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ABSTRACT Obijective:Design and synthesisof novel triazole antifungal derivatives based on the structure of fluconamle M ethods
A iopropyl and substituted anino group were introduced and a series of title compoundswere synthesized A Il of them were confimed
byMS, "HNMR, etal The antifungal activitieswere al® evaluated against the eight cammon pathogenic fungi Results Fifteen com-
poundswere synthesized Al title conpounds exhibited activity against fungi tested o some extent Campounds (6c), (6d), (6e),
(6f) and (6g) exhibited strong antifungal activities against eight test fungi comparable o the control drug itraconazle except A pergil-
lus fumigatus Conclusion: A benzyl moiety with a group of shorter length substituted on 4-position is required for high activity
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74.6-76.2 383.23 8.19 (1H, s, triazole-H ), 7.75 (1H, s, triazole-H) , 6.74-7.61 (3H,
m, Ar-H), 4.464.60 (2H, dd, J =14.0Hz, triazole-CH,-), 4.074. 12
(2H, m, OCH,), 3.10-3.26 (2H, dd, J=14.0Hz, -CH,CO- ), 2.73-
2.97 (2H, dd, J=14.0Hz, CCH,N), 2.52-2.56 (1H, m, NCH), 1.20-
1.25 (3H, t, OCH,CHy ), 0.83-0.90 (6H, m, 2 xCH;)

oil 336.08 7.99 (1H, s, triazole-H), 7.80 (1H, s, triazole-H), 6.77-7.55 (3H, m,
Ar-H), 4.81 (1H, s, OH), 4.65 (2H, s , triazole-CH,-), 3. 47-3. 57
(2H, dd, J =13. 6Hz, -CH,CN), 2.98-3. 13 (2H, dd, J = 14. OHz,
CCH,N), 2.90-2.94 (1H, m, NCH), 0.82-0.89 (6H, m, 2 x CH;)

108.7-110.3  417.23 8.08 (1H, s, triazole-H) , 7.78 (1H, s, triazole-H) , 6.75-7.58 (7H,
m, Ar-H), 4.354.52 (2H, dd, J=14.0Hz, triazole-CH,-), 3.92 (3H,
s, -OCH; ), 3.23-3.41 (2H, dd, J =13. 6Hz, Ar-CH,-), 2.88-3. 10
(2H, dd, J=13.6Hz, CCH,N), 2.62-2.65 (1H, m, NCH), 0.83-0.90
(6H, m, 2 xCH;)

97.398.9 431.19 8.10 (1H, s, triazole-H), 7.79 (1H, s, triazole-H), 6.74-7.56 (7H, m,
Ar-H), 4.364.50 (2H, dd, J=14.0Hz, triazole-CH,-) , 4.004. 11 (2H,
m, -OCH, ), 3.21-3.45 (2H, dd, J=13.6Hz, Ar-CH,-), 2.85-3.08 (2H,
dd, J=13.6Hz, CCH,N), 2.62-2.65 (1H, m, NCH), 1.45-1.49 (2H, t,
OCH,CH5" ), 0.83-0.90 (6H, m, 2 xCH;)

80.6-81.9 445.18 8.08 (1H, s, triazole-H), 7.77 (1H, s, triazole-H), 6.74-7.55 (7H,
m, Ar-H), 5.43 (1H, s, OH), 4.344.48 (2H, dd, J=14.0Hz, tria-
zole-CH,-) , 3.27-3.39 (2H, dd, J = 14. OHz, Ar-CH,-), 2. 69-3. 08
(2H, dd, J=14.4Hz, CCH,N), 2.65-2.69 (1H, m, NCH), 2.82 (3H,
s, COCH3), 0.83-0.89 (6H, m, 2 xCH;)

83.4-84.7 459.26 8.08 (1H, s, triazole-H), 7.77 (1H, s, triazole-H), 6.73-7.56 (7H,
m, Ar-H), 4.344.48 (2H, dd, J=14.4Hz, triazole-CH,-), 3.27-3.39
(2H, dd, J =13. 6Hz, Ar-CH,-), 2.83-3.08 (2H, dd, J =13. 2Hz,
CCH,N), 2.652.69 (1H, m, NCH), 2.54-2.60 (2H, m, COCH, ),
1.24-1.28 (3H, t, CH,CH; ), 0.82-0.89 (6H, m, 2 xCH;)

85.1-86.8 473.21 8.08 (1H, s, triazole-H), 7.77 (1H, s, triazole-H), 6.74-7.56 (7H, m,
Ar-H), 4.344.48 (2H, dd, J=14.4Hz, triazole-CH,-) , 3.26-3.39 (2H,
dd, J=13.6Hz, Ar-CH,-), 2.83-3.07 (2H, dd, J=14.0Hz, CCH,N ),
2.65-2.69 (1H, m, NCH), 2.50-2.54 (2H, t, COCHQ), 1.75-1.81 (2H,
m, COCH,CH",), 1.02-1.06 (3H, t, CH,CH",), 0.820.88 (6H, m, 2
x CHy)

76.5-78.0 515.19 8.09 (1H, s, triazole-H) , 7.77 (1H, s, triazole-H) , 6.74-7.57 (7TH
m, Ar-H), 5.45 (1H, s, OH), 4.354.49 (2H, dd, J = 14. 4Hz, tria-
zole-CH,-) , 3.27-3.40 (2H, dd, J = 14. OHz, Ar-CH,-), 2. 83-3. 08
(2H, dd, J=14.0Hz, CCH,N), 2.66-2.69 (1H, m, NCH), 2.52-2.56
(2H, t, COCH,), 1.71-1.79 (2H, m, COCH,CH* ), 1.27-1.43 (6H,
m, 3 xCH,), 0.830.95 (9H, m, 3 xCH;)

56.8-58. 1 585.64 8.09 (1H, s, triazole- H) 7.77 (1H, s, triazole-H) , 6.74-7.57 (7H,

m, Ar-H), 5.44 (1H, s, OH), 4.344.49 (2H, dd, J=14.0Hz, tria-
zule -CH,-), 3.27-3.39 (2H dd, J = 14. 4Hz, Ar-CH2 ), 2.83-3.07

(2H, dd, J=14.0Hz, CCH,N) , 2.66-2.69 (1H, m, NCH), 2.51-2.55
(2H, t, COCH,), 1.71-1.78 (2H, m, OCH2CH*,), 1.28-1.42 (16H,
m, 8 xCH,), 0.84-0.90 (9H, m, 3 x CH,)

119.5-121.8  507.12 8.18-8.20 (3H, m, triazole-H, Ar-H), 7.78 (1H, s, triazole-H ) , 6.76-
7.65 (10H, m, Ar-H), 5.45 (1H, s, OH), 4.364.50 (2H, dd, J =
14.0Hz, triazole-CH,-) , 3.30-3.43 (2H, dd, J =13. 6Hz, Ar-CH,- ),
2.853.09 (2H, dd, ] =14.0Hz, CCH,N ), 2.69-2.72 (1H, m, NCH) ,
0.84-0.91 (6H, m, 2 x CH,)
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mE R WE(%) mp./C MS(M+1)* '"H NMR, (CDCl,)
6k 0 70.2  106.7-108.4  541.20 8.09-8.13 (3H, m, triazole-H, Ar-H), 7.78 (1H, s, triazole-H ) , 6.75-
—O—OJ\Q—CI 7.58 (9H, m, Ar-H), 5.40 (1H, s, OH), 4.354.50 (2H, dd, J =
14. 0Hz, triazole-CH,-), 3.01-3.43 (2H, dd, J =14.0Hz, Ar-CH,- ),

2.85-3.09 (2H, dd, J=13.6Hz, CCH,N ), 2.67-2.71 (1H, m, NCH),
0.84-0.90 (6H, m, 2 xCH;)

61 0 66.9  51.453.1  541.14 8.1l (1H, s, triazole-H) , 8.00-8.03 (1H, m, Ar-H), 7.78 (1H, s, ui-
_Q_O azole-H) , 6. 75-7. 58 (10H, m, Ar-H), 4.364.51 (2H, dd, J =
14. OHz, triazole-CH, ), 3.29-3.43 (2H, dd, J = 14. O0Hz, Ar-CH,-),
a 2.88-3.09 (2H, dd, J = 14.0Hz, CCH,N-) , 2.68-2.71 (1H, m, NCH) ,
0.83-0.90 (6H, m, 2 x CH,)
6m 0 65.7  53.855.6  633.07 8.01-8.13 (3H, m, triazole-H, Ar-H), 7.80 (1H, s, triazole-H) , 6.77-
_®_0 7.58 (9H, m, Ar-H), 4.384.53 (2H, dd, J = 14. 4Hz, triazole-CH,-) ,
3.313.45 (2H, dd, J =14.0Hz, Ar-CH,-), 2.87-3.10 (2H, dd, J =
: 14.0Hz, CCH,N-), 2.72 (1H, m, NCH), 0.850.92 (6H, m, 2 x
CH;)
6n Q 73.1 109.5-111.4  525.24 8.09-8.22 (5H, m, triazole-H, Ar-H), 7.78 (1H, s, triazole-H) , 6.75-
_Q_OJ'\Q_F 7.56 (9H, m, Ar-H), 5.41 (1H, s, OH), 4.354.50 (2H, dd, J =
14. OHz, triazole-CH,-) , 3.313.43 (2H, dd, J = 14. OHz, Ar-CH,-),
2.85-3.09 (2H, dd, J =14.0Hz, CCH,N-), 2.68-2.71 (1H, m, NCH) ,
0.840.90 (6H, m, 2 x CH;)
60 Q 66.2  117.7-119.6  552.41 8.34-8.39 (3H, m, Ar-H), 8.09 (1H, s, triazole-H) , 7.79 (1H, s, tri-
O_OJKO_NOZ azole-H) , 6.76-7.59 (7H, m, Ar-H) , 4.364.51 (2H, dd, J=14.0Hz,
triazole-CH,-) , 3.34-3.45 (2H, dd, J =13.6Hz, Ar-CH,-), 2.86-3. 12
(2H, dd, J=13.6Hz, CCH,N-), 2.672.71 (1H, m, NCH) , 0. 87-0.92
(6H, m, 2 xCH,)
3 (Fluoonamle, FCZ) ( Itrer
oonamle, ICZ) (Terbinafine, TRB)
8 : NCCLS el
(candida albicans, C alb) ATCC76615 ,
(Candida parapsilosis, C. par) (candida 80% M ICG)
tropicalis, C tro) (Cryptococcus neofor- M ICso , :
mans, C neo) ATCC32609 ( Trichaphyton M Gy 644 g/mL “ >644 g/
rubrum, T. rub) (M icrosporum gypse- mL" ;M ICs ,
un,M. gyp) (Fonsecaea canpacta, F , “ < 0.000 24y g/mL”
can) (Aspergillus fumigatus, A. fun) 2
2 [MIC, U g/mL) ]
C alb M. gyp C neo C tro E can C par A. fun T. rub
6a 0 25 0 25 1 0 0625 1 4 >64 4
6b 00156 1 Q25 4 1 16 >64 16
6c 00625 00625 00039 025 0 0625 025 >64
6d 0 25 00156 025 1 Q25 1 >64
6e 00156 00156 Q25 Q25 Q25 Q25 16
6f 00156 0 0625 Q25 Q25 0 0625 1 >64 4
69 0 003 9 00625 Q25 1 Q25 4 >64 16
6h Q25 4 4 16 1 16 >64 >64
6i >64 >64 >64 4 >64 >64 16
6j 1 025 4 >16 4 >64 >64 >64
6k 00625 1 4 >64 16 16 >64 >64
61 1 1 1 4 16 1 >64 >64
6m 1 4 16 >64 16 16 >64 >64
6n 1 1 4 >64 Q25 4 >64 >64
60 1 1 1 4 Q25 4 >64 1
FCZ Q25 1 1 1 16 1 4 >64
Icz 0 0625 00625 Q25 Q25 a5 Q 125 0 125 >64
TRB 1 4 025 Q25 16 025 00625 >64

( 392 )
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