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An exhaustive compilation of biologically active lib-
raries covering the years 1992–1997 was presented in
a previous review [1a]. In that review, libraries were
divided among 4 major categories, including those
active against proteases, non-proteolytic enzymes, G-
protein coupled receptors, and non-G-protein coupled
receptors. A generic structure for each library was
provided as well as the structure of the most active
member. The number of biologically active librar-
ies reported in the literature during this time period
(86 total) represents<25% of the total number of
published library constructs. Disclosure of library syn-
thesis without accompanying screening data is a more
common occurrence. Because these types of libraries
are equally important to the practicing combinatorial
chemist, it was thought that a comprehensive listing of
such libraries spanning the years 1992–1997 would be
a useful supplement to the previous review [1a,b].

Library constructs [2–248] listed herein are releg-
ated to one of five tables. Table 1 is entitled ‘Scaffold
derivatization’ and includes all constructs in which a
multi-functional scaffold is modified in some fashion
to create a library. An example of a construct found
in Table 1 would be the sequential addition of three
nucleophiles to trichloropyrimidine. Table 2, entitled
‘Acyclic synthesis’, lists all linear constructs such as
those derived from multi-component Ugi condensa-
tions. The remaining Tables 3–5, entitled ‘Monocyclic
synthesis’, ‘Bicyclic and spirocyclic synthesis’, and
‘Polycyclic and macrocyclic synthesis’, respectively,
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index library constructs yielding carbocyclic and het-
erocyclic ring systems. Tables 1–4 are further sub-
divided into two parts: (a) solid-phase synthesis and
(b) solution-phase synthesis, indicating the method of
library preparation. Because there were no solution-
based polycyclic or macrocyclic library syntheses re-
ported during 1992–1997, Table 5 is a single table
without the (a)/(b) subdivisions. Accompanying each
generic construct is an affiliation (company name for
libraries prepared in industry, senior author for librar-
ies synthesized in an academic laboratory), the year
of publication, its size (number of examples and yield
range), and a brief note regarding its synthesis.

In total, 281 library constructs are indexed in
Tables 1–5. The percentages of libraries listed in each
of the five categories break down as follows: scaf-
fold derivatization (Table 1), 26%; acyclic synthesis
(Table 2), 22%; monocyclic synthesis (Table 3), 26%;
bicyclic and spirocyclic synthesis (Table 4), 23%; and
polycyclic and macrocyclic synthesis (Table 5), 3%.
Approximately 95% of the libraries were prepared
by solid-phase techniques. The ratio of contributions
from industrial versus academic laboratories was ca.
2:1.

This review completes a full survey of both biolo-
gically active libraries and related library constructs
without disclosed biological activity beginning in
1992, when the first small molecule combinatorial lib-
raries began to appear in the literature, through the end
of 1998 [1a,b].
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Table 1a. Scaffold derivatization: Solid phase.∗ Represents point of attachment to the resin
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Table 1a. (continued)
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Table 1a. (continued)
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Table 1b. Scaffold derivatization: Solution phase
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Table 2a. Acyclic synthesis: Solid phase.∗ Represents point of attachment to the resin
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Table 2a. (continued)



240

Table 2a. (continued)
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Table 2b. Acyclic synthesis: Solution phase
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Table 3a. Monocyclic synthesis: Solid phase.∗ Represents point of attachment to the resin
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Table 3a. (continued)
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Table 3a. (continued)
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Table 3b. Monocyclic synthesis: Solution phase
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Table 4a. Bicyclic and spirocyclic synthesis: Solid phase.∗ Represents point of attachment to the resin
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Table 4a. (continued)
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Table 4a. (continued)
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Table 4b. Bicyclic and spirocyclic synthesis: Solution phase

Table 5. Polycylic and macrocyclic synthesis: Solid phase.∗ Represents point of attachment to the resin
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