CHEMISTRY

Premium Edit

Acetamidines are starting materials for ]many heterocycles such as imidazoles, pyrimidines, and
triazinesent—k—iei, which in turn can be used to synthesize biochemically active thatfind-usagefor
compounds-ef-biechemicalactivity-manufacture. However, the free acetamidine base b

hygroscogic,ab%aeis%u;e—ﬁmm—ﬂqe—atme&phe;e[_rdecomposes at elevated temperatures, and is

converted into acetamidinium carbonate even upon short-term exposure when-to stered-incontact
with-air forshert-while-at room temperature. Hence,Se acetamidinium salts are preferred
alternatives to acetamidines.

[Many] synthetic routes #er—tg‘acetamidinium salts \have been reviewed. Among the various

Comment [A1]: | have included
some common heterocycles here so
that readers get a clearer idea of
the variety of compounds that can
be prepared from acetamidines.

Comment [A2]: “Hygroscopic” is a
more appropriate technical term
that refers to the ability of a
substance fo absorb moisture from
the atmosphere.

acetamidinium salts available, acetamidinium chloride is the most commonly used-sat-of
acetamidine.and ||t is usually prepared by mixing acetonitrile with an alcohol in the presence of
hydrogen chloride, followed by the addition of ammonia to obtain the desired saltintermediate

et-aceten eand-alcoholinthe presenceof-hydrogenchloride. The

main disadvantage of acetamidinium chloride is that its+elease-ef-the free base is releasedin

methanolby-the-use-ofa-methoxide, producing sodium chloride, which cannot be completely
removed because of its is-partial solubility parth-setsble-in methanol. This conversion is

unfavourable forin certain syntheses;and-the-completeremovalistedious.

Source: Synthesis and properties of acetamidinium salts by Jalovy Zdenék, Matyas Robert, Ottis Jan,
RGzicka Ales, SimGnek Petr, Pold$ek Miroslav, used under CC-BY 4.0

Comment [A3]: | have started a
new paragraph here to indicate the
change in topic.

Comment [A4]: If you are referring
to chlorides specifically, please
change this term accordingly and
add the necessary citations. If you
make that change, then the
sentence will need fo be moved fo
come affer the next sentence. That
is, the paragraph should first
mention that acetamidinium
chloride is the most commonly used,
before talking about its synthetic
routes. If you require assistance in
making that revision, do let me
know.

Comment [A5]: | have reordered
the sequence of processes used in
the synthesis for better clarity. | hope
this change is correct.

Also, you seem to be referencing
the Pinner reaction. Consider
specifying it here, if so.



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3275501/
http://creativecommons.org/licenses/by/4.0/

