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Abstract Condensation products obtained from the treat-
ment of uracil amidine with preformed or in situ generated
suitably substituted olefins unexpectedly undergo intramo-
lecular cyclisation during silica gel chromatography to gen-
erate pyrido[2,3-d]pyrimidines. Various reaction conditions
are studied and the altered nature of the uracil amidine mole-
cule is further explored by reacting it with different suitably
substituted alkenes.

Keywords Cycloaddition reaction · Heterocycles ·
Silica gel · Pyridopyrimidines

Introduction

Synthesis of nitrogen containing heteroaromatic species of
biological significance is an ever interesting field of research,
as these entities are prevalent as substructures in living
systems and constitutes the core structure of numerous
pharmaceuticals. The exhibition of exciting biological prop-
erties and their role as pharmacophores of historical impor-
tance has generated considerable interests among synthetic
chemists for developing new methodologies for synthesizing
these nitrogen containing heterocycles. Favourable exploi-
tation of the 5,6-double bond of uracil for synthesizing
fused pyrimidines is a challenging area [1–3]. Synthesis of a
library of fused pyrimidines such as pyrimidopyrimidines
[4], pyrazolopyrimidines [5] and pyridopyrimidines [6] can
be designed by its synthetic manipulation. The synthesis of
pyridine containing molecules has attracted much attention
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as this structural motif appears in a large number of pharma-
ceutical agents and natural products [7]. Pyrido[2,3-d]pyrim-
idine is known to act as potent inhibitor of dihydrofolate
reductase (DHFR) [8,9], which is an important target site in
most of the parasitic diseases. Pyrimidine derivatives have
also shown remarkable activity as bronchodilators, vasodi-
lators, antiallergic, antihypertensive and anticancer agents
[10–15].

The behaviour of 6-[(dimethylamino)methylene]amino-
1,3-dimethyl uracil 1 as a reactive diene was first demon-
strated by Wamhoff and coworkers about two decades ago
[16]. The diene system of the 6-[(dimethylamino)methy-
lene]amino-1,3-dimethyl uracil molecule is very reactive for
[4+2] cycloaddition reactions and diverse range of poten-
tial products can be obtained by its synthetic exploitation.
A literature survey revealed that this molecule behaves as
an excellent diene in Diels–Alder reactions. Our group has
continuously been exploiting the diene nature of this mol-
ecule and its reaction with electron deficient olefins and a
variety of polarised double bonds to generate libraries of
novel and interesting pyrimido fused heterocycles [17–20].
Inspired by these results, we became interested to investigate
the reaction of uracil amidine 1 with polarised alkenes. We
initially envisioned that reaction of 6-[(dimethylamino)meth-
ylene]amino-1,3-dimethyl uracil 1 with suitably polarised
alkenes could afford [4+2] cycloaddition products. However,
to our surprise, we observed, for the first time, that 1 devi-
ated from its established diene behaviour and yielded a [3+3]
cycloaddition product via an addition–cyclisation process.
The unexpected behaviour of uracil amidine was thoroughly
studied and the results of this effort are presented herein.
Quite fortunately, literature reports are available to compare
and confirm our end products which are discussed in this
report [21–23]. Our present study reveals that reaction of 1
with olefins can be switched from [4+2] to a formal [3+3]
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Scheme 1 Concept of [4+2] and [3+3] cycloaddition reactions in the
synthesis of pyridopyrimidines

reaction by suitably tuning the substituent moieties in the
olefin (Scheme 1).

Results and discussion

Our synthetic strategy involved condensation of polarised
alkenes generated in situ from an aromatic aldehyde and an
active methylene compound with uracil amidine 1 to afford
regiospecific one-pot synthesis of pyrido[2,3-d]pyrimidines.
Subsequent treatment of 6-[(dimethylamino)methylene]
amino-1,3-dimethyl uracil 1 with an aromatic aldehyde 2
and active methylene cyano compound 3 yielded compound
4 instead of our expected [4+2] cycloaddition product 5
(Scheme 2).

Our initial effort was to develop an appropriate sol-
vent system and reaction condition to perform the pro-
posed reaction. The results of this study are summarised in
Table 1. We observed that the three component reaction of 1,
p-nitro-benzaldehyde 2a and malononitrile 3a led to the
recovery of starting materials in most of the organic solvents
(Table 1, entries 1–7). However, compound 4 was unexpect-
edly formed in 60% yield when the reaction was carried out
under refluxing acetonitrile for 20 h (Table 1, entry 8). The
use of PEG-400 as solvent in presence of 10 mol% of K2CO3

increased the yield of the product to 70% under much reduced
time (Table 1, entry 13). The reaction did not yield any
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Scheme 2 Synthesis of compound 4 from uracil amidine 1

Table 1 Optimisation of reaction conditions for synthesis of compound
4a

Entry Solvent Time (h) Reaction condition Yield (%)a

1 PhNO2 12 Reflux No reaction

2 Dioxane 15 Reflux No reaction

3 THF 15 Reflux No reaction

4 DMF 12 Reflux No reaction

5 DCM 14 Reflux No reaction

6 EtOH 14 Reflux No reaction

7 Toluene 16 Reflux No reaction

8 Acetonitrile 20 Reflux 60

9 H2O 18 stirring, 80 ◦C No reaction

10 [hmim]PF6 20 Stirring, r.t. No reaction

11 [bmim]PF6 18 Stirring, r.t. No reaction

12 [bmim]BF4 20 Stirring, r.t. No reaction

13 PEG-400/K2CO3 10 Stirring, r.t. 70

a Isolated yield

product when ionic liquids were employed as solvent
(Table 1, entries 10–12).

The structure of compound 4a was confirmed by NMR,
IR and mass spectrometric analysis. The 1H NMR spectrum
showed the presence of two tertiary protons as doublets at
δ 4.43 and 5.90 and other peaks at δ 8.20 (d, J = 8.6 Hz,
2H, arom.), 7.64 (d, J = 8.6 Hz, 2H, arom.), 7.27 (s, 1H,
CH=N–), 3.31 (s, 3H, NCH3), 3.28 (s, 3H, NCH3), 3.18
(s, 3H, CHNCH3), 3.10 (s, 3H, CHNCH3). The 13C NMR
spectrum showed 17 peaks at δ 162.9, 159.8, 153.6, 151.1,
147.6, 145.2, 129.1, 124.0, 112.9, 112.7, 94.4, 45.2, 40.6,
34.6, 31.5, 28.0 and 25.6. The IR spectrum showed absorp-
tions at 2254.3 and 2217.2 cm−1 due to the two CN groups.
The mass spectrum of 4a revealed a strong molecular ion
peak at m/z 408 (M+, 100). Similarly, other products 4b–m
were prepared and characterised (Table 2).

The PEG-400/K2CO3 system provides a suitable, oper-
ation friendly and green route to synthesise compounds 4.
PEGs are able to form complexes with alkaline and alka-
line earth cations in protic and aprotic solvents and can be
regarded as open chain crown ethers [24,25]. A possibility
is that in the PEG/K2CO3 media, the CO3

2− anion could be
brought into solution through coordination of the cationic
centre of K2CO3 with the oxygen atom of PEG. The CO3

2−
anions present in the solution thereby promotes the reaction
by enhancing the reactivity of the C-5 atom of uracil amidine
1 for [4+2] cycloaddition towards electron deficient alkenes,
which are generated in situ in the reaction media. The spe-
cific role of PEG-400 in the reaction, however, is not yet
clear at this stage and further studies are being carried out in
this direction.

Interestingly, while separating compound 4 by column
chromatography, we were excited to note that a very fast
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Table 2 Substrate study for synthesis of compound 4

Entry Ar R Product Yield (%)a

1 p-NO2–C6H4– CN 4a 70

2 p-F–C6H4– CN 4b 66

3 p-Cl–C6H4– CN 4c 65

4 C6H5– CN 4d 63

5 2-Thienyl CN 4e 60

6 3-Br–C6H4– CN 4f 67

7 3-Br–C6H4– COOEt 4g 50

8 p-N02–C6H4– COOEt 4h 40

9 p-Cl–C6H4– COOEt 4i 42

10 2-Thienyl COOEt 4j 40

11 3-Br–C6H4– CONH2 4k 42

12 p-NO2–C6H4– CONH2, 4l 45

13 C6H5– CONH2 4m 46

Reaction conditions: Uracil amidine (1 equiv.), aromatic aldehyde (1
equiv.), active methylene compound (1 equiv.) was stirred in PEG-400
at r.t. in presence of 10 mol% of K2CO3 until the reaction is complete
a Isolated yield
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Fig. 1 Conversion of compound 4 into pyridopyrimidine derivatives 6
inside a chromatographic column

column chromatographic purification resulted in the separa-
tion of 4, but a slow column run yielded a new compound with
Rf value much lower than that of 4. Subsequent analysis of
this compound showed that it is neither the [4+2] cycloadduct
5 nor the adduct 4, but a pyrido[2,3-d]pyrimidine derivative
of type 6 (Fig. 1).

This type of organic transformations inside a chromato-
graphic column promoted by silica gel used for column chro-
matography is rare and there are very few literature reports
available. Matsushima and Kino [26] reported one such reac-
tion during their total synthesis of N -Bz-D-daunosamine and
N -Bz-D-ristosamine. The structure of product 6 as a pyr-
ido[2,3-d]pyrimidine derivative was assigned on the basis
of its elemental and spectral analyses. The 1H NMR spec-
trum showed the absence of the H-5 proton of the uracil 1

Table 3 Substrate study for the cylisation step

Entry Ar R Product Yield (%)a

1 p-NO2–C6H4– CN 6a 90

2 p-F–C6H4– CN 6b 92

3 p-Cl–C6H4– CN 6c 95

4 C6H5– CN 6d 90

5 2-Thienyl CN 6e 93

6 3-Br–C6H4– CN 6f 93

a Isolated yield

and the presence of two methyl groups from the cycload-
duct 6a at δ 3.28 (s, 3H, NCH3) and at 3.65 (s, 3H, NCH3),
and other peaks at 8.38 (d, J= 8.6 Hz, 2H, arom.), 7.45 (d,
J = 8.6 Hz, 2H, arom.), and 5.78 (s, 2H, NH2). The 13C
NMR spectrum showed peaks at δ 166.1, 164.9, 162.5, 157.8,
156.7, 148.8, 143.7, 127.3, 123.1, 113.2, 98.4, 84.2, 36.8 and
28.7. The mass spectrum of 6a revealed a strong molecular
ion peak at m/z 353 (M+, 100). The formation of the prod-
ucts 6 were further confirmed by comparing with literature
values [21,22]. Similarly, other pyrido [2,3-d]pyrimidines
6a–f were prepared in 90–95% yields and fully character-
ised (Table 3). Further investigation showed that the forma-
tion of 6 depends on the rate of flow of the eluent through
the column. A fast elution of 4 through the column did not
yield any 6, a slow elution resulted in conversion of all 4
to 6, while a moderately fast column resulted in mixture of
4 and 6.

Encouraged by this observation, we set out to study the
scope and limitation of the transformation of 4 to 6 under dif-
ferent reaction conditions and the results are summarised in
Table 4. The reaction did not proceed at all in organic solvents
(Table 4, entries 1–5). Further, silica gel failed to catalyse the
reaction under microwave condition (Table 4, entry 6). Trace
amount of product formation was observed when the reac-
tants were irradiated under MW after adsorption on acidic
Al2O3 (Table 4, entry 7). These results led us to the con-
clusion that the transformation of 4 to 6 is promoted by the
silica gel used for column chromatography. Quite interest-
ingly, however, no formation of 6 was observed when one
of the CN moiety of the alkene was substituted by COOEt
or CONH2. Thus, it can be remarked that the silica gel spe-
cifically catalyses cycloaddition of 1,1-dicyano-substituted
olefins only. Silica gel itself or in combination with variety
of other co-reagents [27–29] have been known to mediate
various organic transformations. A reasonable mechanism
for the formation of pyrido[2,3-d]pyrimidines from the three
component reaction is outlined in Scheme 3. The sequence
starts with the formation of Knoevenagel product 7 from 2
and 3, which then undergoes [4+2] cycloaddition followed
by rearrangement to give compound 4. The cyclisation of
4 to 6 proceeds via an initial 1,5-hydrogen shift followed
by elimination of trimethylamine from 1:1 cycloadduct.

123



700 Mol Divers (2011) 15:697–705

Table 4 Optimisation of
reaction conditions for the
cyclisation step

a Isolated yield

Entry Solvent Time Reaction
condition

Yield (%)a

1 CH3CN 11 h Reflux No reaction

2 EtOH 16 h Reflux No reaction

3 Toluene 12 h Reflux No reaction

4 THF 15 h Reflux No reaction

5 Nitrobenzene 20 h Reflux No reaction

6 Adsorb on silica 30 min MW No reaction

7 Adsorb on
A12O3 (acidic)

20 min MW Trace

8 Eluted through
silica gel
60–120 mesh

16 h 1:1 Hexane:ethyl
acetate as
eluent

90–95
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Scheme 3 Mechanistic rationale for the formation of pyrido[2,3-d]pyrimidine derivative 6

Finally, an imine-enamine tautomerism leads to the forma-
tion of pyrido[2,3-d]pyrimidine derivative.

We then confirmed the mechanism by performing the
reaction in two steps. First we synthesised the ylidine

malononitrile 7a by the Knoevenagel condensation of mal-
ononitrile with aromatic aldehydes. It was then reacted with
6-[(dimethylamino)methylene]amino-1,3-dimethyl uracil 1
in PEG-400 in presence of 10 mol% of K2CO3 at room

123



Mol Divers (2011) 15:697–705 701

temperature. We observed that the reaction proceeds smoothly
and isolated the product 4 in yields comparable to the three
component reaction.

We further investigated the scope of the reaction by react-
ing 1 with 2-amino-substituted acrylonitriles 8 under the
same reaction conditions. Thus, when equimolar amount of
the two reactants were stirred in PEG-400 in presence of 10
mol% of K2CO3 at room temperature, to our delight, 5,8-
dihydropyrido[2,3-d]pyrimidine 9 formed directly without
formation of any intermediate (Scheme 4). The structure of
product 9 was assigned on the basis of its elemental and
spectral analyses. The 1H NMR spectrum showed the pres-
ence of two N-methyl groups at δ 3.16 and 3.33 as sing-
lets, and other peaks at 3.53 (t, J = 7.2 Hz, 1H, CH ), 3.63
(d, J = 7.2 Hz, 2H CH2), 4.68 (s, 1H, NH ), 6.87 (s, 2H,
NH2). The 13C NMR spectrum showed peaks at δ 21.91,
27.49, 29.73, 70.23, 75.36, 79.63, 152.72, 155.35 and 161.88.
The mass spectrum of 9 revealed a strong molecular ion
peak at m/z 209 ([M+1]+, 100). The IR spectrum showed
peaks at 3231.2 cm−1 for the NH group and at 3355.7 and
3397.3 cm−1 for the NH2 group. Further D2O exchange spec-
trum was recorded and it did not show the peaks at δ 4.68 and
δ 6.87 which confirms the presence of the labile hydrogen of
NH and NH2 groups.

We tried to generalise the reaction by taking different
amine substituents in 8 and observed that cyclic secondary
amines like morpholine, piperidine and pyrrolidine leads to
generation of the same product after elimination of the amine
moiety. However, when N ,N -diphenyl amine was taken as
the substituent, the reaction did not proceed at all despite long
reaction time and the reactants were quantitatively recov-
ered. This could be due to the large steric hindrance offered
by the phenyl groups that renders the initial step sterically
unfavourable.

During the course of the reaction, we became interested
to see how the uracil amidine molecule 1 would behave if
the cyano group is substituted with a carbonyl group. We
postulated that like a cyano group, the carbonyl group also
provides a potential site for the nucleophilic N atom of 1 to
attack and thus should undergo the same reaction pathway.
We initially selected 1,3-diketones as potential active meth-
ylene candidates for this reaction. Subsequently, we carried
out a three component reaction between uracil amidine 1,
an aldehyde and acetyl acetone 10 in PEG-400 but failed to
obtain the desired product. The reaction was unsuccessful
despite elevating the reaction temperature and starting mate-
rials were recovered quantitatively. Encouraged by the fact
that silica gel, which is slightly acidic, promoted the cycli-
sation of acyclic intermediate 4 to pyrido[2,3-d]pyrimidines
(Scheme 3), we tried this reaction under acidic medium, and
the results that we obtained quite fascinated us.

Equimolar mixture of uracil amidine 1, acetyl acetone 10
and 4-chloro benzaldehyde 11 when refluxed in acetic acid
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for an appropriate amount of time, yielded, to our expec-
tation, pyrido[2,3-d]pyrimidine derivative 12a (Scheme 5)
[23].

The structure of the compound 12a was assigned from its
spectral analysis. The 1H NMR spectrum showed the CH3

and COCH3 peaks at δ 2.14 and 2.30 and other peaks at 3.29
(s, 3H, NCH3), 3.51 (s, 3H, NCH3), 5.26 (s, 1H, NH ), 5.95
(s, 1H, CH ), 7.45–7.52 (m, 4H, arom.). Finally, the struc-
ture of 12a was confirmed by single crystal X-ray diffraction
study (Fig. 2).1 It clearly shows the methyl group α- to the
NH group and thereby confirms that the N atom has attacked
one of the carbonyl groups of acetyl acetone. The choice of
the reagents in the transformation is quite interesting as uracil
amidine is found to behave as an excellent diene in presence
of acetic acid with different reactants [30].

The generality of the reaction scheme was checked by
altering different aromatic aldehydes and acyclic and cyclic
1,3-dicarbonyl compounds. In all cases, the reaction occurred
smoothly and good to excellent yields of the products were
obtained. Further, the reaction was clean and formation of no
side products was observed. The results obtained are sum-
marised in Table 5.

In summary, we have reported the first deviation from
diene behaviour of uracil amidine molecule, which leads
to generation of some biologically important pyrido[2,3-
d]pyrimidine derivatives. The procedure presented here
employs, in the first step, PEG-400 as both solvent and pro-
moter for the addition of uracil amidine to acrylonitriles.

1 CCDC-775735 and CCDC-787459 contains the supplemtary crystal-
lographic data for compound 12a and 12k. These data can be obtained
free of charge from the Cambridge Crystallographic Data Centre via
www.ccdc.cam.ac.uk/data_request/cif.
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Fig. 2 Ortep diagram of compound 12a and 12k drawn with 30% probability ellipsoid

The second step involves silica gel promoted cyclisation of
the intermediate adduct to pyrido[2,3-d]pyrimidine inside a
chromatographic column in excellent yields. The deviation
from diene nature of uracil amidine is further explored by
reacting it with 2-amino-substituted acrylonitriles and other
2-carbonyl-substituted acrylonitriles under various condi-
tions. In all cases formation of pyridopyrimidines was
observed in excellent yields. This is quite significant in view
of understanding cycloaddition reaction strategies and it can
pave new ways for exploitation of other –C=C–N=C– type
of diene systems.

Experimental

All reactions were carried out under air. All the commercially
available reagents were used as received. Melting points were
measured with a Buchi B-540 melting point apparatus and
uncorrected. IR spectra were recorded on a SHIMADZU
FTIR-8400 instrument. 1H NMR spectra were recorded on an
Advance DPX 300 MHz FT-NMR spectrometer using tetra-
methylsilane (TMS) as an internal standard. Chemical shifts
(δ) are given from TMS (0 ppm) and coupling constants are
expressed in Hertz (Hz). 13C NMR spectra were recorded on
an Advance DPX 75 MHz FT-NMR spectrometer and chem-
ical shifts (δ) are given from CDCl3 (77.0 ppm). Mass spectra
were recorded on an ESQUIRE 3000 mass spectrometer.
Column chromatography was performed on silica gel
(60–120 mesh) using ethyl acetate: hexane as eluent.

General procedure for synthesis of compounds 4a–m

1 mmol each of uracil amidine 1, aromatic aldehyde 2 and the
active methylene compound 3 were taken in a 50 mL round

bottomed flask and to this 2 mL of PEG-400 and K2CO3

(10 mol%, 0.1 mmol, 0.014 g) were added and the reaction
mixture was stirred at room temperature for 10–12 h. After
completion, as indicated by TLC, the reaction mixture was
poured into ice cold water, whereby crude product precipi-
tated out. It was filtered and purified by fast column chroma-
tography using 1:1 ethyl acetate:hexane as the eluent to get
pure product 4.

General procedure for synthesis of
pyrido[2,3-d]pyrimidine derivatives 6a–f

The product pyrido[2,3-d]pyrimidine 6 was obtained when
the intermediate 4 was very slowly eluted in a chromato-
graphic column using 1:1 ethyl acetate:hexane as the eluent
over a period of 16–18 h. Alternatively, product 6 can be
directly obtained from the crude reaction mixture by eluting
it very slowly through the chromatographic column over a
period of 20–22 h without obtaining the intermediate 4. A
moderately fast elution of the crude product yields mixtures
of 4 and 6.

General procedure for synthesis of
5,8-dihydropyrido[2,3-d]pyrimidine 9

7-amino-1,3-dimethyl-5,8-dihydro-1H -pyrido[2,3-d]pyrim-
idine-2,4-dione 9 was obtained by mixing equimolar
amounts (1 mmol) of uracil amidine 1 and 2-amino-substi-
tuted ylidine nitrile 8 in 2 mL of PEG-400 and K2CO3

(10 mol%, 0.1 mmol, 0.014 g) and then subjecting to stir-
ring at room temperature for 7–9 h. After the reaction is
complete (as indicated by TLC), the reaction mixture is
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Table 5 Synthesis of
pyrido[2,3-d]pyrimidine
derivatives 12

Reaction conditions: Uracil
amidine (1 equiv.), active
methylene compound (1 equiv.)
and aldehyde (1 equiv.),
CH3COOH (5 mL),
reflux, 5–8 h
a Isolated yield

Active methylene
compound 10

Aldehyde
    11

Product Yield(%)bEntry

1
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12l 
Ar: C4H9-

90

92

90

77

poured into ice cold water, whereby crude product precip-
itated out. It was filtered and purified by column chroma-
tography using 1:1 ethyl acetate:hexane as the eluent to
get pure 7-amino-1,3-dimethyl-5,8-dihydro-1H-pyrido[2,3-
d]pyrimidine-2,4-dione 9.

General procedure for synthesis of pyrido[2,3-d]pyrimidine
derivatives 12a–l

Equimolar amounts (1 mmol) of uracil amidine 1, aromatic
aldehyde 11 and the active methylene compound 10 were
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taken in a round bottomed flask and to this 10 mL of acetic
acid was added and the reaction mixture was refluxed until the
reaction goes to completion. After completion, as indicated
by TLC, the reaction mixture was poured into water, whereby
crude product precipitated out. It was filtered, washed thor-
oughly with water, dried and purified by column chromatog-
raphy using 3:7 ethyl acetate:hexane as the eluent to get pure
products 12a–l.

Acknowledgments RS thanks Council of Scientific and Industrial
Research (CSIR), New Delhi, for the award of a research fellowship.
Dr. R. K. Boruah, Scientist, Analytical Chemistry Division, NEIST,
Jorhat is gratefully acknowledged for single crystal analysis. We also
thank DST, New Delhi for financial support to this work.

References

1. Kim JN, Ryu EK (1992) Reactivity of nitrile oxides toward the
5,6-double bond of uracil derivatives: synthesis of some 5-aroyl-
pyrimidine nucleoside oximes. J Org Chem 57: 1088–1092. doi:10.
1021/jo00030a011

2. Saladino R, Stasi L, Crestini C, Nicoletti R, Botta M (1997) Reac-
tivity of lithium trimethylsilyldiazomethane and diazomethane
toward the 5,6-double bond of uracil and uridine derivatives. Tet-
rahedron 53: 7045–7056. doi:10.1016/S0040-4020(97)00402-x

3. Prajapati D, Baruah PP, Gogoi BJ, Sandhu JS (2006) One-pot syn-
thesis of novel 1H -pyrimido[4, 5-c][1,2] diazepines and pyraz-
olo[3, 4-d]pyrimidines. Beilstein J Org Chem 2:5. doi:10.1186/
1860-5397-2-5

4. Wamhoff H, Schmidt A (1993) Pyrimido[4, 5-d]pyrimidines,
pyrimido[4′,5′:4,5]pyrimido[6, 1-a]azepines, and an imidazo
[5, 1- f ][1,2,4]triazine by three-component reactions. Heterocycles
35:1055–1066. doi:10.3987/COM-92-S(T)102

5. Kanazawa H, Nishigaki S, Senga K (1984) N -bromosuccinimide
in heterocyclic synthesis. synthesis of pyrazolo[3, 4-d]pyrim-
idines, pyrimido[5, 4-e]triazines, and pyrimido[4, 5-c]pyrida-
zines from 6-arylidenehydrazino-1,3-dimethyluracil derivatives. J
Heterocycl Chem 21:969–974. doi:10.1002/jhet.5570210408

6. Rho KY, Kim JH, Kim SH, Yoon CM (1998) Synthesis of
pyrido[2, 3-d]pyrimidines via a palladium-catalyzed coupling
reaction followed by an electrocyclic reaction. Heterocycles
48:2521–2528. doi:10.3987/COM-98-8295

7. Roth HJ, Kleemann A (1988) Pharmaceutical chemistry, vol. 1:
drug synthesis. Wiley, New York

8. Gangjee A, Vasudevan A, Queener SF, Kisliuk RL (1995)
6-Substituted-2,4-diamino-5-methylpyrido[2, 3-d]pyrimidines as
inhibitors of dihydrofolate reductases from pneumocystis carinii
and toxoplasma gondii and as antitumor agents. J Med Chem
38:1778–1785. doi:10.1021/jm00010a022

9. Gangjee A, Vasudevan A, Queener SF, Kisliuk RL (1996) 2,4-
Diamino-5-deaza-6-substituted pyrido[2, 3-d]pyrimidine antifo-
lates as potent and selective nonclassical inhibitors of dihydrofolate
reductases. J Med Chem 39:1438–1446. doi:10.1021/jm950786p

10. Coates WJ (1990) Eur Patent 351058; Chem Abstr 1990, 113,
40711

11. Ramsey AA (1974) US Patent 3830812; FMC Corp. Chem Abstr
1974, 81, 136174

12. Taylor EC, Knopf RJ, Meyer RF, Holmes A, Hoefle ML (1960)
Pyrimido[4, 5-d]pyrimidines. Part I. J Am Chem Soc 82:5711–
5718. doi:10.1021/ja01506a038

13. Figueroa-Villar JD, Carneiro CL, Cruz ER (1992) Synthesis of
6-phenylaminofuro[2, 3-d]pyrimidine-2,4(1H, 3H )-diones from
barbiturylbenzylidenes and isonitriles. Heterocycles 34:891–894.
doi:10.3987/COM-92-5989

14. Kitamura N, Onishi A (1984) Eur Patent 163599; Chem Abstr
1984, 104, 186439

15. Raddatz P, Bergmann R (1988) Ger Patent 360731; Chem Abstr
1988, 109, 54786

16. Walsh EB, Jue ZN, Fang G, Wamhoff H (1988) 6-[(dimethyl-
amino)methylene]amino-1,3-dimethyluracil: a versatile aza-diene
substrate for cycloaddition and Michael-type reactions. Tetrahe-
dron Lett 29: 4401–4404. doi:10.1016/S0040-4039(00)80505-5

17. Prajapati D, Gohain M, Thakur AJ (2006) Regiospecific one-
pot synthesis of pyrimido[4, 5-d]pyrimidine derivatives in the
solid state under microwave irradiations. Bioorg Med Chem Lett
16:3537–3540. doi:10.1016/j.bmcl.2006.03.088

18. Prajapati D, Thakur AJ (2005) Studies on 6-[(dimethyl-
amino)methylene]aminouracil: a facile one-pot synthesis of
novel pyrimido[4, 5-d]pyrimidine derivatives. Tetrahedron Lett
46:1433–1436. doi:10.1016/j.tetlet.2005.01.047

19. Gohain M, Prajapati D, Gogoi BJ, Sandhu JS (2004) A facile micro-
wave induced one-pot synthesis of novel pyrimido[4, 5-d]pyrimi-
dines and pyrido[2, 3-d]pyrimidines under solvent-free conditions.
Synlett 1179–1182. doi:10.1055/s-2004-825601

20. Saikia P, Thakur AJ, Prajapati D, Sandhu JS (2002) Studies on
6-[(dimethylamino)methylene]aminouracil: a facile one-pot syn-
thesis of novel pyrido[2, 3-d]pyrimidines. Indian J Chem Sect B
41:804–807

21. Devi I, Kumar BSD, Bhuyan PJ (2003) A novel three-compo-
nent one-pot synthesis of pyrano[2, 3-d]pyrimidines and pyr-
ido[2, 3-d]pyrimidines using microwave heating in the solid state.
Tetrahedron Lett 44:8307–8310. doi:10.1016/j.tetlet.2003.09.063

22. Saini A, Kumar S, Sandhu JS (2007) New strategy for the oxidation
of hantzsch 1,4-dihydropyridines and dihydropyrido[2, 3-d]pyrim-
idines catalyzed by DMSO under aerobic conditions. Synth Com-
mun 37:2317–2324. doi:10.1080/00397910701410442

23. Agarwal A, Chauhan PMS (2005) Solid supported synthesis
of structurally diverse dihydropyrido[2, 3-d]pyrimidines using
microwave irradiation. Tetrahedron Lett 46:1345–1348. doi:10.
1016/j.tetlet.2004.12.109

24. Yanagida S, Takahashi K, Okahara M (1978) Metal-ion complex-
ation of noncyclic poly(oxyethylene) derivatives. II. PMR studies
of the complexation with alkali and alkaline-earth metal cations.
Bull Chem Soc Jpn 51:1294–1299. doi:10.1246/bcsj.51.1294

25. Yanagida S, Takahashi K, Okahara M (1978) Metal-ion complex-
ation of noncyclic poly(oxyethylene) derivatives. complexation in
aprotic solvent and isolation of their solid complexes. Bull Chem
Soc Jpn 51:3111–3120. doi:10.1246/bcsj.51.3111

26. Matsushima Y, Kino J (2010) Synthesis of N -bz-protected
D-daunosamine and D-ristosamine by silica gel promoted intra-
molecular conjugate addition of trichloroacetimidates obtained
from osmundalactone and its epimer. Eur J Org Chem 2206–2211.
doi:10.1002/ejoc.200901402

27. Minakata S, Komatsu M (2009) Organic reactions on silica in
water. Chem Rev 109:711–724. doi:10.1021/cr8003955

28. Chakraborti AK, Rudrawar S, Kondaskar A (2004) An efficient
synthesis of 2-amino alcohols by silica gel catalysed opening of

123

http://dx.doi.org/10.1021/jo00030a011
http://dx.doi.org/10.1021/jo00030a011
http://dx.doi.org/10.1016/S0040-4020(97)00402-x
http://dx.doi.org/10.1186/1860-5397-2-5
http://dx.doi.org/10.1186/1860-5397-2-5
http://dx.doi.org/10.3987/COM-92-S(T)102
http://dx.doi.org/10.1002/jhet.5570210408
http://dx.doi.org/10.3987/COM-98-8295
http://dx.doi.org/10.1021/jm00010a022
http://dx.doi.org/10.1021/jm950786p
http://dx.doi.org/10.1021/ja01506a038
http://dx.doi.org/10.3987/COM-92-5989
http://dx.doi.org/10.1016/S0040-4039(00)80505-5
http://dx.doi.org/10.1016/j.bmcl.2006.03.088
http://dx.doi.org/10.1016/j.tetlet.2005.01.047
http://dx.doi.org/10.1055/s-2004-825601
http://dx.doi.org/10.1016/j.tetlet.2003.09.063
http://dx.doi.org/10.1080/00397910701410442
http://dx.doi.org/10.1016/j.tetlet.2004.12.109
http://dx.doi.org/10.1016/j.tetlet.2004.12.109
http://dx.doi.org/10.1246/bcsj.51.1294
http://dx.doi.org/10.1246/bcsj.51.3111
http://dx.doi.org/10.1002/ejoc.200901402
http://dx.doi.org/10.1021/cr8003955


Mol Divers (2011) 15:697–705 705

epoxide rings by amines. Org Biomol Chem 2:1277–1280. doi:10.
1039/b400588k

29. Karimi AR, Alimohammadi Z, Amini MM (2009) Wells–Dawson
heteropolyacid supported on silica: a highly efficient catalyst for
synthesis of 2,4,5-trisubstituted and 1,2,4,5-tetrasubstituted imida-
zoles. Mol Divers doi:10.1007/s11030-009-9197-x

30. Prajapati D, Borah KJ, Gohain M (2007) An efficient regiospec-
ific synthesis of highly functionalised novel dihydro-pyrimido
pyrimidine derivatives by a three-component one-pot condensa-
tion under solvent-free conditions. Synlett 595–598. doi:10.1055/
s-2007-970739

123

http://dx.doi.org/10.1039/b400588k
http://dx.doi.org/10.1039/b400588k
http://dx.doi.org/10.1007/s11030-009-9197-x
http://dx.doi.org/10.1055/s-2007-970739
http://dx.doi.org/10.1055/s-2007-970739

	Unexpected deviation from diene behaviour of uracil amidine: towards synthesis of some pyrido[2,3-d]pyrimidine derivatives
	Abstract
	Introduction
	Results and discussion
	Experimental
	General procedure for synthesis of compounds 4a--m
	General procedure for synthesis of pyrido[2,3-d]pyrimidine derivatives 6a--f
	General procedure for synthesis of 5,8-dihydropyrido[2,3-d]pyrimidine 9
	General procedure for synthesis of pyrido[2,3-d]pyrimidine derivatives 12a--l

	Acknowledgments
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 149
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /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 149
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /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 599
  /MonoImageMinResolutionPolicy /Warning
  /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 <>
    /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.)
    /DEU <>
  >>
  /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


