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THE FIRST INTERNATIOWAL CONPERENCE
ON CARDIO-~VASCULAR SUBSTANCES

«TTEBER -

The following 1s & transistion of the article
I Mezhdunarodneys konfersutslys pe serdschno-~
sosudistym veshchestvenm,” by A, S. Sadykov in
Uzbekskiy Khimicheokly Zhurrel (Uzhek Chemicsal
Journal}, WNo 4, Tashkent, 1080, pages 67-70,7

Ot the invitation of the Depavtment of Organic
Chemistry of the Chamical Institute of the Slovak Academy
of Sclences, the First Internstionsl Conference on Cardio-
Vescular Substences took place from 25-28 November 1959,
in Smolenice. Teking pert in the Conferancs wers ascien-
‘tists from the Germsn Democratic Republlec, Hungary,
Poland, the Soviet Union, Sustria, the Federal Republic
of Germany and othsrs. '

The problem of cerdlo-~vescular substences has at
present exceptionelly imporiant significance and tayes
in & wide number of chemical, blochemical and physioclo=
gical questions. ‘

‘ Glucogides, alkaloids. and other organic substances
heve for & long time boeen emploved in medicine as medi~
cinal agents.

Perticipante in the Conference heard 57 reports
on the chemistry, pharmscology and the clinical use of
glucosides and alkslolids (netural end synthetlic fragments
of indole slkaloids} which sz 2 guide way be syatematized
i the Tollowing manner: &) the isolation and study of
organic cardic gluccsides; b) the isoletion and study of
organic alkalolds snd their pharmscolegy; ¢} synthetic
resesrch of anslogues and models of indole alkaloids; d)
organlc compounds posseseing hypotenzive sctivity; and,
e) reports on general guestlons of chemicel therspy and
the clinical use of cerdio=vascular substances.

Of particular interest wers the reports of G.
Bardos and cthers (Bratislsvs) on "The Activity of the
Parasympetholytic snd Farasympathomimetic Substances on
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the Process of the Physiologlceel Enlarging of the Heartg"
G. Raskove (Prague) on "Ciinicel Kesssrch on New Madicines,"
snd O. Repke and others {(Prague) ou "Clinical Testing of
Substences whieh Reduce Blood Prassure.® S

‘Tha report of 8. Bsuer (Depertment of Organic Che=-

fmistﬁy of the Slovek Acadeny of Scilendes) was full of much

factuel materisl on the study of the glucosides of the

piant femiliss Bragslcacsso, Scrophyllarlsceac, Popli-

liocnacess, Ronunculacese snd othera.

T 8TET 18eiated from the lesves of the Mey 111y
of the valley {Convallarle majslis L.} by the wethod of
counterflow shaliing & giucoside convallarotoxin, Ha dige
covered a3 well & new glucoside witk definite physlco-
chemd cal properties. - In sdditicn he atudled the dynanics
of thes sceumuleticn and changes of the convelle oboxin in
the lsaves of the lily of the valliey depending upon the
period of picking, the growing placse and other soll and
climatic conditions., . L -

8. Orasng shared his results of the isolation of
the gluceside helveticosids from the Hrysbmus canegoens
yvieiding Osl1 = 0.8% by the method of sagusous extrsction
from organic metiter with e mixture of chlorolorm -- metha~-
nol, and by shaking it with & mixture of toluene -- n=-butyl
aleohol =- water efter the thickening ol the extract, '
After the extraction of the solvent under vacuim end crys-
tslilzetion, the crystalilzed helveticonide was recelved.

1. Korbelar t0ld of the therapeuitic experience with

| helva%ia&@idevglucwﬁida‘With cerdlotonic effect.

. A, Babultova snd F. Seletsiiy, @pssking on the
eardictoxic and cscdlotonic effects of helveticoside,
brought out comperative date on hevetlcoside with atro-
phenthin end convallatoxine. The cardiotonic effect of
the glucoside was detormined on the isoclated hesrt and on
the cerdio-pulmonary systen of froga end rabblis.

: in the address of O, GQGorakov end others (Brati-
slava) date were given on the glucoside hellehorin ai-
tracted from domestic Helleborus purpurenscens (yield

. 0.2%). The substance has bevn corpared with the helle-

borin received from H. niger, and their identity hss been

‘proven., The cardictonic eiflesct of helleborin hes been

eateblished in various solvants. In addition to halle=-
borin an undescribsd glucoside with & mol. wh. 248° wae
extrected by the meihod of & paper chromatogreph.

. G, Recova (Pragus) told aboubt ths mozt recent pre-
parstions extracted from Digitselie lensts (scetyldigl-
toxin, lanetoslide, desecetyllimnatosice S). o ’

On the instrustions of the scientlats of the Khar'-

kov Scientific Research Chemical=-Pharmaceutical Institute,




Me A. Angarskevs spoke on the results of the comparative
pharmacologloal charscteristics of new cardio glucosidses
== gireniotoxin, sllolside, honphtine end hophruside, all
of which have ghown signilTicant biologicsl effests,

A very interesting report was %iv@m%by ths ¢ole
leagues of the Department of Orgenic Chemlietsy of the
Chemicel Institute of the Slovek Acadewmy of Sciences on
the chemlstry and phermscology of the sikeloide frow
Veretrum slbum L. UL ~
: in the repert of I. Tomko, C. Bausrov, and I,
Bendlk data were brought forth on the isclation and exe
traction of the elkelolds of V. _albuw growing in Dlovekis,
It was shown the the pleni doez not conteln protoversairine.
Seversl new alkeloids were lsolated with & complex ether
cheracter and with significant hypotensive éffect., * By
the method of the chromatagreph three more bazes wers
discovared with hybhotensivs characteristics, o

The report of V. Ditteoveya and F, Seletskiy was
devoted to the questions of ths study of the hypotensive
sctivity of separste frachbions end to the estsblishing
of their effsct. Lo o :

0. S8treufl end others (Sclentiflic Rassarveh Institute
of Medicinal Plants, Pregue) devoted thely reporbts to a
survey of the lsclation end fractional sepsration of the
sum of sikalolds from Vincz winor (growing in Czechoslo-
vekia) with the isolastion of vincamine, jsovinecanine,
vinceminoreine, end vincamidine., They reporied on the
detelled physlco~chemicsl properties of the isclated
bages. I. Irejecl and cothers showed that vincamine pos~
sesses good hypotensive effect when adminlstered in doses
of radistion eof 100 gumme/kp. Higher dozes significenily
influsnce the activity of the heart and breathing. Further
study on vincmmine has given new datsz on the regulation
of blood pressurs. o : o

Jde Hokra snd I. Kompis (Depertsment of Orgenic Chem-
lgtry of the Chemicsl) Institubts of the Slovak Acedemy of
Sclances) gave & survey of the slkeleids exirscted from
Vinoca minor, and brought out deta on the szeperation of
the sum of bassz  and the extrachtion of vincemine, 180=
vincamine, & new meazng for extracting vincsminorine snd
& dotallsd charscterization of an undeseribed alksloid
vincsrine and four more crystsliized beses,

#orthy of note were the speeches of the chemlsts
end pharmecologlistas (Sclentific Resesrch Inatitute of ‘
Phermecy snd Biochamistry, Prague) which ware devoted to
the synthetlc resesrch of g2ikalceids of Rauwolfia and to
producing norharman, and in perticulsr to the chemical
end pherocologilcal reaszveh of ths indcle which they
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produced. In the opinion of L. N. Yakhontov (Uspekhi
Khemil (Succssses in Chemistry), No 26, 1957, page £59),
the slkaloids of wvarious types of Rauwoclf{la ere related
to the produced indeole and sre subdividsd lnto three
large groupe: 1)} the strong bases {quaternary suhydrous);
2) bases of wmedium strength (indolineas); and, &) weak
‘bages (indolesl. The indole alkslioclds in thelr turn ave
divided into two groups: 1) elkelcids of the type tetras~
hydrosletonine; snd,2) the t¥ps yohimbine. Lo the latter
ars related meny of the slkaloids of Reuwclfla, for ex~
gmple reserpine and its sterecisousr racemidine, methyle-
rogserpate; and Lts icomer seredine, and slso recanesclng,
deserpldine (identified with conesains}, rescinnamine,
yohiubine (its lsomer) and simaslins., The most important
alkalcid of thls grdeup is reserpine which was first lsoe-
lated in 1852, Its structure wss discoversd In 1954,

In 1856, Woodward and sssocletes completely syne-
theslzed regerpine {Journsl of Americen Chemlcel Soclety,
No 78, 1956, page 2083). o .

‘Recensscine snd conzssine {desssrpidine) sre Ile-
desmathoxirezerpine slksloids. The strustures of deser-
pidins, juvat &2 with reserpine, was discoversd by research
on the products of slkaline ssponification {methylated
sloohel, 3,4;8=trimsthoxibenzcic end conessine acids), and
znd delhydration with selenlum (iobirine), The data of the
infre-red spectrunm snd chemicel cormpsriscn show that deser-
pidine 1s 8 Il-~desmethoxiveserpine, and has the latter's
conffiguration. '

Ya, Voykkhet brought attention to the faet that
after the synthesis of reasvpine, there began the synthe-
3¢ resserch on the wlkslolds of Reuwslfis. <+he sclenw
tists ixn the laboratory of the spesker had completaly syn-
toesized racenic deserpidine, f.e.; desnethoxnirsserpine:

| OCH,
| .QMQQ.C} (0Chy

The extrastion of intermsdiate products and of
dessrpine was significantly incresssd,
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The racemism of dsserpidine was @0159 Git th&
optical entipodes with the nld of d~cemphosulphonic sasld,
and ledeserplidine wes recoivad, identical with the

natursl slialoid, and a synthesis of izcdeserpidine was

realized which was dimtiﬁgdi“hﬁﬁ frgm desarpidine by the
steric placemen* of thea third carbon atom. Fharwseolos

- glcal study of deserpidine snd other synthetic modsls of

regerpine~like alkalcide has. shown thst the weak influ-

ence of the methoxi-grour in 611 on the vhermecclogl cal

eff&et avtests 1o the closanezs of degerpildine wilth
eseronine,

M. Protiva has shown thet trypiemine snd s fesw of
its simple by~producis {serctonine, psilocybine, bufon-
tenine) are natura and rharmscologleally interesting
compounds, # fragment of tryptemine iz met with in many

- alkslolds having great importance {ergotamine, yvohimbine,

reserpine, physostigaine, caWVﬁantbinsQ 8tte }e In the
resction of condensatlion of N-methrletryptamine with the
oxide of alkylens or hydride reduction of Nemethyletzype
tamine end moncethers of sliphatic dibesic scids, were
recaived Nemsthyl-tryptamincelkynolsz, snd agé,ﬁmtrh
mothoxibenzole others which turned oub to have the ﬁh?pﬁ
of reserpine.

in & series of gynihsgaes, Lryptemine waa uﬁaﬁ a8
a sourcs product. for example, as the resuld of the
rezction of Stypimmine with glyﬁxaliﬁ acid woTs received
the products 1,8,5;4~tetrehydroncrharmean, By the eyeli-
zation of twyptﬁmiﬁas of aﬂal*%astﬁa acids {uoi aetion
of the (gechoslovakisen Qham%cal fnmmuviﬁvﬁ No &4, 19d4,
pags 74}, ecooraing e pleslereNapliral Seiy, with the
following reaction was ﬁyntﬁe%ixeﬁ &8 geries of le-sgubsti-
tuting &, d4~tetrehydronorharmon according tot he schsomes
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Le@end' 1. R=QCHz {(plaecs 4 cr 7);2, tryptamide; 3. sral-
kyl -2, 5,4 dihydrgm@fhermanf 4, l=arelkyli-2,3%,4 tetra-
hydronorharmen.

One of the preparsticns =« methylsulphonate l-
. benzyle2.3, 4wtetr&hy&ran@rharmaﬁ {phenchiarmen) -~ was
v used experimentallv in the c¢linic as & sedative {(of the
reserpine typa

. L G&i /\
. ﬁ?tﬁP%&Qﬁ
. léH

GH?‘“ uéﬁc

Ve Treks and M. Venecec spoke about the testing of
the prepprationa -= gnglogues of reserpine which had been
synthesized by M. Protive and his cclilesgues. One of the
products 1,2,3,4~tetrehydronorharman, end especially le-
benzyl-2, 3, 4-tstrahydroncrharnsn possesaes hypotonic pro-
pertiss of the reserpinse tyre:

From the coupounds showing closer activity to re-
serg‘nﬁ is related the 10-florinerseserpldine compguﬁé
(L. Novsk, M. Protiva, Naturwisssnechelten, Neo &6 1959,
page 579}, &;1-10 florinereserpidine:

Legend: 1. d,1=10 florineressrpldine.
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Lo Vrboveki {Chemical Institute of the Slovak
Academy of Sclences) spoke on the snti-srrhythmic effect
of soverel aliphatic ethers of sbietinic snd dehydroe
abietinic acids, Arvhythmie wes producsd by the injection
of barium chloride and aconitine, .

Me Gava and others, end else I, Trajenec end others
(Scientific Research Institute of Medicinal Plants)
spesking on the hypotensive activity of the methylamide of
camphoric aclid in doses of 0.1 to 10 mg, brought out dats
cn the synthesls of nitrous snslogues of camphoriec seld,
particularly Nesubstitubted camphidine, and elso data on
the conformation of the produced compounds, ,

In his general report, Professcr A. M. Russnov
(Central Institute of Mediecsl Rediology, Leningread) told
of the study of various cemphidines which had been synthe=-
slzed by the chemizts of the Institubs,

Eo Yekimovslke (Wersew) gave e report on the boye
organic compounds of the arometlc kind. In the example
of phenylboric aecid #nd simlliar substances poasessing
depreasive sff2cts on the centrasl nervous system, a small
toxliclty of the synthesized corpounds was discovered,

) Characterstlc of the Confersnce was the complexity
of presentation end discussion of the chewical as welil as
the phormscologleal reperts. Ono could thus recelvys g
fall dmpresslion of the sultsbility of one and snothsr

cprepvaration for curing hesrt silments.

One particulerly fsels like emphasizing the ate
mogphere of creative cooperation and mubusl undsrstanding
which permeated the work of the Conferense., Tribube must
be paid to the organizers of the Confersnce -~ the Slovek
Acedemy of Sciences whose members created sll conditions
for meivre dellbsrstion of the participents. One must
glgo goy that the Soviet zcientists profiied from the
extrsme attention and care shown them by the Slovek colw

Cleeagues,




