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Figure 2. Structure-activity relationships of Deoxypodophyllotoxin aza-analogues.
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Figure 3. Design of nucleoside-based inhibitors targeting DNA topoisomerase |I.
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Scheme 1. Synthetic route to nucleoside 4 and §.
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Figure 4. DNA topoisomerase Il inhibitory activity.
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Figure 5. Structure-activity relationships.
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Figure 6. Hybrid of DNA topoisomrase |l inhibitor 17

with histone deacetylase inhibitor trichostatin A.
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Scheme 2. Synthetic scheme to the target hybrid 18.

NA T v F18iE, DNA FHEA VA5 —F¥ 1 & HDAC D FRFNIZx L THEFE2RT I L 2bd o7 (Table 1),
¥ 72, 1813 Raji M8, NCI-H552, DMS114 124 L CHIfEEM L R L7,

Table 1. Cytotoxic activity and enzyme inhibitory activityof hybrid 18.

cell lines LDso ICso
Raiji cell 2.7 uM DNA topoisomerase Il 3.0 yM
NCI-H552 8.6 uM hyistone deacetylase 1.2 uM
DMS114 7.7 uM
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