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[ Abstract]

Objective To design and synthesis novel triazole antifungal derivatives and study the antifungal activity. Methods

All the target compounds were prepared from 1,3 - difluorobenzene via click reaction; The antibacterial activities of the title com-

pounds were determined with broth dilution method. Results Twelve compounds were synthesized and characterized by 1H NMR and

MS. All the title compounds exhibited potent antifungal activities against nearly all fungi tested. Conclusion The electronic effects of

the substituents affected the activity of compounds, specifically the electron — donating groups.
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8.04(1H, s, triazole-H), 7.87(1H, s, triazole-H), 7.38 ~7.57(1H, m, triazole-H),
6.76 ~7.29(7H, m, Ar-H), 5.41(2H, s, CH,-Ar), 4.65 ~4.77(2H, dd, J =
14. 1Hz, triazole-CH, ), 3.08 ~3.49(2H, dd, J=14.7 Hz, triazole-CH, ) ;

8.15(1H, s, triazole-H), 7.82(1H, s, triazole-H), 7.26 ~7.36(1H, m, triazole-H) ,
6.66 ~7.34(7H, m, Ar-H), 5.41(2H, s, CH,-Ar), 4.57 ~4.78(2H, dd, J=14.1
Hz, triazole-CH, ), 3.08 ~3.50 (2H, dd, J =15.0Hz, triazole-CH, ) ;

8.14(1H, s, triazole-H), 7.84 (1H, s, triazole-H), 7.27 ~7.38(tH, m, triazole ~
H), 6.65~7.38(7H, m, Ar-H), 5.28(2H, s, CH,-Ar), 4.56 ~4.72(2H, dd, J=
14.1 Hz, triazole ~CH,), 3.08 ~3.48 (2H, dd, J=15.0 Hz, triazole-CH, ) ;

8.16 (1H, s, triazole-H), 7.80 (1H, s, triazole-H), 7.27 ~7.41 (1H, m, triazole-
H), 6.64 ~7.41(7H, m, Ar-H), 5.53(2H, s, CH,-Ar), 4.57 ~4.72 (2H, dd, J=
14.4 Hz, triazole-CH, ), 3.08 ~3.51(2H, dd, J=14.7 Hz, triazole-CH, ) ;

8.14 (1H, s, triazole-H), 7.78 (1H, s, triazole ~-H), 7.21 ~7.37 (1H, m, triazole-
H), 6.64 ~7.37 (7H, m, Ar-H), 5.37 (2H, s, CH,-Ar), 4.56 ~4.73 (2H, dd, J
=14.1Hz, triazole-CH,), 3.09 ~3.49 (2H, dd, J=14.7Hz, triazole-CH, ) ;

8.14 (1H, s, triazole - H), 7.81 (1H, s, triazole-H), 7.27 ~7.39 (1H, m, triazole-
H), 6.66 ~7.39 (7H, m, Ar-H), 5.57~5.38 (2H, d, CH,-Ar), 4.55 ~4.73 (2H,
dd, J=14.4 Hz, triazole-CH, ), 3.08-3.49 (2H, dd, J =14.7Hz, triazole-CH, ) ;
8.16 (1H, s, triazole-H), 7.81 (1H, s, triazole-H), 7.57 ~7.60 (1H, m, triazole-
H), 6.65~7.37(7TH, m, Ar-H), 5.52 ~5.53 (2H, d, CH,-Ar), 4.57 ~4.72 (2H,
dd, J=14.1 Hz, triazole-CH, ), 3.08 ~3.52 (2H, dd, J=15.0 Hz, triazole-CH, ) ;
8.12 (1H, s, triazole-H), 7.75 (1H, s, triazole-H), 7.41 ~7.44 (1H, m, triazole-
H), 6.61 ~7.44 (7H, m, Ar-H), 5.34 (2H, s, CH,-Ar), 4.55~4.72 (2H, dd, J
=14.1 Hz,triazole-CH, ), 3.09 ~3.48 (2H, dd, J=15.0 Hz, triazole-CH, ) ;

8.16 (1H, s, triazole-H), 7.83(1H, s, triazole-H), 7.46 ~7.48 (1H, m, triazole-
H), 6.68 ~7.48 (7TH, m, Ar-H), 5.38 ~5.39 (2H, d, CH,-Ar), 4.57 ~4.75 (2H,
dd, J=14.1 Hz, triazole-CH, ), 3.10 ~3.50 (2H, dd, J=14.7 Hz, triazole-CH, ) ;

8.16 (1H, s, triazole-H), 7.78 (1H, s, triazole-H), 7.24 ~7.37 (1H, m, triazole-
H), 6.62~7.37 (7TH, m, Ar-H), 5.33 ~5.40 (2H, m, CH,-Ar), 4.56 ~4.70 (2H,
dd, J=14.1 Hz, triazole-CH, ), 3.05 ~3.47 (2H, dd, J=14.7 Hz, triazole-CH, ),
2.07 (3H, s, CH;);

8.15 (1H, s, triazole-H), 7.78 (1H, s, triazole-H), 7.32 ~7.77 (1H, m, triazole-
H), 6.63 ~7.32 (7H, m, Ar-H), 5.36 (2H, s, CH,-Ar)}, 4.56 ~4.72 (2H, dd, J
=14, 1 Hz, triazole ~CH, ), 3.08 ~3.48 (2H, dd, J=15.0 Hz, triazole-CH, ), 2.30
(3H, s, CHy);

8.15 (1H, s, triazole-H), 7.80(1H, s, triazole-H), 7.27 ~7.36 (1H, m, triazole-
H), 6.64 ~7.14 (7TH, m, Ar-H), 5.36 (2H, s, CH,-Ar), 4.56 ~4.72 (2H, dd, J
=14.1 Hz, triazole-CH, ), 3.06 ~3.47 (2H, dd, J=15.0 Hz, triazole-CH, ), 2.35
(3H, s, CH;);
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2472 h F1—JAJE , BBt 2805 630 nm P & L
ODfH, SMMxTBFL I, L OD £ T 80% LI L

MRS E L P YW E N MIC, (HE £ K
80% & 41 fHl Bk O MR BE ) o

®2 BRUASYHBEIMAERES

ey MIC"( pg/ml)
R C. alb Y0109 C. alb SC5314 C. par C.tro C. kef C. neo T. nru A. fum
5a 2-F <0.125 0.25 0.25 <0.125 0.25 <0.125 2 > 64
5b 3-F <0.125 <0.125 1 0.25 0.5 0.25 1 >64
5S¢ 4-F <0.125 <0.125 0.5 0.25 0.5 <0.125 0.5 >64
5d 2-Cl <0.125 <0.125 0.25 0.25 0.25 <0.125 1 > 64
Se 3-Cl <0.125 <0.125 0.25 0.25 0.25 <0.125 0.5 64
5f 4-Cl <0.125 <0.125 0.5 0.5 0.5 <0.125 4 >64
5g 2-Br <0.125 <0.125 0.5 0.5 <0.125 <0.125 4 > 64
5h 3-Br <0.125 <0.125 0.25 0.25 0.25 <0.125 0.25 64
5i 4-Br 0.25 0.25 0.5 1 32 0.25 16 >64
5j 2-CH, <0.125 <0.125 0.5 0.5 0.25 <0.125 4 >64
5k 3-CH; 0.25 0.25 0.25 <0.125 <0.125 <0.125 | > 64
51 4-CH, <0.125 <0.125 <0.125 <0.125 0.25 <0.125 1 >64
ICZ - 0.062 5 0.062 5 0.0625 0.0625 0.0625 0.0625 0.0625 0.0625
TBF - 0.25 4 0.25 0.0625 0.0625 0.25 0.0156 0.0156
KCZ - 0.003 9 0.0156 0.0039 0.0039 0.00097 0.0156 0.0156 0.0156
AMB - 0.25 0.25 0.25 1 0.25 1 4 1
vCcz - 0.003 9 0.003 9 0.0039 0.0039 0.0039 0.0039 0.0156 0.0156
FCZ - 0.25 0.25 0.25 1 4 1 1 > 64
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