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and Dmitri V. Filippov*

Abstract: A new class of phosphanylmethylphosphonate
reagents has been developed to enable the controlled synthesis
of methylene bisphosphonate mono- and diesters. Condensa-
tion of such reagents with an alcohol of choice through azole-
mediated phosphoramidite chemistry followed by in situ
oxidation provides orthogonally protected methylene
bisphosphonate tetraesters. Global deprotection of the tet-
raester leads to terminal methylene bisphosphonates. Alter-
natively, selective deprotection at the terminal phosphonate
followed by a condensation between the acquired methylene
bisphosphonate triester and a second alcohol leads to methyl-
ene bisphosphonates diesters.

P yrophosphates are present in numerous natural products
that are involved in a wide variety of fundamental physio-
logical processes, including cell metabolism as well as
immunity and genome maintenance.'” Consequently, pyro-
phosphates are important components of molecular tools or
probes that aim to study and influence these events./*®l
Pyrophosphates are inherently susceptible to hydrolysis,
transesterification, and enzymatic cleavage.”"! If a higher
stability is desired, methylene bisphosphonates are attractive
pyrophosphate bioisosteres that are less prone to undergo
hydrolysis both during synthesis and in physiological sur-
roundings.!'"!l The use of methylene bisphosphonate isosteres
of sugar nucleotides and nucleoside di- and triphosphates in
studies on the function of a wide variety of enzymes is well
documented.®>"1 Terminal methylene bisphosphonates
have been synthesized in the past using either methylene
bisphosphonic dichloride or partially protected monochlor-
idite derivatives as the phosphonylation agent.'*!! Unsym-
metric methylene bisphosphonates can be accessed using
Mitsunobu chemistry or by condensing the hydroxy group of
a target (bio)molecule with an independently prepared
terminal methylene bisphosphonate.'*!7) The published
methods use unselective reagents, which limits the regiose-
lectivity of substitution reactions at the bisphosphonate core.
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Moreover, no generic strategy exists that readily allows for
the introduction of methylene bisphosphonate moieties in
structurally diverse pyrophosphate-containing (bio)mole-
cules. The development of such a strategy and its application
to methylene bisphosphonate analogues of natural products
(ATP, NAD, FAD) is reported here.

We envisioned that generic reagents capable of providing
access to both terminal and unsymmetric methylene
bisphosphonates had to be orthogonally protected to allow
two sequential condensations under conditions compatible
with common biomolecules, and that these requirements
could be met through the application of phosphanylmethyl-
phosphonate reagents (3; Figure 1). Azole-mediated conden-
sation between an alcohol and 3 followed by in situ oxidation
would give fully protected methylene bisphosphonate tet-
raester 4. Global deprotection of 4 would provide terminal
methylene bisphosphonate molecules. Alternatively, selective
deprotection of 4 to bisphosphonotriester 5 and consecutive
PV condensation with a second alcohol would give bisphos-
phonotetraester 6, and removal of the protecting groups in 6
would provide unsymmetric methylene bisphosphonates. We
herein describe several reagents of type 3 and their applica-
tion in the synthesis of terminal and unsymmetric methylene
bisphosphonates, both in solution and on solid support.

To evaluate the proposed method, phosphanylmethyl-
phosphonate 9 was chosen as a reagent suitable for the
introduction of terminal methylene bisphosphonate mono-
esters (Scheme 1). Lithiation of di-tert-butyl methylphospho-
nate (7) with 1 equiv of nBuLi followed by the addition of
phosphoramidite 8 provided the desired phosphanylmethyl-
phosphonate 9 in 37 % yield.'"s! The phosphorylating proper-
ties of reagent 9 were investigated by exploring the synthesis
of known adenosine-5-methylene bisphosphonate (13)."")
Condensation of phosphoramidite 9 with partially protected
adenosine 10 was accomplished using 1H-tetrazole as the
activator. Subsequent in situ fBuOOH-mediated oxidation of
the phosphonite-phosphonate intermediate afforded a meth-
ylene bisphosphonate of adenosine 11 in 37 % yield. Treat-
ment of 11 with thiophenol and TEA resulted in complete
demethylation within 16 hours, as determined by LCMS and
3P NMR spectroscopy. After extractive work-up, consecutive
deprotection of the tert-butyl groups was accomplished with
10% trifluoroacetic acid (TFA) in dichloromethane (DCM)
within 30 min (Supporting Information, Figure S2). Final
ammonia-mediated deacylation provided me-ADP (13) in
quantitative yield. It is of interest to note that demethylation
proceeded sluggishly when the fert-butyl groups were
removed beforehand, taking up to 48 hours to complete.
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Figure 1. Method for the synthesis of terminal and unsymmetric methylene bisphosphates. Reagent 3 features orthogonally removable protecting
groups PG and PG* and can be prepared from methylphosphonate 1 and chlorophosphoramidite 2. The reagent is coupled to an alcohol-
containing substrate (R'OH) in a P" phosphoramidite coupling/oxidation sequence (PCO) to give protected intermediate 4, a precursor for
terminal methylene bisphosphonates. Alternatively, after selective PG* removal (5), a second alcohol (R?0OH) can be introduced through
phosphodiester condensation (PDC), leading to protected intermediate 6, a precursor of unsymmetric methylene bisphosphates.
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Scheme 1. Synthesis of me-ADP 13. Reagents and conditions:

a) 1) nBulLi, THF, —78°C, 0.5 h, 2) 8, 15 min; b) 1) 9, 1H-tetrazole,
MeCN, 10 min, 2) tBuOOH, 15 min; c) PhSH/Et;N/dioxane (1:2:2),
16 h; d) 1) 10% TFA in DCM, 0.5 h, 2) NH,OH, 16 h. [#] Yields based
on *'P NMR and LCMS analysis. Bz=benzoyl.

me-ADP (13)

With the proposed method validated, efforts were
directed towards phosphanylmethylphosphonate reagents 15
and 18 (Scheme 2). The terminal tert-butyl group in 15 can be
selectively cleaved to allow for consecutive P condensation,
leading to unsymmetric methylene bisphosphonate diesters.
Reagent 18 contains the base-labile 2-cyanoethanol protect-
ing group to enable the synthesis of terminal methylene
bisphosphonate monoesters both in solution and on solid
supports.

Lithiation of methylphosphonate 14 with 1 equiv of nBuLi
was followed by the addition of chlorophosphine 8, providing
target phosphoramidite 15 in 32 % yield. During refinement
of this reaction, we found that the relatively low yield could be
attributed to two forms of quenching. The diminished yield
was partially caused by proton exchange between emerging
bisphosphonate 15 and lithiated methylphosphonate 14,
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Scheme 2. Synthesis of phosphanylmethylphosphonates 15 and 18.
Reagents and conditions: a) 1) nBuli, THF, —78°C, 0.5 h, 2) 8
—78°C, 15 min; b) 1) LDA, THF, —78°C, 0.5 h, 2) 16, —78 °C—RT,
16 h; c) DCI, 2-cyanoethanol, DCM, 3.5 h.

neutralizing the reactant. This problem was circumvented
by switching to an excess of lithium diisopropylamide (LDA;
2.1 equiv), which increased the yield to 45%. Second, we
found that commercially available 8 was contaminated with
diisopropylamine hydrochloride (DIPA-HCI), another spe-
cies capable of quenching the lithiated methylphosphonate
14. Removal of DIPA-HCI, by precipitation in n-hexane prior
to addition, further increased the yield of 15 to 70%
(Figure S3).

Reagent 18, which features a cyanoethyl protecting group,
was prepared by a similar method. Di-fert-butyl methyl-
phosphonate (7) was deprotonated and reacted with bis(di-
isopropylamino)chlorophosphoramidite 16 to afford bis-
(amidite) 17 in 76 % yield. Selective substitution of one of
the diisopropylamine groups with 2-cyanoethanol in the
presence of 4,5-dicyanoimidazole (DCI, 0.6 equiv) provided
reagent 18 in 82 % yield. It should be noted that bis(amidite)
17 is a versatile precursor that allows for other relevant
protecting groups (such as benzyl) to be installed, and thus
a variety of reagents of type 3 (Figure 1) are within reach.

With the reagents in hand, the synthesis of the methylene
bisphosphonate analogues of adenosine di- and triphos-
phate?!! (me-ADP (13) and me-ATP (21); Scheme 3) with
reagent 18 was undertaken. Condensation of 18 with adeno-
sine derivative 10 in the presence of DCI and subsequent
oxidation of the P"/PY intermediate gave protected me-ADP
19 in 93 % yield after isolation. Removal of the terminal tert-
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Scheme 3. Solution-phase synthesis of me-ADP (13) and the methylene
analogue of ATP 21. Reagents and conditions: a) 1) 18, DCI, MeCN,

15 min, 2) tBuOOH, 15 min; b) HCl (1.2 equiv, 0.5 m), HFIP, 4 h;

c) ammonia, 16 h; d) 1) 22, ETT, MeCN, 15 min, 2) tBuOOH, 15 min,
3) DBU, 0.5 h, 4) ammonia, 16 h.

butyl protecting groups was carried out with HCI in hexa-
fluoroisopropanol (HFIP) to obtain the partially protected
ADP analogue 20 in 97 % yield. Global deprotection of 20 by
treatment with aqueous ammonia provided adenosine meth-
ylene bisphosphonate (13) in 73% yield. The synthesis of
adenosine methylene triphosphate 21 was accomplished by
the modification of a method developed by us®?*l and others
for native pyrophosphates.”” Partially protected methylene
bisphosphonate 20 was first condensed with known bis[(me-
thylsulfonyl)ethyl]diisopropylphosphoramidite (22)?" in the
presence of 5-ethylthiotetrazole (ETT) followed by in situ
oxidation of the phosphonite-phosphonate anhydride inter-
mediate by rBuOOH to give the protected precursor of 21.
All steps could be monitored by *'P NMR spectroscopy.
Subsequent elimination of the (methylsulfonyl)ethyl and
cyanoethyl protecting groups with DBU was followed by
deacylation with ammonia. Purification by size-exclusion and
anion-exchange chromatography gave me-ATP (21).

Next, we decided to test our newly developed method in
an automated solid-phase synthesis to allow for future
extension of the phosphonite-phosphonate chemistry to the
synthesis of biomolecules containing multiple pyrophosphate
bridges. In addition, the solid-phase approach could prove
useful for poorly soluble compounds, such as guanosine
derivatives. For this purpose, the methylene bisphosphonate
analogues of all nucleosides (me-ADP (13), me-CDP (26),
me-GDP (27), and me-UDP (28); Scheme 4) were selected as
target molecules. Commercially available controlled pore
glass (CPG), preloaded with the respective suitably protected
nucleoside through a succinyl linker (23),?” was loaded into
an automated solid-phase oligonucleotide synthesizer. The
four-cycle procedure started with coupling of the immobilized
nucleoside with phosphanylmethylphosphonate reagent 18,

Angew. Chem. Int. Ed. 2017, 56, 1-6

© 2017 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

2) NH,OH (35%), 1 h. CE=2-cyanoethanol, Tac= (4-tert-butylphen-
oxy)acetyl.

with ETT as the activating agent. Subsequent oxidation with
(18)-(4+)-(10-camphorsulfonyl)oxaziridine (CSO) yielded
protected, resin-bound methylene bisphosphonate nucleo-
tides 24. The terminal tert-butyl groups in intermediate 24
were cleaved with HCI in HFIP (25), which was followed by
DBU-mediated removal of the 2-cyanoethyl group. Final
aminolysis of the acyl protecting groups with concomitant
release from the solid support was effected by treatment with
aqueous ammonia. The crude products were purified by gel
filtration, providing methylene bisphosphonate nucleotides
13 (39%), 26 (46 %), 27 (44 %), and 28 (52%).

As a final research objective, the synthesis of two
unsymmetric methylene bisphosphonates, namely adenosine
bisphosphonate ribose (ADPR) analogue 33 and flavin
adenine dinucleotide (FAD) analogue 36 (Scheme 5), was
undertaken. The condensation efficiency of reagent 15 with
adenosine derivative 10 was evaluated using various activa-
tors. Based on *'P NMR spectroscopic analysis and the
obtained yields, ETT and 1H-tetrazole performed equally
well whereas DCI gave cleaner and more reproducible results.
Subsequent oxidation gave clean conversion into me-ADP
(29) as monitored by *'P NMR spectroscopy (Figure S4).
Unexpectedly, using DCI, me-ADP (29) was isolated in yields
not exceeding 55 % . Exclusion of product loss during column
purification and washing steps led to the tentative conclusion
that the methylene bisphosphonate moiety in 29 binds Mg*"
from magnesium sulfate. Indeed, switching to the use of
sodium sulfate as a drying agent resulted in the isolation of 29
in significantly higher yields (76-85 % ). Subsequent removal
of the fert-butyl group in 29 to give 30 would permit the next
condensation with the S5-hydroxy group from ribose 31.
Cleavage of the tert-butyl group using 10% TFA in DCM
cleanly provided phosphonic acid 30 as determined by *'P and
"H NMR spectroscopy. Surprisingly, all attempts to condense
30 with 31 in the presence of 2-mesitylenesulfonyl chloride
(TMBSC) and 4-methoxypyridine N-oxide (MNO) were
unsuccessful.”®! Based on model studies, it became evident
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Scheme 5. Synthesis of Me-ADPR (33) and Me-FAD (36). Reagents and conditions:
a) 1) DCI, MeCN, 15 min, 2) tBuOOH, 15 min; b) HCI (1.5 equiv, 0.2m), HFIP;
c) PyNTP, 31, 2,6-lutidine, MeCN, 2 h or PyNTP, 34, 2,6-lutidine, MeCN, 1 h;

d) 1) PhSH/Et;N/MeCN (3:2:3), 35°C, 4.5 h, 2) 30% NH,OH, 16 h.

that the one equivalent of TFA used during tert-butyl
deprotection remains adhered to 30. During the condensation
reaction, an unproductive mixed anhydride of TFA and the
bisphosphonate is formed. Switching to 1.5 equiv of HCI in
hexafluoroisopropanol (HFIP) effectively cleaved the tert-
butyl group, providing 30 in quantitative yield. Indeed, the
subsequent key PV coupling reaction of 30 with 34 under the
agency of TMBSC and MNO afforded a mixture of the fully
protected target compound me-ADPR (32) and its mono-
demethylated analogue in a combined yield of 60%. Pre-
viously, Wada and co-workers had shown that phosphonium
reagents are selective activators and effective agents for the
condensation of methylphosphonates with alcohols.” Using
3-nitro-1,2,4-triazol-1-yl-tris(pyrrolidin-1-yl)phosphonium

hexafluorophosphate (PyNTP) as the condensation agent
further improved the yield of protected me-ADPR (32) to
84 % (Figure S5). Two-step removal of all protecting groups
in 32 (demethylation with thiophenol in MeCN/TEA fol-
lowed by deacylation using aqueous ammonia) and purifica-
tion of the crude product by gel filtration provided the desired
product me-ADPR (33) in 52 % yield (Figure S6). The thus
determined optimal method for the installation of unsym-
metric methylene bisphosphonates was implemented in the
synthesis of 36, a known bioisostere for FAD, which is an
essential redox cofactor in cellular metabolism.™ Riboflavin
building block 34 was condensed with 30 under the agency of
PyNTP to furnish the protected me-FAD derivative 35 in
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should enable the installation of other relevant
protecting groups. The efficiency of our procedure
to prepare methylene bisphosphonates was dem-
onstrated by the solution-phase synthesis of ana-
logues of adenosine di- and triphosphates (me-
N ADP (13) and me-ATP (21)) as well as analogues
of adenosine bisphosphonate ribose me-ADPR
(33) and flavin adenine dinucleotide me-FAD (36).
In addition, the method is suitable for solid-phase
synthesis, as shown for nucleotide methylene
bisphosphonates (13, 26-28). Our method is
based on classical methods of nucleic acid chemis-
try, and we expect it to be compatible with a broad
range of biomolecules.

Acknowledgements

This research was financially supported by the Netherlands
Organization for Scientific Research (NWO).

Conflict of interest

The authors declare no conflict of interest.

Keywords: methylene bisphosphonates -

phosphanylmethylphosphonate - phosphorylation -
pyrophosphate bioisosteres - solid-phase synthesis

[1] D. D’Amours, S. Desnoyers, I. D’Silva, G. G. Poirier, Biochem. J.
1999, 342, 249 -268.

[2] M. Daugherty, B. Polanuyer, M. Farrell, M. Scholle, A. Lykidis,
V. De Crécy-Lagard, J. Biol. Chem. 2002, 277, 21431 —21439.

[3] J. R. Knowles, Annu. Rev. Biochem. 1980, 49, 877-919.

[4] A. M. Marmelstein, L. M. Yates, J. H. Conway, D. Fiedler, J. Am.
Chem. Soc. 2014, 136, 108 -111.

[5] W. Winkler, A. Nahvi, R. R. Breaker, Nature 2002, 419, 952—
956.

Angew. Chem. Int. Ed. 2017, 56, 1-6


http://dx.doi.org/10.1074/jbc.M201708200
http://dx.doi.org/10.1146/annurev.bi.49.070180.004305
http://dx.doi.org/10.1021/ja411737c
http://dx.doi.org/10.1021/ja411737c
http://dx.doi.org/10.1038/nature01145
http://dx.doi.org/10.1038/nature01145
http://www.angewandte.org

GDCh
~~—

[6] M. Wu, L. S. Chong, S. Capolicchio, H. J. Jessen, A. C. Resnick,
D. Fiedler, Angew. Chem. Int. Ed. 2014, 53, 7192-7197; Angew.
Chem. 2014, 126, 7320-7325.

[7] R. G. Yount, D. Babcock, W. Ballantyne, D. Ojala, Biochemistry
1971, 10, 2484 -2489.

[8] L. M. Yates, D. Fiedler, ACS Chem. Biol. 2016, 11, 1066—1073.

[9] D. Mistry, N. Powles, Org. Biomol. Chem. 2013, 11, 5727-5733.

[10] F. H. Westheimer, Science 1987, 235, 1173 -1178.

[11] T. C. Myers, K. Nakamura, J. W. Flesher, J. Am. Chem. Soc. 1963,
85, 3292-3295.

[12] C. Grison, H. Chibli, N. Barthes, P. Coutrot, J. Org. Chem. 2006,
71,7978 —-7988.

[13] H.J. Korhonen, L. P. Conway, D. R. W. Hodgson, Curr. Opin.
Chem. Biol. 2014, 21, 63-72.

[14] M. Kalek, J. Jemielity, J. Stepinski, R. Stolarski, E. Darzynkie-
wicz, Tetrahedron Lett. 2005, 46, 2417 —2421.

[15] J. K. Bitok, C. F. Meyers, MedChemComm 2013, 4, 130-134.

[16] H. Ikeda, E. Abushanab, V. E. Marquez, Bioorg. Med. Chem.
Lett. 1999, 9, 3069 -3074.

[17] V. E. Marquez, C. K. Tseng, G. Gebeyehu, D. A. Cooney, G. S.
Ahluwalia, J. A. Kelley, M. Dalal, R. W. Fuller, Y. A. Wilson,
D. G. Johns, J. Med. Chem. 1986, 29, 1726—-1731.

[18] S. Ortial, D. A. Thompson, J. Montchamp, J. Org. Chem. 2010,
75, 8166—8179.

[19] V.M. Dixit, C. D. Poulter, Tetrahedron Lett. 1984, 25, 4055
4058.

[20] G.J. van der Heden van Noort, C. P. Verhagen, M. G. van Der
Horst, H. S. Overkleeft, G. A. van der Marel, D. V. Filippov,
Org. Lett. 2008, 10, 4461 —4464.

Communications

[21] M. Strenkowska, P. Wanat, M. Ziemniak, J. Jemielity, J.
Kowalska, Org. Lett. 2012, 14, 4782-4785.

[22] H. Gold, P. van Delft, N. Meeuwenoord, J. D. C. Codée, D. V.
Filippov, G. Eggink, H. S. Overkleeft, G. A. van Der Marel, J.
Org. Chem. 2008, 73, 9458 —9460.

[23] H. A. V. Kistemaker, L. N. Lameijer, N. J. Meeuwenoord, H. S.
Overkleeft, G. A. van der Marel, D. V. Filippov, Angew. Chem.
Int. Ed. 2015, 54, 4915-4918; Angew. Chem. 2015, 127, 4997 -
5000.

[24] H. A. V. Kistemaker, N.J. Meeuwenoord, H.S. Overkleeft,
G. A. van der Marel, D. V. Filippov, Eur. J. Org. Chem. 2015,
6084 -6091.

[25] G.S. Cremosnik, A. Hofer, H. J. Jessen, Angew. Chem. Int. Ed.
2014, 53, 286; Angew. Chem. 2014, 126, 290.

[26] A. Beld, C. A. A. Claesen, E. S. Roersma, W.J. M. Schippers,
L. M. Keizer, G. L. Tesser, Recl. des Trav. Chim. des Pays-Bas
1984, 103, 196 -202.

[27] J. Winkler, E. Urban, D. Losert, V. Wacheck, H. Pehamberger,
C. R. Noe, Nucleic Acids Res. 2004, 32, 710-718.

[28] V. A. Efimov, O. G. Chakhmakhcheva, Nucleosides Nucleotides
1985, 4, 265.

[29] N. Oka, M. Shimizu, K. Saigo, T. Wada, Tetrahedron 2006, 62,
3667 -3673.

[30] K. W.Pankiewicz, K. Lesiak, K. A. Watanabe, J. Am. Chem. Soc.
1997, 119, 3691 -3695.

Manuscript received: December 6, 2016
Final Article published: HIll HN. EEENR

Angew. Chem. Int. Ed. 2017, 56, 1-6

© 2017 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

www.angewandte.org

These are not the final page numbers

Angewandte

intemationalEdition’y Chemie

(AR

5


http://dx.doi.org/10.1002/anie.201402905
http://dx.doi.org/10.1002/ange.201402905
http://dx.doi.org/10.1002/ange.201402905
http://dx.doi.org/10.1021/bi00789a009
http://dx.doi.org/10.1021/bi00789a009
http://dx.doi.org/10.1021/acschembio.5b00972
http://dx.doi.org/10.1039/c3ob40755a
http://dx.doi.org/10.1126/science.2434996
http://dx.doi.org/10.1021/ja00903a053
http://dx.doi.org/10.1021/ja00903a053
http://dx.doi.org/10.1021/jo061087v
http://dx.doi.org/10.1021/jo061087v
http://dx.doi.org/10.1016/j.cbpa.2014.05.001
http://dx.doi.org/10.1016/j.cbpa.2014.05.001
http://dx.doi.org/10.1016/j.tetlet.2005.02.069
http://dx.doi.org/10.1016/S0960-894X(99)00544-2
http://dx.doi.org/10.1016/S0960-894X(99)00544-2
http://dx.doi.org/10.1021/jm00159a027
http://dx.doi.org/10.1021/jo101814w
http://dx.doi.org/10.1021/jo101814w
http://dx.doi.org/10.1016/S0040-4039(01)90180-7
http://dx.doi.org/10.1016/S0040-4039(01)90180-7
http://dx.doi.org/10.1021/ol801608j
http://dx.doi.org/10.1021/ol302071f
http://dx.doi.org/10.1021/jo802021t
http://dx.doi.org/10.1021/jo802021t
http://dx.doi.org/10.1002/anie.201412283
http://dx.doi.org/10.1002/anie.201412283
http://dx.doi.org/10.1002/ange.201412283
http://dx.doi.org/10.1002/ange.201412283
http://dx.doi.org/10.1002/ejoc.201500911
http://dx.doi.org/10.1002/ejoc.201500911
http://dx.doi.org/10.1002/anie.201306265
http://dx.doi.org/10.1002/anie.201306265
http://dx.doi.org/10.1002/ange.201306265
http://dx.doi.org/10.1093/nar/gkh229
http://dx.doi.org/10.1080/07328318508077882
http://dx.doi.org/10.1080/07328318508077882
http://dx.doi.org/10.1016/j.tet.2006.01.084
http://dx.doi.org/10.1016/j.tet.2006.01.084
http://dx.doi.org/10.1021/ja964058i
http://dx.doi.org/10.1021/ja964058i
http://www.angewandte.org

GDCh
~~—~

6
R

www.angewandte.org

Communications

Phosphorylation

S. B. Engelsma, N. |. Meeuwenoord,
H. S. Overkleeft, G. A. van der Marel,*

D.V.Filippov* ____ 1ii-1ll

Combined Phosphoramidite-
Phosphodiester Reagents for the
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The condensation of novel phosphanyl-

methylphosphonate reagents with an
alcohol of choice followed by oxidation

provides orthogonally protected methyl-

ene bisphosphonate tetraesters. Global
deprotection of the tetraester leads to
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terminal methylene bisphosphonates
whereas selective deprotection at the
terminal phosphonate followed by con-
densation with a second alcohol yields
methylene bisphosphonate diesters.
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