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Synthesis of 2-[2-[2-(octadecyloxy)ethoxy]ethettyl a-D-Manno-pyranoside,
tetraacetate BFR.E,O (360 mg, 2.56 mmol) was added dropwise to a isolubf
Triethyleneglycolmonooctadecylether (78 mg, 0.18 of)m and penta-O-
acetylmannopyranoside(50 mg, 0.128 mmol) in 3mdof dichloromethane by stirring at
0°C.The mixture was allowed to warm to RT and teemed for a further 48 hrs.The mixture
was then poured into NaHG@10ml) and extracted with GBI,(3x5)ml. The solvent was
evaporated off and the residue was then purified cojumn chromatography using
Hexane/EtOAc (19/4>7:3). The final product appeared as a white wexNMR(300MHz,
CDCl3): 6 0.89 (t, J=6.6 Hz, 3H, G} 1.27 (bs, 30H, C§), 1.56 (m, 2H, CH), 2.00, 2.06,
2.12, 2.16 (4s, 12H, 4GBO), 3.46 (tr, J=6.6 Hz, 2H, GMH 3.6-3.9(m, 12H,
3CH,0), 4.04-4.13 (m, 2H, H-5,H-6"), 4.3 (dd, J= 1253] Hz, 1H,H-6), 4.88 (d, J= 1.5 Hz,
1H, H-1), 5.27 (m, 2H, H-4, H-3), 5.36 (dd, J=10,85 Hz, 1H, H-2).
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Synthesis of 2-[2-[2-(octadecyloxy)ethoxy]ethettyyl o-D-Manno-pyranosid&; The
acetate protected product (50 mg) was dissolvedrynMeOH/CHC§(2:1 ml) and 5 mg of
MeONa was added. The mixture was stirred at roemperature for 24 hrs. The resulting
mixture was neutralised with acidic ion exchangamreand filtered off to yield the desired
product."HNMR(300MHz, CDC}, ppm)d 0.91(t, J=6.6 Hz, 3H, C#)i 1.29 (bs, 30H, CH),
1.58 (m, 2H, CH), 3.46 (t, J=6.6 Hz, 2H, G} 3.6-3.9 (m, 15H), 3.82 (m, 2H), 4.3 (dd, J =
12.3, 5.1 Hz, 1H, H-6), 4.80 (d, J=2 Hz, 1H, H-}¢ NMR (75 MHz, CDC}, ppm) &
12.58(CH), 13.5, 21.84, 25.32, 28.58, 28.71, 28.82, 283818, 56.4(CH), 60.96(C-6),
65.91(C-4), 66.69, 69.24, 69.51, 69.68, 69.71, (BCRLO), 70.52(C-3), 70.65(C-2),
72.66(C-5), 99.85(C-1).

Synthesis of 3’,6’-dioxaoctyl-9’-bromsa-D-mannopyranoside: BF;.EtLO (6.9 g, 56 mmol)
was added dropwise to a solution of Triethyleneglly@.92 mg, 21 mmol) and penta-O-
acetylmannopyranoside (2,5 g, 7 mmol) in 15ml oy dichloromethane by stirring at
0°C.The mixture was allowed to warm to RT and thmed overnight.The mixture was then
washed with NaHC@(2x10ml), water (2x10ml) and brine (10ml). Afteryohg with NaSQ,,
the solvent was evaporated off and the residuepweged by column chromatography using
petroleum ether/EO (6:4).*H NMR (400 MHz, CDC}, ppm)$ 3.55-3.68 (m, 12H, 6CiD),
4.05-4.11 (m, 1H, H-6a), 4.17-4.24 (m, 2H, H-5, b);66.18 (d, 1H, 1,= 1.8 Hz, H-1), 5.20
(dd, 1H, J3..,=1.9 Hz, 3= 3.2 Hz, H-2), 5.25 (t, 1H4d = 315 = 9.9 Hz, H-4), 5.36 (dd, 1H,
J2=3,3 Hz, 34 = 10,1 Hz, H-3)*C NMR (100 MHz, CDC}, ppm)& 20.5-20.7(4CHCO),
61.03(C-8’), 62.5(C-6), 66.0(C-4), 66.53(C-1), B&-5), 68.8(C-3), 69.94(C-4’, C-5),
70.1(C-2), 70.44(C-2"), 72.60(C-7"), 91.8(C-1), 189170.1, 170.2, 170.9(4COGH

The acetate protected product (2.4 g, 5 mmoles) diesolved in dry CkCl,(15 ml) and
MeONa (1.6 mg, 50 mmoles) was added. The mixture stiared at room temperature for 2
hrs. The resulting mixture was neutralised withdacion exchange resin and filtered off to
yield the desired product. The compound was sasdullin dry tetrahydrofurane (100 ml) in
the presence of tetrabromomethane (3.3 g, 10 mindlephenylphosphine is (2.6 g, 10
mmoles) was then added. The resulting mixture wia®d at room temperature for 10 hrs,
then the solvent was evaporated off and the residgepurified by column chromatography
using CHCl,/MeOH (99:1-92:8).’"H NMR (400 MHz, CRROD, ppm)é 3.55-3.67 (m, 12H,
6CH,0), 4.08-4.13 (m, 1H, H-6a), 4.20-4.27 (m, 2H, H-5, B}:65.22 (d, 1H, H-1), 5.28 (dd,
1H, H-2), 5.25 (t, 1H, H-4), 5.36 (dd, 1H, H-3).).
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Synthesis of 8-citrylidene phloroglucinyl-3,6-diogtanyla-D-Manno-pyranoside4 : A
solution of citrylidene phloroglucinyl (0.26 g, 1nmole) and dry cesium carbonate (0.98 g, 3
mmoles) in dry dimethylformamide (5 ml) was stirfed 1 hr at 70°C. Then the brominated
compound (0.75g, 2 mmoles) in dry dimethylformam{@eml) was added and the mixture
was stirred for 3 hrs at 50°C. Then the mixture wasred into saturated NaCl solution,
extracted with ChKCl, (3x5)ml and dried with N&O,, the solvent was evaporated off and the
residue was purified by column chromatography. Phneduct was obtained as a white
powder."H NMR(400MHz, CDC}, ppm)& 4.09-4.21 (m, 2H, H-6), 5.22 (d, 1H, H-1), 5.31
(dd, 1H, H-2),5.26 (t, 1H, H-4), 5.41 (dd, 1H, H-3), 3.71-3.52f1l m, 6CHO), 6.04 (2H, s,
H-2’, H-4’), 2.84 (1H, ddd, H-9"), 2.23 (1H, ddd-81a), 2.03 (1H, ddd, H-12’), 1.83 (1H, dd,
H-8'b), 1.74 (1H, ddd, H-10'a)].54 (3H, s, H-14"), 1.45 (1H, dt, H-10’b), 1.39H3s, H-
16’), 1.28 (3H, d, H-6"), 1.24 (1H, dt, H-11'a),0b (3H, s, H-15’), 0.69 (1H, dddd, H-11'b) ;
¥C NMR (100 MHz, CDC}, ppm) & 159.2(C-3"), 157.9(C-5), 157.5(C-1’), 110.1(C-6)
100.3(C-1),98.3(C-4"), 98.2(C-2"), 84.6(C-7"), 75.3(C-13"), A3C-4), 72.1(C-3), 71.3(C-2),
71.2, 70.9, 70.6, 70.1(4GB), 68.5(C-5), 68.0(CkD), 66.9(CHO), 47.1(C-12"), 37.7(C-
10), 35.7(C-8"), 30.1(C-14"), 29.4(C-16"), 28.2(€}, 24.2(C-15"), 22.4(C-11"), 60.0(C-6).

1.5 mg of POPC was dissolved in iso-propanol (50 THis solution was then injected into 1
ml of Buffer (PBS or Tris) (pH 7.4) (NaCl 100 mM)itlv rapid shaking on a “paramix II”
shaker for one minute resulting in a clear solutibhis solution was then ultrasonicated for
30 minutes at 0°C before being diluted (x10) withfér giving a final concentration of 200
uM in POPC.

The starting vesicle composition was POPC : PORG: @)). The mannoside ligand (3,4)
were incorporated at different ratios (0 to 30 %wwip phospholipids POPC:PORS#
(77.5:17.55 to 65:530). Then 2 ml of CHGIMeOH were added to each sample. After
manual stirring the solutions were evaporated ametidunder vacuum during at least 4 hrs
leading to the formation of a lipid film. The difent lipid mixtures were then hydrated using
200 microL of PBS (100 mM, pH 7.4). The lipid susp®n should be kept above the phase
transition temperature of the lipids during hydsatiand extrusion. The hydrated lipid
suspension was subjected to 7 freeze/thaw cycledtégnately placing the sample vial in a
liquid nitrogen bath and allowing it to return t@om temperature. Extrusion of the
multilamellar liposomal suspensions was performgdgimembranes with a pore size of 100
nm. Two additionnal filters were added on eithetesof the membrane to prevent the

occurrence of any damage. The solutions were pa&&dnnes through the membrane. The
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lipid suspension begins to clarify to yield a stighhazy transparent solution. The LUVs

solution was then tested of their lectin speciidy continuous flow QCM analysis



