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Abstract—The review summarizes the novel data on preparation methods and chemical characteristics of
2-substituted and 2,5-disubstituted tetrazoles. The most urgent problems in the chemistry of these compounds

are anayzed.
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. INTRODUCTION

Outstanding advances of the pharmaceutical chem-
istry in the last decades are to a large extent due to
creation of new medicines whose structure contains a
tetrazole ring.

Within this series were found highly efficient anti-
biotics [1-3], drugs with antiulcer [4, 5] and tuber-
culocidal [6] activity, compounds that may be used in
treatment of diabetes [7], cutaneous fungi [8, 9],
cerebral ischemia[10], and other diseases [11-15].

Especialy important among the drugs of this
series are Losartan and its analogs [16-22]. Losartan
is the first representative of nonpeptide blockaders for
angiotensine Il. The extensive use of Losartan in
medical practice resulted in crucial positive changes
in treatment of cardiovascular diseases.

Preparation of a number of new drugs, first of all,
of Losartan and its analogs, and also application of
tetrazoles for other uses [23-25] would be impossible
without thorough investigation of synthetic methods
and physicochemical properties of 2-substituted and
2,5-disubstituted tetrazoles.

However see a small review [26] published about
thirty years ago and aready out-of-date nowhere in
later surveys [27-33] on tetrazole chemistry the title
compounds were treated in sufficient detail.

The present article is aimed to fill in the gap
between the growing interest in 2-substituted tetr-
azoles and the lack of summing-up materia on the
chemistry of these compounds.

The review treats preparation methods and
chemica characteristics of 2-substituted and 2,5-di-
substituted tetrazoles; therewith the most attention is
paid to reports published within the last 10-15 years.

[I. PREPARATION METHODS
FOR 2-SUBSTITUTED
AND 2,5-DISUBSTITUTED TETRAZOLES
[1.1. 2-Substituted Tetrazoles

2-Substituted tetrazoles can be synthesized by
several methods: by elimination of substituent in
position 5 in 2,5-disubstituted tetrazoles, by oxidation
of tetrazole with sodium perborate or by akylation
(arylation) of tetrazole. No direct synthetic methods
are known for these compounds.
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For instance, in an early investigation of tetrazoles
it was demonstrated that 2-phenyl-5-cyanotetrazole
was cleanly hydrolyzed into 2-phenyltetrazole-5-
carboxylic acid whose thermal decarboxylation
furnished 2-phenyltetrazole.

HOOC

NC
=N (1) HO
NoN-CH; @ H'

reductant as Li in a mixture t-BuOH-THF may turn
out quite feasible for preparation of 2-substituted
tetrazoles, especially when the other procedures are
inefficient.

Recently a simple method was described of
hydroxy group introduction into the tetrazole ring
[35]. It was found that tetrazole oxidation with
sodium perborate in the presence of pivalic acid
afforded a mixture of 1- and 2-hydroxytetrazoles in
1:1.9 ratio.

C,H,0,C C,H,0,C

>_ \ Na" Oxone
N
\N/

=

Tetrazole alkylation is among the common
methods of 2-substituted tetrazoles preparation. How-
ever low selectivity of akylation obviously reduces
the validity of this reaction as universal preparation
method for 2-substituted tetrazoles. The data on these
reactions were collected up to 1998 in [37]. Below we
present the results published within last 3-4 years and
aso analyze some earlier publications that we
consider as important but which have not been
mentioned in this review. It was commonly believed
quite recently that the ratio of isomeric 1- and
2-akyltetrazoles arising at alkylation of tetrazole
did not depend on the akylating agent or on the
properties of the reaction medium. This concept was

R'OH =N
Nas ,N\Rl
N
/e H'
N\N/,N
23
CH,=CR’R’> /=N

Ny -CH,=CRR?

R' = i-Pr, t-Bu, cyclohexyl; R*= H; R*= Me; R* =
R®= Me.

=

Na& N< —
N C.H; CO,

N ™M or @ B

Unfortunately, this method was not further
developed and was virtually forgotten. However,
elimination of a methyl group in 2-aryl-5-methyl-
tetrazoles by oxidation or substitution of a chlorine
atom in 2-aryl-5-chlorotetrazoles effected by such

H
A >=N

\
N\\ /N\
N CeHs

OH
N//_NIEI{ NaBO;_ N//_I\\II\I + Na LN
\I\f/ \I\fr \\Nr \OH

Somewhat later 2-hydroxytetrazole was shown to
arise at oxidation of ethyl tetrazole-5-carboxylate
sodium salt with OXONE [36]. The method is
exceedingly selective: the 1- and 2-hydroxytetrazoles
form in the ratio ~1:70.

HOOC
HHO™ =N HLA =N
N\\N/N\OH -CO, N‘\N’I\LOH

rejected when at alkylation of tetrazole with t-BuOH,
2-PrOH, and cyclohexanol in 96% sulfuric acid only
2-substituted tetrazoles were obtained [38]. Similarly
occurred tetrazole akylation with propylene and iso-
butylene [39, 40].

Very important results were obtained in the study
on tetrazole akylation with triphenylcarbinol in
concn. H,SO, [41] and with triphenylchloromethane
under conditions of a phase-transfer catalysis [42].
In the first instance formed a mixture of 1- and
2-trityltetrazoles in 1: 6 ratio, and in the second case
a pure 2- substituted isomer was obtained.

A
N\ ’/N

N

,CPh

//—N
NN,,}\I
N/=I\\IN

S\~ CPh,

3

* N/=1§I\I
Sy N~CPh,

H', Ph,COH

— CHCl-aq. NAOH,
Ph,CCl

(C,Hy) NBr
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These data are of fundamental importance. It was

previously shown at tetrazole alkylation with methyl
iodide and dimethyl sulfate under conditions of phase-
transfer catalysis that both in uncatalyzed and
catalyzed processes formed a mixture of isomeric
1- and 2-methyltetrazoles in ~4:6 ratio [43]. The
comparison of these results with the data on tetrazole
alkylation with triphenylchloromethane reveals that a
significant change in regioselectivity of tetrazole
alkylation may be expected in reactions occurring
dong Sy1 mechanism.

Finally, it should be noted that the selectivity of

the reaction is somewhat affected by the character

/\_ \; + PhCH OCH Cl
N

,CH,OCH,Ph
K,CO, or NaHDMS 1\/’_1\‘I
N

N

N N~CH,0CH Ph

OM
o e
/a N\@ e
N, -+
N
OMe

OMe N
~
NN

—e- N

OMe OMe

11.2. 2,5-Disubstituted Tetrazoles

Although the 2,5-disubstituted tetrazoles attract

exclusive interest the preparation methods for these
compounds are not sufficiently developed. Within last
decades not a single new approach was theoretically
advanced for building up a tetrazole ring with sub-
stituents in positions 2 and 5 of the heteroring. The
traditional, well known methods of 2,5-disubstituted
tetrazoles preparation from aldehydes arylhydrazones
and aryl azides, from aldehydes tosylhydrazones and

aryldiazonium salts, from 1,2,3-triazoles, by akyla-

tion (arylation) of 5-substituted tetrazoles, and also
some other methods are considered in detal in

reviews [26-29, 37].
As seen, the number of methods for 2,5-disub-

stituted tetrazoles preparation is small. The principal

procedure disregarding the difficulty in separation of
arising 1,5- and 2,5-disubstituted tetrazoles is akyla-

tion (arylation) of 5-substituted tetrazoles. The other
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of the base. For instance, at tetrazole alkylation with
benzyl chloromethyl ether in the presence of sodium
or potassium hydroxide the corresponding 1- and
2-akyltetrazoles arise in ~1:1 ratio [44, 45]. In the
reaction carried out in the presence of sodium hexa-
metyldisilazide (NaHMDS) the isomer ratio shifted
to 1-isomer and equals to ~1.4:1 [46].

Fundamentally important results were obtained in
the study of electrochemical alkylation of tetrazole
with 1,4-dimethoxybenzene and 1,3,5-trimethoxy-
benzene [47]: the corresponding 1- and 2-aryltetr-
azoles formed in 2:3 ratio.

N@\

RH

NBu4
CH,CN
1,4-(MeO),CsH,, 1,3,5-(MeO),CH..

R =N
N. N+N\N,NR

The reaction is presumed to proceed through an
intermediately formed cation-radical along Sgy\1
mechanism. It can be regarded as a promising
procedure of tetrazoles arylatlon (on the following
scheme a mechanism of Nl-isomer formation is

given as for example).
N//—N\© /_NH

OMe

N@N

//

N

procedures by various reasons are now used only in
special cases.

The akylation of 5-substituted tetrazoles with akyl
halides, esters of sulfuric and arenesulfonic acids, and
also with unsaturated compounds in the presence of
bases affords isomeric 1,5- and 2,5-disubstituted
tetrazoles. The regioselectivity of the process is low
[20, 37, 48-50].

The regioselectivity is not affected by performing
the reaction under conditions of phase-transfer

)—NH

NN HiC= CHCCH

N(C,Hy),

>_N 1

CH CH,CCH,
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catalysis: the ratio of isomeric tetrazoles remains Here the high selectivity of alkylation is due first
virtually similar [43]. Only some cases are known of  of all to the specific structure of 5-substituted tetr-
these reactions occurring with high selectivity. For  azoles triethylammonium salts where the N atom of
instance, akylation of 5-aryltetrazoles triethylam-  the heteroring is blocked by the bulky triethyl-
monium salts with methyl vinyl ketone aforded only =~ ammonium cation and also to sterical factorsin 5'-O-

4-(5-aryltetrazol-2-yl)-2-butanones [51]. benzoyl-2,3'-anhydrothymidine.

A similar pattern of the process is observed when These examples serve as an important confirmation
5-substituted tetrazoles triethylammonium salts react  of the assumption that the alkylation selectivity of
with 5'-O-benzoyl-2,3'-anhydrothymidine [52]. 5-substituted tetrazoles can significantly depend on

0)

0
Me Me
N HN
Y Y
O

R
7NH  phoco NCHs);  ppoco—0
NN N —

R = Me, Ph, Bn.

the spatial structure of reagents, and these factors 42, 54-57], triphenylchloromethane on a polymeric
should be taken into consideration. However this  support [58], and also with 4,4'-dioxytriphenyl-
approach is not general because this concept cannot  chloromethane [59] regardiess of the structure of the
provide understanding of some known facts of high  substituent in position 5 of the hetroring formed
selectivity observed at alkylation of 5-substituted  exclusively 2-trityltetrazoles. The reaction is carried
tetrazoles. out in anhydrous tetrahydrofuran [18, 19, 55] or in a

At the end of nineteen seventies and the begin-  fwo-phase system dichloromethane (chloroform)-
ning of nineteen eighties when started the extensive ~ @jueous NaOH in the presence of tetrabutylam-
application of tetraszoles in the synthesis of versatile ~ monium [59].

pharmaceuticals a problem arose of developing It should be stressed that in the preparative respect
protective methods for the N-H bond in these com- .o phase-transfer catalysis is obviously more attrac-

pounds. The comparison of efficiency of NUMENOUS iy e 'for here can be avoided such disadvantages of
protective groups used in the organic synthesis [53] the noncatalytic procedures as the use of anhydrous

suggests that protection of the N-H bond in tetrazoles . . ;
would be best provided by triphenylmethyl (trityl) solvents and carrying out the reactions under inert
gas atmosphere.

group. Its protection characteristics are due mostly to
sterical factors. It is presumable that tritylation of 5-substituted
It was demonstrated that in alkylation of 5-sub- tetrazoles follows Sy1 mechanism. In this case the

stituted tetrazoles with triphenylchloromethane [18, !IMiting stage consists in triphenylchloromethane
ionization providing triphenylmethyl cation character-

R ized by high thermodynamic stability. At the same
>/—I\‘IH time the more stable is the carbocation the higher is
NN +PhyCCl its selectivity toward one of the two competing
nucleophilic centers [60]. It is probably just the
R reason of the high akylation selectivity of 5-sub-
CHCl-aq. NaOH. 10 wt% >=1}1 stituted tetrazoles with triphenylchloromethane.
(C,H,) NBr N\\N'N_ CPh, Basin . i .
g on certain reasons to this type reactions

should be assigned aso the reactions of 5-substituted
R = Alk, Ar, Het. tetrazoles with chloroethy! ethers [61]:

RUSSIAN JOURNAL OF ORGANIC CHEMISTRY Vol. 39 No. 4 2003



2-SUBSTITUTED AND 2,5-DISUBSTITUTED TETRAZOLES 457

Nel EO; Cl
n

IR S N ¢
N' \9_/ N ,N
= Ar; n

and with aiphatic and aromatic carboxylic acids
N-hydroxymethylamides [62, 63] that also occur with
high selectivity.

R R
e =\
N. ’N+HOCH NHOCR' —— Na_,N-CH,NHOCR'
N N
R = NO, Ar: R" = Me, CH=CH,, Ar.

Highly efficient is also preparation of 2,5-disub-
stituted tetrazoles by akylation of 5-substituted tetr-
azoles with acohols or unsaturated compounds in the
presence of concn. H,SO, or HCIO, [37-41, 64].

R
o =
N, ~N

+HOR' —H No Mo

i-Pr, t-Bu, Ph,C.

N\

R = Alk, Ar; R' =

The method is of sufficiently general character and
can be used for preparation both of mono- and ditetr-
azoles [65, 66].

1
Na N . +1-BuOH
\N/ N
H* N0 =N
_’t-Bu—N\N,,N N+ .N—-Bu-f

Besides the 2,5-disubstituted tetrazoles formed in
very high yield in reaction of 5-aryltetrazoles with
a-methylstyrene in the presence of trifluoroacetic
acid [67].

Ar Ar
YNH . CRCOOH )=N (H
NN HHC=E-CHs Ne . N- C C.H,
N CH, N

CH,
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Finaly the attention should be drawn to yet
another, although preparatively difficult, method of
2,5-disubstituted tetrazoles synthesis, namely, to
Mitsunobu akylation [68]. The procedure consists in
treating of 5-substituted tetrazoles with alcoholsin the
presence of diethyl azodicarboxylate (DEAD) and
triphenylphosphine under inert gas atmosphere [69].
2,5-Disubstituted tetrazoles under these conditions
form in 59-74% vyield, but the reaction cannot occur
with sterically hindered alcohols.

)_NH DEAD, PPh, ):N
+ R'OH —> N N Rl
CH,Cl, N

R = Alk, Ph, PhNH; R' = Alk.

Arylation of 5-substituted tetrazoles for prepara-
tion of 2-aryl derivatives did not gain acceptance up
till now. However it is due mostly to low nucleo-
philicity of tetrazolides, and in some cases to the
spatial shielding by the substituents in the position
5 of the heteroring. Our data show that numerous
attempts to arylate 5-phenyltetrazole with 4-nitro-
fluorobenzene both under homogeneous conditions
and under conditions of phase-transfer cataysis
failed. At the same time the heating of 5-methyl-
sulfanyltetrazole with 4-nitrofluorobenzene in DMF
in the presence of sodium hydroxide gave rise to
5-(methylsulfanyl-1-(4-nitrophenyl)- and 5-(methyl-
sulfanyl-2-(4-nitrophenyl)-tetrazoles in 1: 3 ratio in an
overall yield 50% [70].

MeS
)—NH
N N+ FCH,NO,-4
\Nf

MeS /C6H4N02 -4 MeS

I =N

> +
Ns

N’ NN~ H,NO,4

Under very mild conditions and in practicaly
guantitative yield 5-aryltetrazoles are arylated with
2,4-dinitrofluorobenzene [71].

>—NH
N. ,N +F NO,
Et,N =N >: o
——- ~
MeCOMe N‘N'N 2
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Separate place in this reaction series belongs to
reactions of 5-phenyltetrazole arylation with diaryl-
iodonium salts. It was shown that a reaction between
5-phenyltetrazole sodium salt with bis(4-methyl-
phenyl)iodonium bromide in t-BuOH furnished the
corresponding isomeric 1- and 2-aryltetrazoles in
~1: 1 ratio and overall yield about 30% [72].

Ph

e
\
N\CI?N + (4-MeC H,~I—C_H,Me4) - Br

At the same time the arylation of 5-phenyltetrazole
ammonium salt with bis(4-methoxyphenyl)iodonium
bromide in methanol afforded only 2-(4-methoxy-
phenyl)-5-phenyltetrazole [73].

Finally, the last process that should be mentioned
is the electrochemical alkylation of 5-phenyltetrazole
with 1,4-dimethoxybenzene. Under these conditions
unlike the case of unsubstituted analog (Section 11.1)
was obtained only 2-(2,5-dimethoxyphenyl)-5-phenyl-
tetrazole in 44% yield [47].

Among the preparation methods for 2,5-disub-
stituted tetrazoles a lot less known than the above
cited should be mentioned the OXONE oxidation of
ethy! tetrazole-5-carboxylate sodium salt [36]:

EtOOC . EtOOC
NNa Oxone >=I\\I
NN N-OH

the treating of a mixture of akyl- or arylmethyl-
enemalononitriles and allyl acetate with trimethylsilyl
azide in the presence of a palladium catalyst [74]:

1 3
R CN R
\=(" + R _OAct Messi,
cN

Pd(PPh), R CN
—_—— — 3
THF —N R

N\N/}\I\)%/RZ
a version of the above method consisting in reaction
of various nitriles with alyl methyl carbonate and
trimethylsilyl azide [75],

R
_Pd(dba); =N
R—CN+ _-._OCOMe +Me,SiN, =N

R);P N /N_\_ heterocycle in  2-substituted tetrazole. It

KHARBASH

and also nitrile reaction with trialkyltin azides
[76-79]:

NC—(CH,)-—CN+2R,SnN;

(CH,),
=
R, Sy N/ N /N\SnR
R = Me, Et, i-Pr, t-Bu; n = 1-6.

1. CHEMICAL PROPERTIES
OF 2-SUBSTITUTED AND 2,5-DISUBSTITUTED
TETRAZOLES

To 2-substitueted and 2,5-disubstituted tetrazoles
belongs somewhat separate place in the tetrazole
series with respect to their chemical properties. This
is due to specific features in the electronic structure
[80-82], dipole moments [40, 83], enthalpies of
formation [40, 84] and some other physicochemical
characteristics [85] of these compounds as compared
to their isomers 1-substituted and 1,5-disubstituted
tetrazoles. The most significant difference is observed
in reactions with electrophilic reagents, acids, in
thermal transformations and some other processes.

We consider below the chemical properties of
2-substituted and 2,5-disubstituted tetrazoles. We
discuss in succession the electrophilic and nucleo-
philic substitution at the carbon atom in the hetero-
ring and in the side chain, the reactions of these
compounds with acids, treatment with oxidants,
thermal transformations of 2,5-disubstituted tetr-
azoles, and some other reactions.

[11.1. Electrophilic Substitution

Electrophilic substitution at the carbon atom of the
heterocycle is among the best studied reactions in
tetrazole chemistry

It is remarkable that 1-substituted tetrazoles
relatively readily undergo mercuration with mercury
salts [27, 86], iodination with iodine in the system
KMnO,-H,SO, [87], enter into aminomethylation
reaction [88].

At the same time these reactions are regarded as
unusual for 2-substituted tetrazoles although these
assumptions do not agree with the data on electronic
structure of these compounds [81]. In this connection
a single as yet example should be mentioned of
electrophilic substitution at the carbon atom of the
was
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demonstrated that successive treatment of 2-benzyl-
oxymethyltetrazole with butyllithium and tributyltin
chloride afforded in 67% yield the corresponding
2,5-disubstituted tetrazole [45].

=N
Ny N CH,0CH, C H,

Bu,Sn
BuLi. Bu,SnCl ~ )=N

\

NN CH,0CH, CH;

The information on electrophilic substitution in
the side chain of 2-substituted tetrazoles is also very
scanty.

It is known that treating 2-phenyltetrazole with a
mixture of bromine and potassium bromate or with
nitric acid provided respectively 2-(4-bromophenyl)-
and 2-(4-nitrophenyl)tetrazoles [26, 89].

BI'Z—KBI'03 /:I\\I
NN CcHBr4

~N ]
Ny Npn

HNO, =N
Ny NcHNOo,4

The electrophilic substitution was studied in more
detail in the series of 2,5-disubstituted tetrazoles.
On examples from the series of 2-alkyl-5-phenyl- and
5-methyl-2-trityltetrazoles was carried out successive
treatment with tert-p-butyllithium or butyllithium in
THF at -78°C and then with benzaldehyde or some
other electrophile to obtain the corresponding adducts
in high yield [57, 90].

It is of fundamental importance that this reaction
can be performed with quite different electrophilic
reagents, from akyl halides aiphatic and aromatic
aldehydes and ketones to trimethylchlorosilane and
bromine.

Ph
=N CH, (Bui =N CH,
Ne N Ne N
N N Li
Ph
=N CH
E 3
— N. N~
R
E = HCHO, EtCHO, PhCHO, MeSiCl.
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CH, LiCH,

=N BuLi =N

Ny AN~ CPh; Ny N=CPhy

Ns .
N

Br,, PhCHO, PhCH2Br,

N-CPh,

E = Me3SiCl.

As one more example of electrophilic substitution
in the series of 2-disubstituted tetrazoles may be cited
the formation of 5-(2-boranophenyl)-2-trityltetrazole
from 2-trityl-5-phenyltetrazole and triisopropy! borate
shown below [54, 55].

Li
BuLi

N CPh, N CPh,

Q B(OH),
N

(1) (i-PrO);B
(2)i-PrOH, NH,CLH,0 /™ |
\\N/N\CPh3
Finally, severa instances of 5-aryl-2-trityltetr-

azoles bromination with bromine in CCl, was
described [18].

l: N \ N\ CPh
-

[11.2. Nucleophilic Substitution

The nucleopphilic substitution at the carbon atom
of the heteroring in 2,5-disubstituted tetrazoles was
not systematicaly studied lately.

The investigation of 5-bromo-1-methyl- and
5-bromo-2-methyltetrazoles reactivity toward nucleo-
philes of different character showed that the bromine
replacement by hydroxide ion occurred with greater
difficulty in the 2-methyl derivative than in 1-methyl
one [91]. Similar behavior of these substrates was

Vol. 39 No. 4 2003
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observed in the study of their reaction kinetics with
piperidine [92]. These results are well consistent with
Ht

HH =N

>: N N\\N/N* CH,NO,-4
N\\N’N‘ C6H4N02'4_

MeO,5S

=N

N AN=~CH,NO,-4

ROH

OR
N

Ht piperidine-1-yl, benzimidazole-1-yl; R =
Et, i-Pr, Bu.

Me,

The data recently obtained in the study of chemical
properties of isomeric 1- and 2-aryl-5-methylsulfonyl-
tetrazoles [93-97]. It was shown by a number of
examples that reaction of 5-methylsulfonyl-2-(4-nitro-

KOLDOBSKII, KHARBASH

phenyl)tetrazole with N- and O-nucleophiles afforded
in good yield the corresponding 2,5-disubstituted
tetrazoles [96, 97].

The conditions of these reactions depend primarily
on the nucleophile character. The methylsulfonyl
group is cleanly replaced with piperidine at heating
without a solvent. With such nucleophiles as benz-
imidazole and alcohols the desired products are
obtained by performing reaction in acetonitrile or in
the respective acohol in the presence of sodium
hydroxide.

It should be added to the above stated that
5-methylsulfonyl-2-(4-nitrophenyl)tetrazole in the
presence of NaOH cleanly reacted with such nucleo-
philes as ethylene glycol, di- and triethylene glycols,
and depending on the reagents ratio products of
mono- or disubstitution were obtained [97].

O(CH,CH,0) H
N=
— /N\ //N
MeO.S 4-NO,C H, N
=N NaOH
A\
No N HNod HO(CH,CH,0), Hems O(CH,CH,0),
642 I/\I:< >=N
7 NN N. N
4-NOCH, "N N~ CH,NO,-4
n= 1-3.

And, finaly, in nucleophilic substitution at the
carbon atom of the hetrocycle the 2.5-disubstituted
tetrazoles are a lot less reactive than their isomers,
1,5-disubstituted derivatives. The difference is
obviously caused by dissimilar electronic structure of
these compounds [81, 82].

Nucleophilic substitutions in the side chain of
2,5-disubstituted tetrazoles may be illustrated by
severa most characteristic examples.

CI(CH,),
=N P
N‘\N’N\C‘Q_OJF PhOH

Ph
n =

Another example of nucleophilic substitution in
a side chain of 2,5-disubstituted tetrazoles is de-
protection of carboxy and hydroxy groups by treat-
ing with lithium hydroperoxide in agueous THF.

KI, K,CO,

A chlorine atom in 2-phenyl-5-chloromethyltetr-
azole under mild conditions is replaced by iodine
(Finkelstein reaction) and then the iodine is substitut-
ed by treating with aniline or piperidine to afford the
corresponding 5-amino-2-phenyltetrazoles [26]. The
chlorine in 5-(a-chloroalkyl)tetrazoles tritylated with
triphenylchloromethane on polymeric support is as
cleanly substituted by such nucleophiles as phenals,
thiophenol, phthalimide, and 5-phenyltetrazole [58].

PhO(CH,),
>=N 1|3h
N\\N/ N\ C

|
Ph

3-6.

The reaction occurs quantitatively under mild
conditions and the other important feature is that
the reaction leaves intact the other functiona
groups [20].
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R R

/W /o
MeOOC NN 1601 HOOC Ny N

O H,O-THF O
OAc 20 OH
AcO HO
OAc OH

e NS-Bu
%

In aromatic nucleophilic substitution the methoxy
group is a difficultly leaving group. However the
presence in the aromatic substrate of a tetrazole ring
in an ortho-position to the methoxy group notably
increases its reactivity with respect to nucleophilic
reagents. For instance, the treatment of 2-cumyl-5-(2-
methoxyphenyl)-  or  2-cumyl-5-(2,3-dimethoxy-
phenyl)tetrazoles with butyllithium or phenyllithium
at room temperature in a mixture of ether with hexane
gave rise to the corresponding 2,5-disubstituted
tetrazoles [67].

Bu
BuLi Me
OMe — =N _¢-ph
( j N I\I/Ie N;N/N/I
— _ | Me
N. N PR

N Ph
N Me PhLi I\I/Ie
. —N
v _C—Ph
Ne NI
N Me

It should be noted in conclusion that the reactivity
of 2,5- disubstituted tetrazoles towards nucleophilic
reagents is to a large extent determined by the
character of the substituent in the 2 position of the
heteroring It was demonstrated that the tetrazole ring
in 5-aryl-2-benzoyltetrazoles easily underwent sub-
stitution by N- and O-nucleophiles of various struc-
ture, and therefore these compounds were used as
efficient acylating agents [98].

In asimilar process heterocyclic substrates contain-
ing an N-H bond and alcohols undergo tritylation in
eaction with 2-trityl-5-phenyltetrazole [42].

HtH, NaOH

HtCPh,

Ph
=

N\\N,N\Cph3

| _ROH

ROCPh,

Another example of such transformations consists
in nucleophilic substitution of the tetrazole ring in
2-(4-nitrophenyl)-5-phenoxytetrazole at  treatment
with a phenoxide ion in acetonitrile in the presence
of sodium hydoxide [96].

PhQ
1\?= N + PhOH
NCH,NO 4

PhO

NaOH >/ I\]H
_Nary +PhOC H,NO,-4
Mooy, NN OCH,NO,

I11.3. Reactions with oxidants

The tetrazole ring of 2,5-disubstituted tetrazole is
stable against oxidation.

Some reactions of these compounds with such
oxidants as potassium permanganate and lead tetra-
acetate  described in early publications [26] are
considered below.

MeCOMe Ny N H,NO,4
HOOC,
=N
Ns N~
N VUCH,NO, -4
HOOC

KMnO, =N NH

N*N’N\COOH ~2C0, N. ~N

It is presumed that at the treatment of [2-(4-
aminophenyl)tetrazole-5-yl]carboxylic  acid  with
potassium permanganate the phenyl substituent
suffers an oxidative degradation to yield a dicarb-
oxylic acid whose decarboxylation results in tetrazole.
However this way of tetrazole formation is dubious
for the exclusively high resistance to oxidation of the
phenyl ring is well known.

Therefore it is obvious that the reaction mechanism
should be refined for the information thus obtained
may be crucial for understanding of numerous
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specific features in the chemica behavior of 2,5-di-
substituted tetrazoles.

The characteristic behavior of 2,5-disubstituted
tetrazoles in oxidation reactions can be revealed aso
by an example of 5- hydroxymethyl-2-phenyltetr-
azole. Thus, this oxidation with lead tetraacetate
cannot be stopped at the stage of aldehyde formation,
and the process results in an ester.

HOCH27:1\\]
Na N~

COOCH,
=<
\N/ \\N/ Ph

Pb(AcO),

Pl

Much later the potassum permanganate was
successfully used for oxidation of 5-methylthiotetr-
azoles under conditions of the phase-transfer catalysis
to furnish the corresponding sulfones [70].

MeS MeSO,
Y=N KMnO, CH,Cl-10% AcOH ~ y=N
N\\N/N~R (C,H,),NBr N\\N’N\R

R = 4-NO,C;H,CH,, 4-NO,CH,.

A highly efficient epoxidizing oxidant generated
in situ, dimethyldioxirane, in reaction with 2-benzyl-
5-vinyltetrazole provided the corresponding epoxide
[99].

HZC:CH?N . Me><(|)
NoyN-crph Me™ 0
T
Ny N~CH,Ph

The oxidation of biologically active tetrazole-con-
taining substrates of sophisticated structure in a

=N
N IN/\H/OCHZPh
Me,COCONH N0
OH
NaOCl N
RACLSIS = IN/\H/OCHZPh
Me,COCONH N0
0

system tetramethylpiperidine N-oxide - sodium hypo-
chloride — potassium bromide provides a possibility
to convert secondary alcohols into the corresponding
ketones. An important feature of this process is that
the other functional groups remain intact [50].

I11.4. Reactions with Acids

The stability of 2,5-disubstituted tetrazoles against
acids depends on the character of the substituent in
the 2 position of the heterocycle. Thus 5-aryl-2-
methyltetrazoles dissolved in 20-45% sulfuric acid
a 20°C remain unchanged for several days [100,
101]. However at the presence in the tetrazole ring in
the 2 position such substituents as dimethylphenyl-
methyl [67], triphenylmethyl [42, 55-57, 102], and
4,4'-dimethoxytriphenylmethyl  [59] groups the
stability of the compounds toward acids changes
drastically. Actually, at the treatment of 5-alkyl(aryl)-
2-trityltetrazoles with trifluoroacetic [55, 58], hydro-
chloric [42, 57, 102], or sulfuric [55] acid occurred
their hydrolysis under mild conditions.

R R
=N + —NH
\ H FARY
—_—
N\\N/N‘ CPh, H.,0 N\N/,N
R = Alk, Ar.

According to our data under similar conditions
takes place hydrolysis of 5-aryl-2-acetylaminomethyl-
and 5-aryl-2-methoxymethyltetrazoles.

An exception from this series of tetrazoles is 2-
hydroxytetrazole-5-carboxylic acid that at heating with
hydrochloric acid undergoes decarboxylation into 2-
hydroxytetrazole [36].

Ar
=N

N H
Ny N~ CH;NHOCMe

H,0

Ar.
=N -

& N~
Ny~ CH,OMe 1,0

Ar
. NH
NZ,N

I11.5. Thermal Transformations
of 2,5-Disubstituted Tetrazoles

The investigation of therma transformations
occurring with nitrogen-containing heterocycles is
among the most promising and extensively develop-
ing lines of research in the chemistry of heterocyclic
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compounds [32, 103-110]. Already for over forty
years, starting with the pioneering studies of Huisgen,
the tetrazoles have been the most interesting subjects
of this research. Just the data obtained in the study on
thermolysis of 2,5-disubstituted tetrazoles [111, 112]
underlie the general fundamental concept of formation
of 1,3-dipoles and their participation in the reactions
of 1,3-dipolar cycloaddition, 1,5- and 1,7-electro-
cyclization [113].”

Ph
=N A

\
& N~
NN Ph N

2

and on the synthetic prospects of the reaction [103,
104, 110].

It was shown experimentally that the previously
assumed formation of N-acyltetrazoles in reaction of
5-substituted tetrazoles with acylating agents in the
presence of bases [111, 112] actually occurred. The
N-acyltetrazoles were obtained, isolated, and
identified at acylation of 5-substituted tetrazoles under
conditions of the phasetransfer catalysis [98,

Ph—(=N-N-Ph | —]

The thermolysis of 2,5-disubstituted tetrazoles is
a general preparative procedure for synthesis of
versatile  heterocyclic  compounds:  pyrazoles,
1,2,4-triazsoles, 1,3,4-oxadiazoles, and other hetero-
cyclic substrates [26, 103-105, 113].

The studies of thermolysis of 2,5-disubstituted
tetrazoles in the recent decades were centered
primarily on the mechanistic problems of the thermal
transformations of N-acyl- and N-imidoyltetrazoles

1 , _Ph
R C=C-R NN
1
Ph/ﬁ)\R
RZ
. N
R'—C=N N=
I N3
Ph/LN)\R
Ph
PhCHO N-N
Ph/ko>\Ph

In a later study the formation of N-acyltetrazoles
in acylation of 5-substituted tetrazoles in a gas phase
was confirmed by mass spectrometry [119]. It was
also found that acylation of 5- substituted tetrazoles
under conditions of the phase-transfer catalysis
resulted in a mixture of isomeric 1- and 2-acyltetr-
azoles with 2-isomer prevailing. The thermolysis of
this mixture in toluene or m-xylene disregarding
isomer ratio gave rise to 1,3,4-oxadiazoles in 90-98%

116-118]. yield.
R R COR' R
—NH CH,Cl,—aq. NaOH >/—N 7=N
N\ N +R'COX N ,N + N\\ /N\ ]
\N/ (C4H9)4NBI' \N/ N COR!
O_ N _N Rl

+

_N2

R=C=N—N=C-R’' ~—= R—C=N-N=C-R'| —— "~ ¥

(0)

R = Alk, Ar; R' = Ar.

The consideration of the large body of experi-
mental data obtained in the recent years suggests that

*

Taking into consideration the outstanding contribution
of Professor R.Huisgen into development of the 1,3-dipole
concept and the great importance of the 1,3-cycloaddition
reaction for the chemistry of heterocyclic compounds the
reaction was later named “Huisgen reaction” [114, 115].

the thermolysis of the N-acyltetrazoles may be
regarded as one of the most simple and efficient
methods of synthesis of 1,3,4-oxadiazoles of various
structures [104, 120-125].

In the recent years alongside the studies on the
thermal transformations of N-acyltetrazoles funda
mental investigations were carried out concerning the
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thermolysis mechanism of N-imidoyltetrazoles and
application of this reaction to the synthesis of hard-to-
obtain 3H-1,3,4-benzotriazepines.

KOLDOBSKII, KHARBASH

In 1960 Huisgen et a demonstrated that the heat-
ing of 5-substituted tetrazoles with imidoyl chlorides
in pyridine gave rise to 1,2,4-triazoles in good yield

Ph\N N _Ph
R
e Ry
R Cl
I\?j_l\\ILH+ YPhCHZG2 aq. NaOH z E
N N Bu,NBr N R)—N
3 N. N.,Ph == N,_N_Ph
Ph o Ny = Ny
N N
N N
Ph’ “Ph
7z E
Al—Nz Al—Nz
R R
TN N
Ph N N
N=C N=
"~ “Ph | “Ph
Ph
R Ph N-N
=N N=( /A
W4 o /NNH R N° Ph

[126]. It was presumed that in the first stage of the
reaction arose N-imidoyltetrazoles which further
transformed into 1,2,4-triazoles.

However it was found later that the heating
to 100-110°C of N-imidoyltetrazoles prepared by
treating 5-substituted tetrazoles with imidoyl chlorides
in pyridine at the cold [127] or by phase-transfer
catalysis with the same reagents [103, 128-131]
afforded instead of the expected 1,2,4-triazoles the
previously unknown 3H-1,3,4-benzotriazepines in a
high yield. These results may be rationalized as
follows. Under conditions of the phase-transfer
catalysis the reaction of 5-substituted tetrazoles with
imidoyl chlorides furnished 1- and 2-imidoyltetr-
azoles as a mixture of Z- and E-conformers At heat-
ing of the mixture the 1-imidoyltetrazoles isomerized
into 2-imidoyl derivatives that further suffer trans-
formations aong two paths. The thermolysis of
Z-conformers resulted in 3H-1,3,4-benzotriazepines,
E-conformers furnished 1,2,4-triazoles. The ratio of
the thermolysis products depends both on the con-

formers ratio and on the difference in the rate con-
stants of reactions of these compounds.

The comparison of various procedures for
preparation of 1,3,4-benzotriazepines suggests that
the thermolysis of N-imidoyltetrazoles is one of the
most available ways of building up the benzotri-
azepine system, and our data show that it is suitable
also for the synthesis of 3H-pyrido[6,7-b]-1,3,4-tri-
azepines.

AN \H Cl_Ph N Ph
NN TN T — NH
O N

Ar

In continuation of discussion on the problems of
the thermal transformation of 2,5-disubstituted tetr-
azoles it should be noted that the reactivity of
1,3-dipoles arising at thermolysis of these substrates
notably depends on the character of the substituent in
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the 2 position of the heteroring and on the properties
of the reaction medium. These trends are obviously

N
OLx
N

=N A

\

N /N\ -
N~ CH,(NO),-24 N,

465

seen by the example of 5-aryl-2-(2,4-dinitrophenyl)-
tetrazoles [71] and some other compounds from this
series.

The thermal transformation of 5-aryl-2-trityltetr-
azoles takes an unusual route. At heating of the com-
pounds in dodecene to 180°C arise 1-aryl-8,8-di-

OCOAr phenylheptaful venes:
Ar Ar
=X - [AI—N N N
NogMN~cpn, N, ~CPh, NH
Ph Ph

whereas at replacing benzonitrile for dodecane the
reaction furnished 3,6-disubstituted 1,2,4,5-tetrazines
[42].

Ar)_
=N
N\NN‘CPh PhCN Ar—</ \>—Ar

Finally the last fact that should be mentioned is the
thermolysis of 2-alkenyl-5-R-tetrazoles to give the
corresponding pyrazoles [132, 133].

I11.6. Other Reactions

Further we discuss the reactions of 2-substituted
and 2,5- disubstituted tetrazoles that were not
collected into separate sections due to their small
number.

Among these reactions are transformations of
2-phenyltetrazole-5-carboxylic  acid  typical  for

e e

2-Substituted and  2,5-disubstituted  tetrazoles
similarly to isomeric 1-substituted and 1,5-disub-
stituted derivatives undergo quaternization when
treated with such alkylating agents as dimethyl sulfate
and triethyloxonium tetrafluoroborate. Therewith the

>
CPh,

ordinary carboxylic acids and also reduction of anitro
group in 2-(4-nitrophenyl)tetrazole and some other
processes [26].

Among reactions of 2,5-disubstituted tetrazoles
that were studied lately the dehydration of hydroxy-
alkyltetrazoles into the corresponding alkenyl deriv-
atives should be mentioned [132]:

>—N

N OH
N\_/

Ph Ph
MeSO,Cl >—N DBU =N
Ne.N  OMs™ ™ No N
N N

then the reaction of 5-amino-2-methyltetrazole with
4,5-dichloro-1,2,3-dithiazolium chloride [134]:

HN ca  c N
=N B N=C "7

N. N- + L SCI — N.-N S N
N Me - Me N g

and aso Grignard reagents addition to 2-benzyltetr-
azole imine [135].

@ET

7—N Me,SO, N -0SO,Me
N\N N\Rl Me,NQN Rl
R = H, Alk, Ar; R' = Alk.

RUSSIAN JOURNAL OF ORGANIC CHEMISTRY Vol. 39 No. 4 2003



466 KOLDOBSKII, KHARBASH

corresponding 2,4,5-trisubstituted tetrasolium salts
are obtained [66, 136, 137].

Note that successful occurrence of these reaction
depends to a great extent on the structure of the
substituent in the 2 position of the heterocycle. It was
shown that 2-trityl-5-phenyltetrazole did not undergo
quaternization when heated with dimethyl sulfate
to 100°C for several hours [42] whereas the less
sterically loaded substrates, 2-(tert-butyl)-5-R-tetr-
azoles, cleanly react with dimethyl sulfate at 60°C
[137]. It should be noted that tetrazolium salts
containing in 2 position of the heterocycle a tert-butyl
group at treating with concn. HCI are converted into
the corresponding 1,5-disubstituted tetrazoles [137].

R R Alk
}@Ny N
Alk/N\N/N‘Bu-t N\N//N

2-Substituted and 2,5-disubstituted tetrazoles form
complexes with metals. These compounds are sig-
nificantly less studied than the complexes of 1,5-di-
substituted tetrazoles. It was noted that the 2-sub-
stituted tetrazoles are less prone to complexing than
their 1-substituted isomers [138]. The complexes of
5-vinyl-2-methyltetrazole with Cu(ll), Ni(ll), Co(Il)
and Pd(Il) chlorides were investigated. It was shown
that the metal ion coordination occurred at the nitro-
gen in position 4 of the heteroring [139, 140].
Recently complexes were described of 2-methyl-5-(2-
pyridyl)- and 2-tert-butyl-5-(2-pyridyl)tetrazoles with
Pd(ll) chloride and Ru(Il) bipyridine chloride [141].

[V. CONCLUSION

Main trend in the present development of tetr-
azole chemistry is the search for entirely new routes
to building up of the tetrazole ring and application of
the tetrazole-containing substrates to medical practice.

The reason of it lies in the fact that the traditional
methods of tetrazoles preparation are to a large extent
exhausted. It is true first of al with respect to 2-sub-
stituted and 2,5-disubstituted derivatives. It is obvious
that the lack of new efficient synthetic procedures for
2-substituted and 2,5- disubstituted tetrazoles is the
most urgent problem hampering further studies of
physicochemical characteristics and application fields
of these compounds. Therewith certain positive trends
in this respect are seen consisting in attempts to use
new synthetic approaches and reagents in preparation
of 2,5-disubstituted tetrazoles.

It concerns primarily the successful use of metal
complexes as catalysts for the synthesis of 2,5-di-

substituted tetrazoles carried out within the last 2-
3 years, and aso the studies on 5- tetrazoles akyla-
tion with acohols and unsaturated compounds in
the presence of acid catalysts.

Among the studies treating new aspects of tetrazole
chemistry should be mentioned the research on
thermal transformation of N-imidoyl- and 2-trityltetr-
azoles opening unexpected possibilities of application
of 2,5-disubstituted tetrazoles to organic synthesis.

Finally, the analysis of the trends in development
of tetrazole chemistry suggests that in the next decade
much more attention will attract the study of 2,5-di-
substituted tetrazoles than it has happened before, and
it is also presumable that the practical applications of
these compounds also will be extended not only in the
medicine

The study was carried out under financial support
of the Ministry of Education of the Russian Federa-
tion (Federal Program  “Integration”, grant
no. | 0667).
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