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AR DOBEEE (F£30) : Two analogues of eudistomin D, a B-carboline alkaloid from a marine tunicate
Eudistoma olivaceum, were synthesized, and their affinity and selectivity for adenosine receptor
subtypes A;, A,,, and A; were examined. Both compounds exhibited the moderate affinity to the
receptor A;. On the other hand, four bis-N-n-propyl analogues in the uracil ring of two hybrid
molecules of caffeine and eudistomin D were synthesized, and their affinity and selectivity for adenosine
receptors A, A,,, and A; were examined. One of the compounds showed the most potent affinity for
adenosine receptor A; subtype.
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Scheme 1. Synthesis of compounds 9 and 10.
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Scheme 2. Synthesis of compounds 11 and 12.

Table 1. Affinities of caffeine and eudistomin D hybrid analogues (4-12) and its related compounds at

human adenosine A, A,,, and ,; receptors.

Ki2 (uM) or % inhibition®

Compound

A Aop As
4 1.17+£6.2 10.1 £0.01 0.526 +0.156
5 0.379 +0.043 0.893 + 0.086 0.0139 + 0.0032
7 1.42+0.14 0.214 £ 0.005 0.185+0.048
8 3.91+0.43 3.10 +1.82 0.298 = 0.046
9 1.41 £0.07 3.63+0.18 0.290 = 0.040
10 0.132 £ 0.011 0.570 = 0.041 0.0168 + 0.0021
11 0.346 + 0.025 0.164 = 0.023 0.00382 + 0.00064
12 0.921 £ 0.125 1.47 £0.16 0.209 + 0.048
Caffeine 49.0+19.6 18.1£59 9%
XAC 0.009 = 0.001 nd nd
CGS21680 nd 0.0462 + 0.0084 nd
NECA nd nd 0.020 = 0.009

8The Ki values are means+SEM of two or three separate assays, each performed in duplicate.

bPercentage of inhibition (%) of specific [BHIDPCPX (for A;), [PHICGS21680 (for Aya) or [PHINECA (for Ag)
binding by test compounds at 100 uM concentration. The binding of each radioactive ligand to membranes
prepared from HEK293T cells expressing human adenosine Ay, A2,, or A3 receptors was best-fitted to a one-
site model of binding with estimated K (dissociation constant) values of 5, 52, and 6.5 nM, respectively, and

Bihax Values of 8600, 7000, and 310 fmol/mg protein, respectively. nd; not determined.
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