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ABSTRACT: A sustainable approach for the synthesis of substituted quinazolines by a sequential acceptorless dehydrogena-
tive coupling of 2-aminobenzyl alcohol with alcohols using new Pd(II)-NNO pincer type complexes as catalysts. The air-
stable palladium(II) complexes with the general formula [Pd(L)(PPh3)] (where L = 4-substituted methyl 2-
pyrrolylbenzhydrazone ligands) have been synthesized and their compositions were recognized by analytical and spectral 
methods (FT-IR, NMR and HR-MS). Single crystal X-ray crystallography confirms the tridentate coordination of the ligands 
and the existence of square planar geometry around the metal ion. A wide range of substituted quinazoline derivatives has 
been synthesized from double dehydrogenation of benzyl alcohols by using 1.5 mol % of the catalyst loading with a maxi-
mum of 93% yield. The formation of an amino-benzaldehyde and benzaldehyde intermediates via double dehydrogenative 
coupling reaction was confirmed by control experiments.  

INTRODUCTION 
      Synthesis of N-based heterocyclic compounds contributes 
to a wide range of biological applications in extensive fields of 
pharmacy and hence they are much engrossed by medicinal 
chemists and biologists.1 The prevalence of N-heterocyclic 
compounds in biological activities is attributed to their stabil-
ity and the operational efficiency in the human body as the 
nitrogen atom of the bioactive compound readily binds with 
biomolecules via hydrogen bonding.2 Among the numerous N-
heterocyclic compounds, quinazoline has been of much inter-
est in the biological arena and its derivatives show a broad 
scale of biological activities (Figure 1).3 

 

 

Figure 1. Representative examples of quinazoline drugs 

     A huge number of methods were described for the synthe-
sis of quinazolines.4 However, they are not withstanding due 

to the requirement of strong oxidising agents, inert atmos-
pheric conditions, high catalyst loading, higher reaction tem-
perature and the use of relatively unstable aldehyde. In recent 
years, researchers consider an environmentally friendly strat-
egy for the synthesis of N-heterocycles5 via acceptorless de-
hydrogenation coupling (ADC) of alcohols.  Readily accessibil-
ity of low-cost alcohols, the environmentally benign and atom 
economical nature of the catalytic reaction are the key charac-
teristics of the ADC process.6 The in situ generation of more 
reactive carbonyl compounds further react with a suitable 
coupling partner to form the desired products in a sustainable 
manner is yet another advantage of this ADC protocol. Fur-
thermore, either H2 gas or H2O is generated as the only chemi-
cal waste.  

     In the last decade, the transition metal catalysed synthesis 
of N-heterocycles has drawn great attention for the increasing 
efficiency and selectivity towards the large-scale synthesis in 
pharmaceuticals.7Specifically, palladium metal is found to be 
more effective than several non-precious transition metal-
catalyzed applications as palladium promotes the coupling of 
low reactivity substrates (like aryl chlorides). Palladium-
catalyzed reactions furnished larger turnover numbers 
(TONs) at lower temperature find applications in large-scale 
synthesis.8 Prominently, palladium catalysed C-N cross-
coupling reactions with diverse functional groups has a great 
impact on the synthesis of bioactive heterocyclic com-
pounds.9,10 

     Further, palladium pincer complexes exhibit their outstand-
ing catalytic activities in numerous organic transformation 
reactions.11 In the past two decades,12 the transition metal 
pincer chemistry is having a larger interest among the re-



 

searchers, especially, a pincer ligand with three donor sites 
coordinated to a metal centre in a meridional fashion which 
shows enhanced robustness. Also, the presence of three donor 
atoms in a single framework of the pincer ligand provides 
tunable electronic and steric properties for metal complexes. 
Taken together palladium pincer type complexes will undeni-
ably be suitable for the acceptorless dehydrogenative coupling 
reactions. 

Previous reports 

 

This work 

 

Scheme 1 Synthetic strategies for the synthesis of quinazoline 

     It is worth noting that aqueous ammonia and ammonium 
salts are inexpensive are suitable nitrogen sources for catalyt-
ic organic transformation reactions.13 Especially, ammonium 
acetate plays a vital role in the synthesis of N-heterocycles.14 

To the best of our search, limited reports are available for the 
transition metal-catalyzed synthesis of quinazoline from alco-
hol and ammonia or ammonium salts. Wu and co-workers 
reported Cu-catalyzed construction of quinazoline derivatives 
from 2-aminophenyl methanol and aldehydes in presence of 
ammonium salt as nitrogen source.15 Zhenda and co-workers 
described the Ir-catalyzed hydrogen transfer-mediated annu-
lation of 2-nitrobenzylic alcohols with alcohols and ammonia 
for quinazoline synthesis.16 

     Fe, Mn, Ni, Ru, Ir based metal complexes were also reported 
as catalysts in acceptorless dehydrogenative coupling for the 
synthesis of quinazoline using 2-aminobenzyl alcohol/ amine 
with benzamides, ketones, (hetero)aryl or alkyl nitriles, alde-
hyde, alcohol and benzylamines as a stable starting material.17 

Exceptionally, Pd-catalyzed reaction for quinazolines from the 
reaction of primary alcohols with 2-aminobenzylamine was 
demonstrated by kimura et al.. However, these methods in-
volve simple dehydrogenative oxidation reactions with lim-
ited substrate scope (Scheme 1).18 It is worth to note that, 
there are no reports available for the synthesis of quinazolines 
via alcohol with an ammonium source in the presence of pal-
ladium as a catalyst. 

     In continuation to our research on the catalytic behaviour 
of organometallic complexes for various cross coupling reac-
tions,19-21 herein we report a sequential acceptorless dehy-
drogenation approach for the synthesis of quinazoline deriva-
tives from readily available alcohols and 2-aminobenzyl alco-
hol by pincer type palladium catalysts using ammonium ace-

tate as a nitrogen source for the first time. Our protocol can be 
considered as more atom economical and environmentally 
benign approach as the present scheme releases water and 
hydrogen as the only by-products.  

RESULTS AND DISCUSSION 

     The condensation reaction of methyl-2-pyrroleketone with 
benzhydrazides obtained benzhydrazone ligand derivatives 
and substituted benzhydrazides in the equimolar ratio in eth-
anol medium as reported in the literature.22 The obtained 
ligand derivatives were reacted with an equimolar ratio of 
Pd(II) precursor, PdCl2(PPh3)2 in presence of Et3N as a base. 
The above reaction yielded 85-89% of complexes with the 
general formula [Pd(L)(PPh3)](Scheme 2). All the complexes 
were soluble in most of the organic solvents like MeOH, EtOH, 
CH2Cl2, CHCl3, DMF and DMSO. The addition of triethylamine 
base to the reaction mixture assisted the tautomerization (am-
ido-imidol) process and coordinates the imidolate oxygen 
effortlessly. 

Scheme 2 Synthesis of Pd(II) pincer benzhydrazone complex-
es 

     Medium to strong bands for N–H stretching vibrations were 
observed near 3420-3450 cm-1 and 3218-3255 cm-1 for hy-
drazone (Bz) and pyrrole (Py) moieties respectively of the 
hydrazine ligands. These bands were disappeared in the com-
plexes indicating the coordination of pyrrole nitrogen with the 
Pd(II) ion. The IR spectral bands of the ligands near 1608-
1640 cm-1 and 1535-1567 cm-1 were attributed forC=N  and 
C=O stretching vibrations, respectively. The azomethine C=N 

stretching frequency was shifted to a lower frequency (1530-
1536 cm-1) upon complexation confirming the involvement of 
imine nitrogen in coordination. The disappearance of C=O 

bands and appearance of new bands near 1247-1287 cm-1 for 
complexes confirm the coordination of imidolate oxygen with 
metal ions after tautomerization. Thus, the IR spectral data 
confirm that imidolate oxygen, imine nitrogen and pyrrole-
nitrogen are coordinated to Pd(II) ion. 

     The NNO coordination modes of benzhydrazone ligands to 
palladium metal in the synthesized complexes (1-3) were 
further supported by NMR spectral data. In the proton NMR 
spectra of ligands, the -NH protons have appeared as singlets 
in the region δ 8.80–9.10 ppm. The absence of –NH protons in 
all the complexes (1-3) confirms the ligand coordination to 
Pd(II) ion via imidolate oxygen through enolization. Also, pyr-
role N-H protons in all the complexes were disappeared which 
dictated the coordination of the N-H with palladium in an ani-
onic manner. In addition to this, a singlet has appeared at δ 
3.80 ppm attributed to the methoxy protons of complex 3. The 
13C NMR spectra showed the downfield shift for imidolate 
carbon (-C=N-N=C) at 175.77, 174.63, 175.77 and the upfield 
shift for imine carbon (-C=N) at 145.45, 145.32, 145.51 of 
complexes 1-3, respectively. The shifts in NMR spectra of 
complexes were attributed to the complexation of the pyrrolyl 
benzhydrazone ligand with the precursor [PdCl2(PPh3)2]. Also, 
the additional signal at 55.29 ppm for methoxy carbon (-
OCH3) was observed in the 13C NMR spectra of complex 3. 



 

Thus, the existence of coordination between benzhydrazone 
ligands and Pd(II) ion in a tridentate fashion was supported 
by the 1H and 13C NMR spectra. 

      The ESI-MS spectra of the synthesized benzhydrazone 
complexes (1-3) were taken to determine the composition of 
complexes, which exhibit molecular ion peaks at m/z 594.092 
([M+H]+), 628.052 ([M]+) and 624.10175 ([M+H]+). There 
exists a good agreement between the calculated and experi-
mental m/z values for all the complexes. Thus, the spectral 
studies of complexes (1-3) were in good arrangement with 
the proposed structural composition of the palladium(II) pin-
cer benzhydrazone complexes. 

X-ray Crystallographic Studies. The slow evaporation of 
complexes at room temperature in DCM/Methanol solution 
yielded single crystals of X-ray crystal quality. The complexes 
1-3 were crystallized in the triclinic 'P -1', space group, ortho-
rhombic 'P 21 21 21' space group and monoclinic 'P 21/c' 
space group, respectively. The crystallographic data were 
provided in supplementary data Tables S1 and S2, respective-
ly. The ORTEP diagrams in Figures 2-4 for complexes 1-3, 
show that the ligands coordinate with the metal ion in a tri-
dentate (NNO) fashion via the imidolate oxygen, imine nitro-
gen and pyrrole nitrogen which leads to the formation of two 
five-membered chelate rings. The bond parameters of the 
complexes reflect ONNP square-planar environment around 
Pd(II) ion similar to the other reported palladium square-
planar complexes.23 

 

Figure 2 The ORTEP diagram of the complex 1 with 30% 
probability. All the hydrogen atoms are omitted for clarity. 
The selected bond distances (Å) and angles (°) N(2)-Pd(1) = 
1.990(2), N(3)-Pd(1) = 2.003(3), O(1)-Pd(2) = 2.031(2), P(1)-
Pd(1) = 2.2774(8), N(2)-Pd(1)-N(3) = 80.93(10), N(2)-Pd(1)-
O(1) = 78.85(9), N(3)-Pd(1)-P(1) = 102.76(7), O(1)-Pd(1)-
P(1) = 97.54(6). 

 

Figure 3 The ORTEP diagram of the complex 2 with 30% 
probability. All the hydrogen atoms are omitted for clarity. 
The selected bond distances (Å) and angles (°) N(2)-
Pd(1)=1.976(5), N(3)-Pd(1)=1.999(4), O(1)-Pd(2) = 2.045(4), 
P(1)-Pd(1) = 2.2770(15), N2-Pd(1)-N(3) = 81.3(2), N(2)-
Pd(1)-O(1) = 78.77(19), N(3)-Pd(1)-P(1) = 101.87(14), O(1)-
Pd(1)-P(1) = 98.13(13). 

 

 

 

Figure 4 The ORTEP diagram of the complex 3 with 30% 
probability. All the hydrogen atoms are omitted for clarity. 
The selected bond distances (Å) and angles (°) N(2)-Pd(1) = 
1.987(3), N(3)-Pd(1) = 2.014(3), O(1)-Pd(2) = 2.042(3), P(1)-
Pd(1) = 2.2889(10), N(2)-Pd(1)-N(3) = 80.90(13), N(2)-Pd(1)-
O(1) = 79.06(12), N(3)-Pd(1)-P(1) = 101.55(9), O(1)-Pd(1)-
P(1) = 98.52(8). 

 

Table 1. Optimization of reaction conditionsa 

 

Entry Solvent Base T 

(º C) 

Yieldb 
(%) 

1 Toluene NaOH 110 82 

2 m-xylene NaOH 140 72 

3 Dioxane NaOH 100 48 

4 THF NaOH 70 41 

5 t-BuOH NaOH 80 60 

6 DMF NaOH 150 17 

7 Toluene KOH 110 84 

8 Toluene KOH 90 80 

9c Toluene KOH 90 76 

10 Toluene KOH 70 65 

11 Toluene t-BuOK 110 73 

12 Toluene Na2CO3 110 35 

13 Toluene K2CO3 110 39 

14 Toluene Et3N 110 10 

15d Toluene - 110 NR 

16e Toluene KOH 110 NR 

17f Toluene KOH 110 14 

18g Toluene KOH 110 22 

19h Toluene KOH 110 41 

aGeneral reaction conditions. 2-aminobenzyl alcohol 1a (1.10 
mmol), benzyl alcohol 2a (1.10 mmol) complex 1 (1 mol %), 
NH4OAc (1.5 mmol), Base (2.0 mmol), solvent (5 mL) at 70-
150°C for 24 h under N2 atm. bIsolated yield. cOpen atm., dNo 
base, eNo catalyst, fPdCl2, gPd(OAc)2 and h[PdCl2(PPh3)2]. 
 
     To investigate the best reaction conditions for the synthesis 
of quinazolines via double dehydrogenation, the reactions of 
2-aminobenzyl alcohol (1a) and benzyl alcohol (2a) using 1 
mol% of complex 1 were taken as bench-mark substrates 
(Table 1). In solvent screening, it was found that the non-polar 
toluene provided good yield than other solvents like m-xylene, 
1,4-dioxane, THF, t-BuOH and DMF (Table 1, entry 1-6). This 
may be due to fact that toluene stabilizes the palladium com-
plex during the course of the catalytic reaction. Different ni-
trogen sources including NH4Cl, (NH2)2SO4, NH4CO3 and 



 

NH4OAc were used in the catalytic reactions, in which NH4OAc 
gave a better yield. The optimization of bases for the catalysis 
reaction shown in Table 1 (entries 1, 7 and 11-14) conveyed 
that KOH was more effective than the other bases examined. 
Hence, the catalytic conditions for coupling reactions were 
optimized with toluene /KOH at 90 ºC using complex 1 as it 
provides a relatively high yield (Table1, entry 8, 80%). Only a 
marginal increase in the yield of the product was obtained 
when the reaction temperature is increased to 110ºC with the 
optimized solvent and base (Table 1, entry 8). It was found 
that no reaction has proceeded in the absence of either cata-
lyst or base (Table 1, entries 15 and 16).  
 
Table 2. Effect of the substituent of catalysta 

 

 
 

Entry Pd complex Yield (%)b 

1 [Pd(L1)(PPh3)](1) 85 

2 [Pd(L2)(PPh3)](2) 88 

3 [Pd(L3)(PPh3)](3) 93 

aGeneral reaction conditions: 2-aminobenzyl alcohol 1a (1.10 
mmol), benzyl alcohol 2a (1.10 mmol) catalyst (1.5 mol %), 
NH4OAc (1.5 mmol), KOH (2.0 mmol) in toluene (5mL) at 90°C 
for 24 h under N2 atm. bisolated yields. 
 
     The influences of various substituents in the synthesized 
complexes 1-3 on the catalytic reaction were investigated in 
the optimized condition. Among them, complex 3 exhibits a 
relatively more yield than the other complexes (Table 2, en-
tries 1-3) and this may be due to the presence of the electron-
donating nature of the methoxy group. Therefore, complex 3 
was considered as a representative catalyst to investigate the 
broad substrate scope using various alcohols. Catalyst loading 
experiments indicate that the reaction takes place effectively 
in 1.5 mol% among others (Table 3, entries 1−5). 
 
Table 3: Effect of catalyst loadinga 

 

 
 

Entry Complex 3 (mol %) Yield %b 

1 1.5 93 

2 1 80 

3 0.5 72 

4 0.2 30 

5 0.1 20 
aReaction conditions: 2-aminobenzyl alcohol 1a (1.10 mmol), 
benzyl alcohol 2a (1.10 mmol) catalyst (0.1-1.5 mol%), 
NH4OAc (1.5 mmol), KOH (2.0 mmol) in toluene (5mL) at 90°C 
for  24 h under N2 atm. bIsolated yield. 

 

 

Table 4. Double Dehydrogenative coupling of 2-aminobenzyl 
alcohol (1a) and benzyl alcohols (2) catalyzed by complex 3a,b 

aReaction conditions: 2-aminobenzyl alcohol 1a (1.10 mmol), 
alcohols 2 (1.10 mmol), NH4OAc (1.5 mmol), KOH (2.0 mmol), 
toluene (5 mL) at 90 oC for 24 h under N2 atm. bIsolated yield. 

     With the optimized reaction conditions, the coupling reac-
tions of 2-aminobenzylalcohol with various (aromatic, polycy-
clic and heteroaromatic) alcohols (Table 4) were carried out 
via acceptorless double dehydrogenation reaction. The reac-
tion of benzyl alcohol with 2-aminobenzyl alcohol resulted in 
the formation of 2-phenylquinazoline 3a with a yield of 93%. 
Further, benzyl alcohols containing electron-donating groups 
such as 4-methoxy, 2,3,4-trimethoxy, 3-methyl, 4-methyl and 
4-isopropyl benzyl alcohols were coupled efficiently with 2-
aminobenzyl alcohol (Table 4; entries 3b-3f) in 82-91% 
yields. Similarly, the reaction of benzyl alcohols with electron-
withdrawing groups such as 3-bromo, 4-chloro and 3-fluoro 
alcohols with 2-aminobenzyl alcohol under the optimized 
condition to provide respective quinazoline (Table 4; entries 
3g-3i) in 67-71% yields. The reactions of polycyclic alcohols 
were also documented with this current reaction protocol. 
Further, we extended our scope of the catalytic reaction to-
wards heterocyclic alcohols including thiophene-2-methanol 
and piperonyl alcohol with 2-aminobenzyl alcohol and result-
ed in good yields of quinazolines (Table 4; entries 3j and 3k) 
with good yields. Notably, polycyclic alcohols such as bi-
phenyl-4-methanol and 1-naphthalenemethanol ended with 
corresponding quinazolines (Table 4; entries 3l and 3m) in 
62% and 60% yields respectively. Interestingly, in the four-
ring fused system, 1-pyrenemethanol reacts with 2-
aminobenzyl alcohol to give the 58 % yield of quinazoline 
product (Table 4; entry 3n). (SI, Figures S14 and S41) 

 
Scheme 3 Control experiment for the mechanistic studies 



 

 
     Control experiments indicate that the coupling reaction was 
initiated through the formation of aldehydes intermediates. As 
represented in Scheme 3, catalyst 3 oxidized benzyl alcohol 2a 
to the corresponding aldehyde intermediate 2a' in 7 h (SI, 
Figures S10 and S11). Simultaneously, the alcohol oxidation 
reaction of 2-aminobenzyl alcohol 1a led to 2-
aminobenzaldehydes 1a' (SI, Figures S12 and S13). Further, 
the reaction of 2a' reacted with 1a' from the oxidation prod-
uct 1a, the formation of product 3a was accomplished in the 
presence of NH4OAc when the reaction time was extended up 
to 24 h (Scheme 3). Hence, the coupling reactions involve al-
cohol dehydrogenation that proceeded through the double 
dehydrogenative coupling24 pathway. Hence, the acceptorless 
dehydrogenation of alcohols leads to the formation of ex-
pected quinazolines using palladium catalysts.  
     Based on the control experiments, a plausible reaction 
pathway (Scheme 4) was proposed for the Pd(II)-catalyzed 
quinazoline (3a) formation via double dehydrogenative cou-
pling of alcohols. Initially, At first, the formation of palladium 
alkoxide (A) from the reaction of palladium complex and ben-
zyl alcohol in the presence of potassium hydroxide. The palla-
dium-alkoxide (A) in turn generate benzaldehyde (2a') with 
the formation of Pd-hydride species (B). Further, the oxida-
tion of 2-aminobenzyl alcohol (1a) leads to 2-
aminobenzaldehydes (1a') by use of the palladium(II) cata-
lyst. Next, the intermediate (D) was formed by the condensa-
tion of 2-aminobenzaldehyde (1a') with benzaldehyde (2a') 
and underwent dehydrative cyclization to yield quinazolines 
3a as the desired product. The intermediates B and B' further 
react with benzyl alcohol leading to alkoxides with the libera-
tion of hydrogen gas. During the course of the reaction, the 
formation of hydrogen gas was confirmed by Gas chromatog-
raphy (Figure S30) 
 

Scheme 4 A plausible mechanism for quinazoline formation 

 

Conclusions 

     Here, we have reported new palladium(II) NNO pincer cata-
lysed the synthesis of quinazolines from 2-aminobenzyl alco-
hol with alcohols. A wide range of quinazoline derivatives has 
been constructed via acceptorless double dehydrogenative 
coupling methodology from various aromatic, heterocyclic 
and polycyclic alcohols with the maximum yield of 93% using 
1.5 mol% palladium catalyst loading. Hence, the present envi-
ronmentally benign approach has a great impact on the syn-
thesis of diverse and valuable biologically important hetero-
cycles using palladium(II) NNO pincer type catalysts. 

Experimental 

Materials, methods, and crystal data collection were given in 
the Supporting Information (SI). 

Synthesis of palladium (II) NNO pincer methyl 2-pyrrolyl 
benzhydrazone complexes 
Upon dissolution of the appropriate methyl 2-pyrrolyl ben-
zhydrazone ligands (1 equiv.), [PdCl2(PPh3)2] (1 equiv.) and 
Et3N (0.2 mL) the mixture was refluxed in benzene (15-20 
mL) for 2 h under air atmosphere. After that, the obtained 
orange solution was allowed to cool to room temperature to 
form an orange precipitate and filtered, washed with benzene 
and dried in a vacuum (Scheme 2). Yield: 85-89%. 
 
Characterization of complexes (1-3). Complex 1. Colour: 
Reddish-Orange solid. Yield: 77 mg, 85% M.p.:148oC, (with 
decomposition); calculated: C31H26N3OPPd: C, 62.68, H, 4.41, 
N, 7.07% found: C, 62.37, H, 4.40, N, 7.05%. FT-IR (KBr, cm-1): 
1530(C=N), 1287(C-O), 1504(C=N=N=C). 1H NMR (CDCl3, δ ppm): 
2.36 (s, 3H, Me), 5.36 (s, 1H, Pyrrole CH), 5.65 (m, 1H, Pyrrole 
CH), 6.39 (d, 1H, Pyrrole CH), 7.21-7.87 (m, 20H, aromatic). 
13C NMR (CDCl3, δ ppm): 175.77, 157.31, 145.45, 135.89, 
134.70, 132.51, 131.33, 129.96, 129.73, 129.26, 128.90, 
127.89, 115.57, 107.44, 11.84, 11.80. ESI-MS: displays a peak 
at m/z 594.09210 [M+H]+(calcd: 593.08483). 
Complex 2. Colour: Reddish-Orange solid. Yield: 73 mg, 87%, 
M.p: 168oC, (with decomposition); calculated: 
C31H25N3OClPPd: C, 59.25, H, 4.01, N, 6.69% found: C, 59.17, H, 
4.00, N, 6.67 %. FT-IR (KBr, cm-1): 1535(C=N), 1286 (C-O), 1573 
(C=N=N=C). 1H NMR (CDCl3, δ ppm): 2.35 (s, 3H, Me), 5.38 (s, 1H, 
pyrrole CH), 5.66 (q, 1H, pyrrole CH), 6.40 (dd, 1H, pyrrole 
CH) 7.18-7.79 (m, 19H, aromatic).13CNMR (CDCl3, δ ppm): 
174.63, 157.60, 145.32, 132.09, 134.67, 131.38, 129.96, 
129.61, 129.13, 128.91, 128.07, 115.82, 107.61, 11.78. ESI-MS: 
displays a peak at m/z 628.05243[M]+(calcd: 628.04922). 
Complex 3. Colour: Reddish-Orange solid. Yield: 76 mg, 89%, 
M.p: 158oC, (with decomposition); calculated: C32H28N3O2PPd: 
C, 61.60, H, 4.52, N, 6.73 % found: C, 61.37, H, 4.50, N, 6.71 %. 
FT-IR (KBr, cm-1): 1536 (C=N), 1247 (C-O), 1605 (C=N=N=C). 1H 
NMR (CDCl3, δ ppm): Pyrrole ring protons: 2.35 (s, 3H, Me), 
5.36 (s, 1H, pyrrole CH), 5.65 (q, 1H, pyrrole CH), 6.37 (dd, 1H, 
pyrrole CH), 6.73-7.82 (m, 19H, aromatic), 3.74 (d, 3H, OCH3). 
13C NMR (CDCl3, δ ppm): 175.77, 161.15, 156.60, 145.54, 
134.71, 131.30, 130.29, 129.76, 129.29, 128.88, 125.08, 
115.15, 113.20, 107.27, 55.29, 11.27 ESI-MS: displays a peak 
at m/z 624.10175(M+H)+, (calcd 623.09540). 
 
General procedure for the synthesis of quinazoline:  
Synthesis of 2-phenylquinazoline (3a), in a 25 mL round-
bottomed flask, a mixture of catalyst 3 (1.5 mol % with re-
spect to 2-aminobenzyl alcohol), 2-aminobenzyl alcohol 1a 
(1.10 mmol), KOH (2.0 mmol), benzyl alcohol 2a (1.10 mmol) 



 

and NH4OAc (1.5 mmol) in 5.0 mL of toluene were taken in an 
oil bath and the mixture was heated at 90 ºC for 24 h under N2 
atmosphere. The progress of the reaction was monitored by 
TLC and the mixture was concentrated.  The product (3a) was 
separated by column with silica gel with hexane: ethylacetate 
(95:5) as an eluent. This protocol was used as a general pro-
cedure for the synthesis of quinazoline derivatives. 
 
Characterization of the catalytic isolated product of 
quinazolines: 
2-phenylquinazoline (3a).25 Yellow solid (93%, 156 mg).  1H 
NMR (400 MHz, CDCl3) δ 9.46 (s, 1H), 8.62 (dd, J = 7.9, 1.6 Hz, 
2H), 8.09 (d, J = 8.4 Hz, 1H), 7.93 – 7.88 (m, 2H), 7.62 – 7.49 
(m, 4H).13C NMR (100 MHz, CDCl3) δ 161.10, 160.55, 150.81, 
138.07, 134.17, 130.66, 128.69, 128.61, 127.32, 127.17, 
123.64. 
2-(4-methoxyphenyl)quinazoline (3b).10i Pale yellow solid 
(91%, 175 mg). 1H NMR (400 MHz, CDCl3) δ 9.41 (s, 1H), 8.57 
(d, J = 8.8 Hz, 2H), 8.04 (d, J = 8.4 Hz, 1H), 7.87 (t, J = 8.1 Hz, 
2H), 7.56 (t, J = 7.5 Hz, 1H), 7.04 (d, J = 8.8 Hz, 2H), 3.90 (s, 
3H). 13C NMR (101 MHz, CDCl3) δ 161.86, 160.89, 160.46, 
150.85, 134.10, 130.73, 130.24, 128.42, 127.91, 127.18, 
126.85, 123.34, 114.02, 55.45, 55.41. 
2-(2,3,4-trimethoxyphenyl)quinazoline (3c).26 Pale yellow 
solid (89%, 214mg). 1H NMR (400 MHz, CDCl3) δ 9.50 (s, 1H), 
8.08 – 8.10 (m, 1H), 7.95 – 7.89 (m, 2H), 7.69 – 7.61 (m, 2H), 
6.83 (d, J = 8.8 Hz, 1H), 3.96 – 3.93 (m, 9H). 13C NMR (100 
MHz, CDCl3) δ 161.69, 160.20, 155.20, 153.18, 150.69, 142.87, 
134.07, 128.57, 127.40, 127.10, 126.79, 126.53, 123.01, 
107.47, 61.83, 61.10, 56.14. m/z 298.5833 [M+2H+]+(calcd: 
296.1200). 
2-(m-tolyl)quinazoline (3d).11j White solid (84%, 150 mg). 1H 
NMR (400 MHz, CDCl3) δ 9.36 (s, 1H), 8.32 (d, J = 9.1 Hz, 2H), 
7.99 (d, J = 7.9 Hz, 1H), 7.80 (d, J = 7.5 Hz, 2H), 7.51 – 7.48 (m, 
1H), 7.36 – 7.32 (m, 1H), 7.23 (d, J = 6.6 Hz, 1H). 13C NMR (101 
MHz, CDCl3) δ 161.25, 160.50, 150.80, 138.33, 137.99, 134.15, 
131.49, 129.16, 128.64, 127.25, 127.17, 125.83, 123.60, 21.60. 
2-(p-tolyl)quinazoline (3e).27 Pale yellow solid (86%,154 mg).   
1H NMR (400 MHz, CDCl3) δ 9.45 (s, 1H), 8.51 (d, J = 8.2 Hz, 
2H), 8.07 (d, J = 8.5 Hz, 1H), 7.92 – 7.88 (m, 2H), 7.60 (t, J = 7.3 
Hz, 1H), 7.35 (d, J = 8.1 Hz, 2H), 2.45 (s, 3H). 13C NMR (100 
MHz, CDCl3) δ 161.19, 160.50, 150.84, 140.92, 135.34, 134.10, 
129.46, 128.58, 128.55, 127.17, 127.10, 123.55, 21.54. 
2-(4-isopropylphenyl)quinazoline (3f).11d Yellow solid (82%, 
165 mg). 1H NMR (400 MHz, CDCl3) δ 9.43 – 9.24 (m, 1H), 8.54 
(d, J = 8.3 Hz, 2H), 8.00 (dd, J = 8.4, 0.7 Hz, 1H), 7.74 (ddd, J = 
8.9, 5.2, 1.7 Hz, 2H), 7.44 – 7.36 (m, 3H), 2.96 (dt, J = 13.8, 6.9 
Hz, 1H), 1.28 (d, J = 7.0 Hz, 6H). 13C NMR (100 MHz, CDCl3) δ 
161.14, 160.48, 151.77, 150.80, 135.74, 134.09, 128.78, 
128.55, 127.17, 127.06, 126.84, 123.49, 34.19, 23.97. 
2-(3-bromophenyl)quinazoline (3g).11i Yellow solid (71%,163 
mg). 1H NMR (400 MHz, CDCl3) δ 9.41 (s, 1H), 8.77 (s, 1H), 
8.53 (d, J = 7.8 Hz, 1H), 8.05 (d, J = 8.8 Hz, 1H), 7.89 (dd, J = 7.6, 
4.0 Hz, 2H), 7.60 (t, J = 7.5 Hz, 2H), 7.38 (t, J = 7.8 Hz, 1H). 13C 
NMR (100 MHz, CDCl3) δ 160.56, 159.53, 150.63, 140.09, 
134.33, 133.48, 131.59, 130.16, 128.69, 127.68, 127.17, 
127.12, 123.75, 122.96. 
2-(4-chlorophenyl)quinazoline (3h).28 White solid (70%, 136 
mg). 1H NMR (400 MHz, CDCl3) δ 9.39 (s, 1H), 8.50 (d, J = 8.6 
Hz, 2H), 8.01 (d, J = 8.4 Hz, 1H), 7.88 – 7.86 (m, 2H), 7.57 (d, J = 
7.6 Hz, 1H), 7.43 (d, J = 8.6 Hz, 2H). 13C NMR (100 MHz, CDCl3) 
δ 160.58, 160.10, 150.74, 136.88, 136.56, 134.31, 129.94, 
128.87, 128.64, 127.51, 127.20, 123.67. 
2-(3-fluorophenyl)quinazoline (3i).28 Gray solid (67%, 122 
mg). 1H NMR (400 MHz, CDCl3) δ 9.38 (s, 1H), 8.35 – 8.33 (m, 

1H), 8.25 (ddd, J = 10.4, 2.5, 1.6 Hz, 1H), 8.02 – 8.00 (m, 1H), 
7.85 (ddd, J = 9.7, 5.0, 1.4 Hz, 2H), 7.56 (td, J = 7.4, 1.0 Hz, 
1H).13C NMR (100 MHz, CDCl3) δ 164.53, 162.09, 160.60, 
159.90, 150.69, 140.51, 140.44 (d, J = 28 Hz), 134.34, 130.15, 
130.07 (d, J = 32 Hz), 128.72, 127.66, 127.19 (d, J = 188 Hz), 
124.21, 124.18 (d, J = 12 Hz), 123.79, 117.61, 117.40 (d, J = 84 
Hz), 115.55, 115.32 (d, J = 92 Hz). 
2-(thiophen-2-yl)quinazoline (3j).29 White solid (66%, 114 
mg). 1H NMR (400 MHz, CDCl3) δ 9.19 (s, 1H), 8.03 (d, J = 2.9 
Hz, 1H), 7.85 (d, J = 8.4 Hz, 1H), 7.70 (t, J = 8.1 Hz, 2H), 7.39 
(dd, J = 9.5, 5.4 Hz, 2H), 7.07 – 7.05 (m, 1H). 13C NMR (100 
MHz, CDCl3) δ 160.54, 157.83, 150.58, 143.88, 134.38, 130.01, 
129.29, 128.45, 128.15, 127.29, 127.01, 123.35. 
2-(benzo[d][1,3]dioxol-5-yl)quinazoline (3k).11i Yellow solid 
(69%, 140 mg). 1H NMR (400 MHz, CDCl3) δ 9.36 (s, 1H), 8.21 
(dd, J = 8.2, 1.6 Hz, 1H), 8.10 (d, J = 1.5 Hz, 1H), 8.01 – 7.99 (m, 
1H), 7.86 – 7.82 (m, 2H), 7.54 (dd, J = 11.2, 3.8 Hz, 1H), 6.94 (d, 
J = 8.2 Hz, 1H), 6.03 (s, 2H). 13C NMR (100 MHz, CDCl3) δ 
160.52, 160.36, 160.34, 150.76, 149.92, 148.21, 134.09, 
134.06, 132.54, 132.52, 128.45, 127.13, 127.12, 126.94, 
126.92, 123.55, 123.40, 108.75, 108.34, 101.48, 101.47. 
2-([1,1'-biphenyl]-4-yl)quinazoline (3l).11j White solid 
(62%,142 mg). 1H NMR (400 MHz, CDCl3) δ 9.43 (s, 1H), 8.68 
(d, J = 8.4 Hz, 2H), 8.07 (d, J = 8.8 Hz, 1H), 7.87 (dd, J = 7.8, 6.4 
Hz, 2H), 7.76 (d, J = 8.4 Hz, 2H), 7.70 – 7.68 (m, 2H), 7.56 (t, J = 
7.5 Hz, 1H), 7.46 (t, J= 7.5 Hz, 2H), 7.36 (dd, J = 10.6, 4.1 Hz, 
1H). 13CNMR (100 MHz, CDCl3) δ 160.83, 160.55, 150.83, 
143.27, 140.64, 137.03, 134.19, 129.11, 128.91, 128.66, 
127.74, 127.39, 127.29, 127.25, 127.21, 123.64. 
2-(naphthalen-1-yl)quinazoline (3m).11g Pale yellow solid 
(60%, 125 mg). 1H NMR (400 MHz, CDCl3) δ 9.67 (s, 1H), 9.08 
(d, J = 9.4 Hz, 1H), 8.73 (d, J = 8.0 Hz, 1H), 8.35 – 7.99 (m, 9H), 
7.73 (t, J = 7.4 Hz, 1H), 7.26 (s, 1H). 13CNMR (100 MHz, CDCl3) 
δ 160.51, 150.79, 134.43, 133.40, 132.47, 131.37, 130.91, 
129.08, 128.77, 128.49, 127.83, 127.50, 127.24, 126.05, 
125.61, 125.35, 124.94, 123.03. 
2-(pyren-1-yl)quinazoline (3n).30 Yellow solid (58% and 156 
mg). 1H NMR (400 MHz, CDCl3) 9.61 (s, 1H), 8.69 – 8.66 (m, 
1H), 8.17 (dd, J = 9.7, 8.2 Hz, 3H), 8.03 – 7.93 (m, 4H), 7.77 – 
7.59 (m, 3H). 13CNMR (100 MHz, CDCl3) δ 160.49, 150.60, 
136.26, 134.47, 134.21, 130.45, 129.67, 128.68, 128.54, 
127.85, 127.24, 126.92, 125.96, 125.90, 125.35, 123.18, 77.39, 
77.07, 76.75. 
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David Sémeril − Laboratoire de Chimie Inorganique et 

Catalyse, Institut de Chimie, Universite de Strasbourg, UMR 

7177, CNRS, Strasbourg 67070, France 

Conflict of Interest 

The authors declare no competing financial interests. 
 
Acknowledgement 
The authors sincerely thank the Indo-French Centre for the 
Promotion of Advanced Research (IFCPAR/CEFIPRA) for fi-
nancial support (Scheme No: Project No: 5005-1) and 
DST−FIST, New Delhi, for HR-MS and NMR facilities at the 
School of Chemistry, Bharathidasan University, Tiruchirappal-
li-24. 
References: 
 
(1) Majid, M. H.; Vahideh, Z. Prescribed drugs containing ni-

trogen heterocycles: an overview. RSC Adv., 2020, 10, 
44247-44311. 

(2) Yusuf, O.; Ilhan I.; Zerrin, I.; Gülsen, A. Synthesis of 2-
substituted-N-[4-(1-methyl-4,5-diphenyl-1H-imidazole-
2-yl)phenyl]acetamide derivatives and evaluation of their 
anticancer reactivity. Eur. J. Med. Chem. 2010, 45, 3320-
3328. 

(3) (a) Hameed, A.; Al-Rashida, M.; Uroos, M.; Ali, S.A.; Arshia, 
I.M.; Khan, K.M. Quinazolines and Quinazolinones as Im-
portant Medicinal Scaffolds: A Comparative Patent Re-
view. Expert Opin. Ther. Pat. 2018, 28, 281-297. (b) 
Prashant, S. A.; Ginson George.; Atish, T. P. Recent ad-
vances in the pharmacological diversification of quinazo-
line/quinazolinone hybrids. RSC Adv., 2020, 10, 41353-
41392. (c) Apurba, D.; Diganta, S. Recent advances in the 
synthesis of Quinazoline analogues as Anti-TB agents. 
Tuberculosis, 2020, 124, 101986. 

(4) (a) Chatterjee, T.; Kim, D. I.; Cho, E. J. Base-Promoted Syn-
thesis of 2-Aryl Quinazolines from 2-Aminobenzylamines 
in Water. J. Org. Chem. 2018, 83, 7423−7430. (b) Peng, Y. 
Y.; Zeng, Y.; Qiu, G.; Cai, L.; Pike, V. W. A. Convenient One-
pot Procedure for the Synthesis of 2-Aryl Quinazolines 
Using Active MnO2 as Oxidant. J. Heterocycl. Chem. 2010, 
47, 1240-1245. (c) Huang, Y.; Fan, Q.; Wu, W.; Jiang, H. 
Copper-Catalyzed Synthesis, of Substituted Quinazolines 
from Benzonitriles and 2-Ethynylanilines via Carbon-
Carbon Bond Cleavage Using Molecular Oxygen. J. Org. 
Chem. 2018, 83, 5458−5466. (d) Parua, S.; Sikari, R.; Sin-
ha, S.; Chakraborty, G.; Mondal, R.; Paul, N. D. Accessing 
Polysubstituted Quinazolines via Nickel Catalyzed Accep-
torless Dehydrogenative Coupling. J. Org. Chem. 2018, 83, 
11154−11166. (e) Kirinde, A. P. T.; Chae, S. Y. Synthesis of 
Quinazoline and Quinazolinone Derivatives via Ligand-
Promoted Ruthenium-Catalyzed Dehydrogenative and 
Deaminative Coupling Reaction of 2-Aminophenyl Ke-
tones and 2-Aminobenzamides with Amines. Org. Lett. 
2019, 21, 3337–3341. (e) Zhang, S.; Cui, Y.; Guo, B.; 
Young, D. J.; Xu, Z.; Xi Li, H. Efficient synthesis of 
quinazolines by the iron-catalyzed acceptorless Dehydro-
genative coupling of (2-aminophenyl)methanols and 
benzamides. Tetrahedron, 2021, 78, 131825. 

(5) Maji, M.; Panja, D.; Borthakurand,  I.; Kundu, S. Recent 
advances in sustainable synthesis of N-heterocycles fol-

lowing acceptorless dehydrogenative coupling protocol 
using alcohols. Org. Chem. Front., 2021, 8, 2673-2709. 

(6) (a) Hakim Siddiki, S. M. A.; Toyao, T.; Shimizu, K.-I. Accep-
torless dehydrogenative coupling reactions with alcohols 
over heterogeneous catalysts. Green Chem. 2018, 20, 
2933−2952. (b) Crabtree, R. H. Homogeneous Transition 
Metal Catalysis of Acceptorless Dehydrogenative Alcohol 
Oxidation: Applications in Hydrogen Storage and to Het-
erocycle Synthesis. Chem. Rev. 2017, 117, 9228−9246. (c) 
Gunanathan, C.; Milstein, D. Applications of Acceptorless 
Dehydrogenation and Related Transformations in Chemi-
cal Synthesis. Science, 2013, 341, 1229712. (d) Zeng, G.; 
Sakaki, S.; Fujita, K.; Sano, H.; Yamaguchi, R. Efficient 
Catalyst for Acceptorless Alcohol Dehydrogenation: In-
terplay of Theoretical and Experimental Studies. ACS 
Catal. 2014, 4, 1010−1020. (e) Chakraborty, S.; Lagaditis, 
P. O.; Förster, M.; Bielinski, E. A.; Hazari, N.; Holthausen, 
M. C.; Jones, W. D.; Schneider, S. Well-Defined Iron Cata-
lysts for the Acceptorless Reversible Dehydrogenation-
Hydrogenation of Alcohols and Ketones. ACS Catal. 2014, 
4, 3994−4003. (f) Song, H.; Kang, B.; Hong, S. H. Fe-
Catalyzed Acceptorless Dehydrogenation of Secondary 
Benzylic Alcohols. ACS Catal. 2014, 4, 2889−2895. 

(7) Magano, J.; Dunetz, J. R. Large-Scale Applications of Tran-
sition Metal-Catalyzed Couplings for the Synthesis of 
Pharmaceuticals. Chem. Rev. 2011, 111, 2177–2250. 

(8) Torborga C.; Bellera, M. Recent Applications of Palladium-
Catalyzed Coupling Reactions in the Pharmaceutical, Ag-
rochemical, and Fine Chemical Industries. Adv. Synth. 
Catal. 2009, 351, 3027 – 3043. 

(9) (a) Castillo, P. R.; Buchwald, S. L. Applications of Palladi-
um-Catalyzed C−N Cross-Coupling Reactions, Chem. Rev. 
2016, 116, 12564-12649. (b) J. Rayadurgam, S. Sana,  M. 
Sasikumarc, Q. Gu, Palladium catalyzed C–C and C–N bond 
forming reactions: an update on the synthesis of pharma-
ceuticals from 2015–2020. Org. Chem. Front., 2021, 8, 
384-414. 

(10) (a) McGowan, M. A.; McAvoy, C. Z.; Buchwald, S. L. Palla-
dium-Catalyzed N-Monoarylation of Amidines and a One-
pot Synthesis of Quinazoline Derivatives. Org. Lett. 2012, 
14, 3800-3803. (b) Qiu, G.; He, Y.; Wu, J. Preparation of 
quinazolino[3,2-a]quinazolines via a palladium-catalyzed 
three-component reaction of carbodiimide, isocyanide, 
and amine. Chem. Commun., 2012, 48, 3836-3838. (c) 
Chen, J.; Natte, K.; Neumann, H.; Wu, X. F. A Convenient 
Palladium-Catalyzed Carbonylative Synthesis of 
Quinazolines from 2-Aminobenzylamine and Aryl Bro-
mides. RSC Adv. 2014, 4, 56502-56505. (d) Wang, H.; 
Chen, H.; Chen, Y.; Deng, G. J.  Palladium-catalyzed one pot 
2- arylquinazoline formation via hydrogen-transfer strat-
egy. Org. Biomol. Chem. 2014, 12, 7792-7799. (e) Xu, L.; 
Li, H.; Liao, Z.; Lou, K.; Xie, H.; Li, H.; Wang, W. Divergent 
Synthesis of Imidazoles and Quinazolines via Pd(OAc)2-
Catalyzed Annulation of N-Allylamidines. Org. Lett. 2015, 
17, 3434-3437. (f) Tang, L.; Wang, P.; Fan, Y.; Yang, X.; 
Wan, C.; Zha, Z. Heterogeneous Palladium‐Catalyzed Hy-
drogen‐Transfer Cyclization of Nitroacetophenones with 
Benzylamines: Access to C−N Bonds. Chemcatchem, 2016, 
8, 3565-3569. (g) Guo, S.; Zhai, J.; Wang, F.; Fan, X. One-
pot three-component selective synthesis of isoindolo[2,1-
a]quinazoline derivatives via a palladium-catalyzed cas-
cade cyclocondensation/ cyclocarbonylation sequence. 
Org. Biomol. Chem. 2017, 15, 3674-3680. (h) Hu, K.; Zhen, 
Q.; Gong, J.; Cheng, T.; Qi, L.; Shao, Y.; Chen, J. Palladium-
Catalyzed Three-Component Tandem Process: One-Pot 



 

Assembly of Quinazolines, Org. Lett. 2018, 20, 3083-
3087. 

(11) Selander, N.; alm, K.; Szab, J. Catalysis by Palladium Pincer 
Complexes, Chem. Rev. 2011, 111, 2048-2076.  

(12) For some reviews on pincer chemistry, see: (a) Albrecht, 
M.; Van Koten, G. Platinum Group Organometallics Based 
on "Pincer" Complexes: Sensors, Switches, and Catalysts 
In memory of Prof. Dr. Luigi M. Venanzi and his pioneer-
ing work in organometallic chemistry, particularly in PCP 
pincer chemistry.Angew. Chem. Int. Ed. 2001, 40, 3750–
3781; MetallorganischePinzetten-Komplexe von Elemen-
ten der Platingruppe: Sensoren, Schalter und Katalysa-
toren. Angew. Chem. 2001, 113, 3866–3898; (b) Van Ko-
ten, G. Pincer ligands as powerful tools for catalysis in or-
ganic synthesis. J. Organomet. Chem. 2013, 730, 156–164. 
(c) González-Sebastián, L.; Morales-Morales, D. Cross-
coupling reactions catalysed by palladium pincer com-
plexes. A review of recent advances. J. Organomet. Chem. 
2019, 893, 39–51. (d) Lawrence, M. A. W.; Green, K.-A.; 
Nelson, P. N.; Lorraine, S. C. Review: Pincer ligands-
Tunable, versatile and applicable.Polyhedron, 2018, 143, 
11–27. e) Liu, J.-K.; Gong, J.-F.; Song, M.-P. Chiral palladi-
um pincer complexes for asymmetric catalytic reactions. 
Org. Biomol. Chem. 2019, 17, 6069–6098. (f) Valdés, H.; 
García-Eleno, M. A.; Canseco-Gonzalez, D.; Morales-
Morales, D. Recent Advances in Catalysis with Transition-
Metal Pincer Compounds. ChemCatChem, 2018, 10, 3136–
3172. g) Peris, E.; Crabtree, R. H. Key factors in pincer lig-
and design.Chem. Soc. Rev. 2018, 47, 1959– 1968. (h) Se-
lander, N.; Szabó, K. Catalysis by Palladium Pincer Com-
plexes, J. Chem. Rev. 2011, 111, 2048–2076; i) Morales-
Morales, D.; Jensen, C. M. Eds., The Chemistry of Pincer 
Compounds, Elsevier, the Netherlands, 2007, 1–450; (j) 
Szabó, K. J.; Wendt, O. F. Eds., Pincer and Pincer-Type 
Complexes: Applications in Organic Synthesis and Cataly-
sis, Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim, 
Germany, 2014, 1–302; (k) Morales-Morales, D. Ed., Pin-
cer Compounds Chemistry and Applications, Elsevier, The 
Netherlands, 2018, 1–736; l) Van Koten, G.; Gossage, R. A. 
Eds. The Privileged Pincer-Metal Platform: Coordination 
Chemistry & Applications, Springer, Cham, 2016, 1–376. 

(13) (a) Yamaguchi, R.; Kawagoe, S.; Asai, C.; Fujita, K.-i. Selec-
tive Synthesis of Secondary and Tertiary Amines by Cp 
Iridium-Catalyzed Mult alkylation of Ammonium Salts 
with Alcohols, Organic Letters, 2008, 10, 181-184. (b) 
Kim, J.; Chang, S. Ammonium salts as an inexpensive and 
convenient nitrogen source in the Cu-catalyzedamination 
of aryl halides at room temperature, Chem. Commun., 
2008, 3052–3054. (c) Daw, P.; -David, Y. B.; Milstein, D. 
Acceptorless Dehydrogenative Coupling Using Ammonia: 
Direct Synthesis of N-Heteroaromatics from Diols Cata-
lyzed by Ruthenium. J. Am. Chem. Soc. 2018, 140, 
11931−11934. (d) Li,  M.; Tang, Y.; Gao, H.; Rao, G.; Mao, Z. 
Efficient Cu-catalyzed Synthesis of Benzimidazoles Using 
Ammonia as Nitrogen Source in Water, Asian J. Org. Chem, 
2020, 9, 1027-1031. (e) Chen, J.; Chang, D.; Xiao, F.; Deng, 
G.-J. Four-component quinazoline synthesis from simple 
anilines, aromatic aldehydes and ammonium iodide un-
der metal-free conditions, Green Chem., 2018, 20, 5459–
5463. 

(14) (a) Wang, P.; Zhang, X.; Liu, Y.; Chen, B. Synthesis of Py-
rimidines with Ammonium Acetate as Nitrogen Source 
Under Solvent-Free Conditions, Asian J. Org. Chem. 2019, 
8, 1–7. (b) Adib, M.; Tahermansouri, H.; Koloogani, S. A.; 
Mohammadia, B.; Bijanzadeh, H. R.; Krohnke pyridines: 

an efficient solvent-free synthesis of 2,4,6-
triarylpyridines, Tetrahedron Letters, 2006, 47, 5957–
5960. 

(15) Chen, Z.; Chen, J.; Liu, M.; Ding, J.; Gao, W.; Huang, X.; Wu, 
H. Unexpected Copper-Catalyzed Cascade Synthesis of 
Quinazoline Derivatives. J. Org. Chem. 2013, 78, 
11342−11348.  

(16) Tan, Z.; Fu, Z.; Yang, J.; Wu, Y.; Cao, L.; Jiang, H.; Li, J.; 
Zhang, M. Hydrogen Transfer-Mediated Multicomponent 
Reaction for Direct Synthesis of Quinazolines by a Naph-
thyridine-Based Iridium Catalyst, Science, 2020, 
23,101003. 

(17) (a) Fang, J.; Zhou, J.; Fang, Z. Synthesis of 2-substituted 
quinazolines via iridium catalysis, RSC Adv., 2013, 3, 
334–336. (b) Chen, M.; Zhang, M.; Xiong, B.; Tan, Z.; Lv, 
W.; Jiang, H. A Novel Ruthenium-Catalyzed Dehydrogena-
tive Synthesis of 2-Arylquinazolines from 2-Aminoaryl 
Methanols and Benzonitriles. Org. Lett. 2014, 16, 6028-
6031. (c) Gopalaiah, K.; Saini, A.; Devi, A. Iron-catalyzed 
cascade reaction of 2-aminobenzyl alcohols with benzyl-
amines: synthesis of quinazolines by trapping of ammo-
nia. Org. Biomol. Chem., 2017, 15, 5781–5789. (d) Fan, H.; 
Zhang, W.; Zhao, W.; Li, F. Acceptorless Dehydrogenative 
Cyclization of o-Aminobenzylamines and Aldehydes to 
Quinazolines in Water Catalyzed by a Water-Soluble Met-
al-Ligand Bifunctional Catalyst. ChemistrySelect, 2017, 2, 
5735-5739. (e) Chakraborty, G.; Sikari, R.; Das, S.; Mondal, 
R.; Sinha, S.; Banerjee, S.; Paul, N. D.  Dehydrogenative 
Synthesis of Quinolines, 2-Aminoquinolines, and 
Quinazolines Using Singlet Diradical Ni(II)-Catalysts. J. 
Org. Chem. 2019, 84, 2626−2641. (f) Wan, X-M.; Liu, Z-L.; 
Liu, W.-Q.; Cao, X.-N.; Zhu, X.; Zhao, X.-M.; Song, B.; Hao, X.-
Q.; Liu, G. NNN pincer Ru(II)-catalyzed dehydrogenative 
coupling of 2-aminoarylmethanols with nitriles for the 
construction of quinazolines. Tetrahedron, 2019, 75, 
2697-2705. (g) Das, K.; Mondal, A.; Pal, D.; Srimani, D. 
Sustainable Synthesis of Quinazoline and 
2-Aminoquinoline via Dehydrogenative Coupling of 
2-Aminobenzyl Alcohol and Nitrile Catalyzed by Phos-
phine-Free Manganese Pincer Complex. Org. Lett. 2019, 
21, 3223–3227. (h) Mondal, A.; Sahoo, M. K.; Subaramani-
an, M.; Balaraman, E. Manganese(I)-Catalyzed Sustainable 
Synthesis of Quinoxaline and Quinazoline Derivatives 
with the Liberation of Dihydrogen. J. Org. Chem. 2020, 85, 
7181–7191. (i) Zhang, S.-Q.; Cui, Y.; Guo, B.; Young, D. J.; 
Xu, Z.; Li, H.-X. Efficient synthesis of quinazolines by the 
iron-catalyzed acceptorless dehydrogenative coupling of 
(2-aminophenyl)methanols and benzamides. Tetrahe-
dron, 2021, 78, 131825. 

(18) Mori, T.; Ishii, C.; Kimura, M. Pd-Catalyzed Dehydrogena-
tive Oxidation of Alcohols to Functionalized Molecules. 
Org. Process Res. Dev. 2019, 23, 1709–1717. 

(19) Balamurugan, G.; Ramesh, R.; Malecki, J. G. Nickel(II)− 
NΛNΛO Pincer Type Complex-Catalyzed N-alkylation of 
Amines with Alcohols via the Hydrogen Autotransfer Re-
action. J. Org. Chem.2020, 85, 7125−7135. 

(20) Saranya, S.; Ramesh, R.; Sémeril, D. Non-Pincer-Type 
Arene Ru(II) Catalysts for the Direct Synthesis of Azines 
from Alcohols and Hydrazine under Aerobic Conditions. 
Organometallics, 2020, 39 (17), 3194−3201. 

(21) Balaji, S.; Balamurugan, G.; R. Ramesh, D. Semeril, Palladi-
um(II) N^O Chelating Complexes Catalyzed One-Pot Ap-
proach for Synthesis of Quinazolin-4(3H)-ones via Accep-
torless Dehydrogenative Coupling of Benzyl Alcohols and 



 

2-Aminobenzamide, Organometallics, 2021, 40, 6, 725–
734. 

(22) Manikandan, T. S.; Ramesh, R.; Shivalingegowda, N.; 
Krishnappagowda, L. N. Direct Aerobic Strategy for Syn-
thesis of Imines via Alcohols and Amines Promoted by 
Ruthenium(II) (η6-p-cymene) Complexes, Chemis-
trySelect, 2018, 3, 1561 – 1568. 

(23) (a) Muthumari, S.; Mohan, N.; Ramesh, R.; An efficient 
trifunctional benzhydrazone ligated Pd(II) complex for 
Heck reaction of aryl bromides, Tetrahedron Lett. 2015, 
56, 4170–4174. (b) Vignesh, A.; Bhuvanesh, N. S. P.; 
Dharmaraj, N. Conversion of Arylboronic Acids to Te-
trazoles Catalyzed by ONO Pincer-Type Palladium Com-
plex. J. Org. Chem. 2017, 82, 887-892. 

(24) (a) Das, S.; Maiti, D.; Sarkar, S. D. Synthesis of Polysubsti-
tuted Quinolines from α-2-Aminoaryl Alcohols Via Nickel-
Catalyzed Dehydrogenative Coupling. J. Org. Chem. 2018, 
83, 2309−2316. (b) Alanthadka, A.; Bera, S.; Vellakkaran, 
M.; Banerjee, D. Nickel-Catalyzed Double Dehydrogena-
tive Coupling of Secondary Alcohols and β-Amino Alco-
hols To Access Substituted Pyrroles. J. Org. Chem. 2019, 
84, 21, 13557–13564. (c) Muthumari, S.; Saranya, S.; 
Ramesh, R. Synthesis and structure of arene rutheni-
um(II) complexes: One‐pot catalytic approach to synthe-
sis of bioactive quinolines under mild conditions, Appl. 
Organomet. Chem, 2018, 32, 4582. (d) Yin, W.; Wang, C.; 
Huang, Y. Highly Practical Synthesis of Nitriles and Het-
erocycles from Alcohols under Mild Conditions by Aero-
bic Double Dehydrogenative Catalysis, Org. Lett. 2013, 
15, 1850–1853.  

(25) Han, B.; Wang, C.; Han, R.-F.; Yu, W.; Duan, X.-Y.; Fang, R.; 
Yang, X.-L. Efficient aerobic oxidative synthesis of 2-aryl 
quinazolines via benzyl C–H bond aminationcatalyzed by 
4-hydroxy-TEMPO. Chem. Commun., 2011, 47, 7818–
7820.  

(26) Anandaraj, P.; Ramesh R.; Kumaradhas, P. Palladium(II) 
N,N,O-pincer type complex-mediated dehydrogenative 
coupling of alcohols to Quinazolines, New J. Chem., 2021, 
45, 16572–16580 

(27) Fan, X.; Li, B.; Guo, S.; Wang, Y.; Zhang, X. Synthesis of 
Quinazolines and Tetrahydroquinazolines: Copper-
Catalyzed Tandem Reactions of 2-Bromobenzyl Bromides 
with Aldehydes and Aqueous Ammonia or Amines, Chem. 
Asian J. 2014, 9, 739 – 743. 

(28) Yao, S.; Zhou, K.; Wang, J.; Cao, H.; Yu, L.; Wu, J.; Qiu, P.; Xu, 
Q. Synthesis of 2-substituted quinazolines by CsOH-
mediated direct aerobic oxidative cyclocondensation of 
2-aminoarylmethanols with nitriles in air, Green Chem., 
2017, 19, 2945-2951. 

(29) Song, T.; Ren, P.; Ma, Z.; Xiao, J.; Yang, Y. Highly Dispersed 
Single-Phase Ni2P Nanoparticles on N,P-Codoped Porous 
Carbon for Efficient Synthesis of N-Heterocycles, ACS Sus-
tainable Chem. Eng. 2020, 8, 267−277. 

(30) Gujjarappa, R.; Maity, S. K.; Hazra, C. K.; Vodnala, N.; 
Dhiman, S.; Kumar, A.; Beifuss, U.; Malakar, C. C. Divergent 
Synthesis of Quinazolines using Organocatalytic Domino 
Strategies under Aerobic Conditions, 2018, 2018, 4628-
4638. 

 
 
 

 

Table of Contents Only (TOC)  
 
N^N^O Pincer Ligands Supported Palladium(II) Complexes:  Direct Synthesis of Quinazolines via Double Dehydro-
genative Coupling of Alcohols  
 
One-pot synthesis of quinazolines using Pd(II) complexes via double dehydrogenative coupling of readily available benzyl 
alcohols and 2-aminobenzyl alcohol has been described. This approach unveiled a broad substrate scope to synthesize a 
wide variety of quinazoline derivatives with the maximum yield of 93% at 1.5 mol% catalyst loading. 
 

 
 


