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[Abstract] Objective To design, synthesize and measure antifungal activities of galloyl piperazine derivatives. Methods
Trimethoxyl gallic acid was used as starting material, reacted with piperazine in the presence of PyBOP/DIEA to afford the
intermediates. The target compounds were obtained through the reaction with corresponding acids after deprotection gave. The
antifungal activities of the target compounds were evaluated by FLC-resistant Candida albican isolated according to the CLSI
recommended method. Results 11 target compounds were synthesized and six of them showed more potent antifungal activities
than gallic acid. Conclusion Galloyl piperazine derivatives could enhance antifungal activities. Galloyl moiety was an important
pharmacophore, which could improve antifungal activities with the introduction of cinnamic acid and 2,3-dichlorobenzoic acid.
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"H NMR (600 MHz, MeOD) § 7.30 — 7.19 (m, 2H), 7.14 — 7.06 (m, 1H), 6.48 (s, 2H),
3.81 (s, 4H), 3.06 (s, 4H)

(600 MHz, Chloroform-d) § 7.19 (t, J=8.1 Hz, 1H), 6.92 — 6.86 (m, 2H), 6.82 — 6.79 (m,
1H), 6.65 (s, 2H), 3.87 (d, J=4.9 Hz, 9H), 3.86 — 3.33 (m, 4H), 3.21 (s, 4H)

(600 MHz, Methanol-dy)  7.19 (t, J=8.1 Hz, 1H), 6.96 (t, J=2.2 Hz, 1H), 6.92 — 6.87 (m,
1H), 6.85 — 6.79 (m, 1H), 6.46 (s, 2H), 3.75 (s, 4H), 3.21 (s, 4H)

ocn (300 MHz, Chloroform-d) 8 7.43 — 7.35 (m, 1H), 7.29 — 7.20 (m, 1H), 7.08 — 6.96 (m,
2H), 6.67 (d, J=1.9 Hz, 2H), 4.12 (d, J=5.1 Hz, 2H), 3.88 (dd, J=5.4, 1.8 Hz, 9H), 3.67
(d, J=15.9 Hz, 2H), 3.08 (s, 4H)

(600 MHz, Methanol-d,) 8 7.39 (dd, J=7.9, 1.5 Hz, 1H), 7.28 (s, 1H), 7.17 - 7.15 (m,
1H), 7.05 (d, J=1.5 Hz, 1H), 6.48 (s, 2H), 3.84 (d, J=47.0 Hz, 4H), 3.06 (s, 4H)

(300 MHz, Chloroform-d) 8 7.26 (d, J=8.0 Hz, 1H), 7.21 (d, J=8.2 Hz, 1H), 6.66 (s, 3H),
6.54 (d, J=8.2 Hz, 1H), 3.87 (d, J=2.9 Hz, 12H), 3.80 (s, 4H), 3.24 (s, 4H)

(600 MHz, Chloroform-d) 3 6.91 (s, 2H), 6.85 (d, J=9.0 Hz, 2H), 6.65 (s, 2H), 3.87 (s,
9H), 3.86 (s, 3H), 3.77 (s, 4H), 3.08 (s, 4H)

(300 MHz, Chloroform-d) § 7.52 (d, J=8.0 Hz, 1H), 7.30 (s, 1H), 7.21 (d, J=1.5 Hz, 1H),
6.63 (s, 2H), 3.87 (d, J=2.9 Hz, 9H), 3.81 — 3.14 (m, 8H)

(300 MHz, Chloroform-d) 8 7.40 (d, J=2.5 Hz, 1H), 7.21 (dd, J=8.8, 2.5 Hz, 1H), 6.97
(d, J=8.8 Hz, 1H), 6.63 (s, 2H), 4.80 (s, 2H), 3.88 (s, 9H), 3.69 (s, 4H), 3.66 (s, 4H)

(300 MHz, Chloroform-d) 8 7.72 (d, J=15.3 Hz, 1H), 7.62 — 7.48 (m, 2H), 7.44 — 7.32
(m, 3H), 6.87 (d, J=15.4 Hz, 1H), 6.65 (s, 2H), 3.88 (d, J=1.5 Hz, 9H), 3.75 (s, 8H)
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