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A systematic structural investigation of acetylated 2-aminopyrimidine derivatives was conducted to
understand the balance between hydrogen and halogen bonds in supramolecular assembly. The
2-aminopyrimidine derivatives were grouped into three series to examine the effects of alkyl chain length,
chain nature, and halogen substitution on supramolecular assembly. A total of twenty-one new crystal
structures across these targets indicate that steric effects (alkyl chain length), the nature of the carbon
chain, and halogen-atom substitution did not influence the assembly, with primary bonding motifs
remaining largely consistent within each series. Notably, the study demonstrated that hydrogen bonds
could be replaced by halogen bonds without disrupting overall crystal assembly when the halogen bond
donor was sufficiently strong. Analysis of bond directionality illustrated that halogen bonds are more
directional than hydrogen bonds, with hydrogen bond angles ranging from 126° to 166°, chlorine halogen
bonds from 170° to 175°, and bromine halogen bonds from 168° to 177°. These findings highlight the
potential of halogen bonds as reliable alternatives to hydrogen bonding in crystal engineering and expand
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Introduction

Hydrogen bonding is recognized as a crucial force for
directing molecular organizations and self-assembly,' with
extraordinary impacts on biological systems as well as in
materials  science. More recently, halogen®'® and
chalcogen'®™"® bonds have also gained considerable attention
due to their ability to organize individual molecular building
blocks into supramolecular assemblies with precise metrics
and configurations. Even though these forces are well
understood, it can still be challenging to predict the bulk
structural outcome involving molecules that present multiple
interaction sites within a single framework.'®™® As a result,
even relatively simple and rigid molecules can produce
drastically different assemblies in the solid state, which
creates a considerable hurdle for supramolecular synthesis
and bottom-up design of desirable architectures.'®>*

The way molecules are packed into crystalline lattices
defines many of their bulk physical properties, and the field
of crystal engineering has for many decades sought to gain
more insight into how to navigate from molecules via
intermolecular forces to form and function.>®>° Progress in
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possibilities for designing molecular structures with tailored noncovalent interactions.

this arena can positively impact the pharmaceutical®**~** and

agrochemical®*® industries, explosives,”” ' and other
advanced materials.**** In addition, an improved
understanding  of  interactions  between  individual
components can also help to develop effective synthetic
strategies for co-crystallization.**™° Consequently, there is a
need for systematic structural studies on closely related
compounds in order to elucidate how the balance between
competing intermolecular forces can be harnessed.

It has been shown that calculated molecular electrostatic
potentials (MEP) can provide valuable insights when it comes
to rationalizing preferred binding patterns of functional
groups and small molecules.”>* Often, the stronger acceptor
sites (regions with large negative MEP) interact with the
stronger donor sites (regions with large positive MEP).
However, this is not always the case, as systems with multiple
donor and acceptor sites, sterics, and other environmental
factors can result in alternative supramolecular assemblies.
To learn more about how the structural outcomes of small-
molecule crystallization can be understood and rationalized,
we have carried out a systematic structural investigation of
three distinct series of amide-substituted 2-aminopyrimidine
derivatives that present multiple donor and acceptor sites.

The 2-aminopyrimidine moiety was selected because it is a
significant ~ presence in  numerous  FDA-approved
pharmaceutical drugs,”*®” while the parent pyrimidine
moiety ranks as the 10th most common aromatic moiety,”®

This journal is © The Royal Society of Chemistry 2025
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Fig.1 Some FDA-approved pharmaceutical drugs with 2-aminopyrimidine moieties.

Fig. 1. Furthermore, this 2-aminopyrimidine moiety is
associated with several important biological properties such
as antitumor, antimicrobial, antiviral, antithrombotic,
antiparasitic activity, etc.”*

Although these 2-aminopyrimidine derivatives have a
broad spectrum of therapeutic activities they also face
challenges as a result of sub-optimal properties such as
thermal stability, solubility, bioavailability issues, etc.
Therefore, additional examinations of their structural
landscape are required.

In this study, we have synthesized and structurally
characterized 21 molecules grouped into three series (PM,
Cl-PM, and Br-PM) with different alkyl chain lengths,
Fig. 2. We examined the crystal structures of these
derivatives, addressing several key questions, such as
whether the length of the alkyl chain(-R) affects the
supramolecular self-assembly and whether the chain's
specific nature (having an odd or even number of carbon)
impacts the crystal structures. Additionally, we explore
how these molecules behave in the solid state in the
presence of an unequal number of hydrogen bond donors/
acceptors. We also examine the balance between the
structure-directing effects of hydrogen bonds and halogen
bonds. Finally, we attempt to identify any motif-building
hydrogen-bond preferences among a series of postulated
motifs Fig. 3.
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Fig. 2 Potential hydrogen bond donor-acceptor sites (R = methyl,
ethyl, propyl, butyl, pentyl, hexyl, and heptyl).
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Experimental section

All precursors and solvents were purchased commercially and
used without further purification. "H NMR and “C NMR
spectra were recorded on a Bruker 400 Hz and 600 Hz
spectrometers. Melting points were recorded on a TA
Instruments DSC Q20 differential scanning calorimeter. IR
spectra were recorded with a Nicolet 380 FT-IR spectrometer
using an attenuated total reflection (ATR) technique and
ZnSe as the crystal.

All three series were synthesized according to an available
literature procedure.®

PM series

Synthesis of N-(pyrimidin-2-yl)acetamide (PM-methyl). A
solution of 2-aminopyrimidine (1.00 g, 11.00 mmol) in acetic
anhydride (1.99 mL, 22.00 mmol) was stirred for 1.5 h at
100 °C and then cooled to 0 °C. The precipitate that formed
was filtered off, and the reaction contents were extracted
from ethyl acetate. The organic layer was washed with
saturated sodium bicarbonate solution, brine, and water,
dried with anhydrous magnesium sulfate, filtered, and
concentrated in vacuo to isolate the pure product. Yield:
81.54%, Mp: 145-147 °C. 'H NMR (400 MHz, DMSO-dg): ¢
10.52 (s, 1H), 8.64 (d, 2H), 7.15 (t, 1H), 2.19 (s, 3H). °C NMR
(101 MHz, DMSO-d,): J 169.48, 158.76, 158.17, 116.97, 25.08.

Synthesis of N-(pyrimidin-2-yl)propionamide (PM-ethyl). A
solution of 2-aminopyrimidine (1.00 g, 11.00 mmol) in
propionic anhydride (2.68 mL, 22.00 mmol) was stirred for
1.5 h at 100 °C and then cooled to 0 °C. The precipitate that
formed was filtered off, and the reaction contents were
extracted using ethyl acetate. The organic layer was washed
with saturated sodium bicarbonate solution, brine, and
water, dried with anhydrous magnesium sulfate, filtered, and
concentrated in vacuo to isolate the pure product. Yield:
82.39%, Mp: 126-128 °C. 'H NMR (400 MHz, DMSO-dq):
10.47 (s, 1H), 8.64 (d, 2H), 7.15 (t, 1H), 2.50 (q, 2H), 1.05 (t,
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Fig. 3 Postulated primary hydrogen bond motifs.

3H). *C NMR (101 MHz, DMSO-dg): J 172.83, 158.75, 158.21,
116.93, 30.14, 9.65.

Synthesis of N-(pyrimidin-2-yl)butyramide (PM-propyl). A
solution of 2-aminopyrimidine (0.50 g, 5.26 mmol) in
butyric anhydride (1.66 mL, 10.52 mmol) was stirred for 1.5 h
at 100 °C and then cooled to 0 °C. The precipitate that formed
was filtered off, and the reaction contents were extracted from
ethyl acetate. The organic layer was washed with saturated
sodium bicarbonate solution, brine, and water, dried with
anhydrous magnesium sulfate, filtered, and concentrated in
vacuo to isolate the pure product. Yield: 81.84%, Mp: 102-
104 °C. 'H NMR (400 MHz, DMSO-dg): ¢ 10.48 (s, 1H), 8.64
(d, 2H), 7.16 (t, 1H), 2.46 (t, 2H), 1.59 (h, 2H), 0.91 (t, 3H).
C NMR (101 MHz, DMSO-de): § 171.88, 158.74, 158.17,
116.98, 38.73, 18.57, 14.07.

Synthesis of N-(pyrimidin-2-yl)pentanamide (PM-butyl). A
solution of 2-aminopyrimidine (0.50 g, 5.26 mmol) in
pentanoic anhydride (2.11 mL, 10.52 mmol) was stirred
for 1.5 h at 100 °C and then cooled to 0 °C. The
precipitate that formed was filtered off, and the reaction
contents were extracted from ethyl acetate. The organic
layer was washed with saturated sodium bicarbonate
solution, brine, and water, dried with anhydrous
magnesium sulfate, filtered, and concentrated in vacuo to
isolate the pure product. Yield: 76.37%, Mp: 106-108 °C.
'H NMR (400 MHz, DMSO-d¢): 6 10.48 (s, 1H), 8.64 (d,
2H), 7.15 (t, 1H), 2.48 (t, 2H), 1.53 (m, 2H), 1.31 (m, 2H),
0.89 (t, 3H). *C NMR (101 MHz, DMSO-dg): § 172.02,
158.74, 158.17, 116.99, 36.53, 27.31, 22.23, 14.23.

Synthesis of N-(pyrimidin-2-yl)hexanamide (PM-pentyl). A
solution of 2-aminopyrimidine (0.50 g, 5.26 mmol) in
hexanoic anhydride (2.43 mL, 10.52 mmol) was stirred for 1.5
h at 100 °C and then cooled to 0 °C. The precipitate that
formed was filtered off, and the reaction contents were
extracted from ethyl acetate. The organic layer was washed
with saturated sodium bicarbonate solution, brine, and
water, dried with anhydrous magnesium sulfate, filtered, and
concentrated in vacuo to isolate the pure product. Yield:
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86.53%, Mp: 110-112 °C. '"H NMR (400 MHz, DMSO-d): &
10.48 (s, 1H), 8.64 (d, 2H), 7.15 (t, 1H), 2.47 (t, 2H), 1.57
(p, 2H), 1.29 (m, 2H), 0.86 (t, 3H). *C NMR (101 MHz,
DMSO-dg): 6 172.02, 158.74, 158.18, 116.99, 36.78, 31.32,
24.85, 22.38, 14.33.

Synthesis of N-(pyrimidin-2-yl)heptanamide (PM-hexyl). A
solution of 2-aminopyrimidine (0.50 g, 5.26 mmol) in
heptanoic anhydride (2.77 mL, 10.52 mmol) was stirred for
1.5 h at 100 °C and then cooled to 0 °C. The precipitate that
formed was filtered off, and the reaction contents were
extracted from ethyl acetate. The organic layer was washed
with saturated sodium bicarbonate solution, brine, and
water, dried with anhydrous magnesium sulfate, filtered, and
concentrated in vacuo to isolate the pure product. Yield:
78.26%, Mp: 88-90 °C. "H NMR (400 MHz, DMSO-dg): 6 10.47
(s, 1H), 8.64 (d, 2H), 7.15 (t, 1H), 2.47 (t, 2H), 1.56 (p, 2H),
1.27 (m, 2H), 0.86 (t, 3H). "*C NMR (101 MHz, DMSO-d,): ¢
172.00, 158.74, 158.17, 116.99, 36.81, 31.51, 28.75, 25.12,
22.46, 14.39.

Synthesis of N-(pyrimidin-2-yl)octanamide (PM-heptyl). A
solution of 2-aminopyrimidine (0.50 g, 5.26 mmol) in
octanoic anhydride (3.13 mL, 10.52 mmol) was stirred for 1.5 h
at 100 °C and then cooled to 0 °C. The precipitate that formed
was filtered off, and the reaction contents were extracted from
ethyl acetate. The organic layer was washed with saturated
sodium bicarbonate solution, brine, and water, dried with
anhydrous magnesium sulfate, filtered, and concentrated in
vacuo to isolate the pure product. Yield: 88.79%, Mp: 95-97 °C.
'H NMR (400 MHz, DMSO-de): 6 10.47 (s, 1H), 8.64 (d, 2H),
7.15 (t, 1H), 2.46 (t, 2H), 1.56 (p, 2H), 1.26 (m, 2H), 0.85 (t, 3H).
BC NMR (101 MHz, DMSO-dg): § 172.02, 158.74, 158.18,
116.99, 36.81, 31.64, 29.05, 28.95, 25.17, 22.53, 14.41.

CI-PM series

Synthesis of N-(5-chloropyrimidin-2-yl)acetamide (CI-PM-
methyl). A solution of 2-amino-5-chloropyrimidine (0.50 g,
3.86 mmol) in acetic anhydride (0.73 mL, 7.72 mmol) was

This journal is © The Royal Society of Chemistry 2025
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stirred for 1.5 h at 160 °C and then cooled to 0 °C. The
precipitate that formed was washed off with hexane to get
the pure product. Yield: 97.12%, Mp: 206-208 °C. '"H NMR
(600 MHz, DMSO-d¢): 6 10.76 (s, 1H), 8.74 (s, 2H), 2.16 (s,
3H). *C NMR (101 MHz, DMSO-dy): § 169.22, 156.99, 156.44,
124.70, 25.02.

Synthesis of N-(5-chloropyrimidin-2-yl)propionamide (Cl-
PM-ethyl). A solution of 2-amino-5-chloropyrimidine (0.50 g,
3.86 mmol) in propionic anhydride (0.99 mL, 7.72 mmol) was
stirred for 1.5 h at 160 °C and then cooled to 0 °C. The
precipitate that formed was washed off with hexane to get
the pure product. Yield: 69.13%, Mp: 152-154 °C. '"H NMR
(600 MHz, DMSO-de): 6 10.72 (s, 1H), 8.74 (s, 2H), 2.48 (q,
2H), 1.04 (t, 3H). **C NMR (101 MHz, DMSO-d): 6 172.63,
156.96, 156.47, 124.59, 30.13, 9.55.

Synthesis of N-(5-chloropyrimidin-2-yl)butyramide (Cl-PM-
propyl). A solution of 2-amino-5-chloropyrimidine (0.50 g,
3.86 mmol) in butyric anhydride (1.26 mL, 7.72 mmol) was
stirred for 1.5 h at 160 °C and then cooled to 0 °C. The
precipitate that formed was washed off with hexane to get
the pure product. Yield: 46.49%, Mp: 104-106 °C. '"H NMR
(600 MHz, DMSO-d¢): ¢ 10.72 (s, 1H), 8.74 (s, 2H), 2.44 (t,
2H), 1.58 (p, 2H), 0.90 (t, 3H). *C NMR (101 MHz, DMSO-d,):
0171.71, 156.97, 156.42, 124.67, 38.70, 18.52, 14.03.

Synthesis of N-(5-chloropyrimidin-2-yl)pentanamide (Cl-
PM-butyl). A solution of 2-amino-5-chloropyrimidine (0.50 g,
3.86 mmol) in pentanoic anhydride (1.55 mL, 7.72 mmol)
was stirred for 1.5 h at 160 °C and then cooled to 0 °C. The
precipitate that formed was washed off with hexane to get
the pure product. Yield: 34.15%, Mp: 101-103 °C. '"H NMR
(600 MHz, DMSO-dg): d 10.71 (s, 1H), 8.74 (s, 2H), 2.45 (t,
2H), 1.54 (p, 2H), 1.31 (h, 2H), 0.89 (t, 3H). "*C NMR (101
MHz, DMSO-d¢): § 171.85, 156.97, 156.42, 124.68, 36.52,
27.23, 22.19, 14.21.

Synthesis of N-(5-chloropyrimidin-2-yl)hexanamide (CI-PM-
pentyl). A solution of 2-amino-5-chloropyrimidine (0.50 g,
3.86 mmol) in hexanoic anhydride (1.79 mL, 7.72 mmol) was
stirred for 1.5 h at 160 °C and then cooled to 0 °C. The
precipitate that formed was washed off with hexane to get
the pure product. Yield: 47.05%, Mp: 93-98 °C. "H NMR (600
MHz, DMSO-d¢): 6 10.70 (s, 1H), 8.74 (s, 2H), 2.44 (t, 2H),
1.54 (p, 2H), 1.27 (m, 4H), 0.86 (t, 3H). "*C NMR (101 MHz,
DMSO-dg): § 171.85, 156.97, 156.43, 124.67, 36.77, 31.27,
24.78, 22.36, 14.32.

Synthesis of N-(5-chloropyrimidin-2-yl)heptanamide (Cl-
PM-hexyl). A solution of 2-amino-5-chloropyrimidine (0.50 g,
3.86 mmol) in heptanoic anhydride (2.03 mL, 7.72 mmol)
was stirred for 1.5 h at 160 °C and then cooled to 0 °C. The
precipitate that formed was washed off with hexane to get
the pure product. Yield: 30.11%, Mp: 82-85 °C. "H NMR (600
MHz, DMSO-dg): 6 10.70 (s, 1H), 8.74 (s, 2H), 2.44 (t, 2H),
1.54 (p, 2H), 1.27 (m, 6H), 0.85 (t, 3H). ’C NMR (101 MHz,
DMSO-dg): § 171.83, 156.97, 156.43, 124.67, 36.80, 31.50,
28.72, 25.06, 22.45, 14.39.

Synthesis of N-(5-chloropyrimidin-2-yl)octanamide (CI-PM-
heptyl). A solution of 2-amino-5-chloropyrimidine (0.50 g,

This journal is © The Royal Society of Chemistry 2025
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3.86 mmol) in octanoic anhydride (3.86 mL, 7.72 mmol) was
stirred for 1.5 h at 160 °C and then cooled to 0 °C. The
precipitate that formed was filtered off, and the reaction
contents were extracted using chloroform. The organic layer
was washed with saturated sodium bicarbonate solution,
brine, and water, dried with anhydrous magnesium sulfate,
filtered, and concentrated in vacuo to isolate the pure
product. Yield: 28.28%, Mp: 87-89 °C. 'H NMR (600 MHz,
DMSO-dg): 6 10.71 (s, 1H), 8.74 (s, 2H), 2.44 (t, 2H), 1.56 (p,
2H), 1.27 (m, 8H), 0.87 (t, 3H). "*C NMR (101 MHz, DMSO-
de): & 171.85, 156.97, 156.44, 124.67, 36.80, 31.62, 29.01,
28.93, 25.10, 22.52, 14.41.

Br-PM series

Synthesis of N-(5-bromopyrimidin-2-yl)acetamide (Br-PM-
methyl). A solution of 2-amino-5-bromopyrimidine (1.00 g,
6.00 mmol) in acetic anhydride (1.13 mL, 12.00 mmol) was
stirred for 1.5 h at 150 °C and then cooled to 0 °C. The
precipitate that formed was washed off with hexane to get
the pure product. Yield: 89.89%, Mp: 232-234 °C. '"H NMR
(600 MHz, DMSO-de): d 10.73 (s, 1H), 8.80 (s, 2H), 2.17 (s,
3H). **C NMR (151 MHz, DMSO-d,): § 169.26, 159.07, 156.65,
113.31, 25.05.

Synthesis of N-(5-bromopyrimidin-2-yl)propionamide (Br-
PM-ethyl). A solution of 2-amino-5-bromopyrimidine (1.00 g,
6.00 mmol) in propionic anhydride (1.53 mL, 12.00 mmol)
was stirred for 1.5 h at 150 °C and then cooled to 0 °C. The
precipitate that formed was washed off with hexane to get
the pure product. Yield: 76.38%, Mp: 162-164 °C. "H NMR
(400 MHz, DMSO-de): 6 10.68 (s, 1H), 8.79 (s, 2H), 2.47 (q,
2H), 1.05 (t, 3H). >C NMR (151 MHz, DMSO-d¢): § 172.66,
159.05, 156.68, 113.20, 30.16, 9.56.

Synthesis of N-(5-bromopyrimidin-2-yl)butyramide (Br-PM-
propyl). A solution of 2-amino-5-bromopyrimidine (1.00 g,
6.00 mmol) in butyric anhydride (1.96 mL, 12.00 mmol) was
stirred for 1.5 h at 150 °C and then cooled to 0 °C. The
precipitate that formed was washed off with hexane to get
the pure product. Yield: 79.45%, Mp: 136-138 °C. "H NMR
(400 MHz, DMSO-d¢): ¢ 10.69 (s, 1H), 8.79 (s, 2H), 2.43 (t,
2H), 1.57 (p, 2H), 0.90 (t, 3H). *C NMR (151 MHz, DMSO-d):
6 173.54, 160.86, 158.45, 115.08, 40.53, 20.32, 15.85.

Synthesis of N-(5-bromopyrimidin-2-yl)pentanamide (Br-
PM-butyl). A solution of 2-amino-5-bromopyrimidine (1.00 g,
6.00 mmol) in pentanoic anhydride (2.40 mL, 12.00 mmol)
was stirred for 1.5 h at 150 °C and then cooled to 0 °C. The
precipitate that formed was washed off with hexane to get
the pure product. Yield: 66.52%, Mp: 116-118 °C. "H NMR
(400 MHz, DMSO-d¢): ¢ 10.69 (s, 1H), 8.79 (s, 2H), 2.45 (t,
2H), 1.54 (p, 2H), 1.31 (h, 2H), 0.89 (t, 3H). "*C NMR (151
MHz, DMSO-dg): 6 173.69, 160.83, 158.41, 115.07, 38.33,
29.01, 13.98, 16.00.

Synthesis of N-(5-bromopyrimidin-2-yl)hexanamide (Br-
PM-pentyl). A solution of 2-amino-5-bromopyrimidine (1.00 g,
6.00 mmol) in hexanoic anhydride (2.77 mL, 12.00 mmol)
was stirred for 1.5 h at 150 °C and then cooled to 0 °C. The

CrystEngComm, 2025, 27, 7000-7011 | 7003
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precipitate that formed was washed off with hexane to get
the pure product. Yield: 76.67%, Mp: 105-107 °C. '"H NMR
(400 MHz, DMSO-de): d 10.69 (s, 1H), 8.79 (s, 2H), 2.44 (t,
2H), 1.55 (p, 2H), 1.28 (m, 4H), 0.85 (t, 3H). *C NMR (151
MHz, DMSO-d¢): § 173.70, 160.81, 158.40, 115.05, 38.57,
35.87, 33.04, 26.56, 24.15, 16.08.

Synthesis of N-(5-bromopyrimidin-2-yl)heptanamide (Br-
PM-hexyl). A solution of 2-amino-5-bromopyrimidine (1.00 g,
6.00 mmol) in heptanoic anhydride (3.16 mL, 12.00 mmol)
was stirred for 1.5 h at 150 °C and then cooled to 0 °C. The
precipitate that formed was washed off with hexane to get
the pure product. Yield: 65.12%, Mp: 109-111 °C. '"H NMR
(400 MHz, DMSO-d¢): § 10.69 (s, 1H), 8.79 (s, 2H), 2.44 (t,
2H), 1.55 (p, 2H), 1.28 (m, 6H), 0.86 (t, 3H). °C NMR (101
MHz, DMSO-d¢): § 171.84, 159.05, 156.67, 113.27, 36.84,
31.51, 28.72, 25.06, 22.46, 14.40.

Synthesis of N-(5-bromopyrimidin-2-yl)octanamide (Br-PM-
heptyl). A solution of 2-amino-5-bromopyrimidine (1.00 g,
6.00 mmol) in octanoic anhydride (3.57 mL, 12.00 mmol) was
stirred for 1.5 h at 150 °C and then cooled to 0 °C. The
precipitate that formed was washed off with hexane to get
the pure product. Yield: 87.94%, Mp: 98-100 °C. '"H NMR
(400 MHz, DMSO-de):  10.68 (s, 1H), 8.79 (s, 2H), 2.44 (t,
2H), 1.55 (p, 2H), 1.26 (m, 8H), 0.85 (t, 3H). *C NMR (101
MHz, DMSO-d¢): § 171.83, 159.04, 156.67, 113.26, 36.83,
31.63, 29.02, 28.93, 25.10, 22.53, 14.41.

Crystals suitable for single-crystal X-ray diffraction, were
obtained for all 21 compounds through slow evaporation,
Table 1. The PM-methyl crystal structure has been previously
reported.'®

Electrostatic potentials were calculated using density
functional theory at the B3LYP level using the 6-311++G**
basis set under vacuum, using Spartan 08' software.

Table 1 Solvents used for crystal growth and crystal descriptions
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The calculated MEP values are shown in Fig. 4.

In each of the seven crystal structures from the PM series,
the primary intermolecular interactions observed are a set of
four hydrogen bonds, C-H(py):--O=C/N(py)---H-N/N-
H--*N(py)/C=0---H-C(py), which produce tightly interlocked
dimers, Fig. 5.

In six out of seven structures, there is an additional
C-H(py):-*O=C hydrogen bond, which serves to connect
adjacent dimers (it is not present in the structure of
PM-propyl). The only other noteworthy hydrogen bonds
(N(py):--H-C/C-H--'N(py)) appeared in the crystal structure
of PM-methyl, which, interestingly, is the least sterically
hindered molecule in this series.

The primary noncovalent interactions in the seven crystal
structures of the CI-PM series are shown in Fig. 6. The addition
of a halogen atom to the five-position has affected the
supramolecular assembly compared to what was found in the
PM-series. Five of the seven structures did display the dimeric
features created by four complementary hydrogen bonds, C-
H(py)---O=C/N(py)---H-N/N-H---N(py)/C=0---H-C(py) similar
to what was found in the corresponding members of the PM
series. However, CI-PM-butyl and CIl-PM-heptyl were completely
different and instead presented (N(py):--H-C/N-H:--N(py)/
C=O0---H-N) and C=0---H-N interactions, respectively. Two of
the seven members in this series, Cl-PM-methyl and CI-PM-
propyl, also contained halogen bonds. All but one structure, Cl-
PM-ethyl, also displayed a secondary C-H(py)--*O=C hydrogen
bond. Finally, similar to what was noted in the PM-methyl
structure, (N(py)---H-C/C-H--N(py)) were present in the CI-PM-
methyl structure which has the least steric hindrance in this
series.

Solvent Color, morphology

Ethyl acetate
Ethyl acetate
Ethyl acetate
Ethyl acetate
Ethyl acetate
Ethyl acetate
Ethyl acetate
Acetone + methanol

Colorless, plate
Colorless, irregular
White, needle
Colorless, irregular
Colorless, irregular
Colorless, needle
Colorless, needle

Compound Code
N-(Pyrimidin-2-yl)acetamide PM-methyl
N-(Pyrimidin-2-yl)propionamide PM-ethyl
N-(Pyrimidin-2-yl)butyramide PM-propyl
N-(Pyrimidin-2-yl)pentanamide PM-butyl
N-(Pyrimidin-2-yl)hexanamide PM-pentyl
N-(Pyrimidin-2-yl)heptanamide PM-hexyl
N-(Pyrimidin-2-yl)octanamide PM-heptyl
N-(5-Bromopyrimidin-2-yl)acetamide Br-PM-methyl
N-(5-Bromopyrimidin-2-yl)propionamide Br-PM-ethyl
N-(5-Bromopyrimidin-2-yl)butyramide Br-PM-propyl
N-(5-Bromopyrimidin-2-yl)pentanamide Br-PM-butyl
N-(5-Bromopyrimidin-2-yl)hexanamide - form 1 Br-PM-pentyl-form 1
N-(5-Bromopyrimidin-2-yl)hexanamide - form 2 Br-PM-pentyl-form 2
N-(5-Bromopyrimidin-2-yl)heptanamide Br-PM-hexyl
N-(5-Bromopyrimidin-2-yl)octanamide Br-PM-heptyl
N-(5-Chloropyrimidin-2-yl)acetamide Br-PM-methyl
N-(5-Chloropyrimidin-2-yl)propionamide Br-PM-ethyl
N-(5-Chloropyrimidin-2-yl)butyramide Br-PM-propyl
N-(5-Chloropyrimidin-2-yl)pentanamide Br-PM-butyl
N-(5-Chloropyrimidin-2-yl)hexanamide Br-PM-pentyl
N-(5-Chloropyrimidin-2-yl)heptanamide Br-PM-hexyl
N-(5-Chloropyrimidin-2-yl)octanamide Br-PM-heptyl

7004 | CrystEngComm, 2025, 27, 7000-7011

Acetone + methanol
Acetone
Acetonitrile
Acetonitrile
Acetonitrile

Ethyl acetate

Ethyl acetate

Ethyl acetate + acetonitrile + methanol

Methanol
Chloroform
Ethyl acetate
Acetonitrile
Ethyl acetate
Ethyl acetate

Orange, plate
Orange, prism
Colorless, needle
Colorless, block
Colorless, plate
Colorless, plate
Colorless, needle
Colorless, needle
Colorless, irregular
Colorless, irregular
Colorless, plate
Colorless, block
Colorless, needle
Colorless, plate
Colorless, needle

This journal is © The Royal Society of Chemistry 2025


http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d5ce00839e

Thisarticleislicensed under a Creative Commons Attribution-NonCommercial 3.0 Unported Licence.

Open Access Article. Published on 10 2025. Downloaded on 2/14/2026 4:47:12 PM.

(cc)

CrystEngComm

(a) PM Series

View Article Online

Paper

H2T g +125 +124
- -78 -84 +124
+138 N +135 N +135 NGY 88
I I +136 NN
N C z I
+122 N N +121 N H +120 N H +120 N/ "
H -126 0] (@)
124 b +165 -127 H
+166 o, 193 63 19p 126 1464 7192
+123
_82 +124 81 +124
+136 NN -82
NN
| +135 NN
= | +135
+120 N N - I /)\
+120 N H +119 N N
-127 -127 o H
+
164 o, +164 o) 126 g o)
192
(b) CI-PM series
+81 +139 +80
cl -66 Cla e by +80 +134
| NN \EkN . N T3 cl Ny
PN PN L '
135
+ N N«< 32N ki ETR N 1328 2
104 : o Uy ° N © " H o)
-104 5 . 107
85 o 07 83 w80 o 06 s O
+79 5
o TS 4, 50, +135 o +72:| 4135
NN - 74
LK \E% 1]
- /)\
+130 N N +131 N N +130 N/)\N
H
107 o H
s W7 g 107 4181 712“
(c) Br-PM series
+115
+136 BT TR HIS g3 +114
Br \N62 Br N Br. 65 Bre 132 g
N i
\E:)\ \E:)\ \E\:/Nk \E§N
+132 +
N N o1 N N 30Ny N +130 /)\
H %o H Yo H M NT N
-104 4185 : -107 ¢}
85 184 07 s, L 8 107 4180
+114
e 1132 6 14 433 !
c

I NN
+129 /*

108 4180

B

N N *
H %o
182

-107

2N

+182

-183

+114
) 65 +132 ¢,
Br.
\E§N \E§N
7,
130 N N +129 /*
0 %g NN
(e}

-108 +182

-182

Fig. 4 MEP values (kJ mol™) at the likely donor-acceptor sites in the 21 target compounds.
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Fig. 5 The intermolecular interactions in three different types of single crystal structures appeared in the PM series.

The Br-PM series was largely similar to the PM
series, as all crystal structures showed the same
dimers connected by four intermolecular hydrogen

bonds (C-H(py)---O=C/N(py)---H-N/N-H---N(py)/C=0---H-
C(py)), Fig. 7, similarly to what was found in the PM
series. All but one structure, Br-PM-ethyl, also comprised a
C-H(py):-*O=C hydrogen bond as similar to CI-PM-ethyl.
Furthermore, two polymorphs of Br-PM-pentyl were obtained
(SI). Both were crystallized from acetonitrile and appeared as
colorless plates in P1 and P2,/c space groups, respectively.
Similar to the PM-methyl and the CI-PM-methyl structures,
an additional hydrogen bond, (N(py)---H-C/C-H---N(py)), was
present in Br-PM-methyl, again, the least sterically hindered
member in the series.

The hydrogen and halogen bond angles and distances in
the 22 crystal structures are given in Table 2.

In the crystal structures, hydrogen bond angles among the
inter-dimers ranged from 126° to 166°, Table 2. In the chloro
series, the halogen bond angles among inter-dimers ranged
from 170° to 175°, and in the bromo series, from 168°

7006 | CrystEngComm, 2025, 27, 7000-7011

to177°, indicating that when halogen bonds are present, they
tend to be more linear than hydrogen bonds.

Discussion

We initially hypothesized that these pyrimidine derivatives
would engage in four different types of synthons through
N-H--*O=C or N-H-N(py) hydrogen bonds, resulting in
N-H-*N/N-*N-H, N-H--:O—C/C=0-:H-N homo synthons,
or N-N-H/N-H:--O=—C, N-H:--O=C hetero synthons.
However, in fact only the N-H---N/N---N-H homo synthon
was observed. In the final crystal structures, none of the
compounds showed evidence of Ci(4) chain formation. In
contrast, additional hydrogen bonds involving aromatic
protons were present in solid-state structures, resulting in
self-complementary dimers assembled via four hydrogen
bonds, Fig. 8. The aromatic protons of these molecules do
carry a relatively large positive charge due to the two
nitrogen atoms in the ring, allowing them to act as
reasonable hydrogen-bond donors. This could also explain

This journal is © The Royal Society of Chemistry 2025
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Fig. 6 The intermolecular interactions in five different types of single crystal structures appeared in the Cl-PM series.

how the system arranges itself in the presence of an
unequal number of acceptors and donor sites. In these
molecules, which contain one conventional donor and

This journal is © The Royal Society of Chemistry 2025

three acceptors, the aromatic protons can level that
imbalance by providing effective hydrogen-bond donor
sites.
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Table 2 Inter-dimer hydrogen or halogen bond angles and distances

Alkyl PM series (hydrogen bond) CI-PM series (halogen bond) Br-PM series (halogen bond)

chain C-X---0/° X---O/A C-X---0/° X---O/A C-X-+-0/° X---O/A

Methyl 126.02 3.348(2) 170.51 3.14998(4) 175.44 3.034(2)

Ethyl 165.91 3.226(4) N/A N/A N/A N/A

Propyl 140.26 3.184(16) 175.09 2.9322(9) 176.23 2.9105(13)

Butyl 155.68 3.4148(18) N/A N/A 172.06 2.8900(13)

Pentyl 156.77 3.2740(17) N/A N/A 176.32/172.11 2.9356(15)/2.9080(16)
Hexyl 154.71 3.294(2) N/A N/A 170.25 3.0090(14)

Heptyl 164.73 3.2784(17) N/A N/A 168.71 2.919(2)

In none of the three series did we observe any notable
structural influences as a result of variations in alkyl
chain lengths. The increased steric bulk and molecular
‘greasiness” did not alter the primary molecular
recognition events that brought adjacent molecules
together into tightly bound dimeric units. Furthermore,
the specific nature of the alkyl chain (odd or even number
of carbon) does not produce any notable changes to the
crystal structures in this series.

7008 | CrystEngComm, 2025, 27, 7000-7011

Generally, an increase in molecular weight tends to enhance
thermal stability due to increased van der Waals forces.
However, as the alkyl chain length increases, the polarity of the
molecule also decreases, making the material more
hydrophobic (greasy), which can also reduce thermal stability.
In our case, although the molecular weight increases with the
alkyl chain length, the reduction in polarity seems to be the
dominant factor, leading to a decrease in thermal stability
(Fig. 9). However, while chain length clearly affects thermal

This journal is © The Royal Society of Chemistry 2025
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behavior, the odd or even nature of the alkyl chain shows no
noticeable impact on thermal stability.

Compared to the PM series, the introduction of halogen
atoms altered the MEP of the donor and the acceptor sites in
the CI-PM series and Br-PM series. The influence of halogen
atoms decreased the acceptor potential (less negative) and
increased the donor potential (more positive). The presence
of electron-withdrawing groups decreases the electron density
from donor sites, making them stronger donors. In contrast,
the electron withdrawal from acceptor sites leads to
decreased electron density, making them weaker acceptors.
However, these changes in MEP did not significantly impact
the supramolecular assembly, as the same primary
interactions were retained in 20 out of 22 crystal structures.
However, our final observations suggest that hydrogen bonds
can be replaced by halogen bonds without disrupting the
overall self-assembly as long as the halogen bond donor is
sufficiently strong.

In this study, we synthesized three series of
2-aminopyrimidine derivates: PM, CI-PM, and Br-PM. Crystal

This journal is © The Royal Society of Chemistry 2025

View Article Online

Paper

structure determinations showed that in the PM series
adjacent dimers were connected through C-H---O hydrogen-
bond, and the other two series any inter-dimer link was
provided by a near-linear halogen bond. In the PM series, all
seven structures exhibited hydrogen bonding. In contrast, the
chlorine series displayed only two halogen bonds, while in
Br-PM a Br---O halogen bond was present in seven of eight
structures (including the polymorphs). This reflects the
greater polarizability of the bromine atom, which enhances
its ability to participate in structure-directing halogen bonds.

In crystal structures, among the inter-dimers, hydrogen
bond angles ranged from 126° to 166°, while halogen bond
angles varied from 170° to 175° in the chlorine series and
168° to 177° in the bromine series. These findings highlight
that halogen bonds are more directional than hydrogen
bonds. In hydrogen bonds, the charge is distributed across
the entire hydrogen atom on the donor site. In contrast,
halogen bonds exhibit more directionality due to the specific
alignment of the sigma hole along the p-orbital colinear with
the covalent Cl/Br-C bond.

Conclusions

This study was motivated by an ongoing need for systematic
structural investigations of amide-substituted
2-aminopyrimidine to explore the influence of, and balance
between, hydrogen and halogen bonds in these crystal
structures to develop a reproducible method for
supramolecular reactions. We investigated 21 amide
derivatives of 2-aminopyrimidine, categorized into three
different series (PM, CI-PM, and Br-PM series) to explore the
effect of alkyl chain length, nature, and halogen substitution
on supramolecular assembly. Our findings revealed that
steric effects, including the alkyl chain length and whether
the chain contained an odd or even number of carbons, did
not influence the final crystal structures.

We observed that the same primary bonding motifs mostly
remain consistent across each series. Additionally, aromatic
protons were found to act as hydrogen bond donors, helping
to balance systems with an unequal number of acceptors and
donor sites. Moreover, we discovered that hydrogen bonds
can be replaced by halogen bonds without disrupting the
overall crystal assembly if the halogen bond donor is
sufficiently strong enough. This was mainly observed in the
bromine series, where seven out of eight structures formed
halogen bonds, compared to only two out of seven in the
chlorine series.

Furthermore, it was noted that halogen bonds are more
directional than hydrogen bonds. This was reflected in the
crystal structures, with hydrogen bond angles ranging from
126° to 166° in the PM series, chlorine halogen bonds varied
from 170° to 175°, and bromine halogen bonds varied from
168° to 177°. Overall, these findings provide valuable insights
into the role of halogen bonds in supramolecular assembly,
demonstrating their potential as reliable alternatives to
hydrogen bonding in crystal engineering. Understanding the

CrystEngComm, 2025, 27, 7000-7011 | 7009
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interplay between hydrogen and halogen bonds expands the
possibilities of designing new molecular structures with
tailored noncovalent interactions.
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