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y safety via stepwise nucleophilic
substitution on tetrazine†

Jatinder Singh, a Richard J. Staples b and Jean'ne M. Shreeve *a

Historically hydrazine (N2H4) has served an essential function as a fuel in liquid rocket propellants; however, its

intrinsic volatility and toxicity pose significant challenges in fulfilling the requirements for environmentally

friendly and high-performance propellants. Introducing hydrazine onto a nitrogen-rich framework offers

the possibility to use it as solid-rocket propellant. Now for the first time both hydrazine and nitroamine

groups, energetic small groups, were introduced onto a tetrazine ring through stepwise functionalization.

N-(6-(3,5-Dimethyl-1H-pyrazol-1-yl)-1,2,4,5-tetrazin-3-yl)nitramide (3) serves as an energetic intermediate,

which upon reaction with hydrazine or ammonia results in the synthesis of unsymmetrically substituted

tetrazine derivatives (4 and 8) via nucleophilic substitution and salt formation (a domino or cascade

reaction). Compounds 5 and 9 (salts of 4 and 8, respectively) exhibit detonation properties on a par with

RDX, providing the added benefits of high nitrogen content and reduced sensitivity, and 7 and 11 (neutral

derivatives of 4 and 8, respectively) show promising propulsive properties, highlighting their potential as

solid rocket propellants. This research will significantly advance the synthesis of unsymmetrically

substituted tetrazines, enabling precise control over their energetic properties.
1. Introduction

The advantage of sequential unsymmetric substitution reac-
tions in organic chemistry lies in the versatility for creating
diverse molecules with specic functionalities.1 This diversity
expands the range of molecules that can be synthesized,
enabling the development of new materials, pharmaceuticals,
agrochemicals, and other useful compounds.2 For energetic
materials, unsymmetric substitution reactions allow for selec-
tive introduction of various functional groups onto a molecule.3

As research in energetic materials advances, nitrogen-rich
compounds offer signicant potential for developing more
powerful, insensitive, and environmentally friendly explosives,
propellants, pyrotechnics, and oxidizers, making them partic-
ularly promising for emerging applications.4–10 Specically,
pyrazole, triazole, and tetrazole rings have garnered consider-
able interest due to their remarkably high nitrogen content.10–20

Notable examples include ANTA (3-amino-5-nitro-1,2,4-
triazole), HDNT (3,5-dinitro-1,2,4-triazole), and TKX-50 (dihy-
droxylammonium 5,50-bistetrazole-1,10-diolate).21–23 Due to the
vastly increasing interest in energetic materials and their
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applicability in defense and civilian industries, the need for
high energy density and environmental compatibility has never
been greater.

Tetrazine, a six-membered heterocyclic ring with four
nitrogen atoms, is highly sought aer as energetic materials not
only because of their nitrogen content but accessibility.24–29 The
most prevalent method for preparing symmetric tetrazines
involves cyclization of two nitrile molecules to form a 1,4-
dihydro-s-tetrazine precursor, which is then typically oxidized
using a nitrous reagent. Similarly, symmetric tetrazines can also
be obtained through the reaction of 1,2-diketones with hydra-
zine. Over the years researchers have demonstrated that 3,6-
bis(3,5-dimethyl-1H-pyrazol-1-yl)-1,2,4,5-tetrazine (1), obtained
from a later method,30 serves as a crucial precursor in the
synthesis of nitrogen-rich energetic compounds. Its C3 and C6
sites are highly reactive, which enables straightforward substi-
tution by nucleophiles to yield diverse derivatives (Fig. 1).

While nucleophilic substitution on 3,6-bis(3,5-dimethyl-1H-
pyrazol-1-yl)-1,2,4,5-tetrazine is well-documented, exploration
of stepwise selective unsymmetric functionalization remains
limited.31–36 Previous methods for obtaining compounds such
as 3-amino-6-nitroaminotetrazine (ANAT) and N,N0-(1,2,4,5-
tetrazine-3,6-diyl)dinitramide involve drawbacks such as
requiring high temperatures (140 °C) and pressures (liquid NH3

in a steel vessel) during the synthesis of 1,2,4,5-tetrazine-3,6-
diamine (Fig. 2).

Recently, the utility of compound (1) has been demonstrated
in the synthesis of fused energetic materials (Fig. 2). A notable
strategy involves cyclization reactions between hydrazine (NH2–
This journal is © The Royal Society of Chemistry 2024
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Fig. 1 Representative examples for symmetrically substituted tetrazine derivatives.
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NH2) and cyanogen bromide to produce triazolo-triazine fused
derivatives.37–39 Given the broad range of energetic materials
that can be obtained through asymmetric substitution and their
potential applications, there is a need for alternate approaches.
In this study, we have synthesized new unsymmetric substituted
tetrazine derivatives through the stepwise functionalization of
3,6-bis(3,5-dimethyl-1H-pyrazol-1-yl)-1,2,4,5-tetrazine using
a straightforward approach. The aim of the method is to iden-
tify more advanced energetic compounds with further opti-
mized properties (Fig. 3).
2. Results and discussion
2.1. Synthesis

3,6-Bis(3,5-dimethyl-1H-pyrazol-1-yl)-1,2,4,5-tetrazine (1), 6-(3,5-
dimethyl-1H-pyrazol-1-yl)-1,2,4,5-tetrazin-3-amine (2), and N-(6-
(3,5-dimethyl-1H-pyrazol-1-yl)-1,2,4,5-tetrazin-3-yl)nitramide (3)
Fig. 2 Representative examples for tetrazine-based asymmetrical and fu

This journal is © The Royal Society of Chemistry 2024
were synthesized following established literature procedures.34

The reaction of 3 with N2H4$H2O (98%, 2 equivalents) in
ethanol at 0 °C resulted in nucleophilic substitution and salt
formation (a cascade reaction) to yield compound 4 as a single
product (Scheme 1). Notably, the reaction of 3 with excess
N2H4$H2O (98%, 4 equivalents) in ethanol at room temperature
resulted only in the formation of 3,6-dihydrazinyl-1,2,4,5-
tetrazine (Scheme 1). The reaction of compound 4 with AgNO3

was unsuccessful, as the resulting red solid decomposed rapidly
aer formation. Compounds 5 and 6 were obtained from
compound 4 owing to their low solubility in water. Compound 4
was neutralized effectively with 10% H2SO4, producing 7 in
quantitative yield (Scheme 1).

Compound 8 was previously obtained by the reaction of 3-
amino-6-nitroaminotetrazine33 (ANAT) with aqueous ammonia
(Fig. 2). Here, it was formed by using not only compound 3 and
aq. ammonia but with N,N0-(1,2,4,5-tetrazine-3,6-diyl)
sed energetic materials.
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Fig. 3 Previous work and present work.

Scheme 1 Synthesis of compounds 4–13.

30550 | J. Mater. Chem. A, 2024, 12, 30548–30557 This journal is © The Royal Society of Chemistry 2024
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dinitramide and aq. ammonia (Scheme 1). Salts 9 and 10 were
obtained directly from 8 in quantitative yields by taking
advantage of their low solubility in water. Compound 8 was
neutralized effectively with 10% H2SO4, producing 11 in quan-
titative yield (Scheme 1). In contrast to compound 4, the reac-
tion of compound 8 with AgNO3 followed by N2H5$Cl results in
hydrazinium salt 12. Compound 7 was reacted with gaseous
NH3 in ethanol to yield 13.
2.2. NMR spectroscopy

All new compounds were characterized by NMR spectroscopy.
In the 13C NMR spectrum of compound 4, two peaks for C1 and
C2 were observed at 163.8 ppm and 162.2 ppm, respectively
(Fig. 4A). Upon neutralization with acid to form 7, these two
carbon peaks were shied upeld to 161.1 ppm and 160.1 ppm,
respectively (Fig. 4B). In compound 8, C1 and C2 were observed
at 163.4 ppm and 161.9 ppm, respectively (Fig. 4C). Aer
neutralization with acid to form 11, the two carbon peaks were
shied upeld to 162.5 ppm and 154.7 ppm, respectively
(Fig. 4D). The chemical environments of different nitro groups
were determined using 14N NMR (Fig. 4E and F). Given the high
Fig. 4 13C NMR of (A) 4. (B) 7. (C) 8. (D) 11. 14N NMR of (E) 4. (F) 7. 15N N

This journal is © The Royal Society of Chemistry 2024
nitrogen content of all the compounds, the 15N NMR spectra of
selected compounds were recorded also (Fig. 4G and H). In case
of 11, the NH2 signal is seen at 269.3 ppm.
2.3. Crystal structure

Single crystals of compound 5 suitable for X-ray analysis were
obtained by slow evaporation from methanol : water (1 : 1)
mixtures. It crystallizes in a triclinic (P�1) space group. The
crystal structure supports the presence of one nitramide anion
and one TATOT cation, resulting in the molecular formula
C5H10N16O2, with a density of 1.798 g cm−3 at 100 K (ESI,
Section S2†). Notably, the nitrogen and oxygen atoms of the
anion form strong hydrogen bonds with the surrounding
TATOT cations, with bond lengths ranging from 1.88 Å to 2.25 Å
(Fig. 5A–C). Compound 5 has planar stacking with layer spacing
of 3.3 Å, lower than that of (3.65–4.00 Å) common aromatic p–p
interactions. The interlayer spacing suggests that there may be
strong p–p interactions between the molecules.

Single crystals of compound 9 suitable for X-ray analysis were
obtained by slow evaporation from methanol : water (1 : 1)
mixtures. It crystallizes in a triclinic (P�1) space group with one
MR of (G) 8. (H) 11.

J. Mater. Chem. A, 2024, 12, 30548–30557 | 30551

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4ta06039c


Fig. 5 (A) Tagging scheme of 5. (B) Packing diagram of 5. (C) Hydrogen bond networks in 5. (D) Tagging scheme of 9$H2O. (E) Packing diagram of
9$H2O. (F) Hydrogen bond networks in 9$H2O. (G) Tagging scheme of 11. (H) Packing diagram of 11. (I) Hydrogen bond networks in 11.
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water molecule in the crystal lattice as 9$H2O. The crystal
structure comprises one nitramide anion and one TATOT
cation, resulting in the molecular formula C5H9N15O2$H2O,
with a density of 1.805 g cm−3 at 100 K (ESI, Section S2†).
Notably, the nitrogen and oxygen atoms of the anion form
strong hydrogen bonds with the surrounding TATOT cations,
forming bonds with lengths ranging from 1.85 Å to 2.47 Å
(Fig. 5D–F). In 9$H2O, planar stacking of tetrazine and TATOT
rings is also seen (Fig. 5E). The interlayer spacing between the
rings is 3.1 Å, indicating strong p–p interactions. The packing
index is calculated to be 77.4%. Despite having one water
molecule in the crystal lattice, it exhibits good density owing to
the planar packing and strong O/H/H/O and N/H/H/N
bond networks.

Single crystals of compound 11 suitable for X-ray analysis
were obtained by slow evaporation from methanol : water (1 : 1)
mixtures. It crystallizes in an orthorhombic (Pbca) space group
and is comprised of a tetrazine ring substituted with one amino
and one nitroamino group, resulting in the molecular formula
C2H3N7O2, with a density of 1.868 g cm−3 at 100 K (ESI, Section
S2†). The intermolecular hydrogen bond lengths between
molecules range from 2.05 Å to 2.12 Å (Fig. 5G–I). The packing
index is calculated to be 76.6%. The packing diagram reveals
planar packing with strong O/H/H/O and N/H/H/N bond
networks, which contribute to high density and good stability.
30552 | J. Mater. Chem. A, 2024, 12, 30548–30557
2.4. Physicochemical properties

High thermal stability is crucial for useful energetic materials.
Thermal characteristics were determined using differential
scanning calorimetry (DSC) analysis at the heating rate of 5 °C
and 10 °C min−1 (Fig. 6). At 5 °C min−1, the decomposition of
energetic salt 5 occurs at 159 °C (onset) (Fig. 6A). For compound
7, the onset decomposition is found at 139 °C (Fig. 6B). For 9
and 10, the decomposition temperatures are at 241 °C (onset)
and 252 °C (onset), respectively (Fig. 6C and D). For compound
11, the onset thermal decomposition occurs at 175 °C (Fig. 6E).
For 13, the decomposition occurs at 123 °C (onset) (Fig. 6F).

To study structure–property relationships, in-depth explora-
tion of weak interactions was conducted via Hirshfeld surface
and 2D ngerprint analyses.40,41 The red regions on the Hirshfeld
surfaces indicate interactions between neighboring molecules.
For compound 5, four tiny spikes were observed in the 2D
ngerprint plot, representing O/H/H/O and N/H/H/N
hydrogen bond interactions (Fig. 7B). The total calculated pop-
ulations of stabilizing O/H/H/O and N/H/H/N interactions
in compound 5 are 21% and 42%, respectively. The p–p inter-
actions resulting from stacking of the anion and cations can be
visualized by displaying non-covalent interaction plots (Fig. 7C).

Similarly for compounds 9$H2O and 11, spikes were
observed in the 2D ngerprint plot, representing O/H/H/O
This journal is © The Royal Society of Chemistry 2024

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4ta06039c


Fig. 6 DSC analysis at the heating rate of 5 °C min−1 and 10 °C min−1 (A) 5. (B) 7. (C) 9. (D) 10. (E) 11. (F) 13.
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and N/H/H/N hydrogen bond interactions (Fig. 7E and H).
The total sum of calculated populations of O/H/H/O and N/
H/H/N interactions in compounds 9$H2O and 11 are 58% and
50%, respectively. The p-stacking between rings is visualized by
plotting non-covalent interactions plots and are shown in
Fig. 7F and I. A large sum of H-bond interactions in combina-
tion with p-stacking interactions enhance the thermal stability
of compounds 5, 9$H2O and 11.

For compounds 5–13, sensitivities to impact and friction
were measured by using BAM standard methods and are given
in Table 1. These compounds show acceptable sensitivity
towards impact and friction. The sensitivities of compounds 5,
9 and 11 are further explained from both crystal structure and at
the molecular level. They have a layer-like packing pattern in the
crystal structure, which when subjected to external stimuli can
transform the mechanical energy into relative motion between
layers. At the molecular level, sensitivities of materials toward
impact are very closely related to their electrostatic potentials
(ESPs). The electrostatic potentials (ESP) of compounds 5, 7 and
11 were calculated based on the B3LYP/6-311G(d, p) method
with optimized structures.42,43 ESP minima and maxima for
compounds 5, 7, and 11 are−82,−26,−27 kcal mol−1 and +107,
+55, +57 kcal mol−1, respectively (Fig. 8).
This journal is © The Royal Society of Chemistry 2024
The densities of 5–13 were measured using a gas pycnometer
at ambient temperature under a helium (He) atmosphere and
range from 1.60 g cm−3 to 1.82 g cm−3 (Table 1). The enthalpies
of formation of the newly synthesized compounds were calcu-
lated using the isodesmic method with the Gaussian 03 suite of
programs45 giving values for compounds 5–13 in the range from
205.5 to 1120.7 kJ mol−1 (Table 1). All compounds have positive
enthalpies of formation owing to the presence of multiple N]N
bonds. With experimental densities and calculated enthalpies
of formation, detonation properties of compounds 5–13 were
calculated using EXPLO5 (v7.01.01). The values of calculated
detonation velocities and detonation pressures are given in
Table 1 and fall between 8046–8917 m s−1 and 22.3–32.0 GPa,
respectively, with 11 showing the highest detonation velocity
and pressure. The detonation properties of compounds 5 and
11 are comparable to benchmark explosive RDX.44

The colors of the unsymmetrically substituted tetrazine
derivatives 3–13 are shown in Fig. 9 and from pink to red to
orange. In contrast with most energetic salts, compounds 7 and
11 exhibit very low solubility in water. For 7 and 11, the explo-
sive behavior was determined through a hot needle test, viz.,
a red-hot (glowing) needle tapped on a 10 mg sample. Both
compounds 7 and 11 show a sharp deagration with a ame
J. Mater. Chem. A, 2024, 12, 30548–30557 | 30553
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Fig. 7 (A) Hirshfeld surface of 5. (B) 2D fingerprint plots of 5. (C) NCI plot of 5. (D) Hirshfeld surface of 9$H2O. (E) 2D fingerprint plots of 9$H2O. (F)
NCI plot of 9$H2O (G) Hirshfeld surface of 11. (H) 2D fingerprint plots of 11. (I) NCI plot of 11.

Table 1 Physicochemical properties of compounds 5–13

Td
a (°C) ISb (J) FSc (N) rd (g cm−3) DHf

e (kJmol−1) Dv
f (m s−1) Pg (GPa) Isp

h

5 159 12 240 1.74 1120.7 8846 29.4 239
6 162 6 360 1.76 671.9 8597 26.9 212
7 139 8 120 1.75 497.6 8873 31.0 253
8 174 10 120 1.63 526.3 8713 28.6 258
9 241 25 240 1.71 1032.5 8541 27.2 236
9$H2O 240 25 360 1.76 791.0 8810 28.9 228
10 252 25 360 1.67 584.0 7934 22.3 207
11 175 7 160 1.82 395.1 8917 32.0 245
12 135 8 240 1.62 397.7 8494 26.2 233
13 123 7 240 1.60 205.5 8046 22.8 208
RDXi 204 7.5 120 1.80 92.6 8795 34.9 287

a Temperature (onset at 5 °C min−1) of decomposition. b Sensitivity to impact (IS). c Sensitivity to friction (FS). d Density at 25 °C using gas pycnometer.
e Molar enthalpy of formation (calculated using isodesmic reactions with the Gaussian 03 suite of programs (revision D.01)). f Velocity. g Pressure
(calculated using EXPLO5 version 7.01.01). h Specic impulse of neat compound calculated with EXPLO5 V 7.01.01 (Isp).

i Ref. 44.

30554 | J. Mater. Chem. A, 2024, 12, 30548–30557 This journal is © The Royal Society of Chemistry 2024
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Fig. 8 ESP surfaces (A) 5. (B) 7. (C) 11.

Fig. 9 (A) Colors of compounds 3–13. (B) Hot needle test for 7. (C) Hot needle test for 11. (D) Composition of detonation products for 7 [wt%]. (E)
Composition of detonation products for 11 [wt%].

This journal is © The Royal Society of Chemistry 2024 J. Mater. Chem. A, 2024, 12, 30548–30557 | 30555
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Table 2 Specific impulse (propulsive properties) for different high
energy composite propellant formulations

Isp
a,f [s] Isp

b,f [s] Isp
c,f [s] Isp

d,f [s] Isp
e,f [s]

7 253 263 244 260 234
11 245 254 238 255 231
RDX 267 278 259 268 242

a Isp = specic impulse of neat compound (monopropellant). b Isp =
specic impulse at 88% compound and 12% Al as fuel additive. c Isp
= specic impulse at 78% compound, 12% Al, and 10% HTPB as
a binder. d Isp = specic impulse at 80% compound, 20% AP. e Isp =
specic impulse at 42% compound, 20% AP, 20% HTPB and 18% Al.
f Specic impulse calculated at an isobaric pressure of 70 bar and
initial temperature of 3300 K using EXPLO5 V 7.01.
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(Fig. 9B and C). For 7 and 11, the amount of N2 gas released in
the detonation products (calculated from the 7.01.01 version of
EXPLO5) is 62% and 61%, respectively, making them environ-
mentally friendly materials (Fig. 9D and E).

Hydrazine has traditionally played a vital role as a fuel in
liquid rocket propellants, but its inherent volatility and toxicity
present major hurdles in developing eco-friendly and high-
performance propellants.46 Consequently, synthesizing tetra-
zine derivatized with hydrazine allows for leveraging the bene-
cial properties of hydrazine while minimizing its toxic and
volatile nature. To evaluate the applicability of 7 and 11 as solid
propellants, their performance was evaluated as mono-
propellants (neat) and composite propellants.

The specic impulse (Isp) values were calculated using
EXPLO5v7.01.01 soware at chamber pressure 7 MPa, expan-
sion pressure ratio (Pc/Pe) of 70, initial T of 3500 K, ambient
pressure of 0.1 MPa at the equilibrium, and expansion through
the nozzle. The Isp values of 7 and 11 as monopropellants (neat)
are 253 s and 245 s, respectively, which is higher than AP (157 s)
and ADN (206 s). Additionally, the Isp values of four composite
propellant formulations using 7, 11 and RDX (i) 88% of
compound and 12% Al, (ii) 78% of compound, 12% Al, and 10%
HTPB. (iii) 80% compound, 20% AP (iv) 42% compound, 20%
AP, 20% HTPB and 18% Al, were calculated and the results are
listed in Table 2. The specic impulse values (Isp) of 7 and 11 are
comparable to the benchmark explosive RDX.47,48
3. Conclusion

In conclusion, a series of unsymmetrically substituted tetrazine
derivatives was synthesized by stepwise functionalization. This
study presents a feasible approach to synthesizing hydrazine/
nitroamine and amino/nitroamine substituted tetrazine deriv-
atives. The nal compounds are fully characterized by 1H/13C
NMR, and IR spectra, elemental analyses and in some cases
with single crystal X-ray diffraction analysis. Energetic salts 5
and 9 exhibit good detonation properties, which are compa-
rable to the benchmark explosive RDX. The propulsive proper-
ties observed for neutral derivatives 7 (hydrazine/nitroamine)
and 11 (amino/nitroamine) highlight their signicant potential
for practical applications in solid propellants. This work not
only advances the eld of energetic materials but also opens
30556 | J. Mater. Chem. A, 2024, 12, 30548–30557
avenues for further research and development of more sophis-
ticated and environmentally friendly energetic compounds.
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