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Synthesis of 2-acetylnoviosamine derivatives by
hydrogenolytic cleavage of a spirocyclopropane†

Maruan D. Salim, Isabella Ferrara, Olivier Blacque and Karl Gademann *

The preparation of a 2-acetamido derivative of the rare 5,5-gem-

dimethyl-deoxy carbohydrate noviose is reported in this study. The

synthesis starts from readily available N-acetyl-D-mannosamine

and tackles the introduction of the gem-dimethyl structural

feature via a cyclopropanation and hydrogenolytic cleavage

strategy, which can enable the synthesis of 2-amino noviose

derivatives of both L- and D-noviose.

Introduction

Noviose is a natural yet rare 5,5-gem-dimethyl-deoxyhexose
which was initially discovered as a structural constituent of the
aminocoumarin antibiotic novobiocin.1–3 Structural analogues
have since been identified as carbohydrate moieties in other
biologically active natural product antibiotics such as amino-
coumarins4 (L-noviosyl analogues) and fidaxomicin5

(D-noviosyl analogue). The noviose-derived moiety plays a
pivotal role in the binding of these glycosylated natural pro-
ducts to their respective targets.6–8 Structural analogues
lacking this carbohydrate unit exhibit significantly decreased
biological activity.9,10 Starting with the first total synthesis of
L-noviose by Kiss and Spiegelberg in 1964,11 numerous other
syntheses of D-12–14 and L-noviose15–18 derivatives, including
stereoselective19–23 as well as enantiodivergent24 approaches,
have been reported in the literature.

Modified carbohydrate fragments offer the advantage of
altering the pharmacokinetic/pharmacodynamic (PK/PD)
profile and can help gain insight into the structure–activity
relationship (SAR) of biologically active molecules.25,26 Amino
sugars are carbohydrates with at least one hydroxyl group being
substituted with an amine. They are widespread in nature and
contribute to the biological activity of many natural products.27

The basicity of nitrogen has for example been linked to an
improvement in the active transport of macrolide antibiotics
into cells.28 The most prevalent members are 2-amino sugars.29

In connection with our group’s research on novel fidaxomi-
cin-derived antibiotics,30–32 access to a 2-amino-D-noviose
derivative could enable further glycodiversification of fidaxo-
micin derivatives. We envisage an altered PK/PD profile by
merging the noviose moiety with the biologically relevant
2-amino sugar functionality.

Access to the gem-dimethyl structural feature in the
2-amino sugar 1 (Fig. 1) would be possible via a cyclopropana-
tion and hydrogenolytic cleavage strategy based on the
assumption that ring-opening preferentially occurs at the steri-
cally most accessible site. The 5-exo-methylene-bearing precur-
sor 2 can be traced back to the literature-known33 mannosa-
mine derivative 3, which was accessed via an alternative route
of two steps starting from N-acetyl-D-mannosamine. The
mannose scaffold has previously been utilized by our group as
a starting point towards other noviose derivatives.32 The use of
orthogonal protecting groups which allow for site-selective
functionalization of C(3)–O and C(4)–O would render the
present approach a generally applicable route to synthesize
2-amino-noviose derivatives.

Results and discussion

We started with the preparation of the literature-known com-
pound 3 (previously prepared from different starting
materials)33 in two steps from commercially available N-acetyl-
D-mannosamine by Fischer glycosylation34 and benzylidena-
tion.35 Benzylation at C(3)–O was then mediated by a mixture
of benzyl bromide, barium oxide, and barium hydroxide octa-
hydrate which delivered the fully protected carbohydrate 4 in
92% yield (Fig. 2).35 Subsequent hydrolysis of the benzylidene
acetal in a mixture of acetic acid and water proceeded
smoothly to provide the diol 5 in 93% yield.36 The sequence
from methyl 2-acetamido-2-deoxy-D-mannopyranoside to
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4,6-diol 5 was also carried out in one run with a single chroma-
tographic purification to afford 9.4 g (3 steps, 61%) of the
desired diol 5. With compound 5 in hand, regioselective iodi-
nation of the primary alcohol was achieved under Garegg–
Samuelsson conditions37 to deliver primary iodide 6 which
was acylated with isobutyryl chloride to afford the iodo-ester 7
(2 steps, 64%). Preliminary experiments to perform the elimin-
ation of the iodo group using sodium hydride resulted in poor
yields of the exo-methylene-bearing pyranoside 2 (data not

shown). The reaction yield and reproducibility were markedly
improved by using silver(I) fluoride in pyridine to deliver olefin
2 in 69% yield (crystallographic data in the ESI, CCDC
2430253†).38,39 Formal hydromethylation of olefin 2 was
attempted to provide a more step-efficient approach to syn-
thesize the target compound but only trace amounts of the
desired reaction product could be obtained (data not shown).40

Next, a Simmons–Smith cyclopropanation was applied to
convert olefin 2 into the respective spiro-[2,5]-system 8. After

Fig. 1 Synthetic plan towards 2-acetylnoviosamine 1.

Fig. 2 Synthesis of methyl 2-acetamido-2-deoxy-4-O-isobutyryl-4-O-demethyl-D-noviopyranoside (1): (a) BnBr (1.5 equiv.), BaO (3.0 equiv.),
Ba(OH)2·8H2O (0.5 equiv.), DMF (0.2 M), 23 °C, 16 h, 92%; (b) AcOH/H2O (4 : 1 (v : v), 0.4 M), 70 °C, 4 h, 93%; (c) I2 (1.5 equiv.), PPh3 (1.5 equiv.), ImH
(2.0 equiv.), THF (0.1 M), reflux, 3.5 h; (d) i-PrCOCl (1.5 equiv.), pyridine (2.0 equiv.), CH2Cl2 (0.1 M), 0 to 23 °C, 12 h, 64% (2 steps); (e) AgF (3.0 equiv.),
pyridine (0.5 M), 23 °C, 24 h, 69%; (f ) ZnEt2 (5.0 equiv.), CF3CO2H (5.0 equiv.), CH2I2 (6.0 equiv.), CH2Cl2 (35 mM), 0 to 23 °C, 36 h, 81%; (g) NBS
(1.2 equiv.), CaCO3 (4.5 equiv.), hv (456 nm), CCl4/H2O (20 : 1, 0.25 M), 23 °C, 20 min, 77%; and (h) H2 (100 bar), PtO2 (2.0 equiv.), AcOH (0.18 mM),
23 °C, 14 d, 88% (qNMR purity: 84.2%, SD = 2.1%, n = 3, see the ESI† for details).
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screening a variety of conditions (for selected conditions, see
Table 1), Shi’s carbenoid was found to efficiently provide the
desired product 8 in 81% yield and its structure could also be
confirmed by single-crystal X-ray diffraction analysis (Fig. 3).41

Simultaneous debenzylation at C(3)–O and hydrogenolytic
cleavage of the cyclopropane in a single step from compound 8
would constitute a practical reaction sequence. Therefore, we
attempted to directly subject the spiro compound 8 to Adams’
catalyst and molecular hydrogen. However, mainly dearomati-

zation of the benzyl group was observed (based on UHPLC-MS/
UV and NMR analysis of the crude reaction mixture, see
Fig. S2–S4†). As a consequence, we tried to first deprotect the
benzyl-protected C(3)–O group utilizing palladium on activated
charcoal under elevated hydrogen pressure (50 bar), but the
conversion of the substrate only proceeded slowly (see
Fig. S5†). A light-mediated debenzylation process using
N-bromosuccinimide was found to be an improved alternative,
offering suitable functional group compatibility to provide the
desired product 9 in 77% yield after 20 min of reaction time.42

Hydrogenolytic cleavage of the cyclopropane moiety with
Adams’ catalyst in acetic acid proceeded with high selectivity
towards the presumably sterically more accessible site to
provide the targeted 2-amino noviose derivative 1 in 88% yield
with a purity of 84.2% (qNMR, SD = 2.1%, n = 3, see the ESI†
for details) and could be further purified by preparative HPLC
if required. In addition, we were able to establish in prelimi-
nary experiments that methyl pyranoside 1 could be hydro-
lyzed to its hemiacetal (see the ESI†).

In conclusion, the present approach constitutes the first
synthesis of a D-noviosamine derivative. Furthermore, we
describe access to the noviose C-skeleton by employing a
hydrogenolytic cyclopropane opening. The outlined sequence
provides the target compound 1 in ten linear steps starting
from commercially available N-acetyl-D-mannosamine with an
overall yield of 10%. The synthesis could represent a generally
applicable method to synthesize 2-amino-noviose derivatives
with various substitution patterns. A disadvantage of the route
is the use of a photochemical method for effective debenzyla-
tion, which has only been demonstrated on a small scale
(0.5 mmol). Difficulty in scale-up could potentially be reme-
diated by conducting the respective step in a flow setup or uti-

Table 1 Zinc-carbenoids and selected conditions utilized in screening of the Simmons–Smith cyclopropanation reaction

Entry Deviation from the standard protocol (see ESI† synthetic procedures) Scale Yielda

1 None 1021 mg 81%
2 None 50 mg 79%
3 Furukawa-carbenoid (formed in situ) instead of Shi-carbenoid (preformed), 23 °C to 40 °C 50 mg 12%
4 Wittig–Denmark-carbenoid (preformed) instead of Shi-carbenoid (preformed) 70 mg 26%
5 As entry 4, but Et2O/CH2Cl2 (3 : 1) instead of CH2Cl2 70 mg 46%

a Yields refer to isolated yield after chromatographic purification.

Fig. 3 Oak Ridge thermal-ellipsoid plot of spirocyclopropane 8
obtained from single crystal X-ray diffraction analysis. The thermal ellip-
soids are depicted at the 50% probability level. For crystallographic data
see the ESI or CCDC 2430254.†
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lizing the slow hydrogenolytic debenzylation with palladium
on activated charcoal. The outlined sequence to access sugar 1
provides a valuable framework for the synthesis of 2-amino
noviose derivatives of both L- and D-noviose. In addition, the
free hemiacetal can be readily accessed from protected carbo-
hydrate 1. These 2-amino noviose moieties have significant
potential for use in the synthesis of glycoside antibiotics,
offering a promising avenue to develop compounds with modi-
fied PK/PD profiles.

Materials and methods

ESI tables, figures, detailed experimental procedures, and
additional analytical data (e.g. NMR and MS) can be found in
the ESI.† Additional references are also included in the ESI.†43

Chemical synthesis and
characterization of compounds

Unless indicated differently, all chemicals used were of
reagent grade, purchased from commercial sources, and used
as received. All solvents used in the reactions were obtained
from commercial sources and used as received if not indicated
differently. Reactions were carried out under an inert atmo-
sphere (N2) using flame-dried glassware and anhydrous sol-
vents, if not indicated otherwise. Detailed information on the
reaction conditions, experimental procedures, instruments
used, and the characterization of all newly synthesized com-
pounds including 1- and 2-D NMR spectral data can be found
in the ESI.†

Author contributions

Maruan D. Salim: methodology, investigation, formal analysis,
writing – original draft, and visualization. Isabella Ferrara: con-
ceptualization, project administration, supervision, validation,
and writing – review & editing. Olivier Blacque: investigation
and formal analysis. Karl Gademann: conceptualization,
funding acquisition, project administration, resources, super-
vision, validation, and writing – review & editing.

Data availability

A preprint has been deposited on ChemRxiv at https://doi.org/
10.26434/chemrxiv-2025-45f9c.

The data supporting this article have been included as part
of the ESI.†

Selected raw data for this article, including NMR, IR,
HRMS, and XRD data, are available in Zenodo at https://doi.
org/10.5281/zenodo.15012672.

Crystallographic data for compounds 2 and 8 have been de-
posited at the CCDC: 2430253 (2) and 2430254 (8).†

Conflicts of interest

The authors declare no competing interests.

Acknowledgements

The authors gratefully acknowledge the Swiss National Science
Foundation (212603) for financial support. The authors grate-
fully acknowledge Annika Altorfer (Department of Chemistry,
University of Zurich) for her support in the chemical synthesis
of olefin 2.

References

1 C. H. Shunk, C. H. Stammer, E. A. Kaczka, E. Walton,
C. F. Spencer, A. N. Wilson, J. W. Richter, F. W. Holly and
K. Folkers, Novobiocin. II. Structure of Novobiocin, J. Am.
Chem. Soc., 1956, 78(8), 1770–1771, DOI: 10.1021/
ja01589a084.

2 E. Walton, J. O. Rodin, C. H. Stammer, F. W. Holly and
K. Folkers, Novobiocin. V. The Configuration of the Aldose
Moiety, J. Am. Chem. Soc., 1956, 78(20), 5454–5455, DOI:
10.1021/ja01601a089.

3 J. W. Hinman, E. L. Caron and H. Hoeksema, The Structure
of Novobiocin, J. Am. Chem. Soc., 1957, 79(14), 3789–3800,
DOI: 10.1021/ja01571a047.

4 D. M. Lawson and C. E. M. Stevenson, Structural and
Functional Dissection of Aminocoumarin Antibiotic
Biosynthesis: A Review, J. Struct. Funct. Genomics, 2012,
13(2), 125–133, DOI: 10.1007/s10969-012-9138-2.

5 J. B. McAlpine, The Ups and Downs of Drug Discovery: The
Early History of Fidaxomicin, J. Antibiot., 2017, 70(5), 492–
494, DOI: 10.1038/ja.2016.157.

6 J. M. May, T. W. Owens, M. D. Mandler, B. W. Simpson,
M. B. Lazarus, D. J. Sherman, R. M. Davis, S. Okuda,
W. Massefski, N. Ruiz and D. Kahne, The Antibiotic
Novobiocin Binds and Activates the ATPase That Powers
Lipopolysaccharide Transport, J. Am. Chem. Soc., 2017,
139(48), 17221–17224, DOI: 10.1021/jacs.7b07736.

7 X. Cao, H. Boyaci, J. Chen, Y. Bao, R. Landick and
E. A. Campbell, Basis of Narrow-Spectrum Activity of
Fidaxomicin on Clostridioides Difficile, Nature, 2022,
604(7906), 541–545, DOI: 10.1038/s41586-022-04545-z.

8 H. Boyaci, J. Chen, M. Lilic, M. Palka, R. A. Mooney,
R. Landick, S. A. Darst and E. A. Campbell, Fidaxomicin
Jams Mycobacterium Tuberculosis RNA Polymerase
Motions Needed for Initiation via RbpA Contacts, eLife,
2018, 7, e34823, DOI: 10.7554/eLife.34823.

9 Y. Xiao, S. Li, S. Niu, L. Ma, G. Zhang, H. Zhang, G. Zhang,
J. Ju and C. Zhang, Characterization of Tiacumicin B
Biosynthetic Gene Cluster Affording Diversified Tiacumicin
Analogues and Revealing a Tailoring Dihalogenase, J. Am.
Chem. Soc., 2011, 133(4), 1092–1105, DOI: 10.1021/
ja109445q.

Communication Organic & Biomolecular Chemistry

4876 | Org. Biomol. Chem., 2025, 23, 4873–4878 This journal is © The Royal Society of Chemistry 2025

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 1

7 
A

pr
il 

20
25

. D
ow

nl
oa

de
d 

on
 1

0/
30

/2
02

5 
2:

57
:0

0 
A

M
. 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

https://doi.org/10.26434/chemrxiv-2025-45f9c
https://doi.org/10.26434/chemrxiv-2025-45f9c
https://doi.org/10.26434/chemrxiv-2025-45f9c
https://doi.org/10.5281/zenodo.15012672
https://doi.org/10.5281/zenodo.15012672
https://doi.org/10.5281/zenodo.15012672
https://doi.org/10.1021/ja01589a084
https://doi.org/10.1021/ja01589a084
https://doi.org/10.1021/ja01601a089
https://doi.org/10.1021/ja01571a047
https://doi.org/10.1007/s10969-012-9138-2
https://doi.org/10.1038/ja.2016.157
https://doi.org/10.1021/jacs.7b07736
https://doi.org/10.1038/s41586-022-04545-z
https://doi.org/10.7554/eLife.34823
https://doi.org/10.1021/ja109445q
https://doi.org/10.1021/ja109445q
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5ob00469a


10 K. Okumura, K. Ashino and T. Okuda, Studies on
Novobiocin and Related Compounds. VII. Antimicrobial
Activity of the Related Compounds of Novobiocin and its
Constituents, Yakugaku Zasshi, 1961, 81(10), 1482–1488,
DOI: 10.1248/yakushi1947.81.10_1482.

11 J. Kiss, H. Spiegelberg and I. V. Novobiocin, Die Synthese
von Epi-Noviose Und Deren Epimerisierung Zu Noviose,
Helv. Chim. Acta, 1964, 47(2), 398–407, DOI: 10.1002/
hlca.19640470209.

12 E. Kaufmann, H. Hattori, H. Miyatake-Ondozabal and
K. Gademann, Total Synthesis of the Glycosylated
Macrolide Antibiotic Fidaxomicin, Org. Lett., 2015, 17(14),
3514–3517, DOI: 10.1021/acs.orglett.5b01602.

13 S. Norsikian, C. Tresse, M. François-Eude, L. Jeanne-Julien,
G. Masson, V. Servajean, G. Genta-Jouve, J.-M. Beau and
E. Roulland, Total Synthesis of Tiacumicin B:
Implementing Hydrogen Bond Directed Acceptor
Delivery for Highly Selective β-Glycosylations, Angew.
Chem., Int. Ed., 2020, 59(16), 6612–6616, DOI: 10.1002/
anie.202000231.

14 C. Tresse, M. François-Heude, V. Servajean, R. Ravinder,
C. Lesieur, L. Geiben, L. Jeanne-Julien, V. Steinmetz,
P. Retailleau, E. Roulland, J.-M. Beau and S. Norsikian,
Total Synthesis of Tiacumicin B: Study of the Challenging
β-Selective Glycosylations, Chem. – Eur. J., 2021, 27(16),
5230–5239, DOI: 10.1002/chem.202005102.

15 A. Klemer and M. Waldmann, Eine neue, einfache
Synthese der Noviose, Liebigs Ann. Chem., 1986, 1986(2),
221–225, DOI: 10.1002/jlac.198619860201.

16 P. Laurin, D. Ferroud, M. Klich, C. Dupuis-Hamelin,
P. Mauvais, P. Lassaigne, A. Bonnefoy and B. Musicki,
Synthesis and in Vitro Evaluation of Novel Highly Potent
Coumarin Inhibitors of Gyrase B, Bioorg. Med. Chem.
Lett., 1999, 9(14), 2079–2084, DOI: 10.1016/S0960-894X(99)
00329-7.

17 D. W. Gammon, R. Hunter and S. Wilson, A Novel
Synthesis of Noviose and Its C-(4) Epimer, Tetrahedron
Lett., 2002, 43(17), 3141–3144, DOI: 10.1016/S0040-4039(02)
00500-2.

18 M. Ješelnik, I. Leban, S. Polanc and M. Kočevar,
D-Gulonolactone, as a Synthon for l-Noviose: First
Preparation of 4-O-Demethyl-l-Noviofuranose and Related
Derivatives, Org. Lett., 2003, 5(15), 2651–2653, DOI:
10.1021/ol034796t.

19 W. M. Pankau and W. Kreiser, Enantiospecific Total
Synthesis of (−)-d-Noviose, Helv. Chim. Acta, 1998, 81(11),
1997–2004, DOI: 10.1002/(SICI)1522-2675(19981111)
81:11<1997::AID-HLCA1997>3.0.CO;2-V.

20 M. Takeuchi, T. Taniguchi and K. Ogasawara,
Stereocontrolled Synthesis of (+)-L-Noviose Using a
Versatile Sugar Building Block, Tetrahedron Lett., 2000,
41(15), 2609–2611, DOI: 10.1016/S0040-4039(00)00216-1.

21 X. M. Yu, G. Shen and B. S. J. Blagg, Synthesis of
(−)-Noviose from 2,3-O-Isopropylidene-d-Erythronolactol,
J. Org. Chem., 2004, 69(21), 7375–7378, DOI: 10.1021/
jo048953t.

22 S. Hanessian and L. Auzzas, Alternative and Expedient
Asymmetric Syntheses of l-(+)-Noviose, Org. Lett., 2008,
10(2), 261–264, DOI: 10.1021/ol702655c.

23 D. S. Reddy, G. Srinivas, B. M. Rajesh, M. Kannan,
T. V. Rajale and J. Iqbal, Enantiospecific Synthesis of
(−)-D-Noviose from (−)-Pantolactone, Tetrahedron Lett.,
2006, 47(36), 6373–6375, DOI: 10.1016/j.tetlet.2006.06.172.

24 B. M. Rajesh, M. V. Shinde, M. Kannan, G. Srinivas, J. Iqbal
and D. S. Reddy, Enantiodivergent Routes to (+) and
(−)-Novioses from (−)-Pantolactone, RSC Adv., 2013, 3(43),
20291–20297, DOI: 10.1039/C3RA42891E.

25 J. Yang, D. Hoffmeister, L. Liu, X. Fu and J. S. Thorson,
Natural Product Glycorandomization, Bioorg. Med. Chem.,
2004, 12(7), 1577–1584, DOI: 10.1016/j.bmc.2003.12.046.

26 B. Goel, N. Tripathi, D. Mukherjee and S. K. Jain,
Glycorandomization: A Promising Diversification Strategy
for the Drug Development, Eur. J. Med. Chem., 2021, 213,
113156, DOI: 10.1016/j.ejmech.2021.113156.

27 J. Yang, D. Xie and X. Ma, Recent Advances in Chemical
Synthesis of Amino Sugars, Molecules, 2023, 28(12), 4724,
DOI: 10.3390/molecules28124724.

28 V. Křen and T. Řezanka, Sweet Antibiotics – the Role of
Glycosidic Residues in Antibiotic and Antitumor Activity
and Their Randomization, FEMS Microbiol. Rev., 2008,
32(5), 858–889, DOI: 10.1111/j.1574-6976.2008.00124.x.

29 F. J. Stevenson, Amino Sugars, in Methods of Soil Analysis,
John Wiley & Sons, Ltd, 1965, pp 1429–1436. DOI: 10.2134/
agronmonogr9.2.c45.

30 D. Dailler, A. Dorst, D. Schäfle, P. Sander and
K. Gademann, Novel Fidaxomicin Antibiotics through Site-
Selective Catalysis, Commun. Chem., 2021, 4(1), 59, DOI:
10.1038/s42004-021-00501-6.

31 A. Dorst and K. Gademann, Chemistry and Biology of the
Clinically Used Macrolactone Antibiotic Fidaxomicin, Helv.
Chim. Acta, 2020, 103(4), e2000038, DOI: 10.1002/
hlca.202000038.

32 I. Ferrara, G. A. Chesnokov, S. Dittmann, O. Blacque,
S. Sievers and K. Gademann, Formal Single Atom
Editing of the Glycosylated Natural Product Fidaxomicin
Improves Acid Stability and Retains Antibiotic Activity,
JACS Au, 2024, 4(6), 2267–2280, DOI: 10.1021/
jacsau.4c00206.

33 C. Alex, S. Visansirikul, Y. Zhang, J. P. Yasomanee, J. Codee
and A. V. Demchenko, Synthesis of 2-Azido-2-Deoxy- and
2-Acetamido-2-Deoxy-d-Manno Derivatives as Versatile
Building Blocks, Carbohydr. Res., 2020, 488, 107900, DOI:
10.1016/j.carres.2019.107900.

34 V. Petrović, Ž Car, B. Prugovečki, S. Tomić and D. Matković-
Čalogović, Synthesis of Acylated Methyl 2-Acetamido-2-
Deoxy-α-d-Mannopyranosides, J. Carbohydr. Chem., 2006,
25(8–9), 685–695, DOI: 10.1080/07328300601039351.

35 E. Petrakova, U. Spohr and R. U. Lemieux, Molecular
Recognition IX. The Synthesis of the H-Type 2 Human
Blood Group Determinant and Congeners Modified at the
6-Position of the N -Acetylglucosamine Unit, Can. J. Chem.,
1992, 70(1), 233–240, DOI: 10.1139/v92-034.

Organic & Biomolecular Chemistry Communication

This journal is © The Royal Society of Chemistry 2025 Org. Biomol. Chem., 2025, 23, 4873–4878 | 4877

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 1

7 
A

pr
il 

20
25

. D
ow

nl
oa

de
d 

on
 1

0/
30

/2
02

5 
2:

57
:0

0 
A

M
. 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

https://doi.org/10.1248/yakushi1947.81.10_1482
https://doi.org/10.1002/hlca.19640470209
https://doi.org/10.1002/hlca.19640470209
https://doi.org/10.1021/acs.orglett.5b01602
https://doi.org/10.1002/anie.202000231
https://doi.org/10.1002/anie.202000231
https://doi.org/10.1002/chem.202005102
https://doi.org/10.1002/jlac.198619860201
https://doi.org/10.1016/S0960-894X(99)00329-7
https://doi.org/10.1016/S0960-894X(99)00329-7
https://doi.org/10.1016/S0040-4039(02)00500-2
https://doi.org/10.1016/S0040-4039(02)00500-2
https://doi.org/10.1021/ol034796t
https://doi.org/10.1002/(SICI)1522-2675(19981111)81:11<1997::AID-HLCA1997>3.0.CO;2-V
https://doi.org/10.1002/(SICI)1522-2675(19981111)81:11<1997::AID-HLCA1997>3.0.CO;2-V
https://doi.org/10.1002/(SICI)1522-2675(19981111)81:11<1997::AID-HLCA1997>3.0.CO;2-V
https://doi.org/10.1016/S0040-4039(00)00216-1
https://doi.org/10.1021/jo048953t
https://doi.org/10.1021/jo048953t
https://doi.org/10.1021/ol702655c
https://doi.org/10.1016/j.tetlet.2006.06.172
https://doi.org/10.1039/C3RA42891E
https://doi.org/10.1016/j.bmc.2003.12.046
https://doi.org/10.1016/j.ejmech.2021.113156
https://doi.org/10.3390/molecules28124724
https://doi.org/10.1111/j.1574-6976.2008.00124.x
https://doi.org/10.2134/agronmonogr9.2.c45
https://doi.org/10.2134/agronmonogr9.2.c45
https://doi.org/10.1038/s42004-021-00501-6
https://doi.org/10.1002/hlca.202000038
https://doi.org/10.1002/hlca.202000038
https://doi.org/10.1021/jacsau.4c00206
https://doi.org/10.1021/jacsau.4c00206
https://doi.org/10.1016/j.carres.2019.107900
https://doi.org/10.1080/07328300601039351
https://doi.org/10.1139/v92-034
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5ob00469a


36 A. Scaffidi, K. A. Stubbs, R. J. Dennis, E. J. Taylor,
G. J. Davies, D. J. Vocadlo and R. V. Stick, A 1-Acetamido
Derivative of 6-Epi-Valienamine: An Inhibitor of a Diverse
Group of β-N-Acetylglucosaminidases, Org. Biomol. Chem.,
2007, 5(18), 3013–3019, DOI: 10.1039/B709681J.

37 P. R. Skaanderup, C. S. Poulsen, L. Hyldtoft,
M. R. Jørgensen and R. Madsen, Regioselective Conversion
of Primary Alcohols into Iodides in Unprotected Methyl
Furanosides and Pyranosides, Synthesis, 2002, (12), 1721–
1727, DOI: 10.1055/s-2002-33641.

38 C. Hedberg, M. Estrup, E. Z. Eikeland and H. H. Jensen,
Vinyl Grignard-Mediated Stereoselective Carbocyclization
of Lactone Acetals, J. Org. Chem., 2018, 83(4), 2154–2165,
DOI: 10.1021/acs.joc.7b03079.

39 S. Sieber, A. Carlier, M. Neuburger, G. Grabenweger,
L. Eberl and K. Gademann, Isolation and Total Synthesis of

Kirkamide, an Aminocyclitol from an Obligate Leaf Nodule
Symbiont, Angew. Chem., Int. Ed., 2015, 54(27), 7968–7970,
DOI: 10.1002/anie.201502696.

40 H. T. Dao, C. Li, Q. Michaudel, B. D. Maxwell and
P. S. Baran, Hydromethylation of Unactivated Olefins,
J. Am. Chem. Soc., 2015, 137(25), 8046–8049, DOI: 10.1021/
jacs.5b05144.

41 J. C. Lorenz, J. Long, Z. Yang, S. Xue, Y. Xie and Y. Shi, A
Novel Class of Tunable Zinc Reagents (RXZnCH2Y) for
Efficient Cyclopropanation of Olefins, J. Org. Chem., 2004,
69(2), 327–334, DOI: 10.1021/jo030312v.

42 R. W. Binkley and D. G. Hehemann, A Light-Initiated
Process for Rapid Debenzylation of Carbohydrates, J. Org.
Chem., 1990, 55(1), 378–380, DOI: 10.1021/jo00288a074.

43 A. Kumar, V. R. Doddi and Y. D. Vankar, J. Org. Chem.,
2008, 73(15), 5993–5995, DOI: 10.1021/jo800693w.

Communication Organic & Biomolecular Chemistry

4878 | Org. Biomol. Chem., 2025, 23, 4873–4878 This journal is © The Royal Society of Chemistry 2025

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 1

7 
A

pr
il 

20
25

. D
ow

nl
oa

de
d 

on
 1

0/
30

/2
02

5 
2:

57
:0

0 
A

M
. 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

https://doi.org/10.1039/B709681J
https://doi.org/10.1055/s-�2002-33641
https://doi.org/10.1021/acs.joc.7b03079
https://doi.org/10.1002/anie.201502696
https://doi.org/10.1021/jacs.5b05144
https://doi.org/10.1021/jacs.5b05144
https://doi.org/10.1021/jo030312v
https://doi.org/10.1021/jo00288a074
https://doi.org/10.1021/jo800693w
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5ob00469a

	Button 1: 


