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RSN HIEEREN2- G- FRFMIVEW-1-TE) 28R
FRfERY 73 0%

BRI

[0001] 7 WP K B 24 A3 HILAL T RORS 4 Ak 4508k, Ry a8 e — Rl e 2t (1, DA — 254K
B QB EE B 9 JEURE, AN, N- B BE I g 51 ] B0 i 28D 5 2 - (3 - AR S Mg ek - 1 -
WA 2R BRI 5%

BHREAR

[0002]  2- (3-Z ARG MRIpE - 1 - M. 3) £ R H i — R B ZEH A L& e a4, HeAm A4k
PR R 25, WA E A ST O RS2, TRs AR T B2 L OB AR, LI, %
KBS G BEA BRI N E . (Z 0 :Chen,X. ;Zhao,S. ;Li,H. ;Wang,X. ;
Geng,A.;Cui,H.;Lu,T.;Chen,Y.;Zhu,Y.;Design,synthesis and biological
evaluation of novel isoindolinone derivatives as potent histone deacetylase
inhibitors,Eur.J.Med.Chem.2019,168,110-122.) ,

[0003]  FECLAHIHRE , IZZBNE YR & BT I% T Z02 P ETHEAG ) 77 22 /i 5 T I e
FE I C-HiG b e 15 3 (3 I :Reddy ,M.C. ; Jeganmohan,M.Ruthenium-Catalyzed
Cyclization of Aromatic Nitriles with Alkenes:Stereoselective Synthesis of
(Z) -3-Methyleneisoindolin-1-ones,Org.Lett.2014,16,4866-4869) ; 5k & & & 5B 1LY
75 R 5 TR I R R ) C - HIE AL P SONE , AT RASEI2 - (3 - 280 A e M bk - 1 - W) R 26
WEYIHI K (20 . Patureau,F.W. ;Besset,T.;Glorius,F.Rhodium-Catalyzed
Oxidative Olefination of C-H Bonds in Acetophenones and Benzamides,
Angew.Chem. Int.Ed.2011,50,1064-1067.) o SR1 , T34k & W 45 ke Hh i) 4 5 22 Dy = AR
P AR AT DY B B - ) i

[0004]  QiufE NARIE | =SR2 Y <0 FEN - H S0 25 FR R g 1) 20 1 AL OB, I
DU i X S8 MRS 2 T — R AUE) Mgl - - Bifk &4 (Z 0 :Liu,J. -B. ;Ren M. ;Lai,
X.;Qiu,G.Iron-catalyzed stereoselective haloamidation of amide-tethered
alkynes,Chem.Commun.2021,57,4259-4262.) o SR M4 IS ABHIEE % 5 CO, 1) [ S8 A WL AR

REAAE

[0005]  3&FH SRR HIAS L , AR LURRAT 7 15 10 — S8l A0 T SRIRFEE B ke an IRt
FERRIIAE T 3B IELE ) 701 AL SRIEACSONE, B T — R B 2- (3~ S A RS Mg e -
1-V5E) LR TP G o AR VR EORRIR 2, ARk I, 5 T J el , P R 5
[0006] AT B2~ (3- 280X 7 G| WAeih - 1 - V. ) 20188 FH IR F  Jl 5 9250 = DA AT R Bk Mt frig A —
SEAEER N JEORE , AERR SR E T NN - R ARV 7R L AE60 C s A Hh ML 12/, 3055
PRI B2k 28 s 7 1/NEE 45 21 77470 o

[0007] % M) AR T2 RE U F o .
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= NHR' _ 3 Ml
[0008] R N base (3 equiv) f L

X *  DMF.60°C,12h ) -
then Mel (4 equiv) ~ MeO:C
[0009]  Hirfr.RUEIE  FIRE ZEH RNFE VAR

[0010]  R*JyJ5HE 4Tk 280k etk kbt —Fib,

[0011]  RPAHIE A & =P R — .

NR'

[0012]  Frfdi I EURI AR BR LB R 45 4 2R - RO \/\

[0013]  Hirp . RUGEHE AL 25 0E L R 3L VAU K —

[0014]  R*AF53E  JT5 3k 250 etk I S b i) —

[0015] Ry HAHE R A 5 25 = AR IR — i

[0016] b iR A FHFRI B Ay ik TR ol i 40, JFL FH B Dy I R R I e JEE /R B0 34

[0017] % ALBRAI K /3050 IMPa;

[0018] it fit 55 &I B AL I e BE /R EE 942 1

[0019] b3k S B i A B 4, I A5 B B AL (i 00 B, DU TR S Z R S R & R
FIBE WA AT LAAS BI4E 5 1 2 - (3- AT gk - 1- 2 3%) 4R i .

[0020] A< W SR FH ) Je} SR bR BRIt G AR 4f SCHik & Fif9 2] (Brahmehari,D. ;Verma, A K. ;
Mehta,S.Regio-and Stereoselective Synthesis of Isoindolin-1-ones through
BulLi-Mediated Iodoaminocyclization of2- (1-Alkynyl) benzamides,]J.Org.Chem.2018,
83,3339-3347.) .

[0021] A& RCR

[0022] A< WY KA F S Bk AR R IR I S Ju e 4 JsURY , 8 W] LB 1 T 5 i e
70T NI/ BRI SN, B 8 T — R B 2- (3-SR M1k - 1- IV 2E) Z BRI

[0023] A IAITVEIR BRI iz BRAE TR, 5 T 0 B aiifh, 7= 2w . Jy2- (3-FAK
SRR - 1 - V. 5E) TR FH S B0 & BB AL 1 — 2% SE N TV T AT I @A, FA E B B A
fE-

Fft (&1 BB
[0024] K1 MUV-Visig i il 28 FEEUR O (PL) YA

B A

[0025] " 7] 45 £ S %) AN i B EAT E A Ud B, A R B 25 S S LGN
[0026]  Sjitafsll: () -2- (2- 7R3 -3- S AR R Wb - 1 - WP HH L) -2- 2B HH I

[0027]  Methyl (E) -2- (2-benzyl-3-oxoisoindolin-1-ylidene) -2-phenylacetate
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N—Bn
[0028] \
MeO,C
2a
[0029]  H§N-"RN3E-2- ORI LRI IR ML (0. 2mmol,62.23mg) \K,CO, (0.6mmol ,
82.93mg) FIDMF (2.0mL) JIAF20mL Schlenk s , BH 5 BN - K S DA a4 il 28 B 4 -
0. IMPa (B % Je 304) JF 70 =X [ 3HCO, (I KAUE) 285 KiSchlenk & 7E60 C il 4
JRSEL2/NE o 2 5 1) RSETRA I HiMe T (0. 8mmol) K f SIJR-AWI7ES0°C R it HE L LN,
IRIE K SR B VKM RE I FH SR TR AE L (EA) 2 /061K (2ml X 6) B f5 , & IF A HLE
28 To7KNa, SO, T 7RI T k45 o 5 R Pridid i i PRk 1592 (PE/EA 10/1) 2lifk, , 15 2 i
T, PR ONT6% MLHERE ' H NMR (CDC1,, 400MHz) :67.97-7.95 (m, 1) ,7.67-7.64 (m,
1H) ,7.64-7.56 (m,2H) ,7.33-7.29 (m,1H) ,7.22-7.19 (m,2H) ,7.13-7.07 (m,3H) ,7.06-7.03
(m,2H) ,6.56-6.54 (m,2H) ,4.66 (s, 2H) ,3.82 (s,3H) ."°C NMR (CDC1,, 101MHz) :8169.0,
168.6,136.6,136.3,135.8,133.9,132.6,130.1,130.0,128.9,128.5,128.1,128.0,
126.7,125.8,123.7,122.9,115.9,52.9,45. 3. Fi ¥4 :MS (ET) :369.1 () ,
[0030]  SEJififfil2: (E) -2- (2- k- 3- S AR S Mg Wiebk - 1 - V. £ %) - 2- 1R i
[0031]  Methyl (E) -2- (2-methyl-3-oxoisoindolin-1-ylidene) -2-phenylacetate
0

Ph

N—Me
[0032] \

Ph
M802C

2b
[0033] BEN-F3E-2- (RIE 2B IE) KR EE %L (0. 2mmol,47.02mg) K, CO, (0.6mmol,
82.93mg) FIDMF (2.0mL) IO A F]20mL Schlenk’® , BiA FF M MME o K S BLFE a8 5L 25 2 4 -
0. IMPa (X £ J&5 308) I 43 =X [EIHHCO, (1N KRSE) 285, #4Schlenk & #£60 C i Ha
L2/ o 2 5 5 T ROSIRAH iiMe T (0. 8mmol) , 4 R MVRAIAES0°C F bl 291 /Nt
NG K R SR A YK R I 1R . BE R (EA) 2 /061K 2mL X 6) B )5 , B I A HLE
28 T07KNa, SO, T FE U T k45 o 5 R Pidid i i PR 1592 (PE/EA 10/1) 4lifk, , 15 2 i
T, PR ONTLY LTSS ' NMR (CDC1, 400MHz) :67.87-7.85 (m, 1H) ,7.68-7.66 (,
1H) ,7.59-7.55 (m, 1H) ,7.53-7.50 (m, 1H) ,7.42-7.38 (m,3H) ,7.36-7.33 (m,2H) ,3.88 (s,
3H) ,2.73 (s,3M) ."°C NMR (101MHz,CDC1,) :6169.1,168.5,139.4,135.4,134.8,132.3,
130.2,129.9,129.3,128.6,128.4,123.3,122.9,114.7,52.9,30.9. Fiil ¥4 : MS (1) :
2293.1 (1) .

[0034]  SEifsl3: () -2- (2- S P4 - 3- AU AR S g Wbl - 1 - I R J%) -2- Z B F EMe thy 1 (E) -
2- (2-isopropyl-3-oxoisoindolin-1-ylidene) -2-phenylacetate



N 114507177 A W OB P 4/13

N-Pr
[0035] \

Ph
MeOZC

2c

[0036]  H§N- RN EE-2- ORI L REL) SR FLI% (0. 2mmol,52.63mg) K,CO, (0. 6mmol ,
82.93mg) FIDMF (2.0mL) IO A F]20mL Schlenk® , BiA FF i ME o K S BLFE #5025 2 4 -
0. IMpa (B J5 30F) 73 =X [BIHHCO, AN KA 4S5 K Schlenk B 7E60 °C it 4
L2/ o 2 5 1) S SV A hMe T (0. 8mmol) K SRR S IAES0°C R HiHE LI /N, 4R
Jei K NIV B AR K BRI R B AR (BA) Z/067% (2mL X 6) LBl J5 , & I A HLES
TG 7KNa, SO, T HFE IR T IR o T AR Wi Rk IR PR € 12 (PE/EA 10/1) 4idk , 13 5 fr s
FEM, P3RBT % o A% RERHR : 'H NMR (CDC1,, 400MHz) :87.75-7.73 (m, 1H) ,7.48-7.43 (m,
3H) ,7.40-7.38 (m,2H) ,7.36-7.33 (m,1H) ,7.15-7.10 (m, 1H) ,6.13 (d,J=8.0Hz, 1H) ,3.96-
3.89 (m, 11) ,3.82 (m,3H) ,1.63 (d,J=6.7Hz,6H) ."°C NVR (CDC1,, 101MHz) :5168.8,168.7,
139.9,136.8,136.1,131.6,130.4(2C) ,129.6,129.2,128.9,124.2,122.6,114.2,52.6,
49.6,19.9. FREHE NS 1) :321.1 (M) .

[0037]  sEjEfsld: (B) -2- (2-Z8-2- - 3- AR S5 Wbk - 1 - 30 FR %) -2- 2418 Y I

[0038] Methyl (E) -2- (2- (naphthalen-2-y1) -3-oxoisoindolin-1-ylidene) -2-

phenylacetate
W

[0039] \
Ph
MeO,C

2d
[0040] RN (F-2-2%) -2- CREE L) SR HTBER% (0. 2mmol ,69.43mg) \K,CO, (0. 6mmol,
82.93mg) FIDMF (2.0mL) IO A F|20mL Schlenk’® , BiA KF M ME o K S BL2E #5025 2 4 -
0. IMPa (BRI J5 30F) 73 =X B HHCO, AN KSR 28 S5, K Schlenk B 7E60 °C it 4
127N o 2 5 18] S VR IiMe T (0. 8mmol) K4 5 M VR &I 7ES0°C R Bt #E 29 1/,
SR G S SR A WL KRB F R LR ZE B (EA) 2 /061% (2mL X 6) Bt J5 » &I A HLZ
28 To7KNa, SO, T FE I T k45 o SRR Pidid i i PR 1592 (PE/EA 10/1) 4lifk,, 15 21 AT
T PR AR5 % R - ' ONMR (CDC1,,, 300MHz) :88.01-8.00 (m, 1H) ,7.80-7.78 (m,
1H) ,7.71-7.69 (n,1H) ,7.67-7.62 (m,2H) ,7.60-7.57 (m, 1H) ,7.47-7.43 (m,2H) ,7.40-7.37
(m,2H) ,7.11-7.08 (m,1H) ,6.94-6.92 (m,2H) ,6.69 (t,J=7.4Hz,2H) ,6.60 (t,]J=7.4Hz,
1H) ,3.92 (s,3H) .'°C NMR(CDC1,, 75MHz) :8169.3,167.9,137.8,136.0,133.4,133.0,
132.9,132.6,131.9,130.3,129.4,128.8,128.0,127.7,127.3,127.3,127.2,126.1,
126.0,125.6,124.1,123.0,116.2,53. 1. i ¥ :MS (EI) :405.1 (M) »
[0041] S5 (E) -2- (2- HH 4R HE - 3- AR S Mg WAk bk - 1 - I R ) - 2- LR Y g
[0042] Methyl (E) -2- (2-methoxy-3-oxoisoindolin-1-ylidene) -2-phenylacetate
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N—-OMe
[0043] \

Ph
MeO,C

2e
[0044] 4%N?Eﬁ§i£§—2—(ﬁ§2§ZL%Q$§)quHE%EQ(0.2mmol,50.22mg)\K2C03(0.6mm01,
82.93mg) FIDMF (2.0mL) IO A F|20mL Schlenk’® , BiA FF i ME o K S BLFE #8505 2 4 -
0. IMPa (BRI J5 30F) 73 =X [ CO, AN KAE) 28 S5, K Schlenk B 7E60 °C it e
RN 12/NE o 2 5 1) R SRS iiMe T (0. 8mmol) 44 & SR A 4 7E50°C R Hi 291/
SR JEF ISR AW ER K MR IT F TR B AR EL (BA) 2061k (2mL X 6) Bl J5 , A I HLZ
28 T07KNa, SO, T FE I T k45 o 5 R Pidid e i PRk 1592 (PE/EA 10/1) 4lifk,, 15 21 i
T, PR N3 Y% LTSS : ' NMR (CDC1,, 400MHz) :67.87 (d,J=7.4Hz,11) ,7.71(d, ]
=7.8Hz,1H) ,7.62(t,J=7.5Hz,1H) ,7.55(t,J=7.4Hz,1H) ,7.43-7.36 (m,5H) ,3.88 (s,
3H) ,3.30 (s, 3M) ."°C NMR(CDC1,, 101MHz) :6168.4,162.9,133.7,133.3,132.9,131.8,
130.3,129.6,128.3,127.7,126.7,123.5,123.3,114.5,63.2,53.0. Fiil ¥4 : MS (1) :
309.1 (M) .
[0045]  sEjtafsl6: (E) -2- (3- 484K S M1 Wbk - 1 - I ) -2- 2K LR
[0046]  (E)-2- (3-oxoisoindolin-1-ylidene) -2-phenylacetic acid

o)

NH
[0047] \

Ho,c! "
2f

[0048]  #42- CKZ ) 25 F kA% (0. 2mmol, 44 22mg) Cs,CO, (0.6mmol, 195.49mg) FIDMF
(2.0mL) JIAE]20mL Schlenk’s , KL RFBUEIE o K S N A i 2% R 49 -0. IMPa (IR 5
30 I 43 = IRIAIIHCO, (AN KD AR5  #5Schlenk B 7E60 CiliA Barh SN 12/ o AR 5
W SRS WK R F L R L BR AR (ED) £ /061R (2mL X 6) B )5 , & H A HEE T
7KNa, SO, F4 - FE Ul N e o SR i ad fek JI b (4,153 (PE/EA 10/1) 2idk , 13 B 5 77
W, 72 N5T % o TR - 'HONMR (DMSO-d,,, 400MHz) :69.69 (s, 1H) ,7.37 (d,J=7.44Hz,
1H) ,7.38-7.36 (m,1H) ,7.33-7.29 (m,1H) ,7.23-7.19 (m,1H) ,7.04-7.01 (m,2H) ,6.96-6.94
(m,3H) ."°C NMR (DMSO-d,, 101MHz) :8168.9,167.4,135.0,134.6,134.3,132.3,130.1,
130.0,128.9,128.5,127.8,123.6,122.7,115.0. Fiil%4f : MS (ET) :265.3 (1) .
[0049]  SCitfsl7: (B) -2~ (2-"F 3 -3- AT IGIME - 1 - W F 3) -2- G FR ORI - 0 B
[0050] Methyl (E) -2- (2-benzyl-3-oxoisoindolin-1-ylidene) -2- (p-tolyl) acetate
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[0052]  H§N-"REE-2- O F 9K 2 e 5E) K e fi% (0. 2mmol, 65. 03mg) +K,CO, (0. 6mmol ,
82.93mg) FIDMF (2.0mL) IO A F]20mL Schlenk’® , Bl KF M MME o K S BLFE #5125 2 4 -
0. IMPa (X £ J&5 308) I 43 =X [EIHHCO, (1N KRSE) < 285, #4Schlenk & #£60 C ¥ fa
RN 12N o 2 5 1) [ SRS inMe T (0. 8mmol) 44 & SR A 4 7E50°C R Hi 291/
SR JEF ISR A VSR KR I F TR B AR EL (BA) 2061k (2mL X 6) Bl J5 , A IEAHLZ
28 To7KNa, SO, T FE I T k45 o TR R Pidid i i bRk 1592 (PE/EA 10/1) 4lifk, , 15 21 i
T, PR N2 MLTERHE : ' H NMR (CDC1, 400MHz) :67.96-7.94 (m, 1) ,7.66-7.64 (m,
1H) ,7.62-7.54 (m,2H) ,7.13-7.08 (m,3H) ,7.03-7.01 (m,2H) ,6.96-6.94 (m,2H) ,6.60-6.58
(m,2H) ,4.69 (s, 2H) ,3.82 (s,3H) ,2.36 (s,3H) ."°C NMR (101MHz,CDC1,) :6169.1,168.7,
138.5,136.7,136.5,135.9,132.5,130.9,129.9,129.8,128.9,128.8,127.9,126.7,
125.8,123.6,122.8,115.9,52.9,45.3,21. 3. i ¥ :MS (EI) :383.1 (M) «

[0053]  SEjiffsi8: (E) -2- (2- 73k -3- A AR R MMMk - 1 - 0 J%) -2- Cof B A R OR ) - 21
HH il

[0054] Methyl (E) -2- (2-benzyl-3-oxoisoindolin-1-ylidene) -2- (4-methoxyphenyl)
acetate

[0056] RN~ 3k -2 O HH A K 2R FE) R (0. 2nmol , 68 23mg) K,CO, (0. 6mmol,
82.93mg) FIDMF (2.0mL) JIAF20mL Schlenk s , BeH 5 BN K S DA a4 il 28 B 4 -
0. IMPa (B % Je 304) JF 70 =X [ 3HCO, (I KAUE) 285 K Schlenk s £E60 C il it 4
JRSEL2/NE o 2 5 1) RBETRA I iiMe T (0. 8mmol) K f SIJR-A WI7ES0°C R it HE L LN,
IRIE K SR B VKM REIT FH SR L TR AL (EA) 2 /061Kk (2ml X 6) B f5 , & IF A HLE
28 To7KNa, SO, T FE I T k45 o SRR Pidid i i PR 1592 (PE/EA 10/1) 4lifk,, 15 21 AT
T, PR R ONST % ALBEEHR ' NMR (400MHz,CDC1,) :67.95(d, J="7.24Hz, 1H) ,7.65-
7.54 (m,3H) ,7.12-7.11 (m,3H) ,6.96 (d,J=8.48Hz,2H) ,6.73 (d,]=8.48Hz,2H) ,6.62-
6.60 (m,2H) ,4.70 (s, 2H) ,3.82-3.80 (m,6H) .'°C NMR (101MHz,CDC1,) :8169.2,168.7,
159.7,136.65,136.4,135.9,132.5,131.3,129.8,128.8,128.0,126.7,126.0,125.8,
123.6,122.8,115.6,113.5,55.2,52.8,45. 3. R4 :MS (B1) :399.4 (M) .

[0057] S 519 - (E) -2- (2- 73k - 3- S0 AR SR Ml Wbk - 1- M R ) -2- (RPIE YR ) - 4R
HH i
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[0058] Methyl (E) -2- (2-benzyl-3-oxoisoindolin-1-ylidene) -2- (4-propylphenyl)

acetate

[0060] 4%NFj§§%-2-(Xﬂﬂfﬁﬁ§§3EZL%R§§)ﬁgqﬂﬁ%ﬁg(O.2mmol,70.64mg)\K2C03(0.6mm01,
82.93mg) FIDMF (2.0mL) IO A F]20mL Schlenk’® , BiA KF i ME o K S BLFE #8515 2 4 -
0. IMPa (B J5 30F) 73 =X [EIHHCO, AN KA 28 S5, K Schlenk B 7E60 °C it 4
RN 12N o 2 5 1) [ SRS inMe T (0. 8mmol) 44 & SR A 4 7E50 °C R Hi 291/
SR JEF ISR A VISR K MR IT F TR B AR EL (BA) 2061k (2mL X 6) Bl J5 , A IFIAHLZ
28 T07KNa, SO, T FE I T k45 o SRR Pidid i i PR 1592 (PE/EA 10/1) 4lifk, , 15 2 AT
T, 7R R N80 % oA HERE : 'HONVR (CDCL, 400MHz) :87.95 (d, J=7.2Hz,1H) ,7.65-7.54
(m,3H) ,7.12-7.08 (m,3H) ,7.01 (d,J=8.0Hz,2H) ,6.95(d,J=8.0Hz,2H) ,6.57-6.55 (m,
2H) ,4.69 (s,2H) ,3.82(s,3H) ,2.59 (t,J=7.4Hz,2H) ,1.69-1.64 (n,2H) ,0.99 (t,J=
7.3Hz,3H) .'°C NMR (CDC1,, 101MHz) :8169.1,168.6,143.2,136.4,136.3,135.8,132.5,
131.0,129.9,129.8,128.8,128.2,127.9,126.6,125.7,123.6,122.8,116.0,52.9,45.2,
37.7,24.4,13.8. FLili3d :MS (BT) :411.1 (1) .

[0061]  SEJfI10: (E) -2- (2- 53 -3- S AR T MIWRIb - 1 - ME FJE) -2- R T B 2K 0) - 1%
FH i

[0062] Methyl (E) -2- (2-benzyl-3-oxoisoindolin-1-ylidene) -2- (4- (tert-butyl)
phenyl) acetate

[0064] H%NFjﬁgi-Z-(Xﬁiﬂj_$§3EZL%§§§)ﬁgqﬂﬂ%ﬁg(O.2mmol,73.44mg)\K2C03(0.6mm01,
82.93mg) FIDMF (2. 0mL) JOAE|20mL Schlenk’s , B 45 LN o K [ N7 A Jih L 25 244 -
0. IMPa (55 Ja 3088) I 70 =X IAIACO, AN KUE) o 285 » #5Schlenk 7E60 C it 4
JRISEL2/N o 22 Ji 5 16 [ SR A 4R iiMe T (0. 8mmol) , K5 R RiJR A I7E50°C Rt Pk L1/
SR JE A SR S KRR IT L BR SR (BA) ZE /061K (2ml. X 6) < Bt 5, B IF A LR
28 T67KNa, SO, T FE IR T k45 o FR R Pidid i i PR 1592 (PE/EA 10/1) 4lifk, , 15 2 AT
T, PR ERON68 % o ALHEKHR ' NMR (CDC1,,, 400MHz) :67.96 (d, J="7.08Hz, 1H) ,7.62-
7.54 (m,3H) ,7.18(d,J=8.20Hz,2H) ,7.12-7.06 (m,3H) ,6.95 (d,J=8.12Hz,2H) ,6.52-
6.51 (m,2H) ,4.70 (s, 2H) ,3.83 (s, 3H) ,1.33 (s, 9H) ."°C NMR (101MHz,CDC1,) :6169.2,
168.5,151.5,136.4,136.0,135.8,132.5,130.6,129.8,129.6,128.8,127.9,126.6,
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125.6,125.0,123.6,122.7,116.0,52.9,45.3,34.59,31. 2. JRiEHE :MS (EI) :425.2 (M) .
[0065]  SEJtEfFl11: (B) -2- (2- 2 -3- AR g Wkmph - 1 - FH3E) -2- W3R 28) - R i
[0066] Methyl (E) -2- (2-benzyl-3-oxoisoindolin-1-ylidene) -2- (4-fluorophenyl)

acetate

[0068]  H§N-"HE-2- 9Ok £ o BE) K F e fi% (0. 2mmol, 65. 82mg) +K,CO, (0. 6mmol ,
82.93mg) FIDMF (2.0mL) IO A F]20mL Schlenk’® , BiA KF M ME o K S BLFE #8505 2 4 -
0. IMPa (X £ J&5 30F8) I 43 =X [EIHHCO, (1N KRSE) < 285, #4Schlenk & #£60 C ¥ fa
RIBE12/NET o 2 5 5 1] 2 VR iMe T (0. 8mmol) K5 R RV S 7ES0°C R Bt REZI 1/,
R R NVR A VIR KRR F TR G R 2EEL (EA) /061K (2mL X 6) B J5 & A HLE
22 T67KNa, SO, T FE IR T k45 o 5 R Pidid e i PR 1592 (PE/EA 10/1) 4lifk,, 15 2 AT
T, R ER 69 % o AL REEE : HONVR (CDC1, 400MHz) :87.95(d,J=7.0Hz,1H) ,7.66-7.62
(m,2H) ,7.60-7.56 (m,1H) ,7.13-7.10 (m,3H) ,7.00-6.97 (m,2H) ,6.88-6.84 (m,2H) ,6.58-
6.56 (m,2H) ,4.66 (s, 2H) ,3.81 (s, 3H) . "CNMR (101MHz,CDC1,) :5168.8,168.5,162.6 ('] ;=
250.0Hz) ,137.1,136.1,135.6,132.7,131.9,131.8 (°J ,=8.5Hz) ,130.1,128.8,128.1,
126.8,125.5,123.7,122.9,115.2,114.9,114.5,52.9,45.3. Fii %4 :MS (E1) :387.1 (M
+) o

[0069]  SEZjfsl12: (E) -2- (2~ 2k - 3- AR S Mg Wbk - 1- 37 FR %) -2- (WPl R ) - 28 F I
[0070] Methyl (E) -2- (2-benzyl-3-oxoisoindolin-1-ylidene) -2- (4-chlorophenyl)

acetate

[0072]  H§N-"REE-2- P RIK 4 EE) SR B fi% (0. 2mmol,69.02mg) \K,CO, (0. 6mmol ,
82.93mg) ADMF (2.0mL) JIAF|20mL Schlenk’® , B A Rr B IE K OV 25 B L = =2 -
0. IMPa (B J5 30F) 73 =X [BIHHCO, AN KSR 28 S5, K Schlenk B 7E60 °C it e
RSEL2/NEE o 2 5 1) ROSEIR A0 iMe T (0. 8mmol) , ¥ [ SR WIZES0C R i EE L L /N,
SRIEHG R LR A VI K FE R FH L8 L BRAEEL (EA) 2 /061Kk 2mL X 6) i f5 , & H A HLE
28 T67KNa, SO, T FE IR T k45 o 5 R Pidid i i PR 1592 (PE/EA 10/1) 4lifk,, 15 2 i
T, PR ER A8 % o AL HEAHE : 'H NVR (CDC1,, 400MHz) :87.95 (d, J=7.3Hz,1H) ,7.66-7.62
(m,2H) ,7.60-7.56 (m,1H) ,7.14-7.13 (m,5H) ,6.93 (d,J=8.4Hz,2H) ,6.58-6.56 (m,2H) ,
4.67 (s,2H) ,3.81 (s,3H) ."°C NMR (101MHz,CDC1,) :8168.6,168.5,137.4,136.0,135.6,

10
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134.5,132.7,132.3,131.3,130.2,128.7,128.1(2C) ,126.8,125.4,123.7,123.0,114.3,
52.9,45.4. JFIEHHE MS (EI) :403.1 (M) .

[0073]  SEjitifs13: (E) -2- (2-7F 2 - 3- S AN g DRIk - 1 - WP HT ) -2- Cf IR ) - SR Y
[0074]  Methyl (E) -2-

[0075]  (2-benzyl-3-oxoisoindolin-1-ylidene) -2- (4-bromophenyl) acetate

[0077]  H§N-"REE-2- RFIRIK 2 EE) K e fi% (0. 2mmol, 77.81mg) +K,CO, (0. 6mmol ,
82.93mg) FIDMF (2.0mL) IO A F]20mL Schlenk’® , BiA FF i MME o B S BLFE #5025 2 4 -
0. IMPa (X £ J&5 308) I 43 =X [EIHHCO, (1N KRSE) < 285, #4Schlenk 8 #£60 C i fa
RN 12N o 2 5 1) R SRS inMe T (0. 8mmol) 44 & SR A 4 7E50°C R Hi 291/
SR JEF ISR AW ERK MR IT F TR B AR EL (BA) 2061k (2mL X 6) Bl J5 , A IFAHLZ
28 To7KNa, SO, T FE I T k45 o 5 R Pidid i i PRk 1592 (PE/EA 10/1) 4lifk, , 15 2 AT
EFEY, PR AR Y KL REELHE - 'H NMR (CDC13,400MHz) :67.97-7.95 (m, 1H) ,7.67-7.57 (m,
3H) ,7.30-7.26 (m,2H) ,7.15-7.12 (m,3H) ,6.88-6.86 (m,2H) ,6.58-6.56 (m,2H) ,4.68 (s,
2H) ,3.81 (s,3H) ."°C NMR (101MHz,CDC1,) :8168.7,168.6,137.6,136.1,135.7,132.9,
132.8,131.7,131.2,130.3,128.9,128.2,126.9,125.6,123.9,123.1,122.9,114.4,53.1,
45.5. FUIEEE MS (BT) :447.1.2 (1) .
[o078]  sEjififsil14: (E) -2- (2-"F 2 - 3- S A 7 M| WMk - 1 - 7 FHS) -2- (ME Wy -2-J%) - Z iR
i
[0079] Methyl (Z) -2- (2-benzyl-3-oxoisoindolin-1-ylidene) -2- (thiophen-2-yl)
acetate

0

N—Bn
[0080] { s
Meo,c~ N\

2n
[0081]  HEN-IE-2- (WEWY -2- ZBRIE) ZEH L% (0. 2mmol , 63 42mg) -K,CO, (0. 6mmol,
82.93mg) MIDMF (2. 0mL) A FI20mL Schlenk’® , B 45 ILIE o K S A a3t 322 2 24 -
0. IMPa (BEX B¢ JE 3040) I3 =R IBIHCO, AN KSR o FR A  #5SchlenkE £E60 C it
JRSEL2/NEE o 2 J 5 ) R RETR A imMe T (0. 8mmol) 4 [ B & I7E50°C N Bt FE £ 1/
IR JERE ISR MK R I IR G BE R (EA) /061K (2nl X 6) o , &I A HLZ
28 T07KNa, SO, T FE I T k45 o 5 R Pidid i i PR 1592 (PE/EA 10/1) 4lifk, , 15 2 AT
T, PR ON59 % LHERHE ' NMR (CDC1, 400MHz) :67.96-7.94 (m, 1) ,7.68-7.55 (m,
3M),7.37-7.35(m,1H) ,7.16-7.14 (m,3H) ,6.91-6.89 (m, 1H) ,6.74-6.72 (m, 3H) ,4.80 (s,

11
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2H) ,3.85(S,3H) ."°C NMR (101MHz,CDC1,) :8168.7,168.3,139.4,136.7,135.7,134.4,
132.8,130.6,130.4,128.9,128.3,128.2,126.9,126.9,125.8,123.8,123.3,108.2,53.2,
454 . TR MS (1) :375.1 (M) .
[o082]  SEjiifsl15: (E) -2- (2~ 2k - 3- AR S g ek - 1 - 37 FR %) - % FR T3
[0083] Methyl (E) -2- (2-benzyl-3-oxoisoindolin-1-ylidene) heptanoate
0
N—Bn
[0084] \
Meo,c’ oM
20
[0085]  J4N-Hedk-2- (BEkest) 2K AL (0. 2mmol,61.04mg) Cs,CO, (0.6mmol, 195.49mg)
AIDMF (2.0mL) INA20mL Schlenk® , BUA FEa HIE o 44 [ B 2 d 5L S 2 49-0. 1MPa (B
R 3088) FE 43 =R B CO, (I KAER) <SRG K Schlenk B 7E60 C M B HH [ S 1278
i o 2 J5 1A SR A iMe T (0. 8mmol) , ¥ S MVRAMITES0C R HEFELI L/, SR 54
VA L K B H R TR HL (BA) 2= /06K (2mL X 6) L Ff )5 , & H A HLUZE & T K
Na, SO, T-#RFF LR N IR o Bk R Wi o i I o €435 % (PE/EA 10/1) 4lifh , 43 B P 5 7
W, 72 FRNT3 % ARG - 'HONMR (CDC1, 400MHz) :87.92-7.90 (m, 1H) ,7.57-7.48 (m,2H) ,
7.45-7.43 (m,1H) ,7.34-7.39 (m,2H) ,7.26-7.22 (m, 1H,overlapped with CDClB) ,7.14-
7.12 (m,2H) ,5.21 (s,2H) ,3.89 (s, 3H) ,2.44-2.40 (m,2H) ,1.37-1.31 (m,2H) ,1.20-1.09 (m,
4H) ,0.83 (t,J=7.0Hz,3H) . "CNMR (101MHz,CDC1,) :6170.7,168.4,137.2,135.8,135.3,
132.4,129.4,128.9,128.6,127.2,125.5,123.6,122.3,116.7,52.6,45.8,31.5,30.2,
29.1,22.4,14.0. FUit 44 :MS (BT) :349.1 (1) .
[o086]  SEifs]16: (E) -2- (2- 7 3E-3- S AR T M Wkmbk - 1 - L S) -2- R -1-J-1-3%) - &
i T
[0087] Methyl (E) -2- (2-benzyl-3-oxoisoindolin-1-ylidene) -2- (cyclohex-1-en-1-
yl) acetate

[0089]  H4N-“FE-2- (R -1- M B FE 2 dt) X fiZ (0. 2mmo1, 63 . 03mg) K, CO,
(0.6mmo1,82.93mg) FIDMF (2.0mL) JIAF]20mL. Schlenk® , Bt KER LR - B S S 78 28 1 &
A EL)-0. IMPa (B JE 30FP) F5r = IR [BIHHCO, (I KAE) 285 » KiSchlenk & ££60°C
AR R N 12/ o 2 5 ) [ SR A iMe T (0. 8mmo 1) , ¥ S NV & ¥)7EB0C T i 4
ZI1/NET, S8 5K IR SR A R K R I R R ZEEX (EA) B2 /b6IK (2mL X 6) i 5 , &5

KA HLE 4 TE7KNa, SO, T IF R D3 N IR AR o SRR W id i e JI b e 6,185 32: (PE/EA10/1) 46
kA3 BT 2, 725N T6 % A% REEE - 'HONMR (CDCL,, 400MHz) :67.94 (d, J=7.44Hz,

12
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1H) ,7.58-7.49 (m,3H) ,7.28-7.24 (m,2H,overlapped with CDC1,),7.20-7.17 (m, 1H) ,
7.02-7.01 (m,2H) ,5.52 (s, 1H) ,5.56-5.15 (m,2H) ,3.86 (s,3H) ,2.03-1.95(m,2H) ,1.53-
1.48 (m,6H) ."°C NMR (CDC1,,101MHz) :8169.1,168.5,136.8,136.0,135.6,132.9,132.4,
130.9,129.6,128.9,128.4,126.8,125.6,123.6,122.7,118.8,52.8,45.5,27.8,25.3,
22.2,21.3. JFiE A MS (ED) :373.2 (M) .

[0090]  sitifsi| 17 (E) -2- (2-7F3E-3- 5 A-5- (9 JL) SRk - 1- I H ) -2- 4 H
P

[0091] Methyl (E) -2- (2-benzyl-3-ox0-5- (trifluoromethyl) isoindolin-1-ylidene) -
2-phenylace tate

FaC
N—Bn
[0092] \

Ph
MeO,C

2q
[0093]  CREN-RHE:-2- CRABRIE) -5- (=R ) KHBEAZ (0. 2mmo1, 75. 82mg) K, CO,
(0.6mmol,82.93mg) ADMF (2.0mL) JIAFN20mL Schlenk’s , B A 45w I o 4 S N 25 28 &
A EL)-0. IMPa (B JE 30FP) F5r = IR [B[3HCO, (1 KAE) 285 » KiSchlenk & ££60°C
TR A RS2/ NN o 2 5, 18] SRS iMe T (0. 8mmol) , ¥ & MR G HI7ES0C R i b
LI S SR JE B I SR A W S K BB F R R 2R (BA) 22 /061K (2mL X 6) Bl )5 » 55
KA HLE 4 TE7KNa, SO, T IF AR D3 N IR AR o SR R W id o e JI pe e 6185 32: (PE/EA10/1) 46
tk A BT 720 77 2 80 % o A REKCHR - 'HNMR (CDC1,, 300MHz) :88.20 (s, 11) ,7.84(d,J
=8.2Hz,1H) ,7.77(d,J=8.3Hz,1H) ,7.33-7.29 (m,1H) ,7.22-7.18 (m,2H) ,7.11-7.06 (m,
3H) ,7.03-7.01 (m,2H) ,6.50 (d,]=6.52Hz,2H) ,4.66 (s,2H) ,3.79 (s, 3H) ."°C NMR (CDCL,,
75MHz) :5168.6,167.3,138.8,135.9,135.6,133.4,132.3,132.0,130.0,129.5,129.4,
129.4,129.4,129.0,128.3,128.2,127.0,125.8,123.7,121.0,121.0,118.1,53.2,45.6.
R EHE MS (BI) :437.1 00) &
[0094]  sjitifs18: (E) -2- (2-F3E-5,6- - F 4 ik - 3- AR S 5| b - 1- 37 FF 3) -2- 2L iR
[
[0095] Methyl (E) -2- (2-benzyl-5,6-dimethoxy-3-oxoisoindolin-1-ylidene) -2-
phenylacetate

MeO

[0096] MeO \

Ph
MeO,C

2r
[0097]  H-"R3k-4,5- IS -2- CROBRIE) K B (0. 2mmol, 74.23mg) K, CO,
(0.6mmol,82.93mg) FIDMF (2.0mL) fIAF|20mL. Schlenk® , B R HUEIE o K S 0 75 48 i
A EL)-0. IMPa (B JE 30FP) F5r = IR [BI3HCO, (I KAE) 285 » KiSchlenk & ££60°C

13
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TR A RS2/ NN o 2 5 5 1) SRS ) iMe T (0. 8mmol) , ¥ S MR G H7ES0C R i b
Z)1/INEE SR 5B I SR A R K B B H 2R R AR (BA) FE /061K (2mL X 6) ot )5 , &9
[RIA HLZE £ TE7KNa, SO, T 1§ - TE IR T WAf o 7R AR W 8 ek Ji P i 2185922 (PE/EA10/1) 46
tb, BTG P2, P2 SN TAY KRR - 'HONMR (CDC1,, 300MHz) :87.37 (s, 1H) ,7.30 (¢, ]
=15.0Hz,1H) ,7.23-7.19 (m,3H) ,7.11-7.108 (m,3H) ,7.03(d,J=7.6Hz,2H) ,6.56-6.54
(m,2H) ,4.57 (s,2H) ,3.99 (s, 3H) ,3.95 (s, 3H) ,3.80 (s,3H) .'°C NMR (CDC1,, 75MHz) : 8
169.3,169.0,152.9,151.4,138.0,136.7,134.3,130.3,129.6,128.5,128.2,128.1,
126.8,125.8,122.4,114.7,105.6,104.9,56.4,56.2,52.9,45.5. Fi it Hdis - MS (E1) :429.2
o) .
[0098] St 19: (B) -2- (2- 2k - 3- A 57 Wl Wbk - 1 - M2 FH S U8 R lEMe thy 1 (E) -2-
(2-benzyl-3-oxoisoindolin-1-ylidene) acetate

o)

N—Bn
[0099] \

MeO,C
2s
[0100]  I§N-FKE-2- ZBFEIRHFEZ (0. 2mmol , 47 . 02mg) K, CO, (0.6mmol ,82.93mg) FIDMF
(2.0mL) JOAEI20mL Schlenkis , BUA REw eE o 1 S N A B LS 220 -0. IMPa (BRI B J
304P) I3 =X BIHCO, (1A RAE) < 2R )5 5 K Schlenk & £E60 °C i i [ R 12/ o 2
J& » A R IR G H iiMe T (0. 8mmol) [ MR S TES0°C R FELI 1/, SR J5 4 I B TR
EVERARFREIE H LR LB ZE I (EA) 227061k (2mL X 6) B J5 , & I HIA HLJZ 4 T 7KNa,S0,
TRIAEIRE IR G5 o 5% A P o fef i s 2 i3k (PE/EA 10/1) 4idk , B3 BIFT 35 724, 7o R
NTA% %GRS 'H NMR (CDC1, 400MHz) :89.05 (d,J=7.84Hz,1H) ,7.92(d,J=7.40Hz,
1H) ,7.69-7.59 (m,2H) ,7.34-7.22 (m,5H,overlapped with CDC1,) ,5.67 (s,1H) ,5.01 (s,
2H) ,3.73 (s,3H) ."°C NMR (101MHz,CDC1,) :8167.3,166.2,147.9,135.6,133.7,133.3,
131.2,129.8,128.8,128.0,127.6,126.8,123.3,99.2,51.5,43.2. R 1% %4 :MS (BI) :
393.1 (M) .
[0101]  SZjE®120: (B) -2- (5-"K3E-6-%A0-5,6- S -4H-MEMy FF[2,3-c LM -4- T H
) -2- K
[0102] Methyl (E) -2- (5-benzyl-6-ox0-5,6-dihydro-4H-thieno[2,3-c]pyrrol-4-
ylidene) -2-phen ylacetate

O

S
I N-Bn
[0103] {

MeO,C
2t

[0104] ﬂ%N?jﬁii—B—(3§23%§§§)@%%}-2-ﬁaﬁ%ﬁﬁ(0.2mmol,63.42mg)\CSZC03(0.6mmol,

195.49mg) FIDMF (2.0mL) HIAF20mL Schlenk® , B A Rr I o 4 S NS B L5 2 4 -

14
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0. IMPa (BRI J5 30F) 73 =X [BIHHCO, AN KSR 2S5 K Schlenk B 7E60 °C it e
RIBE12/NET o 2 5 5 1] 2 SEVRA 0 iMe T (0. 8mmol) , K5 R RV S 7ES0°C R Bt REZI 1/,
R R NVR A VIR KRR F TR R 2EE (EA) /061K (2mL X 6) B J5 & A HLE
28 T07KNa, SO, T FE I T k45 o 5 R Pidid e i PRk 1592 (PE/EA 10/1) 4lifk,, 15 21 i
T, PR ONT2% AL ' NMR (CDC1,, 400MHz) :67.68 (d, J=4.92Hz, 1H) ,7.35-
7.31 (m,2H) ,7.25-7.21 (m,2H) ,7.13-7.10 (m,3H) ,7.04-7.02 (m,2H) ,6.60-6.58 (m,2H) ,
4.50 (s, 2H) ,3.76 (s, 3H) ."°C NMR (101MHz,CDC1,) :8168.2,164.0,147.5,137.7,136.7,
135.1,134.5,133.7,130.4,128.5,128.1,128.0,126.8 125.8,123.4,115.7,52.7,45.7.
JRAEEHE MS (BI) :375.1 () &

[0105] %1

[0106] Absorption and emission datea
Compounds 2a 2d 2h 2j 2k

(0107] A 4bs (NM) 227 226 230 227 228
A em (NM) 371 371 371 371 371
Stokes shift (nm) 144 145 141 144 143

[0108] * Tn DCM (10 °M)

[0109] & FE R & 1) P9 I i E A MURS (1 G B AR, G 1R, il UV - Vi s98 e 3 AR UK
o (PL) FEUE M 11X e vy B Rk A (4 PN TG e 1) e B R, AN R B BE 1) P e R A s VE B
A5 1 B I ST ) R T D' e T LA e R S R VTR, D T T A RS
(StokesfrF%) +2& #H [F] HE, 1~ BRE 75 W KL G 0 RN B e 18 v B 53 8 K B 1 Z2 48, P2 m] PP AR 3R
PNGOEAR S
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