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NN N | [1,5-a] R -2- k) A
/Nyj)L K/N\r("\;?
o]
d % (S)-(7-(3,4- = F B & K K)ok wk F
- o [1,5-a]%F "% -2- 2K)(3- F 2 -4-(1- F A -
y N';_:,)L N’\N NN | TH-2Koe-2- 3K )9k - 1- 5 F
L '
d b (S)-(7-(3.4- = F B A 3K A ) vtk vk 5
0 [1,5-a]% %€ -2- ) (3- F A -4-(1H-b "%
387 N A . _
= \ | -2-#A)Uk%-1-K) T
T Oy [P
9,
d ¥ (S)-(7-(3.4- = ¥ A H 5 )ik v 5F
o [1,5-a]%8 %% -2-K)(3- F 2 -4-(1- F % -
e ) N;:HLO M\ | TH-oo%2- 3 0 koo 145 7
N
=N \
d % (S)-(7-(3.4- = F A I 3R A ) ot vl 3
- 9 [1,5-a]%% 72 -2- 2 )(4-(5+ WE"4 -3- B AR )-
) N;;;)LN,\’} Y [3-F oko-1-4) T E
N
=N
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d o (S)-(4-(1H-73] 4-2-3% 3L )-3- F JLok %
- S AT A= BB A )k 5
y N;_f ".‘:)N Y(’Q [1,5-a]%%%-2- k) F &)
=N o H
d % (S)(7-BA-= T B F ) ok F
Q [1,5-a]% % -2- 35 )(4-(F BB -5-3 K )-
P ) N;j*gy@ 3 ook 1) T 89
. X
{ » (S)(T-(3d- = F B A KA ) vk 5
392 P [1,5-a] 722 -2-5)(3- ' A& -4-(E sk -2-
Y w;‘jk N/\r«;‘ﬁ@ BAYRA-1-4) T A
[0348] =N I °
{_p (SHT-Ga-= F B A K K)ok
2 [1,5-a] %% -2- K )(3- F A -4-5-F &
£ ) N)NJ)L'LN [ | R 2 B A1) T 89
- X
g _» (S)(4-(EH kb2 H )37 Aok
394 <:%: Ne T . Fe-1-2R)(7-(3,4- = F RAF IR )ik
I N “r[p FF[1,5-a]"7 -2- ) T &A
N I
g _p (S)- K (DK% 2 R (4-(1-(A-=F
395 C% e 1 i B R ok vl H[1,5-a] "8 % -2- B
% “;J)L C)N m)@@ 3)-2-F Avkk-1-4) 7 &9
i X

(03491 #E3K (Ta) () — LS5 SR P, AL BV R 2L S B 2522 B3R I # T
A K& AT 2 BN AR AR
[0350]  7ESX (Ta) (—LESEt 7 &, A EA R BV 2452 B2 (02
TR K E W) AT 2 BOLAR A A4

o)

[0351] HN—RG R EH AR E S HUAR 1 75 20 5 IR AN 4 -4 - 6 3 75 (Ta) [ — sk
=5
=4
Wi =, MR AR ZEH, RS /N—RB R J&H HLR® & 2 HUAR 1 75 S B 5 MR AR Sy tof HR 2, 76 5K
RS 4
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O
(Ia) f—Le st i =, %R1$HR9%H,R4%! ,:N—RG R JEH HLROJ2 4 HUAR 1) 75 JL b 5 URZAS
RS ,

O
H3,5- "5 - AER (Ta) ) — LSzt 7 =, ‘_¥|R17FDR9%H,R4%‘ /:N—Rs R*EHHR &

R5

2

AT 4t 20 B ) 35 JE 0 5 TR 2
[0352]  7E (Ta) (LS T7 R, 4RFIRTZH ELRYZ LA R (AT — i

H e Hc Ho H{i? Ko
g Ho Ky HY Ky
w1 oy HQ : H e Hech ksii@:}

, )
T IRV
K H {; H o Ho
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HQQ e H h{’{; -
Ko b g™ Q

OCI

RO, O B hﬂ@
e HY

[0355]  UIR*ANA3,4- — FR4E - 3L,

[0354]

&2 FHIEASY

e 2 A

g 7-(3,4-=F RAFI)-N-(4- CRAF L)oo 5[ 1,5-a %= -2- T B
ki3

5 7-3,4-=F £t ,_t,,g)wttwﬂaa‘v’ru ,S-a]HE L -2- R BR

. 4-(7-(3A4-= F B )vbrk FF[1,5-a] F 5 -2- F Bl ) R F 84 7
B

267 7-(3,4- =% R IL)-N-(4- BRI )otbrd 5[ 1,5-a] %72 -2- F B

[0356] | 300 N-(4- TR FI)-7- K Fotbod F[1,5-a]%72 -2- ¥ Btz

305 4-(7-F etk rd [ 1,5-a]"F 72 -2- ¥ Bl 3R ) R F 8L T B

N-CRF[d][1,3]=ME4-5-2)-7-(3,4-=F FILF L)oo 5[ 1,5-a]%F
ve-2-F Ble

4-(7-(3,4-=F B K I )rtbwk FF[1,5-a) 2 -2- F WLl £ ) K TR T

A

396 7-(3,4-= % B FI)-N-(F F R )t 5[ 1,5-a] %% -2- F Bk

397 N-(4-F KR AK)-7-(3,4-= F BILF I )rtbrd 5H{1,5-a] 80 -2- F Bz

398 7-(3,4- = UL K IN)-N-(4- LI F I )rtbed 5[ 1,5-a] %82 -2- F B

310

334
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[0357]

7-(3,4-=F B FIR)-N-(4-(Z 2 F 5 Ao [ 1,5-a) %% -

e 2-F Btix

400 7-(3,4-=F AIFI)-N-(4-7 A R )mbed F[1,5-a] %872 -2- F Bt
.

w01 N-(2- f-4- F A K H)-7-(3,4- = F B F A )bl 5[1,5-a] 72 -2-
W B
N-(3-R-4- F AR A)-7-(3,4- = F B FKIL)vib o FF[1,5-a] %57 -2-

402 :
W B

- N-(3-8-4-F B K H)-7-(3,4-= F B F ) nbod H[1,5-a]F % -
2-F Bhz
7-(3,4- = F A A K H)-N-(3- A-4- F A F L )wbok FF[1,5-a]"F % -2-

404 \
¥ Bl

. 7-(3,4-=F FHFKIK)-N-(3,4- = F IR )vtbwd 5[ 1,5-a] F 2% -2- F
Bk A

N-(3-R-4- AR K)-7-3,4- = F BAE R A )tk 5[1,5-a]F % -2- F

406 :
S

- N-(4- LELRA K IK)-7-(3,4- = F AR )b [ 1,5-a]5872-2- F
S

108 N-(4- f-2- F A RKAK)-7-(3,4- = F FA A )bk [ 1,5-a] %7 -2-
W B

100 N-(2,4-= AFEH)-7-(3,4-= F B F L)oo 5[ 1,5-a]8 %% -2- F Bt
Ji&

a0 N-(4-38 -2- 9 K H)-7-(3,4- = F R F A )b 5[1,5-a] 72 -2
¥ Bl

" N-(2,4-= ¥ R K I)-7-(3,4- = F FAF I )ernd F[1,5-a] 22 -2
1

. N-(5-#-2,4- = F BAKHK)-7-(3,4-= F BRI K)otk 5[1,5-a]%
ne-2-F Bz

i N-(4-&.-2-F B -5-F K RKAK)-7-(3,4- = F A KAL)k 5[ 1,5-

a|v -2- F Bz
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[0358]

7-(3,4-=F AR A)-N-2- F AA-5-F AR Aok [ 1,5-a] 7%

414 e
diis 7-(3,4- = F AL FI)-N-2,5- = F AR L )nbnd 5[ 1,5-a]% %2 -2- F
7S
- N-(2,5-= TR K K)-7-(3,4- = F BT )b ed 51 [1,5-a)F % -2-
5 Bt
N-(5-8-2- F AR A)-7-(3,4- = F B KAL)tk FF[1,5-a] %57 -2-
417 \
5 B
- N-(2,5-= ¥ &M KK)-7-3.4- = F BAF A )bt F[1,5-a]F % -2-
5 B
7-(3,4- = F R I FI)-N-(5- #-2- F 2K otk FF[1,5-2] %8 % -2-
419 \
¥ Bl
- 7-(3,4-= ¥ B R I)-N-(2- LRI R I ot 5[ 1,5-a]28 72 -2- F Bt
i3
421 7-(3,4-=F AL FIL)-N-(AF T 3R )obod 5[ 1,5-a] 8% -2- T Bbik
422 7-(3,4- = F BRI FKIN)-N-(2- THAFK I )rtb =k F7[1,5-a]%8 %2 -2- F Bz
423 7-(3,4-= F B AR I)-N-(2- B )rtbrd 5[ 1,5-a]F % -2- ‘-’f’ﬁit}hr
- 7-(3,4-=F S K H)-N-(2,3-= F 2 K 5 )otbod 5[ 1,5-a] %72 -2- F
7S
- N-(3-&.-2- F A K HK)-7-(3,4-= F AA KK )wbod F[1,5-a]F "7 -2-
¥ B
426 N-(3-RFKAK)-7-(3,4-= F B FIN)ribrd [ 1,5-a] %87 -2- F Bk
. N-(4-(4- F.- 1H-vtmk - 1- ) R IR )-7-(3,5- — A A ) rkmd 5[ 1,5-a]"8
e -2-F Bz
428 7-(3,4-=F FAFKI)-N-B- 2R ) et [ 1,5-a] 8% -2- F Buix
429 7-(3,4-=F BHAKI)-N-(3- LA e 5[ 1,5-a] 8% -2- F BE#z
50 7-(3,4-=F AR E)-N-3-(F A i) F 3 )sbed H[1,5-a]5 22 -2- F
Bt
8 N-(3- LB R A )-7-(3,4- = F B KA otbrd JE[1,5-a] 87 -2- F Bt

e
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[0359]

3-(7-(3,4-="F A KA )oitok 5[ 1,5-a] % -2- F BLhE ) R T 8L &

432
i

433 7-3,4-=F AR IK)-N-(3,5-= F AL R K )mkrd 5[ 1,5-a] 22 -2- F
7S

- 7-(3,4-=F B FKI)-N-(3,5-= F B F I )oted 5[ 1,5-a] 7% -2-
5 Bt

435 N-(2,5-=F 8 FA)-7-F Ahotbod S 1,5-a] 8% -2- F BLie

436 N-(2,4-= F B R A)-7-FAhvtbrd S 1,5-a] %77 -2- F BLie

437 N-(4-F ZUA-2-F 2 K A0 )-7- K A oot [ 1,5-a]"8 7% -2- F Bb iz

438 N-(4- #-2- F 2R 3K)-7- K Foetked 5[ 1,5-a] 872 -2- F Bbhk

439 N-(2,4- = R H)-7-F I otbedt [ 1,5-a] 872 -2- F Wb

440 N-(3-F BA R A)-7-F A vbrd [ 1,5-a]"% 72 -2- F BLhE

441 N-(2-F B R A)-7-F A vbrd [ 1,5-a]"% 7 -2- F BLhE

442 N-(2- T RIFRA)-7-F Hotkrd [ 1,5-a]"5 %€ -2- F Bl

443 N-(4-F B FH)-7-F A otbok 5[ 1,5-a]"% %2 -2- F BLAz

445 N-(4- B A)-7-F Hobod 5[ 1,5-a] % -2- F Bl

446 N-(2- AR AR)-7-F Hombod 5[ 1,5-a] % -2- F Bl

447 N-(3- AR I)-7-FK b [ 1,5-a] v -2- F B e

448 N-(3-#-4- F 2 R HK)-7- K Jhortbed 5[ 1,5-a] 8% -2- F Bl

449 N-(3,4-= B R H)-7-F ool 5H[1,5-a]"8 72 -2- F BRliE

450 N-(2- T 8RR I)-7-F Hotbrd [ 1,5-a] %22 -2- F BLl

451 N-(3-F-4- F BIL K I)-7- K I tbrd 5[ 1,5-a]872-2- F Mol

452 N-(3-8-4- B AR)-7-F Fovtked [ 1,5-a) 5872 -2- F Btk

453 N-(5-8-2-F AR A)-7-F Akotbod F[1,5-a] 8% -2- F Bl

454 N-(2-F B -5-F R H)-7-F ot [ 1,5-a] 8% -2- T BLie

455 N-(5- #-2- R )-7-F Hhotbod FF[1,5-a] %7 -2- F Bz

456 N-(2- B-5- § R IR )-7-F Hootode FF[1,5-a]8 72 -2- F B be

457 N-(2,5- = AR H)-7-F Hottod 5[ 1,5-a]5 72 -2- F B

458 N-(4- TELR A FH)-7-F oot 5[ 1,5-a] 82 -2- F Bl

459 7-FH-N-(4-(Z A F BA) R )tbrd [ 1,5-a] 87 -2- F Bz
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460 o | bk 1- 35 (7-FK Hrtbedt [ 1,5-a] 8 -2- 4 F B

461 7-(4- B ARIR)-N-(3- F BA K)otk 5[ 1,5-a]% 7% -2- F Bl

462 7-(4- BFI)-N-(2- F B F A )etbrd FH[1,5-a]F % -2- F B

463 N-(2- TR FH)-7-(4- RF A )tbed 5[ 1,5-a] 872 -2- F Bl

464 N-(3,4-=F £ K I)-7-(4- BE AL )rtbod [ 1,5-a) 7872 -2- T Bz
7-(4- B IR)-N-(4- F AL -2- F 3 KA )b 5[ 1,5-a] %% -2- F Bt
fiz

466 N-(2,5- = AR AK)-7-(4- BRI )terdk [ 1,5-a] %7 -2- F BLle

467 N-(4- LEIFH)-7-(4- RF I )tbed S 1,5-a] 872 -2- F Bl

468 N-(2,4-= B FH)-7-(4- B A )bk S 1,5-a]8 % -2- F Bre

469 N-(5-#-2- F 2R I)-7-(4- BRI )rHnd F1 [ 1,5-a) "% % -2- T Bbig

470 N-(4-#-2-F K FH)-7-(4- B )srd HH[1,5-a] 872 -2- F Bl

471 N-(4- LRI FKI)-7-(4- Bt HF [ 1,5-a] %% -2- F Btz

472 N-(4-(=F AR H)FI)-7-(4- BRI )rrd F[1,5-a] 8 -2- F B e
[0360] | 473 N-(4- LELRS R IL)-7-(4- RF A )otbod [ 1,5-a] 872 -2- F BLiz

474 N-(4-F2JK T B RIN)-7-(4- B et [ 1,5-a] 8752 -2- F B
475 N-(2- A A)-7-(4- RAF) ook [ 1,5-a] 87 -2- F Bh A

476 7-(4- B AL)-N-(AR F 5 A)etted [1,5-a]"% % -2- F Bt

474 7-(4- BFA)-N-(J8] F 3R A )etted [ 1,5-a]"% 72 -2- F Bt

478 7-(4- B IR)-N-F et [ 1,5-a] 2852 -2- F Bz

479 N-(3- LBEA R AK)-7-(4- BRI )tk rd 5[ 1,5-a] 852 -2- F BLAZ

480 N-(4- #-3-AH 3 FA)-7-(4- BRI e 5[ 1,5-a] 872 -2- F Bl

481 (7-(4- R HR)ermk S [ 1,5-a] "85 -2- 2 (5] Ropk- 1 -2 F &R

482 N-3¥ = F FKI-7-(3F F Rtk 5[ 1,5-a]F 2 -2- F Bt

N-(4-F 8 -2-F AR K)-7-(0F F R A )tk [1,5-a] %87 -2- F B
i3

484 N-(2-3-6-F AR A)-7-(6F F R Aotk S 1,5-a] %% -2- F B
N-(4-(4-F.- 1H-vtb o - 1- 3) K IK)-7-(3,5- = B 57 [ 1,5-a] "

465

483

485

R -2- T Bk
[0361] S BE A Sk RO AL & 0 #h R FRIAC D K & WSR2 A0/ BOLAR S AR i BT
AR E TAKN .

[0362]  5.1.1. [ ZHARicHIZRAUY)

[0363] Ak IR A3 [F AL Zbmic (AL &4, H S AR SCHTIR I AR L4k 508 ] 5 B — A Bk
AR FHEAA S B AR A IS R IR R TR BT R EOAS R R o R U S A R
TR AR W AL A 03 T FEAE B R AL A I — A B2 AN IR 405 38 B 2R L BT
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JEF RIS 2R o AT I NS SCHE IR AR 5 o 1D TR 3P S0 4 2 ik S 0 4 8 SR S )
[ A2 2, 34 BN (D7) CHLPC L NP0, 0 P PP S SRR il AL ik
Ftb & B — A e A HIE

[0364]  — i 5 , & L BAliR Ko f oo (W W&l sll) & fE B iZoe R KT A R AR . Bl
o, FRIE P SO A B, WA ORUR . A 0, 5 TR R )67 2% Gt e,
PPRITS) Bk A D E A AR I B P o B T AR ST A FF 2R B ARE AR A A A 4k,
IR P X T A SUREARN SR B2 11 5 W -

[0365] BRI FLE , 75 WA SCHER FIAL &4 15 AL R AU — AN B A [F) 7 3R o A A A
TP TIAS F A6 1 B0, R R SRR AL B P0s O i SE BRI b, B A R
S5 HE AL S IAEAS S B RV L A

[0366]  E— skt 5 5 b , oL [F)Ar bR 4k &9 G FPHAT ChRic (R A8 2%) w i
A IR/ B 5 AL A5 A 43 T A CH) R 14 (C) [F) A7 2K al DR 3L 45 5 il 45 R el
DU RS AP o oAb, A R A (8 agm) BB AT S (2 28 el T BOR B AR AR e 1k
PR IR LSS 1 QAR Y A3 ST N B R SR UL LA A R DL R SR ik Y o [F]
PEFARIC AL S — M) 38 I AT AR S 2 I 19 8 2[R R P R ) 8 » 810, A St 451 10
w38 i AR A ZR b BRI AR R 2 AR e (15

[0367] LUt S, WA SRR , AR AT S RAC &, BEL 255 B nl 42
2 [ T K E W A2 B AR A R R AR S B RS . 3 (Ta) & (Te) 1Y
WA TS 2 e p — A B AN E R T AR & AE — S8SE it =, %
AL RS TALR S B INR RV FE A MR (1) Mk A9 73K (Ta) LS IR
WA — e st 7 S8 o, AR AU 2 B4 2D — AN U 7 AR s 22 U A

Sk (bl C;fg HQD DjN/\N C\_X

[0368] %ﬁ@ﬁ%%é%m@%%@ﬁL?U?$mzﬁﬁ%ﬁ&ﬁwm%mmCJ
Editor;Recent Advances in the Synthesis and Applications of Radiolabeled
Compounds for Drug Discovery and Development.[FPL N :Curr.,Pharm.Des.,2000;
6 (10) 12000,110pp;George W.;Varma,Rajender S.The Synthesis of Radiolabeled
Compounds via Organometallic Intermediates,Tetrahedron,1989,45(21),6601-21;PA
JEvans,E.Anthony.Synthesis of radiolabeled compounds,].Radioanal.Chem., 1981,
64 (1-2) ,9-32,

[0369]  JRALRIAM B2 5 345 H 22 52 A SCH IR 1) & BT 1 DLR 5 T S RO 6 Bl K
B2 18 RN 5 7 BT AT AR 2 i it B 7 (W A ldrich Chemical Co) LMY SE3RTS

[0370]  5.1.2. 5L

[0371]  FE LB 7 Ze b, AAS SCHEIA , AR W TR AT & WAk &4, i 245 ]
B2 3 VAR KW R 2 SO R AR AR — AN R AR . K (Ta) 2 (Te)
HIL &R A R & Forh — AN e A SR 7 BB E: A U T BRI &4  AE — L8
SE 7 R, SRAL R R R (Ta) & (Te) ML &4, HARHHEALIOR (R R* R \R*\R°.R,
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R® RV R'ORMLRPZLGRYRMRRRTLRE R CRPRP CRPEL , BR LA EUAR SERIE ] L 75 5K
(Ta) Z (Te) Witk &I AL AL () — B8 St 7 v, g I B8 75 1 C - B ) 0 i 7 40
FHEARAER (Ta) Z (Te) Bt S PIHIFALSRALY [ — L2 St 7 S, AT 38 b 28 AR () 5 36
BT b 2 AR IR 44 95 B 1 2 b — AN SUR TR 7E R (Ta) 2 (Te) LA #AL
SABI ) — LSzt 7 R, B BE AR (-OH) B LB 3E (-NH,) gl BUR T B

[0372] 5.1.3. %k

[0373] A AR , RIE “b 5907 B 16 LTS BT IR 10 45 44 1 T A8 ST A S AG A L TLAR] S 44
NER T AL A

[0374] A SCHER 4k A4 ] BA AR A LRI G (9 2, SR 5059 & o B IR B A 5
IR AR ST AR A B T 30, 35 AR 45 1 B T X il S 44 L A e (R i
JUfAL A T 3o AF — S8 St 7 R, A SCHRER L S B — A2 AT O SRR
U SRR BA T 4 7S 656 R ST AA A 25, DU ARE S T4 s AT ST R A TR B S R B IR A
DRt S A ST B AL A W 56 TAT A0 BT A KRR IR T A & SR 3R 20 1 6 22 SR A, 1K
R R A 5T 5 L ) o ROK Bl A TS 4o Bl 4 4] 4711 B2 YR 5 420 AR AL 5 ROV T A S o B 4 ) St
W B A SR S AR A » DA B, B 0 2 S A R vl 4 8 B i AR T R AR BN
Stof AR S W K A B RS e S R PR P, LIRS A S M AR S LE AR AR O Y TR A

[0375] &G G AN AREUAR I SR B AR K BH (A6 A 9 mT DA LA S0 e s A e T 00 58
AR AT AR BT S0, A e] 1) 2% 6 25 M 20, 1 Wl B 23 A e 30 LBt O 2R M 4
R R R BE A T 1 Bh 71

[0376]  Hy 5 - i B F [FB] 0 BERA 356 P A P o 0k il A B ) L 1 AR B2 (e A 7 AR 1) L
] SR AR 0 AT A7 AE T A R I AL B o 9750« C = NOWU il EL Atk A 7Rty 00 4) L AT S A0 4
AR F A SRR AP, BT M8 e i SR AR T AR R B BRI &, A
R BH AL B B RN Jsg 2T UART S5 A B ] A7 A FLRT AR R S M R VR A5 P A R 4 B8
RN

[0377] A BH Ak & 0k B 46 B AR S A T2 3 o AR S A 1 20 p B A R 410 00 A 46 A
BE )R FIER P A BAR S T OB R P i B B SR, R LA A R s B a0 e v
T P SEAG T T ARAS o S0 R T 8 EL 8 S M R, 0, ) - s T T T o - ST e R T A T A -
DAY B IV Ji 0t B A - IV R R K < 0 i - W ekt RN L R — AN T RT o 40 24 A R R A B &
ML B R EIER, 30, 1TH- FI3H-BEME L 1H- . 2H- F14H-1,2,4- =M 1H- F12H- 5050, DL &
TH-F12H- ML o 388038 24 A AR, AR S M T 3 A Ak - 47 A = ) e A — R .
[0378]  5.1.4.EhAH A

[0379]  {F—SLSLjii 7 o, AR SCHEIR (AL A A2 AR T s0AFAE o 78— L85l 7 R b, %4k
B LA Bl ez 1) B i AR A

[0380]  ALFHAEA K WAL A Wb A BT B 0 Ak B9 AT 5 2 R AR A1 AT HLER T 1k
22k AT T ) % SRR L A 0 24 R A2 (R N S P TR A TR S T B T B (R
I (B, 845 252 ol 852 (B B 11046 IR , B (E R IR T &k

[0381] &5 B RE I B & R 2 05 S AL B VAR I ] 2461 5T 5 2 R EHLER AT AL
12 I N2 AT SRR IS B 2 o 12 Ak B 0T DL LATZE [ ENLIR B HLIR 1 25 % B r] 8252 i) L i T
Al o 7E— S8 STt 7 R, 1% 25 %% BRI I Sk e AT AR B AR R 10 3L (R, dnAR SCH IR 1Y)
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&R ERRRER) , BRI

[0382] A& BHEIM G PR 2557 b nT 352 52 1 3k vl J b K A & 0 T 5 KR I A WL
A & NI B BB CBEEER QS S B, R inad & 1A MLER B HLIRR KWW, FF UTTE B4
fm R A 2% o SR 5, PR MIZIR A P 28 R R it B TR LB Ja o R el e T R 2 A
) 3577 AR Eh R AAF M 2

[0383]  Ehf H A S A FE A KL GV ¥ 56 EHE TG o T3697 H
B ARSI B v N2y a2 10 SR T, JE 24 5 b T2 (R R AN ) Rt TR
A T an il B Al A 255 BT e &Y.

[0384] QFEIEA K EHH S AT F 2R EMILEYRe 5 2 P25 Bl 852 1) H
H IR R NER (base salt) o Mk () S5 0 40 e 4 8 h Bl + 4 8 3

[0385] UMtk B R 14 50 0 AL S Wt P 5 22 Pl IR T R 24 27 b T 452 1 3k o A K B
(P40 R] &5 A B AN B S L 9 3 ol , — DN — MR E AR ILIE LR iz & )
AT AR BRI R 9 1 B8 - B X B A A

[0386] A SCHEIRMALA AT UL 2 PR AL, OFEIR LA GV 25 5% T 4252 i R i 25
i~ AR AR AR TE 2 0, A SR 2 a0 84 R 2 5 B ISR KA AR
12 8 (BFE T KY)) IR 2 s AEE SRR LR HIR G .

[0387]  ACHEIR HI4L &P LLE R, JLHOK G XA, HERAE A RE , 5
BRI M RIE ARG K G PRI LE ] 2 A A P B B i S M 4 A i e v
TR B T2 A A PR , KA mT B8 2 I TR] PR HE RS 10 T Rl o AR B AR ALt vl LA
BB T TE RAFAE B FEDME | B N IS A S5 o AT ART4RE 8 1 AL P I 5 0 Sl £
FEAE B BUA LB AL B T BRI RE T B A o

[0388]  fE—ESj T S, A SCHEIR P4 A ) LA AL Y 0 T A7 AE o A2 — L8 St 7 &
W I A B T2 53 2 K AR STREIR A P LUK & T A7 1

[0389] 5.1.5.7(%4

[0390] 7% BA ) 77 T A4 A SC R Ak A 0 AT — PP A 2592 20 B b & Y AT AFT
FERE ar 25 R iR P RautioZE N, (“Prodrugs:design and clinical
applications” ,Nature Reviews Drug Discovery 7,255-270(February 2008)) il /7
FRTT R

[0391]  RE “HI 2457 s FE il i — L AR B Ak 27 7 VELE AR N A A N AR Wi P 2 W A 3 o A2 —
LSy R, YA BEpH T & 52 AR R L BT 25 5 A N B R I 258 2o 7 — B S
Fh U2 YR R BT AR B A N R e .

[0392]  ARSCHEIR AP AT — PP AT 2578 200 T and At BAR a7 s A, X 2
T B 546 & W0 AR AR PN )21 3 B B K, B3P 75 v R 751 2 X sk 2>

[0393]  FUZG7E—LL15 0L N 2A I, A EA T E REZ B8 5y i - 4540, BT 25 ml @it 28 11
Jite FH T A A 0 R T RE 24 WA BE o JIT 24 175 25 B2 5 ) R i B B LU RHR 250 AT =i -
[0394] AR BHRIN AV RIHT 258 NE AT A @ F A ZHN GV EEM AR e i s
AU #43 (promoiety) HUHE A HT B4 /2 T8 A HT 29 FEAR N e AL N 29I, ] e i B e sl fh 2
N 25 R ) ]

[0395]  FE—LLSjE 5 R H I HT L 0 A2 48 HH I B 2 B & W) B2 D 1 2 2 R A B IR
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FE A ] (B, AT 3% 2 BUAR I C 1 - 6458 ok e 5l AR 3 Hb 22 BUAR A CL - 6458 4E)

[0396] 5.2 {b & W& L

[0397] Ak B BIAL & 9 ml HiR 4 A 43k 2 0 1 b AE 7 5 S i (2 I WMorrison and
Boyd in“Organic Chemistry”,6th edition,Prentice Hall (1992) 1.4 % H ) —Le4ib &
AN/ B TR A W SE3RAS 225 SCik o O 0 I BT B ARSI AR N oA F AR AR 7 &
Gy AAF 0] o A I B ) — LA PRl A A SO IR 1 77 58 L S Bl (A4 SR G o 78 R 7853
BAEE YD A TR AR B AR A B A B LT AR SIUIEE AR N 53 P TR B AR SR IR 1) S [
SN 1] A7 1) 224 B OR / B T DA e DA ) £ 52 A6 & P el 1) Ak sl AR A, HLAS
[F) AT A B RN/ BRAEAL 2 AR ] g i) 24 b AL A 40 AR TR A B0 R i o 5 BRI B ER 11

[0398] & R4k A 4 vl 3d i AR B R AR N 53 2 0 B0 7 V48 ol ok A 3L AR (NMR) 1
A1/ B3 Vv R B0 FL A 4 2 15 IR

[0399]  FEZFhsLiti T R, A SCHEIR AL & W02 R SCSLTtifpl 2 (1) R 3A R R 3B &4
R — NG R R IR AR B AIER I 2R 2P T — M &Y Bt s — Tk R
PR AR SRR IR S AN / B R AR e T 2

[0400]  5.3.ZWHEW

[0401]  AKBAMM GRS LA EY  ZAMAG AT — el Z Mk &y
2/ — PRI A (140, 25% Ear 2 R « 2Rl SV a5 (Ta) 2 (Te) HICFTR
VT AN/ BPDEAI R AL G4, B 2455 T 352 B Eh AR K G ) S BT 2 B AR
A, B, An A ST ids

[0402]  ASCHEIR AP I AT T 29406, N T-78 2 Mia s 7 B R el ik
3 B ) SR W S B va 7 B 7 228 T CETR B i1 PDE4

[0403] [, A BAI S — 7 iRt 7 4MA G, A& 20— PR SO K64
H2h Furie sz i ih BT 25 ALY K S W LR A A, R0 & /b — Rl g A bnT
SR IE A o

[0404]  J21E “24%% AT 2 BIRIE ) J2 48 R A SO IR A & B Ak &4 ) 3F H B
X R R AR T T HJ 28 MR B AR ART R (B G, T s BRI R T R AL S P 1) AR
(vehicle)) o WTE 77 AT A 45481 2« HORG B 770 B S8 A 7] R G 7 S EAR R L s g B3 e e 7
Bkl (0 232) AR FLAR TR 70 500 (R 7)) a7 sl R A0 L A ek L A s BV AR (i3
HESRF)) VR Bl R 7)< BRIV 52 B ) VAL 285 (dispensing) 71 8573 HY (dispersing)
A EHRFAIIK G 7] o 7 — L2 ST 7 R Z AW A 51097 A SR I WA SRR B4k
G H A5 B2 0 ER B AT 24 VISR K B BT AR A A

[0405] 5.3.1.1.MR A&

[0406]  fE—LLsIyti J7 S8 H , 29 WA A WL 1) o FH T BRGS0t FH o 7 — S8 St 77 2, 1% 4
HEYEBLH AT R (Fan, 2 AR5 1E IR IR A& /2R A S
(1) —Le st 5 R 1% H AW KR

[0407]  [AIUL, AR BHERAIL T —FhER FALG4), HAREEIT A 802 B A SRR A& P ek
WIARSCHREIR P 245 5% B rT 8252 0 L S AL K E1  i0 245 8RO AR S M 4, Al AR 3 E ] Sife
2 0HR A

[0408] 5.3.1.2. AR &Y
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[0409] 7Sk BH i 2 AL 5 W mI AR AR A 5 58 F 5 d2eail » HL th mT ] 46 RSP 442 it Y 110
SR 3 W G0 B 700 LR B R TR RO R I R TRV FL AN, B K
T ARZ D P R, 140 F 3 LD B K A BB e P 8 ) 31«

[0410]  fE—ABARSLGI o, 9L S W n] & 255 b S VR EGR] BOE 7 BRI/ . 1224
YA & T DL 5 0 24 4, R o) il 2 e 11 2450 i n e 70) < AL 7 S 6 AR S IR
R FLAR) SRR S8 BT ) RSCAR 4 1 25 G dan JUL P 9 S ) LR VA AR 7 R T VR
7 o

[0411] 4RGN S LA V259 (% 3 24, DU P 28 T 7 B ) S 9] T o 47 214
B RERRES B RV FURE TN A AT W L BEIR A L A IR TR A i TR B L A IR R A L W IR LT
A7 R THNE VE R B W LA W R 7 A5 o 0 SRAS R W 1) 24 0 26 DA S 7 F T = o)
B o W2 0 77 BB ) P 35 7K e 7K < R 2 W A VL SIACL R VA M VR I L R T (1)
R, 5 2 EA00) I I I R IR 17 TR TG ek I R T 1 ) B FLAL

[0412]  FE—dbsiifi )5 S, 29 W) AL & IC ) D9 HT 15X A M 52 1 AT i B A
FE— L)l B AN St 77 S 2 2 WA S IS 9 F TR I R s i AT K N T
H o 72— 2]l B AN SET 77 S i 252 & DS ) D T 6 7 B2 i AT B R e
H.

[0413] 5.4 {{5CETRIY 512

(04141 A% WA ¥ 77 10 55 FH An A ST IR 1A & W0 R 15 CRTR IR 77 12 o LS T7 V25 vl B 4 i ik
AR &R SCFTRIA TS I &4 (140, BARYER AR LE A4 — A A Z5 44 A CF TR 5 71
WA Y el L 2557 BRI 2 2R IR 7K B W 24 ST AR S A 4% 32 iR A 7 SR A
RFCFTRIG T VE  AE YA R T B FEEAR T 4000 A 20 B8 8 R Ak AR AL B %2
B /AR 32 A (B, NZS) oA AR 5 5 CRTRIA 5 AL & W fu 1) 07 92 T d
X SR it A S kAT

[0415]  RTE “U 575" 4R 1IN H ARr/K-F 5 H AR Th RERI AL S WAL &9, H Rl 9(EA IR
T-CFTR o 7 — 852 7 58 70, i A 15 7L & W0l ish Bs A6 H %, 7 WnCFTR, I3 0% H AR
(17K P B3% B AR I ShAE » 26 07 T, R 15 CRTRIK) 7 VE A 35 3% AL CFTRER CF TR IH AE 1) J7¥2:
[0416]  fF—SL5jifi )5 S rh , A SCHER I CFTRIA 5 774k & W0 52 RE S I AL CRTR AR (A 48 %
CFTREE F 1) D e /K P [ CETRIEAL T S 4 o £E 57— S T7 S, AR SRR I CRTRIG AL A4k
B YIRENS R BE G R CPTRIG AL 7= A2 1 R Zh g -

[0417]  #E L6 77 G, YA 15 CRTR IV 77 ik A0 55 4 60 B CRTRIV AE M1k 3 BlibE A 540 20
FR B A ST I8 B 7 CRTR AL S B 2557 BT 432 1) 3 IR 7L Y K& A 245 BT 44
SRR R A — o, BNAS SO A A AR L 2 A S Ak, DL T CRTR o £E S EE St 5 56
B AR AR R B A ARSI o £E 55— St T S AR R EREA AR .

[0418]  CFTRAJ 7 71 AT Y 54 A< s CETR (R g 7% 18 o 9 4, mI A P o S A1) 4 v i R F 26 T34
st EE (YFP) 14 & 04 LLTI B CETRIIAE o 56 FH e 20-Ar » A0 52 320 i SRR I i 25 -,
B8 J5 N T ik 2% 1) 40 B 5% D' I TA) S R R R A CE TR A8, 1 411 i A1 5 IS BYFP 5% i T
CETRA 3 (AL 40 1N T B A1 o CE TR A4t W e ok Si Tt 451 5 Hh 3 1) 3 AT 2B AT VP AT o AR 445 1
T3 CETR YA 5 77 AT 27 YA 5 CETR Ty 6 (451 art Gary 368 ek i it 4515 1) 6 S8 P 6 2 BT VP A8 /)
-2000nM (1% 4n200nME B /)N) FIEC, M8 £V A R AT G4 2 (10, N2EZ2iX#) .
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[0419]  FE—LesTiifi 7 o, AR IR 7V 2 i CRTRIEME I 7 15 AR RE LB 1B N, 52
RE A Z W CFTRIE M E /b A ER D 10% B /020% . 2B /030% & /040% 2 /0
50% & /060% E/DT0% E/80% E/85% B /90% L E095% L FE/96% 9T %
F/098% F/099% 52099 . 5% BE E /1099, 9% o fE—Le ST 7 2, M T 2R HIRE A
Hh & (K CFTRYE P 1) 3 45 K F , % CETRIG 38 b0, 9 n %5 /0 10 % 5 5E £ &

[0420] 7 —Uesijfi 7 A, AR B &9 0] F T 2 B AR CLPEAG CRTR A 15 v 4 » — L4y
Mol QLGS W AT o FE LB LR, AW ] B FETE W) R BRI 7 vk A o 7 — e Sl 7 &
w2 2 BH 1 5 VR LA F S 2 BH 9 35 CRTR Ik &9 LAV A JeAth Ak & % CRTR I 715
PSR VL TS R T CRTRIAL & 5 — Fh Bl 2 Fh el A A 1 (9, 2 e k) 456 7
HAAEVIAFEAE T I = CFTRAZ B Gaid nf R AR e A o %l kil b id vl B4 2t &
Y

[0421] 5.5, 4ifl|PDE4 M) J5 ¥

[0422] AR A 5 T A5 @ I 5 BoR i HIPDEATE M 4k &4 (Bltn, R RIER1E 2
(1) F8 L PRI AT — /N 1 &5 44 I PDE A ARG 0, B 24 2% B mT 252 11 36 LI A - K& 4
I 24 BT AR S R A ) 2 kR ) A )k 2R BORE AR HRPDEASE % 1) 5 ¥ o A AR ) 4 32 5 CFTR 1M
T A B fk 1) 5k mT I 1) 52 e A S R AT

[0423] A=Wtk R AT A5G (B AR T, 400 AL 23 L 3% 5 ARV AR AR FLsh 2 iR
Fm AL 2R3 (BN, N2K) AEFELL S 7 SR AR R B AR AR AN o 1R 5 —
ST R AR REFEAR AR 1) AR LB N  ZEAR AT R A

[0424] 7 —SeShti 7 =, AR IR A 7 0] 521838 T PDEAVE 1 1 7 2% o FEFE LSS UL T
ZARE S | FIPDEATE M E r Ll e 20 10% . B0 20% . 52 /030% &0 40% W & /D
50% & /060% E/DT0%  E/80% E/85% B /90% L B 95% L FE/H96% L FEAIT%
F/098% & /099% . & /099.5% (EL E/1299.9%  AEFLLLAE LT, PDEANE 1 i3 Fh /K ~F 4
i1l R/ 5 g KA T R it P 5 249 17N 32 FH O 20 3/Ni) i FH S5 29 2/0N i 22 it P S 2404788
Jiti ] i 2403 /0N 28 it F 5 20 107N i P 5 20578 i 28 066 i 2020 /Ns) L B30 F )i 240 12/)N
2t J5 2924/ NN SEE NP PDEAE PE A AT R 2D LR VB2 R VB AD3IR BADAR B
DEREBDOREDTRED2H E/DIE R4 RS R A3N H 2beN HEl R
b VAR RIS 8] o £E F2 e DL T, X Fh oK P B 40 ) vl e e s H vt FH RSB 3 Fdsg H it FH 7T
FEiH 2 D2 R B3R BDAR BDSRBLOR . BDTR . ED2M B3R B4
N o S N 0 O E INE P R E INE VA K o= e R o ol o =y T N e e g e
) — A= %o 5213 it FH A PR A S A S 4

[0425]  5.6. 7] VAY7 & NAE

[0426] A< BH I 5 V2 A 46 48 F AR ST A T AL & 0 A0 / B & 0968 T7 v] ¥R I 38 IORE 1
o RAE “RIVRYT & NORE” 2 48 nl il i — 22 U v T B AR T T (40, @ i i B CFTR
VAT 7 B PDEAFN ) 71 Dk B i v Ak DAL At 7 A o (R AT AT bR 0 ok BB
I o

[0427]  5.6.1.CETRAH G NE

[0428]  E5CFTRIE P A/ B Th B8 R A5 AH 5 14 AT YA 97 38 RURE 78 A8 SCH FR N “CRTRAH &
FE” o 7E L Sl 77 P, AN R B (1) 5 vk AT LS T L it P AR SCA T AR A AN/ sl A (51
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un, CETRI T ML) V6 77 CETRAH O3 BL%E

[0429]  RiE VAT (treat)” . “VAIT (treatment) ” FISKEALL FHE 2 H6 5 BE 1ot F2 (14 22 At 55 sk
B AEAR R B S, BV R DL A ST A 25 B AT AR AR RE T, R IR YR IT
(treat)” .\ “VAJT (treatment)” FIZALLFHE 2 ¥ G2 M B2 22 /> — i 55 R R A DG [PDRER
BB 2% B I S i 1t F B PO i 5. 6. 1. 1. R B

[0430]  7E 55— 5, AR BHER AL T — iy HR 50 5098 Bk BB 1 T v, L RE 1A A2 R
F) BRI it P VA7 A R B T A SO R IR 4L &  AE — st 5 b, % 2l = K.
FEAZ TR I — S St 7 22, 1% R B B BB TR .

[0431]  F-HRURE 2 —Ffr 3 S0 AR HE AN 3 0 i e i AR R 2 A8 1) S 0 1 VE R B 1 o CRTROZ HIR
0 TR Wb S TE - HR R CFTRYE 1 1 ¥ A0 71 ] 5 3503 Bt 126 J VE R 20 W 38 n L3 T
a7 THRAE

[0432]  7E—desfii 7 R, Z 7 VR D A X e R T IRRE (1) 52 R AR S S
Zh 7R I K 5% HERE A 6 R T R P I BB IE -

[0433]  f7F—Lusii 7 S Hp, T HRAE A& i DA 43 A 4L B — b B 22 ol s B i 5176 < 3
TR 25 L 5%, R A 5 B %, SR 8 AH S I 1 BRUE , 58 35 SO - SR AR 45 B 1E (Stevens-
Johnson syndrome) , THELEAEE (Sjogren’ ssyndrome) , IRIIR LSRRI , MM 15 , JiK
ge, FIRVEM 2 KRG 1E (Riley-Day syndrome) , 56 RIETCTRAE , & #7 K BH =
25 R EIAE L, B TR HR A AT T , S BURAR A0 S0 R (T BE 30 % 775 1 B A2 500 , S 28 BB
P ToV R AR A By 2R AR, BRI SR R B TR 55 0 L ok B 8 1 2 R0 2 B R, TR
B ZE , E R S BELZE , AR R AR B ZORE , IR IS 119 RE , AR %95 (0SD) «

[0434]  7E— LSt 77 A, T HRAE 2 A2 F T8 P A 25 28 A 008 A DG 1t - HRVAE | 5 35 3¢
W - RARGEAE TR EEAAE IR PR BRI M S A A0 2 O o8 A AR BR
Je R METIHAE S| .

[0435]  #E—RLsij g S H , AR A BH 1) 5 6 T IR RS 0 B0 B R TR R B 1IE
[0436]  7E—ubsijifi Jy i, FHRAE 2t B R R R Elih =, FRE IR BN IGE . B & ik
i T R B0 , TVERZ BRI By Rk BB 3, BRI B T 3 R o B R ) R B A
ks .

[0437] 7 — LSt J 2 A, AR AR S BH () 7 V29 I B°) B 50 92 9 B A A 5 R 6 o A —
S 7 S S 1245 5 98 R I R 4 A B AR I T %

[0438]  7E—bsizjif 77 28, MR 0 I R A2 AR 48

[0439]  7E—Uesijii 7 R, 7Rt H A SC AT A M E &) )G 523803 I T IRE I —
T 5 22 PiORE PRI B il -

[0440]  7E—esiji g S, T BRCAE (1) — Fh Bl 22 P bR g B 08 L Jo e S BREE L RO ik
AR .

[0441]  7E— 25 77 R b, Z 5 ik — B FE VPl it A S IR B R ARTB R TR R
[0442] 7 — et 7 A, B H BOR 4 75 22 ) IR B e 50 it B BR FH 2064 - 70 it 8 S it
FH %R AR

(04431 n] A A - HIR G A9 IR VEAAR AR 98020 /1N BB R SR VP Ak 4 5 BH B4k & 00 TR 1% 2 B 2 i
S 32 P AR B8 77 o AE — LE ST 5 SR, i el St A5 6 i 7 e A B AL S
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Yol 5| R TR AR ) B 2 AR A

[0444]  5.6.1.2. HoAh s ol &

[0445]  HAmETAE 69T B AR BICFTRAH & S E L H5 (H A FR T~ 4 BH Z€ 14 /i3 (COPD) B
Wit SO 2 SCRE YT IRORE S FLBETS AL AR YT 9 1 S S 28 R4

[0446] {4 BH ZE 14 fifi 55 (COPD) A] S E(CFTRIS RE g BR CFTRHL AL JiB H T 5 8 H A L [H]
I PRASEAIE () oAt g i (B A B | SV RN SOV IKIE) o 18 1 BH ZE 14 it (COPD) Fi g
PR SO AR BB B AR AE TR T 78 I RN A3 R o AE — LSt 7 SR, AR B IS )
AJ FHAE 38 CETRIE AL [F] I P 52 Bl 5iRS I8 2T 505 R 2 Bt % 77

[0447]  7F—2e52jifi J7 2, CETRAH JGI& BLSE /2 COPD.

[0448]  fE— b5y 2=, CRTRAH % 3&E DR A SR &K o

[0449]  fF sy 22, CRTRAH G 3@ W E A& S0 AU 5K gE

[0450]  7F— st 77 22, CRTRAH I 38 VLA A2 P2 i

[0451]  fF— LSt 77 S , CETRAH & MRE A2 5 Rk o 5 R A BN AT L EE 3 WL AR I RRE AR
HORH AR v ot 7 AR AR SE R o 72— BE STt 77 =, AR A BT S 2405 I (5 R L 18 1k AR
R R B CAE LA 3 1 M 5 B B AIE 7R — S8 sty =, AR B AT CRTRIAL &4
AT R TR 3 A AT HE(E 1 Ak LAYR T Ak

[0452]  fE—HESj 7 S, CRTRAH JCIE ME /2 FLBETS o 72 FLIBEVS Hh , 0 it £ %k ot / s £
H PSR 1 B S K AN TR 52 firh & HLADQ2,/DQ8 PR 1] T3 B P4 Th 1 % 9% [ B . CETRAE 9 %K
JoR /B B AT AR K (P31-43) BB S A, 2R 0T/ B i AT AR IR (P31-43) #iil iz b Rz 4 g
[RICFTR, 5| 2 5 B AL BE VS 1A S 2 s B (1) R i LI B o 72— S SIETiti 7 22 v, A & B I
HECFTR )AL & P CE TR ) BE AT Yok 55 B v £ 13 1 | W3t RO A, FR3R AR L BE VS (1098
JT o

[0453]  7F—bSzii 77 227, CETRAH JC3& ERE A2 IH 71 IR R PE 5 -

[0454]  fF— sy b, CRTRAH OGIE NAE 18 S 5 4

[0455]  fE—SbspjifiJy S, CRTRAH IS IE EE /& FF 4 475

[0456]  5.6.2.PDE4AHSEIE Mg

(04571 2% BRI 5 T B4 A0 F AR ST A T AL G PRl / B G W0a T 52 I3 I TR 97 & Y.
i R 7 V25 o 5 PDEA VR 11 A1/ B Dl BE 05 AH 5 1 0] ¥E 977 3& NUIE 7E A SCH AR A7 PDE4AH G ¥
JiE” o FE— LB ST 7 S, AR Uk BH 1 7 V2 ] B 4 e e AR SCA T I A AT/ s A (1)
1, PDE4M 7746 & 49)) ¥ 7 PDEAAH JGIE BL%E -

[0458]  PDEA4IH| )& — K4 78 70 RAE K HA 2 Mt 2 75 TR0 o 15 2 40 M b i N R —
Pisfit4 (PDE4) #1) 73 Afr v FH T VRAS A K BH IR A & 0 30 H ARPDE4 Y BE 77 o £ — LE S0 7 &
w0 R S TR 5 it P AR O B B4 S 0 AT 51 S PDEATE P ) B 2 AR AL .

[0459]  7E—Lesijifi /S rh , A & BH B30 HIPDEAFIAL &9 B T 2 T RAE R, i an#m )
TNF - a7 A4 1 22 B HA A 5T . PDE4 2 V69T 22 PP - 52 5 0™ 25 (1) #0282 22 0 995 1)
TBITHEAR .

[0460]  7E1Z 7V i) — B85 7 e b, PDEAAH I3 M JE /& 48 1 50 Bl £ o 7 — L8 St 7
R, MR B R RS I A8 M B B o AR — e St R, S8 MR B BB R 2
R B R AE X TR I Se St 77 S, IXPDEAAH JG 18 NORE A2 H B e 500
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[0461]  FE1Z Ty AR — e s 75 R , PDEAAH ST NOE A& 48 14 il o 75 — L5 77 S vh 5 1%
2 P Ml A2 15 BHL ZE M Jips (COPD) Wity  fili £ 244 1 48 A I W T8 06

[0462]  E1ZJ5 1L R — s 5 R , PDEAAH S IE NJE A& 48 14 B2 W o 75— S8 St 7 R
2% 98 B I 975 A2 4R o8 8 SR T8 I I i » T AR S 8 071 98 o 7E — SE Sl R iZ R M
FER 590 A2 1R N 1 B 46

[0463] 1% J5 ik — LSt 77 S , PDEARH 38 BAJE A& 2% 14 B i (1BD) o

[0464] 1% J5 ik — LSt 77 S , PDEARH 38 R IE A& 8 KR P 55 4

[0465]  FE1% i — LSt /7 22 7 , PDEARH OCIE BEIE /& ok EL VB A 42

[0466]  7E 1% J5 {0 ) — L8 52fiti /7 & , PDEAKH 638 MORE f& 1 28 R G0 » 1 AN & 4 i
[0467]  FEi% 5L ) — LS 5 2 , PDEAH I NORE A2 45 JE 28 o #F — BB St 7 & b, 1% 45
IS ¢ 2 Tk P 4 R 98 B B 2 R 6

[0468]  fE—SLsjifi 7y &, PDE4AH JCIE IE /& f I 4% .

(04691 [, ATAR 4 A K BH I 7 AR R TT H AR 52 3 BIPDEAA & M E AL H5(H AR
T-COPD 1B i | ¢ 4 IR 30 929 B i 7 < R Jo8 00 i E AR I B 46 6 PE s (TBD) R XU
PEICTT R VIR B AE 4 PR SO AN I PR 4 R %

[0470]  5.6.3. i )5

[0471] 7 —Lsj 5 R iZ 7 VAR 4 D it A H bl & 4 sk 21 A9 o it F 771 2 nT AR 4
H 1 AR Z AR B B DU BRI B8R T R 4 N BEES T H « 2448 11t FH B, Bl i
FH Ak &Y 4545 Lk g M B FHO . 01mg 2 1000mg , B HAAHIO . 1mg 28 300mg FIVE 1771, I H.24
JEL Vit FH I, A i B AL & 0 A3 B L kg R O . 01mg 22 100mg , B2 B AAHO . Img 22 50mg
0355 1 7] o 127 R ] 8 — IR B U FH o X6 T AR AN AR B0 S8 1 it FH 77 R 8 2 T 2 AR O
R 2R G A 25 AR08 1 531 R S A it D s ] 1) 5 e D 7 92 R 9 7™ B R ) e e
5, HL AT B & 508 R slsk /b o b SO it FH 5 R S DA AR PR AR 2 B Y
AR I A8 1) 317 388 1 e 1) 125 AF B I8 RT 48 5 M o e I T S 29 WA S A A 7 R &
i an , 2= AR B e n] DLIR TIA 2 B AR¥6 97 ROR BT 5 /KSE I 4G S 3 B 86 In 254 41 &4
AR AHAE I E, BRIABI AR .

[0472] A BH FR A0 & R0 204 9 mT R i P 55 AR A R BH B8 55— S8 B A S 0B
it FH » 85 2/ —Fp AR G T 7 1 a5 A 20 E T G (R QO B SES R VR TT A PR R
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T3 B RE T 7D « T 11 AR 2 B 5%, AR AH DO ME IR SGE , Sk 3 SO - iR AR ZR B, TR LR G
TIE, IR IR MRS R , AT, SRS , OV & R ISR G AL, S8 R TCIEAE, &
FRECE TR = B EER , RIS ATLE , 5 EUR A A R 8 IR T, 5 & 4
PEFEIA > G e GRRA P , oV AR 0 B bR B, B R IR . T % V0 o BT SR
RV BIORE , TH R R = RE , TR 5 BHL 28, B AR Ve IR i 200 , FIR G 1 09 0 , R 6 922
(0SD) »

[0699] 2615164 . 25 TU60 1 J7 15 , Fo iz T HERE A2 B -4 Pk AR A5 B 48 L AR W8 AH DG M IR
JiE 52 LM - SRAR R A TR SR B AE IR IR PR S R SR A A 17 SORME R PP 2 2k
WER AR B R TS IEAE 5] .

[0700]  2kT0165. 25 T60 1 A vk, H i FHRE & UL R 5l d2 5 7R R W EE ek =, [RIE
AR B ANTTAE , H B 0 B8 5505 , G5 B i ik , ok iz IR Y B 2 i 3%, BB RR 5 T 55
o BRI 2R B R R ORI

[0701]  Zk15i66. 25 W60 265 AT — T /5 ik, et H 5 1% 2 & I — s 2 AT HR
[0702]  ZKI67 . 2K U661 7% , H A iZ— A2 A TR RE IR IE B T4 Kke VIR L 2
I TR BRI

[0703]  ZK1U68. 2k W60 267 AL — T J7 1% , otk — BB 45 VPl it FH 5 AR I o R SRV I
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I

[0704]  Z515169. 2% 1560 22 68 H AT — I [ 75 ¥4 , L v xof B B Jma 38 it FH 2 A & P X IR A 240
“.

[0705] 25070 . —FhiGTT 4 M 1 5 3%, B 3G 2 R & it VR T B AR Ik &4, Hodp
A G RARYE F IR (Ta) FIAEY), B Z 5 a2 (0 5 A F) K&V BT 2
YA LN AL NS

[0706]  ZRI071. 25 TTORIJ7 v, HoriZ 32 i B H 2 M5

[0707]  ZRIU72. 5 TRT08LT 1 J5 15 , oA iz 98 PR3 A2 18 Pk 6 M0

[0708] 4R IU73. 25 TT08L7 1A J5 v, HoAiZ 8 PR A2 2bE R M50

[0709] 2K TN74. 25 TU70Z73H AT — T 7 v , A 12 58 1 5 i i 1 4% 4 P 2 14 fili
(COPD) £ Hify 7% 4= I WG 08 7975 % 99 I8 T 9 E  ARF o2 1 2 46 < 96 M i (TBD) R XUt
PEICTT R IR B AE R A SOE RN L R 58

[0710] % I0075. 25 TNT0Z T3 HR AT — T 77 ¥2% , FLH i 98 T 095 A 98 1k B R 554

[0711] 250176 . — MG 7 CETRAH & NORE (1) 75925 , B 4E XA e 75 B 2 W E i VeI A
RMERIWED, Pz E& P RARE F I (Ta) P &9, B 252 Erl 822 13k
LI KB A1 24 BT A S A

[0712]  ZKII77. 26 T5 76/ J5 ¥, H rh iZ CRTRAH 0 38 RORE 1% [H 18 M BH 28 4 filiJp3 (COPD) (12
Wit S 28 SRS IORE  FLBEYS L F R  JH YT AR M B 18 v B 5% A R AT 45455
[0713] 4R I078. K W56 = TTHT— I /5 vk, Hh iz (Ta) b A ek H 245 % v f252
[0 35 AT KB HI 25 BT AR S A AR AR 25 T 2247 P AT — T

[0714]  Z(T5079. 2 IIT8M T i, HerprizaX (Ta) AL SRR I BER 2L 51, B 2457 F
RSB 3 R K G BT 2 BROLAR AL AR
[0715] 2% T80. 2 IU78H) Ty ik, Horh iz (Ta) L &R R I G Y, BRI 255 E] 4%

I ER A K AT 2 B AR S A

[0716]  WNATSCHEIR , A SCHE K AR B &40 A W0 RN 5 ¥ PR 22 P SIZ it 7 58 o AS ST IS 1)
Z S T R B TR PR 2 B BE 1 S HAS AR A B AR R SRR A A s, RUVE AR
SCHEAL IR 22 S it 7 2 AR o] B A E B (VS R A SO I S it 7 00 BB B
EPRFIAE A KT

[0717] 6. 5Ly

[0718]  $&HE T Z1 St 451 LA 36 BH A 5 B HLAS 2 DAATAR] 7 AR RS A PR 1) AR 45 A 1 v P o A ]
DI 68 5 [R] 1 5 R R AR AR H A (14936 Rl P o AR 117 T 40 4755 AR B L o S S s g 0 2 DL 47 11
AFLAR NP 22 PSSO T AR N 5211 5 4 A8 43 21 5y W, o I SRS 2507 8 I B R ORI 2
SKRIPTER -

(07191 BRAESI A FE , 5 W A il FE 35 DASE 1K B2 9 B o %% 00 Ok i FHARCE (191, %
RS RS R , (B R S — e S i3 22 Al 22

[0720] P SEEG I FF G000 A BRI )4 b A7 8 70 0040 BV ) HL 58 & 775 DL 31 v g
YA B 2 K

[0721] 75 N SCSEREFIH , #5468 5 A 20 5 S0, WZ4e 5 B A 2 w552 105 3o

[0722]  aq.=57KIH
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[0723]  LC-MS= 3 AH o1 - Jig 1y

[0724]  MS=Ji V2

[0725]  THF =Y%Mk

[0726]  NaHCO,= iR 24

[0727]  Cs,CO, =M MR A

[0728]  Nall=%{t4"

[0729]  o/n=HE e
[0730]  HATU=1- [ (- FISEEUE) I FFJE] - 1H-1, 2, 3- =9[4, 5-b ML e 46 3- S AL /N IR
TR b

[0731] r.t.==&

[0732]  LAH=ZS{bia4H

[0733]  DCM= _4& ke

[0734]  DMF = — F 3L F i i

[0735]  DMSO=—FH 3L V. ik,

[0736] DIFA= SN 3L Z %

[0737]  equiv.=X&F

[0738]  EtOAcE{EA= A& 2. Tk

[0739] EtOH=Z.[%

[0740]  EDCI=1-Z.3%-3- (3- “HIFLE LN IL) ik WP A%
[0741] g=T¢

[0742] h=/]I}

[0743] HCl=2h%

[0744]  HPLC= /&y R AH t i v

[0745]  HOAc=Z.[&

[0746]  HBTU=4P- I =ME-N N N N - U FI L IR - 7~ s e 8
[0747] M=[EE/R

[0748]  MeOH= H %

[0749] mg=2Z77

[0750] mL==F

[0751]  mmol =ZZJEE /R

[0752] mp=14

[0753] m/z=JFifajtl

[0754]  NaCl=% L5

[0755]  Na,CO,=Hk R4

[0756]  NMR=#% L9

[0757]  NaOH=Z5 ‘A 4k4M

[0758]  Na,SO, =i & HH

[0759]  ppm=H I —

[0760] TFA==4% L%

159



N 116348468 A W OB P 135/217

[0761]  TLC= )2 iz
[0762]  SCOP=ZK B £ Bl
[0763]  TsOH=3} I KAtk ik
[0764]  UV=484P%k
[0765] HE&E%=HEHLL
[0766] M= /BE /K
[0767]  — W& T Ik
[0768]  SEITHPLC/MS A AN e 44k &4 , LI & FL 4 L T B K F790 % o HAIC MR
Yok AECDCL, (7% B A A5 CHC1, =87 . 26) \DMSO-d,; (3% ff 9 #7CD,S0CD, H=562.50)  F ¥ -d,
(5% B PY ARCD,HOD=583. 20) 5 A i - d , (5% B 4 FRCD,COCD,H=52.05) Hic. 3% o 02 5 (KL F i
% (8) 5 LATT T390 22— (ppm) AL, LA R AR & 5 2 (J) A2 LU 2 (Hz) N P . i 22 B PR
T Ns = HUE, bs = 58 Ll , bm= % 2 H g, d= XU, t = = HUE, q= Y HEIE, p= fLEIE, dd
= XU [ XU, ddd = XU 1A LI F) XL 06 , d £ = = B U (R X0, td = R () — L, 1t = =7
g [y = EL e, LA Kom= 22 E V¢
(07691 filt FH 96 S i E AT HPLC -MS 7t o Hh e VAR €485 72 (MPLC) P Fek R A A IE AL AT S A
P AT .
[0770] St 1 - 368 P A 1] A FF) £ ok
(07711 D5 ikA:7T-BUR ML e (1, 5-a] MENE - 2- /IR (GRIT-a) I &K

0

N
HN
o " W 'y
0 o o HN = AN 9
[0772] Ra)j\ | RaJV\N/ AcOH, [l : \NWOH

DMF, 1] i 2.) NaOH, H,O/THF, MeOH

All-a
P31 g2 013

[0773]  7-JEFENEMETF[1,5-a] BEE -2- R BRI & K

N O
o O
—_—
0 \O/J\N/ 2 . HoN 0_ 5 B
ol Yyt -
[0774] | CH\/\T/ ACOH.I ]JIL > /D—(
2)NaOH, H,OlTHF, MeOH N Y  OH

DMF, [a]3f

L1 L g2RI3
[0775] D&l
[0776] 42 2B (0.29mL, 2. 5Smmo1) FIDMF-DMA (1. 33mL, 10mmo1) J& & F-DMF (2. 5mL) H1 3f:
IMERBIAL LT /N o 38 1 DOMAN 25 7K FRINH, C1 3 B S S TR 540 - A1 L= 42 TG 7K Mg SO, 1 ik
6 o B EARTE 7K ONH, CIZEBUZIR &9, 13 21 (B) -3- (RS -1- 2K -2- 45 - 1- i
(193mg,43%) , A # o 4. 'H NMR (400MHz , DMSO-d,) 87.94-7.85 (m,2H) ,7.72(d,J=
12.3Hz,1H) ,7.55-7.38 (m,3H) ,5.83(d,J=12.3Hz, 1) ,3.15(s,3H) ,2.91(s,3H) .
[0777]  PIR2
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[0778] ¥4 (F) -3- (- HIBEZIE) - 1- R EE N -2- 4% -1 - (190mg, 1. 08mmo1) F15- 283 - 1H- it
W3- BRI P B (152mg, 1. 08mmol) ¥ Al T LR (5. AmL) Hh FF A BIAE2 . /N o JE L DOMAN £
IK INaHCO, RE BUZ S VR 15 ) « A HILJZ 22 TE /KM g SO, TR Ik 4 o S MPLCAEAK 122 S VR £
W o 3 L A P DCMAN CL e [ AL R VR 5 4, 75 2 7 - SR JE LM I [1, 5-a ] W0 - 2- FR IR IR
(87.8mg,32%) , W E [ . 'H NMR (400MHz, DMSO-d,) 88.75(d,J=4.3Hz, 1H) ,8.14-8.04
(m,2H) ,7.71-7.61(m,3H) ,7.41(d,J=4.3Hz,1H) ,7.31(s,1H) ,3.90(s,3H) .

[0779]  JDIX3

(07801 CRE7-ZIEMEMEIE[1,5-a] MENE -2- QIR FF B (87mg, 0. 34mmo) ¥ % +-H,0/ THF /MeOH
(1.4/2.2/1. 1mL) 0, BEAE S I H,0 B 22408 (1N, 0. 68mL) FFAE60 CHEFE2/MT o ££0°C
R EVE  JEIL AN N HC1 R AL 2R &1 - 28 Je 38 A I, B8 BR UTTE Y im0 » 79 817 - 3k it
e [1,5-a] WENE - 2- JRIER (65. 5mg,80%) , HELEL[E &, 'H NVR (400MHz , DMSO-d,) 6133 (bs,
1) ,8.72(d,J=4.3Hz,1H) ,8.16-8.05(m,2H) ,7.73-7.60 (m,3H) ,7.39(d,J=4.3Hz, 1H) ,
7.23(s,1H) .

(07811  7-(3,4- — FAAFEARIL) ML I1[1,5-a] BENE - 2- FRIE I & %
o |
N O ¥
O/ 1.) ) \
[0782] A 1 N 0=
) o o /OWN/ ACOH. [l AN 0
e
= ]@/k OWF, [l O | 2)NaOH, H,OITH, MeOH “N"*)_«OH
O )=
g 92013

[0783]  PIR1

[0784] #4534 - —HEIEIK LN (1g,5.55mmol) FIDMF-DMA (2.95mL,22. 2mmol) V& &
DMF (5. 55mL) H #4513 18 /)N 388 15 DOMAN 55 7K FRINH, C1AE U1 R & ) o il it 4 ] — 2. i
[ A% S MR G, 43 5] (B) -1- (3,4- VR REL) -3- (ZHEZEE) W-2-4-1-FF
(797mg,61%) , NFEE . 'H NVR (400MHz , DMS0-d,) 67.66 (d,J=12.4Hz, 1H) ,7.54(dd, J
=8.4,2.0Hz,1H) ,7.45-7.44 (m,1H) ,6.98 (d,J=8.4Hz,1H) ,5.82(d,J=12.4Hz, 1H) ,
3.82-3.80 (m,6H) ,3.13(s,3H) ,2.91(s,3H) .

[o785]  JPIR2

[0786] % (E) -1- (3,4- ZHIEAILIREL) -3- (AR AL) IN-2- 0 - 1- R (790mg, 3. 35mmo1)
F5- 2 5L - TH-NHE e - 3-SR R HH S (473mg, 3. 35mmo ) VAR T .18 (15mL) Hh I3 ml 3k 27N
K OB, il = OB Z IR G, 15 207 (3,4- — I SAEL L) itk It [1,5-a]
BENE - 2- FRR I (919mg, 88%) , A (Al f4 . 'H NMR (400MHz ,DMSO-d) :88.69 (d,J=
4.4Hz,1H) ,7.87(dd,J=8.6Hz,2.4Hz,1H) ,7.78(d,J=2.4Hz,1H) ,7.46 (d,]J=4.4Hz,1H) ,
7.25(s,1H) ,7.21(d,J=8.8Hz,1H) ,3.91(s,3H) ,3.89(s,3H) ,3.87(s,3H) .

[0787]  JPIR3

[0788]  #47- (3,4- —HIARFEIRHL) MM f[1,5-a] M50E - 2- FRER /i (915mg, 2. 92mmol) &
filt TH, O/THF/MeOH(12/20/10mL)EP FE I TH0m (A A AN (IN, 5. 84mL) FFAE60 CHi
2/ AEOCH AN, I NN HCIRRAGZIR G W) o SR 5 183 A FHHL 08 BRUTIE 1) di %
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BH7- (3,4- — FISEFEHRIE) MEME I [1,5-a] BE0E -2-FR 1R (980mg, >99 %) , AR 4 [ {4 . 'H
NMR (400MHz ,DMSO-d,) :813.35 (s, 1H) ,8.68(d,J=4.4Hz,1H) ,7.90(dd,J=8.4Hz,2.0Hz,
1H) ,7.80(d,J=2.0Hz,1H) ,7.44 (d,J=4.4Hz,1H) ,7.22-7.20 (m,2H) ,3.89(s,3H) ,3.87
(s,3H) .

[0789]  7- (4-%R(-3- FAEZE L) MM I [1,5-a] MENE - 2- IR I & K

o NN P
i 0 i /'%)_(_

0790 N\, 7 HN ~
[ ] x (0] 0 T /OW 7 AcOH,[“];n'L Z N‘
i |
DMF, [a] i : 2.)NaOH, HOITHF, MeOH ‘N

F
L3 g2 13

=

(07911 %1

(07921 ¥1- (4-H-3-FHAEEXKHL) 4-1-F (500mg 2.97mmol) A1DMF-DMA (1.58mL,
11.9mmol) &4 T-DMF (2.97mL) I #4 a1 7 2 1 /N o 368 3 DOMAN 75 7K [FINH, C1 2E HUIZ IR &
V. 18 1 A8 FIDCMAN 2 e [l A6 1% e BV A4, 15 21 (B) -3- (Jﬁﬁﬁ%ﬁa 1- (4-%-3- HAA 2
HRHE) T -2- 45~ 11 (516mg, 77 %) , M E [ #4 . 'H NMR (400MHz ,DMSO-d) 87.71 (d, J=
12.2Hz,1H) ,7.60(dd,J=8.7,2.0Hz,1H) ,7.56-7.49 (m, 1H) ,7.29-7.20 (m, 1H) ,5.82(d,J
=12.2Hz,1H) ,3.89(s,3H) ,3.15(s,3H) ,2.92(s,3H) »

[0793]  JPIR2

[0794] ¥4 (E) -3- (ZHIAEZAL) -1- (4- 5 -3- FHAREE R ER) N -2-#%5- 1 - (515mg, 2. 3mmol)
F5- 5 - 1H- LM - 3-SR 8 F S (325mg, 2. 3mmol) VAR T 218 (12mL) 3 AN [E1 2 /N
i 1 DOMAN 5 7K FINaHCO, A5 BUAZ S MR & 0 « A WL = 42 J6 7K Mg SO, #4944« 38 3 4 FHDCM
AT b B AR S, 1530 7- (4-50-3- AR ORZE) EmEIF [1,5-a] MENE - 2- 3R R T IR
(1950mg ,>99%) , 4 A il 44 . 'H NMR (400MHz , DMSO-d,) 88.75 (d, J=4.4Hz, 1H) ,7.92(dd, J
=8.4,2.1Hz,1H) ,7.80-7.74 (m,1H) ,7.55-7.45(m,2H) ,7.31(s,1H) ,3.94(s,3H) ,3.91 (s,
3H) -

[0795] BE%3

[0796]  47- (4- % -3- AR FEZE L) Mk I [1,5-a] ME0E - 2- SR B2 FH S (693mg, 2. 3mmol) ¥4
f#TH,0/ THF /MeOH (9/15/8mL) Ht , #2278 I T-H,0 7 (1 AU 040 B (IN, 4. 6mL) FEAE60 C 4 F4
/NI FEOCYA A 5 , 3 I A I INHC I BR A% R &0« S8 J5 e it fef FHHL O3B B T Ve 1) 4% , 15 3]
T- (4~ -3- H AR IR IE) MM I (1, 5-a] M0 - 2- FR R (521mg, 79%) , 4 o [ 74 . 'HNMR
(400MHz ,DMSO-d,) 613.40 (s, 1H) ,8.73(d,J=4.4Hz,1H) ,7.93 (dd,]J=8.4,2.1Hz, 1H) ,
7.83-7.76 (m,1H) ,7.56-7.42(m,2H) ,7.23(s,1H) ,3.94 (s,3H) .

(07971 7- (3,4~ —5ARHE) MEME I [1,5-a] BENE -2- FRIR I & Ak
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i/ 0 L M

N Oo—

[0798] 0 No N7 s H
. | 7 T/ AcOH, [l - /WO
DMF, [i37i F 2)NaOH, H,0/THF, MeOH SN Y OH

F

r8 L gg2H13

[0799]  DIE1

[0800]  Kf1- (3,4- 4K £ -1 (1000mg,6.41mmol) FIDMF-DMA (3.40mL,25.62mmol)
AT DME (3mL) H I [El it 22/ i o 3 i DOMAN & 7K [INH, C1 BEBUZ IR &4 AT HLUEE L
IKMgSO, T4, 58] (B) -1- (3,4- “HAKHL) -3- (ZH B H-2-4-1- 1
(1275.4mg,>99%) , AP L& 44 . 'H NMR (400MHz ,DMSO-d,) 87.96-7.88 (m, 1H) ,7.82-7.77
(m,1H) ,7.74(d,J=12.2Hz,1H) ,7.53-7.45(m, 1H) ,5.85(d,J=12.2Hz,1H) ,3.15(s,3H) ,
2.93(s,3H) .

[0801]  JPIR2

[0802]  # (E) -1- (3,4- 4 AHE) -3- (HIEEIL) H-2-J-1-F (1275mg, 6. 04mmo1) A1
-2 - LH-MEME - 3- R TR H G (852mg, 6. 04mmol) VA AT £ 1% (30mL) I # 13t 17N o 3
REDCMA 5 7K FINaHCO, A8 B2 S 2 30 40 - A3 L= e Ho 7K Mg SO, T Ik 4 o 38 3oL A5 FHI DCMAAT
Ot AL HLIR A 90, 5 807~ (3, 4- 3 KIE) MEMEIE [1,5-a] m50E - 2- B R P S (1188mg,
68%) , M E . 'H NMR (400MHz ,DMSO-d,) 88.76 (d,J=4.4Hz, 1) ,8.32-8.23 (m, 1) ,
8.05-7.97 (m,1H) ,7.80-7.70 (m,1H) ,7.48(d,J=4.4Hz,1H) ,7.33(s,1H) ,3.90(s,3H) .
[0803]  JPEE3

[0804]  H47- (3,4- U AEIL) WEMEIF[1,5-a] W NE -2- R H G (1188mg, 4. 11mmol) Jf# T
H,0/THF/MeOH (16/20/10mL) H , #2235 s i FH,0H0 I ZU 484 (1N, 8. 22mL) FF7E60 C it #:2/N
I o FE0°C Y2 215 B RL 7 MM IN HC1RRAGZ IR & W) SR 5 di i A FHH, 08 BR ITTE 1 d 1, 15 2]
T-(3,4- 5L MM [1,5-a] E0E - 2- F2 1R (280mg, 25%) , A E M ([ . 'H NMR
(400MHz ,DMSO-d,) 613.45 (s, 1H) ,8.74(d,J=4.4Hz,1H) ,8.36-8.27 (m, 1H) ,8.09-8.01 (m,
1H) ,7.79-7.70 (m, 1H) ,7.46 (d,J=4.4Hz,1H) ,7.25(s, 1H) .

[0805]  7- (2-%-4- FH AR ARIE) MM [1,5-a] MERE - 2- IR 5 1k

a HN
i F O Y /J{*-)_{ £
HoN o—
108061 f o oy I AcoH, i N O
cOH, M1 Z N
' ) - (IO
DMF, [aii O 2)NaOH, H,0lTHF, MeOH N Y OH

o

s L st2f3
[0807] DIE1
[0808]  H1- (2-%R-4-FHAEFEZIE) £ -1-F (1000mg,5.95mmo1) FIDMF-DMA (3. 2mL,
23.8mmol) Y& T-DMF (6mL) 1 Ff Ik 13 18 /)N o 38 i DCMAN 5 7K FINH, C1 2R UL IR &) - 72
75 RKDCMJ , 8 I EARIT S 7K FRINH, C1ZE G IR & 40 o e A5 F = SR [ A R SR &4, 159 3
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(B) -3- (HIEEI) -1- -5 -4-WEEEFREL) H-2-4-1-H1 (1057mg, 80 %) , & ¢4 & 44
-'H NMR (400MHz ,DMSO-d,) 87.69-7.57 (m,2H) ,6.87-6.77 (m,2H) ,6.99(d,J=12.2Hz, 1H) ,
3.80(s,3H) ,3.12(s,3H) ,2.84(s,3H) .

[0809]  JPIR2

[0810] i (E) -3- (ZHIJEEHE) -1- (2-9-4- W R LRI IN-2-J%-1-F (1057mg,
4.74mmol) FN5- 2 Ik - TH- LML -3 - R R i (668mg, 4. 74mmol) V& R T 2. FR (24mL) H i 4
[ 8 /NI o £ 28 K B8 i » L EART & 7K INaOHZE BUZ VR &4, 19 87 - (2- %8 -4- F AR R
H) eI (1, 5-a] BENE - 2- FR TR IS (972mg,68%) , AT M (44 . 'H NMR (400MHz , DMSO-
dy) 68.73(d,J=4.3Hz,1H) ,7.77 (t,J=8.5Hz,1H) ,7.32(dd,J=4.3,0.7Hz, 1H) ,7.30 (s,
1H) ,7.14(dd,J=12.4,2.4Hz,1H) ,7.04(dd,J=8.7,2.5Hz,1H) ,3.89(s,3H) ,3.87 (s, 3H) »
[o811]  JPIX3

[0812]  K57- (2-%-4- FHARFEASEE) LM I [1,5-a] MENE - 2- BRI HI§E (970mg , 3. 22mmol) ¥
fi# 1,0/ THF /MeOH (12/20/10mL) H , #2535 i 0 T-H,0 [ & S8 A0 8% (1N, 6 . 44mL) FFE60°CHi
AN AEOCHH 5, I RN IN HCLRRAGZIR G - 28 5 185 A FH L OUE BRUTVE ) d %
BFNT- (2-%-4- AR EIE) MM IR [1,5-a] BE0E - 2- ¥R 1% (790mg,85%) , Jy (A {4 [ 4 . 'H
NMR (400MHz ,DMSO-d,) 613.38 (s, 1H) ,8.70(d,J=4.3Hz,1H) ,7.78(t,J=8.5Hz, 1H) ,7.29
(dd,J=4.2,0.7Hz,1H) ,7.22(s,1H) ,7.13(dd,J=12.4,2.4Hz,1H) ,7.03 (dd,J=8.7,
2.5Hz,1H) ,3.89(s,3H) .

[0813]  J7ykB:6-HUARAIMEMEIE[1,5-a] mEnE -2- BRER (RIT1-b) A%

©
Br B(OH)z2 R,
[0814] HN—N\ [o] OWO Br\f\N.N\ o] PdCl (PPha)2. B, — FELE /M
s o i =% NS

AGOH, [“] mi — 2 NaOH, H;Of THF, MeOH

A 1-b
[0815]  6- (3,4~ — FARJEIRIL) MEMEIF[1,5-a] MENE - 2- FRIR F & ik
0

Qe 4
Br B(OH)2
[0816] HN—’{ o O A0 Bf\f\N,N\ O PdCly(PPha)2. Wk, :Eb'g; /M
)-.\..)_g_ \NJ'-\J_% N H

AcoH. Il — 2)) NaOH, H,0/ THF, MeOH
%1 L

[0817]  HI%1

[0818] Hi2-VR A I (200mg,1.32mmol) FI5-ZAFE-TH-MEME-3-FR R FH i (187mg,
1.32mmol) ¥ g T~ LR (13mL) *P I INANEI 22/ N o 7R 25 K L BB 3 1L DOMAIT &5 7K HUHC T A%
Wz G0 - I MPLCAE AL 2% S LR 5970, 13 1 = 06 - SRAME IR I (1, 5-a ] MEE - 2- R R i
(138mg,41%) , A . 'H NMR (400MHz , DMSO-d,) 89.72(dd,J=2.2,0.9Hz, 1H) ,8.77
(d,J=2.2Hz,1H) ,7.28(d,J=0.8Hz,1H) ,3.91(s,3H)

[0819]  JDER2AN3

[0820]  fE A K6 - IRIEMEFE (1, 5-a] WENE -2 - FR R FF R (130mg, 0. 508mmo 1) APACI,
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(PPh,) , (4mg,0.01mmol) 404380 J& , KR FIVA AR T BB ot (5mL) o ) Y& TRAS IIAE 7K HR I Bk
PR (2M, 2. 29mL) FFIHFAZEIOC 0. 5/ i , TN N3, 4 - — FH AR A L AR /E — &4 (2mL)
HE I HE LN A HUEZ To/KMgSO, T4 Tk 4 - K 1% S NI & W) i -1-H,0/ THE /MeOH
(2/4/2mL) W, B A INTH0 (A8 (N, 1. ImL) FEAE60 C R4/ N FE0CHA IS
ISR ININ HC1RAKAZIR & W) - SR ) 18 i s FHH, OJEBR UTUE ) &, 19 2106 (3,4- — A AR
HIE) ML [1,5-a] BEIE -2- B2 (90mg,59%) , J9 1 € [l 44 'H NMR (400MHz , DMSO-d6) &
13.23(s,1H) ,9.54 (s,1H) ,9.08(d,J=2.2Hz, 1H) ,7.48-7.45(m, 1H) ,7.43(d,J=8.3Hz,
1) ,7.16(s,1H) ,7.11(d,J=8.4Hz,1H) ,3.89(s,3H) ,3.83(s,3H) »

[0821]  J5¥C: 7T-BUAR LM I [1,5-a] msng - 2- FREE S (ZRI1-¢) &K

R, Ra
E\N,N\ O SOCh, f\N,N\ @)
o [ IO > (o
N Sy o NS =
N OH DMF, CHCI, 60°C N Cl
AIl-c
[0823]  7-(3,4- — FAEUBEORIE) MEMEIF (1, 5-a] M - 2- BRI S A AR
lodl | lodl |
O O
SOCl,
[0824] _—

AN o DMFCHCL60°C AL N o

SSad SO
[0825]  [W]7- (3,4- ~HEAFEARIL) mEmeIf[1,5-a] MEng -2- BRI (T0mg, 0. 23mmo 1 £ & A
(2.3mL) A (1A IIDME (ff 4k &) F1S0CL, (0.084mL, 1. 15mmol) F£7E60 CHitF2 /N o ik 4
ZIR G H L7 — b A I a] i F F 258k . "H NMR (400MHz, DMSO-d,p) 68.68 (d, J=
4.4Hz,1H) ,7.90(d,J=8.5Hz,1H) ,7.81-7.76 (m,1H) ,7.45(d,J=4.4Hz,1H) ,7.24-7.16
(m,2H) ,3.89(s,3H) ,3.86(s,3H) -
[0826]  J5yED: 7- BUAR AL [1,5-a] msng -2- g (RRIT-d) B4 K

Ra R
a
Z NN\ 1)DPPA EGN,t-BuOH A _N
[0827] |\ M > )N\)—NHZ
N OH 2 ) Hcl, MeOH SN
AI1-d

[0828]  7-(3,4- " EHARFERIL) MEMEIE[1,5-a] BENE -2- BRI &%
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/
O | o~ |
Yy ’
s
[0829]
. /,'\,;N>_<0 1.) DPPA, EN, t-BuOH, Il 2N\ N
t. Y—NH
N 2.) HCI, MeOH, r.t. N

[0830]  DIE1
[0831]  ¥f7- (3,4- “HIAHIEIRIL) MEME IR [1,5-a] MEnE -2- R (1g,3.34mmol) DPPA
(0.79mL,3.68mmol) \TEA (5.17mL,3.68mmo1) ¥ T t-BuOH (0.2M, 15mL) H I #4718 5
NI o FEZE R 5 8 T DOMAT 5 7K FRINaHCO, 25 BXiZ% Jse Wi TR 5 ) o Sl I MPLCAEAL iZ IR 54 o i L
{5 FHDCMAN 2 J5e [E ALK TR &40, 15 2729 (7- (3,4~ HSFEZRIE) mbme 3 [1,5-a] MEng -2-
) G AR T i (260mg, 21 %) , A A i 44 . 'H NMR (400MHz, DMSO-d,) 610.25 (s, 11) ,
8.45(d,J=4.6Hz,1H) ,7.97(d,J=2.1Hz,1H) ,7.74(dd,]J=8.5,2.2Hz,1H) ,7.18-7.13 (m,
2H) ,6.71(s,1H) ,3.88(s,3H) ,3.86(s,3H) ,1.49(s,9H) »
[0832]  JPIR2
[0833] ¥ (7- (3,4~ ~HISAIEAIEL) MM [1,5-a] mEng - 2-FE) 3L HF IR AL T HiE (250mg ,
0.675mmol) & ffE T F I (6mL) o , 2R )5 T = iR e MG e 7 10 2R R £k (4N, 3mL) o 16. /M
J& RN IN NaOHB Ak 12 V8 &4 F3 i3 DOMZE B . 8 i MPLC A Ak, 1% VR &40 - 3 i {3 FDCM
A bR S, A3 2= 7 (3,4- WA IR Mk IR[1,5-a] BENE -2- % (157mg,
86%) , N ([ {4 . 1H NMR (400MHz , DMSO-d6) 68.23 (d,J=4.6Hz,1H) ,7.81-7.75(m,2H) ,
7.13(d,J=8.5Hz,1H) ,6.87(d,J=4.6Hz,1H) ,5.76 (s, 1H) ,5.70(s,2H) ,3.85(s,3H) ,3.84
(s,3H) .
[0834]  sEjfafsl2: X (Ta) & (Ic) ML S Ik
[0835]  —f&T7i%A

Ra Ra

b ik @ :
[0836] f\N'N‘ ( = (J\N / —
0836 /I\)—< > )\)—4
\N = S N >

sll-a
[0837]  fbEWp210E K
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~

vl
o
Y2 LeTu DIPEA
[0838] ek | ol : > NN
] W DCM, r.t. )\)_‘(
N OH
&2

[0839]  H47- (3,4- —HISEILIREL) MEMEH[1,5-a] MERE -2- FR R (50mg,0. 17mmol) M C iz
(0.022mL,0.18mmol) HBTU (70mg,0.18mmol)  — F 3L L% (0.057mL,0.33mmol) VB &
DCMH o - S iR A3 4 1/ = 5 38 3 DOMAN 5 7K FINaHCO , A6 B i S M TR 5 ) o 3 I MPLC 24 1%
SR AP o 48 FHDOMAN T e [ AL A TR 5 4 15 2 & 02 N- A &R -7- (3, 4- ZHI AR AR
HE) MEmE I [1,5-a] MENE -2- I i (34 8mg, 55 % 7 38) , 9 € [l 44

[0840] LS W10 E EL

~
HCI ? i\
o) \
[0841] HBTU, DIPEA i
Ay p - O0A
X ,'{u}_{ o "0 DCM, L.L. \N ~/ K n-<:>—<
N OH | o
a0

[0842]  ¥47- (3,4- AR FEZERL) MEME I [1,5-a] ME0E -2- 2 B2 (100mg, 0. 33mmol)  JZ = -
4-F R ORI P EE AR 8 (71.3mg, 0. 37mmol) JHBTU (140mg,0.37mmol)  — T 1A & 4%
(0.17mL, Immol) V&5 T-DCMH o J- 2 MR A Hf 17NN 5 , 38 3 DOMA 5 7K FINaHCO, A6 B2 J )37 v
4 3B IEMPLCAEAR 1% I MR A4 - A8 FH DOMAN e [ AL A VR 54, A3 24k 590010, (1, 4r) -
4-(7-(3,4- ZHISEFEIREL) MEMEH[1,5-a MERE -2- HBEAZ L) 28 Ot - 1- AR IR H IS (135mg,
92% = E8) , Rk A

[0843]  {LEH144HI A B

[0844] ~N
HBTU, DIPEA )N\)_q o
N O > N _6 H
o b_( DCM, rit. -
\N . OH

L &144
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[0845]  57- (3,4 I AZEIRIE) MEMETF[1,5-a] MENE - 2- FRIR (1688mg,5.639mmol) <4-4
FEWIA[2,2,2] k- 1- LR K (1033 Img,5.639mmo1) \HBTU (2352mg , 6.203mmo1) 7
N3 2% (1.943mL,11.278mmol) JE4 TDOMH . T S5 Bt B2 /N I 5 38 3k DOMAN 5 /K F
NaHCO 4 B 2% 5 SR 0 o 3 I MPLCA A 12 S 7 R 254 o 58 PR DOV T 1 LML 254, 9
FE144,4- (7- (3,4- ZHISRBEAREL) LM IT[1,5-a] WENE - 2- FE i 2E) WA (2.2, 2] 3¢
fi-1- R G (3167 .6mg,>99% =) , A i [l 44

[0846]  {LEW149F) & K,

~
- o
1 N NaOH
[0847] 2 NN P > 2
\M ¥ THF, MeOH, H,0, 60 °C )\}—( 0
o= OH
1144 WEY149

[0848]  Hffik&4¥)144 (3167.6mg,6.819mmol) ¥ A% T-H,0/THF/MeOH (27/22/11mL) 1 , 5 75
VR INTEHL O 1) S S A (1N, 13.638mL) JFFE60 CHEFE2/NE o FE0CH H i, S8 I VR I IN
HCT PR AL i 510 - 28 Je 3B ik L, 05 i i i 1, 19 2L 540149, 4- (7- (B, 4- HIAAETR
FL) WML, 5-alming - 2- FEEERE ) XA [2.2. 2] 3 i - 1- R (1989mg,65%) , NikTH 1
[ 45 o

[08491 AL & WI5LIA L

@ { Y .
HNTY o /@)LN/\
ogs0] ] o N\HBTU.DIPEA: N;NJ’J\N LA
\NQ_SN—@—%) DCM, rit. / . "
OH

LE149 amisl
[0851] B4k & 47149 (1000mg,2.220mmol) < 1- FHIEWRMEE (0.271mL,2.442mmol) JHBTU
(926mg,2.442mmol) « 5 P32 H% (0.765mL, 4. 440mmol) V& & F-DCMAR o T = IR 45 $4 /N
J& » 2ROV )8 3 DOMA 5 7K FINaHCO, A5 B -3 1 MPLCZE A, o Al FI DCMAT — £ Tk [ A4 K
BEW, B2 EY151,7- (3,4- ZHEIEIEL) -N- (4- (4- FILIRGE - 1-FikIL) XA [2.2.2]
Lo 1- ) MM (1, 5-a] MEnE -2- FHEEZ (961 .6mg, 81 % /7 28) , N H ([l 44
[0852]  —fJ71%B

Ra

R .
§ i T N O MHikthit—FRE
[0853] M >\ M ~
SN Cl  mmg, CHLCL0°C N Ec Ro o

AJl-¢
[0854]  {LEWI361IE K
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O/ |
7 <|3 HCI -
L e
[0855] + > NN O
p N’N\ 0 CHCl5, 0 °C ) w o
)%)_(( o Yo N HN_©_<
Cl | oO—
5136
[0856] A} 3-Z AERIA (L. 1. 1]k -1-FR R BB Eh R 25 (47 .5mg, 0. 267mmol) HIHL i
(0.136mL, 1.67mmol) 7£ S A5 - I VA0 I il T- A i 7- (3, 4- = HH AR ORIE) np ik
[1,5-a]mnE -2- Bk (106mg, 0. 334mmo 1) FAE0CHEFE L/INK o 38 DOMAN 5 7K FUNH, C1 A
0% MR A - 8 I MPLCAE A0 A% S B Y 5 W) - 18 3 i FHDCMAN L e [ AL A VR A4, 75 2104
EW36,3- (7- (3,4- FEFEZRIL) EMEIE[1,5-a] Mg - 2- B R At ) OPR (1.1, 1] ke -1-
R S (40. Tmg, 29%) , 9 1 € [l 44
[0857]  MAHI3THIE ik

7~
O/ | 0o |
(o) O
1 N NaOH
/l\}—( O THF, MeOH,H,0,60°C [ Q—( 0
SN HN—@—( N HN—@—‘(
oO— OH
L5936 a37

[0859] KAk & 436 (60mg,0. 142mmol) ¥ A% T-H,0/THF /MeOH (0.6/1/0. 5mL) H* , #3467 N
THOH (2 A8 (IN, 0. 284mL) FHFAE30CHEFE2/INIS AEOCH A Jm , I VAN IN HC1/R AL
IR G ) o 8 I DOMANH, 02K BUZ VR & ) o 188 3 i FH DCMA e [ AU R VR & 4, 1R B4 & 437,
3-(7-(3,4- — AR MEMEFF[1,5-a] MENE -2- FIEERE L) AR [1.1.1] Rke-1- R
(36.8mg,63%) , NEE (L E A

[0860] b5 HMI6HTE K

o~ |
o7 (o
0
HNY o
[0861] (_o HetuopEa [ N\
. 0
ST O, - SO
SN HN—Q—( bcM, Ll N3
OH d
E37 L1196

[0862]  44k& 37 (874mg,2.140mmol) MWk (0.205mL,2.354mmol) HBTU (893mg,
2.354mmol) « ~ 5 NI 2 (0. 746ml,4 . 280mmo1) V&4 T-DCMH . 78 = g Bt FE4 /NI S, 1%
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7R £ 413 35 DO 45 7K FKINaHCO, % B I 38 st MPLCAlAL, o 44 FFl DOMAN IF B o [F (L HLIR &4,
BELA6,7- (3,4- —FAILIHEIL) -N- (3- (MEIpR-4-$3E) XA [1.1. 178 - 1-58) mpms 5t
[1,5-a]msne -2- F i (728 9mg, T1% 77 56) , O (L [ 14k

[0863]  WAH140)H %

O/ \O CI
! To g
[0864] ')Nj)LCI H2N )J)L
/=
=] M IE , CH3CI, 0°C

140

[0865]  [A]4- 4 -2- &K R WG (278mg, 1. 5Smmol) FITALIE (0.25mL,3mmol>f%L1ﬁEPE@
VR INVE RRAE AT TP T - (3, 4- ISR IR L) MEME IR (1, 5-a ] MEIE - 2- Fie b 5 (318mg,
Immo1) F7E0 cfﬁ#m\m‘ 18 1 DOMAN 75 7K N, C1 25 HZ S RV &4 A BLR 22 T 7K MgSO,
TR I o 1B IEMPLCAE AL 12 [ N TR A W) o 8 3 {5 F DCMAN 2 e [l Ab AL VR A4, 18 B AL & 4
140,2-5-4- (7— (3,4- IS LA L) MM 3F (1, 5-a] ME0E - 2- HY Pk e L) 2 88 P i
(353mg, 76 %) , v I A il 44k

[0866] AL A WI1361)E K

/ \
O O
0867
74 -
—N

EERE , CHACI, 0°C O—
EM136

[0868] [ 4- 44 JE-3- 7K FF R F S (339mg, 2. 01mmol) AIHLEE (0.33mL,4.01mmol) £ 5.4
WSRO NS R T R B 7- (3,4- ZH A SR ORIL) MEmE I [1,5-a ] MENE -2 - BrRIL &
(637mg,2.01mmol) F7E0C il HE2/IN o 8 J DOMAH 55 /K FINH, C1 26 B 1% J B Vi & 40 o i ik
MPLCAALiZIE &, 158 & 0136 ,4- (7- (3,4- — HIEEFEZREL) b3 [1,5-a] M5ng -2- F
P ) - 3 - 92K H R HR il (684mg , 76 %) , R 1A €6 [ 4k
[0869] KA YILIS6HE HL

o~ I o~ |
o 0
1N NaOH
0870 .
[0870] AN O R > 2N\ N O F
U—( o THF, MeOH, H;0,60°C |\ ) 0
N N HN
N " OH
O.—
LE136 L E156
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[0871] ¥4k A&r#136 (550mg, 1. 22mmol) ¥R T-H,0/ THE /MeOH (5/8/4mL) w1 , 535 ¥R IN£EH,0
AN (IN, 2. 44mL) FFEAE60 CHEFE30/NI o FE0°C YA K G , JERL AR ININ HCTRR AL %R
EW) o R i LA FHH, 038 98 12 [F 44 o S8 R MPLCAEAL FVR &4, 13 B & 4156, 4~ (7- (3,4~
AR L L) MM I [ 1, 5-a ] Mg - 2- RO - 3- 92K FRER (175mg, 20%) , M [t il 4k
[0872]  fL&W1581 &k

HNTY
(_N._HBTU, DIPEA
0873) L N o M
N
\NM_SN_@O pcMm, Lt.
OH

{41156 ass
[0874]  ¥4{k-& 41156 (80mg,0.183mmol) 1-HIEENREE (0.022mL,0.202mmol) JHBTU (77mg,
0.202mmol) « —5F % Z % (0.063mL,0. 366mmo1) V& & FDCMHF o 7E iR i £ LN G 1% %
7 VR A5 438 1 DOMAN 3% 7K FINaHCO, A B 38 I MPLC 44k o (4 I DCMAN L Joe [ AL KLV #5400 » 43
FMEW158,7- (3,4- “HISEIERIEL) -N- (2-90-4- (4- FIEEURIGE - 1 - Bl AE) 2058 mtmegf (1,
5-a] MENE-2- FREALZ (43 . 8mg, 46 % 77 3R) , N A A E 4.
[0875]  fk & Wn2891H) & %,

/ 0\
(0 O

B ¥
>jL )\)—4 (-0

M BE, CHACI, o°c

L E1)289
[0877]  [r5- (A& HE-1-3) MERE -2- % (108mg, 0. 66mmol) FIMEAE (0. 183mL,0.99mmol) 7F
S5 AR I R T & AT (3,4 S IRIE) ek IR (1, 5-a] mEnE - 2- FRIL A
(210mg,0.66mmol) H-AEOCHIFELT . 5/NF o 2 S IR & 438 1 DOMAN 55 7K YNaHCO, A B it
REMPLCAEAL o A5 FIDCMAN e [l AL KH TR 54, 153 B 540289, 7- (3, 4- AL AREL) -N- (5-
(RHE P Jo - 1 - J) AL -2 k) LM (1, 5-a ] B 0E - 2- FH It iz (43 5mg, 14%) , AR tafil 4.
[0878]  —f&J5i%C

'\.ARb
iy HQN’E;J

ke iE—F R
N0
[0879] fLN \ - f\)\)—( \ R, >
\Nw OH  HBTU, DIPEA, DCM HN‘C) >
l-a

[0880]  {LEWI6IIE K
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o~ o™ |
I (o)
o)
NH;
HBTU, DIPEA
e DCM, L. NI
' HIN o
o d Sag ¥t

O

fL&me
[0882] K7 (3,4- —FARAEIREL) HEMEIE[1,5-a] BiNE - 2- FRIK (50mg, 0. 167mmol) X FH 44,
KN (22.Tmg, 0. 184mmol) \HBTU (70mg, 0. 184mmol) « — 57 PR3 Z.f% (0.057mL, 0. 334mmo1)
A TDOMF  E S Nt HE /NI 5, 383 DOMA 5 7K AINaHCO, 26 B % s M IR A4 o i ik
MPLCZEA 12 S MR & 470 o A58 FH DCMAN & Je [ AL HLIR 59, B B 5406, 7- (3, 4- IS EER
H) -N- (4- FAREE IR IE) bk I (1, 5-a] MERE - 2- FEERZ (56 3mg, 83% /7 28) , A I (il 4
[0883] L EWII5HI & A

o
HoN

1.) TBDMSCI, K4, >
o | DMAP, DCM, T.t. o
o)
[0884] O
" /@,OTBDMS 2.)HBTU, DIPEA, DCM, r.t.
N O
AN O H,N 3.) TBAF, THF, 0°C /W
)\_>_< SN HN H
\N e OH N O

a5
[o885] L IR1
[0886] f44-S HEEMW (3g,27.49mmol) JBKME (2.246g,32.988mmol) .DMAP (34mg,
0.275mmo1) FITBDMSCI (4.972¢g,32.988mmol) V& & FDCMH o 7 iR S 2 1N i, Ji it i
H, 03 P12 S SLTR A4 » B i 38 1 DOMATH, 028 B o il i MPLCAR ALK IR A4, 3. B =404 - (GRUT
B HREIL) L) I (2709 . 5mg , 44 % FEER) R .
[oss7]  JPER2
[0888]  #47- (3,4- —FHARILEIEIL) MEmE I [1,5-a] MEnE -2- 321 (3.629g,12.127mmol) +4-
(GRUT 3 PR m o) S0 0) 2% (2.709g,12.127mmo1) JHBTU (5.059g,13.340mmol) - —
P2 % (4.214mL, 24 . 454mmo 1) Y& & T-DCMA o 78 = i 5t £ 5 /N )5 , 3 i DCMAT 5 7K )
NaHCO, A U1 Jx MR & ) o il i MPLCAIAL 1R &4, 49 BIN- (4- (GRUT 5 = F R fE L) S 0E)
HHE) -7- (3,4- T HIEIFEIREL) HEMEIF[1,5-a] MEng - 2- kA% (5409 . Tmg, 88 % 77 3K) , A
SN
[0889]  DIX3
[0890]  FEOCHEN- (4- (OGRUT 2 — H LA 2E) 0 0E) 2R3E) -7- (3,4 AU AR 3E) nk e 5
[1,5-a]msng-2- FEER% (5.409g,10. 718mmol) ¥ fi# T THF (50mL) H , H.BH J&5 ¥ i £E THE A i)
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TBAF (1M, 10.718mL) o 15min /i , 383 {# FH,0 (50mL) ¥ K I8 i EARE BUIZ [ SR &4 - @ it
MPLCZEAL %R AW o 48 FHDCMAN — 2Bk [ AL AH VR A4, 13 2L & 915, 7- (3,4- AR
BE) -N- (4-F IR HL) M (1, 5-a] MEIE -2- F Tk (2805 . 6mg, 67 % F22K) , g (€A i 1
[0891]  fLEWLLINE K

~
o~ | ? I
0
(o)
o)
[0892] 3 o~ HBTU, DIPEA AN 0

NN P > )\)_{ o)

M, Lt N A

O._
L&l

[0893]  47- (3,4- WA FEZRIL) MEMEIE[1,5-a] M5nE -2-FR L (100mg, 0. 334mmol) 4- 54
7 R H S (55.64mg ,0.368mmol) JHBTU (140mg,0.368mmol) - — A3 Z % (0. 114mL,
0.668mmol) V& & T-DCMHY o 7E S il it F: 1/N i, 38 3 DOMAN 25 7K FINaHC O, 25 B 1% S5 W Vi
W o 1B IEMPLCA A 12 [ N TR A o 45 F DOMAN S e [ AL ALV A4, 1B 2 & 9011,4- (T- (3,4
TR RO Mk I 1, 5-a] MERE - 2- F Il RR) DR B RR AR (Thmg, 52% PR ER) , AR IR
fi] 445

[0894]  fLEWI14E K

g ~
o |
o) 0
1 N NaOH
[0895] N O 20 N O
/D—( 0 MeOH, H0,60°C. //D—{ o
THF, MeOH, H,0, 60
0— OH
A= //18! Emia

[0896] KAk &#411 (550mg, 1.22mmol) ¥ f#T-H20,/THF /MeOH (5/8/4mL) H , #23E ¥NINAEH,0
IS EALN (IN, 2. 44nL) FFAE60 CHEFE30/N L0 CHA A 5, R 7R ININ HC1FR AL 1% 7R
W SR 5 A8 FHTH, 03 8 % [ 44 3 MPLCARAE i R BLR A1, R B & 7014, 4- (7- (3,4-—
FHSE L AL ) EEIE I (1, 5-a ] W IE - 2- FH B i ik ) 248 R (464mg, 91 %6) , Jy B il 44

[0897] 4%/—*%975’\3/—*52

" HBTU, DIPEA
- %\)_«N_@% k/r:»cm. rt. Cij?‘\]* Q)L h
a4

amo7
[0899] 4@1{A¢@14(80mg 0.183mmol) . 1-HF:IREE (0.022mL,0. 202mmol) JHBTU (77mg ,
0.202mmol) « - 5F P % 2% (0.063mL,0. 366mmo1) Vi A F-DCMAR o 78 2 35 T it #E 24/ N I 5 %
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SRR B 4038 3 DOMAINaHCO, 7K ¥ R 26 B I 38 i MPLC 4 Ak, o 48 FH DOMAN L Joe [ AL FH VR 5470
REMLEYIT,7- (3,4- ZHIEFEIREL) -N- (4- (4- IR - 1-FikEE) 2K 38) bk :[1,5-a]
W% IE -2 - L% (43 . 8mg, 46 % F= %) , N A [ 14

[0900] 1J¢A¢@159E<J/~\552

[0901]

N
'\’N\r HBTU, DIPEA N
?()J—{ N_©_‘< DCM, rt. )j)\ /Q)L\/
o914

avns9

[0902] H%A%M(ﬁoomg 4.063mmol) < 1- A IEIREE (0.637mL,4.469mmol) JHBTU
(1695mg 4. 469mmol) + 5 P 2. (1. 4mL ,8.126mmol ) & TDOMH . 76 3 IR 1126 /1N
T 1 IR ST £ 0 o DOMAHI 4 7K HINaHCO, 22U 3-8 1 MPLCA AL . 6 FEIDCMAI — 2, Bk 4L L
BED, BRMEW159,7- (3,4- —HIAILRIEL) -N- (4- (4- 5 7AFEIRIE - 1-FrFE) R IE) npme
H[1,5-a] Mg -2- FEERL (1641.6mg,76% =) , N A 44k

[0903]  fLE& 1651 & ik

SN Q)Lo’\/\n’ﬁ
(09041 L o LN 0, >j)L LN
\N)"\“HN _@_«0 DMF, 60°C
wama 165

[0905] ¥4k &414 (180mg,0.43mmol) (1- (3-G( N JE) -4- F FRENR R (o. 15mL,0.86mmo1) 1
BRERET (178mg, 1.29mmo]) Y& & T DMFH FEINFA A 60 °C 1A 26 /N o 1% [ N YR A 4038 1 DCMAN 5
K FRINH, C1 A5 B I8 ik MPLC 4l A, o {8 FHDCMAN & e [ AU K VR 54, 49 2 54165, 4- (T- (3,
4- TR FEORIE) LM [1,5-a] MERE - 2- H SR i3t ) R H R 3 - (4- HH JEIR IR - 1-25) A IS
(15.31mg,6% ;= 28) , Ay H 4.

[0906]  {b-E V204 1) E %

[0907] |
SN O HNT N = /T;N}_qo
S ,@_« > WY HN— )N N—
N OH HBTU, DIPEA, DCM N \—/ N\
& 1204

[0908]  47- (3,4- —HISEIEREL) MM [1,5-a] Mg -2- ¥R B8 (114mg,0.38mmol) \5- (4-
FH LR BE - 1 - %) A E - 2- B% (80mg, 0. 42mmol) HBTU(159mg 0.42mmol) « A I 4%
(0.196mL, 1. 14mmol) J&# FDCMH o 75 2 LB FE22 /N 5 38 3 DOMAI 75 7K ffINaHCO, 25 HL %
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SNV E ) o 18 IEMPLCAT A 12 S M TR & 40 o A8 FHDCMAH L bt [ AL AL TR S 400, 19 B4k A 1204,
7-(3,4- ZHISEFEIRIL) -N- (5- (4- FEEIRIGE - 1-28) MEng -2- 58) ik - [1,5-a] MENE - 2- FE L
fiZ (120mg, 67 % F=5) , BT (] 14

[0909]  —f&J5¥:D

My HNA\ X 'y N O
[0910] E\N’N\ 0 / /D—( R HERSE—IRE
)\)—( o 5 S _—

N = cl N H

N it BE , CHaCl, 0°C
Al-b
(09111  ALEWL120E 1%
O/'I
O
HN
[091 2] ‘-N O BOC ‘\\\

Z N7\
\NMC[ ML , CHAC, o°c N<Boc
a2

[0913]  Ja] ((S) -1-N-Boc-2-H JEIREE) (1205mg,6.014mmol) FIRLEE (2.724mL,
33.410mmo1) 7E & {)j (66.82mL) H [ Wi s e T &0 (134mL) I 7- (3,4- AR
FE)MEMEIE[1,5-a] MERE-2- R FE A (2123mg,6.682mmol) FEAEQCHidE4 . 5/ BT EART 2
7K BINaHCO, 26 B S YR 5 40 - A L2 2 TE /K MgS O, 13 I 4 o A HIDCM . e FH — 2L T[]
IR S, BRI EW112, (S) -4- (T- (3,4- = A FEZEIL) mb e IE [1,5-a] Mi0E - 2- B
F) -2- FLNRIGE -1 - BRI A T i (2335.6mg,73%) , AK A

[0914]  fLEW1811K & ik

[0915] ““
DCM rt.
Boc

fLamn2 ft M8l

[0916]  7E = I 1L E9112(2335mg,4 .849mmol) JTFA (3.614mL,48.489mmol) &4 T-DCM
(48.489mL) H13E20/ N o 7E 28 K 5 , 383 DOMAN £ 7K BINaHCO, R HUZ | MR &1 B HLZ 4
Te/KMgS04 T8 I+ B 25 e 4 , BB A 181, (S) - (7- (3,4- “HIEILIRIL) ikt (1,5-a]
WANE -2- %) (3- HIENRME - 1-25) FHRH (1784mg,97%) , A taufdl i
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(09171 L& W21000 5 1%

0/ \
[0918] }fL
k/NH TEA, DMAP, DCM, 1t

a181 fL&1210

[0919] e i KAk A 4181 (1784mg, 4. 688mmol) 2 H ¥ & (986mg, 7.016mmol) \TEA
(2366mg,23.385mmol) \DMAP (6mg,0.01 Y 5) A T DCMHIA 147N o 38 3 DOMAH 5 7K (1)
NaHCO, % BUiZ [ ML & 0 o 4 HLUZ 4 To7KMgS 0, T4 IR 45 o S MPLCAI AN 122 [ SV A0 o 1
FHDCMA 5 P Tk [ AL AT IR &0, 73 B B 4210, (S) - (4- 2 FIESE - 3- FR LR %8 - 1-3E) (7-
(3,4- Z FH B IR BE) M [1,5-a ] wig - 2- 55) FHH (1689mg , 74%6 723 , 3 (i 4k
[0920]  {h & 1851 A B

o | 0/ \o
(o}
/\ nEk g o
+ N
PO N
[0921] o N"‘{ \I/J CH4Cl, 0°C / N)j‘\QYN
-
\NMCI i Ni\)

&85

[0922] 2~ (WRME -1-3%) BENE (36mg, 0. 22mmol) FAMERE (0.036mL,0.44mmol) 7£ & 4i (2mL)
o PR AR N AR T 0T (2mL) TR T- (3,4 T FRARFEIEIE) MM (1, 5-a] mEnE - 2- BrIE A
(70mg,0.22mmo1) FELEQC Hit k2 /i . I EARIF5 /K [RINaHCO, 2K BUiZ 2 SR A4 - A HLIE 2
To/KMgSO, T T4 o 18 FHDOM. Cbe Al — Bk [ A A VR &5, 153 Bk S 40185, (7- (3,4-—
PR R IR IE) ek 3 [1, 5-a ] MEnE -2-3) (4- (Eng-2-J&) WREE - 1-3&) FEH (50mg,51%) , N
SREN LN

[0923]  —fRTJTEAE

o ,
kit —F RS
R, ) i R, " Q - ) oL ‘5 AL
[0924] ﬁ\ji")_« > (\ N }—NH »
< -
N on OPPAEWNTI [ J)NH

ll-a
[0925] At EW109H) & %
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o~ | 0/ |
i 0
/O,o\/ DPPA, EtN od
+ - =
0926
[0926] NN o HoN Tol, 100 °C /ﬂ—NH
o i Nl =t
N OH 4
E109

(09271 °Rf7- (3,4~ HHA A5 0E) MEMETF[1,5-a] MENE -2- 2R (80mg , 0. 267mmol) <X 25
HEIK N (0.023mL, 0. 178mmol) \DPPA (0.046mL,0.214mmol) \TEA(0.075mL,0.534mmol) Vi &
T2 (Il H o FEGE 1100 °C R 298 & P05 1 25mi n o 38 I DOMAN 55 7K BINaHCO, KK L i%
S NI A o S IIMPLCAE AL 1% S ML TR B o A FHDCMA L Joe [ AL R TR &40, 5 2L & 4109,
1-(7- (3, 4- ZHIS A3 WEME S [1, 5-a ] Mg -2-3) -3~ (4- ZEARTRIEL) IR (25mg , 22% 7%
) AT EE

[0928]  {L &WI93HI & Ik

-
- O
O | (lj
QY
DPPA, Et3N d
[0929] o -N
z j‘j_q Tol, 100 °C = b—
NP w )—NH
1t 4193

[0930]  47- (3,4- WIS FEIEIL) MEME I [1,5-a] MERE - 2- B2 R (80mg,0.267mmol) 4- 2 3k
7% R F K (30 3mg, 0. 200mmol) \DPPA (0.047mL,0.216mmol) \TEA(0.083mL,0.594mmol) j&
AT 2K (Iml) o ERLE N T 100 °C 1R & 95 #F 15min 38 i DOMAN £ 7K fRINaHCO, 25 HX
2LV G ) o S I MPLCAIA 12 5 2V 510 o A FIDOM . FP e AN e [ A0 RHL VR & 0 1R 3L &
M193,4- (3- (7- (3,4~ Z HI L AEL) MM I [1,5-a] mMEng -2- 58) REL) 2K FH R H B (55 5mg
42% 77 3F) IR T T fE A

[0931]  fLEHMI0THIE ik

~

O o (0]
A 1 N NaOH Q
- OH
[0932] 2 /T;N)— THF, MeOH, Hz0, 60 °C AN,
/)v—NH ’L)_ )—NH

[0933] Rk 45493 (55mg,0. 123mmol) ¥ fi# T-H,0/ THF /MeOH (0.5/0.8/0. 4mL> o A
INTEH, O (1 Z A 08 (1IN, 0. 246mL) HTE60 CHEHET/NEF FE0CHAH G, JBIT TR ININ HC1/R
WA IR E V) o 28 Je 8 I A HIH, 05 8 i [l 44, 15 2L 50107 ,4- (3- (7- (3,4- AL IRE)
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MEEIsE S [1, 5-a] MERE -2-F8) JRIE) AR (31.4mg,59% F=3K) , NP E[E 1K,
[0934] L EWI129F 5 ik

O/ | O/
o O
OH HN
[0935] k/}) HBTU, DIPEA d L/

Z>N-N - 7 N-N

\N/I\)_ )—NH D’CM. Ik }-—NH

(0]
{107 ft;.?’ﬂl?ﬁ

[0936] KAk &47107 (24mg,0.0554mmol) A&k (0.005mL,0.0609mmol) JHBTU (23mg,
0.0609mmol) « - F A FE Z [ (0.019mL,0.1108mmol) Y& F-DCMA o £ = iRt £E 22/ N ) , i@
I DOMAN £ 7K [FINaHCO, B i 2 SV A ) o 38 i MPLCAEAY, % R VR 470 o 38 FHDCMAN 2 A7 ]
ARG, 152 EW129,1- (7T- (3,4- AL IRIL) MEMEFE[1,5-a] MEnE -2-45) -3- (4-
(MK - 4- BRI ZEFE) fR (16mg, 57 % P2 %) , Ak v (o [l 44 .

[0937]  —fKJ5VEF

n ek dh st — 9 B
N
= ‘
™ ""-- -
N it BE , CHaCI, 0°C

l-d
[0939] L EW28THIA ik
~
0" | o |
O 0 A
e
[0940] (o)
//Tj_ it O/\" A 5NN d
2 N\
NS i , CHaCl, 0°C \N)%)'NH
II-d WEY287

[0941] [ 7- (3,4- — F 4L 3E) MM 3 [1,5-a] W 0E -2- 1% (31mg, 0. 12mmol) IR IE
(0.019mL,0. 23mmo 1) 7ESUH (mL) =1 FELR IV A T 4001 (ImL) e )4 - 25 2 F A
(21mg,0.12mmo1) FFAEQCHEFE2/ NI o AL EAFI 25 7K FINaHCO, 2 HUZ S MR &) . A LIRS
T /KMeS0, T3 M i o SR MPLCAI Ak 1% SR SR &4 (R B4k B 287 N (7- (3,4 — 1L
) WL [1,5-a] WEE -2-35) -4- ZSUHER T BEI (20mg ,42%6) , 1 EL [ k.

[0942]  {LE&W)288H) & K
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o
w)*@.w "

1) O
N32003. Nal
DMAc, 110 °C -
-~
[0943] o Il 2.) 1IN NaOH, MeOH, [al J# J
Q 0
3.) SOCl,, CH1CI, DMF, 60°C —
+ | N-N
R el - (3 H~0
S )N \_°  4) kg, CHCLOC NN N _°

L1288

[0944] %1
[0945]  Mg4-ZIERGA[2.2. 2] F - 1- R K F I (109mg, 0. 59mmo1) 2- 5 Lk (0.077mL,
0.65mmol) HKFERH (189mg, 1. 78mmol) FIAHALEN (178mg, 1. 19mmol) V& A& TN, N- - F 3 2.k
fiZ (DMAc) (2mL) 1 FFAEL10CHEHE - B3040 Bh s N2 - & LT (0. 070mL) P IR - 16 /N Ji5 , J8 it
DCMATH, 0A BIZ IR & - A1 LR 42 TG 7K Mg SO, 1 IF- Ik i , 45 314 - W MR EE XA [2. 2. 2] < Je -
1- 2R F I (115.5mg, 77%) , N H A4
[0946]  JPER2
[0947] R4 - Mk IEXUIA [2.2. 2] b - 1- R IR s (143mg, 0. 56mmol) ¥ fi# T-MeOH (5mL)
i, BB N INTER, O A E AR (LN, 1. 130mL) FF Ak a2/ Nt o IRAEZIR A0, 75 34 - 1
WRIEXLIR [2.2. 2] e - 1-FRIR (51mg,38%) , N4 th [l 44
[0948]  JPIR3
[0949] 4 - MR [2.2. 2] FEJi - 1-FR 1R (32mg, 0. 13mmol) 7E S )i (2mL) H [V VAR
JNDME (fE46 8) A1SOCL, (0.048mL.,0.67mmol) If£E60 CHEFE2/INI o R4 1% IR S LIS 214 -
N bk L XU IR [2. 2. 2] SE b - 1- B AL S (34mg,99%) -
[0950]  DIR4
[0951]  [a]2- (WRME-1-4E) BEnE (36mg,0. 13mmol) FIREAE (0.054mL,0.67mmol) £ & 4)j (2mL)
HH () VTR N A T &5 (2mL) A4 - SRR XA [2. 2. 2] - 1- AL (34mg
0.13mmol) FFAEOCHEFE2 /NI o HILEAM F5 7K HINaHCO, 2 iz [ M TR 54 - B HLE 4 To K
MgSO, 1 ik 4 . i I MPLCAEAL M IR & W), 15 B A H9288,N- (7- (3, 4- WIS AHL) it
I [1,5-a] MEnE-2-35) -4- IR EE XA [2. 2. 2] k- 1- W WERZ (24. 1mg, 37%) , AR M
[ 445
[0952]  —&TTLG

R

N Ry
AN O HN i 7 N'N\ 0 CEANE Sk § 91
[0953] N3 e i w O b sl <A
N Ny R
Y

SN Y  OH  HBTU,DIPEA DCM —

AIl-b
[0954] A& W23911 4 ik
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~

| O
: Vool
NP
[0955] z N-N il N 0
‘*N HBTU, DIPEA, boM HN_< Ho—
tE&239

[0956] 56~ (3,4~ —FHAAIEIRIL) MEMEF: (1, 5-a] MEE -2-F % (50mg,0.0554mmol) 4~ &,
FL 2 HI R S (28mg, 0. 184mmol) JHBTU (70mg, 0. 184mmol)  — A% £ fi% (0.058mL,
0.334mmol) & & FDCMH . 75 % I FE22 /N I L 38 1 EARI A7 7K INaHCO, B B R VR &
W o B REMPLCAAK % S5 B VR A4 o A FHDCMA 2 Je [l AL KLV A4, 18 24k & 9239, 4- (6- (3,
4 VR BERIE) MM (1,5-a] WANE -2 I ) S PR T R (12mg, 17 %7 350) , I €8
[ A5 .

[0957] L EW254 14 K

| O
@)

O
..N
-N O - N
X = OH HBTU, DIPEA, DCM

N

L E&254

[0959]  #46- (3,4- PR FETRIL) MM [1,5-a] Msng - 2- 2 FR (34.4mg, 0. 115mmol) <X Z,
A FEFE N (0.016mL,0.126mmol) JHBTU (48mg,0.126mmol) « — 5 A 3£ 2, % (0. 040mL,
0.230mmol) J& & T DCMA o £ & iR 45 #F 22/ N & 5 3 I EAF 15 7K INaHCO, 2 B [ BT &
W) o JEIIMPLCAE A 12 S N YR A4 o 13 FDCMAN e [E AL R VR &9, 18 2L A 254 ,6- (3,4-
FAE R DR L) -N- (4- A R IE) b M 3 [1, 5-a] MERE - 2- L% (10mg, 21 % P2 58) , N A
[l 425

[0960] A< B I AL & W I AL 2% 45 44 L BT Jk R AR A6 i 7 16 LA R A% TR 2081 T~ T 38 3AF1 3B
H,
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A3A: HeWEMH . REHKERERT K

— & F
et (1. & RAE BB %
(Ex.2)

"H NMR (400 MHz, DMSO-ds) & 10.24 (s,

D/ |
o 1H), 8.69 (d, J = 4.5 Hz, 1H), 8.02 (dd, J =
8.5, 2.0 Hz, 1H), 7.96 (d, J = 2.0 Hz, 1H),

1 7.81 (d, J = 7.8 Hz, 2H), 7.49 (d, J = 4.5 Hz,|C
AN 0 1H), 7.38 (1, J = 7.9 Hz, 2H), 7.30 (s, 1H),
\N,g}—ﬁ”_@ 7.22 (d. J = 8.6 Hz, 1H), 7.14 (t, ] = 7.4 Hz.

1H), 3.93 - 3.87 (m, 6H).

_ "H NMR (400 MHz, DMSO-d;) 6 8.64 (d, J =

[0961] ? CI) 4.5 Hz, 1H), 8.05 (d, J = 8.3 Hz, 1H), 7.97 (d,

J = 2.1 Hz, 1H), 7.89 (dd, J = 8.5, 2.1 Hz,

1H), 7.42 (d, J = 4.5 Hz, 1H), 7.20 (d, ] = 8.6

. v o Hz, 1H), 7.13 (s, 1H), 3.90 - 3.88 (m, 6H), |"
/b_z( 3.85 - 3.76 (m, 1H), 1.90 - 1.68 (m, 4H), 1.66
NS HN—D - 1.55 (m, 1H), 1.45 - 1.24 (m, 4H), 1.21 -
1.07 (m, 1H).
0/
) '"H NMR (400 MHz, DMSO-d¢) 5 8.69 (d, J =
4.4 Hz, 1H), 7.87 (dd = 8.6, 2.4 Hz, 1H), 7.78| A
4 (d, ] = 2.4 Hz, 1H), 7.46 (d, J = 4.4 Hz, 1H), | (%34
NN O 7.25 (s, 1H), 7.21 (d, J = 8.8 Hz, 1H), 3.91 (s,| 1)
" d 3H), 3.89 (s, 3H), 3.87 (s, 3H).
. -
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o "M NMR (400 MHz, DMSO-d¢) & 10.13 (s,
o 1H), 8.69 (d, J = 4.5 Hz, 1H), 8.02 (dd, J =
8.5, 2.1 Hz, 1H), 7.95 (d, J = 2.1 Hz, 1H),

6 7.72 (d, T = 9.0 Hz, 2H), 7.48 (d, J = 4.5 Hz, |C

NN P 1H), 7.27 (s, 1H), 7.22 (d, J = 8.6 Hz, 1H),

“.«Q—H{ d 6.96 (d, J=9.1 Hz, 2H), 3.92 - 3.89 (m, 6H),
3.76 (s, 3H).

'"H NMR (400 MHz, DMSO-dg) & 12.52 (s,

1H), 8.87 (d, J = 8.5 Hz, 1H), 8.72 (d, J = 4.5

Hz, 1H), 8.25 (dd, J = 8.5, 2.0 Hz, 1H), 8.09

7 - (d, ] = 7.8 Hz, 1H), 7.81 (d, J = 1.9 Hz, 1H),|C

D ( 7.73 (t, ] = 7.8 Hz, 1H), 7.55 (d, ] = 4.5 Hz,
1H), 7.31 (s, 1H), 7.29 - 7.21 (m, 2H), 3.95
(s, 3H), 3.92 - 3.89 (m, 6H).
O
o "M NMR (400 MHz, DMSO-ds) 6 10.52 (s,
0 1H), 8.70 (d, J = 4.5 Hz, 1H), 8.52 (s, 1H),
8.13 - 8.06 (m, 1H), 8.03 (dd, J = 8.5, 2.1 Hz,

8 Q g 1H), 7.95 (d, J = 2.0 Hz, 1H), 7.74 (d, ] = 7.7|C
" Hz, 1H), 7.54 (t, ] = 7.9 Hz, 1H), 7.50 (d, J =
)\)—46 4.5 Hz, 1H), 7.33 (s, 1H), 7.23 (d, J = 8.6 Hz,

1H), 3.93 - 3.87 (m, 9H).
o M NMR (400 MHz, DMSO-d,) 6 8.64 (d, J -
0 4.5 Hz, 1H), 8.07 (d, J = 7.9 Hz, 1H), 7.98 (d,
[0962] J =21 Hz, 1H), 7.90 (dd, J = 8.5, 2.1 Hz,

9 1H), 7.43 (d, J = 4.5 Hz, 1H), 7.20 (d, ] = 8.6 |A
NN P Hz, 1H), 7.14 (s, 1H), 3.99 - 3.86 (m, 7H),
)\)_,?N_D_f 3.64 (s, 3H), 2.65 - 2.57 (m, 1H), 2.01 - 1.88

o— (m, 2H), 1.74 - 1.56 (m, 6H).
"H NMR (400 MHz, DMSO-d;) 0 8.64 (d, J -
o7 4.5 Hz, 1H), 8.10 (d, J = 8.3 Hz, 1H), 7.96 (d,
© J = 2.1 Hz, 1H), 7.90 (dd, J = 8.5, 2.1 Hz,
- IH), 7.42 (d, J = 4.5 Hz, 1H), 7.20 (d, J = 8.6,
/j;N}—(o Hz, 1H), 7.13 (s, 1H), 3.91 - 3.88 (m, 6H),
< o 3.86 - 3.74 (m, 1H), 3.61 (s, 3H), 2.35 - 2.24
N """'C>‘4 (m, 1H), 2.01 - 1.83 (m, 4H), 1.52 - 1.35 (m,
4H).
g "H NMR (400 MHz, DMSO-dg) 8 9.09 (t, J =
6.3 Hz, 1H), 8.66 (dd, J = 4.5, 0.7 Hz, 1H),
13 7.97 - 7.90 (m, 3H), 7.86 (d, J = 1.4 Hz, 1H), |,
7.48 (d, J = 8.1 Hz, 2H), 7.44 - 7.41 (m, 1H),
7.21 - 7.15 (m, 2H), 4.60 (d, J = 6.2 Hz, 2H),
3.90 - 3.83 (m, 9H).
~ T NMR (400 MHz, DMSO-dg) o 10.09 (s,
? 1H), 8.68 (d, J = 4.5 Hz, 1H), 8.35(d, J = 9.0
Hz, 2H), 7.69 (d, J = 9.0 Hz, 2H), 7.41 (d, J =
13 4.5 Hz, 1H), 7.26 (s, 1H), 7.20 (d, J = 9.0 Hz, |C
/J—\")_(O 2H), 6.94 (d, J = 9.1 Hz, 2H), 4.03 (g, J = 7.0
Wi )-d Hz, 2H), 3.90 (s, 3H), 1.34 (t, J = 7.0 Hz,
3H).
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°’,g '"H NMR (400 MHz, DMSO-de) & 12.72 (s,
1H), 10.53 (s, 1H), 8.71 (d, J = 4.1 Hz, 1H),
14 .o 8.09 - 7.84 (m, 6H), 7.50 (d, J = 4.3 Hz, 1H),|C
NN g 7.34 (s, 1H), 7.23 (d, J = 8.4 Hz, 1H), 4.00 -
N’L“)_KN—@—{]H 3.82 (m, 6H).
o7 '"H NMR (400 MHz, DMSO-dg) & 10.00 (s,
0 1H), 9.32 (s, 1H), 8.68 (d, J = 3.4 Hz, 1H),
” 8.03 (d, J = 8.6 Hz, 1H), 7.93 (s, 1H), 7.57 |,
= B (d, J = 7.9 Hz, 2H), 7.47 (d, ] = 4.3 Hz, 1H),
f/L}-( 7.28 - 7.15 (m, 2H), 6.77 (d, J = 7.7 Hz, 2H),
N H"OOH 3.94 - 3.88 (m, 6H).
o7 '"H NMR (400 MHz, DMSO-dg) & 10.47 (s,
- 1H), 8.70 (d, J = 4.5 Hz, 1H), 8.47 - 8.44 (m,
1§ o 1H), 8.10 - 8.00 (m, 2H), 7.95 (d, J = 2.1 Hz, |,
PR 0 1H), 7.71 (d, J = 7.9 Hz, 1H), 7.56 - 7.47 (m,
/b { :<; 2H), 7.33 (s, 1H), 7.23 (d, J = 8.6 Hz, 1H),
SN HN 3.92 - 3.89 (m, 6H).
o~ | 1
o H NMR (400 MHz, DMSO-dg) & 10.02 (s,
1H), 8.76 - 8.67 (m, 1H), 8.45 - 8.37 (m, 1H),
17 . 8.25 (d, J = 8.3 Hz, 1H), 7.99 - 7.87 (m, 3H),|C
A NN 7.53 - 7.48 (m, 1H), 7.39 (d, J = 3.5 Hz, 1H),
““N’I“\“)_lfu R._/ 7.30 - 7.17 (m, 2H), 3.96 - 3.89 (m, 6H).
o TH NMR (400 MHz, DMSO-dg) 6 10.51 (s,
[0963] o 1H), 8.98 (d, J = 2.1 Hz, 1H), 8.70 (d, J = 4.5
18 Hz, 1H), 8.40 - 8.33 (m, 1H), 8.29 - 8.20 (m, |
/Wo 1H), 8.09 - 7.90 (m, 2H), 7.58 - 7.39 (m, 2H),
5 il 7.33 (s, 1H), 7.22 (d, J = 8.5 Hz, 1H), 4.01 -
N ""@ 3.88 (m, 6H).
o TH NMR (400 MHz, DMSO-dg) & 8.64 (d, J =
o 4.5 Hz, 1H), 8.08 (d, J = 7.7 Hz, 1H), 7.98 (d,
J =2.0 Hz, 1H), 7.94 - 7.88 (m, 1H), 7.43 (d,
19 J = 4.5 Hz, 1H), 7.21 (s, 1H), 7.14 (s, 1H), |A
AN P 3.94 - 3.86 (m, J = 8.0 Hz, 7H), 2.48 - 2.43
\NQ_SN_O_f (m, 1H), 1.99 - 1.90 (m, 2H), 1.72 - 1.57 (m,
OH 61).
"H NMR (400 MHz, DMSO-dg) & 8.75 (t, ] =
d % 6.0 Hz, 1H), 8.67 (d. ] = 4.5 Hz, 1H), 7.93
o (dd, J = 8.5, 2.1 Hz, 1H), 7.82 (d, J = 2.1 Hz,
20 1H), 7.43 (d, ] = 4.5 Hz, 1H), 7.20 (d, ] = 8.6 |A
NS H/\cf,fo\/ Hz, 1H), 7.16 (s, 1H), 4.13 (g, J = 7.1 Hz,
- 2H), 4.06 (d, ] = 6.1 Hz, 2H), 3.91 - 3.87 (m,
6H), 1.21 (1, ] = 7.1 Hz, 3H).
B "H NMR (400 MHz, DMSO-ds) & 12.06 (s,
o 1H), 8.64 (d, ] = 4.5 Hz, 1H), 8.10 (d, ] = 8.3
° Hz, 1H), 7.96 (d, J = 2.1 Hz, 1H), 7.90 (dd, J
91 = 8.5, 2.1 Hez, 1H), 7.43 (d, J = 4.5 Hz, 1H), |,
N 9 7.20 (d, J = 8.6 Hz, 1H), 7.13 (s, 1H), 3.92 -
X o 3.87 (m, 6H), 3.82 - 3.73 (m, 1H), 2.22 - 2.12
N N 'Q“(OH (m, 1H), 2.02 - 1.85 (m, 4H), 1.52 - 1.35 (m,
4H).
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22

'"H NMR (400 MHz, DMSO-dg) & 8.67 (d, J =
4.5 Hz, 1H), 8.60 (t, J = 5.4 Hz, 1H), 7.92
(dd, J = 8.5, 2.1 Hz, 1H), 7.85 (d, ] = 2.0 Hz,
1H), 7.43 (d, J = 4.5 Hz, 1H), 7.20 (d, J = 8.6
Hz, 1H), 7.15 (d, J = 0.6 Hz, 1H), 3.98 (d, J =
6.0 Hz, 2H), 3.92 - 3.86 (m, 6H).

23

'"H NMR (400 MHz, DMSO-d¢) & 10.56 (s,
1H), 8.70 (d, J = 4.5 Hz, 1H), 8.35 (d, ] = 8.8
Hz, 2H), 8.00 (s, 4H), 7.43 (d, J = 4.4 Hz,
1H), 7.34 (s, 1H), 7.20 (d, T = 8.8 Hz, 2H),
3.91 (s, 3H), 3.85 (s, 3H).

C

24

TH NMR (400 MHz, DMSO-ds) & 10.14 (s,
1), 8.72 (d, J = 4.2 Hz, 1H), 7.86 - 7.79 (m,
2H), 7.68 (d, J = 8.7 Hz, 2H), 7.56 (t, ] = 7.9
Hz, 1H), 7.45 (d, J = 4.3 Hz, 1H), 7.31 (s,
1), 7.24 (d, J = 7.7 Hz, 1H), 6.93 (d, ] = 8.8
Hz, 2H), 4.02 (q, J = 13.9, 6.9 Hz, 2H), 3.88
(s, 3H), 1.33 (1, J = 6.9 Hz, 3H).

C

25

TH NMR (400 MHz, DMSO-ds) & 10.60 (s,
1), 8.74 (d, J = 4.4 Hz, 1H), 7.98 (s, 4H),
7.86 - 7.79 (m, 2H), 7.57 (t, J = 8.0 Hz, 1H),
7.47 (d, ] = 4.4 Hz, 1H), 7.38 (s, 1H), 7.24
(dd, J = 8.3, 2.5 Hz, 1H), 3.88 (s, 3M), 3.85
(s, 3H).

26

"H NMR (400 MHz, DMSO-dg) 6 9.08 (s, 1H),
8.66 (d, ] = 4.5 Hz, 1H), 7.99 (dd, ] = 8.5, 2.0
Hz, 1H), 7.85 (d, J = 2.0 Hz, 1H), 7.44 (d, J =
4.4 Hz, 1H), 7.23 - 7.12 (m, 2H), 4.10 - 4.03
(m, 2H), 3.93 - 3.87 (m, 6H), 1.51 - 1.46 (m,
2MH), 1.25 - 1.20 (m, 2H), 1.13 (t, J = 7.1 Hz,
3H).

¥

'"H NMR (400 MHz, DMSO-ds) & 8.64 (d, J =
4.5 Hz, 1H), 8.00 - 7.92 (m, 3H), 7.42 (d, J =
4.5 Hz, 1H), 7.22 - 7.14 (m, 2H), 4.04 - 3.94
(m, 1H), 3.93 - 3.85 (m, 6H), 2.30 - 2.08 (m,
7H), 1.86 - 1.68 (m, 4H), 1.65 - 1.48 (m, 4H).

28

"M NMR (400 MHz, DMSO-ds) 8 10.50 (s,
1H), 8.89 (t, J = 5.8 Hz, 1H), 8.71 (d, J = 4.5
Hz, 1H), 8.03 (dd, J = 8.5, 2.1 Hz, 1H), 7.97 -
7.88 (m, 5H), 7.50 (d, J = 4.5 Hz, 1H), 7.33
(s, 1H), 7.23 (d, J = 8.6 Hz, 1H), 4.13 (q, J =
7.1 Hz, 2H), 4.00 (d, J = 5.8 Hz, 2H), 3.95 -
3.87 (m, 6H), 1.22 (t, J = 7.1 Hz, 3H).

29

N
s OH
7N _ H‘n’

"H NMR (400 MHz, DMSO-d,) & 8.97 (s, 1H),
8.65 (d, J = 4.5 Hz, 1H), 7.99 (dd, J = 8.5, 2.2
Hz, 1H), 7.85 (d, J = 2.1 Hz, 1H), 7.44 (d, J =
4.5 Hz, 1H), 7.19 (d, ] = 8.6 Hz, 1H), 7.14 (s,
1H), 3.91 - 3.87 (m, 6H), 1.47 - 1.39 (m, 2H),
1.22 - 1.15 (m, 2H).
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30

Jd Y
(o]
W Xy
> "):j(ﬂ T
=N

'"H NMR (400 MHz, DMSO-ds) & 12.59 (s,
1H), 10.50 (s, 1H), 8.79 (t, J = 5.9 Hz, 1H),
8.71(d, J =4.5Hz, 1H), 8.03 (dd, J = 8.5, 2.1
Hz, 1H), 7.98 - 7.87 (m, 5H), 7.50 (d, J = 4.5
Hz, 1H), 7.34 (s, IH), 7.23 (d, J = 8.6 Hz,
111), 3.96 - 3.87 (m, 8H).

31

d %
o]
=]
N /1' o~
N"\ T
v N N N
-

"H NMR (400 MHz, CDCl;) & 9.73 (s, I1H),
897 (d, J =2.1 Hz, 1H), 8.63 (d, J = 4.3 Hz,
1H), 8.52 (d, J = 8.7 Hz, 1H), 8.39 (dd, J =
8.7, 2.2 He, 111), 7.80 (d, J = 2.1 Hz, 1H),
7.71 (dd, J = 8.4, 2.1 Hz, 1H), 7.45 (s, 1H),
7.21 -7.07 (m, 2H), 4.13 - 4.03 (m, 6H), 3.97
(s, 3H).

B

B2

"H NMR (400 MHz, DMSO-ds) & 10.64 (s,
1), 8.74 (d, J = 4.4 Hz, 1H), 8.04 - 7.92 (m,
4H), 7.67 (s, 2H), 7.57 (d, J = 4.4 Hz, 1H),
7.37 (s, 1H), 3.96 - 3.88 (m, 6H), 3.85 (s,
3H), 3.80 (s, 3H).

33

\ { X
%ﬁﬂ»@’{f
o

F
N 7 {
';JKN ’O’ILO.—
L H
N

'"H NMR (400 MHz, DMSO-ds) & 10.64 (s,
1H), 8.72 (d, J = 4.5 Hz, 1H), 8.33 (dd, J =
12.8, 2.2 Hz, 1H), 8.24 (d, J = 8.7 Hz, 1H),
8.00 (s, 4H), 7.51 (d, I = 4.5 Hz, 1H), 7.44 (t,
J = 8.9 Hz, 1H), 7.37 (s, 1H), 3.99 (s, 3H),
3.85 (s, 3HD).

34

o
?&)

N P
O Ly

"H NMR (400 MHz, DMSO-ds) & 10.18 (s,
1), 8.68 (d, J = 4.5 Hz, 1H), 8.02 (dd, J =
8.5, 2.1 Hz, 1H), 7.94 (d, J = 2.1 Hz, 1H),
7.71 (d, J = 9.1 Hz, 21), 7.48 (d, J = 4.5 Hz,
1H), 7.27 (s, 1H), 7.21 (d, J = 8.6 Hz, 1H),
6.95 (d, J = 9.1 Hz, 2H), 4.77 (s, 2H), 4.18
(q, J = 7.1 Hz, 2H), 3.96 - 3.87 (m, 6H), 1.22
(t: J=7:1 Hz, 3H).

35

'H NMR (400 MHz, DMSO-dg) & 13.07 (s,
1H), 10.16 (s, 1H), 8.68 (d, J = 4.5 Hz, 1H),
8.02 (dd, T = 8.5, 1.9 Hz, 1), 7.94 (d, T = 1.9
Hz, 1H), 7.70 (d, ] = 9.0 Hz, 2H), 7.48 (d, ] =
4.5 Hz, 1H), 7.27 (s, 1H), 7.21 (d, J = 8.6 Hz,
1H), 6.93 (d, J = 9.0 Hz, 2H), 4.66 (s, 2H),
3.93 - 3.87 (m, 6H).

36

'H NMR (400 MHz, DMSO-d¢) 8 9.08 (s, 1H),
8.64 (d, J = 4.5 Hz, 1H), 7.97 (dd, J = 8.5, 2.1
Hz, 1H), 7.80 (d, ] = 2.0 Hz, 1H), 7.42 (d, ] =
4.5 Hz, 1H), 7.19 (d, J = 8.6 Hz, 1H), 7.12 (s,
1H), 3.91 - 3.86 (m, 6H), 3.63 (s, 3H), 2.36
(s, 6H).

LT

'H NMR (400 MHz, DMSO-ds) & 12.49 (s,
1H), 9.03 (s, 1H), 8.64 (d, J = 4.5 Hz, 1H),
7.97 (dd, J = 8.5, 2.1 Hz, 1H), 7.80 (d, J = 2.1
Hz, 1H), 7.42 (d, J = 4.5 Hz, 1H), 7.19 (d, J =
8.6 Hz, 1H), 7.12 (s, 1H), 3.93 - 3.87 (m,
6I0), 2.32 (s, 6H).
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OH "I NMR (400 MIlz, DMSO-ds) & 9.89 (s, 1),
9.74 - 9.06 (m, 3H), 8.61 (d, J = 4.5 Hz, 1H),
7.82 (d, J = 2.2 Hz, 1H), 7.69 (dd, J = 8.4, 2.3
N B Hz, 1H), 7.56 (d, J = 8.9 Hz, 2H), 7.29 (d, ] =
o% 4.5 Hz, 1H), 7.21 (s, 1H), 6.96 (d, J = 8.4 Hz,
N’L\)_*{"QC’" 1H), 6.77 (d, J = 8.9 Hz, 2H).

? o '"H NMR (400 MHz, DMSO-ds) & 10.60 (s,
1H), 8.71 (d, J = 4.4 Hz, 1H), 8.50 - 8.33 (m,
39 o o 2H), 8.09 - 7.90 (m, 4H), 7.50 (d, J = 4.4 Hz,|C

P M,@J%—« 1H), 7.42 (d, J = 8.5 Hz, 1H), 7.37 (s, 1H),
)= N 4.01 (s, 3H), 3.85 (s, 3H).

eoa 'H NMR (400 MHz, DMSO-de) & 10.58 (s,
1H), 8.77 (d, ] = 4.4 Hz, 1H), 8.52 (d, J = 2.1
40 N 9 2 Hz, 1H), 8.31 (dd, J = 8.5, 2.1 Hz, 1H), 7.99|C
JELT QQO,

38

(s, 4H), 7.93 (d, J = 8.5 Hz, 1H), 7.55 (d, J =

4.4 Hz, 1H), 7.41 (s, 1H), 3.85 (s, 3H).

TH NMR (400 MHz, DMSO-d6) & 10.43 (s,

¢ 1H), 8.70 (d, J = 4.5 Hz, 1H), 8.01 (dd, J =

8.5, 2.1 Hz, 1H), 7.96 (d, J = 2.0 Hz, 1H),

41 . 0 7.90 (d, J = 8.5 Hz, 2H), 7.49 (d, J = 4.5 Hz, |C
NN N,@’“Nfﬁ 1H), 7.45 (d, J = 8.5 Hz, 2H), 7.32 (s, 1H),

el 4 7.22 (d, J = 8.6 Hz, 1H), 3.93 - 3.87 (m, 6H),

3.67 - 3.39 (m, 8H).

'H NMR (400 MHz, DMSO-d,) & 10.49 (s,

[0966] 'S: 0 1H), 8.77 - 8.64 (m, 2H), 8.03 (dd, J = 8.5,
i C% 0 /@XH'H"’\ 2.1 Hz, 1H), 7.99 - 7.84 (m, 5H), 7.50 (d, J =| .

N ¢ 4.5 Hz, 1H), 7.34 (s, 1H), 7.23 (d, J = 8.6 Hz,

e 1H), 4.57 - 4.41 (m, 1H), 3.95 - 3.83 (m, 6H),

3.66 (s, 3H), 1.42 (d, J = 7.3 Hz, 3H).

TH NMR (400 MHz, DMSO-d;) & 10.49 (s,

d % o o |1H), 8.71(d, J=4.4 Hz, 1H),8.51 (d, J=7.3
. @ANJ;(O\ Hz, 1H), 8.09 - 7.99 (m, 1H), 7.99 - 7.88 (m,

43 " HoS 5H), 7.51 (d, J = 4.5 Hz, 1H), 7.34 (s, 1H),|C
NN 7.23 (d, J = 8.6 Hz, 1H), 5.07 (t, J = 6.1 Hz,
=N 1H), 4.64 - 4.40 (m, 1H), 3.98 - 3.87 (m, 6H),

3.81 (1, J = 5.7 Hz, 2H), 3.67 (s, 3H).
M NMR (400 MHz, DMSO-ds) 6 12.53 (s,
1H), 10.47 (s, 1H), 8.71 (d, J = 4.4 Hz, 1H),

. i ’[ﬁr"” 8.58 (d, J = 7.2 Hz, 1H), 8.09 - 8.00 (m, 1H),
44 a W T 18.00-7.84 (m, 5H), 7.50 (d, J = 4.4 Hz, 1H),|C
Vi N
=N

TN 7.33 (s, 1H), 7.23 (d, J = 8.6 Hz, 1H), 4.54 -

4.29 (m, 1H), 4.00 - 3.71 (m, 6H), 1.41 (d, J

= 7.3 Hz, 3H).

"TH NMR (400 MHz, DMSO-ds) & 12.64 (s,

d b & q/u 1H), 10.47 (s, 1H), 8.70 (d, T = 4.5 Hz, 1H),
OH

o . 8.32 (d, J = 7.7 Hz, 1H), 8.02 (dd, J = 8.5, 2.1
45 _N H oL |Hz, 1H), 7.99 - 7.85 (m, 5H), 7.49 (d, ] = 4.5|C
4

NN Hz, 1H), 7.33 (s, 1H), 7.23 (d, J = 8.6 Hz,
" 1H), 4.98 (s, 1H), 4.56 - 4.36 (m, 1H), 3.98 -
3.85 (m, 6H), 3.85 - 3.67 (m, 2H).
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T NMR (400 MHz, DMSO-ds) & 10.48 (s,
d Y 8 1H), 8.79 (d, J = 7.6 Hz, 1H), 8.71 (d, ] = 4.2
46 o /OAN o_ |Hz, 1H), 8.08 - 7.77 (m, 6H), 7.50 (d, ] = 4.3
‘:jHL” H o |Hz, 1H), 7.40 - 7.14 (m, 7H), 4.73 - 4.57 (m,
N T H 1H), 4.02 - 3.80 (m, 6H), 3.65 (s, 3H), 3.24 -
=N 3.03 (m, 2I).
"™ NMR (400 MMz, DMSO-ds) & 10.53
d % o o4 [10.31 (m, 1H), 8.71 (d, J = 4.3 Hz, 1H), 8.03
o ». (d, J = 8.3 Hz, 1H), 7.99 - 7.81 (m, 3H), 7.68
47 e Q - 7.36 (m, 3H), 7.33 (s, 1H), 7.23 (d, ] = 8.4
) N‘F‘HLH Hz, 1H), 4.57 - 4.42 (m, 1H), 3.99 - 3.81 (m,
e 6H), 3.74 - 3.41 (m, 5H), 2.37 - 2.21 (m, 1H),
2.03 - 1.73 (m, 3H).
4% TH NMR (400 MHz, DMSO-ds) & 10.46 (s,
o 1H), 8.70 (d, J = 4.5 Hz, 1H), 8.02 (dd, J =
48 0 /@*um 8.5, 2.1 Hz, 1H), 7.96 (d, J = 2.1 Hz, 1H),
SN 7.94 - 7.87 (m, 5H), 7.50 (d, J = 4.5 Hz, 1H),
/= 7.34 - 7.27 (m, 2H), 7.22 (d, J = 8.6 Hz, 1H),
—n 3.94 - 3.87 (m, 6H).
TH NMR (400 MHz, DMSO-dq) & 12.77 (s,
d % 1H), 10.46 (s, 1H), 8.70 (d, J = 4.4 Hz, 1H),
45 - °N - 8.62 (d, J = 8.0 Hz, 1H), 8.12 - 7.72 (m, 6H),
,,;ETJLN,@)LH X 7.50 (d, ] = 4.4 Hz, 1H), 7.39 - 7.07 (m, 7H),
o H 4.62 (s, 1H), 4.06 - 3.66 (m, 6I), 3.24 - 3.04
(m, 2H).
[0967] T NMR (400 MHz, DMSO-ds) & 12.53 (s,
d Y 1H), 10.56 - 10.40 (m, 1H), 8.70 (d, J = 4.4
o % on Hz, 1), 8.03 (d, J = 8.4 Hz, 1H), 7.97 - 7.78
50 )_“_TEIOA'D (m, 3H), 7.65 - 7.37 (m, 3H), 7.33 (s, 1H),
NN 7.23 (d, J = 8.5 Hz, 1H), 4.48 - 4.35 (m, 1H),
= 4.05 - 3.76 (m, 6H), 3.68 - 3.45 (m, 2H), 2.38
-2.10 (m, 1H), 2.05 - 1.66 (m, 3H).
T NMR (400 MHz, DMSO-ds) & 10.45 (s,
% 1H), 8.70 (d, ] = 4.5 Hz, 1H), 8.02 (dd, J =
o 8.5, 2.1 Hz, 1), 7.96 (d, J = 2.1 Hz, 1H),
51 0 ,@"’m/\! 7.90 (d, J = 8.6 Hz, 2H), 7.50 (d, J = 4.5 Hz,
“QAH (N, |1H), 7.45 (d. J = 8.6 Hz, 2H), 7.32 (s, 1H),
=N 7.22 (d, J = 8.6 Hz, 1H), 3.92 - 3.88 (m, 6H),
3.61 - 3.35 (m, 8H), 1.41 (s, 9H).
"M NMR (400 MHz, DMSO-ds) & 10.49 (s,
d % 1H), 9.46 (s, 2H), 8.70 (d, J = 4.5 Hz, 1H),
o .0 8.01 (dd, J = 8.5, 2.1 Hz, 1H), 7.96 (d, T = 2.1
50 ;TE @AN Hz, 1H), 7.93 (d, J = 8.7 Hz, 2H), 7.53 - 7.48
NN NH (m, 3H), 7.35 (s, 1H), 7.22 (d, ] = 8.6 Hz,
= 1H), 3.92 - 3.86 (m, 611), 3.81 - 3.64 (m, 4H),
3.21 - 3.09 (m, 4H).
g TH NMR (400 MHz, CDCls) & 9.00 (s, 1H),
o . 8.63 (d, ] = 4.4 Hz, 1H), 7.89 - 7.75 (m, 5H),
- % B @)(NMH 7.75 - 7.67 (m, 2H), 7.41 (s, 1H), 7.14 (d, J =
M;j,kn y 8.4 Hz, 1H), 7.08 (d, J = 4.4 Hz, 1H), 6.70 (s,
™ 1H), 4.11 - 4.00 (m, 6H), 3.92 - 3.85 (m, 2H),
3.71 - 3.65 (m, 2H).
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'"H NMR (400 MHz, DMSO-ds) & 10.28 (s,
1H), 8.61 (d, J = 4.4 Hz, 1H), 8.18 (s, 1H),
8.00 - 7.92 (m, 1H), 7.91 - 7.80 (m, 3II), 7.54
(d, J = 7.7 Hz, 1H), 7.42 - 7.34 (m, 2H), 7.29
(s, IH), 7.23 (s, 1H), 7.13 (d, ] = 8.5 Hz, 1H),
3.83 - 3.78 (m, 6H).

ki

TH NMR (400 MHz, DMSO-ds) & 10.42 (s,
1H), 8.70 (d, J = 4.5 Hz, 1H), 8.03 (dd, J =
8.5, 2.1 Hz, 1H), 7.95 (d, J = 2.1 Hz, 1H),
7.93 - 7.86 (m, 2H), 7.52 - 7.43 (m, 2H), 7.32
(s, 1H), 7.22 (d, J = 8.6 Hz, 1H), 7.19 - 7.16
(m, 1H), 3.94 - 3.87 (m, 6H), 3.74 - 3.35 (m,
8H).

56

"H NMR (400 MHz, CDCl;) & 8.94 (s, I1H),
8.63 (s, 1H), 7.85 (s, 1H), 7.73 (dd, J = 8.4,
2.1 Hz, 2H), 7.62 (d, J = 2.0 Hz, 1H), 7.49 -
7.41 (m, 2H), 7.21 (d, J = 7.6 Hz, 1H), 7.14
(d, J = 8.5 Hz, 1H), 7.06 (d, J = 4.0 Hz, 1H),
4.06 (s, 3H), 4.01 (s, 3H), 3.87 - 3.39 (m,
8I1), 1.49 (s, 9H).

57
[0968]

"H NMR (400 MHz, DMSO-ds) & 10.48 (s,
1H), 8.71 (d, J = 4.5 Hz, 1H), 8.65 (d, J = 7.7
Hz, 1H), 8.02 (dd, J = 8.5, 2.1 Hz, 1H), 7.99 -
7.84 (m, 5H), 7.50 (d, ] = 4.5 Hz, 1H), 7.34
(s, 1H), 7.23 (d, J = 8.6 Hz, 1H), 4.59 - 4.40
(m, 1H), 3.97 - 3.77 (m, 6H), 3.66 (s, 3H),
1.86 - 1.66 (m, 2H), 1.63 - 1.54 (m, 1H), 0.94
(d,J = 6.5 Hz, 3H), 0.90 (d, J = 6.4 Hz, 3H).

58

'"H NMR (400 MHz, DMSO-ds) & 10.48 (s,
1H), 8.71 (d, J = 4.5 Hz, 1H), 8.52 (d, ] = 7.8
Hz, 1H), 8.02 (dd, J = 8.5, 2.1 Hz, 1H), 8.00 -
7.84 (m, 5H), 7.50 (d, J = 4.5 Hz, 1H), 7.33
(s, 1H), 7.23 (d, J = 8.6 Hz, 1H), 4.30 (t, J =
7.6 Hz, 1H), 3.97 - 3.82 (m, 6H), 3.67 (s,
3H), 2.27 - 2.10 (m, 1H), 1.00 (d, J = 6.7 Hz,
3H), 0.95 (d, J = 6.8 Hz, 3H).

59

"H NMR (400 MHz, DMSO-ds) & 10.48 (s,
1I1), 8.78 - 8.62 (m, 211), 8.10 - 7.81 (m, 6H),
7.50 (d, J = 4.5 Hz, 1H), 7.34 (s, 1H), 7.23
(d, J = 8.5 Hz, 1H), 4.59 (dd, J = 14.3, 7.2
Hz, 1H), 3.97 - 3.83 (m, 6H), 3.67 (s, 3H),
2.70 - 2.53 (m, 2H), 2.12 - 2.03 (m, 5H).

60

'"H NMR (400 MHz, DMSO-ds) & 10.49 (s,
1H), 8.85 (d, J = 7.9 Hz, IH), 8.71 (d, J = 4.5
Hz, 1H), 8.07 - 7.99 (m, 1H), 7.99 - 7.91 (m,
3H), 7.91 - 7.83 (m, 2H), 7.50 (d, J = 4.5 Hz,
1H), 7.33 (s, 1H), 7.23 (d, J = 8.4 Hz, 1H),
4.91 - 4.77 (m, 1H), 3.96 - 3.86 (m, 6H), 3.66
(s, 3H), 3.63 (s, 3H), 3.03 - 2.91 (m, 1H),
2.91-2.76 (m, 1H).
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'H NMR (400 MHz, DMSO-dg) & 8.66 (d, ] =
4.5 Hz, 1H), 7.82 (dd, J = 8.5, 2.1 Hz, 1H),
7.77 (d, T = 2.1 Hz, 1H), 7.39 (d, ] = 4.5 Hz,
1H), 7.21 (d, J = 8.6 Hz, 1H), 7.04 (s, 1H),
3.94 - 3,78 (m, 8H), 3.73 - 3.64 (m, 4H), 3.63
-3.51 (m, 2H).

62

"H NMR (400 MHz, DMSO-d,) 8 8.66 (d, ] =
4.4 Hz, 1H), 7.83 (dd, J = 8.5, 2.0 Hz, 1H),
7.77 (d, J = 2.0 Hz, 1H), 7.39 (d, J = 4.5 Hz,
1H), 7.21 (d, ] = 8.6 Hz, 1H), 7.04 (s, 1H),
3.93 - 3.78 (m, 8H), 3.73 - 3.61 (m, 2H), 3.50
- 3.41 (m, 2H), 3.39 - 3.34 (m, 2H), 1.42 (s,
9H).

63

TH NMR (400 MHz, DMSO-ds)  8.65 (d, ] =
4.5 Hz, 1H), 8.23 (d, ] = 8.3 Hz, 1H), 7.96 (d,
J = 2.1 Hz, 1H), 7.91 (dd, J = 8.5, 2.2 Hz,
1H), 7.43 (d, J = 4.5 Hz, 1H), 7.20 (d, ] = 8.6
Hz, 1H), 7.14 (s, 1H), 4.09 - 3.83 (m, 9H),
2.99 - 2.74 (m, 2H), 1.85 - 1.72 (m, 2H), 1.61
- 1.32 (m, 11H).

64
[0969]

TH NMR (400 MHz, DMSO-dg) & 10.49 (s,
1H), 8.84 - 8.56 (m, 2H), 8.19 - 7.73 (m, 6H),
7.68 - 7.43 (m, 1H), 7.34 (s, 1H), 7.23 (d, J =
7.4 Hz, 1H), 4.61 - 4.35 (m, 1H), 4.13 - 3.78
(m, 6H), 3.66 (s, 3H), 1.42 (d, J = 6.6 Hz,
3H).

65

'"H NMR (400 MHz, DMSO-dg) & 10.49 (s,
1H), 8.71 (d, J = 4.5 Hz, 1H), 8.10 - 8.00 (m,
1H), 8.00 - 7.83 (m, 3H), 7.68 (d, J = 8.6 Hz,
2H), 7.50 (d, J = 4.5 Hz, 1H), 7.33 (s, 1H),
7.23 (d, J = 8.5 Hz, 1H), 4.63 - 4.48 (m, 1),
4.48 - 435 (m, 1H), 4.35 - 4.19 (m, 1H), 4.18
- 4.00 (m, 1H), 3.97 - 3.82 (m, 6H), 3.69 (s,
3H), 3.66 - 3.52 (m, 1H).

66

'"H NMR (400 MHz, DMSO-dg) & 9.25 (s, 2H),
8.68 (d, J = 4.4 Hz, 1), 7.81 (d, J = 8.5 Hz,
1H), 7.76 (s, 1H), 7.41 (d, J = 4.4 Hz, 1H),
7.20 (d, J = 8.6 Hz, 1H), 7.10 (s, 1H), 4.23 -
4.03 (m, 2H), 3.98 - 3.76 (m, 8I), 3.36 - 3.09
(m, 4H).

67

"H NMR (400 MHz, DMSO-dg) & 8.98 - §.83
(m, 1H), 8.81 - 8.68 (m, 1H), 8.66 (d, J = 4.5
Hz, 1H), 8.53 (d, J = 7.8 Hz, 1H), 7.99 (d, J =
2.1 Hz, 1H), 7.91 (dd, J = 8.5, 2.1 Hz, 1H),
7.44 (d, T = 4.5 Hz, 1H), 7.20 (d, J = 8.6 Hz,
1H), 7.18 (s, 1H), 4.18 - 4.04 (m, 1H), 3.93 -
3.86 (m, 6H), 3.31 (d, J = 12.2 Hz, 2H), 3.09
- 2.95 (m, 2H), 2.04 - 1.92 (m, 2H), 1.91 -
1.76 (m, 2H).
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"I NMR (400 MIlz, DMSO-dg) & 9.36 (s, 1),
8.65(d, J = 4.5 Hz, 1H), 7.97 (d, J = 2.1 Hz,
1H), 7.93 (dd, J = 8.5, 2.2 Hz, 1H), 7.44 (d, ]
= 4.5 Hz, 1H), 7.20 (d, ] = 8.6 Hz, 1H), 7.12
(s, 1H), 3.95 - 3.69 (m, 6H), 3.00 - 2.74 (m,
4H), 2.49 - 2.34 (m, 4H), 2.19 (s, 3H).

69

"H NMR (400 Mz, DMSO-d,) d 8.64 (d, J =
4.4 Hz, 1H), 8.03 (d, J = 8.2 Hz, 1H), 7.96 (d,
J = 1.8 Hz, 1H), 7.90 (dd, J = 8.4, 2.0 Hz,
1H), 7.42 (d, J = 4.5 Hz, 1H), 7.20 (d, J = 8.6
Hz, 1H), 7.12 (s, 1H), 4.57 (d, J = 4.4 Hz,
1H), 3.96 - 3.84 (m, 6H), 3.83 - 3.67 (m, 1H),
3.50 - 3.36 (m, 1H), 1.92 - 1.76 (m, 4H), 1.51
- 1.37 (m, 2H), 1.34 - 1.18 (m, 2H).

70

'"H NMR (400 MHz, DMSO-ds) 8 10.59 (s,
1H), 8.68 (d, J = 4.5 Hz, 1H), 8.03 - 7.92 (m,
4H), 7.91 - 7.82 (m, 2H), 7.41 (d, ] = 4.5 Hz,
1H), 7.34 (s, 1H), 7.12 (d, J = 8.5 Hz, 1H),
4.46 - 4.14 (m, 4H), 3.86 (s, 3H).

71
[0970]

"H NMR (400 MHz, DMSO-ds) & 8.65 (d, J =
4.5 Hez, 1H), 7.98 (d, J = 2.1 Hz, 1H), 7.95 -
7.88 (m, 2H), 7.43 (d, J = 4.5 Hz, 1), 7.25 -
7.19 (m, 2H), 7.15 (s, 1H), 6.75 (s, 1), 4.06
- 3.95 (m, 1H), 3.94 - 3.85 (m, 6H), 2.31 -
2.21 (m, 1H), 1.87 - 1.70 (m, 4H), 1.70 - 1.48
(m, 4H).

72

"H NMR (400 MHz, DMSO-ds) & 8.65 (d, J =
4.5 Hz, 1H), 7.97 (d, J = 2.1 Hz, 1H), 7.95 -
7.87 (m, 2I), 7.44 (d, J = 4.5 Hz, 1H), 7.24
(d, J = 8.6 Hz, 1), 7.16 (s, 1H), 4.11 - 4.03
(m, 1H), 3.92 - 3.86 (m, 6H), 3.62 - 3.40 (m,
8I), 2.78 - 2.69 (m, 11), 1.94 - 1.81 (m, 2H),
1.76 - 1.63 (m, 4H), 1.61 - 1.51 (m, 2H).

73

"H NMR (400 MHz, DMSO-ds) & 8.65 (d, J =
4.5 Hez, 1H), 7.97 (d, J = 2.1 Hz, 1H), 7.95 -
7.85 (m, 2H), 7.44 (d, J = 4.5 Hz, 1H), 7.24
(d, J = 8.6 Hz, 1H), 7.16 (s, 1H), 4.11 - 4.03
(m, 1H), 3.93 - 3.86 (m, 6H), 3.52 - 3.39 (m,
4H), 3.32 - 3.25 (m, 4H), 2.78 - 2.71 (m, 1H),
1.92 - 1.83 (m, 2H), 1.74 - 1.62 (m, 4H), 1.62
- 1.51 (m, 2H), 1.42 (s, 9H).

74

"H NMR (400 MHz, DMSO-ds) & 8.64 (d, J =
4.5 Hz, 1H), 8.12 (d, J = 8.3 Hz, 1H), 7.99 (d,
J =21 Hz, 1H), 7.89 (dd, J = 8.5, 2.1 Hz,
1H), 7.43 (d, J = 4.5 Hz, 1H), 7.26 - 7.17 (m,
2H), 7.13 (s, 1H), 6.71 (s, 1H), 3.94 - 3.86
(m, 6H), 3.83 - 3.70 (m, 1H), 2.11 - 2.00 (m,
1H), 1.95 - 1.75 (m, 4H), 1.51 - 1.33 (m, 4H).
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"H NMR (400 MHz, DMSO-ds) & 8.65 (d, J =
4.5 Hz, 1H), 8.10 (d, J = 8.2 Hz, 1H), 7.98 (d,
J =21 Hz, 1H), 7.89 (dd, J = 8.5, 2.2 Hz,
1), 7.43 (d, J = 4.5 Hz, 1H), 7.20 (d, J = 8.6
Hz, 1H), 7.13 (s, 1H), 3.92 - 3.87 (m, 6H),
3.87 - 3.72 (m, 1H), 3.66 - 3.37 (m, 8II), 2.59
- 2.52 (m, 1H), 1.99 - 1.66 (m, 4H), 1.55 -
1.39 (m, 4H).

76

"H NMR (400 MHz, DMSO-ds) & 8.65 (d, J =
4.5 Hz, 1H), 8.10 (d, J = 8.2 Hz, 1H), 7.98 (d,
J =21 Hz, 1H), 7.89 (dd, J = 8.5, 2.1 Hz,
1H), 7.43 (d, J = 4.5 Hz, 1H), 7.20 (d, J = 8.6
Hz, 1H), 7.13 (s, 1I), 3.93 - 3.87 (m, 6H),
3.86 - 3.70 (m, 1H), 3.55 - 3.39 (m, 4H), 3.33
- 3.24 (m, 4H), 2.60 - 2.54 (m, 1H), 1.99 -
1.65 (m, 4H), 1.56 - 1.45 (m, 4H), 1.42 (s,
9H).

77

T NMR (400 MHz, DMSO-d¢) o 10.45 (s,
1H), 8.70 (d, J = 4.5 Hz, 1H), 8.40 (t, J = 5.5
Hz, 1H), 8.02 (dd, J = 8.5, 2.1 Hz, 1H), 7.96
(d, J = 2.1 Hz, 1H), 7.94 - 7.82 (m, 4H), 7.50
(d, J = 4.5 Hz, 1H), 7.33 (s, 1H), 7.23 (d, T =
8.6 Hz, 1H), 6.92 (1, J = 5.5 Hz, 1H), 3.93 -
3.86 (m, 6H), 3.31 - 3.25 (m, 2H), 3.15 - 3.07
(m, 2H), 1.39 (s, 9H).

[0971]

78

"H NMR (400 MHz, DMSO-ds) & 10.19 (s,
1H), 8.81 (s, 1H), 8.72 (d, ] = 4.5 Hz, 1H),
831 - 8.18 (m, 2H), 7.97 (dd, J = 8.5, 2.1 Hz,
1H), 7.92 (d, J = 2.1 Hz, 1H), 7.50 (d, J = 4.5
Hz, 1H), 7.41 (s, IH), 7.25 (d, J = 8.6 Hz,
1H), 3.95 - 3.89 (m, 6H).

79

'"H NMR (400 MHz, DMSO-dg) & 10.50 (s,
1H), 8.73 - 8.64 (m, 2H), 8.13 - 7.85 (m, 9H),
7.51 (d, J = 4.5 Hz, 1H), 7.34 (s, 1H), 7.23
(d, ] = 8.6 Hz, 1H), 3.93 - 3.87 (m, 6H), 3.56
-3.49 (m, 21), 3.04 - 2.96 (m, 2H).

80

"H NMR (400 MHz, DMSO-ds) 8 10.40 (s,
1H), 8.70 (d, J = 4.5 Hz, 1H), 8.03 (dd, J =
8.5, 2.1 Hz, 1H), 7.95 (d, J = 2.1 Hz, 1H),
7.92 - 7.84 (m, 2H), 7.51 - 7.42 (m, 2H), 7.32
(s, 1H), 7.22 (d, J = 8.6 Hz, 1H), 7.16 - 7.09
(m, 1H), 3.93 - 3.88 (m, 6H), 3.42 - 3.17 (m,
4H), 2.81 - 2.59 (m, 4H).

81
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"M NMR (400 MHz, DMSO-dg) 6 8.65 (d, J =
4.5 Hz, 1H), 8.07 (d, J = 8.1 Hz, 1H), 7.97 (d,
J =21 Hz, 1H), 7.89 (dd, J = 8.5, 2.1 Hz,
1H), 7.43 (d, J = 4.5 Hz, 1H), 7.20 (d, ] = 8.6
Hz, 1H), 7.13 (s, 1H), 3.92 - 3.84 (m, 6H),
3.84 - 3.71 (m, 1H), 3.43 - 3.36 (m, 4H), 2.74
- 2.58 (m, 4H), 2.57 - 2.53 (m, 1H), 1.96 -
1.85 (m, 2H), 1.76 - 1.66 (m, 2H), 1.54 - 1.39
(m, 4H).
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82

"H NMR (400 MHz, DMSO-ds) 8 8.65 (d, J =
4.5 Hz, 1H), 7.97 (d, J = 2.1 Hz, 1H), 7.92
(dd, J = 8.5, 2.1 Hz, 11I), 7.88 (d, J = 7.4 Hz,
1), 7.45 (d, J = 4.5 Hz, 1H), 7.25 (d, ] = 8.6
Hz, 1H), 7.16 (s, 1H), 4.11 - 4.03 (m, 1H),
3.92 - 3.86 (m, 6H), 3.43 - 3.36 (m, 4H), 2.74
- 2.58 (m, 5H), 1.91 - 1.82 (m, 2H), 1.73 -
1.62 (m, 4H), 1.59 - 1.48 (m, 2H).

83

"H NMR (400 MHz, DMSO-ds) & 8.67 (d, J =
4.5 Hz, 1), 7.84 (1, J = 9.2 Hz, 1H), 7.76 (d,
J=2.0Hz 1H), 7.46 - 7.34 (m, 1H), 7.21 (d,
J = 8.1 Hz, 1H), 7.06 (s, 1H), 4.88 - 4.71 (m,
2H), 3.89 - 3.83 (m, 81), 3.77 - 3.61 (m, 2H),
3.60 - 3.45 (m, 4H), 2.09 (s, 3H).

84

"H NMR (400 MHz, DMSO-ds) 8 8.65 (d, J =
4.5 Hz, 1H), 8.29 (d, J = 8.2 Hz, 1H), 7.96 (d,
J =21 Hz, 1H), 7.92 (dd, J = 8.5, 2.2 Hz,
1H), 7.44 (d, J = 4.5 Hz, 1H), 7.20 (d, J = 8.6
Hz, 1H), 7.15 (s, 1H), 4.90 - 4.68 (m, 2H),
4.36 - 4.22 (m, 1H), 4.18 - 4.05 (m, 1H), 3.92
- 3.84 (m, 6H), 3.81 - 3.66 (m, 1H), 3.17 -
3.07 (m, 1H), 2.82 - 2.69 (m, 1H), 2.09 (s,
3H), 1.92 - 1.77 (m, 2H), 1.67 - 1.40 (m, 2H).

[0972] 85

"H NMR (400 MHz, DMSO-ds,) & 12.56 (s,
1H), 10.48 (s, 1H), 8.71 (d, J = 4.5 Hz, 1H),
8.52(d, J = 7.9 Hz, 1H), 8.02 (dd, J = 8.5, 2.1
Hz, 1H), 7.97 (d, J = 2.1 Hz, 1H), 7.93 (s,
4H), 7.50 (d, J = 4.5 Hz, 1H), 7.34 (s, 1H),
7.23 (d, J = 8.6 Hz, 1H), 4.54 - 4.32 (m, 1H),
3.99 - 3.72 (m, 6H), 1.88 - 1.65 (m, 2H), 1.65
- 1.51 (m, 1H), 0.94 (d, J = 6.4 Hz, 3H), 0.89
(d, ] = 6.4 Hz, 3H).

86

"H NMR (400 MHz, DMSO-ds) & 12.63 (s,
IH), 10.48 (s, 1H), 8.71 (d, J = 4.5 Hz, 1H),
8.32(d, J = 8.0 Hz, 1H), 8.02 (dd, J = 8.5, 2.1
Hz, 1H), 7.97 (d, J = 2.1 Hz, 1H), 7.95 - 7.84
(m, 4H), 7.50 (d, J = 4.5 Hz, 1H), 7.34 (s,
1H), 7.23 (d, J = 8.6 Hz, 1H), 4.39 - 4.10 (m,
1H), 4.00 - 3.75 (m, 6H), 2.31 - 1.97 (m, 1H),
1.04 - 0.92 (m, 6H).

87

'"H NMR (400 MHz, DMSO-ds) 8 12.67 (s,
1H), 10.49 (s, 1H), 8.71 (d, J = 4.5 Hz, 1H),
8.58 (d, J = 7.7 Hz, 1H), 8.02 (dd, J = 8.5, 2.1
Hz, 1H), 7.99 - 7.95 (m, 1H), 7.95 - 7.89 (m,
4H), 7.51 (d, J = 4.5 Hz, 1H), 7.34 (s, 1H),
7.23 (d, J = 8.6 Hz, 1H), 4.53 (dd, J = 14.4,
7.7 Hz, 1H), 3.96 - 3.85 (m, 6H), 2.67 - 2.53
(m, 2H), 2.12 - 2.03 (m, 5H).

88

'H NMR (400 MHz, DMSO-ds) 8 12.69 (s,
2H), 10.49 (s, 1H), 8.71 (d, J = 4.5 Hz, 1H),
8.66 (d, ] = 7.4 Hz, 1H), 8.03 (dd, J = 8.5, 2.1
Hz, 1H), 7.98 - 7.85 (m, 5H), 7.50 (d, J = 4.5
Hz, 1H), 7.33 (s, 1H), 7.29 - 7.14 (m, 1H),
4.81 - 4.53 (m, 1H), 4.01 - 3.70 (m, 6H), 2.93
-2.79 (m, 1H), 2.78 - 2.57 (m, 1H).
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89

'"H NMR (400 MHz, DMSO-ds) & 12.54 (s,
1H), 10.48 (s, 1H), 8.71 (d, J = 4.5 Hz, 1H),
8.59(d,J=7.2 Hz, 1), 8.03 (dd, J = 8.5, 2.1
Hz, 1H), 7.97 (d, J = 2.1 Hz, 1H), 7.95 - 7.86
(m, 4H), 7.51 (d, T = 4.5 Hz, 1H), 7.34 (s,
1), 7.23 (d, J = 8.7 Hz, 1), 4.50 - 4.35 (m,
1H), 3.96 - 3.86 (m, 6H), 1.41 (d, J = 7.3 Hz,
3H).

90

"H NMR (400 MHz, DMSO-ds) & 8.67 (d, J =
4.5 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.77 (d,
J = 2.1 Hz, 1H), 7.40 (d, T = 4.4 Hz, 1H),
7.21 (d, J = 8.5 Hz, 1H), 7.06 (s, 1H), 4.68 (t,
J =54 Hz, IH), 4.21 - 4.05 (m, 2H), 3.95 -
3.78 (m, 8H), 3.75 - 3.65 (m, 2H), 3.64 - 3.56
(m, 1H), 3.56 - 3.45 (m, 2H), 3.45 - 3.37 (m,
1H).

91

"H NMR (400 MHz, DMSO-d,) & 8.65 (d, J =
4.5 Hz, 1H), 8.26 (d, J = 8.1 Hz, 1H), 7.95 (d,
J = 2.0 Hz, 1H), 7.92 (dd, J = 8.5, 2.1 Hz,
1), 7.44 (d, J = 4.5 Hz, 1H), 7.20 (d, ] = 8.5
Hz, 1H), 7.14 (s, 1H), 4.53 (t, J = 5.4 Hz,
IH), 4.41 - 4.26 (m, 1H), 4.20 - 4.00 (m, 3H),
3.96 - 3.82 (m, 6H), 3.77 - 3.63 (m, 1H), 3.14
-3.00 (m, 1H), 2.77 (t, J = 12.4 Hz, 1H), 1.84
(d, T = 11.8 Hz, 2H), 1.64 - 1.41 (m, 2H).

92

"H NMR (400 MHz, DMSO-ds) 8 9.04 (s, 1H),
8.65(d, ] = 4.5 Hz, 1H), 7.97 (dd, J = 8.5, 2.1
Hz, 1H), 7.83 (d, J = 2.1 Hz, 1H), 7.43 (d, J =
4.5 Hz, 1H), 7.20 (d, J = 8.7 Hz, 1H), 7.13 (s,
1H), 3.92 - 3.84 (m, 6H), 3.60 - 3.52 (m, 2H),
3.46 - 3.40 (m, 2H), 3.40 - 3.34 (m, 2H), 3.32
-3.25 (m, 2H), 2.41 (s, 6H), 1.42 (s, 9H).

93

'"H NMR (400 MHz, DMSO-d,) & 9.81 (s, 1H),
9.36 (s, 1H), 8.50 (d, J = 4.5 Hz, 1H), 7.92
(d, J = 8.8 Hz, 2H), 7.83 (dd, J = 8.5, 2.1 Hz,
1H), 7.78 (d, J = 2.0 Hz, 1H), 7.61 (d, J = 8.8
Hz, 2H), 7.24 - 7.13 (m, 2H), 6.80 (s, 1H),
3.92 - 3.85 (m, 6H), 3.83 (s, 3H).

94

'H NMR (400 MHz, DMSO-dg) & 12.87 (s,
1H), 9.08 (t, ] = 6.3 Hz, 1H), 8.66 (d, ] = 4.5
Hz, 1H), 7.95 (dd, J = 8.5, 2.1 Hz, 1H), 7.91
(d, T = 8.2 Hz, 2H), 7.86 (d, J = 2.1 Hz, 1H),
7.49 - 7.39 (m, 3H), 7.23 - 7.14 (m, 2H), 4.59
(d, J = 6.2 Hz, 2H), 3.90 - 3.84 (m, 6H).

95

'"H NMR (400 MHz, DMSO-d,) & 8.97 (s, 1H),
8.65 (d, J = 4.5 Hz, 1H), 7.98 (dd, J = 8.5, 2.2
Hz, 1H), 7.82 (d, T = 2.1 Hz, 1H), 7.43 (d, J =
4.5 Hz, 1H), 7.32 (s, 1H), 7.20 (d, J = 8.6 Hz,
1H), 7.12 (s, 1H), 6.98 (s, 1H), 3.92 - 3.86
(m, 6H), 2.26 (s, 6H).
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"H NMR (400 MHz, DMSO-d,) & 9.03 (s, 1H),
8.65 (d, J = 4.5 Hz, 1H), 7.96 (dd, J = 8.5, 2.1
Hz, 1H), 7.82 (d, T = 2.1 Hz, 1H), 7.42 (d, J =
4.5 Hz, 1H), 7.19 (d, J = 8.6 Hz, 1H), 7.12 (s,
1H), 3.92 - 3.87 (m, 6H), 3.61 - 3.53 (m, 6H),
3.48 - 3.42 (m, 2H), 2.41 (s, 6H).

97

TH NMR (400 MHz, DMSO-ds) & 10.44 (s,
1H), 8.70 (d, J = 4.5 Hz, 1H), 8.02 (dd, J =
8.5, 2.1 Hz, 1H), 7.96 (d, J = 2.1 Hz, 1H),
7.90 (d, J = 8.6 Hz, 2H), 7.50 (d, ] = 4.5 Hz,
1H), 7.43 (d, J = 8.6 Hz, 2H), 7.32 (s, 1H),
7.22 (d, ] = 8.6 Hz, 1H), 3.94 - 3.85 (m, 6H),
3.68 - 3.37 (m, 4H), 2.44 - 2.27 (m, 41H), 2.22
(s, 3H).

98

"H NMR (400 MHz, DMSO-dg) 6 9.03 (s, 1H),
8.65 (d, J = 4.5 Hz, 1H), 7.97 (dd, J = 8.5, 2.2
Hz, 1H), 7.82 (d, J = 2.1 Hz, 1H), 7.43 (d, ] =
4.5 Hz, 1H), 7.20 (d, J = 8.6 Hz, 1H), 7.12 (s,
1H), 3.92 - 3.85 (m, 6H), 3.51 - 3.35 (m, 4H),
2.70 - 2.59 (m, 4H), 2.39 (s, 6H).

'"H NMR (400 MHz, DMSO-ds) 8 9.50 (s, 1H),
8.65 (d, J = 4.5 Hz, 1H), 8.01 - 7.86 (m, 2H),
7.44 (d, J = 4.5 Hz, 1H), 7.20 (d, J = 8.5 Hz,
1H), 7.13 (s, 1H), 3.95 - 3.80 (m, 6H), 3.74 -
3.60 (m, 4H), 3.00 - 2.82 (m, 4H).

100

TH NMR (400 MHz, DMSO-d;) 6 8.65 (d, J =
4.5 Hz, 1H), 7.82 (dd, J = 8.5, 2.1 Hz, 1H),
7.76 (d, J = 2.1 Hz, 1H), 7.37 (d, ] = 4.5 Hz,
1), 7.19 (d, J = 8.5 Hz, 1H), 6.99 (s, 1H),
6.92 (d, ] = 7.6 Hz, 1H), 4.44 - 4.24 (m, 2H),
3.88 (s, 3H), 3.85 (s, 3H), 3.65 - 3.48 (m,
1), 3.30 - 3.20 (m, 1H), 3.04 - 2.92 (m, 1H),
2.91 -2.83 (m, 2H), 1.88 - 1.69 (m, 2H), 1.39
(s, 9H).

101

"H NMR (400 MHz, DMSO-ds) & 8.65 (d, ] =
4.5 Hz, 1H), 7.85 - 7.74 (m, 2H), 7.38 (d, J
4.4 Hz, 1H), 7.20 (d, J = 8.2 Hz, 1H), 7.01 (s,
1H), 3.88 (s, 3H), 3.86 (s, 3H), 3.83 - 3.77
(m, 2H), 3.72 - 3.61 (m, 2H), 2.43 - 2.35 (m,
2M), 2.35 - 2.28 (m, 2II), 2.21 (s, 3H).

102

TH NMR (400 MHz, DMSO-ds) & 8.64 (d, ] =
4.5 Hz, 1H), 8.03 - 7.95 (m, 2H), 7.92 (dd, J
= 8.5, 2.1 Hz, 1H), 7.43 (d, J = 4.5 Hz, 1H),
7.21 (d, ] = 8.6 Hz, 1H), 7.15 (s, 1H), 4.41
(d, ] = 2.9 Hz, 1H), 3.93 - 3.79 (m, 7H), 3.79
- 3.71 (m, 1H), 1.88 - 1.72 (m, 2H), 1.72 -
1.46 (m, 611).

A
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"H NMR (400 MHz, DMSO-dg) 0 8.65 (d, J —

4.5 Hz, 1H), 8.15 (d, J = 8.2 Hz, 1H), 7.98 (d,

4% J = 2.1 Hz, 1H), 7.91 (dd, J = 8.5, 2.2 Hz,

e~ |1H), 7.43 (d, T = 4.5 Hz, 1H), 7.20 (d, J = 8.6

103 i J/\;" o ' Hz, 1H), 7.13 (s, 1H), 4.72 (s, 2H), 3.92 -|A

) "'):J)LH 3.86 (m, 6H), 3.86 - 3.71 (m, 1H), 3.64 - 3.51

- (m, 1H), 2.98 - 2.78 (m, 2H), 2.42 - 2.32 (m,

1H), 2.30 - 2.20 (m, 1H), 2.15 - 2.01 (m, 2H),
1.84 - 1.70 (m, 2H), 1.70 - 1.56 (m, 2H).

"H NMR (400 MHz, CDCly) & 9.92 (s, 1H),

0/ \o 8.81 (d, T = 8.7 Hz, 1H), 8.64 (d, J = 4.4 Hz,
Gi ] 1H), 8.13 (d, J = 1.9 Hz, 1H), 8.04 (dd, J =

104 ” o :@Ao’ 8.6, 1.9 Hz, 1H), 7.78 (dd, J = 8.4, 2.1 Hz, |B
/ N'r: H 1H), 7.73 (d, J = 2.1 Hz, 1H), 7.45 (s, 1H),

7.12 - 7.07 (m, 2H), 4.04 (s, 3H), 4.01 (s,
3H), 3.95 (s, 3H).

o
é 'H NMR (400 MHz, DMSO-dg) 6 10.05 (s,
1H), 8.70 (d, J = 4.5 Hz, 1H), 7.97 (dd, ] =
8.5, 2.1 Hz, 1H), 7.91 (d, J = 2.0 Hz, 1H),
105 i o 0/ 7.78 - 7.70 (m, 2H), 7.50 (s, 1H), 7.47 (d, J = |A
A N-
o
\N/I{H}_lfhl \

4.5 Hz, 1H), 7.40 - 7.36 (m, 3H), 7.25 (s,
1H), 7.17 (d, ] = 8.6 Hz, 1H), 3.88 (s, 3H),
3.83 (s, 3H), 3.75 (s, 3H).

d Y% '"H NMR (400 MHz, DMSO-ds) 8 9.97 (s, 1H),
o 8.74 (d, ] = 4.5 Hz, 1H), 8.38 (d, J = 8.4 Hz,
cl 1H), 8.02 (d, J = 1.7 Hz, 1H), 7.97 - 7.91 (m,
o] ; E
[0975]  |106 N @A"“ 2M), 7.85 (d, J = 2.1 Hz, 1H), 7.51 (d, 1 = 4.5|2
720 Hz, 1H), 7.35 (s, 1H), 7.22 (d, ] = 8.6 Hz,
= 1H), 3.94 - 3.86 (m, 6H).
-~
o
0 o "H NMR (400 MHz, DMSO-ds) & 9.83 (s, 1H),
OH [9.49 (s, 1H), 8.49 (d, J = 4.6 Hz, 1H), 7.89
107 (d, J = 8.7 Hz, 2H), 7.85 - 7.78 (m, 2H), 7.59 |E
A NN (d, J = 8.7 Hz, 2H), 7.22 - 7.16 (m, 2H), 6.80
\NMN)H_NH (s, 1H), 3.91 - 3.85 (m, 6H).
o
0/
(|) '"H NMR (400 MHz, DMSO-d¢) & 12.88 (s,

1H), 9.88 (s, 1H), 8.69 (d, J = 4.5 Hz, 1H),
7.97 (dd, J = 8.5, 2.1 Hz, 1H), 7.92 (d, J = 2.0
108 Hz, 1H), 7.74 - 7.67 (m, 2H), 7.50 (s, 1H),|A
Z N 7.47 (d, J = 4.5 Hz, 1H), 7.38 - 7.33 (m, 3H),
\N,@_,f” t\ i 7.24 (s, 1H), 7.18 (d, J = 8.6 Hz, 1H), 3.88 (s,

3H), 3.84 (s, 3H).

7.0 Hz, 2H), 3.89 (s, 3H), 3.86 (s, 3H), 1.32

-

o '"H NMR (400 MHz, DMSO-dg) § 9.55 (s, 1H),

o 8.83 (s, 1H), 8.47 (d, J = 4.6 Hz, 1H), 7.83
o— |(dd. 7 =85, 2.1 Hz, 1H), 7.76 (d, J = 2.1 Hz,
109 1H), 7.38 - 7.32 (m, 2H), 7.21 - 7.13 (m, 2H), |E
N 91 - 6. 73 (s 9 -
:/UNH Q 6.91 - 6.84 (m, 2H), 6.73 (s, 1H), 3.99 (q, J

N JNH (t, J = 7.0 Hz, 3H).
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'"H NMR (400 MHz, DMSO-ds) & 8.67 (d, J =

4.5 Hz, 1H), 7.92 - 7.80 (m, 1H), 7.77 (s,

1H), 7.43 - 7.35 (m, 1H), 7.21 (d, J = 8.4 Hz,

1H), 7.06 (s, 1H), 3.98 - 3.44 (m, 14H), 2.12
1.89 (m, 1H), 0.85 - 0.59 (m, 4H).

D

"H NMR (400 MHz, DMSO-d,) 6 8.67 (d, ] =
4.5 Hz, 1H), 7.83 (dd, J = 8.5, 2.1 Hz, 1H),
7.76 (d, J = 2.1 Hz, 1H), 7.40 (d, J = 4.5 Hz,
1H), 7.21 (d, J = 8.6 Hz, 1H), 7.04 (s, 1H),
4.07 (g, J = 7.1 Hz, 2H), 3.93 - 3.78 (m, 8H),
3.74 - 3.61 (m, 2H), 3.53 - 3.46 (m, 2H), 3.44
- 3.37 (m, 2H), 1.20 (t, J = 6.8 Hz, 3H).

112

" NMR (400 MHz, DMSO-d,) 0 8.66 (d, J =
4.4 Hz, 1H), 7.87 - 7.64 (m, 2H), 7.39 (dd, I
- 7.8, 4.5 Hz, 1H), 7.20 (dd, J = 8.4, 4.8 Hz,
1H), 7.05 (d, J = 21.4 Hz, 1H), 4.51 - 4.02
(m, 3H), 3.93 - 3.63 (m, 7H), 3.26 - 2.86 (m,
3H), 1.41 (d, J = 2.2 Hz, 9H), 1.05 (dd, J =
33.4, 6.7 Hz, 3H).

113

'"H NMR (400 MHz, DMSO-ds) & 8.66 (d, J =
4.4 Hez, 1H), 7.95 - 7.66 (m, 2H), 7.38 (dd, J
= 10.5, 4.4 Hz, 1H), 7.19 (dd, J = 11.7, 8.5
Hz, 1H), 7.07 (d, J = 28.1 Hz, 1H), 4.04 -
3.91 (m, 2H), 3.91 - 3.80 (m, 6H), 3.78 - 3.52
(m, 4H), 1.51 - 1.35 (m, 12H), 1.26 (s, 3H).

[0976]

114

TH NMR (400 MHz, CDCl;) & 9.69 (s, 1H),
8.98 (d, J = 1.5 Hz, 1H), 8.61 (d, ] = 4.4 Mz,
1H), 8.49 (d, J = 8.7 Hz, 1H), 8.39 (dd, J =
8.7, 2.1 Hz, 1H), 7.78 (d, J = 2.0 Hz, 1H),
7.68 (dd, J = 8.4, 2.1 Hz, 1H), 7.56 - 7.33 (m,
6H), 7.10 (dd, J = 9.8, 6.4 Hz, 2H), 5.39 (s,
2H), 4.16 - 3.96 (m, 6H).

115

o
N
4 = Boc
—N

"H NMR (400 MHz, DMSO-de) & 8.65 (dd, ] =
4.4, 1.2 Hz, 1H), 7.86 - 7.76 (m, 2H), 7.38
(dd, J = 4.4, 1.2 Hz, 1H), 7.29 - 7.15 (m, 2H),
7.09 (d, J = 3.8 Hz, 1H), 4.13 - 3.95 (m, 2H),
3.90 - 3.82 (m, 6H), 3.77 - 3.37 (m, 3I), 2.16
- 1.97 (m, 1H), 1.89 - 1.74 (m, 1H), 1.46 -
1.28 (m, 9H).

116

TH NMR (400 MHz, DMSO-ds) d 8.66 (d, J =
4.4 Hz, 1H), 7.82 (dd, T = 8.3, 1.7 Hz, 1H),
7.74 (d, J = 1.4 Hz, 1H), 7.65 (d, ] = 6.5 Hz,
1H), 7.40 (d, J = 4.4 Hz, 1H), 7.20 (d, J = 8.6
Hz, 1H), 7.10 (s, 1), 4.89 - 4.68 (m, 1H),
4.46 - 4.26 (m, 3H), 3.95 - 3.82 (m, 7H), 1.39
(s. 9H).

117

"I NMR (400 MIiz, DMSO-ds) & 8.72 - 8.62
(m, 1H), 7.87 - 7.68 (m, 2H), 7.44 - 7.36 (m,
1H), 7.24 - 7.13 (m, 2H), 4.46 (s, 1H), 4.40
(t, J = 7.8 Hz, 111), 4.01 - 3.95 (m, 2I), 3.92
- 3.80 (m, 6H), 2.68 (t, J] = 7.8 Hz, 1H), 2.61
(t, ] = 8.0 Hz, 1H).
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'"H NMR (400 MHz, DMSO-ds) & 10.48 (s,
1H), 8.70 (d, J = 4.5 Hz, 1H), 8.58 - 8.46 (m,
1), 8.01 (dd, J = 8.5, 2.1 He, 1H), 7.98 -
7.84 (m, 5H), 7.50 (d, J = 4.5 Hz, 1H), 7.32
(s, 1H), 7.22 (d, J = 8.6 Hz, 1H), 3.92 - 3.86
(m, 6H), 3.58 - 3.48 (m, 2H), 3.07 - 2.94 (m,
2H), 2.65 (s, 6H).

119

'"H NMR (400 MHz, DMSO-ds) & 10.51 (s,
1H), 9.35 (s, 1H), 8.71 (d, J = 4.5 Hz, 1H),
8.02 (dd, J = 8.5, 2.1 He, 1H), 7.98 - 7.84 (m,
S5H), 7.51 (d, I = 4.5 Hz, 1H), 7.34 (s, 1H),
7.23 (d, J = 8.6 Hz, 1H), 3.96 - 3.86 (m, 6H),
3.73 - 3.41 (m, 4H), 3.01 - 2.78 (m, 2II), 1.84
- 1.32 (m, 8H).

120

'"H NMR (400 MHz, DMSO-ds) & 10.46 (s,
1H), 8.71 (d, J = 4.4 Hz, 1H), 8.34 (s, 1H),
8.03 (d, J = 6.7 Hz, 1H), 8.00 - 7.74 (m, 5H),
7.50 (d, J = 4.4 Hz, 1H), 7.33 (s, 1H), 7.23
(d, J = 8.5 Hz, 1H), 4.05 - 3.72 (m, 6H), 3.29
- 3.10 (m, 2H), 3.10 - 2.85 (m, 2H), 1.25 -
0.74 (m, 12H).

[0977] 21

'"H NMR (400 MHz, DMSO-ds) & 10.61 (s,
1H), 8.71 (d, J = 4.5 Hz, 1H), 8.07 - 7.88 (m,
6I1), 7.51 (d, J = 4.5 Hz, 1H), 7.35 (s, 1H),
7.22 (d, J = 8.6 Hz, 1H), 4.31 (1, J = 6.4 Hz,
2H), 3.98 - 3.78 (m, 6H), 3.65 - 3.48 (m, 4H),
2.46 - 2.27 (m, 6H), 2.00 - 1.75 (m, 2H).

122

'"H NMR (400 MHz, DMSO-dg) & 9.98 (s, 1H),
8.71 (d, J = 4.5 Hz, 1H), 8.25 - 8.21 (m, 11,
8.15(d, J = 8.5 Hz, 1H), 7.95 (dd, T = 8.5, 2.1
Hz, 1H), 7.91 (d, J = 2.1 Hz, 1H), 7.72 (dd, J
= 8.5, 2.2 Hz, 1H), 7.49 (d, ] = 4.5 Hz, 1H),
7.38 (s, 1H), 7.24 (d, T = 8.6 Hz, 1H), 3.93 -
3.89 (m, 6H), 2.30 (s, 3H).

123

TH NMR (400 MHz, DMSO-dg) 6 9.05 (s, 1H),
8.65 (d, J = 4.5 Hz, 1H), 7.97 (dd, J = 8.5, 2.1
Hz, 1H), 7.82 (d, ] = 2.1 Hz, 1H), 7.43 (d, ] =
4.5 Hz, 1H), 7.20 (d, J = 8.6 Hz, 1H), 7.13 (s,
1H), 3.92 - 3.86 (m, 6H), 3.72 - 3.40 (m, 4H),
2.75 - 2.54 (m, 4H), 2.45 - 2.33 (m, 9H).

124

TH NMR (400 MHz, DMSO-ds) & 10.20 (s,
1H), 8.63 (d, J = 4.5 Hz, 1H), 8.38 - 8.34 (m,
1H), 8.22 (d, J = 8.5 Hz, 1H), 7.91 - 7.85 (m,
2H), 7.83 (d, J = 2.1 Hz, 1H), 7.42 (d, ] = 4.5
Hz, 1H), 7.34 (s, 1H), 7.15 (d, J = 8.6 Hz,
1H), 3.87 - 3.80 (m, 6H), 3.61 - 3.28 (m, 4H),
2.35-2.18 (m, 4H), 2.12 (s, 3H).

B
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'"H NMR (400 MHz, DMSO-ds) & 9.85 (s, 1H),
8.71 (d, T = 4.5 Hz, 1H), 8.05 - 7.99 (m, 2H),
7.92 - 7.82 (m, 3H), 7.50 (d, J = 4.5 Hz, 1H),
7.31 (s, 1H), 7.20 (d, J = 8.6 Hz, 1H), 3.92 -
3.82 (m, 9H), 2.38 (s, 3H).

126

'H NMR (400 MHz, DMSO-ds) & 12.86 (s,
1H), 9.84 (s, 1H), 8.71 (d, J = 4.5 Hz, 1H),
8.03 (dd, J = 8.5, 2.0 Hz, 1H), 7.97 (d, J = 8.4
Hz, 1H), 7.91 - 7.81 (m, 3H), 7.50 (d, J = 4.5
Hz, 1H), 7.31 (s, IH), 7.20 (d, J = 8.6 Hz,
1H), 3.93 - 3.86 (m, 6H), 2.37 (s, 3H).

127

'"H NMR (400 MHz, DMSO-d,) & 9.84 (s, 1H),
8.71(d, T = 4.5 Hz, 1H), 8.03 (dd, ] = 8.5, 1.9
Hz, 1H), 7.86 (d, T = 2.1 Hz, 1H), 7.79 (d, J =
8.1 Hz, 1H), 7.50 (d, J = 4.5 Hz, 1H), 7.37 (s,
1H), 7.34 - 7.28 (m, 2H), 7.20 (d, J = 8.6 Hz,
1H), 3.92 - 3.86 (m, 6H), 3.71 - 3.37 (m, 8H),
2.33 (s, 3H).

128
[0978]

"H NMR (400 MHz, DMSO-ds) & 9.83 (s, 1H),
8.71 (d, J = 4.5 Hz, 1H), 8.03 (dd, ] = 8.5, 1.9
Hz, 1H), 7.86 (d, J = 2.1 Hz, 1H), 7.78 (d, ] =
8.1 Hz, 1H), 7.50 (d, J = 4.5 Hz, 1H), 7.36 -
7.25 (m, 3H), 7.20 (d, J = 8.6 Hz, 1H), 3.93 -
3.86 (m, 6H), 3.71 - 3.38 (m, 4H), 2.43 - 2.28
(m, 7H), 2.22 (s, 3H).

129

'"H NMR (400 MHz, DMSO-ds) & 9.76 (s, 1H),
9.24 (s, 1H), 8.40 (d, J = 4.6 Hz, 1H), 7.80 -
7.68 (m, 2H), 7.45 (d, J = 8.5 Hz, 2H), 7.29
(d, J = 8.5 Hz, 2H), 7.15 - 7.07 (m, 2H), 6.69
(s, 1H), 3.85 - 3.74 (m, 6H), 3.58 - 3.35 (m,
8H).

130

"H NMR (400 MHz, CDCl;) & 8.60 (d, J = 4.4
Hz, 1H), 8.50 - 8.33 (m, 1H), 8.03 - 7.93 (m,
1), 7.91 (d, J = 1.2 Hz, 1H), 7.77 - 7.59 (m,
2H), 7.37 (s, 1H), 7.12 - 6.92 (m, 2H), 4.75 -
4.52 (m, 2H), 4.11 - 3.80 (m, 9H), 3.22 (t, ] =
8.5 Hz, 2H).

'"H NMR (400 MHz, DMSO-ds) 6 8.72 - 8.61
(m, 1H), 7.95 - 7.65 (m, 4H), 7.48 - 7.30 (m,
2H), 7.19 (dd, J = 23.1, 8.6 Hz, 1H), 7.07 (d,
J=17.2 Hz, 1H), 5.17 (s, 1), 4.92 (s, 1H),
4.05 (t, ] = 5.8 Hz, 1H), 3.93 (t, ] = 6.0 Hz,
1H), 3.90 - 3.71 (m, 9H), 3.05 - 2.88 (m, 2H).

132

173/217 |

7.28 (s,

(m, 2H).

'"H NMR (400 MHz,
8.71 (d, J = 4.4 Hz,
7.74 (d, J = 7.1 Hz,
1H), 7.22 (d, J = 8.7 Hz,
4.56 (m, 21), 3.95 -

DMSO-ds) & 8.86 (s, 1H),
1H), 7.94 - 7.79 (m, 2H),
1H), 7.52 - 7.40 (m, 2H),
1H), 4.73 -
3.76 (m, 9H), 3.32 - 3.23
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o

0/ \0
o o~
=N

"H NMR (400 MHz, DMSO-ds) & 8.65 (d, J =
4.5 Hz, 1H), 7.88 (d, J = 1.9 Hz, 1H), 7.58
(dd, 7 =9.2, 1.9 Hz, 2H), 7.52 - 7.43 (m, 1H),
7.40 (d, J = 4.5 Hz, 1H), 7.25 (d, J = 8.1 Hz,
1H), 7.05 (s, 1H), 6.97 (d, J = 8.6 Hz, 1H),
4.00 - 3.90 (m, 2H), 3.89 - 3.71 (m, 9I0), 2.90
(t, ] = 6.6 Hz, 2H), 2.04 - 1.92 (m, 2H).

D

134

'"H NMR (400 MHz, DMSO-ds) & 10.04 (s,
1H), 8.70 (d, J = 4.5 Hz, 1H), 8.01 (dd, J =
8.5, 2.1 He, 111), 7.74 (d, J = 2.1 Hz, 1H),
7.64 - 7.59 (m, 2H), 7.48 (d, J = 4.5 Hz, 1H),
7.38 - 7.31 (m, 3H), 7.30 (s, 1H), 7.10 (d, J =
8.6 Hz, 1), 6.33 (s, 1), 3.88 (s, 3H), 3.76
(s, 3H), 3.70 - 3.48 (m, 4H), 2.42 - 2.32 (m,
4H), 2.22 (s, 3H).

135

'"H NMR (400 MHz, DMSO-ds) & 10.29 (s,
1I1), 8.72 (d, J = 4.5 Hz, 1H), 8.50 - 8.46 (m,
1H), 8.31 (d, J = 8.5 Hz, 1H), 8.02 - 7.94 (m,
2H), 7.92 (d, J = 2.1 Hz, 1H), 7.51 (d, J = 4.5
Hz, 1H), 7.43 (s, 1H), 7.24 (d, J = 8.6 Hz,
1H), 3.95 - 3.88 (m, 6H), 3.74 - 3.38 (m, 8H).

136

[0979]

'"H NMR (400 MHz, DMSO-ds) 8 10.00 (s,
1H), 8.72 (d, J = 4.5 Hz, 1H), 8.28 (t, J = 8.1
Hz, 1H), 7.95 (d, J = 2.1 Hz, 1H), 7.92 - 7.80
(m, 3H), 7.50 (d, J = 4.5 Hz, 1H), 7.34 (s,
1H), 7.21 (d, T = 8.6 Hz, 1H), 3.93 - 3.85 (m,
9H).

137

"H NMR (400 MHz, DMSO-d,) & 9.96 (s, 1H),
8.73 (d, J = 4.5 Hz, 1H), 8.34 (d, J = 8.4 Hz,
1H), 7.92 (dd, J = 8.5, 2.1 Hz, 1H), 7.87 (d, J
= 2.1 Hz, 1H), 7.66 (d, J = 1.9 Hz, 1H), 7.53 -
7.46 (m, 2H), 7.35 (s, 1H), 7.21 (d, J = 8.6
Hz, 1H), 3.94 - 3.82 (m, 6H), 3.77 - 3.40 (m,
4H), 2.86 - 2.55 (m, 4H), 2.40 (s, 3H).

138

"H NMR (400 MHz, DMSO-d,) & 8.94 (s, 1H),
8.65 (d, J = 4.5 Hz, 1H), 7.99 (dd, J = 8.5, 2.1
Hz, 1H), 7.82 (d, T = 2.1 Hz, 1H), 7.43 (d, J =
4.5 Hz, 1H), 7.22 - 7.15 (m, 2H), 7.12 (s,
1H), 3.93 - 3.84 (m, 6H), 3.57 - 3.48 (m, 4H),
3.27 - 3.21 (m, 4H), 2.28 (s, 6H).

139

"M NMR (400 MHz, DMSO-ds) 0 10.48 (s,
1H), 8.71 (d, J = 4.5 Hz, 1H), 8.37 (1, J = 5.7
Hz, 1H), 8.03 (dd, J = 8.5, 2.1 Hz, 1H), 7.96
(d, J = 2.1 Hz, 1H), 7.94 - 7.89 (m, 2H), 7.89
- 7.82 (m, 2H), 7.51 (d, J = 4.5 Hz, 1H), 7.33
(s, 1H), 7.23 (d, J = 8.7 Hz, 1H), 3.93 - 3.87
(m, 6H), 3.61 - 3.55 (m, 4H), 3.44 - 3.35 (m,
2H), 2.50 - 2.38 (m, 6H).

140

"H NMR (400 MHz, DMSO-ds) & 10.72 (s,
1H), 8.71 (d, J = 4.5 Hz, 1H), 8.17 (s, 1H),
8.03 (dd, J = 8.5, 2.2 Hz, 1H), 7.96 - 7.85 (m,
3H), 7.52 (d, J = 4.5 Hz, 1H), 7.35 (s, 1H),
7.23 (d, ] = 8.6 Hz, 1H), 3.95 - 3.88 (m, 6H),
3.86 (s, 3H).
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'"H NMR (400 MHz, DMSO-ds) & 10.79 (s,

{ % I |1m), 8.71 (d, J = 4.5 Hz, 1H), 8.02 (dd, J -
141 9 l@)l‘o 8.5, 2.1 Hz, 1H), 7.96 - 7.84 (m, 3H), 7.77 |
N;j)LH (dd, T = 8.7, 1.9 Hz, 1H), 7.52 (d, J = 4.5 Hz,
=N

1H), 7.35 (s, 1H), 7.23 (d, J = 8.6 Hz, 1H),
3.94 - 3.86 (m, 6I1), 3.85 (s, 3H).

TH NMR (400 MHz, DMSO-ds) & 10.49 (s,
1H), 8.95 - 8.84 (m, 1H), 8.73 (d, J = 4.4 Hz,
1H), 8.46 - 8.29 (m, 2H), 8.00 - 7.83 (m, 2H),

d Y%
142 %;jiumiwr& 7.52 (d, J = 4.5 Hz, 11), 7.45 (s, 1H), 7.24 B
H

(d, J = 8.5 Hz, 1H), 4.35 (t, J = 6.5 Hz, 2H),
3.98 - 3.77 (m, 6H), 3.56 (t, J = 4.5 Hz, 4H),
2.43 (t,J = 7.1 Hz, 2H), 2.40 - 2.30 (m, 4H),
1.94 - 1.85 (m, 2H).

"H NMR (400 MHz, DMSO-de) 6 8.68 (dd, J =

- hS 4.4, 2.5 Hz, 1H), 8.38 (s, 3H), 7.97 - 7.69 (m,
o] HCI 2I), 7.42 (dd, J = 13.9, 4.4 Hz, 1H), 7.25 (dd,
143 ﬂ;#\NQ..Nuz J = 34.4, 8.8 Hz, 1H), 7.14 (s, 1H), 4.21 -|D
)y N 4.12 (m, 3H), 3.90 - 3.84 (m, 6H), 3.82 - 3.63
=N

(m, 2H), 2.33 - 2.17 (m, 1H), 2.15 - 1.99 (m,
1H).

'"H NMR (400 MHz, DMSO-ds) & 8.64 (d, J =
4.5 Hz, 1H), 8.00 (d, J = 2.1 Hz, 1H), 7.85
(dd, J = 8.5, 2.1 Hz, 1H), 7.46 - 7.40 (m, 2H),
7.19 (d, J = 8.6 Hz, 1H), 7.09 (s, 1H), 3.90 -

o |
Q
-N o
/b_( o 3.87 (m, 6H), 3.58 (s, 3H), 2.05 - 1.92 (m,
SN HN—®—( 6H), 1.89 - 1.77 (m, 6H).
O_
\

"H NMR (400 MHz, DMSO-de) 6 8.69 - 8.64

[o9go] | !4

AP (m, 1H), 7.87 - 7.76 (m, 2H), 7.41 - 7.37 (m,
- 0 1H), 7.29 - 7.17 (m, 2H), 7.09 (d, J = 3.8 Hz, ||
SN 1H), 4.16 - 4.03 (m, 2H), 3.90 - 3.82 (m, 6H),
7N Q‘ B ]3.81-3.50 (m, 3H), 2.13 - 2.00 (m, 1H), 1.92
=N - 1.78 (m, 1H), 1.45 - 1.35 (m, 9H).
TH NMR (400 MHz, DMSO-d,) & 10.48 (s,
1H), 8.70 (d, ] = 4.5 Hz, 1H), 8.43 (d, ] = 8.6
d Y o -~ |Hz, 1H), 8.05 - 7.99 (m, 1H), 7.99 - 7.87 (m,
» % . Qﬁﬁ"d SH), 7.50 (d, J = 4.5 Hz, 1H), 7.33 (s, 1H), |,
N;‘j)ﬁ . 7.22 (d, J = 8.6 Hz, 1H), 4.71 (t, J = 8.6 Hz, |*
_N 1H), 3.94 - 3.87 (m, 6H), 3.70 - 3.59 (m, 2H),
3.55 - 3.47 (m, 2H), 2.35 - 2.23 (m, 4H), 2.22
-2.14 (m, 4H), 0.96 - 0.88 (m, 6H).
"H NMR (400 MHz, DMSO-ds) & 10.48 (s,
1H), 8.70 (d, ] = 4.5 Hz, 1H), 8.48 (d, J = 8.4

1Y 3 | 1D, 8.02(dd, J = 8.5, 2.1 Hy, 1H), 7.99 -
- " Qij% 7.87 (m, 5H), 7.50 (d, J = 4.5 Hz, 1H), 733,
)“j‘ (s, 1H), 7.22 (d, J = 8.6 Hz, 1H), 4.69 (1, J =|*

8.6 Hz, 1H), 3.93 - 3.88 (m, 6H), 3.73 - 3.64

(m, 2H), 3.62 - 3.47 (m, 6H), 2.26 - 2.10 (m,
1H), 1.00 - 0.89 (m, 6H).

200



CN 116348468 A .I'R HH :F; 176/217 11

N OH |1H), 4.16 - 3.97 (m, 1H), 3.96 - 3.72 (m, 7TH),

o po '"H NMR (400 MHz, DMSO-dg) & 8.65 (s, 1H),

- 7.82 (s, 2H), 7.38 (s, 1H), 7.19 (s, 1H), 7.09
148 " (s, 1H), 5.12 - 4.87 (m, 1H), 4.49 - 4.18 (m,|D
/= 3.70 - 3.44 (m, 2H), 2.03 - 1.74 (m, 2H).

/N "H NMR (400 MHz, DMSO-ds) & 12.12 (s,

1H), 8.64 (d, J = 4.4 Hz, 1H), 8.10 - 7.93 (m,

149 t’é: o] /@)“OH 1), 7.90 - 7.78 (m, 1H), 7.52 - 7.34 (m, 2H), &
N’N“ N 7.20 (d, J = 8.6 Hz, 1H), 7.09 (s, 1H), 4.04 -

= H 3.73 (m, 6H), 2.06 - 1.89 (m, 6H), 1.88 - 1.70

=N

(m, 6H).
d % 'H NMR (400 MHz, DMSO-ds) & 8.66 (d, J

4.4 Hz, 1H), 7.93 - 7.74 (m, 2H), 7.39 (d, J =
150 o 4.3 Hz, 1H), 7.20 (d, J = 8.3 Hz, 1H), 7.10 (d, D
N ) J =3.0 Hz, IH), 5.14 - 4.94 (m, 1), 4.41 -
7

N ID \OH

o= 427 (m, 1H), 4.10 - 3.82 (m, 8H), 3.70 - 3.45
. (m, 2H), 2.13 - 1.65 (m, 2H).
'"H NMR (400 MHz, DMSO-dg) & 8.64 (d, ] =
/ 4.5 Hz, 1H), 8.02 (d, ] = 2.1 Hz, 1H), 7.84
(dd, J = 8.5, 2.1 Hz, 1H), 7.46 - 7.41 (m, 2H),

151 )":,inf@)LN/\h"\ 7.20 (d, J = 8.6 Hz, 1H), 7.10 (s, 1H), 3.92 - |A

H 3.86 (m, 6I1), 3.63 - 3.48 (m, 4H), 2.30 - 2.20
N (m, 4H), 2.17 (s, 3H), 2.03 - 1.94 (m, 6H),
1.94 - 1.84 (m, 6H).
/s \ "H NMR (400 MHz, DMSO-dg) & 8.67 (d, J =

[0981] Qr 4.4 Hz, 1H), 7.85 (dd, J = 8.5, 2.1 Hz, 1H),
o 7.80 (d, J = 2.1 Hz, 1H), 7.41 (d, J] = 4.5 Hz,
152 N 1H), 7.31 - 7.15 (m, 3H), 7.07 (s. 1H), 6.97 |D
74

= (d, I = 7.9 Hz, 21), 6.82 (t, J = 7.3 Hz, 11),

" O 4.05 - 3.92 (m, 2H), 3.91 - 3.78 (m, 8H), 3.28
-3.21 (m, 2H), 3.21 - 3.11 (m, 2H).

TH NMR (400 MHz, DMSO-d¢)  8.67 (d, ] =

4% 4.5 Hz, 1H), 8.16 - 8.09 (m, 1H), 7.85 (dd, J
= 8.5, 2.1 Hz, 1H), 7.79 (d, J = 2.1 Hz, 1H),
0 7.65 - 7.50 (m, 1H), 7.41 (d, J = 4.5 Hz, 1H),
153 N AN 7.22 (d, J = 8.6 Hz, 1H), 7.07 (s, 1H), 6.87|D
rNS N (d, J = 8.5 Hz, 1H), 6.75 - 6.62 (m, 1H), 4.00
—N h}: - 3.91 (m, 2H), 3.88 (s, 3H), 3.86 (s, 3H),
3.83 - 3.75 (m, 2H), 3.70 - 3.59 (m, 2H), 3.59
- 3.47 (m, 2H).
Y "H NMR (400 MHz, DMSO-ds) 8 8.65 (d, J =
4.5 Hz, 1H), 7.85 - 7.72 (m, 2H), 7.42 - 7.30
154 o (m, 5H), 7.30 - 7.24 (m, 1H), 7.19 (d, J = 8.6|
S N,ﬁ\/@ Hz, 1H), 7.01 (s, 1H), 3.88 (s, 3H), 3.86 -
/= LN 3.75 (m, 5H), 3.74 - 3.64 (m, 2H), 3.52 (s,
2H), 2.47 - 2.42 (m, 2H), 2.42 - 2.36 (m, 2H).
"M NMR (400 MHz, DMSO-dg) & 12.92 (s,
d % 1H), 8.74 - 8.55 (m, 1H), 7.93 - 7.73 (m, 4H),
o o 7.40 (1, J = 3.8 Hz, 1H), 7.33 (dd, J] = 7.8, 4.5
155 . Hz, 1H), 7.27 - 7.14 (m, 1H), 7.07 (d, J =|D
N;,jiw)k"" 12.2 Hz, 1H), 5.21 (s, 1H), 4.90 (s, 1H), 4.04
- (t, J = 5.8 Hz, 1H), 3.93 (t, J = 5.8 Hz, 1H),

3.85 (m, 6H), 3.02 - 2.92 (m, 2H).

201



CN 116348468 A

" BB B

'"H NMR (400 MHz, DMSO-d,) & 9.97 (s, 1H),
8.72 (d, J = 4.5 Hz, 1H), 8.20 (1, J = 8.1 Hz,
1H), 7.95 (d, J = 2.0 Hz, 1H), 7.90 (dd, J =
8.4, 2.0 Hz, 1H), 7.86 - 7.82 (m, 1H), 7.78
(dd, J = 11.3, 1.6 Hz, 1H), 7.50 (d, J = 4.5
Hz, 1H), 7.34 (s, 1H), 7.22 (d, J = 8.6 Hz,
1H), 3.93 - 3.88 (m, 6H).

157

"H NMR (400 MHz, DMSO-dg) & 9.97 (s, 1H),
8.72 (d, J = 4.5 Hz, 1H), 8.08 (1, J = 8.0 Hz,
1), 7.96 (d, J = 2.1 Hz, 1H), 7.91 (dd, J =
8.5, 2.0 Hez, 111), 7.50 (d, J = 4.5 Hz, 1H),
7.45 (dd, J = 10.9, 1.7 Hz, 1H), 7.36 - 7.31
(m, 2H), 7.21 (d, J = 8.6 Hz, 1H), 3.94 - 3.87
(m, 6H), 3.72 - 3.38 (m, 8H).

158

"H NMR (400 MHz, DMSO-dg) & 9.96 (s, 1H),
8.72 (d, J = 4.5 Hz, 1H), 8.07 (1, J = 8.0 Hz,
1), 7.96 (d, J = 2.1 Hz, 1I), 7.91 (dd, J =
8.5, 2.0 He, 111), 7.50 (d, J = 4.5 Hz, 1H),
7.42 (dd, J = 10.8, 1.7 Hz, 1H), 7.35 - 7.27
(m, 2H), 7.21 (d, J = 8.6 Hz, 1H), 3.92 - 3.87
(m, 6H), 3.72 - 3.39 (m, 4H), 2.44 - 2.27 (m,
4H), 2.22 (s, 3H).

159
[0982]

—
0
= N’N\ O R
OH
g\
- )
NG g)/‘(“
o Q
()
o R 7
d )

'"H NMR (400 MHz, DMSO-ds) & 10.45 (s,
1), 8.71 (d, J = 4.5 Hz, 111), 8.02 (dd, J =
8.5, 2.1 He, 1), 7.97 (d, J = 2.1 Hz, 1H),
7.90 (d, J = 8.5 Hz, 2H), 7.51 (d, J = 4.5 Hz,
1H), 7.43 (d, J = 8.3 Hz, 2H), 7.33 (s, 1H),
7.22 (d, J = 8.6 Hz, 1H), 3.94 - 3.88 (m, 6H),
3.71 - 3.39 (m, 4H), 2.75 - 2.65 (m, 1H), 2.50
-2.38 (m, 4H), 1.07 - 0.91 (m, 6H).

160

"H NMR (400 MHz, DMSO-ds) & 10.59 (s,
1), 8.71 (d, I = 4.5 Hz, 1H), 8.10 (s, 1H),
8.02 (d, J = 8.5 Hz, 1H), 7.94 (s, 1H), 7.86
(d, J = 8.3 Hz, IH), 7.51 (d, J = 4.5 Hz, 1H),
7.41 (d, J = 8.4 Hz, 1H), 7.33 (s, 1H), 7.22
(d, J] = 8.6 Hz, 1H), 3.99 - 3.84 (m, 6H), 3.75
- 3.61 (m, 4H), 3.60 - 3.50 (m, 2H), 3.24 -
3.13 (m, 2H).

161

T NMR (400 MHz, DMSO-d¢) 8 10.59 (s,
1H), 8.71 (d, ] = 4.4 Hz, 1H), 8.10 (s, 1H),
8.02 (d, J = 8.4 Hz, 1H), 7.94 (s, 1H), 7.86
(d, J = 7.9 Hz, 1H), 7.51 (d, ] = 4.5 Hz, 1H),
7.38 (d, T = 8.4 Hz, 1H), 7.33 (s, 1H), 7.23
(d, J = 8.6 Hz, 1H), 3.95 - 3.84 (m, 6H), 3.76
- 3.51 (m, 2H), 3.23 - 3.08 (m, 2H), 2.47 -
2.38 (m, 2H), 2.38 - 2.29 (m, 2H), 2.29 - 2.14
(m, 3H).

162

"H NMR (400 MHz, DMSO-d,) 6 10.72 (s,
1H), 8.70 (d, J = 4.5 Hz, 1H), 8.15 (s, 1H),
8.01 (dd, J = 8.5, 2.1 Hz, 1H), 7.95 - 7.83 (m,
3H), 7.50 (d, J = 4.5 Hz, 1H), 7.34 (s, 1H),
7.22 (d, J = 8.6 Hz, 1H), 4.30 (1, J = 6.4 Hz,
2H), 3.98 - 3.78 (m, 6H), 3.56 (t, ] = 4.5 Hz,
4H), 2.42 (1, J = 7.0 Hz, 2H), 2.40 - 2.28 (m,
4H), 1.91 - 1.78 (m, 2H).

202
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163

"M NMR (400 MHz, DMSO-ds) & 10.79 (s,
1H), 8.72 (d, J = 4.4 Hz, 1H), 8.01 (d, J = 8.5
Hz, 1H), 7.98 - 7.85 (m, 3H), 7.77 (d, ] = 8.6
Hz, 1H), 7.52 (d, J = 4.4 Hz, 1H), 7.36 (s,
1H), 7.23 (d, J = 8.6 Hz, 1H), 4.31 (t, J = 6.4
Hz, 2H), 3.96 - 3.81 (m, 6H), 3.63 - 3.47 (m,
4H), 2.45 - 2.26 (m, 6H), 1.97 - 1.75 (m, 2H).

B

164

'"H NMR (400 MHz, DMSO-ds) & 10.61 (s,
1H), 8.71 (d, J = 4.5 Hz, 1H), 8.08 - 7.90 (m,
6I), 7.51 (d, J = 4.4 Hz, 1H), 7.35 (s, 1H),
7.22 (d, J = 8.5 Hz, 1H), 4.38 (1, ] = 5.6 Hz,
2H), 3.99 - 3.83 (m, 6H), 3.65 - 3.49 (m, 4H),
2.70 (t, J = 5.8 Uz, 211), 2.49 - 2.36 (m, 411).

165

TH NMR (400 MHz, DMSO-ds) & 10.60 (s,
1), 8.71 (d, J = 4.3 Hz, 1H), 8.11 - 7.83 (m,
6H), 7.51 (d, J = 4.4 Hz, 1H), 7.34 (s, 1H),
7.22 (d, J = 8.6 Hz, 1H), 4.29 (1, J = 6.3 Hz,
2H), 3.97 - 3.87 (m, 6H), 2.50 - 2.21 (m,
10H), 2.16 (s, 3H), 1.94 - 1.74 (m, 2H).

166

'"H NMR (400 MHz, DMSO-ds) & 10.49 (s,
1), 8.71 (d, J = 4.5 Hz, 111), 8.02 (dd, J =
8.5, 2.1 Hez, 1H), 7.96 (d, J = 2.1 Hz, 1H),
7.91 (d, J = 8.7 Hz, 2H), 7.66 (d, J = 8.7 Hz,
2H), 7.51 (d, J = 4.5 Hz, 1H), 7.33 (s, 1H),
7.22 (d, J = 8.6 Hz, 1H), 4.41 (s, 2H), 4.12
(d, J = 19.2 Hz, 2H), 3.95 - 3.86 (m, 6H),
3.26 (s, 4H), 2.17 (s, 3H).

167

'"H NMR (400 MHz, DMSO-ds) & 10.73 -
10.48 (m, 2H), 8.71 (d, J = 4.5 Hz, 1H), 8.02
(dd, J = 8.5, 2.1 Hz, 1H), 7.96 (d, J = 2.1 Hz,
1H), 7.80 (d, J = 8.8 Hz, 1H), 7.63 (d, J] = 2.0
Hz, 1H), 7.51 (d, J = 4.5 Hz, 1H), 7.41 (dd, J
- 8.8, 2.0 Hz, 1H), 7.34 (s, 1H), 7.23 (d, ] =
8.6 Hz, 1H), 3.93 - 3.87 (m, 9H).

168

'H NMR (400 MHz, DMSO-ds) 8 13.79 (s,
IH), 11.47 (s, 1H), 10.50 (s, 1H), 8.71 (d, J =
4.5 Hz, 1H), 8.02 (dd, J = 8.5, 2.1 Hz, 1H),
7.96 (d,J = 2.1 Hz, 1H), 7.79 (d, J = 8.7 Hz,
IH), 7.58 (d, J = 2.0 Hz, 1H), 7.51 (d, ] = 4.5
Hz, 1H), 7.43 - 7.31 (m, 2H), 7.23 (d, J = 8.6
Hz, 1H), 3.93 - 3.87 (m, 6H).

169

M NMR (400 MHz, DMSO-dg) 6 10.28 (s,
1H), 10.03 (s, 1H), 8.70 (d, J = 4.5 Hz, 1H),
8.04 - 7.96 (m, 2H), 7.58 (d, J = 1.7 Hz, 1H),
7.50 (d, J = 4.5 Hz, 1H), 7.31 (s, 1H), 7.25 -
7.19 (m, 2H), 7.14 (d, J = 8.3 Hz, 1H), 3.93 -
3.88 (m, 6H), 3.68 - 3.36 (m, 8H).

170

"TH NMR (400 MHz, DMSO-ds) & 10.27 (s,
1H), 9.97 (s, 1H), 8.70 (d, J = 4.5 Hz, 1H),
8.03 - 7.95 (m, 2H), 7.57 (d, J = 1.8 Hz, 1H),
7.50 (d, J = 4.5 Hz, 1H), 7.31 (s, 1H), 7.22
(d, J = 8.5 Hz, 2H), 7.11 (d, J = 8.3 Hz, 1H),
3.94 - 3.87 (m, 6H), 3.65 - 3.35 (m, 4H), 2.38
- 2.24 (m, 4H), 2.19 (s, 3H).
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171

'"H NMR (400 MHz, DMSO-ds) & 10.38 (s,
1H), 8.70 (d, J = 4.5 Hz, 1H), 8.02 (dd, J =
8.5,2.0 Hz, 1H), 7.98 - 7.92 (m, 2H), 7.86 (d,
J = 8.9 Hz, 2H), 7.50 (d, T = 4.5 Hz, 1H),
7.42 - 7.30 (m, 6H), 7.22 (d, J = 8.6 Hz, 1H),
7.09 (d, J = 8.9 Hz, 2H), 5.12 - 5.07 (m, 2H),
4.20 - 4.14 (m, 1H), 3.94 - 3.87 (m, 6H), 2.30
-2.14 (m, 1H), 1.03 (d, J = 6.7 Hz, 6H).

172

"H NMR (400 MHz, DMSO-d¢) & 10.37 (s,
1), 8.70 (d, J = 4.5 Hz, 111), 8.02 (dd, J =
8.5,2.0 Hz, 1H), 7.96 (s, 1H), 7.86 (d, J = 8.9
Hz, 2H), 7.50 (d, J = 4.5 Hz, 1H), 7.31 (s,
1), 7.22 (d, J = 8.6 Hz, 1H), 7.13 (d, J = 8.9
Hz, 2H), 3.93 - 3.88 (m, 6H), 3.73 - 3.71 (m,
1H), 2.09 - 1.98 (m, 1H), 1.94 - 1.78 (m, 2H),
1.01 (d, J = 6.8 Hz, 3H), 0.96 (d, J = 6.8 Hz,
3H).

173

0/

o

NN O O, HN-Chz
N’LJ—XNOOW
D/

o

NN O O NH,
A
4%

"H NMR (400 MHz, DMSO-ds) & 10.47 (s,
1H), 8.71 (d, J = 4.4 Hz, 1H), 8.50 - 8.36 (m,
1), 8.02 (d, J = 8.5 Hz, 1H), 7.99 - 7.77 (m,
S5H), 7.51 (d, I = 4.4 Hz, 1H), 7.33 (s, 1H),
7.23 (d, J = 8.6 Hz, 1H), 4.02 - 3.77 (m, 6H),
3.64 - 3.47 (m, 4H), 3.31 - 3.22 (m, 2H), 2.44
-2.18 (m, 6H), 1.76 - 1.58 (m, 2H).

174

'H NMR (400 MHz, DMSO-ds) & 10.65 (s,
1H), 8.71 (d, J = 4.3 Hz, 1H), 8.01 (d, J = 8.4
Hz, 1H), 7.96 (s, 1H), 7.89 (d, J = 12.3 Hz,
1H), 7.72 (d, J = 7.9 Hz, 1H), 7.51 (d, J = 4.2
Hz, 1H), 7.44 (t, J = 8.0 Hz, 1H), 7.34 (s,
1H), 7.23 (d, J = 8.7 Hz, 1H), 3.95 - 3.80 (m,
6H), 3.73 - 3.58 (m, 4H), 3.60 - 3.46 (m, 2H),
3.32 - 3.20 (m, 2H).

175

"M NMR (400 MHz, DMSO-ds) 6 10.64 (s,
1H), 8.71 (d, J = 4.5 Hz, 1H), 8.01 (d, J = 8.6
Hz, 1H), 7.95 (s, 1H), 7.89 (d, J = 12.4 Hz,
1H), 7.71 (d, ] = 8.4 Hz, 1H), 7.51 (d, ] = 4.5
Hz, 1H), 7.41 (1, J = 8.2 Hz, 1H), 7.34 (s,
1H), 7.23 (d, T = 8.6 Hz, 1H), 3.96 - 3.86 (m,
6H), 3.74 - 3.55 (m, 2H), 3.31 - 3.22 (m, 2H),
2.47 - 2.39 (m, 2H), 2.39 - 2.30 (m, 2H), 2.26
(s, 3H).

176

™M NMR (400 MHz, DMSO-dg) & 11.00 (s,
1H), 9.82 (s, 1H), 8.72 (d, J = 4.3 Hz, 1H),
8.48 (d, J = 8.3 Hz, 1H), 8.00 (s, 1H), 7.73
(d, J = 8.4 Hz, 1H), 7.57 - 7.38 (m, 3H), 7.31
(s, 1H), 7.21 (d, J = 8.4 Hz, 1H), 3.95 - 3.85
(m, 6H), 3.82 (s, 3H).

177

'H NMR (400 MHz, DMSO-ds) & 10.47 (s,
1H), 8.70 (d, J = 4.4 Hz, 1H), 8.57 - 8.36 (m,
1H), 8.02 (d, J = 8.3 Hz, 1H), 7.98 - 7.75 (m,
5H), 7.50 (d, J = 4.4 Hz, 1H), 7.33 (s, 1H),
7.22 (d, J = 8.7 Hz, 1H), 3.98 - 3.79 (m, 6H),
3.31 - 3.20 (m, 2H), 2.50 - 2.27 (m, 10H),
2.24 (s, 3H), 1.75 - 1.58 (m, 2H).

204
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178

'"H NMR (400 MHz, DMSO-ds) & 10.47 (s,
1H), 8.70 (d, J = 4.0 Hz, 1H), 8.40 - 8.32 (m,
1), 8.10 - 7.70 (m, 6H), 7.51 (d, J = 3.5 Hz,
1), 7.33 (s, 1H), 7.22 (d, J = 8.5 Hz, 1H),
4.0 - 3.8 (m, 6H), 3.42 - 3.36 (m, 2H), 2.48 -
2.00 (m, 13H).

179

"H NMR (400 MHz, DMSO-d,) & 8.65 (d, J
4.5 Hz, 1H), 7.86 - 7.72 (m, 2H), 7.38 (d, J
4.5 Hz, 1H), 7.20 (d, J = 8.4 Hz, 1H), 7.00 (s
1), 3.88 (s, 3H), 3.85 (s, 3H), 3.81 - 3.71
(m, 2H), 3.71 - 3.59 (m, 2H), 2.77 - 2.60 (m,
1H), 2.46 - 2.39 (m, 2H), 0.97 (d, J = 6.5 Hz,

611).

]

180

'"H NMR (400 MHz, DMSO-ds) & 8.67 (d, J =
4.4 Hz, 1H), 8.21 - 8.07 (m, 1H), 7.88 - 7.69
(m, 2H), 7.45 - 7.32 (m, 1H), 7.26 - 7.13 (m,
1H), 7.09 (d, J = 8.9 Hz, 1H), 4.55 (s, 1H),
4.17 (s, 1H), 4.10 - 3.97 (m, 1H), 3.92 - 3.72
(m, 7H), 3.32 - 3.21 (m, 2H).

181

'"H NMR (400 MHz, DMSO-ds) & 8.65 (d, J =
4.4 Hz, 1H), 7.87 - 7.69 (m, 2H), 7.44 - 7.32
(m, 1H), 7.18 (t, J = 8.3 Hz, 1H), 6.99 (s,
1H), 4.43 - 4.18 (m, 2H), 3.87 (s, 3H), 3.85
(s, 3H), 3.15 - 2.90 (m, 1H), 2.87 - 2.56 (m,
4H), 2.47 - 2.36 (m, 1H), 1.05 - 0.80 (m, 3H).

[0985]

182

"H NMR (400 MHz, DMSO-d,) 6 8.64 (dd, J -
4.4, 2.0 Hz, 1H), 7.85 - 7.70 (m, 2H), 7.37
(dd, J = 11.6, 4.5 Hz, 1H), 7.18 (t, ] = 8.4 Hz,
1H), 6.98 (d, J = 20.0 Hz, 1H), 3.90 - 3.83
(m, 6H), 3.68 - 3.59 (m, 1H), 3.59 - 3.52 (m,
1H), 3.51 (s, 1H), 3.40 (s, 1H), 2.85 - 2.70
(m, 2H), 2.27 - 1.95 (m, 1H), 1.06 (s, 3H),
0.93 (s, 3H).

183

"H NMR (400 MHz, DMSO-d,) 6 8.58 (d, J =
4.5 Hz, 1H), 7.98 - 7.84 (m, 2H), 7.47 - 7.35
(m, 3H), 7.32 (d, J = 4.5 Hz, 1H), 7.06 (d, T =
8.4 Hz, 1H), 6.96 (s, 1H), 6.86 (d, ] = 8.6 Hz,
1H), 3.88 (s, 3H), 3.85 - 3.77 (m, 6H), 3.48
(s, 3H).

184

"M NMR (400 MHz, DMSO-dg) 8 8.65 (d, J =
4.5 Hz, 1H), 7.84 - 7.74 (m, 2H), 7.38 (d, J =
4.5 Hz, 1H), 7.20 (d, J = 8.4 Hz, 1H), 7.01 (s,
1H), 3.88 (s, 3H), 3.85 (s, 3H), 3.78 - 3.70
(m, 2H), 3.69 - 3.58 (m, 2H), 2.65 - 2.57 (m,
2H), 2.55 - 2.52 (m, 2H), 1.71 - 1.57 (m, 1H),
0.48 - 0.40 (m, 2H), 0.37 - 0.28 (m, 2H).

185

'"H NMR (400 MHz, DMSO-dg) 8 8.67 (d, J =
4.4 Hz, 1H), 8.40 (d, J = 4.7 Hz, 2H), 7.88 -
7.81 (m, 1H), 7.79 (s, 1H), 7.40 (d, J = 4.5
Hz, 1H), 7.21 (d, T = 8.5 Hz, 1H), 7.07 (s,
1H), 6.68 (1, ] = 4.7 Hz, 1H), 3.97 - 3.90 (m,
2H), 3.89 - 3.81 (m, 8H), 3.81 - 3.69 (m, 4H).

205
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d Vb - "H NMR (400 MHz, DMSO-d¢) & 8.64 (d, J =
/@)L",\ 4.4 Hz, 1H), 8.02 (s, 1H), 7.84 (d, J = 8.5 Hz,
186 " & |1H), 7.53 - 7.39 (m, 2H), 7.20 (d, J = 8.6 Hz, |A
b N’r)iﬂ 1H), 7.10 (s, 1H), 3.96 - 3.86 (m, 6H), 3.62 -
- 3.51 (m, 8H), 2.05 - 1.87 (m, 12H).

"H NMR (400 MHz, DMSO-dg) & 8.66 (d, J =
/\ 3.2 Hz, 1H), 7.90 - 7.75 (m, 2H), 7.39 (d, J =
o 4.3 Hz, 1H), 7.20 (1, ] = 8.3 Hz, 1H), 7.10 (d,
157 0 0\}_@"’ J = 3.1 Hz, 1H), 6.73 - 6.53 (m, 1H), 4.33 -
N;‘])L“D“"“ 4.11 (m, 2H), 4.09 - 3.99 (m, 1H), 3.94 - 3.80
(m, 6H), 3.80 - 3.64 (m, 2H), 3.61 - 3.39 (m,
= 4H), 2.48 - 2.33 (m, 4H), 2.31 - 2.20 (m, 3H),

2.13 -2.01 (m, 1H), 1.96 - 1.83 (m, 1H).
"H NMR (400 MHz, DMSO-d¢) & 8.66 (d, J =
y 3.0 Hz, 1H), 8.20 - 8.00 (m, 1H), 7.89 - 7.67
(m, 2H), 7.47 - 7.36 (m, 1H), 7.28 - 7.15 (m,
0 1H), 7.10 (d, J = 5.9 Hz, 1H), 4.36 - 4.22 (m,
s g 1H), 4.21 - 3.98 (m, 2H), 3.84 (s, 6H), 3.80 -
N 13.54 (m, 2H), 2.80 - 2.67 (m, 2H), 2.11 (d, ]
N - = 3.4 Hz, 3H), 2.08 - 1.90 (m, 2H), 1.91 -

1.69 (m, 3H), 1.66 - 1.43 (m, 4H).

"H NMR (400 MHz, DMSO-de) & 10.48 (s,
1H), 8.92 (s, 1H), 8.72 (d, ] = 4.4 Hz, 1H),

d )
& . 8.49 - 8.27 (m, 2H), 8.03 - 7.82 (m, 2H), 7.51
189 ;:l)kN | nd(d, J = 4.4 Hz, 1H), 7.44 (s, 1H), 7.24 (d, J =(B
H

188

8.6 Hz, 1H), 4.33 (t, ] = 6.5 Hz, 2H), 3.99 -

[0986] N 3.81 (m, 6H), 2.49 - 2.18 (m, 10H), 2.13 (s,
3H), 1.95 - 1.81 (m, 2H).
/N "H NMR (400 MHz, DMSO-d¢) & 10.85 (s,

7.51 (d, ] = 4.4 Hz, 1H), 7.37 (s, 1H), 7.23
(d, J = 8.6 Uz, 1H), 3.98 - 3.83 (m, 911).

"I NMR (400 MHz, DMSO-ds) & 10.46 (s,
d 3 1H), 8.71 (d, J = 4.4 Hz, 1H), 8.03 (d, J = 8.0

Q_pr f _|1H), 9.12 (s, 1H), 8.71 (d, J = 4.4 Hz, 1H),
{08 o ,@)LO 8.48 (d, J = 8.4 Hz, 1), 8.12 (d, J = 8.6 [z, 5
N N 1H), 8.00 (d, J = 8.4 Hz, 1H), 7.95 (s, 1H),
—M

o]
. l@)l\o/ Hz, 1H), 7.95 (s, 1H), 7.90 (d, J = 8.5 Hz,
191 ‘;j)t” 1H), 7.85 - 7.74 (m, 2H), 7.50 (d, J = 4.4 Hz, |B
NN 1H), 7.33 (s, 1H), 7.23 (d, J = 8.6 Hz, 1H),
3.97 - 3.86 (m, 6H), 3.82 (s, 3H), 2.55 (s.
3H).
{ ~ o 'H NMR (400 MHz, DMSO-d¢) § 10.53 (s,
o /@)LO/ 1H), 8.71 (d, J = 4.4 Hz, 1H), 8.10 - 7.86 (m,
192 Y 2H), 7.83 - 7.64 (m, 2H), 7.64 - 7.40 (m, 2H), |B
N 7.33 (s, 1H), 7.22 (d, J — 8.8 Hz, 1H), 3.97 -

3.87 (m, 6H), 3.83 (s, 3H), 3.77 (s, 3H).
'"H NMR (400 MHz, DMSO-ds) & 10.05 (s,

/N N 1H), 8.68 (d, ] = 4.4 Hz, 1H), 8.02 (d, ] = 6.8
. N Hz, 1H), 7.95 (s, 1H), 7.65 (d, ] = 8.8 Hz,
193 ;ﬁ)l\”g 2H), 7.47 (d, I = 4.4 Hz, 1H), 7.26 (s, 1H),|C
N

H 7.21 (d, T = 8.6 Hz, 1H), 6.95 (d, J = 8.8 Hz,
2H), 3.98 - 3.76 (m, 6H), 3.22 - 3.01 (m, 4H),
2.58 - 2.52 (m, 4H), 2.28 (s, 3H).

206
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"H NMR (400 MHz, DMSO-d¢) 8 10.06 (s,
d Y o |1H), 8.68 (d, J = 4.5 Hz, 1H), 8.02 (dd, J =
» Nj 8.5, 2.0 Hz, 1H), 7.94 (d, J = 2.0 Hz, 1H),
194 ;j)k"g 7.66 (d, 7 = 9.0 Hz, 2H), 7.47 (d, ] = 4.5 Hz, |C
N H 1H), 7.26 (s, 1H), 7.21 (d, J = 8.6 Hz, 1H),
— 6.96 (d, J = 9.0 Hz, 2H), 3.97 - 3.82 (m, 6H),

3.82 - 3.70 (m, 4H), 3.13 - 2.97 (m, 4H).
"M NMR (400 MHz, DMSO-d¢) 8 10.46 (s,
1H), 8.71 (d, J = 4.5 Hz, 1H), 8.02 (dd, J =
8.5, 2.1 Hz, 1H), 7.96 (d, J = 2.1 Hz, 1H),

7\
7.90 (d, J = 8.6 Hz, 2H), 7.50 (d, J = 4.5 Hz,
195 o g ’Oi..’\.m 1H), 7.43 (d, ] = 8.5 Hz, 2H), 7.33 (s, 1H),|C
N;:]’lg (NC [7.22 (d, T = 8.7 Hz, 1H), 4.35 - 4.07 (m, 1H),
-

3.96 - 3.87 (m, 6H), 3.69 - 3.42 (m, 1H), 3.08
- 2.58 (m, 3H), 2.34 - 1.91 (m, 5H), 1.14 -
0.86 (m, 3H).

"H NMR (400 MIz, DMSO-d¢) 6 8.64 (d, ] =

" 4.5 Hz, 1H), 8.08 (d, J = 7.8 Hz, 1H), 8.00 (d,

d b J = 2.1 Hz, 1H), 7.89 (dd, J = 8.5, 2.2 Hz,

0 1H), 7.43 (d, J = 4.5 Hz, 1H), 7.20 (d, J = 8.6

186 N ,OJ%MN,\ Hz, 1H), 7.14 (s, 1H), 4.09 (t, I = 6.5 Hz, |*

o= N (J |2H), 3.96 - 3.85 (m, 7H), 3.59 - 3.51 (m. 4H),

2.62 - 2.55 (m, 1H), 2.40 - 2.25 (m, 6H), 2.01
- 1.88 (m, 2H), 1.80 - 1.57 (m, 8H).

"H NMR (400 MHz, DMSO-ds) & 8.64 (d, J =

4.5 Hz, 1H), 8.12 (d, J = 8.2 Hz, 1H), 7.97 (d,

[0987]

R J = 2.1 Hz, 1H), 7.90 (dd, J = 8.5, 2.1 Hz,
. 1H), 7.43 (d, ] = 4.5 Hz, 1H), 7.20 (d, J = 8.6
197 o Hz, 1H), 7.13 (s, 1H), 4.06 (t, J = 6.2 Hz,|A
| NN
N;_‘}'AHOA" \7) |2H), 3.94 - 3.83 (m, 6H), 3.85 - 3.72 (m, 1H),

3.62 - 3.51 (m, 4H), 2.41 - 2.22 (m, 7H), 2.01
- 1.85 (m, 4H), 1.80 - 1.67 (m, 2H), 1.54 -
1.38 (m, 4H).

'H NMR (400 MHz, DMSO-ds) & 10.13 (s,

o~ IH), 8.68 (d, J = 4.5 Hz, 1H), 8.02 (dd, J =
° 0 8.5, 2.1 Hz, 1H), 7.94 (d, J = 2.1 Hz, 1H),
198 (N_J 7.70 (d, J = 9.0 Hz, 2H), 7.48 (d, J = 4.5 Hz, C
N O 1H), 7.27 (s, 1H), 7.21 (d, J = 8.6 Hz, 1H), |~
= "N- q

3 6.96 (d, J = 9.1 Hz, 2H), 4.08 (1, J = 5.8 Hz,
d 2H), 3.94 - 3.86 (m, 6H), 3.63 - 3.54 (m, 4H),

2.69 (1, = 5.8 Hz, 2H), 2.49 - 2.44 (m, 4H).
TH NMR (400 MHz, DMSO-ds) 6 9.08 (s, 1H),
[\ 8.65 (d, J = 4.5 Hz, 1H), 7.97 (dd, J = 8.5, 2.1
o Hz, 1H), 7.80 (d, J = 2.1 Hz, 1H), 7.42 (d, J =
199 w8 L7~ 4.5 Hz, 1H), 7.19 (d, J = 8.6 Hz, 1H), 7.12 (s, |B
“‘Q)\H @ 1H), 4.08 (t, ] = 6.6 Hz, 2H), 3.90 - 3.85 (m,
= 6H), 3.61 - 3.51 (m, 4H), 2.40 - 2.26 (m, J =

8.1 Hz, 12H), 1.80 - 1.70 (m, 2H).

207
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200

'"H NMR (400 MHz, DMSO-ds) & 10.36 (s,
1H), 8.69 (d, J = 4.5 Hz, 1H), 8.02 (dd, J =
8.5, 2.1 He, 11), 7.95 (d, J = 2.1 Hz, 1H),
7.85 (d, J = 8.9 Hz, 2H), 7.49 (d, J = 4.5 Hz,
1H), 7.45 (d, I = 7.6 Hz, 1H), 7.30 (s, 1H),
7.22 (d, J = 8.6 Hz, 11), 7.09 (d, J = 8.9 Hz,
2H), 4.10 - 4.01 (m, 1H), 3.94 - 3.85 (m, 6H),
2.23 - 2.14 (m, 1H), 1.42 (s, 9H), 1.01 (d, J =
6.8 Hz, 6H).

C

201

'H NMR (400 MHz, DMSO-ds) & 9.88 (s, 1H),
8.73 (d, ] = 4.4 Hz, 1H), 8.54 (d, ] = 8.4 Hz,
1H), 7.91 (d, J = 2.1 Hz, 1H), 7.81 (dd, J =
8.4, 2.1 Hz, 1H), 7.69 (dd, J = 8.4, 1.7 Hz,
1H), 7.59 (d, J = 1.7 Hz, 1H), 7.49 (d, J = 4.4
Hz, 1H), 7.31 (s, 1H), 7.26 (d, J = 8.6 Hz,
1H), 3.99 - 3.84 (m, 12H).

B

202

"H NMR (400 Mz, DMSO-d¢) 3 8.65 (d, J =
4.5 Hz, 1), 8.13 (d, J = 8.3 Hz, 1H), 7.99 (d,
J =21 Hz, 1H), 7.89 (dd, J = 8.5, 2.2 Hz,
1H), 7.70 (t, ] = 5.7 Hz, 1), 7.43 (d, ] = 4.5
Hz, 1), 7.21 (d, J = 8.6 Hz, 1H), 7.13 (s,
1H), 3.92 - 3.86 (m, 6H), 3.83 - 3.72 (m, 1H),
3.59 - 3.52 (m, 4H), 3.20 - 3.12 (m, 2I1), 2.40
- 2.28 (m, 6I), 2.12 - 2.02 (m, 1H), 1.92 -
1.84 (m, 2H), 1.82 - 1.73 (m, 2H), 1.53 - 1.37
(m, 4H).

203

"H NMR (400 MIlz, DMSO-ds) 6 8.65 (d, J =
4.5 Hz, 1), 8.14 (d, J = 8.3 Hz, 1H), 7.99 (d,
J =21 Hz, 1H), 7.89 (dd, J = 8.5, 2.1 Hz,
1H), 7.85 - 7.77 (m, 1), 7.43 (d, ] = 4.5 Iz,
1H), 7.20 (d, J = 8.6 Hz, 1H), 7.13 (s, 1H),
3.91 -3.87 (m, 6H), 3.83 - 3.71 (m, 1H), 3.69
- 3.51 (m, 411), 3.11 - 3.02 (m, 2H), 2.50 -
2.29 (m, 6M), 2.11 - 2.01 (m, 1H), 1.93 - 1.85
(m, 2H), 1.82 - 1.72 (m, 2H), 1.65 - 1.53 (m,
2M), 1.53 - 1.36 (m, 411).

204

"H NMR (400 MHz, DMSO-ds) & 9.87 (s, 1H),
8.70 (d, ] = 4.4 Hz, 1H), 8.12 - 8.00 (m, 2H),
7.95(d, J = 8.4 Hz, 1H), 7.92 - 7.85 (m, 1H),
7.56 - 7.42 (m, 2H), 7.34 (s, 1H), 7.24 (d, ] =
8.6 Hz, 1H), 3.95 - 3.85 (m, 6H), 3.21 - 3.12
(m, 4H), 2.48 - 2.44 (m, 4H), 2.23 (s, 3H).

205

"H NMR (400 MHz, DMSO-ds) & 9.90 (s, 1H),
8.70 (d, J = 4.4 Hz, 1H), 8.15 - 8.03 (m, 2H),
7.95 (d, J = 8.5 Hz, 1H), 7.93 - 7.82 (m, 1H),
7.63 - 7.43 (m, 2H), 7.35 (s, 1H), 7.24 (d, J =
8.6 Hz, 1H), 3.99 - 3.82 (m, 6H), 3.80 - 3.67
(m, 4H), 3.20 - 3.07 (m, 4H).

208
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"H NMR (400 MHz, DMSO-ds) & 8.70 - 8.60
(m, 1H), 7.83 - 7.76 (m, 1H), 7.75 (d, J = 2.1
Hz, 1H), 7.40 - 7.28 (m, 5H), 7.28 - 7.22 (m,
1), 7.17 (t, J = 8.2 Hz, 1H), 7.00 (d, J = 2.8
Hz, 1H), 4.21 - 3.74 (m, 9H), 3.51 - 3.42 (m,
1), 3.32 - 3.22 (m, 2H), 3.15 - 3.03 (m, 1H),
2.75 - 2.57 (m, 1H), 2.20 - 2.09 (m, 1H), 1.19
- 0.97 (m, 3H).

207

"H NMR (400 MHz, DMSO-ds) & 8.68 - 8.59
(m, 1H), 7.84 - 7.69 (m, 2H), 7.40 - 7.27 (m,
5H), 7.27 - 7.11 (m, 2H), 7.01 (d, J = 7.3 Hz,
1H), 3.93 - 3.76 (m, 6H), 3.76 - 3.55 (m, 3H),
3.54 - 3.41 (m, 3H), 2.44 - 2.35 (m, 2H), 1.15
(s, 3H), 1.01 (s, 3H).

208

"H NMR (400 MHz, DMSO-ds) & 8.65 (d, J =
4.4 Hz, 1H), 7.82 - 7.76 (m, 2H), 7.38 - 7.36
(m, 1H), 7.21 - 7.16 (m, 1H), 7.01 (s, 1H),
4.33 - 4.25 (m, 2H), 3.88 (s, 3H), 3.86 (s,3H)
3.09 - 295 (m, 1H), 2.84 - 2.66 (m, 2H), 2.20
(s, 3H), 2.15 - 2.01 (m, 2H), 1.07 - 0.90 (m,
3H).

209

'"H NMR (400 MHz, DMSO-ds) & 8.66 (d, J =
4.1 Hz, 1), 8.01 - 7.66 (m, 2I1), 7.54 - 7.31
(m, 6H), 7.28 - 7.09 (m, 1H), 7.05 (s, 1H),
4.03 -3.56 (m, 12H), 3.56 - 3.40 (m, 2H).

[0989]

210

'"H NMR (400 MHz, CDCl;) & 8.59 - 8.54 (m,
IH), 7.75 - 7.55 (m, 2H), 7.49 - 7.34 (m, 5H),
7.17 (d, ] = 7.4 Hz, 1H), 7.07 - 6.96 (m, 2H),
4.98 - 4.47 (m, 3H), 4.05 - 3.79 (m, TH), 3.54
-2.83 (m, 3H), 1.38 - 1.14 (m, 3H).

211

"H NMR (400 MHz, DMSO-ds) & 8.70 - 8.60
(m, 1H), 7.88 - 7.67 (m, 2H), 7.51 - 7.31 (m,
6H), 7.24 - 7.00 (m, 2H), 4.14 - 3.77 (m, 8H),
3.71 - 3.48 (m, 4H), 1.64 - 1.35 (m, 6H).

212
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"M NMR (400 MHz, DMSO-dg) & 8.65 (d, J =
4.5 Hz, 1H), 7.82 (dd, J = 8.5, 2.1 Hz, 1H),
7.76 (d, I = 2.1 Hz, 1H), 7.49 - 7.39 (m, 1H),
7.38 (d, J = 4.5 Hz, 1H), 7.18 (d, J = 8.6 Hz,
1H), 7.15 - 7.05 (m, 2H), 7.00 (s, 1H), 3.89
(s, 3H), 3.84 (s, 3H), 3.82 - 3.74 (m, 2H),
3.71 - 3.57 (m, 4H), 2.50 - 2.45 (m, 2H), 2.46
- 2.38 (m, 2H).

213

"M NMR (400 MHz, DMSO-ds) o 12.89 -
12.43 (m, 1H), 10.42 (s, 1H), 8.70 (d, J = 4.5
Hz, 1H), 8.02 (d, J = 8.5 Hz, 1H), 7.94 (s,
1H), 7.89 (d, J = 8.6 Hz, 1H), 7.82 - 7.73 (m,
2H), 7.53 - 7.46 (m, 1H), 7.33 (s, 1H), 7.22
(d, J = 8.1 Hz, 1H), 3.96 - 3.85 (m, 6H), 2.55
(s, 3H).

209

184/217
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214

'"H NMR (400 MHz, DMSO-ds) & 10.30 (s,
1H), 8.69 (d, J = 4.4 Hz, 1H), 8.08 - 7.99 (m,
1), 7.99 - 7.87 (m, 1), 7.81 - 7.64 (m, 2H),
7.49 (d, J =4.5 Hz, 1H), 7.30 (s, 1H), 7.21 (t,
J = 8.5 Hz, 2H), 3.98 - 3.81 (m, 6H), 3.65 (s,
4H), 3.56 - 3.43 (m, 2H), 3.23 - 3.08 (m, 2H),
2.24 (s, 3H).

B

215

"M NMR (400 MHz, DMSO-d¢) 8 10.29 (s,
1H), 8.69 (d, ] = 4.4 Hz, 1H), 8.02 (d, ] = 8.6
Hz, 1H), 7.94 (s, 1H), 7.77 - 7.63 (m, 2H),
7.49 (d, T = 4.4 Hz, 1H), 7.30 (s, 1H), 7.22
(d, J = 8.6 Hz, 1H), 7.16 (d, ] = 8.3 Hz, 1H),
3.99 - 3.82 (m, 6H), 3.74 - 3.53 (m, 2H), 3.20
- 3.08 (m, 2H), 2.41 - 2.29 (m, 2H), 2.26 -
2.13 (m, 8H).

216

'"H NMR (400 MHz, DMSO-dg) & 10.49 (s,
1H), 8.70 (d, J = 3.7 Hz, 1H), 8.08 - 7.90 (m,
2H), 7.86 - 7.62 (m, 2H), 7.60 - 7.45 (m, 2H),
7.33 (s, 1H), 7.22 (d, J = 8.6 Hz, 1H), 3.96 -
3.87 (m, 6H), 3.83 (s, 3H).

217

"M NMR (400 MHz, DMSO-ds) 6 10.39 (s,
1H), 8.70 (d, J = 4.5 Hz, 1H), 8.15 - 7.88 (m,
2H), 7.67 (s, 1H), 7.59 - 7.41 (m, 2H), 7.32
(s, 1H), 7.28 - 7.10 (m, 2H), 4.01 - 3.85 (m,
6H), 3.82 (s, 3H), 3.69 - 3.58 (m, 4H), 3.57 -
3.50 (m, 2H), 3.25 - 3.05 (m, 2H).

218

"M NMR (400 MHz, DMSO-ds) 6 10.38 (s,
1H), 8.70 (d, J = 4.4 Hz, 1H), 8.07 - 7.87 (m,
2H), 7.66 (s, 1H), 7.50 (d, J = 4.6 Hz, 2H),
7.31 (s, 1H), 7.22 (d, J = 9.2 Hz, 1H), 7.18
(d, J = 8.3 Hz, 1H), 3.93 - 3.88 (m, 6H), 3.80
(s, 3H), 3.73 - 3.45 (m, 2H), 3.25 - 3.03 (m,
2H), 2.37 - 2.14 (m, 7H).

219

M NMR (400 MHz, DMSO-ds) 6 10.42 (s,
1H), 8.70 (d, J = 4.5 Hz, 1H), 8.02 (d, ] = 8.5
Hz, 1H), 7.95 (s, 1H), 7.88 (d, J = 8.4 Hz,
2H), 7.50 (d, J = 4.5 Hz, 1H), 7.42 (d, J = 8.3
Hz, 2H), 7.32 (s, 1H), 7.22 (d, J = 8.5 Hz,
1H), 3.99 - 3.79 (m, 6H), 3.64 - 3.45 (m, 2H),
2.96 (s, 3H), 2.49 - 2.35 (m, 2H), 2.28 (s,
3H), 2.01 (s, 3H).

220

"M NMR (400 MHz, DMSO-ds) 6 10.48 (s,
1H), 8.71 (d, J = 4.1 Hz, 1H), 8.63 - 8.44 (m,
1H), 8.02 (d, J = 8.4 Hz, 1H), 7.99 - 7.79 (m,
SH), 7.51 (d, J = 4.3 Hz, 1H), 7.34 (s, 1H),
7.23 (d, T = 8.7 Hz, 1H), 4.00 - 3.79 (m, 6H),
2.87 - 2.66 (m, 2H), 2.59 - 2.52 (m, 8H), 1.91
- 1.67 (m, 2H).

221

"M NMR (400 MHz, DMSO-ds) 8 10.51 (s,
1H), 9.77 (s, 1H), 8.78 (s, 1H), 8.71 (d, J =
3.5 Hz, 1H), 8.02 (d, J = 8.4 Hz, 1H), 7.98 -
7.79 (m, 4H), 7.51 (d, J = 3.5 Hz, 1H), 7.34
(s, 1H), 7.22 (d, J = 8.6 Hz, 1H), 3.97 - 3.83
(m, 6H), 3.73 - 3.51 (m, 2H), 3.32 - 3.00 (m,
6H), 1.38 - 0.97 (m, 6H).
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[0991]

222

'"H NMR (400 MHz, DMSO-ds) & 10.49 (s,
1H), 8.70 (d, J = 4.4 Hz, 1H), 8.66 - 8.52 (m,
1), 8.07 - 7.99 (m, 1H), 7.99 - 7.82 (m, 5H),
7.51 (d, J = 4.4 Hz, 1), 7.34 (s, 1H), 7.22
(d, J = 8.6 Hz, 1H), 3.99 - 3.77 (m, 6H), 3.16
- 2.79 (m, 6H), 1.95 - 1.71 (m, 2H), 1.25 -
1.08 (m, 6H).

223

'"H NMR (400 MHz, DMSO-ds) & 10.49 (s,
1H), 8.70 (d, J = 4.3 Hz, 1H), 8.67 - 8.54 (m,
1), 8.02 (d, J = 8.2 Hz, 1H), 7.98 - 7.79 (m,
5H), 7.50 (d, I = 4.2 Hz, 1H), 7.33 (s, 1H),
7.22 (d, J = 8.6 Hz, 1H), 3.98 - 3.80 (m, 6H),
3.63 - 3.47 (m, 2H), 3.16 - 2.91 (m, 6H), 1.95
- 1.74 (m, 4H).

224

'"H NMR (400 MHz, DMSO-ds) 8 10.49 (s,
1H), 8.70 (d, J = 4.4 Hz, 1H), 8.68 - 8.47 (m,
1I1), 8.07 - 8.00 (m, 1), 8.00 - 7.79 (m, 5H),
7.50 (d, J = 4.5 Hz, 1H), 7.34 (s, 1H), 7.22
(d, J] = 8.6 Hz, 1H), 4.05 - 3.74 (m, 6H), 3.45
- 3.38 (m, 2H), 3.30 - 2.89 (m, 6I), 2.06 -
1.74 (m, 6H).

225

'"H NMR (400 MHz, DMSO-ds) 8 10.59 (s,
1H), 8.70 (d, J = 4.4 Hz, 1H), 8.17 - 7.82 (m,
6I1), 7.50 (d, J = 4.5 Hz, 1H), 7.34 (s, 1H),
7.22 (d, J = 8.5 Hz, 1H), 4.36 (1, J = 5.6 Hz,
2H), 4.01 - 3.79 (m, 6H), 2.90 - 2.70 (m, 2H),
2.62 -2.52 (m, 4H), 1.79 - 1.56 (m, 4H).

226

TH NMR (400 MHz, DMSO-dg) & 10.62 (s,
1H), 8.71 (s, 1H), 8.13 - 7.87 (m, 6H), 7.62 -
7.44 (m, 1H), 7.35 (s, 1H), 7.22 (d, J = 8.4
Hz, 1H), 4.38 - 4.23 (m, 2H), 4.01 - 3.74 (m,
6H), 3.20 - 2.70 (m, 6H), 2.13 - 1.96 (m, 2H),
1.92 - 1.67 (m, 4H).

227

o O, HN-Boc

fn”L"“’} gn@c?_/

"H NMR (400 MHz, DMSO-ds) & 10.36 (s,
1), 8.70 (d, J = 4.5 Hz, 1), 8.02 (dd, J =
8.5, 2.1 Hez, 1H), 7.95 (d, J = 2.1 Hz, 1H),
7.85(d, J = 9.0 Hz, 2H), 7.49 (d, J = 4.5 Hz,
1), 7.42 (t, J = 6.1 Hz, 1H), 7.31 (s, 1H),
7.22 (d, J = 8.6 Hz, 1H), 7.14 (d, J = 8.9 Hz,
2H), 3.97 (d, J = 6.1 Hz, 2H), 3.94 - 3.87 (m,
6H), 1.42 (s, 9H).

228

0/
~ HN-Boc
e

N

|
?LH:@ZH

"M NMR (400 MHz, DMSO-ds) & 10.36 (s,
1H), 8.70 (d, J = 4.3 Hz, 1H), 8.03 (d, J = 8.1
Hz, 1H), 7.95 (s, IH), 7.85 (d, J = 8.3 Hz,
2H), 7.52 (dd, J = 17.9, 5.6 Hz, 211), 7.31 (s,
1H), 7.22 (d, J = 8.4 Hz, IH), 7.11 (d, J = 8.8
Hz, 2H), 4.28 - 4.19 (m, 1H), 3.95 - 3.85 (m,
6H), 1.51 - 1.30 (m, 12H).

G

211
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'"H NMR (400 MHz, DMSO-ds) & 10.13 (s,
1H), 8.69 (d, J = 4.5 Hz, 1H), 8.03 (dd, J =
8.5, 2.2 He, 111), 7.94 (d, J = 2.1 Hz, 1H),
7.70 (d, J = 9.1 Hz, 2H), 7.48 (d, J = 4.5 Hz,
1H), 7.27 (s, 1H), 7.22 (d, J = 8.6 Hz, 1H),
6.95 (d, J = 9.1 Hz, 21), 3.97 (t, ] = 6.5 Hz,
2H), 3.92 - 3.88 (m, 6H), 1.75 - 1.65 (m, 2H),
1.49 - 1.40 (m, 2H), 0.95 (t, J = 7.4 Hz, 3H).

230

'"H NMR (400 MHz, DMSO-ds) & 10.13 (s,
1), 8.68 (d, J = 4.5 Hz, 1H), 8.03 (d, J = 8.6
Hz, 1H), 7.98 - 7.92 (m, 1H), 7.70 (d, J = 9.0
Hz, 2H), 7.48 (d, J = 4.5 Hz, 1H), 7.27 (s,
1), 7.21 (d, J = 8.6 Hz, 1H), 6.94 (d, J = 9.0
Hz, 2H), 3.97 - 3.86 (m, 8H), 1.77 - 1.68 (m,
2H), 0.99 (1, J = 7.4 Hz, 3H).

G

231

'"H NMR (400 MHz, DMSO-ds) 8 12.79 (s,
1H), 8.76 - 8.62 (m, 1H), 8.39 - 8.17 (m, 1H),
7.96 - 7.71 (m, 4H), 7.45 (d, J = 4.5 Hz, 1H),
7.33 - 7.12 (m, 2H), 4.81 - 4.44 (m, 2H), 3.93
- 3.78 (m, 6H), 3.24 (1, J = 8.4 Hz, 2H).

232

[0992]

"H NMR (400 MHz, DMSO-ds) 8 12.95 (s,
1H), 8.83 (s, 1H), 8.73 - 8.65 (m, 1H), 7.96 -
7.76 (m, 2H), 7.71 (d, J = 8.2 Hz, 1H), 7.47
7.38 (m, 2H), 7.31 - 7.14 (m, 2H), 4.66 (1, J =
8.3 Hz, 2H), 3.90 - 3.84 (m, 6H), 3.26 (1,
8.4 Hz, 2H).

233

"H NMR (400 MHz, DMSO-de) § 8.65 (dd, J =
14.3, 4.5 Hz, 1H), 7.86 (m, 2H), 7.61 - 7.51
(m, 1H), 7.50 - 7.35 (m, 2H), 7.26 - 6.90 (m,
3H), 4.00 - 3.90 (m, 2H), 3.84 (m, 8H), 2.88
(t,J = 6.6 Hz, 1H), 2.04 - 1.88 (m, 1H).

234

"TH NMR (400 MHz, DMSO-ds) & 13.06 (s,
1H), 8.58 (d, J = 4.5 Hz, 1H), 7.99 - 7.85 (m,
2H), 7.44 (d, J = 1.9 Hz, 1H), 7.41 - 7.31 (m,
3H), 7.03 (d, J = 7.7 Hz, 1H), 6.97 (s, 1H),
6.88 (d, J = 8.6 Hz, 1H), 3.88 (s, 3H), 3.83 (s,
3H), 3.48 (s, 3H).

235

"H NMR (400 MHz, DMSO-d,) 6 8.64 (d, J =
4.5 Hz, 1H), 7.70 - 7.63 (m, 1H), 7.61 - 7.51
(m, 1H), 7.41 (d, J = 4.5 Hz, 1H), 7.30 (s,
1H), 7.23 - 7.08 (m, 2H), 7.08 - 6.97 (m, 2H),
3.94 (1, J = 5.9 Hz, 2H), 3.87 (s, 3H), 3.80 (s,
3H), 3.69 - 3.36 (m, 4H), 2.86 (t, J] = 6.5 Hz,
2H), 2.40 - 2.06 (m, 7H), 2.02 - 1.90 (m, 2H).

236

"H NMR (400 MHz, DMSO-d,) 6 8.64 (d, J =
4.5 Hz, 1H), 7.66 (d, J = 1.9 Hz, 1H), 7.57 (d,
J = 8.2 Hz, 1H), 7.41 (d, J = 4.5 Hz, 1H),
7.33 (d, T = 1.6 Hz, 1H), 7.26 - 6.99 (m, 4H),
4.01 -3.91 (m, 2H), 3.91 - 3.83 (m, 3H), 3.80
(s, 3H), 3.71 - 3.38 (m, 8H), 2.86 (t, ] = 6.6
Hz, 2H), 2.04 - 1.88 (m, 2H).

212
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"H NMR (400 MHz, DMSO-de) § 8.68 (dd, J =
4.4, 2.0 Hz, 1H), 7.88 (dd, J = 8.5, 2.1 Hz,
1), 7.79 (dd, J = 15.8, 2.0 Hz, 1H), 7.41 (d,

= 4.4 Hz, 1H), 7.34 - 7.12 (m, 4H), 7.07 (d,
J =11.9 Hz, 1H), 5.14 (s, 1H), 4.87 (s, 1H),
4.04 (t, J =5.7 Hz, 1H), 3.96 - 3.78 (m, 7TH),
3.69 - 3.51 (m, 2H), 3.49 - 3.36 (m, 2H), 3.01
-2.87 (m, 2H), 2.43 - 2.10 (m, 7H).

238

"H NMR (400 MHz, DMSO-ds) & 8.68 (d, J =
4.4 Hz, 1H), 7.88 (dd, J = 8.5, 2.1 Hz, 1H),
7.79 (dd, J = 15.4, 2.0 Hz, 1H), 7.41 (d, J =
4.4 Hz, 1H), 7.38 - 7.13 (m, 4H), 7.07 (d, J =
10.7 Hz, 11), 5.14 (s, 111), 4.88 (s, 11I), 4.04
(t, J = 5.8 Hz, 1H), 3.98 - 3.72 (m, 7H), 3.72
-3.35 (m, 8H), 3.02 - 2.85 (m, 2H).

239

"H NMR (400 MHz, DMSO-ds) & 10.79 (s,
1), 9.47 (dd, J = 2.2, 0.8 Hz, 1H), 9.11 (d, J
= 2.2 Hz, 1H), 8.08 - 8.02 (m, 2H), 8.02 -
7.97 (m, 2H), 7.50 - 7.41 (m, 2H), 7.33 (d, J
= 0.7 Hz, 111), 7.13 (d, J = 8.4 Hz, 1H), 3.90
(s, 3H), 3.88 - 3.83 (m, 6H).

240
[0993]

"H NMR (400 MHz, DMSO-ds) & 8.65 (d, J =
4.5 Hz, 1H), 7.97 (d, J = 2.1 Hz, 1H), 7.92
(dd, J = 8.5, 2.2 Hz, 110), 7.87 (d, J = 7.4 Hz,
1H), 7.44 (d, J = 4.5 Hz, 1H), 7.24 (d, ] = 8.6
Hz, 1H), 7.16 (s, 1H), 4.10 - 4.02 (m, 1H),
3.90 (s, 3H), 3.88 (s, 3H), 3.52 - 3.42 (m,
4H), 2.79 - 2.71 (m, 1H), 2.35 - 2.21 (m, 4H),
2.19 (s, 3H), 1.92 - 1.81 (m, 2H), 1.73 - 1.63
(m, 4H), 1.61 - 1.50 (m, 2H).

241

"I NMR (400 Mz, DMSO-ds) & 8.65 (d, J =
4.5 Hz, 1H), 8.06 (d, J = 8.1 Hz, 1H), 7.97 (d,
J = 2.1 Hz, 1H), 7.89 (dd, J = 8.5, 2.1 Hz,
1H), 7.43 (d, J = 4.5 Hz, 1H), 7.20 (d, J = 8.6
Hz, 1H), 7.13 (s, 1H), 3.92 - 3.86 (m, 6H),
3.84-3.72 (m, 1H), 3.52 - 3.42 (m, 4H), 2.62
- 2.53 (m, 1H), 2.34 - 2.21 (m, 4H), 2.19 (s,
3H), 1.95 - 1.86 (m, 2H), 1.77 - 1.65 (m, 2H),
1.54 - 1.42 (m, 4H).

242

"H NMR (400 MHz, DMSO-ds) & 10.47 (s,
1H), 8.93-8.90 (m, 1H), 8.73 (d, J = 4.5 Hz,
1H), 8.41-8.38 (m, 2H), 7.97-7.93 (m, 2H),
7.51 (d, J = 4.5 Hz, 1H), 7.45 (s, 1H), 7.24
(d, J = 8.5 Hz, 1H), 4.42 (&, J = 5.7 Hz, 2H),
3.94-3.88 (m, 6H), 3.57 (t, I = 4.6 Hz, 4H),
2.71 (1, J = 5.7 Hz, 2H), 2.49-2.45 (m, 4H).

243

"M NMR (400 MHz, DMSO-ds) & 10.21 (s,
1H), 8.69 (d, J = 4.4 Hz, 1H), 8.01 (d, J = 8.4
Hz, 1H), 7.95 (s, 1H), 7.75 (d, T = 8.2 Hz,
2H), 7.48 (d, J = 4.4 Hz, 1H), 7.37 - 7.25 (m,
3H), 7.21 (d, J = 8.5 Hz, 1H), 4.00 - 3.79 (m,
6H), 3.43 (s, 2H), 2.49 - 2.21 (m, 8H), 2.18
(s, 3H).

213
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d »

o X I\Q
scand

'"H NMR (400 MHz, DMSO-ds) & 10.22 (s,
1H), 8.69 (d, J = 4.4 Hz, 1H), 8.01 (d, J = 8.7
Hz, 1H), 7.95 (s, 1H), 7.76 (d, J = 8.2 Hz,
2H), 7.48 (d, J = 4.2 Hz, 1H), 7.39 - 7.24 (m,
3H), 7.21 (d, J = 8.6 Hz, 1H), 4.02 - 3.78 (m,
6I1), 3.66 - 3.51 (m, 411), 3.50 - 3.42 (m, 2H),
2.43 - 2.20 (m, 4H).

B

245

"H NMR (400 MHz, DMSO-d¢) & 8.89 - 8.76
(m, 1H), 8.64 (d, J = 4.3 Hz, 1H), 7.92 (d, J =
8.1 Hz, 1H), 7.85 (s, 1), 7.41 (d, J = 4.2 Hz,
1H), 7.27 - 7.07 (m, 4H), 6.88 (d, J = 8.2 Hz,
2H), 4.40 (d, J = 5.7 Hz, 2H), 3.91 - 3.80 (m,
6I1), 3.15 - 2.98 (m, 411), 2.45 - 2.37 (m, 4H),
2.20 (s, 3H).

246

"H NMR (400 MHz, DMSO-ds) & 8.92 - 8.77
(m, 1H), 8.64 (d, ] = 4.3 Hz, 1H), 7.92 (d, J =
7.6 Hz, 1H), 7.85 (s, 1), 7.41 (d, J = 4.4 Hz,
1H), 7.33 - 7.06 (m, 4H), 6.89 (d, J = 8.4 Hz,
2H), 4.41 (d, J = 5.9 Hz, 2H), 3.89 - 3.82 (m,
611), 3.80 - 3.67 (m, 411), 3.17 - 2.98 (m, 411).

247
[0994]

"H NMR (400 Mz, DMSO-ds) 6 8.64 (d, ] =
4.5 Hz, 1H), 8.57 - 8.52 (m, 1H), 8.05 (d, J =
7.8 Hz, 1H), 7.98 (d, J = 2.1 Hz, 1H), 7.89
(dd, T = 8.5, 2.2 Hz, 1H), 7.86 - 7.79 (m, 1H),
7.45 - 7.39 (m, 2H), 7.35 - 7.29 (m, 1H), 7.19
(d, T = 8.6 Hz, 1H), 7.14 (s, 1H), 5.20 (s, 2H),
3.99 - 3.91 (m, 1H), 3.88 (s, 3H), 3.86 (s,
3H), 2.76 - 2.69 (m, 1H), 2.06 - 1.96 (m, 2H),
1.77 - 1.60 (m, 6H).

248

"H NMR (400 MHz, DMSO-d,) & 8.58 (d, J =
4.5 Hz, 1), 7.50 (s, 1H), 7.43 - 7.23 (m,
6H), 7.12 (d, I = 8.7 Hz, 1H), 6.91 (s, 1H),
3.89 (s, 3H), 3.84 (s, 3H), 3.68 - 3.42 (m,
5H), 3.25 - 3.07 (m, 2H), 2.42 - 1.97 (m, 7TH).

249

"H NMR (400 MHz, DMSO-ds) & 8.58 (d, J =
4.4 Hz, 1H), 7.50 - 7.27 (m, 7H), 7.12 (d, J =
8.8 Hz, 1H), 6.91 (s, 1H), 3.90 (s, 3H), 3.84
(s, 3H), 3.75 - 3.34 (m, 9H), 3.30 - 3.00 (m,
2H).

250

M NMR (400 MHz, DMSO-ds) 6 8.70 (d, J =
4.5 Hz, 1H), 8.33 - 8.15 (m, 1H), 7.93 - 7.74
(m, 2H), 7.44 (d, J = 4.5 Hz, 1H), 7.38 - 7.32
(m, 1H), 7.32 - 7.14 (m, 3H), 4.73 - 4.55 (m,
2H), 3.95 - 3.77 (m, 6H), 3.62 - 3.36 (m, 4H),
3.23 (1, J = 8.6 Hz, 2H), 2.43 - 2.24 (m, 4H),
2.21 (s, 3H).

251

"H NMR (400 MHz, DMSO-ds) & 8.70 (d, J =
4.4 Hz, 1H), 8.33 - 8.19 (m, 1H), 7.96 - 7.70
(m, 2H), 7.44 (d, J = 4.4 Hz, 1H), 7.40 - 7.14
(m, 4H), 4.73 - 4.55 (m, 2H), 4.02 - 3.72 (m,
6H), 3.70 - 3.40 (m, 8H), 3.23 (t, J = 8.6 Hz,
2H).

214
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"H NMR (400 MHz, DMSO-ds) & 8.70 (d, J
d b o w— |44 Hz, 1H), 8.26 (s, 1H), 7.92 - 7.73 (m,
S 2H), 7.44 (d, ] = 4.4 Hz, 1H), 7.38 (d, ] = 7.5
Hz, 1H), 7.31 - 7.18 (m, 2H), 7.11 (d, T = 8.0|D
) N”;‘ Hz, 1H), 4.73 - 4.53 (m, 2H), 4.01 - 3.74 (m,
- 6M), 3.72 - 3.35 (m, 41H), 3.26 - 3.18 (m, 2H),
2.44 - 2.26 (m, 4H), 2.22 (s, 3H).

/N a0 % "H NMR (400 MHz, DMSO-ds) & 8.70 (d, J =

o N_/ |4.5 Hz, 1H), 8.28 (s, 1H), 7.94 - 7.74 (m,
it 2H), 7.44 (d, J = 4.4 Hz, 1H), 7.38 (d, J = 7.6
/

252

253 N Ay Hz, 1H), 7.31 - 7.17 (m, 2H), 7.14 (d, J = 7.8

Hz, 1H), 4.74 - 4.50 (m, 2H), 3.96 - 3.76 (m,
N 6M), 3.77 - 3.39 (m, 8H), 3.26 - 3.18 (m, 2H).
"H NMR (400 MHz, DMSO-ds) & 10.26 (s,
| o 1H), 9.45 - 9.42 (m, 1H), 9.08 (d, J = 2.3 Hz,
J 1H), 7.75 (d, T = 9.0 Hz, 2H), 7.46 (d, J = 2.1
254 D\Qfﬂ,n 0 Hz, 1H), 7.43 (dd, J = 8.3, 2.2 Hz, 1H), 7.25|G
. ,IQ—SN " (s, 1H), 7.13 (d, J = 8.4 Hz, 1H), 6.94 (d, ] =
N \—  |9.1 Hz, 2H), 4.03 (g, ] = 7.0 Hz, 2H), 3.90 (s,
3H), 3.84 (s, 3H), 1.34 (t, J = 7.0 Hz, 3H).
"H NMR (400 MIz, DMSO-ds) 6 8.64 (d, ] =
4.5 Hz, 1H), 8.01 (d, J = 2.1 Hz, 1H), 7.85
(dd, J = 8.5, 2.2 Hz, 1H), 7.46 - 7.40 (m, 2H),
. 7.20 (d, J = 8.6 Hz, 1H), 7.10 (s, 1H), 4.04 (t,
(_) J = 6.4 Hz, 2H), 3.91 - 3.86 (m, 6H), 3.59 -
N 3.54 (m, 4H), 2.38 - 2.30 (m, 6H), 2.04 - 1.96
(m, 6H), 1.90 - 1.80 (m, 6H), 1.76 - 1.69 (m,
[0995] A
'"H NMR (400 MHz, DMSO-dg) & 10.11 (s,
1H), 9.31 (s, 1H), 8.68 (d, J = 4.5 Hz, 1H),
8.02 (dd, J = 8.5, 2.0 Hz, 1H), 7.94 (d, ] = 2.0
Hz, 1H), 7.68 (d. J = 9.0 Hz, 2H), 7.49 - 7.41

//NKH Boc |(m, 3H), 7.27 (s, 1H), 7.22 (d, J = 8.6 Hz,
= HN NH 1H), 3.94 - 3.87 (m, 6H), 1.49 (s, 9H).

255

256

'"H NMR (400 MHz, DMSO-d,) & 9.81 (s, 1H)
8.67 (d, J = 4.5 Hz, 1H), 8.03 (dd, J = 8.5, 2.
Hz, 1H), 7.92 (d, J = 2.1 Hz, 1H), 7.46 (d, J
4.5 Hz, 1H), 7.41 (d, J = 8.7 Hz, 2H), 7.24 -
7.19 (m, 2H), 6.57 (d, J = 8.7 Hz, 2H), 4.97

\NWNONHZ (s, 2H), 3.93 - 3.87 (m, 6H).

. "M NMR (400 MHz, DMSO-ds) & 10.18 (s,
A 1H), 9.75 (s, 1H), 8.69 (d, ] = 4.5 Hz, 1H),

| 8.02 (dd, J = 8.5, 2.1 Hz, 1H), 7.95 (d, ] = 2.1

" Hz, 1H), 7.74 (d, J = 9.0 Hz, 2H), 7.65 (d, J =|C

f\N-N o 9 M= |9.0 Hz, 2H), 7.48 (d, J = 4.5 Hz, 1H), 7.28 (s,

NS Hu{:}w 1H), 7.22 (d, ] = 8.6 Hz, 1H), 3.93 - 3.88 (m,
" 6H). 3.13 (s. 2H), 2.33 (5. 6H).

7\ ™M NMR (400 MHz, DMSO-d¢) 0 8.74 - 8.58

° (m, 1H), 7.93 - 7.63 (m, 2H), 7.48 - 7.31 (m,

259 o . [ |1H),7.28 - 7.00 (m, 2H), 4.94 - 4.15 (m, 3H), |
d N}J)Lu’\ 3.95 - 3.70 (m, 6H), 3.65 - 3.36 (m, 2H), 3.29
e N“ﬁF - 3.14 (m, 1H), 3.08 - 2.89 (m, 1H), 1.33 -

. 0.97 (m, 3H).
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260

' NMR (400 MIlz, DMSO-ds) & 8.73 - 8.57
(m, 1H), 7.92 - 7.65 (m, 2H), 7.62 - 7.29 (m,
5H), 7.27 - 6.97 (m, 2H), 5.00 - 4.16 (m, 3H),
3.99 - 3.67 (m, 6H), 3.61 - 3.36 (m, 1H), 3.28
-2.91 (m, 3H), 1.37 - 0.89 (m, 3H).

261

O} \O

"H NMR (400 MHz, DMSO-ds) & 8.67 (d, J =
4.3 Hz, 1H), 7.91 - 7.64 (m, 2H), 7.60 - 7.43
(m, 3H), 7.43 - 7.28 (m, 2H), 7.27 - 7.13 (m,
1H), 7.06 (d, J = 22.4 Hz, 1H), 4.67 - 4.15
(m, 3H), 3.97 - 3.69 (m, 6H), 3.59 - 3.36 (m,
1H), 3.30 - 2.90 (m, 3H), 1.37 - 0.99 (m, 3H).

262

0{ \0
et o

"H NMR (400 MHz, DMSO-d,) o 8.66 (s, 1H),
7.88 - 7.67 (m, 2H), 7.59 - 7.29 (m, 5H), 7.25
- 7.13 (m, 1H), 7.06 (d, J = 23.0 Hz, 1H),
4.66 - 4.15 (m, 3H), 3.95 - 3.67 (m, 6H), 3.58
- 3.40 (m, 1H), 3.28 - 2.89 (m, 3H), 1.28 -
1.00 (m, 3H).

263

C)Jr \O

"H NMR (400 MHz, DMSO-d,) & 8.66 (d, ] =
4.2 Hz, 1H), 7.74 (d, J = 24.2 Hz, 2H), 7.51
(dd, J = 13.6, 7.9 Hz, 1H), 7.45 - 7.11 (m,
5H), 7.05 (d, J = 22.9 Hz, 1H), 4.43 (m, 3H),
3.84 (m, 6H), 3.60 - 2.91 (m, 4H), 1.15 (m,
3H).

264

d »

'H NMR (400 MHz, DMSO-ds) & 10.70 (s,
1H), 9.01 (s, 1H), 8.85 - 8.61 (m, 1H), 8.37
(d, J = 8.1 Hz, 1H), 8.00 (d, J = 8.7 Hz, 1H),
7.94 (s, 1H), 7.69 (d, J = 8.7 Hz, 1H), 7.58 -
7.42 (m, 1H), 7.35 (s, 1H), 7.22 (d, J = 8.6
Hz, 1H), 4.00 - 3.79 (m, 6H), 3.74 - 3.62 (m,
4H), 3.62 - 3.51 (m, 4H).

265

d

" NMR (400 MHz, DMSO-ds) 8 10.69 (s,
1H), 9.00 (s, 1H), 8.71 (d, J = 3.7 Hz, 1H),
8.36 (d, J = 8.3 Hz, 1H), 8.00 (d, J = 8.4 Hz,
1H), 7.94 (s, 1H), 7.64 (d, ] = 8.9 Hz, 1H),
7.50 (d, T = 4.4 Hz, 1H), 7.34 (s, 1H), 7.22
(d, J = 8.3 Hz, 1H), 4.00 - 3.72 (m, 6H), 3.73
- 3.56 (m, 2H), 3.55 - 3.42 (m, 2H), 2.43 -
2.34 (m, 2H), 2.34 - 2.24 (m, 2H), 2.20 (s,
3H).

266

'H NMR (400 MHz, DMSO-ds) & 10.01 (s,
1H), 8.67 (d, J = 4.4 Hz, lH), 8.01 (d, J = 8.5
Hz, 1H), 7.95 (s, IH), 7.64 (d, J = 8.8 Hz,
2H), 7.46 (d, J = 4.4 Hz, 1H), 7.25 (s, 1H),
7.21 (d, J = 8.6 Hz, 1H), 6.94 (d, J = 8.8 Hz,
2H), 4.06 - 3.72 (m, 6H), 3.22 - 2.99 (m, 4H),
2.84 -2.54 (m, 5H), 1.18 - 0.86 (m, 6H).

268

"M NMR (400 MHz, DMSO-ds) 8 10.40 (s,
IH), 8.70 (d, J = 4.5 Hz, 1H), 8.02 (dd, J =
8.5, 2.1 Hz, 1H), 7.95 (d, J = 2.1 Hz, 1H),
7.82 (d, J = 8.9 Hz, 2H), 7.57 (d, J = 8.9 Hz,
2H), 7.49 (d, J = 4.5 Hz, 1H), 7.30 (s, 1H),
7.21(d, J = 8.6 Hz, 1H), 3.98 - 3.70 (m, 6H).
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'"H NMR (400 MHz, DMSO-ds) & 10.02 (s,
1H), 8.68 (d, J = 4.5 Hz, 1H), 8.08 - 7.99 (m,
1), 7.94 (s, 1H), 7.62 (d, J = 8.8 Hz, 2H),
7.47 (d, J = 4.4 Hz, 1), 7.25 (s, 1H), 7.21
(d, J = 8.6 Hz, 1H), 6.94 (d, J = 9.0 Hz, 2H),
4.00 - 3.79 (m, 611), 3.19 - 3.01 (m, 4H), 1.73
- 1.57 (m, 4H), 1.57 - 1.44 (m, 2H).

270

"M NMR (400 MHz, DMSO-de) & 10.05 (s,
1H), 8.68 (d, J = 4.4 Hz, 1H), 8.01 (d, J = 7.2
Hz, 1H), 7.95 (s, 1H), 7.65 (d, J = 8.8 Hz,
2H), 7.47 (d, J = 4.2 Hz, 1H), 7.26 (s, 1H),
7.21 (d, J = 8.3 Hz, 1H), 6.95 (d, J = 8.8 Hz,
2H), 4.01 - 3.76 (m, 6H), 3.25 - 3.03 (m, 41H),
2.49 - 2.32 (m, 4H), 1.18 - 0.93 (m, 3H).

271

'"H NMR (400 MHz, DMSO-ds) & 10.07 (s,
1H), 8.68 (d, ] = 4.4 Hz, 1H), 8.09 - 7.98 (m,
1I1), 7.98 - 7.88 (m, 1H), 7.66 (d, J = 8.9 Hz,
2H), 7.47 (d, I = 4.4 Hz, 1H), 7.26 (s, 1H),
7.21 (d, J = 8.6 Hz, 1H), 6.98 (d, J = 9.0 Hz,
2M), 4.00 - 3.82 (m, 611), 3.55 - 3.43 (m, 4H),
3.15-2.96 (m, 4H), 1.42 (s, 9H).

[o9971 |72

"H NMR (400 MHz, DMSO-ds) & 9.92 (s, 1H),
8.70 (d, J] = 4.2 Hz, 1H), 8.23 - 8.04 (m, 2H),
7.95 (d, J = 8.0 Hz, 1H), 7.91 (s, 1H), 7.61 -
7.51 (m, 1H), 7.48 (d, J = 4.4 Hz, 1H), 7.35
(s, IH), 7.23 (d, J = 8.4 Hz, 1H), 3.91 (s, 6H),
3.54 - 3.43 (m, 4H), 3.19 - 3.03 (m, 4H), 1.43
(s, 9H).

273

'"H NMR (400 MHz, DMSO-ds) & 10.04 (s,
IH), 8.68 (d, J = 4.3 Hz, 1H), 8.03 (d, ] = 7.4
Hz, 1H), 7.95 (s, 1H), 7.65 (d, J = 8.6 Hz,
2H), 7.48 (d, I = 3.9 Hz, 1H), 7.26 (s, 1H),
7.22 (d, J = 8.4 Hz, 1H), 6.96 (d, J = 8.8 Hz,
2H), 5.96 - 5.69 (m, 2H), 4.01 - 3.79 (m, 6H),
3.74 - 3.55 (m, 2H), 3.33 - 3.29 (m, 2H), 2.31
- 2.14 (m, 2H).

274

"H NMR (400 MHz, DMSO-ds) & 10.05 (s,
1II), 8.68 (d, J = 4.4 Hz, 1H), 8.11 - 8.00 (m,
1H), 7.99 - 7.91 (m, 1H), 7.64 (d, J = 8.9 Hz,
2H), 7.48 (d, J = 4.4 Hz, 1H), 7.26 (s, 1H),
7.22 (d, J = 8.6 Hz, 1H), 6.98 (d, J = 9.0 Hz,
2H), 4.07 - 3.73 (m, 10H), 3.31 - 3.16 (m,
4H), 1.86 - 1.65 (m, 4H).

275

"H NMR (400 MHz, DMSO-de) & 10.61 (s,
1), 8.71 (d, J = 4.5 Hz, 1H), 8.15 - 7.81 (m,
6H), 7.51 (d, I = 4.5 Hz, 1H), 7.35 (s, 1H),
7.23 (d, J = 8.6 Hz, 1H), 4.49 - 4.25 (m, 2H),
4.01 - 3.76 (m, 6H), 3.33 - 3.26 (m, 4H), 2.72
(t, J = 5.5 Hz, 2H), 2.49 - 2.39 (m, 4H), 1.40
(s, 9H).
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/N '"H NMR (400 MHz, DMSO-dg) & 9.98 (s, 1H),
N_ |8:68 (d, ] =43 Hz, 1H), 8.03 (d, J = 8.5 Hz,
. o /@/ IH), 7.95 (s, 1H), 7.61 (d, J = 8.4 Hz, 2H), |
N N 7.47 (d, J = 4.0 Hz, 1H), 7.25 (s, 1H), 7.22
7 \= (d, J = 8.7 Hz, 1H), 6.75 (d, J = 8.3 Hz, 2H),

=N 3.99 - 3.81 (m, 6H), 2.89 (s, 6H).
/ \ "H NMR (400 MHz, DMSO-ds) 8 9.94 (s, 1H),

Q_P° [ [8.68 (d, 1= 4.4 Hz, 1H), 8.03 (d, ] = 6.6 Hz,
- o O 1H), 7.94 (s, 1H), 7.58 (d, J = 8.8 Hz, 2H), |
N N 7.47 (d, J = 4.5 Hz, 1H), 7.33 - 7.10 (m, 2H),
)

6.55 (d, ] = 8.9 Hz, 2H), 3.97 - 3.75 (m, 6H),
N 3.29-3.13 (m, 4H), 2.06 - 1.87 (m, 41).
/ N\ '"H NMR (400 MHz, DMSO-ds) & 10.54 (s,

1H), 8.70 (d, J = 4.3 Hz, 1H), 8.07 - 7.98 (m,
— ] /©)LOH 1H), 7.98 - 7.90 (m, 1H), 7.86 - 7.69 (m, 2H), |
N,;j)LN 7.60 (d, J = 8.4 Hz, 1H), 7.49 (d, J = 4.4 Hz,

§ 1H), 7.32 (s, 1H), 7.22 (d, J = 8.5 Hz, 1H),
N 3.99 - 3.78 (m, 6H).
d % ¢ o 'H NMR (400 MHz, DMSO-d¢) § 10.58 (s,

(s, 1H), 7.23 (d, J = 8.6 Hz, 1H), 3.98 - 3.81
N (m, 6H).
TH NMR (400 MHz, DMSO-ds) & 10.21 (s,
o 1H), 9.95 (s, 1H), 8.69 (d, J = 4.5 Hz, 1H),
o 8.03 (dd, J = 8.5, 2.1 Hz, 1H), 7.94 (d, J = 2.1
Hz, 1H), 7.74 (d, J = 8.9 Hz, 2H), 7.59 (d, ] =
AN 9 o HN-Boc |9.0 Hz, 2H), 7.49 (d, J = 4.5 Hz, 1H), 7.29 (s,
< I = 1H), 7.22 (d, J = 8.6 Hz, 1H), 7.07 (1, J = 6.2
= FN Hz, 1H), 3.93 - 3.87 (m, 6H), 3.72 (d, J = 6.1
Hz, 2H), 1.41 (s, 9H).
"TH NMR (400 MHz, DMSO-d¢) & 10.20 (s,
o 1H), 9.94 (s, 1H), 8.69 (d, J = 4.5 Hz, 1H),
o 8.03 (dd, J = 8.5, 2.0 Hz, 1H), 7.94 (d, J = 2.0
Hz, 1H), 7.74 (d, J = 8.9 Hz, 2H), 7.60 (d, J =
& & un-Boc  |8.9 Hz, 2H), 7.49 (d, J = 4.5 Hz, 1H), 7.29 (s,
A« 3% 1H), 7.22 (d, J = 8.6 Hz, 1H), 7.07 (d, ] = 7.5
" "”'@ - Hz, 1H), 4.16 - 4.07 (m, 1H), 3.93 - 3.88 (m,
6H), 1.40 (s, 9H), 1.27 (d, J = 7.0 Hz, 3H).
TH NMR (400 MHz, DMSO-ds) 6 10.18 (s,
o 1H), 9.97 (s, 1H), 8.69 (d, J = 4.5 Hz, 1H),
o 8.02 (dd, J = 8.5, 2.1 Hz, 1H), 7.95 (d, ] = 2.1
Hz, 1H), 7.74 (d, J = 9.0 Hz, 2H), 7.60 (d, J =
P o HN.Bec |9.0 Hz, 2H), 7.48 (d, J = 4.5 Hz, 1H), 7.29 (s,
f,L}—(o 1H), 7.22 (d, J = 8.6 Hz, 1H), 6.85 (d, J = 8.7
X “"O““ Hz, 1H), 3.98 - 3.85 (m, 7H), 2.05 - 1.94 (m,
1H), 1.40 (s, 9H), 0.91 (d, J = 6.6 Hz, 6H).
~ TH NMR (400 MHz, DMSO-ds) & 10.17 (s,
8 1H), 8.69 (d, ] = 4.5 Hz, 1H), 8.03 (dd, J =
8.5, 2.1 Hz, 1H), 7.94 (d, J = 2.1 Hz, 1H),
283 7.74 (d, J = 9.0 Hz, 2H), 7.64 (d, J = 9.0 Hz, |C
S Q. NH: [2[), 7.48 (d, J = 4.4 Hz, 1H), 7.28 (s, 1H),
xu)a/‘_f,‘_@,z,_/ 7.22 (d, ] = 8.6 Hz, 1H), 3.92 - 3.89 (m, 6H),

3.29 -3.27 (m, 2H).

1H), 8.71 (d, J = 4.4 Hz, 1H), 8.07 (s, 1H),
_— 9 /Q)LOH 8.03 (d, J = 8.7 Hz, 1H), 7.94 (s, 1H), 7.89 - |4
' N.)Nj)LN 7.70 (m, 2H), 7.50 (d, J = 4.4 Hz, 1H), 7.34
/ —
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284

'"H NMR (400 MHz, DMSO-ds) & 10.16 (s,
1H), 8.68 (d, J = 4.5 Hz, 1H), 8.02 (dd, J =
8.5, 2.1 He, 1), 7.93 (d, J = 2.1 Hz, 1H),
7.73 (d, J = 9.0 Hz, 2H), 7.64 (d, J = 9.0 Hz,
2H), 7.47 (d, I = 4.5 Hz, 1H), 7.27 (s, 1H),
7.21 (d, J = 8.6 Hz, 1H), 3.92 - 3.88 (m, 6H),
342 (q. J = 6.9 Hz, 1H), 1.22 (d, J = 6.9 Hz,
3H).

285

'"H NMR (400 MHz, DMSO-ds) & 10.04 (s,
1), 8.68 (d, J = 4.9 Hz, 111), 8.02 (dd, J =
8.5, 2.1 Hz, 1H), 7.96-7.95 (m, 1H), 7.68 (d,
J = 9.0 Hz, 2H), 7.47 (d, T = 4.9 Hz, 1H),
7.26 (s, 1), 7.22 (d, J = 8.6 Hz, 1), 7.06
(d, ] =9.1 Hz, 2H), 3.92 - 3.88 (m, 6H), 3.59
(t,J = 6.0 Hz, 4H), 2.44 (t,J = 6.0 Hz, 4H).

B

286

"H NMR (400 MHz, DMSO-ds) & 9.90 (s, 1H),
871 (d, J = 4.5 Hz, 1H), 8.15-8.12 (m, 2H),
7.96-7.93 (m, 2H), 7.57 (dd, J = 9.0, 3.0 Hz,
IH), 7.48 (d, J] = 4.5 Hz, 1H), 7.36 (s, 1H),
7.24 (d, J = 8.2 Hz, 1H), 3.94 - 3.89 (m, 6H),
3.38-3.36 (m, 4H), 3.24-3.22 (m, 4H).

287

—

0
N-N S
\
\NMH o

'"H NMR (400 MHz, DMSO-ds) 8 11.14 (s,
1H), 8.51 (d, J = 4.5 Hz, 1H), 8.05 (d, J = 8.9
Hz, 2H), 7.84 - 7.78 (m, 2H), 7.20 - 7.15 (m,
2H), 7.13 (s, 1H), 7.03 (d, J = 9.0 Hz, 2H),
4.12 (q, J= 7.0 Hz, 2H), 3.90 - 3.84 (m, 6H),
1.35 (t, J = 7.0 Hz, 3H).

288

'"H NMR (400 MHz, DMSO-d¢) 8 10.27 (s,
1H), 8.47 (d, J = 4.5 Hz, 1H), 7.80 (dd, J =
8.5, 2.1 He, 1), 7.67 (d, J = 2.0 Hz, 1H),
7.17 -7.13 (m, 2H), 6.96 (s, 1H), 3.88 - 3.84
(m, 6H), 3.55 - 3.49 (m, 4H), 2.47 - 2.41 (m,
4H), 1.90 - 1.82 (m, 6H), 1.56 - 1.47 (m, 611).

289

"H NMR (400 MHz, DMSO-ds) 8 9.76 (s, 1H),
8.70 (d, J = 4.5 Hz, 11), 8.05 (d, J = 8.9 Hz,
1H), 7.96 (dd, J = 8.5 Hz, 2.1 Hz, 1H), 7.90
(d, J = 4.9 Hz, 1H), 7.72 (d, J = 2.9 Hz, 1H),
7.48 (d, J = 4.5 Hz, 111), 7.33 (s, 1H), 7.24
(d, J = 8.6 Hz, 1H), 7.08 (dd, I = 9.0, 3.0 Hz,
1H), 3.94-3.89 (m, 6H), 3.31-3.25 (m, 4H),
1.99-1.96 (m, 4H).

290

'"H NMR (400 MHz, DMSO-d¢) & 10.10 (s,
1H), 8.68 (d, ] = 4.5 Hz, 1H), 8.02 (dd, J =
8.5, 2.1 Hz, 1H), 7.93 (d, J = 2.1 Hz, 1H),
7.68 (d, ] =9.0 Hz, 2H), 7.47 (d, J = 4.5 Hz,
1H), 7.26 (s, 1H), 7.21 (d, J = 8.6 Hz, 1H),
6.92 (d,J=9.0 Hz, 211), 4.63 - 4.53 (m, 1),
3.92 - 3.86 (m, 6H), 1.28 - 1.24 (m, 6H).
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IH NMR (400 MHz, DMSO-d¢) 8 10.95 (s,
1H), 8.71 (d, J = 4.5 Hz, 1H), 8.60 (s, 2H),
8.01 (dd, J = 8.5, 2.2 Hz, 1H), 7.91 (d, J = 2.1
Hz, 1H), 7.85 (s, 1H), 7.51 (d, ] = 4.5 Hz,
1H), 7.35 (s, 1H), 7.22 (d, J = 8.6 Hz, 1H),
3.92 - 3.88 (m, 6H).

292

IH NMR (400 MHz, DMSO-ds) & 10.23 (s,
1H), 8.69 (d, J = 4.5 Hz, 1H), 8.02 (dd, J =
8.5,2.1 Hz, 1H), 7.95 (d, J = 2.1 Hz, 1H), 7.
76 (d, J = 8.5 Hz, 2H), 7.49 (d, J = 4.5 Hz,
1), 7.34 - 7.28 (m, 3H), 7.21 (d, J = 8.6 Hz,
1H), 5.17 (t, J = 5.7 Hz, 1H), 4.47 (d, J = 5.7
Hz, 2H), 3.92 - 3.86 (m, 6H).

293

IH NMR (400 MHz, DMSO-d¢) o 10.17 (s,
1H), 8.74 (d, J = 4.4 Hz, 1H), 8.52 - 8.45 (m,
1H), 8.22 - 8.15 (m, 1H), 7.77 - 7.65 (m, 3H),
7.49 (d, J = 4.4 Hz, 1H), 7.32 (s, 1H), 6.97 -
6.91 (m, 2H), 4.01 (q, J = 7.0 Hz, 2H), 1.33
(t, ] = 7.0 Hz, 3H).

294

"H NMR (400 MHz, DMSO-dg) & 10.10 (s,
1H), 8.86 (d, J = 2.3 Hz, 1H), 8.74 (d, ] = 4.4
Hz, 1H), 8.61 (dd, J = 8.9, 2.3 Hz, 1H), 8.12
- 8.06 (m, 2H), 7.63 (d, ] = 9.0 Hz, 1H), 7.54
- 7.48 (m, 2H), 7.39 (s, 1H), 4.10 (s, 3H),
3.80 - 3.70 (m, 4H), 3.20 - 3.10 (m, 4H).

295

TH NMR (400 MHz, DMSO-dg) & 10.12 (s,
1), 8.94 (d, J = 2.3 Hz, 1H), 8.73 (d, ] = 4.4
Hz, 1H), 8.65 (dd, J = 8.9, 2.3 Hz, 1H), 7.71 -
7.66 (m, 2H), 7.61 (d, J = 9.0 Hz, 1H), 7.55
(d, I = 4.4 Hz, 11), 7.31 (s, 1), 6.98 - 6.91
(m, 2H), 4.10 - 3.98 (m, 5H), 1.33 (t, ] = 7.0
Hz, 3H).

296

TH NMR (400 MHz, DMSO-ds) & 10.04 (s,
1H), 8.70 (d, J = 4.3 Hz, 1H), 7.94 (t, ] = 8.6
Hz, 1H), 7.68 - 7.62 (m, 2H), 7.33 - 7.29 (m,
2H), 7.13 (dd, J = 12.5, 2.4 Hz, 1H), 7.03 (dd,
J=128.7,2.5Hz), 6.93 - 6.87 (m, 2H), 4.01 (q,
J =7.0 Hz, 2H), 3.90 (s, 3H), 1.32 (t, J = 7.0
Hz, 2H).

297

"H NMR (400 MHz, DMSO-ds) 8 9.77 (s, 1H),
8.72 (d, ] = 4.3 Hz, 1H), 8.10 - 8.04 (m, 2H),
7.93 (t, J = 8.6 Hz, 1H), 7.50 (dd, J = 9.1, 3.1
Hz, 1H), 7.40 (s, 1H), 7.33 (dd, J = 4.3, 0.8
Hz, 1H), 7.17 (dd, J = 12.5, 2.4 Hz, 1H), 7.06
(dd, J = 8.7, 2.5 Hz, 1H), 3.91 (s, 3H), 3.78 -
3.71 (m, 4H), 3.17 - 3.11 (m, 41).
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298

'"H NMR (400 MHz, DMSO-ds) & 10.16 (s,
1H), 8.76 (d, J = 4.4 Hz, 1H), 8.57 (d, J = 2.2
Hz, 1H), 8.41 (dd, ] = 8.7, 2.2 Hz, 1H), 7.87 -
7.81 (m, 1H), 7.71 - 7.64 (m, 2H), 7.54 (d, J
= 4.4 Hz, 1H), 7.34 (s, 1H), 6.96 - 6.90 (m,
211), 4.01 (g, J = 7.0 Hz, 21), 1.32 (t, ] = 7.0
Hz, 3H).

G

299

"M NMR (400 MHz, DMSO-d¢) & 10.12 (s,
1H), 8.77 (d, J = 4.4 Hz, 1H), 8.56 (d, ] = 2.2
Hz, 1H), 8.37 (dd, J = 8.7. 2,2 Hz, 1H), 8.12
- 8.05 (m, 2H), 7.90 - 7.84 (m, 1H), 7.56 -
7.48 (m, 2H), 7.43 (s, 1H), 3.80 - 3.70 (m,
4H), 3.18 - 3.12 (m, 4H).

301

— N'N

"M NMR (400 MHz, DMSO-ds) & 10.11 (s,
1H), 8.71 (d, T = 4.4 Hz, 1H), 8.09-8.04 (m,
2H), 7.69 (d, J = 9.0 Hz, 2H), 7.56-7.47 (m,
2H), 7.40 (d, J = 4.4 Hz, 1H), 7.30 (s, 1H),
6.94 (d, T = 9.0 Hz, 2H), 4.02 (q, ] = 7.0 Hz,
2M), 2.46 (s, 1H), 1.33 (. J = 7.0 Hz, 3H).

302

NN o}

/,L}_q
—
N7 HN o

"M NMR (400 MHz, DMSO-ds) & 10.12 (s,
1H), 8.72 (d, J = 4.4 Hz, 1H), 8.24-8.20 (m,
2H), 7.70-7.68 (m, 2H), 7.44-7.40 (m, 2H),
7.30 (s, 1H), 6.95-6.93 (m, 2H), 4.02 (q, J =
7.0 Hz, 2H), 2.40-2.38 (m, 3H), 1.33 (t, J =
7.0 Hz, 3H).

303

]

-N o]
~ )N\?—( /—
Pl

'"H NMR (400 MHz, DMSO-ds) & 10.14 (s,
1), 8.75 (dd, J = 3.9, 1.1 Hz, 1H), 8.70 (d, J
=4.7 Hz, 1H), 8.16 (dd, J] = 5.0, 1.1 Hz, 1H),
7.84 (d, J = 4.7 Hz, 1H), 7.74-7.72 (m, 2H),
7.45-7.43 (m, 1H), 7.32 (s, 1H), 6.98-6.96 (m,
2M), 4.04 (q, J = 7.0 Hz, 2H), 1.34 (t, J = 7.0
Hz, 3H).

304

Cl

n-N. 8]
o4 Ao

'"H NMR (400 MHz, DMSO-ds) & 10.07 (s,
1), 8.76 (d, J = 4.2 Hz, 1H), 8.01 (t, J = 8.0
Hz, 1H), 7.79 (dd, J = 10.1, 1.9 Hz, 1H), 7.65
(d, J = 9.0 Hz, 2H), 7.59 (dd, J = 8.4, 1.9 Hz,
1H), 7.39 (d, J] = 4.2 Hz, 1H), 7.36 (s, 1H),
6.92 (d, J = 9.0 Hz, 2H), 4.01 (q, J = 7.0 Hz,
2H), 1.32 (t, J = 7.0 Hz, 3H).

306

oo

"H NMR (400 MHz, DMSO-dg) 8 9.94 (s, 1H),
8.73 (d, ] = 4.4 Hz, 1H), 8.11-8.05 (m, 3H),
7.97 (s, 1H), 7.58-7.48 (m, 3H), 7.40-7.39 (m,
2H), 3.76 (t, ] = 4.8 Hz, 4H), 3.15 (1, ] = 4.8
Hz, 4H), 2.46 (s, 3H).

307

o

'"H NMR (400 MHz, DMSO-d¢) 8 10.13 (s,
1H), 8.73 (d, J = 4.4 Hz, 1H), 8.09 (dd, J =
8.4, 2.1 Hz, 1H), 7.94-7.90 (m, 1H), 7.70-
7.68 (m, 2H), 7.52-7.47 (m, 2H), 7.31 (s, 1H),
6.95-6.93 (m, 2H), 4.02 (q, J = 7.0 Hz, 2H),

3.99 (s, 3H), 1.33 (1, J = 7.0 Hz, 3H).
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'H NMR (400 MHz,
1H), 8.69 (d, J = 4.5 Hz, 1H), 8.32 (dd, J =

DMSO-dg) & 10.16 (s,

12.9, 2.2 Hz, 1H), 8.25-8.23 (m, 1H), 7.70-
308 7.68 (m, 2H), 7.47 (d, T = 4.5 Hz, 1H), 7.42
- (t, J = 8.9 Hz, 1H), 7.28 (s, 1H), 6.95-6.93
)\H /— |(m, 2H), 4.02 (q. J = 7.0 Hz, 2H), 3.98 (s,
0 3H), 1.33 (1, J = 7.0 Hz, 3H).
'"H NMR (400 MHz, DMSO-dg) & 10.10 (s,
1H), 8.69 (d, J = 4.5 Hz, 1H), 8.07-8.04 (m,
2H), 7.96 (d, J = 2.1 Hz, 1H), 7.49-7.48 (m,
309 2H), 7.44-7.42 (m, 1H), 7.34 (d, J = 3.2 Hz,
A NN 1H), 7.29 (s, 1H), 7.23 (d, J = 8.6 Hz, 1H),
)\)—4 6.43 (dd, J = 3.0, 0.7 Hz, 1H), 3.92 (s, 3H),
‘Cp 3.90 (s, 3H), 3.80 (s, 3H).

TH NMR (400 MHz, DMSO-dg) 8 9.72 (s, 1H),
8.69 (d, J = 4.5 Hz, 1H), 7.97-7.93 (m, 2H),
7.64 (t, ] = 9.0 Hz, 1H), 7.48 (d, J = 4.5 Hz,
Bl 1H), 7.26 (s, 1 ), 7.20 (d, J = 8.5 Hz, 1H).
N 6.92 (dd, J = 14.1, 2.6 Hz, 1H), 6.81 (dd, J =
A S |89, 2.4 Hy, IH) 3.90 (s, 3H), 3.89 (s, 3H),
% } N P [3.74 (1, ] = 4.8 Hz, 4H), 3.15 (1, ] = 4.8 Hz,

4H).

O/

| '"H NMR (400 MHz, DMSO-ds) 8 9.78 (s, 1H),
o 8.69 (d, J = 4.5 Hz, 1H), 8.06 (d, ] = 9.0 Hz,
1H), 7.95 (dd, J = 8.5, 2.1 Hz, 1H), 7.91-7.89
312 (m, 2H), 7.47 (d, J = 4.5 Hz, 1H), 7.33 (s,
NN P 1H), 7.29 (dd, J = 9.1, 3.1 Hz, 1H), 7.24 (d, J
=\ / |= 8.6 Hz, 1H), 3.92-3.90 (m, 6H), 2.92 (s,

aN)‘“\‘*)_gm \ / N\ 6H).
M NMR (400 MIilz, DMSO-d;) 6 10.10 (s,
1H), 8.65 (d, ] = 4.8 Hz, 1H), 8.27 (s, 1H),
8.11 (dd, J = 8.5, 2.0 Hz, 1H), 7.71-7.69 (m,
514 2M), 7.35 (d, J = 4.8 Hz, 1H), 7.25 (s, 1H),
7.01 (d, T = 8.5 Hz, 1H), 6.95-6.92 (m, 2H),
jl\)_( — |4.68 (1, 7 = 8.8 Hz, 2H), 4.02 (q, J = 7.0 Hz,
J 200), 3.39-3.34 (m, 2M), 1.33 (t, ] = 7.0 Hz,

3H).
o "H NMR (400 MHz, DMSO-dg) 6 9.98 (s, 1H),
3 8.70 (d, J = 4.5 Hz, 1H), 8.16 (d. J = 9.1 Hz,
1H), 8.09 (d, J = 2.9 Hz, 1H), 7.96 (dd, J =
- 8.5, 2.1 Hz, 1H), 7.89 (d. J = 2.1 Hz, 1H),
BB 7.53 (dd, J = 9.0, 3.1 Hz, 1H), 7.48 (d, J = 4.5
~ ,LH . Hz, 1H), 7.36 (s, 1H), 7.23 (d, J = 8.6 Hz,
N HV— o |1H), 4.11 (g, J = 7.0 Hz, 2H), 3.93 - 3.87 (m,

N 6I0), 1.35 (1, J = 7.0 Hz, 3H).

| | "H NMR (400 MMz, DMSO-ds) 6 10.13 (s,
0 0 1H), 8.71 (d, J = 4.4 Hz, 1H), 7.67 (d, ] = 9.1
Hz, 2H), 7.45 (d, J = 4.4 Hz, 1H), 7.38 (d, J =
315 - 2.3 Hz, 2H), 7.30 (s, 1H), 6.95 - 6.90 (m,
N 2M), 6.78 (t, T = 2.3 Hz, 1M), 4.01 (q, ] = 7.0
N w’”‘@"; Hz, 2H), 3.90 - 3.82 (m, 6H), 1.32 (1, J = 7.0

Hz, 3H).
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316

Cl

= N"N\ O

'"H NMR (400 MHz, DMSO-ds) & 10.15 (s,
1), 8.74 (d, J = 4.4 Hz, 11), 8.51 (dd, J =
7.2, 2.3 Hz, 1H), 8.39 - 8.31 (m, 1H), 7.74 -
7.64 (m, 3H), 7.49 (d, J] = 4.4 Hz, 1H), 7.32
(s, 1H), 6.98 - 6.89 (m, 2H), 4.01 (q, J = 7.0
Hz, 2H), 1.33 (1, J = 7.0 Hz, 3H).

317

'"H NMR (400 MHz, CDCls) & 8.61 - 8.52 (m,
1H), 7.80 - 7.53 (m, 2H), 7.44 - 7.28 (m, 1H),
7.25 - 6.83 (m, 6H), 5.23 - 4.36 (m, 3H), 4.05
- 3.74 (m, 10H), 3.70 - 2.77 (m, 3H), 1.39 -
1.07 (m, 3H).

318

'"H NMR (400 MHz, CDCls) & 8.61 - 8.53 (m,
1H), 7.76 - 7.54 (m, 2H), 7.38 - 7.30 (m, 1H),
7.17 (d, J = 7.3 Hz, 1H), 7.08 - 6.89 (m, 5H),
4.95 - 4.47 (m, 3H), 4.04 - 3.78 (m, 10H),
3.63 - 2.69 (m, 3H), 1.41 - 1.19 (m, 3H).

319

'"H NMR (400 MHz, CDCls) & 8.61 - 8.54 (m,
1H), 7.75 - 7.54 (m, 2H), 7.41 - 7.32 (m, 2H),
7.17 (d, J = 7.3 Hz, 1H), 7.07 - 6.90 (m, 4H) ,
4.86 - 4.42 (m, 3H), 4.03 - 3.79 (m, 10H),
3.46 - 2.86 (m, 3H), 1.38 - 1.19 (m, 3H).

320

Hz, 1H), 7.75 (d, ] = 2.1 Hz, 1H), 7.60 (dd,
= 8.4, 2.1 Hz, 1H), 7.25 (s, 1H), 7.06 (d, J
8.5 Hz, 1H), 6.99 (d, ] = 4.4 Hz, 111), 6.82 (s,
1H), 4.01 (s, 3H), 3.97 (s, 3H), 3.75 - 3.68
(m, 4H), 2.60 - 2.51 (m, 4H), 2.12 - 2.06 (m,
6H), 1.78 - 1.69 (m, 6H).

"I NMR (400 Mz, CDCls) 8 8.54 (d, ] = 4.4
J

321

"H NMR (400 MHz, CDCl;) & 8.59 - 8.53 (m,
1H), 7.74 - 7.58 (m, 2H), 7.15(d, J = 7.5 Hz,
1), 7.07 - 6.95 (m, 2H), 4.70 - 4.18 (m, 3H),
4.03 - 3.80 (m, 7H), 3.43 - 2.87 (m, 3H), 1.51
-1.41 (m, 9H), 1.24 - 1.08 (m, 3H).

322

'"H NMR (400 MHz, CDCl3) & 8.60 - 8.52 (m,
1H), 7.76 - 7.65 (m, 2H), 7.12 - 7.07 (m, 1H),
7.06 - 6.95 (m, 2H), 4.71 - 4.43 (m, 2H), 4.01
- 3.87 (m, 6H), 3.26 - 3.07 (m, 1H), 3.01 -
2.45 (m, 4H), 1.18 - 0.95 (m, 3H).

323

'H NMR (400 MHz, DMSO-ds) & 10.16 (s,
IH), 9.18 (d, J = 2.3 Hz, 1H), 8.74 - 8.63 (m,
2H), 7.71 - 7.64 (m, 2H), 7.50 (d, J = 4.4 Hz,
1H), 7.28 (s, 1H), 7.09 (d, J = 8.8 Hz, 1H),
6.97 - 6.90 (m, 2H), 4.06 - 3.98 (m, 5H), 1.33
(t, J = 7.0 Hz, 3H).
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\N/

'H NMR (400 MHz, DMSO-ds) & 10.10 (s,
1H), 8.59 (d, ] = 4.6 Hz, 1H), 8.37 (d, ] = 9.1
Hz, 2H), 7.74 - 7.67 (m, 2H), 7.37 (d, J = 4.6

A ¥ o Hz, 1H), 7.19 (s, 1H), 6.98 - 6.86 (m, 4H), .
//b_{ 4.02 (q, J = 7.0 Hz, 2H), 3.07 (s, 6H), 1.33 (t,
NS HN—QO\_ J=17.0 Hz, 3H).
O/
cl, "H NMR (400 MHz, DMSO-ds) & 9.83 (s, 1H),
8.69 (d, ] = 4.5 Hz, 1H), 8.10 - 7.87 (m, 2H),
o 7.67 (1, 1 = 9.0 Hz, 1H), 7.48 (d, J = 4.5 Hz, |
1H), 7.27 (s, 1H), 7.20 (d, J = 8.6 Hz, 1H),
/JN;”}_{O R 6.98 (dd, J = 12.4, 2.7 Hz, 1H), 6.90 - 6.80
NS HN@C, (m, 1H), 3.95 - 3.86 (m, 6H), 3.79 (s, 3H).
\
-~
o |
o '"H NMR (400 MHz, DMSO-d¢) & 10.05 (s,
1H), 8.70 (d, J = 4.4 Hz, 1H), 7.98 (d, ] = 8.4
326 Hz, 1H), 7.90 (s, 1H), 7.58 - 7.38 (m, 2H),|C
AN OF F 7.28 (s, 1H), 7.20 (d, J = 8.6 Hz, 1H), 7.07 (1,
\ND—SN C 5 J = 8.4 Hz, 1H), 3.94 - 3.85 (m, 9H).
\
-~
g ]
o '"H NMR (400 MHz, DMSO-d¢) 6 9.94 - 9.67
(m, 2H), 8.70 (d, J = 4.5 Hz, 1H), 8.07 (d, J =
327 8.9 Hz, 1H), 7.99 - 7.85 (m, 3H), 7.48 (d, ] =|B
7 L e 4.5 Hz, 1H), 7.38 - 7.27 (m, 2H), 7.23 (d, J =
e Ju L — 8.6 Hz, 1H), 3.91 (s, 6H).
N HN—, y OH
N
TH NMR (400 MHz, DMSO-dy) 6 8.64 (d, J =
, 4.0 Hz, 1H), 8.13 (d, J = 8.0 Hz, 1H), 7.96 (s,
q © o 1H), 7.90 (d, J = 8.1 Hz, 1H), 7.43 (d, ] = 4.0
- C% " O)vvv‘\ Hz, 1H), 7.20 (d, J = 8.4 Hz, 1H), 7.13 (s, |,
v@’ku 1H), 5.25 (s, 2H), 3.89 (s, 6H), 3.85 - 3.75
d (m, 1H), 3.75 - 3.65 (m, 2H), 3.53 - 3.43 (m,
2H), 3.25 (s, 3H), 2.39 - 2.20 (m, 1H), 2.07 -
1.82 (m, 4H), 1.58 - 1.37 (m, 4H).
TH NMR (400 MHz, DMSO-ds) & 10.63 (s,
4% . 1H), 8.71 (d, J = 4.5 Hz, 1H), 8.10 - 7.98 (m,
. o~ |5H); 796 (d, T = 2.1 Hz, 1H), 7.51 (d, J = 4.5
329 Nd Hz, 1H), 7.35 (s, 1H), 7.22 (d, J = 8.6 Hz, |C
#" 1H), 5.50 (s, 2H), 3.97 - 3.86 (m, 61), 3.86 -
> 3.78 (m, 2H), 3.55 - 3.45 (m, 2H), 3.24 (s,
3H).
TH NMR (400 MHz, DMSO-ds) d 8.64 (d, ] =
7\ 4.5 Hz, 1H), 8.12 (d, J = 8.2 Hz, 1H), 7.96 (d,
o »° o J = 2.0 Hz, 1H), 7.90 (dd, J = 8.5, 2.0 Hz,
330 o O)Lo’\ 1H), 7.42 (d, J = 4.5 Hz, 1H), 7.20 (d, ] = 8.6 &
N:j)\ﬁ Hz, 1H), 7.13 (s, 1H), 4.06 (g, J = 7.1 Hz,
/= 2H), 3.95 - 3.85 (m, 6H), 3.84 - 3.73 (m, 1H),
—N

2.31 - 2.18 (m, 1H), 2.02 - 1.81 (m, 4H), 1.53
- 1.36 (m, 4H), 1.19 (t, J = 7.1 Hz, 3H).
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"H NMR (400 MHz, DMSO-ds) & 8.64 (d, J =

4.5 Hz, 1H), 8.13 (d, J = 8.2 Hz, 1H), 7.96 (d,

AN o J = 2.0 Hz, 1H), 7.89 (dd, J = 8.5, 2.1 Hz,

. O)Lo,\, 1H), 7.43 (d, J = 4.5 Hz, 1H), 7.20 (d, J = 8.6

331 'Cj)L" Hz, 1H), 7.13 (s, 1H), 3.98 (t, J = 6.6 Hz,|A

_J H 2H), 3.94 - 3.86 (m, 61), 3.85 - 3.70 (m, 1H),

=N 2.35-2.20 (m, 1H), 2.06 - 1.81 (m, 4H), 1.68

- 1.52 (m, 2H), 1.52 - 1.35 (m, 4H), 0.89 (t, J
= 7.4 Hz, 3H).

"H NMR (400 MIz, DMSO-ds)  8.64 (d, ] =

4.5 Hz, 1H), 8.11 (d, J = 8.3 Hz, 1H), 7.96 (d,

\ . J = 2.0 Hz, 1H), 7.89 (dd, J = 8.5, 2.0 Hz,
. 1H), 7.42 (d, J = 4.5 Hz, 1H), 7.20 (d, J = 8.6
332 2:%,,\ NO*“’V\ Hz, 1H), 7.13 (s, 1H), 4.02 (1, ] = 6.5 Hz, |A
'g)ku 2H), 3.95 - 3.84 (m, 6H), 3.83 - 3.72 (m, 1H),
=N 2.33 - 2.19 (m, 1H), 2.05 - 1.80 (m, 4H), 1.63
- 1.51 (m, 2H), 1.51 - 1.38 (m, 4H), 1.38 -
1.27 (m, 2H), 0.90 (t, ] = 7.4 Hz, 3H).
TH NMR (400 MHz, DMSO-dg) & 8.64 (d, J -
4.5 Hz, 1H), 8.12 (d, J = 8.2 Hz, 1H), 7.96 (d,
. J = 2.0 Hz, 1H), 7.89 (dd, J = 8.5, 2.1 Hz,
p i 1H), 7.43 (d, J = 4.5 Hz, 1H), 7.20 (d, J = 8.6
333 i O)‘"’\NVV\ Hz, 1H), 7.13 (s, 1H), 4.01 (1, ] = 6.5 Hz, |A
”;;#” 2H), 3.94 - 3.85 (m, 6H), 3.83 - 3.72 (m, 1H),
2.33 - 2.20 (m, 1H), 2.03 - 1.81 (m, 4H), 1.62
~1.51 (m, 2H), 1.51 - 1.36 (m, 4H), 1.33 -
[1005] 1.18 (m, 14H), 0.86 (1, J = 6.8 Hz, 3H).
TH NMR (400 MHz, DMSO-d;) 8 10.59 (s,
d % 0 1H), 8.70 (d, J = 4.5 Hz, 1H), 8.07 - 7.91 (m,

335 ,Q)Lo’\/ 6H), 7.50 (d, J = 4.5 Hz, 1H), 7.34 (s, 1H), c
Y ﬁj\ﬂ 7.22 (d, J = 8.6 Hz, 1H), 4.22 (1, J = 6.6 Hz, |~
=N

2H), 3.94 - 3.85 (m, 6H), 1.79 - 1.67 (m, 2H),
0.98 (1, ] = 7.4 Hz, 3H).
'H NMR (400 MHz, DMSO-ds) & 10.61 (s,
q o o 1H), 8.71 (d, J = 4.8 Hz, 1H), 8.08 - 7.91 (m,
o o 6H), 7.51 (d, J = 4.5 Hz, 1H), 7.34 (s, 1H),
336 t%,("\ n’©/\ 7.22 (d, J = 8.6 Hz, 1H), 4.27 (t, J = 6.5 Hz, ¢
- 2H), 3.98 - 3.85 (m, 6H), 1.78 - 1.63 (m, 2H),
1.51 - 1.37 (m, 2H), 0.95 (t, J = 7.4 Hz, 3H).
"H NMR (400 MHz, DMSO-ds) & 10.61 (s,
1H), 8.71 (d, J = 4.5 Hz, 1H), §.09 - 7.91 (m,
~~~~~~ |6H), 7.51 (d, J = 4.5 Hz, 1H), 7.35 (s, 1H),
el ;j)\n’@k 7.22 (d, J = 8.6 Hz, 1H), 4.26 (1, J = 6.5 Hz, &
2H), 3.97 - 3.80 (m, 6H), 1.77 - 1.65 (m, 2H),
1.49 - 1.13 (m, 14H), 0.94 - 0.79 (m, 3H).
'H NMR (400 MHz, DMSO-ds) & 10.47 (s,
1H), 8.70 (d, J = 4.5 Hz, 1H), 8.13 (dd, J =

{ % 9 4.8, 1.4 Hz, 1H), 8.02 (dd, J = 8.5, 2.1 Hz,
-~ a /@JLN”\ 1H), 7.99 - 7.88 (m, 3H), 7.61 - 7.53 (m, 1H),|_
N;j)Lu NO 7.53 - 7.45 (m, 3H), 7.33 (s, 1H), 7.22 (d, J = |©

i N 8.6 Hz, 1H), 6.86 (d, J = 8.6 Hz, 1H), 6.71 -

6.65 (m, 1H), 3.96 - 3.85 (m, 6H), 3.81 - 3.43
(m, 8H).
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'"H NMR (400 MHz, DMSO-ds) 8 10.01 (s,
1H), 8.70 (d, J = 4.2 Hz, 1H), 7.68 - 7.58 (m,
2H), 7.32 (s, 1H), 7.20 - 7.12 (m, 2H), 7.04
(s, 1H), 6.94 - 6.86 (m, 2H), 4.00 (q, J = 7.0
Hz, 2H), 3.86 (s, 3H), 3.76 (s, 3H), 2.08 (s,

& s ' >
N)\)_F{NOO 3H), 1.32 (1, J = 7.0 Hz, 3H).

"H NMR (400 MHz, DMSO-d,) 0 8.64 (d, J =
4.5 Hz, 1H), 8.15 (d, J = 8.3 Hz, 1H), 7.99 (d,
- J = 1.7 Hz, 1H), 7.88 (dd, J = 8.5, 1.6 Hz,
o 1H), 7.75 - 7.62 (m, 1H), 7.43 (d, ] = 4.5 Hz,
1H), 7.20 (d, J = 8.4 Hz, 1H), 7.13 (d, J = 0.5
WP Hz, 1H), 3.96 - 3.83 (m, 8H), 3.82 - 3.71 (m,
"MMIM:C"Q 1H), 3.59 - 3.48 (m, 1H), 3.31 - 3.20 (m, 3H),
3.03 - 2.81 (m, 2H), 2.43 - 2.17 (m, 2H), 2.13
- 1.98 (m, 1H), 1.95 - 1.83 (m, 2H), 1.81 -
1.62 (m, 6H), 1.57 - 1.28 (m, 8H).
"H NMR (400 MHz, DMSO-de) 0 8.64 (d, J -
4.5 Hz, 1H), 8.09 (d, J = 8.1 Hz, 1H), 7.96 (d,
J = 2.0 Hz, 1H), 7.89 (dd, J = 8.5, 2.1 Hz,
" g 1H), 7.43 (d, J = 4.5 Hz, 1H), 7.20 (d, J = 8.6
BT % . O’L" Hz, 1H), 7.13 (s, 1H), 4.44 - 432 (m, 1H),|,
;:,/*H“‘ ) [3.98-3.91 (m, 1H), 3.91 - 3.84 (m, 6H), 3.83
-3.71 (m, 1H), 3.56 (1, J = 4.2 Hz, 4H), 3.06
- 2.95 (m, 1H), 2.48 - 2.41 (m, 4H), 2.41 -
[1006] 2.30 (m, 1H), 1.95 - 1.66 (m, 6H), 1.54 - 1.39
(m, 4H), 1.36 - 1.07 (m, 4H).
"H NMR (400 MHz, DMSO-dg) 0 8.65 (d, J
4.5 Hz, 1H), 8.19 - 8.08 (m, 2H), 7.97 (d, J =
2.1 Hz, 1H), 7.90 (dd, J = 8.5, 2.1 Hz, 1H),
d % 0 7.61 - 7.51 (m, 1H), 7.43 (d, ] = 4.5 Hz, 1H),
o N 7.20 (d, J = 8.6 Hz, 1H), 7.14 (s, 1H), 6.85
s t%@/w-o}k"g (d, ] = 8.6 Hz, 1H), 6.71 - 6.63 (m, 1H), 3.96|"
Ng “A |- 3.84 (m, 6H), 3.85 - 3.73 (m, 1H), 3.66 -
3.41 (m, 8H), 2.66 - 2.55 (m, 1H), 1.98 - 1.84
(m, 2H), 1.83 - 1.69 (m, 2H), 1.59 - 1.38 (m,
4H).
"H NMR (400 MHz, McOD-ds) 6 8.61 (d, J =
4.5 Hz, 1H), 7.88 (d, J = 2.1 Hz, 1H), 7.80
d ¥ 0 (dd, J = 8.5, 2.1 Hz, 1H), 7.28 (d, ] = 4.5 Hz,
0 . 1H), 7.24 - 7.15 (m, 2H), 4.70 - 4.60 (m, 1H),
= C%N)NJXHOAQO 422 -4.09 (m, 1H), 4.00 - 3.95 (m, 6H), 3.18 |
s - 3.06 (m, 1H), 2.82 - 2.52 (m, 7H), 2.16 -
1.93 (m, 4H), 1.91 - 1.79 (m, 2H), 1.75 - 1.60
(m, 6H), 1.59 - 1.35 (m, 7H).

'H NMR (400 MHz, CDCly) & 8.57 (s, 1H),
o 7.75 - 7.54 (m, 21), 7.49 - 7.33 (m, 5H), 7.17

344 Ne (d, J = 7.4 Hz, 1H), 7.07 - 6.94 (m, 2H), 5.04 D
Y )_fq(@ - 4.44 (m, 3H), 4.07 - 3.85 (m, 7H), 3.51 -

2.85 (m, 3H), 1.37 - 1.22 (m, 3H).

339
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[1007]

345

o7 |

O
— N-N\ O
EWJH‘@-@

"H NMR (400 MHz, MeOD-d,) & 8.59 (d, J =
4.5 Hz, 1H), 7.85 (d, J] = 2.1 Hz, 1H), 7.80
(dd, J = 8.5, 2.1 Hz, 1H), 7.27 (d, J = 4.5 Hz,
1), 7.21 - 7.14 (m, 2H), 3.98 - 3.85 (m, 7TH),
3.78 - 3.67 (m, 4H), 2.77 - 2.63 (m, 4H), 2.51
- 236 (m, 111), 2.18 - 2.01 (m, 4H), 1.55 -
1.38 (m, 4H).

A

346

{5
gﬁj@’ ey

TH NMR (400 MHz, DMSO-dg) & 10.13 (s,
1H), 8.64 (d, J = 4.5 Hz, 1H), 7.97 (dd, J =
8.5, 2.1 Hz, 1H), 7.89 (d, J = 2.1 Hz, 1H),
7.70 - 7.63 (m, 2H), 7.43 (d, J = 4.5 Hz, 1H),
7.23 (s, 1H), 7.16 (d, J = 8.6 Hz, 1H), 7.03 -
6.96 (m, 2H), 5.19 (s, 2H), 3.90 - 3.81 (m,
6I1), 3.73 - 3.63 (m, 2H), 3.45 - 3.39 (m, 2H),
3.18 (s, 3H).

347

/N

"H NMR (400 MHz, CDCl;) & 8.56 (d, J = 4.4
Hz, 1H), 7.72 (dd, J = 8.4, 2.1 Hz, 1H), 7.68
(d, I = 2.1 Hz, 1), 7.09 (s, 1H), 7.03 (d, J =
8.5 Hz, 1H), 6.99 (d, J = 4.4 Hz, 1H), 4.74 -
4.65 (m, 1H), 4.54 - 4.46 (m, 1H), 4.00 - 3.94
(m, 6H), 3.00 - 2.85 (m, 2H), 2.77 - 2.67 (m,
1H), 2.46 - 2.37 (m, 1H), 1.15 (d, J = 6.3 Hz,
3H), 0.98 (d, J = 6.3 Hz, 3H).

348

"H NMR (400 MHz, CDCl;) § 8.57 (d, ] = 4.4
Hz, 1H), 7.66 (dd, J = 8.4, 1.6 Hz, 1H), 7.56
(d, J = 2.1 Hz, 1H), 7.45 - 7.39 (m, 3H), 7.38
- 7.32 (m, 2H), 7.21 (s, 1H), 7.06 - 6.94 (m,
2H), 4.86 - 4.22 (4H), 4.02 - 3.90 (m, 6H)
3.45 -3.30 (m, 1H), 3.09 - 2.96 (m, 1H), 1.44
-1.33 (m, 3H), 1.32 - 1.24 (m, 3H).

349

d

A
s}

"H NMR (400 MHz, CDCl;) 5 9.31 (d, J = 3.1
Hz, 1H), 8.65 - 8.60 (m, 2H), 7.85 (d, J = 2.1
Hz, 1H), 7.63 (dd, J = 8.4, 2.1 Hz, 1H), 7.43
(s, 1H), 7.28 - 7.22 (m, 2H), 7.10 (dd, J = 6.4,
2.1 Hz, 2H), 4.80 - 4.50 (m, 1H), 4.06 - 3.96
(m, 6H), 3.95 - 3.79 (m, 1H), 3.78 - 3.66 (m,
4H), 3.16 - 2.70 (m, 2H), 2.64 - 2.52 (m, 4H),
2.51 - 2.38 (m, IH), 2.06 - 1.74 (m, 2H), 1.56
- 1.35 (m, 2H).

350

O’ LY
Cé:?i evsy

'H NMR (400 MHz, DMSO-d6) & 8.67 (dd, J
=4.3,1.8 He, 1H), 7.83 - 7.70 (m, 2H), 7.53 -
7.46 (m, 2H), 7.38 (dd, J = 9.1, 4.3 Hz, 1H),
7.34 - 7.26 (m, 2H), 7.21 - 7.14 (m, 1H), 7.05
(d, J = 23.7 Hz, 1H), 4.77 - 4.24 (m, 3MH),
3.87 (s, 3H), 3.82 (s, 3H), 3.56 - 3.47 (m,
1H), 3.27 - 2.95 (m, 3H), 1.23 - 1.06 (m, 3H).

351

%;’i T

'H NMR (400 MHz, DMSO-d6) & 8.66 (dd, J
=4.2,23 Hz, 1H), 7.86 - 7.69 (m, 2H), 7.38
(dd, J = 9.6, 4.3 Hz, 1H), 7.34 - 7.24 (m, 4H),
7.22 - 7.13 (m, IH), 7.06 (d, ] = 24.2 Hz,
1), 4.62 - 4.25 (m, 3H), 3.94 - 3.72 (m, 6H),
3.51 -3.47 (m, 1H), 3.29 - 2.93 (m, 3H), 2.35
(s, 3H), 1.27 - 1.01 (m, 3H).
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'H NMR (400 MHz, DMSO-d6) & 8.70 - 8.63
(m, 1H), 7.85 - 7.72 (m, 3H), 7.46 - 7.35 (m,
2H), 7.23 - 7.12 (m, 2H), 7.07 (d, J = 23.6
Hz, 1H), 4.75 - 4.03 (m, 5H), 3.94 - 3.80 (m,
6H), 3.53 (dd, J = 13.5, 3.4 Hz, 1H), 3.20 -
3.00 (m, 1H), 1.31-1.12 (m, 3H).

353

'H NMR (400 MHz, DMSO-d6) & 8.67 (dd, J
=4.3, 1.6 Hz, 1H), 7.89 - 7.70 (m, 3H), 7.39
(dd, J = 8.8, 4.4 Hz, 1H), 7.20 (dd, J = 8.4,
3.9 Hz, 1H), 7.11 - 7.01 (m, 2H), 6.67 - 6.61
(m, 1H), 4.78 - 4.10 (m, 5H), 3.90 - 3.81 (m,
6H), 3.57 - 3.48 (m, 1H), 3.20 - 2.99 (m, 1H),
1.30-1.12 (m, 3H).

354

'H NMR (400 MHz, DMSO-d6) & 8.71 - 8.63
(m, 1H), 8.55 (d, J = 3.8 Hz, 1H), 7.89 - 7.70
(m, 2H), 7.52 - 7.35 (m, 3H), 7.30 - 7.16 (m,
3H), 7.14 - 7.02 (m, 1H), 6.94 (t, ] = 7.3 Hz,
1H), 4.59 - 4.27 (m, 3H), 4.06 - 3.97 (m, 1H),
3.95-3.82 (m, 6H), 3.52 - 3.40 (m, 1H), 3.32
-2.93 (m, 2H), 1.20 - 1.02 (m, 3H).

355

[1008]

'H NMR (400 MHz, DMSO-d6) & 8.65 (1, J =
4.3 Hz, 1H), 7.89 - 7.73 (m, 4H), 7.73 - 7.58
(m, 3H), 7.38 (dd, J = 10.9, 4.4 Hz, 1H), 7.19
(dd, J = 12.3, 8.6 Hz, 1H), 7.01 (d, J = 26.4
Hz, 1H), 4.46 - 3.97 (m, 3H), 3.95 - 3.77 (m,
6H), 3.77 - 3.58 (m, 1H), 3.31 - 3.07 (m, 2H),
2.99 -2.77 (m, 1H), 0.99 - 0.82 (m, 3H).

356

'H NMR (400 MHz, DMSO-d6) & 8.73 - 8.62
(m, 1H), 7.90 - 7.66 (m, 2H), 7.49 - 7.28 (m,
4H), 7.26 - 7.00 (m, 2H), 4.94 - 4.19 (m, 3H),
3.97 - 3.71 (m, 6H), 3.71 - 3.48 (m, 1H), 3.30
-2.90 (m, 3H), 1.32 - 1.02 (m, 3H).

i

'H NMR (400 MHz, DMSO-d6) & 8.76 - 8.59
(m, 3H), 7.90 - 7.64 (m, 2H), 7.50 - 7.30 (m,
3H), 7.26 - 6.98 (m, 2H), 4.93 - 4.15 (m, 4H),
3.95 - 3.68 (m, 6H), 3.65 - 3.46 (m, 1H), 3.19
-2.91 (m, 2H), 1.33 - 1.00 (m, 3H).

358

'H NMR (400 MHz, DMSO-d6) & 8.65 (d, J =
4.4 Hez, 1H), 7.84 - 7.74 (m, 2H), 7.37 (d, J =
4.5 Hz, 1H), 7.17 (d, J = 8.5 Hz, 1H), 7.01 (s,
1H), 4.54 - 4.31 (m, 2H), 3.91 - 3.82 (m, 6H),
2.89 -2.61 (m, 3I), 2.36 (t,J=12.2 Hz, 1H),
1.06 (d, J = 6.1 Hz, 3H), 0.91 (d, J = 6.0 Hz,
3H).

359

'H NMR (400 MHz, DMSO-d6) & 8.65 (d, J =
4.5 Hz, 1H), 7.84 - 7.73 (m, 2H), 7.37 (d, J
4.5 Hz, 1H), 7.18 (d, J = 8.5 Hz, 1), 7.00 (s,
1H), 3.97 - 3.65 (m, 8H), 3.53 - 3.42 (m, 2H),
3.22 - 3.05 (m, 2H), 1.06 (d, J = 6.5 Hz, 3H),
0.94 (d, J = 6.5 Hz, 3H).
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360

'H NMR (400 MHz, DMSO-d6) & 8.65 (d, J =
4.4 Hz, 1H), 7.91 - 7.70 (m, 2H), 7.37 (d, J =
4.5 Hz, 1H), 7.19 (d, T = 8.5 Hz, 1H), 6.99 (s,
1H), 4.73 - 3.97 (m, 2H), 3.94 - 3.75 (m, 6H),
3.29 - 3.01 (m, 4H), 1.30 (d, J = 6.9 Hz, 3H),
1.09 (d, T = 6.4 Hz, 3H).

361

"H NMR (400 MHz, DMSO-d6) & 8.64 (dd, J
= 6.3, 4.5 Hz, 1H), 7.85 - 7.64 (m, 2H), 7.36
(dd, J = 18.4, 4.4 Hz, 1H), 7.19 (dd, J = 12.2,
8.6 Hz, 1H), 6.99 (d, ] = 18.0 Hz, 1H), 3.92 -
3.82 (m, 6H), 3.80 - 3.50 (m, 4H), 2.84 - 2.73
(m, 2H), 0.56 - 0.45 (m, 2H), 0.42 - 0.34 (m,
21).

362

'"H NMR (400 MHz, DMSO-d6) & 8.65 (d, J =
4.4 Hz, 1H), 7.90 - 7.70 (m, 2H), 7.37 (t, J =
4.6 Hz, 1H), 7.18 (dd, J = 8.4, 5.9 Hz, 1H),
6.99 (s, 1H), 4.72 - 4.14 (m, 2H), 3.92 - 3.82
(m, 6H), 2.93 - 2.53 (m, 4H), 1.37 - 1.20 (m,
3H), 1.13 - 0.88 (m, 3H).

363
[1009]

‘H NMR (400 MHz, DMSO-d6) & 8.67 (d, J =
4.4 Hz, 1H), 7.83 - 7.74 (m, 1H), 7.71 (s,
H), 7.52 - 7.42 (m, 3H), 7.42 - 7.32 (m, 3H),
7.17 (d, J = 8.6 Hz, 1H), 7.08 (s, 1H), 4.59 -
4.21 (m, 3H), 3.87 (s, 3H), 3.80 (s, 3H), 3.52
- 3.40 (m, 2H), 3.18 - 3.07 (m, 1H), 1.34 -
1.04 (m, 6H).

364

'H NMR (400 MHz, DMSO-d6) & 8.74 - 8.57
(m, 1H), 7.97 - 7.70 (m, 2H), 7.57 - 7.27 (m,
6I), 7.20 (d, J = 7.3 Hz, 1H), 7.15 - 7.02 (m,
1H), 4.48 - 3.98 (m, 4H), 3.96 - 3.63 (m, 8H),
1.35 - 1.00 (m, 6H).

365

"I NMR (400 MHz, DMSO-d6) 8 8.71 - 8.60
(m, 1H), 7.87 (dd, J = 34.8, 7.5 Hz, 1H), 7.78
- 7.65 (m, 1H), 7.54 - 7.28 (m, 6H), 7.26 -
7.10 (m, 1H), 7.04 (dd, J = 24.4, 8.8 Hz, 1H),
5.00 - 4.49 (m, 1H), 4.38 - 4.08 (m, 2M), 4.00
- 3.68 (m, 6H), 3.63 - 3.43 (m, 1H), 3.32 -
3.11 (m, 2H), 1.35 - 1.06 (m, 6H).

366

'H NMR (400 MHz, DMSO-d6) & 8.67 (d, J =
4.4 Hz, 1H), 7.88 - 7.57 (m, 2H), 7.53 - 7.19
(m, 6H), 7.19 - 7.00 (m, 2H), 4.83 - 4.57 (m,
1H), 4.55 - 4.06 (m, 3H), 3.94 - 3.74 (m, 6H),
3.31 -2.84 (m, 2H), 1.23 - 0.93 (m, 6H).

367

'H NMR (400 MHz, DMSO-d6) & 8.69 - 8.62
(m, 1H), 7.95 - 7.64 (m, 2H), 7.53 - 7.29 (m,
6H), 7.23 - 7.11 (m, 1H), 7.09 - 7.00 (m, 1H),
4.07 - 3.53 (m, 12H), 1.02 - 0.42 (m, 4H).
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368

'H NMR (400 MHz, DMSO-d6) & 8.72 - 8.60
(m, 1H), 7.89 - 7.66 (m, 2H), 7.59 - 7.16 (m,
6I), 7.15 - 6.99 (m, 1H), 4.95 - 4.54 (m, 1H),
4.53 - 4.23 (m, 2H), 3.96 - 3.69 (m, 6H), 3.65
- 348 (m, 1H), 3.30 - 2.87 (m, 3H), 1.31 -
0.98 (m, 3H).

369

‘H NMR (400 MHz, DMSO-d6) & 8.65 (d, J =
3.3 Hz, 1H), 7.90 - 7.67 (m, 2H), 7.46 - 7.00
(m, 7H), 4.72 - 4.21 (m, 3H), 3.94 - 3.69 (m,
6H), 3.56 - 3.42 (m, 1H), 3.32 - 2.91 (m, 3H),
2.33 (s, 3H), 1.33 - 0.98 (m, 3H).

370

'H NMR (400 MHz, DMSO-d6) & 8.67 (dd, J
= 4.3, 1.9 Hz, 1H), 8.05 (d, J = 2.9 Hz, 1H),
7.87 - 7.69 (m, 3H), 7.39 (dd, J = 9.4, 4.4 Hz,
1), 7.19 (dd, J = 8.6, 3.7 Hz, 1H), 7.07 (d, J
= 22.3 Hz, IH), 6.69 (s, 1H), 4.62 - 3.96 (m,
3H), 3.94 - 3.80 (m, 6H), 3.48 (dd, J = 13.3,
3.1 Hz, 1H), 3.32 - 2.93 (m, 311), 1.28 - 1.08
(m, 3H).

371

'H NMR (400 MHz, DMSO-d6) 5 8.65 (d, J =
4.4 Hz, 1H), 7.86 - 7.72 (m, 2H), 7.39 (d, J =
4.4 Hz, 1H), 7.19 (dd, J = 11.5, 8.5 Hz, 1H),
7.01 (d, J = 2.1 Hz, 1H), 4.47 - 4.22 (m, 2H),
3.93 - 3.81 (m, 6H), 3.21 - 2.96 (m, 2H), 2.94
- 2.58 (m, 3H), 1.46 - 1.18 (m, 2H), 0.97 -
0.66 (m, 3H).

[1010]

872

"H NMR (400 MHz, DMSO-d6) & 8.68 - 8.62
(m, 1H), 7.86 - 7.71 (m, 2H), 7.38 (d, J = 4.5
Hz, 1H), 7.19 (t, J = 8.9 Hz, 1H), 7.00 (d, J =
4.5 Hz, 1H), 4.49 - 4.18 (m, 2H), 3.92 - 3.82
(m, 6H), 3.16 - 2.97 (m, 1H), 2.91 - 2.54 (m,
3H), 2.37 - 2.24 (m, 1H), 1.68 - 1.35 (m, 1H),
0.95(d, J = 6.6 Hz, 3H), 0.78 - 0.56 (m, 3H).

373

'"H NMR (400 MHz, DMSO-d6) & 8.65 (dd, J
=4.4,1.6 Hz, 1H), 7.85 - 7.71 (m, 2H), 7.37
(t, 7 = 4.6 Hz, 11), 7.18 (dd, ] = 11.9, 8.6 Iz,
1H), 7.00 (d, J = 3.1 Hz, 1H), 4.43 - 4.19 (m,
2H), 3.91 - 3.81 (m, 6H), 3.16 - 2.57 (m, 5H),
1.45 - 1.29 (m, 2H), 1.24 - 0.99 (m, 2H), 0.95
- 0.66 (m, 3H).

374

‘H NMR (400 MHz, DMSO-d6) d 8.65 (t, J =
4.3 Hz, 1H), 7.85 - 7.71 (m, 2H), 7.38 (dd, J
- 4.4, 1.4 Hz, 1H), 7.19 (d, J = 8.6 Hz, 1H),
7.00 (d, J = 9.0 Hz, 1H), 4.49 - 4.23 (m, 2H),
3.90 - 3.81 (m, 6H), 3.21 - 2.53 (m, 5H), 1.96
- 1.85 (m, 1H), 0.84 - -0.31 (m, 4H).

375

'H NMR (400 MHz, DMSO-d6) & 8.65 (d, J =
3.1 Hz, 1H), 7.91 - 7.64 (m, 2H), 7.45 - 7.30
(m, 6H), 7.29 - 6.98 (m, 2H), 4.80 - 4.21 (m,
3H), 3.99 - 3.63 (m, 6H), 3.61 - 3.42 (m, 1H),
3.31 - 2.85 (m, 3H), 1.80 - 1.39 (m, 2H), 0.83
- 0.33 (m, 3H).
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376

'H NMR (400 MHz, DMSO-d6) & 8.65 (dd, J
=12.3, 3.9 Hz, 1H), 7.88 - 7.66 (m, 2H), 7.53
- 7.33 (m, 6H), 7.28 - 7.03 (m, 2H), 4.82 -
4.15 (m, 3H), 3.95 - 3.71 (m, 6H), 3.67 - 3.42
(m, 1H), 3.29 - 2.84 (m, 3H), 2.11 - 1.90 (m,
1), 1.16 - 0.45 (m, 6H).

377

&S
5
°’8—\ R

'H NMR (400 MHz, DMSO-d6) & 8.66 (d, J =
3.4 Hz, 1H), 7.91 - 7.61 (m, 2H), 7.53 - 7.29
(m, 6H), 7.26 - 7.11 (m, 1H), 7.11 - 7.00 (m,
IH), 4.88 - 4.16 (m, 3H), 3.97 - 3.66 (m, 6H),
3.59 - 3.40 (m, 1H), 3.29 - 2.83 (m, 3H), 1.80
- 0.38 (m, 7TH).

378

o
>

'H NMR (400 MHz, DMSO-d6) & 8.66 (d, J =
4.4 Hz, 1), 7.88 - 7.68 (m, 2H), 7.51 - 7.33
(m, 6H), 7.23 - 7.13 (m, 1H), 7.06 (d, J =
19.0 Hz, 1H), 4.74 - 4.37 (m, 3H), 3.93 - 3.71
(m, 6H), 3.62 - 3.38 (m, 2H), 3.25 - 3.11 (m,
1H), 3.10 - 2.97 (m, 1H), 1.39 - 1.21 (m, 1H),
0.59 - 0.02 (m, 4H).

379

o
o:b%

'H NMR (400 MHz, DMSO-d6) & 8.66 (dd, J
=4.3,2.3 Hez, 1H), 7.86 - 7.70 (m, 3H), 7.67 -
7.61 (m, 1H), 7.38 (dd, J = 9.5, 4.4 Hz, 1H),
7.26 - 7.14 (m, 2H), 7.07 (d, J = 23.3 Hz,
1), 4.62 - 4.27 (m, 3H), 3.92 - 3.76 (m, 6H),
3.54 - 3.44 (m, 1H), 3.32 - 3.08 (m, 2H), 3.06
-2.93 (m, 1H), 1.25 - 1.06 (m, 3H).

[1011]

380

'H NMR (400 MHz, DMSO-d6) & 8.72 - 8.54
(m, 2H), 8.01 - 7.90 (m, 1H), 7.88 - 7.66 (m,
2H), 7.59 (d, J = 7.6 Hz, 1H), 7.54 - 7.44 (m,
1H), 7.44 - 7.32 (m, 1H), 7.27 - 7.00 (m, 2H),
4.94 - 455 (m, 1), 4.51 - 4.26 (m, 2H), 4.15
- 3.37 (m, 8H), 3.31 - 2.92 (m, 2H), 1.32 -
1.06 (m, 3H).

381

©
3
D

'H NMR (400 MHz, DMSO-d6) & 8.66 (dd, J
=11.8,3.9 Hz, 1I1), 7.90 - 7.76 (m, 1), 7.76
-7.63 (m, 1H), 7.44 - 7.14 (m, 5H), 7.09 (d, J
= 7.4 Hz, 1H), 7.03 (d, J = 8.8 Hz, 1H), 4.98 -
4.19 (m, 3H), 3.93 - 3.67 (m, 6H), 3.66 - 3.44
(m, 1H), 3.28 - 2.81 (m, 3H), 2.32 - 2.09 (m,
3H), 1.31 - 0.95 (m, 3H).

382

o
o~

&

'H NMR (400 MHz, DMSO-d6) & 8.74 - 8.59
(m, 3H), 7.93 - 7.65 (m, 3H), 7.56 - 7.44 (m,
1H), 7.43 - 7.32 (m, 1H), 7.27 - 7.12 (m, 1H),
7.06 (d, J] = 23.5 Hz, 1H), 4.95 - 4.16 (m,
3M), 3.99 - 3.66 (m, 611), 3.60 - 3.40 (m, 1H),
3.31-2.93 (m, 3H), 1.34 - 1.02 (m, 3H).

383

o
I o”
o
2
o:is__z

'H NMR (400 MHz, DMSO-d6) & 8.96 - 8.86
(m, 2H), 8.71 - 8.61 (m, 1H), 7.89 - 7.66 (m,
2M), 7.66 - 7.56 (m, 11), 7.44 - 7.32 (m, 1H),
7.27 - 7.00 (m, 2H), 4.92 - 4.56 (m, 1H), 4.50
- 4.23 (m, 2H), 3.95 - 3.72 (m, 6H), 3.71 -
3.55 (m, 1M), 3.28 - 2.93 (m, 3H), 1.32 - 1.06
(m, 3H).
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384

'H NMR (400 MHz, DMSO-d6) 8 8.71 - 8.61
(m, 2H), 7.90 - 7.74 (m, 4H), 7.57 - 7.50 (m,
1), 7.50 - 7.36 (m, 3H), 7.23 - 7.09 (m, 2H),
4.64 - 448 (m, 1H), 4.35 - 4.26 (m, 1H), 4.19
- 4.04 (m, 1H), 3.99 - 3.82 (m, 4H), 3.82 -
3.73 (m, 3H), 3.71 - 3.58 (m, 1H), 2.30 - 1.96
(m, 2H).

385

'H NMR (400 MHz, DMSO-d6) & 12.95 (s,
1H), 8.67 (d, J = 4.1 Hz, 1H), 7.88 - 7.70 (m,
2H), 7.43 - 7.34 (m, 1H), 7.27 (s, 1H), 7.24 -
7.16 (m, 1H), 7.14 - 7.02 (m, 2H), 6.23 - 5.63
(m, 1H), 4.94 - 4.51 (m, 2H), 4.51 - 4.23 (m,
2H), 3.92 - 3.80 (m, 6H), 3.66 - 3.48 (m, 1),
3.25 - 3.07 (m, 1H), 1.36 - 1.07 (m, 3H).

386

'"H NMR (400 Mz, DMSO-d6) & 8.66 (d, J =
4.0 Hz, 1H), 7.91 - 7.69 (m, 2H), 7.46 - 7.27
(m, 2H), 7.26 - 7.13 (m, 1H), 7.12 - 6.94 (m,
2M), 5.08 - 4.27 (m, 411), 3.94 - 3.73 (m, 9H),
3.21 -3.04 (m, 3H), 1.34 - 1.10 (m, 3H).

387
[1012]

"H NMR (400 MHz, DMSO-d6) 6 11.49 (s,
1H), 8.67 (dd, T = 4.3, 2.0 Hz, 1H), 7.89 -
7.69 (m, 2H), 7.39 (dd, J = 9.0, 4.4 Hz, 1H),
7.20 (dd, T = 8.6, 3.3 Hz, 1H), 7.07 (d, T =
24.1 Hz, 1H), 6.91 (s, 1H), 6.56 - 6.45 (m,
1H), 6.14 (s, 1H), 4.91 - 4.18 (m, 5H), 3.98 -
3.78 (m, 6H), 3.58 - 3.47 (m, 1H), 3.19 - 2.99
(m, 1H), 1.34 - 1.10 (m, 3H).

388

'H NMR (400 MHz, DMSO-d6) & 8.67 (dd, J
= 4.4, 2.3 Hz, 1H), 7.87 - 7.69 (m, 2H), 7.38
(dd, T = 9.4, 4.5 Hz, 1H), 7.19 (dd, J = 8.5,
3.9 Hz, 1H), 7.06 (d, J = 22.5 Hz, 1H), 6.94 -
6.88 (m, 1H), 6.36 - 6.30 (m, 1H), 6.07 - 6.01
(m, 1H), 4.78 - 4.04 (m, 5H), 3.91 - 3.81 (m,
6H), 3.66 (d, ] = 1.9 Hz, 3H), 3.52 - 3.42 (m,
1H), 3.17 - 2.94 (m, 1H), 1.27 - 1.09 (m, 3H).

389

'H NMR (400 MHz, DMSO0-d6) 6 9.17 - 9.07
(m, 1H), 8.73 - 8.63 (m, 1H), 7.88 - 7.67 (m,
2H), 7.44 - 7.33 (m, 1H), 7.26 - 7.01 (m, 2H),
6.91 - 6.83 (m, 1H), 4.92 - 4.07 (m, 5H), 3.92
- 3.76 (m, 6H), 3.64 - 3.43 (m, 1H), 3.27 -
2.93 (m, 1H), 1.28 - 1.12 (m, 3H).

390

"H NMR (400 MHz, DMSO-d6) & 11.65 -
11.59 (m, 1H), 8.67 (dd, J = 4.4, 2.5 Hz, 1H),
7.87 - 7.71 (m, 2H), 7.61 (d, T = 8.0 Hz, 1H),
7.47 - 7.37 (m, 2H), 7.24 - 7.16 (m, 2H), 7.14
- 7.02 (m, 2H), 6.82 (d, ] = 8.0 Hz, 1H), 4.94
- 4.25 (m, SH), 3.92 - 3.81 (m, 6H), 3.57 (dd,
J = 13.6, 3.6 Hz, 1H), 3.24 - 3.05 (m, 1H),
1.35 - 1.16 (m, 3H).
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207/217 Tl




CN 116348468 A

" BB B

208/217 Tl

391

'H NMR (400 MHz, DMSO-d6) & 8.76 (s,
1H), 8.67 (d, ] = 4.3 Hz, 1H), 7.89 - 7.67 (m,
2H), 7.39 (dd, J = 9.4, 4.4 Hz, 1H), 7.26 -
7.13 (m, 1H), 7.08 (d, J = 24.6 Hz, 1H), 6.96 |D
(s, 1H), 4.91 - 3.97 (m, 4H), 3.93 - 3.74 (m,
6H), 3.64 - 3.45 (m, 1H), 3.25 - 2.93 (m, 2H),
1.36 - 1.09 (m, 3H).

392

"H NMR (400 MHz, DMSO-d6) & 8.67 (dd, J
= 4.3, 1.8 Hz, 1H), 8.61 (s, 1H), 8.56 - 8.51
(m, 1H), 7.85 - 7.71 (m, 2H), 7.38 (dd, J =
9.4, 4.5 Hz, 1H), 7.23 - 7.16 (m, 1H), 7.07 (d, |D
J =24.2 Hz, 1H), 4.96 - 4.23 (m, 5H), 3.91 -
3.80 (m, 6H), 3.60 - 3.44 (m, 1H), 3.22 - 2.91
(m, 1H), 1.28 - 1.09 (m, 3H).

[1o131 |73

'"H NMR (400 MHz, DMSO-d6) 5 8.67 (dd, J
- 4.4, 1.6 Hz, 1H), 7.86 - 7.71 (m, 2H), 7.39
(dd, J = 8.6, 4.5 Hz, 1H), 7.20 (dd, J = 8.5,
3.6 Hz, 1H), 7.07 (d, J = 22.7 Hz, 1H), 6.90
(t, T = 3.9 Hz, 1H), 6.26 (d, J = 3.3 Hz, 1H),
4.80 - 4.10 (m, 5H), 3.91 - 3.81 (m, 6H), 3.52
(dd, J = 14.3, 3.9 Hz, 1H), 3.20 - 2.98 (m,
1H), 2.32 (s, 3H), 1.30 - 1.11 (m, 3H).

394

%

"H NMR (400 MHz, DMSO-d6) o 8.67 (dd, J
— 4.3, 1.7 Hz, 1H), 7.86 - 7.71 (m, 3H), 7.70 -
7.63 (m, 1H), 7.50 - 7.31 (m, 4H), 7.19 (dd, J
= 8.3, 3.4 Hz, 1H), 7.09 (d, J = 23.8 Hz, 1H),|D
4.84 - 4.13 (m, 5H), 3.91 - 3.78 (m, 6H), 3.63
- 3.52 (m, 1H), 3.24 - 3.02 (m, 1H), 1.36 -
1.14 (m, 3H).

395

o]

'H NMR (400 MMz, DMSO-d6) & 8.67 (dd, J
= 4.3, 2.8 Hz, 1H), 8.07 - 8.00 (m, 1H), 7.97 -
7.90 (m, 1H), 7.86 - 7.70 (m, 3H), 7.51 - 7.42
(m, 2H), 7.39 (dd, J = 10.0, 4.5 Hz, 1H), 7.19
(dd, J = 8.4, 5.1 Hz, 1H), 7.08 (d, J = 23.0
Hz, 1H), 4.79 - 4.09 (m, 5H), 3.88 - 3.79 (m,
6H), 3.58 (dd, J = 13.3, 3.0 Hz, 1H), 3.24 -
3.03 (m, 1H), 1.33 - 1.14 (m, 3H).

F3B: oM. RAERREFE RF &

e

#H

—M &

AR (F R

[1014]

o7
Q

"H NMR (400 MHz, CDCl3) & 8.76 (s, 1H), 8.58 (d,
T=4.3 Hz, 1H), 7.70 - 7.65 (m, 2H), 7.62 - 7.57 (m,
2H), 7.40 (s, 1H), 7.10 (d, ] = 8.2 Hz, 1H), 7.02(d, |C
T=4.4Hz, 1H), 6.93 - 6.88 (m, 2H), 4.09 - 3.95 (m,
8H), 1.42 (1, ] = 7.0 Hz, 3H).

Z N N\ o]
W )d
0"
o

o]

-N
IO
\.N = OH

'"H NMR (400 MHz, DMSO-d¢) & 13.35 (s, 1H),
8.67(d,J = 4.4 Hz, 1H),7.90 (dd, T=8.5,2.1 Hz, |A
1H), 7.79 (d, T = 2.1 Hz, 1H), 7.44 (d, T= 4.4 Hz, |(F#4]1)
1H), 7.25 - 7.15 (m, 2H), 3.89 (s, 3H), 3.86 (s, 3H).
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O/ | .
o H NMR (400 MHz, DMSO-dq) 8 10.59 (s, 1H),
y 8.71(d, J = 4.5 Hz, 1H), 8.05 - 7.94 (m, 6H), 7.51 |,
04 (d,J=4.5Hz, 1H), 7.34 (s, 1H), 723 (d, =86 |~
oS O ¢ Hz, 1H), 3.93 - 3.89 (m, 611), 3.85 (s, 3H).
N H -
\
d » 'H NMR (400 MHz, DMSO-dq) 8 10.35 (s, 1H),
& F 8,69 (d,J=4.5Hz, 1H), 8.02 (dd, J = 8.5, 1.9 Hz,
267 = ,@1 1H), 7.94 (d, J = 1.9 Hz, 1), 7.84 (dd, = 9.0,5.0 |B
NN Hz, 2H), 7.49 (d, T = 4.5 Hz, 1H), 7.29 (s, 1H), 7.26
B -7.12 (m, 3H), 3.96 - 3.81 (m, 6H).
=N
'H NMR (400 Mz, DMSO-dq) 5 10.11 (s, 1H),
8.73 (d, ] = 4.4 iz, 1H), 8.28-8.26 (m, 2H), 7.69-
300 AN D 7.65 (m, SH), 7.43 (d, T = 4.4 Hz, 1H), 7.31 (s, 1H), |C
10 —  |6.95-6.92 (m, 2H), 4.02 (q,J = 7.0 Hz, 2H), 1.33 (t,
HN d 7=7.0 Hz, 3H).
[1015] |
H NMR (400 MHz, DMSO-dy) 8 10.57 (s, 1H),
- 8.75 (d, J = 4.4 Hz, 1H), 8.29-8.26 (m, 2H), 8.00- | .
NN P . 7.98 (m, 4H), 7.68-7.66 (m, 3H), 7.45 (d, J = 4.4
NP HN_@_« Hz, 1H), 7.38 (s, 1H), 3.85 (s, 3H).
0_
O/ |
0 'H NMR (400 MHz, DMSO-dg) 8 10.19 (s, 1H),
8.69 (d, T = 4.5 Hz, 1H), 8.02 (dd, ] = 8.5, 2.1 Hz,
310 1H), 7.94 (d, J = 2.1 Hz, 1), 7.49-7.48 (m, 2f),  |C
AN O 0 7.27-7.21 (m, 3H), 6.93 (d, J = 8.4 Hz, 1H), 6.03 (s,
.k 3 |2H),3.92-3.89 (m, 6H).
HN o
d % g "H NMR (400 MHz, DMSO-dg) 3 10.59 (s, 1H),
o o~ |8.70(d, J=4.5 Hz, 1H), 8.09 - 7.90 (m, 6H), 7.50
334 - (d,T=4.5Hz, 1H), 7.34 (s, 1H), 722(d, 1=8.6  |C
) N’}j‘\ N Hz, 1H), 4.31 (q, 1 = 7.1 Hz, 2H), 3.98 - 3.86 (m,
— 6H), 1.33 (t, T = 7.1 Hz, 3H).
[1016]  SLjitif3 : b & W I i IR R 22 it (PBS) 5 i E
(10171 e}
[1018]  #R#E N HIH AW & PBSTE (pH 7.5) FF T 4ph&f
KA TE
[1019] 81% 0.0667M Na,HPO, 162 mL
19% 0.0667 M NaH,PO, 38 mL
NaCl 08¢
[1020] R4k -S4 L0 . Smg/mLIEf# T-PBS (pH 7.5) A1, FF I8 E90min o 8 i%PBSVATR K X

1H340.45.1.2.5.0in Ay E S 2k e B b T vk .

[10211  4p#
[1022]
[1023]  #i¥x
[1024]

8 FHILC-MS/MS L 4 B R (e A T 52 TR A 0 O T P

ml) F4).5) ; (B) /&F5100<B<10,000ng/mL; 1 (C) j& 5 < < < <B<10,0.
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CN 116348468 A 210/217
F 410440 9 PBSIE R Z
et | EMALE | LY | BRERE | et | ERALE
I Vo %5
l C 2 C 3 C
6 C 7 C 8 C
9 B 10 B 11 C
12 C 14 B 15 C
16 A 17 C 18 C
19 A 21 A 28 C
31 C 32 C 33 C
34 C 36 B 39 C
41 C 42 C 43 ¢
46 C 47 C 48 C
51 C 55 C 56 C
57 C 58 [ 62 B
63 B 65 C 69 A
72 A VE B 75 A
[1025] 76 B 85 A 86 A
92 C 96 B 97 B
100 B 105 C 106 C
109 C 114 C 121 C
125 C 126 B 127 C
130 C 131 C 132 W
133 C 135 C 136 C
139 C 140 C 141 C
142 C 144 C 145 B
146 C 147 C 149 A
151 A 156 B 157 C
158 C 159 B 160 C
161 B 163 C 164 C
165 C 166 C 167 C
168 C 169 C 170 B
178 A 186 A 204 C
210 B 212 B 256 C
257 C 259 B 271 L
272 C 273 C 274 C
276 C ¥T7 C 280 C
[1026] 281 C 282 C 283 C
284 B
[1027]  SZjitify4 - T 40 fK YEP o3 AT
[1028]  APRIAICH%
[1029] FMEZE (Forskolin,Tocris cat.#1099) . —HFE VAN (Sigma cat.#D4540) .FLUO

star Omegafi##riX (BMG Labtech,Ortenberg,Germany) -MARSZ 5 7 #r B A4 (BMG
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Labtech) \GraphPad Prism 5(GraphPadSoftware,Inc.)

[1030]  ZHpfudsFEsktE

[1031]  #y g RiE N B A BYCFTRAN X A ) 4% 48 YFP-H148Q/T152L 1) H [ 6 B P 5 (CHO-
K1) 4 FFE#P 78 A 10% FBS.2mMA & M % - 100 AL /m] 75 5% 2% A1 100ung/m1 4 55 25 1)
Dulbeccof B Eagle®% 724k (DMEM) A K,

[1032] sEIGFRFF

[1033] ¥ 3Rk N EFAE RCPTRAN ) AL )AL ISR YFP-H148Q/ T152Lf o [ £ B3, P 25 (CHO-K1)
AR L2 X 10 SR/ FLEE Al T 96 LI S FLAR F , IR AEST C R 9748/ o SR 5, 554 L PBS
TBVESUFFAE AL AR INL00uL PBS 44 Bk 2 ML &4 (100X) ¥ b T &AL 72
3T CHEEFR1047 % ARHE LR 2P IR, 7E37°C HFLUO star Omegali§bn {3 I & 52 8 ik CFTRIE TE 1)
I BN FIYFPR S 5

[1034] i) JLAh2FD;

[1035]  i1i)¥4100uLit140mM T ¥R INERAL

[1036]  iii)6FDJEIFURYFPIEIGAE S & ; DL &

[1037]  iv) Z J5430. 4FDHEAT 149015 S A

[1038]  FERFANURE R 2OE(E T 8HE 13—t KRR Bk 2 (20uM) R IGE S1EA
100 % 3 11 o — 2N = A HEAT S50 H A HEAT 1 2 - FIMARS #5488 73 #fr £ (BMG Labtech) 1
GraphPad Prism 51H5EC, fH.

[1039] %

[1040] LG WIHIEC, B VE N T R R EC,, (nM) MR VE ]« (A) /2 FREC,,<200nM;
(B) £ 45200<EC,,<2000nM; LA % (C) 52 HEEC,,=2000 nM,
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[1041]

£5-3L F 14 YFP 5 #7 (ECso)

woH ) e
wy | varm | CEF L owmmm | T RARE
1 A 2 & i N
4 B 5 C 6 &
7 B 8 e 2 =
10 A 11 A 12 B
13 B 14 B 15 A
16 C 17 A 18 B
19 C 20 B 21 C
22 C 23 G 24 C
25 C 26 B 27 C
= A 20 C 30 C
31 A 32 A 33 B
34 A 35 6 o B
37 C 38 B 39 B
40 C 41 8 = 2
43 A 44 L, 45 £
46 A 47 — 18 A
49 B 50 & L 2
53 B 54 = 33 &
56 A 57 a 58 a
59 A 60 2 o1 ‘
62 B 63 L 64 A
65 A 68 s L K
70 C 71 C 72 B
73 B 74 L 75 =
76 B 77 = 78 c
80 C 81 C L ¢
83 C 84 s 85 2
86 B 87 = 58 :
89 C 90 o 91 C
92 A 93 = 24 <
95 C 96 B o7 L
08 C 99 C 100 B
101 C 102 C 103 C
104 C 105 A 106 =
107 C 108 C s X
110 B 111 B 112 A
113 A 114 A 115 =
116 B 117 C 118 C
119 B 120 A 121 5
122 A 123 C 124 A
125 A 126 = 127 N
128 A 129 B 130 A
131 A 132 A 133 A
134 A 135 A 136 A
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[1042]

137 B 138 C 139 A
140 A 141 A 142 A
144 A 145 B 146 A
147 A 148 C 149 B
150 C 151 A 152 B
153 B 154 B 155 C
156 A 157 A 158 A
159 B 160 B 161 B
162 C 163 B 164 A
165 B 166 B 167 A
168 B 169 A 170 A
171 A 172 A 173 A
174 A 175 A 176 C
177 C 178 B 179 C
180 C 181 C 182 C
183 B 184 B 185 B
186 A 187 C 188 C
189 A 190 B 191 A
192 A 193 A 194 A
195 B 196 B 197 B
198 A 199 B 200 A
201 C 202 C 203 C
204 A 205 A 206 B
207 B 208 C 209 A
210 A 211 B 212 A
213 C 214 C 215 C
216 C 217 C 218 C
219 |5 220 C 221 C
222 C 223 C 224 C
225 C 226 C 227 A
228 A 229 A 230 A
231 C 232 C 233 C
234 C 235 C 236 C
237 C 238 & 239 &
240 C 241 C 242 A
243 B 244 A 245 C
246 B 247 B 248 C
249 C 250 B 251 B
252 C 253 B 254 C
255 A 256 A 257 A
258 A 259 B 260 B
261 B 262 B 263 B
264 C 265 C 266 A
267 A 268 A 269 A
270 A 271 A 272 A
273 A 274 A 275 A
276 A 277 A 278 C
279 C 280 A 281 A
282 A 283 B 284 A
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285 A 286 A 287 B
288 G 289 A 290 B
291 C 292 A 293 C
294 C 295 C 296 C
297 C 298 C 299 &
300 C 301 C 302 C
303 G 304 C 305 C
306 C 307 B 308 B
309 A 310 A 311 A
312 A 313 C 314 A
315 C 316 C 317 B
318 B 319 B 320 B
321 B 322 C 323 C
324 C 325 A 326 B
327 A 328 B 329 A
330 B 331 B 332 B
333 C 334 A 335 A

[1043] 336 B 337 C 338 A
339 C 340 C 341 C
342 B 343 C 344 B
345 C 346 A 347 C
348 B 349 A 350 A
351 A 352 A 353 A
354 A 355 A 356 A
357 B 358 B 359 B
360 B 361 B 362 B
363 A 364 A 365 A
366 A 367 A 368 A
369 A 370 A 371 B
372 B 373 B 374 B
375 A 376 A 377 A
378 A 379 A 380 A
381 A 382 A 383 B
384 A

[1044]  SEjitafs5 - Ji i PR

[1045]  #PELANEER

[1046] FHEZE (Tocris cat.#1099) ~CFTR, ,-172 (Tocris cat.#3430) .FAHEEZKB
(Tocris cat.#6930) . ~H W (Sigma cat.#D4540) \EVC4000% J@Ii&EV/ T (World
Precision Instruments,Sarasota,FL) .PowerLab 4/35(AD Instruments,Castle Hill,
Australia) .Labchart Pro 7.GraphPad Prism 5(GraphPad Software,Inc.) .

[1047]  4Hfiuss %

[1048]  Kik NBFAERICFTRIUFisher K5 FFUIRAR (FRT) L HALlan Verkmanfd == ChMIoK
ZIHE R 324, HEAEANFTE A 10%  FBS. 2mMA Z Bk % 1004 B4 /m1 75 8% R A11000g /m1
A7 2% DMEM/F1285 9% 3 (1: 1) A K.

[1049]  SEERFEY

[1050] 54 FIACFTRIJFRTAH AL ) Snapwe l 1ifi A4 %5 T L= (Ussing chamber)
(Physiologic Instruments,San Diego,CA) . T v i 7o i - Cl ISR, LA S JE SR AMIIA 78
THHCO, 22 Ml DA™= A5 b R () C1 Ak B (T0i o , 64mM s 2 e A, 129mM) , HL 3% 58 Ji A s
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250ug/mL i P B K BREAT B AL 5 40 M R0 20min e WA FRAE3TC HI95% 0,/5% CO, il <.
K BMEER AL S PRICETR, | - 172450 22 2 TS V4 A0 IR AU ¥« FHEVC4000%2
JEIEV/ 145 (World Precision Instruments,Sarasota,FL) & 10 um 5 By A58 B B U, O
{§i F{PowerLab 4/35 (AD Instruments,Castle Hill,Australia) ic3% . WO BE S35 31 FHAD
InstrumentsREEH M Labchart Pro T RAEZR 40z A B ER (20uM) FIE 5
YE RN IH— 4 100 % 35 14 , 7F FGraphPad Prism Sﬂ‘ﬁECSOO

[1051]  %¥s

[1052]  EC, W 3E FEIVC sl T F 61 .EC, , (nM) W BEVE = (A) /2 45EC,,<200nM; (B) /Z#5200
<EC,,<2000nM; L1 & (C) & 6EC,,=2000nM.

#&6: $%4ARF(ECs)

et | RERE | AsY | RERE | 4éH REEH
L] %5 L]

2 B 3 A 6 A

7 C 8 B 9 C

10 B 1 A 12 C
14 C 15 A 17 A
(1053) 28 A 31 A 33 C
36 C 41 B 69 C
72 C 78 B 86 C
96 C 97 B 100 B
105 B 106 C 111 C
126 C 127 B 129 C
130 B 131 A 132 B
133 A 135 A 136 A
137 B 140 A 141 A

&6: 4339 AR E(ECs)
e RETEE WA | REEE | b4 RERHE

%5 %5 %5
142 A 144 A 146 A
147 A 149 C 151 B
[1054] 158 A 159 B 186 B
197 B 198 A 200 A
205 A 210 B 312 B
256 A 257 B 259 B
271 A 274 A 277 A
280 A 285 A 289 A

[1055] S jita f51)6 - A= 155 22 Bk 75 5 VRN VB A R sl A5 284 i fG CF TR 15 711

(10561 1hbs SEZ it 91 31F S 78 Q1 BH 2R B 45 5 -3 (R VE U AR ek /D A5 28 o, 25 T CRTRIA 1 AL &
P/ B AR IE AR AR 12 A

[1057] @

[1058] i -G A WL CETBL/ 6HEME /N R

240



N 116348468 A W OB P 216/217 7

[1059] KRB BRI R E 4 Sigma Aldrich(Cat No.S0929) , VAR T EhK b, HAefd
FH K

[1060]  Zone-QuickMy4l 2k (phenol red thread) 3k EMenicon.

[1061] il &R #h 22w #h7K (PBS, pH 7.5,17%0.0667M NaH,P0,/83%0.066M Na,HPO,) .
[1062] 4 F T~ 1 SRS b B IAAAY S 0 AAAE &5 1 %6 TS PR I PBS Hy

[1063]  — R3VKEZ FyES AR B0 (0. 2m] 2. 5mg/mLyAR) LAZE /D B 4 35 S IR AR s
b TRV A AL S P B E A P ) BRI — DR 3% Ry il e FH T RUHR o £E 25 24 i (At ZK
) R Je — VRO FH 4R B 2 AR IR P YA 170 P 30 5 7y 20 28 ) 8 Y A R o e 3 Y e Py 41
AR AL LK FEIRIT 45 R B e (R R an B L 7 o

[1064] 455

[1065] 527K, vE5 75 B 25 B /)N BRI TRV 292> 22 Bl 7K [ 2950 % o AHE T A2 B4
TEIT /NG i — S0 Ak S A /N BR B TR s> B R TR

[1066] WAL &I TT 40 HNEBAR IR S8 P06 57 AL THRARRR ) EL 224 D 45 R E
TR PRSI AP IR, TS FH T 35148

R0 RARARIR AR 2k R
ERARAR GG LR TR RARARE PL R BRI LR
A y A A
“fgf MR 5 ";"f AR5 ‘;"f MRAAH 5
BA-H) A7) HA-H)
2 1.40 3 1.20 6 1.58
9 1.16 10 1.89 15 1.29
36 1.23 69 0.76 72 1.06
[1067] 96 1.35 97 0.95 126 0.97
140 1.48 141 1.34 144 1.18
147 1.03 149 1.26 151 1.40
158 1.40 159 2.11 186 1.05
197 1.18 205 1.12 210 1.43
212 1.43 257 1.16 259 0.94
271 1.17 373 1.14 273 0.80
274 1.07 276 121 280 1.32

[1068]  siifsl 7 : \B#E — a4 (PDE4) $1i
[1069]  SLEG /T

[1070] v} [E A % ZHPDE4A1A PDE4B1.PDE4CIFIPDEAD2 43 HIFE # i £ 4H il (E& HRSTOZH M ,
BPS Bioscience) &k . 10uMilll itk &Y i) 520ng/m1 PDE4A1AE 4ng/ml PDE4B1
5¢8ng/ml PDE4C155ng/ml PDEAD2ESFETris-HC1ZEF¥K (pH 7.2) FRTE25CTiRE 7 15704k
ANIR100nMEE S 2 (FAM) A3ic B cAMPHEAT 53 403040 % (355 7= T LA J5 BB fie S L, 28 JE A
IMAPLS & I AL AL S o BT & A% IR b (O BRIR A 141 (1 TMAP . 5 ) JE 1 PDE
S R ERORAZ R 2 4E o 8 B2 R4 7 0nm/ 525nmA (15 6 43 e 6 BE 5 5 e T R 2 A
YO

[1071] ;&_}E

(10721  PDE4HI BRI S T R 28 . PDE4IH] (% , 10uMAb) Y& = (A) /&4 =80% 4 ;
(B) A& 4550 % < HNH <80 % ; M1 (C) /& 45 <50 % I
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A 8- ABEER — B B34 (WPDE4)37 4]
10 uMAL & #7458 B %
wehks PDE4A1A PDE4B1 PDE4C1 PDE4D2
[1073] - C C C C
10 A A A A
11 A A A A
12 A B B B
15 A A A A
33 B B C B
41 A A A A
96 A A B A
97 A A A A
105 A A A A
129 A A A A
135 A A A A
136 A A A A
144 A A A A
147 A A A A
151 A A A A
[1074] 192 A A A A
194 A A A A
198 A A A A
205 A A A A
210 A A A A
239 & C C C
257 A A A A
287 B B C B
323 C B C C
352 A A A A
355 A A A A
380 A A B A
384 A A B A

[1075] 7.2 [RF¥AE 5 H I

[1076] R TSk it 5 A 2 P BAR STt 7 S AR B HH IR A8 K B, (HAH DG4
S AR N G 3 m) g JEG A P TR SR A T A H 22 o 5 AR T AN 7 1285 A K B [P A RS L
[1077]  ARULHA P IE S 51 A G FT A 22 SOk IR BCE FIRTE RIS B T B B I7E b
HAen @ gl AR,
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