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purine
[9H-purine]

Purines are of great interest for several reasons, but in particular, together with
certain pyrimidine bases, they are constituents of DNA and RNA and consequently
of fundamental importance in life processes. Additionally, as nucleosides and
nucleotides (see below) they act as hormones and neurotransmitters and are present
in some co-enzymes. The interconversion of mono-, di-, and triphosphate esters of
nucleosides is at the heart of energy-transfer in many metabolic systems and is also
involved in intracellular signalling. This central biological importance, together with
medicinal chemists' search for anti-tumour and anti-viral (particularly anti-AIDS)
agents have resulted in a rapid expansion of purine chemistry in recent years.

There are significant lessons to be learnt from the chemistry of purines since their
reactions exemplify the interplay of its constituent imidazole and pyrimidine rings
just as the properties of indole show modified pyrrole and modified benzene
chemistry. Thus purines can undergo both electrophilic and nucleophilic attack at
carbon in the five-membered ring but only nucleophilic reactions at carbon in the six-
membered ring.

1 H-purine

3H-purine
7H-purine9/-/-purine

The numbering of the purine ring system is anomolous and reads as if purine were
a pyrimidine derivative. There are in principle four possible tautomers of purine
containing an iV-hydrogen; in the crystalline state, purine exists as the 7i/-tautomer,
however in solution both IH- and 9//-tautomers are present in approximately equal
proportions; the IH- and 3H- tautomers are not significant.1
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adenosine guanosine inosine cyclic AMP

Not surprisingly, because the naturally occurring purines are amino and/or
oxygenated substances, the majority of reported purine chemistry pertains to such
derivatives and, as a consequence, reactions of the simpler examples, such as in other
chapters are given as typical, have received limited attention. Since the study of
purines stems from interest in the naturally occurring derivatives, a 'trivial'
nomenclature has evolved which is in general usage. A nucleoside is a sugar
(generally 9-(riboside) or 9-(2/-deoxyriboside)) derivative of a purine base (or
pyrimidine base), for example adenosine is the 9-(riboside) of adenine, itself the
generally used trivial name for 6-aminopurine. A nucleotide is a S'-phosphate (or di-
or tri-phosphate) of a nucleoside - adenosine S'-triphosphate (ATP) is an example.

adenosine-5'-monophosphate (AMP)

adenosine-5'-diphosphate (ADP)

adenosine-5'-triphosphate (ATP)

Caffeine (1,3,7-trimethylxanthine) is the well known stimulant present in tea and
coffee. In mammals the end product of metabolic breakdown of nucleic acids is urea,
but in birds and reptiles it is uric acid; uric acid was one of the first heterocyclic
compounds to be isolated as a pure substance, for it was obtained from gallstones by
Scheele in 1776.

xanthine caffeine uric acid

6-Mercaptopurine is used in the treatment of leukemia and other cancers,
Acyclovir is an antiviral agent used in the treatment of Herpes infections, and DDI is
used in the treatment of AIDS.



6-Mercaptopurine Acyclovir Dideoxyinosine
(DDI) allopurinol

Isosteres (i.e. molecules of the same shape but with different atom combinations)
of purines are also important as medicines: allopurinol is used to treat gout and
Sildenafil achieved international fame, under the trade name Viagra™, for the
treatment of impotence. Some natural products can be viewed as purine isosteres:
oxanosine and tubercidin, both obtained from Streptomyces, have anti-microbial and
anti-cancer activity.

Sildenafil oxanosine tubercidin

24.1 Nucleic acids, nucleosides, and nucleotides2

Nucleic acids are high-molecular-weight, mixed polymers of mononucleotides, in
which chains are formed by monophosphate links between the 5'-position of one
nucleoside and the 3'-position of the next. The 'backbone' of the chain is thus
composed of alternating phosphates and sugars, to which purine and pyrimidine
bases are attached at regular intervals. The polymer is known as ribonucleic acid
(RNA) when the sugar is ribose, and deoxyribonucleic acid (DNA) when the sugar is
2-deoxyribose.

The (-phosphate-sugar-phosphate-sugar-) 'backbone'
OfRNA

B, B1, B" represent the purine and pyrimidine bases

cytosine thymine
(DNA only) uracil

adenine guanine

DNA contains two purine bases, guanine and adenine, and two pyrimidine bases,
cytosine and thymine. In RNA thymine is replaced by uracil and in another form, t-
RNA, other bases including small amounts of 7V-alkylated derivatives are present.



The only two effective
hydrogen bonding pairings
are adenine/thymine (AT)
and guanine/cytosine (GC)

backbone

thymine

backbone

adenine cytosine

backbone

backbone

guanine

Nucleic acids occur in every living cell. DNA carries genetic information and
transfers this information, via RNA, thus directing protein synthesis. The genetic
information embodied in DNA is connected with the close association of two nucleic
acid strands, which is based on very specific hydrogen bonding between an adenine
(A) residue of one strand and a thymine (T) residue in the precisely opposite section
of the other strand, and between a cytosine (C) residue on one strand and a guanine
(G) residue on the other. This pairing is absolutely specific - adenine cannot form
multiple hydrogen bonds with guanine or cytosine and cytosine cannot form multiple
hydrogen bonds with thymine or adenine. It is amazing that all heredity and
evolution depend on two sets of hydrogen bonds! The genetic code for the synthesis
of a particular amino acid is a sequence of three bases attached to the backbone, read
in the 5' —• 3' direction, for example the triplet which codes for the synthesis of
tryptophan is UGG, however most amino acids can be coded for by more than one
triplet, some having as many as four, the variation coming in the third nucleotide,
thus both UAU and UAC code for tyrosine. The genetic information is transmitted
when the strands of the DNA separate, replication then being governed by the
establishment of the AT and GC sets of hydrogen bonds to a newly developing
strand.

24.2 Reactions with electrophilic reagents

24.2.1 Addition at nitrogen

24.2.1.1 Protonation

Purine is a weak base, pK^ 2.5. 13C NMR studies suggest that all three protonated
forms are present in solution but the predominant cation is formed by N-I-
protonation.3 In strong acid solution a dication is formed by protonation at N-I and
on the five-membered ring.4

The presence of oxygen functionality does not seem to affect purine basicity to any
great extent, thus hypoxanthine has a pKa of 2.0. Amino groups increase the basicity,
as illustrated by the pKa of adenine, 4.2, and oxo groups reduce the basicity of
amino-purines, thus guanine has a p^Ta of 3.3; the position of protonation of the
latter in the solid state has been established, by X-ray analysis, as on the five-
membered ring - this nicely illustrates the extremely subtle interplay of substituents
and ring heteroatoms, for although the 2-amino substituent increases the basicity of



the purine to which it is attached, this does not necessarily mean that it is the
associated N-3 which is protonated.

Purine itself slowly decomposes in aqueous acid, to the extent of about 10% in IN
sulfuric acid at 1000C. The stability of oxypurines to aqueous acid varies greatly, for
example xanthine is stable to aqueous IN sulfuric acid at 100 0C whereas 2-oxypurine
is completely converted into a pyrimidine in 2 hours under the same conditions.

24.2.1.2 Alkylation at nitrogen

As would be expected from systems containing four nitrogen atoms, 7V-alkylation of
purines is complex and can take place on the neutral molecule or via an 7V-anion.
Purine reacts with iodomethane to give a 7,9-dimethylpurinium salt.5

Adenine gives mainly 3-alkylated products under neutral conditions but 7/9-
substitution when there is a base present. Adenosine derivatives on the other hand
usually give 1-alkylated products presumably due to hindrance to 7V-3-attack by the
peri 9-ribose substituent. That attack can still occur at C-3 is shown by the
intramolecular quaternisation of TV-3 which is an important side reaction when 5'-
halides are subjected to displacement conditions.

An effective method for alkylating the 6-amino group of adenosine is to bring
about rearrangement of a 1-alkyladenosinium salt; this involves an ANRORC
sequence - a Dimroth rearrangement.6'7

Another Dimroth rearrangement provides a neat way to isotopically label N-I,
starting from adenosine labelled at the amino group.8

proton sponge



Alkylation of oxygenated purines in alkaline media, for example hypoxanthine,
tends to occur both at amidic nitrogen and also at a five-membered ring nitrogen,
making selectivity a problem. Under neutral conditions xanthines give 7,9-
dialkylated quaternary salts. The alkylation of 6-chloropurine illustrates the
complexity: in basic solution both 7- and 9-substitution occurs,9 whereas reaction
with a carbocation is selective for N-9.10

9-/-Butyldimethylsilyloxymethyl is a useful protecting group for adenines as it
confers good solubility in organic solvents. It is introduced by step wise conversion
into the 9-hydroxymethyl compound by reaction with formaldehyde and base,
followed by O-silylation.11

The ratio of N-9 to N-7 alkylation is also influenced by the size of a 6-substituent,
larger groups at C-6 lead to increased percentages of 9- versus 7-alkylation.12 The N-
9:N-7 ratio of products varies with time when alkylations employ a Michael acceptor
like methyl acrylate, for here the alkylation is reversible and the concentration of
thermodynamic product can build up.13 Regiospecific 7-alkylations can be achieved
via the quaternisation of a 9-riboside followed by hydrolytic removal of the sugar
residue as illustrated.14 Alkylation on N-7 in nucleic acids is the mechanism of
mutagenesis/carcinogenesis by some natural toxins such a aflatoxin.15

In suitable cases, where N-7/N-9 selectivity is poor, alkylation can be directed to
N-9 by a bulky protecting group installed on a C-6 substituent.16
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In the ribosylation of purines, in addition to the question of regioselectivity on the
purine, there is the possibility of forming epimeric products at the linking C-V of the
ribose, and this is often the more difficult to control. A great deal of work has been
done and many different conditions shown to be effective in specific cases, but
conditions which are generally effective have not been defined.17 These alkylations
usually employ acylated or halo ribosides in conjunction with a purine derivative of
mercury,18 silicon,17 or sodium,19 and stereoselective displacements of halide can
sometimes be achieved.

Other methods of controlling stereochemistry include the use of the size of an
isopropylidene protecting group to shield one face of the sugar20 or, as shown,
anchimeric assistance from a 2'-benzoate.21 Enzymatic catalysis has been used to
ribosylate purines and related bases by reaction with a 7-alkylated nucleoside.22

24.2.1.3 Acylation at nitrogen

Purines react with acylating agents such as chloroformates or ethyl pyrocarbonate23

to give non-isolable 7V+-acyl salts which can suffer various fates following
nucleophilic addition; products of cleavage of either ring have been observed, as
have recyclisation products.24

+ 11% 7-isomer



24.2.1.4 Oxidation at nitrogen

Peracid TV-oxidation of purines gives 1- and/or 3-oxides depending on exact
conditions.25 Adenine and adenosine give 1-oxides whereas guanine affords the 3-
oxide.26 The 3-oxide of purine itself has been obtained via oxidation of 6-cyanopurine
(at N-3) then hydrolysis and decarboxylation,25 the relatively easy loss of carbon
dioxide echoing the analogous process discussed for pyridine-a-acids (section 5.12).
The 7V-7-oxide of adenine can be prepared by oxidation of 7V-3-benzyl-3-/7-adenine,
followed by deprotection.27

24.2.2 Substitution at carbon

Typical electrophilic aromatic substitution reactions have not been reported for
purine or simple alkyl derivatives.

24.2.2.1 Halogenation

Purine itself simply forms an N +-halogen complex but does not undergo C-
substitution, however adenosine,28 hypoxanthine and xanthine derivatives29 undergo
fluorination,30 chlorination and bromination at C-8. There is the possibility that
these substitution products arise via 7V-halopurinium salts, nucleophilic addition of
bromide anion to these at C-8, then elimination of hydrogen halide.

24.2.2.2 Nitration

Xanthines undergo 8-nitration, though under fairly vigorous conditions.31



24.2.2.3 Coupling with diazonium salts

Amino and oxypurines couple at their 8-position; a weakly alkaline medium is
necessary so it seems likely that the reactive entity is an anion.32

24.3 Reactions with radical reagents

Purines react readily with hydroxyl, alkyl, aryl, and acyl radicals, usually at C-6,33 or
at C-8 (or C-2) if the 6-position is blocked. Both reactivity and selectivity for C-8 are
increased when the substitution is conducted at lower pH.34 In nucleosides, 5'-8
radical cyclisation is very efficient, but the 5'-radical can be trapped before
cyclisation by using a large excess of acrylonitrile.35

24.4 Reactions with oxidising agents

There are few significant oxidations of purines apart from TV-oxidations (section
24.2.1.4), but dimethyldioxirane gives good yields of 8-oxo compounds, possibly via
the intermediacy of a 9,8- or 7,8-oxaziridine.36 C-8-Oxidation37 is an important
process in vivo, for example with the oxomolybdoenzyme xanthine oxidase, where
oxygen is introduced at C-8 via a mechanism about which there is still debate.

24.5 Reactions with reducing agents

The reduction of substituted purines is very complex and ring-opened products are
often obtained. 1,6-Dihydropurine is formed by catalytic or electrochemical38

reduction of purine, but this is unstable. More stable compounds can be obtained by
reduction in the presence of acylating agents.39 7/9-Quaternary salts are easily
reduced by borohydride in the five-membered ring to dihydro-derivatives.40



24.6 Reactions with nucleophilic reagents

The reactions of the 2-, 6-, and 8-halopurines are very important in purine synthesis.
Halo-purines can be prepared from oxy-, amino- or thiopurines and the 8-isomers are
also available by direct halogenation or via lithiated intermediates. Chloropurines
have been the most commonly used, but bromo- and iodopurines react similarly,
though without any great operational advantage; fluorides, are more reactive.

Relatively easy nucleophilic displacement, via an addition/elimination sequence
(section 2.3.1), takes place at all three positions with a wide range of nucleophiles
such as alkoxides,41 sulfides, amines, azide, cyanide, and malonate and related
carbanions.42

In 9-substituted purines, the relative reactivity is 8 > 6 > 2, but in 9//-purines this
is modified to 6 > 8 > 2, the demotion of the 8-position being associated with anion
formation in the five-membered ring. Conversely, in acidic media the reactivity to
nucleophilic displacement at C-8 is enhanced: protonation of the five-membered ring
facilitates the nucleophilic addition step.41 The relative reactivities of 2- and 6-
positions is nicely illustrated by the conditions required for the reaction of the
respective chlorides with hydrazine, a relatively good nucleophile.43 It is worth noting
the parallelism between the relative positional reactivity here with that in
halopyrimidines (4 > 2).

In 2,6-dichloropurine, reactivity at C-6 is enhanced relative to 6-chloropurine by
the inductive effect of the second halogen, thus the dihalide will react with simple
amines at room temperature where the monochloride would require heating, for
example in isopropanol. The presence of electron-releasing substituents, such as
amino, somewhat deactivate halogen to displacement, but conversely, oxygenated
purines, probably because of their carbonyl tautomeric structures, react easily.44

The generation of an TV-anion by deprotonation in the five-membered ring is given
as the reason why 8-chloropurine reacts with sodamide to give adenine (6-
aminopurine): inhibition of attack at C-8 allows the alternative addition to C-6 to
lead eventually to the observed major product.45

heat



Direct conversion of inosines into 6-amino derivatives, without the intermediacy of
a halo-purine, can be achieved by heating with a mixture of phosphorus pentoxide
and the amine hydrochloride.46

Displacement of iodide can be catalysed by copper salts allowing milder reaction
conditions, though it is not clear by what mechanism the metal salt brings about its
effect.47

Other useful leaving groups include sulfoxide,48 triflate,49 and aryl- or alkylthio.50

Sulfones are highly reactive in some nucleophilic substitutions and are also the
reactive intermediates in sulfinate-catalysed displacements of halide.51

Displacement of halides can be catalysed by amines - trimethylamine, pyridine,52

and DABCO53 have been used. Mechanistically, the catalysis involves formation of
an intermediate quaternary ammonium salt which is more reactive towards
nucleophiles than the starting halide. The intermediate quaternary salts can be
isolated, if required. Trimethylamine gives the most reactive quaternary salt but
DABCO can be more convenient. The relative reactivities for nucleophilic
displacement at C-6 are: trimethylamine : DABCO : chlorine = 100 : 10 : I.54

Cyano55 and fluorine56 are amongst the groups which have been introduced in this
way.

Arylamines can be particularly unreactive as nucleophiles and for these the use of
fluorine as a leaving group,57 or palladium-assisted displacement of bromine58 may
be necessary.

9 hours 1 hour

1 hour



Amino groups can be converted into good leaving groups by incorporation into a
1,3,4-triazole. The isomeric triazoles formed by reaction of the inosine with 1,2,4-
triazole in the presence of phosphoryl chloride and triethylamine, are also good
leaving groups.59

Nucleophilic acylations can be effected using araldehydes and an azolium salt as
catalyst60 (cf. section 21.11).

24.7 Reactions with bases

24.7.1 Deprotonation of N-hydrogen

Purine, with a pKa of 8.9, is slightly more acidic than phenol and much more acidic
than imidazole or benzimidazole (pA âs 14.2 and 12.3 respectively). This relatively
high acidity is probably a consequence of extensive delocalisation of the negative
charge over four nitrogens, however alkylation of the anion (section 24.2.1.2) takes
place in the flve-membered ring since attack at N-I or N-3 would generate less
aromatic products.

Oxypurines are even more acidic, due to more extensive delocalisation involving
the carbonyl groups: xanthine has a pKa of 7.5 and uric acid, 5.75.

ligandligand

pyridine



24.7.2 Deprotonation of C-hydrogen

The rapid deuteration of purine at C-861 in neutral water at 100 0C probably involves
8-deprotonation of a concentration of purinium cation to give a transient ylide (cf.
1,3-azole 2-H-exchange, section 21.1.2.1). 9-Alkylated purines undergo a quite rapid
exchange in basic solution involving direct deprotonation of the free heterocycle.

24.8 Reactions of N-metal lated purines

These have been dealt with in section 24.2.1.2

24.9 Reactions of C-metallated purines

24.9.1 Lithio derivatives

Preparative lithiation of purines requires the protection of the 7/9-position; lithiation
then takes place at C-8.62 Purines lithiated at C-2 or C-6 can be generated by way of
halogen exchange with alkyllithiums, but it is important to maintain a very low
temperature in order to avoid subsequent equilibration to the more stable 8-lithiated
species.63

9-Blocked purines can be deprotonated at C-8 with strong bases such as LDA,
even in the presence of TV-hydrogen in the other ring.64 Very high yields of 8-
halopurines can be obtained by reaction with a variety of halogen donors; 8-lithiation
of O-silyl-protected 9-ribofuranosyl purines can be achieved using about three mol
equivalents of lithium diisopropylamide.65

After selective lithiation at C-8 in a 6-chloropurine riboside, quench with a stannyl
or silyl chloride leads to the isolation of the 2-substituted compound, via
rearrangement of a 2-anion formed by a second lithiation of the initial 8-substituted
product, as illustrated below.66
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24.9.2 Palladium-catalysed reactions

Iodo- and bromopurines undergo the usual palladium-67 and nickel-catalysed
reactions under standard conditions. As with other halo-azines, chloro compounds
are usually sufficiently activated to use palladium, though nickel may be the
preferred catalyst in certain cases.68

TBDMSO

TBDMSO OTBDMS

Stille couplings with 2,6-dichloropurine occur selectively at C-6, however the
selectivity is reversed when chlorine is replaced by bromine or iodine at C-2.69 A
similar pattern is seen for 6,8-dichloropurine, the 6-chlorine again being the more
reactive.70 8-Bromo-diaminopurines, after prior masking by silylation, undergo
normal coupling with heteroaryl stannanes.71



24.10 Oxy- and aminopurines

These are tautomeric compounds which exist predominantly as carbonyl and amino
structures, thus falling in line with the analogous pyrimidines and imidazoles.

24.10.1 Oxypurines

24.10.1.1 Alkylation

The amide-like TV-hydrogen in oxypurines is relatively acidic; the acidity is readily
understood in terms of the phenolate-like resonance contributor to the anion.
Alkylation takes place at nitrogen not oxygen.72

24.10.1.2 Acylation
In contrast to alkylation, acylation and sulfonylation frequently occur at oxygen; the
resulting O-acylated products are relatively unstable but can be utilised, for example,
conducting the acylation in pyridine, as solvent, produces a pyridinium salt resulting
from displacement of acyloxy by pyridine. Both, O-acylated purines, and the
corresponding pyridinium salts, can in turn be reacted with a range of nucleophiles73

to allow the overall replacement of the amide-like oxygen; this is an important
alternative to activation of the carbonyl by conversion into halogen (below).

pyridine, reflux reflux



A closely related conversion utilises a silylating agent, in the presence of the desired
nucleophile, and presumably involves (9-silylation then displacement of silyloxy.74

24.10.1.3 Replacement by chlorine7S

This is a very important reaction in purine chemistry and has been widely utilised to
allow subsequent introduction of nucleophiles (section 24.5), including replacement
with hydrogen by chemical (HI) or catalytic hydrogenolysis. Most commonly,
phosphoryl chloride is used, neat, or in solution, especially when there is a ribose
present; thionyl chloride is an alternative reagent. 2-Deoxy compounds are more
sensitive to acid and with these, milder reagents (carbon tetrachloride with
triphenylphosphine) must be used to convert oxo into chloro.76

Syntheses of adenine and guanine from uric acid illustrate well the selective
transformations to which the halopurines, prepared from a precursor oxypurine,77

can be put.
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24.10.1.4 Replacement by sulfur

Replacement by sulfur78 can be achieved via a halopurine, or directly using a
phosphorus sulfide.

24.10.2 Aminopurines

24.10.2.1 Alkylation

Alkylation under neutral conditions involves attack at a nuclear nitrogen; Dimroth
rearrangement (24.2.1.2) of these salts affords side-chain-alkylated purines. Direct
introduction of substituents onto a side-chain nitrogen can be achieved by reductive
alkylation.79 A related method involves reduction of an isolated benzotriazolyl
intermediate, which allows more control over the reaction.80

24.10.2.2 Acylation

Aminopurines behave just like anilines with anhydrides and acid chlorides, though
the resulting amides are somewhat more easily hydrolysed. Both mono- and
diacylation can be utilised as a protecting group strategy.

24.10.2.3 Diazotisation

The reaction of 2- and 6-amino groups with nitrous acid is similar to that of 2-
aminopyridines, in that diazonium salts are produced, but relative to phenyldiazo-
nium salts, these are unstable. Despite this, they can be utilised for the introduction
of groups such as halide81 or of course oxygen by reaction with water, with loss of
nitrogen. 8-Diazonium salts are considerably more stable.82
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Diazotisation can also be carried out in basic solution and in this way acid-
sensitive ribosides can be tolerated.83 A nucleophilic displacement of amino by
hydroxy can be effected enzymatically using adenosine deaminase; this is a useful
practical method because it is a very selective transformation under mild
conditions.84 Chemical hydrolysis requires more vigorous conditions.

The related reaction with alkyl nitrites generates purinyl radicals which efficiently
abstract halogen from halogenated solvents and this procedure is generally to be
preferred for the transformation of aminopurine into halopurine.85 Comparably, the
use of dimethyl disulfide produces methylthiopurines.86

24.10.3 Thiopurines

Thiopurines are prepared from halo- or oxypurines or by ring synthesis. In contrast
with oxypurines, in alkaline solution they readily alkylate on sulfur, rather than
nitrogen.87

Thiols are also useful sources of the corresponding bromo compounds, by reaction
with bromine and hydrobromic acid.88 Alkylthio substituents can be displaced by the
usual range of nucleophiles, but the corresponding sulfones are more reactive.52'89

A useful conversion of a nucleoside 2,6-dithiol into a 6-methylamino adenosine via
oxidation with dimethyldioxirane, illustrates several instructive points. The presumed

then
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intermediates are sulfinic acids: the 2-sulfmic acid loses sulfur dioxide to leave
hydrogen at C-2, and nucleophilic displacement of the 6-sulfinic acid (or possibly the
sulfonic acid after further oxidation) introduces the amino group. Similar reactions
can be carried out on pyrimidine thiols.90 The scheme shows intermediates derived
from a disulfmic acid - it is not clear in what order oxidations/loss of sulfur dioxide/
displacements take place.

24.1 I Alkylpurines

Comparatively little information is available concerning any special reactivity
associated with purine alkyl groups, but what is available91 suggests that their
reactivity is comparable to pyridine a-alkyl substituents.

24.12 Purine carboxylic acids

Here again, comparitively little systematic information is available, but a parallel
with pyridine ce-acids can again be implied in that purine acids undergo
decarboxylation on heating.92

24.13 Synthesis o f purines

Because of the ready availability of nucleosides from natural sources, a frequently
used route to substituted purines is via the manipulation of one of these.

24.13.1 Ring synthesis

There are two general approaches to the construction of the purine ring system.
Additionally, a category which can be defined as 'one pot' methods, are adaptations
of the type of process which probably took place in prebiotic times, when simple
molecules, such as hydrogen cyanide and ammonia, are believed to have combined to
give the first purines.



24.13. /. / From 4,5-diaminopyhmidines

4,5-Diaminopyrimidines react with carboxylic acids or derivatives to give purines, the
'carboxyl' carbon corresponding to C-8.

Traube synthesis
8-Unsubstituted purines can be prepared simply by heating 4,5-diaminopyrimidines
with formic acid,93 but formamide94 (or formamidine95) are better. The reaction
proceeds via cyclising dehydration of an intermediate formamide; this usually takes
place in situ using formamide but generally requires a second, more forcing step when
formic acid is employed initially. Purine itself can be prepared by this route.96

8-Substituted purines are comparably prepared using acylating agents correspond-
ing to.higher acids; in most cases the amide is isolated and separately cyclised.97 The
diaminopyrimidines required are usually prepared by the coupling of a mono-
aminopyrimidine with an aryl diazonium ion, then reduction, or by ring synthesis.98

Precursors to 9-substituted purines, requiring a substituent on the pyrimidine-4-
amino group, are available from the reaction of a 4-chloropyrimidine with the amine.
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When milder conditions are required for the cyclisation, perhaps because of the
presence of a sugar residue, an ortho ester" (often activated100 with acetic
anhydride), or a diacetal-ester101 (illustrated below), can be used.

A related reaction is the oxidative cyclisation of anils, originally under vigorous
conditions such as heating in nitrobenzene,102 but now achievable at much lower
temperatures using diethyl azodicarboxylate.103 Amino nitrosopyrimidines can also
be converted directly into purines, without the need for reduction to diamine, by
reaction with Wittig reagents.104

The formation of 8-oxo- or 8-thiopurines requires one-carbon components at a
higher oxidation level: urea and thiourea are appropriate. The products of
chloroformate five-membered cleavage of purine (section 24.2.1.3) can be recyclised
to produce 8-oxopurines.105

24.13.12 From 5-aminoimidazole-4-carboxamide, or-nitrile106

5-Aminoimidazole-4-carboxamides (or -nitriles) similarly interact with components
at the carboxylic acid oxidation level giving purines, the 'carboxyl' carbon becoming
C-2.

Biosynthetically, purines are built up via formation of the imidazole ring first, from
glycine and formate, and thence to hypoxanthine and then the other natural purines.
In the laboratory, most imidazole-based purine syntheses start with derivatives of 5-
aminoimidazole-4-carboxylic acid, particularly its amide (known by the acronym
AICA) which together with its riboside are commercially available from biological
sources. The use of 5-aminoimidazole-4-carbonitrile in this approach results in the
formation of 6-aminopurines, as in a synthesis of adenine itself.107
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Conversion into 2-alkyl- or -arylpurines requires the insertion of one carbon to
create the six-membered ring and this is usually effected by condensation with esters
in the presence of base,108 although amides109 are occasionally utilised. The use of an
isothiocyanate leads to a 2-thiopurine.110

There are a few examples of purine ring syntheses which start from simpler
imidazoles, for example a 5-aminoimidazole, generally prepared and utilised in
situ.111

7-Substituted purines can be obtained from 5-aminoimidazole-4-carbaldehyde
oximes after conversion into imino ethers and reaction with ammonia as shown
below.112

24.13.1.3 By cydoadditions
2,4,6-Tris(ethoxycarbonyl)-l,3,5-triazine serves as an azadiene in reaction with 5-
aminopyrazoles to produce purine isosteres, pyrazolo[3,4-<i]pyrimidines.113 In order
to overcome the relative instability of 5-aminoimidazoles, required for analogous
synthesis of purines, 5-aminoimidazole-4-carboxylic acids can be used, in situ
decarboxylation producing the required dienophile.114

(3 steps)

pyridine, heat

heat heat

heat

reflux



24.13.1 A 'One-step' syntheses

It is amazing that relatively complex molecules such as purines can be formed by the
sequential condensation of very simple molecules such as ammonia and hydrogen
cyanide. That the intrinsic reactivity embodied in these simple molecules leads
'naturally' to purines must surely be relevant to the evolution of a natural system
which relies on these 'complex' molecules. In other words it seems highly likely that
purines existed before the evolution of life and were incorporated into its mechanism
because they were there and, of course, because they have appropriate chemical
properties.

Adenine, C5H5N5, is formally a pentamer of hydrogen cyanide and indeed can be
produced in the laboratory by the reaction of ammonia and hydrogen cyanide,
although not with great efficiency. A related and more practical method involves the
dehydration of formamide.115 Purine itself can also be obtained from formamide.116

Methods derived from this fundamental process involve the condensation of one-,
two- and three-carbon units such as amidines, amino-nitriles and carboxamides,
which represent intermediate stages of the ammonia/hydrogen cyanide reaction.
Pyrimidines or imidazoles are usually intermediates.117

24.13.2 Examples of notable syntheses involving purines

24.13.2.1 Aristeromydn

A synthesis of aristeromycin118 makes use of the displacement of a pyrimidine 4-
chloride to allow introduction of the amine and the generation of the 4,5-
diaminopyrimidine for subsequent closure of the flve-membered ring.

aristeromycin

(2 steps)

heat

heat

sealed vessel



24.13.2.3 Sildenafil (Viagra™)

A synthesis of Sildenafil starts with a routine synthesis of a pyrazole (cf. section
22.13.1.1) followed by Af-methylation and ring nitration. Functional group
manipulation provides a pyrazole equivalent to AICA (section 24.13.1.2) from
which the pyrimidone ring is formed via reaction with an aromatic acid chloride.

24.13.2.2 Adenosine

Adenosine119 has also been synthesised using the pyrimidine —» purine strategy. In
this synthesis the sugar was also introduced at an early stage, but here via
condensation with a 4-amino group.

adenosine

A/-methylpiperazine

Sildenafil

pyndine

then

then
then

(2 steps)

(3 steps)



Exercises for chapter 24

Straightforward revision exercises (consult chapter 24)

(a) What are the structures of the purine bases involved in DNA and RNA?
(b) How does the Dimroth rearrangement allow the synthesis of 6-alkylaminopur-

ines from 6-aminopurines?
(c) What is the order of reactivity towards nucleophilic displacement of the 2-, 6-,

and 8-halopurines? How does the inclusion of a tertiary amine in such
nucleophilic displacements facilitate them?

(d) At what position does strong base deprotonation of 9-substituted purines take
place?

(e) Name three types of compound which will react with 4,5-diaminopyrimidines to
produce purines.

(f) How could one synthesise a 2-thiopurine from 5-aminoimidazole-4-carboxa-
mide?

More advanced exercises

1. What are the structures of the intermediates and final product of the following
sequence: guanosine 2/,3/,5/-triacetate reacted with POCl3 —> Ci6Hi8ClN5O7 then
this with r-BuONO/CH2I2 -» C16Hi6ClIN4O7, this product with NH3/MeOH ->
Ci0H12IN5O4 and finally this compound with PhB(OH)2/Pd(PPh3)4/Na2CO3

giving Ci6Hi7N5O4. How could this same purine be prepared from AICA-
riboside in four steps?

2. Suggest a sequence for the transformation of adenosine into 8-phenyladenosine.
3. Give structures and explain the following: adenosine with Me2SO4 —>

C11H15N5O4, this with aq. HCl produces C6H7N5, and finally aq. NH3 on this
last compound gives an isomer, C6H7N5.

4. Write structures for the purines produced by the following reactions: (i) heating
4,5,6-triaminopyrimidine with formamide; (ii) treating 2-methyl-4,5-diaminopyr-
imidin-6-one with sodium dithioformate, then heating in quinoline.

References

1. Dreyfus, M., Dodin, G., Bensaude, O., and Dubois, J. E., J. Am. Chem. Soc, 1975, 97,
2369.

2. 'Nucleic acid chemistry' (2 vols), Townsend, L. B. and Tipson, R. S., Eds., Wiley-
Interscience, 1978; 'Synthetic procedures in nucleic acid chemistry' (2 vols), Zorbach, W.
W. and Tipson, R. S., Eds., Wiley-Interscience, 1973; 'Nucleic acids in chemistry and
biology', Blackburn, G. M. and Gait, M. J., Eds., 1996.

3. Coburn, W. C, Thorpe, M. C, Montgomery, J. A., and Hewson, K., /. Org. Chem.,
1965,30, 1110.

4. Schumacher, M. and Gnther, H., Chem. Ber., 1983, 116, 2001.
5. Taylor, E. C9 Maki, Y., and McKillop, A., /. Org. Chem., 1969, 34, 1170.
6. Brookes, P. and Lawley, P. D., J. Chem. Soc, 1960, 539; Carrea, G., Ottolina, G., Riva,

S., Danieli, B., Lesma, G., and Palmisano, G., HeIv. Chim. Acta, 1988, 71, 762.
1. 'The Dimroth rearrangement in the adenine series: a review updated', Fujii, T. and Itaya,

T., Heterocycles, 1998, 48, 359.
8. Pagano, A. R., Zhao, H., Shallop, A., and Jones, R. A., /. Org. Chem., 1998, 63, 3213.
9. Montgomery, J. A. and Temple, C, /. Am. Chem. Soc., 1961, 83, 630.

10. Lewis, L. R., Schneider, F. H., and Robins, R. K., /. Org. Chem., , 1961, 26, 3837.
11. Magnin, G. C, Dauvergne, J., Burger, A., and Biellmann, J.-F., Tetrahedron Lett., 1996,

37, 7833.



12. Geen, G. R., Grinter, T. J., Kincey, P. M., and Jarvest, R. L., Tetrahedron, 1990, 46,
6903.

13. Geen, G. R., Kincey, P. M., and Choudary, B. M., Tetrahedron Lett., 1992, 33, 4609.
14. Sessler, J. L., Magda, D., and Furuta, H., / . Org. Chem., 1992, 57, 818.
15. Iyer, R. S., Voehler, M. W., and Harris, T. M., / . Am. Chem. Soc, 1994, 116, 8863.
16. Breipohl, G., Will, D. W., Peyman, A., and Uhlmann, E., Tetrahedron, 1997, 55, 14671.
17. 'Nucleoside syntheses, organosilicon methods', Lukevics, E. and Zablocka, A., Ellis

Horwood, 1991, and references therein.
18. Baker, B. R., Hewson, K., Thomas, H. J., and Johnson, J. A., / . Org. Chem., 1957, 22,

954; Townsend, L. B., Robins, R. K., Loeppky, F. N., and Leonard, N. J., J. Am. Chem.
Soc, 1964, 86, 5320.

19. Kazimierczuk, Z., Cottam, H. B., Revankar, G. R., and Robins, R. K., / . Am. Chem.
Soc, 1984, 106, 6379; Jhingan, A. K. and Meehan, T., Synth. Commun., 1992, 22, 3129.

20. Hanna, N. B., Ramasamy, K., Robins, R. K., and Revankar, G. R., / . Heterocycl.
Chem., 1988, 25, 1899.

21. Imai, K., Nohara, A., and Honjo, M., Chem. Pharm. Bull, 1966, 14, 1377.
22. Hennen, W. J. and Wong, C-H., / . Org. Chem., 1989, 54, 4692.
23. Leonard, N. J., McDonald, J. J., Henderson, R. E. L., and Reichman, M. E.,

Biochemistry, 1971, 10, 3335.
24. Pratt, R. F. and Kraus, K. K., Tetrahedron Lett., 1981, 22, 2431.
25. Giner-Sorolla, A., Gryte, C , Cox, M. L., and Parham, J. C , J. Org. Chem., 1971, 36,

1228.
26. Stevens, M. A., Magrath, D. L, Smith, H. W., and Brown, G. B., / . Am. Chem. Soc,

1958, 80, 2755.
27. 'The 7-7V-oxides of purines related to nucleic acids: their chemistry, synthesis, and

biological evaluation', Fujii, T., Itaya, T., and Ogawa, K., Heterocycles, 1997, 44, 573.
28. Ikehara, M. and Kaneko, M., Tetrahedron, 1970, 26, 4251.
29. Fischer, E., Justus Liebigs Ann. Chem., 1882, 213, 316; ibid., 221, 336; Bruhns, G., Chem.

Ber., 1890, 23, 225; Beaman, A. G. and Robins, R. K., J. Org. Chem., 1963, 28, 2310.
30. Barrio, J. R., Namavari, M., Phelps, M. E., and Satyamurthy, N., J. Am Chem. Soc,

1996, 118, 1408.
31. Mosselhi, M. A. and Pfleiderer, W., J. Heterocycl. Chem., 1993, 30, 1221.
32. Jones, J. W. and Robins, R. K., / . Am. Chem. Soc, 1960, 82, 3113.
33. Desaubry, L. and Bourguignon, J.-J., Tetrahedron Lett., 1995, 36, 7875.
34. Zady, M. F. and Wong, J. L., / . Org. Chem., 1979, 44, 1450.
35. Maria, E. J., Fourrey, J.-L., Machado, A. S., and Robert-Gero, M., Synth. Commun.,

1996, 26, 27.
36. Saladino, R., Crestini, C , Bernini, R., Mincione, E., and Ciafrino, R., Tetrahedron Lett.,

1995, 36, 2665.
37. Madyastha, K. M. and Sridhar, G. R., / . Chem. Soc, Perkin Trans. 1, 1999, 677.
38. Smith, D. L. and Elving, P. J., J. Am. Chem. Soc, 1962, 84, 1412.
39. Butula, L, Justus Liebigs Ann. Chem., 1969, 729, 73.
40. Hecht, S. M., Adams, B. L., and Kozarich, J. W., J. Org. Chem., 1976, 41, 2303.
41. Barlin, G. B., / . Chem. Soc (B), 1967, 954.
42. Hamamichi, N. and Miyasaka, T., / . Heterocycl. Chem., 1990, 27, 2011; ibid., 1991, 28,

397.
43. Montgomery, J. A. and Holum, L. B., J. Am. Chem. Soc, 1957, 79, 2185.
44. Focher, F., Hildebrand, C , Freese, S., Ciarrocchi, G., Noonan, T., Sangalli, S., Brown,

N., Spadari, S., and Wright, G., / . Med. Chem., 1988, 31, 1496.
45. Kos, N. J., van der Plas, H. C , and van Veldhuizen, A., Reel. Trav. Chim. Pays-Bas,

1980, 99, 267.
46. Motawia, M. S., Meldal, M., Sofan, M., Stein, P., Pedersen, E. B., and Nielsen, C ,

Synthesis, 1995, 265.
47. Nair, V. and Sells, T. B., Tetrahedron Lett., 1990, 31, 807.
48. Xu, Y.-Z., Tetrahedron, 1998, 54, 187.
49. Edwards, C , Boche, G., Steinbrecher, T., and Scheer, S., / . Chem. Soc, Perkin Trans. 1,

1997, 1887.
50. Flaherty, D., Balse, P., Li, K., Moore, B. M., and Doughty, M. B., Nucleosides &

Nucleotides, 1995, 14, 65.
51. Miyashita, A., Suzuki, Y., Ohta, K., and Higashino, T., Heterocycles, 1994, 39, 345.



52. De Napoli, L., Montesarchio, D., Piccialli, G., Santacroce, C , and Varra, M., / . Chem.
Soc, Perkin Trans. 1, 1995, 15.

53. Linn, J. A., McLean, E. W., and Kelley, J. L., / . Chem. Soc, Chem. Commun., 1994, 913.
54. Lembicz, N. K., Grant, S., Clegg, W., Grifin, R. J., Heath, S. L., and Golding, B. T., J.

Chem. Soc, Perkin Trans. 1, 1997, 185.
55. Herdewin, P., Van Aerschot, A., and Pfleiderer, W., Synthesis, 1989, 961.
56. Kiburis, J. and Lister, J. H., J. Chem. Soc (C), 1971, 3942.
57. Lee, H., Luna, E., Hinz, M., Stezowski, J. J., Kiselyov, A. S., and Harvey, R. G., J. Org.

Chem., 1995, 60, 5604.
58. Lakshman, M. K., Keeler, J. C , Hilmer, J. H., and Martin, J. Q., / . Am. Chem. Soc,

1999, 121, 6090.
59. Miles, R. W., Samano, V., and Robins, M. J, / . Am. Chem. Soc, 1995, 117, 5951; Clivio,

P., Fourrey, J.-L., and Fauvre, A., / . Chem. Soc, Perkin Trans. 1, 1993, 2585.
60. Miyashita, A., Suzuki, Y., Iwamoto, K., and Higashino, T., Chem. Pharm. Bull., 1998,

46, 390.
61. Wong, J. L. and Keck, J. H., / . Chem. Soc, Chem. Commun., 1975, 125.
62. Hayakawa, H., Haraguchi, K., Tanaka, H., and Miyasaka, T., Chem. Pharm. Bull, 1987,

35, 72.
63. Leonard, N. J. and Bryant, J. D., / . Org. Chem., 1979, 44, 4612.
64. Hayakawa, H., Tanaka, H., Sasaki, K., Haraguchi, K., Saitoh, T., Takai, F., and

Miyasaka, T., J. Heterocycl. Chem., 1989, 26, 189.
65. Nolsoe, J. M. J., Gundersen, L.-L., and Rise, F., Synth. Commun., 1998, 28, 4303.
66. Kato, K., Hayakawa, H., Tanaka, H., Kumamoto, H., Shindoh, S., Shuto, S., and

Miyasaka, T., / . Org. Chem., 1997, 62, 6833.
67. Matsuda, A., Shinozaki, M., Miyasaka, T., Machida, H., and Abiru, T., Chem. Pharm.

Bull, 1985, 33, 1766; Nair, V., Turner, G. A., Buenger, G. S., and Chamberlain, S. D., J.
Org. Chem., 1988, 53, 3051; Jacobson, K. A., Shi, D., Gallo-Rodriguez, C, Manning,
M., Mller, C , Daly, J. W., Neumeyer, J. L., Kioriasis, L., and Pfleiderer, W., J. Med.
Chem., 1993, 36, 2639.

68. Bergstrom, D. E. and Reday, P. A., Tetrahedron Lett., 1982, 23, 4191.
69. Langli, G., Gundersen, L.-L., and Rise, F., Tetrahedron, 1996, 52, 5625.
70. Nolsoe, J. M. J., Gundersen, L.-L., and Rise, F., Acta Chem. Scand., 1999, 53, 366.
71. Ozola, V., Persson, T., Gronowitz, S., and Hrnfeldt, A.-B., / . Heterocycl. Chem., 1995,

32, 863.
72. Elion, G. B., / . Org. Chem., 1962, 27, 2478.
73. Waters, T. R. and Connolly, B. A., Nucleosides and Nudeotides, 1992, 11, 1561; Fathi,

R., Goswani, B., Kung, P.-P., Gaffney, B. L., and Jones, R. A., Tetrahedron Lett., 1990,
31, 319.

74. Vorbrggen, H. and Krolikiewicz, K., Justus Liebigs Ann. Chem., 1976, 745.
75. Gerster, J. F., Jones, J. W., and Robins, R. K., / . Org. Chem., 1963, 28, 945; Robins, M.

J. and Uznanski, B., Can. J. Chem., 1981, 59, 2601.
76. De Napoli, L., Messere, A., Montesarchio, D., Piccialli, G., Santacroce, C , and Varra,

M., / . Chem. Soc, Perkin Trans. 1, 1994, 923.
77. Elion, G. B. and Hitchings, G. H., / . Am. Chem. Soc, 1956, 78, 3508; Davoll, J. and

Lowy, B. A., 1951, 73, 2936.
78. Beaman, A. G. and Robins, R. K., / . Am. Chem. Soc, 1961, 83, 4038.
79. Kataoka, S., Isono, J., Yamaji, N., Kato, M., Kawada, T., and Imai, S., Chem. Pharm.

Bull, 1988, 36, 2212.
80. El-Kafrawy, S. A., Zahran, M. A., and Pedersen, E. B., Acta Chem. Scand., 1999, 55,

280.
81. Montgomery, J. A. and Hewson, K., / . Am. Chem. Soc, 1960, 82, 463.
82. Jones, J. W. and Robins, R. K., J. Am. Chem. Soc, 1960, 82, 3713.
83. Moschel, R. C. and Keefer, L. K., Tetrahedron Lett., 1989, 30, 1467.
84. Orozco, M., Canela, E. I., and Franco, R., / . Org. Chem., 1990, 55, 2630.
85. Nair, V. and Richardson, S. G., / . Org. Chem., 1980, 45, 3969; idem, Synthesis, 1982, 670.
86. Nair, V. and Hettrick, B. J., Tetrahedron, 1988, 44, 7001.
87. Kikugawa, K., Suehiro, H., and Aoki, A., Chem. Pharm. Bull., 1977, 25, 2624.
88. Beaman, A. G., Gerster, J. F., and Robins, R. K., J. Org. Chem., 1962, 27, 986.



89. Matsuda, A., Nomoto, Y., and Ueda, T., Chem. Pharm. Bull, 1979, 27, 183; Wetzel, R.
and Eckstein, F., / . Org. Chem., 1975, 40, 658; Yamane, A., Matsuda, A., and Ueda, T.,
Chem. Pharm. Bull., 1980, 28, 150.

90. Saladino, R., Mincione, E., Crestini, C , and Mezzetti, M., Tetrahedron, 1996, 52, 6759.
91. Brown, D. M. and Giner-Sorolla, A., / . Chem. Soc. (C), 1971, 128.
92. Mackay, L. B. and Hitchings, G. H., / . Am. Chem. Soc., 1956, 78, 3511.
93. Traube, Chem. Ber., 1900, 33, 1371; ibid., 3035.
94. Robins, R. K., Dille, K. J., Willits, C. H., and Christensen, B. E., / . Am. Chem. Soc,

1953, 75, 263.
95. Melguizo, M., Nogueras, M., and Sanchez, A., Synthesis, 1992, 491.
96. Albert, A. and Brown, D. J., / . Chem. Soc, 1954, 2060.
97. Albert, A. and Brown, D. J., J. Chem. Soc, 1954, 2066; Montgomery, J. A., J. Am.

Chem. Soc, 1956, 78, 1928; Young, R. C , Jones, M., Milliner, K. J., Rana, K. K., and
Ward, J. G., / . Med. Chem., 1990, 33, 2073; Elion, G. B., Burgi, E., and Hitchings, G. H.,
J. Am. Chem. Soc, 1951, 73, 5235.

98. Taylor, E. C , Vogl, O., and Cheng, C. C , / . Am. Chem. Soc, 1959, 81, 2442.
99. Parkanyi, C. and Yuan, H. L., / . Heterocycl. Chem., 1990, 27, 1409.

100. Goldman, L., Marsico, J. W., and Gazzola, A. L., / . Org. Chem., 1956, 21, 599.
101. Orji, C. C , Kelly, J., Ashburn, D. A., and Silks, R. A., / . Chem. Soc, Perkin Trans. 1,

1996, 595.
102. Jerchel, D., Kracht, M., and Krucker, K., Justus Liebigs Ann. Chem., 1954, 590, 232.
103. Nagamatsu, T., Yamasaki, H., and Yoneda, F., Heterocycles, 1992, 33, 775.
104. Senga, K., Kanazawa, H., and Nishigaki, S., / . Chem. Soc, Chem. Commun., 1976, 155.
105. Altman, J. and Ben-Ishai, D., / . Heterocycl. Chem., 1968, 5, 679.
106. 'Annelation of a pyrimidine ring to an existing ring', Albert, A., Adv. Heterocycl. Chem.,

1982,32, 1.
107. Ferris, J. P. and Orgel, L. E., / . Am. Chem. Soc, 1966, 88, 1074 and 3829.
108. Yamazaki, A., Kumashiro, I., and Takenishi, T., / . Org. Chem., 1967, 32, 3258.[
109. Kelley, J. L., Linn, J. A., and Selway, J. W. T., / . Med. Chem., 1989, 32, 218; Prasad, R.

N. and Robins, R. K., J. Am. Chem. Soc, 1957, 79, 6401.
110. Imai, K., Marumoto, R., Kobayashi, K., Yoshioka, Y., Toda, J., and Honjo, M., Chem.

Pharm. Bull, 1971, 19, 576.
111. Al-Shaar, A. H., Gilmour, D. W., Lythgoe, D. J., McClenaghan, L, and Ramsden, C. A.,

/ . Chem. Soc, Chem. Commun., 1989, 551.
112. Ostrowski, S., Synlett, 1995, 253.
113. Dang, Q., Brown, B. S., and Erion, M. D., / . Org. Chem., 1996, 61, 5204.
114. Dang, Q., Liu, Y., and Erion, M. D., / . Am. Chem. Soc, 1999, 121, 5833.
115. Ochiai, M., Marumoto, R., Kobayashi, S., Shimazu, H., and Morita, K., Tetrahedron,

1968,24, 5731.
116. Yamada, H. and Okamoto, T., Chem. Pharm. Bull, 1972, 20, 623
117. Richter, E., Loeffler, J. E., and Taylor, E. C , / . Am. Chem. Soc, 1960, 82, 3144.
118. Arita, M., Adachi, K., Ito, Y., Sawai, H., and Ohno, M., / . Am. Chem. Soc, 1983, 105,

4049.
119. Kenner, G. W., Taylor, C. W., and Todd, A. R., / . Chem. Soc, 1949, 1620.


	Front Matter
	Table of Contents
	24. Purines: Reactions and Synthesis
	24.1 Nucleic Acids, Nucleosides, and Nucleotides
	24.2 Reactions with Electrophilic Reagents
	24.3 Reactions with Radical Reagents
	24.4 Reactions with Oxidising Agents
	24.5 Reactions with Reducing Agents
	24.6 Reactions with Nucleophilic Reagents
	24.7 Reactions with Bases
	24.8 Reactions of N-metallated Purines
	24.9 Reactions of C-metallated Purines
	24.10 Oxy- and Aminopurines
	24.11 Alkylpurines
	24.12 Purine Carboxylic Acids
	24.13 Synthesis of Purines
	Exercises for Chapter 24
	References

	Index

