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Table S1. Gibbs energy of binding of mono-mannosylated compound 7

Evowaais/ | Ea/ EGB/ Esurs/ AHy.s/ OH,,,/ AHy;nq+ Std. Err. of Mean / | TAS / kcalmol* AGyinq/ kcalmol!
kcalmol* kcalmol* kcalmol* | kcalmol* kcalmol! kcalmol* kcalmol*
Complex compound 7 — pocket 1
-65.0 15.3 6.7 -9.3 -49.7 -2.6 -52.320.5 -26.6x 2.5 -25.7
-65.4 22.7 0.3 -8.6 -42.7 -8.3 -51.0+0.3 -27.7+2.2 -23.3
-68.4 12.3 9.4 -9.3 -56.1 0.1 -56.0£0.4 -27.9+2.3 -28.1
average -25.7
Complex compound 7 — pocket 2a
-37.7 56.5 -41.7 -5.4 18.8 -47.1 -28.310.3 -28.1+ 1.4 -0.2
-33.1 57.3 -47.5 -5.3 24.2 -52.8 -28.610.3 -28.5£3.4 -0.1
-43.7 60.1 -44.9 -6.0 16.5 -50.9 -34.5+0.6 -33.4+1.9 -1.1
average -0.4
Complex compound 7 - pocket 2b
-32.7 -61.0 72.8 -5.1 -93.7 67.7 -26.0£0.4 -27.7£2.3 1.8
-32.1 -49.9 63.4 -5.8 -81.9 57.6 -24.3 £3.2 -27.0£3.3 2.7
-38.2 -43.3 62.3 -5.0 -81.4 57.3 -24.1+1.0 -27.0%4.2 2.9
average 2.4




Table S2. Gibbs energy of binding of di-mannosylated compoud 11

Evowaas/ | Ee/ EGB/ Esus/ AHyos/ AH,,,/ AHpj.q+ Std. Err. of Mean / | TAS / kcalmol! AGynq/ kcalmol?
kcalmol! kcalmol? kcalmol? | kcalmol? | kcalmol! kcalmol? kcalmol!
Complex compound 11 — pocket 1
-108.1 -3.6 48.8 -14.4 -111.7 34.3 -77.7+20.4 -43.7 £2.6 -33.6
-100.4 -26.3 60.5 -13.6 -126.7 46.9 -79.7+0.3 -42.9+2.7 -36.8
-96.1 -20.8 45.5 -13.5 -116.9 32.0 -84.9+0.3 -47.3+2.7 -37.6
average -36.0
Complex compound 11 — pocket 2a
-65.6 -46.9 64.1 -9.8 -112.5 54.3 -58.8+0.7 -39.7+2.9 -18.5
-64.1 -11.5 29.6 -8.8 -75.7 20.8 -549+0.3 -38.7+2.1 -16.2
-64.7 -12.5 31.3 -9.6 -77.2 21.7 -55.5+04 -35.6+2.5 -19.9
average -18.2
Complex compound 11 — pocket 2b
-63.1 16.6 7.4 -8.8 -46.6 -1.4 -48.0+ 0.5 -329+1.5 -15.0
-67.5 10.1 19.5 -9.5 -57.4 10.0 -47.4+£0.2 -349+29 -12.5
-65.9 19.8 5.5 -9.1 -46.1 -3.6 -49.7 £ 0.7 -31.9+25 -17.8
average -15.1




Figure S1. Mono-mannostylated compound 7 in binding pocket 1



A) NOD2 pocket 2a + mono-mannosylated DMP derivative
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B) NOD2 pocket 2b + mono-mannosylated DMP derivative
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Figure S2. Per residue enthalpy decomposition for mono-mannosylated compound 7 in binding pocket 2a (A) and 2b (B) of NOD2
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Figure S3. Mono-mannosylated compound 7 in binding pocket 2a (A) and pocket 2b (B) of NOD2
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Figure S4. 'H NMR spectrum of N-(tert-butoxycarbonyl)-2-aminoadamantane-2-carboxylic acid 1 (CD;0D, 400 MHz)
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Figure S5. 13C NMR spectrum of N-(tert-butoxycarbonyl)-2-aminoadamantane-2-carboxylic acid 1 (CD;0D, 100 MHz)
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Figure S6. 'H NMR spectrum of 4-{2-[(2-aminoadamantane-2-carbonyl)amino]propionylamino}-4-carbamoylbutanoic acid 4 (D,0, 400 MHz)
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Figure S7. 3C NMR spectrum of 4-{2-[(2-aminoadamantane-2-carbonyl)amino]propionylamino}-4-carbamoylbutanoic acid 4 (D,0, 100 MHz); a) full
spectrum, b) enlarged region between 36.34 and 25.50 ppm.
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Figure S8. 'H NMR spectrum of 4-{2-[([2-(a-D-mannopyranosyloxy)ethanol]-aminoadamantane-2-carbonyl)amino]-propionylamino}-4-carbamoylbutanoic
acid 7 (D,0, 400 MHz)
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Figure S9. 13C NMR spectrum of 4-{2-[([2-(a-D-mannopyranosyloxy)ethanol]-aminoadamantane-2-carbonyl)amino]-propionylamino}-4-

carbamoylbutanoic acid 7 (D,0, 100 MHz); a) full spectrum and enlarged regions between b) 180.11 and 170.70 ppm, c) 73.26 and 49.91 ppm and d)
36.68-25.92 ppm.
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Figure S10. 'H NMR spectrum of (25)-2,6-di[2,3,4,6-tetra-O-acetyl-a-D-mannopyranosyloxy)-acetylamino]hexanoic acid 9 (CD;0D, 400 MHz)
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Figure S11. 13C NMR spectrum of (25)-2,6-di[2,3,4,6-tetra-O-acetyl-a-D-mannopyranosyloxy)-acetylamino]hexanoic acid 9 (CD;0D, 100 MHz) ; a) full
spectrum, and enlarged regions between b) 170.48 and 168.82 ppm, c) 68.76 and 61.46 ppm and d) 30.82-18.71 ppm.
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Figure S12. 'H NMR spectrum of 4-{2-[([(25)-2,6-di{2-(2,3,4,6-tetra-O-acetyl-a-D-mannopyranosyloxy)acetylamino}hexanoyl]aminoadamantane-2-
carbonyl)amino]propionylamino}4-carbamoylbutanoic acid 11 (D,0, 400 MHz)
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Figure S13. 13C NMR spectrum of 4-{2-[([(2S)-2,6-di{2-(2,3,4,6-tetra-O-acetyl-a-D-mannopyranosyloxy)acetylamino}hexanoyllJaminoadamantane-2-
carbonyl)amino]propionylamino}4-carbamoylbutanoic acid 11 (D,0, 100 MHz) ; a) full spectrum and enlarged regions between b) 180.93 and 171.33
ppm, ¢) 100.00 and 65.47 ppm and d) 53.65-16.48 ppm
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