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[0106] 75 [, ARART IR 48 e N 4 St AE IS PE Uik (i, 8056 ) AU, fE K &2
9
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o

[0107] Ptk &4 (V) A DIAE N & 1 7= 5 A5 2, 80T DU A S i A s 3 e 1 7
A28,

[0108]  FHPE % | WM BN T &4 (T11) w] DAl 2, i, it Bon T4 4
WP IR T 148 ) 4%

[0109] [ & 4]

fo110] [ k2% 6]
[0111]

Gl Ng_Cl RNH, Gl Ny H‘RS
v v

# A

e e

(1
[o112] i R® F0 R 2 BT E .

[0113]  Pridfb&4 (I1D) AT LA A2 AR oh A, G 0o 22, FEms i A0 ) K47 7E
T B (RNH) 518 5 B/RUE, Rk S 1 £ 1.5 B/RMER 2,4- —5 -1, 3,
5— =RV,

[0114] PR S50 mT LURATA R, OB S X i R N TR, JF HAS B R 7 R,
AT R R e AT A A A 328 A AT FH 1T o

[0115]  JTi e Ml RO 2 0°C 22 200°C, MLt b2 10°C 22 100°C o Pridk e W ) AS H
kb2 BRI, - BLITIR 0. 2 /NI 48 ZINISF IR S N I TR) 38 85 s Al 28451 U BH , FHBTIR 1 /Nisf 2
36 /NS ERY S IR TR A A A DAy DA 32 ) S A7) i 218491 43 B

[o116]  2,4- —%& -1,3,5- =M RIHATAY), H2 JUBHr) 75 8 4, W] DUE 5 T 8 107 i 49
), T DO L A A VA BRI BT ES R B (RONH,) Rn] DUVE 9 i85 (17 15 2
i ] DA A 2ok 28 S i 7 VR BRI & T i A 3.

[0117]  HA R AR FRIAKR LAY (1) tn] LI H %, 4, R ¥ 77 & 5 Bl %
[o118] [ H% 5]

[o119] [ 4b2%X 7]

’

[0120]
HNG N
*m3
Y R
o NH, o
| VI H
R1JJ\N/©W/N¢\\/N\ > R‘I/U\N IN\ N‘RS
FL5 RZ O F'{5 R2 N\,rrN
(V1) m R

[0121] P R, R®, R, R0 R /2l B Ao U, R REUR T

[0122]  Fridfb &4 (1) TLAUT R 3R] AEAHLEFIT, EREIAAAE T, @ pridie &4

(VI) 5 1 &5 BE/RYE, ity | 2 1.5 B/RYERITRLEY (VI RN,

[0123] Pl m] LURARATE T, B e T b ) N2 MR, 3 BAS HAR A2 PR,
10
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AN AT L A b g A5 18

[0124] {5 FH A BT Al ) 2 ) 4 56 B Il LT, R T T, ARURC T e ] LR A e
B AT 1

[0125] i e VAR FE I8 A2 0°C 32 200°C, AL 10°C A 100°C o FTidk e W I R AN H
PR A7 BRG], JF HIEHE 2 0. 2 /NI A2 48 /NI, Rl 1 /NI 22 36 /NI 1R BTk e S8 I RS2 4 A A
DI 1R S A5 T 28491 3 BH

[o126]  JiriR4b&4 (VIT) W] DAAE G & 10 15 21, 8] LS A F1 K 5 EBORE & 1
TIEAR R,

[0127]  FHAEEEGEM BN FTRILEY) (VD) J7 % 5 n] LURE 64, i, d i Bos T 74 6 11
TTiER &

[0128] [ HZ 6]

[o129] [ {k2%K 8]

[0130]
1) R'COOH or R'COCI 0 I
HNJ::;:L\"/N'42 2 | kaNJi;]\WNQ/N\
ls R2 O WL ks R2 O
VIl OMe VD)
[0131] =

[0132]  HA RY, R?, I R® &t b X1,

[0133] PRtk &4 (VI) W CLAn Rkl @i A4 (Rl fdz (Vi1 S5%Rm®
(R'COOH) skIE&L (R'COCT) S MNAFHENN ) 5 N, N- - FI 5L A A — PR L4 S v o

[0134]  FEATIREERGAL S N R, 5 TR 77 28 2 B R4k 2 () FI0 2 A1 AR 1] F4) 2% A mT LAt A
o FIRIRAF e NZ W] LAUT R A3 30 AR HLE R 8RB 8 F iR s ) G 00, i
51 & 10 BER BB N, N- L L — F I S M

[0135]  FIR¥EFImT LISRATA 50, OB S X AT id [ N MR, JF AN B R A7 R,
FHTHF B LR DU A A8 11

[0136]  Arid S Myl FE I 2 0°C 2 200°C, AL 10°C A 100°C . BTk S 3 i e A H.
P2 B, F ELE S 2 0. 2 /NP AR 48 /NET, Bl 1 /B 22 36 ZNB IR BT I S R B ()2 4 A
DI R S A T 28490 U BH o A2 8 B DA 5 IO P DB R A 4R A T e St o

[0137] Pkl (VITI) W] AR A 78 (17> S A4 21, 0T LR 23 0 ) 77 v sUR 35 & 1 7
S CE P

[0138] AU BAALAY (1) n] LgE &, a0, AR 7 %8 7 Bl 2% -

[0139] [ HE 7]

[o140] [ fk2%sK 9]

[0141]

11
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RS R* N RS R* N
A e
(1X) )

[o142]  HA R, R%, R®, R, MR &4 BT Ui o
[0143] AR BHAL-&4 (1) 7T LLAD T 8 & 8 o % (IX) F1iR R (R'COOH) X Bk &
(R'COCL) LB IEA SN o FITIR B REAL S5 I 1) 45 A5 ZEAR I i BT 977 28 2 A2 Briddb
EH (D) BTl 5 AR LS 22 A R 1
[0144]  FAETT 2 7 WRIEF BRI T RE (IX) ] DA il o5, B, i@ i SR T 7% 8
[ J7 1 40 %
[0145] [ K% 8]
[o146] [ fk2%:K 10]

y O
H 1 2, R? H
| | \|/ | | \(
N N
4 4

[0147]
L &
H
o, CIYN\ N.pa N R,
HN W I\{ ?u/ HI‘I\I TSR
l 2 = 5 R? NN
R5 R Y R
R4 j/4

R
(V) (1 (IX)

[0148] A R, R%, RS, R®, 0O W 2401 b s X

[o140]  PrRtb& 4 (IX) ] BLAn 4 i 4 i pridi &4 (V) S5prdib&4 (111)
AT (AT SAREE ) Ko

[0150]  FEREAT T IRACHE R N, Prid Ak &4 (IX) ] DLAn T 4 il 2% AR 4 75 22, 1@t T
LRI B R i Ak &) (IV) Iz 5L A, id Y44 08 0 2 TA LG U 22 1
Jiike flhn, I Re 2, 8 E R B ORI SR O, ik B e B2 ik ik &) (V) 12
JEFEMA [T. W.Greene, Protective Groups in Organic Synthesis 3rd Edition, John
Wiley&Sons, Inc. , 19991 FUASEEIE ART AW, BT i SE2E AT 29 2 riddk 54 (IV) 12
SR AT

[0151]  Jrikik&4 (IV) m] CLVEN W& 1™ w453 2, 30nT BLE I 2 H1 ) 5 i B0R 3 & 19
TR,

[o152]  FHAETT & 3 B R TRtk &4 (V) W] LAR 25, o, i Bos T 7 % 9 7
ERE I

[0153] [ 75% 9]

[o154] [ 4k 11]

[0155]

12



CN 104169260 A OB B 11/170 T2

(X) (X1) (V)

[o156] AP R', R, R®, AT X S22 41 B A e SR

[0157]  Friktib&4 (V) RTLAUT R 152 AR PRI, 7068 R4E AR R A7 72 T, 18
RHEEEE (X) 5 1 2 5 BER Y a, FiiEH 2 1.5 & 3 BE/R U E N EaY XD .
[0158]  JITIRSFHI AT LU AR5, B E TBT iR S 2 T, BAS B kb <2 PR,
1 DMSO R DL A G b g A5 FH 1)

[0159]  FEREAT Tl B IR S N A, ik k&4 (V) ] BLUn T fl il 2% <38 i Ak b R 3 B8
AR I R AL &4 (XD, @& A 518 52 H TA VLG A 2= 7. Blin, nT e
A2, 0 B se AR SR B, 9 Frid Ak &) (X1 (R R sk & ZE 25 ] [T W. Greene,
Protective Groups in Organic Synthesis 3rd Edition, John Wiley&Sons, Inc.,1999]
FEERT D, ik AT A 2 st &4 (XD [RRAERE A AT

[0160]  Frik e AT LLAETLE 80°C 22 200 °C (IR MY 0. 5 /N A2 200 /)NBF, AL H2 7E
100°C 22 150°C JR MY, 1 /NI 22 100 /o AT BE R A, A8 FH AR B HE S 420 5 SE Tt ik )
I o

[o161] {5 & BT ik < J& fE A 57, ] B AW A AR, 1765 B AR AR A 5R) (49 4, PdCL, (dppf) ,
Pd, (dba) 4, Pd (PPhy) , 55 ) B4 (1) MAL4), Foad H T PIrd R IR SN, AR A HE 2 BL— 5 B
DT RAEALT], gl Ui, ik &2 2 T Frid Wiz (X) (1) 0. 01 H{ER 2 [EKE,

[0162] 57 FH f1%) ot i 1) S A7) A 35 ok PR o I 0 » il 0 e R i I S0 » I Lk B e R ik PR
ST DRI MR A8 T . A B PR B ) fE R 2R T TR e L (0 1 1 BRI E R 10
JEE IR 2, FIORE A2 2 R Y & 22 5 /R Y, JE T idBEi% (X) « FIUIA %, xantphos
A LSRR AN I LT G e, HE oA ZE T kil (X 19 0. 1 9@ 2 0.5 &,

[0163]  FTiAEEHZ (X) FIETIRAL A4 (XT) ] DAE R Tii B 117 s A5 21, sln] DUE L 2 50 75
FEEUREE R TR R

[o164]  FE4N bR ik 7y &, Sk W R as 10 = 55 PR A e 2 255 A1 mT LI i 4 B ik
G B A SR ER R X, TR e S A I T 15 000 R 7 2 AT P o S 09 A 4 e S A R i
B R P 22 AT 497 G e S AR B — FR S R A R — TP R R 22 A1, R AN R — S5 R 1) Al
M — GBS A, J AR R — T 2 W Al R — T 2R M S A, IR SR AR R — 3 AL A R
T CSEEH, BRIEACIER £ RS AR £ R IR IE A, SR SR A R T R R A R TR
TEERERIE A (AR 1, 2- N ZEEER R ANER 1, 2—- TN ZBERR R A R AR 1,3-
“RERRRIBNER 1, 3- N ZREREEE ] ) , R IEACHN IR BT I3 £ AR N R T I 2 £ R R
W1, Je AN R U o] i e S X A0 1 1 S Tt s 2 [T, e AR I H 3 s A e T vty BB E 11
JRFLACIN IR — 32 F 2L LBe MR AN IR — 2 AR 2L £ fe B 2k 141, S BRI IR — S G R i A iR —
LRI BERE A, FIE AN IR — SN Bs AN IR — SR R MRS 1A 5 R0 e 5 A QA B 1 1) A
MR 5L ]

[0165]  FIREMIAZ, W1 N IRISAEFT IR BT 75 AL B B A Bk B i 098 Re 1 10 A% & B ir s 4k

13
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a1 SEE S A Bk T7E, MR R AT I M A HLE A2 1 7k (B
U, S HETE A B A S5 L 52 18, et i 25 PAT ) IV XK [ Bl [T ) A e L, e SRR 6 141
M oA T LI 1) B BORH S A P S 6 T 1A B R ) o

[ot66] [ ARMIRIALEY (1) KN ]

[o167]  AKMIALGY (1) s 224 RIS 0 80 m] LIRE I 0 B 25 i) (2ima &
W) e, Had T ORI H] B i s i A SR A

[ote8]  FH 3+ I Al it P f a7 455 [ 4t 50 490 2 590, SRORSE 1, 0 500 AR 5 RO 1 o
7, B BB R o X LB RT DA H AT VR A o P I AT AT LR A A R Y
VoA AR 26 90 0, Sk ] LB AN TR GE A 5 0 2T Y 5 ) A0 £ T 4 B s R SR N
ETUER, R PR LTYE A, A0, ANAE R R Bk o IR W] LA AR 46 - A g ph b )6 10 0
R SO TR AN JECHE o BESRGRAT LA 4l % Sl I s 8 A R AL &4 (D sty
BTS2 K AR S R AN/ BOR AR AT YR R (KK PR

(01601 FHI 1~ fizw & it Y ) ot ) 0 s e ) 51 VR 5] o 2 A3 ol )t mT S I 5 T e
9%, Rl LU G = AR T AN SB 1aa) (Cn, T B, S, S, AL, T, R
BT, SRR, 22 200, TR ) AU (lin, SRR, B R e ), MR CREE ) (11
U, “REE I, X AR IR R TP AL ) .

[o170]  AZ WAL G (1) S 2y2% En a2 1 #1957 2 m) LAAR AL, S R 000 ™ 5
T, B 2B B B RO B, R 2R, RO 2 AE Img &2 1000mg/ RS 2 A, FLH] T il
No B & s 255 1on] 52 1) sl ] ARRAE O AR BB i S A2 i ] — UK 503 T
b PP IR BC= K

01711 AKWALEY (1) s 2y2E Enl ez (i sk tn] LI BTK 30577 A8 HT , SR 4
SEH MBI IR A o

[ LHEH ]

[0172] o 3g ack AT S ot 5] AR 0k S e 491 5 2L AR M IR A e B, {HE AR B AN A2 52 PR T IX
LES ] o

[0173] ATk &4 % e B SRR (CH-NMR) FFHE (MS) #7520 . 7E 400MHz I
& "H-NMR, BRAE 53 4800 B, FIAS e bE S0 I A T LS 28 W 52 2], 1K B ok T ik AL & 4 Fnil
B&M. br. EMRERES ().

[0174]  HPLC il & (a4l R SEite <28k v &5 %) ODS A, LARR e, A K / I (%
AT ) VERVERF, BRIET MU

[0175] 2325 SCjif) 1, St 1-5, 33,39,42,43 Fl 44 2 U0 F Pk il £ 17 o

[0176] 2Ll 1 (&M

[0177]  4-(HUT 3E) -N-[2- 3L -3-(4,4, 5, 5- PUFFE —1, 3, 2- AL HANG: —2- 3k ) %

F T 2K R
[o178] [ 4k22 12]
[0179]

14
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O
Y S
O
[o180]  H—PIK

[0181]1  FEESAZ T, 3- JAL —2- FEEFNZ (5.01g,26. 9mmol) % T DCM(100mL) » [
T CRFUKB A K ) B Hu7s in TEA (7. 5mL, 53. 9mmo1) 14— T 35 28 A W 55 4
(5. 3g,26. 9mmol) , FITE O CHLFE, )R 4 /Mo P & VYRS H A DOM(100mL) # %, H 7K
(2x30mL) , IN ER RS (30mL) , YLAN 1Bk BR 2V H¥ VR (30mL) FH#R7K (30mL) BEW, 4R )5 AT ik
AN B RN 58, i yE AR s o P M il ) T e V2 AE 2kt b, 2R 5 Pl U e [ 1k
Yy s R, H s, AR e T, UBRAE N-(3— vRAX —2- IERSE ) 4- (LT 2 )
K HEERZ (9. 0g) o

[0182] 'H NMR (400MHz, DMSO-d;) & 10.06 (s, 1H),7.92(d, J = 8.4Hz,2H),7.54 (m, 3H),
7.33(d, J = 7. THz, 1H), 7. 18 (t, ] = 8. OHz, 1H) , 2. 27 (s, 3H) , 1. 32 (s, 9H)

[0183] 2 —DIR

[0184]  FER/TUMLZ B, B N-(3— R —2- FEZRE)-4-(T H) EFBEZ (500mg,
L. 44mmol) (H2fEFTR S — B IRPRUERT ) ¥ T =40 SH (10mL) o [A] 2 B XL (43
MRS ) A0 (733mg, 2. 89mmol) , —F [1, 17— X ( —RZEREIE ) %k 148 (ID) —&H
&Y (118mg, 0. 14mmol) FlZ LA (424mg, 4. 33mmol) , MBIV 16 /N LRI N AR
), A AR i A O I AR R IR B kg Al Ab, R Okt / SR SEEBENR, 145
B 4-(RUT 3 ) -N=-[2- I3 -3-(4, 4, 5, 5= DY FIEE -1, 3, 2— AR e —2- 28 ) 2R3 ]
2 (410mg) o

[0185]  'H NMR (400MHz, DMSO-d,) 6 9.80 (s, 1H),7.92(d, J = 8. 3Hz,2H),7. 54 (m, 3H),
7.39(d, J = 7.6Hz, 1H),7.21(t, ] = 7.6Hz, 1H),2.37(s,3H), 1. 32(s,9H) , 1. 32 (s, 12H) ;
LCMS (m/z) :394. 0 [M+H] ",

[o186]  SEjfsl 1

[0187]  4-( KU T F&)-N-(2- B FL -3-{4-[(3,4,5- —= R IR FE) W& 1-1,3,5- =
R —2- 2k } REL) R Pl

fo188] [ 4k2% 13]

[0189]

[o190] 25— 2D IR

[0191] [ 2,4- =40 -1, 3, 5 =& (300mg, 2. Ommo1) 7E DMF (5mL) ¥ (SR FHIKBE
HIK ), ¥R I0 DIEA (0. 5mL, 3. Ommo1) F1 3, 4, 5— = P4 IR % (366mg, 2. Ommol) , SR J57E 0°C
ke, N 16 /o BTIR NV K (16mL) #ke, SR SR £BE (3x50ml) #HL. Frik

15
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GIFRANLZE 2 K (20mL) Pedk, BN, iy k4 . Frd L il i 4 i i e ek
& LR i iE Ak, SR Okt / SR SBRVENG, 43 31 4- 50 -N-(3, 4, 5— = A4 ZEK
J) -1, 3, 5- = —2- Ji% (400mg) .

[0192] 'H NMR(400MHz, DMSO-d;) & 10. 62 (s, 1H),8.62(s, 1H),7. 05 (s, 21), 3. 76 (s, 6H) ,
3.65 (s, 3H) ;LCMS (m/z) :297. 0 [M+H] ",

[0193] IR

[0194] o] 4- &0 -N-(3,4, 5- = HEEXRIK ) -1, 3,5~ =B -2- fi% (50. Omg, 0. 17mmo1) Fl
4= (CRUT 38 ) -N-[2- A3 -3-(4, 4,5,5, - WU ~1, 3, 2- 54 Ml be —2- 38 ) 5L ]
28 i (66mg, 0. 17mmol) (HZFESHE Sl 1 hEeftry) £ = F4EEE Lkeh (Bml) 1%
8 AP (=K ) 48 (0) (19mg, 0. 017mmol) FHHKEREH (47mg, 0. 34mmol) HIZK¥FEW (1mL) ,
SR 5 R IR Bl e N R B AE 110°C I 20min T ) N H LR L1 (2x40mL) #EHL,
FrR G FF A NUZ R K (5mL) BEi, FOR RN T8, ik uE AR 4a . Pk i 4 sod i
ERERE B EEEgaith, R C%E / LR SEeVEl, I3 3 Fridbr @itk 54 (27mg) o
[0195] 'H NMR(400MHz, DMSO-d,) & 10. 20 (s, 1H),9.98(s, 1H),8.85(s, 1H),7.94(d, J =
8. 3Hz,2H),7.56(d, ] = 8.4Hz,2H),7.47(d, J = 7.5Hz,1H),7.37(t, ] = 7. 8Hz, L1),
7. 20 (m, 3H) , 3. 76 (s, 6H) , 3. 64 (s, 3H) , 2. 39 (s, 3H) , 1. 33 (s, 9H) ;LCMS (m/z) : 528 [M+H] ",
[0196]  SCjtEfe] 2

[0197]1  4-(BUT 2& ) -N-[2- I -3-(4-{[4- (MEhibk —4- e ) K8 ] &3k 1-1,3,5- =
W —2- 3% ) REE ] R Pl

[ot98] [ fk2%:K 14]

[0199]

o) /@Y "
N o 0

: r\}\,;.N Q(Q

0

[0200] PR FR@AL G4 (15mg) HRHEAE Ik S 1 A BTtk 16y 77 v [l S Y/ Ab 2
A 2%, B TAF A (4- &R0 ) gk —4- R (412m,, 2. Ommol) 145 3, 4, 5- —FI4K,
FEORHEAE A RONH, o
[0201] 'H NMR(400MHz, DMSO-d,) & 10.57 (s, 1H),9. 98 (s, 1H),8. 91 (s, 1H),7.95(d, ] =
8. 1Hz,2H) ,7.85(d, ] = 8.0Hz,2H),7. 71-7. 33 (m, 7H) , 3. 72-3. 39 (m, 8H) , 2. 38 (s, 3H) ,
1. 33 (s, 9H) ;LCMS (m/z) :551. 0 [M+H] ",
[0202]  SjEfH) 3
[0203]  4-[(4-{3-[4- (BT 2&) FRFEEIE J-2- FEERE -1, 3,5~ = -2- %) A ]
PR
[0204] [ 4k2%K 15]
[0205]

16
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N g Qr
N 2N OH
(@)
[0206] ZH—DIE
[0207]  |] 2,4- — & -1, 3,5 =& (2.0g,13. 3mmol) 7F DMF (33mL) I ( % H K%
AHIE ), %5 DIEA (3. 5mL, 20. Ommo1) F1 4— G FE2K F R L FEME (2. 2g,13. 3mmol) , SR 5 7E
0°CHiH:, SV 20min. BT Pie [ A4 8 i ok g8 ICER , /KPR, SR G AE D T 58, DA A
4-[(4-5 -1, 3,5- =M 2- &) & ] KRR LER (2. 458) .
[0208]  'H NMR (400MHz, DMSO—d,) 8 11.09 (s, 1H),8. 74 (s, 1H) , 8. 00-7. 93 (m, 2H) , 7. 84 (d,
J = 8.6Hz,2H),4.30(q, ] = 7. 1Hz, 2H) , 1. 32(t, J = 7. 1Hz, 3H) ;LCMS (m/z) : 279 [M+H]".
[0209] DR
[0210]  # 4- (AT % )-N-[2- F 5 -3-(4,4,5,5- W 1 2 -1, 3, 2- = & 4% 3 1% Al
Bt —2- Fk ) ZRIE ] KA EEZ (353mg, 0. 9mmol) ( HEES % S | Pkl ) W
ALk (16mL) 7K (ImL) VR G RIS &S, I i 4-[(4- &0 -1, 3,5— =
% -2- 5 ) ZFE ] FEW R/ (250mg, 0. 9mmol) ( H AL TR — LB b #1451 ), IY
(=Z5B%) 2 (0) (104mg, 0. 09mmol) FIFEKFREN (248mg, 1. 79mmol) » FTId Sz N 2 2% S AE 2%
WA, AR A R BUIE 7S, FUR S5 R TR Tliise i WA B AR 110°C N4 20mine Brid X
IR K RE , ISR B8 CEEAEL, AT 2 R o B A IE A BLZ 2 A s 18 Sl
TN ER KBS s FH S /K O BB 458, iok B8 B 2500 o P fSHRE il 40 Jood ik 7ERE i B
R EA 24k, R C%t / SR SBs Ve, I 4331 4-[ (4-{3-[4- (BT &E ) XA B2
S ]-2- BEEREL 11, 3,5 = 2- 5L ) &L ] KPR CENE (183mg) .
[0211]  'H NMR(400MHz, DMSO-d) 6 10. 74 (s, 1H),9. 98 (s, 1H),8. 96 (s, 1H) , 7. 95 (d,
J = 4.7Hz,6H),7.70(dd, ] = 7.8, 1.3Hz, 1H),7.60-7. 48 (m,3H) ,7.39(t, ] = 7. 8Hz,
1H),4.30(q, J = 7. 1Hz,2H),2. 41 (s,3H),1.33(s,9H) 1. 32(t, ] = 7. 1Hz, 3H) ;LCMS (m/
z) :509. 9 [M+H] ",
[0212] SE= 1%
[0213]  FEMAEEHLAL, 7] 4-[ (4-{3-[4- (T 2 ) RHWEE 1-2- FERE 1-1,3,5- =
W —2- 2k ) 2k ] X PR CHERE (T30mg) 7E THF (16. 4mL) A IS, W I £ (8. 2mL) Al
ON WA BRI (4. 1mL) , R G BRI . AT R N o B I 2N R RV R P AT,
AN, TR G K B CEEAEL, HEAT 2 R FTR & A B2 52 T 7K R R 7K vk
B FHJC/KBR B8 , ik BRI R B 25550, AR R rid bRl i 547 (690mg) o
[0214]  'H NMR (400MHz, DMSO—d,) 8 12. 71 (s, 1H), 10. 70 (s, 1H) ,9. 97 (s, 1H) , 8. 95 (s, 1H)
7.99-7. 88 (m,5H) ,7.69(dd, J = 7.7, 1.4Hz, 1H),7.65-7. 47 (m,4H) , 7. 39 (t, ] = 7. 8Hz,
1H) , 2. 40 (s, 3H) , 1. 33 (s, 9H) ;LCMS (m/z) :482. 0[M+H] ",
[0215]  SEJifs] 4
[0216]  4-( A T & )-N-[2- F & 3-(4-{[4-(4- F B WR mE -1- 3 &) KX & ] &
e 1-1,3,5- =R -2- 3 ) A ] R EE
[0217]1 [ fb4=:K 16]
17
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[0218]
O

6]

[0219]  4-[(4-{3-[4- (BT 2% ) R B ]-2- FERKE -1, 3,5 —0F —2- %) & ]
ZKHE (50mg, 0. Immol) Fl 1- FREENREE (10mg, 0. lmmol) BEWSAALE DME (0. 5mL) 1, SR 5
EDC (30mg, 0. 16mmo1) OB, FILEMN B FE D FE, 7742 3 Ko WK IR & 3 %5
T FIAR G K FH CIR CBEAEEL, AT 2 1k PRI 6 FF H-A AL 2 A2 FH AR ) ik R S B s v R
FIERIK PR, F KR ER AN T4, 1 SRR s [ K 7)o IS FL A s e A E I
WA AL, R OkE / IR OBV, 2 JE Mk &4 / RS, A #5331 Bl by AL &
Y (24mg) .

[0220]  'H NMR (400MHz, DMSO—d,) & 10. 55 (s, 1H),9. 97 (s, 1H) ,8. 91 (s, 1H) , 7. 99-7. 91 (m,
2H) , 7. 88-7. 81 (m, 2H) ,7.68(dd, ] = 7.8, 1.5Hz,1H),7.60-7. 46 (m, 3H) , 7. 44-7. 34 (m,
3H) , 3. 64-3. 54 (m, 2H) , 2. 39 (s, 3H) , 2. 33-2. 28 (m, 5H) , 2. 21-2. 16 (m, 4H) , 1. 33 (s, 9H) ;
LCMS (m/z) :564. 2 [M+H] ",

[0221]  SZjafs] 5

[0222]  N-[3-(4- 2 -6 {[4- (MEhbk —4- B3t ) RHE ] 281 -1, 3, 5- =lF —2- %% ) 2-Hf
FEAREE 1-4-CRUT 28 ) R B

[0223] [ fk2%:K 17]

[0224]

[0225]  ZH—DIR

[0226]  [r] 2— & FE —4,6- — & -1, 3,5- = B (300mg, 1. 82mmol) 7F DMF (3mL) ™ 1] ¥ &
(K FH UK E100 ) 5 5 i DIEA 0. 23mL, 1. 33mmol) F (4- 2 FE AL ) g bk —4— 2 F7 il
(250mg, 1. 21mmo1) , PR JE TEIRBERL A B, BF4k 16 /N o BT il ) N i LR Sl (100mL)
iR, 7K R RN R 7K e, F e /K Bt R 45, 1t S8 9 He B 22 v 1), LAgR At {4-[ (4- 2
B -6- 2 -1,3,6- =M -2- 3L ) & ] oRE L (EHR) AT (325mg) .

[0227] 'H NMR(400MHz, DMSO-d,) & 10. 15(s, 1H),7.81(d, J = 8. 3Hz,2H),7. 68 (s,2H),
7. 40-7. 32 (m, 2H) , 3. 65-3. 53 (m, 4H) , 3. 58-3. 44 (m, 4H) » ;LCMS (m/z) : 335. 0 [M+H] ",

[0228] LR

[0229] ] {4-[(4- & F& 6- 5 —1,3,5- = MF —2- 3L ) & F& ] K ) (k%) FF i
(50. Omg, 0. 15mmo1) 1 4—( AT &E ) -N-[2- I —3-(4, 4,5, 5- P EE -1, 3, 2- 240
e —2- 58 ) 2R ] ZKAER I (59mg, 0. 15mmol) ( HRAES 52l 1 Fhkl 4 ) 48
FEEIE Lkt (3mL) TG APy (=<5 ) 48 (0) (17mg, 0. 015mmol) FHRIRH (41mg,
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0. 3mmol) 7E7K (ImL) ARV, SR J5 R FH T ilpe e NV BAR 110°C ] VY. 20mine ik e i
W O Ol (2x40mL) 25, MPTR G I A HUZE & HZK (L) ¥, G /Ko ik 1
P, LB RN o 2250 o BT 1S REL R 0 4 o i AERE IR b i lidh, SR bt / LR
CERGEN, A3 RN T bRt 54 (27Tme) .

[0230] 'H NMR(400MHz, DMSO-dy) 8 9.92 (s, 1H),9.82(s, 1H),7.98-7. 86 (m, 4H) ,
7.59-7. 47 (m, 3H) , 7. 44-7. 23 (m, 6H) , 3. 65-3. 53 (m, 4H) , 3. 58-3. 44 (m, 4H) , 2. 34 (s, 3H) ,
1. 33 (s, 9H) ;LCMS (m/z) :565. 9 [M+H] ",

[0231] St 33

[0232]  2-[3-(4- 2 -6 {[4- (MEhmbk —4- 3L ) 2R ] =& 1 -1, 3,5- —F—2-48 ) 2-H
FEAREE 15— (BT &) =&MWk —1- Wi

[0233] [ fk2%:K 18]

[0234]

[0235]  ZE—DIR

[0236]  [n] 4— BUT 2R FERRET (4. 39g, 21. 5mmol) {E LMK (40mL) ¥R, I 3—
R —2- FEEZRN% (2. 65mL, 21. bmmol) , F HAE L00°CHERE, KWV 1 /NN o BTl i NVES A% ek &
W4E, T L8 £ (300mL) Fke, MR AT ZK (100mL) , PR I B L BN v v (100mL) g A
#hK (100mL) BE, H TE /KB BRAN T4 , 1o 8 R ek He B 2398571 FTAS LRI ) bl B AE
R, SR I FTIR GO vE [ A ik i e s, H CUseiiiss, AR5 T, LB L 2- (3 AR —2-
FEREL ) -5 (BUT 55 ) Fmlwemk -1, 3— — i (7. 0g) »

[0237] 'H NMR(400MHz, CDC1,) 88.00(dd, J = 1.7,0. 7Hz, 1H),7.93-7. 77 (m, 2H) ,
7.67(dd, J = 7.6,1. 8Hz, 1H) , 7. 24-7. 12 (m, 2H) , 2. 27 (s, 3H) , 1. 42 (s, 9H) ,

[0238] & IR

[0230]  2-(3— YRAX —2- FIERHE ) -5- (RUT 58 ) M|k -1, 3— — i (1. 0g, 2. Tmmol)
BB VEAE R EE 2omL) H, AU ABIE LB (203mg, 5. 3Tmmo) , 4R JiT 7E A5 V8L BT Bl Fr
B2 10min. TIR SNV TR Dk R M 4E, 4R )5 L DOV (200mL) #%E, FZK (100mL) Ao A Eh /K
(100mL) ¥igs, FJC/KBm BREAT15e , ek EFI R B 25555 IS LI iG4 5 A DCM (10mL) #6
R, UM =3 L8 (10mL) , 2R )5 AR BEIR FEHiHE, #9458 10min. [FZRMNIRED, MA =4
SEFRELE (6. 4mL) , SRS (E IR BEIR FE BERE, T RFEE 30min.  Frads S BV 35 V% ek i 94k 4, A
DCM (100mL) FBE, 7K (50mL) FHYEAIERIK (20mL) Peidk, FH G/ B BN T4, ok S8 AR 4
. PTARAEI R Y s AERE S b i alidh, SR Okt / SR CBsPENL, T 15
B 2- (3 R —2- FZEZREL ) 5-(RT 2 ) =&MWk —1- B (242mg) »

[0240]  'H NMR (400MHz, CDC1,) 6 7.88(dd, J = 8. 1,0. 6Hz, 1H) , 7. 59 (dt, ] = 8. 2, 1. 9Hz,
2H) , 7. 55-7.50 (m, 1H) ,7.21(dd, ] = 7.9,1.4Hz,1H),7.14(td, ] = 7.9,0. THz, LH),
4. 69 (s,2H), 2. 31 (s, 3H) , 1. 40 (s, 9H) .
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[0241] 25 —JDIR

[0242]  FERARZ T, 2- (- AR —2- AR ) 5- (U T %) = & MmIWk -1- i
(200mg, 0. 56mmo1) ¥ T 4 /NFF (3. TmL) o [IZEEB U8 IR (AWREE 5 ) 4 (284mg,
1. 12mmol) , =50 [1, 17 = X ( 2R FEREIL ) —R8k 148 (ID — & Fhen&5 49 (46me,
0. 056mmo1) FNZFEREH (164mg, 1. 68mmol) , I FLIAIHE 16 /Mo 7K (50mL) A Frids S N
W, FERH LR CBEZEHL (3x25mL) o TR A I I AL A2 FH R R PR sk 1 S M s 3 R
ALK PR, F KB ER AN T4, 1 SRR s [ 070 o ISR B e R A B
WA A, K Cbt / SR CEREBERL, IWIAF2) 5- (LT 26 ) —2-[2- gL -3-(4,4,5,5- 14
FJE -1, 3, 2- AN RE —2- 28 ) KAk ] R AmIPk -1- B (206mg)

[0243] 'H NMR(400MHz, CDC1,) 6 7.91-7.85(m, 1H),7.81(dd, ] = 7.0,2.0Hz, 1H),
7.57(dd, J = 8.1,1.6Hz, 1H),7.54-7. 49 (m, 1H) , 7. 41-7. 18 (m, 2H) , 4. 66 (s, 2H) , 2. 43 (s,
3H), 1. 40 (s, 9H) , 1. 35 (s, 12H) .

[0244]  ZEVYIDIR

[0245] o] {4-[(4- & 2 —6- S -1,3,5- =W 2- &) A& ] K& (GukfL) F Ei
(69. Omg, 0. 21mmo1) ( 2 7E SE i 5 5, 5 — L P il & 1 ) M 56— T 2 ) —2-[2-
5-3-(4,4,5,5- WFREE -1, 3, 2- A A bE —2- 58 ) 2R3 ] 5 AWMk -1- 8 (126mg,
0. 31mmo1) 7E —F4IE LKt (3ml) FIWRL i InPY ( =285 ) 48 (0) (24mg, 0. 021mmol) FH
WRIRE (57mg, 0. 4mmol) (KK (ImL) , 48 J& K FH P i e e V¢ BAE 110°C N4 20min.
FITid S M s R KR (50mL) , ISR 28R L EAREL (3x25mL) » FTid & IR HLZ A& i
RV Bk 2 S M VB0 R T R R 2 7K e 3%, P TG 7K B B -0, I e RN s o 259857 o 1SR
R4 o e AR IS L B A A Ak, SR Okt / SR SWaUE M, M43 21 BT ik bs @ Ak,
“4) (30mg) o

[0246] 'H NMR (400MHz, DMSO-d;) 6 9. 84 (s, 1H),7.89(d, J = 8.3Hz,2H),7.77-7. 66 (m,
2H) , 7. 66-7. 58 (m, 2H) ,7.49(dd, ] = 7.9, 1.5Hz, 1H),7. 43-7. 31 (m, 3H) , 7. 32-7. 21 (m,
2H) , 4. 85 (s, 2H) , 3. 75-3. 37 (m, 8H) , 2. 26 (s, 3H) , 1. 36 (s, 9H) ;LCMS (m/z) :578. 1 [M+H] ",
[0247]  sEjEfs] 39

[0248]  N-[3-(4- %2 —6-{ (4- (Mmbk —4-¥R2EE) R T =& -1, 3, 5- =B —2-%) -2- (%
AL ) ZR3E 14— (RUT 3 ) 2K iR

[o249] [ 4k2%K 19]

[0250]

[0251] 22D 3R

[0252] [ (2- VRAX —6- S FAEAEE ) (BT 28 ) —HEFRELE (14. 5g,41. 9mmol) {E 4

e (291mL) HP RISV, AN IR (23. 4g,419mmol) , S4b & (44. 8g, 837Tmmol) F7K (58mL) ,

I BAE 80°CHiHE, FREL 3 /N o I e NV VAR ok B8, I HPT IR JE VR AR 0 R R i o [l iR

(I 50, IINIK (500mL) , 4R 5 K FH G 7 (3x300mL) ZEEL. FTik-& I HIA HLE S FH 7K A
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VLFR R 7K Pk s FH JC /KR BR AN T4, dck B8RRI o 25 7], AgR It 3— vRAR 2 ([ (BT &=
RIEAREREIE ) 8] BT RKZ (12, 19) .

[0253] 'H NMR(400MHz, CDC1,) & 6.95-6. 85 (m, 2H) , 6. 59 (m, LH) , 4. 95 (s, 2H) , 4. 48 (s,
2H) , 0. 89 (s, 9H) , 0. 10 (s, 6H) .

[0254] 2E DR

[0255] FER AN T, ¥3- WA 2-{[(MTRER-FEFEEE) AE]FE X
i (2.0g,6.32mmol) ¥ T THF (63mL) o [A] ¥ (K H UK ¥ H1E ) 45 0 TEA (1. 76mL,
12. 65mmo1) F14— HU T FE 28 WL AL (1. 36mL, 6. 96mmol) , 3 HAE 0°CHidk, Fr4: 4 /Mt Pt
A R DOM (300mL) #5088, AT 7K (100mL) , IN ThEE¥A (100mL) , M1 IR R S AN
7 (100mL) A AT ER K (100mL) P, F ek B Al 145 , ok s A8 bR 227 . TERVUR
T B Pk PR AR I BEs T AN FR (39ml) , RN AL (MREE A ) A (2. 98g,
11. 75mmol) , & [1,17 - X ( 2R E&EMEE ) /88 14 (0D —sF 4 mE9 (480mg,
0. 588mmo1) Fl ZFRHH (1. 73g, 17. 63mmol) , 3 HLE 80°CHikE, B4 16 /N o #47K (100mL) il
N TR 52 N 53, FSF FH .18 WS A5 B (3x100mL) o TR A 31 L & F MR [ i iR A i
VAR R 3 7K PRV, TG /KB R AN T, 1o Ryl He s 259511 o P4 AEL ) Ry 42 o d ot
FEREIR bRtk pi aite, R Okt / G CBEDEN, AR 3 4- CRUT 28 ) -N-(2-{[ (fL
TIH ORI ) AL ] W3-, 4,5, 5- -1, 3, 2- AR ZLER A —2- FE)
L) RXPELZ (3.08) .

[0256] 'H NMR (400MHz, CDC1,) & 10. 06 (s, 1H),8.46(dd, J = 8.1, 1.4Hz, 1H),
7.96-7.84 (m, 2H) ,7.61(dd, J = 7.5, 1. 4Hz, 1H),7.53-7. 42 (m, 2H) , 7. 36 (t, ] = 7. 8Hz,
1H) , 5. 27 (s, 2H) , 1. 38-1. 34 (m, 21H) , 0. 88 (s, 9H) , 0. 13 (s, 6H) »

[0257] 2f —DIR

[0258] [ {4-[(4-ZFE-6-50-1,3,5- =M —2- &) &AL ] A&} (EHk) FEH (256mg,
0. 76mmo1) ( FLARYE7E A il sLjti o] 5, 55 — D IR A Bk (1) 5 v R AE L il 24 1 ) il 4- (L
TE)N-C-{[(WTEREFRERE) 8E] F&£1-3-4,4,5,5- IFHE -1,3,2- =
FORI T —2- 3 ) L) KA BRI (400mg, 0. 76mmol) 7E — F4IEL%E (11. 5ml) [
PERE B I P (= 2808% ) 42 (0) (88mg, 0. 076mmol) FHEKEREH (211mg, 1. 53mmol) (17K
FE (3. 8mL) , AR5 K Pl i IR N B AE 110°Cin#k 20mine #7K (100mL) HOA BT &
IR FR ] SR L1 (3x50mL) KL o FTiR A I ML 2 A2 FH P A ) i TR S s v R
UL R /K PEE%, I JC /KB BN T4, I RH 8 s o 25550 o B 15 REL ) 0 4 oo it /e IR |
(R EA A, K Okt / 1R SBsPEM, ITAF 2 N-[3- (4- 285E —6—{[4— ( Whipk —4- P
5D AR T ®RE 1,36 2 2-F ) 2 ([T B FERARE) & ] T R
5 ]-4-CRUT 2 ) AP B (144mg) .

[0259] 'H NMR(400MHz, DMSO-d.,) & 10. 04 (s, 1H),9. 82 (s, 1H),7.92-7. 84 (m, 3H) ,
7.84-7.75 (m, 1H) , 7. 60-7. 52 (m, 2H) , 7. 50-7. 30 (m, 5H) , 7. 31-7. 10 (m, 2H) , 5. 11 (s, 2H) ,
3. 68-3. 55 (m, 4H) , 3. 56-3. 43 (m, 4H) , 1. 33 (s, 9H) , 0. 67 (s, 9H) , 0. 17 (s, 6H) »

[0260] 25 VYLER

[0261] o] N-[3-(4- & & —6-{[4-( M Wk —4- P 25 ) 2% ] = & 1-1,3,5- =
W —2- 5 ) 2-{[ (BUT R I PR ) A58 ] PR A5 ]4-ORT &) RKPB
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(144mg, 0. 2mmo1) 7E THF (4. 1mL) "L I DY T 2 Ak THE %9 (Imo1/L, 0. 41mL) ,
TEMR B BiRE, Fe 5 16 /N o FEIRE S B BRUE I, AT R i i ekl Bt
WA AL, R Okt / SR CEEVENL, WIS 2 Ik bs AL 54 (62mg) o

[0262] 'H NMR(400MHz, DMSO-d) & 10. 41 (s, 1H),9. 86 (s, 1H),8.01(d, J] = 7.9Hz, 1H),
7.94-7. 86 (m, 4H) , 7. 63-7. 54 (m, 2H) , 7. 51 (dd, J = 7.8, 1. 4Hz, 1H),7.42(t, J = 7. 8Hz,
1H),7.36(d, ] = 8.6Hz,2H),7.35-7. 19 (m, 2H) ,5.67(t, ] = 5.6Hz,1H),4.83(d, ] =
5. 5Hz, 2H) , 3. 73-3. 55 (m, 4H) , 3. 55-3. 35 (m, 4H) , 1. 33 (s, 9H) ;LCMS (m/z) :582. 1 [M+H] ",
[0263]  sEjifs] 42

[0264]  5-[3- (4 Z(FE —6- {[4- (Mdupk —4-FR3L) KIL ] &AL ) -1, 3,5 =k -2- ) -2-
FEARIE 1-2- CRUT 26 ) —4H- BEWy IF [2, 3—c] Nk —6 (5H) — i

lo265] [ 4k2%K 20]

[0266]

0 /Q\r H
N N
ST OO
NS

NH» (0]
[0267]  ZH—IDIR
[0268] FEASAZ T HEALEE (6. 4g,48. Ommol) ¥ T DOM (7. 3mL) « %%, 7 —80°C,
7E Smin (R R)HEATE], 0 3— AR 2EMEDY —2— AR LR (5. Og, 32. Ommol) 7E DCM (3. 6mL) H
(RIS, AR S Pk, B4k Smine [IZRNIVRA Y, 7E dSmin B[R B A, 00 2- 50 —2- 2
PI%E (3. 55g,38. 4mmol) fF DCM (3. 6mL) TRV PITid e NS VAN FCVF 8T TR 22 S B R
FE, IF HAit, RRal 14 /NI BT Il S N s BB SN UK, SR )5 2K A DCM (3x300mL) K. i
R I WLIZE 2 FH K VAR ik B2 S B VA vORT A R 3 /K ki, K B Bl 6, it
FERTIPE B 250 7)o BITARHLRI 40 SO I AE Rk e b R eyl 4lidh, R Bt / LR LR
Ve, MIA3 3] 5- CRUT 2% ) -3- FZEMEny —2- R LS (4. T4g) »
[0269] 'H NMR (400MHz, CDC1,) 8 6. 67 (s, 1H) , 3. 83 (s, 3H), 2. 49 (s, 3H) , 1. 37 (s,9H) ;
LCMS (m/z) :213. O [M+H] ",
[0270] & bR
[0271] 5= (BT 2 ) -3 FEMEY —2- R FFAEME (3. 15g, 14. 84mmol) #% &7 7E VT &k
e (40mL) o, SR 5 N- SRARBEHIBE I NZ (3. 17g, 17. 8mmol) F 2,2 — fHEX (2- FEENIE )
(122mg, 0. T4mmo1) NN, JF HAE 85 CHiHE, Fr4L 14 /o FTId SN i A ek 8, FHBT IR 38
TR S IR 45 o BT IR A4 BB R R R R B R Gk gk, R Okt / L8 ZBEVERT,
TSR] 3- CERACHZEE ) -5- (LT 55 ) BEwy —2- IR AR (4. 159) .
[0272]  'H NMR (400MHz, CDC1,) & 6.92 (s, 1H) ,4. 86 (s, 2H) , 3. 87 (s, 3H) , 1. 39 (s, 9H) ,
[0273] 2 DI
[0274] HEARLZ N, ¥ 3-(IRACH I ) 5-(FUT 3 ) BEWy —2- F /R LR (1. 5g,
5. 15mmo1) ¥ T LN (25mL) o FZE, W I 3— R —2- R 2K % (2. 88g, 15. 45mmol) Flfik
Rk (1. 85g, 5. 67Tmmol) , PR J5 fEMRBEIR L Bi R, FREE 16 /NI o FER S BB BRI, SR 5 T ik
FHHI V) Pl i e i B st aifl, SR e / SR ZBsvElid, 153 3-{[ (3- ¥R
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f-2- FIZEREL ) &R ] A 15— (T 2 ) WEmy —2- IR EERE (1. 43g) .

[0275]  'H NMR (400MHz,CDC1,) 8 6. 95-6. 90 (m, 2H) , 6. 85 (s, 1H) , 6. 58 (dd, ] = 8. 0, 4. OHz,
1H) , 4. 62-4. 58 (m, 1H) , 4. 60 (s, 2H) , 3. 86 (s, 3H) , 2. 29 (s, 3H) , 1. 35 (s, 9H)

[0276]  ZEPULEE

[0277] o] 3—{[(3— ¥RAR —2- AL RIL ) &I ] A} -5- (T &) WEwy —2- R
fig (1.39g,3.5mmol) 7 THF Al FFIEE (1:1, 10mL) F¥) VR & KV TP IV I N & AL 2
(838mg, 35mmo1) fE/K (5mL) H VAW, IF HAE A5°CHEFE 14 /N o FITIA S B35 VA 90 3k
9, AN 2N ZRERAS L (20mL) o i i [ A4 i it B4R, FH b v, 285 T8, U
PRft 3-{[ (3-RAR —2- ERE ) & ] A 5- (T &) BEw —2- IR (1. 159) .
[0278] 'H NMR (400MHz, DMSO-dy) 6 7.00(dd, J = 8.0, 1. 2Hz, 1H),6.93(t, J = 8. OHz,
1H) ,6. 87 (s, 1H) ,6.61(d, ] = 8.0Hz, 1H),4.59 (s, 2H) , 2. 31 (s,3H), 1. 37 (s, 9H) ;LCMS (m/
7) 1382. O[M+H]",

[0279] AT DR

[0280] FERAALZ T, M 3-{[ G- JRA% 2- FEZRIL ) HFE ] FE ) 5-(fUT 3 ) mE
Wy —2- B R (1. 04g, 2. 72mmol) 7E DCM(25mL) " IV I A ER B &L (0. 79mL, 10. 9mmol) ,
TEIN BRI B FE, FFEE 16 /NI o BT I 5o N3 VB 9ok Hs v 4, R 5 B 3k AH ol 14 4 53 ot
TEREIG Bk viptaith, RAH QL / SR SBEVENL, 15 2 5- (3- IR —2- AR
52— (ORUT 25 ) —4H- WEWy 3 [2, 3—c] Mt -6 (5H) - B (605mg)

[0281] 'H NMR(400MHz, DMSO-dy) 6 7.57(dd, J = 8.0,1. 2Hz, 1H),7.20(dd, J = 8.0,
1. 2Hz, 1H),7.12(t, ] = 8.0Hz, 1H),6. 88 (s, 1H),4. 56 (s,2H), 2. 33 (s, 3H) , 1. 45 (s, 9H) ;
LCMS (m/z) : 364. 1 [M+H] ",

[0282]  ZE/NADIR

[0283]  FEATRLZ T, 4 5 (3— 1R —2- I REE ) —2- ORUT 55 ) —4H- WEwy 3F [2, 3—c] nit
% —6 (5H) — ] (460mg, 1. 26mmol) ¥ T —45/NFF (8.0mL) o [ %I, WS AL (SRVEEE 5 )
—Hl (641mg, 2. 53mmol) , —5& [1, 17— B ( 2RI ) %k 148 (1D —&HEmay
(103mg, 0. 126mmol) F1ZFRH (372mg, 3. 79mmol) , 3f H7E 80°C i HE, #4816 /Mt
K (5OmL) B BT S5 Wi 8, FIR FH R LR AEEY (2x25mL) o ATk & IR A HLZ 2
R Bk B S s VR R P R R B K ek, FH TS /K BR B T4, i A R B 2 i 7). BT e
FHAI P Pl AE e B B ik g 4idb, SR Ot / SR SERVENL, M43 2] 2- (BUT
F)-5-[2- B3k -3-(4,4,5,5- PUFZE -1, 3, 2- S Z<FR MM be —2- 55 ) Z53E 1-4H- BEWy
I [2,3-c] nLrg -6 (5H) - Hi (210mg)

[0284] 'H NMR(400MHz, DMSO-d,) 6 7.79(dd, J = 7.6,1.6Hz, 1H),7.30(dd, J = 7.6,
1. 6Hz, 1H),7.23(t, ] = 7.6Hz, 1H),6.87 (s, 1H),4.53(s,2H),2. 44 (s, 3H) , 1. 45 (s, 9H) ,
1. 34 (s, 12H) ;LOMS (m/z) :412. 1 [M+H] ",

[0285]  ZE-LIR

[0286] ] {4-[(4— % %= -6- & —1,3,5- = M8 —2-FL) g 3L ] R 3L} (oA ) A A
(81. 1mg, 0. 24mmo1) ( H & Frk Lt 5, 5 — BB il &1 ) Al 2-(UT 56 ) -5-[2-
5k -3-(4,4,5,5- WYL -1, 3, 2 A8 GBIE —2— 55 ) AL ]-4H- BEWy If [2, 3-c] Mt
1% —6 (5H) — fi] (100mg, 0. 24mmol) £ — AL L (3mL) i HE VL ds Py ( =28
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W) 42 (0) (28mg, 0. 024mmol) FIBKEREH (67mg, 0. 49mmol) ZE/K (1. 2mL) A HIVEW, SR 5 K
FH BT IR0 s N 2R B AR 110°C W 40mine H7K (50mL) MIAJTIR s N s, IR 2 &
BEASHL (2x25mL) o FTIAA I B9 HLZ A2 VLR i BR S BN v VR R T R e A kK e ik, FHE
KO BRAN T4, ik SR o Hs o 259301 o BT AL 04 B i A Ak e B i e iy g i, SR
Okt / CTR CERVENL, N33 Tl As @A 54 (50mg) o

[0287] 'H NMR(400MHz, DMSO-d,) 6 9. 84 (s, 1H),7.89(d, ] = 8.4Hz,2H),7.61(d, ] =
7.6Hz, 1H),7.48(dd, ] = 7.6, 1. 6Hz, 1H) , 7. 36 (t, ] = 7. 6Hz, 1H) , 7. 35 (d, ] = 8. 4Hz, 2H),
7.34-7.16 (m, 2H) , 7. 14 (s, 1H) , 4. 76 (s, 2H) , 3. 65-3. 57 (m, 4H) , 3. 56-3. 40 (m, 4H) , 2. 28 (s,
3H), 1. 42 (s, 9H) ;LCMS (m/z) :584. 1 [M+H]".

[0288]  sEjifs] 43

[0289]  2-(3-{4- & 2 —6-[(4- MWk R 2L ) & 2L 1-1,3,5- =Mk —2- K& }-2- AR
55 ) —6- MR ZERLEE -1 (2H) - A

[0290] [ fb2%:K 21]

[0291]

[0292]  Z{—IDIR
[0203]  6- ¥R AR BK 1% —1 (2H) - Wi (1. 00g,4. 44mmol) , ¥ [N A& — 2 Zk A1 4l B (0. 57g,
6.67mmol) , = P CFE B (0. 13g,0. 44mmol) FE BE# (0. 57g,6. 67mmol) # B V% T 2K
(20mL) FI7K (1. 5mL) HIVRA R ER R T, AEREREEE, MRS, A LIRAE
(I1) (0. 20g,0. 89mmol) , I HAE 100°C MY, FE4E 3 /N o o i N 1 2 SRR S, P
T NS I8 AN AR B4 TR T KN SR LB VRS « PR B LR LA HN,
FH A R RN 3 7K BV, FH TG /KRt B Ak T, ot iRyl He [ 25 8550 o T A AEL o ) 4 o i ot
FERERE g gife, SR Ot / LR LBEVENL, M5 3 6- MR A ZEBKRE ~1 (2H) - i
(0. 13g)
[0294] 'H NMR (400MHz, DMSO-d;) 6 12.52 (s, 1H),8. 25(s, 1H),8.08(d, ] = 8. 2Hz, 1H),
7.60(d, ] = 1.7Hz,1H),7.56(dd, J = 8.3, 1.8Hz, 1H),2. 18-2. 00 (m, 1H) , 1. 14-1. 08 (m,
2H) , 0. 89-0. 83 (m, 2H) ;LCMS (m/z) : 187. 1 [M+H] ",
[0295]  Zf G
[0206]  6— Ff A & Bk % -1 (2H) - i (56mg, 0. 30mmol), 1, 3— — & —2— A % % (150mg,
0. 60mmo1) , kR4 (195mg, 0. 60mmo1) FNLLAR (T) (11mg,0. 06mmol) #%HS#LE DMSO (2mL)
to 7F Smin [RTH R) S TR) SR A R 78 I A, AR JE 18 160 CHikE, £7 4 18 /Mo g e .
VRS N IR BEIE P, BT S S A (AR N VA 7K, IR R LB AR, HE4T 2 k. Tk
E A VLZ 2 A K BEss , FH S KR BN 48 , 1 SR B 9550 BT AR s 4
FUE S ERERR B G E gtk , R Okt / SR CBEBENL, M3 31 2- (3- ¥R AR —2- 3L
RFE ) —6— IRNZEERKE —1 (2H) - i (17mg)
[0207]  'H NMR (400MHz, DMSO—d,) & 11. 23-10. 60 (m, 1H) , 7. 69-7. 63 (m, 2H) , 7. 50-7. 45 (m,
24



CN 104169260 A OB B 23/170 T1

1H),7.45-7.33(m, 1H), 7. 21-7. 08 (m, 1H) , 6. 95-6. 83 (m, 1H), 2. 23-2. 12 (m, 4H) ,
1. 13-1. 06 (m, 2H) , 0. 90—0. 84 (m, 2H) » ;LCMS (m/z) :355. 1,357. 1[M+H]",

[0208] 2 = DIR

[0200] ) 2- (3— YRAX —2- FRILZRIE ) -6 FAPNZEMANE —1 (2H) - M (16mg, 0. 045mmol) £
SNER (0. 45mL) H T IS IR CIRMBEE S ) Al (23mg, 0. 09mmol) , — 5L [1,17 = AL
( ZoRERMREE ) ek ] (0D —&FHmA4 (3. Tmg, 0. 0045mmol) Al ZFRH (13mg,
0. 13mmo1) , Jf HLE 80°CHi#:, FFLk 20 /NI o WF S NS VA F1 2R B30, B A I BT ik
SR MR GRS TR A WL & ] JC /KB IR T 68, ook ol R Hs B 25 3%
o BSR4 o o AERE e b it E i ik, SR Cbt / LR S EE BRI, M #5 2
6— RN FE —2-[2- F3L -3-(4, 4,5, 5- PUFIE —1, 3, 2 "SR ZIN el e —2— %5 ) 2R3 1 Bk
% -1 (2H) - i (9mg) »

[0300]  LCMS (m/z) :403. 3[M+H] ",

[0301]  ZEVYIDIR

[0302] [ 2- &3k —4,6- —&(-1,3,5- =8 (124mg, 0. 75mmol) 7F THF (1. 2mL) ¥ %
(R VKB A EN) , 221895 51 DIEA (0. 18mL, 1. 33mmol) Fl 4- bkt 5% (89mg, 0. 50mmol)
7E THE 77 (0. 8mL) AR 28 Ja KUK B HE 1h, RS fERREEE AL B HE 16 /Mo BTikit
VE [ AR I o AR, FH TR SRBESS, AN a5, DARR I 2- 20k —4- &0 —6-[ (4- AR
KE) @A -1, 3,6- = (124mg) -

[0303] 'H NMR(400MHz, DMSO-d;) & 9. 85-9. 45 (m, 1H) , 7. 65-7. 20 (m, 4H) ,6. 88 (d, | =
9. 0Hz, 2H) , 3. 77-3. 69 (m, 4H) , 3. 08-3. 01 (m, 4H) o ;LCMS (m/z) : 307. 1 [M+H] ",

[0304]  Z{ Ti bR

[0305]  2- & 2E —4- G0 —6-[(4- WMk 2R 2L ) 2% 1-1, 3,5— —FF (Tmg, 0. 022mmol) FH
6- I —2-[2- 3L -3-(4, 4,5, 5- VU -1, 3, 2— 4028 BR Bl oe —2- 2% ) 2R3E ] Bk
i —1 (2H) - i (9mg, 0. 022mmol) ( HAELE LRI =PI 1) #siiadE —REE L
Ferh (0. 6mL) o FERAZ TP (=205 ) 48 (0) (2. 6mg, 0. 0022mmo 1) FHKERH (6mg,
0. 45mmo1) 7E7K (0. 2mL) PRI TRIAN TN 2228598, 2R )5 K FH il il R N 2 B AE 110°C ROV,
20min. H4 NSRS H1 2 IR T, 1 B UL 2 SR ANESRR A o . B iRk 1 4 sud i HPLC
Hil e s K/ PEE (B TR TEAVEN) #eaith, IRAL PR bR BG4 (2. Tmg) .
[0306] 'H NMR(400MHz, DMSO-d;) & 11.13-10. 65 (m, 1H) ,9. 28 (br. s, 1H) , 7. 72-7. 53 (m,
AH) , 7.50-7. 43 (m, 1H),7.42-7. 35 (m, 1H) , 7. 33-7. 20 (m, 1H) , 7. 08-6. 78 (m, 5H) ,
3. 77-3. 68 (m, 4H) , 3. 08-2. 95 (m, 4H) , 2. 30-2. 15 (m, 4H) , 1. 15-1. 00 (m, 2H) , 0. 95-0. 80 (m,
2H) o sLCMS (m/z) :547. 3[M+H]",

[0307]  SEjtEfe] 44

[0308]  2-(3—{4— & —6-[ (4- MR RIE ) 3L 1-1,3,5- =0 2- L 1 2- (e E)
Rk ) -6 IRINZE 8- i -3, 4- & ek —1 (2H) — [

[0309] [ fh2%:K 22]

[0310]
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H
BEGR G
HO Nj&N N/ﬁ
NH» ‘ @]

[0311]  Z{— LR

[0312]  TERAMZ T ,6- RN 8- 3 -3, 4— & 5wk -1 (2H) - i (1. 56g, 7. 6mmol) ,
1,6— ZyRAAKFEE (4. 0g, 15. 2mmo ) , AL HH (1) (1. 45g,7. 6mmol) Flfx BR & (1. 28g,
15. 2mmo1) #EEVFLE DMSO (15mL) A, 4R JG 4 110°C I RE, Frak 2 Ko B N RA 2
R , 1] S YR B IR L8R B o T8 Ak 8 = B i, DL ZSBR AN RR IO 3, SR
Ja PR e SR CBZEEL, AT 3 IR Tk & IR HLZ 2 F 3K ek, G /Km B+
P, L PE RN PR 25 o BT AR AL 40 ool il AE A i B ik alidb, R &0 T VR
it B 5 A bt/ SR SERFAT VR, INTI1S 21 2- 34X —6- (6— BRI ZE —8— 3 —1- %
-3, 4- ZE Mk -1 2H) - 55 ) ZRFEE (2.07g) .

[0313] 'H NMR(400MHz, CDC1,) & 10. 21 (s, 1H),7.58(dd, J] = 8.1, 1. 1Hz, 1H),7.42(t, J
= 8. 0Hz, 1), 7. 31-7. 22 (m, 1) ,6. 73(d, J = 1. 6Hz, 1H),6.68(dd, J = 12. 3, 1. THz, LH),
4. 05-3. 75 (m, 2H) , 3. 55-2. 80 (m, 2H) , 1. 93-1. 85 (m, 1H) , 1. 12-1. 02 (m, 2H) , 0. 81-0. 73 (m,
2H) ;LCMS (m/z) :387.9/389. 9 [M+H] ",

[0314] L&

[0315] [ 2— yRAK —6-(6— TR IE —8— 5l —1- %A -3, 4- & ek -1 (2 - 2 ) X
M (2. 53g,6. 52mmol) 7E DCM IS¢ PAIEE (2:1, 36mL) KRS IR F R (TEUKHE A 4]
(1), AN E AN (0. 12g, 3. 26mmol) , I H BT IR B IZ R A VI AV FHR 2 IR, IF
HARG RIZAEE e, R 1 /NI Brads S SR AR AN UK K, SR U 225G, 13547 2 ke BT
G FRIANUZ 2 Sk Bk, KRR AN T4, 1 Ay He [ 505 5] o T T L A 1) 5
ELHIY R (2. 61g) HT DOM(50mL) o SR A UKIEVAHT, ARG N LS (1. 39mL, 19. 6mmo1) Fl
MEmE (1. 39mL, 19. 6mmol) , FUFTIA i NES RS Fo 1F FHIR R PRI A, SR )5 7R IR I P i
S 1N BTIR ROV AR AN VK K, SR ST, T 2 IR ik & IR AL 2
FHERKBE, K BRER AN T-J , I SE A s b RV 7 o 4 S TR SR — e N ZERE (1:5) [
TRE IS BN BT IR R (40 T3, SR 5 P iR DU ] A A ok it i 48, FH — S T 5 ke 4%
IRIE TR, DA 2- YRAR —6- (6 IR 2L —8— g —1— %8A8 -3, 4- & itk —2 (1) - 3% )
NI LEREE (2. 209) .

[0316]  'H NMR(400MHz, CDCL,) 6 7.60(dd, J = 7.9, 1. 4Hz, 1), 7. 28 (t, J = 7. 9Hz, 11),
7.23(dd, J = 7.9, 1. 4Hz, 1H),6. 75-6. 67 (m, 2H) , 5. 28-5. 12 (m, 2H) , 3. 97-3. 87 (m, 1H) ,
3. 78-3. 68 (m, 1H) , 3. 31-3. 19 (m, LH) , 3. 02-2. 93 (m, 1H) , 2. 08-2. 02 (m, 3H) , 1. 94-1. 86 (m,
1H), 1. 12-1. 04 (m, 2H) , 0. 81-0. 73 (m, 2H) ;LCMS (m/z) :431. 8/433. 8 [M+H] ",

[0317]  Z{ DI

[0318] FEA A T, ¥ 2- WAL -6-(6- N2k 8- 3 —1- | AR -3,4- — A » ¥
Wk -2 (1H) - 3% ) FEELMREE (2. 10g,4. 86mmol) ¥ T 4 /N H (24. 0mL) o ] ZHSVEL, VN IR
(IMREEA ) A (2. 47g,9. 72mmol) , —5&0 [1, 17 - B ( ZAEMEES ) —%ek 1 48 (ID) =
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SATEEMMAEY (397mg, 0. 486mmol) I ZLFRHN (1. 43g, 14. 6mmol) , 3 HAF 95°C A HE, 7
G 24 /N o AT SERUITIR SOV, Bk 8 1 B R (AR EE A ) A (2. 47g,9. 72mmol) , —
UM U= X0 (R ) Rk 140 (0D & Fhena4 (397mg, 0. 486mmol) Fl 28
B (1. 43g,14. 6mmo 1) WS N2 Pk K NS, FF HLAE 95 C i b, FrEFat 24 /it o ¥ [ B
TSRV EN R IREEIR L, B K N TR NS, TR SR S BRAEHL . Pk & A NLE 2
FH I Atk 15 S At AR R R R R 3 7K W, FH DG 7Kt R At -, R sk H o 22 985581 T
PR I ) B S AR R B sk A, SR Okt / SR SFRPENE, 133 2- (6- BR
P2 -8— J —1- A -3, 4- & ek -2 (1H) - &%) —6-(4, 4, 5, 5- PUFFZE -1, 3, 2- 4%
W —2- 2% ) FELREE (2. 028) .

[0319]  'H NMR(400MHz, CDC1,) 6 7.81(dd, J = 7.5, 1. 5Hz, 1H),7. 41 (t, J = 7. 5Hz, 1H),
7.32(dd, J = 7.5,1.5Hz, 1H),6. 75-6. 65 (m, 2H) ,5. 51 (d, J = 11.6Hz, 1H),5.21(d, J =
11. 6Hz, LH) , 3. 93-3. 85 (m, 1H) , 3. 78-3. 69 (m, 1H) , 3. 28-3. 19 (m, 1H) , 3. 03-2. 91 (m, LH) ,
1.99 (s, 3H),1.91-1. 87 (m, 1H) , 1. 34 (s,6H) , 1. 34 (s, 6H), 1. 12-1. 02 (m, 2H) , 0. 81-0. 72 (m,
2H) ;LCMS (m/z) :480. 2 [M+H] ",

[0320]  AEPYILEE

[0321] ] 2- 2 & —4- S —6- [ (4- M ORACR I ) &2 1-1, 3, 5- — & (1. 31g,4. 26mmo])
( HCAR 35 70 i ot STt 451) 43, 245 DY 25 B8 v By 80 1 77 320 (R b il 45 19 ) A 2- (6 BR A
8- -1 AR -3, 4- A R -2 (IH) - 25 ) —6-(4,4, 5, 5- WY& -1, 3, 2- 5 %
WG —2- 2 ) FIEZRER (2. 0g,4. 26mmol) /£ — 4 ZELpid (15mL) FI¥HE L, A
P ( =Z55%) 28 (0) (246mg, 0. 21mmo1) FAKERHH (1. 18g,8.51mmol) FEZK (7. 5mL) H[¥1%s
W, ARG AE 100°CIMFA, #5452 6 /N o B AT [ N, 48 Ja BTk Ui e [ 4478 i ik
JECEE, FIK PR o BT FUE i AE R IR b i e isvipb aidh, R Ot / LR L lsvE
i, MTTIAS B 2- {4- 20 —6-[ (4- WIRAC R 3L ) 23k 1-1, 3, 5— =g —2- 2L 1 -6-(6- FF N
5 8- g -1 AR -3, 4- AR -2 (1) - 55 ) IR SERREEATE M S WY (2. 0g)
PHREY . ARG (2. 0g) 7EFEE (15mL) I, AKX IR (828mg, 6mmol) ,
I HAE 70°ChnFA, FF42 30mine K AN FTIR J5 S, FH BT IR P ] AR 4 18 ik it g Ui 48
AR R eGSR G T8, ARt rdk bR itk 54 (1. 59g)

[0322] 'H NMR(400MHz, DMSO-d,) 6 9.49 (s, 1H),7.75(dd, ] = 7.4,1.8Hz, lH),
7.69-7.52 (m, 2H) ,7.50-7. 41 (m, 2H) , 7. 35-7. 10 (m, 2H) , 7. 00-6. 81 (m, 4H) , 5. 05 (s,
1H),4.56(dd, ] = 11.8,4.5Hz, 1H),4.34(dd, ] = 11.8,9.6Hz, 1H),3. 92-3. 83 (m, LH),
3. 82-3. 73 (m, 1H) , 3. 66—3. 60 (m, 4H) , 3. 26-3. 15 (m, 11) , 3. 13-2. 96 (m, 5H) , 2. 08—1. 95 (m,
1H) , 1. 10-0. 98 (m, 2H) , 0. 87-0. 72 (m, 2H) ;LCMS (m/z) :582. 3 [M+1] ",

[0323]  SEjifh] 6-32, 34-38, 40,41, 45-282

[0324] EoR T F4) [FR1-1] & [ R 1-27] B8 SEHB -G T il es ARYRAE FiRse
TG v T A R 7 Vs BN SR T, A A A A A A P IR T T A, A 3 A ) Uk
CRPRR ™ i, B3ER R b i, 20 I AR S A AR N D3 O 0 R SRR 7 v B T He i 7 vk M
il K1 5T )

[0325] PR MEW IV B EAR Bor T4 [ 58 2-1] & [ 3R 2-15],

[0326] [ 1-1]
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[0327]
5% 36 B
s 2 Ak
%5
C%jo 4-( & T XK )-N-(3-{4-[(4-{2-1(1,3-
2 W) KI ZERF =B R2-K) TAD
6 0
N

‘#-4-ﬁ£}££&)-ﬁ£~]-15395-3 ‘é
2-F12-FRAER)E TR

N-{3-14-({4-[2-(RA T X )" obk-4-
EEIXEIRE)135-Z%-2-
Al2-FEERA-(RTEROXT
B

4-( # T &KX N2 F A
S3-[A-(4-1C-HHARTE)RAT
Bk | KA RE)135-Z%-2-
e PN

4-(#T 2)-N-[3-(4-{[4-(4- X%
ﬁ'l'&g)iﬁ‘] ‘ig}'15375'£’§‘
-2-8)-2-FREK|EXT B

N

4-(& T )-N-{3-[4-({4-[4-Q- B T
A)RE2-1-EE|XE A
A)1,35-=2%-2- K] 2-FERE}
E S

11

4-(RT E)-N-{3-[4-({4-12- £ T
A)RETFTBAIREIRA)-1,3,5-
Z5-2-R-2-FERRIRXT BB

[0328]
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12

4-(RT E)-N-[2-F £-3-4-F &
G-{[4-("Bk-4-FE X)X X R
A1,35-2%-2- )R KA | XF 8
i 3

13

4-( &/ T X )-N-[3-(+- 7 & &
6-{lA-("H ok -4- B E)E X | &
A}-1,35-2%-2-8)-2-F A RK
X FBba

14

4-1(4-3-[4- (KT X)X T Bt &
ﬁ]'z' ?5*5}-153 ,5-.’3%-2—&)
RAI-N, N-R(Q2-ZTH)ET B
3

15

4-(HRT £)-N-G-{4-[(4-{12, 2-=
FE-LI-ZRABFRK-4-K)F
RIRETHBAIEE)RE]-1,3,5
Z25-2-K2-FEARPEXTSE

16

4-(#T 2)-N-[3-(4-{[4-( B B 2)
FEIRE-1,3,5-2%-2-5)2-F
EXE X B

17

4-( AT R)-N-(3-{4-[@-{[2-(=F
R TEAIRATHEIRDA
Al-1,3,5-2%-2- K- 2-FEAEL)
Y B

18

4-(&T £)-N-{3-[4-({4-[(2, 3-=
FEAR)RETBRAIRXLAIR
£)-1,35-2%-2-K]-2-FERK}
LS

[0329]
[0330]

[ % 1-2]
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19

AIEEIRA)135-2% 2

4-(B T 2)-N-{3-[4-({4-1(1,3-
—HEAAR-2-R)REA T

A ]-2-F ALK T BB

20

(& T A )»N2-F A
S3-[A-(REARE)-135-2%
2- KRR R T B

21

4-(RT E)-N-G-{4-[4-F &
EE)RA1,35 =% 2
A 2-FAERX T B

22

4-(#&T A)-N-G-{4-|C- B %
E2)RA-1,3,5-2%-2-%)-2-
PEFXTBE

23

4-(A T £)-N-G-(4-10- R %
E)RE]135-2%-2-%)2-
LE TS SELL N

24

4-( & T AN F K
3-{4-[4- G ok R EE)R
Al-1,35-2%-2- KX %
¥ Bk

25

4-( & T A »N-[2- F A
3-(4-{[4-CHARR T E) KK
RAE135-2%2-F)F 4
RV B

[0331]
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i /Q\rN N N
N R N
J N sgagenes

N-(3-{4-[(1H- 73] & -6- 3£ ) &
E]'lp?’as'i’é"z'i}'z' EF g
FE)-4-(BTE)ERT Bl

O /Q\(
N
N &
27 >(Ejk N NI\,/:Y‘]J/

4-(#T £)-N-B-(4-[2-F &
* g ) 'ﬁl £ ]'19395' E % -2-
A 2-FRAXBXT B

Fo U
N N
28 >(©)LH v

4-(#T £)-N-G-{4-1(4- R %
B)RA135-2%-2- )2
FARE)VE T oA

L
N N
N S

29 }/QAH [

4-(#T & )-N-G-{4-16- T &
XEYR A 1,35 =% -2-
A 2-FEARXR)X TR

e

N-{3-[4- R & -6-({4-[2-(2 T
ESLL T & SE S ST
£)-135-2%-2-%]-2-F &
FE)-4-(RT R X T B

H

N, N
31 N 2N
NH2

N-{3-[4- R A -6-({4-13-(& ¥
ESET WS SE & $F
X)135=%-2-%]-2-F %
EE4-(RTRX T B

[0332]
[0333]

[ & 1-3]
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32

N-{3-[4- R A& -6-({4-[2-(R %
FE)Gak-4-HE XX IR
A)135 2%-2-%)-2-F 4
FE4-(KTER)RXTBE

34

N-[3-(4- B X -6-{[4-2-F &%
LRE)EEIRAE}-135=2
#-2-5)-2-FAER-4-(&
TEA)XT Bk

35

N-(3-{4-[(LH- 3 FF [d] % & -6-
)R A-135-2%-2-4-2-
FEEE)4-(RT )X T
B

36

4-( /T A )N2- F A&
3-(4-{[4-(RZ-1- )R K| R
A}135-2%-2-F)F KX
bl

37

4-(#T £)-N-[3-(4-{14-(1, 4-
Z R A AARKRE-2-F)R
AR A-1,35-2%-2-%)-2-
FEERIXTRE

38

N-[3-(4- & & -6-{[4-("5 % A
FE)ELIREA-135-2%
2-%)2-FAXKA4(KRT
)X T sk

40

N-G3-{4- R -6-](4-"BHR X
E) R A 1135 = & -2-
A} 2-(BTFEORE)4-(KT
R)RTF BB

[0334]
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41

N-(3-{4- B -6-| (4B R K
F)EAI13,5-2%-2-2)-2-
FEARE)4-(RTE)RXTBE
B

45

2-[3-(4- R K -6-{[4-(HH AR T
B)REIRA135-2%2-
E)2-(BFER)RE]-6-K A
8- 34— & F &K
-1(2H)-B

46

2-(3-{4- R -6-[(6- "B R A vk,
w-3- )R EI-1,3,5-=%-2-
E12-(EFTR)EL)6-KA
A8 £ 34— & F Sk
-1(2H)-%

47

2-[3-(4-R EK-6-{[4-(1, 4-=F
E-3-BARRE-2-H)R KK
A3-135-2%-2-%)2- (B F
E)KK)-6-38 B A-8-£-3,4-
ZEFE%k-12H)-F

48

F O

H
o
\/ 7 HO \f

NH,

O\/\O/
O/\\/O\~

2-[3-(4- & 2 -6-{[3,4- R (2-F
FETAREA)XEA
E}135-2%-2-%)2-(#7F
)R K ]-6-3K 5 A -8-#.-3,4-
=S A E%k-12H)-F
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3, 4-= A A E%%-12H)-F

248

2-[3-(4- &I -6-{[1-(RAX T
A)-1H-b%-3- K K
A}-1,35=24%-2-%)-2-(F
F)EK]-6-FRE-8-R-34-
=& EH%-12H)-W

[0401]
[0402]

[ % 1-24]

75



74/170 BT

CN 104169260 A W M P
(8)-2-13-(4-RF-6-{[1-(F &,
T q /@\(N § vk w-3-3)- 1 H-wtkok-3- 2 | £,
249 V/@“O IV O g5 2925208 %
NH, A)EE)-6-3K % 8- F-3.4-
=S AEh-12H)-F
(R)-2-[3-(4-BXK-6-{[1- (W&
Fog ‘@\r“‘ i sk h-3-2)- | H-b-3- K 1
250 V/djm AI E”Q) A1-1,35-2%-2-%)2-(BF
NH; E)FRK]-6-30 % K-8- f-3,4-
— A EMR-1(2H)-F
4-({4-8K-6-13-(6-3F A K.-8-
v/é&“ INYN A f-1-FK-3.4-= 8 vk
251 NegN = -2(1H)-2)-2-G2 F B)F
. \|N/Hz N K135 2% 2- R B A)-1-
¥ R-1H-7%-2- T BRAE
2-[3-(4-BE-6-{[1-(1- F Kok
Fog @\(N . w4 )-1H-wthok 4
252 me 1A Q‘C— Ay13,5-2%-2-%)2-(F
Nz )R K|-6- &K -8-R-3.4-
Z A FEk-1Q2H)-FR
. 2-13-(4- BB -6-{[1-2-"BoHA,
F 0 ! Q . 2-BAAR L)1 H-nhob4- X
253 vm N.”:\Nr“f;,Nf £4)-1,3,5-2%-2-%)-2-(8
i 7&K A]-6-3R 5 A -8- K
3.4-Z 8 AE%-12H)-F
2-{3-[4-RA&-6-({1-[(W &
NH2 %-3-K R K)-1,3,5-Z%-2-

[0403]
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A]2-(BFR)RE-6-HA
A-8-R-34-— Sk
-12H)-#

255

4-({4-8 I -6-[3-(6-3F 1 K-8~
F-1-FAK-3,4- = B Fok
-2(1H)-£)-2-(B F )X
X]-1,35-2%-2- KK
2)-1H-wkeg-2-F BERE

256

2-(3-{4-2Hk-6-[(1-F &
-1H-1, 2, 3-="-5-K) &
X1-1,3,5-=%-2-K}-2-(F
F)ER)-6-HK A E-8-R-3.4-
Z &AL 12H)-F

257

2-{3-[4-8E-6-({1- (W &
-2H-vtbd-4- ) F K )-1H-wt
w4 RV R )-1,3,5-Z%-2-
Al2-FTFER)ER-6-FH
2A-8-F-3,4-= F bk
-1(2H)-H

258

2-(3-{4-B & -6-[(1-F £-2-£
Rel, 2-ZEoHR-4-2) &
£]-1,3,5-2%-2-%1-2-(F
A )EH)-6-2R 7 HK-8-f-3.4-
— & FEk-12H)-8

[0404]
[0405]

[ % 1-25]
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2-(3-{4-8H-6-[(1-F X-6-§
! ‘@\(N H R-1, 6-= HAHR-3-F2)&
N A ahd Nigl _
259 v)ijém NN A AJ-1,35-=2%-2-%}-2-(2 T
NH; E)ERK)-6-3R A X-8-R-3.4-
=SSt Ek-12H)-F
2-{3-[4-R A& -6-({1-[2- 8
. Q 2-(hBbr-1- ) TR |- 1H-v
260 vml,@\ﬁrqﬁ,ﬂf\ﬁfo w4 RIRE)-1,3,5-2%-2-
oH YN E|2-(BTH2)EL}-6-5 K
o £-8-f-34-— B Fpdwk
-1(2H)-¥
2-{3-[4-RA&-6-({1-[(3-F &
E o ) SRR TR-3-2)FA|-1H-
o v
o :23 -2- K252 F R)RE}-6-3
7 & -8-#-3,4- = R F ok
-1(2H)-BA
2-(3-{4-B A -6-[(1-R & -1H-
=3 ’@YN - Atk 4- %) B A -1,3.5-2%
262 vm“o A G PP IREPL PP
RH; AE-8-f-34-— R Sk
-1(2H)-#
2-(3-4-BE-6-[(1-F £
F ON/@/N\ H\(’\N/ 1H-1, 2, 3-Zo-4-R)R
263 HO NI\fN N=N | R]-1,3,5-2%-2-%)-2-(B T
W Y, £)EE)6-FARS R
Z &S 12H)-F

[0406]
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Eoo y 2-{3-[4-B A -6-(FErk 4K
. v/@/%'\; N\QN £4)-13,5-2%-2-K]-2-(
HO T FER)FE}-6-FRAE-8-R
-3,4-= &£ Mk-12H)-FA
2-(3-{4- B -6-[(1- T
S
265 or Negh N= | £)-1,35-2%-2-K)-2-(BF
NH, )X K)-6-3 A K -8-f-3.4-
Z & FER-12H)-8
2-[4-({4-BH-6-[3-(6-F AL
£ 9 . N Hi‘F -8-fi-1-BAR-3.4- = B B0k
266 HN'WJ T aamseersz
NH #*1-1,3,5-2%-2- K1 K
A)-1H-vkek-1-4 ) LB
2-(3-{4-RXK-6-[(1- A1, 2,
F o y 3,4-v9 e [1, 2-a|%
267 v/@ R O N
oH ‘NrH NH | B32-(8 T R)ER)-6-5R A
X-8-f-3.4-— 8 pdok
-12H)-B
2-(3-{4-BK-6-[2-F £-1-K
E 0O ’ K1, 2, 3,4-13 Kok HH1,
” [\],'\",\\Nr'\' < i 2-ate-7-R)RAE-13,5-=
V; OH \NrHZ N %2-A)-2-(B T RFEL)-6
RARE-8-R-34-—EFEok
-1(2H)-#
[0407] [ % 1-26]

[0408]
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4-({4- R 2 -6-[3-(6-3F & K .-8-
H R-1-FAR-3,4-= B A4S0k
N S -
269 NY,,N Q 2(1H)-%)-2-(FFE)K
N, N R 3 s g2 R R K-

WA 1 H-wh k-2
2-[3-(4-RA-6-{[1-(1- R AR

£ oo ’@\r H L) 1w -4- K £
N N\ N v
270 v/@é NN QNJ» £}-1,3,5-2%-2-8)2-2 F
NH, E)EE)-6-FKHE-8-F-3,4-

Z R FEk-102H)-]
2-[3-(4-8A-6-{[1-(#-T

P! N £)-1H-weed-4- KK
271 V@J %E\(Nﬁ}'{/ A}-13,5-2%-2-%)-2-(&7F
\”rHZ B)RA|-6-3R A E-8-£-3,4-
Z & F k- 12H)-5
4-({4-B K -6-[3-(6-FR AL -8-

F o .y f-1-EAR-3,4- = B vk
oH Y NAE IEETEL BF 37 3
X)-N, N, 1-=F A-1H-"%

-2-F Bt
2-{3-[4- B H&-6-({1-](1-F &

T o H KA T -1 H-tk 43K}
N N \f\N o

273 NN sy ’\é £H)-1,3,5-2%-2-K]-2-(
NH, FE)EK}-6-3R & £ -8- £
-34-= 8 Ek-1CH)-F

[0409]
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274

| 2k T ROER)-6-

2-(3-{4-[(1-% A -1 H-vtkoe
-4-F)FK]-6-RHK-1,3,5-=

A 8- F-3,4- = B F Bk
-1(2H)-BR

275

2-[3-(4-BEK-6-{[1-(2, 2-=R
T )-1H-wtork-4- 2 | B,
A}-135=2%-2-%)2-(F
)RR ]-6-38 A £ -8-f-3,4-
Z A ATH-12H)-B

276

2-(3-{4-B A -6-[(1-FR AL
-1H-whe-4- K )R 1-1,3,5-
Z%-2- A1 2-(BF )X
£)-6-3F R E-8-F A Euk
-1(2H)-B

277

2-(3-{4-RA-6-[(1-F AL
-1H-vkes-3- K ) R -1,3,5-
Z2%-2-R}2-(EFHX
£)-6-2F B K -8-R-3.4-= 5,
FEk-12H)-5

278

2-[3-(4-RA-6-{[1-2- 72 & -2-
G SoF SRV ECA T SE

A}-1,35=24%-2-%)-2-(F
F)EK]-6-FRE-8-R-34-

=& EH%-12H)-W

[0410]
[0411]

[ % 1-27]
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£ o ] 2-{3-[4- B -6-(hH-4- K
N%)\,TN\YN (S| B)135-Zh-2-R12-(2 T
e V/Qé o NN OSNY  xa e maRs s
e Z SR EH-12H)-F
2-(3-{4-R A -6-[(1- R K -1H-
e e i
ol N E}-2-FEFEHEL)-6-3F
NH; AR-8-R-34-— R sk
-1(2H)-
2-[3-(4-BA-6-{[1-(ARIFT
Eog ‘KP\rN H Bo-3-2)-1H-nkei-4- 2 | &
281 v/@ oN A f;“’co £}-13,5-2%-2-K)2-( 7
NH, E)EK]-6-3 A %-8-R-3.4-
Z &Lk 12H)-B
2-(3-{4-RE-6-[(1-RA-2, 3-
QP! J:P\(N | SRmtheR)R
282 V/@ N 0 | grssz k20T
NH, 8 | R)EK)6-FAK-8-H-3,4-
Z & Bk 12H)-F
[0412] [ 2-1]
[0413]
LCMS
sl '"H-NMR § (ppm) m/z
%5
[M+H]"
(DMSO-d6):5 10.55 (s, 1H), 9.96 (s, 1H), 8.91 (s, 1H),
7.98 - 7.80 (m, 8H), 7.68 (dd, J=7.9, 1.4 Hz, 1H),
6 7.59 - 7.46 (m, 3H), 7.45 - 7.33 (m, 3H), 3.77 - 3.70 (m, 710
8H), 3.43 (dd, J=1L7, 9.0 Hz, 1H), 2.39 (s, 3H),

[0414]

82
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1.33 (s, 9H).

(DMSO-d6):5 10.56 (s, 1H), 9.97 (s, 1H), 8.91 (s, 1H),
7.99 - 7.91 (m, 2H), 7.86 (d, J = 8.5 Hz, 211), 7.67 (dd,
J=7.8, 1.5Hz, 1H), 7.60 - 7.46 (m, 3H), 7.46-7.34
(m, 3H), 3.86-3.81(m, 9H), 3.64 - 3.56 (m, 1H),
3.50 - 3.39 (m, 1H), 2.39 (s, 3H), 1.33 (s, 9H).

580.1

(DMSO-d6):5 10.59 (s, 1H), 9.98 (s, 1H), 8.92 (s, 1H),
8.34 - 8.26 (m, 1H), 7.99 - 7.91 (m, 2H), 7.90 - 7.79 (m,
4H), 7.69 (d, J=7.4 Hz, 1H), 7.60 - 7.46 (m, 3H),
7.39 (t, I =7.7 Hz, 1H), 3.64 - 3.53 (m, 8H), 3.42 - 3.33
(m, 2H), 2.48-2.38 (m, SH), 1.33 (s, 9H).

594.2

(DMSO-d6):5 10.54 (s, 1H), 9.97 (s, 1H), 8.91 (s, 1H),
7.99 - 7.91 (m, 2H), 7.87 - 7.80 (m, 2H), 7.68 (dd, J =
7.7, 1.5Hz, 1H), 7.59-7.46 (m, 3H), 7.40 - 36 (m,

3H), 4.77(d, J=3.9 Hz, 1H), 3.75-3.10 (m, 9H),

2.39 (s, 3H), 1.33 (s, 9H).

565.2

10

(DMSO-d6):5 10.55 (s, 1H), 9.97 (s, 1H), 8.91 (s, 1H),
7.99 - 7.91 (m, 2H), 7.88-7.81 (m, 2H), 7.68 (dd, J =
7.7, 1.4 Hz, 1H), 7.60 - 7.46 (m, 3H), 7.44 - 7.34 (m,
3H), 4.44 - 4.41 (m, 1H), 3.64 - 3.56 (m, 4H), 3.52 - 3.48
(m, 2H), 2.46-2.37 (m, 9H), 1.33 (s, 9H),

594.2

11

(DMSO0-d6):510.58 (s, 1H), 9.98 (s, 1H), 8.93 (s, 1H),
8.33 (t, 3=5.7Hz, 1H), 7.95(d, J=8.5Hz, 21),
7.80- 7.90 (m, 4H), 7.69 (d, J = 7.4 Hz, 1H), 7.60 - 7.46
(m, 3H), 7.39 (t, J=7.8 Hz, 1H), 4.71 (t, J =5.6 Hz,
1H), 3.45-3.55(m, 2H), 3.37 - 3.27 (m, 2H), 2.40 (s,
3H), 1.33 (s, 9H).

525.2

12

(DMSO-d6):5 10.45 (s, 1H), 9.95 (s, 1H), 7.99 - 7.92 (m,
2H), 7.87(d, J=8.2Hz, 2H), 7.67-7.58 (m, 2H),

656.0

[0415]
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7.59 - 7.51 (m, 2H), 7.48 (d, J=7.3 Hz, 1H), 7.41(d,
J = 8.6 Hz, 1H), 7.36 (t, J = 7.8 Hz, 1H), 3.65 - 3.55 (m,
4H), 3.52-42(m, 4H), 2.52 (s, 3H), 2.37 (s, 3H),
1.33 (s, 9H).

13

(DMSO-d6):5 10.49 (s, LH), 9.97 (s, 1H), 8.00 - 7.91 (m;
2H), 7.86 (d, J=8.3 Hz, 2H), 7.70 - 7.64 (m, 1H),
7.59 - 7.52 (m, 2H), 7.48 (d, J=7.5Hz, 1H), 7.42 (d,
J =8.4 Hz, 2H), 7.37 (t, J = 7.7 Hz, 1H), 4.01 (s, 3H),
3.64 - 3.56 (m, 4H), 3.57 - 3.43 (m, 4H), 2.39 (s, 3H),
1.33 (s» 9H).

580.9

14

(DMSO-d6):5 10.51 (d» J = 2.2 Hz, 1H), 9.99 - 9.94 (m,
1H), 8.90 (s, 1H), 7.99 - 7.91 (m, 2H), 7.85 - 7.77 (m,
2H), 7.68 (dd, J=7.6, 1.5Hz, 1H), 7.60 - 7.46 (m,
3H), 7.44 - 7.34 (m, 3H), 4.82 - 4.76 (m, 2H), 3.64 - 3.50
(m, 8H), 2.39 (s, 3H), 1.33 (s, 9H).

569.0

15

(DMSO-d6):5 10.59 (s, 1H), 9.98 (s, 1H), 8.93 (s, 1H),
8.48 (t, J=5.9Hz, 1H), 7.95(d, J=8.5Hz, 2H),
7.91 - 7.81 (m, 4H), 7.73 - 7.66 (m, 1H), 7.60 - 7.46 (m,
3H), 7.39 (t, J=7.8Hz, 1H), 4.25-4.14 (m, 1H),
3.98 (dd, J=8.3, 6.2 Hz, 1H), 3.70 (dd, J=8.3, 5.8
Hz, 1H), 3.65-3.56 (m, 1H), 3.47-3.31 (m, 1H), 2.40
(s» 3H), 1.36-1.34 (m, 6H), 1.33 (s, 9H),

595.2

16

(DMSO-d6):5 10.61 - 10.56 (m, 1H), 9.98 (s, 1H), 9.66
(s 1H), 8.92(s, 1H), 7.95(d, J=8.5 Hz, 2H), 7.89
-7.78 (m, 4H), 7.68 (dd, J=17.7, 1.5 Hz, 1H), 7.60 -
7.46 (m, 3H), 7.39(t, J=7.8 Hz, 1H), 4.45(s, 2H),
2.39 (s, 3H), 1.33(s, 9H).

496.0

17

(DMSO-d6):5 10.58 (s, 1H), 9.98 (s, 1H), 8.92 (s, 1H),
8.33 -8.25 (m, 1H), 7.99 - 7.91 (m, 2H), 7.90 - 7.79 (m,

552.0

[0416]
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4H), 7.69 (d, J=7.7Hz, 1H), 7.60 - 7.46 (m, 3H),
7.39 (t, J=7.8 Hz, 1H), 3.42-3.22 (m, 4H), 2.40 (s,
3H), 2.21 (s, 6H), 1.33 (s, 9H).

18

(DMSO-d6):5 10.59 (s, 1H), 9.97 (s, 1H), 8.93 (s, 1H),
8.30 (t, J=5.8Hz, 1H), 7.95(d, J=8.5Hz, 2H),
7.89-7.84 (m, 4H), 7.69 (d, J = 8.1 Hz, 1H), 7.58 - 7.54
(m, 2H), 7.52 - 7.48 (m, 1H), 7.39 (t, J = 7.8 Hz, 1H),
4.80 (d, J=4.8 Hz, 1H), 4.56 (t, J=5.8 Hz, 1H),
3.67-3.57 (m, 1H), 3.44 - 3.30 (m, 3H), 3.25-3.13 (m.,
LH), 2.40 (s, 3H), 1.33 (s, 9H).

555.0

19

(DMSO0-d6):510.60 - 10.55 (m, 1H), 9.98 (s, 1H), 8.93
(s, 1H), 7.95(d, J=8.5 Hz, 2H), 7.89-7.80 (m, 5H),
7.73 - 7.66 (m, 1H), 7.58 - 7.54 (m, 2H), 7.50 (dd, J =
7.9, 1.5Hz, 1H), 7.39 (t, J=7.8 Hz, 1H), 4.68 - 4.60
(m, 2H), 3.96 (dt, J=7.9, 5.8 Hz, 1H), 3.51 (t, J=
5.8 Hz, 4H), 2.41(s, 3H), 1.33(s, 9H).

555.0

20

(MeOH-d4):5 8.72 (s, 1H), 7.99 - 7.85 (m, 2H), 7.75-
7.65 (m, 3H), 7.60 - 7.46 (m, 3H), 7.41 - 7.27 (m, 3H),
7.10 (t, J=7.4Hz, 1H), 2.45(s, 3H), 1.36 (s; 9H),

438.4

21

(MeOH-d4):5 8.66 (s; 1H), 7.93 (d; J=8.2 Hz, 2H),
7.67 (dd, J=17.8, 1.5Hz, 1H), 7.61 - 7.41 (m, 5H),
7.37 (t, J=7.8 Hz, 1H), 6.91(d, J=8.4 Hz, 2H),
3.78 (s> 3H), 2.43 (s» 3H), 1.37 (s» 9H).

468.4

22

(DMSO-d6):5 10.04 (s, 1I1), 9.93 (s, 1H), 8.80 (s, 1H),
7.93 (d, J =8.2 Hz, 2H), 7.67 - 7.51 (m, 4H), 7.45 (d,
J=75Hz, 1H), 7.40 - 7.17 (m, 4H), 2.31 (s, 3H),
1.33 (s, 9H).

456.4

23

(MeOH-d4):5 8.78 (s, 1H), 7.96 - 7.86 (m, 2H), 7.77 -
7.66 (m, 2H), 7.60 - 7.24 (m, 6H), 6.86 - 6.76 (n, 1H),

456.4

[0417]
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2.46 (S} 3H)) 1.36 (S) 9H)n

24

(MeOH-d4):5 8.66 (s, 1H), 7.93 (d, J=8.0 Hz, 2H),
7.67 (d, J=7.8 Hz, 1H), 7.60 - 7.53 (m, 4H), 7.50 (d,
J=17.9Hz, 1H), 7.36 (t, J=7.8 Hz, 1H), 6.97 (d, J
= 8.3 Hz, 2H), 3.85 - 3.80 (m, 4H), 3.13 - 3.08 (m, 4H),
2.44 (s, 3H), 1.37 (s, 9H).

523.4

25

(DMSO-d6):5 10.33 (s, 1H), 9.96 (s, 1H), 8.84 (s, 1H),
7.95 (d, J = 8.2 Hz, 2H), 7.73 - 7.60 (m, 3H), 7.59 - 7.52
(m, 2H), 7.48 (d, J = 7.5 Hz, 1H), 7.37 (t, J = 7.9 Hz,
1H), 7.31 - 7.18 (m, 2H), 3.59 - 3.52 (m, 4H), 3.39 (dd,
J=15.5, 8.9 Hz, 2H), 2.40 - 2.31 (m, 7H), 1.33 (s,
9H),

537.4

26

(MeOH-d4):5 8.79 (s, 1H), 8.36 (s, 1H), 8.00 - 7.85 (m,
4H), 7.77-7.65 (m, 2H), 7.67 - 7.46 (m, 5H), 7.40 (t,
J=17.7Hz, 1H), 7.27(d, J=8.6 Hz, 1H), 2.47 (s
3H), 1.37 (s, 9H),

478.2

27

(MeOH-d4):5 8.73 (s, 1H), 8.14 - 8.07 (m, 1H), 7.93 (d,
J=8.5Hz, 2H), 7.70(d, J=7.6 Hz, 1H), 7.61 - 7.48
(m, 3H), 7.42-731(m, 1H), 7.19 - 7.09 (m, 1H),
7.05(d, J=7.9Hz, 1H), 6.97 (t, J=7.6 Hz, 1H),
3.91 (s, 3H), 2.44 (s, 3H), 1.37 (s, 9H),

468.6

28

(MeOH-d4):5 8.48 (d, J = 12.4 Hz, 1H), 7.91 (d, J =8.2
Hz, 2H), 7.63-7.52 (m, 3H), 7.44-7.30 (m, 3H),
7.14 - 7.07 (m, 1H), 7.04 (s, 1H), 6.93 - 6.83 (m, 1H),
2.11 (s> 3H), 1.36 (s, 9H),

456.4

[0418]
[0419]

[ & 2-2]
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29

(DMSO-d6):5 10.33 (s, 1H), 9.97 (s, 1H), 8.87 (s, 1H),
7.99 - 7.91 (m, 2H), 7.67 (d, J = 7.8 Hz, 1H), 7.60 - 7.50
(m, 2H), 7.52-7.45(m, 2H), 7.42-7.30 (m, 2H),
7.25 (t, J=8.1 Hz, 1H), 6.70 - 6.63 (m, 1H), 3.75 (s>
3H), 2.38(s, 3H), 1.33 (s, 9H).

468.6

30

(DMSO-d6):5 9.93 (s, 1H), 9.80 (s, 1H), 7.94(d, J=
8.5 Hz, 2H), 7.87(d, J=8.3 Hz, 2H), 7.58-7.53 (m,
2H), 7.51 (dd, J=7.6, 1.5 Hz, 1H), 7.40 (dd, J=7.9,
1.4 Hz, 1H), 7.35(d, J=8.6 Hz, 2H), 7.30 (t, J=7.7
Hz, 1H), 7.25(s,» 2H), 4.91 (t, J=5.6 Hz, 1H), 3.96
-3.36 (m, 9H), 2.33(s, 3H), 1.33(s, 9H).

596.1

31

(DMSO-d6):5 9.92 (s, 6H), 9.82 (s, 1H), 7.96 - 7.92 (m,
2H), 7.89(d, J=8.3Hz, 2H), 7.58-7.53 (m, 2H),
7.51(dd, J=17.7, 1.5Hz, 1H), 7.40 (dd, J=7.9, 1.5
Hz, 1H), 7.37 - 7.33 (m, 2H), 7.30 (t, J = 7.7 Hz, 1H),
7.25 (s, 2H), 4.77 (s, 1H), 3.91-3.73 (m, 2H), 3.64 -
3.56 (m, 1H), 3.51-3.33 (m, 6H), 2.34 (s, 3H), 1.33 (s,
9H).

596.1

32

(DMSO-d6):5 9.93 (s, 1H), 9.82 (s, 1H), 7.97 - 7.92 (m,
2H), 7.89(d, J=8.2Hz, 2H), 7.55(dd, J=8.4, 1.5
Hz, 2H), 7.51 (d, J = 7.6 Hz, 1H), 7.40 (d, J = 7.8 Hz,
1H), 7.37-7.33 (m, 2H), 7.31(t, J=7.9 Hz, 1H),

7.28-7.18 (m, 2H), 4.00-3.37 (m, 9H), 2.33 (s, 3H),
1.33 (s, 9H),

595.1

34

(DMSO-d6):5 9.92 (s, 1H), 9.43 (s, 1H), 7.94(d, J=
8.5 Hz, 2H), 7.66 (s, 2H), 7.59 - 7.51 (m, 2H), 7.51-
7.44 (m, 1H), 7.39 (d, J =8.0 Hz, 1H), 7.29 (t, J=7.7
Hz, 1H), 7.10 (ss 2H), 6.90 - 6.83 (m, 2H), 4.08-4.01

527.1

[0420]
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(m, 2H), 3.67-3.60 (m, 2H), 3.30 (s, 3H), 2.32 (s,
3H), 1.33 (s, 9H).

(MeOH-d4):5 8.73 (s, 1H), 8.32 - 8.01 (m, 1H), 7.93 (d,
J=8.3Hz, 2H), 7.71(d, J=7.7Hz, 1H), 7.65-7.48
(m, 6H), 7.49-7.16 (m, 1H), 2.47 (s, 3H), 137 (s,
9H),

478

36

(DMSO-d6):5 10.08 (s, 1H), 9.93 (s, 1H), 8.76 (s, 1H),
7.95(d, J=8.2 Hz, 2H), 7.72 - 7.40 (m, 6H), 7.35 (t,
J=7.9Hz, 1H), 6.94-6.89 (m, 2H), 3.13-3.05 (m,
4H), 2.36 (s, 3H), 1.70 - 1.54 (m, 4H), 1.58 - 1.45 (m,
2H), 1.33(s, 9H).

521

37

(MeOH-d4):5 8.74 (s, 1H), 7.93(d, J=8.2Hz, 2H),
7.75 - 7.67 (m, 3H), 7.60 - 7.47 (m, 3H), 7.42 - 7.27 (m,
3H), 3.78-3.66 (m, 2H), 3.09 - 2.99 (m, 1H), 2.96 (s,
3H), 2.74-2.62(m, 2H), 2.45(s, 3H), 2.16 (s, 3H),
1.37 (s, 9H),

564

38

(DMSO-d6):5 9.91 (s, 1H), 9.55 (s, 1H), 7.94(d, J =
8.5 Hz, 2H), 7.73(d, J=8.1 Hz, 2H), 7.68 - 7.46 (m,
3H), 7.39 (dd, J=7.9, 1.4 Hz, 1H), 7.29 (t, J = 7.7 Hz,
1H), 7.22 - 7.17 (m, 2H), 7.16 - 7.05 (m, 2H), 3.64 - 3.52
(m, 8H), 3.39 (s, 2H), 2.33 (s, 3H), 1.33 (s, 9H).

552.1

40

(DMSO-d6):5 10.39 (s, 1H), 9.42 (s, 1H), 7.96 (s, 1H),
7.90 (d, J=8.5Hz, 2H), 7.62 (s, 2H), 7.58 (d, J=8.5
Hz, 2H), 7.49 (dd, J=7.8, 1.5 Hz, 1H), 7.40(t, J =
7.8 Hz, 1H), 7.16 (s, 2H), 6.88 (d, J=8.9 Hz, 2H),
5.69 (t, J=5.7Hz, 1H), 4.79 (d, J=5.7Hz, 2H),

3.76 — 3.69 (m, 4H), 3.07 - 3.00 (m, 4H), 1,33 (s, 9H).

554.1

41

(DMSO-d6):5 9.90 (s, 1H), 9.34 (s, 1H), 7.98 - 7.90 (m;,
2H), 7.64-7.51 (m, 4H), 7.51 - 7.44 (m, 1H), 7.38 (d,

538.1
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J=7.7Hz, 1H), 7.28 (t, J = 7.7 Hz, 1H), 7.04 (s, 2H),
6.92 - 6.83 (m, 2H), 3.77-3.69 (m, 4H), 3.07 - 3.00 (m,
4H), 2.32(s, 3H), 1.33(s, 9H),

45

(DMSO-d6) 3 9.67 (s, 1H), 7.76 (dd, J=7.4, 1.7 Hz,
1H), 7.73 (ds J=8.2 Hz, 2H), 7.51 - 7.42 (ms 2H),

7.41-7.25 (m, 2H), 7.24-7.18 (m, 2H), 6.95(d, J=
1.7 Hz, 1H), 6.89 (dd, J=12.7, 1.7 Hz, 1H), 4.99 (s,
1H), 4.58(d, J=11.8Hz, 1H), 4.35(d, J=11.8 Hz,
1H), 3.93 - 3.83 (m, 1H), 3.82 -3.74 (m, 1H), 3.56 (t,
J=4.6 Hz, 4H), 3.41(ss 2H), 3.27-3.15 (m, 1H),

3.11 - 3.01 (m, 1H), 2.45 - 2.25 (m, 4H), 2.05 - 1.93 (m,
1H), 1.12-1.00 (m, 2H), 0.86-0.72 (m, 2H),

596.2

46

(DMSO-d6) 6 9.53 (s, 1H), 8.57 (s, 1H), 7.87(d, J=
9.2 Hz, 1H), 7.74 (d, J=7.2 Hz, 1H), 7.52-7.37 (m,
2H), 7.35 - 7.00 (m, 2H), 6.95 (s, 1H), 6.89 (d, J =12.6
Hz, 1H), 6.82(d, J=9.2Hz, 1H), 5.05(s, 1H), 4.57
(dd, J=11.9, 4.6 Hz, 1H), 4.34 (t, J=10.8 Hz, 1H),
3.90 - 3.82 (m, 1H), 3.81 - 3.65 (m, 1H), 3.70 (t, J =4.8
Hz, 4H), 3.37 (t, J=4.8 Hz, 4H), 3.27 - 3.13 (m, 1H),
3.12 - 3.00 (m, 1H), 2.10 - 1.90 (m, 1H), 1.09 - 0.97 (m,
2H), 0.88-0.75(m, 2H).

583.1

47

(DMSO-d6) 6 9.66 (ss 1H), 7.77 (dd, J=7.4, 1.7 Hz,
1H), 7.66 (d, J=8.2Hz, 2H), 7.52 - 7.42 (m, 2H),

7.40 - 7.20 (m, 2H), 7.19 (d, J = 8.4 Hz, 2H), 6.95 (d,
J=1.7Hz, 1H), 6.89 (dd, J =12.7, 1.7 Hz, 1H), 5.01
(s, 1H), 4.68-4.50 (m, 1H), 4.44 - 423 (m, 1H), 3.93
- 3.84 (m, 1H), 3.85-3.75 (m, 1H), 3.63 - 3.50 (m,

2H), 3.28 - 3.15 (m, 2H), 3.12 - 3.03 (m, 1H), 3.00 - 2.85
(m, 1H), 2.84 (s, 3H), 2.62-2.52 (m, 1H), 2.06 (s,

623.2
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3H), 2.03 - 1.95 (m, 1H), 1.13 - 0.97 (m, 2H), 0.87 - 0.73
(m, 2H).

48

(DMSO-d6):5 9.51 (s, 1H), 7.77 (d, J=7.2 Hz, 1H),
7.57 - 7.52 (m, 1H), 7.51 - 7.41 (m, 2H), 7.40 - 7.10 (m,
3H), 6.95(d, J=1.6 Hz, 1H), 6.93 - 6.84 (m, 2H),
5.03 (s, 1H), 4.58 (dd, J = 11.8, 4.5 Hz, 1H), 4.34 (dd,
J=11.8, 9.5 Hz, 1H), 4.12-4.06 (m, 2H), 4.06 - 4.02
(m, 2H), 3.92-3.84 (m, 1H), 3.82-3.75 (m, 1H),
3.67 (t, J=4.7 Hz, 2H), 3.65-3.59 (m, 2H), 3.32 (s,
6H), 3.26 - 3.14 (m, TH), 3.12 - 3.03 (m, 1H), 2.05 - 1.93
(m, 1H), 1.10 - 0.98 (m, 2H), 0.87-0.70 (m, 2H).

645.4

49

(DMSO0-d6):5 9.74 (s, 1H), 8.63 (s, 1H), 7.97 (s, 1H),
7.80 — 7.72 (m, 3H), 7.58 — 7.30 (m, 4H), 7.27 — 7.20 (m,
2H), 6.98 - 6.85 (m, 2H), 5.35(s, 2H), 4.98 (dd, J=
9.3, 4.7 Hz, 1H), 4.59 (dd, J =11.9, 4.6 Hz, 1H),

4.35 (dd, J=11.9, 9.4 Hz, 1H), 3.94 -3.73 (m, 2H),
3.27 - 3.15 (m, 1H), 3.13 — 3,01 (m, 1H), 2.05 — 1.94 (m,
1H), 1.10-0.99 (m, 2H), 0.90 - 0.77 (m, 2H).

578.2

50

(DMSO-d6):5 9.70 (s, 1H), 7.82 —7.70 (m, 4H), 7.52 —
7.40 (m, 3H), 7.41 - 7.32 (m, 1H), 7.30 - 7.21 (m, 1H),
7.21 -7.12 (m, 2H), 6.98 - 6.85 (m, 2H), 6.26(t, J=
2.1 Hz, 1H), 5.27 (s, 2H), 4.99 (dd, J =9.3, 4.7 Hz,
1H), 4.59 (dd, J = 11.8, 4.6 Hz, 1H), 4.35 (dd, J = 11.9,
9.4 Hz, 1H), 3.93 - 3.73 (m, 2H), 3.27 - 3.14 (m, 1H),
3.13 - 3.01 (m, 1H), 2.05 — 1.93 (m, 1H), 1.10 — 0.99 (m,
2H), 0.86-0.77 (m, 2H),

577.2

51

(DMSO0-d6):5 9.73 (s, 1H), 8.68 (s, 1H), 7.99 (s, 1H),
7.87 - 7.66 (m, 3H), 7.56-7.33 (m, 3H), 7.28 (t, J=
7.9 Hz, 1H), 7.19 (s, 1H), 6.98 — 6.85 (m, 3H), 5.40

578.2
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(s, 2H), 4.98(dd, J=9.3, 4.6 Hz, 1H), 4.60 (dd, J
=11.9, 4.6 Hz, 1H), 4.35 (dd, J =119, 9.4 Hz, 1H),
3.94 - 3.74 (m, 2H), 3.21(ddd, J=15.1, 9.6, 5.1 Hz,
1H), 3.13-3.02 (m, 1H), 2.05- 1.94 (m, 1H), 1.10-
0.99 (m, 2H), 0.90 - 0.77 (m, 2H).

52

(DMSO-d6):6 9.55 (s, 1H), 7.75(dd, J=7.3, 1.9 Hz,
1H), 7.60 (s, 2H), 7.48(t, J=7.6 Hz, 1H), 7.4 (dd,
J=17.8, 1.8 Hz, 1H), 7.40-7.10 (m, 2H), 7.05-6.85
(m, 3H), 5.20-4.60 (m, 1H), 4.57 (d, J=11.9 Hz,
1H), 4.35(d, J=11.9 Hz, 1H), 3.93-3.73 (m, 2H),
3.71 - 3.35 (m, 5H), 3.30 - 3.14 (m, 2H), 3.13 - 3.03 (m,
1H), 2.98-2.71 (m, 1H), 2.04-1.95 (m, 1H), 1.92-
1.75 (m, 2H), 1.65 - 1.40 (m, 2H), 1.09 - 1.00 (m, 2H),
0.85 - 0.76 (m, 2H),

596.1

[0424]
[0425]
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53

(DMSO-d6):5 9.45 (s, 1H), 7.75(dd, J=7.4, 1.8 Hz,
1H), 7.63 - 7.51 (m, 2H), 7.47 (t, J =7.6 Hz, 1H),
7.43 (dd, J=8.0, 1.6 Hz, 1H), 7.35-7.05 (m, 2H),
6.98 - 6.82 (m, 4H), 5.06 (br.s, 1H), 4.79 (d, J = 4.6 Hz,
1H), 4.60 - 4.50 (m, 1H), 4.40 - 4.30 (m, 1H), 3.93 - 3.73
(m, 2H), 3.64 - 3.47 (m, 2H), 3.30 - 3.16 (m, 2H),
3.12 - 3.02 (m, 1H), 2.65 - 2.30 (m, 2H), 2.07 - 1.93 (m,
1H), 1.90 - 1.80 (m, 1H), 1.78 - 1.68 (m, 1H), 1.60 - 1.45
(m, 1H), 1.28 - 1.18 (m, 1H), 1.09 - 1.01 (m, 2H),
0.85 - 0.78 (m, 2H),

596.1

54

(DMSO-d6) § 9.41 (s, 1H), 9.10 (s, 1H), 7.74 (dd, J =
7.4, 1.8 Hz, 1H), 7.58 - 7.37 (m, 4H), 7.23 (s, 2H),
6.95(d, J=1.6 Hz, 1H), 6.89 (dd, J=12.6, 1.6 Hz,
1H), 6.77-6.60 (m, 2H), 5.06 (d, J=11.9 Hz, 1H),

513.1

[0426]
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4.54 (d, J=10.5Hz, 1H), 4.33(t, J=10.7 Hz, 1H),
3.93-3.70 (m, 2H), 3.20 (s, 1H), 3.08 (dd, J=16.1,
5.6 Hz, 1H), 2.07-1.92 (m, 1H), 1.13 - 0.98 (m, 2H),
0.86 - 0.69 (m, 2H).

55

(DMSO-d6) 6 9.53 (ss 1H), 7.75(dd, J=7.4, 1.8 Hz,
1H); 7.71 - 7.53 (m; 2H); 7.53 - 7.40 (m, 2H), 7.38 - 7.02
(m, 2H), 6.95 (d, J=1.7 Hz, 1H), 6.92 - 6.82 (m, 3H),
5.03 (s, 1H), 4.56 (dd, J = 12.0, 4.5 Hz, 1H); 4.34 (dd;
J=11.9, 9.5 Hz, 1H), 3.97 (d, J=6.4 Hz, 1H), 3.92
-3.72 (m, 2H), 3.29 - 3.14 (m, 1H), 3.13 - 3.00 (m,
1H)s 2.40-2.27 (ms 3H); 2.14 (s; 6H); 2.08 - 1.91 (m,
1H), 1.90 - 1.74 (m, 2H), 1.15 - 0.95 (m; 2H), 0.90 - 0.74
(m, 2H).

598.1

56

(DMSO-d6) 6 9.50 (s, 1H), 8.08 (s, 1H), 7.75 (dd, J =
7.4, 1.8 Hz, 1H), 7.66 - 7.56 (m, 2H), 7.50 - 7.43 (m,
2H), 7.27 (brs, 2H), 6.96-6.86 (m, 4H), 5.04 (brs,
1H), 4.56 (dd, J = 11.8, 4.5 Hz, 1H), 4.34 (dd, J = 11.8,
9.6 Hz, 1H), 3.93-3.84 (m, 1H), 3.84 - 3.74 (m, 1H),
3.62 - 3.46 (m, 4H), 3.25 - 3.14 (m, 1H), 3.13 - 2.98 (m,
5H), 2.05 - 1.95 (m, 1H), 1.10 - 1.03 (m, 2H), 0.85 - 0.74

(m, ZH).

609.3

57

(DMSO-d6) 6 9.76 (s, 1H), 7.85-7.78 (d, J = 8.3 Hz,
2H), 7.76 (dd, J =7.5, 1.8 Hz, 1H), 7.48 (t, J = 7.5 Hz,
1H), 7.45(dd, J=7.5, 1.8 Hz, 1H), 7.35-7.20 (br s,
2H), 7.27(d, J=8.3 Hz, 2H), 6.95 (s, 1H), 6.89 (dd,
J=12.6, 1.7 Hz, 1H), 4.99 (dd, J=9.3, 4.6 Hz, 1H),
4.60 (dd, J=11.9, 4.6 Hz, 1H), 4.35(dd, J=11.9,

9.3 Hz, 1H), 3.97 (s, 2H), 3.94 - 3.84 (m, 1H), 3.84 -
3.75 (m, 1H), 3.25-3.16 (m, 1H), 3.14 - 3.03 (m, 1H),

536.3
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2.05 - 1.95 (m, TH), 1.09 - 1.03 (m, 2H), 0.85 - 0.77 (m,
2H),

S8

(DMSO-d6) 89.46 (s, 1H), 7.75(dd, J=7.6, 1.8 Hz,
1H), 7.68 - 7.53 (m, 2H), 7.47 (t, J = 7.6, 1H), 7.43 (dd,
J=7.6, 1.8 Hz, 1H), 7.25(brs, 2H), 6.97 - 6.85 (m,
4H), 5.05 (brs, 1H), 4.56 (dd, J = 11.9, 4.5 Hz, 1H),
4.34 (dd, J=11.9, 9.6 Hz, 1H), 3.92 - 3.75(m, 2H),
3.26 - 3.15 (m, 1H), 3.07 (dt, J=16.0, 5.2 Hz, 1H),
3.03 - 2.95 (mn, 4H), 2.87 - 2.78 (m, 4H), 2.04 - 1.96 (m,
1H), 1.08-1.02 (m, 2H), 0.85-0.76 (m, 2H).

581.4

59

(DMSO-d6) 89.47 (s, 1H), 7.75(dd, J=7.3, 1.8 Hz,
1H), 7.64 - 7.51 (m, 2H), 7.50 - 7.40 (m, 2H), 7.25 (br
s, 2H), 6.95(d, J=1.6 Hz, 1H), 6.92 - 6.84 (m, 3H),
5.05 (br s, 1H), 4.56 (dd, J=11.9, 4.5 Hz, 1H), 4.34
(dd, J=11.9, 9.6 Hz, 1H), 3.92-3.83 (m, 1H), 3.83
-3.75 (m, 1H), 3.26 - 3.15 (m, 1H), 3.15- 3.03 (m,

5H), 2.48 - 2.40 (m, 4H), 2.22 (s, 3H), 2.03 - 1.95 (m,
1H), 1.10-0.98 (m, 2H), 0.86-0.78 (m, 2H).

595.4

60

(DMSO-d6) 6 9.72 (s, 1H), 7.91 (s, 1H), 7.75 (dd, J =
7.4, 1.8Hz, 1H), 7.54-7.43 (m, 2H), 7.43-7.23 (m,
2H), 7.16 (t, J=9.3 Hz, 1H), 6.95(d, J = 1.6 Hz,

1H), 6.89 (dd, J =12.6, 1.7 Hz, 1H), 4.96(d, J = 7.6
Hz, 1H), 4.59 (dd, J=12.0, 4.6 Hz, 1H), 4.45 (dt,
J=8.7, 4.5 Hz, 1H), 4.35(dd, J =119, 9.3 Hz, 1H),
4.02 - 3.61 (m, 5H), 3.45(ddd, J =119, 9.3, 2.9 Hz,
2H), 3.21(ddd, J=15.0, 9.6, 5.0 Hz, 1H), 3.07 (dt,
J=15.9, 5.2 Hz, 1H), 2.07 - 1.83 (m, 3H), 1.59 (dtd,
J=13.0, 9.0, 4.0 Hz, 2H), 1.11-0.98 (m, 2H), 0.87
-0.71 (m, 2H).

615.1
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61

(DMSO-d6) 8 12.57 (s, 1H), 9.69 -9.38 (m, 1H), 8.05 (s,
1H), 7.87 - 7.71 (m, 1H), 7.70 - 7.52 (m, 1H), 7.52 - 7.40
(m, 1H), 7.30 (s, 1H), 6.95(d, J = 1.6 Hz, 1H), 6.89
(d, J=12.7, 1.7Hz, 1H), 5.25-4.91 (m, 1H), 4.54
(dd, J =12.0, 4.5 Hz, 1H), 4.34 (dd, J = 11.9, 9.7 Hz,
1H), 3.99 - 3.73 (m, 2H), 3.21 (ddd, J = 15.1, 9.6,

5.1 Hz, 1H), 3.08 (dt, J = 15.9, 5.2 Hz, 1H), 2.00 (ddd,
J=13.3, 8.6, 4.9 Hz, 1H), 1.12-0.98 (m, 3H), 0.90
-0.72 (m, 3H).

487.1

62

(DMSO-d6) § 9.66 — 9.35 (m, 1H), 8.17 (s, 1H), 7.75
(dd, J=7.4, 1.8 Hz, 1H), 7.71-7.58 (m, 2H), 7.57
~7.40 (m, 2H), 7.39 —7.01 (m, 2H), 6.97 —6.93 (m,
1H), 6.92 - 6.85 (m, 3H), 5.13—4.94 (m, 1H), 4.62 -
4.51 (m, 1H), 4.41 — 4.28 (m, 1H), 4.09 — 4.03 (m, 2H),
3.93 — 3.83 (m, 1H), 3.83 — 3.73 (m, 1H), 3.60 — 3.55 (m,
4H), 3.13-3.06 (m, 2H), 2.71-2.64 (m, 2H), 2.48 -
2.44 (m, 4H), 2.05 — 1.94 (m, 1H), 1.09 - 1.01 (m, 2H),
0.85 - 0.77 (m, 2H),

626.1

63

(DMSO-d6) & 9.55 (s, 1H), 7.75(dd, J=7.4, 1.8 Hz,
1H), 7.72-7.57 (m, 2H), 7.50 — 7.42 (m, 2H), 7.38 —
7.05 (m, 2H), 6.95 (s, 1H), 6.93 — 6.84 (m, 3H), 5.15
~4.95(m, 1H), 4.61 —4.51 (m, 2H), 4.38 —4.30 (m,
1H), 4.05-3.96 (m, 2H), 3.92-3.74 (m, 2H), 3.59
3.52 (m, 2H), 3.22 - 3.16 (m, 1H), 3.12 - 3.03 (m, 1H),
2.05 - 1.96 (m, 1H), 1.89 — 1.80 (m, 2H), 1.09 — 1.04 (m,
2H), 0.84-0.79 (m, 2H). .

571.1

64

(DMSO-d6) $9.69 (s, 1H), 7.77 - 7.70 (m, 3H), 7.50 - 7.42
(m, 2H), 7.36 (brs, 2H), 7.19(d, J =85 Hz, 2H),
6.95 (d; J = 1.6 HZ’ 1H)s 6.89 (dd, J= 12.7’ 1.6 HZ,

579.3
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1H), 4.99 (dd, J = 9.4, 4.6 Hz, 1H), 4.59 (dd, J = 12.0,
4.6 Hz, 1H), 4.41-4.30 (m, 1H), 4.23 (s, 2H), 3.93-
3.83 (m, 1H), 3.83 - 3.75 (m, 1H), 3.26 - 3.15 (m, 1H),
3.12 - 3.03 (m, 1H), 2.04 - 1.96 (m, 1H), 1.09 - 1.02 (m,
2H), 0.84-0.77 (m, 2H),

65

(DMSO-d6):5 10.38 (s, 1H), 9.34 (s, 1H), 9.10 (s, 1H),
7.95 (d, J = 8.0 Hz, 1H), 7.92 — 7.87 (m, 2H), 7.62 — 7.54
(m, 2H), 7.52 — 7.45 (m, 3H), 7.40 (t, J = 7.9 Hz, 1H),
7.12 (s, 2H), 6.69 (d, J = 8.5 Hz, 2H), 5.66 (t, J =5.7
Hz, 1H), 4.77(d, J=5.8 Hz, 2H), 1.33 (s, 9H).

485.2

06

(DMSO-d6):5 9.83 (s, 1H), 9.80 (s, 1H), 7.88(d, J=
8.2 Hz, 2H), 7.66 (s, 1H), 7.50 (d, J=7.5Hz, 1H),
7.38 — 7.32 (m, 3H), 7.31 — 7.15 (n, 3H), 3.66 — 3.55 (m,
4H), 3.55-3.43 (m, 4H), 2.80-2.71 (m, 2H), 2.65-
2.57 (m, 2H), 2.31(s, 3H), 1.85-1.70 (m, 4H),

570.2

67

(DMSO-d6):5 9.84 (s, 1H), 9.80 (s, 1H), 7.99 (d, J=
8.8 Hz, 2H), 7.89 (d, J=8.2 Hz, 2H), 7.50 (d, J=7.7
Hz, 1H), 7.39 (d, J=7.6 Hz, 1H), 7.34 (d, J = 8.4 Hz,
2H), 7.32-7.14 (m, 3H), 7.07(d, J =8.7 Hz, 2H),
3.84 (s, 3H), 3.64 - 3.56 (m, 4H), 3.55 - 3.44 (m, 4H),
2.33 (s, 3H).

540.2

68

(DMSO-d6):5 10.66 — 10.58 (m, 1H), 10.06 —9.99 (m,
1H), 9.80 (s, 1H), 8.00 — 7.89 (m, 3H), 7.88 — 7.80 (m,
1H), 7.58 — 7.50 (m, 3H), 7.43—7.13 (m, 3H), 2.23 (s,
3H), 1.33 (s, 9H).

428.2

69

(DMSO-d6):5 9.90 (s, 1H), 9.27 (s, 1H), 9.08 (s, 1H),
7.94 (d, J = 8.5 Hz, 2H), 7.62 — 7.41 (m, 5H), 7.42 - 7.34
(m, 1H), 7.28 (t, J=7.7Hz, 1H), 7.02 (s, 2H), 6.72
~ 6.64 (m, 2H), 2.32(s, 3H), 1.33 (s, 9H).

469.2

[ & 2-4]
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70

(DMSO-d6):5 10.39 (s, 1H), 9.45 (s, 1H), 8.00 - 7.93 (m,
1H), 7.93 — 7.85 (m, 2H), 7.63 (s, 2H), 7.61 - 7.53 (m,
2H), 7.52 —7.46 (m, 1H), 7.45 — 7.37 (m, 1H), 7.16 d,
J=14.8 Hz, 2H), 6.89 - 6.81 (m, 2H), 5.68 (t, J=5.7
Hz, 1H), 4.79 (d, J=5.7 Hz, 2H), 3.99 - 3.91 (m,
2H), 2.38 —2.29 (m, 2H), 2.13 (s, 6H), 1.87 - 1.76 (m,
2H), 1.33 (s, 9H).

570.3

71

(DMSO-d6):5 10.50 (s, 1H), 9.81 (s, 1H), 8.06 — 8.02 (m,
1H), 8.01-7.96 (m, 1H), 7.94 —7.85 (m, 3H), 7.79 —
7.73 (m, 1H), 7.50 (d, J = 7.5 Hz, 1H), 7.41 (ds J=8.0
Hz, 1H), 7.37-7.18 (m, 5H), 3.64 —3.56 (m, 4H),

3.55 - 3.44 (m, 4H), 2.34 (s, 3H).

602.2

72

(DMSO0-d6):5 10.13 (s, 111), 9.80 (s, 111), 7.92 — 7.84 (m,
3H), 7.53(d, J=7.3Hz, 1H), 7.40 —7.16 (m, TH),
3.66 — 3.55 (m, 4H), 3.55 - 3.42 (m, 4H), 2.32 (s, 3H),

550.1

73

(DMSO-d6):5 9.50 (s, 1H), 7.78 (dd, J=5.1, 4.1 Hz,
1H), 7.67—7.54 (m, 2H), 7.51 - 7.48 (m, 2H), 7.35—
7.10 (m, 3H), 6.89 (d, J =9.0 Hz, 2H), 5.13 — 4.99 (m,
1H), 4.81 (s, 2H), 4.42 (d, J = 6.8 Hz, 2H), 3.77 - 3.70
(m, 4H), 3.08 - 3.02 (m, 4H), 1.42 (s, 9H),

572.3

74

(DMSO-d6):5 10.39 (s, 1H), 9.47 (s> 1H), 7.92 — 7.88 (m,
2H), 7.65 (s, 2H), 7.60 — 7.56 (m, 2H), 7.52 —7.45 (m,
1H), 7.40 (t, J=7.8 Hz, 1H), 7.28 - 7.04 (m, 2H),
6.95 — 6.79 (m, 3H), 5.68 (t, J =5.7 Hz, 1H), 4.79 (d,
J=5.7Hz, 2H), 4.05(t, J=4.7 Hz, 2H), 3.64 (t, J =
4.6 Hz, 2H), 3.30 (s, 3H), 1.33 (s, 9H),

543.3

(DMSO-d6):5 10.30 (s, 1H), 9.81 —9.54 (m, 1H), $.14
~7.99 (m, 2H), 7.96-7.81 (m, 4H), 7.63 —7.47 (m,

596.2

[0432]
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3H), 7.45 - 7.32 (m, 3H), 5.50 (s, 1H), 5.03 —4.73 (m,
2H), 3.65 — 3.56 (m, 4H), 3.53 - 3.46 (m, 4H), 2.91 (s,
3H), 1.33(s, 9H).

76

(DMSO-d6):5 9.47 (s, 1H), 8.46 (s, 1H), 8.17(d, J=
8.2 Hz, 1H), 7.86 (dd; J=7.6, 1.6 Hz, 1H), 7.71 (d,
J=18Hz, IH), 7.68 - 7.44 (m, 5H), 7.22 (s, 2H),
6.89 (d, J = 9.1 Hz, 2H), 5.16 — 4.90 (m, 1 H), 4.52 — 4.19
(m, 2H), 3.81-3.67 (m, 4H), 3.11—2.98 (m, 4H),
2.25 - 2.15 (m, 1H), 1.21 — 1.11 (m, 2H), 0.95 — 0.86 (m,
2H).

563.3

77

(DMSO-d6):5 9.68 (s, 1H), 7.82 —7.76 (m, 1H), 7.76 —
7.69 (m, 2H), 7.53 — 7.47 (m, 2H), 7.37 (s, 2H), 7.21
(d, J=8.5Hz, 2H), 7.16 (s, 1H), 5.00 (s, 1H), 4.82
(s, 2H), 4.44 (d, J = 6.9 Hz, 2H), 3.60 - 3.53 (m, 4H),
3.41 (s, 2H), 2.37-2.30 (m, 4H), 1.42 (s, 9H).

586.3

78

(DMSO0-d6):5 10.39 (s, 1H), 9.46 (s, 1H), 7.97(d, J=
7.9 Hz, 1H), 7.94 —7.86 (m, 2H), 7.71 - 7.16 (m, 2H),
7.62 — 7.54 (m, 2H), 7.52-7.45(m, 1H), 7.40 (t, J=
7.8 Hz, 1H), 7.16 (ss 2H), 6.91 - 6.84 (m, 2H), 5.68
(t, J=5.7Hz, 1H), 4.79(d, J=5.7 Hz, 2H), 4.04 (t,
J=58Hz, 2H), 3.57 (t, J=4.7Hz, 4H), 2.69 -2.64
(m, 2H), 2.50 —2.42 (m, 4H), 1.33 (s, 9H).

598.3

79

(DMSO-d6):5 10.39 (s, 1H), 9.60 (s, 1H), 7.99(d, J =
7.9 Hz, 1H), 7.93 - 7.87 (m, 2H), 7.73 (d, J =8.1 Hz,
2H), 7.61-7.56 (m, 2H), 7.50 (dd, J=7.8, 1.4 Hz,
1H), 7.41(t, J=7.8 Hz, 1H), 7.31 —7.09 (m, 4H),
5.67 (t, J =5.6 Hz, 1H), 4.81(d, J = 5.6 Hz, 2H),
3.56 (t, J=4.6 Hz, 4H), 3.40 (s, 2H), 2.39 —2.25 (m,
4H), 1.33 (s, 9H),

568.3

98
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80

(DMSO-d6):5 9.90 (s, 1H), 9.30 (s, 1H), 8.01 — 7.87 (m,
2H), 7.62-7.43 (m, 5H), 7.38(d, J=7.8 Hz, 1H),
7.28 (t, J=7.8 Hz, 1H), 7.11 - 6.94 (m, 2H), 6.86 (d,
J=8.7Hz, 2H), 3.68-3.51 (m, 6H), 2.64—2.54 (m,
2H), 2.49 - 2.44 (m, 4H), 2.32 (s, 3H), 2.28 - 2.16 (m,
1H), 1.89 - 1.79 (m, 2H), 1.56 — 1.40 (m, 2H), 1.33 (s,
9H),

621.4

81

(DMSO-d6):5 9.89 (s, 1H), 9.30 (s, 1H), 7.94(d, J=
8.1 Hz, 2H), 7.62—7.51 (m, 4H), 7.48 (d, J = 7.6 Hz,
1H), 7.38(d, J=7.9 Hz, 1H), 7.28 (t, J = 7.7 Hz,
1H), 7.10-6.91 (m, 2H), 6.84 (d, J=8.7 Hz, 2H),
4.77 (d, J = 4.7 Hz, 1H), 3.64 — 3.54 (m, 1H), 3.53 — 3.45
(m, 1H), 3.42-3.35(m, 1H), 2.62—2.55(m, 1H),
2.46 - 2.38 (m, 1H), 2.32 (s, 3H), 1.93 — 1.82 (m, 1H),
1.80 — 1.68 (m, 11), 1.60 — 1.45 (m, 1H), 1.33 (s, 9H),
1.26 — 1.19 (m, 1H),

552.3

82

(P #-d4):5 7.92 (d, J=8.5Hz, 2H), 7.67 - 7.60 (m,
3H), 7.59-7.49 (m, 6H), 7.47(d, J=8.0 Hz, 1H),
7.34 (t; J="7.8 Hz, 1H), 2.41 (s, 3H), 1.37(d, J=3.3
Hz, 9H).

443.2

83

(DMSO-d6) 5 9.66 (s, 1H), 7.87 - 7.75 (m, 1H), 7.71 -
7.60 (m, 2H), 7.54 - 7.46 (m, 2H), 7.43 - 7.21 (m, 2H),
7.21 - 7.14 (m, 3H), 5.15-4.93 (m, 1H), 4.82 (s, 2H),
4.45 (d, J = 6.9 Hz, 2H), 3.69 - 3.49 (m, 2H), 3.27 - 3.20
(m, 1H), 2.97 (dt, J = 11.9, 3.6 Hz, 1H), 2.84 (s,

3H), 2.61-2.50 (m, 1H), 2.06 (s, 3H), 1.42(s, 9H),

613.0

84

(DMSO-d6) & 12.39 (s, 1H), 12.19 (s, 1H), 9.82 (s,
1H), 8.46-8.39 (m, 1H), 8.37(d, J=7.2Hz, 1H),
7.89 (d, J = 8.3 Hz, 2H), 7.66 — 7.55 (m, 3H), 7.38 — 7.22

583.3
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(m) 3H)5 6.50 (dda J=7.7s; 2.0 Hz, IH): 3.67 = 3.56
(m, 4H), 3.57 -3.42 (m, 4H), 2.45 (s, 3H); 1.33 (s>
oH).

85

(DMSO-d6):5 9.90 (s, 1H), 9.32 (s, 1H), 7.94 (d, J =
8.4 Hz, 2H), 7.64 - 7.52 (m, 4H), 7.48 (d, J = 7.5 Hz,
1H), 7.38 (d, J=7.8 Hz, 1H), 7.28 (t, J = 7.7 Hz,
1H), 7.13-6.94 (m, 2H), 6.87(d, J=8.7Hz, 2H),
3.74 - 3.63 (m, 2H), 3.48 (d, J = 11.6 Hz, 2H), 2.33 (s,
3H), 2.24 - 2.14 (m, 2H), 1.33 (s, 9H), L.14 (d, J=6.2
Hz, 6H).

566.3

86

(DMSO-d6) 3 9.89 (s, 1H), 9.19 (s, 1H), 7.94(d, J=
8.5 Hz, 2H), 7.58 — 7.43 (m, 5H), 7.38 (d, J=7.7 Hz,
1H), 7.28 (t, J=7.7 Hz, 1H), 6.97 (s, 2H), 6.67 (d,
J=8.6 Hz, 2H), 3.74 -3.64 (m, 2H), 3.59 - 3.48 (m,
6H), 2.32(s, 3H), 1.92 - 1.84 (m, 2H), 1.33 (s, 9H),

552.3

87

(DMSO-d6) 5 9.90 (s, 1H), 9.31(s, 1H), 7.94(d, J=
8.2 Hz, 2H), 7.66 - 7.43 (m, 5H), 7.38(d, J="7.8 Hz,
1), 7.28(t, J=7.7 Hz, 1I), 7.13 - 6.93 (m, 2H),
6.86 (d, J=8.6 Hz, 2H), 4.65(d, J =4.2 Hz, 1H),
3.66 — 3.52 (m, 1H), 3.49 — 3.39 (m, 2H), 2.82 — 2.69 (m,
2H), 2.32 (s, 3H), 1.87 — 1.74 (m, 2H), 1.56 — 1.40 (m,
2H), 1.33(s, 9H),

552.3

88

(DMSO-d6) & 10.75 (s, 1H), 10.10 (s, 1H), 9.25 (s,
2H), 8.79 (s, 1H), 7.96 (d, J=8.3 Hz, 2H), 7.71 - 7.38
(m, 7H), 7.01 (d, J = 8.5 Hz, 2H), 3.42 - 3.30 (m,
4H), 3.27-3.16 (m, 4H), 2.36 (s, 3H), 1.33 (s, 9H).

537.3

89

(DMSO-d6):6 10.39 (s, 1H), 9.59 (s, 1H), 7.99(d, J=
7.9 Hz, 1H), 7.94 - 7.86 (m, 2H), 7.70 — 7.62 (m, 2H),
7.62—7.54 (m, 2H), 7.50 (dd, J=7.7, 1.5 Hz, 1H),

595.3
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7.41 (t, J=7.9 Hz, 1H), 7.25-7.13 (m, 4H), 5.68 (t,
J=5.6 Hz, 1H), 4.82(d, J=5.5Hz, 2H), 3.64 —3.55
(m, 2H), 3.01-2.92 (m, 1H), 2.84 (s, 3H), 2.05 (s,
3H), 1.81-1.72 (m, 2H), 1.33(s, 9H),

[0436] [ % 2-5]
[0437]
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90

(DMSO-d6):5 10.39 (s, 1H), 9.45 (s, 1H), 7.96 (d, J=
8.1 Hz, 1H), 7.92 — 7.88 (m, 2H), 7.68 — 7.48 (m, 5H),
7.41 (t, J=7.9 Hz, 1H), 7.24 - 7.19 (m, 2H), 6.89 (d,
J=8.8 Hz, 1H), 5.68(t, J=5.7 Hz, 1H), 4.79(d, J
=57 Hz, 2H), 4.11 - 4.01 (m, 4H), 3.68 — 3.59 (m,

4H), 3.32(s, 6H), 1.33 (s, 9H).

617.3

91

(DMSO-d6):6 10.37 (s> 1H), 9.49 (s, 1H), 7.96 — 7.88 (m,
3H), 7.61-7.50 (m, 3H), 7.41(t, J=7.8 Hz, 1H),
7.34 —7.15 (m, 4H), 5.64 (t, J=5.8 Hz, 1H), 4.80 (d,
J=5.9 Hz, 2H), 3.76 (s, 6H), 3.62 (s, 3H), 1.33 (s,
9H).

559.3

92

(DMSO-d6):5 9.90 (s, 1H), 9.34 (s, 1H), 7.94(d, J=
8.5 Hz, 2H), 7.67 —7.52 (m, 4H), 7.48 (d, J = 7.6 Hz,
1H), 7.39 (d, J=7.9 Hz, 1H), 7.28 (t, J = 7.8 Hz,
1H), 7.15-6.94 (m, 2H), 6.87 (d, J=8.7 Hz, 2H),
4.75 (t, J = 5.7 Hz, 1H), 3.97 — 3.87 (m, 1H), 3.68 — 3.36
(m, 6H), 2.67-2.56 (m, 1H), 2.41-2.27 (m, 4H),
1.33 (s» 9H),

568.3

93

(DMSO-d6):5 9.90 (s, 1H), 9.32(s, 1H), 7.94(d, J=
8.1 Hz, 2H), 7.55 (d, J=8.2 Hz, 4H), 7.47(d, J=7.6
Hz, 1H), 7.38 (d, J =7.7 Hz, 1H), 7.28 (t, J = 7.7 Hz,
1H), 7.14-6.93 (m, 2H), 6.86(d, J=8.6 Hz, 2H),

4.51 — 4.37 (m, 1H), 3.59 — 3.48 (m, 2H), 3.16 — 2.96 (m,
4H), 2.64—2.39 (m, 6H), 2.32 (s, 3H), 1.33 (s, 9H).

581.3

[0438]
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94

(DMSO-d6):5 10.39 (s, 1H), 9.58 (s, 1H), 7.99(d, J=
8.0 Hz, 1H), 7.94 —7.86 (m, 2H), 7.71 (d, J=8.1 Hz,
2H), 7.62-7.55(m, 2H), 7.50 (dd, J=7.8, 1.4 Hz,
1H), 7.41(t, J=7.9Hz, 1H), 7.28 - 7.14 (m, 4H),

5.67 (t, J = 5.6 Hz, 1H), 4.81 (d, J = 5.4 Hz, 2H),

4.50 (d, J =4.2 Hz, 1H), 3.49 — 3.37 (m, 1H), 3.36 (s,
2H), 2.70 —2.60 (m, 2H), 2.05-1.94 (m, 2H), 1.72 -
1.64 (m, 2H), 1.43 —1.35(m, 2H), 1.33 (s, 9H).

582.3

95

(DMSO-d6):5 9.98 (s, 1H), 9.50 (s, 1H), 7.88 (s, 1H),
7.60 (s, 2H), 7.54 — 7.47 (m, 2H), 7.45 —7.29 (m, 3H),
7.23 - 7.18 (m, 2H), 6.89 (d, J=8.9 Hz, 2H), 4.74 (s,
2H), 3.77 - 3.70 (m, 4H), 3.08 - 3.01 (m, 4H), 2.47 (s,
3H), 1.31(s, 9H).

568.2

96

(DMSO0-d6):5 9.58 (s, 1H), 9.37 (s, 1H), 7.97 — 7.88 (m,
3H), 7.66-7.52 (m, 4H), 7.43(d, J=7.7 Hz, 1H),
7.19 (t, J=7.9 Hz, 1H), 7.07 (s, 2H), 6.91 — 6.84 (m,
2H), 3.77 - 3.69 (m, 7TH), 3.07 - 3.00 (m, 4H), 1.33 (s,
9H).

554.2

97

(DMSO0-d6):d 10.31 (s, 1H), 9.41 (s, 1H), 7.81(d, J=
7.9 Hz, 1H), 7.67(d, J=3.9Hz, 1H), 7.60 (s, 2H),
751 (dd, J=7.7, 1.4 Hz, 1H), 7.39 (t, J = 7.8 Hz,
1H), 7.16 (s, 2H), 7.03 (d, J =3.8 Hz, 1H), 6.93 —6.85
(m, 2H), 5.63 (t, J=5.9 Hz, 1H), 4.74 (d, J = 5.8 Hz,
2H), 3.77 - 3.69 (n, 4H), 3.08 — 3.00 (m, 4H), 1.38 (s,
9H).

560.2

98

(£.45-d) & 8.02 (dd, J = 7.5, 1.6 Hz, 2H), 7.59 - 7.39 (m,
4H), 7.05(d, J =83 Hz, 1H), 7.02 - 6.84 (m, 4H),

5.33 - 5.04 (m, 2H), 4.62 (s, 2H), 4.14 - 3.98 (m, 1H),
3.98 - 3.91 (m, 1H), 3.91 - 3.82 (m, 410), 3.38 —3.28 (m,

564.3
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1H), 3.19-3.11 (m, 4H), 3.02(d, J=15.6 Hz, 1H),
1.99 - 1.90 (m, 1H), 1.11 - 0.99 (m, 2H), 0.81 - 0.75 (mn,
2H).

99

(DMSO-d6):5 10.32 (s, 1H), 9.56 (s, 1H), 8.12(d, J =
9.2 Hz, 1H), 8.00(d, J=3.0Hz, 1H), 7.97 (dd, J =
8.0, 1.4 Hz, 1H), 7.90 (d, J=8.5Hz, 2H), 7.58 (d,
J=8.5Hz, 2H), 7.51(dd, J=7.8, 1.4 Hz, 1H), 7.44
~7.36 (m, 2H), 7.33-7.17 (m, 2H), 5.69 — 5.62 (m,
1H), 4.77(d, J=5.2 Hz, 2H), 3.78 - 3.71 (m, 4H),
3.13-3.07 (m, 4H), 1.33 (s, 9H).

555.4

100

(8.4 -d) 5 8.06 (dd, J=7.4, 1.9 Hz, 1H), 7.88(d, J=
8.1 Hz, 1H), 7.60 - 7.39 (m, 7H), 7.17 - 6.97 (m, 1H),
6.92 (d, J=8.9 Hz, 2H), 5.28 (s, 1H), 4.92 (s, 2H),
4.51 (s, 2H), 3.97-3.72 (m, 5H), 3.23 - 3.10 (m, 4H),
1.40 (s, 9H).

566.0

101

(DMSO-d6):5 10.27 (s, 1H), 9.40 (s, 1H), 7.87 (s, 1H),
7.62 - 7.57 (m, 2H), 7.53—7.45(m, 2H), 7.38(t, J=
7.9 Hz, 1H), 7.14 (s, 2H), 6.88 (d, J=9.1 Hz, 2H),
5.67 (t, J=5.7 Hz, 1H), 4.76 (d, J = 5.8 Hz, 2H),

3.77-3.69 (m, 4H), 3.07-3.00 (m, 4H), 2.77 (t, J =
5.8 Hz, 2H), 2.66 — 2.58 (m, 2H), 1.85 - 1.71 (m, 4H),

558.2

102

(DMSO-d6):5 10.33 (s, 1H), 9.58 (s, 1H), 7.95 — 7.89 (m,
1H), 7.70 - 7.37 (m, 8H), 7.22 (d, J=7.9Hz, 1H),
6.90 (d, J=8.7 Hz, 2H), 4.77 (s, 2H), 3.77 —=3.70 (m,
4H), 3.09-3.02 (m, 4H), 2.85-2.75(m, 4H), 1.83 -
1.72 (m, 4H),

552.2

103

(DMSO-d6):5 10.43 (s, 1H), 9.43 (s, 1H), 8.39 (s, 1H),
7.70 (d, J=7.9 Hz, 1H), 7.64 —7.54 (m, 3H), 7.41 (¢,
J=171.9 Hz, IH)’ 7.18 (S, 2H)5 6-92 B 6-85 (m, 2H)5

561.1

104
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552 (s, 1H), 4.70 (s, 2H), 3.77-3.69 (m, 4H), 3.08
~3.00 (m, 4H), 1.42 (s, 9H).

104

(DMSO-d6):6 10.39 (s, LH), 9.42 (s, 1H), 8.00 - 7.92 (m,
1H), 7.90 (d, J =8.5 Hz, 2H), 7.69 - 7.56 (m, 4H),
7.49 (dd, J=7.8, 1.4 Hz, 1H), 7.40 (t, J = 7.8 Hz,
1H), 7.16s, 2H), 6.90 (d, J=9.0 Hz, 2H), 5.68 (t,
J=5.6Hz, 1H), 4.79 (d, J =5.6 Hz, 2H), 3.50 - 3.40
(m, 4H), 3.05-2.95m, 4H), 1.42(s, 9H), 1.33 (s,
9H),

653.3

105

(DMSO-d6):5 10.39 (s, 1H), 9.57 (s, 1H), 7.98(d, J=
7.8 Hz, 1H), 7.94-7.85 (m, 2H), 7.75 - 7.67 (m, 2H),
7.67 - 7.52 (m, 4H), 7.50 (dd, J=7.8, 1.4 Hz, 1H),
7.41 (t, J=7.8 Hz, 1H), 7.20 (d, J = 8.4 Hz, 2H),
5.67 (t, J=5.7Hz, 1H), 4.81 (d, J=5.7 Hz, 2H),
3.57 (s, 2H), 3.39 (t, J=6.1Hz, 4H), 3.20 (s, 6H),
2.61 (t, J=6.1Hz, 4H), 1.33 (s, 9H),

614.3

106

(DMS0-d6):5 10.38 (s, 1H), 9.39 (s, 1H), 8.02 - 7.94 (m,
1H), 7.93 - 7.82 (m, 2H), 7.76 - 7.53 (m, 4H), 7.49 (dd,
J=17.8, 1.4 Hz, 1H), 7.40 (t, J=7.8 Hz, 1H), 7.13 (s,
2H), 6.88 (d, J =9.0 Hz, 2H), 5.68 (t, J = 5.7 Hz,
1H), 4.80 (d, J=5.7 Hz, 2H), 4.73 (t, J =5.7 Hz,
1H), 3.96 - 3.88 (m, 1H), 3.66 - 3.57 (m, 1H), 3.57 - 3.38
(m, 4H), 2.66 - 2.58 (m, 1H), 2.41 - 2.33 (m, 1H),
1.33 (s, 9H).

584.3

107

(DMSO-d6):5 10.38 (s, 1H), 9.36 (s, 1H), 8.02 - 7.94 (m,
1H), 7.93 - 7.86 (m, 2H), 7.68 - 7.51 (m, 4H), 7.49 (dd,
J=17.8, 1.5 Hz, 1H), 7.40 (t, J = 7.8 Hz, 1H), 7.12 (s,
2H), 6.86 (d, J =9.0 Hz, 2H), 5.68 (t, J = 5.7 Hz,
1), 4.79 (d, J=5.7 Hz, 2H), 4.64 (d, J =4.2 Hz,

568.3
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1H), 3.64 - 3.54 (m, 1H), 3.50 - 3.38 (m, 2H), 2.83 - 2.70
(m, 2H), 1.85-1.75 (m, 2H), 1.53 -1.40 (m, 2H), 1.33
(s, 9H).
(DMSO-d6):6 10.31 (s, 1H), 9.82 (s, 1H), 7.89(d, J=
8.3 Hz, 2H), 7.53 (d, J=7.5Hz, 1H), 7.40 (d, J=7.8
108 | Hz, 1H), 7.39 - 7.15 (m, 5H), 6.68 (s, 1H), 3.65 — 3.55 557.3
(m, 4H), 3.55-3.40 (m, 4H), 2.33 (s, 3H), 1.36 (s,
9H).
(DMSO-d6):06 9.80 (s, 1H), 9.74 (s; 1H), 7.89(d, J=
8.2 Hz, 2H), 7.51(d, J=7.6 Hz, 1H), 7.41(d, J=7.7
Hz, 1H), 7.37-7.28 (m, 3H), 7.27 - 7.19 (m, 2H),
109 556.3
7.18 (d, J =3.4 Hz, 1H), 6.30(d; J=3.4 Hz, 1H),
3.66 — 3.55 (m, 4H), 3.56 — 3.43 (m; 4H), 2.33 (s, 3H);
1.32 (s, 9H).
[0442] [ 3K 2-6]
[0443]
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110

(DMSO-d6):4 10.11 (s, 1H), 9.37-9.17 (m, 1H), 9.08
(s» 1H), 7.91 (d, J = 8.1 Hz, 2H), 7.58 — 7.42 (m, TH),
7.07 - 6.93 (m, 2H), 6.68 (d, J =8.4 Hz, 2H), 5.40 (s,
2H), 1.75 (s, 3H), 1.33 (s, 9H).

527.2

111

(DMSO-d6):5 10.39 (s, 1H), 9.58 (s, 1H), 7.98 (d, J=
8.0 Hz, 1H), 7.90 (d, J = 8.4 Hz, 2H), 7.73 (d, J =8.1
Hz, 2H), 7.66 — 7.54 (m, 3H), 7.50 (d, J = 7.6 Hz,
1H), 7.41(t, J=7.9 Hz, 1H), 7.28 - 7.16 (m, 3H),
5.67 (t, J=5.7 Hz, 1H), 5.05 (t, J=5.7 Hz, 1H), 4.81
(d, J=5.5Hz, 2H), 4.43 (d, J=5.7 Hz, 2H), 1.33 (s,
9H).

499.2

112

(DMSO-d6):5 10.39 (s, 1H), 9.62 (s, 1H), 9.46 (s, 1H),
7.98 (d, J=8.0 Hz, 1H), 7.90 (d, J = 8.5 Hz, 2H),
7.74 (d, J=8.3 Hz, 2H), 7.58 (d, J = 8.5 Hz, 2H),

562.2

[0444]
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7.50 (dd, J=7.8, 1.4 Hz, 1H), 7.41 (t, J = 7.9 Hz,
1H), 7.32-7.09 (m, 4H), 5.66 (t, J=5.6 Hz, 1H),
4.80 (d, J=5.6Hz, 2H), 2.92(s, 3H), 1.33 (s, 9H).

113

(DMSO-d6):510.39 (s, 1H), 9.54 (s, 1H), 9.44 (s, 1H),
7.97 (d, J=8.2Hz, 1H), 7.90 (d, J = 8.3 Hz, 2H),

7.85 — 7.67 (m, 1H), 7.58 (d, J= 8.5 Hz, 2H), 7.49 (d,
J=7.9Hz, 1H), 7.41(t, J=7.8Hz, 1H), 7.32-7.13
(m, 3H), 6.86 (t, J =9.4 Hz, 1H), 5.66 (t, J =5.7 Hz,
1H), 4.78 (d, J=5.6 Hz, 2H), 1.33 (s, 9H).

503.2

114

(DMSO-d6):5 10.39 (s, 1), 9.41 (s, 1H), 8.05 - 7.95 (m,
2H), 7.90 (d, J=8.3 Hz, 2H), 7.70 - 7.55 (m, 4H),
7.49 (d, J=7.7Hz, 1H), 7.41 (d, J=7.7 Hz, 1H),
7.14 (s, 2H), 6.88(d, J=8.7 Hz, 2H), 5.69 (s, 1H),
4.80 (s, 2H), 3.64 (s, 2H), 3.35-3.25 (m, 4H), 1.33
(s, 9H).

567.3

115

(DMSO-d6):5 10.59 (s, 1H), 10.47 (s, 1H), 8.90 (s,
1H), 8.11-8.03 (m, 1H), 7.94 - 7.82 (m, 4H), 7.63 -
7.55 (m, 3H), 7.53 -7.39 (m, 3H), 5.65 (s, 1H), 4.91
(s, 2H), 3.62 - 3.57 (m, 4H), 3.56 — 3.45 (m, 4H),
1.33 (s, 9H).

567.2

116

(DMSO-d6):5 13.08 (s, 1H), 9.80 (s, 1H), 9.36 (s, 1H),
7.89 (d, J=8.1Hz, 2H), 7.34(d, J =8.1 Hz, 2H),
7.33 — 7.15 (m, 2H), 6.97 (t, J = 8.1 Hz, 1H), 6.70 — 6.63
(m, 1H), 6.55- 6.45(m, 1H), 3.66 —3.55 (m, 4H),
3.54 —3.45 (m, 2H), 3.36 — 3.26 (m, 2H), 2.03 (s, 3H),
1.30 (s, 9H),

556.3

117

(DMSO-d6):5 10.37 (s, 1H), 9.25 (s, LH), 8.97 (s, 1H),
7.94 (d, J=8.1 Hz, 1H), 7.92 — 7.84 (m, 2H), 7.58{(d,
J= 8-5 HZ’ 2H): 7.49 (d’ J =75 HZ’ lH)g 7.43 = 7.25

499.2

108



CN 104169260 A

i M B

107/170 5T

[0446]

(m, 2H), 740 (t, J=7.9 Hz, 1H), 7.10 (s, 2H), 6.68
(d, J=9.0Hz, 1H), 5.70 -5.60 (m, 1H), 4.77 (d> J =
5.8 HZ, 2“)1 2-10(8: 3H)3 1.33: (S, 9“),

118

(DMSO-d6):5 10.41 (s, 1H), 10.01 (s, 1H), 8.03 - 7.95
(m, 3H), 7.90 (d, J=8.2 Hz, 2H), 7.72 (d; J = 8.7 Hz,
2H), 7.58 (d, J = 8.3 Hz, 2H), 7.51 (d, J=7.8 Hz,
1H), 7.42(t, J=7.8Hz, 1H), 7.35(s, 2H), 7.21 (s>
2H), 5.66 (s, 1H), 4.83(d, J=5.6Hz, 2H), 1.33 (s,
9H).

548.2

119

(DMSO-d6):5 10.38 (s, 1H), 9.82 (s, 1H), 9.54 (s, 1H),
8.02 — 7.85 (m, 3H), 7.75-7.62 (m, 2H), 7.58 (d, J =
8.0 Hz, 2H), 7.54 — 7.45 (m, 3H), 7.44 — 7.37 (m, 1H),
7.20 (s, 2H), 5.66 (s, 1H), 4.79 (s, 2H), 2.01 (s, 3H),
1.33 (s, 9H).

526.2

120

(DMSO-d6):5 10.38 (ss 1H), 9.49 (s, 1H), 9.19 (s» 1H),
7.96 (d, J=7.8Hz, [H), 7.90 (d, J=8.4 Hz, 2H),
7.68 — 7.54 (m, 4H), 7.54-7.47 (m, 1H), 7.41 (t, J=
7.8z, 1H), 7.35(d, J=8.4Hz, 2H), 7.19(s, 2H),
5.66 (t, J =5.7 Hz, 1H), 4.79 (d, J = 5.7 Hz, 2H),
1.46 (s, 9H), 1.33 (s, 9H).

584.3

121

(DMSO-d6):5 10.40 (s, 1H), 9.49 (s, 1H), 9.27 (s, 1H),
7.99 (d, J=8.0 Hz, 1H), 7.90 (d, J =8.2 Hz, 2H),
7.58 (d, J=8.2Hz, 2H), 7.50 (d, J =7.7 Hz, 1H),
7.41 (t, J=17.7Hz, 1H), 7.27 (s, 2H), 7.20-7.16 (m,
1H), 7.13 (s, 1H), 7.04 (t, J = 8.1 Hz, 1H), 6.43 - 6.37
(m, 1H), 5.67 (t, J=5.8 Hz, 1H), 4.81 (d, J=5.8 Hz,
2H), 1.33 (s, 9H).

485.2

122

(DMSO-d6):5 10.40 (s, 1H), 9.60 (s, 1H), 7.98 (d, J =
7.8 Hz, 1H), 7.90 (d, J=8.3 Hz, 2H), 7.74 (s, 1H),

499.2
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7.66 (s, 1H), 7.58 (d, J=8.3 Hz, 2H), 7.52 (d, J=8.3
Hz, 1H), 7.41 (t, J=7.8 Hz, 1H), 7.23 (t, J =7.8 Hz,
1H), 7.20 (s, 2H), 6.96 (d, J=7.8 Hz, 1H), 5.66 (t,
J=5.7Hz, 1H), 5.14(t, J=5.7Hz, 1H), 4.81(d, J
=5.7 Hz, 2H), 4.47(d, J =5.7 Hz, 2H), 1.33 (s, 9H),

123

(DMSO-d6):5 10.37 (s, 1H), 9.20 (s, 1H), 7.96 — 7.92 (m,
1H), 7.90 (m, 3H), 7.58 (d, J=8.2 Hz, 2H), 7.50 (d,
J=17.8 Hz, 1H), 7.40 (t, J=7.8 Hz, 1H), 7.25 (s, 2H),
7.09 (s, 2H), 5.66 (t, J =5.8 Hz, 1H), 4.78 (d, J =5.6

Hz, 2H), 2.14 (s, 6H), 1.33 (s, 9H).

513.3

124

(DMSO-d6):5 10.40 (s, 1H), 9.46 (s, 1H), 8.03 - 7.95 (m,
1H), 7.90 (d, J=8.2 Hz, 2H), 7.72 - 7.55 (m, 2H),
7.58 (d, J=8.2 Hz, 2H), 7.49 (d, J=7.8 Hz, 1H),
7.41 (t, J=7.8 Hz, 1H), 7.17 (s, 2H), 6.97 (d, J=8.6
Hz, 2H), 5.69(s, 1H), 4.80 (s, 2H), 3.77 - 3.60 (m,
4H), 3.21-3.05(m, 4H), 1.33 (s, 9H).

602.2

125

(DMSO0-d6):5 10.38 (s, 1H), 9.36 (s, 1H), 7.97(d, J=
7.9 Hz, 1H), 7.90 (d, J = 8.5 Hz, 2H), 7.58 (d, J =8.5
Hz, 2H), 7.52 (s, 2H), 7.49 (dd, J =7.8, 1.4 Hz, 1H),
7.40 (t, J=7.8 Hz, 1H), 7.12 (s, 2H), 6.85(d, J=9.0
Hz, 2H), 5.68 (t, J=5.7 Hz, 1H), 4.79 (d, J = 5.7 Hz,
2H), 4.76 (d, J=4.7 Hz, 1H), 3.64 - 3.54 (m, 1H),
3.53 - 3.46 (m, 1H), 3.43 - 3.35 (m, 1H), 2.45 - 2.55 (m,
1H), 1.92 - 1.83 (m, 1H), 1.80 - 1.68 (m, 1H), 1.59 - 1.46
(m, 1H), 1.33 (s, 9H), 1.30-1.16 (m, 1H),

568.3

126

(DMSO-d6):3 10.38 (s, 1H), 9.38 (s, 1H), 8.02 - 7.94 (m,
1H), 7.90 (d, J=8.5Hz, 2H), 7.65 - 7.51 (m, 4H),
749 (dd, J=17.8, 1.4 Hz, 1H), 7.40 (t, J =7.8 Hz,
1H), 7.13 (s, 2H), 6.86 (d, J=9.0 Hz, 2H), 5.68 (t,

553.3
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J=58Hz, 1H), 4.85-4.75 (m, 2H), 3.04 -2.96 (m,
4H), 2.88-2.83 (m, 4H), 1.33 (s, 9H).

127

(DMSO-d6):5 10.27 (s, 1H), 9.39 (s, 1H), 7.86(d, J =
7.8 Hz, 1H), 7.64 - 7.53 (m, 2H), 7.51 (s, 1H), 7.49 (dd,
J=17.8, 1.4 Hz, 1H), 7.38 (t, J=7.8 Hz, 1H), 7.13 (s,
2H), 6.88 (d, J=8.9 Hz, 2H), 5.67 (t, J =5.7 Hz,

1H), 4.83-4.65(m, 3H), 3.92(d, J=10.6 Hz, 1H),
3.63 (t, J = 10.6 Hz, 1H), 3.58 - 3.45 (m, 3H), 3.45 - 3.39
(m, 2H), 2.77 (t, J =5.8 Hz, 2H), 2.65 - 2.58 (m, 2H),

2.42 -2.33 (m, 1H), 1.85-1.70 (m, 4H),

588.2

128

(DMSO0-d6):5 10.27 (s, 1H), 9.36 (s, 1H), 7.88 - 7.81 (m,
1H), 7.54 (s, 2H), 7.51 (s, 1H), 7.48 (dd, J = 7.8,
1.4 Hz, 1H), 7.38(t, J=7.8 Hz, 1H), 7.12 (s, 2H),
6.86 (d, J=8.9 Hz, 2H), 5.67 (t, J=5.7 Hz, 1H),
475 (d, J=5.7 Hz, 2H), 4.64 (d, J=4.2 Hz, 1H),
3.59 (dd, J=8.7, 4.5 Hz, 1H), 3.49 - 3.39 (m, 2H),
2.88 - 2.70 (m, 4H), 2.62 (t, J =5.7 Hz, 2H), 1.91 - 1.64
(m, 6H), 1.47 (q, J=9.8 Hz, 2H),

572.2

129

(DMSO-d6):5 10.27 (s, 1H), 9.57 (s, 1H), 7.87(d, J=
7.9 Hz, 1H), 7.70 (d, J =7.9 Hz, 2H), 7.53-7.49 (m,
1H), 7.48 (d, J = 1.4 Hz, 1H), 7.39 (t, J = 7.9 Hz,

1H), 7.28 - 7.12 (m, 4H), 5.66 (t, J =5.7 Hz, 1H),

4.77 (d, J=5.7 Hz, 2H), 3.57 (s, 2H), 3.47 - 3.36 (m,
4H), 3.21 (s, 6H), 2.78 (t, J=5.8 Hz, 2H), 2.65 - 2.56
(m, 6H), 1.85-1.70 (m, 4H),

618.3

130

(DMSO0-d6):5 10.28 (s, 1H), 9.60 (s, 1H), 7.88(d, J =
8.0 Hz, 1H), 7.70 - 7.60 (m, 3H), 7.53 - 7.44 (m, 2H),
7.39 (t, J=7.9 Hz, 1H), 7.26 —7.15 (m, 4H), 5.67 (s,
1), 4.78 (s, 2H), 3.70 — 3.49 (m, 2H), 3.08 —2.90 (m,

599.2
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1H), 2.84 (s, 3H), 2.82 -2.71 (m, 2H), 2.67 - 2.57 (in,

3H), 2.05(s, 3H), 1.90-1.66 (m, 4H),

[0449] [ % 2-7]
[0450]
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131

(DMSO-d6)  10.26 (s, 1H), 9.44 (s, 1H), 7.85(d, J =
8.0 Hz, 1H), 7.55-7.48 (m, 3H), 7.39(t, J=7.9 Hz,
1H), 7.30-7.09 (m, 3H), 6.88(d, J=8.8 Hz, 1H),
5.65 (t, J =5.8 Hz, 1H), 4.76 (d, J = 5.8 Hz, 2H),
4.13 - 3.99 (m, 4H), 3.71 — 3.59 (m, 4H), 3.31 (s, 6H),
2.81 - 2.74 (m, 2H), 2.65 — 2.57 (m, 2H), 1.85 - 1.70 (m;,
4H),

621.3

132

(DMSO-d6):5 10.27 (s, 1H), 9.60 (s, 1H), 7.88 (d, J =
7.9 Hz, 1H), 7.72 (d, J=8.1 Hz, 2H), 7.53 — 7.46 (m,
2H), 7.39(t, J=7.9 Hz, 1H), 7.30 - 7.09 (m, 4H),

5.66 (t, J =5.7 Hz, 1H), 4.77 (d, J = 5.6 Hz, 2H),

3.58 —3.54 (m, 4H), 3.40 (s, 2H), 2.78 (t, 2H), 2.62
(t, 2H), 2.33 (t, 4H), 1.88-1.69 (m, 4H).

572.2

133

(DMSO-d6):4 10.27 (s, 1H), 9.65 (s, 1H), 8.17 (s, 1H),
7.92 - 7.83 (m, 1H), 7.81 - 7.68 (m, 3H), 7.53 — 7.45 (m,
2H), 7.39 (t, J=7.9 Hz, 1H), 7.33 - 7.09 (m, 4H),
6.89 (d, J=1.1Hz, 1H), 5.65(s, 1H), 5.12(s, 2H),
4.77 (s, 2H), 2.81-2.74 (m, 2H), 2.62 (t, J=5.8 Hz,
2H), 1.85-1.70 (m, 4H),

553.2

134

(DMSO-d6):5 10.27 (s, 1H), 9.46 (s, 1H), 7.86 (d, J =
7.9 Hz, 1H), 7.75-7.52 (m, 2H), 7.53 - 7.45 (m, 2H),
7.38 (t, J=7.9 Hz, 1H), 7.17 (s, 2H), 6.92 - 6.83 (m,
2H), 5.66 (t, J =5.7 Hz, 1H), 4.75 (d, J =5.7 Hz,

2H), 4.12 -3.98 (m, 2H), 3.67 - 3.61 (m, 2H), 3.30 (s,
3H), 2.77 (t, J =5.9 Hz, 2H), 2.62 (t, J=5.9 Hz, 2H),
1.81 - 1.74 (m, 4H).

547.2

[0451]
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135

(8.A45-d) 6 8.70 (s, 1H), 8.19 (dd, J=8.1, 1.2 Hz, 1H),
7.64 (dd, J=7.7, 1.3 Hz, 1H), 7.48 - 7.29 (m, 4H),

7.10 - 6.94 (m, 1H), 6.90 (d, J=8.9 Hz, 2H), 5.27 (s,
2H), 4.70 (s, 2H), 4.01 (t, J = 6.4 Hz, 2H), 2.85-2.75
(m, 2H), 2.67 - 2.60 (m, 2H), 2.52 - 2.43 (m, 2H),

2.27 (s, 6H), 2.3-2.2(m, 1H), 2.03-1.91 (m, 2H),
1.92 - 1.78 (m, 4H),

574.3

136

(DMSO-d6) 5 10.26 (s; 1H); 9.47 - 9.16 (m, 1H), 9.10
(ss 1H), 7.85(d, J =8.0 Hz, 1H), 7.51 (s, 1H), 7.48
(dd, J=7.7, 1.4 Hz, 1H), 7.38 (t, J=7.8 Hz, 1H),
7.21 - 6.92 (m, 2H), 6.69 (d, J=8.7 Hz, 2H), 5.65 (t,
J=5.7Hz, 1H), 4.74(d, J=5.8 Hz, 2H), 3.65-3.52
(m, 1H), 2.77 (t, J =5.8 Hz, 2H), 2.62 (t, J =5.7 Hz,
2H), 1.90 - 1.69 (m, 4H),

489.2

137

(DMSO0-d6):5 10.35 (s, 1H), 9.40 (s, 1H), 7.95(d, J=
7.9 Hz, 1H), 7.91 - 7.81 (m, 2H), 7.64 — 7.56 (m, 2H),
7.52 - 7.35 (m, 2H), 7.31 - 7.19 (m, 2H), 7.14 (s, 2H),
6.92 - 6.84 (m, 2H), 5.68 (s, 1H), 4.78 (d, J = 3.4 Hz,
2H), 3.76-3.69 (m, 4H), 3.07—3.00 (m, 4H), 2.08 -
1.96 (m, 1H), 1.10 — 0.97 (m, 2H), 0.81 — 0.74 (m, 2H).

538.2

138

(#.45-d) 6 8.81 (s, 1H), 8.18 (dd, J=8.2, 1.3 Hz, 1H),
7.60 (d, J=7.7 Hz, 1H), 7.50-7.10 (m, 5H), 6.89 (d,
J=8.9 Hz, 2H), 5.72-5.12 (m, 2H), 4.85-4.49 (m,
2H), 4.11 (td, J = 6.4, 5.7, 4.4 Hz, 2H), 3.82 - 3.68 (m,
4H), 2.91-2.71 (m, 4H), 2.64 (t, J = 6.0 Hz, 2H),
2.61-2.54 (m, 4H), 1.92-1.74 (m, 4H),

602.2

139

(DMSO0-d6):5 10.26 (s, 1H), 9.40 (s, 1H), 7.84 (d, J =
8.0 Hz, 1H), 7.66 — 7.56 (m, 3H), 7.52 — 7.43 (m, 2H),
7.38 (t, J = 7.9 Hz, 1H), 7.25 — 7.01 (m, 2H), 6.92 — 6.84

572.2
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(m, 2H), 5.65 (t, J = 5.7 Hz, 1H), 4.75(d, J = 5.5 Hz,
2H), 3.77-3.69 (m, 4H), 3.08-3.00 (m, 4H), 2.90 —
2.81 (m, 110), 2.79 — 2.69 (m, 1H), 2.26 — 2.14 (m, 11),
1.94 - 1.82 (m, 2H), 1.58 - 1.35 (m, 1H), 1.04 (d, J=
6.5 Hz, 3H).

140

(DMSO-d6):5 12.94 (s, 1H), 10.40 (s, 1H), 9.61 (s,
1H), 8.28 (s, 1H), 8.22 - 7.95 (m, 2H), 7.90 (d, J = 8.1
Hz, 2H), 7.63 - 7.54 (m, 3H), 7.51 (d, J = 7.6 Hz,
1H), 7.49—7.35 (m, 2H), 7.21 (s, 2H), 5.69 (s, 1H),
4.80 (s, 2H), 1.33 (s, 9H).

509.2

141

(DMSO-d6):5 10.52 (s, 1H), 10.43 (s, 1H), 10.41 (s,

1H), 9.44 (s, 1H), 8.04 - 7.95 (m, 1H), 7.90 (d, J = 8.4
Hz, 2H), 7.58 (d, J = 8.4 Hz, 2H), 7.50 (d, J = 7.8 Hz,
1H), 7.41(t, J=7.8Hz, 1H), 7.33 (s, 2H), 7.13 (s,
2H), 6.82 (d, J=8.4 Hz, 1H), 5.68 (t, J = 5.7 Hz,

1), 4.85-4.76 (m, 2H), 1.33 (s, 9H).

525.2

142

(DMSO0-d6):3 10.42 (s, 1H), 9.84 (s, 1H), 8.36 (s, 1H),
8.17 (s, 1H), 8.00 (d, J = 7.8 Hz, 1H), 7.90 (d, J =8.4
Hz, 2H), 7.64 - 7.55 (m, 3H), 7.54 (d, J =7.8 Hz,

1H), 7.47 -7.40 (m, 2H), 7.34 (s, 1H), 7.23 (s, 1H),
5.67 (t, J=5.4 Hz, 1H), 4.85(d, J=5.4 Hz, 2H),

3.84 (s, 3H), 1.33 (s, 9H),

527.2

143

(DMSO-d6):5 10.27 (s, 1H), 9.37 (s, 1H), 7.92 - 7.83 (m,
1H), 7.55(s, 2H), 7.51 (s, 1H), 7.48 (dd, J ="7.8,
1.4 Hz, 1H), 7.38 (t, J=7.8 Hz, 1H), 7.13(s» 2H),
6.84 (d, J=8.9 Hz, 2H), 5.67 (t, J = 5.4 Hz, 1H),
4.82 - 4.71 (m, 3H), 3.64 - 3.55 (m, 1H), 3.54 - 3.47 (m,
1H), 3.42-3.25(m, 2H), 2.77 (t, J =5.9 Hz, 2H),
2.65 - 2.58 (m, 2H), 1.93 - 1.83 (m, 1H), 1.83 - 1.67 (m,

572.2
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5H), 1.61-1.45(m, 1H), 1.30-1.18 (m, TH).

144

(DMSO-d6):5 12.34 (s, 1H), 10.41 (s, 1H), 9.59 (s,
1H), 8.49 (s, 1H), 8.17 — 7.95 (m, 3H), 7.90 (d, J =8.5
Hz, 2H), 7.58(d, J = 8.5 Hz, 2H), 7.55 - 7.37 (m,
3H), 7.27 - 7.06 (m, 2H), 5.80 — 5.64 (m, 1H), 4.82 (s,
2H), 1.33 (s, 9H).

509.3

145

(DMSO-d6):5 10.17 (s, 1H), 9.40 (s, 1H), 8.00 (d, J =
8.0 Hz, 1H), 7.76 (t, J=8.1 Hz, 1H), 7.60 (s, 3H),
7.48 (dd, J=7.8, 1.4 Hz, 1H), 7.40 (t, J =7.9 Hz,

1H), 7.27 - 6.95 (m, 3H), 6.92 - 6.84 (m, 2H), 5.47 (t,
J=5.6Hz, 1H), 4.76(d, J=5.7 Hz, 2H), 3.77 - 3.69
(m, 4H), 3.08-3.00 (m, 4H), 2.10 - 1.96 (m, 1H),

1.11 - 1.00 (m, 2H), 0.85-0.74 (m, 2H).

556.2

146

(DMSO-d6):5 10.39 (s, 1H), 9.39 (s, 1H), 8.00 - 7.93 (s,
1H), 7.90 (d, J =8.5 Hz, 2H), 7.64 - 7.51 (m, 4H),
7.49 (dd, J=7.8, 1.5Hz, 1H), 7.40 (t, J=7.8 Hz,
1H), 7.13 (s, 2H), 6.87 (d, J=8.8 Hz, 2H), 5.69 (t,
J=5.7Hz, 1H), 4.79(d, J=5.7 Hz, 2H), 3.10-3.02
(m, 4H), 2.47-2.38 (m, 4H), 2.21 (s, 3H), 133 (s,
9H),

567.3

147

(DMSO-d6):5 10.27 (s, 1H), 9.39 (s, 1H), 7.90 - 7.83 (m,
1H), 7.65-7.50 (m, 2H), 7.51 (s, 1H), 7.48 (dd, J =
7.9, 1.4 Hz, 1H), 7.38(t, J=7.9 Hz, 1H), 7.14 (s,
2H), 6.88 - 6.83 (m, 2H), 5.67 (t, J=5.7 Hz, IH),
4.75 (d, J = 5.7 Hz, 2H), 3.01 - 2.93 (m, 4H), 2.86 - 2.80
(m, 4H), 2.77 (t, J = 5.9 Hz, 2H), 2.65 - 2.56 (m, 2H),
1.85- 1.71 (m, 4H),

557.2

148

(DMSO-d6):5 10.40 (s, 1H), 9.70 (s, 1H), 8.02 — 7.95 (m,
1H), 7.95-7.86 (m, 2H), 7.81 (d, J=8.2 Hz, 2H),

508.2
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7.64 — 7.54 (m, 2H), 7.50 (dd, J=7.7, 1.4 Hz, 1H),
7.42 (t, J=7.8 Hz, 1H), 7.35-7.22 (m, 4H), 5.67 (t,
J=5,6 Hz, 1H), 4.81 (d, J=5.6 Hz, 2H), 3.96 (s,
2H), 1.33(s, 9H).

149

(DMSO-d6) 6 10.41 (s, 1H), 9.88 (s; 1H), 8.00(d, J=
8.0 Hz, 1H), 7.96 — 7.87 (m, 4H), 7.81 (d, J=8.3 Hz,
3H), 7.58 (d, J =8.3 Hz, 2H), 7.51 (d, J="7.7 Hz,
1H), 7.42(t, J=7.8 Hz, 1H), 7.38 — 7.26 (m, 2H),
7.19 (s, 1H), 5.66 (s, 1H), 4.83 (d, J=5.6 Hz, 2H),
1.33 (s; 9H).

512.2

150

(DMSO-d6) 8 10.39 (s, 1H), 9.6 — 9.4 (s, 1H), 8.04 — 7.92
(m, 1H), 7.90 (d, J = 8.3 Hz, 2H), 7.7 - 7.55(m, 1H),
7.58 (d, 4H), 7.48 (d, J=7.7 Hz, 1H), 7.40(t, J=7.8
Hz, 1H), 7.25-7.1 (m, 1H), 6.95 - 6.76 (m, 4H),
5.98 (t, J=2.1 Hz, 2H), 5.68 (t, J=5.4 Hz, 1H), 4.82
~4.67 (m, 2H), 4.23(d, J=5.3 Hz, 2H), 4.18(d, J=
5.4 Hz, 2H), 1.33 (s, 9H).

578.3

[0455]
[0456]

[ % 2-8]

151

(DMSO-d6) 5 10.39 (s, 1H), 9.55 — 9.4 (m, 1H), 7.96 (s,
1H), 7.90 (d, J=8.3 Hz, 2H), 7.73 - 7.58 (m, 2H),
7.58 (d, J=8.3Hz, 2H), 7.49 (d, J =7.5 Hz, 1H),
7.40 (t, J=7.8 Hz, 1H), 7.25-7.10 (m, 2H), 6.88 (d,
J=8.6 Hz, 2H), 5.68(t, J=5.7Hz, 1H), 4.79(d, J
=5.9 Hz, 2H), 4.62 (t, J=5.1 Hz, 1H), 4.05 (s, 2H),
3.72 (t, J=5.1Hz, 2H), 3.53-3.43 (m, 4H), 1.31 (s,
9H),

573.3

152

(DMSO-d6) 6 10.40 (s, 1H), 9.55-9.4 (m, 1H), 8.0 -
7.93 (m, 1H), 7.90 (d, J = 8.0 Hz, 2H), 7.7 - 7.59 (m,

582.3
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[0458]

2H), 7.58(d, J=8.1 Hz, 2H), 7.49 (d, J =7.9 Hz,
1H), 7.40 (t, J=7.7 Hz, 1H), 7.3-7.1 (m, 2H), 6.87
(d, J = 8.5 Hz, 2H), 4.89 - 4.71 (m, 2H), 4.11 - 3.93 (m,
2H), 3.8-3.3(m, 5H), 2.76 (t, J=6.1 Hz, 2H), 1.7
~ 1.6 (m, 4H), 1.33 (s, 9H).

153

(DMSO-d6) 6 13.0 — 12.5 (m, 1H), 10.45(s, 1H), 9.78
(s, 1H), 8.24 (s, 1H), 8.02 (s, 1H), 7.90 (d, J = 8.2 Hz,
2H), 7.56 (dd, J=20.9, 10.8 Hz, 5H), 7.40 (q, J=8.5
Hz, 2H), 7.35-7.1 (m, 2H), 4.86 (s, 2H), 5.9-5.6(m,
1H), 1.33 (s, 9H).

513.2

154

(DMSO-d6) § 10.59 (s, 1H), 10.39 (s, 1H), 9.58 (s,
1H), 7.97 (d, J=7.8 Hz, 1H), 7.90 (d, J = 8.4 Hz,
2H), 7.67—7.50 (m, 2H), 7.52—7.36 (m, 2H), 7.35—
7.15 (m, 4H), 6.80 (d, J=8.5 Hz, 1H), 5.67 (t, J=5.6
Hz, 1H), 4.79 (d, J=5.6 Hz, 2H), 4.54 (s, 2H), 1.33
(s, 9H).

540.2

155

(DMSO-d6) 6 10.40 (s, 1H), 9.58 (s, 1H), 8.29 — 8.06 (m,
2H), 7.97 (s, 1H), 7.90(d, J=7.8 Hz, 2H), 7.58 (d,
J=7.6Hz, 2H), 7.51(d, J=6.8 Hz, 2H), 7.42(t, J
=8.2 Hz, 1H), 7.21(s, 2H), 5.70 (s, 1H), 5.18 — 4.74
(m, 2H), 4.66 (s, 1H), 4.36 —3.99 (m, 2H), 2.01 — 1.85
(m, 3H), 1.33 (s, 9H), 1.09(t, J=7.1 Hz, 2H).

567.3

156

(DMSO-d6) 6 10.40 (s, 1H), 9.64 (s, 1H), 7.98(d, J =
7.8 Hz, 1H), 7.90 (d, J = 8.3 Hz, 2H), 7.85-7.72 (m,
2H), 7.58 (d, J=8.3 Hz, 2H), 7.54 — 7.45 (m, 3H),

7.43 (s, 1H), 7.26 (s, 2H), 5.68 (t, J=5.8 Hz, 1H),
4.81 (d, J =5.7 Hz, 2H), 4.42(t, J = 8.0 Hz, 2H),

4.04 (t, J=8.0 Hz, 2H), 1.33 (s, 9H),

554.2

157

(DMSO-d6) & 10.33 (s, 1H), 10.26 (s, 1H), 9.81 —9.19

555.2
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(m, 2H), 8.00 —7.86 (m, 3H), 7.74 (d, J = 8.4 Hz,
2H), 7.61 (s, 2H), 7.49 (d, J=7.7Hz, 1H), 7.41(t,
J =78 Hz, 1H), 7.22 (s, 2H), 6.89 (d, J = 8.6 Hz,
2H), 4.77 (s, 2H), 3.84 — 3.58 (m, 4H), 3.13 - 2.92 (m,
4H), 2.09 (s, 3H).

158

(DMSO-d6) 5 10.43 (s, 1H), 9.45(s, 1H), 8.04 (t, J =
7.5 Hz, 1H), 7.92 (d, J=10.3 Hz, 1H), 7.88 (d, J = 8.2
Hz, 1H), 7.77 (d, J=8.1 Hz, 1H), 7.71 — 7.59 (m,
2H), 7.56 (d, J = 7.8 Hz, 1H), 743 (t, J = 7.9 Hz,
1H), 7.18(s, 2H), 6.88(d, J=8.6 Hz, 2H), 5.44 (t,
J=6.1Hz, 1H), 4.73(d, J=6.0 Hz, 2H), 3.73(t, J
= 4.6 Hz, 4H), 3.04 (t, J=4.6 Hz, 4H).

584.2

159

(DMSO-d6):5 10.49 — 10.29 (m, 1H), 9.12 (s, 1H), 8.06
—7.83 (m, 3H), 7.66 — 7.35 (m, 8H), 6.68 (d, J = 8.6 Hz,
2H), 5.72-5.59 (m, 1H), 4.90 — 4.72 (m, 2H), 3.53 -
3.40 (m, 2H), 2.63-2.52 (m, 6H), 1.33 (s, 9H), 1.01
~0.90 (m, 6H).

584.3

160

(DMSO0-d6):5 10.39 (s, 1H), 9.64 (s, 1H), 8.01 — 7.94 (m,
1H), 7.94 - 7.86 (m, 2H), 7.81-7.70 (m, 3H), 7.62 -
7.54 (m, 2H), 7.53 — 7.36 (m, 3H), 7.23 (d, J = 23.0 Hz,
2H), 7.19 - 7.11 (m, 2H), 6.25(t, J=2.1 Hz, 1H),
5.66 (t, J =5.6 Hz, 1H), 5.26 (s, 2H), 4.80 (d, J = 5.6
Hz, 2H), 1.33 (s, 9H),

549.3

161

(DMSO-d6):5 10.40 (s, 1H), 9.65 (s, 1 H), 8.02 — 7.95 (m,
1H), 7.94 - 7.86 (m, 2H), 7.80 (s, 1H), 7.75 - 7.65 (m,
2H), 7.62-7.54 (m, 2H), 7.50 (dd, J=7.7, 1.4 Hz,
1H), 7.46 - 7.37 (m, 2H), 7.37-7.04 (m, 3H), 6.85 -
6.77 (m, 1H), 6.24 (s, 1H), 5.67 (t, J=5.6 Hz, 1H),
5.30 (s, 2H), 4.81(d, J=5.7 Hz, 2H), 1.33 (s, 9H).

549.3
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162

(DMSO0-d6):5 10.39 (s, 1H), 9.68 (s, 1H), 8.66 (s, 1H),
8.01 — 7.94 (m, 2H), 7.94 — 7.86 (m, 2H), 7.79 — 7.68 (m,
2H), 7.62-7.54 (m, 2M), 7.54-7.38 (m, 2H), 7.37 -
7.03 (m, 3H), 6.91 - 6.84 (m, 1H), 5.64 (t, J = 5.7 Hz,
1H), 5.39(s, 2H), 4.80(d, J=5.7 Hz, 2H), 1.33 (s,
9H),

550.3

163

(DMSO-d6):5 10.40 (s, 1H), 9.58 (s, 1H), 7.98(d, J =
7.9 Hz, 1H), 7.90 (d, J=8.5Hz, 2H), 7.74 (s, 1H),
7.67 (s, 1H), 7.58 (d, J =8.5Hz, 2H), 7.51 (dd, J=
7.7, 1.4 Hz, 1H), 7.41(t, J=7.9 Hz, 1H), 7.23(t, J
=7.7Hz, 1H), 7.30 - 7.10 (br's, 2H), 6.93(d, J=17.7
Hz, 1H), 5.68 (t, J = 5.7 Hz, 1H), 4.83 (d, J =5.7 Hz,
2H), 3.62 - 3.49 (m, 4H), 3.43 (s, 2H), 2.38 - 2.26 (m,
4H), 1.33 (s, 9H).

568.3

164

(DMSO-d6):6 10.39 (s, 1H), 9.67 (s, 1H), 8.62 (s, 1H),
8.02 — 7.94 (m, 2H), 7.94 —7.86 (m, 2H), 7.77(d, J=
8.2 Hz, 2H), 7.62-7.54 (m, 2H), 7.49 (dd, J=17.7,
1.4 Hz, 1H), 7.41 (t, J=7.8 Hz, 1H), 7.29 - 7.18 (m,
4H), 5.66 (t, J=5.6 Hz, 1H), 5.34 (s, 2H), 4.81 (d,
J=5.6 Hz, 2H), 1.33 (s, 9H).

550.3

165

(DMSO-d6) & 10.53 — 10.18 (m, 1H), 9.73 — 9.29 (m,

2H), 8.16 — 7.80 (m, 3H), 7.80 — 7.49 (m, 4H), 7.40 (t,
J=8.0 Hz, 1H), 7.22 (s, 2H), 7.1-6.9 (m, 1H), 6.0
~5.5(m, 1H), 5.07 - 4.41 (m, 2H), 1.33 (s, 9H),

459.2

166

(DMSO-d6) & 10.39 (s, 1H), 9.46 (s, 1H), 8.03 — 7.93 (m,
1H), 7.90(d, J=8.3Hz, 2H), 7.73-7.61 (m, 2H),
7.58 (d, J=8.3 Hz, 2H), 7.49 (d, J = 7.6 Hz, 1H),
7.40 (t, J=7.8 Hz, 1H), 7.18 (s, 2H), 6.87 (d, J=8.7
Hz, 2H), 5.68 (t, J=5.7 Hz, 1H), 4.79 (d, J = 5.7 Hz,

556.3
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ZH)p 4.00 (t, J= 5.8 HZ) ZH), 2.61 (t7 J= 5.9 HZ’ ZH)!
2.21 (Sa 6H)1 1.33 (S, 9H)c

167

(DMSO-d6) 6 10.38 (s, 1H), 9.51 (s, 1H), 8.02 — 7.94 (m,
1H), 7.90 (d, J=8.2 Hz, 2H), 7.79 - 7.62 (m, 2H),
7.58 (d, J = 8.3 Hz, 2H), 7.53 - 7.37 (m, 3H), 7.31 - 7.05
(m, 2H), 6.82 (s, 1H), 5.67 (t, J=5.6 Hz, 1H), 4.80
(d, J=5.6Hz, 2H), 3.82(t, J=8.0 Hz, 2H), 3.38 (t,
J=8.0 Hz, 3H), 1.33(s, 9H).

553.3

168

(DMSO-d6) 5 10.58 (5, 1H), 9.43 (s, 1H), 8.16 (d, J=
8.1 Hz, 2H), 7.95(d, J=8.1 Hz, 2H), 7.89 — 7.78 (m,
1H), 7.74 -~ 7.50 (m, 3H), 7.43 (t, J=7.9 Hz, 1H),

7.32 — 7.00 (m, 2H), 6.88 (d, J=8.6 Hz, 2H), 5.59 (t,
J=6.0 Hz, 1H), 4.75(d, J=6.2 Hz, 2H), 3.73(t, J
=47 Hz, 4H), 3.04 (t, J=4.6 Hz, 4H).

566.2

169

(DMSO-d6) 5 10.18 (s, 1H), 9.39 (s, 1H), 8.11 — 7.90 (m,
1H), 7.81(d, J=8.7 Hz, 2H), 7.69 - 7.49 (m, 2H),
7.43 (d, J=7.3 Hz, 1H), 7.37 (t, J=7.8 Hz, 1H),
7.21 - 6.98 (m, 2H), 6.88 (d, J=8.8 Hz, 2H), 6.79 (d,
J=8.7Hz, 2H), 572 (s, 1H), 4.80 (s, 2H), 3.73 (t,
J =4.6 Hz, 4H), 3.03 (t, J=5.1 Hz, 4H), 3.01 (s, 6H).

541.3

170

(DMSO-d6) 6 10.38 (s, 1H), 9.41 (s5 1H), 8.07 — 7.93 (m,
1H), 7.89(d, J=7.9 Hz, 2H), 7.71-7.53 (m, 2H),
7.49 (d, J = 7.3 Hz, 1H), 7.46 — 7.34 (m, 3H), 7.25 — 6.98
(m, 2H), 6.88 (d, J=8.6 Hz, 2H), 5.84 — 5.60 (m,
LH), 4.79 (s, 2H), 3.73 (t, J=4.7 Hz, 4H), 3.04 (t,
J=4.7Hz, 5H), 1.24(d, J=6.9 Hz, 61),

540.3

171

(DMSO-d6) 6 10.48 — 10.17 (m, 1H), 9.54 — 9.16 (m,
1H), 8.17 - 7.90 (m, 1H), 7.82 (s, 1H), 7.74 (d, J=8.0
Hz, IH)a 7.69 ~ 7.52 (m, ZH), 7.48 (d! J=17.4 Hz,

538.2
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1H), 7.40 (t, J =7.2 Hz, 2H), 7.10 (dd, J=19.7, 11.7
Hz, 2H), 6.88 (d, J =8.7 Hz, 2H), 5.67 (t, J = 5.6 Hz,
1H), 4.78 (d, J = 5.7 Hz, 2H), 3.73 (t, J =4.7 Hz,

4H), 3.04 (t, J = 4.6 Hz, 4H), 2.94 (td, J = 7.4, 4.2 Hz,

4H), 2.07(td, J="7.5, 3.5 Hz, 2H).

[0462] [ % 2-9]
[0463]
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172

(DMSO-d6) 6 10.41 (s, 1H), 9.87 (s, 1H), 8.05 - 7.93 (m,
3H); 7.90 (d; J=8.2 Hz, 2H), 7.58 (d;» J=8.3 Hz,
2H), 7.51(d, J=17.7 Hz, 1H), 7.42 (t, J=7.9 Hz,
1H), 7.38 -~ 7.16 (m, 5H), 6.88 (s, 1H); 5.69 (t; J=15.7
Hz, 1H), 4.84 (d, J=5.5 Hz, 2H), 2.26 (s, 3H), 1.33
(s» 9H).

549.3

173

(DMSO-d6):6 10.38 (s, 1H), 9.63 (s, 1H), 7.98 (d, J =
7.8 Hz, 1H), 7.94 - 7.87 (m, 2H), 7.79 —7.75 (m, 1H),
7.73 (d, J = 8.3 Hz, 2H), 7.60 - 7.56 (m, 2H), 7.49 (dd,
J=17.8, 1.5Hz, 1H), 7.43-7.37 (m, 2H), 7.23(d, J
=8.6 Hz, 2H), 7.30 - 7.15 (brs, 2H), 6.43 —6.38 (m,
1H), 6.22 (td, J = 6.6, 1.4 Hz, 1H), 5.66 (t, J = 5.6 Hz,
1H), 5.03 (s, 2H), 4.80 (d, J =5.6 Hz, 2H), 1.33 (s,
9H),

576.3

174

(DMSO-d6) 5 10.38 (s, 1H), 9.61-9.22 (m, 1H), 8.71
— 8.27 (m, 1H), 7.96 (d, J = 8.0 Hz, 1H), 7.92 - 7.85 (m,
3H), 7.61-7.54 (m, 2H), 7.49 (d, J=7.7 Hz, 1H),
7.40 (t, J=7.8 Hz, 1H), 7.20 (s, 2H), 6.81(d, J=9.0
Hz, 1H), 5.68 (t, J =5.7 Hz, 1H), 4.78 (d, J =5.7 Hz,
2H), 3.70 (t, J = 4.7 Hz, 4H), 3.36 (t, J = 4.7 Hz, 4H),
1.33 (s, 9H),

555.3

175

(DMSO-d6):5 10.29 (s, 1H), 9.41 (s, 1H), 7.86 (d, J =
7.8 Hz, 1H), 7.67 - 7.54 (m, 3H), 7.49 (dd, J="7.7,

544.1

[0464]
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1.4 Hz, 1H), 7.39(t, J=7.9 Hz, 1H), 7.15(s, 2H),
6.92 - 6.84 (m, 2H), 5.67 (t, J=5.7 Hz, 1H), 4.76 (d,
J=5.7Hz, 2H), 3.77-3.69 (m, 4H), 3.07 -3.00 (m,
4H), 2.96 -2.87 (m, 2H), 2.79-2.71 (m, 2H), 2.46 -
2.35 (m, 2H).

176

(DMSO-d6) 8 10.37 (s, 1H), 9.41 (s, 1H), 7.95 (s, 1H),
7.88 (d, J =7.9 Hz, 2H), 7.74 - 7.52 (m, 2H), 7.49 (d,
J=7.6 Hz, 1H), 7.44 - 7.35 (m, 3H), 7.28-6.97 (m,
2H), 6.88(d, J = 8.7 Hz, 2H), 5.68 (t, J = 5.8 Hz,
1H), 4.78 (d, J =4.8 Hz, 2H), 3.73 (t, J = 4.5 Hz,
4H), 3.03 (t, J=4.8 Hz, 4H), 2.60 (t, J=11.4 Hz,
1H), 1.81(d, J=10.6 Hz, 4H), 1.63—1.14 (m, 6H).

580.3

177

(DMSO-d6)  11.60 — 11.11 (m, 1H), 10.38 (s, 1H),

9.42 (s, 1H), 8.07 - 7.77 (m, 4H), 7.67 - 7.34 (m, 5H),
7.22 - 6.90 (m, 3H), 5.69 (t, J=5.7 Hz, 1H), 4.79 (d,
J=7.3Hz, 2H), 3.72(t, J =52 Hz, 4H), 3.55-3.37
(m, 4H), 1.33 (s, 9H).

594.3

178

(DMSO-d6) 6 10.39 (s, 1H), 9.51 (s, 1H), 8.30 — 7.78 (m,
4H), 7.58 (d, J =8.3 Hz, 2H), 7.51(d, J=7.8 Hz,
1H), 7.48 - 7.31 (m, 3H), 7.17 (s, 2H), 5.68 (t, J=5.7
Hz, 1H), 4.80 (d, J = 5.8 Hz, 2H), 4.24 (t, J = 6.3 Hz,
2H), 3.53 (t,» J = 4.5 Hz, 4H), 2.60 (t, J = 6.6 Hz, 2H),
2.52 (s, 3H), 2.47-2.32 (m, 4H), 133 (s, 9H).

636.3

179

(DMSO-d6) 5 9.69 (s, 1H), 8.02 (s, 1H), 7.80 - 7.73 (m,
1H), 7.63 (s, 1H), 7.51-7.41 (m, 2H), 7.37-7.17 (m,
2H), 6.95 (s, 1H), 6.89 (d, J = 12.7 Hz, 1H), 5.20 - 5.04
(m, 1H), 4.94 - 4.79 (m, 1H), 4.60 - 4.49 (m, 1H),

4.40 - 4.28 (m, 1H), 4.15 - 4.03 (m, 2H), 3.93 - 3.64 (m,
4H), 3.26 - 3.15 (m, 1H), 3.13 - 3.03 (m, 1H), 2.05 - 1.94

531.1
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(m, 1H), 1.10-1.00 (m, 2H), 0.86-0.77 (m, 2H).

180

(DMSO-d6) 6 9.69 (s, 1H), 8.00 (s, 1H), 7.80 - 7.72 (m,
1H); 7.539 (s 1H), 7.52 - 7.40 (m, 2H), 7.29 (d, J=17.5
Hz, 2H), 6.95(d;, J=1.6 Hz, 1H), 6.89 (dd, J=12.7,
1.7 Hz, 1H); 5.20-4.96 (m, 1H); 4.61 - 4.48 (m, 1H),
4.39 - 4.29 (m, 1H), 3.93 - 3.83 (m, 1H), 3.81 (s, 3H),
3.80 - 3.75 (m, 1H), 3.26 - 3.15 (m, 1H), 3.13 - 3.03 (m,
1H), 2.05 - 1.94 (m; 1H), 1.10 - 1.00 (m; 2H); 0.85- 0.77
(m, 2H).

501.0

181

(DMSO-d6) § 9.71 - 9.41 (m, 1H), 7.75 (dd, J=6.9,

2.2 Hz, 1H), 7.69 — 7.54 (m, 2H), 7.53 - 7.45 (m, 2H),
7.43 (d» J = 1.9 Hz, 1H), 7.39 - 7.23 (m, 3H), 6.90 (d,
J=89 Hz, 2H), 4.60 (d, J=11.9 Hz, 1H), 4.37(d,
J=12.0 Hz, 1H), 3,99 - 3.89 (m, 1H), 3.87-3.78 (m,
1H), 3.78-3.71 (m, 4H), 3.23 - 3.15 (m, 2H), 3.09 -
3.02 (m, 4H), 1.74 (s, 6H).

609.1

182

(DMSO-d6) 5 9.41 (s, 1H), 9.10 (s, 1H), 7.74 (dd, J=
7.4, 1.8Hz, 1H), 7.58-7.37 (m, 4H), 7.23 (s, 2H),
6.95(d, J=1.6Hz, 1H), 6.89 (dd, J=12.6, 1.6 Hz,
1H), 6.77-6.60 (m, 2H), 5.06 (d, J=11.9 Hz, 1H),
4.54 (d, J=10.5Hz, 1H), 4.33(t, J=10.7 Hz, 1H),
3.93 - 3.70 (m, 2H), 3.20 (s, 1H), 3.08 (dd, J =16.1,
5.6 Hz, 1H), 2.07-1.92 (m, 1H), 1.13-0.98 (m, 2H),
0.86 - 0.69 (m, 2H),

513.1

183

(DMSO-d6) § 9.53 (s, 1H), 7.75(dd, J=7.4, 1.8 Hz,
1H), 7.71 - 7.53 (m, 2H), 7.53 - 7.40 (m, 2H), 7.38 - 7.02
(m, 2H), 6.95(d, J = 1.7 Hz, 1H), 6.92 - 6.82 (m, 3H),
5.03 (s, 1H), 4.56 (dd, J = 12.0, 4.5 Hz, 1H), 4.34 (dd,
J=11.9, 9.5 Hz, 1H), 3.97 (d, J=6.4 Hz, 1H), 3.92

598.1
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-3.72 (ms 2H), 3.29 -3.14 (m, 1H), 3.13 - 3.00 (m,
1H), 2.40 - 2.27 (m, 3H), 2.14 (s, 6H), 2.08 - 1.91 (m,
[H), 1.90 - 1.74 (m, 2H), 1.15 - 0.95 (m, ZH), 0.90 - 0.74
(m, 2H).

184

(DMSO-d6) 6 10.39 (s, 1H), 9.46 (s, 1H), 7.97 (ds J =
7.8 Hz, 1H), 7.90 (d, J =8.1 Hz, 2H), 7.75—7.61 (m,
2H), 7.58 (d, J=8.3 Hz, 2H), 7.49 (d, J = 7.6 Hz,

1H), 7.40 (t, J=7.8 Hz, 1H), 7.17 (s, 2H), 6.87 (d,
J=8.8Hz, 2H), 5.67(t, J=5.7Hz, 1H), 4.92—4.60
(m, 3H), 3.94 (t, J = 5.0 Hz, 2H), 3.76 - 3.65(m, 2H),
1.33 (s, 9H).

529.0

185

(DMSO-d6) & 10.42 (s, 1H), 9.81 (s, 1H), 8.18 (s, 1H),
8.05 — 7.85 (m, 5H), 7.68 (s, 1H), 7.62 — 7.20 (m, 8H),
7.08 (s, 1H), 5.74 - 5.65 (m, 1H), 4.87-4.77 (m, 2H),
1.33 (s, 9H).

5354

186

(DMSO-d6) & 10.53 (s, 1H), 10.43 (s, 1H), 8.27(d, J
=8.7 Hz, 2H), 8.04 (d, J=8.0 Hz, 1H), 8.00(d, J=
8.7 Hz, 2H), 7.90 (d, J =8.1 Hz, 2H), 7.65 — 7.40 (m,
6H), 5.67 (t, J =5.6 Hz, 1H), 4.86 (d, J = 5.4 Hz,
2H), 1.33(s, 9H).

601.2

187

(DMSO-d6) 6 13.70 (br s, 1H), 10.42 (s, 1H), 9.75 (s,
1H), 8.25 (s, 1H), 8.05-7.95 (m, 1H), 7.97 - 7.85 (m,
2H), 7.64 - 7.55 (m, 4H), 7.55 - 7.49 (m, 1H), 7.43 (t,
J=7.9 Hz, 1H), 7.27 (brs, 2H), 5.74 - 5.66 (m, 1H),
4.88 - 4.77 (m, 2H), 1.33 (s, 9H).

577.4

188

(DMSO-d6) 5 10.38 (s, 1H), 9.49 (s, 1H), 7.99 — 7.85 (m,
3H), 7.64 - 7.49 (m, 3H), 7.41(t, J=7.9 Hz, 1H),

7.36 — 7.09 (m, 4H), 5.65 (t, J = 5.9 Hz, 1H), 4.87 - 4.73
(m, 2H), 4.424.32 (m, 1H), 3.86 (t, J = 6.5 Hz, 2H),

603.2
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3.52 —5.58 (m, 2H), 3.33 (s, 6H), 1.81 — 1.69 (m, 2H),
1.33 (s, 9H).

189

(DMSO0-d6) § 9.50 (s, 1H), 8.08 (s, 1H), 7.75 (dd, J =
7.4, 1.8 Hz, 1H), 7.61 (m, 2H), 7.50 - 7.43 (m, 2H),
7.27 (brs, 2H), 6.96-6.86 (m, 4H), 5.04 (brs, 1H),
4.56 (dd, J=11.8, 4.5Hz, 1H), 4.34 (dd, J=11.8,
9.6 Hz, 1H), 3.93-3.84 (m, 1H), 3.84 - 3.74 (m, 1H),
3.56 - 3.46 (m, 4H), 3.25 - 3.14 (m, 1H), 3.13 - 2.98 (m,
5H), 2.05 - 1.95 (m, 1H), 1.10 - 1.03 (m, 2H), 0.85 - 0.74
(m, 2H).

609.3

190

(DMSO-d6) 6 9.76 (s, 1H), 7.81(d, J=8.3 Hz, 2H),
7.76 (dd, J =7.5, 1.8 Hz, 1H), 7.48 (t, J=7.5 Hz,

1H), 7.45(dd, J=7.5, 1.8 Hz, 1H), 7.35-7.20 (brs,
2H), 7.27(d, J=8.3 Hz, 2H), 6.95 (s, 1H), 6.89 (dd,
J=12.6, 1.7 Hz, 1H), 4.99 (dd, J=9.3, 4.6 Hz, 1H),
4.60 (dd, J=11.9, 4.6 Hz, 1H), 4.35(dd, J=1L109,

9.3 Hz, 1H), 3.97 (s, 2H), 3.94-3.84 (m, 1H), 3.84 -
3.75 (m, 1H), 3.25-3.16 (m, 1H), 3.14 - 3.03 (m, 1H),
2.05 - 1.95 (m, 1H), 1.09 - 1.03 (m, 2H), 0.85- 0.77 (m;
2H).

536.3

[0468]
[0469]

[ % 2-10]
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(DMSO-d6) 3 9.46 (s, 1H), 7.75(dd, J =7.6, 1.8 Hz,
1H), 7.64 - 7.52 (m, 2H), 7.47 (t, J = 7.6, 1H), 7.43 (dd,
J=17.6, 1.8 Hz, 1H), 7.25 (brs, 2H), 6.97 - 6.85 (m,
4H), 5.05 (br's, 1H), 4.56 (dd, J =119, 4.5 Hz, 1H),
191 581.4

4.34 (dd, J=11.9, 9.6 Hz, 1H), 3.92-3.75(m, 2H),
3.26 - 3.15 (m, 1H), 3.12 - 3.02 (m, 1H), 3.03 - 2.95 (m,
4H), 2.87 - 2.78 (m, 4H), 2.04 - 1.96 (m, 1H), 1.08 - 1.02
(m, 2H), 0.85-0.76 (m, 2H),

[0470]
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192

(DMSO-d6) & 10.38 (s, 1H), 9.40 (s, 1H), 7.98 = 7.79 (m,
3H), 7.62-7.57 (m, 2H), 7.52—7.44 (m, 1H), 7.44 —
7.32 (m, 3H), 7.17 - 7.12 (m, 2H), 6.92 - 6.84 (m, 2H),
5.68 (t, J=5.7 Hz, 1H), 4.78 (d, J=5.8 Hz, 2H),
3.75 - 3.69 (m, 4H), 3.07 - 3.00 (m, 4H), 1.43 (s, 3H),
0.98 — 0.90 (m, 2H), 0.88 - 0.81 (m, 2H),

552.1

193

(DMSO-d6) 3 9.47 (s, 1H), 7.75(dd, J=7.3, 1.8 Hz,
1H), 7.63 - 7.51 (m, 2H), 7.50 - 7.40 (m, 2H), 7.25 (br
s, 2H), 6.95(s, 1H), 6.92-6.84 (m, 3H), 5.05 (brs,
1H), 4.56 (dd, J = 11.9, 4.5 Hz, 1H), 4.34 (dd, J = 11.9,
9.6 Hz, 1H), 3.92-3.83 (m, 1H), 3.83-3.75 (m, 1H),
3.26 - 3.15 (m, 1H), 3.15 - 3.03 (m, 5H), 2.48 - 2.40 (m,
4H), 2.22 (s, 3H), 2.03 - 1.95(m, 1H), 1.10 - 1.02 (m;,
2H), 0.84-0.78 (m, 2H).

5954

194

(DMSO-d6) 6 9.72 (s, 1H), 7.91 (s, 1H), 7.75 (dd, J =
7.4, 1.8 Hz, 1H), 7.54 - 7.43 (m, 2H), 7.43 -7.23 (m,
2H), 7.16 (t, J=9.3 Hz, 1H); 6.95(d, J=1.6 Hz,

1H), 6.89(dd, J=12.6, 1.7 Hz, 1H), 4.96(d, J=17.6
Hz, 1H), 4.59 (dd, J=12.0, 4.6 Hz, 1H), 4.45 (dt,
J=8.7, 4.5 Hz, 1H), 4.35(dd, J =119, 9.3 Hz, 1H),
4.02 - 3.61 (m, 5H); 3.45(ddd, J=11.9, 9.3, 2.9 Hz,
2H), 3.21 (ddd, J=15.0, 9.6, 5.0 Hz, 1H), 3.07 (dt,
J=15.9, 5.2 Hz, 1H), 2.07- 1.83 (m, 3H), 1.59 (dtd,
J=13.0, 9.0, 4.0 Hz, 2H), 1.11-0.98 (m, 2H), 0.87
-0.71 (m, 2H).

615.1

195

(DMSO-d6) 5 12.57 (s, 1H), 9.69 -9.38 (m, 1H), 8.05 (s,
1H), 7.87 - 7.71 (m, 1H), 7.70 - 7.52 (m, 1H), 7.52 - 7.40
(m, 1H), 7.30 (s, 1H), 6.95 (d, J=1.6 Hz, 1H), 6.89
(dd, J=12.7, 1.7 Hz, 1H), 5.25-4.91 (m, 1H), 4.54

487.1
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(dd, J=12.0, 4.5 Hz, 1H), 4.34 (dd, J=11.9, 9.7 Hz,
1H), 3.99 -3.73 (m, 2H), 3.21 (ddd, J=15.1, 9.6,
5.1 Hz, 1H), 3.08 (dt, J = 15.9, 5.2 Hz, 1H), 2.00 (ddd,
J =133, 8.6, 4.9 Hz, 1H), 1.12-0.98 (m, 3H), 0.90
-0.72 (m, 3H).

196

(DMSO-d6) & 9.66 - 9.35 (m, 1H), 8.17 (s, LH), 7.75 (dd,
J=74, 1.8 Hz, 1H), 7.71 - 7.58 (m, 2H), 7.57 - 7.40
(m, 2H), 7.39 - 7.01 (m, 2H), 6.97 - 6.93 (m, 1H),
6.92 - 6.85 (m, 3H), 5.13 - 4.94 (m, 1H), 4.62 - 4.51 (m,
1H), 4.41 - 4.28 (m, 1H), 4.09 - 4.03 (m, 2H), 3.93 - 3.83
(m, 1H), 3.83 -3.73 (m, 1H), 3.60 - 3.55 (m, 4H),
3.13 - 3.06 (m, 2H), 2.71 - 2.64 (m, 2H), 2.48 - 2.44 (m,
4H), 2.05 - 1.94 (m, 1H), 1.09 - 1.01 (m, 2H), 0.85 - 0.77
(m, 2H),

626.1

197

(DMSO-d6) §9.55 (s, 1H), 7.75(dd, J=7.4, 1.8 Hz,
1H), 7.72 - 7.57 (m, 2H), 7.50 - 7.42 (m, 2H), 7.38 - 7.05
(m, 2H), 6.95(ss 1H), 6.93 - 6.84 (m, 3H), 5.15 - 4.95
(m, 1H), 4.61 - 4.51 (m, 2H), 4.38 - 4.30 (m, 1H),
4.05 - 3.96 (m, 2H), 3.92 - 3.74 (m, 2H), 3.59 - 3.52 (m,
2H), 3.22 - 3.16 (m, 1H), 3.12 - 3.03 (m, 1H), 2.05 - 1.96
(m, 1H), 1.89 - 1.80 (m, 2H), 1.09 - 1.04 (m, 2H),
0.84 - 0.79 (m, 2H),

571.1

198

(DMSO-d6) & 9.69 (s, 1H), 7.77 - 7.70 (m, 3H), 7.50 -
7.42 (m, 2H), 7.36 (brs, 2H), 7.19 (d, J =8.5 Hz,
2H), 6.95(s, 1H), 6.89 (dd, J=12.7, 1.6 Hz, 1H),
4.99 (dd, J = 9.4, 4.6 Hz, 1H), 4.59 (dd, J = 12.0,
4.6 Hz, 1H), 4.38-4.30 (m, 1H), 4.23 (s, 2H), 3.92-
3.83 (m, 1H), 3.83 -3.74 (m, 1H), 3.26 - 3.15 (m, 1H),
3.12 - 3.03 (m, 1H), 2.04 - 1.96 (m, 1H), 1.09 - 1.02 (m,

579.3
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2H), 0.84 - 0.77 (m, 2H).

199

(DMSO-d6) 5 10.40 (s, 1H), 9.55(s, 1H), 8.03 - 7.94
(m, 1H), 7.90 (d, J=8.3 Hz, 2H), 7.82 — 7.64 (m,
2H), 7.58(d, J = 8.4 Hz, 2H), 7.49 (d, J = 6.9 Hz,
1H), 7.41(t, J=7.9 Hz, 1H), 7.34 —7.09 (m, 2H),
6.99 (d, J=9.0 Hz, 2H), 5.68 (t, J =5.5 Hz, 1H),
4.80 (d, J=5.6 Hz, 2H), 4.75 - 4.63 (m, 2H), 1.33 (s,
9H).

567.2

200

(FB5-d4) 5 10.39 (s, TH), 9.46 (s, 1H), 8.02 —7.94 (m,
1H), 7.90 (d, J=8.4 Hz, 2H), 7.73 - 7.54 (m, 4H),
7.49 (dd, J=7.7, 1.4 Hz, 1H), 7.40 (t, J=7.8 Hz,
1H), 7.28-6.99 (m, 2H), 6.86 (d, J=8.7 Hz, 2H),
5.75 - 5.62 (m, 1H), 4.86 — 4.73 (m, 2H), 4.60 — 4.46 (m,
1H), 4.05-3.93 (m, 2H), 3.61 —3.48 (m, 2H), 1.90 -
1.77 (m, 2H), 1.33 (s, 9H).

543.2

201

(DMSO-d6) 5 10.42 — 10.35 (m, 1H), 9.46 —9.39 (m,
1H), 8.01-7.96(m, 1H), 7.88 (d, J=8.5Hz, 2H),
7.64 — 7.53 (m, 4H), 7.51 — 7.47 (m, 1H), 7.43 — 7.38 (m,
1H), 7.20 -7.10 (m, 2H), 6.88 (d, J=8.9 Hz, 2,
573 —5.68 (m, 1H), 4.83 — 4.77 (m, 2H), 4.75 — 4.71 (m,
1H), 3.77-3.69 (m, 4H), 3.50 - 3.44 (m, 2H), 3.06 -
3.00 (m, 4H), 1.26 (s, 6H).

570.4

202

(DMSO-d6) 5 10.41 (s, 1H), 9.82 (s, 1H), 8.00 (d, J =
8.0 Hz, 1H), 7.97 - 7.85 (m, 7H), 7.58 (d, J =8.5 Hz,
M), 7.52(d, J =78 Hz, 1H), 7.43 (t, J =7.9 Hz,

1H), 7.32 (ss 2H), 5.68 (t, J=5.6 Hz, 1H), 4.83 (d,
J=5.1Hz, 2H), 1.33 (s, 9H),

537.0

203

(DMSO-d6) & 10.40 (s, 1H), 9.61 (s, 1H), 7.98 (d, J =
8.1 Hz, 1H), 7.90 (d, J = 8.2 Hz, 2H), 7.80 — 7.68 (m,

568.2
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3H), 7.58(d, J=8.2 Hz, 2H), 7.49 (d, J = 7.6 Hz,
1H), 7.41(t, J=7.8Hz, 1H), 7.33-7.10 (m, 4H),
5.78 - 5.61 (m, 1H), 4.87 — 4.74 (m, 2H), 4.31 — 4.19 (m,
1H), 4.07 - 3.93 (m, 2H), 2.81 - 2.64 (m, 2H), 1.33 (s,
9H).

204

(DMSO-d6) 8 10.42 (s, 1H), 10.17 (s, 1H), 8.11(d, J
=8.6 Hz, 2H), 8.02(d, J=8.0Hz, 1H), 7.90(d, J=
8.2 Hz, 2H), 7.67-7.28 (m, 8H), 5.67 (t, J=5.6 Hz,
1H), 4.85(d, J=5.4 Hz, 2H), 3.66 —3.58 (m, 4H),
2.87-2.79 (m, 4H), 133 (s, 9H).

618.4

205

(DMSO-d6) 6 11.98 (s, 1H), 10.4 - 9.4 (m, 1H), 7.75 (dd,
J=17.4, 1.8 Hz, 1H), 7.53-7.39 (m, 2H), 7.39 - 7.00
(m, 2H), 6.95(d, J=1.6 Hz, 1H), 6.89 (dd, J=12.8,
1.7 Hz, 1H), 6.79 - 5.85 (m, 1H), 5.50 - 4,77 (m, 1H),
4.53 (d, J=10.1Hz, 1H), 4.31(t, J=10.5Hz, 1H),
4.00 - 3.71 (m, 2H), 3.22 (ddd, J =15.3, 9.7, 5.3 Hz,
1H), 3.07 (dt, J=16.0, 5.2 Hz, 1H), 2.19 (s, 3H),
1.99 (ddd, J=8.3, 5.0, 3.3 Hz, 1H), 1.09-0.97 (m,
2H), 0.86-0.73 (m, 2H),

501.0

206

(DMSO-d6) 8 12.50 (s, 1H), 9.69 (s, 1H), 7.95 - 7.66 (m,
3H), 7.54-7.40 (m, 3H), 7.36(dd, J=12.4, 1.9 Hz,
1H), 7.30 (s, 2H), 5.22 - 4.98 (m, 1H), 4.63 - 4.50 (m,
1H), 4.40 - 4.31 (m, 1H), 3.98 - 3.78 (m, 2H), 3.26 - 3.15
(m, 2H), 1.74 (s, 6H).

514.0

207

(DMSO-d6) § 12.96 - 12.07 (m, LH), 10.74 - 9.39 (m,

1H), 7.90 - 7.70 (m, 1H), 7.70 - 7.54 (m, 1H), 7.53 - 7.39
(m, 2H), 7.38 - 7.05 (m, 2H), 6.95 (d, J = 1.7 Hz, 1H),
6.89 (dd, J=12.6, 1.7 Hz, 1H), 6.81 - 6.21 (m, 1H),
5.47 - 4.81 (m, 1H), 4.54(d, J = 11.2 Hz, 1H), 4.32 (t,

487.0
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J=10.9 Hz, 1H), 4.03-3.63 (m, 2H), 3.28 - 3.13 (m,
1H), 3.13 - 2.98 (m, 1H), 2.09 - 1.84 (m, 1H), 1.14 - 0.95
(m, 2H), 0.93 - 0.64 (m, 2H).
(DMSO-d6) & 10.38 (s, 1H), 9.40 (s, 1H), 7.99 — 7.86 (m,
3H), 7.67 - 7.54 (m, 4H), 7.53 —7.43 (m, 1H), 7.40 (t,
J=7.8Hz, 1H), 7.14 (s, 2H), 6.88 (d, 2H), 5.68 (t,
208 556.0

J =58 Hz, 1H), 5.16 (s, 1H), 4.79 (d, J=5.5 Hz,
2H), 3.77 - 3.69 (m, 4H), 3.07 - 3.00 (m, 4H), 1.46 (s,
6H),

[0475] [k 2-11]

[0476]
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209

(DMSO-d6) & 10.43 (s, 1H), 9.41 (s, 1H), 8.01 — 7.94 (m,
3H), 7.65-7.48 (m, 5H), 7.41(t, J=7.8 Hz, 1H),

7.15 (s, 2H), 6.88 (d, J =8.8 Hz, 2H), 5.66 (t, J =5.9
Hz, 1H), 4.78 (d, J=5.9 Hz, 2H), 3.73 (t, J =4.7 Hz,
4H), 3.08-3.00 (m, 4H), 1.69(d, J=22.2 Hz, 6H).

558.4

210

(DMSO-d6)  10.28 - 9.43 (m, 1H), 7.85 - 7.68 (m, 1H),
7.56 (d, J = 2.3 Hz, 1H), 7.51 - 7.39 (m, 2H), 7.36 - 7.00
(m, 2H), 6.95(d, J=1.6 Hz, 1H), 6.89 (dd, J = 12.8,
1.7 Hz, 1H), 6.85-6.62 (m, 1H), 5.50 - 4.79 (m, 1H),
4.52 (dd, J=11.9, 4.7 Hz, 1H), 4.30 (dd, J=11.9,

9.8 Hz, 1H), 3.95-3.76 (m, 2H), 3.74 (s, 3H), 3.28 -
3.16 (m, 1H), 3.14 - 2.95 (m, 1H), 2.13 - 1.88 (m, 1H),
1.13 - 0.96 (m, 2H), 0.91-0.58 (m, 2H),

501.0

211

(DMSO-d6) 5 9.70 (s, 1H), 8.05 (s, 1H), 7.82 - 7.72 (m,
1H), 7.58 (s, 1H), 7.54 - 7.40 (m, 2H), 7.38 - 7.12 (m,
2H), 6.98-6.93 (m, 1H), 6.89 (dd, J=12.7, 1.6 Hz,
1H), 5.16 (dd, J=9.7, 4.5Hz, 1H), 4.61-4.49 (m,
1H), 4.39 - 4.29 (m, 1H), 4.13 - 4.01 (m, 2H), 3.93 - 3.74
(m, 2H), 3.26 - 3.15 (m, 1H), 3.13 - 3.03 (m, 1H),

515.0

[0477]
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2.04 - 1.95 (m, 1H), 1.42 - 1.29 (m, 3H), 1.09 - 1.01 (m,
2H), 0.85-0.77 (m, 2H).

212

(DMSO-d6) 6 9.70 (s, 1H), 8.01 (s, 1H), 7.76 (dd, J =
7.2, 1.9 Hz, 1H), 7.64 (s, 1H), 7.50 - 7.41 (m, 2H),
7.33 (br's, 2H), 6.95(s» 1H), 6.89 (dd, J=12.6, 1.7
Hz, 1H), 5.15(d, J=9.7, 4.5Hz, 1H), 4.54 (dd,

J=11.9, 4.4 Hz, 1H), 4.39-4.30 (m, 1H), 4.24 - 4.16
(m, 2H), 3.92-3.84 (m, 1H), 3.84 - 3.75 (m, 1H),

3.72 - 3.60 (m, 2H), 3.23 (s, 3H), 3.24 - 3.15 (m, 1H),
3.13 - 3.04 (m, 1H), 2.04 - 1.96 (m, 1H), 1.08 - 1.03 (m,
2H), 0.84-0.77 (m, 2H),

545.3

213

(DMSO-d6) § 9.88 - 9.02 (m, 1H), 7.93 - 7.63 (m, 1H),
7.53 - 7.34 (m, 2H), 7.32 - 7.05 (m, 2H), 7.03 - 6.75 (m,
3H), 6.69 - 6.42 (m, 1H), 6.12 - 5.91 (m, 1H), 5.28 - 4,98
(m, 1H), 4.69 -4.36 (m, 1H), 4.33 (t, J =10.8 Hz,
1H), 4.03 - 3.68 (m, 2H), 3.65 - 3.51 (m, 3H), 3.28 - 3.16
(m, 1H), 3.15-3,02 (m, 1H), 2.13 - 1.87 (m, 1H),
1.12 - 0.94 (m, 2H), 0.89-0.67 (m, 2H).

500.1

214

(DMSO-d6)  9.69 (s, 1H), 8.06 (s, 1H), 7.80 — 7.72 (m,
1H), 7.67—7.40 (m, 3H), 7.40 - 7.16 (m, 2H), 6.98 -
6.85 (m, 2H), 5.26 — 4.95 (m, 1H), 4.71 — 4.43 (m, 1H),
4.39 - 4.29 (m, 1H), 3.95 — 3.73 (m, 4H), 3.27 - 3.14 (m,
1H), 3.14-3.02 (m, 1H), 2.05-1.94 (m, 1H), 1.32 -
1.13 (m, 1H), 1.10 — 1.00 (m, 2H), 0.86 — 0.77 (m, 2H),
0.58 — 0.49 (m, 2H), 0.41-0.32 (m, 2H),

541.1

215

(DMSO-d6) 5 9.58 (s, 1H), 8.74 (s, 1H), 7.78 - 7.71 (m,
1H), 7.67-7.51 (m, 1H), 7.52-7.40 (m, 2H), 7.38 -
7.30 (m, 2H), 6.98 - 6.85 (m, 2H), 5.05 (s, 1H), 4.62
—4.53 (m, 1H), 4.40 —4.29 (m, 1), 3.95-3.71 (m,

584.1
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2H), 3.70 - 3.61 (m, 8H), 3.27-3.14 (m, 1H), 3.13 -
3.02 (m, 1H), 2.05 — 1.94 (m, 1H), 1.10 — 0.99 (m, 2H),
0.86 — 0.77 (m, 2H).

216

(DMSO0-d6) & 12.27 (s, 1H), 8.95 (s, 1H), 7.79 — 7.72 (m,
1H), 7.51-7.39 (m, 3H), 7.19—7.11 (m, 2H), 7.03 -
6.84 (m, 3H), 5.13 (s, 1H), 4.87 — 4.82 (m, 1H), 4.55
— 4,50 (m, 1H), 3.96 —3.71 (m, 2H), 3.22-3.17 (m,
1H), 3.11 - 3.06 (m, 1H), 1.24 (s, 3H), 1.13 - 1.00 (m,
2H), 0.89-0.77 (m, 2H).

501.4

217

(DMSO-d6) 6 11.46 (s, 1H), 9.35 (s, 1H), 7.95 — 7.53 (m,
3H), 7.51-7.40 (m, 2H), 7.33—7.28 (m, 2H), 6.97 —
6.85 (m, 2H), 6.34 (s, 1H), 5.07-5.02 (m, 1H), 4.56
~4.51 (m, 1H), 4.38 - 4.28 (m, 1H), 3.89 - 3.84 (m,

1H), 3.81-3.76 (m, 1H), 3.20-3.15 (m, 1H), 3.12 -
3.05 (m, 1H), 2.05 - 1.95 (m, 1H), 1.13 - 1.00 (m, 2H),
0.86 — 0.77 (m, 2H),

514.4

218

(DMSO-d6) 5 9.96 - 9.16 (m, 1H), 8.19-7.86 (m, 1H),
7.84 - 7.72 (m, 1H), 7.62-6.99 (m, 5H), 6.95(d, J=
1.6 Hz, 1H), 6.89 (dd, J = 12.7, 1.7 Hz, 1H), 5.31 - 4.91
(m, 1H), 4.69 - 4.47 (m, 1H), 4.45-4.22 (m, 2H),
4.05 - 3.72 (m, 4H), 3.62 - 3.40 (m, 2H), 3.26 - 3.13 (m,
1H), 3.12 - 3.00 (m, 1H), 2.05 - 1.75 (m, 5H), 1.18 - 0.91
(m, 2H), 0.86-0.72 (m, 2H),

571.1

219

(DMSO-d6) 5 9.83 - 9.27 (m, 1H), 7.88-7.71 (m, 1H),
7.64 (d, J=2.1 Hz, 1H), 7.54-7.08 (m, 4H), 6.95 (d,
J=1.6 Hz, 1H), 6.93-6.76 (m, 2H), 5.32-4.88 (m,

1H), 4.69 - 4.47 (m, 1H), 4.34 (d, J=11.8 Hz, 1H),
4.29 - 4.02 (m, 2H), 3.98 - 3.61 (m, 5H), 3.26 - 3.16 (m,
1H), 3.15 - 2.98 (m, 1H), 2.04 - 1.93 (m, 111), 1.35-1.19

572.0
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(mv 3H)7 1‘12 - 0-98 (my ZH), 0.88 - 0.69 (m: ZH)»

220

(DMSO0-d6) 3 9.50 (s, 1H), 7.75(dd, J=7.3, 1.8 Hz,
1H), 7.62 (s, 2H), 7.50 - 7.42 (m, 2H), 7.28 (br s, 2H),
6.98 - 6.82 (m, 4H), 5.05(s, 1H), 4.56 (dd, J=11.8,
4.5 Hz, 1H), 4.34 (dd, J = 11.8, 9.6 Hz, 1H), 3.92 - 3.83
(m, 1H), 3.82-3.74 (m, 1H), 3.62 - 3.53 (m, 4H),

3.26 - 3.16 (m, 1H), 3.13 - 2.98 (m, 5H), 2.04 (s, 3H),
2.02 - 1.95 (m, 1H), 1.08 - 1.04 (m, 2H), 0.85 - 0.76 (m,
2H),

623.3

221

(DMSO-d6) 5 10.00 - 9.87 (m, 1H), 7.83 - 7.67 (m, 1H),
7.52 - 7.41 (m, 3H), 7.41 - 7.36 (m, 1H), 7.34 - 7.10 (m,
2H), 6.95(d, J=1.6 Hz, 1H), 6.89 (dd, J=12.7, 1.7
Hz, 1H), 5.11-4.94 (m, 1H), 4.58 - 4.44 (m, 1H),
4,38 - 4.22 (m, 1H), 3.92 - 3.74 (m, 2H), 3.65 (s, 3H),
3.25-3.14 (m, 1H), 3.12 - 3.02 (m, 1H), 2.05 - 1.94 (m,
1), 1.10-0.99 (m, 2H), 0.85-0.77 (m, 2H),

501.0

222

(DMSO-d6) 5 9.69 (s, 1H), 8.07 (s, 1H), 7.79 - 7.73 (m,
1H), 7.56 (s, 1H), 7.53 — 7.40 (m, 2H), 7.39 — 7.25 (m,
2H), 6.95(s,» 1H), 6.89 (dd, J=12.7, 1.6 Hz, 1H),
5.23 - 5.10 (m, 1H), 4.66 — 4.49 (m, 1H), 4.47 — 4.28 (m,
2H), 3.95-3.72 (m, 2H), 3.25-3.15(m, 1H), 3.13 -
3.01 (m, 1), 2.07 — 1.92 (m, 1H), 1.48 - 1.32 (m, 6H),
1.10 - 0.99 (m, 2H), 0.86-0.77 (m, 2H).

529.1

223

(DMSO-d6) 8  9.69 (s, 1H), 8.09 (s, 1H), 7.76 (dd,

J=17.2, 2.0 Hz, 1H), 7.56 (s, 1H), 7.52 - 7.42 (m, 2H),
7.32 (s, 2H), 6.95 (s, 1H), 6.93 - 6.85 (m, 1H), 5.16 (dd,
J=9.8, 4.5 Hz, 1H), 4.60-4.49 (m, 1H), 4.34(t, J =
10.8 Hz, 1H), 4.16 - 4.05 (m, 1H), 3.92 - 3.84 (m, 1H),
3.84 - 3.75 (m, 1H), 3.26 - 3.15 (m, 1H), 3.13 - 2.95 (m,

570.3
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4H), 2.62 - 2.54 (m, 1H), 2.03 - 1.96 (m, 1H), 1.96 - 1.87
(m, 2H), 1.84 - 1.66 (m, 2H), 1.08 - 1.02 (m, 2H),
0.85 - 0.78 (m, 2H).

224

(DMSO-d6) 5 12.15 (s, 1H), 9.84-9.26 (m, 1H), 7.86
-7.69 (m, 1H), 7.57 (d, J = 2.0 Hz, 1H), 7.52 - 7.41 (m,
2H), 7.37-7.17 (m, 2H), 6.95(d, J=1.7 Hz, 1H),

6.91 - 6.86 (m, 1H), 6.84 - 6.65 (m, 1H), 5.25 - 4.93 (m,
1H), 4.54 (dd, J =12.0, 4.1 Hz, 1H), 4.34 (t, J =10.7
Hz, 1H), 3.99 - 3.69 (m, 4H), 3.75 - 3.51 (m, 1H),

3.21 (ddd, J=14.9, 9.6, 5.2 Hz, 1H), 3.10-2.98 (m,
1H), 2.06-1.90 (m, 1H), 1.05(dt, J=8.3, 3.1 Hz,

2H), 0.93-0.73 (m, 2H).

544.0

225

(DMSO-d6) 6 9.70 (s, 1H), 8.04 (s, 1H), 7.76 (dd, J =
7.2, 1.9 Hz, 1H), 7.59 (s; 1H), 7.56 - 7.39 (m, 2H),
7.32 (s> 2H), 6.95(d, J=1.6 Hz, 1H), 6.89 (dd, J=
12.7, 1.6 Hz, 1H), 5.15(dd, J=09.7, 4.6 Hz, 1H),
4.59 (t, J=4.6 Hz, 1H), 4.57 -4.45 (m, 1H), 4.34 (t,
J=10.9 Hz, 1H), 4.11 (t, J=7.1 Hz, 2H), 3.92-3.83
(m, 1H), 3.83 - 3.75 (m, 1H), 3.43 - 3.35 (m, 2H),
3.26 - 3.15 (m, 1H), 3.13 - 3.04 (m, 1H), 2.04 - 1.96 (m,
1H); 1.96 - 1.85 (m, 2H); 1.08 - 1.03 (m, 2H), 0.85- 0.78
(m, 2H).

545.3

[0481]
[0482]

[ % 2-12]
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(DMSO-d6) 5 9.49 (s, 1H), 7.74 (dd, J=7.3,
1.8 Hz, 1H), 7.63 — 7.58 (m, 2H), 7.51 — 7.39 (m,
2H), 7.23 (s, 2H), 6.89 (d, J=8.8 Hz, 2H),
226 581.2
6.51 (s, 1H), 5.05 (s, 1H), 4.59 — 4.50 (m, 1H),
4.35 (t, J=10.7 Hz, 1H), 4.24 — 4.16 (m, 2H),

4.09 -3.98 (m, 1H), 3.96 —-3.87 (m, 1H), 3.73

[0483]
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(t, J=4.8 Hz, 4H), 3.05(t, J=4.8 Hz, 4H),
2.57 (s, 2H), 2.42 (s, 2H), 1.25 - 1.18 (m, 6H).

227

(DMSO-d6) 6 9.48 (s, 1H), 7.78 — 7.71 (m, 1H),
7.65-17.57 (m; 2H), 7.51-7.40 (m; 2H), 7.36
—7.09 (m, 2H), 6.93 — 6.85 (m, 2H), 5.09 (s,
1H), 4.58 — 4.49 (m, 1H), 4.40 — 4,30 (m, 1H),
4.06 —3.86 (m, 2H), 3.77—-3.62 (m; 4H), 3.08
—3.01 (m, 4H), 3.00 — 2.82 (m, 2H), 2.82 - 2.71
(m, 4H), 1.88 —1.74 (m, 4H).

584.4

228

(DMSO0-d6) & 10.13 (s, 1H), 7.95 — 7.67 (m, 2H),
7.62 —7.28 (m, 5H), 7.22(d, J=5.2 Hz, 1H),
6.98 — 6.85 (m, 2H), 5.06 (s, 1H), 4.57 (s, 1H),
4.40 — 4.30 (m, 1H), 3.93-3.74 (m, 2H), 3.27
—3.15 (m, 1H), 3.13-3.03 (m, 1H), 2.05 - 1.94
(m, 1H), 1.12-1.00 (m, 2H), 0.86—0.77 (m,
2H).

503.1

229

(DMSO-d6)  9.47 (ss 1H), 7.75(dd, J=7.2,
1.9 Hz, 1H), 7.52 - 7.40 (m, 2H), 7.31 (s, 1H),
7.19 (s, 2H), 6.95(s, 1H), 6.89 (dd, J=12.8,
1.6 Hz, 1H), 6.68 - 6.64 (m, 1H), 6.09 - 6.03 (m,
1H), 5.22 (dd, J=9.9, 4.4 Hz, 1H), 4.50 (dd,
J=11.8, 4.4Hz, 1H), 4.33(dd, J=118, 9.9
Hz, 1H), 4.25-4.14 (m, 1H), 3.92 - 3.74 (m,
2H), 3.27-3.14 (m, 1H), 3.14 - 3.03 (m, 1H),
2.04-1.96 (m, 1H), 1.39(d, J=6.7 Hz, 6H),
1.08 - 1.03 (m, 2H), 0.84-0.78 (m, 2H).

528.3

230

(DMSO-d6) & 9.63 (s, 110), 9.04 (dd, J=17.1,
1.7 Hz, 1H), 8.71(s, 1H), 8.50 (dd, J=4.0,
1.7 Hz, 1H), 7.86 — 7.69 (m, 1H), 7.57 — 7.35 (m,

538.0
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2H), 7.35-7.13 (m, 2H), 7.11 - 6.77 (m, 3H),
5.14-5.09 (m, 1H), 4.60 —4.52 (m, 1H), 4.39
— 4.28 (m, 1H), 3.97 —3.75 (m, 2H), 3.31 - 3.14
(m, 1H), 3.12-3.03 (m, 1H), 2.05—1.94 (m,
1H), 1.10 — 1.00 (m, 2H), 0.88 — 0.77 (m, 2H).

231

(DMSO-d6) 6 9.68 - 8.98 (m, 1H), 7.88 - 7.69
(m, 1H), 7.58 -7.38 (m, 2H), 7.27(t, J=2.1
Hz, 1H), 7.24-7.12 (m, 2H), 7.05 - 6.93 (m,
1H), 6.89 (dd, J = 12.7, 1.8 Hz, 1H), 6.68 - 6.48
(m, 1H), 6.14 - 6.00 (m, 1H), 5.29 - 4,97 (m,
1H), 4.76 - 4.45 (m, 1H), 4.33 (dd, J=12.0,
7.3 Hz, 1H), 4.05 - 3.68 (m, 3H), 3.26 - 3.14 (mn,
1H), 3.13-2.97 (m, 1H), 2.07 - 1.85 (m, 1H),
1.48 - 1.24 (m, 4H), 1.13 - 1.01 (m, 2H), 0.81 (dt,
J=6.7, 4.4Hz, 2H).

514.0

232

(DMSO-d6) 3 9.90 - 9.00 (m, 1H), 7.89 (d, J=
5.0 Hz, 1H), 7.75 (d, J = 7.2 Hz, 1H), 7.51 - 7.37
(m, 3H), 7.36-7.05(m, 2H), 6.99 - 6.83 (m,
3H), 6.73-6.61 (m, 1H), 5.29 -4.95 (m, 1H),
4.53 (d, J=11.0 Hz, 1H), 4.33 (t, J = 10.8 Iz,
1H), 4.01-3.70 (m, 4H), 3.28 -3.13 (m, 1H),
3.13-2.96 (m, 1H), 2.71-2.66 (m, 3H), 2.04 -
1.91 (m, 1H), 1.09 - 1.02 (m, 2H), 0.84 - 0.79 (m,
2H).

557.0

233

(DMSO-d6) 6 10.05 (s, 1H), 8.50 (s, 1H), 8.11
(s, 1H), 7.76 (d, J=7.3 Tz, 1H), 7.64—17.39
(m, 4H), 6.95(d, J=1.6Hz, 1H), 6.89 (dd,
J=12.7, 1.6 Hz, 1H), 5.10 — 4.91 (m, 1H),
4.66 — 4.52 (m, 1H), 4.42 —4.30 (m, 1H), 3.94

565.2
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~3.73 (m, 2H), 3.49 (s, 3H), 3.25-3.15 (m,
1H), 3.14 —3.03 (m, 1H), 2.04 — 1.94 (m, 1H),
1.08 — 1.04 (m, 2H), 0.84 —0.78 (m, 2H).

234

(DMSO-d6) 6 9.57 - 8.96 (m, 1H), 7.96 - 7.67
(m, 1H), 7.64 -7.31 (m, 3H), 7.31 - 6.96 (m,
2H), 6.95 (d, J = 1.6 Hz, 1H), 6.89 (dd, J = 12.6,
1.7 Hz, 1H), 6.68 - 6.51 (m, 1H), 6.17 - 5.92 (m,
1H), 5.21 (dd, J=9.9, 4.5 Hz, 1H), 5.07 - 4.71
(m, 2H), 4.68-4.43 (m, 1H), 4.42-4.19 (m,
1H), 4.03-3.71 (m, 3H), 3.72-3.52 (m, 2H),
3.33-3.16 (m, 1H), 3.15-2.76 (m, 1H), 2.05 -
1.92 (m, 1H), 1.12 - 0.99 (m, 2H); 0.88 - 0.76 (m,
2H).

530.1

235

(DMSO-d6) 39.72 (s, 1H), 8.07 (s, 1H), 7.79 -
7.74 (m, 1H), 7.64 (s, 1H), 7.56 - 7.40 (m, 2H),
7.33 (brs, 2H), 6.95(d, J=1.6 Hz, 1H), 6.89
(dd, J=12.7, 1.6 Hz, 1H), 5.14(dd, J=9.7,
4.5 Hz, 1H), 4.99-4.92 (m, 1H), 4.54 (dd, J
=12.2, 4.5Hz, 1H), 4.04-4.30 (m, 1H), 4.03
-3.75 (m, 6H), 3.26-3.16 (m, 1H), 3.12 - 3.03
(m, 1H), 2.43-2.27 (m, 2H), 2.04-1.95 (m.,
1H), 1.09-1.02 (m, 2H), 0.85-0.77 (m, 2H).

557.2

236

(DMSO-d6) §9.72 (s, 1H), 8.07 (s, 1H), 7.79 -
7.74 (m, 1H), 7.64 (s, 1H), 7.56 - 7.40 (m, 2H),
7.34 (s, 2H), 6.95 (d, J = 1.6 Hz, 1H), 6.89 (dd,
J=12.7, 1.6 Hz, 1H), 5.15 (dd, J = 9.7, 4.5 Hz,
1H), 4.99-4.92 (m, 1H), 4.54 (dd, J=11.9,

4.5 Hz, 1H), 4.40 - 4.30 (m, 1H), 4.03 - 3.75 (m,
6H), 3.26-3.16 (m, 1H), 3.13-3.04 (m, 1H),

557.2
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[0487]

2.43 - 2.25 (m, 2H), 2.04-1.95 (m, 1H), 1.09
-1.02 (m, 2H), 0.85-0.77 (m, 2H).

237

(DMSO-d6) 39.70 (s, 1H), 8.04 (s, 1H), 7.80 -
7.74 (m, 1H), 7.63 (s, 1H), 7.52 - 7.40 (m, 2H),
7.38-7.20 (m, 2H), 6.95 (s, 1H), 6.89 (dd, J
=12.7, 1.7 Hz, 1H), 5.15 (dd, J =9.7, 4.5 Hz,
1H), 4.54 (dd, J =11.9, 4.5 Hz, 1H), 4.39 - 4.30
(m, 1H), 4.21-4.11 (m, 2H), 3.93 - 3.83 (m,
1H), 3.83-3.74 (m, 1H), 3.60 - 3.45 (m, 4H),
3.26 - 3.16 (m» 1H), 3.13-3.03 (m, 1H), 2.75 -
2.62 (m, 2H), 2.46 - 2.35 (m, 4H), 2.04 - 1.96 (m.,
1H), 1.08-1.00 (m, 2H), 0.85-0.76 (m, 2H).

600.3

238

(DMSO-d6) 3 9.69 (s, 1H), 8.09 (s, 1H), 7.81 —
7.72 (m, 1H), 7.55-7.40 (m, 3H), 7.37-7.32
(m, 2H), 6.98 - 6.85(m, 2H), 5.19 —5.10 (m,
1H), 4.58 —4.50 (m, 1H), 4.39 — 4.28 (m, 1H),
3.90 —3.75 (m, 2H), 3.71-3.61 (m, 1H), 3.28
—3.14 (m, 1H), 3.14 —3.03 (m, 1H), 2.05 — 1.94
(m, 1H), 1.18-0.63 (m, SH).

527.3

239

(DMSO-d6) 5 9.68 (s, 1H), 8.06 (s, 1H), 7.83 —
7.73 (m, 1H), 7.67 —7.52 (m, 1H), 7.52 —7.40
(m, 2H), 7.34—7.29 (m, 2H), 6.98 —6.85 (m,
2H), 5.20 —5.12 (m, 1H), 4.68 — 4.50 (m, 2H),
4.39-4.29 (m, 1H), 3.92-3.75 (m, 2H), 3.27
—3.14 (m, 1H), 3.12 - 3.03 (m, 1H), 2.27 — 1.39
(m, 9H), 1.10 —1.00 (m, 2H), 0.86 —0.77 (m,
2H).

5353.2

240

(DMSO-d6) & 9.80 (s, 1H), 8.14 - 7.99 (m, 1H),
7.85 (s, 1H), 7.82 - 7.70 (m, 1H), 7.53 - 7.41 (m,

569.2
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2H), 7.41-7.03 (m, 2H), 6.95(d, J=1.6 Hz,
1H), 6.89 (dd, J = 12.6, 1.7 Hz, 1H), 5.17 - 4.96
(m, 3H), 4.63-4.50 (m, 1H), 4.42-4.29 (m,
1H), 3.94-3.74 (m, 2H), 3.26 -3.15(m, 1H),
3.13-3.02 (m, 1H), 2.05-1.93 (m, 1H), 1.10-
0.99 (m, 2H), 0.86 - 0.77 (m, 2H),

241

(DMSO-d6) 6 9.67 (s, 1H), 8.11 (s, 1H), 7.76 (d,
J=7.3Hz, 1H), 7.56 (s, 1H), 7.51-7.42 (m,
2H), 7.40 - 7.27 (m, 2H), 6.95 (s, 1H), 6.89 (d,
J=12.7 Hz, 1H), 5.21 - 5.12 (m, 1H), 4.65 - 4.48
(m, 1H), 4.41-4.29 (m, 1H), 3.92-3.73 (m,
2H), 3.25-3.14 (m, 1H), 3.13-3.03 (m, 1H),
2.04 - 1.95 (m, 1H), 1.56 - 1.45 (m, 9H), 1.10 -
1.01 (m, 2H), 0.85-0.76 (m, 2H).

543.3

242

(DMSO-d6) § 9.72 (s, 1H), 7.84 (s, 1H), 7.75
(dd, J=7.3, 1.9 Hz, 1H), 7.61 —7.10 (m, 5H),
7.06 — 6.93 (m, 2H), 6.89 (d, J = 12.8 Hz, 1H),
5.10 — 4.84 (m, 1H), 4.60 (dd, J = 11.7, 4.1 Hz,
1H), 4.35 (dd, J = 11.9, 9.0 Hz, 1H), 3.96 — 3.83
(m, 1H), 3.83-3.77 (m, 1H), 3.74 (t, J=4.6
Hz, 4H), 3.27-3.13 (m, 1H), 3.15-3.01 (m,
1H), 2.95(t, J=4.6Hz, 4H), 2.12 - 1.89 (m,
1H), 1.13 —0.98 (m, 2H), 0.90 —0.72 (m, 2H).

600.6

[0488]
[0489]

[ % 2-13]
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(DMSO-d6) 6 9.55 (s, 1H), 7.78 (d, J=7.2 Hz,
1H), 7.55 (s, 1H), 7.51 — 7.43 (m, 2H), 7.38 (s,
243 |1H), 7.20 (s, 2H), 7.12 (t, J=8.1 Hz, 1H), 582.4
6.95 (s, 1H), 6.89 (d, J = 12.6 Hz, 1H), 6.60 (d,
J=8.2Hz, 1H), 5.15-4.88 (m, 1H), 4.60 (d,

[0490]
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J=11.0 Hz, 1H), 4.35(t, J=10.5 Hz, 1H),
3.97 - 3.84 (m, 1H), 3.84 — 3.65 (m, 5H), 3.28
~3.14 (m, 1H), 3.15—2.97 (m, 5H), 2.11 - 1.87
(m, 1H), 1.12-0.95(m, 2H), 0.90 — 0.65 (m,
2H).

244

(DMSO-d6) 8 9.49 —9.23 (m, 1H), 7.74(d, J =
7.3 Hz, 1H), 7.63 — 7.38 (m, 4H), 7.30 — 7.01 (m,
2H), 6.95(s, 1H), 6.89(d, J=12.7 Hz, 1H),
6.49 (d, J=8.6 Hz, 2H), 5.26 —4.85 (m, 1H),
4.70 — 4.42 (m, 1H), 4.40 —4.23 (m, 1H), 3.96
— 3.65 (m, 2H), 3.28 —3.11 (m, 5H), 3.13 — 2.96
(m, 1H), 2.08 — 1.83 (m, 5H), 1.06 (dd, J = 8.5,
5.7 Hz, 2H), 0.87 -0.73 (m, 2H).

566.2

245

( DMSO-d6) § 9.36 (s, 1H), 7.75(d, J = 7.3 Hz,
1H), 7.56 —7.37 (m, 4H), 7.29 — 7.04 (m, 2H),
6.95 (s, 1H), 6.89 (d, J = 12.7 Hz, 1H), 6.62 (d>
J =8.6 Hz, 2H), 5.20 — 5.03 (m, 1H), 3.23 - 3.15
(m, 1H), 4.59 —4.47 (m, 1H), 4.38 —4.27 (m,
1H), 3.93 -3.72 (m, 2H), 3.31 —3.26 (m, 4H),
3.12-3.02 (m, 1H), 2.05-1.94 (m, 1H), 1.11
~1.01 (m, 8H), 0.84 —0.77 (m, 2H).

568.2

246

( DMSO-d6) & 9.37 (s, 1H), 7.75 (d, J = 7.5 Hz,
1H), 7.57 —7.35 (m, 4H), 7.30 - 7.05 (m, 2H),
6.95 (s, 1H), 6.92—6.85 (m, 1H), 6.65(d, J=
8.8 Hz, 2H), 5.19 — 5.04 (m, 1H), 4.69 — 4.59 (m;,
110), 4.58 —4.48 (m, 1H), 4.39 —4.27 (m, 1H),
3.91-3.72 (m, 2H), 3.60 —3.47 (m, 2H), 3.36
~3.33 (m, 2H), 3.25 - 3.14 (m, 1H), 3.13 - 3.02
(m, 1H), 2.89 (s, 3H), 2.05-1.93 (m, 1H),

570.2
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1.10 - 1.00 (m, 2H), 0.86—0.76 (m, 2H).

247

(DMSO0-d6) & 9.24 - 8.55 (m, 1H), 7.77 (dd, J =
7.3, 2.0 Hz, 1H), 7.65-7.35 (m, 4H), 7.18 (s,
1H), 6.95 (d, J = 1.6 Hz, 1H), 6.89 (dd, J = 12.6,
1.7 Hz, 1H), 4.98 (dd, J=9.7, 4.6 Hz, 1H),
4.56 (d, J=9.8 Hz, 1H), 4.40 - 4.17 (m, 1H),
4.12 - 3.95 (m, 2H), 3.97-3.70 (m, 2H), 3.28 -
3.16 (m, 1H), 3.14 - 3.03 (m, 1H), 3.00 (s, 3H),
2.05-1.92 (m, 1H), 1.10 - 0.98 (m, 2H), 0.87 -
0.74 (m, 2H).

516.0

248

(DMSO-d6) 5 9.48 (s, 1H), 7.75(dd, J=7.4,

1.8 Hz, 1H), 7.56 - 7.40 (m, 2H), 7.31 - 7.27 (m,
1H), 7.25-7.10 (m, 2H), 6.95(d, J=1.6 Hz,
1H), 6.89 (dd, J = 12.7, 1.6 Hz, 1H), 6.65 - 6.60
(m, 1H), 6.10 - 6.05 (m, 1H), 5.21 (dd, J=9.8,
4.4 Hz, 1H), 4.51(dd, J=12.0, 4.4 Hz, 1H),
4.38 - 4.28 (m, 1H), 3.94 - 3.75 (m, 2H), 3.68 (d>
J =7.0 Hz, 2H), 3.27 - 3.15 (m, 1H), 3.13 - 3.02
(m, 1H), 2.03-1.96 (m, 1H), 1.21 - 1.08 (m,
1), 1.08-1.02 (m, 2H), 0.84-0.78 (m, 2H),
0.56 - 0.45 (m, 2H), 0.36 - 0.26 (m, 2H),

540.3

249

(DMSO-d6) 5 9.50 (s, 1H), 7.75(d, J = 7.8 Hz,
1H), 7.51 - 7.40 (m, 2H), 7.29 (s, 1H), 7.19 (br
s, 2H), 6.95(d, J=1.6 Hz, 1H), 6.89 (dd, J
=12.6, 1.6 Hz, 1H), 6.70 - 6.64 (m, 1H), 6.15
- 6.11 (m, 1), 5.20 (dd, J=9.5, 4.5 Hz, 11I),
4.75 -4 67(m, 1H), 4.56 -4.46 (m, 1H), 4.37-
4.28 (m, 1H), 4.05 - 3.70 (m, 6H), 3.26 - 3.15 (m,
1H), 3.13-3.03 (m, 1H), 2.44-2.35(m, 1H),

556.2
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2.14 - 2.04 (m, 1H), 2.04-1.95 (m, 1H), 1.08 -
1.03 (m, 2H), 0.85-0.78 (m, 2H).

250

(DMSO-d6) 39.50 (s, 1H), 7.75(d, J=7.8 Hz,
1H), 7.52-7.40 (m, 2H), 7.29 (s, 1H), 7.23-
7.15 (m, 2H), 6.95 (d, J = 1.6 Hz, 1H), 6.89 (dd,
J=12.7, 1.6 Hz, 1H), 6.70 - 6.64 (m, 1H), 6.15
-6.11 (m, 1H), 5.20 (dd, J=9.8, 4.4 Hz, 1H),
4.76 - 4.67 (m, 1H), 4.56 - 4.46 (m, 1H), 4.37 -
4.28 (m, 1H), 4.08 - 3.70 (m, 6H), 3.26 - 3.15 (m.
1H), 3.12-3.03 (m, 1H), 2.44-2.35(m, 1H),
2.15-2.04 (m, 1H), 2.04 - 1.95 (m, 1H), 1.08 -
1.02 (m, 2H), 0.84-0.78 (m, 2H).

556.2

251

(DMSO-d6) & 9.71 - 9.17 (m, 1H), 7.94 - 7.68
(m, 1H), 7.54-7.41 (m, 2H), 7.38(d, J=1.8
Hz, 1H), 7.34-7.21(m, 2H), 7.21-7.07 (m,
2H), 6.95 (d, J = 1.7 Hz, 1H), 6.89 (dd, J = 12.7,
1.7 Hz, 1H), 6.84 - 6.68 (m, 1H), 5.27 - 4.89 (m,
1H), 4.53 (dd, J =11.8, 4.5 Hz, 1H), 4.33 (dd,
J =118, 9.9 Hz, 1H), 4.01 - 3.65 (m, 5H), 3.28
-3.12 (m, 1H), 3.15-2.92 (m, 1H), 2.11-1.82
(m, 1H), 1.12-0.98 (m, 2H), 0.87-0.73 (m,
2H).

543.0

252

(DMSO-d6) 6 9.71 (s, 1H), 8.13 (s, 1H), 7.76
(dd, J=7.1, 2.0 Hz, 1H), 7.60 - 7.41 (m, 3H),
7.34 (s, 2H), 6.95(s, 1H), 6.89 (dd, J=12.7,
1.7 Hz, 1H), 5.16 (dd, J=9.7, 4.5Hz, 1H),
4.53 (dd, J=12.0, 4.5 Hz, 1H), 4.39 - 4.30 (m,
1H), 4.08-3.97 (m, 1H), 3.92-3.83 (m, 1H),
3.83 - 3.74 (m, 1H), 3.25-3.15 (m, 1H), 3.12-

584.3
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2.99 (m, 1H), 2.90 - 2.78 (m, 2H), 2.50 - 2.40 (m,
2H), 2.21(s, 3H), 2.09-1.85(m, 5H), 1.08-
0.97 (m, 2H), 0.85-0.76 (m, 2H).

253

(DMSO-d6) 39.74 (s, 1H), 7.95 (s, 1H), 7.76 (dd.
J=72, 2.0 Hz, 1H), 7.67 (s, 1H), 7.51-7.42
(m, 2H), 7.38 - 7.20 (m, 2H), 6.95 (s, 1H),
6.93 - 6.85 (m, 1H), 5.15(dd, J=9.7, 4.5 Hz,
1H), 5.08 (s, 2H), 4.54 (dd, J=11.9, 4.5 Hz,
1H), 4.39-4.30 (m 1H), 3.92-3.83 (m, 1H),
3.83-3.74 (m, 1H), 3.65-3.54 (m, 4H), 3.54 -
3.40 (m, 4H), 3.26 - 3.15 (m, 1H), 3.13 - 3.04 (m,
1H), 2.04-1.95(m, 1H), 1.08 - 1.01 (m, 2H),
0.85-0.76 (m, 2II).

614.3

254

(DMSO-d6) & 9.63 - 8.93 (m, 1H), 7.86 - 7.66
(m, 1H), 7.52-7.35(m, 2H), 7.33-7.05 (m,
2H), 7.03-6.93 (m, 1H), 6.89 (dd, J=12.5,
1.7 Hz, 1H), 6.62 - 6.50 (m, 1H), 6.12 - 5.97 (m,
1H), 5.26-4.88 (m, 1H), 4.65-4.45(m, 1H),
4.39 - 4.25 (m, 1H), 4.02-3.75 (m, 5H), 3.77 -
3.62 (m, 210), 3.39 - 3.31 (m, 211), 3.29 - 3.15 (m,
2H), 3.13-2.98 (m, 1H), 2.12-1.72 (m, 1H),
1.40 (d, J=12.8 Hz, 2H), 1.19 (t, J=11.2 Hz,
2H), 1.12-0.97 (m, 2H), 0.90 - 0.68 (m, 2H).

584.0

(DMSO-d6) 8 11.20 (s, 1H), 9.61 (s, 1H), 7.84
-7.69 (m, 1H), 7.51-7.35 (m, 4H), 7.30 - 7.13
(m, 2H), 6.99-6.83 (m, 3H), 6.82-6.69 (m,
1H), 5.23-5.11(m, 1H), 4.59 - 4.47 (m, 1H),
4.39 - 4.25 (m, 1H), 3.94-3.72 (m, 2H), 3.26 -
3.15 (m, 1H); 3.13 - 3.01 (m, 1H), 2.05 - 1.94 (m,

529.2
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1H), 1.09-1.02 (m, 2H), 0.86 - 0.77 (m, 2H),

256

(DMSO-d6) & 10.52 (s, 1H), 8.35 (s, 1H), 7.76
(d, J=7.3Hz, 1H), 7.55-7.22 (m, 4H), 6.95
(s, 1H), 6.89 (d, J=12.6 Hz, 1H), 5.03 — 4.85
(m, 1H), 4.62 —4.49 (m, 1H), 4.40 —4.27 (m,
1H), 4.04 (s, 3H), 3.95—3.72 (m, 2H), 3.26 —
3.15 (m, 1H), 3.12-3.02 (m, 1H), 2.05-1.94
(m, 1H), 1.10 - 0.98 (m, 2H), 0.88 —0.75 (m,
2H),

501.8

257

(DMSO-d6) 3 9.72 (s, 1H), 8.03 (s, 1H), 7.82
~7.70 (m, 1H), 7.62 (s, 1H), 7.53 —7.41 (m,
2H), 7.39 - 7.21 (m, 2H), 6.95 (s, 1H), 6.89 (d,
J =12.7 Hz, 1H), 5.20 — 5.10 (m, 1H), 4.62 — 4.47
(m, 1H), 4.40 —4.27 (m, 1H), 4.01-3.70 (m,
6H), 3.28 —3.15 (m, 3H), 3.13 - 3.01 (m, 1H),
2.13-1.92 (m, 2H), 1.47-1.34 (m, 2H), 1.31
~1.14 (m, 2H), 1.11 - 1.00 (m, 2H), 0.87 — 0.78
(m, 2H).

585.2

258

(DMSO-d6) 5 9.84 (s, 1H), 7.72 (dd, J="7.1,
2.0 Hz, 1H), 7.62 — 7.43 (m, 4H), 7.41 — 7.31 (m,
1H), 7.15(d, J=2.3Hz, 1H), 6.95(s, 1H),
6.89 (d, J=12.5Hz, 1H), 6.56(dd, J =7.5,
2.4 Hz, 1H), 4.93 — 4.81 (m, 1H), 4.70 — 4.58 (m,
1H), 4.42 —4.30 (m, 1H), 3.95—3.83 (m, 1H),
3.82 — 3.72 (m, 1H), 3.34 (s, 3H), 3.27 — 3.13 (m,
1H), 3.13 -3.02 (m, 1H), 2.06 — 1.93 (m, 1H),
1.14 - 0.99 (m, 2H), 0.88 —0.75 (m, 2H),

528.4

[0495] [ K 2-14]

[0496]
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259

(DMSO-d6) 5 9.58 — 9.07 (m, 1H), 8.45 - 7.88 (m, 1H),

528.0

[0497]
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7.75 (dd, J=7.2, 2.0 Hz, 1H), 7.66—7.16 (m, 5H),
7.05 - 6.79 (m, 2H), 6.50 — 6.23 (m, 1H), 5.26 — 4.75 (m,
1H), 4.60 - 4.51 (m, 1H), 4.39-4.28 (m, 1H), 3.93 -
3.75 (m, 2H), 3.45 (s, 3H), 3.27-2.99 (m, 2H), 2.07
~1.92 (m, 1H), 1.14 - 0.96 (m,» 2H), 0.92—0.70 (m,
2H),

260

(DMSO-d6) & 9.83 — 9.38 (m, 1H), 7.96 (s, 1H), 7.84 —
7.73 (m, 1H), 7.66 (s, 1H), 7.51-7.40 (m, 2H), 7.38
~7.19 (m, 2H), 6.98 - 6.85 (m, 2H), 5.19-5.11 (m,

1H), 4.96 (s, 2H), 4.59 — 4.51 (m, 1H), 4.39 — 4.29 (m,
1H), 3.90 - 3.77 (m, 2H), 3.55-3.25 (m, 4H), 3.25-
2.99 (m, 2H), 2.05 - 1.95 (m, 1H), 1.95— 1.70 (m, 4H),
1.13 - 0.96 (m, 2H), 0.92 -0.72 (m, 2H).

598.2

261

(DMSO-d6) & 9.73 (s, 1H), 8.05 (s, 1H), 7.89 (s, 1H),
7.75 (d, J=7.2Hz, 1H), 7.66 (s, 1H), 7.55 - 7.40 (m,
1H), 7.40-7.19 (m, 2H), 7.01 - 6.85 (m, 2H), 5.29 -
4.89 (m, 1H), 4.64 — 4.50 (m, 3H), 4.39 — 4,10 (m, 5H),
3.96 — 3.71 (m, 2H), 3.26 — 3.01 (m, 2H), 2.05 — 1.94 (m,
1H), 1.29-1.10 (m, 3H), 1.10 - 1.00 (m, 2H), 0.90 —
0.73 (m, 2H).

571.2

262

(DMSO-d6) 6 9.70 (s, 1H), 8.04 (s, 1H), 7.80 - 7.73 (m,
1H), 7.59 (s, 1H), 7.52 - 7.40 (m, 2H), 7.37 - 7.23 (m,
2H), 6.95(s, 1H), 6.93-6.85(m, 1H), 5.15(dd, J=
9.7, 4.5 Hz, 1H), 4.53 (dd, J=11.9, 4.5 Hz, 1H),

4.39 - 4.29 (m, 1H), 4.01 (t, J = 7.1 Hz, 2H), 3.92 - 3.83
(m, 1H), 3.83-3.74 (m, 1H), 3.26 - 3.15 (m, 1H),

3.12 - 3.03 (m, 1H), 2.04 - 1.95 (m, 1H), 1.84 - 1.70 (m,
2H), 1.08-1.01 (m, 2H), 0.89-0.78 (m, 5H),

529.3

263

(DMSO0-d6) & 10.52 (s, 1H), 8.22 (s, 1H), 7.75(d, J =

500.6
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7.2 Hz, 1H), 7.53 - 7.31 (m, 4H), 6.98 - 6.85 (m, 2H),
4.96 —4.91 (m, 1H), 4.61 — 4.52 (m, 1H), 4.38 — 4.27 (m,
1H), 4.06 (s, 3H), 3.93 —3.74 (m, 2H), 3.28 —2.99 (m,
2H), 2.05-1.94 (m, 1H), L.12-1.00 (m, 2H), 0.86 —
0.77 (m, 2H).

[M-H]

204

(DMSO-d6) § 8.26 (s, 1H), 7.90 — 7.60 (m, 2H), 7.59 —
7.38 (m, 3H), 7.40 — 7.12 (m, 2H), 7.02 — 6.78 (m, 2H),
5.16 — 4.69 (m, 1H), 4.66 — 4.16 (m, 2H), 3.99 - 3.66 (m,
2H), 3.25 - 2.99 (m, 2H), 2.10 — 1.88 (m, 1H), 1.05 (dt,
J =84, 33 Hz, 2H), 0.87-0.75(m, 2H).

488.4

265

(DMSO-d6) 6 8.31 (s, 1H), 7.81 —7.74 (m, 1H), 7.52 —
7.10 (n, 5H), 6.97 — 6.85 (m, ZH), 5.69 — 5.49 (m, 1H),
4.50 - 4.42 (m, 1H), 4.27 - 4.22 (m, 1H), 3.87 - 3.80 (m,
2H), 3.76 (s, 3H), 3.25 —2.94 (m, 2H), 2.05 - 1.96 (m,
1H), 1.10-1.00 (m, 2H), 0.89 —0.78 (m, 2H),

502.4

206

(DMSO0-d6) § 9.75 (s, 1H), 8.01 (s, 1H), 7.80 - 7.72 (m,
1H), 7.67 (s, 1H), 7.60 — 7.12 (m, 6H), 6.98 — 6.85 (m,
2H), 5.20 - 5.11 (m, 1H), 4.69 (s, 2H), 4.58 —4.49 (m,
1H), 4.39 -4.28 (m, 1H), 4.02 - 3.64 (m, 2H), 3.26 -
2.93 (m, 2H), 2.05 - 1.94 (m, 1H), 1.10 — 1.00 (m, 2H),
0.86 - 0.77 (m, 2H),

544.3

267

(DMSO-d6) § 9.94 - 9.24 (m, 1H), 7.76 (d, J =7.6 Hz,
1H), 7.61 (s, 1H), 7.57 - 7.37 (m, 3H), 7.28 (d, J = 14.2
Hz, 2H), 6.95 (s, 1H), 6.89 (d, J=12.7 Hz, 1H),
6.78 - 6.43 (m, 1H), 5.28 - 4.88 (m, 1H), 4.71 - 4.45 (m,
1H), 4.43-4.22 (m, 1H), 4.03 (t, J=5.9 Hz, 2H),
3.96 - 3.68 (m, 2H), 3.65 - 3.39 (m, 2H), 3.29 - 3.14 (m,
1H), 3.14 - 2.87 (m, 1H), 2.16 - 1.78 (m, 1H), 1.13 - 0.95
(m, 2H), 0.93 - 0.56 (m, 2H).

555.2
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[0500]

268

(DMSO-d6) § 9.84 - 9.23 (m, 1H), 7.95 - 7.66 (m, 1H),
7.61 - 7.38 (m, 3H), 7.40-7.06 (m, 2H), 6.95(d, J=
1.6 Hz, 1H), 6.89 (dd, J =12.7, 1.6 Hz, 1H), 6.74 - 6.57
(m, 1H), 5.26-4.91 (m, 1H), 4.54 (dd, J=11.8, 4.4
Hz, 1H), 4.34 (t, J = 10.9 Hz, 1H), 4.11 (t, J = 6.1 Hz,
2H), 4.01 - 3.73 (m, 2H), 3.71 - 3.54 (m, 2H), 3.28 - 3.13
(m, 1H), 3.13 - 3.02 (m, 1H), 2.99 - 2.89 (m, 3H),
2.09 - 1.89 (m, 1H), 1.13 - 1.00 (m, 2H), 0.87 - 0.74 (m,
2H).

569.2

269

(DMSO-d6) & 9.94 - 9.34 (m, 1H), 7.92 - 7.67 (m, 1H),
7.59 - 7.40 (m, 3H), 7.33 (d, J = 22.9 Hz, 2H), 7.04 (d,
J=18Hz, 1H), 6.95(d, J=1.6 Hz, 1H), 6.89 (dd,
J=12.7, 1.7 Hz, 1H), 5.30 - 4.90 (m, 1H), 4.54 (dd,
J =118, 4.5Hz, 1H), 4.46 -4.22 (m, 1H), 4.03 - 3.58
(m, 5H), 3.27-3.13 (m, 1H), 3.11 - 2.94 (m, 1H),

2.17 - 1.90 (m, 1H), 1.09 - 0.93 (m, 2H), 0.88 - 0.70 (m,
2H).

525.0

270

(DMSO-d6) & 9.69 (s, 1H), 8.10 (s, 1H), 7.90 — 7.67 (m,
1H), 7.58 (s, 1H), 7.54 —7.38 (m, 2H), 7.40 — 7.19 (m,
2H), 7.04 - 6.79 (m, 2H), 5.29 — 4.93 (m, 1H), 4.73 —
4.19 (m, 2H), 3.97 — 3.70 (m, 2H), 3.64 — 3.52 (m, 1H),
3.27 - 3.14 (m, 1H), 3.14 — 3.03 (m, 1H), 2.05 — 1.94 (m,
1H), 1.54 - 1.42 (m, 3H), 1.29 - 1.16 (m, 1H), 1.10 -
0.97 (m, 2H), 0.90 — 0.77 (m, 2H), 0.63 — 0.54 (m, 1H),
0.50 — 0.40 (m, 1H), 0.36—0.28 (m, 2H),

555.1

271

( DMSO-d6) 6 9.71 (s, 1H), 8.06 (s, 1H), 7.76 (dd, J
=7.3, 1.9 Hz, 1H), 7.57 (s, 1H), 7.53 - 7.40 (m, 2H),
7.39 - 7.24 (m, 2H), 6.95 (d, J = 1.6 Hz, 1H), 6.89 (dd,
J=12.7, 1.7 Hz, 1H), 5.22 - 5.09 (m, 1H), 4.66 - 4.48

543.3
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(m, 1H), 4.40 - 4.28 (m, 1H), 4.23 - 4.10 (m, 1H),
3.94 - 3.72 (m, 2H), 3.25 - 3.14 (m, 1H), 3.13 - 3,02 (m,
1H), 2.04-1.94 (m, 110), 1.88 - 1.63 (m, 2H), 1.41 (d,
J=6.7Hz, 3H), 1.08-1.02(m, 2H), 0.84-0.79 (m,
2H), 0.74 (t, J=7.3Hz, 3H).

272

(DMSO-d6) § 9.65 - 9.06 (m, 1H), 7.89 - 7.68 (m, 1H),
7.55-7.39 (m, 2H), 7.38-7.02 (m, 3H), 6.95(d, J=
1.7 Hz, 1H), 6.89 (dd, J=12.7, 1.6 Hz, 1H), 6.48 (d,
J=18Hz, 1H), 5.40-4.90 (m, 1H), 4.68-4.41 (m,
1H), 4.43 - 4.20 (m, 1H), 4.05 - 3.72 (m, 2H), 3.73 - 3.51
(m, 3H), 3.26 - 3.14 (m, 1H), 3.15-2.92 (m, 7H),
2.07 - 1.90 (m, 1H), 1.08 - 0.97 (m, 2H), 0.90 - 0.69 (m,
2H).

571.2

273

(DMSO-d6) & 9.71 (s, 1H), 8.05-7.91 (mn, 1H), 7.90 —
7.72 (m, 1H), 7.67 - 7.51 (m, 1H), 7.52 - 7.40 (m, 2H),
7.40 —7.19 (m, 2H), 6.98 — 6.85 (m, 2H), 5.20 — 5.03 (m,
1H), 4.63-4.49 (m, IH), 4.39-4.29 (m, 1H), 3.93 -
3.74 (m, 4H), 3.30 - 3.14 (m, 1H), 3.14 - 3.03 (m, 1H),
2.05 —1.94 (m, 1H), 1.10 — 0.99 (m, 2H), 1.02 — 0.93 (m,
3H), 0.90-0.77 (m, 2H), 0.66—0.57 (m, 2H), 0.40 —
0.32 (m, 2H).

555.0

274

(DMSO-d6) § 9.72 (s, 1H), 8.01 (s, 1H), 7.81 - 7.73 (m,
1H), 7.65 (s, 1H), 7.56 - 7.41 (m, 2H), 7.38 - 7.25 (m,
2H), 6.95(d, J =1.7 Hz, 1H), 6.89 (dd, J=12.7, 1.7
Hz, 1H), 6.10 - 5.92 (m, 1H), 5.22 - 5.08 (m, 3H),

4.75 - 4.66 (m, 2H), 4.61 - 4.50 (m, 1H), 4.40 - 4.30 (m,
1H), 3.91 - 3.84 (m, 1H), 3.84 - 3.75 (m, 1H), 3.25- 3.16
(m, 1H), 3.12-3.03 (m, 1H), 2.04 - 1.95 (m, 1H),

1.08 - 1.02 (m, 2H), 0.84-0.78 (m, 2H),

527.3
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275

(DMSO-d6) 5 9.89 - 9.34 (m, 1H), 8.14 - 7.87 (m, 1H),
7.85 - 7.55 (m, 2H), 7.53 - 7.40 (m, 2H), 7.41 - 7.01 (m,
2H), 6.95(d, J=1.6 Hz, 1H), 6.89 (dd, J=12.7, 1.7
Hz, 1H), 6.54 - 6.10 (m, 1H), 5.25 - 4.88 (m, 1H),
4.66 - 4.47 (m, 3H), 4.42 - 4.25 (m, 1H), 3.96 - 3.83 (m,
1H), 3.83 - 3.73 (m, 1H), 3.25 - 3.14 (m, 1H), 3.13 - 3.01
(m, 1H), 2.06 - 1.89 (m, 1H), 1.13 - 0.95 (m, 2H),

0.88 - 0.70 (m, 2H).

551.2

[0502]
[0503]

[ % 2-15]
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276

(DMSO-d6) 6 9.99 - 9.07 (m, 1H), 8.09 (s, 1H), 7.97 -
7.78 (m, 1H), 7.65 - 7.51 (m, 2H), 7.50 - 7.41 (m, 1H),
7.40 - 7.35 (m, 2H), 7.33(d, J="7.5 Hz, 1H), 7.28 (d,
J=1.6 Hz, 1H), 7.00 (dd, J=13.1, 1.7 Hz, 1H), 6.62
(dd, J = 7.5, 2.1 Hz, 1H), 5.32 - 4.89 (m, 1H), 4.49 (dd,
J=12.1, 5.0 Hz, 1H), 4.08 (dd, J=12.1, 9.2 Hz, 1H),
3.79 - 3.52 (m, 1H), 2.18 - 1.96 (m, 1H), 1.15 - 1.06 (m,
2H), 1.07 - 1.00 (m, 2H), 1.00 - 0.91 (m, 2H), 0.92 - 0.83
(m, 2H).

525.2

277

(DMSO-d6) 59.48 (s, 1H), 7.78 - 7.72 (m, 1H), 7.54 - 7.19
(m, 5H), 6.97 - 6.94 (m, 1H), 6.89 (dd, J =12.6, 1.7
Hz, 1H), 6.64 - 6.60 (m, 1H), 6.06 - 6.02 (m, 1H),
5.19 (dd, J=9.7, 4.5 Hz, 1H), 4.51 (dd, J = 11.9,
4.5 Hz, 1H), 4.37-4.29 (m, 1H), 3.93 - 3.83 (m, 1H),
3.83 -3.75 (m, 1H), 3.42 - 3.35 (m, 1H), 3.25-3.16 (m,
1H), 3.12 - 3.04 (m, 1H), 2.04 - 1.95 (m, 1H), 1.08 - 1.01
(m, 2H), 0.93-0.77 (m, 6H),

526.3

278

(DMSO-d6) § 9.69 (s, 1H), 7.93 (s, 1H), 7.75 (dd, J =
7.3, 1.9Hz, 1H), 7.71(s, 1H), 7.54 —7.40 (m, 2H),
7.38 — 7.15 (m, 2H), 6.95 (d, J = 1.6 Hz, 1H), 6.89 (dd,

559.2

[0504]
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J=127, 1.6 Hz, 1H), 5.19-5.08 (m, 1H), 4.69 (s,
1H), 4.59 —4.49 (m, 1H), 4.39 — 4.28 (m, 1H), 3.96 (s,
2H), 3.92-3.82 (m, 1H), 3.84-3.74 (m, 1H), 3.26 -
3.14 (m, 1H), 3.13 - 3.02 (m, 1H), 2.05 - 1.94 (m, 1H),
1.11 - 1.00 (m, SH), 0.86—0.78 (m, 2H).

279

(F B5-d4) 6 9.45 (s, 1H), 8.92 (d, J=6.0 Hz, 1H), 8.41
(s 1H), 8.01 (d, J=7.6 Hz, 1H), 7.74 — 7.16 (m, 5H),
6.94 — 6.77 (m, 2H), 4.79 — 4.44 (m, 2H), 4.10 - 3.74 (m,
2H), 3.20—2.90 (m, 2H), 2.07—1.88 (m, 1H), 1.14 —
1.04 (m, 2H), 0.86 —0.74 (m, 2H).

499.4

280

(DMSO-d6) & 9.95 (s, 1H), 8.82 (s, 1H), 7.89 — 7.75 (m,
4H), 7.56-7.42 (m, 6H), 7.34-7.25 (m, 1H), 6.98 —
6.85 (m, 2H), 5.18 — 5,07 (m, 1H), 4.62 — 4.54 (m, 1H),
4.41 - 4.31 (m, 1H), 4.01 — 3.68 (m, 2H), 3.26 — 2.98 (m,
2H), 2.04-1.95(m, 1H), 1.13-1.01 (m, 2H), 0.86 -
0.77 (m, 2H).

563.2

281

(DMSO0-d6) & 9.77 (s, 1H), 8.22 (s, 1H), 7.82 — 7.70 (m,
2H), 7.52-7.40 (m, 2H), 7.37-7.32 (m, 2H), 6.98 —
6.85 (m, 2H), 5.57 — 5.45 (m, 1H), 5.18 - 5.10 (m, 1H),
4.97 — 4.83 (m, 4H), 4.59 — 4.50 (m, 1H), 4.40 — 4.29 (m,
1H), 3.93-3.74 (m, 2H), 3.27-3.01 (m, 2H), 2.05-
1.94 (m, 1H), 1.10 — 1.00 (m, 2H), 0.86 — 0.77 (m, 2H).

543.2

282

(DMSO-d6) 5 9.84 (s, 1H), 7.81 - 7.73 (m, 2H), 7.52 —
7.40 (m, 2H), 7.37 — 7.32 (m, 2H), 6.98 — 6.85 (m, 2H),
6.76 (s, 1H), 5.16 — 5.08 (m, 1H), 4.60 —4.52 (m, 1H),
4.40 — 4.24 (m, 3H), 3.93 - 3.74 (m, 2H), 3.27 - 3.02 (m,
2H), 2.99-2.91 (m, 2H), 2.05-1.94 (m, 1H), 1.13 -
1.00 (m, 2H), 0.89 —0.77 (m, 2H),

540.6

[0505]
[0506]

I st 51 1
IS BTK A3 PRI ) S 56
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[0507]  ( FH I ey e 1 7 v )

[0508] i of iT B A7 B iR B (MSA) 5 V5, {8 H QuickScout Screening Assist ( T bR )
MSA ( T A&, B Carna Biosciences, Inc. &) , Ml EHEEE . RA A 42
B[ FITC- FR1CH) SRCtide JIRBE FH ARSI o JERADIRA IS R il #% A
Y7 [20mM HEPES, 0. 01% Triton X-100 ( ks ), 2mM A IRHEEE, pH 7. 5], it
PHEERTRY) (4u M), MgCl, (20mM) , FI =R (120 w M) o BEVAVEOR T il & -l R A
B0 2% PR BE NS (BTK ;HH Carna Biosciences, Inc. #il# 1), H3%'5 08-080) , LAk &
BA 0. 2nMe 2R ST 10mM DMSO HIHSH0E H DMSO dF— 0 # ke, IS RIS (B
HUFH 10 A4S E 0. 00003mM, 0. 000 1mM, 0. 0003mM, 0. 00 1mM, 0. 003mM, 0. 0 1mM, 0. 03mM,
0. 1mM, 0. 3mM, 1 1mM) , 2R J5 EATTH &K AR IR 22 i e A ke 25 4%, LIS B 25 (4%
DMSO %5 ) « 7E T 5 N Ji il £ 1) 384— LA AN FL IR A 51 L 1 25909 ¥ BN IS v
(4% DMSO- SEEZZ i3] ) , 5 0 L RIEIRGH, A 10 u L MBRETR )5, PridiR e Wie =
TN 1 /NI, TGS N 60 w Lyl IR & R R (R 20 22 P, OB 260k Bl S, AR YRR
B3R5 2 %, {F H LabChip EZ Reader 11 &% (jfiid Caliper Life Sciences Inc. il
1), WERIRY (P) FBFRRALIRY) (P) 75 N & .

[0509]  ( FH T-PFUY BTK FNHITE K 757 )

[0510] 73 BS K1 A B AL R SIS A IR 25 S W VY s FE R w44 A S M P RSB B ip AL
DA B VLI P i AR 36 2 i 1 ) gt I =l 8

[0511]  ZiAALEWIPIHILLE (%) AR T 5% iﬁﬁﬁfr%ﬁ

[0512]  FRHILLE (%) = (1-(C-A)/ (B-A)) X 100

[0513]  Hirp A, B, Fl C 73 mll 372 EHFLE P/ (P+S) , % RS ALI P/ (P+S) , FI&H IMA K
WAL SR FLIE P/ (P+S)

[0514] @ IE[F1H 2> Hrdf il b 2R 2 R AL SR (350D 5 THET 1C, {E

[0515]  (PEOT&EAR)

[0516] AUk BHAL G AL X BTK 1) 1Cs (E27n 1w M BUEAR I s dmdlvaG . AR RIS
VI BTK s M2 2on T3 3.

[0517] % 3

[0518]
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TRieN BTK ICs) (nM)
(E#HSIG%RT) )
1 10
2 12
4 10
5 3.6
7 8.2
8 13.1
9 12.6
10 12.8

[0519]  ZiRHER, ZAAEY (ARRWNEY (1)) HA 5% BTK #HIE .

[0520] UK SE i3] 2

[0521]  FXT 2B PR AL T BTK (19355 M3 il i 55 36

[0522]  ( ZBEERALIKS BTK ()4 )

[0523]  ZWEERAL I BTK W1 RS2 @k dcn A s s iREs (L5 PO753S, 1 i New
England BiolLabs In. fil 4% 1)) Fl MnC12 & 44 25 4k 1) BTK 2% [ it BIN-BTK ( Hf Carna
Biosciences, Inc. ill£ 1) BEASHL, NI 23 KR BE IR 22 10U/ w g A1 2mM, {6 TR VR &4
1E 4°C Je NV #, 3 it 1 DYKDDDDK - tag Hi 4 B Ha Bl st I8 (i, Bl N &5 2 BUs iR il , Al
FH 10DG it £hA%, S g2 AT 4t o

[0524]  DL4nAEdR Scids] 1 AoAE R 7 2, 2R AT S ok 1y il 5 0 25 IR AL 1) BTK f 377
TP BT VPAN o BRAEIR S, EAT IRV, A AR AE 2 B IR A0 3 v T ) 0 &, — R ik
FE R A 200 w M, FBTK (1A 50 16 25 B R AL R0 3R FE R R 0. 6nM(BTK 5 H 3% 5 08080,
Carna Biosciences, Inc. il ).

[0525]  (PEATEEAR)

[0526] A BHALASWDERXT IR AL 1) BTK [ IC;, {42 1w M BREEAR, AR 7R, 4% & B
WA B PN HE . ARG Y 2B AL 1Y) BTK M3 14 2 B T [ 36 4-1]
A [ 3£ 4-2],

[0527] [ %k 4-1]

[0528]
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% B LB ML BTK
(FEARBIE%T) ICsp (nM)
1 2.1
2 6.4
4 4.2
5 0.7
7 2.5
8 3.5
9 2.1
10 3.2
17 5.1
19 6.1
24 3.4
25 3.5
30 1.3
31 L5
32 0.8
34 4.0
37 2.7
38 1.2
39 <0.3
40 0.7

[0529]
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42 6.5
44 2.2
45 1.7
46 5.2
47 1.6
48 3.4
49 1.1
50 1.0
51 2.0
52 1.6
53 1.8
54 3.6
55 2.3
56 1.2
57 1.4
58 1.0
59 1.1
60 0.9
61 0.8
62 34
63 2.4
64 3.7
65 0.6
66 3.2
70 1.0
73 1.3
74 0.7
76 4.3
77 34

[0530]
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78 1.2
79 0.6
80 2.1
81 2.2
83 1.8
85 5.8
86 4.0
87 1.4
88 1.8
89 0.6
90 0.7
91 1.1
92 0.9
93 1.3
94 0.4
96 7.7
97 4.0
98 4.2
99 10.6
100 3.8
101 0.8
102 8.7
103 15.2
104 5.0
105 0.9
106 0.7
107 0.8
110 17.9
111 1.0

[0531]
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112 1.1
113 2.6
114 1.0
115 94
117 0.9
118 0.8
119 0.8
120 5.5
121 1.2
122 0.8
123 1.4
124 0.5
125 0.8
126 0.5
127 0.5
128 0.6
129 0.6
130 0.5
131 0.4
132 0.5
133 0.4
134 0.9
135 1.3
136 1.3
137 241
138 1.7
139 1.6
140 1.7
141 1.2

[0532]
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142 3.1
143 0.9
144 1.9
145 1.8
146 0.4
147 0.3
148 0.8
149 0.5
150 0.8
151 1.3
152 1.2
153 4.9
154 0.9
155 0.8
156 0.5
159 5.9
160 0.8
161 1.1
162 0.5
163 1.0
164 0.5
165 0.7
166 1.0
167 1.6
168 17.6
169 4.7
170 2.5
171 26.0
172 0.6

[0533]

165
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173 0.6
174 1.5
175 3.6
179 0.9
180 0.7
181 1.6
182 3.6
183 2.3

[0534] [ % 4-2]
[0535]
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Z iR ZBERR 4
€ E BTK ICso (nM)
184 0.8
185 1.2
187 5.6
188 0.4
189 1.2
190 1.4
191 1.0
192 0.7
193 1.1
194 0.9
195 0.8
196 3.4
197 2.4
198 3.7
200 0.8
201 3.4
202 1.3
203 0.4

[0536]
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204 1.3
205 9.9
206 1.0
208 5.9
209 1.4
211 0.7
212 0.9
213 1.1
214 0.3
218 0.2
219 0.8
220 23
222 0.4
223 0.6
224 6.6
225 1.2
226 0.6
227 3.5
228 2.4
229 2.5
231 1.7
232 0.7
233 4.2
234 2.7
235 0.8
236 0.8
237 0.8
238 0.9
239 0.5

[0537]

168



CN 104169260 A OB B 167/170 TT

240 1.1
241 0.6
242 1.5
243 2.3
244 4.6
245 5.6
246 2.7
248 3.2
249 1.0
250 1.5
251 0.4
252 0.8
253 0.8
254 1.4
255 0.5
257 0.6
260 0.9
261 1.5
262 0.8
266 1.3
267 1.5
268 1.2
269 0.8
270 0.7
271 0.4
272 1.1
273 2.4
274 1.0
275 1.7

[0538]
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276 0.6
277 3.3
278 2.2

[0539] ik S itfs 3-1

[0540] T XT4UALN BTK ff) H G BEER AL G M F0 i 1) S2 56

[0541]  (AFHII4IEIREFR )

[0542]  Ramos 4l il (2G6. 4C10, ATCC Inc., No. CRL-1923) &1 F #% ¥% 7% : 76 175 %5
W, 7E 5% CO, KR FR48 0, A A RPMI-1640 15553 (GIBCO Tnc.), HEH MAH A1 10%
FBS (AusGene Inc.) fl 5% H 5 2% — #% % (Nacalai Inc.).

[0543]  (MAZIRALEY)

[0544]  FH RPM-1640 X552 (MHBEBRIME ) (FICFRAEFREE ) WREEEFE1 Ramos 41 i,
DIAFAN M2 FE A 7. 5 X 10° 4K /mL, AR G PR EFIREAF 37°C, #5445 0Bl AENILETF
VR 3 BUATE 2. OmL B P 1) Iml 503050 22 5, NI 52 340 A0 ) ImM DMSO (#7345 V8043
1T #4514 500 1 L (1952 3840 S, UAE IR B B AERE R B 1) 3 u M, 5 2 il b &
VB ZRE R 1 u M A, 76 3STCHHTIR T, FFE 1 /M. 2 Ja, IS R AR BT
IgM(Invitrogen, H15100, I# i L FE A 10 1 g/mL, FEFE7E 37T CHATIE , Brét 10 43
Bho

[0545] (&R A BAIHREL )

[0546] [ d ok 25 O 5 A [T &40 B 1T 453 2 (R UTE D, NN 100 v L IS 22 b3 [RIPA 2%
M (X1) (Cell Signaling Technology, Inc.), A A 1 % % & B 41 ) 55 Cacktail
3(Sigma Co. , No.P0044) , 1 % % FR B #11 #1571 Cacktail (Nacalai Inc., No.07575), Fil 1mM
I PIERAMESE 5 (PMSE) 1, BB ST NP, UF— 2D FpE 10 28k, Wil S 08E (L
15000rpm, 4L 15 2380 ) , (A1 F3 9, A s S0 8 UG . BVS S SDS— R S 28 i)
RE FIPTRIRAYITE 95°C N, #¢48E 5 4380, B A 5T, LS 2R s FE sl
(& H 50 L) ¥R & 4-20 % BB NG BEGEEIR (Cosmo Bio Co., Ltd. , No. 414879) &
£L, FR S SE K . 2 0, RGP (1) 8 PRk % 7 &2 PVDF JBE, AT H iBlot B H# R 40
(Life Technologies Corporation) .

[0547]  (BTK BREEERALIY BTK [FI5L5565 )

[0548] KM 2% ECL FEFHWHRF) (GE Healthcare Ltd. ), {H##H (] PVDF &4 7 BH W
AT, FIAR JaAd AR 4°C Bk 2, 48 it BTK /D B4k (No. 611116, BD Transduction
Laboratories) ERFUBEEZALIY BTK Sdifk (pY223, No. 2207-1, EPITOMICS, Inc.) 1Ek—%2%
Bk, KRN —FoARH TBST Z2a5 (10mM Tris—HC1 (pH 7.5),150mM NaCl,0.1%
3R 20) VRV, FIAR G 76 & A N A 1) 2% ECL = 22 BH TR 77 i TBST L2 5 b, 18 %
&, N1 /B, AE A HRP— drid BBt/ R 126 h2EPiiAR (No. 62-6520, Life Technologies
Corporation) BiHTH 1gG LUZEPIIA (No. 65-6120,Life Technologies Corporation) YEN
TR R RN E AR TBST G2 FIuki, AR I B 7 S 1047 RO, A8 ECL
FEEH RENEVELE R4 (GE Healthcare Ltd. ), FERJE ik fb 2% At fd H CCD BEAHML
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(ATTO, Light-Capturell), Jll5E %45, Bt Y2 B EE (ATTOCS Analyzer ver3.0),
AT 8 B4, AR BB IINAL A W) TeM 338 ZH R BEBR AL IR BTK 4545 () R O 12
100% , R 111, WA IIANAL B AT TeM AERIBL 2 B RR AL BTK 405 [ R 64 0%, IR %%
LA IR, THENHI L % BRI ) BTK 118 4515 /2 B, BTK 2 IE /Y o

[0549] A T ARSI (1) — Fp TR = BRI G UL AR R W R ATk

[0550] %5
[0551]
— B AR ZBHAR
FHERE) (R
#-BTK s & Hik #- R 1gG LFHk
1
(1/4000) (1/5000)
[0552]
BB AL H) BTK K304k #-% 1gG LEHRA
2
(1/500) (1/5000)

[0553]  {EASCER Y, Wik 6 Ao, AR AL S YIAEWR L T u M 23590 T 40 e BTK (19
H B B AL T

[0554] K 6
[0555]
Z RS
BTK #8Lr#lbE (%)
(EHBIK%HT)
1 107
2 85

[0556] ik S fe) 3-2
[0557] 41554 M py BTK [ B B B R Ak 7 MEFD il 1) 55 58 2
[0558] 4 N HEAT A2 AAL G B 3, CLANAE D SE ) 3-1 wRAR R 77 =8, 2EAT SR 1l
[FIFZEURN BTK SRR LI BTK [l 52 , FUE 845 2 5l Ak & il Le 2
[0559] (iGN )
[0560]  5FEM) Ramos 4 ffd I RPM-1640 B3 75 (N U5 ) (AR MG ) W
B, LIS BT IR 41 o 5 B Ry 7. 5 X 10° 4H . /mL, AR J5 AR FRIRE 4E 37°C, B4k 45 /3. 1
25 AR WA 3 HURAE 2. OmL B P Tml 25503843, AU 500 u L (932 384k B 0%
W AR TB AR REZRALA YR 0. 3mM DMSO 900 M )45 1) ) > DASE IR B Rl 7E 55 7 3 )
0.9 M, FEEEZ RN AW RLWRE R 0. 3u MM, 78 3T CHMTIRT , #4821 /. 2
Ja s I F 85 72 MR 1) TeM (Invitrogen, H15100) , AT i 2K EE Rl 10 v g/mL, $:5 1E
3TCHHATIRT , 7L 10 7B,
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[0561]  7E0.3u MR AEVIRER BN R E SR TR T W41 N BTK B 5
T PR A TE 12, 4 PTIR TG PR 2 70 % B 2 I, SR AR I 7™, S BITIR 75 11 2 50 %6 B8 K
FHH/NF70% 0, RAFRIC 77, Tl id M2 30 % 808 K I H/NF 50 % IR A AR Id 7+
[0562]  ZEASSZEGH, Wik 7 BT BoR, AR BIL A 4E 0. 3 u MM FE B35 00 T 41 i BTK

[ B 5 BB ALIE P
[0563] 7
[0564]
Z R BTK BEERALIr 7%t
(EARBHRT)
TX%
2 %%
* ek
30 %%k
31 Sesed
32 e d
33 Fedek
40 et
44 ® %k
70 %%k
180 ek
211 Tk
214 %%k

[0565]  JXubgk Bl (IR SLiER] 3-1,3-2 LS R ) B, AR AL St BA X “4i e
BTK H & B ALy VR s SIvE A

[o566] [ ks A ]

[0567] i@ ik A BH AR AL KA A 400 R AE TRy 1 I v o7 259 (&4 ), FoR 7
By By 97 5, Fo2 ORI Rl ik BTK A5 00 5 5 16 40 M S N 1R i » 19 2 B B e 3 9
RAIEVERR B0, AU Btk 98 . VR4 BTK 0570, A% 4L &9 th 2 38 AR R ), frid
I T L5 R 5T
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