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Figure 1. Natural Rhodopeptins

“/\R’ (CH,) NH 1: n=3, R=(CH ,)¢CH(CH3)CH,CH 3 (Rhodopeptin C1)
wn 2: n=4, R=(CH ,)sCH(CH,), (Rhodopeptin B5)
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Scheme 1. Synthesis of Rhodopeptin derivative 7
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Figure 2. Structure-activity relationship of Rhodopeptins
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Table 1. Antifungal activity, cytotoxicity and acute toxicity of Rhodopeptin derivatives

7; n=8, R=-CH(CHj),

(CH,),NH,
CH,(CH,) ™ ’g\gﬁ{ 8; =10, R= -CH,C(CH ),

MIC Gy Gl MTD
W (ug/mL)?_ _(mg/kg)?
C.albicans  C.tropicalis C.krusei Cglabrata A fumigatus 9
Compound 1004433 TIMMO313 TIMMO269 ATCC2001 TIMMO063 oS8 1,0

7 4 2 4 4 >128 105 10
8 4 4 8 4 8 13.6 20
AMPH 4 4 4 2 4 0.7 9
FLCZ >128 >128 128 128 >128 >100 .

a) Minimum inhibitory concentration. Medium: synthetic amino acid medium fungal (SAAMF).
b) 50% Growth inhibition concentration,

¢) Maximum tolerated dose. mice, i.v.

d) Mouse lymphatic leukemia cell.

e) Not tested.
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MHEIZIREST, TORBIBERRTF FEECRET EZX 5N, —7. BREHK
EIEERBICE S L TWihweE X, NEERATICOAL 3 DO 2 REZHICILE T
bW THINIE, ASOHENEEEZRILI 20 TR RWVWr] L OEERS 2T
JER7F Rt (non-peptide peptidomimetics) DREFHZEF L7z, -

FIMEW 7 OREMTEER L, NMR study, ZTNIZESWI-ERFEE LU CADD
@ conformation search 12 & 0 1§ 5117z conformation (Figure 3) % JGIZIERT F MLEKRET
B Z 82 Uiz, BETE conformation 2 SEBETHWGly %2 BRE, D OBFRIBIZHY
7% scaffold ZH A L. 3 D2OEMRFRBUC R RS 2EY e BN SMEBEICEA L &
BEe LT, ZTNEEREEREERRF 2\, FTRT druglike ZHEELZBRIRL, KRBT
WA 2 LAY D 3 kTR e & Figure 31275 L 7 conformation & DL ZHEE L.
DETHNTEEZTV., 8RT2{LEaWERIRE LT,

Figure 3. The most stable conformation of compound 7




Table 2 12 &% L 7= peptidomimetics D FIEBIEM: L BB LR L1z, WIFnokamwyb %
D scaffold I 57, MWEFEHDLODEMER L., EERFOZ Y, Wb NEHER
BRI A7 3 >OMHE =z REZMICEETE LA THNIE, FHEEEEE2RELS 5
T EHIRENTZ, KT, quinolone FEMK 12 TId Candida albicans, Cryptococcus neoformans
B L Aspergillus fumigarus DEEFIZN LT AMPH KL T 21EMRED N, F-,
WINOFEEEKIZBWTLKBERDO KB LZEL’RD SNz,

Table 2. Antifungal activity and solubility of non-peptide peptidomimetics

(CH2)4NH }\
CHZ)/?— )§0 CH,(CH )80‘?\/?:0 (CH,);NH,

9
ACH)N H2
N Hy(CH,); —~(CH)N
CH“CFEEO/J:;E}gf(CHQG CH(CH,,0 ’E::]:u:rji : g\[:?/ ’
1 1 2 13
MIC (pug/mL)? Solubility
Compound C.albicans  C.neoformans  A.fumigatus in Water
P ATCC24433  IAMI2253  ATCC36607  (mg/mL)
9 50 2 10 >100
11 10 2 50 >100
12 2 2 10 >100
13 10 2 10 >50
7 10 10 >50 09
8 10 10 10 2.6
AMPH 2 2 10 -

a) Minimum inhibitory concentration, Medium: synthetic amino acid medium fungal (SAAMF).

Tested concentrations of compounds: 2, 10, 50 ug/mL
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R THD, Bxid, AR LIVELNEZAR - BED, SBOEN - FEEEEEER
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