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a74 2 -1-%—

242 (IR 2R) =2-([1-[2-(PU ZNADORAPFI)-4-(FM)ZNAFAOAFI) 7 =
ZNIAIFYL5-dI L 2.4l U T2 o-4-1 L TR J) > 2aafd
= -FA—

243 (IR, 2R)=2-([1-[2, 4-ERA (MU ZNFOAFI) Zz =] 1 I F V], 5-
dl 1,24l b o-4-A W T I 2) v yaanskH-1-F—)b

244 (1s,38) =3~ (N1-[4- (T NATAFF)-2-(bUTNAOAPF) 7
ZMAZFL,5-dl (L2 4l FUTF P o4-A I TI ) -1-AF I Y
| e B et

245 (IS, 3R =3-([1-Ud-(ZZNFBo A F ) -2-(bUZNADOARNFY) Tz
ZWAIFVIL A L2 A PO T 2241 T /) 2andd
-1-F—=)k

246 (IR, 2R) =2-(11-4-(ZZNhF DA RF ) -20-(FUTNFADORAMFI) 7=
ZHAIFL5-d (L2 4l R TS o-4-1 )| 73 /) aanktd
-1-F—)b

247 =LUS)~1=([1-[4=-A FF-20-(PUZNFQARFY) TN 13X Y
VL s=dl [, 2 4] U T 2244 TI /) ZFN] 7= /=L XIE 3-
LR =1=([1=-[4=A FF2=2-(FPY ZINFOAFF) Tz A 2 FY
[(Lo-dl (L2 A PN TFEo-A4-ANITI/VIFN T2 /=)

248 3-[(R) =I=([1-[d=A FF2-2-(FUZNFAOARF L) Tz A3IF
LA L2, M TP o—d-1 TV FN] 7 /=X §-
(1) -1-([1-[4-A FF-2-(FUZNFAQARF ) T2 A 25V
[L5-dl (L2 A M2 2-4-ANWITI/)VITFN] Tz =)

249 (3S, 4R) =4=([1-[4-A PF>-2-(2, 2, 2-PUZNFAQTFIN) 7z =] A
SHAYVILG-d (L2, A T4 T2 /) FFH>--F—)

250 1-d-AbrF2-2-02,2,2-bU)Z0FAOTFIV) 7= )V]-N-[(3R) -1- A
FINERD P =3-A WA IFS1,5-d] [1,2, 4] kD7 T2 -4-F I >

251 3-[I-([1-Md=-ARF-2-(FUZNFOAFIN) 2211511, 5-
dl (L2, 4 RUTZ P-4 ANMTI/)VIFN 7z /)=

252 1-[2,4-EA(RY ZATAFI) 7= =] -N-[(3R, 5R) -5-7 LA O-|-
AFENESYS =31 W4 SFJ [, 65-d] [1,2, 4 bPYUFPDT-4=F 3

253 2-[BR) =3-([1-[2,4-EA (MY ZNATAFIN) Zz V] A 251, 5-
dl (1,2, 4] PO TFZ o4 W] T I /) ERYSZ -1-1 V] TH ¥-1-F—
)7

254 -2, 4-EZ (R ZFOAFI) 722 -N-1(3R) -FFH > -3-1 )]
AIFVL5-d L2 A )T 2-4-F 3

255 [(18, 38)=3-(11-[2-(FUZNAFOARF)-4- (YU Z)F DO AF)) 7
cZNIAIFJ,6-d) (1,2, 4] FUTZ D24~ T3 )T F
WIAS 72—

256 J-(I=[2-(FU ZNFDOABRF)=4=-(F) TN FOAFI) 7 =)V] A
AL H-d [, 2, 4] FU TP o440 T I 2)EOY P2 -0-F

257 [(18,38)=3-([1-12,4-EAZA(PD)ZNAOTAFN) ZzN]A 5/

[L5=dl (124l " TZ P o-4-A I TI)) 220 FFIVAY /=)
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(28) JP 2025-509088 A 2025.4.11

258 2-[(3R)—3-((1—[4 (ZINAOAMF)-2-(FPUZNADARNFL) 7z
ZWIAZIFSIL,5=dl [, 2.4 RO T 2A-A T /)ERY -]~
'f)b]I& ‘/—1—71“—»

259 - [1- l!—[4 (7N AOARFL)-2-(R)TZNFOARNFD) 7))
4 9“/[ -d) [, 2, 4] BT 4N TI2)VTFN] 7= /)—)b

260 3= (11-[4- (/7}wrn>c FE)-2- (M) ZNADARFY) TV A
S, 6-d] (1, 2,4 MUTDo~d4-A4 T /)EQY D -20-F >

261 N-T@BR -1-ZF N ERYZ-3-4 )] -1-[2-(2. 2, 2-r) 7oA oxF
W)= (MU ZNFTAFIIN) 722N AIF[1,5-d] [1,2, 4] hUT
4-F X v

262 (18, 3R) =3=-([1-[2-(2, 2, 2-R U Z)hAOZFI) -4- (R~ 74O AF
W) ZzZW A2V 1,5-d] (1, 2,4] bUTZo-d-4 | T2 /)0
AFH -1-F =)

263 (s, 38)=1=-AFI=3-([1-[2-1(2, 2, 2-F U ZNFOTF)IV) -4- (k1) 7 )b
AOAFIN) 72N AIFYLL6-d [1, 2, 4] FUTZ2-4-14 )b 7 3
AR TE = -F=J

264 [(1s, 3s)=3-([1-12-(2, 2, 2-PUZNFTTFI)-4-(hU ZNF DO AF
W 7=V 14 3/, 5-d1 [, 2, 4l TP Z-4-1 W T /)7
TFI]AY J—)b

265 3-(11-12-(2, 2. 2- P U ZNFAOTFN) -4- (F U ZNFADOAFII) T =
WIA T 6-dl [, 2.4l RO TP o=4-4 )73 /) QYT >-0-F
/

266 -[1-(l1-12-(2. 2 z—I~U7JL7h:r:I'_?)l/) 4= (hYFZNADOAFI) 7=
_JLH AU, 5-d] (1,2, 4] NUTZo-d-A V| FI )V TFINV]) 7z /
—

267 N-(IH-ES YV —-3-1 ) -1-[2-(2, 2, 2- D 20 F O TFIL) ~4-(k V)
FZNADOAFIV) ZzZW] A7, 6-d] [1, 2. 4] PUTF P -4-F X >

268 (38, 4R) =4~ ([1-[2-(FTIABAPF ) A-APF>T7z)] M35/
[, 6-dl (1,2, 4] hUFPo-d-A VT I /) FFH-3-F—)

269 3—(Il—[2—(97)l«7h:1>& FFE)Ad-ARFT7zZN]AIFV]I, 5-

dl [1, 2.4 PUTFPZA4-ANITFTI /) EQY P 2-20-F

270 (IR, 2R) =2-([1-[2-(ZZNABARF ) d-ANF Tz ZN]A I 5T
[1,5-d] [1,2,4] U Zo-A4-A V| T3 /) oaanddo-1-4—)

271 1-[2,4-EA (M) ZNABAFIV) 7=V -N-[3R)-1-ZFINEXRY T
=3=ANAIFYSL5-d] [, 2,4 PUT D -4-FTI ¥

272 -([1-[2,4-EA (MY ZNFAaAFI) 72z 1 51, 5-

d [1,2, 4] M TS o—4-A )T I 2)-1-AFNERY D -0-F >

273 (3S, 4R) -4- (|1-[2,4-ERX (MY ZNFORAFNV) Tzl 4 I FV 1, 5-
dl [1, 2,4 FITZ-A4-ANITI/)VFAFYH-3-F—)

274 (35S, 48) =3- (-2, 4-EA(RYZNFOAFIV) 7] A IH /I, 5-
dl 1,24 NUTZo-A-A N T2 ) AFHo-4-F—)

275 (is, 4s) =4-([1-[2, 4-ER (MU ZNFA O AFIN) Zz=Z)V] 1 25/ (I, 5-
d [L2 4 M) TS o-4-A T I /) vaandd-1-F—)

276 (=12, 4-EA (R TNATAFI) 7= 43511, 5-

dl [1,2, 4] b T2 o-d-A N T ))ERY D =27 >

2T7 N-[(3R, 5R) =5-F LA O=1-AF )L ER 2 -3~ 1’)»]-1—[4-} k3 -2-
(2,2,2-MUzNhA0TFIN) 7N A IF 1, 56-d] [1, 2.4] hUT ¥
‘/-4—73

278 2-[BR) -3-(11-[4-A FF-2-(2,2, 2-bUZNAOTFI) Z )] A
T, s—dl (L2 4] FOFZ 244N TI/)EXRYT-1-1)] T
4 =1-F =)
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279 - AFIN-N-[BR -1-AFINERY L 2-3-1)]1-1-12-(2,2,2- VU 7L
AOZFIN) ~4- (P TNFAOAFI) 7222V 1 H 1, 5-d] [1, 2, 4]
)T -4-T 2

280 (IR, 2R) =2=([8-AFJ=1-12-(2, 2, 2- b U Z A O ZFI) -4- (1 7 )
FOXFI) 2=V AFY11,5-d1 [1, 2, 4] PO T2 2-4-1 V| 73
A2 aANFY - =F— )

281 1-4-AFF2-2-(RZ7NFAQTFIN) 7] -N-1BR) -1-AFIE
RN D -3-ANIAIFS],5-dl [1, 2 4] hUTP>-4-73>

282 (IR, 2R) -2-((1-[2-(2, 2, 2-F U ZIADITFIV) -4-(FU ZNF O AF
W) T==Z WA, 5-d [, 2,4l hU TV o-4-1 ) T3 /) ¥onm
ANFH o -1-F— )

283 (18, 28) =1-AF N-2-([1-[2-1(2, 2, 2- b D ZNABIZFN) -4- (kU 7 )b
AOAFIN) 722N AIF],5-d] [1, 2, 4] PO T2 2-4-A )] 73
J) 2 anFEd r-1-F =)V RN (IR, 2R) - 1- AFIb-2-([1-[2-(2, 2, 2- }
DZNADZFN) -4-(F)ZNATAFIV) 22V A 2 F (L, 5-

dl (1,2, A b TFZ-d-A | T3 2) v anFdo-1-4—)b

284 3-(1-H-APF-20-(F)ZNFOARFL) Tz A IF S, b-
dil [1, 2 4] KU Zo-4-q V|73 /) Q) 2 =0-F

285 1-12,4-EA (MY ZNFOAF ) 7 2= )] -N-(IH-¥ FS—)b-3-1 1)
AXFYIL6-dl [1,2. 4l R T T -4-7 3 >

286 (IR, 2R) -2 ({1-[4=-AFN-2-(2, 2. 2- R U ZNF B ZFI)) 7 = =]
SV 5-d] (1, 2,4] RUTZo~4-1W) 72 /) randy o-|-F—
%

287 3-([1-[4-7o0O-2-(FYZNFORAMEL) T W] 1T [, 5-
dl[1L2,4 "D TP o-4-a M7 2)EOY 22-0-F

288 3= ([1-[4-AFI=-2-2, 2. 2-RUZNFOTFI) 7z W] 1251, 5-
d[L24A )T o-4-4 N T7I/)EQY) P 2-0-F

289 (38, 4R) = 1-AF)-3-([1-[2-(2, 2, 2-F VU ZNADZFI) -4- (k) 7V
FAOAFN) 7] A I, 6-d] [1,2,4] RUTZ-4-1 )| 72
J)ERY D -4-F—)

290 (18, 29 -2=-(NN-12-(r)Z)FOARF¥)-4-(FUZNFOAFI) 7
ZWIAIFYIL5-d] (1, 2,4l RUT P o-4-4A V|73 /) oOnst s
=1-F =)

291 [(1s,8s)-8-([I-M4=-AFF-2-(M)ZNAOAFFY) 722N 13¥
VILS=dl [1, 2.4 T o=d=-A W TI )20 FFN]AY J—N

292 (38, 4R) 4= ([1-[4-A PF-2-(FUZNFADAF V) TV A3 H
VIL6-dl [1L2 4] BT o-4-ANITI /) FFH-3-F—)

293 (15, 28)=2-((1-[2, 4-EA(F U ZNFATRAFI) Tz A I F /], 5-
dl (1,2 4] hUT P44 T I ) yoaanskyd o-1-4—)

294 -([1-[2.4-EX (N ZNFAOAFIV) 7224 5[], 5-

d (L2 4 I T2 41 T7I2)EQ) D 2-0-F

295 1-[d=-(7ZATAF)-2-(F)ZNATRAF ) 72 )b] -N-
[BRI-I-AFIERUZ-3-AN]AIFV/ 1, 5-d] [], 2, 4] PU TP~
4-7 3

296 I-4-(Z7NFaAbF)-2-(rY Z)bFO A RF) 72 =)0 -N- (1H-
S —-3-A W) A XFJ[1,6-d] (1,2, 4] NP Z2-4-F 3 >

297 3=[-(-4-AFN-2-(2, 2. 2-rUZNFAQTFIN) Z=z2N] A 5/
[(L5=dl 1,24 U TP 24 W T )VITFN] Tz )=

298 (I, 38)=-8-([1-[4-2pa-20- (P IZNFAQAFIV) Tz N] 15

(L5-d] [, 2,4l BUTF P 2-A-AN| T2/ -1=-AF o7 ® -1-7
=
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299 (1s, 8s)=3-((I-M4-7oo-2-(b)ZNFAQARFY) ZeZ] 1 I 4
[1,5=d] [1,2,4] FUTZ-4-A M T I ) -1-AFNo07TH -|-F
— )

300 (IR, 2R) -2-([1-[4-27oo-2-(bUZNAFAO A F ) 72 )V] A I 5/
[1,5-dl [1,2, 4] FU TP o-4-qA V| 73 ) oonFd o-|-74—)

301 2-T(3R) =3-([1-12-(2, 2, 2- U ZNADZTFIN)-4- (k) Z)0F DO AF
W Z2ZWAZFT(1,6-dl [1, 2,4 BUTZo-4-1A I T I 2) ERY
Sl N TH --F— )b

302 (1S, 8R) =3-([1-[4d-A RF-2-(2, 2. 2- b ZNAQFI) 7= 4
THAYL 5= 1L 2.4l BUTZ A4 TSI /) 0AF g -1-F—
W

303 -[-(1-[4-A FF-2-(2, 2, 2-FUZNAOTFIN) Zz=N] A5
[L5-d] (1,2 4] BUTFPZo-4-A I TI))ZFN] T )=

304 1-[4=-ABMF-2-(2,22-bUZNFO bF32) 7 2= )] -N-[(3R) -1~
AFNWERY D -3-A WA 2SI, 5-d]l [1,2, 4]l N\ TZ-4-7 3

305 (15, 38) =-3-([1-[4-A PF-2-12, 2, 2-bUZNADTFF) 7))
AV -dI L2 A BT LA TI ) -1-AF) 0Ty
P e

306 (IR, 2R) =2-([1-[4-F O E-2- (7 NAQARF L) Zz ]I 5
(L5-d) (L2 4 FUTFZo-A-ANMTI2)oaaddr-1-F—)

307 (IR, 2R) -2-([1-[4-FOE-2-(FU ZNATAIF V) Zz ] A 5T
[1,5=d] [1,2, 4] b T ¥ o—-4-qa | T /) oaaFdo-1-4— )b

308 1=[4=-ARF-2-(bUTZNFATRABRFL) 72z -N=-1(18)-1-(EY 2
P3N ZFINIA TV, 5-d] [, 2,4] U TP -4-7 2 2 X |-
B-ARF-20-(PUZNABARFY) 72V -N-[(IR) -1-(EY 2 >-
A ZFWIAIF S 5-d [1, 2,4 U T Zo-4-7 2 >

309 1-[4-ARF-2-(bUTZNFOARFY) 7z Z]-N-T{IR) -1-(EY
A TFN]A IS L 5-d] (1L, 2,4l U TP 2-4-7 2 X I-
A=A RF-0-(M)ZNFOARFL) T2 V] -N-[(15) =1-(EU >
=AW TFIAZIF 1L 5-d [1, 2,4 U TP 2-4-T 3

310 (18, 28)-2-([1-[4-A bF>-20-(FUZNAOARFY) Tz A 34
JIL,5-d) [, 2 4] PUTZ2A4-A N TI /) -1-AF N ranFH -
1-A— VXX (IR, 2R) =2-([1-[4-A FF¥-2-(FU ZNAOARF ) 7
ZW AL 5-dl (1,2 4] BUTZ - 4-A WM TFTI ) -1-AF Ny
gAaFH-1-F— )

311 (IR, 2R) =2- ([1-[4- A bF>-20-(FUZNADAF) FzZN] 134
VILs-dl [, 2,4 FUTZo-Ad-A NI TI /) -1-AF oAty -
1-A =)L XIE (1S, 28) -2-([1-[4-A FF-0-(FUTZNADARF) Tz
ZWAZZSIL5-dI (1,24 FUT P-4 T /) =1-AFN o
gAaFH -1-F— )

312 I-4-7oE-2-(hY ZIFATAPFED) 7] -N-[QBR) -1-AFIEX
D2 =3-a4 NV AIFVI,6-d1 [1, 2, 4] BT P2-4-T I

313 (3S, 4R) —4-([1-12-(2, 2, 2- b U ZNAFA O ITFI) -4-(FU 7N AT AF
M TZzZWAIFTL5-d [, 2,4l hUTZ2-4-A4 | T2 /) AFH
»-3-F—)k

314 [(1s, 38)=3-(l1-4-A bF-2-(2. 2, 2-FU 7 NFOTTFI) 7 x=)V]
AIHFYL,5-d] (1,2, 4] NUTZDo-4-A NN FTI )0 TFI]AY
—

315 (1s, 3s)=3-([1-[4-A RF-2-(R&¥T7NFOLF)) 7|1 =¥

VL 5-d] (1, 2. 4] U TP~ 4-1 W TI2N-1-AF 07T H-]1-
F—I
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316 (IR, 2R) =2-([1-[d-A FF2-2- (R FZNATIZFI) 7223 ¥
SO 5-d] (1,2, 4] ROTF D -d-A4 W T3 /) oanFt-1-F—)

T N-[@BR) -1-AFIEXY Z2-3-a ] -1-4-AFI-2-(2,2,2- bV 7}
A0ITFIN) 222 A IS 6-d 1,2, 4] R T P-4-T X >

318 (18, 38) =1-AFW-3-([1-[4-AFN-2-(2, 2. 2-FUZNFOTFI) 7 =
SV AZFVIL5-d] (1L, 2,4 bUTZo-4-t I T/ Td -
1-# =)k

319 (Is,3s)-3-1[1-(2-2O7OEN-4-AbF>T7zZV) A1 I FV/]], 5-
dl [1, 2. 4] BO T -d-A ] T2 /)-1-AF N yaTy o -1-F—)

320 -1[-2-v7 o7 oEN-4-ARFo 72z A IH/ (L, 5-d] (1,2, 4]
MT7T-4-A4 NI T EOY D -0-F

321 (IR, 2R) -2-[[1-2-> 27O 7O EN-d-AhF 721 I F /]I, b-
dl [ 2.4l PO T4 TI /| raansdy o--d—=)

322 (3S, 4R) =4=([1-[2-(POZNFAORANF L) —4-(bUZNAOAFI) 7 x
SN AZEL5-d] (1,2, 4] NUT 2 o-4-A | T3 /) AFT>-3-F
— )b

323 S-M-([1-12-(hUZNAFDOAPFI)-4- (MY ZINFOAFI) 7 x=)V]
A (1,5-dl 1,2, 4] " TP Z2-4-A M T I 2)VTFN] 7= ) —)b

324 N-[B=(ArFAFN) ZoaTFFN]-1-2-(F)Z)IF O A F)-4-
(FUZNAOAFIV) T 241, 6-d] [1, 2,4l P T2 -4-F
27

325 2-[3-([1-2-(hUZNAFOAF2) 4= (MU 7T DO AFI) 7 =)V
425/ 01,5-d] [1,2, 4] U T o-4-4JL| 72X /) »2a7F)V] Fon
F=d=A—

326 N-[B=-(ABFAFII) 70T FIN]-1-[4-A FF-2-(2,2, 2-F) T
AOTFN) Zz =] AIFV,5-dl [LL 2,4 PUFZ-4-F I >

327 2-03-(11-[4-A hF-2-(2,2,2-NUTNAOTFN) 72204 25/
[1,6-d] [1, 2, 4] MU TP Z-d-A T2 ) 207 F)N Fo-2-F
— )l

328 -(N-[4-(Z72NF0ARF)-2-(FUZINFOAF) Tz A
AL AL 2,4 FUT A=A TI ) -1-AFIERY 2 -
o=

329 1=AFI-3-([1-[2-(2,2, 2-rUZ)FOTFI) 4- (U ZNFORXAF
W) Z =2 A 2 F VL 6-dl [ 2. 4] BT -d-A ]| T /) EXY
3 ==

330 - (-4-APFF2-2-(2,2,2-bUTZNFOFN) 7z 1 25/
[1,5-d] [1,2.4) MUTZo-d-A ] T /) -1-AFIERY D2 -0-F >

331 (3S, 4R) ~4-([1-[4- (72 NFO A PF)-2-(MYTZNADAIF ) 7z
=N AIAFSL6-d] (L, 2,4 M7 o-4-A | T /) AFY-3-7F
— b

332 (1s, 3s)=1-AFN=-3-(11-4=-AFN-2-(F U ZNAOTARF) 7))
AIF(,5-dl [1,2,4] " T Zo-4-M NI TI )07 H w-1-F—
W

333 -(1=-[2->2o07OEN-4- (R T NADAFIV) TN A I 5/
[, 5-dl (1,2, 4] RUFZo-4-A )72 /)EQY D -0-F >

334 (38, 4R) -4-(l1-[2-> 277 EN-d4-(MIZNFADOAFI)) 7=V A
YL b=dl (L2 Al T2 4-A NI T /) FFH2-3-F—)L

335 H=-AFN-3-(1-12-(FY) ZNADOARF ) ~4- (U TZNFOAFIN) 7

2N AL 5-d (L2, 4 b T 2P oA-A N T2 /) 2 0TF
W A% 7=
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336 [, 3r) =3=([1-[4=-RA hF-2-(2, 2, 2-pU Z A ITFIV) 7 2 =)V]
A2V, 5-dl [1, 2, 4] RO TP o=4=A )W) T I ))-1-AF 20T F
WIA® J—)

337 [B=([1-[d=-A FF2-2-2, 2, 2-MUZNFOTFN) Tz 1 5
[L5=dl [L2 4l NU T2 o-d-A TI /) -1-AF) 20 TFF )] A%
J— )

338 2-[8-([1-T4-APF-2-(PUTZNFAOARF) TIN5
[1,5=d]1 [1,2,4] NUFZo=d=-A VI T I /) aFF)] Tams-2-#%
—Jb

339 2-[3-((1-12-(2, 2. 2-RUZNAOTFIN) -4- (P TZNABRAFIN) 7=
ZWIAIFSL A (L 2,4l KU T o—d-t I 7R /) a7 FIV]
Ja/sr-2-F—)

340 [(1s, 8s)=1=AFN=3-([1-[2-(F U ZNADT A FI)-4-(F) 7 )NF O
AFIN ZzZWIAIFS(1,6=d] [1, 2,4l BUT S 2-4-A W T3 /)&
JaTFI] AT J— )

341 [(1s, 38)=8-(|1-[4d=-A FF-2-(2,2,2-FYUTNABTITFI) 7 2=)V]
AL 5-dl [1,2,4] KUTPZo-d-A4 )T I -1-AFN2aTF

W AZ ) — )

342 [(ls 3s) -3- (ll—[4 ARF FOZNFOARFP) TN A2
JIL5-d]l [1, 2,4 BT 'r)l«lj’ A)=1=AFiIZ2aTFI] A
8 J—)

343 [(1s, 38) =1-AF)=3-([1-[2- 2,2‘2 M zFgoOTFIV)-4-(FY 7))
FOAFIN) 7222 A AV 5-dl (1,2, 4] bUTZ-4-1 I 72
J) a7 FN ALY ) —)b

344 (1s, 3%) = 3 (11-12- (/wwj-mx1~4=~‘/)-4-><5=w71:)1/]fsﬁ"f
[1,5=d] [1,2,4] NUTZo=d=-A | T /) -1-AFN>r0TH% -1-F
— )k
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253 2—[(3R)—3—(11—[2.4-[:‘1(!*‘)7)»7&[1%%)&)7::._)I/]'r s
[1,5-d] [1, 2, 4] b T o-4-q4 I 7 2)ERY T -1-1 ] T
s=l-A—)

254 =2, 4-EX (MU ZNAFATAFIN) 7 x=)b] -N=-[(3R) -FFH>-3-
AWIAZIZVL5-d [1, 2. 4] FUT 2 2-4- ?=*

255 [(1s, 38)=3-([1-[2- (P U ZNADOA F)-4- (Y TNFOAF
W) 7= V] A 3IF1L5-d] [0, 2. 4] k1) 7-‘/"/-4-4114 T2J/)
LaFFIN]AY S — )

256 3-(11-12-(+ Umwh:r;c FE)-4=(FUZNFOAFI) 7=
WA, 5-d] [1,2, 4 FU 7 :/‘/ -7V ERY -
2-F >

257 [(1s, 38)=3-([I-[2. 4-ER(FUTZNFAOXFI) T2 N1 I 5
[1,5-d] [1, 2, 4] k1 7)> =AW T/ TFN] AY S —
)%

258 -1QR) -3-([1-U- (T NFBARFL)-2-(FUTZNF DO A BFF
ANT N AIFVL,5-d1 1,24 PUT P-4~ T /) E

RYZo-1-A4 Ny -1-F—)

259 3-11-([1-[4- /7)b1‘Dxl\$/) -(FUZNFOARF) 7 x
ZWIAIFVIL5-d [, 2, 4] TS o-4-A NI T /) TFIN] 7
L Jo=Jl

260 3= (11-[4- uwwmx ) -2-(b)ZNFOARFY) T
W1 251 1L 24l bUTFS~d-1 M TI2)EQY D 2"
-5 >

261 N=[GR) ~1=-ZFIERYZ2-3-)]-1-[2-(2, 2, 2-FU 7 hADOT
FN)=4=(F ) ZNATAFIV) 724 2711, 5-d) [1, 2, 4] b
VT D=-4-F 2

262 (18, 3R) =3-([1-[2-(2, 2. 2- R U Z)FAOTFI) -4-(F Y 74D A
FW) T2 A 2H,6-d] [1,2. 4] hUTZ2-4-A W] T I )
aOaONFY -1-Fd— )k

269 (1s,38) 1= AFN-3-({1-[2-(2, 2, 2-FY Z AT TF V) -4- (b 1)
FZNABRFI) Z2Z W] IHS ], 5-d] [1, 2, 4] BT 24—
WMTI )V vhaFdy-1-4—)

264 (s, 38)=3-([1-[2-(2, 2, 2=~ U Z A O TFI) -4- (LU 7040
AFIV Tz N4 25 [1,5-d1 [1,2,4] PO T 2-4-A0 V| 7 2
) aFdZFI]AY I—Ib

265 3=(11-12-(2. 2. 2- P U ZNACTZFI) 4= (FY T AT AFI) 7

WA IF/L5-d [, 2,4 M) 74— )Vl TR /) EOY
D =0-F
266 =[1-(1-[2-2. 2. 2-FUZNFOTF)I) -4-(F 1) Z)F O AFI)

TxZ A2/ 5-d] [, 2,4 PUTZo-A4-A T /) TF
W 72z 7=
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267 N-(IH-E I = 1=-3-4 k) -1-12-(2, 2, 2-pU ZNFOTFI)) -
(FPUZNAFAOAFII) 72200 A 3 57"][] 5-d] [1, 2, 4] b'JY"‘
_,4 '7-‘.‘/

268 (3S, 4R) ~4-([1-2-(7NWA DA RFI)4-AbFTzZN] 1 X
S, 5=d] [1, 2, 4] KW TP o-4-4 )| T /)FFH2-3-4— )

269 3—([]-[2—(*)7)»1:1)( M) -d-AMF T 1345
[1,5-d] [1,2, 4] BT Z 4o T /)VEOQN T -1-F >~

270 (IR, 7R) ?-([1-[ (PN AOTAPFY)A-AF Tz 13
0, 6-d1 [1, 2,4l U T o-4-a VT /) raaFt~1-
4=

271 1-[2,4-EZ (U Z2FOAFINV) Z2z=)]-N-[(3R) -1-ZFI EX
U 2-3-aN] A4V, 5-d] [I,2,4] KT P -4-FT 2 >

272 I-(1-[2, 4-EA(RZNFOAFN) TV A IV, 5=
dl [1,2, 41 T I2-4-CMITFI/)-1-AFIVEXRY D =)-F >

273 (38, 4R) 4= ((1-[2,4-EA (P ZNATAFIV) Tz N1 IF S
[1,5~d] [1, 2, 4] RUFTZ=4-A )| T2 /)FFH-3-F—)

274 (3S, 48)-3-([1-[2,4-EZ (P TZNAOAFN) T=ZI]A 5
[1L5-dl [1L 2.4l PUTFZoA-A N TI/)VFFY-4-F—N

275 (1s, 45) =4=([1-[2,4-ERA (FUZNAOAFI) Tz V1 I 5V
[1,5=dl [1, 2,4] U T Zo-4-4 V| F I /) r2anxtS=-—
1%

276 3-(1-{2,4-EA (Y ZNFOAFI) 7] 1 F/ (I, 5-

dl (1,24l BT Z2-4-1 IV T IV ERY T -0-F >

277 N-[(3R, 5R) -5-Z A O-1-AFILERY P -3-A )] -1-[4-A b *
T-2-(2, 2 -bPUTZNAOTFN ZxZ W] A IHFVIIL, b
d][l 24 PN FE-4-FI

278 =[(BRY=3-(11-[4-A hF-2- -k ZNFBRZFIN) T2
)b]'r 311, 5-d] (1. 2, 4] l~'J7 4/1’)[/17’3./)!:"&'%‘/‘:/-
1=+ V] E& 3= 1=F =W

279 8- AFIN-N-TBR) -1-ARFIERY 2 -3 ] -1-[2-(2,2,2-~ 1
ZIAOTFN) A4- () ZNFATAFINV) 72Vl A IF(], 5=
dl (1,2, 4l hUTE2-4-7 3

280 (IR, 2R) 2= (8- A FI-1-[2-(2, 2, 2-+ U ZAQTFI)-4-(b 1)
IIWFAEAFN) Zz=Z N A IS 5-d (1,2, 4l bUTP-4-1
W TZI)andkd s -1-4—)

281 I-[4-ARF-2-(R2&ZT7)NFADTFIV) 7)) -N-[(3R) -1- A
FIIERN P =3=A WA 2F/1,5=d]l [I, 2, 4] ST Z2-4-7 2
>

282 (IR, 2R) =2-([1-[2-42, 2. 2-h U ZNA O ZFI)-4-(hUTZ)A DO A
F) Tz AL 6-dl [1, 2,4 UTF D =4-1 )| T2 /)
oaanFy -1-F—)b

283 (18, 28) =1-AFW=-2-((1-[2-(2, 2, 2- P U ZNADZFI))-4-(R Y
FNATAFI) TVl A IFJIL,6-dl [, 2,4 MU TP -4-1
W Ty vooanddsr-1-F—ILRG (IR, R) -1-AFIL-2-(]1-
[2-12, 2, 2-hr U ZNAOZFI)) -4-(b) ZIbF O AFI) 7 = =)V
AL 5-d) [1, 2,4 MY TZo-d-A N T /) oadH >
~|-A—Jl

284 3-(11-[4-A FF2-2-(b)ZNAFORAPFZ) T WA IFY
[L5-d]l (1,24 BT -4-4 N TFTI/)EQY P -0-F >

285 -2, 4-EA (MY Z)vABAFI) Z =] -N-(IH-EZ /= N-3-

AN AZHFVILE-dl (1.2 4l FPOFTP-4-F 3 >
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(75)

(IR, 2R) -2- ([1-[4-AFN-2-1(2, 2, 2- DU ZNF O ITFI) 7 = =)V]
AIFYV,5-dl [1,2,4] PO T2 r-4-A N T3 /) 7aafH
-1-F =

(l1-[4-27oo-2-(b) ZNFAOAMFI) Tz N1 3IFY
[1.5-d] [1. 24l T o-4-A NI T 2)EQN T =2-F 2

288

F(-4=AFN-2-(2,. 2, 2-P) ZNFOTFN) 7)1 25V
[L-d] [1, 24l BT P oA-AN| TS /VEON T -0-F >

289

(35, 4R) =1-AF=3-([1-[2-(2, 2, 2= U Z A ZF)) -4-( k1)
ZNWAODRAFIV) TN A 2FY 1, 5-d] [1,2, 4] hOUT P 2-4-A
WM TFTI7)ER)D -4-F— )b

290

(1S, 28) =2=([1-[2- (R U ZHADO A MF ) 4-(FY ZI)F DO AF
M Z2Z A2, 5-d]l 1, 2, 4] BY T o=4-AIW| T2 )
goasnFt-1-4— )b

291

[(1s,38)=3=(11-4-AFF-2-(FUZNADO A F) T )]
AIH(1,5-d] [1,2, 4] RO T2 o-d-4 W72 /) >2aTFIV)
A& ) — )b

292

(35, 4R) ~4-([1-[4-A bF -2-(PU TNADOARF ) Tz V] A
THEVIL5-d (1, 2,4 BUT L o~4-A M T2 /) AFH -3-F—
W

(18, 28) =2-((1-[2, 4-EA (PUZNAOAFIV Tz A2
[1,5-dl [1, 2, 4] hUZ D24~ T2 /) 2 OAFd-1-F—
1%

S(-[2,4-EXA (M ZNFOAFIN) 2] 124/, 5-
d (L2 A M)TZZ2-4-AN T ) EQUZ -20-F >~

-4~ (7Aoo A RF2)-2-(bUZNATAFY) 7)) -N-
[(BR)-1-AFNWERYZ-3-A ]2 FJ[],5-d] [1, 2,4 U T

Pr-4-FTI >

296

I-[4- (7 NFAB A FF2)-2-(h)ZNAORAIF ) 72 =)] -N-
(IH-EZ V= =3=4 W) A 241, 5-d] [1,2,4] NUTF P 2-4-7 2

~

-

297

0-(11-T4-AFN-2-(2. 2. 2-bUZNAOTFIN) 72201 =
A1, 5=d] [1, 2,4l RO TS o=-d-A )| TI /) TFIN] Tz /=)

298

(Is,3s)-3-((l-l4-Z70O-2-(FUTNAOAFNV) 7oA 24
I, 5-dl (124 FUT 224~ AM NI TI /) -1-AFNo0TH
F=1-F =ik

299

(1s, 38) =3-([1-l4-Zaa-2-(F)ZNFOARFY) 72N 1 3
U0, 5-d1 (1, 2,4l MUTF S o-A4-A N TFI/)-1-AF 07
& = =F=Jk

300

(IR, 2R) -2-((I-[4-Z7ooO-2-(bUZNAORAMFY) Tz 1 2
FUIL5-d 1L 2, 4l MU T Z2-4-A0 )| T I /) andkt |-
A—Jk

301

2-[(3R) =3-(11-12-(2, 2, 2- b U ZANFOZFI) -4- (b VU ZIF DO A
FINZzZWAXIT/15-d 11,2, 4] hUT P -4-1 N T2 /)
EXYZ-l-q4] 2% ¥-1-F—))

302

(18, 3R) -3-([1-4-A FF-2-(2, 2. 2-b ) ZNFOTFIN) Tz =
NIAXFTIL5-d [1L 2,4 DT I o-4-1 )Ll TR /) ¥ yanF
H-1-F =

303

3-[1-TI-4-APF-2-12, 2 2-bUTZNABTFN) 7 )] A
2SI 6-d (1L, 2,4 PUTFZ-4-A W TFTI /) ZFN Tz /—
)
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(76)

304

I=[4-A MF=0-(2, 2, 2-FUzZ)FAox bF ) 7=V -N-
[BR) -1-AFIERDZ-3-AN]A ¥V, 5-d) [l 2.4 bUTF

4T3

(1s, 38) =3=([1-T4-A bF-2-(2, 2. 2-F U ZNAOIT+F¥) I x
ZAZFYILS-d (1L 2, 4] T Z2-4-4 N T I /)-1-AF )
paIFy-1-F—)

306

(IR 2R -2-([1-H4-FaE-2-(ZZNF0 A F) T T35
VL E-dl [1, 2,4l RO S o=4-q4 T2 ) oot r-1-F
— b

307

(IR, 2R) -2- ([1-4-F o E-2-(hU ZNFDO A RF) 7)) o 2
FSL6=dl 1, 2,4 RO T2 o-d-A I T X /)oaakdo-1-
7+ — )

308

I-[4-ARFI-2-(MITZNFATAIF) Tz Z ] -N-[(18)-1-(E
WD =-3-1 W) TFN]A2F ), 6-d] (1,2, 4] b TP2-4-7 2
PRI I-U-ARFE-2-(FUZNFOABF ) 7= IV]-N-
[AR -1-(EY P 2=-3-A ) TFIN] A 2 FV/[1.5-d] [1. 2. 4] bU T
P o-4-T 3

309

I=4-ABF-2-(M)ZNFOAPF) Tz 2] -N-1R) -1-(E
NI -3-14 W ZF NI/ 6-d 1, 2,4 TP -4-7 2
PRIEBI-A-ABRF-2-(PUTZNAOAMEFS) Tz )] -N-
[(IS) =1-(EU >3-4 ZF )4 24 /[, 5-d] [1,2, 4] U7
4= X s

310

(18,280 =2- ({1-[4=A FF=2- (U ZNFDOAF2) Tz Z)V] A
SV G-d (L2, 4] BT S o-d-A V| T2 ) -1-AFIo D

ANFH 2 -1-F = X (IR, 2R) -2- ([1-[4-R FF-2- (b ZIF
OARFA TN AFVL6-d {1, 2,4] BUT T 2-d-1 )]

T2/)-1-AFNr7onFdd-1-F—=)

311

(1R, 2R) =2= ([1=[4=A MFI=2-(FUZNF O A F) 7 22)l] A
SHVILS-AI L 2, 4] RUTFT T -4~ W T2 /)-1-AFN¥I O
ANFY-1-F—IL X (S, 28) -2-([1-[4-A bF-2-(FU T7IF
OARF) 7225V 5-d] 11, 2, 4] hUT 22 -4-1 )]

T3 2) == AF N i @il =l=a—k

312

I--7oE-2-(FUZIFBALF) 722 -N-[BRI-1-AF
WERY Z-3-4 A3/, 5-d] [1,2. 4] PYTZ-4-7T I >

313

(35, 4R) ~4- ([1-12- (2, 2. 2-F U 7 A O TF ) -4- (R U 7 b4 0 A
FIN T2 A IV 5-d (1L 24 R TP 2-4-A L] T2 )
A 8- —))

314

[(1s, 38) =3=(11-Md-AFF-2-(2,2,2-+) 7N ADOTFI) 7=
WMAZTHVIL5=d] (L2, 4] M) TSI o-4-4 T /) 0T F
WI A% 7—)b

(1s, 38) =3-([1-[4-A FF-2- (R F7NFADTFN) Tz ZIV] A
EHFYILS=d) [, 4] b U TS -4~ N FE L) =1-AFNF O
75 2=1-F—=J

(IR, 2R) 2= ([1-[4= A P F -2~ (RFZTNFOTFIV) T =)L) A
THYVNG-AI L 2.4 NUTFZ~4-A N T2 2) o On®d -
1-F—N

317

N=T@R) =1=AFNEXRNZ-3-1 )] -1-[d-AFI-2-(2,2,2-~1
ZIFABLZFI) Z =N A (1, 5-d]l [, 2.4l PO T P -4-7

=

318

(18, 3s) —1=-AFIN=-3-([1-[4-AFN-2-(2, 2, 2-r U ZVF D TF
WM 7225/ G-d (L2, 4l T o-d4-1 M T X)) &
pa7y -1-A—
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(77)

319 (15, 38)-3-[[1-2->2 070 )-4-ArF> Tz AIHFS
[L5=d] 1,2, 4] RO F2o-d-A T I/ =-1-AFNoaTH -
1-F—

320 =N-Q2->2a7aEN-4-AbF>T7zZI) A 3IF /][], 5-
dl[1,2. 4l FOT7Z 4N F72 a2 -2-F >

321 (IR, 2R) -2- [[N1-(2-> 2o 7O0EN-4-ArF 72V A2 HFS
[1,5=d] [1, 2, 4] MU P2 2o~A4-A N TI /|2 0ndFdo-1-F—
1%

322 (38, 4R) 4= ([1-[2- (RO ZNAB A MF ) -4- (kY Z)bF DO AF
W) 7= AIFSL5-d [, 2,4 ") TV o-4-A N T /)F
FH-3-F =)

323 =[1=-(1=-[2=(RrUZIATAIF) 4= (P TNFOAFI) 7z
ZIHIA AV, 5-d] [, 2 4] P T2 -4 T2 /) TFIN] 7
T A=)

324 N-B-(ARFAFIV) 2O TFIN]-1-[2-{ ) ZIFO A F
P)A-(PUTZINATAFI) 7] A I, 5-d 1, 2,4] by
i e

325 2-[3=((1=-[2-(F U ZNADARFI)-4-(PYZNFOAFI) 7z
ZEWNAIFVIL5-d] (1,2, 4] PSP o-A4-A N T2 ))H2aF
FNFON-2-F— )

326 N-[3-(ABRFAFI) a0 TFI)-1-4-A ~RF2-2-(2,2, 2-k
D7daxFi) 7zl A 501, 5-d] [1,2.4] bU T2 2—4-
T

327 2-[3-(1-[4=-A bF-2-(2 2, 2-MUZNAOZTFI) Tz =)k A1
AU 6-dI (1L, 2,4 RUT D o-A-A VI T /) voadF] 7
0N > -2-F—)

328 -(I-U-(Z7NAdAnAbF ) -2-(F)TZNAOARFY) 7=
WAL 5-dl [1.2, 4] BT Z2-d-1J| T 2)-1-AFIVE
ARN) Fo=)=-F

329 1-AFN=3-([1-12-(2, 2. 2-F U ZNAOTFI)-4-(FY 74O
AFN) 722NV, 5-d] [1, 2,4 BT 2-4-1)) 72
F)ERN) 32 -0/

330 (-4~ A bF-2-02, 2. 2- ) ZNAFrZFIV) Z==V] 13
YL o-dl [1.2. 4] PUTZo-4-A W] T2 /) -1-AFINER) T -
-7

331 (3S. 4R) 4= (11-4- (7 NFd a3 A F ) -0-(bUZNFDTAF
N TFzZ WAL 6-dl 11, 2,4) hUTFZCo-4-4 | TX /) A
FH 2 -3-F— )

332 (I8, 38) =1-AFIW-4-([1-[4-AFN-2-(bUTNADORAIF+) 7z
ZM AL [L 24l b TP -4-AM N T2 onT
& =1-F— )k

333 (N-[2-2070EN-4-(FUZNFOAFN) 7))L 3H
VILA=d) [, 2,4 RUT P44 NI T /) EQY P -20-4 >

334 (35, 4R) 4= ([1-[2-> 2O 7O EN-4-(r) ZNFOTAFI) 7=
WIAZHFYIL5-dl [, 24l U TS -4-A N TI /) A FH -3~
Z— )

335 [1=-AFI-3-([1-[2-(FYZNAOTARF)-4-(F) 7IF DO RXF
W) 222V, 5-d) (1, 2.4 FUTZ 4T /)
20T FI] AL ) =)

336 [(r, 3r) =3-([1-[4-A kF-2-(2, 2, 2-rUZNAOTFI)) 7=

WIAH,5-d 1,2, 4] NUTZo-4-A N TI/)-1-AF) ¥
ZATFI]AY 72—
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337

(B=([1-[4=A FF-2-02, 2, 2-PUZNFOTFI) 7)) 1 3
FU6-d 1L 2,4l MU T 2 2-d-A N 7 /) -1-AFN 20T
FINIAZ /=)

338

I-B3=-(-d=-APF-2-(RUTZNFAODAIFY) Tz 1 ¥
VL 5=d]l [1,2,4] BPUTZ2=-4-1A4 N T2 /) 07 F)N] Fon
So==-F =)l

339

2-[3-(11-[2-12, 2, 2-b U ZNF B ZFI) -4d-(FU ZILF O R F))
2z AIFSLE-d [, 2, 4] PO -4~ TI 2V
aO7FIL] Fams-2-4—)b

340

[(15,38) ~1-AFN-3-([1-[2- (FUZNFOARF ) -4- (k1) )
AOAFN) 722N AL 5-d] (1, 2,41 U T2 >-4-1 )V
I/ adFN AT =)

341

[(1s, 3s)=-3-([1-[4-A bF-2-(2. 2. 2-FU Z)AQTFN) 7z =
WIAIFJIL56-dl [, 2, 4] RUTF 4o TI/)-1-AF I
GATFIN] ALY ) =)

342

[(1s, 38) =3-([I=[4=A bF-2-(FUZNFADA F) Tz =)V
AZIFYL6-d [ 2,4l YT Lo~ W T /) -1-AFI
OFFI]AY 7 —)b

343

[(1s, 3s) =1=-AFI=3-(1-[2-1(2, 2, 2-FU ZhFOIZFI) -4-(k
UIZNABAFN) ZZ)V]IA 50 6-d] [0, 2,41 MU T 2 -4~
TN T/ oaTFFNIAY )=

344

(15, 88)=3-([1-[2- (I NAOAPF V) 4-AF N TN 12 ¥
VILs-dl 124l BT -4-T N TI /) -1-AFNopady
-1-F— )

345

(1s, 3s)-3-([1-Md-> 2707 OENL-2-(Z7)ARALFY) 7=
WIAIFSILE-d [1,2,4] RO TZ P-4 T I ) -1-AF N3
a7y o-1-F— )

346

(1s, 3s)=3-(l1-4-> 7 7oEN-2-( U ZNFADOARFI) 7z
ZNIAIFSIL5-d] (1,2, 4] R T -A-A | T /)-1-AF)
T =1-F— )

347

[(1s,38) =3-([1-[4d=-AFN=2-(F) ZNFOARMF) TV A
SHTL5-d [, 2,4 RUTZo-4-A I T /)70 TFI] A
& /=

348

(Is, 3s)-3-((1-[d-2 27O -2-(2, 2, 2-FV) Z)IFaTF))
FZaZJbl A 2FVLL 5=dT1 [1, 2, 41 b YT F=4=A V| 7 2 £)=1-2#
FraTy r-1-4—)

349

[(1s: 38)=3-([1-[4-> 207 EN-2-(2,2 2-b) ZARITFI)
ZxZ A2V 5-d] (1,2, 4 R T2 -4~ NI 7)Y
O7FN]ASY /=N

350

I-([l-d-+2o07OoEN-2-(2,2. 2-hY 7 )bAO0TF)I) 7= )]
AIFS.5-d1[1, 2. 4] MU T2 o440 T2 /7)EO) P02~
A

351

(38, 4R) 4= ([I-[4- o n 7O EN-1-(2, 2, 2- MU ZhF O LF L)
ZrzZW AL 6-d 1, 2, 4] BT 2241 TI /) AF
H-i-F -

302

1-ld-> 27 o0EN-2-(2,2 2-F) ZNADLFIN) 722 -N-
[BRI=1-AFIWEANY D -3-a N4 35 /1, 5-d] [I,2. 4] bUTF
AT I

(18, 3R) -3-(lI-[4->Z o 7o EN-2-(2, 2. 2-+U ZiF O TFI)
TV AIFYL5=dl (1, 2, 4] U TP o-4-A T3 ) 0
oaFyr-1-F—Jb
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(79)

354 3-l=-(l1-[4->2o07OEN-2-(2, 2. 2-bUZNFOTF)N) 7=
W AIFTh-d] (1,24 M) TP -4-Af W FI ) ITFIN] 7=
J—=)b

355 2-[R) =3-(l1-4-AFN=2-(FPUTFTNABDAF) TzZ)b] 1 2
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H), 2.26 - 2.08 (m, 1H), 1.03 - 0.93 (m, 2H), 0.77 - 0.59 (m, 2H).
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- 6.67 (m, 3H), 3.71 (s, 3H).
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2.15 (d, J = 14.9 Hz, 1H), 2.07 - 1.92 (m, 1H), 1.76-1.72 (m, 1H), 1.43
(t, J= 7.3 Hz, 3H).
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(m, 1H), 1.43 (d, J = 6.7 Hz, 6H).
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1H).
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3 (t,J = 4.63 Hz, 2 H), 2.46 (s, 3 H), 2.00 (br s, 1 H).
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H), 3.77 - 3.64 (m, 2H), 3.58 - 3.51 (m, 1H), 3.50 - 3.32 (m, 2
H), 2.60-2.48 (m, 1H), 2.03-1.94 (m, 1H), 1.90-1.81 (m, 1H), 1.36 (s, 9H).
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5.25 (d, J = 44.4 Hz, 1H), 3.72 - 3.66 (m, 2H), 3.56 - 3.50 (m, 1H), 3.4
1 -3.27 (m, 1H), 3.13 (t, J= 11.2 Hz, 1H), 2.85 (s, 3H), 2.47 -2.41 (m,
1H), 2.01 - 1.83 (m, 1H).
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3H), 3.09 - 3.05 (m, 1H), 2.48-2.43 (m, 1H), 2.06-1.89 (m, 1H), 1.28 -
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[M+H]+; 1H NMR (500 MHz, 0000 O-d4) & 7.83 (d, J= 1.8 Hz, 1H), 7

.47 (d, J= 8.5 Hz, 1H), 7.10 (s, 1H), 7.09 - 7.04 (m, 1H), 6.96 (t, J = 3.
1H), 6.53 (d, J= 3.8 Hz, 1H), 4.31 - 4.21 (m, 1H), 3.89 (s, 3H), 3.
69 (q, J= 11.14 Hz, 2H), 2.69 - 2.62 (m, 2H), 2.31 - 2.22 (m, 2H), 1.44
(s, 3H). 2HO OO OO OO (NHOOOH).

000000000000 0000O0O00000O0O0O00O000O0O00ONooooooan
0000000000000

4 Hz,

oooooad
oooad
Lt ANRY b T=H
b] MS m/z 492.3 [M+H]+; IH NMR (400 MHz, A%/ —)b-ds) 0
.81 - 7.74 (m, IH), 7.73 - 7.66 (m, 20), 7.62 - T.54
(m, TH), 7.15 - 6.73 (m, 2H), 5.14 - 4.96 (m, 1H), 4.84
- 471 (m, 1H), 3.51 - 3.39 (m 1H), 3.26 - 3.17 (m
10, 2.78 - 2.656 (m 2H), 2.64 - 2.27 (m, 3H), 2.06 -
[.83 (m, 1H), 1.25 - 1.10 (m, 3H). IHAGE®SH7ZxL (NH).
6 MS m/z 514.3 [M+HI+; IH NMR (400 MHz, A% /7 —J)b-dgd 0o
2H)

8.29 - 8.09 (m, 7.99 - .77 (m, 2H), 7.02 (s, IH),
6.49 (s, 1H), 4.73 - 4.52 (m, 1H), 4.19 - 4. 00 (m, 2H),
3.97 - 3.81 (m, 1H)., 3.60 - 3.38 (m, 4H)., 3.14 - 2. 91
(m, 2H), 2.43 - 1.67 (m. 8H). 1H A& S41740 (NH).

-1

MS m/z 458.9 [M+H]+; 1H NMR (400 MHz, A% /—Jb-dy) o

8.30 - 8.05 (m, 2H), 7.96 - 7.71 (m, 2H), 7.10 (s, IH),
6.62 (s, 10, 4.32 - 4. 16 (m, 1H), 3.97 - 3.84 (m, 1H),
3. 81-3. 68 (m, 1H), 3.54 - 3.39 (m, 1H), 3.27 - 3. 11 (m,
W, 2.98 (s, 6H), 2.46 - 2.26 (m, 1H), 2.17 - 1.82 (m,

SH) .  NHA3i88 5417 L,
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MS m/z 422.2 IMtHI+: 1H NMR (400 MHz, A% /—)b-di) &
7.83 (dd, 1 =3.0, 1.2 Hz, 1), 7.55 (d, T = 8.6 Hz,

(B, 7.09 (dd, J = 8.6, 2.5 Hz, 1M, 7.01 (dq, T = 2.8,
.4 Hz, 10, 6.95 (dd, J = 4.0, 2.9 Hz, 1H), 6.54 (dd, 1]
= 3.9, 1.2 Hz, 1H), 4.48 (1t, 1 = 8.9, 4.0 Hz, 1H), 3. 90
(s, W), 3.27 - 3.13 (m IH), 2.87 - 2.68 (m 1H), 2.50
- 2,27 (m, BH), 2.10 (d, 1 = 9.8 Hz, 1), 1.90 (dp, J =
13.2, 4.8 Hz, IH), L.78 (dtt, J = 13.7, 6.3, 3.2 Hs,

1), 1.68 (dd, T = 24.3, 13.5 Hz, [H. NHZED S5 N7,

MS m/z 409.3 [MtH] +; 1H NMR (400 MHz, A% /—J)-dd 6
7.80 (dd, T =2.9, 1.2 Hz, W, 7.55 (d, T = 8.6 Hz,

1, 7.09 (dd, I = 8.6, 2.5 Hz, 1), 7.01 (dg, 1 = 2.9,
1.5 Hz, 1H), 6.94 (dd, T = 3.9, 2.9 Hz, 1H), 6.53 (dd, 1]
= 4.0, 1.2 0z, 1), 4.35 - 4.18 (m, 1H), 3.90 (s, 3H),
2,65 - 2.58 (m 2H), 2.34 - 2.18 (m 2H), 1.44 (s, 3.
NH B OX OH 2338 & #1724,

MS m/z 484.4 [M-Hl-; 1H NMR (400 MHz, A% /—)-ds) 6 =
8.14 (s, [H), 8.08 - 8.06 (m, IH), 7.84 (s, 1), 7.79

(d, 1 =80 Hz, 1H), 6.98 - 6.92 (m 1H, 6.45 - 6.39

(m, IH), 4.64 - 4.53 (m 1H), 3.79 (d, J = 10.0 Hz, [H),
3.42 (d. T = 10.9 Hz, 10, 3.04 - 2.87 (m 4H), 2.28 -
2.05 (m, 3H)., 2.04 - 1.77 (m 2H), 1.03-0.98 (m, G6H); NH
MO 5 Nial.

MS w/z 406. 3. 408.2 [MtHI+: IH NMR (400 MHz, A& /—Jb-
dg 6 7.82 (s, IH), 7.72 - 7.58 (m, 30, 6.93 (m 1H),
6.44 (s, 1H), 4.47 (m, 10, 3.47 (m 1H), 3.06 (m [H),
2.75 - 2.56 (m, SH), 2.33 (s, 3H), 2.16 (m, 1H), 2.03
m, 1H), 1.83 (m,_ 1H), 1.71 (m_ 1H).

MS w/z 418.3 [MtH]+;1H NMR (400 MHz, DMSO-dg) 6 8.20 (s,
I FNWA—=K CH), 7.78 - 7.69 (m, I1H), 7.45 (d, T = &5
Hz, 1H), 7.20 (s, 1H), 7.03 - 7.00 f(m, I1H), 6.96 (m,
1M, 6.91 - 6.84 (m 1H), 6.23 (s, 1H), 4.36 - 4.20 (m,
1), 3.85 (s, 3, 3.05 (m, 1H), 2.71 (w, 1H), 2.23 (m,
GH), 2.05 - 1.86 (m, 3H, 1.75 (m, 1H), 1.70 - 1.51 (m,
1M, 1.51 - 1.23 (m, 1H).

MS m/z 422.3, 424.3 [M+HI+; 1H NMR (400 MHz, DMSO-ds) &
8. 17 (s, IH wIVA—=FK CH, 7.80 - 7.72 (m, IH), T7.62 -
.64 (m, 1M, 7.51 - 7.44 (m, 2H), 7.16 - 7.07 (m, [H),
6.27 (s, IH), 4.27 (br, s, 10, 3.45 (br, 1H), 3.07 (d,
I =10.0 Hz, H), 2.72 (d, J = 10.8 Hz, 1H), 2.24 (m,
6y, 2.04 - 1.89 (m 30, 1.84 - 171 (m 1H), 1.59 (m,
1, L.5I - 1.36 (m 1H).

MS m/z 412.4 [M+HI+; 1H NMR (400 MHz, DMSO-ds) & 8. 14
(s, IH.BNWA—=F CH, 7.83 - 7.74 (w, 10, 7.61 - 7.49
(m, 20), 7.33 (d, T =8.3 Hz, 1H), 7.16 - 7.05 (m 2H),
6.35 (s, [H), 4.30 - 4.28 (m, 1H), 3.10 - 3.08 (m, 1H),
.77 - 2.74 (m, 10, 2.26 (s, 6H), 2.11 (m [IH), I.99
(m, 31, .79 - L.76 (m, 1H), 1.62 (m 1H ., I.51 - 1.44
(m I1H, 1.07 - 1.04 (m. 2H), 0.79 (m, 2H).
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MS m/z 490.2 [M+H] +;
7.80 - 7.74 (m 2H),
(m, 1H), 7.13 - 6.72
- 3.65 (m 2, 3.22
I, 2.69 - 2.55 (m,
1.97 (m, 10, 1.93 -

IH NMR (400 MHz, A% ./ —=)b-d4y) 6
.73 - 7.68 (m 1H). 7.61 - 7.57
(m, 2H), 4.54 - 4.40 (m 1H), 3.81
- 3.09 (m W, 2.81 - 2.70 (m,
20, 2.51 - 2.35 (m 2H), 2.10 -
182 (m W), 1.81 - 1.62 (m 20H).

RS Sy (NH KT 0H) .

MS m/z 421.2 [M+HI +;
7.80 - 7.74 (m, IH),
(m, 1H), 7.60 - 7.57
- 4.13 (m, 1H), 3.72

I NMR (400 MHz, A% /—)b-di) 0o
.74 - 7.69 (m, 1H), 7.69 - 7.65
(m, 1H), 7.13 - 6.72 (m, 2H), 4.25
(dd, 1H), 3.53 (dd, I1H), 1.27 (d,

H) . 20 AEEs 5y (NH KT8 0H).

MS m/z 438.3 [M+H] +;
7.68 (t, I = 3.6 Hz,
(d, T = 2.5 Hz, [H,
6.75 (d, T = 3.1 Hz,
30, 3.31 - 3.18 (m,
2.54 (m, 21), 2.44 -
2.00 - 1.84 (m [H),
(m, 1H),

Is 181 W, 01 =

I NMR (400 MHz,
1, 7.46 (d,
7.28 (dd, 1 =
I, 4.54 - 4.

2.

A% J—=)b=dy) o
I =85 Hz, 10, 7. 34
8.4, 2.5 Hz, 1),
37 (m, 1M, 3.93 (s,
[0, 2.96 - 2.80 (m, 1M, 2.71 -
2.27 (m, 2H), 2.201 - 2.05 (m 1H),
1.83 - L.7L (m. 1H), 1.70 - 1.55
7.2 Hz, 3W). 1HA8:8® 5470 (NH) .

MS m/z 454.2 [M+H] +;
7.70 (t, J = 3.7 Hz,
(d, I = 2.5 Hz, IH),
6.76 (d, J = 3.3 Hz
3H), 3.84 - 3.74 (m,
3.00 (m, 1H), 2.97 -
2.19 - 2.06 (m, 1H),

IH NMR (400 MHz, A%/ —)b-d) o
IH), 7.46 (d, ] = 8.5 Hz, IH), T7.35
7.29 (dd, J = 8.5, 2.6 Hz, IH),

IH) . 4.58 - 4.41 (w, 1), 8. 93 (s,
20), 3.54 - 3.39 (m 1H), 3.16 -
2.82 (m, 2H), 2.78 - 2.58 (m, 2H),
2.04 - 1.92 (m 1H), 1.92 - 1.66

(m, 2H). 2H28@® 5N (NH & 0H) .

MS m/z [M+H]+ 394. 1;
8.52 (br s, IH,
(m, 2H), 7.03 - 6.99
(m, 1H), 3.43 - 3.33
- 2.42 (m, 5H), 2.21
W, 1.90 - 1.75 (m,
531780 (NH) .

FE),

1H NMR (400 MHz, A%/ —)b-di) 6
7.89 - .81 (m 2H), 7.72 - T.763
(m, 1H), 6.68 (s, IH, 4.58 - 4.45
(m, 1H)., 2.99 - 2.85 (m, 1H), 2.59
- 2.06 (m IH), 2.06 - 1.90 (m
I, 1.75 - 1.64 (m, 1H). 1HZRED

20

MS m/z [M+H]+ 408.3;
7.89 - 7.83 (m 2H),
3.8 Hz, 1),
3.583 (m, 1H), 3.25 -
2,77 - 2.57 (m, 2H),
(m, 1M, 1.95 - 1.7l
1H 25388 5 F175 0 (NH) .

6. 69 (s,

IH NMR (400 MHz, A% /—J)b-dy) 0
.72 - 7.66 (m 20, 7.02 (t, J =
1, 4.58 - 4.58 (m 1H, 3. 66 -
3.13 (m, 1H), 2.96 - 2.86 (m, 2H),
2.26 - 2.14 (m 10, 2.11 - 1.99
(m, 2H), 1.28 (t, 1 = 7.3 Hz, 3M).

21

MS m/z [M+H1+ 424. 2;
.90 - 7.83 (m 2H),
3.4 Hz, 1H),
T =54 Hz, 20,

6. 70 (s,
3.75 - 3.63 (m 1H),

IH NMR (400 MHz, A% /—)-dy) 6
7.73 - 7.66 (m, 2, 7.03 (L, T =
10, 4.63 - 4.54 (m, 10, 3.84 (i,
3.28 - 3.23 (m,

I, 3.05 (o, J =51 Hz, 200, 2.91 - 2.76 (w, 2H), 2. 23

- 2.14 (m, 1H),

2.13 - 2.01 (m, 1H),
2H) . 2H REES S e

2.00 - I.75 (m,
(NH X Tr OH) .
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MS w/z 486.3 [MtHI+: IH NMR (400 MHz,
7.84 - 7.93 m, TH 7.73 - 7.84 (m
6.72 - 7.15 (m, 2 H) 6.62 (d,
4.75 (mo 1M 367 - 4.00 (m,
2.99 - 3.26 (m, 2 H) 2.11 - 2.36 (m,
(m, 2 W) 1.37 (dd, 1=6.44, 3.69 Hz,
Wy (NH B 28 0H) .

1=3.63 Hz, 1 1)
3 0 3.43 - 3.
L.

3 0

A% ) —)b=dy)
2 T7.69 (s,

§ (m,

5
2 178 - &

)
1

4. 53 -

2 m
10

20 AR 6 N

MS m/z 386.4 [M+H]+:1H NMR (400 MHz,
8.67 - 8.44 (s, wINWVA—=bF CH, T7.63 (
7.48 (m, 20, 7.06 - 6.62 (m 1H), 6.
4.37 (m. 1H), 3.00 - 2.83 (m, 1H), 2
2.32 (s, 4H), 2.21 - 2.06 (m. 1H), 2.
L87T - 77 (w 1H), 1.69 (m 1.

by,

A 7= )-di)

d, 1 = 9.6 Hz,
38 (s, 1H), 4.
60 - 2.43 (m,
04 - 1.89 (m,

0

2,

ab -
8H)
1M,

NI E—2 #5588 6 N7k

24

MS m/z 428.5 [M+H]+;1H NMR (400 MHz,
8.63 - 8.39 (s, IH &A=} CH),
I =17.9Hz IH), 7.09 (d, J =7T7.9 Hz,
6.94 - 6.53 (m, 1), 6.36 (s, 1H, 4.
3.439 (m 10, 3.06 - 2.90 (m 1H),
2.82 (s, 3H), 2.20 - 2.07 (m 1H), 2.
[.89 - .76 (m IH), L 74 - 1.63 (m
(m, 2H), 0.85 - 0.72 (m 2H).

7.57 (s, 1H),

AZ ) —I)b=dy)

10, 7.04 (s
55 - 4.38 (m,

2.57 (br, s, 5H)

07 - 1.92 (m,
1, 14 - 1

g

).
1,
o)
01

NH E—=2 48 5.

7.40 (d,

MS m/z 402.4 [M+H]+:1H NMR (400 MHz,
8.53 (s, IH wILA—=1F CH),
7.36 (m 1H), 7.27 - 7.10 (m, 2H), 6.
(s, 1H), 4.54 - 4.40 (m, 1H). 3.51 -
- 2.93 (m IH). 2.66 - 2.54 (m 5H),
(s, 30)., 2.13 (m, I,
. .72 (m_1H).

7.67 - 7.

2.06 - 1.94 (m
NH E—Z 2588 5470,

AZ ) —)b=di)
53 (m W, T.
73 (m, 1H), 6.
3.38 (m. IH),
2.46 (s, 3H),
M, 1.85 (m

o
45 -
36
3.09
2.32

26

MS m/z 352.5 [MHH] 4;

7.85 (s, 1H), 7.29 (d,

Hz, 1H), 6.93 (d, T = 7.2
J =

IH NMR (400 MHz,

Hz, 1H). 6.
8.4 Hz, 1H), 6.49 (d, 3.2 Hz, 1H)
3. 85 (s, 3H). 3.66 (s, 1H)
1, 2.79 (s, 8H), 2.21 (s, 3H),

2,00 (m 20, 1.84-1.93 (m 2H).

1 = 8.4 Hz, 1H),

3.30- 3.29
2. 13
NH E— 25388 58170,

A& —=)b=d4)
6.96 (L, I
88 (dd, J= 2.4
. 4.54 (s, IH)
(m, 1H), 2.92
(s, 1H), 2.10

0

il

(s,

= 3.2
Z,

27

MS m/z 378.3 [MtH]+; 1H NMR (400 MHz.
7.84 (d, T =1.6Hz, 10, 7.26 (d, ]
(t, T =4.0 Hz, I1H), 6.86 (dd, ] = %
6.57 (d, J = 2.8 Hz, 1M, 6.53 (d, ]
(s. 1M, 3.82 (s, 31, 3.57 (s, 1H),
I, 2.79 - 2.85 (m, 21,
3.2 Hz, 9.2 Hz, 1H), 2.07 (dd, ] = 4.
1.82- 1.93 (m 1H),
2, 0.62- 0.68 (m, 2H).

1.74- 1. 81 (m, 2H),
NH 25388 578 b

A% J—=I-dy)
= 8.8 Hz, 1H),
4 Hz, 8.4 Hz,
= 4.0 Hz, 1H),
3
2. 18 (dd, ]
4 Hz, 9.6 Hz.
0.70- 0.76

)

6. 95

1),

4. 54

12 - 3016 (m,
2.73 (s, 30,

1H)
(m,

28

MS m/% 462.2 [MHHI+; 1H NMR (400 MHz,
8. 15 (s, 1H, 8. 10 (d,
Hz, 1H), 7.74 (t, J = 3.7 Hz, 1H), 6.
M), 4.55 - 437 (m 1),
2.66 (m, IH)., 2.45 - 2.19 (m. 5H), 2.
1.97 - 1.82 (m 1H), 1.82 - 1.69 (m
(m, 1H). 1HAYER 54720 (NH).

I = 8.0 Hz, 11,

3.22 - 3.07 (m, IH),

AZ 2= v=di)
7.81 (d, J

a

= Ol

80 (d, ] = 3.0 Huz,

15 - 2.00 (m,
1M, 1.68 - I.

2: 8% -

.
52

9
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29 MS n/z 476.2 [M+HI+; IH NMR (400 MHz, A% /—Jb-dy) &
8.15 (s, 1H, 810 (d, J = 8.0 Hz, 10, 7.81 d. 1 = 8.0
Hz, 1), 7.74 (4, J = 38.7 Hz, 1M, 6.80 (d. I = 3.2 Hz,
M, 4.55 - 4.39 (m 10, 3.28 - 3. 13 (m 1H), 2.93 -
2,73 (m IH), 2.68 - 2.47 (m, 2, 2.42 - 2.22 (m, 2H),
20018 < 2.04 (m IH), 1.97 - 1.84 (m 1H), 1.82 - 1.70
(m, 1. .69 - 153 (m 10, 1.16 (1, J = 7.2 Hz, 3H).
IH 28388 54170 (NH) .

30 MS m/z 492.2 [M+H]+; 1H NMR (400 MHz, A% /—J-dy) o
8. 16 (s, 1H), 811 (d, 7 =8 3 Hz, IH, 7.82 (d, T = 8.0
Hz, W), 7.77 (L, J = 3.7 Hz, 1), 6.81 (d, J = 3.3 Hz,
1M, 4.60 - 4.43 (m 1M, 3.90 - 8.72 (m 2H), 3.58 -
341 (m, 1H), 318 - 3.03 (m 1M, 3.00 - 2.82 (m 2H),
2.80 - 2.55 (m 2H), 2.22 - 2.07 (m, 1H), 2.06 - 1.94
(m, IH), 1.92 - L 69 (m 21). 20#i@HHENAWL (ND RX
0H) .

3l MS m/z 480.2 [M+HI+: IH NMR (400 MHz, A% /—)l-dy) o
§.15 (s, W), 8.10 (d, T = 7.9 Hz, 1H)., 7.81 (d, T =7.9
Hz, 1H), 7.701 (&, J = 3.6 Hz, 1), 6.80 (d, I = 3.1 Hz,
W, 5.10 - 4.91 (m 1H. 4.83 - 4.69 (m 1H, 3.29 -
3.23 (m 1M, 311 - 2.97 (m 1. 2.53 - 2.33 (m 5H),
2.81 - 2.22 (m, IH), 2.00 - 1.78 (m, 1H). NH#@ZE®H SN
L,

32 MS m/z 494.2 [(M+HI+; 1H NMR (400 MHz, A% /=Jb-ds) o
8.15 (s, IH), 8.10 (d, J = 8.3 Hz, IH), 7.82 (d, J = 7.9
Hz, 1H), 7.701 (t, J = 3.6 Hz, IH, 6.80 (d, J = 3.1 Hz,
I, 5.10 - 4.92 (m, 1H, 4.82 - 4.71 (m 1H, 3.40 -
3.32 (m, 1M, 3.19 - 3.05 (m, 1M, 2.69 - 2.57 (m, 20,
2.53 - 2.37 (m, 2H), 2.35 - 2.23 (m IH), 2.03 - 1.8
(m, W), 1.I6 (t, J = 7.2 Hz, 3H) . NHZE®D SN2,

33 MS m/z 388.3 [M+H]+; IH NMR (400 MHz, A% /—Jb-dy) &
7.85 (s, IH), 7.45 (d, ] = 5.9 Hz, 1M, 7.83 - 6.73 (m,
40, 6.58 (s, 1H), 4.52 (s, 1H), 3.90 - 3.66 (m 11,
3.47 - .35 (m 1H), 318 - 2.97 (m, 2H), 2.88 (s, 8H),
2.48 (s, 30, 2.33 - 2.09 (m 2H). 2.05 - 1.76 (m 2H);
NH 23388 5 117y,

34 MS m/z 402.3 IM+HI+; IH NMR (400 MHz, A% /—)b-dy) &
8.49 (br, W), 7.85 (s, 1H), 7.45 (d, J = 7.8 Hz, 1H),
7.31 - 6.75 (m. 4H), 6.58 (d, J = 4.1 Hz, 1H), 4.69 -
4.52 (m, 1H), 3.99 - 3.79 (m. 1H). 3.56 - 3.41 (m 1H),
3.29 - 317 (m 20), 3.17 = 2.91 (m 2H), 2.48 (s, 3H),
2087 - 211 (m, 20, 2.06 - 1.85 (m, 2H), 1.38 (L, J =
7.2 Hz, 3H). NH 2388 541720,

35 MS m/z 428. 2 [MHH]+; 1IN NMR (400 MHz, A% / —)b-d)) 6

8.60 (d, J = 1.2 Hz, 1H)., 7.90 (dd. J = 55.6, 7.6 Hz,
2H), 7083 (s, IH), T.41 - 7.38 (m 2H), 7.10 (t, J =
72.4 Hz, 1H), 4.64 - 4.57 (m, W), 3.77 - 3.73 (m, 1H),
3.46 - 3. 84 (m IH), 3.28 - 3.22 (m 1H), 3.17 - 3.11
(m, 1. 2.33 - 2.30 (m, IH), 2.21 - 2.16 (m, IH), 2. 08
- 1.94 (m, 1H). NHA@ESHSHAEW
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36 MS m/z 406.3 [M+H]+; 'HNMR (400 MHz, A% /—)b-dy) &
7.82 (d.J = 2.1 Hz, 1), 7.50 (d, J = 7.8 Hz. [H), 7.35
-7.29 (m, 2H), 6.97 - 6.92 (m, IH), 6.51 (d, T = 3.8 Hz,
1H), 4.47 (s, 10, 3.18 - 3.07 (m 1H), 2.74 - 2.65 (m,
1H), 2.48 (s, 30, 2.34 (s, 3H). 2.32 - 2.19 (m 2H),
2.12 - 2.04 (m [H), 1.90 - 1.83 (m, IH), 1.79 - L.71 (m.
1M, 1.601 (dt, T =11.2, 6.7 Hz, 1H). NH AR5 740,

37 MS m/z 432.2 [M+H]+; "HNMR (400 MHz, A% /—Jb-dy) 6
8.53 (s, 1M, 7.82 (s, IH), 7.49 (d. T = 7.9 Hz, 1H),
7.25 -7.16 (m, 2H)., 6.99 - 6.91 (m 1IH), 6.55 (d, ] =
3.0 Hz, IH), 4.56 - 4.45 (m, 1W, 3.51 - 3.39(m 1H),
3.07 - 2.95 (m, 1H), 2.72 - 2.60 (m, 2H), 2.58 (s, 3H),
2.23 - 2,12 (m, IH), 2.09 -1.96 (m 2H), 1.88 - L. 69 (m,
20, 114 - 107 (m 2H), 0.84 - 0.76 (m. 20 . NHZSGR®
5z,

38 MS m/z 449.2 [M+HI+; 'HNMR (400 MHz, A% /—)b-d4) &
8.15 (s, 1H), 8. 10 (d, T = 8.0 Hz, 1H), 7.81 (d. T = 8.0
Hz, 1H), 7.73 (1, ] = 3.7 Hz, 1H), 6.79 (d, J = 3.4 Hz,
10, 4.29 - 419 (m, 1H), 2.70 - 2.61 (m, 2H), 2.30 -
2.21 (m, 2H), 1.43 (s, 3H). 2H 2388 sS4y (NH &8 OH)

39 MS m/z 440.3 [M+HI+; I1H NMR (400 MHz, A% /—I-di) &
7.72 (t, T =3.7 Hz, 1H), 7.53 (d, 1 = 8.6 Hz, 1H), 7.10
(dd, 1 = 8.6, 2.4 Hz, 1D, 7.03 - 6.96 (m 1), 6.82 (d,
I = 3.3 Hz, I1H), 4.58 - 4.43 (m, 1H), 3.93 (s, 3H), 3. 71
- 3.53 (m I1H), 3.26 - 3. 16 (m IH, 2.95 - 2.78 (m,
20), 2.76 (s, 3H), 2.25 - 2.04 (m, 2H), 1.97 - 1.70 (m,
20) . NH 29389 & #1750,

40 MS m/z 458.3 [M+HI+; 1H NMR (400 MHz, A% /—)b-ds) 6
7.94 - 7.87 (m, 2H), 7.84 (d, T = 8.25 Hz, 1H), T7.76
(d, 9.26 Hz, 1H), 7.01 (dd, I = 3.8, 3.0 Hz, 1H), 6.57
(dd, 7 =3.9, 0.9 Hz, 1H), 4.58 - 4.49 (m, 1H), 3.83 (q,
J = 10.9 Hz, 2H), 3.62 - 3.52 (m 1), 3.21 - 3. 11 (m
H, 2.87 - 2.73 (w, 2H), 2.70 (s, 3H), 2.26 - 2.14 (m,
10, 2.12 - 2,01 (m 1H), 1.97 - 1.68 (m 20). [HPED
5317540 (NH) .

41 MS m/z 445.2 [MHH] +;1H NMR (400 MHz, A% 7 —)k-d4 6
7.92 - 7.86 (m, 2H), 7.83 (d, J = 7.88 Hz, IH), 7.77 (d,
I = 8.13 Hz, 1H), 6.99 (t, J = 3.4 Hz, 1H), 6.55 (d, 1
= 3.9 Hz, 1H), 4.33 - 4.23 (m, I1H), 3.85 (a. T = 11.0
Hz, 2H), 2.71 - 2.62 (m 2H), 2.34 - 2.23 (m 2H), 1.45
(s, 3H). 2H#Aa@d Szl (NH & 0H)

42 MS m/z 420.2 [M+HI+; 1HNMR (400 MHz, A% /—)b-dy) 6

8.50 - 8.44 (m, 1H), 7.84 (d,
= 7.8 Hz, 1), 7.39 d, ] =
01 - 6.95 (m IH), 6.57 (d,

] § Hz, 1H), 7.54 (d,
7
]
A9 m TH)Y, 3,67 (tdd, T = 10
8
H

L.

Hz, 1H), 7.34 (s, IH),
3.7 Haz, 1H), 4.57 -
6.6, 3.1 Hz, 1H),

(m, 2. 2.82 (d. ] =

8
2,

T3 = =) =

229 - 5. 24 (mo TH). 3,00 - 2.85

7.6 Hz, 1HY, 2.78 (d, I = 4.8 Hz, 410, 2.21 (dt, I
18.3, 6.6 Hz, 1H, 2.14 - 2.07 (m, 1H), 1.95 - L.79 (m,
2H), 1,32 (L ] = 7.6 Hz, 3H). NHZASEE® 5417z 0.
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43 MS m/z 436.3 [MtH]+; 1H NMR (500 MHz, A% /—)b-dy) 6
T.84 (d, T =28 Hz, 1H), 7.55 (d. 1 = 8.5 Hz, 1H). 7.10
(dd, 1 = 8.6, 2.4 Hz, 1H), 7.00 (dd, ] = 7.4, 3.7 Hz,
2H), 6.60 (d. T = 3.9 Hz, IH), 4.56 (tt, J = 9.7, 4.1
Hz, IH), 4.16 (o, J = 7.0 Hz, 2H). 3. 80 (s, IH), 3.48 -
3.36 (m, 1H), 3.056 (d, J = 12.7 Hz, 2H), 2.90 (s, 3H),
2,28 - 2.12 (m, 2H), 2.03 - 1.84 (m. 2H), 1.46 (t, J =
6.9 Hz, 3H). NH A8 S41730.

44 MS m/z 458.3 [M+HI+; 1H NMR (500 MHz, A% /—J-dy) 6
7.87 (d, 7 =12.9 Hz, 1M, 7.69 (d, T = 8.5 Hz, IH), 7.36
(dd, 7 = 8.4, 2.4 Hz, 1H), 7.32 (t, J = 1.9 Hz, 1H),
T.04 (L, 7 =756 Hz, 1H), 7.02 - 6.98 (m, 1H), 6.61 (dd.
I =40 1.1 Hz, W), 4.57 (tt, J = 9.2, 3.7 Hz., 10,
3.86 - 3.73 (m 1H), 8.50 - 3.86 (m 1H), 3 18 - 2.99
(m. 2H), 2.91 (s, 3, 2.30 - 2.12 (m 20, 2.01 - 1.81
(m, 2H).NH 23388 57y,

45 MS m/z 418.3 [M+H]+: 1H NMR (400 MHz, A% /—J)-dy) 6
7.80 - 7.95 (m 1 H) 7.38 - 7.53 (m 1 H 7.13 - 7.30
(m, 2 H 6.46 - 7.03 (m. 3 H 439 - 457 (m, 1 H 3.74
(d, 1=5.75 Hz, 2 H) 3.08 - 3.26 (m, 1 H 2.70 - 2. 81 (m,
1 H 2.54 - 2.70 (m, 2 H) 2.52-2.33 (m, 5 H) 1.97 - 2. 14
(m, 1 H 1.601 - 1.95 (m 3 H); 20 MW@EH SNl (NH X
on) .

46 MS m/z 472.3 [MHHI+: IH NMR (400 MHz, A% /—J)k-dsd) o
7.97 (s, 1H), 7.86 - 7.74 (w, 2H), 7.73 - 7.67 (m, 1IH),
7.20 - 6.76 (m,2 2H). 6.76 - 6.66 (m, 1H) ., 4.65 - 4. 39
(m, 1H), 4.26 - 3.91 (m, 2H), 3.81 - 3.57 (m, 1H), 3.32
-3.24 (m 2H), 3.23 - 2.96 (m, 1H), 2.52 - 2.29 (m,
10, 2.13 - 1.84 (m 10, 1.50 - 1.30 (m 30 ; 2HA%i%
Sz (NH B 0H) . CHIZAZ J—)-dy @D F 4 )b T AWM.

47 MS m/z 416.2, 418.2 [MtH]+; 1H NMR (400 MHz, A% /—)L-
do 6 8.38 (s, IH). 7.62 (d J = 8.8 Hz. 1H). 7.48 (d. I
= 2.4 Hz, IH), 7.37 (s, 1H), 7.29 (d, T = 4.4 Hz, 1H),
7.22 (dd, 1 = 2.0 Hz, J = 8.4 Hz, 1H), 4.67 - 4.54 (m,
1H), 4.00 - 3.94 (m, 1H), 3.94 (s, 30, 3.60 - 3.58 (m,
1H), 3.06 - 2.92 (m, 2H), 2.97 (s. 3H)., 2.35 - 2.33 (m,
10, 2.19 - 216 (m. 1H), 2.03 - 1.84 (m 2H). NHZGE®
57T LY.

48 MS m/z 472.2 [M+H]+; 1H NMR (400 MHz, A% ./ —J)b-dy) 6
7.99 - 7.87 (m. 1H), 7.80 (d. ] = 8.0 Hz, 1H), T7.77 -
T.70 (m 1H), 7.67 (s, 1H), 7.13 - 6.69 (m 2H), 6.58
(d, 7 = 3.8 Hz. 1H), 4.71 - 4.58 (m IH), 4.34 - 4.20
(m, 1), 3.04 - 2.47 (m, GH), 2.06 - 1.83 (m, 2H), 1.18
(t, 1 = 7.2 Hz, 8H); 2H 28BS 417z by (NH KX 0H) .

49 MS w/z 456.1 [M+H]+; IHNMR (400 MHz, A% /—Jb-dy) &

.85 (d .1 = 2.0 Hz, 1), 7.59 (s. IH), 7.45% (s, 1H),

6.97 - 6.94 (m 11,

3.6 Hz. 1H)

2.86 - 2.75
2.20 (s, 3H),
1.85 - .72
Wy,

6.98 - 6.60 (m, 1H)., 6.39 (d, 1 =
4.54 -4.42 (n. 1M, 3.27 - 3.20 (m. 1H),
(m, I1H), 2.42 (s, 3}, 2.41 - 2,30 (m Z2H),
216 - 2.06 (m IH). 1.96 - 1.86 (m, 1H),
(m, 1M, 1.72 - 1.58 (m, IH}. NH#A@B®SAA
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50 MS m/z 454.3 [M+H]+; 1H NMR (400 MHz, DMSO-ds) o 7.89 -
7.79 (m, 1M, 7.54 (d. 1 = 8.6 Hz, 1), 7.31 (s, 1D,
.11 (dd, T = 8.6, 2.4 Hz, 1H), 7.05 - 6.99 (m 1H),
6.91 (d, 1 = 3.3 Hz, 1H), 4.39 - 4.16 (m 10, 3.87 (s,
), 3.26 - 3.06 (m IH), 2.94 - 2.73 (m IH), 2.46 -
229 (m 2H), 2,01 - L.70 (m, 4H), 1.67 - 1.36 (m 2H),
.12 - 0.92 (m,_ 3H).

al MS m/z 470.2 [M+H]1+; 1H NMR (400 MHz, DMSO-d¢) & 7.83
(6, T =37 Hz, 1H), 7.54 (d, J = 8.6 Hz, 1), 7.32 -
7.22 (m, 1D, 7011 (dd, T = 8.6, 2.4 Hz, 1M}, 7.05 -
6.99 (m 1H), 6.901 (d, T = 3.3 Hz, 1), 4.55 - 4. 34 (m,
IH) . 4.83 - 4.19 (m 1H), 3.87 (s. 3H). 3.58 - 3.45 (m
H), 3.25 - 3.07 (m, 1M, 2.94 - 2.72 (m, 1H), 2.48 -
2037 (m 2D, 215 - 1.92 (m 3, 1.81 - LG8 (m [IH),
.66 - 1.50 (m, [H), 1.44 (t, J =10.2 Hz, 1H).

52 MS m/z 458.2 [M+tH]+; IH NMR (400 MHz, A% /—)b-d4) &
7.65 (1, I = 3.7 Hz, 10, 7.52 (d. 1 = 8.5 Hz, 1H), T7.08
(dd, I =8.5 2.3 Hz, 1H), 7.00 - 6.94 (m, 1H), 6.79 (d,
Jo= 3.8 Oz, 1M, 5.10 - 4.92 (n, [H), 4.82 - 4. 69 (m,
M. 3.90 (s, 30, 3.30 - 3.27 (m 10, 3.12 - 3.02 (m,
10, 2.54 - 2.36 (m 5H). 2.34 - 2.22 (m 1H), 2.01 -
.76 (m, 1H). NHA@EBH SN,

] MS m/z 472.2 [M+HI+4:; 1H NMR (400 MHz, A%/ —J)b-d4) o
7.65 (t, I =38.6 Hz, IH), 7.58 (d, T = 7.9 Hz, 10, 7. 12
- 7.05 (m, IH), 6.99 - 6.94 (m, 1H), 6.79 (d, J = 3.3
Hz, 1H), 5.14 - 4.92 (m, 1H), 4.81 - 470 (m, 1), 3.90
(s, SH). 3.41 - 3.33 (m 1H), 3.22 - 3.07 (m 1IN, 2.63
(g. 2H). 2.56 - 2.40 (m. 2H), 2.36 - 2.23 (mw. 1H), 2.02
- L7 (m IR, 1016 (t, T = 7.2 Hz, 3H). NHARB LN/
W,

04 MS m/z 427.2 [M+H]+. 1H NMR (400 MHz, A% /—)b-dd) 6
7.68 (t, 1 =3.7Hz 1H. 7.52 (d T = 8.6 Hz, IH, T7.07
(dd, 7 = 8.6, 2.4 Hz, 1H), 7.00 - 6.93 (m, IH, 6.78 (d,
I'=3.4Hz, 1W), 423 (HE#H, T =80 Hz, 1H, 3.90 (s,
3H), 2.69 - 2.59 (m 2H), 2.30 - 2.19 (m, 2H), .43 (s,
3H) . 2HAER sz (NI KX OH).

5] MS m/z 422.8 [M+HI+; 1H NMR (400 MHz, A% /—J-ds) @
7.67 (4, 1 = 3.7 Hz, 1H), 7.45 (d, I = 8.5 Hz, IH), 6.94
(dd, T =8.5 2.3 Hz, 1H), 6.83 (d. I = 2.3 Hz, 1H),
6.80 (1, J =73.7 Hz, 1H) 6.78 (d, J = 3.3 Hz, 1D, 4.56
- 439 (m IH), 3.89 (s, 3H), 3.70 - 3.52 (m, [IH), 3.25
-3 14 dm IH), 2.98 - 2.68 (m. 5H), 2.28 - 2.02 (m,
2H), 1.97 - 166 (m  2H) . NHZASEE 5370,

6 MS m/z 436.3 [MAH]+; IH NMR (400 MHz, A% /—)b-d4 6
.67 (t, 7 =3.7 He, IHY, 7.45 (d, J = 8.6 Hz, 1H), 6.94
(dd, T = 8.5, 2.3 He, 1H), 6.83 (d, I = 2.1 Hz, IH),
6.80 (t. 1 =741 Hz, 1), 6.78 (d. T = 3.3 Hz, 1H),
4.55 - 4.40 (m, 1M, 3.89 (s, 30, 3.68 - 5.53 (m 1H),

3.26 - 3. 14 (m, 1H),
(m, 2H), 2.27 - 2. 13
= 1,69 (m 21, 1. 28
W,

3.01 - 2.86 (m, 20, 2.79 - 2.58
(m, 1), 2.10 - L.9§ (m, 1H), 1.95
(t, 1 = 7.3 Hz. 3H) . NHAE@R®H SN
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57 MS m/z 452.3 [(M+H]+; 1H NMR (400 MHz, A% /—Jb-d) 6
T67 (t, 1 =3.7Hs IH, 7.45 (d, 1 = 8.5 Hz, 1H), 6.95
(dd. J = 8.5 2.3 Hz, 1H). 6.83 (d. T = 2.3 Hz, IH),
6.80 (t, = 73.7 Hz, 1H), 6.79 (d, ] = 3.4 Hz, 1H).4. 60
- 4.50 (m I1H), 3.92 - 3.84 (m G5H), 3.83 - 3.72 (m
Iy, 3.456 - 3.35 (m 1H). 3.21 - 3.09 (m 20, 3.03 -
2.82 (m 20, 2.27 - 2.06 (m 2H), 2.02 - 1.75 (m, 2H).
M S S N7z (NH & 0H).

58 MS m/z 409.2 [M+HI+: 1H NMR (400 MHz, A% /—Jb-dy) &
7.67 (1, T = 3.7 Hz, 1), 7.45 (d, J = 8.5 Hz, IH), 6. 94
(dd, I = 8.6, 2.4 Hz, 1H), 6.82 (d, I = 2.3 Hz, 11,
6.78 (1. 1 =737 Ha, W), 6.76 (d. T = 3.4 Hz, 1H),
4.22 (REM., J = 81 Hz, 1H), 3.89 (s, 3H), 2.72 - 2.57
(m. 2H0). 2.24 (t, ] = 10.3 Hz, 2H). 1.43 (s, 3H).

59 MS m/z 436.3 [(MtHI+; 1H NMR (500 MHz. A% /—ib-dy) &
7.21 (dd, T = 3.0, 1.2 Hz, 1H), 6.95 (d, T = 8.6 Hz,
W, 6.50 (dd, J = 8.6, 2.5 Hz, 1M, 6.41 (da, J = 2.9,
1.4 Hz, 1H), 6.36 (dd, T = 3.9, 2.9 Hz, I, 5.94 (dd, 7
=4.0, 1.2 Hz, IH), 3.88 (tt, J =87, 3.8 Hz, 1H), 2.74
(s, 3H), 2.62 (s. 1HY, 2.26 - 2.12 (m 1H), 1.99 - 1. 86
(m 20, 176 - L.60 (m 2H), 1.60 - 1.46 (m, 10, 1.26
(da, T = 13.1. 4.5 Hz. IH). L.16 (dtt, T = 13.9, 10.2,
3.8 Hz, 1MW), 1.04 (d, T = 11.1 Hz, 1H), 0.55 (1, ] = 7.2
Hz, 3H). NH 258 5417500,

60 MS m/z 440.3 [M+HI+; 1H NMR (500 MHz, A% /—Jb-dy) &
7.78 (dd. T = 2.9, 1.2 Hz, 1H), 7.55 (d, 1 = 8.7 Hz,
W, 7.10 (dd, J = 8.6, 2.5 Hz, 1), 7.00 (da, J = 2.8,
1.5 Hz, 1H), 6.96 (1. J = 3.4 Hz. 1H), 6.55 (dd, ] =
4.0, 1.2 Hz, 1M, 5.09 - 4.89 (m 1IH), 4.79 (dp, J =
4.6, 4.2 Hz, 1H), 38.91 (s, 3H). 3.29 - 3.17 (m 1H),
3.08 - 2.92 (m, 1M, 2.48 - 2.38 (m 1H), 2.36 (s, 3H),
2.24 (t, 1 =10.2 He, 1M, 1.92 (t, J = 11.8 Hz, 1H),
1.84 (t, 1 = 13.0 Hz, 1H) . NHAEB®H 54780,

fil MS m/z 452.3 [M+HI+; 1H NMR (500 MHz, A% /—Jb-dy) &
T.75 (dd, T =29, 1.2 Hz, 1H), 7.46 (d, ] = 8.5 Iz,
I, 7.00 (dd. J = 8.6, 2.5 Hz. 1H). 6.91 (da. T = 3.0,
1.5 Hz, I1H), 6.88 - 6.74 (m, 1H). 6.44 (dd, ] = 4.0, 1.2
Hz. 1H), 4.45 - 4.28 (m, IH), 3.81 (s, 3H), 3.71 - 3.54
(m, 20, 3.07 (m, IH), 2.72 - 2.60 (m 1H), 2.51 (dtd,
I'=24.3, 12.6, 5.8 Hz, 2H), 2.33 (s, 2H), 2.01 - 1.87
(m, 1H), 177 (6, 1 =6.9 Hz, 1. 1.71 - .52 (m 2H).
NH B 2F O 29388 S 4730

62 MS m/z 423.3 [M+HI+: 1H NMR (500 MHz, A% /—)b-di) o

7.79 (dd, 7T =2.9, 1.2 Hz, 1H), 7.56 (d, T = 8.6 Hz,

IH). 7.09 (dd, ] = 8.5 2.5 Hz, 1M, 7.05 - 6.97 (m,

I1H), 6.95 (t, J = 3.5 Hz, 1H), 6.53 (dd, T = 3.9, 1.2

Hz, 1), 4. 24 (tt, T =11.3 3.9 Hz, 1D, 3.91 (s, 31,
] =

3.74 (4t, T = 10.7, 4.1 Hz, 1), 2.43 (d, 12.0 Haz,
W, 2,18 - 2.07 (m. 1H), 1.98 (d. J = 12.4 Hz, 11,
1.88 (dt, J = 13.1, 3.6 Hz, 1H), 1.5 - 1.39 (m 20,
.27 (dt, J = 16.4, 10.4 Hz, 2H). NH ROV 0H E— 275580 5
730,

JP 2025-509088 A 2025.4.11
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MS m/z 403.2 [MtH]I+: 1H NMR (400 MHz, A% J—J- d|) 0
7.80 (s, 20, 7.76 - 7.70 (m, IH), 7.66 (s. 1H), 01 -
6.97 (m, 1H), 6.90 (t, T = 73.17 Hz, 1H), 6.57 (dd ]
3.9, 1.0 Hz, 1H), 4.25 - 415 (m IH), 3.74 (dd, J =
13.8 4.1 Hz, 1H), 3.56 (dd, I = 13.6, 7.6 Hz, 1H), 1.28
(d, J = 6.3 Hz, 3H), 20 2A@®» Sy (NH & O 0H) .

MS m/z 369.0 [M+HI+; 1H NMR (400 MHz, A% /—Jb-dy) 0
7.70 (dd, J = 2.8 Hz, 0.8 Hz, IH), 7.56 (d. I = 8.8 Hz,

I, 7.10 (dd I'=28.4 3.6 Hz, 1, 7.001 (br s, [H),
6.96 (t. 1 = 4.0 Hz, 1H), 6.54 (dd, 1 = 4.0, 0.8 Hz,
1H) . 3.91 (S SH) 3.89 (t, ] =5.6 Hz, 2H), 3.79 (t, 1

= 5.6 Hz, 20). NH KX OH %388 5 /iy,

MS m/z 383. 1 [MtHI+: IH NMR (400 MHz, A% /—J)-dy) 6
7.77 (dd, J = 2.8, 0.8 Hz, IH), 7.55 (d. J = 8.8 Hz,
I, 7.10 (dd, J = 8.4, 2.4 Hz, 1), 7.04 - 7.00 (m,
10, 6.97 (dd, T = 4.0, 2.8 Hz, 1H), 6.55 (dd, J = 4.0,
1.2 Hz, 1H), 4.24 - 4. 14 (m, 1H), 3.91 (s, 3H), 3.73
(dd, J = 14.0, 4.0 Hz, 1H), 3.54 (dd, J = 13.6, 7.6 Hz,
1M, 1.27 (d, J = 6.4 Hz, 3H). NH %TXOH 28388 57z,

i n

MS m/z 397.1 [M‘rH]Jr: IH NMR (400 MHz, A% /—J)b-d4) 4
7.80 (dd, T = 2.8, 1.2 Oz, 1H), 7.55 (d, T = 8.8 Hz,

1, 7.09 (dd I = 8 4, 2.4 Hz, 1D, 7.01 (br s, IH),
6.98 (t, J =7.2 Hz, 1H), 6.56 (d, J = 3.2 Hz, 1H), 3. 90
(s, 30, 3. 7] (s, ZH)‘ 1.31 (s, G6H). NH Bz OH 28388 51

&\,

MS m/z 409.1 [M+H]+; 1H NMR (400 MHz, A%/ —J)b-dis) @&
7.82 (dd, T = 1.2 Hz, 3.2 Hz, IW), 7.55 (d, J = 8.4 Hz,
1H, 7.07 - 7.10 (m, IH 7.00 (s, 1H), 6.94 (t, T = 1.2

),
Hz, 1H), 6.53 ( dd, ] 1.2 Hz, 4.0 Hz, 1H), 4.42 -
4.37(m, 1H), 4.02 - 4.05 (m, 2H). 3.90 (s, 3H), 3.62 -
3.56 (m 2H),2.13 - 2.16 (m 2H).1.72 - 1.82 (m, 2H). NH
B sz,

MS m/z 395.2 [M+H]+; IH NMR (400 MHz, A% /—J-dy) 6
7.85 (dd, 1 = 2.8, 1.2 Hz, 1H), 7.56 (d, 1 = 8.4 Hz,
[, 7.09 (dd. T = 8.4, 2.4 Hz, 10, 7.04 - 6.99 (m,
1M, 6.95 (t, T =3.6 Hz, 1H), 6.55 (dd, ] = 4.0, 0.8
Hz, 1H), 4.85 - 4. 77 (m, 10, 4. 14 - 4.02 (m. 2H). 3.95
- 3.85 (m 5H), 2.50 - 2,36 (m IH)., 2.22 - 2.10 (m,
1H). NHAGR 5 4.

MS m/z 419.1 [M+H]+; I1H NMR (400 MHz, A% /—)-dy) 6
7.78 (dd, T = 2.8, 1.2 Hz, 1M, 7.55 (d, T = 8.4 Hz,
IH) ., 7.10 (dd, J = 8.4, 2.4 Hz, 10, 7.07 (d. T = 1.2
Hz, 1H), 7.[)4 7.00 (m, 1H)., 6.96 (t. J = 3.2 Hz, 1H),
6.91 (d, J = 1.2 Hz, 1H), 6.56 (dd, T = 4.0, 0.8 Hz,
1H), 4.91 (s, 2H). 3.91 (s, 3H), 3.84 (s, 3H). NHZA#
537 .
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MS m/z 383. 1

7.77
1H).
6. 96
1),
14.0
(d,

(dd,

I =

7. 10 (dd,

(t,

J = 35.6 Hz, IH), 6.55 (dd, J = 4.0, 0.8 Hz,
4.24 - 414 (m, 10, 3.91 (s, 3H), 3.73 (dd, 1

. 4.0 Hz,

J = 6.0 Hz, 3H). NH KR ZXOH 25388 53170,

(M+HT +; 1H NMR (400 MHz, A% /—J)b-ds) 6

2.8, 0.8 Hz, 1), 7.56 (d. T = 8.4 Hz,
I =28.4, 2.4 Hz, 1H, 7.001 (br s, 1H),

I, 3.54 (dd, J = 13.6, 7.6 Hz, 1M, 1.27

MS m/z 393.2

7.82
(d,
6. 93
= ‘-‘L
=
0H)

(d,

(t,

F=1

I =124 Hz, W), 7.30 (dd, T = 8.
I=3.4 He, 1D, 6.38 (d, |

21 (m, 11D
22 (m, 2H)

[M+H] +; IH NMR (400 MHz, A% /—)b-d4)

-] o)

9 Hzo 1), 7.48 (d, 1 = 8.5 Hz, 1MW),
2.4 Nz, 1H),
3.8 Hz, 1H), 4.31
. 3,94 (s, 3D, 2.69 - 2.62 (m 20, 2.30

o144 (s, 3D, 2 HAAB@®SHAW (NH AW

a6

I < n

MS m/z 359. 2,
0 7.84 (d,

ta)
IH),
Hz,
1),
20)

7.15
1H),

4.31 - 4.21 (m, 1M), 3.89 (s, 3H), 2.69 - 2.69 (m
2.31 - 2,28 (m, 2H), 1.44 (s, 3H). 2 HA@R® SN W

(d,
6. 96

(NH B T* OH)

361. 1 [M+HI+; [H NMR (400 MHz, A% /—)L-
] = 2.0 Hz, 10, 7.43 (d I = 8.5 Hz,
I = 2.5 Hz, 1H), 7.04 (dd, ] = 8.5, 2.4
(t, T = 3.4 Hz, 1H), 6.50 (d, J = 3.9 Hz,

MS m/z 409. 1

7. 67
1H),
1H) .
Hz,
s,
Hz,
- .

(dd,
7. 10
6.95
1),
s,
1),

] =
(dd,
(L,

4. 39

3. 85

2. 16

68 (m, [H)

(MtH] +; 1H NMR (400 MHz, A% /—)-d4) 0o

2.8, 1.2 Hz, 1), T7.56 (d, T = 8.8 Hz,

J = 8.4, 2.4 Hz, 1), 7.04 - 6.99 (m,

T =23.2 Hz, IH), 6.54 (dd, J = 4.0, 0.8

- 4.31 (m, 1H), 3.97 - 3.92 (m 1H). 3.91
- 3,76 (m 20, 3.64 (dd, T = 14.0, 8.0
- 2.07 (m, 1M, 2.06 - 1.90 (m, 2H), 1.78
. NH 2338 5 N7zl

MS m/z 422. 1
8.22 (br s,

(m,

1H),
4.03
3 2
2. 36

1),
7.19
(dd,
(m,
(m,

7. 34
(br
" E
2H),
1H),

(M+H] +; IH NMR (400 MHz, A% /—)b-ds o
IHy, 7.76 (d, T = 8.4 Hz, [H), 7.39 - 7.34

- 7.29 (m, IH), 7.25 (dd, J = 8.8. 2.4 Hz,
s. 1M, 4.18 (dd. I = 15.2, 4.4 Hz, 1M,
15.2, 4.4 Hz. 1H). 3.96 (s, 3H). 3.86 -
3.28 - 3.19 (m 1H), 3.12 (s, 3H), 2.48 -
2.25 - 2.01 (m_3H). NHZAGED SN

MS m/z 396. 2

7.81
(dd,
6.41
3H),
3,
1. 82

0.85 - 0.69 (m,

(m,

(d,
] =
(d,

(m,

).

] =12
11. 6,
I =12

),
3.20 - 3.06 (m, 1H), 2.76 - 2.64 (m 1H), 2.34 (s,
2.31 - 2.19 (m, 2H), 2.15 - 2.00 (m, 1H), 1.91 -

11},

NH 75588 5 3173 W,

-4 Hz, 1H), 6.93 (t, ]

[MtH] +; 1H NMR (400 MHz, A% /—J)-ds) &
= 3.2 Hz, 1H), 6.65

2.4 Hz, 1H), 6.43 (d, T = 4.0 Hz, 1H),

.0 Hz, 1H), 4.54 - 4.42 (m 1H), 3.83 (s,

1.82 - 1.72 (m, 1H), 1.72 - 1.55 (m 2H),
M), 0.69 - 0.60 (m, I1H), 0.59 - 0.50
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76 MS m/z 409.0 (Mt+HI+; 1H NMR (400 MHz, A% /—)b-ds) o
7.76 (dd, 1 = 3.2, 1.2 Hz, 1H), 7.55 (d, T = 8.8 Hz,
1), 7.09 (dd, T = 8.8 2.4 Hz, 1H), 7.01 (d I = 1.2
Hz, 10, 6.95 (1, J = 3.2 Hz, IH), 6.53 (dd, T = 4.0,
1.2 Hz, 1H), 4.39 - 4.31 (m, 1H), 3.98 - 3.92 (m 1H),
3.90 (s, 3H), 3.85 - .77 (m, 2H), 3.63 (dd, I = 14.0,
8.0 Hz, 1M, 2.16 - 2.06 (m 1H), 2.05 - .88 (m 21,
1.78 - 1.68 (m 1H). NHZASRO SN,

il MS m/z 444.3 [M+H]+; IH NMR (400 MHz, A% /—Jb-d4 6
7.90 (s, IH), 7.86 - 7.81 (m 20, 7.80 - 7.73 (m 1H),
.01 (L, 1 = 3.4 Hz, 10, 6.56 (d, J = 3.8 Hz, 1H), 5.06
(t, 7= 9.5 Hg, 1), 3.83 (o, T = 10.9 Hz, 2H), 3.56 -
3.43 (m, 2H), 2.80 - 2.70 (m, 1H), 2.35 (dd, I = 12.3,
9.9 Ha, 1H). 2H 2368 5417w (2NH)

78 MS m/z 443.3 [M+H]+; IH NMR (400 MHz, A% /—)b-di) &
7.91 = 7.87 (m, 1M, 7.80 (d, J = 8.0 Hz, 1H), T7.77 -
.71 (mo IW), 7.66 (s, 1H), 7.10 - 6.71 (m, 2H), G6.56
(d, J =39 Hz, 1M, 4.24 - 4. 11 (m IH), 3.68 (1, T =
4.3, 10.0 Hz, 1H), 2.34 - 2.21 (m IH), 2.19 - 2.07 (m,
I, 1.91 - .74 (m, 2H), 1.56 - 1.35 (m, 4H); 2H2%&
S47ay (NH B T8 0).

79 MS m/z 443.3 [MHHI+; IH NMR (400 MHz, A%/ —Jb-di) &
7.97 - 7.93 (m 10, 7.80 (d, T =80 He, 1H), T7.77 -
.72 (o, 1H), 7.67 (s, 1H), 7.13 - 6.71 (m, 2H), 6.56
(d, 7 =3.9 Hz, 1H), 4.35 - 4.25 (m, 2H, 2.04 - 1.90
(m, 2H), 1.90 - L.81 (m 2H), 1.80 - 1.64 (m, 2H). 1.60
- 1.44 (m. 2H); 2HAS@B® 57y (NH LT 0H) .

80 MS m/z 389.2 [M+HI+; I1H NMR (400 MHz, A% /—Ib-dy) &
7.85 (d. J = 1.9 Hz, 10, 7.44 (d, J = 7.8 Hz, 1H), T.26
= 7.16 (m 2H), 6.97 - 6.55 (m, 2H), 6.55 — 6.48 (m,
1. 4.21 - 4.08 (m. 1H. 3.66 (dt, T = 4.3, 10.0 Haz.
1, 2.47 (s, 3D, 2.30 - 2.21 (m, 1H), 2.21 - 2,04 (m,
MM, 1.89 - 1.74 (m 20, 1.57 - 1.35 (m 4H) ; 20233
S5417x0y  (NH B T8 0H) .

81 MS m/z 423.3 [M+Hl+; 1H NMR (400 MHz, A% /—Jb-ds) &
7.86 (d, ] = 2.0 Hz, 10, 7.57 (d, J = 8.5 Hz, IH), T7.11
(dd, J = 2.4, 8.6 Hz, 1H), 7.03 (s, IH), 7.00 - 6.92 (m,
I, 6.54 (d 1 = 3.8 Hz, 1), 4.89 (s, 3H), 4.23 - 4. 08
(m, 10, 3.66 (dt, T = 4.3, 10.0 Hz, 10, 2.34 - 2.04
(m, 2H), 1.89 - 1.72 (m, 2H), 1.59 - 1.36 (m 4H); 2078
e 57l (NH K 0H).

82 MS m/z 404.3. 406.2 [M+H IH NMR (400 MHz, A% /—Jb-

I+

d4) 6 T7.68 (t, J = 3.7 Hz, 1H), 7.40 (d, J = 8.5 Hz,
1H), 7.12 (d, 1 = 2.4 Hz, 1), 7.02 (dd. J = 8.4, 2.4
Hz, 1H), 6.78 (d, J = 8.2 Hz, 1H), 4.55 - 4.40 (m, 1H),
3.88 (s, 3H), 3.60 - 3.42 (m, 1H), 3.20 - 3.03 (m, 1M,
2.92 - 2.75 (m, 2H), 2.68 - 2.43 (m, 2H), 2.26 - 2.10
(m, 1H), 2.05 - 1.93 (m [IH), 1.89 - 1.64 (m 2H), 1.24
(t, J = 7.2 Hz, 3H). NHM@EHSI70.
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MS m/z 420. 2,

.93 - 1.7

422.2 [MtHI+; LH NMR (400 MHz, A% /—Jb-
I =3.7Hz, 1D, 7.40 (d, T = 8.5 Hz,

T =2.4Hz, 1H), 7.02 (dd, T = 8.5, 2.4
(d. ] =35.3 HL IH) . 4.57 - 4.46 (m, 1H),
3. 81 (t, 1 .2 Hz, 2D, 3.62 - 3.50 (m

3.'22 2 3 08 (m, 1), 3.03 - 2.88 (m 21, 2.82 -

2.22 - 2.08 (m, 1H), 2.06 - 1.956 (m 1),

(m, 2H). 208 Sazmy (NH KT 0H) .

34

MS m/z 377. 2.

379.1 [M+H]+; IH NMR (400 MHz, A% /—J)b-
J = 3.7 Hz, 1H), 7.39 (d. T = 8.5 Hz,
= 2.4 Hz, 1M, 7.01 (dd, J = 8.5 2.4
(d. J = 3.2 Hz, 1H), 4.34 - 4.14 (m, 1H),
2.69 - 2.56 (m, 2H), 2.30 - 2.17 (m, 2H),
HARRH &Ny (NH R 0H).

85

MS m/z 472.3
7.89 - 7.79 (m,
2.3 Hz, 1H), 7.29 (s,

4.56 - 4.44 (m,
% (m,
2,17 - 2.04 (m,
69 - 157 (m, IH), 1.36 - 1.24 (m, 1H), 1.15

(M+H] +: 1H NMR (500 MHz, A% /—Jb-dd 0o

M, 7.69 (d, 1 =85 Ha, 10, T7.33 (dd.
I, 7.02 (t, I =75 Hz,
I=3.5 Hz, 1H), 6.55 (d, T = 4.0 Hz, 1H).
I, 3.36 (tp, J = 4.0, 1.9 Hz, 2H).
IH), 2.53 (s, 1H), 2.83 - 2.22 (m 1H),
1M, 1.94 - 1.80 (m 1H, 1.83 - L. 71

3. NI E—2 23885 N7k,

86

MS m/z 488. 3

3.78 3 3.65 (m, 2H),
2.63 (dt,

[M+H] » IH NMR (500 MHz, A% /J—I-ds) &

= 2.9 1.2 Hz, 1H), 7.69 (d, ] = 8.5 Hz,
J 8 2.4 Hz, IH) 7.29 (s, 1H), 7.02
4 Hz

; IH), 9 (t, 7 =13 1H), 6.55 (dd,
1.2 Hz, 1H), 4.47 (dd, I = 8 8 4.5 Hz, 1H),
3.19 - 3.09 (m 1M, 2.78 - 2.69

J=12.3, 6.0 Hz, 10, 2.56 (dt, T =

1, 2.48 - 2.32 (m, 2H), 2.10 - 1.98 (m,
I'=14.1, 5.2 Hz, 1H), 1.80 - 1.62 (m,

NH % TX OH E— 27 #3589 5 £173 .

817

(]. 4. 4.1 Hz,

MS m/z 476.2 [M+H]+; 1H NMR (500 MHz, A% /—J-d4y) &

2.0, 1.2 1 10, 7.69 (d, T = 8.5 Hz,
I =85 24Hz 1, 7.29 (s, IH), 7.02

I, 6.98 (t, T = 3.5 Hz, 1M, 6.56 (d, ]

2. 08 - 4.90 (m, IH). 4.80 (ddd. J = 12.7,
I, 3.28 - 3.19 (m 10, 3.01 (1, I =
2.41 (dd, T =12.3, 6.3 Hz, 1H), 2.36 (s,
10.3 Hz, W), 1.92 (t, T = 12.4 Hz,
12.2 Hz, [H). NH E-—ﬁ‘/ﬂm&bbﬂtﬁb\

88

J
: I
MS m/z 445.2 [M+
1 = 3.
J

11+ . 10 NMR (500 MHz, A%/ —)b-dy 0
l 4 Hz, M), 7.69 (d, ] = 8.5 Ha,
8.6 Hz, 1H), 7.30 (s, 1), 7.03 (t, T

[ O“"‘ non

(). 97 (m, 1, 6.55 (d. T = 3.8 Hz, 1H),
= 7.9 Hz, IH), 2.74 - 2.82 (m 2H), 2.37 -
1.44 (s, 3H). NHETXOH E—2 8@ 5370,
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MS m/z 465.2 [MtHI+; IH NMR (400 MHz, A% /—Jb-d4) 0o
7.99 (dd, T = 0.9 2.8 Hz, 1M, 7.78 (d, ] = 8.0 Hz,

I, 7.74 - 7.69 (m 1H, 7.65 (s, 1M, 7.21 = 7.11 (m,
I, 7.09 - 6.65 (m, 5H), 6.57 (d, I = 3.9 Hz, 1H), 5.52
(g J = 7.0 He, 1W), 171 (d, T = 7.0 Hz, 3H); NH KX OH
E—2J R3O 57k 0,

90

MS m/z 459.2 [M+HI+: 10 NMR (500 MHz, A% /2 —Jb-di) &
7.92 - 7.88 (m 2H), 7.83 (d, J = 8.2 Hz, 1IH), 7.80 -
7.74 (m TH). 6.99 (t, T = 3.4 Hz, 10, 6.53 (d. I = 3.5
Hz, 1H), 4.21 - 4. 11 (m 10, 3.92 - 3.77 (m 2H). 3.66
(td, 1 =10.1, 4.8 Uz, 10, 2.30 - 2.20 (m 1H), 2.20 -
2.03 (m 1H, 1.87 - 1.73 (m, 20, 1.52 - 1.36 (m 4H).
RS sy (NH ETEOH) .

MS m/z 406.0 [MH#H]+; IH NMR (400 MHz, A& J—J)b-dy) &
7.90 (s, 1H), 7.78 (dd, T = 2.8, 1.2 Hz, 1H), T7.56 (d,
= 8.8 Hz, I, 7.14 (s, IH), T7.10 (dd, T = 8.4, 2.4 Hz,
1, 7.04 - 6.97 (m, 20, 6.59 (dd, ] = 4.0, 0.8 Hez,

1), 4.99 (s, 2H), 3.91 (s, 3H). NHAS&H STl

92

MS m/z 420.0 [M+HI+; IH NMR (400 MHz, A% /—)b-dy) o
8.45 (s, I1HY, 7.78 (dd, J = 2.8, 1.2 Ha, 1H). T7.55 (d. ]
= 8.4 Hz, 1D, 7.10 (dd, I = 8.4, 2.4 Hz, 1), T7.04 -
6.97 (m 2H), 6.58 (d, I = 4.0 Hz, 10, 5.01 (s, 2H),
3.91 (s, 3H), 3.91 (s. 3H). NHAGES S0,

93

MS m/z 420.0 [MtHI+; 1H NMR (400 MHz, A% ./ —)b-dd o
7.85 (s, 1H), 7.77 (dd, J = 2.8, 0.8 Ha, 1H), 7.54 (d, 1]
= 8.8 Hz, 1), 7.09 (dd, T = 8.4, 2.4 Hz, 11D, 7.03 -
6.97 (m, 2H), 6.58 (dd, T = 4.4, 0.4 Hz, IH, 4.96 (s,
20, 4.09 (s, 3H), 3.91 (s, 3H) . NHAGE®D SR

94

MS m/z 421.1 [M+H]+; 1H NMR (400 MHz, A% /—J-di)) 6
7.73 (dd, 7 = 2.8 1.2 Hz, 1H), 7.56 (d. T = 8.4 Hz,
1M, 7.10 (dd, 1 = 8.8, 2.4 Hz, 1H), 7.01 (s, 1H), 6.94
(t, J =3.6 Hz, 1H), 6.53 (dd, J = 4.0, 0.8 Hz, 1H),
3.91 (s, 3, 3.70 (s, 2H), 2.23 (s, 6H). NH Jetf OH A3
B 570N,

MS m/z 430.1 [M+H]+; IHNMR (400 MHz, A% J—Jb-di) 4
8.46 (br s, 1.2, 8.02 (d T = 8.0 Hz, I1H. 7.92 (s,
Iy, 7.87 (d, 1 = 2.0 Hz, 1), 7.71 (d, ] = 8.0 Hz, 1H),
6.99 (t, 1 =32 Hz, 1H), 6.88 (1, I = 73.6 Hz, I,

.08 (d, J = 83.6 Hz, 1H), 4.64 - 4.53 (m, 1H), 3.79 -
64 (d, T o= 9.2 Hez, 1H), B.38 - 3.32 (m 1H), 3.13 (q ]
7.2 Hz, 2H), 3.09 - 2.95 (m, 2H), 2.84 (s, 3H), 2.26 -
2.12 (m, 2H), 2.00 - [.82 (m 2H), 1.23 (t, J = 7.2 Hz,
3H) . NHA%GE® 57,

W

H
i

Il s =

96

MS m/z 481.2 [MtHI+; IH NMR (500 MHz, A% ./ —Jb-did 0o
8.00 (d, 1 =2.0 Hz, I1H), 7.88 (s, 1M}, 7.80 (d J =7.9
Hz, 1H), 7.75 (d. ] =854 Hz, 1H), 7.15 (L, 1 =17.9
Hz, W), 7.00 (t, T = 3.3 Hz, 1, 6.96 (d, | = 7.8 Hz,
1, 6.93 (s, 1), 6.66 (d, 7.9 Hz, 1), 6.54 (d, ]
= 3.7 Hz, 1M, 5.50 (q. I Hz, 1H), 3.94 - 3.70 (m,
20, 170 (d, 1 = 7.2 Hz, 3H). 2HASGEB® S fizty (NH X
0H) .

=3 I

1
3

1}

I
1.
)i
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97

MS m/z 427.2 [M#HI: IH NMR (500 MHz, A% /—)b-di) &
8.07 - 8. 02 (m IH), 7.89 (s. I1H), 7.87 - 7.78 (m, 2H),
T.61 (s, 1H), 6.84 (s, 1H), 6.53 (d J = 3.1 Hz, 1H),
6.21 (br s, 1., 3.89 (a. T = 10.8 Hz, 2. 2H7283®» SN
mW (2 NH).

98

MS m/z 458. 2 [MHI+:1H NMR (500 MHz, A% /—Jb-dy) o
7.81 - 7.68 (m, 3H), 7.66 (s, IH), 7.001 (t, T = 3.4 Hz,
1, 6.92 (t, 1 =72.78 Hz, 1M, 6.60 (d. I = 3.5 Hz,
I, 4.68 - 4.61 (m, 1H, 4.17 - 4.07 (m, 1H), 3.43 -
3.33 (m, 1D, 3.16 (d, T = 111 Hz, 1H), 3.06 - 2.84 (m,
1M, 2.70 - 2.62 (m, 4H), 2.38 - 2.28 (m 1H), 1.94 -
L81 (m 1H). 2HA%E S7swy (NH K 0H) .

49

MS m/z 445.3 [M+HI+;IH NMR (400 MHz, A% /7 —)b-ds) &

8. 19 (s, 1H), 8.17 - 8.08 (w, IH), 7.92 (d, T = 2.9 Hz,
M0y, 7.89 - 7.81 (m 1H), 6.98 (1, ] = 3.4 Hz, 1), 6.43
(d, T =23.9Hz, IH), 4.23 - 4. 10 (m, 1H), 3.68 (dt, 1 =
4.3, 10.0 Hz, W), 2.35 (br s, 1H), 2.09 (br s, 1H),
1.90 (br s, 2H), 1.56 - [.36 (m 4H); 20HASEB®H 5N W
(NH K2 TX OH) .

100

MS m/z 411.3 [M+HI+4:;1H NMR (400 MHz, A% /—Jb-di) o
7.95 (d, J = 2.1 Hz, 1H), 7.42 (d, J = 7.8 Hz, 1H), T7.23
=712 (m, 3H), 6.99 - 6.92 (m, 3H), 6.54 - 6.53 (m

IH, 6.92 - 6.48 (m, 2H), 5.50 (o, J = 6.8 Hz, IH), 2. 46
(s, 3, 1.70 (d, 1 = 7.0 Hz. 3H; 2HA@® S 47zty (NH
BT OH) .

101

MS m/z 451.3 [M+H]+;IH NMR (400 MHz, A% /—)b-di)) &
7.86 - 7.78 (m, 200, 7.77 - 771 (m. 1H). T.67 (s, 1H),
.21 - 7.14 (m, 1H, 7.12 - 6.88 (m, 4H), 6.76 - 6. 67
(m 1H), 6.59 (d, ] = 3.9 Hz, 1H). 4.83 (s, 2H); 2H /%G8
S o (NH BT 0H).

MS m/z 465.2 [MtHI+;1H NMR (400 MHz, A% / —)b-di) 4
7.99 (dd. T =0.9, 2.8 Hz, 1H), 7.78 (d. 1 = 8.0 Haz,
M, 7.74 - 7.69 (m 1H, 7.65 (s, IH), 7.21 - 7.11 (m,
1M, 7.08 - 6.65 (m 5H, 6.57 (d. I = 3.9 Ha, 1H), 5. 52
(a, 7 =7.0 Hz, 1H)., L7101 (d, T =17.0 Hz, 3H); 20 2338
S37zy (NH & T8 0H) .

103

MS m/z 465.2 [MtH]+;1H NMR (400 MHz, A% /—)-dy) &
7.99 (dd, T =0.9, 2.8 Hz, 1M, 7.78 (d. ] = 8.0 Hz,

M, 7.74 - 7.69 (m IH), T7.65 (s, IH), 7.21 - T.11 (m,
I, 7.09 - 6.65 (m, 5SH), 6.57 (d, T = 3.9 Ha, 1H), 5.52
fa, J =70 Hz, 1D, .71 (d, 1 = 7.0 Hz, 3H); 20 A%
5470 (NH K TX0H) .

104

MS m/z 365.3 [M+HI+; IH NMR (400 MHz, A% ./ —Jb-d) o
791 - 7.90 (m, 1H}, 7.30 (d, 1 = 8 3 Hz, IH), 6.99 C(t,
I =33 Hz, IH), 6.90 - 6.89 (m 1H), 6.656 - 6.57 (m
2, 4.25 (HE#H T = 7.9 He, 10, 3.84 (s, 3H), 2.65
(ddd, 1 = 9.4, 7.2, 2.6 Hz, 2H), 2.31 - 2.23 (m, 2H),
187 - 1.77 (m, 10, 1.44 (s, 3H), 0.80 - 0.70 (m, 2H),
0.70 = 0.62 (m, 2H). 2H28@R® SN (NH L 0H) .
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MS m/z 34
8.02 - T.
I =8.5 Hz,
W, 1= 3,
I =3.1 Hz,
= 1.8

9 (m,

1.1

(M+H] +:1H NMR (400 MHz, A% /) —)b-ds) &

98 (m, 1H),
1), 6. 85

21

z, 1H),

11, 6. 20

2H) . 20 ASER

1, 0.86

5373 W

6.59 (d, 1] .3 Hz, 1), 6.48 (d,

7.59 (d, T = 2.1 Hz, 1H), 7.31 (d,
(dd. ]=8.4, 2.5 Hz, 1), 6.8l

- 617 (m lH) 3.83 (s. 3W), 1.98
- 0.78 (m, 2H), 0.69 - 0.62 (m
(2 NH).

106

MS m/z 37

9.3

(M+H]

7.89 - 7.82 (m, 1),

.95 (m,
.27 = 4.
44 (d,
.99 (d,
.34 (m,

—_—— S s o

1),

),
.9 Hz,
9 Hz,
54 =

0.70 - 0.62 (m 2H) .

+; 10 NMR (400 MHz, A% /—)b-di) &
7.31 (d, J = 8.3 Hz, IH), 7.01 -
6.95 - 6.82 (m, IH), 6.63 - 6.56 (m 2H),
3.84 (s, 30, 3.82 - 3.69 (m IH),

20 7838 S 417y (NH T OH) .

IH, 2.14 (d 1 =11.4 Hz, IH),
I, 1.93 - .79 (m 2H), 1.53 -
1.23 (m 1H), 0.82 - 0.72 (m, 21,

107

MS m/z 445
8. 16 (s,
Hz, 1H),
Hz, 1H),
(s, 3H).

5.2
[H),
7. 64
2.72

NH KO8 OH E— 2 23388 5 47z L.

(M+H] +:

8. 10 (d,
(s, 1H),

- 2,57

IH NMR (400 MHz, A% /J—Jb-dy) &
=38 1Hz 1H), 7.81 (d I = 8.0
6.25 (s, 1M, 4.25 (t, T =17.9

(m, 2H), 2.36 - 2.17 (m, 5H), 1.44

108

MS m/z 42
7.58 (s,
8.6, 2.3
(m, 1H),

32
[H),
Hz,

3. 91

(M+H] +;

7. 54 (d,

10, 7.0

(s, 30,

SHY, 2,27 - 2.22 (m,
iad) 57z by,

IH NMR (400 MHz, A% /—)b-dy) 6
I =85 Hz, 1, 7.09 (dd, ] =

I (s, 10, 6.37 (m, 1H), 4.28-4.20
2.67 - 2.62 (m 2H), 2.33 (s,

20, 1.43 (s, 3. NH ROTOH E—Z 48

109

MS m/z 45
8. 17 (s,
Hz, 1H),
2.91 - 2.
2.15-2. 10

8.2
1,
7. 65
88 (
(m,

(M+H] +;

8. 10 (d,
(s, 1H),
m,IH,

1, 2

1, 1.73 - .57 (m,
AT A AN

LH NMR (400 MHz, A% /J—)b-dy 46

= 7.9 Hz, 1), 7.81 (d, I = 8.0
s, 10, 4.47-4, 49 (m, 1H),
2 (m, 5H), 2.32 (s, 3H),

9 (m, I1H), 1.87 - 1.73 (m,
9 - 1.29 (m, M. NHE—2

110

MS m/z 44
7.89 (d,
T - T
a6 (d,
.60 (m,
.59 - 1.

—_— L o =

3.5
J =

(M+H] +
2. Hz

71 (m, 1H),

]
IH).
32 (

= 3.6 Hz,
2.36 -
m 4H) ;

[H NMR (400 MHz, A% /J—Jb-dy) 0

IH), 7.80 (br d. T = 8.0 Hz, 1H),

7.66 (s, 1H), 7.18 - 6.68 (m, 2H),
IH), 4.28 - 4.08 (m, 1), 3.77 -

2.01 (m, 2H), 1.92 - 1.70 (m, 2H),
H 3 Sy (NH & U 0H) .

MS m/z 459. 2 [M+H] +;

7.99 -
3.4 Hz, 1
1H), 3.85

7.88 (

H) .
(br

m, 20,
6. 54 (d,
dd. T =

1), 2.31 - 2.22 (m

1. 75 (m,
KT OH) .

20,

1. 54 -

IH NMR (400 MHz, A% /—Jb-d4) 6
.85 - 7.75 (m, 2H), 6.99 (1, I =
I'=3.9 Hz, 1H), 4.20 - 4.11 (m,
10.6, 5.6 Hz, 2H). 5.71 - 3. 62 (m
M, 2.17 - 2.08 (m 1H), 1.87 -
.36 (m, 4H). 2H 2% 57w (NH
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MS m/z 461. 2

3.4 Hz, 11D,
10. 51, 3.5 Hz
3.98 (br dd,

3.56 (td, I =
1, 2.31 - 2.

(M+H] +;
7.94 - 7.88 f(m, 2H),
6.56 (d, ]

1,

I =1L

1 1

24 (m,
1H). 20 @RD SN

I NMR (400
7.86 - 7.75
= 3.8 Hz,
4.04 (dd. T =

1. 75 Hz, 1H),
I, 1.79 (a
(NH B TX OH) .

3, 4.8 Hz, 1H),

MHz, A%/ —J-dy) 0
(m. 2D, 7.01 (¢, I =
1), 4.34 (td, T =
11.2, 4.9 Hz, 1H),
3.90 - 3.74 (m, 3H),
3-26 (1, 1 = 10.5 Hz,
d. ] = 12.38, 5 13 Hz

113

MS m/z 461. 2
7.94 -
3.4 Hze 1H).
10.51, 3.5 Hz,
98 (br dd,

56 (td, T =
H ., 2.31 - 2.

3.
3.
11
1H) . 20 A%

[M+H] +;
7.88 (m, 20,
6. 56

1H)

] =1L

L Ll ¢

24 (m,
B 570

IH NMR (400
T.86 - 7.75

(d, 1 =3 8 Hz

4.04 (dd, 1 =
3, 4.3 Hz, 1H
1.75 Hz, 1H),
M. 1.79 (a
(NH Je ZX OH) .

MHz, A% /—I)b-dy 6
(m, 20, 7.01 (t, J =
1), 4.34 (td, T =
11.2, 4.9 Hz, 1H).

), 3,90 - 8.74 (m, 3W),
3.26 (t, 1 = 10.5 Hz,
d. ] =12.38 5.13 Hz,

114

MS m/% 461.2

M), 7.00 (L,
4.47 (1d, I
4. 04 (dd, I
10, 3.85 (q
IH), 3.62 (t,
Hz, 1H), 1.88
0H) .

ion

[M4+H] 4
8.00 (d, J = 2.4 Hz,
= 3
. 88,
]

I
I
1.6,
]
I

|
|
8

— 0 n

IH NMR (400

. 7.90 (s,
4 Hz, I, 6.55
3. 18 Hz, 11,

4.1 Hz. 1H),

1.0 Hz, ZH), 3.
1.0 Hz, 1H), 2.

I (m, 1H).

2 BFEH sy

Mz, A%/ —)b-d) o
1M, 7.86 - 7.74 (m,
(d, 1 =38 Hz, 11,
4.19 - 4. 14 (m, 1D,
3.98 (d. 1 = 12.5 Hu
0 (d, T = 12.1 Hz,
30 f(ad, T = 12.6, 4.7
(NH e tr

115

MS m/z 461. 2

20, 7.00 (¢,
4.47 (1d, J
4.04 (dd, I
IH) . 3.85 (a.
IH), 3.62 (t,
Hz, 1H), 1.88
0H) .

i

[M+HT +3
8.00 (d, I = 2.4 Hz,
I =3
1. 88,
1. 6,

I
I
1
J
I

o8 — —

).

IH NMR (400

1M, 7.90 (s,

4 Hz. 1, 6.

3. 13 Hz, 1M,

4.1 Hz, 1H),

1.0 Hz, 2H). 3.
1.0 Hz, 1H). 2.
WHARD SNV

81 (m, 1H).

MHz, A% /—Ib-di) 6
M, 7.86 - 7.74 (m,
55 (d. 1 = 3.8 Hz, IH),
4.19 - 4. 14 (m 1H),
3.98 (d, J = 12.5 Hz,
70 (d, T = 12.1 Hz,
30 (ad, J = 12.6, 4.7
(NH Be o

116

MS m/z 410. 2
7. 83 L
d, 1 =
6. 76 (d, ]
3H) . 3.57 - 8.
2.21 (m, 1H).

IMHHT +;
1 = 3.7 Haz,
2.3 Hz, 1),
= 3.1 Hz,
39 (m.

IH NMR (400

7.29 (dd, J
1, 509 -
20, 2.81 -

1, 7.46 (d,

MAz, A%/ —)v-d4) @
I =84 Hz, 1H), 7.34
= 8.3 2.6 Hz, IH),
4.94 (m 1H), 3.93 (s,
2.67 (o 1W, 2.39 -

1
MS m/z 393.1
7.86 (1, I =

[M+H] +.
1. 4.1 Hz,
= 8.4 Hz, 1H),
5. 2.3 1

1z, IH

3. 93 (s, 3H).

10 NMR (400

7.34 (d ] =
), 6.61 (d, ]

1. 7.59 (d.

NH 783

MHz, A% /J—)b-d4) @
1 =21 Hz. 1H), T7.54
7. 29 (dd,
6. 18 (d,

2.4 Hz, 11D,
= 3.3 Hz, 1,
B8 5 AR,

118

z 370, 1
7. 81 (d,
S

m, 41,

- 159 (m 1H).

]

= 8.

= 2.1 Hz, 1),
m/

[M+H] +

] = 2.8 Hz,

11,

Hz, 1H),
(m, 1H),
.97 - 1.86 (m 2H),
NH 295388 5 173 0.

I NMR (400

6.67 (dd, T =
4.56 - 4.43
2.53 - 2.34

1. 6 94 (dd, I = 3.6,

.80 - L.78 (m, [H),

MHz, A% /—=)b-dy) ©
2.8 Hz,
10.8, 2.0 Hz, W), 6.42
(m, 1H), 3.85 (s, 3H),
(m. 5H). 2.18 - 2.04
173
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119 MS m/z 474. 1 [M+HI+; I1H NMR (400 MHz, DMSO-ds) & 8.00
(d, 7 =21 Hz, 1), 7.96 (d, T = 2.6 Hz, 2H), 7.93 (s,
1, 7.39 W 1 =77Hz W), 7.01 - 6.94 (w, 1H. 6.51
(d, I =33 Hz, 10, 4.33 (s, 1D, 3.17 (d. ] = 7.6 Hz,
1, 2.84 (d, J = 10.4 Hz, W), 2.39 (a. J = 7.1 Hz,
20, 203 (s, 1H), 1.99 - 1.86 (m, 2H), 1.77 (d. T =
12,9 Hz, 1H, 1.59 (d, J = 12.4 He, 1H), 1.45 (dd, J =
17.3, 6.1 Hz, 1H), 1.02 (t, T = 7.1 Hz, 3H).

-1 1u

120 MS m/z 490. 1 [M+H]I+; TH NMR (400 MHz. DMSO-ds) & 8.01

(s, IH), 7.96 (d, T = 2.3 Hz, 2H), 7.93 (s, IH), 7.36

(d, 7 =79 Hz, W), 7.01 - 6.95 (m 1H), 6.51 (d, I =
l

3.9 Hz, 1H), 4.42 (t, J = 5.4 Hz, [H), 4.35 (s, 1H),
3.52 (d, J =5.5 Hz, 20, 3.17 (s, 1H), 2.81 (s, IH),
2.45 (d. 1 = 6.2 Hz, 20, 2.06 (dd. T = 21.3. 11.1 Hz,

s, 1,73 (s, 1MW), 1.46 (s, 1H), 1.23 (s, IH).

121 MS m/z 461.0 [M+HI+: 1H NMR (400 MHz, DMSO-de) ¢ 8.01
(d, T =1.9Hz 1IH., 797 - 7.91 (m 3H, 7.41 (d 1T =
7.9 Hz, 1H), 7.00 - 6.94 (m 11, 6.49 (d, J = 4.0 Hz,
1H), 4.82 (d, T = 5.1 Hz, 1H), 4.09 (s, IH), B8.37 (s,

M. 2.09 (s, W), 1.98 (s, 1M, L71 (s, 2H), 1.32 (s,
41) .

122 MS m/z 461.0 [M+H]+; IH NMR (400 MHz, DMSO-de) & 7.98
(d, I =2.0 Hz, TH), 7.97 - 7.901 (m 3H), 7.48 (d ] =
7.7 Hz, 1H), 7.02 - 6.92 (m, 1H), 6.50 (d, T = 3.2 Hz,
I, 4.75 (, T = 4.5 Hz, 10, 4.18 (s, [H). 3.55 (d I
= 4.2 Hz, 1H), 2.29 (d, J = 11.6 Hz, IH), 2.03 (d. J =
10.6 Hz, 1H), 1.87 (d. I = 13.1 Hz, 1H), L.77 (d, I =
13.3 Ha, 1H), 1.39 - 1.30 (m, 2H), 1.25 (d. T = 12.8 Hz,
1, .18 - 1.08 (m 1H).

123 MS m/z 447.0 [MtH)+; 10 NMR (400 MHz, DMSO-da) & 8.00
(d, J = 1.8 Hz, IH), 7.98 - 7.91 (m, 3H), 7.85 (d, J =
6.1 Hz, 10, 7.00 - 6.96 (m IH), 6.50 (d, 1 = 3.0 Hz,
IH), 5.09 (s. 11D, 4.25 (dd, T = 14.3. 7.1 Hz, 1), 2.47
(d, 7 = 2.7 Hz, 2H), 2.21 (dd, J = 11.3, 8. 8 Hz, 2H),

1. 34 (s, 3H).

124 MS m/z 446.1 [M+HI+: TH NMR (400 MHz, A%/ —)b-di) o

7.89 (s, 20, 7.84 - 7.81 (m, 1H), 7.80 (s, 1H), 7.06 -
6.98 (m, 1H), 6.60 (d, J = 3.9 Hz, 1H), 5.07 (1, 1 = 9.5
Hz, 1H), 3.55 - 3.45 (m, 2H), 2.79 - 2.69 (m 10, 2.40
- 2,28 (m H). NHAGES SH7AW

125 MS m/z 421.0 [M+H] +; 1H NMR (400 MHz. A% /—Jb-dy) 6
7.76 (dd, J = 2.8 1.0 Hz, 1H), 7.53 (d, T = 8.6 Hz,
IH), 7.09 (dd, T = 8.6, 2.5 Hz, 1H), 7.03 - 6.98 (m,
20, 6.59 (d T = 3.6 Hz, 1H), 5.08 (s, 2H). 4.30 (s,
aH), 3.90 (s, S5H). NH 8@ iz,

126 MS m/z 473.2 [M+H]+; IH NMR (400 MHz, A% /—Jb-ds) ©
.76 (s, 1H), 7.69 td, J = 8.5 Nz, W, T7.58 (d, =381
Hz, I1H), 7.03 - 6.98 (m 1H), 6.11 - 6.06 (m IH), 5. 77
(d, 17 =2.5 Hz, 1H). 4.96 (td, 1 = 9.0, 4.2 Hz, 1H),
4.13 - 4.05 (m 1), 3.75 - 3.61 (m, 2H), 2.13 - 1.90
(m, 2/0), [.89 - 1.60 {m 4H), 157 - 1.30 (m, 4H . 2H4¢
Sz (NH & OH) .
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127 MS w/z 473.2 [MtH]+; 1H NMR (400 MHz, A% /—)b-dy) o
7.75 (s, I1H), 7.69 (d, 1 = 8.3 Hz, 1H), 7.58 (d, I = 8.1
Hz, 1H), 7.03 - 6.98 (m, (H), 6.11 - 6.07 (m, 1H), 5 78
(d, I =2.5Hz, 1), 4.47 - 4.37 (m, 1H), 3.77 - 3.56
(m, 3H), 2.41 - 2.29 (m, 1H), 2.20 - 2.09 (m, 1H), 1.85
- 1.66 (m 4H), 1.67 - 1.43 (m 4H). 2025@® 517z (NH
B U8 OH) .

128 MS m/z 473.2 [MtHI+; 1H NMR (400 MHz, A% /—Jb-d) o
.91 - 7.75 (m, 4H), 6.98 (1, ] = 3.4 Hz, 1H), 6.53 (d
I =38 Hz, 1H), 4.44 - 4.34 (m. 1H), 4.10 - 3.95 (m
10, 3.86 (q, J = 11.0 Hz, 2H), 2.37 (d. J = 13.0 Hz,
I, 221 - 210 (m, I1H), 2.07 - 1.57 (m, 8H). 2HAEE®
S47zw (NH KO8 0H) .

129 MS m/z 473.2 [MtHI+; 1H NMR (400 MHz, A% /—Jb-di)) &
7.92 - 7.88 (m, 2H), 7.85 - 7.81 (m IH), T.79 - 7.75
(m. 1H), 6.98 (t, T =3.4 Hz, 1), 6.53 (d, T = 3.8 Hz,
1H), 4.65 - 4.55 (m, 1H), 4.12 - 4.04 (m, 1H)., 3.86 (a,
=110 Hz, 20), 2.29 - 2.20 (m, 3H), 2.05 - 1.94 (m,
M, 1.92 - 1.78 (m, 2H), L.77 - 1.60 (m 3H), 1.54 -
141 (m, 1H). 20 2838 547z (NH B T8 0H).

130 MS m/z 411.2 [MtHI+. 1H NMR (400 MHz, A% /—)k-d4) o
7.68 (¢, 7= 3.7 Hz, 1H), 7.45 (d, J = 85 Hz, 1H), 7.33
(d, J = 2.3 Hz, 1H), 7.28 (dd, J = 8.5, 2.4 Hz, 1H),
6.74 (d. 1 = 3.4 Hz, 1H), 4.23 (i#E#., 1 = 8.1 Hz, 1),
3. 93 (s, 3W, 2.73 - 2.55 (m, 2H), 2.32 - 2.18 (m, 2H),
.43 (s, 3H). 2H %33R S4Zs\y  (NH K TX 0H) .

131 MS m/z 436.3 [MtHI+; IH NMR (400 MHz, A% /—Jb-ds) 6
7.59 (s. I, 7.55 - 7.52 (m, 10, 7.09 (dd, T = 8.6,
2.1 Hz, W), 7.01 (s, IH), 6.38 (m IH), 4.50-4.44 (m,
M, 3.91 (s, 30, 3.01 - 2.87 (m. 1H). 2.60 - 2.41 (m,
5H), 2.33 (s, 8H), 2.17 - 2.06 (m, 1H), 2.02 - 1.89 (m,
IH), 1.88 - 1.76 (m 1H), 1.74 - 1.57 (m, 1H), 1.28 (m,
). NHE—Z#RED 5N

132 MS m/z 459.2 [MtHI+; IH NMR (400 MHz, A% /—)-ds) ¢
8.54 - 8.44 (br s, IH HIA—=F CH, 8. 16 (s, 1H, 8 10
(d T =79Hz 10, 7.81 (d T =8 1Hz 1M, 7.67 (s,
0, 6.24 (m. 1H), 4.19 - 4.06 (m, 1H), 3.70 - 3.57 (m,
1), 2.31 (s, 3H), 2.29 - 2.19 (m, 1H), 2.17 - 2.07 (m,
i, 1.88 - .70 (m, 2H), 1.54 - 1.32 (m 21, 1.32 -
.22 (m, 2H). NH RO OHE—Z@H 5.

133 MS m/z 437.3 [MtH]+;1H NMR (400 MHz, A% /J—Jb-d)) o

7.62 (s, 1H), 7.54 (d, J = 8.5 Hz, 1H), 7.09 (dd, I =
8.6, 2.3 Hz, 1H, 7.04 - 6.96 (m 1H), 6.42 - 6.31 (m
IH), 4.15 - 4.05 (m [H), 3.91 (s, 30, 3.68 - 3.58 (m,
10y, 2.33 (s, 3, 2.23 (m, 1H), 2.14 - 2.07 (m 1),
1.86 - 1.74 (m 2H), 1.52 - 1.36 (m, 4H). NH RTXOH E—
J IR 5 s,
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134 MS m/z 488.2 [MtHI+; 1H NMR (400 MHz, A% /—Jb-d) &
8.60 - 8.49 (br, IH. RN A—1 CH ). 8 17 (s, 1H, 8. 14 -
8.05 (m, IH), 7.85 - 7.78 (m, IH), 7.71 (s, 1H), 6.27
(s, I1H), 4.66 - 4.57 (m, I1H), 4.28 - 4. 18 (m, 1H). 2.91
- 2.81 (m IH), 2.78 - 2.60 f(m 4H), 2.32 (s, 3H). 2.05
- 187 (m 3H), 1.21-1.15 (m, 3H). NIlchOHl: 7R
53Ry,

185 MS m/z 466.2 [M+H]+ ;IH NMR (400 MHz, A% /—I)b-dy) 6
T.66-7.62 (m, [H), 7.58 - 7.47 (m, I1H), 7.16 - 7.06 (m,
1H)., 7.05 - 6.96 (m, 1H), 6.39-6.36 (m, 1H), 4.66 - 4. 55
(m, 1H), 4.29 - 4.18 (m, 1H), 3.91 (s, 3H), 2.97 - 2. 86
(m, 2H), 2.86 - 2.72 (m, 4H), 2.34 (s, 3H), 2.00-1.93
(m, 2H)., 1.21 (&, J = 7.2 Hz, 3H). NH R OH E— 78388
537,

136 MS m/z 389.3 [M+HI+:; IH NMR (400 MHz, A% ./—Jb-dy) & =
7.85 (s, 1H), 7.44 (dd, J = 2.3, 7.7 Hz, 1W), 7.29 -
T.18 (m, 2H), 6.98 - 6.47 (m, 3H), 4.21 - 4.08 (m, 1H),
3.73 - 3.60 (m, 1H), 2.47 (s, 30, 2.33 - 2.20 (m 1H),
2.18 - 2.06 (m, I1H, 1.90 - 1.73 (m, 2H), 1.57 - 1.34
(m, 4H); 20 3@ 541780y (NH K OF 0H) .

137 MS m/z 389.3 [MtHI+; IH NMR (400 MHz, A% /—J)k-di) o
7.93 - 7.87 (m 1H, 7.44 (d, J = 7.8 Hz, IH), 7.27 -
7.16 (m, 2H), 6.98 - 6.56 (m, 2H), 6.55 - 6.48 (m, 10,
4.36 - 4.22 (m, 2H), 2.48 (s, 30, 2.07 - 1.80 (m 4H) .
.79 = 1.63 (m, 2H), 1.58 - 1.44 (m, 2H) ; 2H @B H S/
Vs (NH B oX OH) .

138 MS m/z 421.2 [M+HI+: IH NMR (500 MHz, A% /—J)-d) o
7.91 - 7.88 (m, 1M, 7.48 (d, T = 8 4 Hz, 1H. T7.11 (s,
1H)y, 7.08 (d, J = 8.4 Hz, 1H), 6.98 (t, J = 3.3 Hz, 1H),
6.56 (d, J = 3.8 Hz, 1H), 4.16 - 4.08 (m, 1H, 3.89 (s
JH), 3.75 - 3.61 (m 3H), 2.27 - 2.21 (m, 1H), 2.15
2.07 (m, 1H), 1.85 - 1.74 (m, 2D, 1.54 - 1.34 (m, 4H)
HAW@RD SNy (NH RN 0H) .

139 MS m/z 406.2 [M+HI+; IH NMR (500 MHz, A% /—)b-dy) o
7.81 - 7.78 (m, IH), 7.47 (d, T = 8.5 Hz, 1H), T.11 (s,
1H), 7.07 (dd, J = 8.5, 2.2 Hz, 10, 6.98 (1, J = 3.3
Hz, 1H), 6.55 (d, T = 3.8 Hz, 1H), 503 (t, J = 9.5 Hz,
IH), 3.89 (s, 3W), 3.67 (¢, T = 11.0 Hz, 2H), 3.53 -
3.44 (m, 20H), 2.77 - 2271 (m, 1H), 2.37 - 2.29 (m. 1H).
2H HSERs S 7y (2 NH).

140 MS m/z 460. 1 [M+HI+; [H NMR (400 MHz, DMSO-ds) & 8.01
(d, 7 = 2.0 Hz, 1), 7.98 - 7.93 (m, 21), 7.92 (s, 1H).
737 (d, 1 = 7.8 Hz, 1H), 6.99 - 6.96 (m, IH) 6.51 (d,
J = 3.3 Mz, 1H), 4.32 (s, 10, 3.07 (d, T = 7.1 Hz, 1H).
2.75 = 2.67 (m, IH) 2.22 (s, 3H), 2.02 (d, 1T = 9.5 Hz,
1H), 1.92 (dd, ] = 23.8, 10.7 Hz, 2H), 1.76 (d, ] = 12.9
Hz, 1H), 1.60 (d, J= [2.6 Hz, 1H), 1.43 (dd, T = 11.5,

4.1 Hz, 11).
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141 MS m/z 447.1 [MtH]+: IH NMR (400 MHz, A% /—)-dy &
7.91 - 7.86 (m, 20, 7.86 (dd, T = 2.9, 1.1 Hz., 1H),
7.78 (s, 1M, 7.00 - 6.96 (m, 1H), 6.58 - 6.54 (m, 1H),
4.60 (1, I =8.1Hz, IH, 3.59 (d. I = 6.1 Hz, 2H), 2. 63
(ddd, 1 = 16.6, 7.6. 2.8 Hz, 2H), 2.36 - 2.27 (m IH),
.95 (dt, J = 11.8, 9.3 Hz, 2H). NH KT OH 2'3E® S h7zxlny,

142 MS m/z 483.0 [M+H]+; IH NMR (400 MHz, DMSO-d¢) & 9. 33
(s, IH), 815 (dd, T =2.9, 1.1 Hz, 1H), 7.99 - 7.90 (m.
40, 7.13 (L, T = 7.8 Hz, 1H), 7.01 (dd, T = 3.9, 2.9
Hz, 1), 6.89 (dd, J = 9.7, 4.9 Hz, 2H), 6.63 (dd, I =
8.0, 1.6 Hz, 10, 6.52 (dd, J = 3.9, 1.0 Hz, 1H), 5.49
(p, I =7.0Hz, 1), 1.61 (d T =17.0 Hz, 3H).

143 MS m/z 424.4 [MtH]+; IH NMR (400 MHz, A% /—Jb-d4) &
.76 (s, I1H), 7.29 (d, J = 8.4 Hz, 1H), 7.01 (d, J =2
Hz, 10}, 6.88 (t, 1 = 3.2 Hz, IH), 6.66 (dd, ] = 2.4 Hg,
I =840z 1H), 7.04 (d, J = 2.8 Hz, IH), 4.43(s, IH),
3.87 (s, 3H), 3.78 - 3. 67 (m 3H), 3.13 - 3.12 (m IH),
2.691(S, 1H), 2.63 - 2.53 (m 2H), 2.39(S, 2H), 2.02 -
2.00 (m, 1H), L85 - 1.83 (m 1H), 1.74 - 1.67 (m, 2H),
0.74 - 0.69 (m 2H), 0.59 - 0.55 (m 2H).

144 MS m/z 423.3 [MtHl+; IH NMR (500 MHz, A% /—Jb-ds) 6
7.90 (d, J = 1.7 Hz, W, 7.47 d, T = 8.4 Hz, 1H), 7.11
(s, IH), 7.08 (dd, T = 8.5 2.4 Hz, 1H), 6.99 (t, I =
3.4 Hz, W), 6.57 (d. J = 3.8 Hz, 1H), 4.30 (td, ] =
107, 3.2 Hz, 1H), 4.03 (dd. T = [1.1. 4.9 Hz, I1H). 3.97
(dd, 7 = 11.7, 4.1 Hz, 1M, 3.89 (s, 3H}, B3.77 (td, T =
.7 4.9 Hz, 1H), 3.73 - 3.63 (m 2H), 3.55 (t, T =11.1
Hz, 1H), 3.26 (t. T = 11.1 He, 1H), 2.26 (dd, I = I3.1,
4.1 Hz, 1H), 1.79 (ad, J = 12.2, 4.6 Hz, 1H). 20H233® 5
N7z (NH & 0H) .

145 MS m/z 420.4 [M+H]+: 1H NMR (500 MHz, A% /—)b-dJ) o
8.76 (brs, 1 H F#), 7.85 (s, IH, 7.46 (d, J = 8.5
Hz, 1H), 7.12 (s, 1H), 7.08 (dd, 1 = 8.5, 2.3 Hz, IH),
6.99 (¢, T =3.2 Hz, IH, 6.56 (d, J = 3.8 Hz, 1H), 4.58
- 4.51 (o, 1H), 3.89 (s, 3 H), 3.81 - 5.73 (m, 1IH), 3.67
(g, 7 =11.0 Hz, 2H), 3.44 - 3.34 (m, I1H, 3.11 - 2.95
(m, ZH), 2.87 (s, 3H), 2.30 - 2.11 (m, 2H). 2.01 - 1.80
(m, 2H). 10723388 53170 (NH).

146 MS m/z 472.3 [MtHI+; 1H NMR (400 MHz, A% /7 —Jb-d) 6

.92 (s, IH), 7.85 (d.
., 7.03 (t,
3.91 - 3.74 (m, 2H), 3.72 - 3.63 (m 2H), 3.61 - 3.51

(m, 1H), 3.46 - 3.34 (m, 1H), 3.08 - 2.89 (m 2H). 2.84
(s, 3H), 2.53 - 2.37 (m, 1H), 2.11 - 1.97 (m, Z2H), 1.9

- LT3 (m 1H).
(NH) .

[.61 - 1.33 (m 1H). H2GE®DSHAW

J =8.6 Hz, 1H), 7.82 - 7.74 (m,
I= 3.3 Hze 1), 6.58 (d, T = 3.9 Hz, 1H),
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147

MS m/z 472.3 [M+HI+; 1H NMR (400 MHz, A% /—)b-di) 6
7.92 (s, 1W), 7.85 (d, T = 8.6 Hz. 1H), 7.82 - 7.74 (m,
20, 703 (1, J = 3.3 Hz, 1M, 6.58 (d ] = 3.9 Hz, 1H),
3.91 - 3.74 (m 2H), 3.72 - 3.63 (m 2H), 3.61 - 3.5l
(m, 1), 3.46 - 3.34 (m 10, 3.08 - 2.89 (m 21D, 2.84
(s, 3, 2.53 - 2.37 (m, 1H), 2.11 - 1.97 (m. 20, 1.91
- LT3 (m 1H), 151 - 133 (m IH). IHA@EDSNZAZN
(NH) .

148

MS m/z 461.2 [MtHI+; IH NMR (400 MHz, A% /—)b-d4) &
7.80 (t, I =3.6 Ha, 1H), 7.44 (d, J = 8.7 Hz, IH), T7.32
(s, IH), 7.28 - 7.20 (m, 20}, 7.09 - 7.01 (m 2H), 6.80
(d, = 0.0 Hz, 1M, 6.76 (d, J = 3.3 Hz, 1H), 5.48 (d,
Hz, 1H). 3.92 (s, 3H), 3.78 (s, 30, 1.68 (d. I

149

]

1. l

0 Hz, 3H). 1HA9GE& 541720 (NH) .

/ 2 [MHH]+; IH NMR (400 MHz, A% /—)b-d4) 6
= 3.6 Hze 1H). 7.44 (d. ] = 8.3 Hz. 11D, 7. 32

S, IH) 26 (d, ] =8.3 Hz, 1M, 7.14 (L, 1 =78 Hz,

IH). 6.97 - 6.89 (m 2H), 6.76 (d, ] = 3.3 Hz, IH), 6. 66

(d, J = 8.2 Hz, 1, 5.45 (o, T = 6.7 Hz, 1), 3.92 (s,

3H), 1.67 (d, 1 = 7.0 Hz, 3H). NH B TF OH 23388 5 417z b,

447,
(l ] b
1. d,
9

o= 1

MS m/z 429.0 [M+H]+; IH NMR (400 MHz, DMSO-ds) & 8.04 -
8.03 (m, IH), 7.94 (d, J = 8.0 Hz, 1H), 7.88 (d, ] = 8.0
Hz, 1H), 7.80 (s, IH), 7.61 (d, 1 = 2.4 Hz, 1), 6.86 -
6.84 (m, IH), 6.57 (dd. T = 1.2 3.6 Hz, [H), 6.21 (s,
1H). NHAS@ED sz,

6

MS w/z 461. 1 [M+H]+; LH NMR (400 MHz, DMSO-d¢) o6 8.02 -
7.99 (m, 1H), 7.98 - T. 93 (m, 20, 7.92 (s, 1D, T. 41
(d, I =178 Hz, 1H), 6.97 (dd, J = 3.8, 2.9 Hz, 1H),
6.49 (dd, T =3.9, 1.0 Hz, 1H), 4.81 (d, T = 5.2 Hz,
1M, 4.19 - 3.98 (m [(H, 3.65 - 3.48 (m 1H), 2.17 -
2.05 (m, 1M, 2.03 - 1.94 (m 1H), 1.80 - 1.64 (m 21,
1.42 - 1.23 (m, 4H).

3

152

MS m/z 445.1 [M+HI+; IH NMR (400 MHz, DMSO-de) o 7.85
(dd, J =2.8, 0.8 Hz, IH), 7.69 (d T = 8.4 Hz, 1H), 7.33
(dd, J =8.4, 2.4 Hz, W, 7.29 (s. IH), 7.03 (t, I=73.2
Hz, 1H), 6.98 (({, J=3.6 Hz, 1H), 6.56 (d. I = 3.2 He,
IH), 4.39-4.37 (m, I1H). 4.19-4.15 (m, 1H), 3.89-3.86 (m,
IH), 3.52-3.42 (m, 20, 2.22 (s, IH), 1.86-1.79 (m 3H).
NH 23383 5 4175 L.

153

MS m/z 459.0 [M+HI+; IH NMR (400 MHz, DMSO-ds) & T. 8¢
(d, 1 =2.4 Hg, IH), 7.70 (d, T = 8.0 Hz, 1H), 7.33 (dd,
J =8.4, 3.0 Hz, M), 7.29 (s, IH), 7.03 (t, J=73.2 Huz,
I, 6.97 (dd, J=4.0, 3.2 Hz, 1), 6.55 (d, T = 4.0 Hz,
10, 4.27-4.21 (m, 1H), B8.76-3.71 (m. 1H), 2.43 (d, 1
=11.6 Hz, 1H), 2.13 (d, T =11.6 Hz, 1H), 1.99 (d, I
=12.4 Hz, 1, 1.91-1.86 (m 1H), 1.50-1.37 (m 3H),
1.31-1. 259 (m, IH). NHEOUOH 24888 S N,

MS m/z 444.0 [M+HI+; 1H NMR (400 MHz, DMSO-d¢) & 7.79
(s, 1H), 7.69 (d. I =8.4 Hz, IH), 7.34-7.29 (m 2H),
7.04 (L, I=73.2 Hz, 1M, 6.98 (s, 11, (j 57 (s, 1H),
5.07-5.03 (m TH), 3.51-3.46 (m 2H), 2.73-2.72 (m 1H),
2.36-2.31 (m, 1H). NHA%GE® S41720.
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155 MS m/z 427.0 [M+H]+; I1H NMR (400 MHz, DMSO-d¢) & 8.01
(s, 1H), 7.73 (d, J = 8.4 Hz, 1H), 7.60 (s, 1H), 7.33
(d, 7 =88 Hz, IH), 7.30 (s, 1M}, 7.04 (t, 1 = 73.2 Hz,
IH)y, 6.83 (m 1H), 6.54 (d, I = 2.8 Hz, 1H), 6.20 (s,
IH) . NH 75388 5 4175 .

156 MS m/z 405.3 [M+HI+; IH NMR (400 MHz, A%/ —)b-di) 6
7.89 (d, 1 = 2.4 Hz, 10, 7.44 - 7.37 (m. 2H), T7.33
(d. 7 =7.9 Hz, 1H), 6.97 (t, 1 = 3.3 Hz. 1H). 6.53
(d, 7 =3.8 Hz, 1H), 418 - 4.07 (m 1H), 3.74 - 3.58
(m, 3H), 2.45 (s, 3H), 2.30 - 2.20 (m IH), 2.17 - 2.06
(m, 1H), 1.86 - 1.74 (m, 2H), 1.53 - 1. 34 (m 4H). 2H A
w57y (NH KX 0H) .

157 MS m/z 390.2 (M#HI+; I1H NMR (400 MHz, A% /—)b-dd 6
7.80 (d, J = 2.6 Hz, 1H), 7.44 - 7.37 (m, 2H), 7.33
(d, 1T =794Hz 10, 6.98 (1, T = 3.1 Hz, 1M, 6.53
(d, T =3.9Hz, 1), 504 (L, 1 =29.5 Hz, 1H), 3.65
(¢, 7 =11.1 Hz, 2H). 3.55 - 3.44 (w, 2H0). 2.79 - 2.7T1
(m, 1H), 2.45 (s, 3H), 2.40 - 2.28 (m, 1. 2 HAS@ED S
7z (2 NH).

158 MS m/z 3911 [M+H]+; IH NMR (400 MHz, A% /—)b-ds) 6
7.86 (d, J = 2.5 Hz, 1H), 7.44 - 7.37 (n, 2H), 7.33
(d, I =7.9Hz 1H, 6.97 (t. ] = 3.3 Hz, 10, 6.54
(d, 7 = 3.8 Hz, W), 4.26 (HLE#HH, T = 8.0 Hz, 1H), 3.67
(o, J = 11.1 Hz, 20}, 2.70 - 2.62 (m, 2H), 2.45 (s, 30,
2.32 - 2.23 (m 2D, 1. 44 (s, 30). 20 AR S5N7zly (NH
e TN OH) .

159 MS m/z 404.3 [M+H]+: IH NMR (400 MHz, A% /—Jbk-ds) &
8.03 - 7.95 (m 1M, 7.47 - 7.41 (m, 20, 7.39 . T =
7.9 Hz, 1H), 7.13 - 7.07 (m I1H), 6.78 - 6.73 (m 1H),
4.61 - 4.49 (m, 1H), 4.04 - 3.94 (m, 1H), 35.69 - 3.53
(m, 3H), 3.10 - 2.83 (m 5H), 2.47 (s, 3H), 2.39 - 2.09
(m, 20, 2.09 - 1.89 (m, IH), 1.89 - L.75 (m 1H). 1HZ®
s 54178 W (NH) .

160 MS m/z 459.2 [M+HI+;1H NMR (400 MHz, A% /—)b-di) &
8.20 - 813 (m 1M, 8. 13 - 806 (m, 1H), 7.87 - 7.78
(m, IH), 7.72 - 7.62 (m 1H), 6.24 (s, 1. 4.18 - 4.06
(m. 1), 3.72 - 3.58 (m. 1H). 2.31 (s, 3H). 2.29 - 2.18
(m, 1H), 2.15 - 2.06 (m 1H), 1.86 - 1.71 (m 3, 1. 54
- 1.32 (m, 3H). NH RO OH E—27 728D 5070,

161 MS m/z 444.2 [MHH]+; TH NMR (400 MHz, A% /—Jb-dy) o
8.22 - 814 (m, 1H), 8. 13 - 807 (m 1IH), 7.82 (d T =
8.0 Hz, 1H), 7.59 (s, IHW), 6.27 (m 1H), 5.13 - 4.97
(m, IH), 3.57 - 3.43 (m 1H), 2.85 - 2.67 (m, 2H), 2.40
- 2,21 (m, 4H). NH E—2J 2388 51780,

162 MS m/z 422.3 [MtH]+; 10 NMR (400 MHz, A% /—Jb-dy) 6

7.61 - 7.48 (m, 20, 7.16 - 7.05 (m, IH), 7.04 - 6.92
(m, IH), 6.43 - 6.30 (m 1M, 507 - 4.95 (m. 1H). 3.91
(s, 3H), 3.56 - 3.40 (m 2. 2.81 - 2.68 (m 1H), 2.33
(s, 4H), NH E—=Z 4% 5 i,
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163

MS m/z 437.3 [M+H]+; 1H NMR (500 MHz, A% /—Jb-dd) &
7.62 (s, 10, 7.53 (d. T = 8.5 Hz, 10, 7.08 (d. T =
8.6, IH), 7.00 (s, 1H), 6.36 (s, 1H), 4.17 - 4.06 (m,
), 3.90 (s, 3H), 3.70 - 3.57 (m, 1H), 2.32 (s, 3H),
2.27 - 2.20 (m 1H), 2.15 - 2.05 (m, 1H), 1.86 - 1.72
(m, 2H), 1.49-1.37 (m, 4H), NH RO OH E—27FH 51780,

164

MS m/z 461.2 [M+H] +; IH NMR (500 MHz, A% /—J)-dy) &
8.24 (s, 1H), 8. 18 (d. J = 7.9 Hz, 1H), 8.02 (s, IH.
7.92 (d, ] = 8.1 Hz, IH), 6.66 (m. 1H). 4.22 - 4.12 (m,
I, 4.07 - 3.97 (m, 2H), 3.80 - 3.72 (m, 1H), 3.59 -
3.50 (m, 1H), 3.29 - 3.22 (mw, 1H), 2.36 (s, 8H), 2.22 -
201 (m 1H), 1.97 - 1.83 (m, IH). NHROH E—2Z 53R
D A A

165

MS m/z 439.2 [MtH]+; IH NMR (500 MHz, A% /—)b-d) 6
8.00 (s, IH), 7.68 (d, J = 8.7 Hz, 1H), 7.23 - 7.16 (m,
MM, 7.12 (s, 1H), 6.94 - 6.85 (m, 1H, 4.27 - 4. 16 (m,
M. 4.09 - 4.02 (m, 1H, 3.95 (s, 3H), 3.81 - 3.72 (m,
I, 3.57 - 3.48 (m. IHY, 3.27 - 3.19 (m 2H). 2.40 (s,
W, 2.22 - 2016 (m, 1H), 1.90 - 1.77 (m 1H). NH AT 0H
E— 735588 5 N,

166

MS m/z 418.3 [M+H]+: IH NMR (400 MHz, A% /—)b-dy) 6
7.81 (d, 1 = 2.3 Hz, IH), 7.48 (d, T = 8.5 Hz, 1H), 7.01
= 6.57 (m, 4H), 6.57 - 6.51 (m [H), 4.57 - 4.40 (m,
I, 3.90 (s, 3H), 3.29 - 3. 17 (m 1H), 2.86 - 2.73 (m,
M, 2.61 - 2,47 (m, 20, 2.35 - 2.20 (m 2H), 2.18 -
207 (m, 1H), 1.94 - 157 (m 3, 1L.16 (t, J = 7.2 Hz,
3H) . NH A% 51758

MS m/z 407.3 [M+H]+; 1H NMR (400 MHz, A% /—Jb-dy) &
7.90 - 7.81 (m, 1IH), 7.49 (d. J = 8.5 Hz, 1H). 7.03 -

6. 58 (m, 4H), 6.58 - 6.53 (m, I1H), 4.41 - 4.25 (w, 1H),
4.09 - 3.95 (m, 2H), 3.91 (s, 3H), 3.86 - 3.69 (mw, 1H),
.67 &y J = 1.8 Hz, 1H)., 3.831 - 3.22 'm, IH); 2 33 -
2.22 (m, 1H), 1.88 - L.71 (m 1H); 2H (OH B TXNH) 2328 5
Nnzn

168

MS m/z 459. 1 [M+HI+; TH NMR (400 MHz, A% /—)b-ds) 6
7.87 (dd, J= 2. 8 0.8 Hz, IH), 7.69 (d, J= 8.4 Hz,
I, 7.33 (dd, I= 8.4, 2.0 Hz, 1H), 7.29 (s, 1H), 7.03
(t, J=73.2, 10, 6.98 - 6.96 (m 1H), 6.54 (d. J= 3.2
Hz, 1H), 4.17 - 4.13 (m, 1H), 3.67 - 3.62 (m, 1H, 2.2
- 2.21(m, IH), 2.14 - 2.00 (m 1H). 1.83 - 1.77 (m, 2H
.48 - 1.40 (m 4H). 20 @D ohiszly (NH KR 0H) .

7
Y.

169

MS m/z 438. 1 [M+H]+; 1H NMR (400 MHz, A%/ —Jb-d) &
7.82 (d, J = 2.8 Hz, 1H), 7.69 (d, J = 8.0 Hz, 1H), T7.62
- 7.56 (m, 2H), 6.95 (1, J =3.2 Hz, 1H), 6.52 (d, ] =
4.0 Hz, 1), 5.80 (s, 1H), 5.67 (s; 1H), 4.53 - 4.43 (m
I, 3.26 - 3.18 (m 1H). 2.84 - 2.75 (m 1H), 2.60 -
2.45 (m, 200, 2.83 - 2.19 (w 2H), 2.16 - 2.06 (m IH).
191 - 1.82 (m 10, 1.81 - 1.70 (m, 1H), 1.69 - 1.59
(m, 1H), 115 (t, T =72 Hz, 3H). IHAGE® S (NH).
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170

MS m/z 474.1 [M+H]+: 1H NMR (400 MHz, A% /—)b-dy) 0o
7.91 (dd, 1 =3.2, 1.2 Hz, 1, 7.68 (d, I = 8.4 Hz,
IH), 7.33 (dd, T = 8.8, 2.4 Hz, 1M, 7.29 (s, 1H), 7.03
(6, T =732, 10, 6.99 - 6.98 (m 1H, 6.56 (dd, ] =
4.0, 0.8 Hz, 1H), 4.65 - 4.56 (m, 1H, 4.27-4. 17 (m,
1, 2.91 - 2.71 (m, 20, 2.67 - 2.50 (m. 2H), 2.38 (s,
3. 1.93 - 1.90 (m 2. 20 23B® S /sty (NH K OH) .

MS m/z 488. 1 [M+HI+; 1H NMR (400 MHz, A% /—Jb-dis) 6
7.91 (dd, T =3.2, 1.2 Hze, 1D, 7.69 (d. J = 8.4 Hz,
[N, 7.34 (dd. J = 8.4, 2.4 Hz, 10, 7.30 (s, I1H), 7.03
(t. T =732 10, 7.00 (t. 1 =3.2 1M, 6.58 (dd, ] =
4.0 1.2 Hz, 1H), 4.66 - 4.63 (m [H). 4.28 - 4.26 (m,
IH), 3.13 - 3.05 (m IH, 2.95 - 2.88 (m, 1H), 2.81 -
2.74 (m, 4H), 2.00 - 1.97 (m 2H). 1.23 (t, T = 7.2,
0. 2HAAF@EY SN (NH X T 0H) .

MS m/z 481.1 IMt+HI+; IH NMR (400 MHz, A%/ —)b-ds) &
.97 (dd, T =3.2, 1.2 Ha, W), 7.66 (d, 1 = 7.6 Hz,
10, 7.31 (dd, 1 = 8.8 2.4 Hz, 1H), 7.27 (s, 1H), 7.14
(t, 7 =8.0 Hz, 1H), 7.02 (t, J = 78.2 Hz, 1H), 6.99 -
6.98 (m, I1H), 6.95 (d, T = 7.6 Hz, 1), 6.92-6.91 (m,
I, 6.656 (dd, J = 7.2, 1.6 Hz. 1H). 6.5 (dd, T = 4.0
1.2 Hz, 1H), 5.51 - 5.46 (m, IH). 1.68 (d, 1 = 6.8 Hz
SH . 2HA@® s (NH & TX0H).

173

MS m/z 454. 1 [M#HI+; 1H NMR (400 MHz, DMSO-ds) & 7.95
(s, 1H), 7.71 (d, I = 8.0 Hz, 1H), 7.64 - 7.62 (m 2H),
25 (d, T =80 Hz, 1H), 6.95 - 6.91 (m, 1H), 6.41 (d,
= 4.0 Hz, 10, 5.98 (s, IH), 5.84 (s, 1), 4.41 - 4. 30
, 20, 355 - 3,49 (m 2D, 3. 17 - 3.15 (m, IH), 2. 84
- 381 (m 1H), 2,47 - 2.44 (m, 2H), 2.10 - 2.00 (m,

N, L78 -1.69 (m IH), 160 - 107 (m 1), 1.47 -
1.44 (m, 1H).

i
J
(m

174

MS m/z 390.3 [M+H]+; 1H NMR (500 MHz, A% /—Jb-d4) 6
7.77 (s, 1H), 7.49 (d, T = 8.5 Hz, 1H), 7.01 - 6.94 (m,
2H), 6.94 - 6.61 (m, 2H), 6.61 - 6.52 (m, 1H), 5. 12 -
5.00 (m, 1H), 3.91 (s, 3H), 3.56 - 3.44 (m, 2H), 2.81 -
2.69 (m, 1H), 2.40 - 2.28 (m, 1H) ; 2H (NH) A5 ian

MS m/z 434.4 [M+HI+4; 1H NMR (500 MHz, A%/ —)b-di) 6
7.87 (s, 1H), 7.48 (d, T = 8.4 Hz, 10, 7.03 - 6.60 (m,
4H), 6.58 - 6.53 (m, 1H), 4.72 - 4.52 (m, 1H), 4.33 -
4015 (m, 1H), 3.91 (s, 3H), 3.00 - 2.42 (m, 6H), 2.056 -
.82 (m 2H), 1.17 (1, 1 = 7.2 Hz, 30 ; 2H (NH Be2* OH) A%
P 54T,

MS m/z 419.4 [M+HI+; 1H NMR (500 MHz, A% /—Jb-d4 &
7.83 - 7.78 (m, 1H), 7.49 (d. 1 = 8.4 Hz, 1M, 7.00 -
6.61 (m 4H, 6.52 (d, T = 3.7 Hz, 10, 4.28 - 4. 17 (m,
1), 3.91 (s, 3H), 3.50 - 3.43 (m, 2H), 2.34 - 2.18 (m,
2, 198 - 180 (m 2H), 1.79 - 1L.67 (m IH). 162 -
135 (m 20, 1.28 - L10 (m IH), 1.07 - 0.94 (m, 1H);
20 (NH B 28 OH) 2838 & 5 1 7a .
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177 MS m/%z 405.4 [M+HI+; 1H NMR (500 MHz, A% /—Jb-dy) &
7.87 - 7.82 (m, 1H), 7.48 (d, J = 8.5 Hz, 1H), 7.00 -
6.93 (m, 2H), 6.93 - 6.61 (m, 2H), 6.57 - 6.50 (m, I1H),
4.20 - 4.09 (m, I1H), 3.91 (s, 3W), 3.72 - 3.60 (m, 1H),
296 - 2.19 (m 1H), 2.18 = 2.06 (m, 1H), 1.90 - 1.7l
(m, 2H), 1.53 - 1.38 (m, 4H); 20 (NH XX OH) 2338 5417z
VY,

178 MS m/z 446.2 [MtHI+; 1H NMR (400 MHz, A% /J—J)-dy) &
7.80 - 7.77 (m, 1), 7.72 (s, 1H), 7.57 (d, J= 8.0 Hz,
I, 7.41 (d, I= 8.4 Hz, 1M, 6.95 - 6.90 (m 1H), 6.43
(d, J= 3.6 Hz, 1H), 4.48 (s, 1H), 3.93 -3.84 (m. 1H),
3.28 - 317 (m, IHW), 2.78 - 2.801(m. 1H),2.53 - 2.55 (m,
2, 2.26-2.28 (m, 2H), 2.08 -2.10 (m, 1H), 1.84-1. 86
(m, 1H), 1.76-1.78 (m 1H), 1.59-1.61 (m, 1H), L 16 (L,
I= 7. 20z, 3, 0.76-0.83 (m, 2H), 0.61-0.63 (m 2M).
L 728388 5 417z by (NH) .

179 MS m/z 462.1 [M+H]+; 1H NMR (400 MHz, A% /—)b-ds) 6
7.82 (dd, I= 2.8 1.2 Hz, IH), 7.72 (s, M), 7.57 (d, 1I=
8.0 Hz, IH), 7.41 (d, J= 8.0 Hz, 1H), 6.95 -6.90 (m,
IH), 6.43 (dd, T= 4.0, 1.2Hz, 10, 4.47 (s, [H), 3.93 -
3.84 (m. 1H), 3.70 -3.74(m 2H), 3.19 -3.201(m [H), 2.73
-2.75 (m, IH), 2.61 -2.66(m 2H)., 2.42 -2.44 (m 2H),
2.03 -2.05 (m, IH), 1.86 -1.901(m IH), 1.72 -1.77(m,
2, 0,76 -0.81(m, 2H),0.61 -0.64 (m, 2H). 20 283885 $1iz
Wy (NH B 28 OH).

180 MS m/z 437.1 [MtHI+; 1H NMR (400 MHz, A% /—Jb-di) 6
795 (dd, 1 = 1.2, 2.8 Hz, 1H), 7.54 (d, 1 = 8.4 Hz,
M, 7.09 (dd, 7 = 2.4, 8.8 Hz, 10, 6.97 - 7.01 (m,
20, 6.56 (d, J = 3.2, 1H), 4.37 (dd, T = 4.0, 16.0
Hz, THY, 3.91 (s, 3H), 2.00 - 2.03 (m, 1H), 1.82 - 1.88
(m, 2H), 1.62 - 1.74 (. 3H). [.44 - 1.50 (m 2H). 1.28
(s, 3H). 208 shzzly (NH BT OH).

181 MS m/z 437.1 [M+Hl+; 1H NMR (400 MHz, A% /—Jb-di) 6
7.95 (d, T = 1.6 Hz, 1H), 7.55 (d, J= 8.4 Hz, 1H), 7.09
(dd, T = 2.4, 8.8 Hz, 1H), 6.97 - 7.01 (m, 2H), 6.56 (d,
I=3.6 1H, 437 (dd, J = 4.0, 1.6 Hz, 1H), 3.91 (s,
3H),2.00 - 2.03 (m, 1H), 1.81 - 1.88 (m 2H), L.62 -
1.71 (m, 3HW), 1.40 - 1.55 (m 2H), 1.28 (s, 3H). 2H A%8®
Sz (NH X 0H) .

182 MS m/z 408.2 [M+HI+; 1H NMR (400 MHz, DMSO-dg¢) & T7.85
(s, 1H), 7.27 (dd, J = 3.6 Hz, 1 = 8.4 Hz, 1), 7.07 (d,
Jo=5.2 Hz, 1H), 6.98 (s. IH), 6.86 (d T = 2.8 Hz, 1H),
6.87 (L. 1 = 2.4 Hz, 10, 6.27 (s, 1), 3.94(s, 1H),
3.81(dd, J = 2.4 Hz, 1 = 24.4 Hz, 1H), 3.18 - 3.15 (m,
IH), 2.83-2.71 (s, IH), 2.50(m, 1H), 2.39 - 2.37 (m
2, 2,04 - 199 (m 1), 1.92 -1.86 (m 20, 1.77 -
L74 (m, 1), 1.91 - 1.53 (m W), 1.47 - L 38 (m, IH),
1.07 - 100 (m 3H), 0.73(m 10, 0.52(m IH. IHAED
541720 (NH) .
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00000000000 O00MS m/z 392.9 [M+1]*; 1H NMR (400 MHz, DMSO-
dg) & 8.84 (s, 1H), 8.04 (s, 1H), 7.95 (dd, J = 19.0, 8.2 Hz, 2H), 7.71 (

s, 1H), 4.13 - 4.04 (m, 2H), 2.89 (s, 3H).

000000

000000 0000000000000 O000000O00000000000000
0000000000000 000D0D00000O0O0O00000O0D0000DO0O0OO0Oo0o0an
000000000000 0000O0O0O00O

000000000000 0000O0O0D0000O0O0D00O000O0O0O0O0OoOooOonoan
000000000000 0000D0000000D00000000000000000
0000000000000 000O0O00000O0O0000000O000ooooooan

10

20

30

40

50



OO ooNT"O0OOoOoOOooOgoQg

Ooooaoao
Ooodao
Ooooaoao
Oo0odao
Oo00ogao
oooaoao
O00d-dg
2 H

3.64 - 3

(157) JP 2025-509088 A 2025.4.11

000000000000 00O000O00O0O0O0DOO0O0OOO0OoOoOooooan
000000000000 O00O000,0000000000000000
,00000000000000000D000D00N0O00N0ONONoOonoooaO
000000000000 O0O0O0O0O0O0O0O0O0O0O0,0000000000
00000000000 O000O000O000O000O00000000000
00O00O0O0O0O0OMS m/z 459.0 [M+1]*; 1H NMR(400 MHz, 0O

-ds4) & 8.77 (s, 1H), 8.49 (s, 1H), 7.92 (s, 1H), 7.85 (dd, J = 19.2,
z, 2H), 7.50 (s, 1H), 4.63 - 4.36 (m, 1H), 3.92 (g, J = 10.9 Hz, 2H
.47 (m, 1H), 3.29 - 3.08 (m, 2H), 3.02 - 2.79 (m, 2H), 2.72 -
.57 (m, 1H), 2.31 - 1.70 (m, 4H), 1.28 (t, J = 6.8 Hz, 3H).

oooo0oooooooooooo0obobooo0obo0fboooooooooooboooobooOoaoan

oooooooooboao

Oo00Oaogao

0O0oao

Lt AR bIT=—%

183 MS m/z 376.3 [M+1]°. 'HNMR (400 MHz, A& /—J-dy) & 8.53-
.79 (m, 1H), 7.32-7.47 (m, 2H), 7.07-7.19 (m, 2H), 6. 46-
6.92 (m, 1H), 4.47 (HEH, J=8.2 Hz, 1H), 3.41-3.52 (m,
20, 2.46-2.64 (m, 2H), 2.37 (s, 3H), 2.15-2.28 (m, IH),
1.77-1.99 (m, 2H). NH B OXOH 723688 & 117810,

184 MS m/z 419.3 [M+11°. 'HNMR (400 MHz, A% /—)-dy) & 8. 64
(s, 1H), 8.33 (s, I1H), 7.33-7.43 (m, 2H), 7.07-7.21 (m,
2H), 6.37-6.97 (m, I1H), 4.40-4.55 (m, 1H, 3.69-3.77 (m,
2H), 3.39-3.60 (m, 1H), 3.07-3.17 (m, 1H), 2.85-2.97 (m,
2H), 2.66-2.87 (m, 2H), 2.37 (s, 3H)., 1.89-2.26 (m, 2H),
1. 60-1. 86 (m, 2H). NH X OH 2338 % & 7z 0.

185 MS m/z 445.4 [M+1]°. 'HNMR (400 MHz, A% /—J)-di) & 8. 64
(s, IH), 8.37 (s, 1H), 7.28-7.49 (m, 2H), 6.93-7.13 (m,
2H), 6.51-6.92 (m, 1H), 4.21-4.52 (m, 1H), 3.60-3.79 (m,
eH), 3.29-3.44 (m, 1H). 2.90-3.09 (m 1H)., 2.73-2.89 (m,
2H), 2.47-2.69 (m, 2H), 1.83-2.13 (m, 3H), 1.58-1.82 (m,
2H), 0.93-1.13 (m, 2H), 0.60-0.83 (m, 2H) . NH KT OH 338%
575,

186 MS m/z 473.2 [M+1]°. 'HNMR (400 MHz, A# /—J)b-dy) 6 8.77

(s, 1H), 8.38 (s, 1H), 7.85 (d, J = 8.0 Hz, 1H), 7.75 (d,
] = 8.0 Hz, IH), 7.68 (s, IH, 7.54 (s, 1H), 6.88 (d, ] =
73.0 Hz, 1H), 4.64 - 4.49 (m, 1H), 3.94 - 3.80 (m, 2H),
3.69 - 3.58 (m, 1H), 3.27 - 3.21 (m 1H), 3.08 (dd, I =
25.6, 13.8 Hz, 20), 2.93 - 2.78 (m, 2H). 2.20 - 2.05 (m,
2H), 1.88 (ddd, J = 28.1, 14.1, 8.1 Hz, 2H). NH KX OH #3378
B 5 NTR L.
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187 MS m/z 430.2 [M+1]°. 'HNMR (400 MHz, A% /—)-dy) & 8.82
(s, 1H), 7.86 (d, 1 = 8.1 Hz, 1H, 7.75 (d, J = 8. 3 Hz,
I, 7.69 (s, 1H), 7.60 (s, 1H), 6.98 ({, T = 72.9 Hz,
IH), 4.36 - 4.18 (m, 1H), 2.67 (td, T = 9.6, 6.0 Hz, 2H),
2.36 - 2.27 (m, 2H), 1.44 (s, 3H). NH RZXOH 23388 51740

188 MS m/z 430.5 [M+1]°*. 'HNMR (400 MHz, A% /—J)-dy) & 8.83
(s, IH), 7.86 (d. J = 8.0 Hz, 1M, 7.75 (d, J = 8.0 Hz,
W, 7.68 (s, IH), 7.58 (s, I1H), 6.97 (t, T = 72.9 Hz.
I1H), 4.34 (s, 1H), 4.16 (d, J = 10.6 Hz, 1H), 3.90 - 3. 85
(m, 1H), 3.57 - 3.46 (m, 2H), 2.24 (s, 1H), 1.84 (dt, J =
21.1, 9.3 Hz, 3H). NHARS s s

189 MS m/z 396.1, 398.1 [M+1]°. 'HNMR (400 MHz, A% /—Jb=d4)
6 891 (s, I, 7.72 - 7.64 (m, 2H), 7.48 (d, T = 12.3 Hz,
20), 6.94 (t, T =72.9 Hz, IH), 4.34 - 4.26 (m 10, 4.18
- 4012 (mo IH), 3.91 - 3.84 (m, IH). 3.58 - 3.48 (m. 2H),
2.33 - 2,18 (m, IH), 1.94 - 1.83 (m, 2H), 1.83 - 1.75 (m,
1H). NH 23388 54172y

190 MS w/z 409.1, 411,101 [M+1]°. 'HNMR (400 MHz, A% /—Jb-dy
6 8.756 (s, IH), 845 (br s, 1H), T7.62 (d, T = 8.8 Hz, 1H),
7.50 (br s, IH), 7.48 - 7.43 (m, 20), 6.91 (i, T = 72.8
Hz, 1H), 4.61 - 4.36 (m,2 1H), 3.59 - 3.44 (m, 1H), 8. 28 -
3.06 (m, 2H), 2.94 - 2.78 (m IH). 2.72 (s, 3H), 2.26 -
2.00 (m, 2H), 1.94 - 1.69 (m, 2H). NH 2RO S

191 MS m/z 428.1, 425.1 [M+1]°. 'HNMR (400 MHz, A% /—Jb-d,)
6 8.75 (s, IH), 8.45 (s, 1H), 7.62 (d, T = 8.7 Hz, 1H),
7.51 (s, 1H), T7.45 (s, 20), 7.00 (d, J = 73.2 Hz., 1H).
4.55 - 4.44 (m, 1H), 3.80 - 3.64 (m, IH), 3.42 - 3.33 (m,
1H), 3.12 (dd, T = 14.1, 7.1 Hz, 2H), 3.02 - 2.81 (m 2H),.
2.23 - 2,10 (m, 2H), 1.96 - 1.83 (m 20, 1.34 (1, J = 7.3
Hz, 3H). NH W@ H sz n

192 MS m/z 439. 1, 441.1 [M+11°. 'HNMR (400 MHz. A% /—Jb-dy)
o 877 (s, 1H), 8.43 (s, 1H), 7.62 (d, J = 8.8 Hz, 1H),
7.50 (s, I, 7.48 - 7.42 (m. 2W). 6.91 (t, T = 73.2 Hz,
1H), 4.62 - 4.47 (m, 1H), 3.85 (t, J = 5.2 Hz. 20), 3.66 -
3.58 (m, 1H), 3.28 - 8.21 (m, 1H), 3.10 - 3.04 (m, 2H),
2.99 - 2.80 (m, 2H), 2.19 - 2.07 (m. 2H), 1.98 - 1.77 (m,
2H).  NH RN OH 2838 5z wn

193 MS m/z 427.2, 429.2 [M+1]°. 1H NMR (400 MHz, A% /—)b-di)
6 871 (s, IH), 8.23 (s, 0.79H), 7.62 (d, J = 8 8 Hz, IH),
7.52 (s, 1H), 7.48 - 7.40 (m, 2H), 6.90 (t. J = 73.2 Hz,
10, 5.11 (d, T = 46.5 Hez, 1H), 4.80 - 4.73 (m, 1H), 3.50
(d, T =11.6 Hz, 1H), 3.29 - 3.19 (m, I1H). 2.83 - 2.71 (m,
10, 2.60 (s, 3H), 2.57 - 2.47 (m, 2H), 2.05 - 1.90 (m,
1H). NH 2338 % 6473 0.

194 MS m/z 396.0; 398.0 [M+11°'. 'HNMR (400 MHz, A% /—Jbk-dy)

6 8.72 (s, 1W), 7.67 - 7.59 (m, 10, 7.47 (d, J = 21.8 Hz,

3HY, 6.88 (t, T =73.3 Hz, 1), 4.32 - 4.19 (n, 10, 2.69
- 2.63 (m 2y, 2.32 - 2.23 (m 2H), 1.44 (s, 3. NH RT¥
OH 28 d88d 5 n
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195 MS m/z 453.1, 455.1 [M+1]%. 'HNMR (400 MHz, DMSO0-ds) 6 8.85
(s, 1H). 7.77 . 1 = 8.4 Hz, 1D, 7.67 - 7.60 (m, 2H),

59 - 7.54 (m 1H), 7.47 (s, 1M, 7.32 (L, T =73.6, 1M,

42 - 4.20 (m, IH), 3.18 - 2.99 (m IW, 2.82 - 2. 67 (m,
W, 2.25 (s, 30, 2.10 - 1.93 (m 3H), 1.82 - L.75 (m,

IH), .66 - 1.55 (m 1H), 1.49 - 1.39 (m 1H).

196 MS m/z 485. 1, 487.1 [MtHI+; IH NMR (400 MHz, DMSO-dy) o
§.80 (s, IH), 7.80 (d, ] =17.4 Hz, 1H), 7.65 - 7.55 (m,
aH) . T.48 (s, IH), T.32 (t, T = T73.6 Hz, IH)}, 5.02 (d, 1] =
47.1 Hz, 1H), 4.59 (s, 10, 3.18 (d, T = 12.0 Hz, 1H),
3.02 (1, J =12.0 Hz, IH), 2.48 - 2.42 (m, 20), 2.36 -
216 (mo 20, 2,13 - 2.00 (w 1H), 190 - 1.68 (m IH),
1.02 (t, ) =71 Hz, 3H).

197 MS m/z 461.1 [M+11°. 'HNMR (400 MHz, A% /—)b-di) 6 8.79
(s, 1H), 7.96 (d, 1 =8 | Hz, 1, 7.90 (d, J = 8.1 Hz,
10, 7.83 (s, 1), 7.55 (s, 1H), 4.46 (s, 10, 3.21 - 3.04
(m, 1H), 2.82 - 2.66 (m, 10, 2.35 (s, 3M), 2.33 - 2.17
(m, 20)., 2.16 - 2.06 (m. 1), 1.95 - L83 (m, 1), 1.82 -
.71 (m, 1H), 1.68 - 1.56 (m, 1H). NHASEE® SA170.

198 MS m/z 483.2, 485.2 [MH1]°. 'HNMR (400 MHz, DMSO-ds) & &. 83
(s, W), 7.71 (d, 1T =17.5 Hz, 1W, 7.64 - 7.56 (m 3H),

7.47 (s, 1H), 7.32 (1,

Hz, 1H), 4.28 (s, 1M,

= 73.6 Hz, 1H), 4.40 (1, ] = 5.2
52 (g, 1 = 5.9 Hz, 2, 3.16 (d,
I'=10.3 Hz, 1), 2.45 (t, T =
6.2 Hz, 2D, 2.10 - 1.99 (m 3H), 1.80 - 1.71 (m 1H),

.63 - 1.53 (m_ 1H), 1 - 1.36 (m 1H).

1

3.

I'=6.7 Hz, 1H), 2.82 (d,

9

1.5

199 MS m/z 440.1, 4421 [M#11°. 'HNMR (400 MHz. DMSO-ds) & 8. 80
(s, 1H), 819 (d, T = 6.0 Hz, IH), 7.70 - 7.53 (m 3H),
7.46 (s, 1H), 7.31 (1, J = 73.6 Hz, 1H), 5. 11 (s. 1H),

4.34 - 4.12 (m, 1H), 2.49 - 2.45 (m, 20, 2.26 - 2. 10 (m,
2, 1.33 (s, 3H).

200 MS m/z 455.1, 457.1 [M+1]°. 'HNMR (400 MHz, A% /J—Jb-da)
6 8.77 (s, 1H), 8.08 (d, J = 1.6 Hz, 1H), 7.98 (dd, T =
2.0 Hz, 1 = 8.4 Hz, IH), 7.57 (d, J = 8.4 Hz, 1H), 7.37
(s, 1H), 4.45 - 4.44 (m, 1H), 3.24 - 3.22 (m IH)., 2.88 -
2.82 (m 1H), 2.44 (s, 3H), 2.39 - 2.38 (m, 2H), 2.11 -
2.09 (m IH), 1.95 - 1.92 (m, 1H), 1.81 - 1.76 (m, 1H),
167 - 1.64 (m [H). NHASGES S 7z,

201 MS m/z 485.2, 487.2 [Mt1]°. 'HNMR (400 MHz, A% /—)b-dy)

6 8.81 (s, 1H), 808 (d, T = 1.6 Hz, 1D, 7.98 (d T = 8.0
Hz, W), 7.57 (d, J = 8.0 Hz, 1H), 7.38 (s, 1H). 4.48 -
4.44 (o, 1D, 3.82 - 3.69 (w 20), 3.28 - 3.20 (m 1H),
2.92 - 2.82 (m IH), 2.82 - 2.66 (m 2H), 2.64 - 2.47 (m
am., 2.07 - 2.02 (m, 1W. 1.98 - 1.89 (m 1IH), 1.83 - 1.70
(m, 2H). NH B X OH 28388 5 417z L.

202 MS m/z 389.2 [MH1]°. 'HNMR (400 MHz, DMSO-ds) & 8.82 (s,
I, 7.67 (d, 1 = 7.8 Hz, 1M, 7.49 (@, J = 7.7 Hz, 1H),
7.41 (s, 1MW, 7.22 (d, J = 8. 1 He, 1H), 7.20 (s, 1H), 7. 19
(t, J = 73.6 Hz, 1H), 4.27 (s, 1H), 3.06 (d, I = 10.3 Hz,
m, 2.69 (d, ] = 12.0 Hz, 1H), 2.43 (s, 3H}. 2.22 (s,

M. 2.06 - 1.89 (m 3H). 1.84 - 1.73 (m. IH). I.68 - 1.53
(m, 1M, 1.50 - 1.34 (m, 1H).
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203 MS m/z 415.3 [M+1]°. 'HNMR (400 MHz, DMSO-d¢) & 8.82 (s,
I, 7.67 (d, T =7.8 Hze, 1H), 7.47 (d. T = 7.9 Hz, 1H),
7.41 (s, 1M, 7.21 (t, J = 73.6 Hz, 1H), 7.09 (d, 1 = 8.0
Hz, 1), 7.06 (s, IH), 4.28 (s, 1H), 5. 11 - 3.00 (w, 1H),
2.75 - 2.63 (w 1H, 2.22 (s, 30, 2.10 - 1.89 (m, 4H),
1.82 - 1.72 (m, 1H), 1.65 - 1.53 (m, 1H), 1.49 - .35 (m,
1, 1.09 - 1.00 (m,_ 2H), 0.84 - 0.76 (m 2H).

204 MS m/z 442.2, 444.2 [M+1]°. 'HNMR (400 MHz, A% /7 —)b-dy)

0 8.75 (s, 1M, 808 (d, J = 1.6 Hee 1M, 7.97 (d, ] = 1.6
Hz, T = 6.4 Hz, IH), 7.57 (d, J = 8.4 Hz, 1H), 7.37 (s,

M, 4.31 - 423 (m 1H, 2.68 - 2.62 (m 2H), 2.30 - 2.25
(m, 2H), 1.44 (s, 3H). NH JOFOH 23388 541758 1,

205 MS m/z 487.1, 489.1 [M+1]° 1H NMR (400 MHz, A% ./ —)b—d4)
o 8.65 (s, 1H), 7.98 (d. J = 1.6 Hz, IH, 7.88 (d J = 1.6
Hz, T = 8.0 Hz, 1H), 7.47 (d, ] = 8.4 Hz, 1H), T7.28 (s,
1), 4.97 - 4.95 (m, 1H), 4.69 - 4.63 (m, 1H) . 3.03 - 2.97
(m, 1H), 2.51 - 2.46 (m, 2H), 2.37 - 2.14 (m 4H), 1.89 -
1.78 (m, [H), 1.04 (t, J =7.2 Hz, 3H). NH RZXOH 38 54
7oy,

206 MS m/z 391.1 [M+1]°%. 'HNMR (400 MHz, A% /—)b-d)) & 8.75
(s, 1), 7.72 (s, IH), 7.60 (d, 7 = 8.0 Hz, 1H), 7.49 (d,
I = 7.6 Hz, W), 7.30 (s, IH), 4.62 - 4.37 (m, 1H, 3.20 -
3.08 (m, IH), 2.78 - 2.68 (m, IH), 2.53 (s, 3H), 2.35 (s,
3, 2,32 - 2,18 (m, 2H), 2.14 - 2.04 (m, IH), 1.94 - 1.84
(m, 1H), 1.82 - 1.68 (m, 1H), 1.66 - 1.55 (m, IH). NH A3
05730

207 MS m/z 417.3 [(M+11°. 'HNMR (400 MHz, A% /—)b-dd) 6 8.74
(s, 1H), 7.59 (s, 1H), 7.49 - 7.43 (m 2H), 7.30 (s, 1H),
4.48 - 4.40 (m, 1H), 317 - 3,13 (m, 1H), 2.78 - 2.68 (m
[, 2.36 (s, 3H)., 2.32 - 2.20 (m, 2H), 2.14 - 2.06 (m,
M, 1.94 - 1.84 (m, 10, 1.82 - L.7T0 (m, IH)., 1.70 - 1.54
(m 1D, .18 - 1.04 (m 2H), 0.88 - 0.78 (m 2H). NH AR
oz

208 MS m/z 423.1 [M+1]°. 'HNMR (400 MHz, A% /—J-dd 6 8.75
(s, 1H), 7.63 (d, I = 8.8 Hz, 1H), 7.48 (s, IH), 7.13 (dd,
J =8.8 2.4 Hz, 1H), 7.04 (s, 1H), 4.49 - 4.36 (m, 1H),
3.92 (s, 3, 3.19 - 3.08 (m IH), 2.79 - 2.64 (m 1H),
2.34 (s, 3H), 2.32 - 2.20 (m, 2H), 2.15 - 2.05 (m 1H),
1.94 - 1.82 (m 1H), 1.82 - .68 (m 1H), 1.68 - [.51 (m,
1. NHARSHE W

209 MS m/z 437.1 [M+1]°. 'HNMR (400 MHz, A% /—)b-ds) & 8.74
(s, IH), 7.63 (d. T = 8.8 Hz, 1H), 7.49 (s, 1H), 7.13 (dd,
IT'=8.8 2.4 Hz, 1H), 7.06 (s, 1H), 4.52 - 4.37 (m, 1H),
3.92 (s, 3, 3.28 - 3.18 (m, 1M, 2.88 - 2.74 (m, IH),
2.59 - 2.48 (m, 2H), 2.34 - 2.19 (m, 2H), 2.19 - 2.08 (m
MM, 1.94 - 1.83 (m, 1H), 1.82 - 1.69 (m IH), 1.69 - 1.55
(m, 1M, 1.15 (4, J =17.2 Hz, 30 . NHA @S L.
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210

MS m/z 441.2 [M+1]1°. 'HNMR (400 MHz, A% /—)b-ds) 6 8.73
(s, 1H), 7.63 (d, J = 8.4 Hz, 1H), 7.50 (br s, 1H), 7. 14
(dd, 17 = 8.8, 2.4 Hz, 1H), 7.05 (s, 1H), 4.71 - 4.50 (m,
1H), 3.92 (s, 3H), 3.30 - 3.22 (m, 1H), 3.07 - 2.96 (m,
1H), 2.49 - 2.42 (m, 2H), 2.40 - 2.30 (m. 1H), 2.36 (s,
Uy, 2,27 - 2018 (mo W), 1.97 - 17T (m 1H). NHZB®5h
AR

MS m/z 453.1 [(M#1]°. 'HNMR (400 MHz, A& /2 —)b-d4) 6 8.79
(s, 1H), 7.63 (d T = 8.8 Hz, 1H), 7.48 (s, 1H), 7.13 (dd,
8.8, 2.4 Hz, 1H), 7.04 (s, 1H), 4.51 - 4.40 (m, 1H),

2 (s, 3H), 3.77 - 3.66 (m, 2H), 3.17 - 3.08 (m, 1H),
67 (m IH), 2.67 - 2.52 (m, 2H), 2.48 - 2.36 (m,
2H), 2.10 - 1,98 (m IH). 1.92 - 1.81 (m 1H), 1.81 - 1.65
(m, 2H). NH XX OH #%388H 541780y,

1
©o

MS m/z 421.3 [M+HI+: 'HNMR (400 MHz, A% /—J)k-ds) & 8.76
(s, IH), 7.55 (d, I = 8.5 Hz, 1H), 7.43 - 7.29 (m, 31,

4. 63 - 4. 35 (m 1H), 3.95 (s, 3H), 3.74 - 3.45 (m, IH),
3.21 - 3.06 (m, 1H), 3.03 - 2.81 (m 2H), 2.77 - 2.46 (m,
200, 2.32 - 2,13 (m, IH), 2.10 - 1.98 (m, IH), 1.96 - 1.66
(m, 2H), 1.27 (1, T = 6.9 Hz, 3H) . NHA@EH SNz,

213

MS m/z 437.3 [M+11°. 'HNMR (400 MHz. A# /—I)-dy) 6 8.
(s, IH), 7.55 (d, J =8.5 Hz, IH), 7.40 (d, J = 2.4 Hz,
W, 7.37 - 7.30 (m 2H), 4.61 - 4.35 (m IH), 3.95 (s,
3, 3.86 - 3.70 (m, 2H), 3.44 - 3.34 (m 1H), 3.09 - 2.90
(m, IH), 2.91 - 2.74 (m, 2H), 2.73 - 2.45 (m, 2H), 2.21 -
2.05 (m, [H), 2.04 - 1.91 (m, 1H), 1.90 - L.67 (m, 2H). NH
KO O 23328 541750,

7

214

MS m/z 394.2 [M+1]°. 'HNMR (400 MHz, A% /—J)-di) 6 8.80
(s, IH), 7.55 (d, 1 = 8.5 Hz, 1H), 7.49 - 7.25 (m, 3H),
4.39 - 4.18 (m, 1M, 3.95 (s, 3H), 2.74 - 2.59 (m, 2H),
2.34 - 2.19 (m, 2H), 1.44 (s, 3H). NH oV OH 838® 5 Nzl

MS m/z 446.3 [M+11°. 'HNMR (400 MHz, A%/ —Jb-dy) & 8.8I
(s, 1H), 8.20 (s, 1H), 8.14 (d. J = 8.0 Hz, 1H), 7.90 (d,
J'= 80 Hz, IH), 7.43 (s, IH), 4.46 - 4.08 (m, 1H), 3.82 -
3.50 (m, IH), 2.67 - 2.85 (m, 1H), 2.32 - 2.12 (m, 1H),
2.08 - 1.93 (m 1H), 1.93 - 1.74 (m 1H), 1.52 - 1.12 (m,
40) . NH K28 OH 28388 5 317 b,

216

MS m/z 405.13 [M+1]°. 'HNMR (A% /—)b-dy) &: 8. 74 (s,

1H) . 8.35-8.59 (m, 1IH), 7.45-7.56 (m, 2H), 7.00-7.04 (m,
I, 6.90-6.98 (m, 1), 6.87 (s, [H), 4.35-4.61 (m, 1H).
3.92 (s, 3, 83.49-3.66 (m, 1H), 3.03-3.18 (m, 2H), 2.67-
2.81 (m, 4H), 2.02-2.24 (m, 2H), I1.71-1.95 (m, 2H). NH A33®
B 5 {7,

217

MS m/z 445.3 [M+1]7. 'HNMR (400 MHz, A% /—J)b-dy) 4 8.70
(s, IH), 8.10 (s, 1H), 8.04 (d T = 8.1 Hz, 1H), 7.79 (d,
=81 Hz, 1D, 7.31 (s, 1H), 4.44 - 4.29 (m, 1H), 3.18 -
10 (m, 1H), 2.89 - 2.69 (. 1H. 2.51 - 2.24 (m 5H),
2.09 - 1.95 (m IH), 1.94 - 1.78 (m, 1H), 1.77 - L. 62 (m
1M, 1.61 - 1.49 (m 1H) . NHAZ@ESH S0,
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218 MS m/z 432.3 [M+1]°. 'HNMR (400 MHz, A% /—)b-dy) & 9.02
(s, 1H), 8.20 (s, 1H), 8. 14 (d, J =7.9 Hz, IH), 7.89 (d.
J = 8.0 Hz, 1H), 7.68 (s, 1H), 4.27 (HEH., ] = 8.0 Hz,
IH) ., 2.75 - 2.57 (m, 2H), 2.42 - 2.20 (m, 20), 1.44 (s,
9H) . NH R tX OH 4538 5 /s by,

219 MS m/z 410.0 [M+11°. 'HNMR (400 MHz, A% ./ —)-dy) 8.74
(s, 1H), 7.63 (d. 1 = 8. 8 Hz, IH), 7.49 (s, 1H), 7.13 (dd,
J= 8.8 2.4 Hz, 10, 7.04 (s, 1H, 4.34 - 4.20 (mn. 1H),
3.92 (s, 30, 2.71 - 2.62 (m 20), 2.32 - 2.23 (m, 2H),
.44 (s, 3W). NH KX OH 8@ 54730

220 MS m/z 392.0 [M+11°. 'HNMR (400 MHz, A% 7 —)b-dy) & 8.79
(s, I1H), 7.66 (d, I = 8.8 Hz, IW), 7.62 (d, J = 2.4 Hz,
IH), 7.41 (s, IM), 7.12 (dd, T = 8.8, 2.4 Hz, 1H), 7.04
(br s, IH, 6.23 (d, 7 = 2.0 Hz. 1H), 3.92 (s, 3H). NH #%3&
¥ 5T,

221 MS m/z 410.0 [M+1]°. THNMR (400 MHz, A% /—Ib-ds) 6 8.78
(s, IH), 7.64 (d, J = 8.4 Hz, 1D, 7.50 (s, IH), 7.13 (dd,
I =8.4, 2.4 Hz, IH), 7.05 (s, 1H)., 4.39 - 4.29 (m, 1H),
4.29 - 4.22 (m, 1H), 3.92 (s, 3H), 2.45 - 2.30 (m, 1H),
2005 - 1,99 (m I1H), 1.96 - 1.66 (m 4H. NH %N O0H 2888 5
N7z

222 MS m/z 4241 [M+1]°. 'HNMR (400 MHz, A% /—J-dy) 6 8.73
(s, 1H), 7.64 (d, J = 8.4 Hz, 1H), 7.49 (s, 1H), 7.13 (dd,
1 =8.8 2.4 Hz, 1H, 7.05 (s, 1H), 4.31 - 4. 16 (m. 1H),
3.92 (s, 3H), 3.78 - 3.67 (m, 1H), 2.53 - 2.42 (m. IH),
2.23 - 2212 (m. 1H), 2.05 - 1.95 (m, 1H), 1.92 - 1.84 (m,
IH), 1.47 - 1.38 (m, 2H), 1.33 - 1.20 (m 2H). NH KX OH 28
B 5N

223 MS m/z  424.1 [M+1]% 'HNMR (400 MHz, A% /—)b-dy) o6 8§ 76
(s. 1H), T7.63 (d, J = 8 8 Hz, 1H)., 7.47 (s, 1), 7.13 (dd,
I =84 2.0 Hz, 1W), 7.05 (s, I1H), 4.26 - 4.06 (m, 1H),
3.92 (s, 3W), 3.71 - 3.58 (m. 1H), 2.30 - 2.18 (m, 1H),
2,17 - 2,05 (m, 1H), 1.89 - 1.75 (m, 2H). .53 - 1.35 (m
4H) . NH & 7F OH #5388 5 /s

224 MS m/z 423.1 [M+11%. 'HNMR (500 MHz, A% /7 —)b-dy) & 8.57-
8.93 (m, IH), 7.50-7.63 (m, 2H), 6.96-7.07 (m 2H), 6.82-
6.96 (m, 2H), 5.02-5.26 (m, 1H), 4.72-4.85 (m. 1H), 3.92
(s, 3H), 3.45-3.63 (m, 1H), 2.72-2.85 (m, IH), 2.68 (s,
1), 2.61 (s, 3H), 2.40-2.56 (m, 20, 1.86-2.06 (m, 1H).
NH 728388 5 4172 V.

225 MS m/z 435. 15 [M+11°. 'HNMR (500 MHz, A% ./ —J)b-ds) 6 8.76
(s. 1H), 7.49-7.66 (m, 2H), 6.97-7.10 (m, 2H), 6.84-6.96
(m, 2H), 4.45-4.73 (m. 1H), 3.92 (s, 3H). 3.80-3.92 (m,
2H), 8.57-83.74 (m, 1H), 3.20-3.30 (m 20, 3.00-3.11 (m,
20), 2.81-2.98 (m, 2H), 2.01-2.29 (m, 2H), 1.75-2.00 (m,
2H) . NH K 7X OH #3388 & #1720,

226 MS w/z 392. 15 [M+1]°. 'HNMR (500 MHz, A% 7 —Jb-dy) 6 8.72

(s, 1M, 7.48-7.59 (m IH), 7.50 (s, IH), 6.96-7.03 (m,
10, 6.92 (s, 1H), 6.85 (s, 1H), 4.20-4.41 (m, 1H), 3.91
(s, 3, 2.60-2.75 (m 21, 2.19-2.38 (m, 2H), 1.46 (s,
3H).  NH B0 OH 23388 5414\,
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227 MS m/z 374.05 [M+HI'. 'HNMR (500 MHz, A% /—Ji-d)) o
8. 72-8.93 (m, IH), 7.55-7.73 (m 2H), 7.35-7.50 (m. IH),
6.97-7.13 (m. 1H), 6.83-6.94 (m 2H), 6.24 (s, 1H), 5.51
(s, IH), 3.92 (s, 3H). NHA@B®oilizw.

228 MS m/z 376.1 [M+H]®. 'HNMR (400 MHz, A% ./ —J-d)) & 8.68
(s, 1H), 8.44 (s, W0 FIWA—=]F), 7.56 - 7.47 (m 20, 7.30
= 7026 (m 1M, 7025 - 7019 {m, IH), T.07 - T.001 (m, IHD,
6.16 - 6.08 (m IH . 3.84 (s, 3H). NHZ#E®H SNz,

229 MS m/z 475.1 [M+#H]". 'HNMR (400 MHz, A% ./ —J)-ds) & 8.78
(s, 1H), 7.93 (dd, J = 22.1, 8.5 Hz, 20), 7.83 (s, 1),
T.56 (s, IH), 4.47 (s, 1M, 3.27 - 3.17 (m. 1H), 2.83 (s,
IH), 2.58 - 2.50 (m, 20), 2.26 (s, 200, 2.14 (s, 1H), 1.87
(s. 1H), .77 (d, J = 10.0 Hz, I1H), 1.64 (s. 1H), 1.15 (t,
1 = 7.2 Hz, 3H). NH AR 53740,

230 MS m/z 460. 1 [M+H]*. 'HNMR (400 MHz, A% ./ —)-di) & 8. 85
(s, 1H), 7.60 (d. J = 8.4 Hz, 1M, 7.49 (s. 1), 7.25 (1,
] =84 Hz, IH), 7.11 - 7.06 (m, 3H), 7.02 (s, 1H), 6.81
(dd., 1 = 2.0 Hz. 1 =9.2 Hz, IH), 5.52 - 5.47 (m, 1),
3.90 (s, 3H), 3.78 (s, 8W), L.70 (d, J = 7.2 Hz, 3H). NH#
f o loR ARAN AR

231 MS m/z 430. 1 [M+H)*. 'HNMR (400 MHz, A% /—J-d) 6 8§.85
(s, 1H), 7.59 (d, J = 8.4 Hz, 1M, 7.50 (d, I = 7.6 Hz,
SW, 7.34 (t. J = 7.6 Hz, 20, 7.24 (t, 1 = 7.2 Hz, IH),
7.10 (dd, J = 2.4 Hz, 1 = 8.8 Hz, 1H), 7.02 (s, 1H), 5.57
- 5.49 (m 1M, 3.90 (s, W), 1.71 (d, J = 6.8 Hz, 3H). NH
RS 5N,

232 MS m/z 431.1 [M+H]'. 'HNMR (400 MHz, A% /—J-d)) 4 §.83
(s, 1H), 8.71 (d, J = 1.6 Hz, 1H), 8. 44 (dd, ] = 1.2 Hz, 1]
= 4.8 Hz, 10, 8.00 (d, T = 8.0 Hz, 1H), 7.59 (d, T = 8.8
Hz, 1H), 7.50 (s, W, 7.45 - 7.42 (m 10}, 7.10 (dd. T =
2.4 Hz, T =8.4 Hz, 1H), 7.08 (s, 1H), 5 56 - 5. 54 (m,
1M, 3.90 (s, 30, 1.76 (d. J = 6.8 Hz, 3M). NHAS@s®s5hi
.

233 MS m/z 432.0 [M+H]®. 'HNMR (400 MHz, A% /—Jb-dy 6 8.70
(s, 1H), 7.64 (d, J = 8.8 Hz, IW), 7.50 (s, IH), 7.19 -
.11 (m, 2H), 7.04 (s, I1H), 6.95 - 6.92 (m 20). 6.74 (dd,
] =2.0 Hz, T = 8.0 Hz, 1H, 4.80 (s, 2H). 3.91 (s, 3H).
NH B 28 OH 28328 & 1701,

234 MS m/z 406.0 [M+HI*. 'HNMR (400 MHz, A% /—J-dy) & 8.69
(s, I1H), 7.65 (d, T = 88 Hz, 1H), 7.61 (s, IW), T7.50 (s,
IH), 7.13 (dd, J = 2.4 Hz, J = §.§ Hz, [H), 7.058 (s, 1H),
6.43 (s, 1H) ., 4.91 (s, 2H). 3.92 (s, 3H). NH D S7x.

235 MS m/2z 393.2 IM+H]'. THNMR (400 MHz, A% /—)L-d4) & 8§.68
(s, IH), 7.56 (d, T = 8.5 Hz, 10, 7.43 - 7.28 (m, 31D,
5.13 - 5.00 (m, 1H), 3.95 (s, 3H), 3.57 - 3.42 (m, 2H),
2.86 - 2.67 (m IH), 2.44 - 2.24 (m. 1. NHA@RS Sl

236 MS n/z 408.2 [M+H]®. THNMR (400 MHz, A% /—Jb-ds) 6 8. 86

(s, 1M, 7.60 (s, 1), 7.56 (d, J = 8.5 Hz, 1M, 7.16 (s,
10, 7.13 (dd, 7 = 8.5, 2.4 Hz, 1H), 4.28 - 4.18 (m, 1H),
3.91 (s, 3M)., 3.77 (q, = 10.9 Hz, 2H), 2.74 - 2.62 (m,
2H), 2.39 - 2.26 (m,2 2H), 1.45 (s, 3H). 2HA@EBHSHhizy
(NH B 2% OH) .
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237 MS m/z 422.2 [M+H]+; '"HNMR (400 MHz, A% /—)b-dy) & 8.78
(s, IH), 7.54 (d, J = 8.4 Hg, 1M, 7.46 (s, 1M, 7.15 -
707 (o, 20, 417 - 4.04 (m, 1H), 3.90 (s, 3H), 3.87 -
8.69 (m, 20, 3.69 - 3.60 (m I1H, 2.30 - 2.19 (m, 1H),
217 - 2.08 (m 1M, 1.88 - 1.76 (m. 2H), 1.53 - 1.34 (m,
40) . 20 A3EE 8 S ey (NH B X OH) .

238 MS m/z 407.2 [M+H]*. 'HNMR (400 MHz, A% /—Jb-dy) 6 8.68
(s, IH), 7.54 (d, T = 8.4 Hz, 1H), 7.48 (s, M), 7.16 -
708 (m 20), 5.11 - 5.02 (m 1H), 3.90 (s, 30, 3.77 (a,
I=11.0 Hz, 2H), 3.53 - 3.44 (m, 2H), 2.80 - 2.69 (m,
IH), 2.42 - 2.26 (m, 10). 2H A% SH7zty (INH).

239 MS m/z 491.1 [M+H]". 'HNMR (400 MHz, A% /—)-ds) o6 8.83

(s, 1H), 7.96 (d. I = 8.1 Hz, 1H), 7.90 (d, J = 8.2 Hz,
W, 7.83 (s, W, 7.56 (s, IH)., 4.56 - 4.42 (m, IH), 3.76
- 3.68 (m 20, 3.16 - 3.07 (m 1H), 2.73 - 2.66 (m, 1H),
2.64 - 2.54 (m. 20, 2.50 - 2.40 (m 2H), 2.08 - 2.00 (m,
I, 1.92 - 1.83 (m 10, 1.80 - 1.68 (w 2H). NHKZXOH 78
o 57z b,

240 MS m/z 462.1 [M+H)". 'HNMR (400 MHz, DMSO-ds) & 8.85 (s,
I, 7.99 (s, 20), 7.96 (s, 1H), 7.52 (s, 1H), 4.75 (s,

10y, 4. 18 (s, 1), 3.55 (t, J = 10.7 Hz, 1H), 2.31 (d, I
I1.4 Hz, 1H), 2.06 (d, T = 12.4 Hz, 1M, 1.88 (d J = 1L
Hz, 1H), 1.78 (d. J =13.3 Hz, 1. 1.34 (dd, J = 23.3,

1.8 Hz, 3H), 1.18 - 1.09 (m 1H).

i

241 MS m/z 448. 1 [M+H] . 'HNMR (400 MHz, DMSO-ds) & 8.86 (s,
1By, 8.32 (d. I = 6.1 Hz, 1H), 7.99 (s, 2H), T7.96 (s, IH),
7.53 (s, 1H), 5.12 (s, 1M, 4.25 (dd, J = 14.3. 7.8 Hz,
1H), 2.53 (s. 1H), 2.48 (s, IH), 2.22 (dd, J = 11.3, 8.9
Hz, 2H), 1.34 (s. 3.

242 MS m/z 462. 1 [M+H] . IH NMR (400 MHz, DMSO-do) & 8.91 (s,
10, 7.99 (s, 2H), 7.96 (s, 2H), 7.52 (s, IH), 4.89 (d, J
= 4.8 Hz, 1D, 4.09 (s, 1H), 3.57 (s, IH), 2.09 (s, 1H),

1.99 (s, 1H), 1.72 (s, 2H), 1.33 (d. T = 5.4 Hz. 4H).

243 MS m/z 446. 1 [M+HI+; 1H NMR (400 MHz, A% /—Jb-dy) & 8.81
(s, IH), 8.20 (s, 1M, 8 14 (d J =75 Ha, 1M, T7.89 (d
I =77 Hz, 1D, 7.38 (s, 1, 4.15 (s, 1H), 3.73 - 3.56
(m, 1M, 2.28 - 2,17 (m. 1H, 2.14 - 2.06 (m, 1H), 1.94 -
.69 (m 2H), 1.51 - 1.39 (m,_4H). NH BTXOH 2538 5417000,

244 MS m/z 446. 1 [M+H)'. 'HNMR (400 MHz, DMSO-d¢) & 8.83 (s,
M. 8.23 (d, I =6.1Hz, 1M, 7.80 (d, T = 8.9 Ha, 1H),
7.46-7.40 (m, 3H), 7.28 (1, J = 72.0 Hz, 1HY, 5.11 (s,
10, 4.23 (dd. T = 13.9, 7.5 Hz, IH), 2.50 - 2.46 (m 2H),
2.21 (dd, J = 11.3, 8.8 Hz, 20, 1.31 (d, J = 25.2 Hz,

aH) .

245 MS m/z 460.1 [MtHI'. 'HNMR (400 MHz, DMSO-ds) 6 8.85 (s,
My, 7.89 (d, I =75 Hz, 1H., 7.80 (d. J = 8.9 Hz, 1H).
7.46 - 7.40 (m, 3H), 7.28 (1, J = 73.2 Hz, 1H), 4.75 (d, J
= 4.6 Hz, I1H), 4.28 - 4.05 (m 1H). 3.54 (td, J = 6.5, 2.3
Hz, 1H), 2.31 (d. J = 11.6 He, 1H), 2.13 - 2.00 (m, 1H),
1.88 (d, J =10.4 Hz, IH), L.77 (dd. J = 9.4, 3.7 Hz, 1H),

.44 - 1.22 (w 30, 1.13 (d, T = 14.3 Hz. 1H).
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246

MS m/z 460.0 [M+H]*. 'HNMR (400 MHz, DMSO-dg) & 8.85 (s,
1H) ,
ti
411 - 4.00 (m 1H), 3.61 - 3.48 (m, 10, 2.14 - 2.06 (m,
1H) .
(m,

(

{i
J =

%
4H)

80 (d. T = 8.9 Hz, 1H), 7.45 - 7.39 (m, 3H), 7.28
73.2 Hz, 1H), 6.0 (bs, IH) 4.98 - 4.78 (m, 1H),

03 - 1.96 (m 1H), 1.76 - 1.68 (m 2H), 1.37 - 1.27

MS m/z 446.1 [M+H]. 'HNMR (400 MHz, A% /—)b-di) 6 8.86
S,

(

03
1.

1)
7.6

(s,

2 H
6.8

. 7.60 (do T =84 Hz, 1H), 7.48 (s. 1M, 7.14 (L,

Hz, 1), 7.10 (dd, ] = 2.0 Hz, J = 8. 4 Hz, 1),
[H), 6.94 - 6.92 (m, 2H), 6.66 (dd, J = 2.4 Hz, 1]
z, 1H), 5.48 - 5.43 (m, 1H), 3.91 (s, 30, 1.69 (d,
Hz, 3H). NH KO OH 23388 5417z .

248

m/z 446. 1 [M+H]*. 'HNMR (400 MHz, A%/ —)b-di) o 8.86

1H)
8.4
(s
H
s 2

, 760 (d T = 8.4 Hz, 1H), 7.48 (s, 1M, T7.13 (L

Hz, 1H), 7.10 (dd, J = 2.0 Hz, J = 8.4 Hz, 1H),

M 6.93 - 6.91 (mo 2D, 6.66 (dd, T = 2.0 Hz, I

. 1H), 5.48 - 5.43 (m, 10, 3.90 (s, 30, 1.69 (d,
Hz, 3H). NH KT OH 2838 54720,

249

1) .

3.
(d
21

424.3 [M+H]*. 'HNMR (400 MHz, A% /—Jb-dy) 4 9.06
(m, 1H), 7.77 - 7.45 (m, 2H), 7.15 - 7.08 (m 2H),
4,21 (m, 1H), 4.04 (dd, T = 11.1, 4.8 Hz, IH)., 3.98
= 11.6, 4.1 Hz, [H), 3.90 (s, 3H), 3.86 - 3.71 (m
56 (t, J = 11.35 He, 1H), 3.28 (t, T = 10.6 Hz, 1H),
. 3 =12.1 Hz, IH), 1.77 (gd, J = 12.4, 4.4 Hz,
MR 5N (NH K 0H) .

250

MS m/z 421.4 [M+H]®. 'HNMR (400 MHz, A% /—J)b-dys) o6 8.74
S,
( br s.
3. 90
3.14 - 2.98 (m, IH), 2.76 - 2.54 (m, HH), 2.28 - 1.97 (m
20)

(

1H)
(s

1.

, 8.48 (s, IH, F®), 7.53 (d, 1 = 8.5 Hz, IH), 7.45
1, 7.15 - 7.08 (m, 2H), 4.54 - 4.35 (m 1H),
oS, 3,78 (g T =11.0, 2H), 3.51 - 3.38 (m 1H),

92 - 1.62 (m, 2H). IHAS@S 53170 (NH).

251

MS m/z 430.2 [MtH]'. 'HNMR (400 MHz, A% /—)b-d4) ¢ B8.88
5,
.16 (t, 1 =79 Hz, 1, 7.001 - 6.90 (wm 2H), 6.68 (d, ]
= 8.1 Hz, 1), 5.47 (q, T = 7.2 Hz, 1H), 3.94 (s, 3H),
1.70 (d, J = 6.9 Hz, 3H). NH BTXOH 28388 541780,

(

1H)

. 7.53 (d, T =8.5 He, 1H), 7.42 - 7.24 (m 3H),

MS m/z 463.3 [M+HI'. 'HNMR (400 MHz, A% /—)b-dy) & 8.8§2
(s,

1)

8022 (s, IH), 8.16 (d, T = 8.0 Hz, 1H), 7.91 (d,

I =80 Hz, 1), 7.47 (s, 10, 5.58 - 5. 10 (m, IH), 4.89 -

4.69 (m, 1H), 3.801 - 3.56 (m, 1H), 3.55 - 3.36 (m, 1H),
3.02 -
1H).

2.

281 (m, W), 2.77 - 2.66 (m 4H), 2.63 - 2.40 (m,
25 - 1.85 (m, IH). IHAGES S 730 (NH).

MS m/z 475.4 [M+H]*. 'HNMR (400 MHz, A% /—J-dy) 6 8.88
(s,

]
3
2
1

H

69
58
)i

1H)

8.0
(m
l.

, 8022 (s, 1MW), 8.16 (d, 7 = 8.1 Hz, 1H), 7.92 (d,
Hz, 1, 7.42 (s, 1H, 4.60 - 4.42 (m. 1H), 3.99 -
2D 8025 - 3,08 (mo 1), 2096 - 2.61 (mo 3H).
2.39 (m, 2H), 2.23 - 2.02 (m IH), 2.01 - 1.84 (m,
84 - 1.68 (m 2H). NH TN OH A% 5470,
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254 MS m/z 432.3 [M+H)". 'HNMR (400 MHz, A%/ —)-d) & 8.95
(s, 1M, 8.22 (s, 1H)., 8.16 (d. J = 8.0 Hz, 1H. T7.91 (d,
I'=28.0 Hz, 1H), 7.56 (s, 1H), 4.42 - 4.34 (m, [H), 4.27 -
4012 (mo TH), 400 - 381 (m, W), 3.71 - 3.42 (m, 2H),
2.38 - 2,18 (m 10, 2.06 - 1.68 (m. 3H). IHARDSH A0
(NH) .

255 MS m/z 448.1 [M+H]*. 'HNMR (400 MHz, DMSO-ds) & 8.86 (s,
I, §.00 (s, 20, 7.97 (s, 10, 7.52 (s, 1H), 4.60 - 4. 52
(m 1H), 3.44 (d, ] = 5.6 Hz, 2H), 2.49 - 2.39 (m 2H),
2.25 - 2,16 (m, IH), 2.00 - 1.88 (m, 2H). NH KON O0H 23389 5
7.

256 MS m/z 447.1 [M+H] +: "HNMR (400 MHz, A& /—)b=dy) & 8.73
(s, IH, 7.96 (d, 7 =8.0Hz, IH), 7.91 (d, T = 8.1 Hz,
1M, 7.84 (s, 1M, 7.59 (s, 1M, 5.10 (&, T = 9.6 Hz, 11,
3.85 - 3.47 (m, 21, 2.81 - 2.69 (m, IH), 2.43 - 2.28 (m,
1H). NH AR 5 /b,

257 MS m/z 432.0 [M+H]I+; '"HNMR (400 MHz, A% /—)b-di) ¢ 8. 94
(s. IH). 6.24 (s, 1M, 8.17 (d J = § 4 Hz, 1H), 7.93 (d,
I =8.0Hz, 1H, 7.54 (s, 1H), 4.55 - 4.46 (m, [H), 3. 60
(d, 1 =6.0 Hz, 210, 2.69 - 2.62 (w, 2H), 2.38-2.34 (m,
1M, 2.12 - 2.04 (m, 2H). NH BT OH 2338 S5 hiz .

258 MS m/z 489.1 [M+#H]". 'HNMR (400 MHz, DMSO-ds) & 8.85 (s,
I, 7.81 (d, I =8.4Hz, 1H., 7.75 (s IH), T7.46 (t, T =
73.2 Hz, 1H), 7.43 (s, 10, 7.41 d, T = 2.4, 1), 4.42 -
4.40 (m, 1H), 4.30 - 4.29 (m, 1D, 3.53 (q. T = 5.6, 2H),
317 (d, 1 = 9.6 Hz, 11D, 2.82 (d, J = 10.8 Hz, 1H)., 2.47-
244 (m, 1), 2.11-2.00 (m $H), L 77-1.74 (m, 1H), I.63-
1.54 (m, I1H), 1.48-1.43 (m. 1H). NH KO OH 23588 5417 b,

259 MS m/z 482.1 [M+H]'. 'HNMR (400 MHz, DMSO-ds) & 8.98 (s,
I, 7.79 d 1 =80 Hz, 1H), 7.47 (s, IH), 7.45 (1, T =
78.2 Hz, 1H), 7.401 - 7.38 (m. 20, 7.16-7.12 (m 1H), 6.92
- 6.88 (m 20, 6.65 - 6.63 (m, 1H), 5.45 - 5.43 (m, 1H),
1.61 (d J = 6.8 Hz, 3H). NH BTN OH 2538 57 .

260 MS m/z 445.0 [M+H]". 'HNMR (400 MHz, A% /—J)b-di) 6 8.70
(s, 1M, 7.77 (d, 1 = 8.4 Hz, IH), 7.55 (s, 1H), 7.37 (d
I'=8.4Hz, 1H), 7.33 (s, 1H), 7.05 (t, J = 72.8 Hz, 1H),
5.10 - 5.05 (m, 1H), 3.52 - 3.47 (m, 2H). 2.75 - 2.73 (m,
I, 2,41 - 2.31 (m IH). NHZ%E 50,

261 MS m/z 473.1 [M+HI®. 'HNMR (400 MHz, A% /—)b-ds) 6 8.77T
(s, 1M, 8.49 (s, 1M, 7.92 (s, 1H), 7.85 (dd, J = 19. 2,
8.2 He, 20), 7.50 (s, 1H), 4.63 - 4.36 (m, 1H), 3.92 (q I
= 10.9 Hz, 2D, 3.64 - 3.47 (m, 1H), 3.29 - 3.08 (m, 2W).
3.02 - 2.79 (m, 2H), 2.72 - 2.57 (m, W), 2.31 - .70 (m,
40, 1.28 (t, T = 6.8 Hz, 3H). NH A @& 541700,

262 MS m/z 460.0 [M+H]*. 'HNMR (400 MHz, A% /—Jb-dy) & 8.77

7
(s, 10, 7.92 (s, W), 7.85 (d, J = 4.8 Hz, 2H). 7.49 (s,
I, 4.33 - 4.14 (o, 1D, 3.94 (a, T = 10.9 Hz, 2/), 3.85
- 3.63 (m 1), 2.47 (d. T = 11.4 Hz, IH), 2.17 (d, I
118 Hz, 1H), 2.00 (d. I = 12.4 Hz. IH), 1.90 (d, T =
Hz, 1H), 1.55 - 1.19 (m, 4H). NH & OH 2538 % sz,
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263 MS m/z 446.0 [M+H]". 'HNMR (400 MHz, A% /—)-d) & 8.80
(s, 1H), 7.92 (s, IH), 7.85 (qo 1 = 8.1 Hz, 2H), 7.51 (s,
[0, 4.33 - 417 (m, 1H), 3.93 (¢, T = 11.0 Hz, 2H), 2.71
- 2.60 (m 2H), 2.30 (t, I = 10.2 Hz, 2H), 1.45 (s, 3H).
NH K O OH 748383 5 1173 b,

264 MS m/z 446.0 [MtH]'. 'HNMR (400 MHz, A% /—)b-d) 6 8.77
(s, 1), 7.901 (s, IH), 7.84 (a, J = 8.3 Hz, 2H). 7.48 (s,
1), 4.66 - 4.54 (m, 10, 3.94 (¢, T = 1010 He, 2H), 3.59
(d, I =26.0Hz, 20, 2.64 (dt, 7 =10.0, 3.7 Hs, 2D, 2.34
(d. J=77Hz 10, 1.98 (dd. T = 20.8. 9.3 Hz, 2H). NH K
O Vi 5 zz .

265 MS m/z 445.0 [MHH]*. 'HNMR (400 MHz, A% /—)b-di) 6 8. 72
(s, 1H), 7.97 - 7.72 (m, 3H), 7.51 (s, I1H), 5.09 (1, T =
9.5 Hz, IH), 3.91 (q, J = 11.0 Hz, 2H), 3.58 - 3.42 (m,
2, 2.75 (s, 1HW), 2.37 (dd. J = 20.9, 10.7 Hz, IH). NH#
s 57 b,

266 MS m/z 482.0 [M+H]". 'HNMR (400 MHz, A% /—Jb-dy) & 8.99
(s, 1H), 7.93 (s, IH)., 7.84 (dd. ] = 20.5, 8.1 Hz, 2H),
7.58 (s, 1M, 718 (¢, T =17.9Hz 1H, 7.01 - 6.91 (m,
2, 6.71 (dd, T = 7.9, 2.1 Hz, 1H), 5.43 (a. ] = 6.9 Hz,
10, 3.88 (tdd, T = 15.1, 10.9, 4.3 Hz, 2H), 1.73 (d, T =
7.0 Hz, SH). NH )T OH 25388 541730,

267 MS m/z 428.0 [M+H]*. 'HNMR (400 MHz, A% /—Jb-d) & 8. 82
(s, 1H), 7.89 (d, J = 15.4 Hz, 3H), 7.63 (d. T = 2.3 Hz,
1IN, 7.40 (s, 1H), 6.24 (d, ] = 2.4 Hz, IH), 8.96 (0, 1 =
10. 8 Hz, 2H). NH #3388 5317z,

268 MS m/z 408.4 [M+H]*. 'HNMR (400 MHz, A% /—)b-d)) & 8. 64
(s, IH), 7.32-7.51 (m 20, 6.90 (s, IH), G6.67-6.85 (m,
20, 4.03-4.35 (m 1H), 3.86-3.99 (m 2H), 3.81 (s, 3H),
3.59-3.72 (m, 1H), 3.31-3.58 (m, 1H), 3.10-3.19 (m. 1H),
2.08-2.31 (m IH), 1.51-1.77 (m 1H) . NH ETNOH 2338 & 41/z
by,

269 MS m/2z 391.2 [M+H]'. 'HNMR (400 MHz, A% /—J-d) 6 8. 56
(s, 1H), 7.29-7.55 (m, 2H), 6.86-6.96 (m, TH), 6.69-6.85
(m, 20, 4.86-5.05 (m, 1H). 3.81 (s, 3H), 3.31-3.48 (m,
2, 2.64 (s, 1H), 2.02-2.20 (m, 1H). NHZGE®SHAW.

270 MS m/z 406. 3 [M+H]*. 'HNMR (400 MHz, A% /—J-dy) & 8.63
(s, 1H), 7.39-7.51 (3 1), 7.37 (s, 1H), 6.86-6.96 (m,
1H), 6.67-6.84 (m, 2H), 3.95-4.17 (m, IH), 3.80 (s, 3H),
3.49-3.62 (w, 1W), 2.12-2.18 (m, 1H), 1.97-2.11 (m, 1H),
1.57-1.82 (m. 20, 1.23-1.47 (m, 4H). NH A O 0H A3@8¥ 517
by,

271 MS m/z 459.3 [M+H]'. 'HNMR (400 MHz, A# /—JL-dJ) 6 8.81

(s, IH), 822 (s, 1H), 8 16 (d, T = 8 1 Hz, 1H), 7.91 (d,
= 8.0 Hz, IH), 7.42 (s, IH), 4.54 - 438 (m 1), 2.94 -
83 (m 1H), 2.83 - 2.61 (m 2H), 2.52 - 2.31 (m 2H),

22 - 2,10 (m, 1), 2.03 - 1.89 (m 1HY, 1.87 - 1.73 (m,
W, .77 - 1.68 (m, 1H), 1.45 - 1.26 (m, 1H), [ 20 (t, 1]
T

]
2.
2.
1
= 7.2 Hz, 3H). NHZE® &7,
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272 MS m/z 459.3 [M+HI*. 'HNMR (400 MHz, A% /—)-d) & 8. 82
(s, 1H), 8.22 (s, 1H), 8. 16 (d, 7 = 8.0 Hz, IH). T7.92 (d.
J = 8.0 Hz, 1H), 7.53 (s, 10), 3.69 - 3.38 (m, 2H), 3.04
(s, 3H), 2.48 - 2.35 (m, 1H), 2.26 - 1.87 (m 3H). NH AR
Do, ANVRZIIWROEEY =l LTIVT 7O 1H Ak
DE—7 EH.

273 MS m/z 448.2 [MtH]'. 'HNMR (500 MHz, A% /—J)-dy) & 8.85
(s, TH), 8.22 (s, 1M, 8.16 (d, J = 8.1 Hz, 1H), 7.92 (d,
J = 8.0 Hz, 1H), 7.56 - 7.40 (m, 1H, 4.42 - 4.25 (m 1),
4013 - 403 (m, 1H), 4.02 - 3.95 (m IH). 3.84 - 3.70 (m,
IH), 3.63 - 3.49 (n. I1H), 3.32 - 3. 24 (m 1H), 2.41 - 2.14
(m, 1H), 1.90 - 1.65 (m [IH). NHEZXOH AR 570,

274 MS m/z 448.2 [MAH]'. 'HNMR (400 MHz, A% /2 —J)-dy) & 8. 85
(s, 1H), 8.22 (s, IH), 816 (d J = 8.0 Hz, 1H). 7.91 (d,
J = 8.0 Hz, IH), 7.47 (s, IH), 4.44 - 4.15 (m, 20). 4.07 -
3.97 (m, 1H), 3.97 - 3.91 (m, IH), 3.61 - 3.50 (m, 1H),
3.41 - 3.34 (m, 1H), 2.16 - 2.11 (m, IH, 1.85 - 1.70 (m,
1H). NH EOrOH 2538 % 6 4178 b,

275 MS m/z 446.3 [M+H] . 'HNMR (400 MHz, A% /—JL-d)) & 8.88
(s, 1H), 8.22 (s, 1H), 8. 15 (d, T = 80 Hz, W), 7.92 (d,
J = 8.0 Hz, IH), 7.44 (s, IH), 4.23 (p, T = 7.3 Hz, 1H),
4.06 - 3.98 (m I1H), 2.05 - 1.87 (m. 6H), 1.85 - 1.69 (m
2H) . NH K OF OH 23388 5 178 0.

276 MS m/z 445.2 [MtH]*. 'HNMR (400 MHz, A% /—J)b-dy) o6 8. 77
(s, 1H), 8.22 (s. 1W, 8. 17 (d. 1 = 8.8 Hz, IH). 7.92 (d,
] = 8.0 Hz, IH), 7.46 (s, I1H), 3.51 - 3.40 (m, 3H), 2.48 -
2.36 (m, 1H), 2.25 - 1.88 (m, 3H). 2 NHAED SN,

277 MS m/z 439.3 [M+HI®. 'HNMR (400 MHz, A% /J—)b-dy) & 8.82
(br s, 1H), 7.60 (br s, I1H, 7.53 (d. I = 8.5 Hz, 1HW),
.13 (s, 1H), 7.11 (d. T = 8.5 Hz, 1H), 5.09 (d, J = 45.7
Hz, 1H, 4.81 - 4. 70 (m, 1H), 3.90 (s, 8 H), 3.78 (q, I =
11.0 Hz, 2H), 3.45 (d, 1 = 10.0 Hz, 1H), 3.24 (t, T = 11.9
Hz, 1H), 2.68 (dd, T = 35. 1, 14.4 Hz, 1H), 2.55 (s, 3H),
2.52 - 2.42 (m, 20), 2.06 - 1.82 (m, 1H). IHARD SN
(NH) .

278 MS m/z 451.2 [MtHI®. 'HNMR (400 MHz, A% /—Jb-dy) & 8. 76
(s, I1H, %), 8.45 (s, 1H)., 7.53 (d. T = 8.5 Hz. 1H), 7.46
(s, 1H). 7.13 (s, 1H), 7.13 - 7.09 (m, 1H), 4.59 - 4.41
(m, 1H), 3.90 (s, 3H), 3.88 - 3.74 (m, 4H), 3.63 - 3. 44
(m, 1H, 3.23 - 3.10 (m, 1M, 3.07 - 2.92 (m 2H), 2.92 -
2.66 (m, 2H), 2.23 - 2.11 (m, 1H), 2.10 - 2.00 (m 1H),
1.96 - 1.69 (m, 2H). 2H ZW@®H Sy (NH &TF 0H).

279 MS m/z 473.3 [M+H]'. 'HNMR (400 MHz, A% /—J)-dy 6 8.71

(s, I1H), 8.44-8.63 (m, 1H), 7.96 (s, 1H), 7.87 (s, I,
7.60-7.72 (m, 1H), 4.31-4.59 (m, 1H), 3.79-4.02 (w, 1H),
5.51-3.73 (m, IH), 3.34-3.42 (m I1H), 2.88-3.06 (m, 1H),
2.56 (s, 5H), 2.10-2.28 (m. 1H, 1.96 (s. 40, 1.77-1.89
(m, 10, 1.66-1.77 (m,_ 1H). NH A% 5.
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280 MS m/z 474.3 [M+H]*. 'HNMR (400 MHz, A% /—Jb-dy) 6 : 8. 60
(s, 1H), 7.84 (s, IH), 7.74-7.79 (m. 1H), 7.51-7.59 (m,
10, 3.94-4. 10 (m, IH), 3.69-3.94 (m. 1H), 3.45-3.61 (m,
20, 2.07-2.22 (m, 1H), 1.98-2.07 (m 1H), 1.85 (s, 3H),
1.61-1. 77 (m, 2H), 1.24-1.40 (m, 4H). NH RTXOH 3@ 5 7z
by,

281 MS m/z 457.3 [M+H]+: 'HNMR (400 MHz, A% /7 —Jb-dy) 6: 8.75
(s, IH), 8.45-8.62 (m, IH), 7.49 (s, IH), 7.36-7.43 (m,
10, 7.31 (s, 20), 4.34-4.63 (m, 1), 3.96 (s, 30, 2.89-
3.06 (m, 1), 2.33-2.74 (ms, aH), 2.08-2.23 (m, 1H), 1.91-
2,07 (my 1H), 1.79-1.90 (m 2H), 1.63-1.76 (m, 1H . NH A&
85N TR .

282 MS m/z 460. 1 [M+H]+; 'HNMR (400 MHz, DMSO-ds) & 8.88 (s,
IH), 8.00 - 7.96 (m, 1H), 7.93 - 7.82 (m 3W, 7.49 (s,
10, 4. 87 (1, J =5 2 Hz, 1), 4.14 (dd, 1 = 23.7, 10.8
Hz, 3H), 3.54 (d, 1T = 9.1 Hz, 1H), 2.16 - 1.93 (m, 2H),
.81 - 1.62 (m, 2H), 1.44 - 1.24 (m, 4H).

283 MS m/z 474.0 [M+HI+: 'HNMR (400 MHz., DMSO-d¢) 6 9.07 -
9.01 (m, 1H), 7.99 (s, IH), 7.88 (t, J = 9.6 Hz, 2H)., 7.55
- 7.46 (m, IH), 7.37 - 7.30 (m, IH}, 4.72 (s, 1H), 4.43
(s, IH), 4.18 - 4.03 (m 2, 1.97 - .89 (m 1), 1.73
(s, 2H), 1.67 - 1.47 (m 3H), 1.37 (t, J = 11.4 Hez, 2H),
1.23 (s, 3H).

284 MS m/z 409.0 [M+H]+; "HNMR (400 MHz, DMSO-ds) & 8. 81 (s,
IH), 8.36 (d, 1 = 7.8 Hz, 1H), 8.05 (s, IH), 7.66 (d, T =
8.6 Hz, 1H), 7.46 (s, 1H), T7.17 (dd, J = 8.7, 2.4 Hz, 1H),
7.10 (s, IH), 4.94 (dd, J = 17.9, 8 5 Hz, 1H), 3.89 (s,
W), 3.31 - 3.20 (m 20), 2.61 - 2.55 (m, 1H), 2.22 - 2.09
(m, 1H).

285 MS m/z 414.0 [M+H] +; "HNMR (400 MHz, DMSO-ds) & 8.81 (s,
I, 829 (d, I = 9.8 Hz, 2H), 8.07 (d, J = 7.8 Hz, IH),
.77 (s, 1H), T7.43 (s, 1H), 6.22 (s, 1H).

286 MS m/z 406.3 [M+H] +; 'HNMR (400 MHz, A% /—Jb-dg 6 8. 86
- 8.70 (m, 1), 7.48 (d. J = 7.9 Hz, 1H), 7.44 - 7.39 (m
2H), 7.38 - 7.33 (m, IH), 4.21 - 4.06 (m, 1H), 3.86 - 3.69
(m, 2H), 3.69 - 3.60 (m, 1H), 2.45 (s, 3H), 2.25 (d, J =
4.1 Hz, 10, 2.15 - 2.04 (m, 1H), 1.89 - 1.75 (m. 2H),
1.556 - 1.35 (m, 4H). NH TXOH E— 2 5589 s 3173 1,

287 MS m/z 412.9, 414.9 [M+H]*. 'HNMR (400 MHz. DMSO-ds) ¢ 8. 83
(s, 1H), 8.48 (brs, IH, 8.05 (s, IH), 7.79 - 7.76 (m,
W), 7.76 - 7.73 (m, IH), 7.70 - 7.66 (m, 1H), 7.54 - 7.48
(m, IH), 5.02 - 4.88 (m, 1H), 3.34 - 3.31 (m, 2H), 2.60 -
2.50 (m, 1H), 2.20 - 2.10 (m 1H).

288 MS m/%z 391.3 [M#HI'. IH NMR (400 MHz, A% /—J)b-dy) o6 8.77

- 8.63 (m IH), 7.52 - 7.39 (m 3H., 7.39 - 7.30 (m, 1H),
5.15 - 4.97 (w, 1M, 3.74 (o 1 = 11.0 Hz, 2H), 3.58 -
3.42 (m, 21, 2.84 - 2.67 (m, I1H), 2.48 (s, 3H), 2.40 -
2.26 (m, 1H). 2 NHE—24@D S50,
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289 MS m/z 475.0 [M+H]. 'HNMR (400 MHz, A% /—Jb-ds) 6 T7.79
(s, 2W), 7.73 (d, J = 8.4 Hz, 1H), 7.60 (d, T = 8.0 Hz,
I, 7.20 (s, 1H), 4.00 - 3.95 (m, I1H), 8.75 - 3.67 (m,
20), 2.92 (dd, T = 12.0. 5.2 Hz, IH), 2.66 - 2.61 (m [H),
2.52 - 2.47 (m, IH), 2.36 (d, J = 12.0 Hz, 5H), 2.22 -
2.16 (m, 2H). NH BoX OH 25388 5 41700,

290 MS m/z 462.1 [M+H] . 'HNMR (400 MHz, A% /—J)b-dy o6 8.80
(s. I1H), 7.93 (dd, J = 23.4, 8.2 Hz, 2H), 7.83 (s, 1),
7.54 (s, 1H), 4.23 - 4.15 (m, 1H)., 3.71 - 3.62 (m, IH),
2.29 - 2,20 (m W), 2,17 - 2.07 (m 1H), 1.88 - 1.77 (m,
2H), 1.50 - 1.41 (m, 4H). NH RTrOH 238 54170y,

291 MS m/z 410.1 [M+H]*. 'HNMR (400 MHz, A% /—Jb-dy) 6 8.73
(s, 1H), 7.63 (d, T = 8.8 Hz, 1H), 7.48 (s, 10, 7.12 (dd,
] = 2.0 Hz, T = 8.4 Hz, IH), 7.04 (s, 1H), 4.62 - 4.53 (m,
IH), 3.92 (s, 3, 3.59 (d, J = 5.6 Hz, 2H), 2.66 - 2. 60
(m, 2H), 2.36 - 2.30 (m, I1H). 1.99 - 1.92 (m 2H). NH ¥
OH 28388 5 117z 0.

202 MS m/z 426.3 [M+H]*. 'HNMR (400 MHz, A% /—J)k-di) o 8.76
(s, IH), 7.63 (d, J = 8.6 Hz, IH), 7.49 (s, 1H), 7.13 (dd,
I =86, 2.1 Hz, 1H), 7.05 (s, 10), 4.32-4.28 (m, 1H),
4.08 - 4.01 (m 10, 4.00 - 3.95 (m 1H), 3.92 (s, 3H),
3.76 (td, J =09.7, 4.8 Hz, 1H), 8.55 (t, J = 11.1 Hz, I1H),
3.30 - 3.20 (m, 1H), 2.28-2.22 (m, 1H), 1.86 - .68 (m,
IH). NH BEZXOH E—Z 8@ 5317z,

293 MS m/z 446. 1 [M+H]*. 'ONMR (400 MHz, DMSO-ds) & 8.88 (s,
IH), 8.26 (s, IH), 8.23 (d, 1 = 8.3 Hz, 1H), 7.96 (d, ] =
8.1 Hz, IH), 7.86 (d, J = 7.8 Hz, 1H), 7.41 (s. 1H), 4.87
(d, T =4.9 Hz, 1H), 4.16 - 3.96 (m, [H), 3.63 - 3.48 (m,
IH), 2.16 - 2.06 (m 1I1H), 2.03 - 1.93 (m 10, 1.78 - 1.61
(m, 2H), 1.41 - 1.27 (m 4H).

294 MS m/z 431.0 [M+H]®. 'HNMR (400 MHz, A%/ —)b-dJ 6 8.72
(s, 1HY, 8.20 (s, 1H), 8.14 (d, T = 8.2 Hz, 1H), T7.90 (d,
I = 8.1 Hz, 1H), 7.43 (s, IH), 5.16 - 5.02 (m, 1H), 3.57 -
3.42 (m, 2H), 2.83 - 2.66 (m, IH), 2.43 - 2.22 (m, 1H). NH
B 5 i,

295 MS m/z 459.1 [M+HI®. 'HNMR (400 MHz, DMSO-ds) & 8.88 (s,
IH), 7.81 (d, J = 8.5 Hz, 2D, 7.49 - 7.39 (m, 3H), 7.47
(t, ] =73.7 Hz, 1M, 487 - 4.24 (m, 10, 3.06 (d, ] =
6.7 Hz, 1H), 2.69 (d. I = 11.4 Hz, 1H). 2.22 (s, 3H), 2.06
- 1.99 (m, 1H), 1.99 - 1.89 (m, 20D, 1.84 - 1.71 (m, 1H),
1.66 - 1.54 (m, 1H), 1.47 - 1.36 (m, 1H).

296 MS m/z 428.0 [M+H]*. 'HNMR (400 MHz, DMSO-ds) & 12.78 (s
0, 12.65 (s, 10, 8.79 (s, I, 7.86 (d. 1 = 8.4 Hz,
10, 7.78 (s, 1H), 7.49 (t, J = 74 Hz, 1H), 7.52 - 7.44
(m, 40).

297 MS m/z 428.3 IM+H]*. 'HNMR (500 MHz, A% /—)b-di) & 8.89

- 8.82 (m 1), 7.48 - 7.41 (w20, T.39 (s, 1), 7.34
(d, J = 7.9 Hz, 1H), 7.16 (t, T = 7.9 Hz, 1), 6.97 (d, J
.8 Hz, 1H), 6.94 (s, 1H), 6.68 (d T = 8.1 Hz, [},

- 5.39 (m, IH), 3.88 - 3.60 (m 20, 2.44 (s, 3H),

=7
5. 54
1.74 - 1.66 (m, 3H). NH KOO0 E—Z#RRES S0k,
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298

'HNMR (400 MHz,
1= 2.0 Hz, 1H),
I =82 Hz, 1H),

MS m/z 398.0, 400.0 [M+H]"
g 8.76 (s, 1M, 7.94 (d

8.3, 1.9 Hz, 1H), T7.65 (d,
4.26 (s, I, 2.73 - 2,59 (m 21,
Hz, 2H), 1.44 (s, 30). 2H2%B8® 587wy (NH &N 0H) .

AT —=Ib-dy)
7.82 (dd, I
7.37 (s, 1H

)4
2.28 (dd. 1 = 11.4. 9.1

299

MS m/z 414.1, 416.1 [M+HI*. 'HNMR (400 MHz, DMSO-ds)
(s, 1H), 8.25 Wd, T =6.1 Hgz, LW, 7.76 (t, T = 6.3 Hz,
2H), 7.68 (dd, J = 8.3, 1.9 Hz, IH), 7.48 (s, 1H), 5.12
(s, 10, 4.22 (dt, 17 = 15.2, 7.7 Hz, 1H),

G 8.83

2.48 (d, 7= 2.9

300

Hz, 21), 2.21 (t, T =10.1 Hz, 20), 1.34 (s, 3H).

MS m/z 428.2, 430.2 [MtH]*. 'ONMR (400 MHz, DMSO-d¢) &
(s, M), 7.86 (d, J=7.8 Hz, 1H), 7.79 -7.72 (m 2H),
(dd, J= 8.3, 1.6 Hz, 10, 7.47 (s, 1H), 4.94 -4.83 (m,
W, 4.13 -3.99 (m, 1H). 3.61 -3.50 (m 1H), 2.14 -2.06
(m, 1H), 2.03 -1.94 (m, 1H), 1.76 -1.66 (m 2H), 1.41 -
1.22 (m, 4H).

8. 86
7. 68

301

MS m/z 489.1 [M+H]®. 'HNMR (400 MHz, DMSO-ds) & 8.88 (s,
Iy, 8.17 (s, IH), 7.99 (s, 1H), T7.89 (dd,J = 19.9, 8.1
Hz, 2H),7.49 (s, 1M, 4.31 (s, 1H), 4. 18 - 4. 04 (m, 2H),
3.53 (1.7 = 6.1 Hz, 20, 3.19 (s, 20), 2.83 (d. ] = 12.3
Hz, 1H), 2.47 (d, ] = 6.2 Hz, 2H),
(s, I, 1.60 (d,J =12.1 Hz, W), 1.46 (s, I1H).

2.16 - 2.01 (m, 8H), 1.73

302

MS m/z 422.1 IM+H]'. 'HNMR (400 MHz, A% /—Jb-ds) & 8.8
(br s, 1H), 7.55 (d, 1 = 8.4 Hz, 1H), 7.52 (br s, 1H).
.18 (s, W, 7.11 (d, T = 8.5 Hz, 1H), 4.24 - 4. 15 (m,
I, 3.90 (s, 3H), 3.86 - 3.69 (m 3H), 2.47 (d,
Hz, 1H),
Wy, 1.90 (d, T = 13.6 Hz, IH), 1.54 - 1.34 (m, 3H),
- 1,22 (m 1), 2HZ5@Y 5N7ay (NH RN 0H).

0

I =116
2217 (d. T =117 Hz, 1H), 2.01 (d, J = 11.4 Huz,
1. 32

303

MS m/z 444.2 IM+HI*. 'HNMR (500 MHz. DMSO-d)
10, 8.95 (s, IH), 820 (d T = 7.48 Hz, 1H), 7.53 (d, 7
8.5 Hz, 1H), 7.41 (s, 1H), 7.17 - 7.05 (m, 3H, 6.90

(d, J =75 Hz, 11D, 6.88 (s, 1M}, 6.63 (d. J = 8. 09 Hz,
10, 5.43 (LE# 1 = 7.32 Hz, 1H),
3.88 - 3.77 (m 41, 1.60 (d, T = 6.9 Hz, 3H).

g 9.34 (br

S,

4.08 - 3. 94 (m, 11D,

304

MS m/z 437.1 [M+H]I*. THNMR (400 MHz, A%/ —Ib-d) 6 8.6
(s, 1H), 7.71 - 7.24 (m, 2H0), 6.82 - 6.74 (m. 2H), 4.57

(g, 1 = 8.5 Hz, 2H), 4.42 (s, 1H), 3.88 (s, 3H), 3.20 -

307 (m 1W), 2.77 - 2.64 (m, 1H), 2.33 (s, 3H), 2.31 -

199 (m 3H), 1.95 - 1.81 (m, 1H), 1.80 - 1.67 (m 1H),

.67 - .51 (m_IH). NHAGRS SN0,

9

JP 2025-509088 A 2025.4.11

305

MS m/z 424.1 [M+H]'. 'HNMR (400 MHz, A% /—)b-d) & 8.6
(s, IH), 7.52 - 7.41 (m, 2H)., 6.82 - 6.74 (m 2H), 4.57
(@, T = 8.6 Uz, 20, 4.30 - 420 (m, I1H. 3.88 (s, 3H),

2.72 - 2.60 (m 2H), 2.33 - 2.18 (m, 20, 1.43 (s, 3H.

KOO0 %588 5 4178 W,

7

NI

306

MS w/z 463.9, 455.9 [MtHI+; 'HNMR (400 MHz, A% /—Jb-d4)
6 8.75 (s, IH), 7.62 -7.53 (m, 30, 7.49 (s, 1H), 6.89
1= 73. 20z, 1), 4.23 -4.10 (m, 1H), 3.71 -3.58 (m 1H),
2.29 -2.06 (m, 2H), 1.87 -1.756 f(m, 2H), 1.50 -1.37 (m,
4H) . NH B OF OH 2338 80 & 117z b,

(t,
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307 MS m/z 47201, 4741 [M+H]". 'HNMR (400 MHz, A % /—)b-d,)
6 8.77 (s, 1M, 7.75 (d. 1 = 8.0, 2H), 7.64 (d, I = 8.0,
W, 7.51 (s, 1W), 4.15 -4.17 (m, 1H),3.62 -3.64 (m, 1H),
2,10 -2.23 (m 2H), 1.80 -1.81 (m, 2H), 1.48 - 1.48 (m,
4H) . NH X 28 OH 28388 5 s,

308 MS m/z 431.1 [M+H]*. 'HNMR (400 MHz, A% /—)-dy) & 8. 83
(s, 1. 8.71 (d I = 1.6 Hz. 1H), 8. 44 (d, J = 4.0 Hz,
IH), 8.01 (d J =7.6 Ha, 1H), 7.59 (d, J= 8.8 Hz, 1H),
.51 (s, IW, 7.45 - 7.41 (m, 1, 7.10 (dd, J = 2.4Hz, I
= 8.8 Hz. I, 7.02 (s, IH), 5.58 - 5.53 (m IH), 3.90 (s,
), 1.76 {d, T =7 2 Ha, 3H). NHASED SRz,

309 MS m/z 431.0 [M+H]'. 'HNMR (400 MHz, A% /—)-dy) 6 8. 85
(s, IH), 8.72(s. IH), 8.44 (d, J = 4.0 Hz, 10, 801 (d, I
= 8.0 Hz, IH), 7.59 (d. J = 8.8 Hz, 1H), 7.50 (s, IH),
7.45 - 7.42 (m, IH), 7.10 (dd, ] = 2.4 Hz, J = 8.8 Hz.

I, 7.02 (s, [H, 5.56 - 5. 54 (m. I1H). 3.90 (s, 3H),
1.76(d, T = 7.2 Hz, 3. NH M3® St

310 MS m/z 438.1 [M+H]®. 'HNMR (400 MHz, A% /—)b-dy) & 8. 86
(s, 1H), 7.62 (d, 1 = 8.8 Hz, 1H), 7.49 (s, 1H), 7.12 (dd,
I'=8.4,J=2.0Hz, 1H), 7.04 (s, 1H), 4.58 -4.33 (m,

I, 3.91 (s, 3H), 2.07 -1.96 (m 1H), 1.88 -1.79 (m 2H).
177 -1.60 (m, 3H),1.53 -1.42 (m, 20, 1.31 (s. 8H). NH &
X OH 23389 5 4178 .

311 MS m/z 438.1 [M+H]+; 'HNMR (400 MHz, A% /—)b-d)) & 8.86
(s, I1H), 7.62 (d, J= 8.8Hz, 10), T7.48 (s, IH), 7.12 (dd,
I= 8.4, T= 2.4 Hz, 1H), 7.04 (s, 1H), 4.51 -4.31 (m, 1H),
3.91 (s, 8H), 2.06 -1.95 (m, 1H)., 1.91 -1.80 (m 20, 1.76
-1.59 (m, 81, 1.34 -1.41 (m, 2H), 1.31 (s, 3H). NH &TXO0H
FREH 5 7E W,

312 MS m/z 471.1, 473.1 [M+H]*. 'HNMR (400 MHz, A% /7 —Jb-d.)
6 8.76 (s, IN, 7.78 - 7.71 (m, 2H), T7.65 (d, J= 8. 4Hz,
IHY, 7.52 (s, 1H), 4.45 (s, 1M,3.12 - 3. 17 1H), 2.73 -
275 (m 1H), 2.37 (s, 3H), 2.28 -2.30 (m, 20, 2.09 -2.11
(m, 1H), 1.86 -1.88 (m, 1H, 1.74 -1.7 7 (m IH, 1.60 -
1.63 (m, 1H) . NHZGE® &7z,

313 MS m/z 462.2 [M+H]I*. 'HNMR (500 MHz, DMSO-ds) & 8.88 (s,
1M, 804 - 7.95 (m, 20, 7.94 - 7.85 (m, 2H), T7.52 (s,
IH), 5.26 - 5. 16 (m, 1H), 4.35 - 4.21 (m. 1H, 4.21 - 4.03
(m, 2H), 3.98 - 3.82 (m, 2H), 3.71 - 3.62 (m, 1H), 3.43
(t, 7 =11.7 Hz, 1H). 3.13 (L, T = 10.5 Hz, 1H), 2.13
(d, J =11.1Hz IH, 1.70 - 1.59 (m, 1H).

314 MS m/z 408.3 [M+H]*. 'HNMR (500 MHz, DMSO-dy) & 8.83 (hr s,
IH, 8.03 (d, J = 6.4 Hz, 1H). 7.54 (d, I = 84 Hz, 1),
7.44 (br s, [H), 7.13 (s, 1H), 7.09 (d, J = 9.5 Hz, 1H),
4.69 - 4.47 (mo 20), 3.94 (g, 1 = 11.4 Hz, 2H), 3.84 (s,
3, 8.43 (d, J = 5.5 Hz, 20). 2.47 - 2.35 (m. 2. 2.23 -
2.13 (m, I1H), 1.90 (aq, T = 9.6 Hz. 21D.

905 MS m/z 444,38, [MHH]*. 'ONMR (500 MHz, A% /—)-d) o

8.55-8.69 (m IH), 7.335-7.40 (m,
719 (s, 1H), 7.13 (s, 1H), 4.15

3.84 (s, 3H), 2.48-2.66 (m, 2H),
(s, ). NH B TXOH A%38% 5 417z .

1, 7.22-7.32 (m, 1H),
(HEH, 1=8.0 Hz, 11,
2.05-2.33 (m 2H0). 1. 34
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316 MS m/z 458.3. [IMtHI. 'HNMR (400 MHz, A% /—)b-ds) 4 :

§. 64 (s, 1M, 7.37 (s, IH), 7.24-7.28 (w, IH), T7.19 (s,
1, 7.10-7.15 (m, 1H), 3.96-4.13 (m, IH), 3.84 (s, 3H),
3.00-3.59 (m IHY, 2.11-2.19 (@, 1H. 1.95-2.06 (m, 1H),
1L67-1.72 (m, 2H), 1.26-1.50 (m, 4H) . NH ETFOH 725588 5 #1173
W,

31T MS m/z 405.3 [M+H]*. 'HNMR (400 MHz, A% /—)b-dJ o 8.8l
- 870 (m 1M, 7.53 - 7.48 (m, I1H), 7.43 - 7.39 (m 2H),
7.39 - 7.34 (m, IW), 4.54 - 4.36 (m, IHW), 3.83 - 3.67 (m,
200, 3.61 - 3.45 (m, 1H), 3.04 - 2.88 (m. 1H)., 2.65 - 2.5
(m, 5H). 2.45 (s, W), 2.20 - 2.09 (m IH), 2.06 - 1.94
fm, I1H), 1.90 - 1.79 (m, 1H)., 1.76 - 1.64 (m, IH . NHE-—
27 IRER 6T W,

318 MS m/z 392.3 [M+HI'. 'HNMR (500 MHz, A% /—Jb-dy) 6 8.73
(s. 1H), 7.51 - 7.46 (m 1H)., 7.45 - 7.39 (m 2H)., 7.38 -
7.33 (m IH), 4.29 -4.24 (m, 10, 3.77 (q. J = 11.1 Hz,
20, 2,72 - 2,61 (m 21D, 2.45 (s, 30, 2.31 - 2.23 (m,
20), 1.44 (s, 30 . NH B OH E—2ARD 50780,

319 MS m/z 366.3 [M+H]'. 'HNMR (400 MHz, A% /—)b-ds) 6 8.7l
(s, 1M, 7.41 (s, 1H), 7.32 (d, J = 8 4 Hz. 1H), 6.87 (dd,
I =8.4, 2.1 Hz, 1H), 6.61 (d, T = 1.9 Hz, 1), 4.27 (HE
o1 = 8.0 Hz, 1H), 3.84 (s, 3W), 2.71 - 2.60 (m 2H),
2.33 - 2.20 (m, 2H), 1.94 - 1.85 (m 1H). 1.44 (s, 3H),
0.83 - 0.74 (m, 20, 0.71 - 0.62 (m 2H). NHKZXOH 8585
LY,

320 MS m/z 365.3 [M+H]'. 'HNMR (400 MHz, A% /—Jb-di) & 8.67
(s. 1), 7.44 (s, 1M, 7.33 (d. 1 = 8.4 Hz, 1H, 6.88 (d,
1 =83 Hz. I1H)., 6.60 (s, 1H), 5. 14 - 4.96 (m, [H), 3. 84
(s, 3H), 3.57 - 3.43 (m, 2H). 2.80 - 2.65 (m 1H), 2.44 -
2.26 (m 1H), 1.99 - 1.81 (m, 1H), 0.89 - 0.76 (m, 2H),
0.72 - 0.58 (m, 2H). NHZARER S 7.

321 MS m/z 380.3 [MtHI'. 'HNMR (400 MHz, A% /—J)-dy) 6 8.74
(s. 1H), 7.40 (s, 1M, 7.32 (d. ] = 8.4 Hz, 1H), 6.88 (dd,
I'=8.4, 2.1 Hz, 10, 6.60 (d T = 1.9 Hz, [H), 4. 14 (s,

1), 8.84 (s, 3H), 3.65 (d J = 9.6 Hz, IH), 2.26 (s, 1H),

Hz
2.12 (d, 1 =10.2 Hz, 1D, 1.91 (d, J = 8.8 Hz, [H), 1.82
2

(d, J =16.8 Hz, 20, 1.44 (h, J = 12.4 Hz, 4, 0.78 (d,
T =8.0Hz, 20, 0.66 (d T = 5.0 Hz, 2H). NH KTFOH 2%
5.

322 MS m/z 464.2 [MtH]*. 'HNMR (400 MHz, A% /—Jb-dy) 6 8.80

(s, IH), 7.96 (d, J =81 Hz, 1D, 7.91 (d. T = 8.1 Hz,
1m, 7.83 (s, 1),

7.57 (s, 1H), 4.38 (s, 1H), 4.05 (dd, ]
= 11.1, 5.0 Ha, 1H), 4.02 - 3.94 (m IH), 3.84 - 8.72 (m,
IH), 3,56 (t, T = 11.9 He, 1H). 3.27 ((, J = 10.6 Hz, 1H),
2.38 - 2.18 (m 1D, 1.85 - 1.72 (m, 1H. NH K OHZ338%
SN,
323 MS m/z 484.2 [M+H]'. 'HNMR (400 MHz, A% /—Jb-di) 6 8.90
(s, IH), 7.98 (d, J = 8.1 Hz, IH), 7.88 (d. ] = 8.2 Hz,
IH), 7.82 (s, IH), T7.56 (s, IH), 7.16 (L, J = 7.9 Hz, 1H),
6.97 (d, 7 = 7.6 Hz, IH), 6.94 (s, IH), 6.68 (d. J = 8.0
Hz, 1H), 5.50 (g, 1 = 6.8 Hz, 1H), 1.71 (d, I = 6.9 Hz,

JH) . NH R OF OH 25388 57y,
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324 MS m/z 462.2 [M+H]'. 'HNMR (400 MHz, A% /—)-d)) 6 8.77
(s, 1), T7.96 (d, J = 8.0 Hz, 10, 7.90 (d, T = 8.1 Hz,
10, 7.83 (s, IH), 7.55 (s, 1H), 4.62 (HHEHR ] = 8.3 Hz,
1. 3.45 (d. 1 = 5.9 Hz, 2H), 3.37 (s, 3H), 2.71 - 2. 60
(m, 20). 2.47 - 2.34 (m, H), 2.09 - 1.94 (m 2H).

325 MS m/z 476.2 [M+H]'. 'HNMR (400 MHz, A% /—)b-dy) & 8.79
(s, MW, 7.96 (d, T = 8.0 Hz, 1H), 7.90 (d, T = 8.1 Hz,
10, 7.83 (s, IH), 7.55 (s, 1H), 4.51 (H#EH, 1 = 8.2 Hz,
1H), 2.56 - 2.46 (m, 2H), 2.25 - 2.16 (m, IH), 2.16 - 2.07
(m, 2, 1.17 (s, GH). NH zfOH 3% 57z,

326 MS m/z 422.3 [M+H]'. 'HNMR (400 MHz, A%/ —)-dy) & 8.73
(s, IH), 7.53 (d, T = 8.5 Hz, 1H), 7.44 (s, 1H), T7.12 (s,
W, 7.09 (dd, J = 8.3, 2.1 Hz, 1H), 4.57 (HEH, T = 8.1
Hz, 1H), 3.89 (s, 30, 3.80 (q, J = 11.0 Hz, 2H). 3.45 (d.
J = 6.0 Hz, 2H), 3.37 (s, 3H), 2.68 - 2.58 (m 2H), 2.48 -
2.32 (m, 10, 2.05 - 1.93 (m, 20).

327 MS m/z 436.3 [M+H]'. 'HNMR (400 MHz, A% /—Jb-ds) 6 8.74
(s, 1M, 7.53 (d, J = 8.5 He, [H), 7.44 (s, 1), 7.12 (s,
IH), 7.10 (dd, ] = 8.6, 2.4 Hz, I1H), 4.46 (FHELH T = 8.2
Hz, 1H), 3.90 (s, 3H), 3.80 (q, T = 10.9 Hz, 2H), 2.60 -
2.43 (m, 200, 2.24 - 2.14 (m, IH), 2.14 - 2.04 (m, 2H),
1.17 (s, GH).

328 MS m/z 473.3 [M+H]'. 'HNMR (500 MHz, A% /—Jb-dy) o6 8.73
(s, W, 7.78 (d. T = 8.6 Hz. IH), 7.54 (s, 1H), 7.38 (d,
I = 8.4 Hz, [H), 7.34 (s, 1H), 7.07 (t, T = 73.0 Hz, 1H),
4.90 - 4.82 (m, 1H), 3.62 - 3.50 (m 1H), 3.50 - 3.41 (m,
1H), 3.03 (s, 3H), 2.48 - 2.29 (m, 1), 2.28 - 2.14 (m,
10, 2.14 - 2.00 (m, 2H) . INH A3&40.

329 MS m/z 473.3 [M+H]*. 'HNMR (500 MHz, A% /—)b-ds) 6 8.74
(s, IH), 7.94 (s, IH, 7.88 (d, T = 8.1 Hz, 1H), 7.84 (d,
] = 8.2 Hz, 1H), 7.51 (s, IH), 3.96 (d. T = 10.8 Hz, 1H),
3.91 (d, T = 11.0 Hz, TH), 3.60 - 3.51 (m, 1H. 3. 50 -
3.43 (m, 1H), 3.04 (s, 3H), 2.44 - 2.33 (m, [H), 2.29 -
2.15 (m, 1H), 2.14 - 2.00 (m, 2H). 7Ok N-CHHIEZ)LH
KOE—7 EBEHL TWD.

330 MS m/z 435.3 [M+H]'. 'HNMR (500 MHz, A% /—Jb-dy) 6 8. 8§2
(s, IH), 7.60 (s, I1H), 7.54 (d, T = 8 4 Hz, IH), T.15 (s,
M, 711 , J =82 Hz, 1H, 4.89 - 4.81 (m, 1H, 3. 91
(s, 3H), 3.81 (d, J = 11.2 Hz, 1M, 3.77 (d, 1 = 11.2 Hz,
1H, 3.61 - 3.50 (m, T1H). 3.50 - 3.41 (m, 1[1H, 3.03 (s,
SHY, 2.55 - 2.32 (m, 1H), 2.30 - 1.95 (m 3H). NHZA@E®H SN
AR

331

MS m/z 462. 1 [M+HI®. 'HNMR (400 MHz, A% /—)-ds) & 8.79
(br s, W), 7.77 (d. 1 = 8.5 Hz, IH), 7.58 (br s, 1H),
7.37 (d, 7 =88 He, 1), 7.33 (s, 1M, 7.06 (1, T = 72.7
Hz, [H), 4.40 - 4.27 (m, 1H), 4.04 (dd, J = 11. 1, 4.8 Hz,
(B, 3.98 (dd, I = 11.6, 4.0 Hz. 1H), 3.76 (td, J = 9.3,
5.0 Hz, 1), 3.86 (1, J = 11.7 Hz, 1H), 3.26 (t, 1 = 10.
Hz, 1H), 2.26 (d, 1 = 12.9 Hz, 1H), 1. 78 (ad. J = 12.4,
4.4 Hz, 1H). 20 2%3E8 S 37z (NH K 28 OH).
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332 MS m/z 394.4 [M+H]". T'HNMR (500 MHz, A% ./ —Jb-ds) 6 8.85
(s, 1, 7.81 - 7.50 (m, 2H), 7.39 (d. 1 = 7.8 Hz, 1H),
7.36 (s, 1H), 4.53 - 4.11 (m 1H), 2.74 - 2.62 (m. 2H),
2.51 (s, 3H), 2.40 - 2.25 (m, 2H), 1.46 (s, 3H). 1 NH Feot|
OR 23588 & #1735 L.

333 MS m/z 403.2 [M+H]+: 'HNMR (500 MHz, A% /—Jb=d) & 8.70
(s, 10, 7.60-7.57 (m, 2H), 7.51 - 7.42 (m, 1H), 7.35 (s,
I, 5.13 - 5.02 (m, 1H), 3.57 - 3.45 (m, 2H,6 2.84 -
2.68 (m, I1HY, 2.44 - 2.28 (m, 1H), 2.04 - 1.89 (m [H),
0.89 (d, T =73 Hz, 2D, 0.74 (d, J = 5.2 Hz, 21D. NH E—
205 5 .

334 MS m/z 420.3 [MtHI'. 'HNMR (500 MHz, A% /—J)-d) 6 8.78
(s 1H), 7.63 -7T.61 (m 20, 7.45 (s, IH), 7.36 (s, IH),
4.45 - 4,23 (o 10, 4.09 - 400 (m 1H), 401 - 3.93 (m
IH), 3.81 - 3.72 (m, 1H), 3.58-3.53 (m IH)Y, 3.29 - 3.22
(m, 1HY, 2.36 - 2.21 (m IH)., 1.99-1.97 (m 1H). 1.79-1.74
(m 10, 0.88 (d, T =8.4Hz, 2H), 0.74 (d, T = 5.2 Hz,
2H) . NH RO OH E—2 AR 570,

335 MS m/%z 462.2 [MEH]'. 'HNMR (400 MHz, A% /—JL-d4) & 8.85
(s, I1Hx2, cis B2\ (rans), 8.00 - 7.95 (m 1Hx2, cis B®
trans), 7.94 - 7.89 (m 1Hx2, cis &0 trans), T7.85 (s,
1Hx2, cis &0 trans), T7.62 (s, 1Hx2, cis KO trans), 4.81 -
4.70 (m, 1H cis/trans)., 4.70 - 4.55 (m. IH. cis/trans),
3.57 (s, 2H, cis/Lrans), 3.44 (s, 2H, cis/trans), 2.65 -
2.54 (m, 2H, cis/trans), 2.33 - 2.25 (m 2H, cis/trans),
2.24 - 2.16 (m, 20, cis/trans), 1.99 (t, J = 10.3 Hz, 2H,
cis/trans), 1.29 (s, 3H cis/trans), 1.24 (s, 3H,
cis/trans). #1:1 DD cis/trans 5. NH LT OH 28388 5
7z,

336 MS m/z 422.3 [M+H]I®. 'HNMR (400 MHz, A% /J—Jb-d4) & 8.78
(s, IH), 7.55 (d, T = 8.5 Hz, IH), 7.48 (s, 1H), 7.14 (s,
W), 7.12 . J = 10.2 Hz, 1H), 4.69 - 4.54 (m. 1H. 3.91
(s, 8H), 38.81 (q. J = 11.0 Hz, 2H), 3.57 (s, 2H), 2.62 -
2.54 (m, 21, 2.02 - 1.92 (m, 2H), 1.24 (s, 3H). NH EZXOH
ERD 5 A7 .

337 MS m/z 422.3 [MtHI*. 'HNMR (400 MHz, A% /—=-d) & 8.68
(s, I1Hx2, cis %X trans), 7.49 - 7.28 (m, IHx2, cis KX
trans), 7.05 - 6.96 (m, 1Hx2, cis &?8 trans), 4.66 - 4.55
(m, 1H, cis/trans), 4.54 - 4.43 (m, 1H cis/trans), 3.79
(s, 3Hx2, cis XX trans). 3.70 (q. T = 10.4 Hz, 4H, cis &8
trans), 3.45 (s, 20, cis/trans), 3.32 (s, 2H_ cis/trans),
2.501 = 2.42 (m, 2H, cis/trans), 2.20 - 2.11 (m, 2H,
cis/trans), 2.11 - 2.02 (m 20, ecis/trans), 1.90 - 1.79
(m, 2H, cis/trans), 1.17 (s, 3H. cis/trans), 1.12 (s, 3H,
cis/trans). #1:1 Lo cis/trans BE&H. NI L 0H B0 5
N7z,

338 MS m/z 438.3 [MHH]*. 'HNMR (400 MHz, A% /—)b-dy) & 11
NMR (400 MHz, A% /—J)b-d4) a6 8.76 (s, 1H), 7.63 (d ] =
8.6 Hz, 1), 7.50 (s, 1H), 7.12 (d. T = 8.7 Hz. 1H), T7.04
(s, I1H), 4.47 (FHE#H, 1 =7.8 Hz, 0, 3.92 (s, 3W., 2.57
- 2,42 (m 2H). 2.24 - 1.99 (m, 3. L.17 (s, 6H). NH R
OH 78388 5 3173 10,
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339 MS m/z 474.2 [M4#H]". 'HNMR (400 MHz, A% /—J)-dy) & 8.79
(s, IH), 7.92 (s, 1H), 7.89 - 7.80 (m. 2H). 7.49 (s. 1H,
4.57 - 4.39 (m, 1H), 3.95 (g, 1 = 10.9 Hz, 2H), 2.60 -
2.40 (m, 2H), 2.28 - 2.02 (m 3W., 1.17 (s, 6H). NH }zf0H
RFRD 6 NTE L,

340 MS m/z 462.2 [M+H]®. 'HNMR (400 MHz, A% /—J-dy) 6 8.79
(s, 1H), 7.96 (d, I = 8.1 Hz, 1H), 7.90 (d, T = 8.3 Hz,
1H), 7.83 (s, 1HY, 7.55 (s, 1H), 4.80 - 4.66 (m, I1H), 3.42
(s, 20H), 2.31 - 2.23 (m, 2H), 2.22 - 2.13 (m 2H), 1.27
(s, 3H). NH EXOH 2388 5 17z .

341 MS m/z 422.3 [MtH]®. 'HNMR (400 MHz, A%/ —)k-dy) & 8. 80
(s, 1H), 7.70 - 7.35 (m, 2H), 7.15 - 7.056 (m, 2H), 4.71 (&
Hifg, 1T = 8.1 Hz, 1H), 3.89 (s, 3H), 3.80 (g, J = 11.0 Hz.
20, 3.42 (s, 20), 2.32 - 2.22 (m, 2H), 2.20 - 2.12 (m,
2HY, 1.27 (s, 3H). NH KX OH 2838 &5 4175 Wy,

347 MS m/z 424.3 [M+H]'. 'HNMR (400 MHz, A% /—Jl-dy) & 8. 80
(s, 1H), 7.63 (d, T = 8.6 Hz, 10, 7.55 (s, 1H), 7.12 (d,
I =8.6 Hz, 1M, 7.04 (s, 1H), 4.72 (F#@E#, 1 = 8. 2 Hz,
I1H), 3.92 (s, 3H), 3.42 (s, 2H), 2.31 - 2.21 (m 2H), 2. 21
- 2,12 (my 2H), 1.26 (s, 3H). NH EOXOH 233 570,

343 MS m/z 460.2 [M+H]'. 'HNMR (400 MHz, A% /—)b-ds) & 8. 80
(s, 1H), 7.92 (s, 10, 7.89 - 7.78 (m, 2H), 7.51 (s, 10,
4.74 (HIEH, T = 7.9 Hz, 1H), 3.95 (q. T = 10.9 Hz, 2H),
3.43 (s, 2H), 2.31 - 2.23 (m 2H), 2.23 - 2.14 (m, 2H),
1.27 (s, 3H). NH M ¢fOH 43388 5 17z,

344 MS m/z 375.3 [M+#H]®. 'HNMR (500 MHz, A% /J—Jb-dy) o 8.6l
(s, 1H), 7.35-7.42 (m, 20), 7.03-7.16 (3, 20), 6.46-6.93
(m, 1H), 4.15 (FHEH, J=7.9 Hz, [H), 2.46-2.72 (m, 2H),
2.37 (s, 3H), 2.00-2.23 (m, 2H), 1.34 (s, 3H). NH %zX0H 7%
P 5 LT,

345 MS m/z 402.3, [M+H]®. 'HNMR (500 MHz, A% /—)b-di) 6
8§.51-8.76 (m, 1H), 7.29-7.50 (m, 2H), 6.94-7.08 (m, 2H),
6.44-6.91 (m, 1H), 4.15 (FHEH, J=7.9 Hz, 1H), 2.45-2.67
(m, 2H), 2.08-2.27 (m, 2H), 1.85-2.05 (m, 1H), 1.34 (s,
UV, 0.90-1.11 (m 20, 0.61-0.78 (m, 2H). NH J&?FOH #3328
5373,

346 MS m/z 420.5 [M+H]®. 'HNMR (500 MHz, A% /7 —)L-dy) o6 8.86
(s, 1H), 7.87 - 7.48 (m, 2H), 7.25 (d, J = 7.9 Hz, 1H),
7.22 (s, 1H), 4.41 - 4.10 (m. 1H). 2.80 - 2.56 (m 2H),
2.45 - 2,21 (m, 2H), 2.19 - 1.93 (m 1H), 1.46 (s, 3H),
1.20 - 1.04 (m, 2H), 0.98 - 0.71 (m, 2H). | NHEZX1 OH #3:R
¥ 5730,

347 MS m/% 394.6 [M+H]I". 'HNMR (500 MHz, A&/ —J)k-d) 6 8.86
(s, IH), 7.96 - 7.46 (m, 2H), 7.839 (d, J = 7.7 Hz, 1H),
T.36 (s, 1H), 4.68 - 4.49 (m, 1H), 3.63 - 3.58 (m, 21,
2.82 - 2.59 (m 20, 2.50 (s, 3H), 2.42 - 2.26 (m, 1H),
2.13 - 1.86 (m, 2H). | NH RTX 1 OH 2338 & 4173 W,
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348

MS m/z 418.3 [M+H]".
(br s, 10, 7.56 - 7.39 (m, 2H
= 8.0 Hz, 1H), 4.25 (FHIEH,
1.1 Hz, 2H), 2.70 - 2.63 (m,
2.06 - 1.98 (m, IH), 1.44 (s,
0.83 - 0.76 (m, 2H).

20)
3H) .

'HNMR (400 MHz,
). 729 (s,
1= 8.0 Hz,

AGED B NA L

AY = )=dy) 0
1, 7.22
1H),
2.32 - 2.24 (m,
[.11 - 1.04 (m 2
(NH J2 2X 0H) .

.77 (o, ] =
M),

8. 77
d, ]

0,

349

'HNMR
39 (m, 20

MS m/z 418.3 [M+H]".
(br s, 1H), 7.56 - T.
(d, T =17 88 Hz, 11,
(q, I 10. 9 Hz, 2H),
2.58 (m, 2H), 2.44 -
1.07 (g, 1 = 6.2 Hz,
7nty (NH K28 OH).

3. 59 (d,
2. 26 (m,
20,

1),

(400 MHz,
), T7.29 (s,
4. 57 (R,
J = 6.0 Hz,

0.86 - 0.76 (m,

AH ) —=)b=d4) 0
1), 17.22
I = 8.1 Hz, 1H),
20), 2.69
2.06 - 1.92 (m, 3
20) .

AL /A R R g

8. 76

3. 11

.

MS m/7z 417.3 [M+H] .
(br s, IH), 7.50 - 7.41 (m, 2H
(d, T =17.88 Hz, 1H), 5. .06 (t
fq, T = 11.0 Hz, 2,
1H), 2.42 - 2.31 (m, 1H),
(m, 2H), 0.82 - 0.76 (m 2.

), T7.30 (s,
., 1 =8.6 Hz,
3. 60 - 3.39 (m,

20 R & 75

'"HNMR (400 MHz,

2.07 - 1.98 (m,

A I —=)b-dy) 0
1H), 7.22

IH), 3.7
2.81 - 2.
1, 1.12
(2 NH)

A

8. 68

5
69 (m,
- 1.03

MS m/z 434.3 [M+H]*. 'HNMR
(br s, 1), 7.50 - 7.40 (m,
(d. 1 = 8.1 Hz, 1H),
L1 4.9 Hz, 1H), 3.98 (dd,
3.67 (m 3H), 3.55 (L, I =
Hz, 1H), 2.26 (br d, J = 12.5
1, 1.78 (ad, T = 12.4, 4.5 H
0.86 - 0.74 (m, 2H).

Hz,

%, 1H),
078588 5 ey (NH B TX OH) .

(400 MHz,
2H)
4.39 - 4.23 (m,

I =116,
Il. 3 Hz,

T-128 (s,

|

AF 7 —)=di) 6
10, 7. 22
4. 04 (dd,
1H),
3.26 (L, ]

1H) .
3.9 Hyz,
M),

H),

L. IiT =

.11 - 1.93 (m,
.04 (m,

8. 77
] =
3. 85 -
= 10.3

21) .

MS m/z 431.3 [M+H]®. 'HNMR
(br s. 1H), 7.49 - 7.38 (m, 2H
(d, J =17.9 Hz, 1H),
1.1 Hz, 2H), 3.43 -
2.71 - 2.42 (m, 5H),
2, 191 - 1.62 (m 2H),
(m, 20). 1HA%EE 5470 (NH).

3.32 (m,

1H)

(400 MHz,
). 729 (s,
4.57 - 4. 34 (m,

2.26 - 2.06 (m,

1.138 - .03 (m,

AZ S —=Il-dy] &
I, 7.23
I, 3.76 (q, 1
3.09 - 2.92 (m |
1H)

20, 0. 8¢

2.06 - 1.9
2

8. 75

H) .
4 (m,
- 0.76

MS m/z 432.3 [M+H]".
(br s, I1H), 7.54 - 7.39 (m 2H
(d, J = 8.0 Hz, 1), 4.27 - 4.
3H), 2.47 (br d, I = 11.3 Hz,
Hz, 1H), 2.06 - 1.96 (m, 2H),
1.20 (m, 4H), .11 - 1.03 (m,
MDAy (NH Ko~ ol) .

), 7.29 (s,
(m,

13
1),

1.96 - 1. 84 (m,

M,

'HNMR (400 MHz,

AF S —I-dy) o
1, 7.22
1, 3.83 -
2,17 (br d, J =1
1, 1
0.83 - 0.76 (m,

3. 69 (m,

20 . 2H

8. 74

2.1

~ 88 =

MS m/z 454.3 [M+H] .
(br s, IHY, T7.47 - 7.47 (m,
(m, 2H), 6.97 (d,
(d, I = 7.9 Hz,
2. 2,05 -
.00 (m, 21,
OH) .

1 =179 Hz,
1H), 5.53 - b.
197 (m, 1H), 1.70

0.82 - 0.75 (m,

11,

39
(d,

21) .

'INMR (400 MHz,

2, T.27 (s,

(m,

AY J—Iv=ds) 6
1), 7.23
6.93 (s, 1H),
1), 3.85 -
I =6.8 Hz, 3l),
PR oRE b

6. 68
3.61 (m,

8. 93
- T.13

I. 12 =
(NH B TX
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399

(s. 1H), 810 - 7.52 (m, 2H), 7.40 (d. J = 7.8 Hz, I1H),
.37 (s, 1H), 4.78 - 4.49 (m, 1H), 4.11 - 3.83 (m, 2H),
3.86 - 3.78 (m, 1H), 3.54 - 3.43 (m, [H), 3.31 - 3.23 (m,
M, 3.22 - 3.10 (m 2H), 2.51 (s, 3H), 2.32 - 2.11 (m,
20, 2.08 - 1.9% (mo 1HY, 1.95 - 1.85 (m [IH). 1 NH BeT¥|
O 25588 5 #17z .

MS m/z 437.1 [M+H]'. 'HNMR (500 MHz, A% /—)b-dd) & 8. 95

399

(s, 1H), 7.66 - 7.56 (m- 2H), 7.44 (s, 1H), 7.36 (s, 1H),

Hz, 2H), 2.05 - 1.89 (m [H), 1.44 (s, 3H), 0.93 - 0.83
(m, 2H), 0.73-0.71 (m_ 2H), NH %O OH E—2 7889 5317z 0.

MS m/z 404.3 [M+HI". 'HNMR (500 MHz, A% /—Jb-dd & 8.75

4.35 - 4.18 (m 1H), 2.73 - 2.59 (m, 2H), 2.28 (1, J = 9.8

400

(s, IH), 7.94 (s, 1M, 7.89 (d, T = 8.3 Hz, [H), 7.85 (d,
] =

.79 (m, 4H), 3.63 - 3.47 (m, I1H), 3.40 - 3.35 (m, 1H),
2

¥ 5.

MS m/z 462.3 [MtH]*. 'HNMR (500 MHz, A% /—Jb-d) & 8.88
8.1 Hz, 1H), 7.60 (s, 1H), 4.43 - 4.22 (m 2H), 4.09 -

30 - 2.03 (m, IH), 1.96 - 1.64 (m, 1H). 1 NH &zt 1 OH A%

401

(s, 1H), 7.92 (s, 1H), T7.85 (dd, J= 8.2 Hz, 20), 7.49 (s,
I, 4.33 (s, IH), 4.31 - 4.25 (m, 1H), 4.00 - 3.89 (m,

MS m/z 460.1 [M+H]*. 'HNMR (400 MHz, A% /—)b-ds) & 8.94

2H), 2.06 -1.91 (m, 2H). 1.89 - 1.81 (m 2H), 1.71 - 1.68
(m, 2H), 1.51 - [.49 (m, 2H). NH BTFO0H E—2 2388 51730,

402

- 8. 71 (m, IH), 7.53 - 7.46 (m, 1H), 7.46 - 7.39 (m, 2H),
.39 - 7.33 (m, 1H), 4.43 - 4.24 (m, IH). 4.10 - 4.01 (m

(m, 1H), 3.28 - 3.22 (m, 1IH), 2.45 (s, 3H), 2.34 - 2.20

MS m/z 408.3 [M+H]'. 'HNMR (400 MHz, A%/ —Jb-ds) 6 8. 82

1, 4.01 - 3.93 (m 1H), 3.83 - 3.68 (m 3H), 3.61 - 3.50

(m, IH), 1.86 - 1.67 (m, 1H). NH BRTXOH E—2 2358% & 1/z 0.
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J= 8.1 Hz, 1H), 7.89 (d, J= 8.1 Hz, 1H), 7.81 (s, 1H), 6.51 (s, 1H), 4.39
- 4.31 (m, 1H), 2.71 - 2.61 (m, 2H), 2.54 (s, 3H), 2.36 - 2.26 (m, 2H), 1

.44 (s, 3H).
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L&t

AR b F—F

306

MS m/z 489.2 [M+HI®. 'HNMR (400 MHz, A% /—J)-dJ) & T7.89
7.80 (m, 1H), 7.77 - 7.70 (m, IH), 7.67 (s, 1H), 6.94 (t,
= 73.0 Hz, 1. 6.51 (s, IH), 5.04 (d, ] = 47.9 Hz, IH),

4.83 - 477 (m, 1H), 3.23 - 3.07 (m. IH)., 2.80 - 2.59 (m

I

3H), 2.87 - 2.47 (m, 4H), 2.45 - 2.31 (m 1H), 2.20 - 1.97
(m, 1H), 1.20 (1, 1 =1T7.1 Hz, 3H). 2 HAS@E® SNV (NHED

CHIZA S J —I)v- da®D T F IV TR .

30T

MS m/z 499.0, 501.0 [M+HI*. 'HNMR (400 MHz, A% /—Jb=di)
8.90 (s, IH, FIWA—K CH, 7.82 - 7.69 (m, 2H), 7.64 (d,
= 8.3 Hz, 1H), 6.49 (s. 1H), 4.57 - 4.44 (m, 1H), 3.23 -
.15 (m, 1H), 2.92 - 2.76 (m, I1H)., 2.63 (a. T = 7.5 Hz,

e

0
]

20), 2.58 - 2.34 (m, 5H), 2.15 - 2.01 (m IH), 1.97 - 1.84
(m, 1H), 1.84 - 1.67 (m 20, 1.18 (t, T = 7.4 Hz, 3H). NH

B 6 7R,

308

MS m/z 423.1, 425.0 [M+HI'. 'HNMR (400 MHz, A% /—Jb-dy)
8.51 (s, 1H, &), 7.61 (d, T = 9.13 Hz, 1| H, 7.47 -

7.42 (m, 2H), 6.88 (t, J = 73.54 Hz, 1H), 6.48 (s, 1H),
4.54 - 4.46 (m, [H), 3.28 - 3.20 (m. IH), 2.97 - 2.82 (m,
W, 2.71 - 2.61 (m, 1H), 2.60 - 2.56 (m, 1 H, 2.53 (s,
SH), 2.52 (s, 3 H), 2.15 - 2.02 (m 1H), 2.02 - 1.89 (m,
1B, 1.89 - 1.67 (m 2H). IHAA@SH S 41720 (NH).

o

0

399

MS m/z 441.5 [M+H]'. 'HNMR (400 MHz, A% /—)b-dy) & 8. 48
(s, 1H, F®), 8.12 (s, IH, 801 (d J = T7.63 Hz, 1 H),
7.94 (d, J = 8.88 Hz, 1 H), 7.17 (t, T = H4.41 Hz, 1 H),
6.08 (s, 1H)., 4.59 - 4.47 (m, 1H), 3.42 - 3.34 (m, 1H),
3.08 - 2.92 (m, 1H), 2.82 - 2.64 (m, 2H), 2.61 (s, 3H),
2.54 (s, 3H), 2.19 - 2.05 (m, 1H)., 2.05 - 1.94 (m, [H),
.91 - 1.74 (m. 2H). 1HA@S S8z (NH).
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(182) JP 2025-509088 A 2025.4.11

360 MS w/z 429.2 [M+HI®. 'HNMR (400 MHz, A% /—)k-ds) & 8.45
(s, IH, FEE), 7.47 (d, J = 8. 63 Hz, 1H), 7.12 d, T =
§.63 Hz, 1H), 7.07 (s, IH), 6.79 (t, J = 75.67 Hz, 1H),
6.47 (s, 1H), 4.59 - 4.46 (m, 1H), 3.58 - 3.43 (m, 1H),
3.22 - 306 (m, I1H), 2.99 - 2.77 (m, 20). 2.72 (s, 3H),
2.52 (s, 3H), 2.24 - 2101 (m, 1H), 2.11 - 1.97 (m 2H),
1.97 - 170 (m, 2H), 1.16 - 1.03 (m 20, 0.86 - 0.74 (m,
21’” 1H fl{lvu&)"'#lf&b‘ (NH)

361 MS m/z 403.3 [M+H]". 'HNMR (400 MHz, A% /—I-d4) 6 8. 42
(s, 1H, ), 7.48 (d, T = 7.8 Hz, 1H)., T7.24 (d, = 8.0
Hz, IH), 7.21 (s, 1H), 6.80 ((, J = 74.29 Hz, IH) 6 48
(s, 1M, 4.62 - 4.50 (m, 1H), 3.68 - 3.55 (m, [H), 30 -
3.22 (m, 1H), 3.10 - 2.85 (m,2 2H), 2.81 (s, 3H). 2. 52 (s,
M, 2.47 (s, 3H), 2.24 - 2.05 (m, 200, 1.97 - 1.81 (m,
20) . 1H 28388 S b (NH) .

362 MS m/z 407.1, 409.0 [M+H]I®. 'HNMR (400 MHz, A% /—Ib-dy) &
7.83 (s, IH), 7.74 - 7.66 (m, 2H), 7.08 (t, J = 55.7 Hz,
I, 6.53 (s, IH), 4.49 - 4. 41 (m, 1H), 3.09 - 2.88 (m,
I, 2.73 - 2.57 (m, 1H), 2.53 (s, 3H), 2.47 - 2.27 (m,
o), 2.09 - 1.94 (m, 1H), 1.94 - 1.81 (m, 1H), 1.80 - 1.63
(m, 2H). 1HA%EH SN (NH).

363 MS m/z 413.4 [M+H]*. 'HNMR (400 MHz, A% /—J-di) & 8. 48
(br s, IH #), 7.57 - 7.52 (m 20), 7.37 (d, I = 8.4 Hz,
I, 7.00 (t, I = 55 66 Hz, IH), 6.51 (s, IH), 4.56 - 4.44
(m, 1H), 3.42 - 3.34 (m, 1H), 3.10 - 2.95 (m ), 2.82 -
2.65 (m, 2H), 2.63 (s, 3H), 2.52 (s, 3H). 2.16 - 1.94 (m,
s, 1.92 - 1.70 (m, 2H), .14 - 1.07 (m, 2H), 0.87 - 0.77
(m, 2H). 1HA%EH S A0 (NH).

364 MS m/z 387.3 [M+H]'. 'HNMR (400 MHz, A#& /—JLk-ds) 6 8.53
(br s, I1H, F®), 7.67 (s, 1 H, 7.56 (d. T =8 25 Hz, |
H, 7.49 (d, T = 8.63 Hz, | H), 7.01 (d, T = 55.7 Hz, 1H),
6.48 (s, IH), 4.58 - 4.40 (m, 1H), 3.18 - 3.01 (m, 1H),
2.83 - 2.66 (m IH), 2.56 - 2.39 (m, 11H), 2.09 - 1.98 (m,
10, 1.97 - 1.84 (m, 1H), 1.83 - 1.64 (m, 2. IH#FEDHEN
Za by (NH) .

365 MS m/z 489.3 [M+H]'. 'HNMR (400 MHz, A% /—Jb-ds) & 7.95
(d, 7 =81 Hz, [H, 7.90 (d, I = 8.9 Hz, I1H, 7.82 (s,
I, 6.51 (s, [H, 4.56 - 4.45 (m, 1H, 3.12 - 3.03 (m,
IH) . 2.80 - 2.66 (m IH), 2.62 - 2.48 (m, 5H). 2.48 - 2.30
(m, 2H), 2.12 - 1.99 (m, [H), 1.93 - 1.82 (m IH), 1.82 -
.65 (m, 2H), 1.15 (t, J = 7.3 Hz, 30 . NHZS@®H Sz,

366 MS w/z 467.3 [M+H]*. 'HNMR (400 MHz, A% ./ —)-dy) & 8. 54
(s, IH, &I A—F CH, 7.61 (d. J = 8.1 Hz, 10, 7.42 (dd, ]
= 8.1, 1.9 Hz, IH), 7.33 (s, 1H), 6.49 (s, 1H), 4.57 - 4.47
(m, 1H), 8.00 - 2.84 (m IH), 2.79 - 2.65 (m, 20, 2.65 -
2.40 (m, TH, 2.16 - 2.04 (m, 1H), 2.02 - .89 (m, 1H),
.87 - 1.72 (m, 2H), 1.20 (1, T = 7.3 Hz, 3H). 2CH & F N

MAE /= N-LhDE—ZEHEBLTWS; NMBRD S L.
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(183) JP 2025-509088 A 2025.4.11

367 MS mw/z 397.4 [M+HI'. 'HNMR (400 MHz, A% /—)b-dJ) 6 7.32
(s, 1M, 7.30 (d. J =78 Hz, IH), 7.13 (d, T = 7.8 Hz,
10, 6.34 (s, I1H), 4.52 - 4.40 (@ 1H), 3.17 - 3.03 (m,
I, 2.77 - 2.65 (. 1H), 2.59 - 2.48 (m 50, 2.48 - 2.31
(m, 8H), 2.08 - 1.97 (m, IH, 1.91 - 1.8&1 (m IH), 1.78 -
.66 (m 2H), 1.14 (1, J = 7.3 Hz, 3H). NOHM#@®H SN W,

368 MS m/z 429.3 [M+H]'. 'HNMR (400 MHz, A% /—)b-di) 6 8.06
(s, 1H), 7.70 (d. ] = 8.0 Hz, 1H), 7.56 (d, J = 7.9 Hz,
I, 6.36 (s, 1), 4.64 - 4.52 (m, 1H), 3.99 - 3.89 (m,
M, 3.70 - 3.55 (m 1H), 3.45 - 3.34 (m, 1H), 3.29 - 3. 25
(m. 2H), 3.03 - 2.85 (m, 2H), 2.56 (s, 3H), 2.50 (s, 3MH),
2.87 - 2,26 (m IH), 2,23 - 2.04 (m 1H), 2.06 - 1.75 (m,
2H) . 1.40 (f, ] = 7.8 He, 3H). 2CH T FNHRAE /—)b-dy D
E—2EHEFELTVS; NHAREDH Shaw,

369 MS m/z 499.2 [M+HI*. 'HNMR (400 MHz, A% /—)-dg 6 8.16
(dd, T =81, 1.7 Hz, 1H), 8.10 (s, 1H), 800 (d, T = 8.0
Hz, 1H), 6.58 (s, 1H), 4.69 - 4.59 (mw, [H), 4.00 - 3.92 (m,
1), 3.69 - 3. 61 (m 1H), 3.28 - 3.28 (m, 5H), 2.95 (L, I =
I1.8 Hz, 2, 2.55 (s, 3H), 2.35 - 2.28 (m 1H), 2.24 -
2006 (m, 1M, 2.00 - 1.83 (m 2H), 1.40 (t, J = 7.3 Hz,

SH) . NH 23388 5 17z by,

370 MS m/z 427.4 [M+HI". 'HNMR (400 MHz, A%/ —)-ds) & 7.19
(d, J =86 Hz 1H). 6.93 (d, J = 8.6 Hz, 1M, 6.44 (s,
IH), 4.52 - 4.41 (o, 1D, 3.92 (s, 3H)., 3.90 (s, 30). 3.69
(s, 8, 3.20 - 3. 14 (m, 1H), 2.86 - 2.70 (m 1H), 2.66 -
2.55 (m 2H), 2.51 (s. 3H), 2.48 - 2.32 (m, 2H), 2.12 -
2.00 (m IH), 1.93 - 1.82 (m, IH, 1.82 - 1.65 (m 2H),
1.16 (t, J =7.3 Hz, 3H). NEA@BRBHSHhAL,

371 MS m/z 451.3 [MtHI*. 'HNMR (400 MHz, A% ./ —)b-d) & T.61
(d, J =86 Hz 1M, 7.12 (dd, J = 8.6, 2.5 Hz, 10, 7.03

(da, 1 = 2.9, 1.5 Hz, 1H), 6.45 (s, 1H), 4.52 - 4.41 (m,
1M, 8.91 (s, 30, 3.18 - 8.03 (m, 1W, 2.78 - 2.65 (m,
IRy, 2.60 - 2.47 (m, 5H), 2.47 - 2.28 (m, 2H), 2.10 - 1.99
(m, 1D, 1.93 - 1.8 (w 1H. 1.80 - 1.66 (m 2H), 1.14 (1,

I = 7.8 Hz, 30). NH#ZGE 540740,

372 MS m/z 448.3 [M+tHI'. 'HNMR (400 MHz, DMSO-ds) & 8.18 (s,
IH s A=K CH), 8.10 (s, 1H). 803 - 7.91 (m, 2H), 7.85
(d, 7 =79 Hz 1H, 7.63 - 7.54 (m IH. 7.47 (s, 1H).
6.51 (s, 1H), 4.43 - 4.25 (m, 1H), 2.88 (d. J = 8.5 Hz,
1H), 2.66 - 2.58 (m IH), 2.46 (s, 3H), 2.40 (q, J = 7.1
Hz, 2H), - 2.21 (m, 1D, 2.20 - 2.05 (m, 1H), 1.91 -
1),

2.8
1.78 (m, IH), 178 - 1.63 (m, 2H), 1.63 - 1.46 (m IH
1.02 (&, J = 7.1 Ha, 3H).
373 MS m/z 435.3 [M+H]'. 'HNMR (400 MHz, A% /—J)b-ds) 6 T.51
(d, J =284 Hz 1H., 7.38 (d. J = 2.6 Uz, 1H, 7.32 (dd, ]
= 8.6, 2.7 Hz, 1H), 6.29 (s, 1H), 4.51 - 4.43 (m IH), 3.94
(s, 3H), 3.15 - 3.05 (m IH), 2.79 - 2.66 (m 1H), 2.61 -
2.48 (m. SH), 2.48 - 2.32 (m, 2H), 2.10 - 1.99 (m, 1H),
1.92 - L.81 (m, IH), 1.78 - 1.67 (m 20), 1.15 (t, J = 7.3
Hz, 3H). NH 23388 57z,




(184)

374 MS w/z 401.3, 403.3 [MtHI". 'HNMR (400 MHz, A% /—J-dy) 6
7.46 (d. J = 8.6 Hz, 1H, 7.16 (d. J = 2.5 Hz, 1H). T7.05
(dd, 1 = 8.6, 2.6 Hz, 1H), 6.39 (s. 1H, 4.53 - 4.43 (m,
1, 3.89 (s, 3. 3.23 - 3. 15 (m, 1H), 2.88 - 2.75 (m,
10y, 2.68 - 2.56 (m 2H), 2.54 - 2.39 (m 5H), 2.10 - 2.0]
(m, 1H), .95 - 1.85 (m, IH), 1.83 - 1.68 (w 2H). 1.17 (L
I = 7.3 Hz, 3H). NH %R 6470,

aTh MS m/z 439.2, 441.2 [M+H]'. 'HNMR (500 MHz, A% /—I-dy) 6
7.96 (d ) = 1.8 Hz, 1H). 7.82 (dd. T = 8. 2. 1.9 Hz. 11,
.78 (d, J =7.9 Hz, 10, 6.44 (s, 1H), 4.55 - 4.48 (m,
I, 3.25 - 3.18 (m, 1M, 2.90 - 2.79 (m 1H), 2.71 - 2.59
(m, 2H), 2.59 - 2.36 (m, 5H), 2.14 - 2.04 (m 10, L 96 -
L87 (o (M, 1.84 - 171 (m 2H), L. 18 (t, I = 7.2 Ha,
3H) . NH 25388 S 41740,

376 MS m/7z 405.2, 407.2, 409.2 [MtHI*. 'HNMR (500 MHz, A% /—
=ds) 6 T.69 (d. ] = 2.0 Hz, IH), 7.55 (d, J = 8.2 Hz,
10, 7.52 (dd, J = 8.2, 2.0 Hz, 1), 6.42 (s, 1H), 4.57 -
4.46 (m 1H, 3.29 - 3.28 (m 1H), 2.99 - 2.81 (m IH),
277 - 2.66 (m, 2H), 2.61 - 2.46 (m, S5H), 2.14 - 2.04 (m,
M0, 1.99 - 1.89 (m 1H), 1.85 - 1.72 (m 2H), 1.20 (t, ] =
7.2 Hz, 3H). NH #5688 541750y,

377 MS m/z 371.3, 373.3 [MHH]". 'HNMR (500 MHz, A% /—J-dy) 6
7.99 - 7.86 (n, 20, 7.62 - 7.52 (m 20, 6.87 (s, IH),
4.56 - 4.47 (n, 1D, 3.42 - 3.34 (m, 1H), 3.10 - 3.00 (m,
IH), 2.89 - 2.75 (m, 2H), 2.75 - 2.60 (m 2H), 2.56 (s,
oH), 2.16 - 2.08 (m, 1H), 2.04 - 1.95 (m 1), 1.88 - 1.75
(m, 20, 1.24 (&, J = 7.2 Hz, 3. NHAGESH SHizw.

378 MS m/z 428.3 [MtHI'. 'HNMR (500 MHz, A% /—Jb-dy) 6 7.82
(d, 1 =84 Hz, 1M, 7.80 - 7.70 (m, 2H), 6.93 (1, J =728
Hz, 1), 6.49 (s. 1H). 4.52 - 4. 46 (m, 1H), 3.15 - 3.08 (m
10, 2.76 - 2.69 (m 1H), 2.62 - 2.31 (m 7H. 2.09 - 2.01
(m, 1H), 1.92 - 1.83 (m IH). 1.78 - 1.69 (m 2H), 1.15 (d,
] = 7.3 Hz, 3H). NH GBSz,

379 MS m/z 407.3 [MtHI®. 'HNMR (500 MHz, A% /—J)b-ds) 6 T7.30
(d. I = 8.5 Hz, IH), 6.86 (dd, 1 = 8.4, 2.6 Hz, 1H), 6.61
(d, T =2.7 Hz, TH), 6.39 (s, IH), 4.49 - 4.42 (m, 1H),
3.83 (s, W), 3.15 - 3.06 (m, IW, 2.78 - 2.67 (m, 1H),
2.54 (g, 7 =17.9 Hz, 2H). 2.50 (s, 3H), 2.45 - 2.31 (m.
20, 2.08 - 1.99 (m 1H), 1.92 - L.81 (m 2H), 1.79 - 1.66
(m, 2H), 1.015 (6, 1 = 7.2 Hz, 3H), 0.77 (dt, J = 6.6, 1.9
Hz, 2H), 0.67 - 0.61 (m, 2H) . NHZ2EE® 54730,

380 MS m/z 444.2 [M+H]®. 'HNMR (500 MHz, A% /—Jb-dy) & T7.84
(d, J =79 Hz, W), 7.74 (d, T = 8.1 Hz, 10, T.66 (s,
IH). 6.93 (1, I =72.7 Hz, 1H), 6.48 (s, 1H), 4.34 (p, 1 =
7.9 Hz, 10, 2.70 - 2.62 (m, 2H), 2.53 (s, 3W), 2.35 - 2.26
(m, 21, 1.43 (s, 3H). NH Ko OH 2838 5 7.

381 MS m/z 458.2 [M+HI". 'HNMR (500 MHz, A% /—Jb-d)) & T.85
(d, T =7.8Hz 1M, 7.74 (d, T = 8.1 Hz, 1H), 7.66 (s,
10, 6.93 (d, T =726 Hz, IH). 6.48 (s, 1, 4. 10 (1d, I =
10.2, 4.3 Hz, 1H), 3.73 - 3.64 (m 1H), 2.52 (s. 3H. 2.29
- 221 (m 1), 214 - 2.07 (m IH), 1.85 - 1.76 (m 2H),
1.69 - 1.37 (m 4H). NH ROTOH 23388 5417z 0.
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382 MS m/z 476.2 [M+H]'. 'HNMR (500 MHz, A% /—)b-dy) & 7.95
(d. J =81 Hz, IH, 7.89 (d, ] = 81 Hz, 1H), T7.81 (s,
10, 6.50 (s, 1H, 4.12 (td, T = 10.2, 4.2 Hz, 1H), 3.73 -
3.64 (m, IH), 2.53 (s, 3H), 2.29 - 2.201 (m 1H), 2.15 -
207 (m, IH), 1.85 - L.76 (m, 2H), 1.58 - 1.37 (m 4H). NH
B 08 OH 23388 5 4178 Ly,

383 MS m/z 480.3 [M+H]; 'HNMR (500 MHz, A% /—)L-dy) & T.82
(d, T =179 Hz, 1H, 7.72 (d, T = 8.1 Hz, 1H), T7.65 (s,
10, 7.16 (t, T = 7.9 Hz, 1H), 6.97 (d, 1 = 7.5 Hz, 11,
6.93 (s, I1H), 6.91 ({, JCF = 73.6 Hz, 1H). G.68 (dd, I =
8.0, 2.7 Hz, 1H), 6.49 (s, 1H). 5.47 (q, J = 7.2 Hz, 1H),
2.04 (s, 3H), 1.70 (d. J = 7.0 Hz, 3H). NH J2r0H 28388 511
AR

384 MS m/z 438.3 [M+HI*. 'HNMR (500 MHz, A% /—Jb-di) & 7.50
d. T =284Hz 1M, 712 @ T =3.1Hz, IH, 7.09 (dd, 1
= 8.5, 2.8 Hz, 1), 6.44 (s, 1M, 4.27 (td T =9.9, 4.6
Hz, 1H), 4.03 (dd, T = 11.1, 5.0 Hz, I1H), 3.97 (dd, J =
11.5, 4.0 Hz, 1H), 3.89 (s, 3H), 3.85 - 3. 71 (m 3H, 3.56
(td, 1 =12.0, 2.2 Hz, 1W), 3.29 - 3.23 (m, IH), 2.52 (s,
. 2,29 - 2,22 (mo 1D, 189 - 178 (m, IH). NH K OUOHZS
P 5 AR,

380 MS m/z 436.3 [M+H]". 'HNMR (500 MHz, A% /—Jb-di) & 7.50

(d, T =8.5Hz 1M, 7.11 (s, 1H), 7.08 (dd, J = 8.5, 2.7
Hz, 1H), 6.43 (s, 1H), 4.10 - 4.03 (m IH), 3.89 (s, 3H),
3.84 - 3.73 (m 2H), 3.73 - 3.63 (m 1H), 2.52 (s, 3H).
2.82 - 2,21 (w W), 2.17 - 2.05 (m IH), 1.88 - 1.74 (m,
), 1.58 - 1.36 (m 4H) . NH B OXOH 2338 5481740,

386 MS m/z 421.3 [M+H] . 'HNMR (500 MHz. A% /—J)-d)) 6 7.50
(d, T =285Hz 1M, 7.12 (d, T = 2.9 He, 1H), 7.09 (dd, I
= 8.4, 2.7 Hz, IH), 6.45 (s, 1H), 5.06 - 4.97 (m 1H), 3.89
(s, 3, 3.76 (¢, 1 = 11.1 Hz, 2H), 3.54 - 3.43 (m, 2H),
2.79 - 2.69 (m, 1H), 2.52 (s, 3H), 2.44 - 2.33 (m, 1H). NH
ER 5 AL,

387 MS m/z 422.3 [M+H]®. 'HNMR (500 MHz, A% /—)-dd) & 7.50
(d, 7 =85 Hzg, 1M, T.11 (d, T = 2.9 Hz, 1H), 7.08 (dd, I
= 8.5, 2.5 Hz, 10, 6.43 (s, IH), 4.32 (p, ] = 8.2 Hz, 1H),
3.89 (s, 3, 3.79 (q, T = 11.1 Hz, 2H), 2.73 - 2.59 (m,
M., 2.52 (s, 3, 2.35 - 2.23 (m, 2H), 1.43 (s, 3H).

388 MS m/z 460.1 [M+H]®. 'HNMR (400 MHz, DMSO-ds) & 8.30 (s,
[H), 8.00 (s, 1H), 7.92 (d, T = 8.2 Hz, 1H), 7.84 (d. J =
8.1 He, 1), 6.55 (s, 1H), 4.98 (s, 1H), 4.35 - 4.24 (m,
M), 4.15 - 4.06 (m 20, 2.47 (s, 3H), 2.46 - 2.40 (m,
M), 2.856 - 2.27 (m 2H), 1.31 (s, 3H).

389 MS m/z 474. 1 [M+HI*. 'HNMR (400 MHz, A% /—Jb-ds) & T7.90
(s, 1), 7.84 (d, ] = 8.4 Hz, 1H), 7.80 (d, T = 8.4 Hz,
I, 6.46 (s, 1), 4.14 - 4.06 (m, 1H, 4.00 - 3.89 (m,
ah), 8.73 - 3.64 (m 1H), 2.52 (s, 3H), 2.26 - 2.23 (m,
I, 2.12 - 2.09 (m, 1H, 1.83 - 1.80 (m, 2H), 1.55 - 1.38
(m, 4H). NH T OH 23388 & iz,
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PTSA (cat )

390 MS m/z 406.3 [M+H]*. 'HNMR (500 MHz, A% /—J-ds) 6 7.45
(d, J = 7.8 Hz, 1H), 7.39 (s, IH), 7.35 (brd, J = 7.8 Hz,
IH), 6.43 (s, 1H), 4.32 (H&E#H T = 7.9 Hz, 1H), 3.77
(q, T = 11.0 Hz, 2H), 2.69 - 2.62 (m, 2H), 2.52 (s, 3H),
2.45 (s, 3, 2.30 (t, J = 9.8 Hz, 2H), 1.43 (s, 3H). 20H#%
e 547y (NH B T¥ 0H) .

391 MS m/z 424.3 [M+H]'. 'HNMR (400 MHz, DMSO-ds) & 8.16 (d, J
= 6.9 Hz, 1H), 7.64 (d, J = 8.6 Hz, 1H), 7.16 (dd. T = 8.7,
2.5 Hz, 1H), 7.09 (s, IH), 6.45 (s, 1H), 4.97 (s, IH), 4.25
(dd, J = 15.1, 7.5 Hz, 1H), 3.89 (s, 3H), 2.47 (s, 3H),
2.46 - 2.39 (m, 2H), 2.33 - 2.26 (m, 2H), 1.31 (s, 3H).

392 MS m/z 438.3 [M+H]'. 'HNMR (400 MHz, DMSO-ds) 6 T7.64 (d, 1
= 8.6 Hz, 1H), 7.60 (d, T = 8.1 Hz, 1H), 7.17 (dd, 1 = 8.7,
2.5 Hz, 1H), 7.09 (s, 1H), 6.44 (s, 1H) 4.76 (d, I = 5.4
Hz, [H), 4.09 - 3.92 (m, 1H), 3.89 (s, 3H), 3.71 - 3.56 (m
[0, 2.47 (s, 3H), 2.09 - 2.01 (m, 1H), 1.99 - 1.91 (m,
[H, 1.72 - 1.64 (m, 2H), 1.39 - 1.18 (m, 4H).
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H NMR (400 MHz, DMSO-dg) & 8.26 (s, 1H), 8.23 (d, J= 8.4 Hz, 1H),

3 (d, J= 8.0 Hz, 1H), 7.68 (d, J= 2.0 Hz, 1H), 6.66 (d, J= 2.0 Hz, 1H),

17 (dd, J= 10.0, 2.0 Hz, 1H), 3.95 (d, J = 11.6 Hz, 1H), 3.71 - 3.57 (m,
1H), 2.38 - 2.27 (m, 1H), 2.07 - 1.93 (m, 2H), 1.78 - 1.64 (m, 1H), 1.61
- 1.51 (m, 2H).
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1H), 7.88 (d, J= 8.0 Hz, 1H), 6.98 (s, 1H).
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MS m/z 349.1 [M+H]*; 1H NMR (400 MHz, DMSO-dg) & 13.68 (s, 1H),
1H), 8.18 (d, J= 8.0 Hz, 1H), 7.99 (dd, J= 2.8, 1.6 Hz,
1H), 6.98 (dd, J= 2.4, 2.0 Hz,

1H), 7.8
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L&Y

ARG MT—H

393

MS m/z 447.1 [M+H]'. 'HNMR (400 MHz, A& /—/A-d) & 8.26 (d, J
=2.0 Hz, 1H), 8.00 (d, J = 7.6 Hz, 1H), 7.93 (d, J = 8.0 Hz,
1H), 7.85 (s, 1H), 6.76 (d, J = 2.0 Hz, 1H), 5.15 - 5.06 (m,
1H), 3.56 - 3.47 (m, 2H), 2.81 — 2.70 (m, 1H), 2.52 - 2.38 (m,
1H). NHADEER® Hivnu.

394

MS m/z 446.1 [M+H]". 'HNMR (400 MHz, A # /—s-dy) § 8.21 -
8.17 (m, 2H), 8.14 (d, J = 8.0 Hz, 1H), 7.88 (d, J = 8.0 Hz,
1H), 6.56 (d, J = 2.0 Hz, 1H), 4.20 — 4.07 (m, 1H), 3.75 - 3.65
(m, 1H), 2.30 — 2.22 (m, 1H), 2.16 — 2.06 (m, 1H), 1.85 — 1.76
(m, 2H), 1.58 - 1.42 (m, 4H). NHEOOHAFED Bz,

395

MS m/z 468.0 [[M+H]*. 'HNMR (400 MHz, A% /—/—d;) & 8.21 (d,
J=2.4Hz, 1H), 8.18 (s, 1H), 8.12 (d, J = 8.0 Hz, 1H), 7.86
(d, J =8.0Hz, 1H), 7.16 (t, J = 8.0 Hz, 1H), 7.01 — 6.96 (m,
1H), 6.95 — 6.93 (m, 1H), 6.68 (dd, J = 8.0, 2.0 Hz, 1H), 6.56
(d, J=2.0Hz, 1H), 5.50 (q, J=7.2 Hz, 1H), 1.72 (d, J = 7.2
Hz, 3H). NHE CROHDFR® Biviauy,

396

MS m/z 431.0 [M+H]*. 'HNMR (400 MHz, A% /—n-d,) & 8.25 -
8.18 (m, 2H), 8.15 (d, J = 8.0 Hz, 1H), 7.89 (d, J = 8.0 Hz,
1H), 6.59 (d, J = 2.0 Hz, 1H), 5.13 - 5.02 (m, 1H), 3.57 - 3.42
(m, 2H), 2.79 - 2.67 (m, 1H), 2.51 - 2.34 (m, 1H). NHBZE D BH
FA Y

397

MS m/z 448.0 [M+H]'. 'HNMR (400 MHz, A% /—/—-d,) & 8.22 (d, J
= 2.0 Hz, 1H), 7.97 (d, J = 8.0 Hz, 1H), 7.90 (d, J = 8.4 Hz,
1H), 7.82 (s, 1H), 6.71 (d, J = 2.0 Hz, 1H), 4.42 - 4.32 (m,
1), 2.71 - 2.64 (m, 2H), 2.37 - 2.29 (m, 2H), 1.44 (s, 3H). NH
K OOHDGER S B,

398

MS m/z 462. 1[M+H]'. 1H NMR (400 MHz, A% /—/—d) & 8.22 (d,
J=2.0Hz, 1H), 7.97 (d, J = 8.0 Hz, 1H), 7.90 (d, J = 8.4 Hz,
1H), 7.82 (s, 1H), 6.71 (d, J = 2.0 Hz, 1H), 4.16 — 4.10 (m,

1H), 3.75 - 3.66 (m, 1H), 2.25 — 2.20 (m, 1H), 2.15 — 2.08 (m,
1H), 1.84 - 1.75 (m, 2H), 1.61 - 1.38 (m, 4H). NHE COHZ3zR& &
g,
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INTERNATIONAL SEARCH REPORT International application No.
PCTIUS23462771

A. CLASSIFICATION OF SUBJECT MATTER
IPC - INV. AGTK 31/407; AB1K 31/4162; ABTK 31/53; CO7D 487/04 (2023.01)

ADD.
CPC - INV.CO7D 487/04

ADD,
Aceording to Internattonal Patent Classification (IPC) or to both national classification and [PC

B.  FIELDS SEARCHED

Minimum documentation searched {classification system followed by classification symbols)
See Search History document

Dacumentation searched other than minimum documentation to the extent that such documents are included in the fields searched
See Search History document

Electronic database consulted during the international search (name of database and, where practicable, search terms uged)
See Search History document

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to olaim No,
A «{ WO 201 B/221433 A1 (DAIICHI SANKYO COMPANY, LINITED) 06 December 2018, 1-2, 4M-2, 5/1-2, 6/5/1-2,
{ranslalion; paragraph [0310), original; abstract, translation; page 37, first paragraph, transfation | 8/1-2, 9/8/1-2, 10/1-2
A —| {SOARES, MIL et al.) Microwave-assisted generation and reactivity of aza- and diazafulvenium | 1-2, 4/1-2, 61-2, 8/51 -2,
: methides: helerecycles via pericyclic reactions. Tetrahadron Letters, Val. 49, No. 33, 11 August | 8M-2, 9/8/1-2, 10/1-2
2008, https://doi.org/10.1016/j tellet, 2008.08.013, pages 4888-4993; page 2, scheme 3; page 3,
scheme 4
A US 2015/0141411 A1 (JANSSEN PHARMACEUTICALS, INC., et al.) 21 May 2015; paragraph | 1-2, 4/1-2, 5/1-2, 6/5/1-2,
[0568] 8/1-2, ©/8/1-2, 10M1-2
A US 2015/0164809 A1 (TAIHO PHARMACEUTICAL CO., LTD.,) 18 Juna 2015; paragraphs 1-2, 411-2, 51-2, 6/5/1-2,
[0507]{0508] B1-2, 9/81-2, 10M1-2
A WO 2021/209552 A1 (JANSSEN PHARMAGEUTICA) 21 Octobar 2021; page B, lines 2b-35 1-2, 4412, 51-2, Bfsl-2,
BM-2, 9/gH -2, 100-2
EX WO 2023/028534 A1 {PTC THERAPEUTICS, INC.) 02 March 2023; entire publication 1
D Further documents are listed in the continuation of Box C. D See patent family annex,
* Special categories of cited documents: “T*  later document published afier the international filing date or priority
“A"™ dogument defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
to be of particular relevance the principle or theory underlying the invention
“D" document cited by the applicant in the international application “X" docuggm:dof pa?icular reli\;me; ét‘m mc".ilain_:ed ;’nventilon cannot be
wpn . inati . i P considered novel or cannot be consi to involve an inventive siep
E fi?ir||1 I;l;j :mpplmatlon or patent but published on or after the international wohen the docament o ko sl
“L” document which mey throw doubts en priority claim{s} or which “Y” document of particular relevance, the claimed invention cannot
is cited ta establish ublication date of another citation ar other be considered to involve an inventive step when the document is
special reason (as speciif‘ed) combined with one or more other such documents, such combination

“0" documentreferringto anoraldisclosure, use, exhibition or othermeans being obvious to a person skilled in the art

“P™  document published prior tothe international filing date but laterthan  “&™ document member of the same patent family

the priority date claitned
Date of the actual completion of the intecnational search Date of mailing of the international search report
10 May 2023 (10.05.2023) ﬂUG 1 @ 2023
Name and mailing address of the ISA/ Authorized officer
Mail Stop PCT, Alin; ISA/US, Commissioner for Patants Shane Thomas
P.C. Box 1450, Alexandria, Virglnia 22313-1450
Facsimile No. 571-273-8300 Telephone No. PCT Helpdesk: 571-272-4300
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INTERNATIONAL SEARCH REPORT Tnternational application No.

PCTIUS23/82771

Box No, II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L D Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:
becauss they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be cartied out, specifically:

3. Claims Nos.: 7

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No.III  Observations where unity of invention is lacking (Continnation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
-***.Please See Supplemental Page-***-

1. D Asall required ndditional search fies were timely paid by the applicant, this international search report covers all searchable
claims.

2 D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite peyment of
additional fees.

3 D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, g No tequired additional scarch fees were timely paid by the applicant. Consequently, this internetional search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:
Group I+, claims 1-8 and 8-10 are directed toward the compound 1 of claim 1 or compound 1 of claim 2, which Is
(18,3s)-3-({1-[4-methoxy-2-2,2,2-triflucroethyl)phenyl]pyrrolo[1,2-d][1,2,4lirlazin-4-yflamino)-1-methylcyclobutan-1-01 (first
exernplary compound) and eompositions and methods assoclated tharewith.

Remark on Protest I:] The additional search fees wete accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:I The additional search fees were accompanied by the applicants protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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INTERNATIONAL SEARCH REPORT Tnternational application Mo,

PCTIUS23/62771

-**.Continued From Box No. Ili: Observations where unlty of invantion is lacking-***-

This application contalns the following Inventions or groups of invantions which are not s finked as ta form a single general inventive
concept under PCT Rule 13.1. In order for alt inventions to be examined, the appropriats additional examination fees must be paid.

Group |+, claims 1-8 and B-10 are directed toward the compound 1 of claim 1 or compound 1 of claim 2, which is
(18,38}-3-{{1-[4-methoxy-2-{2,2, 2-triflugroethyl)pheny/ pyrmoiof1,2-d][1 2 4]triazin-4-yllaming)-1-methyleyclobutan-1-ol (first exemplary
compound) and compositions and methods associated therewith.

The compounds and methods of Clalms 1-2, 4-8 (each In part) and 8-10 (each in part) are believed to encompass the first namad
invention of Groups 4+ and are the claims that will be searched to the extent that they encompass the compound 1 of claim 1 or
compound 1 of claim 2, which is

(1s,38)-3-({1-[4-methoxy-2-(2,2,2-triflucroethyliphenyllpyrrolof1,2-d][1 2,4]iriazin-d-yl}amina)- 1-methyleyclobutan-1-¢l (first exemplary
cormpound) and compositions and methode associated therewith. This first named invention of Group I+ has been selacted to encompass
the first spedies of the genus found in cialm 1 based on the guidange set forth In section 10.54 of the PCT International Search and
Preliminary Examlnation Guidelines. '

Applicant is invited io elect additienal compounds, with specified substituents for each Rx, and where available as an optlon within at
least one searchable claim, to be searched. Additional compound{s) wiii be searched upon the payment of additional fees. Applicants
must specify tha saarchable claims that encompass any additionally elected compound(s). Applicants must further indicate, if applicable,
the claims which encompass the first named invention, if different than what was indicated abave for this group, Failure to clearly identify
how any paid additional inventian fees are to be applled to the "+ group{s) will result in only the first claimed inventlon fo ba
searchediexamined. An exemplary election would be the compeund 2 of claim 1 or eornpound 2 of claim 2, which Is
N-[(3R)—1-maihylplperidin—3-yl]—‘[—[2—(2.2.2—b1'ﬂuoroslhyl)—4—-(1|1ﬂuoromathyl)phenyl]lmidazun ,5-d][1,2,4]triazin-4-amine {second exemplary
compound) and compositions and methods assaciated therewith. .

Groups I+ shana the technlcal featuras including the compound comprising 1-phenyi- pyrrolo[t,2-d][1,2,4]trlazin-4-yi-aming core or
1-phentyl-imidazo[1,5-d][ 1, 2,4]trlazin-4-amine core, whereln a form of the compound is selected from the group congisting of a
pharmaceuticatly acceptable salt, a pharmacewtical compasition comprising a therapeutically effective amaount of a compound end cne o
mare pharmaceutically acceptable carriers, and a method for treating or ameliorating a disease modulated by NLRP3 in a subject in need
theraof comprising, administaring to the subject an effactive amount of the compound, wherein the effective amount of the compound is
ina range of fram about 0.001 mg/kgfday to about 500 mg/kg/day.

However, these sharad technical features are previcusly disclosed by WO 2018/221433 At (DAIICHI SANKYO COMPANY, LIMITED)
(hereinafter "DAIICH!").

DAIICH! dlscloses the compound comprising 1-phenyl- pymolo[1,2-d][1,2 4]triazIn-4-yl-amine core
(2-[4-[[1-[2-(1.4-dioxan-2-y|methoxy)phenyl]pyrrolnh 2], 2 4]trazin-4-yllamino]-3-flucrophenyllacetamide on page 98; paragraph
[0310], originat; page 37, first paragraph, transtation}, wherein a form of ihe compound is selected from the group consisting of a
pharmaceutically acceptable salt (the compounds include & pharmacautically acceplable salt; abstract, translation), a pharmaceutical
compoasition comprising a therapautically effective amount of a compound (use of the compound for producing a pharmageutical
composilion, administering to a mammal a pharmacolegically effective amount of the ecompound; page 8, fourth paragraph, translation)
and one or more pharmaceutically acceptable carriers (in molding into tablets, conventionally known carrders ¢an be widely used ag
carriers; page 17, nineteenth paragraph, translation), and a method for treating or ameliorating a disease modulated by NLRP3 in a
sublect in need thereof (the compound is useful as a therapeutic medicine for diabetas type | or Il that are the diseases modulated by
NLRP3, as disclosed In claim & of the instant application; abstract, translation; ¢laim 12, transtation; page 5, second and third
paragraphs, translation; page 13, first paragraph, translation) comprising, adminlstering to the subject an effective amaunt of the
compound (administering to & mammal a pharmacologically effective amount of the compound; page 8, fourth paragraph, translation),
wherein the affective amount of the compound Is in a range of fram about 0.001 mg/kgiday to about 500 mg/kg/day (the desage is 0.001
mg/kg to 200 mg/kg for aduilts per day once to several imes; page 18, seventh paragraph, tranglation).

Since nane of the special technical features of the Group I+ Is found in more than one of the Inventions, and since all of the shared
technical features are previously disclosed by the DAIICHI referencs, unity of Invention is lacking.

Form PCT/ISA/210 (extra sheet) (July 2022)

10

20

30

40

50



(198) JP 2025-509088 A 2025.4.11
oo0O0O0O0000x0
(51000000 oo 0000000000
0 oooo 3/10 (2006.01) ooooo 3/04 0OOO OO0
0 oooo 7/00 (2006.01) ooooo 3/10 0000 000
0 oooo 9/10 (2006.01) ooooo 7/00 0000 00O
0 oooo 9/12 (2006.01) ooooo 9/10 0O0OO0 00O
0 OOOO0 11/00 (2006.01) ooooo 9/10 OO0 00O
0 OOOO0 11/06 (2006.01) ooooo 9/12 0000 000
0 OoOOO 13712 (2006.01) ooooo  11/00 0 0OO0O0 00O
0 OOOO 17/06 (2006.01) ooooo  11/06  OOO0OO0 OO0
0 OOOO 25/00 (2006.01) ooooo  13/12 0OO0OO0O0 00O
0 OOOO 25/04 (2006.01) ooooo 17/06 0 0OO0OO0 OO0
0 OOOO 25/14 (2006.01) ooooQ 25/00 OOO0OO OO0
0 OOOO 25/16 (2006.01) ooooo  25/04 OOO0OO0 OO0
0 OoOOO 17/00 (2006.01) ooooo  25/14  0OO00 OO0
0 OOOO 21/00 (2006.01) ooooo 25/16 OOO0OO0 OO0
0 OOOO 25/28 (2006.01) oooooQ  17/000 0OOO0OO0 OO0
0 OooOoo  27/02 (2006.01) ooooQ 21/00 OOO0OO0 OO0
0 OOOO 31/04 (2006.01) ooooO0 25/28 OOO0OO0 OO0
0 OooOOoO 37/08 (2006.01) ooooo  27/02 0OOO0O0 OO0
0 OoOoOOO 37/06 (2006.01) oooooQ  31/04 OOO0OO0 OO0
0 OOOO 43/00 (2006.01) oooooQ  37/08 OOO0OO0 OO0
ooooo  37/06 0OOO0OO OO0
ooooO  43/00 OO0 OO0
ooooO  43/00 OO0 OO0
00000 487/04 ooo 000
00000 487/04 ooo 000
NARW,SD,SL,ST,SZ,TZ,UG,ZM,ZW),EA(AM,AZ BY KG,KZ,RU,TJ, TM),EP(AL,AT,BE,BG,CH,CY,CZ,D
E,DK,EE,ES,FI,FR,GB,GR,HR,HU, IE,IS,IT,LT,LU,LV,MC,ME,MK,MT,NL,NO,PL,PT,RO,RS,SE,SI,SK,S
M,TR),0A(BF,BJ,CF,CG,Cl,CM,GA,GN,GQ,GW,KM,ML, MR NE,SN,TD,TG),AE, AG, AL, AM,AO,AT AU,
AZ,BA,BB,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,CO,CR,CU,CV,CZ,DE,DJ,DK,DM,DO,DZ,EC,EE EG,
ES,FI,GB,GD,GE,GH,GM,GT,HN,HR,HU, ID,IL,IN,IQ,IR,IS,I T,JM,JO,JP,KE,KG,KH,KN,KP,KR KW,KZ L
ALC,LK,LR,LS,LU,LY,MAMD,MG,MK,MN,MW,MX,MY,MZ,NANG,NI,NO,NZ,OM,PA,PE,PG,PH,PL
PT,QARO,RS,RU,RW,SA,SC,SD,SE,SG,SK,SL,ST,SV,SY, TH,TJ,TM, TN, TR, TT,TZ,UA,UG,US,UZ VC,V
N,WS,ZA,ZM,ZW
oooooo OO0
(720000 OO0 0OOOO
0000000 000000000 00000 000 000000000 000000 O
00 00O
(720000 OO0 OOO0O
0000000 000000000 00000 000 000000000 000000 O
00 00O
(720000 00000 0OO0O
0000000 000000000 00000 000 000000000 000000 O
OO0 ooo
(720000 00000 0DOODOOOO OO0
0000000 000000000 O0O000 000 000000000 000000 O
00 00O
(720000 0OOO0 O0O0OOOOOO
0000000 000000000 00000 000 000000000 000000 O
OO0 00O
(720000 0000 000000
0000000 000000000 00000 000 000000000 000000 O

o0 aod



(199) JP 2025-509088 A 2025.4.11

(720000 OO0 OO
0000000 000000000 00000 000 000000000 000000 O
00 00O

(720000 OO0 OO
0000000 000000000 00000 000 000000000 000000 O
00 0O0O

(720000 OOO0OO0 000
0000000 O00D0O0000O0 00000 000 000000000 000000 O
00 OO0

(720000 0OOCO 00O OO
0000000 O00O00000O0 00000 000 000000000 000000 O
00 00O

(720000 OOO0O 00O
0000000 000000000 00000 000 000000000 000000 O
00 00O

(720000 0OOO0OO0 0000
0000000 O00D00000O0 00000 000 000000000 000000 O
00 00O

(720000 0OOOOO0 0000
0000000 000000000 00000 000 000000000 000000 O
00 00O

(720000 OO0 0000
0000000 000000000 00000 000 000000000 000000 O
00 00O

(720000 OO0 000000
0000000 O00D0O0000O0 00000 000 000000000 000000 O
00 OO0

(720000 000 OOOO OO
0000000 000000000 00000 000 000000000 000000 O
00 00O

(720000 0000
0000000 000000000 00000 000 000000000 000000 O
00 00O

000000000 4C086 AAOL AAO2 AAO3 CBO5 MAOL MAO4 NA14 ZA02 ZAO7 ZAO8

ZA15 ZA16 ZA33 ZA36 ZA42 ZA45 ZA51 ZA59 ZA66 ZA75 ZA81
ZA89 ZA94 ZA96 ZB08 ZB13 ZB21 ZB35 ZC31 ZC35 ZC41



	biblio-graphic-data
	abstract
	claims
	description
	search-report
	overflow

