37 (m,
H—too[2, 3—c] | 4H), 7.21 - 7.28 (m, 1H), 6.73 - 6.77 (m, 1H), 4.47 (d.

Vo —a—hiLA | J=6.02 Hz, 2H), 3.93 - 4.04 (m, 2H), 1.62 - 1.75 (m,
FHEIR 2H), 1.25 = 1.39 (m, 2H), 0.87 - 0.96 (m, 3H).

260 | N—ARLUL—6— 'H NMR (400 MHz, DMSO~d6) & 11.98 -~ 1221 (m, | 322
[(E)—T#&—2—TI= | 2H), 8.46 - 8.58 (m, 1H), 7.82 (s, TH), 7.31 - 7.38 (m,
JL]1—=7—AFY—1H | 5H), 7.20 ~ 7.28 (m, 1H), 6.72 ~ 6.77 (m, 1H), 5.63 (s,
—ranol2, 3—cltf | 2H), 4.64 - 4.72 (m, 1H), 4.52 - 4.59 (m, 2H), 4.47 (d.

Yo —4—hLRE | J=582Hz 2H), 1.75 ~ 1.81 (m, 1H), 166 (d, J =
HIK 4.36 Hz, 3H).

261 N—[{(4—AFFT1 | 'H NMR (400 MHz, DMSO-d6) & 12.09 (br.s., TH), 312
ZIL)AFI]—6—4 | 842 (t, J=6.02 Hz, 1H), 7.88 (s, 1H), 7.32 (t. J = 2.80
FIL—T7—AFY—1 | Hz 1H), 7.26 (d, J = 8.72 Hz, 2H), 6.86 ~ 6.92 (m, 2H),
H—Eoo[2, 3—c] | 673t J =239 Hz, 1H), 4.38 (d, J = 5.82 Hz, 2H),

BV —a—AibAR | 3.73 (s, 3H), 3.54 (s, 3H).
EEN

262 | 6—AFI—7—FF | 'H NMR (400 MHz, DMSO-d6) & 12.10 (br.s., TH), 288
Y=N—(2—=FI=JL | 859 s, 1H), 7.87 (s, 1H), 7.39 (d, J = 4.99 Hz, 1H),
AFI)—1H—ERQD | 7.33 ( J = 2.80 Hz, 1H), 7.02 (br.s., 1H), 6.94 — 7.00
[2, 3—clEUL— | (m 1H), 6.74 (s, 1H), 4.61 (d, J = 5.82 Hz, 3H), 3.54
4—AILRFHIN (s, 3H).
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263 N—[(4—7)L#DO7 | 'H NMR (400 MHz, DMSO-d6) & 12.10 (br.s., 1H), 300
T AFIL]—6— | 852 (1 J =592 Hz, 1H), 7.90 (s, 1H), 7.34 — 7.42 (m,
AFN—T7—FFJ— | 2H), 7.33 (t, J = 2.80 Hz, 1H), 7.11 = 7.20 {m, 2H),
1H—Fap[2, 3— 6.74 (t, J = 2.49 Hz, 1H), 4.44 {d, J = 5.82 Hz, 2H),
clE o —4—A | 355 (s, 3H).

REHYIK

264 6—AFJIL—7—7FF | 'H NMR (400 MHz, DMSO-d6) 8 12.06 (br.s., 1H), 296

Y—=N—[(18S)—1— | 834(d, J=7.89 Hz, 1H), 7.94 (s, 1H), 7.37 - 7.45 {m,
D= ILIFII]—1H | 2H), 7.28 — 7.36 (m, 3H), 7.23 (d, J = 7.48 Hz, 1H),
—ronl2, 3—cltf | 6.67 (s, TH), 5.06 - 5.21 (m, 1H), 3.57 (s, 3H), 1.47 (d,
Jow—4—=h)LARF | J=7.06 Hz 3H).
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gboooog

Do0o0o0Q

0000000000000 000000000000000000000000000
000000000000 O0O00O0O00O0O00O0O000O00000O0O0O0O0YHONMRD (40
00 MHz,O DMSO-d6)d & O 12.000 -0 12.130 (m,O0 1H),0 8.370 -0 8.460 (m,0 1H),0 8.0
70 (s,0 1H),0 7.290 -0 7.330 (m,0 1H),0 7.220 -0 7.280 (m,0 1H),0 7.130 (d,0 IO
=0 4.570 Hz,O 3H),0 6.660 -0 6.720 (m,0 1H),0 5.170 -0 5.270 (m,0 1H),0 3.600 (s
,0 3H),0 2.780 -0 2.940 (m,0 2H),0 1.600 -0 2.010 (m,0 4H),0 1.210 -0 1.360 (m,

2H) .LCMSO M/z0 (M+H)O 336.
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000000

0000000000000 0000O000000000000000000000000
0000000000000 0000000000000000000000000000
00000000000 1HO NMRO (4000 MHz,O DMSO-d6)0 & O 11.910 (s,0 1H),0 7.24

O (s,O0 1H),O 6.570 (s,0 1H),0 6.050 -0 5.900 (m,0 2H),0 5.160 (dq,0 JO =0 10.3,

0 1.50 Hz,O 1H),0 5.040 (dq,0 JO =0 17.1,0 1.60 Hz,O 1H),0 4.610 (dd,0 JO =0 4.3
,02.70 Hz,O 2H),0 4.520 (d,0 JO =0 13.20 Hz,O 2H),0 2.820 -0 2.740 (m,0 5H),0 2
.370 -0 2.210 (m,0 7H),0 1.910 -0 1.790 (m,O0 1H),0 1.730 -0 1.630 (m,0 4H),0 0.9
80 -0 0.800 (m,O 4H).LCMSO M/zO (M+H)DO 461.

10

20

30

40

50



(201) JP 6639497 B2 2020.2.5

oooo
ooooobooooobooooooboboobooooboooobooooooobooboooooao
oooobOoooobooooobooboooobooooboooooobOoooooao

gbooboooboobobobooobobo
good

0
\/\N N
s
0

¥

N

. ,'J\V

afislalls
0000000000000 0000000000000000000000000¢0
000O00000000000000000000000000000000000
0000000000 1HO NMRO (4000 MHz,O DMSO-d6)0 & O 11.900 (s,0 1H),O0 7.24
0 (s,O0 1H),0 6.480 (s,0 1H),0 6.050 -0 5.900 (m,O0 2H),0 5.160 (dq,0 JO =0 10.3,
0 1.40 Hz,O 1H),0 5.040 (dg,0 JO =0 17.0,0 1.60 Hz,O 1H),0 4.610 (dt,0 JO =0 5.8
,0 1.50 Hz,O 2H),0 4.480 (d,0 JO0 =0 13.10 Hz,O 2H),0 4.310 (s,0 OH),0 2.920 -0 2
.710 (m,0 5H),0 2.320 (s,0 3H),0 2.180 (s,0 3H),0 1.890 (tt,0 JO =0 7.9,0 4.80 H
z,0 1H),0 1.730 -0 1.610 (m,0 4H),0 0.930 -0 0.770 (m, 0 4H) .LCMSO M/Z0 (M+H)O 46
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EHEHI A=y B NMR m/z

269 6—7'JIL—N—[1—[6 | 'HNMR (400 MHz, DMSO-d: § 847 (s, 1 H), 473
—(2—YJLEIDL | 7.88-787 (m, 1 H), 7.26 (s, 1 H), 7.20-7.19 (m,
—4—AJL]—4—ERY 1 H), 7.06 (s, 1 H), 6.68-6.66 (m, 1 H),

SII—N, 2— S AF I — 6.03-5.93 (m, 1 H), 5.18-5.15 (m, 1 H),

7—FFYV—1H—-tpo 5.07-5.02 (m, 1 H), 4.63-4.61 (m, 4 H),

[2, 3—c]EF1JUs—4— | 437-435 (s, 1 H), 2.04~2.90 (m, 2 H), 2.78 (s,
HILARFH3IK 3 H), 232 (s, 3H), 1.76-1.72 {m, 4 H).

270 6—71JI—N—[1—[6 | 'HNMR (400 MHz, DMSO-d): § 11.94 (s, 1 517
—(2=o0a7z=L)E | H), 858 (s, 1 H), 7.56-7.54 (m, 2 H), 7.47-7.45
JED—4—A)L]—4— | (m 2H), 7.26 (s, 1 H), 7.04 (s, 1 H). 6.01-5.94
EARYOL]I—N, 2—24 | (m, 2 H), 5.17-5.14 (m, 1 H), 5.06-5.01 {m, 1
FI—=T—=FFY—1H— H), 4.62-4.61 (m, 4 H), 4.36-4.33 (s, 1 H),

Fra[2, 3—c]EYP | 3.93-389(m, 2 H), 2.78 (s, 3 H), 2.32 (s, 3 H),

—4—HIILABREFYIN 1.76-1.72 (m, 4 H).
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000000 D0 YOI NVMRO (4000 MHz,O €D30D):0 & O 8.670 (d,0 JO =0 4.40 Hz,O 10

H),O 8.570 (s,0 10 H),0 8.270 (d,0 JO =0 8.00 Hz,O 10 H),O 8.01-7.900 (m,O 10 H)
,0 7.670 (s,0 10 H),0 7.51-7.430 (m,0 10 H),O 7.310 (s,0 10 H),0 6.10-5.970 (m,
0 20 H),0 5.220 (d,0 JO =0 10.40 Hz,O 10 H),0 5.140 (d,0 JO =0 17.20 Hz,O 10 H),
0 4.85-4.62(m,0 5H),0 3.25-3.010 (m,0 20 H),0 2.910 (s,0 30 H),0 2.430 (s,0 30 H
).0 1.95-1.820 (m,O 40 H) .LCMSO M/zO (M+H)O 484.

0000000000000 O00O0O0O0O0O00O0O000O00

Doooao

3 Jit {51 A=y 7k NMR m/z

272 6—7!JIL—N, 2—3 | 'H NMR (400 MHz, DMSO-d,: 8§ 11.94 (s, 1 H), 498
AF I —=N—=[1—[6 | 858 (s, 1H) 850-8.49 (m, 1 H), 7.74-7.72 (m, 1 H),
—(3—AFI—2—E | 740-737(m, 1H), 7.27 (s, 1 H), 7.17 (s, 1 H),
PJUIEYZED—4 | 6.01-594 (m, 2 H), 5.18-5.15 (m, 1 H), 5.07-5.02
—AIL]—4—E~N {m, 1 H), 463-4.61 (m, 4 H), 4.38-4.34 (s, 1 H),
UNI=7—=FFY— | 393-389(m, 2 H), 2.79 (s, 3 H), 245 (s, 3 H), 2.32
1H—Fonl2, 3— (s, 3 H), 2.32 (s, 3H), 1.76~1.72 (m, 4 H).
clEyT—4—hiL
REHIF
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0000000000000 000000000000000000000000000
0000000000000 O00 YHO NMRO (4000 MHz,O CDCI3):0 & O 6.91-6.800 (m, O
20 H),0 6.80-6.620 (m,0 20 H),0 4.86-4.680 (m,0 10 H),0 4.05-3.880 (m,0 20 H),O
3.770 (s,0 30 H),0 3.37-3.150 (m,0 20 H),0 2.90-2.860 (m,0 10 H),0 2.77-2.680 (m
,0 10 H),0 1.49-1.400 (m,0 90 H).O LCMSO M/ZO (M+H)D 338. 40
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0Dooo0Doo0oo0o
Do0ooo0o O ooooono 0 HO NMRO (400MHz, 0 CDCI3):0
.96-6.860 (m,0 40 H),0 6.040 (br.,0 s,0 20 H),0 4.85-4.650 (m,0 10 H),0 4.2
.080 (m,0 20 H),O 3.37-3.140 (m,0 20 H),O0 2.83-2.650 (m,0 20 H),0 1.490 (s, O
90 H).
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00000 MO NMRO (4000 MHz,O DMSO-d6):0 & O 11.980 (
H),O 7.41-7.160 (m,0 20 H),0 7.14-7.000 (m,0 20 H),O 6
.97-6.850 (m,0 20 H),0 6.180 (br.s,0 10 H),O0 6.00-5.920 (m,0 10 H),O0 5.160 (d,O
JO =0 10.4,0 10 H),0 5.050 (d,0 JO0 =0 17.2,0 10 H),0 4.610 (s,0 20 H),0 4.12-4.0
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30 (m,0 10 H),0 3.75-3.370 (m,0 40 H),0 2.890 (d,0 JO =0 9.6,0 10 H),0 2.70-2.58
0O (m,0 10 H),O0 2.320 (s,0 30 H).O LCMSO M/z0O (M+H)0 438.0 00000000000
00

000000

000000000000 0O00O0O00O0 YHO NMRD (4000 MHz,O DMSO-d6):0 & O 11.97
0 (s,0 10 H),O 7.530 (s,0 10 H),0 7.40-7.150 (m,0 20 H),0 7.13-7.010 (m,0 20 H),
0 6.95-6.860 (m,0 20 H),0 6.170 (br.s,0 10 H),0 5.99-5.920 (m,0 10 H),0 5.150 (d
,0 J0 =0 10.0,0 10 H),0 5.050 (d,0 JO =0 16.8,0 10 H),0 4.610 (s,0 20 H),O 4.10-
4.010 (m,0 10 H),0 3.70-3.370 (m,0 40 H),0 2.890 (d,0 JO =0 9.6,0 10 H),0 2.69-2
.580 (m,0 10 H),0 2.310 (s,0 30 H).O LCMSO M/ZO0 (M+H)D 438.0 000000000
0ooo

Do0o0o00

0000000000000 000000000000000000000000000
000000000000 D0O00O0O00O0O0

Do0o0o0Q

Do0o0o0Q
000000000000 0O000O000O000O0000000000000O00 ™HINMR
0 (4000 MHz,O DMSO-d6)0 & O 11.930 (s,O 1H),0 7.360 (s,0 1H),0 7.240 -0 7.080 (m
,0 4H),0 6.060 (s,0 1H),O0 6.030 -0 5.930 (m,0 1H),0 5.220 -0 4.940 (m, O 3H),0 4.
770 -0 4.480 (m,0 2H),0 2.620 (s,0 5H),0 2.330 (s,0 3H),0 2.140 -0 1.800 (m, O 4H
).LCMSO M/zO (M+H)O 376.
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gbooooao

Do0o0o0Q0
0000000000000 O0O0O0OO00O0O00O0O000O000O000O00O0O0O01HO NMR
0 (4000 MHz,O DMSO-d6)0 & O 11.940 (s,d 1H),d 8.370 (d,0 JO =0 4.90 Hz,O 1H),0 7
.520 -0 7.460 (m,0 1H),0 7.390 (s,0 1H),0 7.240 (dd,0 JO =0 7.8,0 4.70 Hz,O 1H),
0 6.070 (s,0 1H),0 5.970 (ddd,d JO =0 15.8,0 10.5,0 5.20 Hz,O 1H),0 5.140 (d,0 J
0 =0 10.30 Hz,O 1H),0 5.030 (d,0 JO =0 17.30 Hz,O 1H),0 4.630 (s,0 2H),0 2.890 (
d,0 J0 =0 0.50 Hz,O 2H),0 2.640 (s,0 3H),0 2.330 (s,0 3H),0 2.160 -0 1.880 (m, O
3H) .LCMSO M/Z0 (M+H)O 377.
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NMR

m/z

277

6—7JI—N—%0
T—4—AJL—N,
2—TUAFII—T—F
FJ—1H—-t0on
[2, 3—clEUDY—
4—FILARFHIF

1H NMR (400 MHz, DMSO—d8) § 11.94 (s, TH),
7.39 (s, 1H), 7.20 ~ 7.10 (m, 1H), 7.09 ~ 7.02 (m, 1H),
6.93 (td, J= 7.5, 1.2 Hz, 1H}, 6.79 {d, J = 8.0 Hz,
1H), 6.07 {s, 1H), 5.98 (ddt, J = 16.1, 10.5, 5.4 Hz,
1H), 514 {d, J = 10.1 Hz, 1H}, 5.10 ~ 5.00 (m, 1H),
4.63 (s, 2H), 4.31 (s, 1H), 4.15 (s, 1H), 2.64 (s, 3H),
233(d, J =08 Hz, 3H}, 2.31 ~ 2.18 {m, 1H), 217 ~
2.03 (m, TH).

378

278

6—FJIL—N—(7
—ZAosavy
—4—1JL)—N, 2
—UAFI =T —F
FU—1H—-Fnon
[2, 3—clEYD D —
4—FILARFHER

1H NMR (400 MHz, DMSO—d8) § 11.95 (s, TH),
7.44 (s, TH), 7.06 — 6.96 (m, TH), 6.87 — 6.78 (m, 2H),
6.12 - 6.02 (m, 1H), 5.97 (ddd, J = 17.2, 10.4, 5.3 Hz,

1H), 5.14 (dd, J = 10.0, 1.7 Hz, 1H), 5.05 (dd, J =
17.1, 1.8 Hz, 1H), 463 (d, J = 5.4 Hz, 2H), 432 (d. J
=11.1 Hz, 1H), 414 (s, 1H), 2.67 (s, 3H), 2.34 (d, J =
0.9 Hz, 3H), 2.30 = 2.15 (m, 1H), 2.14 - 2.05 (m, 1H).

396

278

6—7IL—N—(4,
4 =T AF TR
=1—AJL)—N,
2—UAFI—T—F
FY—1H-Fon
[2, 3—clEUDY—
4—HILRFHER
FBEEMEER

1H NMR (400 MHz, DMSO~d6) & 11.93 (s, 1H),
7.39 (s, 2H), 7.19 (q. J = 6.8 Hz, 2H), 7.05 (s, 1H),
6.02 (d, J = 39.7 Hz, 2H}, 5.09 {d, J = 40.2 Hz, 2H),
4.66 (s, 2H), 2.63 (s, 3H), 2.39 ~ 2.28 (m, 3H), 2.06
{d, J =52 Hz, 1H), 1.91 {dp, J = 13.1, 5.1, 4.5 Hz,
1H), 1.74 (s, 2H), 1.25 (s, 6H).

404

280

6—7F1)IL—N—(4,
4= AF LTS
—1—AjL)—N,
2—UAFI—T—F
FU—1H-Fnon
[2, 3—clEUDY—
4—F)LRFHIR
FEREER2

1H NMR (400 MHz, DMSO—-d8) § 11.93 (s, TH),
7.39 (s, 2H), 7.19 (q. J = 6.8 Hz, 2H), 7.05 (s, 1H),
6.02 (d, J = 39.7 Hz, 2H), 5.09 (d, J = 40.2 Hz, 2H),
4.66 (s, 2H), 2.63 (s, 3H), 2.39 ~ 2.28 (m, 3H), 2.06
(d, J=52Hz 1H), 1.91 (dp, J = 13.1, 5.1, 4.5 He,
1H), 1.74 (s, 2H), 1.25 (s, 6H).

404
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281 6—FUIL—N—(6 | 'HNMR (400 MHz, DMSO~-¢}) & 1194 (s, 1H), 7.44 | 406
—ARFFRSYS | - 7.20 (m, 1H), 7.12 - 6.91 (m, TH), 6.84 - 6.72 {m,
—1—AJL)—=N, 2 | 1H), 6.72 - 6.57 {m, 1H), 6.14 ~ 5.88 (m, 2H), 5.86 ~
—OAFI—=T—=F | 560 (m, 1H), 5.24 - 4.83 (m, 3H), 4.80 ~ 4.47 (m,
FJ—1H—-FORn | 2H), 3.72 (s, 3H), 2.87 - 2.57 {m, 5H), 2.33 (s, 3H),

[2, 3—c]EYD— 2.19 - 1.75 {m, 4H).
4—HLRFHIN,
HBEEEE

282 6—FUYIL—N—(6 | 'HNMR (400 MHz, DMSO-¢}) & 1194 (s, 1H), 7.44 | 406
—ARFFRSYL | - 7.20 (m, 1H), 7.12 ~ 6.91 (m, 1H), 6.84 - 6.72 {m,
—1—AJL)=N, 2 | tH), 6.72 - 6.57 {m, 1H), 6.14 ~ 5.88 (m, 2H), 5.86 -
—UAFI—=T—=F | 560 (m, 1H), 5.24 ~ 4.83 (m, 3H), 4.80 ~ 4.47 (m,
FU—1H—FOR | 2H), 3.72 (s, 3H), 2.87 - 2,57 (m, 5H), 2.33 (s, 3H).

[2, 3—c]EYD— 2.19 — 1.75 {m, 4H).
4—ANLRFHIF,
FG RS
DO0O0000
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000000000000 0O0C0O0O000O000O00000000000O00O00HO NMR
0 (4000 MHz,O DMSO-d6)0 & O 11.940 (s,O 1H),O 8.360 (d,0 JO =0 5.20 Hz,O 2H),0 7
.400 (s,0 1H),0 7.080 (d,0 JO =0 4.90 Hz,O 1H),0 6.080 (s,0 1H),0 5.970 (s,0 1H)
,05.210 -0 4.980 (m,0 2H),0 4.630 (s,0 2H),0 2.740 (s,0 2H),0 2.660 (s,0 3H),0
2.340 (s,0 3H),0 2.160 -0 1.750 (m,O 4H) .0 LCMSO M/zO (M+H)O 377.
0000000000000 O0O0D0O0O0O0O00O0O000O00
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Ehufl (4=xvE NMR m/z
284 6—7JijL—N—(7—2 | 'H NMR (400 MHz, DMSO~d,) & 11.96 (s, 1H), 394
WARTFISY—1—A | 742 (s 1H), 7.27 - 7.12 (m, 1H), 7.08 ~ 6.96 (m,

L) —N, 2= AF)IL— | 1H), 6.90 - 6.72 (m, 1H), 6.12 - 5.90 (m, 2H), 5.83
7=#FY—1H—=EBORQ | ~555{m, 1H), 5.22 ~ 4.97 (m, 2H}, 4.64 (s, 2H)

[2. 3—c]EYT—4 | 281 - 259 (m, 5H), 2.33 (s, 3H), 2.23 — 1.81 (m

—HILARFHER 4H).
285 6—71JJL—N, 2—4 | 'H NMR (400 MHz, DMSO-d,) § 11.96 (s, 1H), 390
FIL—N—(5—AFJLF | 7.32(d, J=32.2 Hz, 1H}, 7.13 -~ 6.81 (m, 3H), 6.01
FSUL—1—AJL)—7 | {d, J=382Hz 2H). 5.77 (s. 1H), 5.07 (d, J= 43 4
—FFY—1H=—EQOO | Hz 3H), 4.65 (s, 2H), 2.65 (d, J= 19.5 Hz, 5H),
[2, 3—clEN—4 2.33 (s, 3H), 2.26 (s, 4H), 2.10 ~ 1.81 {m, 4H).
—HIARX YR
286 6—7JJL—N—(5—27 | 'H NMR (400 MHz, DMSO-g,) § 11.95 (s, 1H), 394
LARFESY—1—A | 7.38 (s, 1H), 7.32 = 7.17 (m, 1H), 7.12 - 6.86 (m,
JL)—N, 2—AF)L— | 2H), 6.15 - 5.86 (m, 2H), 5.77 (s, 1H), 5.24 ~ 4.92
7—FFJ—1H—EDOA | (m, 2H), 4.65 (s, 2H), 2.86 — 2.56 (m, 5H), 2.33 (s,
[2, 3—clEYZ 2 —4 3H), 2.16 ~ 1.73 (m, 4H).
—hILIRFHEF
HIGREE
287 6—TF1JJL—N, 2—4 | 1H NMR (400 MHz, DMSO-d6) & 1200 - 11.86 | 390
FI=N=(7=AFILF | (m, 1H), 7.35 (s, TH), 7.07 {dd, J = 22.6, 7.4 Hz,
FSU—1—AJL)—=T | 2H) 6.94 (s, 1H), 6.01 (d, J = 35.4 Hz, 2H), 5.79
—FFU—1H—ERDDO | (s, 1H), 5.23 - 4.88 (m, 2H), 4.65 (s, 2H), 2.60 (s,
[2. 3—c]EYS—4 | 4H), 2.33 (s, 3H), 2.18 (s, 3H), 2.10 ~ 1.78 (m, 4H).
—hILIRFHIF
wIGEM A2
288 6—F1JJL—=N—(5—2 | "H NMR (400 MHz, DMSO~d,) & 11.94 (s, 1H), 406
FFIFhSU—=1—oA | 736 (s, 1H), 7.25 ~ 7.12 (m, 1H), 6.89 - 6.76 (m,
L) =N, 2= AF)L— | 1H), 6.76 — 6.64 (m, TH), 6.13 - 5.88 (m, 2H), 5.88
7—#FV—1H—tETQ | -569 (m, 1H), 5.25 - 4.87 (m, 3H), 4.78 — 4.48
[2. 3—c]EYS—4 | (m, 2H), 3.85 ~ 3.63 (m, 3H), 2.83 — 2.56 (m, 5H),
—hILRFHY IR 2.33 (s, 3H), 2.06 - 1.73 (m, 4H).
RIEEMEE
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289

6—F1JL—N—(5—4
LTI =14
L) =N, 2—=U*F)L—
7—FFV—-1H-EDn
[2. 3—clEUL—4
—hILREFHER
RIFRMER2

'H NMR (400 MHz, DMSO-d,) § 11.94 (s, 1H),

7.36 (s, TH), 7.25 - 7.12 (m, 1H), 6.89 ~ 6.76 (m,

1H), 6.76 - 6.64 (m, 1H), 6.13 ~ 5.88 (m, 2H), 5.88

- 5.69 (m, 1H), 5.25 - 4.87 (m, 3H), 4.78 - 4.48

{m, 2H), 3.85 - 3.63 (m, 3H), 2.83 - 2.56 (m, 5H),
2.33 (s, 3H), 2.06 ~ 1.73 (m, 4H).

406

290

6—TFJJL—N, 2= 4
FI—=T—FFJ)—N—
(5,6, 7, 8—Thk3EF
BAYx/) 2 —8—A
L) —1H—Fno[2, 3
—clE T —a—HL
RF¥FHzN
wmERE&K

1H NMR (400 MHz, DMSO-d6) § 11.96 (s, 1H),
8.48 - 8.20 (m, 2H), 7.43 (s, 1H), 7.14 (d, J = 4.8
Hz, TH), 6.20 - 5.86 (m, 2H), 5.76 (s, 1H), 5.09
{dd, J = 39.2, 13.5 Hz, 2H), 4.65 (s, 2H), 2.67 (s,
5H), 2.34 (s, 3H), 2.24 ~ 1.78 (m, 4H).

377

291

6—TJJL—N, 2= A
FIL—=7—FFJ—N-—
(5, 6,7, 8—TFkr3EF
AL/ x/)—8—4A
L) =1H-FRQ[2, 3
—clEYD—a—Al
RFHIR
REEMR2

TH NMR (400 MHz, DMSO-d6) & 11.96 (s, 1H),
8.48 ~ 8.20 (m, 2H), 7.43 (s, 1H), 7.14 {d, J = 4.8
Hz, 1H}, 6.20 - 5.86 (m, 2H), 5.76 (s, 1H), 5.09
{dd, J = 39.2, 13.5 Hz, 2H), 4.65 (s, 2H), 2.67 (s,
5H), 2.34 (s, 3H), 2.24 ~ 1.78 (m, 4H).

377
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0 (d,0 JO0 =0 8.00 Hz,O 20 H),O0 7.380 (d,0 JO =0 8.00 Hz,O 20 H),0 7.320 (s,0 10
H),0 6.570 (d,0 J0 =0 3.20 Hz,O 10 H),0 2.340 (s,0 30 H).
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2 fe 451 TutA IC50 (uM)
8 BRD4 49
28 BRD4 19
3 BRD4 17
32 BRD4 9.8
46 BRD4 64
50 BRD4 16
55 BRD4 95
57 BRD4 4.1
64 BRD4 8.0
92 BRD4 8.4
a3 BRD4 29
94 BRD4 3.1
95 BRD4 11
96 BRD4 5.0
101 BRD4 17
105 BRD4 19
116 BRD4 43
117 BRD4 4.0
119 BRD4 12
123 BRD4 11
126 BRD4 32
127 BRD4 1.2
128 BRD4 16
132 BRD4 13
179 BRD4 2.1
198 BRD4 1.1
215 BRD4 3.8
222 BRD4 16
256 BRD4 3.8
258 BRD4 0.80
261 BRDA4 27
262 BRD4 33
265 BRD4 5.3
1 BRD9 3.0
3 BRD9 35
5 BRD9 0.79
6 BRD3 1.5
7 BRD9 0.99
9 BRD9 0.92
1 BRDS 5.4
12 BRD3 0.84
18 BRDS 2.1
19 BRD3 0.075
22 BRDS 7.3
33 BRD9 5.4
34 BRD9 22
35 BRD9 11
38 BRD9 8.0
39 BRDY 19
45 BRDY 6.1
B85 BRD9 0.57
86 BRDY 0.16
87 BRD9 1.0
88 BRDY 15
89 BRDS 4.1
90 BRD9 0.30
9 BRDS 0.20
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97 BRD9Y 0.49
g8 BRD9 0.55
102 BRD9 0.86
103 BRDg 0.49
104 BRDS 0.98
106 BRDS 0.24
107 BRDS 3.4
108 BRDG 0.20
109 BRD9 0.27
110 BRD9 0.85
111 ERD9 0.24
112 BRD9 0.46
114 BRD9 0.073
115 BRDY (.64
118 BRDY .24
120 BRD9 G.44
121 BRD9 .10
122 BRDY 2.2
124 BRDY 2.9
125 BRDY .13
129 BRDS g.22
131 BRD¢ 1.6
134 BRDY Q.28
136 BRDY 0.40
138 BRDgY Q.31
146 BRDY 1.6
159 BRDgY 4.3
161 BRDY 29
190 BRDY 15
217 BRDY 4.7
248 BRDY 33
257 BRDY 0.18
259 BRDg 0.60
260 BRD9 0.18
263 BRDg9 0.48
264 BRDY 0.44
2 CECR2 14
21 CECRZ 0.89
i 23 CECR2 21
26 CECR2 3.2
' 29 CECR2 1.8
30 CECRZ 3.8
37 CECR2Z 3.1
41 CECR2 0.77
59 CECR2 0.89
60 CECRZ 10.3
61 CECR2 1.0
62 CECRZ2 1.5
68 CECR2 1.4
66 CECR2 2.4
67 CECR2 1.8
68 CECR2 3.0
68 CECR2 0.45
72 CECR2 2.2
73 CECR2 25
74 CECR2 58
75 CECR2 4.8
76 CECR2 0.35
77 CECR2 27
78 CECR2 9.9
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79 CECRZ 5.1
80 CECR2 0.51
113 CECR2 0.31
139 CECR2 0.24
140 CECR2Z 0.34
141 CECR2 0.39
142 CECR2 0.29
143 CECR2 0.40
144 CECR2 0.43
145 CECR2 0.41
147 CECR2 0.51
158 CECR?2 D.79
160 CECR2 D.18
162 CECR?Z 0.12
163 CECR2 0.051
164 CECR?Z 0.21
165 CECR2 0.087
167 CECR2Z 0.12
168 CECR2 0.042
169 CECR2 0.023
170 CECR2Z 0.042
172 CECR2 1.0
173 CECR2 0.99
174 CECR2 0.59
175 CECR2 0.76
176 CECR2 0.93
177 CECR2 069
178 CECR2Z 0.74
181 CECR2Z 0.73
182 CECRZ 0.41
183 CECR2Z 0.49
184 CECR2 0.47
185 CECR2 0.91
186 CECRZ 0.44
187 CECR2 0.79
188 CECRZ 2.0
189 CECR? 1.0
191 CECR2 0.59
192 CECR2 14
197 CECR2 0.73
201 CECR2 099
202 CECR2 1.3
203 CECR2 1.1
204 CECR2 1.1
205 CECR2 0.71
206 CECR2 0.37
207 CECR2 0.81
208 CECR2 1.2
211 CECRZ 2.2
212 CECR2 1.7
213 CECRZ 0.71
214 CECR2 0.66
216 CECR2 1.2
218 CECR2 0.77
220 CECR2 1.1
2 CECR2 0.67
223 CECR2 0.97
224 CECR2 0.78
225 CECR2 1.4 |
226 CECR2 0.70
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227 CECR2 20
229 CECR2 D64
230 CECR2 0.79
232 CECR2 1.2
233 CECR?2 0.77
234 CECR2 1.0
239 CECR? 23
241 CECR2 1.1
242 CECR2 1.4
243 CECR2 2.0
244 CECR2 19
249 CECR2 4.8
251 CECR2 6.2
253 CECR2 093
254 CECR2 0.70
266 CECR?2 0.030
267 CECR2 0.017
268 CECR? 0.023
269 CECR? $.033
270 CECR?2 0.018
271 CECR?2 0.011
272 CECR?2 0.035
273 CECR2 4.90
274 CECR?2 0.074
275 CECR?2 0.1
276 CECR2 0.038
277 CECR?2 0.053
278 CECR2 0.057
279 CECR?2 0.012
280 CECR2 0.049
281 CECR2 0.032
252 CECR2 0.067
283 CECR2 0.044
284 CECR2 0.053
285 CECR2 0.15
286 CECR2 0.041
287 CECR2 0.084
288 CECR2 0.041
289 CECR2 0.045
290 CECR2 0.050
291 CECR?2 0.140
4 TAF-1 0.32
10 TAF-1 47
14 TAF-1 3.7 i
15 TAF-1 0.97 |
16 TAF1 5.0 !
17 TAF-1 3.6 f
20 TAF-1 15
24 TAF-1 0.15
25 TAF-1 0.69
27 TAF-1 6.9
36 TAF-1 1.7
40 TAF-1 0.069
42 TAF-1 0.21
43 TAF-1 072
44 TAF-1 034
47 TAF-1 23
48 TAF-1 1.5
49 TAF-1 3.9

10

20

30

40



gbooooan

(234)

JP 6639497 B2 2020.2.5

51 TAF-1 4.4
52 TAF-1 7.4
53 TAF-1 82
54 TAF-1 29
56 TAF-1 25
58 TAF-1 1.5
63 TAF-1 4.7
70 TAF-1 6.4
71 TAF-1 3.9
81 TAF-1 6.7
B2 TAF-1 7.0
83 TAF-1 6.67
84 TAF-1 57
100 TAF-1 1.7
130 TAF-1 1.2
133 TAF-1 0.85
135 TAF-1 1.3
137 TAF-1 0.51
148 TAF1 0.44
149 TAF-1 0.32
150 TAF-1 0.36
151 TAF-1 0.55
152 TAF1 0.57
153 TAF1 0.49
154 TAFA1 0.53
155 TAF-1 0.33
: 156 TAF-1 6.99
i 157 TAF-1 1.6
' 166 TAF-1 2.1
171 TAFA1 0.26
180 TAF-1 0.16
193 TAF-1 1.6
199 TAF1 18
200 TAF-1 8.0
209 TAF-1 0.58
210 TAF-1 5.3
219 TAF-1 3.6
228 TAF-1 33
231 TAF-1 9.9
235 TAF1 9.9
236 TAF-1 14
238 TAE-1 21
240 TAF-1 34
250 TAF-1 14
252 TAF-1 50
255 TAF-1 4.8
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