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The article represents a review of methods for obtaining polyhydroxy flavonols without protection of hydroxy 
groups, as well as syntheses using methylation, alkylation and benzylation of the initial reagents and, accord-
ingly, demethylation, dealkylation and debenzylation of the final flavonols. It is shown that the most convenient  
for the synthesis of natural polyhydroxy flavonols and their analogues is the debenzylation reaction using a 
Pd/C catalyst in tetrahydrofuran, which allows to obtain flavonols containing both hydroxy and methoxy groups. 
Syntheses using benzylation/debenzylation reactions are easily  scaled up,  which allows to  obtain  of  large 
quantities of polyhydroxy flavonols, in addition, the latter do not contain impurities of hydrogen halides, which 
makes it possible to use the obtained flavonols in the pharmaceutical and food industries. 

The syntheses of hydroxy flavonols with a pyrogallol-like structure of the side phenyl ring were carried out, 
and the natural flavonol fisetin, a promising medicinal product and component of food additives, was ob-
tained through benzylation/debenzylation reactions. effect of ensitrelvir are found in the 1-methyl-1H-1,2,4-
triazole and 6-chloro-2-methyl-2H-indazole fragments. 

Keywords: Flavonols, flavonol synthesis, Algar-Flynn-Oyamada reaction, hydroxy group protection.

Introduction

Flavonoids are biologically active substances widespread in plants and fungi [1]. Of greatest in-
terest  are  the  derivatives  of  3-hydroxy-2-phenylbenzo-γ-pyrone  –  flavonols  (Figure  1),  which  are 
powerful antioxidants, carcinostatics, and have anti-inflammatory properties [2]. Flavonols are also 
used as complexing agents in the fluorescence analysis of some metal ions; the use of flavonols in-
creases the efficiency of metal ion extraction [3, 4]. In addition, flavonols are convenient models for  
studying the excited-state intramolecular proton-transer reaction [5].

The greatest biological activity is demonstrated by polyhydroxy derivatives of flavonols con-
taining two to five hydroxy groups. Thus, 5,7,3',4'-tetrahydroxyflavonol (quercetin) is used as a medi-
cine in cardiology and phlebology, the diglucoside (rutinoside) of this compound - rutin is used as a 
medicinal form of vitamin P [6, 7]. Currently, 7,3',4'-trihydroxyflavonol - fisetin, demonstrating neur-
otropic activity that supports the survival, differentiation, and functional maintenance of brain cells, is 
beginning to be used as a medicine [8].

Currently, flavonols for medicinal use are extracted from plant raw materials. The processes of  
extraction and purification of these compounds are labor-intensive, which determines the high cost of  
the final product. Therefore, the development of effective and cheap methods for synthesizing polyhy-
droxyflavonols is currently very relevant.

There are several routes to synthesizing flavonols, the most commonly used being the oxidative 
cyclization method. Typically, the first step involves synthesizing 2'-hydroxychalcone, which is then 
followed by the Algar-Flynn-Oyamada cyclization reaction in the presence of hydrogen peroxide [9, 
10]. This method is widely used to obtain synthetic derivatives of flavonols containing amino groups, 
nitro groups, halogens, and to obtain heteroaromatic analogs of flavonols whose side ring is substi-
tuted with pyridine, benzadiazole, or thiazole fragments. However, the synthesis of natural flavonols  
containing a large number of hydroxyl groups is associated with certain difficulties. Condensation of 
the corresponding hydroxy acetophenones and hydroxy aldehydes is most often carried out in a highly 
alkaline medium or in a basic solvent. This leads to the dissociation of hydroxy groups, forming unsta-
ble anionic forms that are oxidized by atmospheric oxygen and are less active in aldol condensations 
when obtaining intermediate hydroxy chalcones. The Algar-Flynn-Oyamada reaction is also carried 
out in an alkaline medium, where the resulting hydroxychalcone anions are oxidized by hydrogen per-
© Demidov O., Roshal A. , 2024
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Methods of Protection/Deprotection of Hydroxy Groups in the Synthesis of Polyhydroxy Flavonols

oxide, which is used as a mandatory reagent. In this case, protection of the hydroxy groups is logical, 
but this protection must occur selectively and not affect the 2'-hydroxy group of acetophenone and the 
chalcone derivative.

In this article, we briefly reviewed methods for the synthesis of polyhydroxy flavonols contain-
ing the pyrogallol-like 3',4'-dihydroxy groups in the side benzene ring, which are most susceptible to 
oxidation. We also discuss the possibility of obtaining partially methylated derivatives typical  for  
many natural compounds. Basing the information obtained, we carried out regioselective syntheses of 
3',4'-R-hydroxyflavonols and the natural flavonol fisetin using the debenzylation reaction. The struc-
tures of the obtained flavonols are shown in Table 1.

Table 1. Structures of synthesized flavonol derivatives*

Substituents
R1 (C4’) R2 (C3’) R3

(C7)
R4 (C5)

flavonol H H H H
1 OBn OBn H H
2 OH OH H H
3 OBn OMe H H
4 OH OMe H H
5 OMe OBn H H
6 OMe OH H H
7 OBn OBn OBn H

fisetin OH OH OH H

* OBn – benzyloxy-, OMe – methoxy- substituents.

Matherials and Methods

Commercial reagents were used for the synthesis and physicochemical studies of the flavonol 
structure. The purification degree of intermediate and final reaction products was controlled using an 
Agilent  1100  high-performance  liquid  chromatograph  with  a  SUPELCO  Ascentis  Express  C18 
chromatographic column 2.7 μm 4.6 mm x 15 cm.

Identification of compounds was conducted by mass spectrometry using an Agilent LC/MSD 
SL mass-selective detector. 1H NMR spectra were recorded using Unity Inova 400, Bruker Avance 
DRX 500 and Bruker Avance III  400 MHz spectrometers  in DMSO-d6.  13C NMR spectra were 
recorded on Bruker Avance DRX 500 and Agilent ProPulse 500 MHz spectrometers at a working fre-
quency of  126 MHz in  DMSO-d6.  Chemical  shifts  are  presented in  δ  (ppm) scale.  The reaction 
progress and the individuality of the obtained substances were monitored by TLC on silica gel-coated 
Polychrome SI F254 plates with a fluorescent detector in a hexane-ethyl acetate 2:1 system. Melting 
points are performed using Hanon Instruments MP450 Automatic Melting Temperature Controller.

Results and Discussion

Analysis of scientific publications allowed us to identify two strategies for the synthesis of poly-
hydroxy flavonols (PHF): obtaining final products from the corresponding acetophenones and alde-
hydes without the protection of hydroxy groups, as well as synthesis with preliminary protection of 
most hydroxy groups of the starting reagents (except for the 2-hydroxy group of acetophenones).  
Methylation and benzylation were most frequently used to protect hydroxyl groups.
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Figure 1. Scheme of flavonols’ synthesis according to Algar-Flynn-Oyamada reaction
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As noted above, carrying out the reaction in an alkaline medium leads to partial oxidation of 
both the initial  reagents – hydroxy benzaldehydes and acetophenones, the intermediate products –  
polyhydroxy chalcones, as well as the final flavonols initially formed in the anionic form. Neverthe-
less, the authors of works [11-13] attempted direct synthesis of hydroxy flavonols without protecting 
hydroxy groups. The synthesis of flavonols with hydroxy groups in the C3' and C4' positions of the  
side benzene ring was described in [11]. To prevent oxidation, the synthesis was carried out in a nitro-
gen atmosphere. The yield of the final compounds was 40-48%. The yield of  3'-hydroxy flavonol ob-
tained in the same synthetical way but in the presence of air decreased to 33% [12]. A compound with  
an additional 7-hydroxy group was obtained with a lower yield. The authors of [13] performed syn-
theses of various flavonols in one and two stages, but they failed to reproduce the syntheses of polyhy-
droxy flavonols described in [11] and [12]. We also failed to reproduce the synthesis of 4'-hydroxy-
flavonol: the compound was obtained in low yield (<10%), and a high degree of resinification of the 
final flavonol was observed when carrying out the Algar-Flynn-Oyamada reaction. Also, when purify-
ing the latter by column chromatography on silica gel, the flavonol partially decomposes during the  
separation process upon contact with the sorbent.

The second method of synthesis is based on selective methylation, ethylation or butylation of 
hydroxy groups in the initial  acetophenones and aldehydes,  obtaining alkoxy derivatives of 2'-hy-
droxychalcone in the first stage of synthesis, with subsequent cyclization of the latter into polyalkoxy 
flavonols. Depending on the position of the alkoxy groups, the final yield of flavonols is within 15-
40%. The last stage of the PHF synthesis is the removal of protective alkyl groups. In this case, a 57% 
aqueous solution of hydroiodic acid is frequently used for dealkylation of flavonols [14]. The yield of  
polyhydroxy flavonols in the HI-assisted dealkylation reaction is 40-60%. Demethylation of flavonols 
with hydroiodic acid is also carried out in solutions of acetic acid [15] or acetic anhydride [16, 17] in  
the presence of phenol [18] followed by extraction of the reaction mixture with ethyl acetate. In this  
case, the demethylation yields of reactions are in the range of 50–75%.

Demethylation in aqueous HBr solutions occurs with a yield of approximately 20% [19], in gla -
cial acetic acid and in an inert atmosphere the reaction yield increases to 65% [20]. Demethylation of  
3'- and 4'-hydroxy groups of flavonols using HCl in glacial hydrochloric acid has also been described 
[21], in that case, polyhydroxy flavonols were obtained with a yield of 70–72%.

A less common method used to remove protective alkyl groups is dealkylation with BBr3 in dry 
dichloromethane, under an inert gas atmosphere and at –78°C [21] or by heating to 50°C [22]. The 
yield of dealkylated compounds depends on the location of the protected groups and the presence of 
other substituents and generally ranges from 50–70%.

All methods for obtaining hydroxy flavonols from initial methylated (alkylated) reagents with 
subsequent demethylation (dealkylation) of the final compound are characterized by a number of dis-
advantages – first of all, the difficult purification of flavonols from traces of acetic acid and hydrogen 
halides. The presence of traces of the latter in polyhydroxyflavonols limits their use as pharmaceutic-
als and components of food additives. In addition, none of the listed methods allows regioselective de-
methylation of flavonols.  Since natural  flavonoids can simultaneously have hydroxy and methoxy 
groups, it is not possible to obtain such compounds using the above dealkylation methods. Even if the 
molecule contains different protective fragments, such as methoxy, butoxy or benzyloxy groups, the 
use of the above methods leads to their complete and non-selective removal.

Comparison of the synthetical methods showed that the most convenient is the protection of hy-
droxy groups of the initial reagents with benzyl residues, as well as the debenzylation of finally ob-
tained benzyloxy flavonols. As noted above, the benzyl group can be removed with hydrohalic acids 
in concentrated acetic acid. For weaker acid HCl, it is necessary to heat the reaction mixture to boiling  
[21, 23], the reaction with stronger HBr occurs at room temperature [24]. The yields of the debenzyla-
tion reaction are 45-70% and 60-80%, respectively, depending on the location of the benzyloxy groups 
in the molecule. Benzyloxy groups are also removed with TiCl₄ [25] with a hydroxyflavonols' yield of 
64%, and trifluoroacetic acid in the presence of thioanisole as a catalyst [26, 27] with yields of deben-
zylated compounds of 30-60%.

The use of the BBr3 reagent in dichloromethane [21] is non-selective and results in the removal 
of not only benzyloxy but also any other alkoxy substituents. In addition, the yield of debenzylated de-
rivatives for various compounds can vary widely from 30 to 95%.
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Recently, the removal of benzyl fragments by catalytic hydrogenation in the presence of a Pd/C 
catalyst, metallic palladium adsorbed on a carbon carrier, has become widespread [28, 29]. The use of 
palladium compounds as a catalyst, for example, Pd(OH)2/C, is undesirable in the case of polyhy-
droxyflavonols since it leads to the formation of colored flavonol-palladium complexes [30]. Pd/C 
catalysts are renewable, non-toxic, used in the food and pharmaceutical industries, and therefore are 
most suitable for the synthesis of analogs of natural flavonols.

Tetrahydrofuran, methanol, ethanol, ethyl acetate, or their mixtures in various ratios are used as 
solvents in debenzylation reactions [31–34]. However, when scaling up reactions to 1–10 grams, the re-
producibility of the methods with MeOH [35, 36], EtOAc [37], and EtOH [38, 39] turned out to be low, 
with yields of 30–40%. This is due to the extremely low solubility of benzyloxy derivatives of flavonols 
in the indicated solvents. The best reproducibility during the scaling up of syntheses was noted when us-
ing tetrahydrofuran [40] as a solvent. In our experiments, the use of 10–20 volume equivalents of tet-
rahydrofuran relative to the starting materials provided high yields in the range of 75–95%.

Taking into account the possibility of carrying out regioselective synthesis using debenzylation 
reactions of flavonols, we obtained compounds with different arrangements of hydroxy and methoxy 
groups and also synthesized the natural flavonol fisetin with the protection of hydroxyls by benzyl 
groups with subsequent debenzylation reaction. Typical methods of flavonol synthesis are described 
below. The results of physicochemical studies of the structure of the obtained compounds are given in 
Tables 2-4.

General Procedure for the Synthesis of Chalcones. Under a nitrogen atmosphere, a suspension 
of NaH (6.5 mmol, 60% dispersion in mineral oil) in DMF (20 mL) was cooled to 0 °C. A solution of  
2'-hydroxyacetophenone (5 mmol) was then added dropwise, and the mixture was stirred at 0 °C for 
10 minutes. Subsequently, a solution of the corresponding benzaldehyde (5 mmol) in DMF (10 mL) 
was added dropwise, and the reaction was allowed to proceed at room temperature for 2 hours. The re-
action mixture was then gradually acidified with glacial acetic acid until pH 4. The resulting precipi-
tate was collected by filtration, washed with MeOH (10 mL), and used in the next stage without fur-
ther purification.

Table 2. Melting points and mass-spectra of synthesized flavonols, yields of flavonol synthesis stages.

flavonols
Mass spectra

(m/z, %)
Tm.p., ºC

Yield, %
Claisen-
Schmidt 

condensa-
tion

AFO*
Deben-
zylation

All 
stages

1
451 ([M+H]+, 74), 
473 ([M+Na]+, 26)

146-158 90 % 74 % – 67 %

2
271 ([M+H]+, 88), 
293 ([M+Na]+, 4)

253-291 90 % 74 % 86 % 57 %

3 375 ([M+H]+, 100) 153-155 98 % 67 % – 66 %
4 285 ([M+H]+, 100) 242-253 98 % 67 % 90 % 59 % 

5
375 ([M+H]+, 88), 
397 ([M+Na]+,12)

197-208 96 % 68 % – 65 %

6
285 ([M+H]+, 94), 
307 ([M+Na]+, 6)

207-208 96 % 68 % 90 % 59 %

7 557 ([M+H]+, 100) 158-159 88% 65% - 57%
fisetin 287 ([M+H]+, 100) 329-331 88% 65% 85% 49%

* AFO – the yield of Flynn-Algar-Oyamada reaction

General  Procedure  for  the  Synthesis  of  Flavonols.  A suspension  of  chalcone  (6  mmol)  in 
MeOH (50 mL) was treated with a 15% solution of KOH (15 mmol) and stirred at -15 °C for 10 min-
utes. A 30% H2O2 solution (18 mmol) was then added dropwise, and the reaction was allowed to pro-
ceed at room temperature for 2.5 hours. The reaction mixture was subsequently acidified with glacial  
acetic acid until pH 2. The precipitate was collected by filtration, and washed with MeOH (20 mL) to  
afford the pure product. 

General Procedure for Debenzylation. The debenzylation reaction was carried out by dissolving 
the target compound in THF (10–20 volEq.) in the presence of 10% Pd/C (0.1 weq.). The mixture was 
stirred under a hydrogen atmosphere at room temperature for 12 hours. Upon completion, the catalyst 
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was removed by filtration through a silica gel, and the solvent was evaporated under reduced pressure  
to yield the deprotected product.

Conclusions

As shown by the analysis of the methods for hydroxy group protection in the synthesis of 
flavonols, the best results are obtained using benzylation of the initial reagents and subsequent deben-
zylation of the reaction products. 

Table 3. 13C-NMR signals of synthesized flavonol

Atom numbering in 13C NMR 
spectra

Comp. С-2 С-3 С-4 С-5 С-6 С-7 С-8 С-9 C-10

1 145.2 138.4 172.6 124.7 124.0 133.4 118.3 154.3 121.9
2 146.6 138.4 172.9 125.2 124.9 133.8 118.6 154.8 121.8
3 145.3 138.3 172.6 124.7 124.5 133.4 118.3 154.3 121.2
4 145.9 138.0 172.5 124.4 124.6 133.3 118.3 154.3 121.8
5 145.3 138.3 172.6 113.0 124.7 133.4 118.3 154.4 121.3
6 145.9 138.0 172.5 124.4 124.6 133.3 118.3 154.3 121.8
7 146.3 137.8 172.8 124.0 125.1 133.1 115.0 155.0 158.2

fisetin 145.5 137.6 172.4 122.9 124.3 134.1 116.0 156.7 162.7

Comp. С-1' С-2' С-3' С-4' С-5' С-6' (CH3) C (CH2) C (Ph*)

1 121.2 113.7 147.7 149.8 113.7 124.4 – 70.4, 69.9 137.0, 136.8,
128.4, 127.9,
127.8, 127.6

2 122.8 116.1 145.6 148.1 115.8 120.5 – – –

3
123.5 112.7 147.4 150.6 111.7 121.9 55.6 70.2 136.9, 128.4, 128.1, 

128.9
4 122.3 111.7 147.4 148.7 115.5 121.3 55.7 – –

5
121.2 111.3 148.7 149.3 124.4 123.9 55.7 69.8 136.7, 128.4, 127.9, 

127.8
6 122.1 111.5 149.7 149.2 114.7 121.0 - 71.2 128.0, 127.7, 127.1

fisetin 122.8 115.3 145.5 146.7 115.3 116.5 - - -

Table 4.  1H-NMR signals of synthesized flavonols 

Flavonols Н-5 H-6 H-7 H-8 H-2' H-5' H-6'
H 

(OH)
H 

(CH2)
H (Ph*)

H 
(CH3)

1 8.09 
(d)

7.83 –
7.70 
(m)

7.83 – 
7.70 (m)

7.54 – 
7.28 
(m)

7.94 (s) 7.25 
(d)

7.87 (d) 9.52
(s)

5.22 (d) 7.54 –7.28 
(m)

–

2 7.9 
(dd)

7.43 (t) 7.72 –
7.65 (m)

7.79 –
7.72
(m)

7.79 –
7.72
(m)

6.91 
(d)

7.61 
(dd)

9.39
(m)

– – –

3 8.09 
(d)

7.51–
7.36 
(m)

7.51 –
7.36 (m)

7.80 –
7.73 
(m)

7.51 –
7.36 (m)

7.22 
(d)

7.80–
7.73 (m)

9.48 (s) 5.17 (s) 7.88 –7.80 
(m), 7.51 –
7.36 (m)

3.85 
(s)

4 8.09 
(d)

7.44 (t) 7.80 –
7.73 (m)

7.80 –
7.73 
(m)

7.83 (s) 6.96 
(d)

7.80–
7.73 (m)

9.55 
(m)

– – 3.86 
(s)

5 8.10 
(d)

7.94 – 7.87 (m)
and

7.84  –7.72 (m)

7.84 –
7.72
(m)

7.49 –
7.38 (m)

7.17 
(d)

7.94 – 
7.87 (m)

9.50 (s) 5.18 (s) 7.49 –7.38 
(m), 7.34 

(t)

3.86 
(s)

6 8.11 
(dd)

7.45 (t) 7.73 –
7.60 (m)

7.83 –
7.73 
(m)

7.83 –
7.73 (m)

7.10 
(d)

7.73 –
7.60 (m)

9.29 – 
9.21 
(m)

– – 3.86 
(s)

7
8.05

7.15
(d)

-
7.22
(s)

6.94
(s)

7.12
(d)

7.35-
7.39
(m)

10.3 5.26
7.48-7.30

(m)
–

fisetin
7.90
(d)

7.52
(t)

-
7.67-
6.64
(m)

7.62-
6.58
(m)

6.95
(d)

6.85-
6.87
(m)

9.49
(s)

10.72
(s)

- - -

* Phenyl ring of benzyl moiety
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Debenzylation using a Pd/C catalyst in tetrahydrofuran provides a high yield of polyhydroxy 
flavonols – 86-90%; the synthesis method is successfully scaled up, the catalyst is easily regenerated,  
and the resulting final products do not contain traces of halogens, which allows them to be used in the 
pharmaceutical and food industries. Debenzylation also allows one to obtain flavonols with different 
arrangements of hydroxy- and methoxy- groups, which is important in the synthesis of natural com-
pounds. The results presented in the article confirm the possibility of synthesizing flavonols with vari-
ous substituents in the side phenyl fragment, as well as the possibility of successfully synthesizing 
fisetin using benzylation/debenzylation reactions.
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О. Демидов, О. Рошаль. Методи захисту/зняття захисту гідроксильних груп при синтезі полігідроксифла-
вонолів 

Харківський національний університет імені В.Н. Каразіна, НДІ хімії, майдан Свободи, 4, Харків, 61022, 
Україна

У статті представлено огляд методів одержання полігідроксифлавонолів без захисту гідроксигруп, а та-
кож синтезів із застосуванням метилювання, алкілування та бензилювання вихідних реагентів і, відповідно, 
деметилювання, деалкілування та дебензилювання кінцевих флавонолів. Показано, що найбільш зручною 
для синтезу природних полігідроксифлавонолів та їх аналогів є реакція дебензилювання з використанням 
Pd/C каталізатора в тетрагідрофурані, що дозволяє отримати флавоноли, що містять як гідрокси-, так і 
метоксигрупи. Синтези з використанням реакцій бензилювання/дебензилювання легко масштабуються, що 
дозволяє  отримувати  великі  кількості  полігідроксифлавонолів,  крім  того,  останні  не  містять  домішок 
галогеноводнів, що дає можливість використовувати отримані флавоноли у фармацевтичній та харчовій 
промисловості.

Проведено синтези гідроксифлавонолів  з  пірогалол-подібною структурою бічного фенільного ци-
клу. З використанням реакцій бензилювання/дебензилювання отримано природний флавонол фізетин 
– перспективний лікарський засіб та компонент харчових добавок.

Ключові  слова:.флавоноли,  синтез  флавонолів,  реакція  Алгара-Флінна-Оямади,  захист 
гідроксигруп.
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