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toxicity and rather broad but modest anti-
microbial activity.

The photoconductivity screening [3]
of the fermentation broth of Streptomyces
antibioticus TU 99 indicated the presence
of some new metabolites. Workup led to
several compounds, among which were
the two 2(SH)-furanones3and 4 [4]. These
compounds resemble somewhat the so-
called A-factors, which control antibiotic
production, cell differentiation, sporula-
tion, and antibiotic resistance in Strepto-
myces. It, therefore, seemed attractive to
synthesize these compounds. The starting
point was the bromolactone 5, for which
a more efficient synthesis was developed.
Lithiation of § followed by reaction with
either 2-methylpropanal or (§)-2-me-
thylbutanal gave racemic 3 and the two
I'-epimers with the constitution of 4,
respectively. This procedure has the ad-
vantage that similar furanones, which dif-
fer only in the constitution of the side
chain, are readily accessible. The draw-
back is, of course, the loss of stereocontrol
for C(1").

Esterification of racemic 3 with Mosh-
er’s reagent (3,3,3-trifluoro-2-methoxy-
2-phenylpropionyl chloride) and subse-
quent HPLC-separation, analysis of the
'H-NMR spectra, and X-ray crystallogra-
phy allowed us to assign the (S)-configu-
ration to the metabolite 3. Similar proce-
duresrevealed the absolute configurations

of the chiral centers of furanone 4 to be
(1'S,2'S) [5]. Preliminary biological tests
indicated that metabolite 4 had some ac-
tivity against Pseudomonas aeruginosa
and was a weak inhibitor of the chitinase
of Serratia marcescens.

Protein tyrosine kinases (PTKs) play a
major role in pathways transducing extra-
cellular signals to the cell nucleus. Over-
expression or amplification of such kinas-
es may be responsible for uncontrolled
cell proliferation. Therefore, these en-
zymes are interesting targets for the syn-
thesis of inhibitors that might have thera-
peutic potential in the treatment of malig-
nant or non-malignant proliferative dis-
eases such as cancer or psoriasis.

Inrecent years, we synthesized a series
of compounds, which should mimic the
transition state of the phosphorylation and,
thus, might be tyrosine kinase inhibitors.
We used S-nitrostyrene derivatives — as
the tyrosine substitute — connected to an
adenosine derivative through glutaric acid
— the triphosphate mimic [6]. Compounds
of this type proved to be active inhibitors
(ICsg around | uMm) of the PTK part of the
epidermal growth-factor receptor.

A different approach consisted in the
synthesis of analogs of known, relatively
simple inhibitors of PTK, such as the iso-
flavonoid genistein 6 We, therefore, syn-
thesized a number of isoflavones and qui-
nolones resembling 6 [7]. Some of them
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showed remarkable inhibitory activities,
surpassing that of genistein 6: compound
7 has an ICs, value of ca. 0.1 uMm towards
the EGF-receptor PTK whilst compound
8 exhibits an ICs of 8 nM.
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