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Abstract 

By means of a simple procedure, we prepared -acetoxyketones from a variety of 

enolizable ketones with PhI(OAc)2 in the presence of acetic acid. The selectivity of 

the reactions depended on steric hindrance, and some other reactions were 

observed, such as the formation of N=N or C=C double bonds through an oxidation 

reaction. 
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-Hydroxyketones and -acetoxyketones have great importance in organic chemistry 

because they can form part of an intermediate or structural subunit of compounds 

with biological activity. There are many procedures to obtain -hydroxyketones, such 

as the Claisen-type reactions with -dicarbonyl compounds and the use of organic 

peracids, oxaziridines and dioxiranes.1 In addition, there are other methods in 

development that use [bis(triflouroacetoxy)]iodobenzene,2 nitrosobenzene,3 

iodosobenzene,4 2-iodosylbenzoic acid,5 or Oxone®/trifluoroacetic anhydride and are 

catalyzed by iodobenzene,6 MoO5•Py•HMPA,7 or 2-sulfonyloxaziridines;8,9 the 

oxidation of titanium enolates10 or silyl enol ethers with m-chloroperbenzoic acid;11 

silyl enol ethers with osmium tetroxide/N-methylmorpholine-N-oxide;12 and lithium 

enolates with molecular oxygen,13 among others. In addition, some different methods 

have been developed to synthesize -acetoxyketones, and some of the relevant 

examples are as follows: the catalysis of iodobenzene with hydrogen peroxide, acetic 

anhydride and boron trifluoride-diethyl ether;14 palladium acetate as a catalyst and 

(diacetoxyiodo)benzene as an oxidant in acetic acid;15 ketoxime derivatives with 

trimethyloxonium fluoroborate, triethylamine and aqueous acid;16 

(diacyloxyiodo)benzene with m-chloroperbenzoic acid17 and thallium(III) triflate in 

amide solvents;18 [hydroxy(p-nitrobenzene-sulfonyloxy)iodo]benzene19 and terminal 

alkynes with (diacetoxyiodo)benzene catalyzed with silver(I);20 and enone oxidation 

with Mn(III) acetate;21 as well as the synthesis of 1-carbamoyl-2-oxopropyl acetate 

derivatives with the aid of (diacetoxyiodo)benzene.22 

In the present research, we focus on the synthesis of -acetoxyketones. One of the 

best methods to obtain these compounds is one that uses stable reactants with low 

toxicity that are easy to handle, and for this reason, hypervalent iodine derivatives 

have attracted attention.23–26 The high necessity for diverse, easy, ecological and 
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safe methods motivated us to develop an efficient reaction of 

(diacetoxyiodo)benzene with ketones. 

 

Results and Discussion 

Acetophenone (1) was used as a model of reactivity. The initial exploration was to 

probe different solvents and the volume of solvent that was required. The best results 

were obtained with ethanol and acetonitrile (table 1, entries 1-4); this indicates that a 

polar medium is necessary. The diminution of solvent from 5 mL to 3 mL for 1.5 mmol 

of acetophenone increased the yield (table 1, entries 5-6). Acetonitrile is a better 

solvent than ethanol, and the 1H NMR spectra of the crude reaction products show 

that when acetonitrile was used, the (diacetoxyiodo)benzene signals were observed. 

In contrast, with ethanol, there was no evidence of this compound, which indicates 

that the reaction could proceed in acetonitrile. 

To determine the roll of the acetic acid, the volume used was probed from 0 to more 

than 0.85 mL in this experiment, and it was demonstrated that the presence of the 

acid is indispensable in this reaction (table 1, entry 7). The best results were obtained 

when 0.85 mL of acid was used, which corresponded to almost 10 chemical 

equivalents; if an excess of 3 mL was added, the reaction had similar results. 

The reactions were performed at temperatures of 0 to 90°C (table 1, entries 11 and 

14), and only traces of the product were found at 0 and 25°C. The best results were 

at 70 and 80°C, with a 40% yield in each case, and at 90°C, a yield diminution was 

observed; in addition, the observation of iodobenzene was attributed to the thermal, 

photochemical and free-radical decomposition of aryl iodine diacetates.27,28 
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Table 1. Optimization of reaction condition 

 

Entry Solvent 

 

Amt of 

solvent  

Amt of  

AcOH  

Amt of 

PhI(OAc)2 

(Equiv) 

Temperature 

(°C) 

Time 

(Days) 

Conversiona 

(%) 

1 MeCN 5 3 1.5 70 1 18  

2 Toluene 5 3 1.5 70 1 16  

3 EtOH 5 3 1.5 70 1 26 

4 CH2Cl2 5 3 1.5 70 1 5 

5 MeCN 3 3 1.5 70 1 37 

6 EtOH 3 3 1.5 70 1 25 

7 MeCN 3 - 1.5 70 1 0 

8 MeCN 3 0.04 1.5 70 1 19 

9 MeCN 3 0.08 1.5 70 1 27 

10 MeCN 3 0.85 1.5 70 1 40 

11 MeCN 3 0.85 1.5 0 1 Traze  

12 MeCN 3 0.85 1.5 R. t. 1 Traze 

13 MeCN 3 0.85 1.5 80 1 40  

14 MeCN 3 0.85 1.5 90 1 14  

15 MeCN 3 0.85 1.5 80 2 59 

16 MeCN 3 0.85 1.5 80 3 67 

17 MeCN 3 0.85 0.5 80 1 27 

18 MeCN 3 0.85 1 80 1 29 

19 MeCN 3 0.85 2.5 80 1 37 

20 MeCN 3 0.85 5 80 1 45 

a) The percent conversion was determined from the crude reaction product by 1H NMR 

spectroscopy. 

Amt = amount in mL 
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The best results were obtained with 1.5 equivalents of (diacetoxyiodo)benzene, and 

the optimized time was 3 days. The next objective was increasing the reaction rate 

and understanding the role of the acetic acid or other proton donors, and these 

experiments are summarized in table 2. The reaction yield with hydrochloric acid was 

null, and part of the explanation for this is the insolubility of the 

(diacetoxyiodo)benzene in water solution. To eliminate water, hydrogen chloride gas 

was bubbled into the solution, and the result was the decomposition of 

(diacetoxyiodo)benzene. The yield of the reaction with ethanol was 11% because it is 

a proton donor that induces keto-enol equilibrium. The use of benzoic acid only 

produces a trace of product 2; in addition, the benzoate derivative was observed in 

major proportion compared to the acetate derivative. In agreement with previous 

reports, tosylation is a favorable reaction.29 For this reason, the experiment was 

redesigned to tosylate the compound as a stable intermediate. 

Table 2: Experiments with different acids. 

 

Entry Acid Amt of 

Acid 

(Equiv) 

Conversion 

(%)a 

1 TsOH 10 0 

2 HCl 10 0 

3 EtOH 10 11 

4 Benzoic 

Acid 

10 Traze 

aThe percent conversion was determined from each crude reaction product by 1H 

NMR spectroscopy 
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Table 3 contains the experimental data with the quantities of p-toluenesulfonic acid 

and acetic acid used in each reaction. All experiments produced tosylate 3 as the 

principal product, but only when p-toluenesulfonic acid was at less than 

stoichiometric conditions was it possible to observe the acetylate derivative 2 in 8% 

yield. These results show that acetylation is slower than tosylation. Another strategy 

explored was to experiment with sodium acetate; the result was that the reaction 

yield was limited to 40% in 24 h, and this reaction did not progress if the same 

conditions were maintained for more time. 

Table 3: Experiments with varying amounts of p-toluenesulfonic acid and acetic acid. 

 

Entry Amt of pTSO 

(Equiv) 

Amt of AcOH 

(Equiv) 

Conversion 2 

(%)a 

Conversion 3 

(%)a 

1 5 10 Traze 97 

2 10 5 Traze 96 

3 1 1 Traze 97 

4 0.5 10 8 66 

a The percent conversion was determined from the crude reaction product by 1H 

NMR spectroscopy 

To determine the substituent effects on the reactivity of the ketones, the reaction was 

carried out under the optimum conditions. Compound 4 (2,4-pentanedione) only 

yielded the product with substitution at carbon 3 (compound 5) with a conversion of 

98% (table 4, entry 1). This compound is accessible by numerous procedures, 

including Claisen condensation.1 In the case of 2,5-hexanedione 6, two products with 

a 75% conversion were obtained. The major product had a methyl group (7), and the 

minor product had a methylene group (8), in a ratio of 18:7 (table 4, entry 2). To 
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understand the steric effects, butanone 9 was used, and the conversion was 95%, 

with methyl 10 as the major product relative to methylene 11 in a ratio of 7:2, and 3-

hydroxybutanone as the subproduct in 28% yield (table 4, entry 3). The reaction of 4-

methylpentan-2-one 12 produced only compound 13 in 80% yield (table 4, entry 4). 

 

Table 4: Yield and selectivity with different ketones. 
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1 

 

 

70 98  

2 

 

 

70 75 7,72% : 

8,28% 

3 

 
 

70 95 10,56% : 

11,16b 

4 

 
 

60 80  

5 

 
 

60   

6 

 
 

70 75  

7 

 
 

70 91  

8 

 
 

70 77  



8 

9 

 

 

70 93 23a,23 : 

23b,57 : 

24b,20 

10 

 

 

70 73 26a,38 : 

26b,62 

11 

 

 

70 90 29a,88 : 

29b,12 

12 

  

60 72  

13 

 

 

40 60  

14 

 
 

40 70  

15 

 
 

70 0  

aThe percent conversion was determined from the crude reaction product by 1H NMR 

spectroscopy 

b3-hydroxybutanone was determined as hydrolysis product of 11 in 28% 

Cyclic ketones 16, 18 and 20 produced the expected six-membered ring compound 

with a high yield of 75% to 91%. For the cyclohexanone with an alkyl group, it was 

expected that all isomers would be observed, and the conversion was dependent on 

the steric effects of the substituent. The cis isomer is formed in lower yield than the 

trans isomer. The compounds with the substituents in the equatorial position were 

observed in higher yield than the compound with a conformational equilibrium 

between a substituent in the equatorial and axial positions (table 4, entries 6-8). 
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The reaction proceeds with ketones containing double bonds (29) and aromatic rings 

(31 and 33) (table 4, entries 12-14). The nonenolizable ketone 35 did not react under 

these conditions (table 4, entry 15). 

To expand the scope of the reaction, a probe with 2’-aminoacetophenone 38 

obtained 1,1'-[(E)-diazene-1,2-diyldibenzene-2,1-diyl]diethanone 39. This product is 

similar to a previous report.30 The reaction with (+)-4-cholesten-3-one 40 and 1,4-

cyclohexanedione produced oxidative dehydrogenation product 41, which is similar 

to the reaction of 1,4-cyclohexanedione 42, whose product was 1,4-benzenediol 43 

(Scheme 1). 

 

 

 

Scheme 1: Reactions of compounds that have different reactivities with PhI(OAc)2. 

The proposed reaction mechanism (Scheme 2) is of the polar type because the 

reaction requires a favorable environment for the enolization of acetophenone. The 

first step is the keto-enol equilibrium, and the enol tautomer binds to the iodine atom 

of (diacetoxyiodo)benzene to liberate acetic acid. Following this, acetoxyiodobenzene 

functions as the leaving group in the nucleophilic substitution of acetate. Finally, the 

iodine is reduced to iodobenzene. 
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Scheme 2: Reaction mechanism proposed for -acetoxylation. 

 

Conclusion 

We developed an easy method with moderate yields to obtain -acetoxyketones. 

These compounds have great importance in industry. The participation of the 

reagents, solvent and conditions as well as the characteristics of each ketone was 

determined. 

 

Experimental 

General Information. All reagents were purchased from Sigma-Aldrich and were 

used without further purification. The NMR spectra were recorded using a JEOL 

ECA-500 spectrometer with a field strength of 11.75 T (1H, 500.160 MHz; 13C, 

125.765 MHz). The unified scale31 was used as a primary reference based on the 1H 

resonance of TMS in a dilute solution (volume fraction  < 1%) of chloroform 

((CH3)4Si  1H,  13C = 0). The physical and spectroscopic properties are in 

agreement with previous reports: 2,32,33 3,34–36 5,37 7,38 10,39 11,39 13,40 15,41 

17,38,42,43 19,44 21,45 26a,16 26b,16 27,16 29a,46 29b,46 31,47 33,48 and 41.49,50 
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Representative Procedure. In a flask, 1 equivalent of the corresponding ketone and 

2.5 equivalents of PhI(OAc)2 were dissolved in the appropriate solvent, and 10 

equivalents of acetic acid was added. The reaction mixture stirred for 3 days at 70°C. 

The solvent was evaporated, and the samples were purified by column 

chromatography using silica gel (60 Å, 200-240 mesh) and hexane/ethyl acetate 8:2 

as the eluent. 

 

Supporting Information  

NMR and MS data, and NMR spectra can be found in the supporting information. 
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