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Soft Drugs-XVI. Design, Evaluation and Transdermal 
Penetration of Novel Soft Anticholinergics Based on 
Methatropine 

BioMed. Chem. 1993,1,327 

G.N. Kumar,’ R.H. Hammer? and N.S. Bodor’ 
‘Center for Drug Discovery, Box 100497, JHMHC, College of Pharmacy, University of 
Florida, Gainesville, FL 32610 
2Department of Pharmaoeutics, Box 100494, JHMHC, College of Pharmacy, University 
of Florida, Gainesville, FL 32610 

Nine soft drug analogs of methatropine based on the phenyimalonic structural unit were 
synthesized and studied. lt was found that they are hydrolytically deactivated during a 
transdermal penetration process. A linear correlation between log pattition coefficients 
(log P) and log permeability coefficients (log 16, for all compounds tested was found. 
Topical application of these soft drugs is expected to result in local antisecretory activity 
with essentially no systemic side effects. 
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Bioactivity and Molecular Modelling of Diphenylsulfides and 
Diphenylselenides 

BioMed. Chem. 1993,1, 333 

Julie A. Woods, John A. Hadfield, Alan T. McGown and Brian W. Fox 
CRC Department of Experimental Chemotherapy, Paterson Institute for Cancer Research, Christie Hospital NHS 
Trust, Wilmslow Road, Manchester M20 9BX. U.K. 

The dibromoselenide (7) has shown some biological effects similar 

to those of Taxol. Molecular modelling has shown that the bromine 

atoms play an important role in the biochemistry of this selenide 

(7). OMe 
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FROXYL NITROXIDE OF LITHDCt0LIC ACID I A POTENTIAL SPIN PROBE FOR MODEL 
ME!BRANES 
Shanaila Eanerjee’, Oirirh K. Trlvedi a* , 

Sudha Srivastavab and Ratna S. Phadkeb 

‘Department of Chemistry, Indian Institute of 
Technology, Bombay 400 076, India 

b Chemical Physics Group, Tata Institute of 
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The incorporation and the mode of localiza- H 
tion of a new steroidal proxy1 nitroxide 7 (SPN) 7(=SPN) 

in model membrane system have been ascertained. SPN has been used as a spin 
probe for studying phase transition and permeability of model membranes. 

Preparation of the Pure Diastereomeric Forms of S-(5’-Deoxy-S’-adenosyI)-l- 
ammonio4-mefhylsulfonio-2-cyclopentene and Their Evaluation as Irreversible 

BioMed. Chem. 1993,1, 349 

Inhibitors of S-Adenosylmethionine Decarboxylase from Escherkhia coli. 
Yong Qian Wu and Patrick M. Waster,* Department of Pharmaceutical Sciences, Wayne State 
University, Detroit, MI 48202 

Abstract: The conformationally restricted S-adenosylmethionine analogue AdoMac was prepared in 
its pure diastereomeric forms, and each diastereomer was evaluated as an irreversible inhibitor of the 
pyruvoyl enzyme S-adenosylmethionine decarboxylase. The data suggests that these and related 
analogues may be useful as conformational probes for the catalytic site of the enzyme. 
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Investigating the s-2 Subsite Selectivity of Alkaline 
Proteases in Hydrolysis of Diastereo-Peptide Esters and 
Molecular-Modeling Interpretation 

BioMed. Chem. 1993,1, 361 

Shui-Tein Chen,l Chen-Chen Tu,’ Shiah-Yun Chen,’ Hsuan-Cheng Huangt and Kung-Tsung Wang12 
lInstitute of Biological Chemistry, Academia Sinka, T&wan, R.O.C. 
2Department of Chemistry, National Taiwan University, PO Box 23-106, Taipei, Tu’wan, 10098, R.O.C. 

Diastereomeric peptide-esters have been used as substrates, and the kinetic constants of the three alkaline proteases. 
subtilisin Caqrlsberg, alcalase, and Nagarse catalyzed ester-hydrolysis, were measured to investigate the selectivity of the 
enzyme-catalyzed peptide ester-hydrolysis. All three proteases preferred the substrata which had a small side-chain at the s-2 
site. 

Intramolecular Carboxylate Catalysis in the Depurination BioMed* ‘hem* 19939 ‘I 369 
of a 7-Methylguanosine Derivative 
Scott A. Van Arman and Anthony W. Czamik 
Department of Chemistry. The Ohio State University, Columbus, OH 43210, U.S.A. 

We have compared the pH-independent rates of glycosidic hydrolysis in a carboxylate bearing 7-methylguanosine derivative 
with those of a reference compound and with that of 7-methyl 
catalysis in the hydrolysis reaction, although the instability of $ 

uanosine itself. A syn-oriented carboxylate group affords 
alkylguanosines above pH 7 severely limits the useful pH 

range that could be studied. The effect of the carboxylate near neutral pH can be viewed in three different ways: it provides a 
3-fold acceleration as compared to underivatized 7-methylguanosine, an approximately 30-fold acceleraton when the 
decelerating effect of the ketal group is considered, and because of slow decomposition of the reference compound under the 
reaction conditions, we conclude that the carboxylate provides an acceleration of >43-fold as compared to the protio 
reference compound. 

Enzymic Acylation of Methyl D- and L-Glycopyranmides: 
Influence of the 3.Hydroxyl Group 

BioMed. Chem. 1993,1, 315 

D&o C01ombo.~ Pi- Ronchetti,“Antcmi~ Scala,* Ida Muir TW and Lucia Tab 
‘DipartLnento di chimiu c Biochimicx Mediu UnivmitA di Milmo, Via Saldini 50.20133 Mihno (Italy) 
bMpartinmm di Qlimiu Organic+ Univeasit& di Pwh, Via Tmmelli 10, nlO0 Pavir (WY) 

In order to investigate the influence of the 3-hydroxyl group on the regioselectivity of the reaction, 
compounds lb-4b have been submitted to lipase catalyzed butytylation. 
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THE SYNTHESIS AND USE OF pp60src-RELATED PEPTIDES BioMed. Chem. 1993,1,381 
AND PHOSPHOPEPTIDES AS SUBSTRATES FOR ENZYMATIC 
PHOSPHORYLATION STUDIES, John W. PerichA*.B, Flavio Meggig, Robert M. ValerioA, R. B. John@, 
Lorenzo A. Pinnac and Eric C. ReynoldsB, ASchool of Chemistry and BSchool of Dental Science, The University of 
Melbourne, Victoria, Australia, and CDepartment of Biological Chemistry, University of Padova, Paciova, Italy. 

Abstract: The enzymatic phosphorylation (CK-2) of the auto-phosphorylation site of pp6os’c, -Asn-Glu-Tyr416-Thr- 
Ala-, was studied by the use of the following synthetic peptides and phosphopeptides : 

Asn-Glu-Tyr(P>Thr-Ala 
Asn-Glu-Se@)-Thr-Ala 

Asn-Glu-Tyr-Thr-Ala 
Asn-Glu-Phe-Thr-Ala 

Asn-Glu-Tyr(Me)-Thr-Ala Asn-Glu-Ala-T&Ala 
Asn-Glu-Cha-Thr-Ala Asn-Ala-Tyr-T&Ala 
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Ckristelle Franot, Claude Benem, ml Jenn-Pierre LRpoittevin* 
Labratoire de Dermatochimie associC au CNRS, Universit& Louis f)asteur Clinique Dwmatelogique. CHU, F-67091 Stnsbourg, F”rancc 

Two moiecufcs 9 and lrt, r~~~~~~ves of two series of el~~~phil~~ locione 
d~r~~liv~~ have bwn ~~~esi~, ~~~~ with cafe 13 at their ~~t~~ 
sites. The rn~~~js~ and the arts of tbz ~~ctj~n of these tul(r m~~ec~~~ 
with ~urna~ serum albumin ffiSA) under vwisus reaction c~dj~~~s have been 
studied by 13C NMR using DEFT 135 sequences. Results using the protein 
dissolved in aqueous medium at butylamine (a model nuckophik) dissolved in 
orgnnic solvent were very similar. These results are entirely consistent with the 
in vivo allergising activiky of lhese mokcuks. The validity of the Relative 
A~~ylat~~ Index DRAIN as a ~~~~t~ve model in cOntact alkrgy is d~sc~~d* 
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