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Supplementary material

Figure S1. Structures of 4"-ester linked macrolones with two nitrogen atoms in the linker.
Figure S2. Structures of 4"-ester linked macrolones with one oxygen and one nitrogen atom
in the linker.

Figure S3. Structures of 4"-ester linked macrolones with two oxygen atoms in the linker.
Figure S4. Structures of 4"-ester linked macrolones with two oxygen and one nitrogen atom
in the linker.

Figure S5. Efficacy of compound 1 (azi-NN-CI) in mouse pneumonia model induced by eryS
S. pneumoniae SP030 strain.

Figure S6. Efficacy of compound 7 (azi-NO-CI) in mouse pneumonia model induced by eryS

S. pneumoniae SP030 strain.
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Figure S1. Structures of 4"-ester linked macrolones with two nitrogen atoms in the
linker. Compounds 1,2,3,5,and 6 were first reported in (1) as compounds 48, 55, 58, 50 and

57, respectively, and compound 4 in (2).

Figure S2. Structures of 4"-ester linked macrolones with one oxygen and one nitrogen

atom in the linker. Compounds 7 and 8 were first reported in (3)as compounds 24 and 32,
respectively. Compounds 9 — 12 were disclosed in (4)as examples 36, 39, 30 and 31,

respectively.
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Figure S3. Structures of 4"-ester linked macrolones with two oxygen atoms in the
linker. Compounds 13 and 14 were first reported in (3) as compounds 25 and 31,
respectively. Compounds 15 — 18 were disclosed in (4) as examples 37, 38, 32 and 33,

respectively.

Figure S4. Structures of 4"-ester linked macrolones with two oxygen and one nitrogen
atom in the linker. Compounds 19 and 20 were described in (3) as 29 and 33, respectively.
Compounds 21, 22, 23, 24 and 26 are disclosed as examples 25, 7, 26, 64 and 25 from (5),

while compound 25 is covered by general formula.
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Figure S5. Efficacy of compound 1 (azi-NN-CI) in mouse pneumonia model induced
by eryS S. pneumoniae SP030 strain. Compound was administered twice daily (overall three
doses of 10 or 25 mg/kg at 6, 18 and 30 h post infection) i.p. and AZM p.o. once daily
(overall 2 doses of 10 mg/kg at 6 and 30 h p.i.). MIC values of compound 1 and azithromycin
were 0.03 pg/ml. (a) CFU count per gram of lung tissue. Statistically significant reduction in
CFU is designated by asterisk (**=p<0.001; ***=p<0.0001). (b) Concentration of compound

in pg/g of lung tissue 14h after the last dose, given as mean values +SEM.
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Figure S6. Efficacy of compound 7 (azi-ON-CI) in mouse pneumonia model induced
by eryS S. pneumoniae SP030 strain. Compound and azithromycin were administered i.p.
once daily (overall 2 doses at 6 and 30 h p.i.). MIC values of compound 7 and azithromycin
were <0.015 and 0.03 ug/ml, respectively. (a) CFU count per gram of lung tissue. Statistically
significant reduction in CFU is designated by asterisk (*=p<0.005; **=p<0.001). (b)
Concentration of compound in pg/g of lung tissue 14 h after the last dose, given as mean

values +SEM.



Reference List

Fajdetic, A., H. Cipcic Paljetak, G. Lazarevski, A. Hutinec, S. Alihodzic, M.
Djerek, V. Stimac, D. Andreotti, V. Sunjic, J. M. Berge, S. Mtak, M. Dumic, S.
Lociuro, D. J. Holmes, N. Marsic, V. Erakovic Haber, and R. Spaventi. 2010. 4"-O-
([omega]-Quinolylamino-alkylamino)propionyl derivatives of selected macrolides with
the activity against the key erythromycin resistant respiratory pathogens. Bioorg Med
Chem 18:6559-6568. doi: 10.1016/j.bmc.2010.06.049.

. Alihodzic, S., D. Andreotti, A. Berdik, I. Bientinesi, S. Biondi, M. Ciraco, F.

Damiani, M. Djerek, M. Dumic, and V. Erakovic. May 2003. Macrolides. Patent
W003042228.

. Fajdetic, A., A. Vinter, H. Cipcic Paljetak, J. Padovan, I. P. Jakopovic, S. Kapic, S.

Alihodzic, D. Filic, M. Modric, N. Kosutic-Hulita, R. Antolovic, Z. 1. Schoenfeld, S.
Mutak, V. Erakovic Haber, and R. Spaventi. 2011. Synthesis, activity and
pharmacokinetics of novel antibacterial 15-membered ring macrolones. Eur J
Med.Chem. 46:3388-3397. doi: 10.1016/j.ejmech.2011.05.002 [doi].

. Alihodzic, S., A. Berdik, J. M. Berge, R. L. Jarvest, and S. Mutak. Nov. 2004.
Macrolides substituded at the 4"-position. Patent W02004101585.

. Alihodzic, S., S. Mutak, D. Pavlovic, I. Palej, V. Stimac, S. Kapic, A. Vinter, and S.
M. Matanovic. Nov. 2005. Ester linked macrolides useful for the treatment of microbial
infections. Patent W0O2005108412 .



