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Scheme 1  Synthetic route of tetrahydroimidazo[2",1":2,3 Jthiazolo [5,4-c]piperidine derivatives
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1.1 AR

Bruker AV400 BUAZ G YR (Fi £ Bruker /3] ) ; Waters Acquity W AH 3% X FAY ( 38 [E Waters 2y
) ; PE2400- [ BITTER 43X ( 52 [ Perkin-Elmer 237] ) ; WK-1B BIECF SAL (RSB R T)
BrukermicroToF 1T B3¢ i %Y ( #E % Bruker 2AH]) o

4 — WRBENR (S A ek, b AR IR AR , = Gl (S M el b 22 s bR A (R R
N RIR AU TR (A al, R SOMAE AR BR A A ) | DU Sk (Al IR s AR LA
FRAT])  H eGR4 i o ali
1.2 & &

1.2.1 N-Boc4-9k72 BRI (2) #94 S 3CHk[10-11], 78 1000 mL £ 1 W H A 50 g(0.5 mol)
4-DRIER A1 200 mLL PUSRIE (THE) 78 Ny RS20 T, A& A 150 g(1.0 mol) = ZBERE I 120 g
(0. 55 mol ) —fik2 — AU T T, IN5E 5 T 70 C RIS 12 h, #2638 (TLC) Wi skl SO 58 4 J5 , ieZ%
R 25958 THE, A 500 mL — 5 FGe , PR ER BRI 1A R 1 pH A 7 ~ 8, 5 F M AN AL B W e %%, A7
PUAHZ T 1 EZ5 159 81 N-Boc-4-WRIERR 82 g, W% K 82%

1.2.2  N-Boc-2-RA&-Erk [ 5,4-c | ok22 (3) 09 TEREA 70 /KA B9 SO, 418 50 (0. 25 mol)
N-Boc-4-WREEH /A 300 mL ¥R LeH, FHANA 20 g(0. 275 mol) i HEH 0. 5 g(2. 63 mmol ) —7K-5 %} HI
FEORBEPR , THR I IFERK , SO0 S h J5 VA0 2 2 I, 2ok 8 SO R, 2 HE BV 0 B O o R L e, i
1R ZE M5 1 W1 500 mL JosK mElE b, FENA 16 g(0. 5 mol ) BLFTHR , il B 0 °C, 5%
1 I 50 mL ¥4 21 (0. 5 mol ) FUK ML IE R, f 56 5 2218 THE 2 90 °C, [ 60 min Ji5 TLC I
PRGBSOV 58 4, Vo 203 3 U, A7 R AT Y, il S B, DR 200 mL x 3 1) S kRIS HE T, 74
FVR A7 5 N-Boe-2-Z JL-EME I [ 5, 4-c ] WRIE 38 g, % 59% . 'H NMR (400 MHz, DMSO-d, ) ,
5:6.83(s,2H) ,4.26(s,2H) ,3.56(t,J=5.2 Hz,2H) ,2.44 ~2.40(m,2H),1.40(s,9H) ; MS(ESI)
m/z:256.3(M +H) * ;HRMS(ESI) 1% {HC ,H,,0,[ M -H] * :227. 0702 , 520§ . 227. 07041,

1.2.3 ftb&dda~4j 694w (Aibbdp da A1)  FE 1000 mL 22 0 Ky, T 50 (0.2 mol)
N-Boc-2-ZH-WEME [ 5 ,4-c JIRBE (48 g(0. 22 mol ) X VR ZEEK £ JEFI 500 mLL 1,4- 4073, N, R
PRI R, TLC W RS N 58 4, K 22 3 L, G218 0 A — 7 s PR IR S MV, 9119 S i pH
{67 ~8,FHH 800 mL 2R BRI 3 WK, & I-A WU, ZEBR A BN 7 G Gk A )24 40 2§ 42
A (YRR VOAThER) - V(ZIRCHER) =5:1) 133 60 g b5 4a,

N-Boc-2-(4-%J§)-5,6,7 8- PO DKM FF- [ 2, 17:2-3 JWEW} I [ 5, 4-c IR IE (4a) « Vi €0 [ {4, iR
80% ,mp 120. 1 ~ 122.5 °C ; "H NMR (400 MHz, CDCL, ) ,5:7.89 (d, J=8.8 Hz,2H),7.66 ~7.64 (m,
2H),7.37(s,1H) 4. 54(s,2H) ,3.86(t,J =5.6 Hz,2H),2.79 ~2.76 (m,2H) ,1. 49 (s,9H) ; MS ( ESI)
m/z;380.9(M+H) ¥,

N-Boc-2-{ T H£-5,6,7 ,8-PUBKIRIF[27,17:2-3 JHEW Hf-[ 5 ,4-c JURIE (4b) « B A, 14 75% ,
mp 99.7 ~101.6 °C ;'H NMR (400 MHz,CDCL,) ,5:7.02(s,1H) ,4.49(s,2H) ,3.81(1,J =5.2 Hz,2H)
2.71(t,J=5.2 Hz,2H) ,1.48(s,9H), 1.33(s,9H) ;MS(ESI) m/z:335.8(M +H) ",

N-Boc-2-43-5,6,7 ,8-PUE BRI [ 27, 17:2-3 JHEW}Hf-[5,4-c JURIE (de) « TR BT A, 1R 72% ,
mp 123.1 ~124.3 °C;'H NMR (400 MHz,CD,0D) ,8:7.94(s,1H),7.79(d,J=7.6 Hz,2H) ,7.40(t,J =
7.2 Hz,2H) ,7.30(t,J=7.2 Hz,1H) ,4.58(s,2H),3.87(t,J=6.0 Hz,2H) ,2.85 ~2.82(m,2H) ,1.54
(s,9H) ;MS(ESI) m/z:356.2(M +H) *

N-Boc-2- =g 1 1-5,6,7, 8-PU (WKW I [ 27, 17:2-3 JBEWY If- [ 5, 4-c J WRIE (4d) : I € [ 44, i
20% ,mp 119.2 ~ 121.6 C; 'H NMR (400 MHz, CDCL, ), 8:7.63 (s, 1H),4.56 (s,2H),3.86 (1, J =
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5.6 Hz,2H) ,2.79 ~2.78(m,2H) ,1. 48(s,9H) ; MS(ESI) m/z:347.8(M +H) * .

N-Boc-2-(4-5fR7K)-5,6,7,8-PU DKM - [27,17:2-3 JBEM I [ 5,4-c J WRHE (de ) « B 0 [ {4, SR
31% ,mp 118.7 ~119.5 °C ;"H NMR (400 MHz, CDCl,) ,5:7.74(d,J=8.4 Hz,2H),7.56(s,1H) ,7.35
(d,J=8.4 Hz,2H) ,4.54 ~4.51(m,2H) ,3.87 ~3.85(m,2H) ,2.78 ~2.75(m,2H) ,1.49(s,9 H) ; MS
(ESI) m/z:390. 1(M +H) ",

N-Boc-2-(4-30 43 )-5,6,7 , 8-PU S DRk - [ 27, 17:2-3 JBEWY - [ 5, 4-c | IR IE (41) - ¥ €0 [ {4, Uic
64% ,mp 105.7 ~106. 5 °C ;'H NMR (400 MHz, CDCl,) ,5:7.68(d,J=8.4 Hz,2H),7.55(s,1H),7.39
(d,J=8.4 Hz,2H) ,4.53 ~4.29(m,2H) ,3.89 ~3.85(m,2H) ,2.77 ~2.71 (m,2H) ,1.47 (s,9H) ; MS
(ESI) m/z:386.2(M+H) *

N-Boc-2-F3E-5,6,7,8-PU U BRIEI-[27,17:2-3 JHEM I [ 5,4-c | IRIE (4g) : FIELE A, 05 76% , mp
154.1 ~155.5 °C ;'"H NMR (400 MHz, CDCL,) ,5:7.79 (s,1H) ,4.71(s,2H) ,3.69(t,J=5.6 Hz,2H),
2.88 ~2.85(m,2H),2.36(s,3H),1.45(s,9 H) ;MS(ESI) m/z:294.4(M+H) *

N-Boc-2-53: P9 45-5,6,7 ,8-PUBKMEIF[27,17:2-3 | BEM I [ 5, 4-c | IRIE (4h) « [0 A iR 73%
mp 146.3 ~147.5 °C ;"H NMR (400 MHz, CDCl, ) ,5:7.56 (s, 1H) ,4.93 (s,2H) ,3.66(t,J=5.6 Hz,
2H),3.17(d,J =8.0 Hz,1H) ,2.64 ~2.57(m,2H) ,1.65(s,9H), 1.38(s,6H) ; MS(ESI) m/z:322.5
(M+H) ",

N-Boc-2-(4-fiHE2R 38 ) 5,6 ,7 , 8- DU WK IE (27,17 :2-3 | BEMy FE[ 5, 4-c J WRIE (41) « # (A [E 1A, I
59% ,mp 102.4 ~103.6 °C ;'H NMR (400 MHz, CDCl,),5:7.97(d,J=8.4 Hz,2H),7.65(s,1H) ,7.48
(d,J=8.4 Hz,2H) ,4.94 ~4.92(m,2H) ,3.76(d,J =8.4 Hz,2H) ,2.85 ~2.81(m,2H),1.43(s,9 H) ;
MS(ESI) m/z:401.4(M +H) *,

N-Boc-2-(4-HHEIRIE) 5,6,7 , 8-PU DKk IF[27,17:2-3 | BEMy IF[5,4-c JWRIE (4)) : A, I

54% ,mp 99.5 ~100.2 °C;'H NMR (400 MHz, CDCl,),5:7.76 (d,J=8.4 Hz,2H) ,7.67(s,1H),7.39
(d,J=8.4 Hz,2H) ,4.82 ~4.79(m,2H) ,3.65(d,J =8.4 Hz,2H) ,2.76 ~2.73(m,2H) ,2.17(s,3H) ,
1.43(s,9H) ;MS(ESI) m/z:370.5(M +H) *,
1.2.4 {tédh 5a~5) 4o m (A be-dh Sa A6))  FERNH B 54 4a(32 g,0. 085 mol) I AH
fig 500 mL 1, 76 0 C 244 R, B E A 4 mol/L R A FH B MK 100 mL, % i 5¢ J5 T 28 25 I S v
2 h, TLC WS RSN 58 4, 28— 43 HU RS, Vo Z0AT &b , 1l 008 S g v A 3] db A IR FE T I5 75810 27 ¢ 1k
H) 5a,

4-(5,6,7,8-PUE BRI IF[27,17:2,3 JHEMETF[ 5, 4-c JRIERE2-28) "R ER IR ER (5a) IR i AR, I
98% ,mp 167.3 ~169.5 °C;'"H NMR (400 MHz, CD,0D),8:10.26 (s,1H),8.52(s,1H),8.00(d,J =
8.4 Hz,2H),7.86(d,J=8.4 Hz,2H) ,4.52(s,2H),3.78 (t,J=6.0 Hz,2H),3.29 ~3.26(m,2H);
BC NMR(100 MHz, CD,0D),§:165.2,153.1,139.4,138.6,131.8,127.9,122.2,107.1,101.5,59. 8,
56.3,47.3,42. 1;MS(ESI) m/z:281.2(M + H) * ; JTTZE 437 C s H,; CIN, SSZIAE (315 ) /% : C 56. 89
(56.87) ,H4.09(4.14) ,N 17.65(17. 68) ; HRMS( ESI) {15t C,,H,,N,S [M + H] * ;281. 0783 , Szl {1 :
281. 0763,

2-(RUT %5)-5,6,7,8-PU s bk - [ 27, 17:2,3 JWEMEIF [ 5, 4-c | IEBEER R $h (5b) « 11 0 [ 44, Wi %
98% ,mp 201.3 ~202.6 C ;'H NMR (400 MHz,CD,0D),5:10. 14 (s,1H) ,8.12(s,1H) ,4.67(s,2H),
3.88(t,J=6.0 Hz,2H) ,3.41(t,J=6.0 Hz,2H),1.58(s,9H) ;*C NMR (100 MHz, CD,0D) ,5:159. 2,
131.4,126.5,122.3,101.8,59.1,51.5,42.3,28.1,23.6; MS (ESI) m/z:236.1 (M +H) *; JCZ 4> ¥F
C, H g CIN, SSZIE (H124H) /% :C 53.09(53.03) ,H 6.74(6.77) ,N 15.49 (15.46) ; HRMS( ESI) }}%&
{HC,H,N,S [M+H] " :236. 1143, 52i0{H :236. 1121,

2- 4 HE-5,6,7 ,8-PUEKMEIF (27,172, 3 JHEME I [ 5, 4-c | IEREERERER (5¢ ) « A, 152 95% ,mp
173.4 ~174.1 °C ;"H NMR (400 MHz,D,0) ,5:10.23(s,1H) ,8.19(s,1H),7.72 ~7.66(m,2H) ,7. 60 ~
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7.48(m,3H),4.56 (s,2H),3.76(t,J=5.6 Hz,2H),3.25(t,J=6.0 Hz,2H); "C NMR (100 MHz,
D,0),5:165.2,153.3,139.3,138.6,131.8,127.9,122.1,101.5,59.8,56.3,47.3 ,41.9; MS(ESI) m/z:
256.3(M +H) " ; 50E 4 #H7C H , CIN, SSZIAE (1145184 ) /% : C 57.57(57.63) ,H 4.89(4.84) N 14. 45
(14.40) ;HRMS(ESI) i+#(8C,,HN,S [M + H] * ;256. 0830, SZ{l{E : 256. 0817,

2-( ZHFAL)-5,6,7 8-PUA KM IE[27,17:2,3 JHEMET-[ 5, 4-c ] MLREEL IR ER (5d) « 0 44, i3
91% ,mp 159.7 ~160. 6 C ;'H NMR (400 MHz,CD,0D) ,5:10.12(s,1H) ,8.16(s,1H),3.95(s,2H),
3.25(t,/=6.0 Hz,2H),2.82 ~2.79(m,2H) ; °C NMR (100 MHz, CD,0D),§:161.4,129.5,122.5,
119.7,101.4,59.7,52.1,42.3,27.3;MS(ESI) m/z:248.2(M +H) * ; JLZ 43 #r Co H, CIF, N, SSZ I (1
EAH) /% :C 38.16(38.10) ,H 3.14(3.20),N, 14.85(14.81) ; HRMS ( ESI) i1 & {5 C,H F,N,S [ M +
H] *.248. 0391, 5ZM{E . 248. 0381,

2-(4-FKH)-5,6,7 8-PUE KM FF[27,17:2, 3 JWEMRIF[ 5, 4-c [ MEREEL R ER (Se) - ¥ (B [ 1A, it
94% ,mp 161. 8 ~162.2 °C ;'H NMR (400 MHz, DMSO-d, ) ,8:10. 16 (s,1H) ,8.51(s,1H),7.87(d,J =
8.8 Hz,2H),7.52(d,J =8.8 Hz,2H) ,4.32(m,2H),3.54(m,2H) ,3. 11 (m,2H) ; C NMR (100 MHz,
DMSO-d, ) ,5:165.2,153.3,139.3,138.6,131.8,129.3,124.7,104.1,59.8,56.3,47.3,41.9; MS (ESI)
m/z:289.7(M + H) " ; JGE /07 C,, H,, CLN, SSEE (3H8{E ) /% : C 51.49(51.54) ,H 4.04(4.02),
N 12.85(12.88) ; HRMS(ESI) i1+#(EC,,H,CIN,S [ M + H] * :290. 0440 , Sl (& :290. 0432 ,

2-(4-FARHE)-5,6,7 8-PUWKIEIF[27,17:2,3 JHEMETIF[ 5, 4-c | MLBEER R £R (5F) « B (A [E A, iR
89% ,mp 155.7 ~156.4 °C ;'H NMR (400 MHz, DMSO-d, ) ,5:10.21(s,1H) ,8.57(s,1H),7.69(d, J =
8.8 Hz,2H),7.46(d,J =8.8 Hz,2H) ,4.29 ~4.25(m,2H) ,3.55 ~3.52(m,2H) ,3.10 ~3.06 (m,2H) ;
“C NMR (100 MHz, DMSO-d, ) ,5:164.7,154.1,139.3,138.7,132.2,129.6,124.5,104.3,59.8,56.3,
47.5,42.3;MS (ESI) m/z:274.4 (M + H) " ; 56 Z /3 #7 C,, H, CIFN, S 52 {8 (315518 )/ % : C 54.19
(54.28) ,H 4.34(4.23) N 13.55(13.56) ; HRMS (ESI) $}-%5{# C,,H,FN,S [M + H] * :274. 0736, SZill]
{8 :274. 0718,

2-HI5E-5,6,7 ,8-PUkmiIf[27,17:2,3 JHEME I [ 5, 4-c | IEREERERER (5g) « A, 5 97% ,mp
158.1 ~159.6 °C;'H NMR (400 MHz,DMSO-d, ) ,8:10. 17 (s, 1H) ,7.97(s,1H) ,4.11(s,2H) ,3.62(t,
J=6.0 Hz,2H) ,2.83(d,J=6.0 Hz,2H) ,2.21(s,3H) ;”C NMR(100 MHz,DMSO-d, ) ,5:159.6,131.4,
130.1,117.6,98.9,59.3,53.2,44.6,21. 7;MS(ESI) m/z:193.2(M + H) * ; 5TCE 437 C, H,, CIN, S5 {&
(B4 /% :C 46.97(47.05) ,H 5.34(5.27) ,N 18.17(18.29) ,HRMS ( ESI) }} % C,H, N,S [ M +
H]*:194. 0674, SZil{E : 194. 0663 ,

2-FNHE-5,6,7 8- DU BKMEIF[ 27,172, 3 | BERR I [ 5, 4-c JILIEER PR ER (Sh) « A, I3 94% ,
mp 184.6 ~185.1 °C ;'H NMR (400 MHz, DMSO-d, ) ,8:10. 11 (s,1H) ,8.37(s,1H) ,4.33(s,2H),3.59
(t,J=5.6 Hz,2H) ,3.21(d,J=8.0 Hz,1H) ,2.47 ~2.44(m,2H) ,1.25(s,6 H) ;" C NMR (100 MHz,
DMSO-d, ) ,5:160.4,132.7,128.9,116.3,100.6,61.1,54.8,45.6,32.6,22.9; MS (ESI) m/z:222.3
(M+H) " 5T ZE 4 #7C, H, CIN,S S8 (B )/% : C 51.31(51.25),H 6.23(6.25), N 16.37
(16.30) ;HRMS(ESI) 845 C,, HsN,S [M + H] *:222. 0987 , SZ{l{E : 222. 0967

2-(4-F RS ) -5,6,7 ,8-PUS DKk If-[27,17:2 3 TWEMRIF-[ 5, 4-c | MEBEFR FR £ (51) « T[R4, W%
87% ,mp 192.6 ~193.4 °C ;'H NMR (400 MHz, DMSO-d, ) ,8:10.37(s,1H),8.49(s,1H) ,8.17(d,J =
8.8 Hz,2H),7.97(d,J =8.8 Hz,2H) ,4.33 ~4.30(m,2H) ,3.38 ~3.34(m,2H) ,2.95 ~2.91(m,2H) ;
“C NMR (100 MHz, DMSO-d, ) ,8:165.9,156.4,136.7,131.5,129.6,127.7,121.5,102.6,62.3,55. 4,
42.8,41.3;MS (ESI) m/z:301.4 (M + H) * ; JLZ 4 #7 C,,HsCIN,0,S 52 (318 1H ) /% : C 49.99
(49.93) ,H 3.84(3.89) ,N 16.65(16.64) ;HRMS(ESI) ++%&{8C,,H,N,0,S [M +H] * :301. 0681, 5]
{#:301. 0669,

2-(XFHIA KL ) -5,6,7,8-PU A BKMEIF[27,17:2,3 JBEMK R[5, 4-c | MEREER IR ER (5)) - 1 (8 [ 4, i
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92% ,mp 177.5 ~178.3 °C ;'H NMR (400 MHz, DMSO-d, ) ,6:10.25 (s, 1H) ,8.81(s,1H),7.84(d,J =
8.8 Hz,2H),7.47(d,J=8.8 Hz,2H) ,4.61 ~4.59(m,2H),3.32(d, ] =8.0 Hz,2H) ,2.76 ~2.73(m,
2H),2.21(s,3H);*C NMR (100 MHz, DMSO-d, ) ,8:160.3,155.8,136.7,129.4,127.6,124.9,118. 1,
101.7,65.3,54.5,42.2 ,42.5 27. 6;MS(ESI) m/2:270. 4(M + H) * ; JTLZE M7 C,s H,, CIN, S (142
{t)/% -C 58.97(58.91) ,H 5.24(5.27) ,N 13.69(13.74) ; HRMS (ESI) & fC,H,,N,S [M + H] * .
270. 0987 , 5L {f - 270. 0966,
1.3 HphygiE i

SR 12-13 ] AR AL T A KL s 40 i MCF-7 , 5% F Ui £ ( MTT) 2% ir iS00 HARfb &4
SEATH A BB IR 20 A TS I, FE B S TP 0. 25% JE 28 [ TS A, (5 I B 4 o B 7, 1l i 4
M (294 x 10* 4/ mL) o BRI I B A 96 FLAR | (180 wL/fL) , B 37 CIHE CO, R FEM 1 57
24 h, WA BARMES P00 —H L H BER (DMF) %53 (20 wWL/FL) , FEIA 80 wL & 10% (ARFR43450) 1 i
KRR, K5 9748 ho ¥ MTT A 96 fLAH (20 wL/fL) , BT FRA P 4 ho Wk BIEW, A —H I
(DMSO) (150 wL/fL) , 7EFARFE RYREE: 6 min, FHEGHE e R AAE K AE 470 nm Zh I 5 LAY I
FEAE(OD fH) o VASARINAZIXZGH) , 1 S R 1 105 1) 37 14 AR Ay 9P % B, I A0 Ay o A 6 3 4 i
O I 3 YORHSE I, T AR A %R/ % =100 x (BAEXIRZL OD i - ik
25441 OD ff) / BIPEXT REZH OD fH.,
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M T K AR S SN AR AL 30 3 BSOS T ) BEAT 0 BT (50 A 0 SRR R 35 A — 1K, H
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Table 1 Effect of the reaction temperature on the yield of compound 3

o) 1) pyrolidine, TsOH - H,0 N\7/NHZ
cyclohexane, reflux \ K
N 2) S,. cyanamide N
7

s

Boc MeOH, 0 °C Boc
Reaction temperatures/°C Yield /% Reaction temperatures/C Yield /%
40 18 80 41
50 23 90 59
60 31 100 55
70 36 110 52

H13% 1Al UL AR 3 AR Bl ) T e T R, 2 BE SR 31 90 °C I ie i ey, 16 B 1 59% , 4k
ST el E 23 S EUR WIS, WORIBETEAR , e 245 1 90 °C oy fe S L
2.2 AEBFHET 4 EREIFME

TEALE Y 4a B G G R, 3 B BN HE AL (45 5 LS 3845 I S ) U USCER BOiE o Oy 1 et
X P S 85 HEAT , I ELID B 0 9 AR B, B e MR, FRA TR S R RN T T e (AR 2) o

HIZ% 2 AT, 08 T SN AR, BONEAE 1,4- 48N BN AN R i LY i | S R 0 PP SOR B MR
IrIKE] 80% 82% F1 76 % , Ut WIAR A5 /I i) 9 390 A R T S iz 5 (ELJE: 24 — S W e RN, iR LA
23% 3% I 1 T S [ RE Ao AR 5 TR A2 R R 8 s AN B I, AT Tk % 1, 4-—
NI N I B
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Table 2 Effect of the reaction solvent on the yield of compound 4a

CN
(0]
Br
N =
NH
\ \>/ 2 NC (1.1 equiv) N _N
N S - \ >/
Yz solvents, reflux N S
Boc Boc”
3 4a
Solvent Yield/ % Solvent Yield/ % Solvent Yield/ %
Methanol 34 Tetrahydrofuran 71 Methylbenzene 76
Ethanol 51 1,4-dioxane 80 Dichloromethane 23
Acetonitrile 59 Benzene 82 Trichloromethane 66

Reaction conditions: compound 3 (50 g, 0.2 mol), 4-(2-bromoacetyl) benzonitrile (48 g, 0.22 mol), solvent (500 mL), reaction

temperalure H reﬂux.
2.3 BARLEMMTIMEEY
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Table 3 The antiproliferative activity of compounds 5(IC,,/ ( p.IIlOl'L_l )7)

Compds. 1Cso/ (mol -1 Compds. 1Cso/ (mol -1 Compds. 1Cso/ (mol -L.71)
5a 8.6 5e 20.7 5i 39.2
5b 38.3 5f 39.5 5j 43.3
Sc 45.3 Sg 38.1 Cisplatin 36.1
5d 12.5 5h 40.7

* Average of 3 parallel samples.

o1 2¢ 3 mI A, S 2100 B bRib A& W0k 2L IR 40 i MCF-7 354 — %2 4 il 3508, Herp ik &4 5a.5d
Fl Se BPTFLIE A0 MCF-7 35PEO0 T X0 BROBUER , FATTRT LASENT , B0 C 3y W v —F S B i 1 1 2 T
LTI Z A PECE RE] EARREXT R AL & W DO RGO RS B 1 4518 XX E
A A WP iR 5 A A T i — 25 B SE B 5T o
3 4 »

VL 4-WRBERR Ry Ik, it e SR H6 G S AR SR IR B T 10 FP5,6,7, 8- DU A ks I
(27,1723 JHEMyIF[5,4-c JURIERAL G . BAREEY) Sa ~5) X ZLARIE 40 MCF-7 Y54 — & 3 il 3
W, b G W) 5a 5d Al Se TG AL F BHPE S BEPIIET . 2SI I by W L - S B s 3% 1 2 5 40
HL 138 VE AL e — 20 R R M . B2 i R & W R B0 By i e I e 0 1 , ELA VR AE 1 T
FEM A, %o e e 200 B ) 47 skl U BRI R — 25 %

2 % X #
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Synthesis and Antitumor Activity of
Tetrahydroimidazo| 2’ ,1’.2,3 | thiazolo
| 5,4-c | piperdine Derivatives

KOU Lidong, WANG Wei "
(School of Chemistiry and Chemical Engineering ,He'nan Engineering Laboraiory of Chemical

Pharmaceutical and Biomedical Materials ,He'nan Normal University , Xinxiang , He'nan 453007 , China)

Abstract A series of novel 5,6, 7, 8-tetrahydroimidazo [ 2’, 1’2, 3 ] thiazolo [ 5, 4-c | piperidines was
synthesized through sequential amino protection, condensation, cyclization, and deprotection reactions using
piperidone as the raw material. The structures of these compounds were confirmed by proton or carbon nuclear
magnetic resonance(' H NMR, "C NMR), mass spectrometry (MS) and elemental analysis. The antitumor
activities of these compounds were evaluated in vitro, and the results indicated that these compounds had
certain inhibitory activities against MCF-7 human breast cancer cells, and the inhibitory activity of compound
5a reached the level of strong potency with the half maximal inhibitory concentration ( ICy, ) value of
8.6 wmol/L. It provides a reference for the antitumor activity of such compounds.

Keywords tetrahydroimidazo[2',1":2,3 ]thiazolo [ 5,4-c ]| piperidine ; derivatives ; antitumor
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