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Abstract. The condensation reaction between carbohydrazide and salicylaldehyde in different solvents
gave mono(salicylidene)carbohydrazide (1). The structure of 1 in solution has been determined by using
experimental (NMR and UV spectroscopies and Mass spectrometry) and quantum chemical (DFT) meth-
ods. It has been demonstrated that 1 adopts the hydroxy-one tautomeric form which is in accordance with
previously published results for the related systems. Changes in NMR chemical shifts and calculations
have pointed towards a formation of intra- and intermolecular hydrogen bonds, the later being weaker and
easily broken at higher temperatures. These results can further be exploited for better understanding of the
role hydrogen bonds can play in bioactivity of related derivatives. (doi: 10.5562/cca2123)
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INTRODUCTION

Schiff bases constitute a privileged class of organic
compounds, since they can easily be prepared by a con-
densation of appropriate primary amine and carbonyl
compounds.' Although they have been extensively in-
vestigated for over a century, they still attract a consid-
erable attention.”® Schiff bases posses a number of
interesting biological properties,” as well as a wide
range of analytical and industrial applications.” On the
other hand, their ability to bind and stabilize different
metal ions in various oxidation states, not only enable
their use as reagents in analytical chemistry, but also
makes them exquisite compounds for the design of
coordination systems with biological activity.®

Among a variety of Schiff bases especially inter-
esting are those derived from di- or tri-amines. These
can be, by proper choice of carbonyl compounds, easily
tailored for construction of multinuclear coordination
systems.” The parent amine largely dictates the nature of
the final imino product, usually giving equivalently
substituted bis- or tris- compounds of the same amino
group environment.® However, in rare cases asymmetric-
ally substituted products can be synthesized by a proper

synthetic approach. One of the procedures relies on the
gradual reaction of the amino and carbonyl groups pro-
ducing first monosubstituted derivatives, and then grad-
ually higher substituted products.” "'

Mono(salicylidene)carbohydrazide (1), i.e. mono-
substituted derivative of carbohydrazide is closely related
to urea. Several examples of carbohydrazide mono-
substituted derivatives have been already described in the
literature, but all these reports lack detailed structural char-
acterization.'? Since such system offers wide possibilities
for the synthesis of asymmetric Schiff bases, we conducted
a detailed structural characterization in solution.

Hydrogen bonding is a crucial factor that affects
the overall structure and functionality of biologically
important molecules. It is also known that hydrogen
bonds are key interactions in molecular recognition
process and in binding of ligands to receptor. Many of
bioactive molecules and drugs exert their biological
activity via hydrophobic and/or hydrogen bonding inter-
actions with their biological targets.'>'* Hence, it is
important to get a closer insight into these interactions
in order to design molecules with improved biological
profile. Hydrogen bonds in solution are usually studied
by the use of various spectroscopic and theoretical

T This article belongs to the Special Issue devoted to the 85™ anniversary of Croatica Chemica Acta.
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Scheme 1. The structure of 1 and the atom numbering.

methods. Here, we employed one- and two-dimensional
NMR techniques, UV spectroscopy, MS spectrometry
and quantum chemical calculations to study structure
and hydrogen bonding in solution of 1. This compound
has several reactive groups which can participate in both
intra- and intermolecular hydrogen bonding (Scheme 1).
It can exist in several tautomeric forms as depicted in
Figure 1. Our previous studies on the related systems
revealed that different media (solvents) and temperature
may influence the nature and structure of hydrogen
bonds."” ™ Hence, these experiments were aimed to
explore the influence of solvents of different polarities
and temperature on the strength and structure of hydro-
gen bonding and tautomeric equilibria in 1.

EXPERIMENTAL

Materials

Carbohydrazide, salicylaldehyde, methanol, DMSO-d,
and DMF-d; were purchased from commercial sources
and used without further purification.

Synthesis of mono(salicylidene)carbohydrazide
Carbohydrazide (0.20 g; 2.22 mmol) was stirred and
heated in 15 cm® of methanol until complete dissolution.
Afterwards, salicylaldehyde (0.27 g; 2.22 mmol) was
added to a carbohydrazide solution and the reaction mix-
ture was stirred and heated for additional 2 hours. During
heating, white needle-like product started to deposit. The
product was filtered, washed with cold methanol (5 cm®)
and dried under vacuo. Yield: 0.32 g (74 %).

NMR Spectroscopy

NMR spectra were recorded on Bruker Avance 300 and
500 spectrometers from samples in 5 mm NMR tubes at
298 K. DMSO-d¢ and DMF-d; were used as solvents
and TMS as internal standard. Sample concentration
was 1.2x1072 mol dm*. Concentration dependent meas-
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Figure 1. Tautomeric forms of 1.
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urements were performed in the range 2x10™" to 6x10°°
mol dm™. Temperature dependent experiments were
conducted in the range 30 to 90 °C in DMSO-ds.

Proton spectra with spectral width of 6200 Hz and
a digital resolution of 0.09 Hz per point were measured
with 16 scans.

B¢ proton decoupled, DEPT 90 and DEPT 135
spectra with spectral widths of 18030 Hz were collected
with 256 to 1024 scans. Digital resolution was 0.11 Hz
per point for *C proton decoupled experiment and 0.55
Hz per point for DEPT experiments.

In the gCOSY experiment 2046 points in the f2
dimension and 256 increments in the f1 dimension were
used. For each increment 4 scans and the spectral width
of 3086 Hz were applied. Digital resolution was 3.03
and 24.39 Hz per point in f2 and f1 dimensions, respec-
tively. Typical spectral conditions for gHSQC and
gHMBC spectra were as follows. Spectral width was
2994 Hz in f2 and 16605 Hz in f1 dimension for both
experiments. 2K data points were applied in the time do-
mains and for each data set 256 and 128 increments were
collected for gHSQC and gHMBC spectra, respectively.
The resulting digital resolution was 2.94 Hz per point in /2
dimension and 125.1 and 250.0 Hz per point in f1 dimen-
sion in gHSQC and gHMBC spectra, respectively.

Phase-sensitive TPPI NOESY spectra were record-
ed under the following conditions: spectral width was
7003 Hz in both dimensions, 4K data points were applied
in time domain and 256 increments were collected for
each data set with linear prediction to 2K and zero filling
to 4K. 32 scans were applied for each increment. A relax-
ation delay was 1.5 s. The spectra were obtained with the
mixing time of 500 ms and processed with sine squared
function shifted by 7/2 in both domains.

MS Spectrometry

The ESI mass spectrum was obtained on Agilent 6420
Triple Quadrupole Mass Spectrometer (Agilent Tech-
nologies, Palo Alto, CA, USA). Mass spectrum was
recorded in the range of m/z = 100 to m/z = 1500 in
positive ion mode. The sample was introduced in mass
spectrometer directly via Agilent 1200 HPLC system.
Capillary potential was 4 kV, and fragmentor voltage
135 V. Gas temperature was 350 °C, and gas flow rate
12 dm*/min. Tandem mass spectrometry was performed
with collision energy of 10 eV.

OH
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o N /l\ NHo
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H
H
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Solution of 1 for acquiring MS spectra was pre-
pared by dissolving 1 mg of solid in 0.1 ¢cm® of DMSO,
and adding 0.9 cm® of methanol.

UV Spectroscopy

UV-Vis spectra in the spectral range from 250 to 500
nm were acquired by means of a Varian Cary 3 spec-
trometer using conventional quartz cells (10x10 mm).

Stock solution of 1 was prepared by dissolving
weighted solid in DMSO. The working solutions were
prepared in 10.0 cm® flask by adding stock solution,
appropriate amount of water and DMSO, resulting in
the mixed solvents of the volume ratios V(DMSO)/
V(H,0) =9/1 to 1/9.

Quantum Chemical Calculations

All quantum chemical calculations were performed using
the Gaussian 09 program package.'” Geometry optimiza-
tion for ground and transition states were
performed at the B3LYP/6 311++G(d,p) level of the theo-
ry.2%?" In order to increase numerical accuracy, verytight
optimization convergence criteria was used while two-
electron integrals and their derivatives were calculated by
using the pruned integration grid having 99590 points. For
all optimized structures harmonic frequencies were calcu-
lated to insure that obtained geometries correspond to the
local minimum (or maximum) on the potential energy
surface. Solvation effects were incorporated in the calcula-
tions using the reformulation of polarizable continuum
model (PCM)*# known as integral equation formalism
(IEFPCM) of Tomasi and coworkers.>**" The standard
Gibbs energies of binding was calculated at 7= 298.15 K
and p = 101325 Pa by subtraction of Gibbs energies for
separate molecules from the Gibbs energy of complex.
Isotropic shieldings in vacuo and in solvent were calculat-
ed by applying the gauge-independent atomic orbital
(GIAO) and PCM GIAO®™?% methods on the previously
optimized geometries using the same basis set as that
above. Chemical shifts were calculated with respect to
tetramethylsilane (TMS).

RESULTS AND DISCUSSION

Synthesis

The condensation reaction in methanol between carbo-
hydrazide and salicylaldehyde in 1:1 molar ratio afford-
ed mono(salicylidene)carbohydrazide.

NMR Assignments and Structure Elucidation

Proton and carbon chemical shifts were assigned by a
combined use of one- ("H, APT or "*C proton decou-
pled) and two-dimensional NMR experiments (COSY,
HSQC and HMBC). In order to assess conformation of

Table 1. 'H and C NMR chemical shifts for 1 in DMSO-dq
and DMF-d; at ambient temperature

Atom : o/ ppm (113)MSO) _ o / ppm (DMF)
H C c® 'H e

o 8.20 140.05 151.37 8.46 -

I 10.40 10.99

2' 157.30 162.55 157.24

3 7.90 8.05

4' 4.12 4.32

1 12049 125.70 120.01

2 156.60 168.14 157.00

3 6.84 116.46 122.97 6.95 116.25

4 7.18 130.61 138.54 7.25 130.27

5 6.81 119.62  125.73 6.90 119.22

6 7.66 128.12  138.25 7.61 128.68

OH 10.40 10.53

@ Calculated GIAO "*C chemical shifts (with respect to TMS)
at the B3LYP/6-311++G(d,p) level of theory.

1 in solution two-dimensional NOESY sequence was
applied. Owing to a very low solubility of 1 in most of
NMR solvents, the spectra were recorded only in
DMSO-dg and DMF-d; solutions. The chemical shifts in
two solvents are very similar and are given in Table 1.
Calculated GIAO "“C chemical shift shows a good
agreement with the experimental values confirming our
initial assignments. Systematic differences in calculated
shifts emerge due to a balance between the accuracy
determined by the method used and computational costs.

As already mentioned, 1 might exist in several
tautomeric forms shown in Figure 1. Additionally, the
keto-tautomer in the benzene ring is also possible but it
was excluded on the basis of proton and carbon chemi-
cal shift values. The molecule can also adopt cis- or
trans-configuration around the C=N double bond. The
trans-isomer is stabilized by an intramolecular OH---N
hydrogen bond. On the basis of NMR spectral analysis
no trace of cis-isomer was found.

The presence of COSY correlation peak between
NH2 protons and neighboring NH3' proton and NOESY
cross peak between CHa and NH1' indicate that the
dominant form in both solvents is tautomeric form 1a.

Signals of all OH and NH protons are significantly
broadened indicating the presence of hydrogen bonding
and chemical exchange. The large up-field shift of OH
over 10 ppm reflects strong OH:--N intramolecular hydro-
gen bond (Figure 1).

NMR chemical shifts of OH and NHI' protons
show only very small changes with different solution
concentrations, as previously reported for related sys-
tems,'>'* corroborating that intramolecular hydrogen
bonds dominate here.

Croat. Chem. Acta 85 (2012) 451.
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Figure 2. 'H NMR spectra of 1 in DMSO-dg at (a) 30 °C, (b)
50 °C, (c) 70 °C and (d) 90 °C.

On the other hand, raising the temperature up to
90 °C in DMSO had the largest effect on NH3' protons
(0.336 ppm) and smaller effect on OH and NH1' (0.123
ppm). Both effects are shielding e.g. shifts to lower ppm
values were observed at higher temperatures (Figure 2).
The larger shift of NH3' proton is in accordance with the
fact that this group form weaker intermolecular hydro-
gen bonds with solvent molecules which are more easily
broken at higher temperatures.

Hence NMR data showed that 1 primarily exists as
hydroxy-one tautomeric form 1a in solution which is
stabilized by a strong intramolecular OH---N hydrogen
bond. Intermolecular interactions with solvent are also
present being in accordance with previously published
results."> "’

MS and UV Analysis

In MS spectrum of 1 (CgH;oN4O,, exact mass is 194.08)
the base signal at m/z = 195.1 was assigned to protonat-
ed molecular ion, [M + H]". The signal of sodium ad-
duct, [M + Na]" appeared at m/z = 217.1, while signals
of fragment ions were at lower m/z values (120.1; 122.2;
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Figure 3. MS/MS spectrum of 1 (m/z = 195.1) at 10 eV.
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Scheme 2. Proposed fragmentation pathway of protonated
molecular ion [1+H]" (m/z = 195.1) at 10 V.

137.2 and 163.1). The MS/MS spectrum of 1 is shown in
Figure 3, and the proposed fragmentation in Scheme 2.

The UV-Vis spectra of 1 in DMSO and DMF are
shown in Table 2. The band at = 323 nm, which was
also observed in the UV spectra of salicylaldehyde,
corresponds to the aldehide part of hydrazone. The band
at 290 nm (288 nm in DMF) can be assigned to
azomethine C=N bond,***' while the band in the spec-
tral region 281-283 nm can be attributed to the
hydrazide part of molecule since the broad band with
maximum at 277 nm (¢ = 216.5 dm® mol™ cm™) was
observed in DMSO solution of carbohydrazide.

The absorption electronic spectra of 1 were also
acquired in the mixtures of DMSO and water. The addi-
tion of water into the system caused a decrease in ab-
sorbance at higher, and increase in absorbance at lower
wavelengths (Figure 4). At the same time, a
hypsochromic shift from 323 nm to 314 nm and from
283 nm to 278 nm occur, indicating a possible E/Z
isomerisation of monosubstituted hydrazone.”** The
appearance of a new band in the spectral region around
400 nm, characteristic for ketoamine-enolimine
tautomeric interconversion,”***> was not observed. This
is in accordance with NMR data.

Quantum Chemical Calculations

Optimized structures la—lc are presented in Figure 5
and relative standard Gibbs energies are given in Table 3.

As already indicated by NMR, the most stable
form of 1 in vacuo and in solution is hydroxy-one

Table 2. UV-Vis absorption spectra of 1.

Solvent A/nm (10 &/ dm® mol™ em™)
323 (1.2996)
DMSO 290 (1.3389)
283 (1.3682)
320 (1.2553)
DMF 288 (1.5565)

281 (1.5986)




P. Novak et al., Synthesis, Structural Characterization and Hydrogen Bonding of Mono(salicylidene)carbohydrazide 455

A ] V(DMSO)/V(H,0) = 1/9
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Figure 4. UV-Vis spectra of 1 in DMSO and DMSO/H,0
mixtures: V(DMSO)/V(H,0),= 9/1, 8/2, 7/3, 6/4, 5/5, 4/6, 3/7,
2/8, and 1/9. ¢(1) = 1x10~* mol dm>. Arrows show the change

in absorbance with the
DMSO/H,0 mixtures.

increase in water content in

form."® Relative differences in Gibbs energy for 1b and
1c forms in vacuo are 36.45 and 62.25 kJ mol ™ respec-
tively, while calculations incorporating the solvent ef-
fects of DMSO within the IEFPCM model gave the
differences of 56.56 and 76.31 kJ mol™', respectively.
These values confirmed that the most dominant form in
solution is 1a.

N*G® = 45.96 kJ mol”'

Figure structures

5. Optimized
311++g(d,p) level of the theory, solvent effects of DMSO
were incorporated using the IEFPCM method, barrier for
rotation of hydroxyl group in 1a is given).

of 1la-1c¢ (B3LYP/6

Table 3. Calculated standard Gibbs energies at 298.15 K and
101325 Pa for la—1lc (relative to la, B3LYP/6 311++g(d,p)
level of the theory, solvent effects were incorporated using the
IEFPCM method)

AG® / kJ mol™
Molecule
in vacuo DMSO (&, = 46.826)
la 0.00 0.00
1b 36.45 56.56
1c 62.25 76.31

Figure 6. Optimized structures of complex between la with
one molecule of DMSO (B3LYP/6 311++g(d,p) level of the
theory, solvent effects of DMSO were incorporated using the
IEFPCM method).

Strength of the intramolecular hydrogen bond in
1a is 42.62 kJ mol ' calculated in vacuo and 28.99 kJ
mol™ in DMSO and can be categorized as moderate.*
Standard Gibbs energy of activation for the rotation of
hydroxyl group is almost twice as much as this value
(Figure 5). On the other hand, the strength of the three-
center hydrogen bond formed between NH groups and a
DMSO molecule (Figure 6) is calculated to be 11.21 kJ
mol ™" in vacuo. This supports our experimental findings
based on NMR measurements that the intermolecular
hydrogen bonds with solvent molecules are much weak-
er than the intramolecular one and are easier to break at
higher temperature.

CONCLUSION

It has been demonstrated that the mono(salicylidene)-
carbohydrazide (1) can be prepared in various solvents
by the condensation of carbohydrazide and
salicylaldehyde in different yields. The structure of 1 in
solution has been characterized by both intra- and in-
termolecular hydrogen bonding and the molecule has
been found to exist in the localized hydroxy-one
tautomeric form. Apart form intramolecular hydrogen
bonds experimental evidence and DFT calculations have
pointed towards the formation of three-center hydrogen
bonds with solvent molecules. Quantum chemical calcu-

Croat. Chem. Acta 85 (2012) 451.
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lations supported experimental findings based on NMR
measurements that the intermolecular hydrogen bonds
with solvent molecules are much weaker than the
intramolecular ones and hence easier to break at higher
temperature.

Acknowledgements. We thank the Ministry of Science, Educa-
tion and Sports of the Republic of Croatia (Project No. 119-
1191342-1083 and 119-1191342-1082) for the financial sup-

port.

REFERENCES

1.

S. Patai, Carbon-nitrogen double bonds, Interscience Publishers,
John Wiley and Sons, London, 1970.

T. T. Tidwell, Angew. Chem. Int. Ed. 47 (2008) 1016-1020.

A. Blagus, D. Cinci¢, T. Fris¢i¢, B. Kaitner, and V. Stilinovié,
Maced. J. Chem. Chem. Eng. 29 (2) (2010) 117-138.

C. M. da Silva, D. L. da Silva, L. V. Modolo, R. B. Alves, M. A.
de Resende, C. V.B. Martins, and A. De Fatima, J. Adv. Res. 2
(2011) 1-8.

D. N. Dhar and C. L. Taploo, J. Sci. Ind. Res. 41 (1982) (8):501-506.

R. N. Patel, Inorg. Chim. Acta 363 (2010) 3838-3846.

W. X. Feng, Y. N. Hui, G. X. Shi, D. Zhou, X. Q. Li, J. R. Song,
D. D. Fan, W. K. Wong, and R. A. Jones, /norg. Chem.
Commun. 20 (2012) 33-36.

M. Cindri¢, T. Kajfez Novak, and K. Uzarevi¢, J. Mol. Struct.
750 (2005) 135-141.

S. F. Tan and K. P. Ang, Trans. Met. Chem. 13 (1988), 64—68.
A. S. Munde, V. A. Shelke, S. M. Jadhav, A. S. Kirdant, S. R.
Vaidya, S. G. Shankarwar, and T. K. Chondhekar, Adv. Appl.
Sci. Res. 3 (2012) 175-182.

K. Uzarevi¢, M. Rubé¢i¢, V. Stilinovi¢, B. Kaitner, and M.
Cindri¢, J. Mol. Struct. 984 (2010) 232-239.

S. Chandra and A.K. Sharma, Spectrochim. Acta Part A 72
(2009) 851-857.

P. Novak and T. Jednacak, NMR spectroscopy for studying In-
teractions of bioactive molecules, in: Z Mandi¢ (Ed.), Physico
Chemical Methods in Drug Discovery and Development, IAPC
Publishing, Zagreb, 2012. pp. 189-231.

P. Novak, J. Barber, A. Cikos, B. Arsié, J. Plavec, G. Lazarevski,
P. Tepes, and N. Kosuti¢c-Hulita, Bioorg. Med. Chem. 17 (2009)
5857-5867.

P. Novak, K. Pi¢uljan, T. Hrenar, T. Biljan, and Z. Mei¢, J. Mol.
Struct. 919 (2009) 66-71.

P. Novak, K. Pi¢uljan, T. Hrenar, and V. Smrecki, Croat. Chem.
Acta 82 (2) (2009) 477-483.

Croat. Chem. Acta 85 (2012) 451.

17.

18.

19.

20.
21.
22.
23.
24.
25.
26.
27.
28.

29.
30.

32.

33.

34.

35.

36.

P. Novak, K. PiCuljan, T. Biljan, T. Hrenar, M. Cindri¢, M.
Rubci¢, and Z. Meié, Croat. Chem. Acta 80 (3—4) (2007) 575-581.
T. Jednacak, P. Novak, K. Uzarevi¢, 1. Brato$, J. Markovi¢, and
M. Cindri¢, Croat. Chem. Acta 84 (2011) 203-209.

M. J. Frisch, G. W. Trucks, H. B. Schlegel, G. E. Scuseria, M. A.
Robb, J. R. Cheeseman, G. Scalmani, V. Barone, B. Mennucci,
G. A. Petersson, H. Nakatsuji, M. Caricato, X. Li, H. P.
Hratchian, A. F. Izmaylov, J. Bloino, G. Zheng, J. L.
Sonnenberg, M. Hada, M. Ehara, K. Toyota, R. Fukuda, J. Ha-
segawa, M. Ishida, T. Nakajima, Y. Honda, O. Kitao, H. Nakai,
T. Vreven, J. A. Montgomery, Jr., J. E. Peralta, F. Ogliaro, M.
Bearpark, J. J. Heyd, E. Brothers, K. N. Kudin, V. N. Staroverov,
R. Kobayashi, J. Normand, K. Raghavachari, A. Rendell, J. C.
Burant, S. S. Iyengar, J. Tomasi, M. Cossi, N. Rega, J. M.
Millam, M. Klene, J. E. Knox, J. B. Cross, V. Bakken, C.
Adamo, J. Jaramillo, R. Gomperts, R. E. Stratmann, O. Yazyev,
A.J. Austin, R. Cammi, C. Pomelli, J. W. Ochterski, R. L. Mar-
tin, K. Morokuma, V. G. Zakrzewski, G. A. Voth, P. Salvador, J.
J. Dannenberg, S. Dapprich, A. D. Daniels, O. Farkas, J. B.
Foresman, J. V. Ortiz, J. Cioslowski, and D. J. Fox, Gaussian 09,
Revision A.02, Gaussian, Inc., Wallingford CT, 2009.

A.D. Becke, J. Chem. Phys. 98 (1993) 5648-5652.

C. Lee, W. Yang, and R. G. Parr, Phys. Rev. B 37 (1988) 785-789.
S. Miertus, E. Scrocco, and J. Tomasi, Chem. Phys. 55 (1981)
117-129.

J. Tomasi and M. Persico, Chem. Rev. 94 (1994) 2027-2094.

E. Cancés and B. Mennucci, J. Math. Chem. 23 (1998) 309-326.
E. Cances, B. Mennucci, and J. Tomasi, J. Chem. Phys. 107
(1997) 3032-3041.

B. Mennucci, E. Cances, and J. Tomasi, J. Phys. Chem. B 101
(1997) 10506-10517.

B. Mennucci, R. Cammi, and J. Tomasi, J. Chem. Phys. 109
(1998) 2798-2807.

R. Cammi, B. Mennucci, and J. Tomasi, J. Chem. Phys. 110
(1999) 7627-7638.

R. Cammi, J. Chem. Phys. 109 (1998) 3185-3196.

Y. H. Lu, Y. W. Lu, C. L. Wu, Q. Shao, X. L. Chen, and R.
Bimbong, Spectrochim. Acta Part A 65 (2006) 695-701.

N. Gali¢, M. Rub¢i¢, K. Magdi¢, M. Cindri¢, and V. Tomisi¢,
Inorg. Chim. Acta 366 (2011) 98-104.

S. Uchiyama, M. Ando, and S. Aoyagi, J. Chromatogr. A 996
(2003) 95-102.

N. Gali¢, A. Dijanosi¢, D. Kontrec,
Spectrochim. Acta Part A 95 (2012) 347-353.
N. Gali¢, Z. Cimerman, and V. Tomisi¢, Spectrochim. Acta Part
A 71 (2008) 1274-1280.

G. A. Ibafiez, A. C. Olivieri, and G. M. Escandar, .J. Chem. Soc.
Farady Trans. 93 (1997) 545-551.

G. A. Jeffrey and W. Saenger, Hydrogen Bonding in Biological
Structures, Springer-Verlag, Berlin, 1991.

and S. Miljani¢,


http://dx.doi.org/10.1002%2F9780470771204�
http://dx.doi.org/10.1002%2Fanie.200702965�
http://dx.doi.org/10.1107%2FS1600536810018428�
http://dx.doi.org/10.1016%2Fj.jare.2010.05.004�
http://dx.doi.org/10.1016%2Fj.ica.2010.07.026�
http://dx.doi.org/10.1016%2Fj.inoche.2012.02.008�
http://dx.doi.org/10.1016%2Fj.inoche.2012.02.008�
http://dx.doi.org/10.1016%2Fj.molstruc.2005.04.024�
http://dx.doi.org/10.1007%2FBF01041502�
http://dx.doi.org/10.1016%2Fj.molstruc.2010.09.034�
http://dx.doi.org/10.1016%2Fj.saa.2008.12.022�
http://dx.doi.org/10.1016%2Fj.bmc.2009.07.013�
http://dx.doi.org/10.1016%2Fj.molstruc.2008.08.020�
http://dx.doi.org/10.1016%2Fj.molstruc.2008.08.020�
http://dx.doi.org/10.1016%2Fj.molstruc.2008.08.020�
http://dx.doi.org/10.1016%2Fj.molstruc.2008.08.020�
http://dx.doi.org/10.5562%2Fcca1825�
http://dx.doi.org/10.1063%2F1.464913�
http://link.aps.org/doi/10.1103/PhysRevB.37.785�
http://dx.doi.org/10.1016%2F0301-0104%2881%2985090-2�
http://dx.doi.org/10.1021%2Fcr00031a013�
http://dx.doi.org/10.1023%2FA%3A1019133611148�
http://dx.doi.org/10.1063%2F1.474659�
http://dx.doi.org/10.1021%2Fjp971959k�
http://dx.doi.org/10.1063%2F1.476878�
http://link.aip.org/link/doi/10.1063/1.478674�
http://dx.doi.org/10.1063%2F1.476910�
http://dx.doi.org/10.1016%2Fj.saa.2005.12.032�
http://dx.doi.org/10.1016%2Fj.ica.2010.10.017�
http://dx.doi.org/10.1016%2FS0021-9673%2803%2900542-9�
http://dx.doi.org/10.1016%2FS0021-9673%2803%2900542-9�
http://dx.doi.org/10.1016%2Fj.saa.2008.03.029�
http://dx.doi.org/10.1016%2Fj.saa.2008.03.029�
http://dx.doi.org/10.1039%2Fa604832c�
http://dx.doi.org/10.1039%2Fa604832c�

	451-456_OSA_cca2123_LINKS.pdf
	Croat. Chem. Acta 85 (4) (2012) 451–456.  http://dx.doi.org/10.5562/cca2123
	RECEIVED JUNE 29, 2012; REVISED OCTOBER 3, 2012; ACCEPTED OCTOBER 10, 2012
	Synthesis of mono(salicylidene)carbohydrazide
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 600
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 2.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 600
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


