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It has been established by the work of numcrous authons that the introduction of a forcign antigen Into an
antmal in the embryonic stage of developmoent dgpm@.s the akility of the animal to produce antibodics to this
antigen in postnatal Hfe, Owen (7] first obswrvod such acyuired tolerance o blood of a foreign group in bino-
walsr twin calves, amd Dunsford and Bowlcy (1] i binovular kuman twing, 1o both cases exehange of blood was
esrabiished in the embryonie stage tiough the comnunication of tie placental blood vesscls, Billingham,
Broot and Medawar {0) and Gasleh { 1) were able 1o ostablish tolerance experimentally in bisds and tnammbs to
normal tisuer and biood of anlmals of other lina and funthormons 1o establish skin transplantation and tlood
tramsfusion botworn such anlinals, The antigeny were suspensions of organs from antmals from the donot ine
and they were dnpeked {nto the welpicnt during the embryonic stage, The attenps of Gashek and Simonsen
TR 0o build up in birds and manmunals telerance ' monmd] tissse from another species have not yet been succets-
fai.

Successful transplantation of a tumot from animals ol one speciesinto animals of ancther species by the aid of
tw wechnic of preliminary injection of 3 suspension of nonmal tissues from the denors into the embryos of the
recipionts was achicved by Koproveky (6] and Wallace |9}

The results obtained oblige one o suppose that the pic.s menon described potsesses broad biological chara-
cteristics and extends w many uther antigens,

Hanau and Oyama 5] and Dixon and Maurer { 4] were abic to lower the ability of rabbits to produce anti-
boxdics to bevine serum albumin by Injecting the newbom animals, Such lawered immunological actvity per-
“sitted cven after 3l the antigen had disappearcd from the organism,

In our own experiments we attempted to produce tolerance in rats to liorse senum by injecting it into the
cmnbry0s on the 17th — 18th day of development (period ofgcsxaxim fa the rat; 21— 22 days),

METHODS AND RESULTS

We ancsthetized pregnant rats with ethe r and cut through the skin of the abdomen, the muscle layer and
the peritoneurn along the midline, Through the wall of the uterus and the cmbryoruc incmbrane we lnjected
cach embryo cithet intramuscularly or subcutanesously with 9,03 — 0,0 mi of horse serum, We wed a 1 mil
syringe and a No, 25 needie, In all,10 raws were operated o, Of the progeny it was possible to save 11 young
froin three rats (Nos, 3, 19 and 7),

On 2ttaining a weligla of 200 g e'2'-2‘§ nionth of age) all the experimental animals and 9 control (unopera-
ted) rats of the ramc weight and degrue of maturity were iminunized intravenously with nonnal horse serum in
increasing doses;, 1, 0,2, 0,3, 0,4 and 0,5 mL, We made the injectios every other day,
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Note. Al rat sera djluted 1:2 -
About 7 days after the Lst injction blood was tzken from 211 the rats,

Antibody to hase weoun present o the sera was chocked by Uie precipitin reacton (sce Table),

In"the offspring of one of the operated rats (Mo, 9} the ability 1o produce precipiting against harse serum
compered m the controls, was not reduced, which it possitly connoctud with technical cerors In the njoction
of s into the embryos, The progeny of the other two rat {Hos, T and 1) dhowed definite lowering of the
precipitin trer as compersd with the controls, To one of the offlspring (No, 62) there may be ascribed complete
tolerance io the injerted antigan precipitation s absent with 2 1: 10 ditution of horse scrum just as with further

dilutiom,

Thus the resalts obtaincd corfism the principle establithed by other authors, A forcign antigen, injected
into an orgenism during cmbryonic life, when the reticuloendothelisl system is net capable of mangfacturing
antibodies, cesses to be 36 aatigen for this organisny, The mmechasism of this plenonenon is so far not clear,
204 the solution of the present ruestion demands systematic investigaUom along various lines,

SUMMARY
Inzoduction of naﬁna! horse serum into tat embrycs resulted in marked depression of antibody formation
to this antigen in the adult animals,
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