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Hundreds of peptlde antibiotics have been descxibczd in
the past half-century [1-3]. These fall into two classes,
non-ribosomally synthesized peptides, such as the
gramicidins, polymyxins, bacitracins and glycopeptides,
and ribosomally synthesized (natural) peptides,-inélud-
ing the defensins, cecropins and magainins. The former
are often drastically modified and are largely produced
by bacteria, whereas the latter am@roduced by all
species of life (including bacteria) as a major com-
ponent of the natural host defense molecules of these
species. Both include peptides with a strong net positive
charge and are being con51dcred fox or are already used

for the therapy of Pspydqmﬁnds aeryginosa inféctions. of '

cystic fibrosis (CF) patients. P

CF is the most common, eveli;tually fa*a]k auto-‘

somal-recessive genetic disease in gur so;xeqy ft is

caused by a defect in the CF transmei;ubrane regula.tor“ ,.
chloride channel protein. Theevefitual cause of death
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infections, particulatly by R aemginosa: It was recently
suggested  that lung; ‘epithelial cells-secrete. cationic -

antimicrobial ;peptides,and . proteins (poss;b}y ancludmg
B- defensms lysozymeidacmferrmF LI;-(37 g:,tc.) that can.
normally kill P agruginosa, In conptrast, in the high-salt
envirpnment cxeated ongside CE 1 epl,&hehai cells (due to
the CFTR. mut;mpm peptxd:s, m‘g ,?meﬂ‘eqnve due to’
salt antagonism [4,5].. ’Althq’ugh this finding has been
disputed by others, it has indicated that one therapeutic

approach against P._aeruginosa qucnons of (CF patients '

would:; be;; ALON ﬁwgenousky -@pply: -ﬁthct;qoagents "via
aerosol, o - u‘:hsa ,hing ‘Iudegfd,‘ ¢phmycm; ;th ’metho—

aerosol ﬁ)xmu}a;mm agamst P‘;aemgzhosa lung mfectlons
{6]. Pathqgerxetsmlnc ASeartle; Wa, USA):is _rgurrently
planning c hnmal tnais for Polymy;un Elyin patients

with:CE ) 109G, uh: By it ¥ S G I MC

thosomally ssynthesized, cationic an‘:xmicrobxq'

peptides are so widespread that they are likelyto play
an important protecnve role [2, 3}.: Although ‘certain
peptide structural groups.occur (B- -structures stabilized
by disulfide bonds, .amphipathic a—hehccs ‘extended
structures, and loops) [3.7], and these structurés tend
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a vaneiy ofi mnetestmg activities; 'mdmﬂhg an abﬂlty to

~ promote wound healing, a potential advantage in deal-

ing w1th the damaged lungs of CF patients [13]
th

EW; H;mc’o'ck unpublished). Thus we
‘ant bial cationic pepndes have excellent
potential in CF to d:feat P aeruginosa lung infections.
Both the caﬁomc protein 1B P15 (Neuprex, Xoma
Corp, Ca, USA) and iB—367 (a protegrin-like cationic
pcptxde from lntrabmucs) are reported to be

: .5u:ndergomg phase [ (safety) clinical trials for use in CF

;:gnents
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