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Allantoin: synthesis and chemical properties

The availability and multifunctionality of allantoin makes it extremely.attractive to unlock the synthetic poten-
tial on the basis thereof, especially for the needs of the pharmaceutical industry. Numerous publications on the
allantoin chemistry are scarce, nonsystematic in nature and do not allow a deep understanding of the methods
for its preparation and its chemical properties. In order to close this gap, the present review integrates the sys-
tematic data on the methods for the allantoin synthesis and the study of its chemical properties as well as the
areas of allantoin practical application. In the present work, the methods most widely used in preparative prac-
tice to produce allantoin from the carbonyl compounds and urea are considered, and the ways of transformation
of a number of nitrogen-containing heterocycles under the influence of various reagents leading to the target
product are presented. The main chemical properties of allantoin are shown in hydrolysis reactions, complexa-
tion with organic and inorganic substrates, interactions with nucleophilic reagents, in chemoluminescence pro-
cesses. In some cases, when the unconventional methods for the allantoin synthesis are given and allantoin
transformations are considered, the mechanisms of the formation of final compounds are shown. A systematic
material on the preparation methads and the chemical properties of allantoin can serve as a reliable navigator
for those specialists who aim at manufacturing of allantoin-based practically important substances. Based on
the integrated data it isqpointed out that allantoin can be successfully used as a basic azaheterocycle to manu-
facture a wide range of new compounds, including bioactive ones.

Keywords: allantoin, urea,carbonyl compounds, azaheterocycles, complexes, luminescence, hydrolysis.

Introduction

Allantoin belongs to the widely known azaheterocycles of the imidazolidinone series (in particular, hy-
danteins). Its'useful biological properties have been the subject of several generalizing communications [1, 2].
However, at.the same time, to date, there are no works in the literature that reflect the generalized chemistry
of allantoin. Based on the aforesaid, this review aims to draw the attention of chemists and specialists in related
fields to the methods for allantoin preparation as well as its chemical properties to expand the potential for
application of allantoin-based compounds in organic synthesis and daily life.

1. General information and application of allantoin

Allantoin (Fig. 1), also known as (2,5-dioxo-4-imidazolidinyl)urea, is a heterocyclic compound compris-
ing a five-membered ring containing a urea substituent in the 4th position. Table 1 represents the main physi-
cal-chemical properties of allantoin.
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Figure 1. Allantoin structure

Tahle 1
Physical-chemical properties of allantoin

Parameter Value
Appearance White crystalline powder, odorless and tasteless
Melting point, °C 225 (with decomposition)
Solubility in water at 25 °C, g/l 5.7
Density, kg/m?® 800
pH of 5 g/l solution at 25 °C 45-6

_ 3436 (NHy), 3068 (NH2), 3192 (NH), 2947(CH), 1780 (C=0),
_ 1

IR-spectrum, v, cm 1719 (C=0), 1667 (C=0)
IR-spectrum, §, cm™ 1602 (NH,), 4430 (NH)
NMR *H (DMSO-ds), 5, ppm 8.05 (1H, s), 6.94 (1H, d), 5.83 (2H,5),;:5.24(1H, d)
NMR 3C (DMSO-dg), 5, ppm 173.79 (C=0), 157.70 (C=0), 157.06.(C=0), 62.61 (C-tert.)

Allantoin attracts the attention of researchers due to the fact that it is widely used as one of the active
ingredients in skin care products, promotes the healing of scar tissue and scars that makes it the in-demand
material for cosmetology and pharmaceutical practice. Currently, allantoin is included in more than 1300 var-
ious cosmetic products [1]. Thus, for instance, having a regenerating.effect, allantoin helps to remove cicatricle
tissues and scars [3]. As a part of creams, allantoin protects the skin from sunburns, chapping and cracking [4].
Allantoin also has a genotoxic effect [5] and restores normal skin moisture and elasticity [6]. The compound
is able to reduce the genotoxic effect of ultraviolet radiation [7] and inhibit the development of a number of
destructive processes caused by reactive oxygen species, i.e. exhibits antioxidant properties.

The main allantoin consumers are the'‘cosmetics manufacturers as well as the pharmaceutical companies
that use it as a feedstock to manufacture drugs intended for the treatment of various diseases [8]. Moreover,
allantoin is used in agriculture as aplant growth regulator and is a component of fertilizers and veterinary
disinfectants [9].

2. Methods for allantoin preparation

2.1. Isolation from the cell structure of plants

Allantoin was found in‘the callus of the Coffea Arabica plant [10]. To date, several methods are known
for isolation of allantoin from the natural raw materials from the Coffea Arabica cell culture [10] and from the
explants of leaves and apical shoots of the Mertensia maritima plant [11].

2.2. Synthetic methods for allantoin preparation

2.2.1. Synthesis of allantoin from carbonyl compounds and urea

The reactions of low molecular weight carbonyl compounds with urea are probably the most important
in the allantoin synthesis since they represent the best conditions in terms of the availability of the reagents
and the manufacturability of the process in general. Figure 2 illustrates the generalized methods for the allan-
toin preparation using carbonyl compounds with urea.

The principle of allantoin formation is exemplified by the use of mesoxalic acid or its monohydrate as
the initial substrate in the reaction with urea at 110-115 °C.

One of the approaches to synthesize allantoin is the reaction in the presence of hydrogen peroxide as an
oxidant, where glyoxal interaction with urea gives allantoin with a 58 % yield [12]. During the implementation
of this process, the in situ transformation of glyoxal into glyoxalic acid under the action of the oxidant is
postulated, and the acid is responsible for the final heterocyclization stage. Allantoin can be synthesized from
various derivatives of acetic acid and urea, namely, from diethoxyacetic acid in the presence of HCI with a
yield of 45 % [13], from dichloroacetate or dichloroacetic acid with a yield of 62 % [14].
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Figure 2. Synthesis of allantoin from carbonyl compounds and urea

The acetaldehyde-based allantoin synthesis involves the one-pot aldehyde oxidation with nitric acid fol-
lowed by cyclization of the intermediate glyoxalic acid with urea, while the yield of the target product reaches

66 % [15].

Currently, the industrial allantoin production is based.on the condensation of glyoxalic acid and urea in
the presence of various catalysts: mineral acids [16], cation exchange resins [17], solid acids [18], ionic liquids

[19], supported catalysts and zeolites [20, 21].
2.2.2. Synthesis from azaheterocycles

Figure 3 represents the most successful methods for allantoin production that utilize the chemical methods
of transformation of various nitrogen-containing heterocycles.
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Figure 3. Allantoin synthesis from azaheterocycles
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The oxidation of uric acid with potassium permanganate in an aqueous solution was found to lead to the
allantoin formation with a yield of 70 %. The use of other oxidants results in a non-selective reaction perfor-
mance since along with the target allantoin, various by-products are formed: acyclic amides, hydantoin, oxonic
acid, 4-imidazolidine carboxamide, oxalic acid, etc.

The electrolysis of an adenine aqueous solution in a phosphate buffer at room temperature is accompanied
by the oxidative degradation [22] to a number of nitrogen-containing heterocycles, where allantoin is the main
product (45 %).

The interaction of hydantoin and urea in the presence of bromine and acetic acid [23] allows synthesizing
allantoin with a relatively low yield (40 %). The allantoin formation implies an intermediate C-bromination
process followed by N-alkylation of urea with brominated hydantoin.

The practical result affected the alloxan by KNO, and acetic acid is that in this case it is preferable to
narrow the pyrimidine trion cycle to the allantoin one, and the urea molecule, a product of the complete de-
struction of alloxan, is involved in the allantoin formation.

Ref. [24] shows that under the action of H>O- in the presence of AgNOs at 65 °C, glycoluril transforms
with the opening of one of the imidazolinone rings leading to allantoin with a high yield (76 %).

An example is given for the selective hydrolysis of the phenylamino derivative of allantoin in the presence
of mineral acids [25] yielding allantoin.

3. Chemical properties of allantoin

Already at the beginning of the last century, a communication appeared [26] postulating the phenomenon
of reversible isomerism (keto-enol tautomerism) for the allantoin molecule, and Figure 4 represents the tauto-
meric equilibrium established.

(6] OH

H,N ¥ H,N ¥
Y Y _
NH NH
o HN\< o HN\<

(6] (6]

Figure 4. Allantoin tautomeric equilibrium

Allantoin is known to exist as a racemic mixture of (R) and (S) stereocisomers. A number of studies [27,
28] considers the accumulation of (R)-allantoin and (S)-allantoin during the non-enzymatic and enzymatic
oxidative urate decomposition into allantoin during the purine catabolism in many organisms. The non-enzy-
matic racemization of allantoin was found to result in the accumulation of (R)-allantoin, since the enzymes
that convert allantoin to allantoate are specific for the (S)-isomer. The allantoin racemase enzyme catalyzes
the reversible conversion between the two allantoin enantiomers, thereby ensuring the overall efficiency of the
catabolic pathway and preventingthe allantoin accumulation. Figure 5 shows the racemic mixture of allantoin.

o) 0
H H H
HZNYNW‘/( H2N\[]/N,,// M
NH NH
o HN\< © HN\<
o) o)

Figure 5. Allantoin racemization

T

I

To explain the spatial orientation paths in the allantoin stereochemistry, a mechanism was proposed [29]
for the mutual transition of allantoin stereoisomers into a racemic mixture under the action of urate oxidase
(Fig. 6).

Further studies [30] of allantoin diastereomers showed that the allantoin molecule had two optical centers
and two stereoisomers that are not the mirror images of each other and confirmed the transition of one stereo-
isomer into another one (Fig. 7).
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Figure 7. Transition of allantoin stereoisomers

3.1. Complexation reactions
Currently, numerous studies are devoted. to the methods to prepare various organic and organometallic

complexes of allantoin by changing the nature of the ligand, including the use of the mechanochemical syn-
thesis. Thus, the synthesis of the allantoin organic complexes with pantotheonic [31], polygalacturonic [32],
ascorbic [33], and urocanic [34] acids as well as glycine [35], was carried out. Figure 8 shows several exam-

ples.
0
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0 2 YN
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(0]
HoN OH
o
(6]
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NH
{j/\J\OH 5 HN\(
HN

o]
Figure 8. Allantoin complexes with organic acids

The synthesized allantoin-aluminum and allantoin-chlorohydroxyaluminium complexes with various or-
ganic acids [36] have found application in cosmetology as a part of deodorants, astringent lotions, aftershave,
and other personal hygiene products (Fig. 9) [37, 38].
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Figure 9. Allantoin-aluminum complexes

There is no doubt that the abovementioned examples of the preparation of allantoin complexes with or-
ganic ligands do not exhaust all the opportunities to create such compounds.

Figure 10 represents certain successes achieved in the synthesis of allantoin complexes and the composi-
tion of the allantoin-chlorohydroxyaluminium complex with ascorbic acid with the participation of the imide
atom of the allantoin heterocyclic fragment [33].
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Figure 10. Allantoin-aluminum complexes

Figure 11 shows the same type of complex, where the total composition of the allantoin-aluminum com-
plexes with various organic acids is presented [37, 38], however, the terminal amino group of the urea substit-
uent is involved.

R = salicylate, phenolsulfonate, lactate, benzoate, acetate
Figure 11. Allantoin-aluminum complexes

The intensive development was the study of allantoin complexes with silver, zinc and organic acids due
to their manifestation of the wound healing, bactericidal [39, 40] and antithrombotic properties [41]. Figure 12
illustrates the overall composition of allantoin-zinc-silver complexes.

HZNTH\’/<
o | N—Ag| Zn(OH),

- -2

Figure 12. Complexes of allantoin with silver and zinc
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3.2. Hydrolysis reactions

Allantoin is prone to chemical and enzymatic hydrolysis reactions, including those in living organisms
[42] leading to allantoic acid (Fig. 13).
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Figure 13. Hydrolysis of allantoin

By changing the depth of the allantoin hydrolysis it was found [43] that 5-aminohydantoin and fulminic
or carbamic acid are the products of this reaction (Fig. 14).
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Figure 14. Hydrolysis of allantoin
3.3. Chemo- and electrochemoluminescence
Sagqib et al. [44] found the allantoin ability for intensive chemoluminescence with lucigenin. To explain

the results, a reaction mechanism was proposed (Fig. 15) suggesting that allantoin can decompose and release
a cyanide radical in an alkaline medium to react with lucigenin.

H,N NH, HN
OH- ~ .
NH ——— —_— —_— C02 + C=
O O
O O O o
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‘ C ' 2 C o
| |
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Figure 15. The mechanism of allantoin chemoluminescence

In the experiment described in Ref. [45], the electrochemiluminescence based on allantoin and tris(2,2'-bi-
pyridine) ruthenium [Ru(bPy)s]?* in an alkaline buffer solution at pH = 11.0 was studied. Given the specific
nature of the established effect, the reaction mechanism (Fig. 16) suggests that allantoin in an alkaline medium
turns into a radical anion involved in further stages of electrochemiluminescence.
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Figure 16. Allantoin-based electrochemiluminescence

3.4. Interaction with phenol

A method based on the reaction of allantoin and phenol [20] in the presence of heterogeneous catalysts
comprising mineral acids supported on solid zeolite supports allows producing the ortho/para-hydroxyphenyl-
hydantoins (Fig. 17).
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Figure 17. Reaction of allantoin and'phenol

3.5. Nitrogen Substitution Reactions

For the first time, the N-alkylation of allantoin was carried out at the beginning of the 20th century [46]. In
the proposed method, the silver-substituted allantoin was initially prepared followed by the Ag replacement by
methyl group under the influence of methyl iodide. Figure 18 shows the process for producing of 1-(1-methyl-
2,5-dioxoimidazolidin-4-yl)urea and 1-(3-methyl-2,5-dioxoimidazolidin-4-yl)urea using these reactions.

(@)

Figure 18. N-methylation of allantoin

In Ref. [47], a comprehensive silylation of allantoin was carried out by heating the latter with bistrime-
thylsilylacetamide (BSA) in pyridine (Fig. 19).
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Figure 19. N-silylation of allantoin
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3.6. Reactions with aldehydes

There is a noticeable amount of bactericidal substances that are synthesized by the interaction of allantoin
with glutaraldehyde [48] and formaldehyde [49]. Figure 20 shows an example of the allantoin condensation
reaction with glutaraldehyde.
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Figure 20. Allantoin condensation with glutaraldehyde
The most studied are the allantoin condensation reactions with formaldehyde (Fig. 21).
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Figure 21. Allantoin condensation with formaldehyde

Diazolidinyl urea (Germal Il) and imidazolidinyl urea (Germal 115) are the well-known methylol deriv-
atives of allantoin widely used in various fields of human activity. Diazolidinyl urea (Germal I1) is a hetero-
cyclic compound ecomprising methyl-substituted allantoin derivative. Currently, the location of substituted
methylol groups'in this compound is a matter of discussion, and two main configurations are assumed. Ac-
cording to the published data [49], diazolidinyl urea is a tetra-N-methylol derivative of allantoin, however,
recent studies [50] have shown that the product of the allantoin condensation with formaldehyde is a compound
where one of the four methylol groups is bonded to the tertiary carbon atom of the hydantoin cycle. Table 2
represents the-physical-chemical properties of Germal 1l and Germal 115.

Table 2
Physical-chemical properties of diazolidinyl urea and imidazolidinyl urea
Parameter Value

Diazolidinyl urea [51] Imidazolidiny! urea [52]

Appearance White crystalline powder White crystalline powder
PP with a slight characteristic odor with a slight characteristic odor

- Easily soluble in water, Soluble in water, ethylene glycol, propylene glycol, glycerin,
Solubility . - . -
propylene glycol slightly soluble in methanol, insoluble in ethanol
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Diazolidinyl urea is one of the most commonly used preservatives in cosmetics [53-55] releasing formal-
dehyde as a result of decomposition. The concentrations of the released formaldehyde in the cosmetic products
and the factors affecting the release of formaldehyde during the decomposition of diazolidinyl urea have been
previously studied [56, 57]. However, to date, there is not much data on its decomposition, and analytical
methods to determine the diazolidinyl urea have been developed during the last 15 years [53, 58]. It was pre-
viously reported that (4-hydroxymethyl-2,5-dioxo-imidazolidin-4-yl)urea (HU compound in Figure 22) is the
only decomposition product of diazolidinyl urea [53]. The scheme 21 shows a possible decomposition path for
diazolidinyl urea. Doi et al. [59] proved that diazolidinyl urea (compound 1) releases formaldehyde to form
the HU (compound 8) and six other decomposition intermediates (compounds 2-7).
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4

o) OH o)
o o H,N ?
HoN HN 2
N HOJ HN N
/ NH NH / NH
HO \(
. " 7

HO HN HN N
‘ o\
@ 0 OH

O OH

0
H,N—

HN

NH
8 HN\\<

o

Figure 22. Decomposition products of diazolidinyl urea

The Germal 11 and Germal 115 are bactericidal components that are mainly used as preservatives in cos-
metic products, protect them from bacteria, yeast, and mold. These substances are a part of various shampoos,
hair conditioners, shaving gels. Being active against both gram-negative and gram-positive bacteria, these
compounds have antimicrobial activity, can be used individually [50] and in a combination with para-
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hydroxybenzoic acid esters (parabens), are also synergistic with a number of other preservatives. Imidazoli-
dinyl urea has the same positive effects as diazolidinyl urea, but it has no antifungal effect [60].

Both compounds can cause irritation to the eyes and skin, and are also capable of causing the contact
dermatitis, since they release free formaldehyde, however, the amount of this formaldehyde is much lower
than the recommended limits [61]. The use of diazolidinyl urea as a part of the personal care products is al-
lowed in concentrations of up to 0.5 wt.% [51].

Conclusions

Thus, this work summarizes the information on the methods for producing allantoin from various sub-
strates and considers its inherent chemical properties. An analysis of the literature on the chemical properties
of allantoin shows that it is most characteristic for the complexation reactions that allow obtaining new bio-
logically active compounds. In some cases, the work is focused on the methods to prepare and use allantoin
under industrial conditions.

Acknowledgement

This work was financially supported by the Ministry of Science and Higher Education of the Russian
Federation in the framework of the Federal Target Program «Investigation and Developments'on Priority Di-
rections of Development of the Scientific Technological Complex of Russia for 2014-2020», Agreement No.
05.604.21.0251, unique identifier of project RFMEFI60419X0251.

References

1 Becker L.C. Final report of the safety assessment of allantoin and its related complexes / L.C. Becker, W.F. Bergfeld, D.V. Bel-
sito, C.D. Klaassen, J.G. Jr. Marks, R.C. Shank et al. // International Journal of Toxicology. — 2010. — Vol. 29. — P. 84-97.

2 Shestopalov A.V. Allantoin — biological properties and functions /. A.V. Shestopalov, T.P. Shkurat, Z.1. Mikashinovich,
1.0. Kryzhanovskaya, M.A. Bogacheva, S.V. Lomteva et al. // Biology bulletin. — 2006. — Vol. 33. — P. 437-440.

3 Thornfeldt C. Cosmeceuticals containing herbs: fact, fiction;and future / C. Thornfeldt / Dermatologic Surgery. — 2005. —
Vol. 31. — P. 873-880.

4 Tlar. 2162318. Poccuiickas ®enepanus, MIIK” A 61 K 7/00, A 61 K 7/48. Kpem kocMmernueckuii [Tekcr] / K.M. Uurapuna,
WU.M. Anasepnue, C.U. AnasepaueBa, E.B. AunpeeBa, E.WU. Kneiin, T.U. CanoxxHukoBa; 3asBuTeNs U maTeHTooOmanarens OAO
«Kocmernueckoe oopenuaeHne «CBo6oga». — Ne 2000107064/14; 3as81. 23.03.00; omy6:. 27.01.01, Brom. — Ne 3. — 8 c.

5 Xu B. Crystal structure characterization of natural allantoin from edible lichen / B. Xu, C. Sung, B. Han // Crystals. — 2011.
—Vol. 1. —P. 128-135.

6 Tlar. 2178290. Poccuiickas ®enepauus, MITK' A 61 K 7/40, A 61 K 7/48. 3amurHo-npopunaktudeckuii kpem [Tekcr] /
IO .H. [lepmamyTpoB; 3asBUTENs U MaTEHTOOOMAHaTeNb MOCKOBCKUI rOCyJapCTBEHHBIH MEINKO-CTOMATONOTHYECKHN YHUBEPCHUTET.
— Ne 2000129008/14; 3asBi. 22.11.00; onmy61. 20.01.02, bron. — Ne 2. — 3 c.

7 CaspipkrHa M.A. AJUTaHTOMH M YPAT. KaK CYIPECCOPbI FEHOTOKCHYECKOTO 3 dekTa yIbTpadoIETOBOTO U3ITyYEHHs IIHHON
BostHBI 300—400 aM / M. A. Ca3pipkina //. Oxonornueckas renetrka. — 2009. — T. 2, Ne 2. — C. 44-46.

8 Kaneko, M., Hiruma, T., Suetsugu, M., Katagiri, C., lida, T., Onodera, T. (2012). U.S. Patent No 20120283302. Washington,
DC: U.S. Patent and Trademark Office:

9 Fox L.K. Short communication: disinfectant containing a complex of skin conditioners / L.K. Fox, C. Gradle, A. Dee // Journal
of Dairy Science. — 2006. — Vol..89. — P. 2539-2541.

10 Filippi S.B: Allantoin has a limited role as nitrogen source in cultured coffee cells / S.B. Filippi, R.A. Azevedo, L. Sodek,
P. Mazzafera // Journal of Plant Physiology. — 2007. — Vol. 164. — P. 544-552.

11 Bulgakov V.P. Effect of salicylic acid, methyl jasmonate, ethephon and cantharidin on anthraquinone production by Rubia
cordifolia callus-cultures transformed with the rolB and rolC genes / V.P. Bulgakov, G.K. Tchernoded, N.P. Mischenko, M.V. Khoda-
kovskaya, V.P. Glazunov, S.V. Radchenko et al. // Journal of Biotechnology. — 2002. — Vol. 97. — P. 213-221.

12 Dongsheng J. Chinese Patent No. 1528749 / J. Dongsheng. — Bejing, China: State Intellectual Property Office of P.R.C., 2004.

13 Zellner C.N. U.S. Patent No 2158098 / C.N. Zellner, J.R. Stevens. — Washington, DC: U.S. Patent and Trademark Office,
1939.

14 Sang W. Chinese Patent No. 101328149 / W. Sang. — Bejing, China: State Intellectual Property Office of P.R.C., 2008.

15 Schermanz K. U.S. Patent No. 5196545 / K. Schermanz, K. Fitzinger. — Washington, DC: U.S. Patent and Trademark Office,
1993.

16 Tyrymsaypoa B.I1. HccnemoBanue 3akoHOMepHocTell cuHTe3a amutantomHa / B.IL Tyrymeayposa, O.B. Tarapenko,
B.A. TIporazosa, B.C. Manbkos // Bectn. Tomck. roc. yu-ta. — 2016. — Ne 3. — C. 41-48.

17 Sufang W. Chinese Patent No. 1765888 / W. Sufang, J. Limin. — Beijing, China: State Intellectual Property Office of P.R.C.,
2006.

18 Ling S. Chinese Patent No. 101347739 / S. Ling, L. Qi, C. Sheng, L. Haijun. — Beijing, China: State Intellectual Property
Office of P.R.C., 2009.

Cepus «Xumusi». Ne 1(97)/2020 17



A.A. Bakibaev, S.G. Il'yasov et al.

19 Yongmei P. Chinese Patent No. 102617476 / P. Yongmei, H. Wenjing. — Beijing, China: State Intellectual Property Office of
P.R.C., 2012.

20 Cativiela C. Heterogeneous catalysis in the synthesis and reactivity of allantoin / C. Cativiela, J.M. Fraile, J.I. Garcia,
B. Lazaro, J.A. Mayoral, A. Pallares // Green Chemistry. — 2003. — Iss. 2. — P. 275-277.

21 Lixiu L. Synthesis of allantoin catalyzed by SO4>/La203-SiO2-ZrOz / L. Lixiu, H. Aijiang, L. Xiangbiao // Asian Journal of
Chemistry. — 2012 — Vol. 24(5). — P. 2298-2230.

22 Goyal R.N. Oxidation chemistry of adenine and hydroxyadenines at pyrolytic graphite electrodes / R.N. Goyal, A. Kumar,
A. Mittal // Journal of Chemical Society Perkin Transition. — 1991. — Vol. 2. — P. 1369-1375.

23 Siemonsen L. Ueber die constitution des f-methylallantoins / L. Siemonsen // Justus Liebigs Annalen der Chemie. — 1904. —
Vol. 333. — P. 101-141.

24 Hwan E.I. Korean Patent No. 790000260 / E.I. Hwan, K.S. Jeong. — Seoul, Korea: Korean Intellectual Property Office, 1979.

25 Frerejacque M. Sur I’autoxydation de I’acide urique en presence d’amines / M. Frerejacque // Comptes Rendus Hebdomadaires
des Seances de I'Academie des Sciences. — 1931. — Vol. 193. — P. 860-863.

26 Dakin H. The Constitution of allantoin and allied substances / H. Dakin // Journal of Chemical Society. —1915. — Vol. 107.
— P. 437-439.

27 Cendron L. The Structure and function of a microbial allantoin racemase reveal the origin and conservation of a catalytic
mechanism / L. Cendron, |. Ramazzina, V. Puggioni, E. Maccacaro, A. Liuzzi, A. Secchi et al. // Biochemistry:— 2016. — Vol. 55.
— P. 6421-6432.

28 Bovigny C. Reaction mechanism and catalytic fingerprint of allantoin racemase / C. Bovigny, T. Matteo, T. Degiacomi,
T. Lemmin, M. Peraro, M. Marco // Journal of Physical Chemistry. — 2014. — Vol. 118. — P. 7457=7466.

29 Kahn K. Kinetics and mechanism of allantoin racemization / K. Kahn, P. Tipton // Bioorganic Chemistry — 2000. —
Vol. 28(2) — P. 62-72.

30 Zhu J. pH-dependent equilibrium between 5-guanidinohydantoin and iminoallantein affects nucleotide insertion opposite the
DNA lesion / J. Zhu, A.M. Fleming, A.M. Orendt, C.J. Burrow // Journal of Organic Chemistry. —2016. — Vol. 81. — P. 351-3509.

31 Lubowe L.I. U.S. Patent No. 3275643 / I.1. Lubowe. — Washington, DC: U.S. Patent and Trademark Office, 1966.
32 Mecca S.B. U.S. Patent No. 3578656 / S.B. Mecca. — Washington, DC: U.S. Patent and Trademark Office, 1971.
33 Mecca S.B. U.S. Patent No. 3898243 / S.B. Mecca. — Washington, DC: U.S. Patent and Trademark Office, 1975.
34 Mecca S.B. U.S. Patent No. 4181804 / S.B. Mecca. — Washington;DC: U.S. Patent and Trademark Office, 1980.
35 Mecca S.B. U.S. Patent No. 3927021 / S.B. Mecca. — Washington, DC: U.S. Patent and Trademark Office, 1975.
36 Mecca S.B. U.S. Patent No. 3632596 / S.B. Mecca. — Washington, DC: U.S. Patent and Trademark Office, 1972.
37 Mecca S.B. U.S. Patent No. 2761867 / S.B. Mecca. — Washington, DC: U.S. Patent and Trademark Office, 1956.
38 Lubowe I.I. U.S. Patent No. 3107252 / I.1. Lubowe. — Washington, DC: U.S. Patent and Trademark Office, 1963.
39 Margraf H.W. U.S. Patent No. 3856805 / H.W. Margraf. — Washington, DC: U.S. Patent and Trademark Office, 1974.

40 Puszynska-Tuszkanow M. Silver(l) complexes with hydantoins and allantoin / M. Puszynska-Tuszkanow, T. Grabowski,
M. Daszkiewicz, J. Wietrzyk, B. Filip, G. Maciejewska et al. // Journal of Inorganic Biochemistry. — 2011. — Vol. 105. — P. 17-22.

41 Margraf, H.W. U.S. Patent No. 3932627 / H.W. Margraf. — Washington, DC: U.S. Patent and Trademark Office, 1976.

42 Sumrada R. Oxaluric acid: a non-metabolizable inducer of the allantoin degradative enzymes in saccharomyces cerevisiae /
R. Sumrada, T. Cooper // Journal of Bacteriology. — 1974. — Vol. 117(3). — P. 1240-1247.

43 Vogels G. Hydrolysis and racemization of allantoin / G. Vogels, F. DeWindt, W. Bassie // Department of Plant Biochemistry.
— 1969. — Vol. 88. — P. 940-950.

44 Sagib M. Chemiluminescence of lucigenin-allantoin and its application for the detection of allantoin / M. Sagib, B. Lou,
M. Halawa, S. Kitte, Z. Liu, X. Guobao // Analitical Chemistry. — 2017. — Vol. 89. — P. 1863-1869.

45 Chen X. Preliminary electrochemiluminescence study of allantoin in the presence of tris(2,2'-bipyridine)ruthenium (11) /
X. Chen, Y. Tao, L. Zhao, Z. Xie, G. Chen // Luminescence — 2005. — Vol. 20. — P. 109-116.

46 Biltz H. Methylierung und konstitution von allantoin / H. Biltz // Berichte Der Deutschen Chemischen Gesellschaft. — 1910.
— Vol. 43. — P. 1999-2003.

47 Goyal R. Electrochemical and peroxidase catalysed oxidation of 9-p-D-ribofuranosyluric acid 5’-monophosphate / R. Goyal,
A. Rastogi //Journal of Chemical Society — 1997. — Vol. 2. — P. 2423-2429.

48. Berke P.A. U.S. Patent No. 4459303 / P.A. Berke, W.E. Rosen. — Washington, DC: U.S. Patent and Trademark Office, 1984.
49 Berke P.A.U.S. Patent No. 4487939 / P.A. Berke, W.E. Rosen. — Washington, DC: U.S. Patent and Trademark Office, 1984.

50 Lehmann S. Characterization and chemistry of imidazolidiny! urea and diazolidinyl urea/S. Lehmann, U. Hoeck, J. Breinholdt
/I'Contact Dermatits. — 2006. — Vol. 54. — P. 50-58.

51 Liebert M. Final report on the safety assessment of diazolidinyl urea / M. Liebert // International Journal of Toxicology. —
1990. — Vol. 9(2). — P. 229-245.

52 Chemical Selection Working Group NCI (2010). Imidazolididinyl urea. — [Daekrponnsiii pecypc]. — Pexum gocryma:
https://ntp.niehs.nih.gov/ntp/htdocs/chem_background/exsumpdf/imidazolidinylurea_508.pdf

53 De Groot A. Formaldehyde-releasers in cosmetics in the USA and in Europe / A. De Groot, M. Veenstra // Contact Dermatitis.
— 2010. — Vol. 62. — P. 221-224.

54 De Groot A. Formaldehyde-releasers in cosmetics: relationship to formaldehyde contact allergy. Part 1. Characterization, fre-
quency and relevance of sensitization, and frequency of use in cosmetics / A. De Groot, I. White, M. Flyvholm, G. Lensen,
P. Coenraads // Contact Dermatitis. — 2010. — Vol. 62. — P. 2-17.

18 BecTHuk KaparaHgmMHCKoOro yHusepcureTa



Allantoin: synthesis and chemical properties

55 De Groot A. Formaldehyde-releasers: relationship to formaldehyde contact allergy. Contact allergy to formaldehyde and in-
ventory of formaldehyde-releasers / A. De Groot, I. White, M. Flyvholm, G. Lensen, P. Coenraads, T. Menne // Contact Dermatitis.
— 2009. — Vol. 61. — P. 63-85.

56 Rosen M. Free formaldehyde in anionic shampoo / M. Rosen, A. McFarland // Journal of Society Cosmetics Chemistry. —
1984. — Vol. 35. — P. 157-1609.

57 Doi T. Survey of formaldehyde (FA) concentration in cosmetics containing FA-donor preservatives / T. Doi, K. Kajimura,
S. Taguchi // Journal of Health Science. — 2010. — Vol. 56. — P. 116-122.

58 Doi T. Simultaneous measurement of diazolidinyl urea, urea, and allantoin in cosmetic samples by hydrophilic interaction
chromatography / T. Doi, K. Kajimura, S. Takatori, N. Fukui, S. Taguchi, S. lwagami // Journal of Chromatography B: Analytical
Technology Biomed. Life Science — 2009 — Vol. 877. — P. 1005-1010.

59 Doi T. The different decomposition properties of diazolidinyl urea in cosmetics and patch test materials / T. Doi, K. Kajimura,
S. Taguchi // Contact Dermatitis. — 2010. — Vol. 65. — P. 81-91.

60 Palu A.K. Noni seed oil topical safety, efficacy, and potential mechanisms of action / A.K. Palu, B.J. West, C.J=Jensen //
Journal of Cosmetics, Dermatological Sciences and Applications. — 2012. — Vol. 2(2). — P. 74-78.

61 Rietschel R.L. Fisher's Contact Dermatitis (4th) Fourth Edition / R.L. Rietschel, J.F. Fowler, A.A. Fisher. — Baltimore: Wil-
liams & Wilkins, 1995. — 1117 p.

A.A. Bakub6aes, C.I'. Unbsicos, O.B. Tarapenko, B.I1. Tyrynsayposa,
A.O. 3opuHn, B.C. Manbskos, A.C. KacbsiHoBa

AJJIAaHTOVH: CHHTE3i 7KOHe XUMMSUIBbIK KACHeTTePi

AJITaHTOWHHIH KOJI )KETIMILIIr MEH Kol (yHKIIMOHAIIBLUIBIFEI OHBIH HETi31HJ¢ CHHTCTHKAJIBIK 3aTTap alyaa,
COHBIH imIiHe (hapMaIeBTUKAIBIK OHAIPIC KKETTUTIKTEP] YIIiH YIKEH KbI3BIFYIIBUIBIK TyFBI3YAa. AJIAHTOUH
XUMHMSCHI TYpalbl KOITEreH 9/1e01 Ko3/ep TOJIBIK eMeC, KyiHeci3 xKoHe OYJI MoJIIMEeTTep OHBIH allbIHY dAicTepi
MEH XHUMUSUIBIK KaCHETTepiH TOJBIK TYCIHyre MyMKIHIIK Gepmeiimi. OChl Makanaaa alulaHTOUH/I CHHTE3ICY
JKOHE XMMHSUIBIK KACHETTEPIH 3epPTTey dicTepi, OHBIH NPAKTUKAIBIK KOJIAAHBLTYBI Typabl KYHEICHIeH MJTi-
MeTTep KelTipinreH. by skyMpIcTa ajutaHTOMHHIH KapOOHKIIII KOCBUIBICTap MEH MOYEBHHA/IAH ATy IbIH ITpe-
NapaTHBTIK TOKipuOene KeHIHeH KOJIIaHBUIATHIH d/IiCTepi KAPaCTHIPBUIFAH JKOHE a30TKYpaMIbl TeTepOLNKII-
JIEPAiH 9PTYPIIi pearcHTTEep dCEPiHECH HETi3Ti OHIMIe SKEJIETIH TPaHCHOPMAIMSITBIK aifHATyIap JKOJAaphl Kep-
CeTUIreH. AJUTAaHTOMHHIH HETi3Tl XMMHSUIBIK KAacHETTepi THIPOIN3 peakUMsUlapblHIa, OPTaHUKAIBIK JKOHE
OeliopraHUKaJIBIK CyOCTpaTTapMEH KOMILIEKCTY3YAC, HYKIeO( bl peaKTUBTEPMEH dPEKETTeCy e, XEMOIIO-
MUHECICHIHS MIPOIECTEPiHIe KOPCETIIreH. AJIIAHTOUH CHHTE31HIH CTaHAAPTTHI €MeC 9IicTepi MEH OHBIH XH-
MUSUTBIK ©3TepiCTepTe YIIBIPaybl OepilireH KepiiepiHae COHEBI OHIMICSPIiH TY31Ty MEeXaHH3Mepi KOPCETUIreH.
AJNNaHTOWHHIH CHHTE31 MEH XUMHUSUIBIK KaCHETTEP1 Ty pabl XKYHeli MaTeprall aJlIaHTOWH HET131He MaHBI3IbI
3aTTapbl CHHTE3/C ajdyFa OaFbITTalFaH MaMaHIap YIIiH KaXeTTi Kypan Oosa anasl. XKanmbuiaHFaH MoTi-
MeTTep Heri3iH/e aTaHTOMHIi a3a3TePOLIMKII PETiH/Ie KaHa OUOIOTHSIIBIK OeJICeH 1l JKoHe 6acKa J1a KOChUIBIC-
TapAbIH KeH CIEKTPIiH aly YIIiH KOJIaHyFa O0JIaThIH/IBIFbl A TBUIFaH.

Kinm 06306171 aJllTaHTOWH, MOYEBHUHA, KaPGOHI/IHI[i KOCBUIBICTAp, a3areTCPOLUKIACP, KOMIIJICKCTEP, JIIOMUHEC-
LEHIMA, TUAPOIIUS.

A.A.bakubaes, C.I'. Unbsacos, O.B. Tarapenko, B.I1. Tyrynsayposa,
A.O. 3opun, B.C. Manbkos, A.C. KacbsiHOBa

AJJIAHTOMH: CHHTE3 M XUMHYECKHEe CBOMCTBA

JocTymHOCTh 1 oM YHKIMOHATBHOCTD AJUTAHTOMHA JIETIAI0T €ro KpaifHe PHUBJIeKaTeIbHBIM VIS pean3alui
CHHTETHYECKOTO MOTEHIHalla Ha €r0 OCHOBE, 0COOCHHO I HYXkJ (PapMaleBTUYECKOH MPOMBILIIEHHOCTH.
MHoro4nciIeHHbIe TUTepaTyPHbIE CBEACHHS M0 XMMHIH aJUTAHTOWHA HOCST OTPBIBOYHBIH, HECHCTEMHBIH Xapak-
Tep, ¥ OHH HE TIO3BOJIIOT NMETh MOIHOIIEHHOE MPEICTaBICHHE O METOJaX €ro MOITyUYEeHUS U €r0 XUMHUIECKIX
cBoifctBax. C menmbio yCTpaHEHHs JaHHOTO Mpo0ela B IpecTaBIeHHOH 0030pHON CTaThe MPUBEIEHBI CHCTe-
MAaTU3HPOBAHHbIE JaHHEIE TI0 METOAAM CHHTE3a ATAHTOWHA U M3YYEHHIO er0 XUMHIECKHX CBOUCTB, a TAKKe
3aTPOHYTHI 00IaCTH NPAKTHYECKOTO IPUMEHEHH aJUIaHTOMHA. PaccMOTpeHbl Hanboee pacpoCcTpaHeHHBIE B
IpenapaTUBHON NMPAaKTUKE METOJBI MONyYeHUS aJUIAHTOMHA U3 KapOOHMJIBHBIX COCIMHEHUH M MOUYEBHHBI, a
TaKOKe TIPUBE/ICHBI MyTH TPaHC(HOPMALUK Psa a30TCOASPIKAIIMX TeTEPOLMKIIOB MO ACHCTBUEM Pa3IUYHBIX
peareHToB, MPUBOIINE K 1IeJIeBOMY IPOAYKTY. OCHOBHbIE XUMHUYECKHE CBOMCTBA aJUIaHTOMHA ITPEACTaBICHbI
B PEaKNUIX THAPOIIN3a, KOMIUIEKCOOOPa30BaHUS ¢ OPTaHNIECKUMH U HEOPTaHUIECKUMH CyOcTpaTaMu, B3au-
MOZEHCTBHS C HYKICO(MIPHBIME peareHTaMu, B IPOIeccaX XEeMOJIIOMHUHECIIEHINH. B OTAeNbHBIX Clydasx,
KOT/Ia TIPUBOAATCS HETHIIOBBIE METOJBI CHHTE3a AJUIAHTOWHA M PacCMATPHBAIOTCS €r0 MPEBPAIICHHs, ITOKa-
3aHBI MEXaHU3MBI 00pPa30BaHMs KOHEUHBIX coefMHeHnH. CHCcTeMaTH3NPOBAaHHBII MaTepral o0 METOAaM CHH-
Te3a ¥ XMMIYECKIM CBOHCTBAM aTTAHTOMHA MOJKET CIIYXKHTh HA/IS)KHBIM HAaBHTaTOPOM JIJIS T€X CIEI[HAICTOB,
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KOTOpBIE HALIEJIEHBI TTOy4aTh MIPAaKTUYECKH Ba)KHbIE BEIIECTBA HA OCHOBE amnaHTonHa. Ha ocHoBaHMM 0600-
IMIEHHBIX JaHHBIX OTMEYEHO, YTO AJUIAHTOUH MOXET OBITh YCIEIIHO HCIONB30BaH B KauecTBe 0a30BOro a3are-
TEPOLHKIIA IS TOMYYIEHHs ITHPOKOTO KPyra HOBBIX OMOIOTHYECKH aKTUBHBIX U JPYTHX COSTUHEHUIL.

Knrouesvie crosa: AJUIaHTOWH, MOYCBHUHA, Kap60HI/IJ'[I>HI)Ie COCIMHEHNS, a3ar€TEPOLNKIIbI, KOMIIJICKCEI, JIOMU-
HECUCHIUA, TUIPOJIN3.
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