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Among the N-glycans, glycosyl azoles are most attractive molecules because they showed potent 

inhibitory activities against glycosidase and glycosyltransferases, while they were employed as 

biologically-inactive linkers in the study of neoglycoconjugates.5 Moreover, some glycosyl triazoles have 

been used as sugar donors in glycosylation reactions.6 Various types of N-linked glycosyl 1,2,3-triazoles 

have also been reported. 7 
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Figure 1. Utility of the glycosyl triazoles 

 

Thus, various types of N-linked glycosyl 1,2,3-triazoles have already been reported, and most of them 

have been generally synthesized by the Huisgen [3 + 2] cycloaddition reaction, in which glycosyl azides 

and activated symmetrical alkynes reacted in the presence of the Cu(I) ion (Scheme 1a).8 The 

CuI-catalyzed azide-terminal alkyne cycloaddition (CuAAC) reaction produced 1,4-disubstituted 

1,2,3-triazoles with a high regioselectivity. Despite the usefulness of CuAAC, these reactions suffer from 

drawbacks, not only in a medicinal chemistry perspective but also often in the case of the materials 

sciences: (i) copper catalyst contamination of the product, and (ii) Cu(I) oxidation state instability, which 

requires an inert gas or the addition of an excess reducing agent.9 Glycosyl benzotriazoles have been 

prepared by the glycosidation of 1,2,3-benzotriazole, resulting in mixtures of the 1- and 2-substituted 

regio-isomers (Scheme 1b).10 To the best of our knowledge, glycosyl azoles are considered to be useful 

compounds, but their synthetic methods are limited to the Huisgen reaction. Therefore, the development 

of efficient methods for the glycosylation reaction of these glycosyl azoles is highly fascinating in organic 

synthesis.  

The oxidation with the environmentally-benign hypervalent iodine(III) reagent has witnessed profound 

progress in organic chemistry.11 Recently, we have been involved in the development of the hypervalent 

iodine(III)-mediated glycosylation leading to oligosaccharides.12 During this glycosylation reaction, the 

hypervalent iodine reactant activated the sulfur atom of thio-glycoside and the glycosylation reaction 

efficiently proceeded. With this in mind, we envisioned that iodine(III) reagents could serve to promote 

the N-glycosylation to the corresponding glycosyl azoles 3. In this communication, we report our 

preliminary investigation of the iodine(III)-mediated N-glycosylation of thio-glycosides to develop a 

convenient synthesis method of glycosyl azoles using the hypervalent iodine(III) reagent as an activator 

(Scheme 1c). 
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Scheme 1. Synthesis of glycosyl triazoles 

 

RESULTS AND DISCUSSION 

Initially, we examined the reaction conditions using thio-glycoside 1a and 1,2,3-benzotriazole 2a as 

model substrates (Table 1). Based on our previous research, our initial studies revealed that the 

combination of phenyliodine(III) bis(trifluoroacetate) (PIFA) with TfOH in CH2Cl2 could promote the 

glycosylation reaction at room temperature, affording the N1 coupling product 3a in 46% yield. 

Meanwhile, we also tested some other solvents, such as acetonitrile and HFIP, but no better results were 

obtained (entries 2 and 3). Next, the use of TMSOTf instead of TfOH improved the yield up to 67% 

(entry 4). The treatment of the thio-glycoside with BF3 Et2O showed the formation of 3a, but the yields 

decreased to 31% (entry 5). To our delight, 1a was easily converted to the desired product 3a in 85% 
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yield using TMSOTf as an acid in dichloroethane (DCE) and at 80 oC (entry 6). Switching to other 

iodine(III) reagents, i.e., phenyliodine(III) diacetate (PIDA) and PhI(OH)OTs, did not produce good 

results (entries 7 and 8). In all cases, a trace amount of the N2 coupling product was detected. When the 

reaction was performed with NBS used to activate the thioglycoside, 42% of the N1 coupling product was 

obtained and 22% of the N2 coupling product was also produced. In the case of NIS, only about 10% of 

the glycosylated product was obtained. 

Table 1. Optimization of Reaction Conditions 

entry iodine(III) reagent acid solvent (0.1 M) temperature yield (%)a,b 

1 PIFA TfOH CH2Cl2 rt 46 

2 // // MeCN // n.d. 

3 // // (CF3)2CHOH (HFIP) // n.d. 

4 // TMSOTf CH2Cl2 // 67 

5 // BF3 Et2O // // 31 

6 // TMSOTf (CH2)2Cl2 (DCE) 80 oC 85 

7 PIDA TMSOTf // // 46 

8 PhI(OH)OTs // // // trace 

a Reaction conditions: under a nitrogen atmosphere, thio-glycoside 1a (0.1 mmol), 1,2,3-benzotriazole 2a 

(0.2 mmol), iodine(III) reagent (0.1 mmol), acid (0.2 mmol). b Isolated yield.  

With these optimized condition in hand, we set out to explore the substrate scope of this glycosylation 

reaction. As shown in Table 2, the thio-glycoside 1a with triazoles 2 gave the desired coupling products 

3b-3f in good yields. The 1,2,3-triazole 2b smoothly occurred producing the glycosylation product 3b in 
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satisfactory yield. Furthermore, 4-phenyl-1H-1,2,3-triazole 2c afforded the corresponding products 3c and 

3d in 51−53% yields. The halogen-substituted 4-aryl-1H-1,2,3-triazoles afforded the corresponding 

glycosyl azoles 3e and 3f in moderate yields.  

Table 2. Scope of substratesa,b 

a Reaction conditions: under a nitrogen atmosphere, thio-glycoside 1a (0.1 mmol), 1H-1,2,3-triazole 2 

(0.2 mmol), PIFA (0.1 mmol), TMSOTf (0.2 mmol). b Isolated yield. 

Encouraged by these results, we next examined the glycosylation reaction of the thio-glycosides derived 

from galactose 1b with 4-phenyl-1H-1,2,3-triazole 2c. (Scheme 2). For the acetyl-protected galactose 1b, 

the reaction proceeded to produce the glycosylated product 3g in 34% yield (eq. 1). The 

bromo-substituted 4-aryl-1H-1,2,3-triazole 2e afforded the corresponding glycosyl azole 3h in moderate 

yield (eq. 2). The treatment of 1,2,3-benzotriazole 2a formed the desired product 3i in 41% yield (eq. 3).

A trace amount of the N2 coupling product was detected. In our reaction condition, N1 glycosylated 

product obtained in good yields, though the reason for this high regioselectivity is yet unclear. 
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Scheme 2. Glycosylation of galactose derivatives 

Although the exact reaction mechanism is not clear, the proposed reaction mechanism is shown in 

Scheme 3. Initially, the sulfonium intermediate was formed by the reaction of the glycosyl donor with the 

hypervalent iodine(III) reagent. Next, it was assumed that ligand exchange occurred between iodine 

reagent and triazole. Subsequent elimination of iodobenzene and thiol followed by attack of N1 position 

of trizaole leads to the selective glycosylated product. This study on selectivity is ongoing now. 

Scheme 3. Proposed reaction mechanism 

In conclusion, we have developed a straightforward and efficient method for the synthesis of glycosyl 

azoles. In this reaction, when 1,2,3-benzotriazole was used, the N1 selective glycosylation reaction 

proceeded. This protocol offers a rapid approach to glycosyl azoles along with the achievement of a 

remarkable structural diversity. The process also features readily available starting materials, simple 
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