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Abstract: The necessity to synthesize biologically relevant compounds has recently fueled the de-
velopment of new condensation agents, although the search for new reagents has yielded a number
of coupling and dehydrating agents. One such reagent that has demonstrated promise as a condens-
ing and coupling reagent in organic synthesis is n-propylphosphonic acid anhydride (T3P®). T3P®
is already considered a "greener" alternative to traditional coupling agents (such as DCC, EDC, or
CDI) because it creates mild conditions and water-soluble byproducts. T3P® is used to form amide
bonds, which are necessary for drug development and the synthesis of Active Pharmaceutical In-
gredients (APIs). T3P® avoids common issues like racemization in peptide synthesis. This reagent
is preferred for both solid-phase and solution-phase peptide coupling because of its high yields,
low epimerization, and ease of purification. T3P effectively creates amide/ester linkages to facili-
tate the production of insecticides, herbicides, and fungicides. It is widely employed in the full syn-
thesis of complex compounds, especially when mild, selective conditions are required. For inter-
mediates and specialty chemicals, the reagent is useful for esterification, amidation, and cyclization
procedures. It supports high-throughput library development by enabling clean coupling reactions
with few byproducts. The current developments in T3P®-mediated heterocyclic ring-formation
processes are the main topic of this review study. As part of a decennial update, we have briefly
reviewed T3P's participation in the synthesis of numerous heterocycles from 2015 to the present, in
addition to its activity as a coupling agent in organic synthesis and in a number of functional group
transformations. If T3P is studied as a promoter in novel catalytic transformations (cyclizations,
rearrangements, esterifications, amidations), it might become a greater asset in organic synthesis.
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1. INTRODUCTION

The choice of reagents and reaction conditions plays a
critical role in the efficiency and success of organic synthe-
sis. Over the years, numerous coupling and dehydrating
agents have been developed, driven largely by the increasing
demand for biologically significant compounds. Each cou-
pling reagent possesses distinct chemical and physical prop-
erties, tunable structures, and unique reactivity profiles. Con-
sequently, their applications have expanded well beyond
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simple coupling reactions to include the synthesis of alde-
hydes, alcohols, acetylenes, heterocycles, and a variety of
other valuable intermediates.

Among these reagents, the trimeric anhydride of n-
propylphosphonic acid or propylphosphonic acid or pro-
pan%ohosphonic acid anhydride (PPAA; PPACA; T3P;
T3P®; MF: CoH, O¢Ps; MW: 318.182 g'mol™'; CAS #
68957-94-8) (Fig. 1) has emerged as a versatile and widely
used coupling and dehydrating agent in organic chemistry.
T3P® is particularly effective in peptide and amide bond
formation and in the synthesis of heterocycles, including
benzimidazoles and benzothiazoles [1]. Its notable ad-
vantages over traditional reagents include low toxicity, ac-
commodates a wide range of functional groups, minimizes
epimerization even in the absence of additives, and allows an

© XXXX Bentham Science Publishers



