CHAPTER 1V

CONCLUSION

The reductive alkylation of proline derivatives, modified by nucleobases

(adenine, thymine, cytosine and guan t, C-4 position in a cis- and trans-
relatlonshlp to the carboxyl group czs-L” or (25,4S), “trans-D” or
(2R, 4S) and “trans-L” or (28, 4%1110{5 te for synthesis of aepPNA
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activation with prOTfa/DIEA ga:vé'thcﬁaes’ri{ 1'¢is-D aepPNA monomers containing

stereochemistry (cis-D, ci g fizations were carried out

employing Fmoc SPPS ¢ uplmg strategy Six aepPNA decamers (44-49) were
successfully synthesized. e lfw hase HPLC and
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hybrids w1th poly(rA) (T, 42 and 43 °C) but they could not form hybrids with
poly(dA). On the other hand, trans-D homothymine aepPNA decamer (46) failed to
form stable hybrid with poly(rA) but it formed a rather unstable hybrid with poly(dA)
(T of 24 °C). Trans-L homothymine aepPNA decamer (47) neither bound to DNA
nor RNA, whereas cis-D homoadenine aepPNA decamer (48) bound to both poly(dT)

and poly(rU) with T, 21 and 23 °C, respectively. Therefore, the difference of
stereochemistries on the pyrolidine ring and nucleobase sequence can have a dramatic

effect on the binding characteristics of the aepPNA. In case of UV titration between
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cis-D homothymine aepPNA decamers (44) and poly(rA) shown a 2:1 stoichiometry
-of T:A, indicating the formation of a triple helical complex, probably via Watson-

Crick and Hoogsteen-type T-A-T pairing similar to that accordihg to the results of
Vilaivan et al. [47].
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