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THE FIRST INTERNATIONAL  CONFERENCE 
ON  CARDIO-VASCULAR  SUB3TANCES 

■USSR- 

/The following Is a translation of the article 
^1 Meahdunarodnsya konferentsiya p-o. serdechno» 
sosudistym veshchestvara,w by A. S. Sadykov in 
^b£££k|ijäl£mi ehöskiJL.Zhw»nal (Uzbek Chemical 
Journal XTTfb 4rT?asViken,t,"~T^Ö'» pages 67-70^7 

On the invitation-of the Department of Organic 
Chemistry of the .Chamioal Institute of the Slovak Academy 
of Sciences, the First International Conference on Cardio« 
Vascular Substances took place from 25*28 November 1959, 
in Smolenice» Taking part in the Conferenca were scien- 
tists from the German Democratic Republic, Hungary, 
.Poland, the Soviet Union, Austria, the Federal Republic 
of Germany and others» 

The problem of cardiovascular substances has at 
present exceptionally important significance and takes 
in a wide number of chemical, biochemical and physiolo- 
gical questions. 

Glu cos ides, alkaloid .and other organic substances 
have for a long time been employed in medicine as medi- 
cinal agents. 

Participants in the Conference heard 57 reports 
on the chemistry, pharmacology and the clinical use of 
glucosidas and alkaloids (natural-and synthetic fragments 

* \A of indole alkaloids) which as &  guide may be systematized 
ift the following manners a) the isolation and study of 
organic cardlo.glueosidea; b) the Isolation and study of 

, '»      organic alkaloids and their pharmacology %   c) synthetic 
research of analogues and models of Indole alkaloidsj d) 
organic compounds possessing hypotensive activityj and,. 
a) reports on general questions of chemical therapy and 
the clinical use of cardio-vascular substances* 

Of particular interest were the reports of G. 
Bardos and others (Bratislava) on nThe  Activity of the 
Parasyrapstholytlc snd Parasympäthosniraetic Substances on 
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th© Process of the Physiological Enlarging of the Beart$M 

G» Raskova (Prague)  on "Clinical Research on N®iw Medicines.,1* 
find 0« Repka and;.others  {Prague)  on "Clinical "Testing of 
Substances which-'Reduce Blood Pressui1©»'* 

Th© report .of- SV Bauer (Department .of Organic Che~ 
mis toy of the "Slovak Academy of ■ Sciences') ■ was full of much 
factual material -on '-the study of the gluckst de«'of the 
plant families B^assiceceaej  Sorophyll.ayl.ageae,  £2£il" 
lionac©a©4, RonuncuXabea® md others. 
~~~"™^^7T siETTsoIa:E©2rfr-^in -the' leaves' of the May lily 
of the valley (Convj^aglei ^^iSi^Ä-it« ) l>^ *he »»thod of 
cöunterflöw shading a glucolläF'convallarotoxiR.    Ke dis- 
covered as well a new glueoside with definite physico- 
chemical 'properties, - In addition he studied the '.dynamics 
of the accumulation arid changes of the  eortvalls^otoxia in 
the leaves  of the lily of the vallay depending upon'the" 
period, of picking»  the .growing placer sad othsr soil and 
climatic conditions* 

■ &.  Ora&ng shared his results  of the isolation of 
the Älucösid® halvetlcosida from the Erysirmm canescens 
yielding Oil -   ^0*2% by the method of scqueous extraction 
from organic matter with'"a mixture» of chloroform —» -metha- 
nol»   and by shaking it with a mixture of 'tolu«n«'— n-butyl 
alcohol -.- water after the thickening of the extract* 
After the extraction of, the solvent under vacuum and crya- 
tallisation*. the crystallised helvetieoside was received. 

I. Korbelar told of the* therapeutic experience with 
helveticoside glucosid© with eardiotonie effect, 

A. Babul »ova and F« .Seletskiy,' speaking on the 
cfird'iotoxic and cardiptonic effects of helv©tieosid#, 
brought out  comparative :';dafca on h@r@ticosid® with s'tro- 
phenthln end oonvallatoxin*    The eardiotonie effect of 
-the glucoside was -determined'on the isolated ho art ®n& on 
thecard! ©»pulmonary systea of frogs and rabbits* 

In the  address' of -0,    QorakoT arid others '{Brati- 
slava)  data Were given' .on the glucosido hell ©bor in ex» 
tracted fro» domestic Hellebor^^urourjiisxeng  (yield 
'0*2%),     ^e substaac« EinSeen ebirpired "ifl.th the helle- 

' borin received from % BifÄ»   an<2 tjheir identity has b@©n 
" proven,    The  csrdiotbnio el'Teot- of heliebor'in has been 

.-. established in -various -sol vents, .  In addition to helie- 
borin an undes cFitocl. ■giucoside with a raoL wt,  242° was 
extracted by the method of a paper '.Chromatograph» 

ß* Kecova (Prague)  told about the most ree©st pre- 
parations extracted" from ßi^^ali^J^anata (acetyldigi- 
toxin,   lanatoside^  d©sa'c«tylisri.atosido™>§T* 

On the instructions'-of the sci@nt.tat© of the Khar1- 
kof Scientific Research Chemical-Pharmaceutical Institute, 



UP  A« Ang&rsfe ay a spok© on the results of the comparative ' 
pharmacological characteristics of new cssrdio glucossidea 
-• airenlotoxia, alloiside, homphtind &nä hophruside» all 
of which hav$~'$hcnm significant biological effects, 

A ver^ifehteresting report was givers .„»by the col- 
leagues of the'l>©partraent of Organic Che^dfetry of'the 
Chemical Institute of the Slovak Academy of Sciences'on 
the chemistry and pharmacology of th* alkaloid© frora 
Veratrum album L. 

Tnthe report of -I. Toroko, 0* Baüdrov,- and I* 
Bendik data wer©- brought forth on the Isolation and ex- 
traction of the alkaloids of V*_jtlbum growing in Slovakia» ' 
It was shown the the plant does~not .contain ppotoveretrine« 
Sev@p®.l new alkaloids, were'Isolated'with a-coasplex ether 
character and with significant hypotehsiv©' Mfact. ■ By 
the method of. the Chromatograph three more bases' were 
discovered with hypoteimiv© . characteristics« 

The report of V,'Dit'teovaya and P. Seietskij was : 

devoted to the questions of the study of the hypotensive 
activity of separate.fractions «nd to the establishing 
of their effect» 

0* Strauf and others (Scientific Raseareh Institut« 
of Medicinal Plants» "Prague) devoted their-reports to a • 
survey of the isolation end fractional separation'Of' the 
sum of alkaloids from ^Inc^iolVic^ (growing in Csseohoslo- 
vakia) with the isolation oF".vtncaaiine» .isuvlhcaraine, 
Tinaaminoreine^ and vincamidine»'"They reported on the' 
detailed physico-chemical "properties of the isolated 
bases. I« Krejei and ethers showed that vincamine pos- 
sesses good hypotenslve effect when administered in doses 
of radiation of-100 gassm/kg« Higher doses -significantly 
influence the activity of the heart and breathing. Further 
study on vincamlna has "■■given new data on the regulation 
of blood pressure,. 

J* Mokra and I. Koapi© (Department of Organic Chem- 
istry, of the Chemical Institute of th® Slovak Academy'of 
Sciences) gave a survey of the alkaloids extracted from 
Vijnoa^jiinpr» 'and brought out data on the separation of 
the" sum oTmb&B3B    and the extraction of "vincamine* iso« 
vineamine-* a new means for extracting Vine&minorine and 
a detailed chars et er 1 zation of an undeseribed alkaloid 
vinoarine and four more crystallised bases* ■' ' 

Worthy of not© tere th® speeches of the chemists 
and pharmacologists (Scientific Research Institute of 
Pharmacy Bnd  Biochemistry* Prague) which ware devoted to 
the synthetic research of alkaloids of Rauwolfia and "to' 
producing norharißäh, and in particular to th® chemical 
and pharocological research of the indole which they 
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produced« In the opinion of L» N. Yakhontov (ü££fkhi 
Khemli; (Successes In Cheaiistry)* No 26s 1957, pageT39), 
the alkaloids of various types of R&uwolfia fir© related 
to the produced indol© and are subdivided into three 
large groups? 1} the strong bases (quaternary anhydrous); 
2) bases of medium strength (indolines}? and.» 5) weak 
•bases (indolea). The indole alkaloids in their turn are. 
divided into two groups: 1) alkaloids of the.type tetra* 
hydroaletonin»! and, 2) the type yohimbine« ^'o the latter 
are related many of the alkaloids of Rauwolfia» for ex- 
ample reserpine and Its stereolsoiaar raceasldine» methyl- 
reserpate* and its isomer seredine, and also reoenescin«, 
deserpidine (identified with conessine}« rescinnam5.ne, 
yohimblne (its isomer) and ajmallne« The most important 
alkaloid of this"group is reserpine which was first iso- 
lated in 1952» Its structure was diacovered in 1954» 

.."In 1956*, Woodward and associates completely syn- 
thesized reoerpine (Journal of American Chemical Society, 
No 78? 1956g page 2023)* 

'Recanes cine and conessine (deaerpidine) are 11> 
desmethoxireserpine alkaloids« The structure of daaer- 
pidine^ juat 'as with reserpine» was discovered by research 
on the products of alkaline saponifieation (methylated 
alcohol, 3*4*5*»trlraethoxibensB©ic end coaessine acids)» and 
and dehydration with selenium (ioblrine). l'he data of the 
infra-rad spectrum'and chemical coiriparison show that deser« 
pldine is a IX-desmethoxireserpine, and has the latter*s 
configuration*. 

Ya. Voykhet brought attention to the fact that 
after the synthesis of resex»plne, there began the synthe- 
tic research on the alkaloids of Rauwolfia«. *he sei ©a» 
tiats is the laboratory of the.speaker had completely äjn- 
thosiaed raoewiie deserpidine, i*e.s desraethoxiraserplnej 

CHjpOC 

The extraction of intermediate products and of 
deserpine was significantly increased* 
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Th© raeemisBi of deserpldine was split on the 
optical antipodes with the aid of d-o&mphosulphortic acid« 
and 1-deaer-pidine was received» Identical with the 
.natural alkaloid, and a synthesis of isodeserpidine was 
realised which was distinguished from deserp.idine by the 
ateric plscesnent of the third carbon atom* Pharmacolo- 
gical study of deserpldine and other synthetic models of 
reserplne-llke alkaloids has, show« that the weak Influ- 
ence of the atethox.l-group in 0^ oh the pharmacological 
effect attests to the closeness" of döserpidine with 
reserpin©. 

M« Protiva has shown that tryptamin© and a few of 
its simple by-products (serotonin®., psllocyblne, toufon- 
tenine) sr© natural and pharmacologically interesting 
compounds. Ä fragment of tryptsmlne is met with in many 
alkaloids having great importance (ergotamine, yohtebins, 
reserpine, physostigmine, coryaanthin«, etc«}« In the 
reaction of condensation of K-methyl«tryptaiatn© with the 
oxide of slkylena oa? hydride reduction of N-msttol-t-x-yp- 
taaine and monoethers of aliphatic dibasic scids^ wer>e 
received H^methyl-tryptaminoelkyriOles» end S|,4,5-t2»i« 
mothexlbsmaole others which turned out to have the shape 
of reserpine. 

In a series of syntheses, trypt&mln© wsg used as 
a source product» Par  öx:arapl«s aß the result of the 
reaction of typtamina with glybxalie acid wore received 
the products l,2,5,4-tetr«hy(^oncrh«raan. By tho eycli- 
aation of tryptasides of arallphatic aeids (Collection 

paga r/I)/ acooraingTb "MsTir»Napirai;Ti2lys with* the 
following reaction was synthesized &  series ■ of l«substl- 
tutlng R^S-^^-tetrfihydx-onorharmon according to t ho scheme5 

I 

R*0 ^(mamifw?} rpmmzmä1 
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liegend:     1. RsOCHg (place 4 or 7); 2*  tryptamldej  S.  aral- 
kjl^§7'Sj4 dlhydrpnörherm&nj  4»  l-arßlkyl-2,5,4 tefcra« 
hydrbnorharinsn. 

One of the preparations -« siethylsu^Lphonate 1«* 
benzyl-2f3t4*tetrahydronorharman (phenoharman)  — was 
used experimentally in tho clinic as a sedative  (of the 
reserpine type)s 

V» Treka ©nd.M« Vanecec spoke about the testing of 
the preparations — analogues of reserpin© which had been 
synthesized by M» Protiva and his colleagues. One of the 
products 1,2,3,4-totrahydronorhanaan» and especially 1- 
benzyl«-2#394-tstrahydronorharai£n possesses hypotonic pro- 
perties of the reserpine types 

Vmv 
L* 8*  Wg> MJ 

Prom the  compounds showing closer activity to re- 
serpine. Is related the lO-florineroserpl&ine compound 
(L*  Nov»k,  Me  Protiva,  Katurwi^eenechjBften, Ho 46,   1959, 
pag© 579 )t  djfl-10 florinereserpTdTnöi ""' 

f 
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Legend:  1. d,l-10 florinereserpidlne» 
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£•• Vrbovs.ki (Chemical Institute of t he Slovak 
Anadepsy of Sciences) spoke on the anti-arrhythmic effect 
of several alipbatic ethers of abietlnlc and dehydro- 
abietlnic acids'» Arrhythmie wes produced by the injection 
of barium chloride and aconitine* 

M* Gava and others* and also'I, Trajanec and others 
(Scientific Research Institute of Medicinal Plants) 
speaking on the hypotenaive activity of the methylamide of 
camphoric acid in dosas of 0.1 to 10 mg, brought out data 
on the synthesis of nitrous analogues of camphoric acid, 
particularly ¥-s instituted oamphidine, and also data on 
the conformation of the produced compounds* 

In his general report, Professor A. M. ftusanov 
(Central Institute of Medical Radiology, Leningrad) told 
of the study of various canrphldines which had been s-ynthe- 
sised by the chemists of the Institute. 

K* Yakimovska (Warsaw) gave & report on the bor» 
organic compounds of the aromatic kind»  In the example 
of phenylborie acid end similar substances possessing 
depressive effects on the central nervous system, a small 
toxicity of the synthesized compounds was discovered, 

Characterstic of the Conference was the complexity 
of presentation and discussion of the chemical as well as 
the pharmacological reports»  Ono could thus receive a 
full impression of suitability of one and another 
preparation for curing heart ailments* 

One particularly feels like emphasizing the at- 
mosphere of creative cooperation and mutual understanding 
which permeated the work of the Conference» Tributs must 
be paid to the organizers of the Conference -- the Slovak 
Academy of Sciences whose members created ell conditions 

re deliberation of the participants. One must 
■ that the Soviet scientists profited from the 
attention and care shown them by the Slovak col- 

for mat: 
also S)-. 
ex tr disc 
leagues 
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