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T, it may be ore dafficolt for baeteria o develop resistance
1o these peptides than o existing antibicterial apenis

Crpinnal i vitro conditions for susceptibility 1esting of cat-
ivmic paplides Banee ol yel been establisbed, S these pepe
tides wre highly charged. protocals such as those sed for
prescntly avanlafale antibaoelic: may ol be apphcablc, For cs-
<'|I1'|p'||_". A s liswsg their antibaicerial :|-:'|_i1.'|I1|I.I whien Lhey mre
incarporated inoasar (T perhags duse o exiensive peptide
Bemclinge for commplex ciobohydmtes o] e oagger, 10 s also
r.:|1._|r|:.:.J that the aedivities of s_'_rnl:h;,'li._' |'||_':|'|ri|_1|;u ol I_tls;l'n:-nm:,tl

[N WITREY ACTIVITIES 8 DESIGRELD ANTIMICROBLAL PETTIEES LR

cathepsin O against P aeraginose is inhibited by calcimm amd
nergnesinm {220 whercas the oppasie s tnae for aomoglveo-
sickes, wltich reguire specilic concentrations ol O E [ 200 g 25
mgTitery and Me® ' (10 w0 125 maliter) 10 demensitate opii-
el st pseedoamonmel actvey (175 W therefone avestapzitod
the cffeets of several different media on the antibacterial oc-
tevities of DA Modificd BRPMI was the medon woshich the
|1u|'|1i:|n;'}. e st sectiee, To TSTE NI NEITE, wnd :|-;_ijhl!||l|!.
the peprides were less active. This $eercase in activity could be
alue b peptnde bmdiryr G complex cirhbohyidsades swehoas
starch or te prodeing or could be due toinferference of
wath the AP An interference of catwens with b5
.'m:lln-_!'_ ool the I"mf_‘ skin sentshioate; r|1isJ__r,i|'ir|1|1._ Wk n.‘.rwl:lll:,' Fiz=
powred {135 We alsoobserved o decrease in the andibacterial
aehivities ol both peplades when they were tested moenlion
adfjusted MEE, Further stodies ere planned e determine
which medaom compeonents affeet the activitees ol the peptides.
Tzt g 1 hess an ellect an PXAPS s demoaestrated By the menease
in peptide activity in Tris-HO| buffer seen ot pH 5.4 compared
1 that seen ot pH L as weell as by the mereised activiey ol
[T in acicic boffers,

Howwewer, wider oprinal conditions as defned by these soad-
e, 1A havve Becn shonean Lo Be Bighby polent aggainst mulis
drg-resistant and macoid forms of & aemgiooss and MESA,
Lass wetivily was seen agaanst 8 poebopdeifie aocd 8 cepvreia,
Mlithoagh the twao extensively dested peplides. DZAZE and
[AET dlidd mort show activity against B copacig molates, 2AYE

TARLE 3 Effeet of remnlaring on MICs of DAL m NE or
wiellidrog-resiziant patlasens e patienls sah CF

A Gl |l DEAZE i N ol
e lodkowing vemodanivy;

|EES1 FA gy
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upeptde with less activicy sgainst S o and Pt aemgmnan,
shovared 5 twolok meresise '.1|.'l:ivil_v (20%. These daty are
promising. wnd on the hasis of these neslts Demegen hoe. bas
deve lgred other peptides which will he fested For their anti-
B copmacia aolividies

Unfike the DAPs, the natural occurring peptide TAL wax
nod sictive mearisl 3 aoeees ATCC 2003 and P |.'|'f|!|;.“.'-rlllf-:l'
ATCC 27855 or multidrog-resistant pidhogens fromm paticnts
wath OF i muoditicd RPMIL In contrast, Laayer £ al (113
shavwed that TAP i souoam phosprlate baller (pE 740 has
anbipscudemonal actividy, highlighting speam the need Lo shoe-
iz the condilions Bog peptide susceptibilite testing. There
are ma repors rc-ll1r4_1|||.j_l The scimvely ol TARP ;zll_.m:l-ﬂ -
pomilive bacteri iy iy system.

[3APs ame particehardy atinctive as therapeutic agents for
paticnts with CF becasse thein activities do noed appear 1o be
dimintshed over aowide range of osmolarities since. hyper- or
hvpotonie NI did not chanpe the sctviies of e peplides. o
comlnst, Gaoldman er al 4o observed o signiticinl loss of
dctivity i hi3-1 s the sall concentsation mercsscd from S0
M o the mone physiologic range of 125 mbd. W ineneised
the Mall comoenttion i ME (o as high as 230 mM. and mo
change in the MICs ||1' IAZL for 1 aerenesa and MESA
wirs ofserved, The slishi increase in the MICs of [2AZT for
o PRSA salaes :11.|.} D e 1o their maore coapid growth in
this medium,

Simee serosolized drog delivery B oa stralesy used in the
wregment af CF amad alher aimsay deciews, the efcer of DAPs
oy i culiare of human aireay epithelivm (157 HTTE ATUC)
has been pn'limhulnly ||:|'n.'.-\.li:|:,ul|.1.1. Ar antibacterial concen-
traticns., m loxie effect= hove been detected, I.'I1I.|:l|1:L‘-I.-’I.I1_I'_ e
Huis mew class of antibdotees can be wsed in the treatoment of CF
patients. These results support the fwiher development of
L3P s potentially vseful antistaphylocescal amd antipscade-
maisngil therpes.
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