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Published data [1, 2] and also our own clinical-statistical observa~om show that among the causes of 
premature interruption of pregnancy toxicoses occupy one of the leading #aces .  

Furthermore . a number of authors regard toxicoses In pregnancy as a manifestation of a general allergic 
reaction of the organism of the pregnant subject to placenta albumin. 

Starting from this premise we decided to check experimentally the influence of sensitization by albumin 
on the course Of pregnancy In animals (rabbits). 

The necessity of arranging experiments Is all the more instilled si~,,e the question of the pathogenesit 
of premature birth has so far not been the subject of experimental inve,,r~gation from the point of view of 
allergic factors. 

E X P E R I M E N T A L  M E T H O D S  

We conducted a series of experiments with f ive-t ime sensiflzatto~ of animals with the albumin of horse 
serum and also with placenta albumin of beterogenic and homogenic or~:~m, as usually employed as an aUergen 
in experimental rcpr~ucdo~ of allergic phenomena. 

At the conclusion of sensitization the animals were paired and aP_ee.r pregnancy was established they were 
given a resolvihg inieftion with the same type of albumin in the conduc~-dng vessel of the cornu of the uterus, 
which was carried out by means of a laparotomy under general ether ammstheda, 

A total of 5 series of experiments was performed. 

In the first series (9 experiments) the animals were sensitized with introduction of 2 ml antidlphtherla 
serum on 5 occasions in the ear vein. and on the 19-23 day after couplLv-g the resolving Injection was adminis- 
tered after which, as a rule. all the animals 1-2 days later aborted premature and, In the majority of cases, 

d e a d  rabbits. 

EXPERIMENTAL RI~SULT$ 

Macro- and microscopic investigation of a number of orgam ( l i v e .  kidneys, brain, womb) of the anlmals 
which died in the first days after abortion, showed the presence of the L~r!uences of an acute distmbance of 
blood circulation. 

In the liver we observed everywhere stasis, hemorrhage along the Glisson capsule, perivascular hemorrhages 
between the hepatic fhsmes and also sections with foci of parenchymal nec,.rodt. 
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In the kidneys hemorrhages "~ete c'~erved principally in the cortical layer. In the winding, tubules there 
were foci of fine t~ecrobiosis. 

In the brain a picture of stasls was found; in individual sections there were contractiom of the vessels and 
cellular proliferation around the vessels and in the vascular wall itself, 

In the uterus there were fine hemorrhages, stasls and enlargement of the capillaries in the musculature. 
The mucous membrane was necrotized over a large area. 

The s~me changes were found in the organs of the animals subjected to biopsy in the first few days after 
abortion. 

In the experiments whc~ btoi~ ), was performed 1-2t/z hours after abortion, the changes in the organs were 
marked by signs of proliferatiort. 

In the liver we found single fine hemorrhages with a deposit of hemosiderin and organized thrombi, foci 
of peripheral cellular lnuhiplication in individual lobules, a certain atypica|  character of the parenchyma and 
congestiou of the central veim. 

In the musculature of the uterus there were organizing thrombi and in places atrophy of the muscular wall; 
the mucou~ membrane of the uterus was in a state of atrophy. 

In the 2nd series (9 experiments) we used an extract prepared from human placenta as antigen (10 g 
placenta tissue per 90 mlLocke-Ringer solution); the albumin content varied from 0.4 to 0.6t~ at pH 6.8-7.1. 
The method of the experiments ~'as die same as in the first series. 

In all cases 1-2 days after the resolving injection the animals bore premature, more often dead young. 

The morpholggical changes in the animal organs were identical with the changes obtained in the first 
series of experiments, showing predominant localization in the vascular walls. 

In order to prove die pathogenetie significance of the placenta albumin as an allergic factor responsll~le 
for the inception of premature birth, in the third series (10 experiments) the animals were sensitized with the 
placenta antigen of an aniinal of the same species. 

For this purpose a 1 ~  extract was taken from the placenta of the rabbits subjected toCe~arean operation. 
~rhe method of conducting the experiments was the same as in the first and second series. In all the animals 
pregnancy was interrupted and they bore premature, mainly dead, young, 1-2 days after the resolving injection. 

Macro- and micrc,~cipic study of the organs of the animalt revealed die same changes as we saw in the 
first 2 serte~ of experiments with degenerative changes of varying intensity. 

Despite the law-governed reaction, manifest in interruption of pregnancy and the similarity of the morpho- 
logical changes obtained in d~e first three series of investigatiom, two control series of r were under- 
taken to establish how preliminary sensitization without the resolving injection affects the cc.arse of pregnancy 
and whether the very fact of introducing the placenta extract in the conducting vessel of the c o m u  of the uterus 
does not exert an influence on the interruption of pregnancy. 

In the fourth series (8 experinients) the nonsensitized pre~,rnant animals were given 9 ml homologous albu- 
min in the conducting vessel of the'uterus comu and in the fifth series 11 rabbits were fl.mt of all sensitized with 
homologous placenta albumin and after pregnancy was established 2 ml Locke-Ringer solution was administered 
to them in the artery of the comu of the uterus. 

The findings obtained in the experiments of the fouruh series establish that introduction in healthy (non~ 
sep~itized) pregnant animals of 2 mt homologous placenta albumin does not lead to interruption of pregnancy 
which terminates with the bir~h of live on-time fetuses. 

As for the microscopic inve~tigation of the organs, the greatest changes in them were found in an experi- 
ment in which *.he rabbit died soon after parturi:ion and when biopsy was performed 3-8 days after parturition. 
In thc~e experiments wherebiop~ywas performed on the 19 and 35 day after parturition the morphological changes 
were chiefly of a regenerative character. 
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In the fifth series (10 experiments) we sought to clarify the ttaummtizing influence of injection itself in 
the conducting vessel of hhe womb on the course of pregnancy in the ra~Jbiu, which had earlier been semttized 
with placenta albumin. It was shown that introduction ofLocke-Rt tger ~.~olutton in the vessel of the womb of 
the sensitized animals does not disturb the course of pregnancy and par~.urition in them occurs at term (average 
duration of pregnancy was 29-33 days). 

Micro~copic examination of the orgam of four rabbits which died! on the 5-8 day after parturition, showed 
the presence of a pronounced vascular reaction which was the same a~ 5n the earlier series of the experiment~ 
in ~e  first days after the resolving injection with a different type of a~L~umin. 

In fl~e experiments in.wliich the animals survived and biopsy wa~ i.conducted on the 20-35 day after par* 
turition, the morphological changes were predomlnanfly of a regenera~d~ve character. 

In two experiment~ of this series ~ e  animals were killed 1 day affter introduction of Locke-Ringer solution 
~n the uterine artery in developing pregnancy. Upon autol~y of these amimals we did not find any changes and 
upon microscopic examination of the organs a scarcely perceptible va_~:ul~ reaction without the presence 
hemorrhages and degenerative changes in the p~enehymal orgam was ~r.~tablished. 

The re,~ul~ of the fifth series of experiments showed that uauma. ~mqicted on the comu of the utetm la 
pregnancy with a resolving injection does not cause Interruption d p r ~ m n c y .  

Together with thh it was ec.tablished tha~ parturition can in itse~:~o a "certain degree be a deciding factor 
and p.roduce changes in the organhm of the animals which are simfla~ ~ the morphological picture in a typical 
allergic reactloa. 

In the ~bcth series of experiments we set out to clarify the c o u ~  ~f pregnancy In semlttzed animals with 
a resolving injection of placema albumin in the outer vein of the ear ~rad not in the conducting vessel of the 
uterus as in the preceding experimentz. 

For this purpose 10 rabbits were sensitized with introduction of hmmologous placenta albumin on five 
occasions, they were later coupled, and when pregnancy was establi~i~ a resolving injection of allergen was 
introduced in the outer vein of the ear. 

One to two days a fa r  the resolving injection all the rabbits gav~ birth, in the majority of eases, to dead 

yonng. 

In 4 rabbits which died after abortion histological examination df  ~he o rgam revealed the same changes 
a~ had been found in the animals in the fh~t three series. 

Consequently, the~ experiments established that the allergic r~mction expte~ed in an interruption of 
pregnancy does not depend on the site of injection of allergen in the ~.~olving lr~ection, 

The experimental investigations conducted ~howed that introdua~.'.ton in semitized animals of a sl~cific 
antigen both in tSe artevj of the comu of the uten~ and lnt~avenc~sly an all cases leads to.interruption ot r 
l~egnancy. 

The possibility of experimental reproduction of premature birth xWith sensitization and a resolving iauo- 
duction of homologous antigen makes highly probable a certain d e g r ~  ~ff semiti~ation by the placenta antigen 
in the course of normal pregnancy. 

However, the degree of sensitization achieved in the artificial r of an experiment may obviously 
arise in the course of natural pregnancy only at a certain level of reac~ of the organism determined by 
immuno.-allergie relatiom and the functional state of the nervous ~st~m. 
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