/nd World Congress of the Board of Pharmaceutical Sciences of FIP

— |

‘he G

obal Translation of Science

into Drug Development in Advancing Therapy
O O

May 30 - June 3, 2004

Kyoto International Conference Hall, Japan

Sponsored by:
International Pharmaceutical Federation (FIP)

American Association of Pharmaceutical Scientists (AAPS)
Association de Pharmacie Galenique Industrielle (APGI)
Australasian Pharmaceutical Sciences Association {APSA)
Academy of Pharmaceutical Sciences of Great Britain (APSGB)
Academy of Pharmaceutical Science and Technology, Japan {APST))
Controlled Release Society (CRS)

Eusopean Federation for Pharmaceutical Sciences (EUFEPS)

Pharmaceutical Society of Japan {PS}) 2ﬂ¢ et @
PHARMACEUTICAL ™ |
SCIENCES

e
WORLD. _CONGRESS e
T, -



prarmaceulical Sciences World Congress

“ealiunt ey ive 3y P S
29EALG1D im estipation of stereoseliclive asymmatric Punnnerer
’ reaction and Pummerer-type evelization

viotoviks Mivamotn, Shigeki Sano. Yoshimise Nagao
Gragune Schewal oof Pharmacontival Sceenves, The Lniv af Tl chmne
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purpose: Pummerer reactions, providing various e-substiutad sulfides from

e comespinding swifoxides, have been altractive in regard 1o their value in

fe synihesis of patursl products and hiologically active compaunds, We

catied Wodevelap highly enamioselective Pummerer reactions hased an the
sancept of nonbonded §+-0

PummeseT-1yvpe cvclizatians

slethods and Results: Chirg) paalyl sulfinvlacelic soid demvatives were
szaled with Ac;0 (2.0 mol eg.), methylsilyl wilate (TMSOTD 130 mo)
31n an smude solvent al room lemperatere 1o give the comtsponding o
cetoxy sulfides in P6-95% ee We also aftemnpesd & applicaiion of

yEmetnc Pummerer-type cyclization in an amide solven.
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W ormeioepara #i
encluslon: We  demonstrated 2 novel eimple procedure for hughly
repselective Pummerer reactions based on the voncept of nonbondad §--

ngraclions,

014 Synthesis and aptihypertensive activity evaluation of
novel 2 -imidazolvi-substituted dibsdropyridines

Hadwadeh ' 7, Zahra Fatehi-Hassanabad®, Mohammad Bamshad”,
I Poorsoghat ', A Beheshtizadeh ', Bibi Fatemeh Anaraki-Firnoz?
wiay Fae., Mashhad Univ, of Medical Sviences, fran: Bu-Ali Pivar-
«iical Sciences Research Cemier, Masihad Univ. of Medical Sviences,
Medicine Fac., Mashiad Univ. of Medical Sciences, Tran

ose: Numerous investigations are carried out to design novel drugs af
opyTing class with more selectivity and less adverse effects. The
cbjeclive of the present study was to characterize the effects of a few
“ synthesized  dihydropyridine  compounds  with imidazolyl
‘ent at their 2 and 5 pasition of the ring an hypenensive rats, So a
of diglkyl | 4-dihydro-2-[2-¢1-imidazalyl) ethyi]ls G-methyl-d.{1-
“Z-alkyithio-5-imidazolyl)-3,5-pyridinedicarbaaviaics (3a-e) were
sized and their antihypertensive activities were determined on
“-salt induced hypertensive rats.
‘-d‘: Farst dialkyl 1, 4-dihydro-2. 6-dimahyt-4-( | -benzy)-2-alkyithio-5-
“oIvl}-3.5-pyridinedicarbox viates synthesized previously (la-e) were
- With paraformaldehyde and dimethylamine hydrochloride to give
1 4-cihydro-2-[2-(dimethvlaminoethyT]-6-methyl-4-( t -benzyl-2-
o--imidazalyl)3,5-pyridinedicarboxylates (2a-¢). Reaction of the
wih amidazole afforded the title dialkvl 1.4-dilydro-2-[2-(1-
W1 ethel)e 6-methyl-4(1-benzyl-2-alkylthio-S-imidazalyl}-3,5-
_'_.1_|curhox}-!atcs (3a-e). The antihyvperensive activilies of the
sifes (Va-e, 2a-e) and 1tle compounds (3a-¢} were recorded in
‘.~.?11 induced hypertensive rats thyougeh a diregt measurement of
?llf-*Gd pressure with sndweliing catheler, A comparizon was made
sdipine.
All tesied compounds were weaker compared 10 pifediping buy
ceiive al doses below [ mpky, supgesting tha they are effective as
Tiensive agems.
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PRE.AL013 Synthesis of the pendamt muiety of oral 1-wetnicar-
gt ol VR I iz |, s .
bapenem antibiotic L-084 psing T-azubicy -
clof1.1.0fhutane

Kazuhilo Havashi, Yoshilusi Jhee, Shigeki Sano, Yoshimitsa Nagao
Loeadiate Schnsd of Pharmacenicel Scienves. The Univ of Tedarbion,

Japue

Purpase: L-084 is 2 new orad [femethylearbapenem amibiotic with 2
broad spectrum and 3 polend antibaclenal activity against vaTioons
chimrally solated bacleria. We wished fo develop an efficient synshetic
for the pendant (33 of L-084 wie Y-azubicyclefl.] Ofbulene
{ABB; vselul for the synthesis of azetiding derivatives

Methods & Resuhs: Remarkably sirained ABB was synthesised in a

3-gitromspropylamipe hydrobromide (2),

fugh viedd by eyclhization of 2
oblziced by the brominasion af sllylamine (1), with 5-Buli. This
cyvclization required a lithivm cation and seemed i proceed vig two sleps
af cvelic dmansition  slates dnvoheing the intramalecular Bresli
coordinztion. The resulling ABB was convented 10 3 in three steps. These
symhenc pricedures wil) be easily scaled becavse chromatographical

purification ic annecessary in each reacton.

Conclusions: We establishedt the efficient synthetic methed for 3 from 1
vig ABB. This poster wil) discuss this syntheric route and the spplication
of ABB 1a the synthesis of other useful azetidine derivatives.
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PAE.V-015 Svnthesis and structure-acthvity studies un LY411578
Hzruhiko Fuwa, Yumike Okamura, Yuichi Morohashi, Taisuke Tomila,
Takeshi bwarsubo, Toshiyuki Kan, Tohru Pukuyama, Hideaki Natsugari
Cradume Schao! of Pharmaceatical Siiences, The Univ. of Tokyn, Japan
Purpose: Medium-sized lactams constilute an important class of struciural
motifs that can be widely found in many narural products and drugs.
Develapiment of an efficient 1zctic for the synthesis of medium-sized
lactams and its application 10 the structure~—activity studies on a potent
y-secratase infibitor LY41 1575 have becn investgaied,

Methods: An intremolecular Steudinger—aza-Witig (SAW) reaction of
w-azide pentaflugropheny] (pfp) ester was ufilized 25 2 potentially useful
methid for the synihesis of medium-sized lactams, which were elaborated
into LY411575 by conventional chemistry. Inhibition of AP preduction by
these analogues was evalzated in vitro using recombinant C-lenminal
fragment of APP a5 a substrate.

Results: An intramelecubar SAW reaction of w-azido plp ester induced by
W action of #-Bu,P could be efficienty applied 1o the synthesis of 7- 10
Y0-membered lactarms. Elaboration af LY411575 analogues fallowed by
evaluation of their ability to inkibit the Af production revealed that several
new analogues were found to possess patent activily (ICy 5.2—37 aM).
Conclusion: We have demonstrated that &n intramolecular SAW reaction
of w-azido pfp ester is an efMicient and penersl mathod for the constructicn
of mediwn-sized lactams. Several new patent LY 411575 analogues were
synthesized by means of the presen: methodslogy.



