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A series of new 1,2,5-thiadiazole derivatives, which exhibit inhibitory activity against human

immunodeficiency virus type 1 (HIV-1) specific reverse transcriptase, have been synthesized.
inhibit
concentration ; 4-(2,6-dichloro—-3-aminophenyl)-1, 2, 5-thiadiazol-3-yl

of these compounds were found to

was most effective, its ECs being 0.006 ¢ M.
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HIV-1 replication by 50% at nanomolar

N-methyl-N-propylcarbamate
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Table 1 Structure—Activity Relationship for inhibition
of HIV-1 replication in MT-4 cells by TDA
derivatives (1)
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Compound R ECs®, u M CCs, M  SI¢

RD3-2362 H >560 >560 —
RD3-2376 Cl >176 176 —
RD3-2359 CN >92 92 —
RD3-2357 Me >535 >535 —
RD3-2225 MeO >28 28 —
RD5-2035 t-Bu >349 349 -
RD3-2105 Ph 23 183

RD3-2230 PhO 56 169

a) Effective concentration of compound required
to achieve 50% replication of MT-4 cells
against the cytopathic effect of HIV-1 .

b) Cytotoxic concentration of compound required
to reduce the viability of mock-infected MT-4
cells by 50% .

¢ ) Selectivity index : ratio of CCs to ECs.

All data represent mean values of at least three

separate experiments.
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Table 2 Structure—Activity Relationship for inhibition
of HIV-1 replication in MT-4 cells by TDA
derivatives (2)
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Table 3 Structure—Activity Relationship for inhibition
of HIV-1 replication in MT—-4 cells by TDA
derivatives (3)

et °
Compound R ECs®, p M CCgo?, £ M SI° Compound R! RrR? ECs®, M CCs?, M SI°
RD 3-2105 H 23 183 8 RD3-2105 H H 23 183 8
RD 3 -2356 2-Cl 0.32 161 503 RD3-23%6 2-C1 H 0.32 161 503
RD 3-2361 3-Cl 7.5 42 6 RD3-233 2-ClI 3-Ci 0.19 109 574
RD 3-2107 4-Cl >352 352 — RD3-2219 2-ClI 4-Cl >b4 54 —
RD 5-2116 4-F >175 175 — RD3-2233 2-ClI 5-Cl 0.075 32 427
RD 3-2109 4 -Me >139 139 — RD3-2220 2-CI 6-Cl 0.24 145 604
RD 3-2112 4 -MeO >140 140 — RD3-2218 3-CI 4-ClI >215 >215 —

a ) Effective concentration of compound required
to achieve 509% replication of MT-4 cells
against the cytopathic effect of HIV-1 .

b) Cytotoxic concentration of compound required
to reduce the viability of mock—infected MT—4
cells by 50% .

¢ ) Selectivity index : ratio of CCs to ECs.

All data represent mean values of at least three

separate experiments.

a) Effective concentration of compound required
to achieve 50% replication of MT-4 cells
against the cytopathic effect of HIV-1 .

b) Cytotoxic concentration of compound required
to reduce the viability of mock-infected MT-4
cells by 50% .

¢ ) Selectivity index : ratio of CCs to ECso.

All data represent mean values of at least three

separate experiments.
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Table 4 Structure-Activity Relationship for inhibition
of HIV-1 replication in MT—4 cells by TDA
derivatives (4)
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Compound R' R? EGCy*,uM CCs®,uM SI°

RD3-2220 Me Me 0.24 145 604
RD4-2025 Me Et 0.039 136 3487
RD4-2024 Me Pr 0.013 131 10077
RD3-2102 Me Bu 0.039 29 744
RD 4 -2031 Me Hex 0.10 16 160
RD3-2380 H Bu >139 139 -

RD3-2102 Et Et 0.25 314 1256
RD4-2023 Et Bu 0.33 44 133

a) Effective concentration of compound required
to achieve 50% replication of MT-4 cells
against the cytopathic effect of HIV-1 .

b) Cytotoxic concentration of compound required
to reduce the viability of mock-infected MT-4
cells by 50% .

¢ ) Selectivity index : ratio of CCs to ECs.

All data represent mean values of at least three

separate experiments.
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