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In order to obtain specific antitissue sera, some investigators have immunized animals  with untreated tissues or 
their fractions, and also with tissues subjected to phys ico-chemica l  t reatment  [8,7,10]. Others have used methods 
that exhaust the nonspecific antibodies outside the organism of the immune animals,  combining the obtained poly-  
valent  antiserum with tissues corresponding to the nonspecific antibodies, or with extracts of these tissues "loaded" on 
various adsorbents [1,2,5,6,8]. Recently, an a t tempt  was made to use the method of a r t i f ic ia l ly  acquired tolerance 
a means of obtaining monospecific sera against normal and mal ignant  tissues [4,9]. However, up until now no simple 

method has been found for obtaining monospecific antisera. 

In microbio logica l  pract ice,  a phenomenon is known wherein, in the process of immuniz ing animals  with micro-  
bial  antigens, there occurs an inhibit ion of antibody formation or a reduction in its titer. Working on obtaining sera 
against tumor and normal human tissue from large and small  animals,  we sometimes observed this phenomenon, ap-  
parently associated with the inject ion of an amount of tissue ant igen that was e leva ted  for the given animal ,  while 

with smaller  doses of the same antigen we noted good antibody production in them. 

We a t tempted  to use the capac i ty  of the organism to inhibit  the production of antibodies upon inject ion of a 
large amount of antigen as a means of e levat ing  the specif ic i ty  of the obtained antisera, 

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

As the antigen for immunizat ion,  we used an aqueous-sal ine extract  of the tissues. To obtain an extract  of 
tumor tissue, or a mixture of the la t ter  with normal tissue, we cut it into fine pieces with scissors, added dist i l led 
water (10 ml  of water per i gram of tissue), and then groud it a l l  up in a homogenizer  for 15 rain. The obtained 
homogenate  was allowed to stand overnight in a refrigerator. On the following day, after centr ifuging for 5 rain at 
1000-1500 rpm, sodium chloride (0.85%) was added to the centr ifugate.  The protein concentrat ion was determined 

in the resultant aqueous-sal ine extract ,  according to the nitrogen content.  

Rabbits were immunized  over a couse of 4-6 cycles.  Each cyc le  consisted of a a - d a y  period of antigen inject ion 
with a subsequent 4 -day  intervening period. At the beginning, the antigen was injected intraperi toneal ly,  and in the 
last 1-2 cycles, intravenously. Immunizat ion of the rabbits was carried out with a serological  control, for which the 
antibody ti ter  in the blood of the exper imenta l  animals  was investigated before immunizat ion,  before the third and 
fifth cycles, and then on the e ighth- tenth  day after the last inject ion of antigen. During the course of  immunizat ion,  
each an imal  received approximate ly  240 mg of ant igen protein. 

The exper imenta l  rabbits were divided into 8 groups. Rabbits of the first group were immunized  only with the 
aqueous-sal ine extract  of tissue from human stomach cancer.  In the first two cycles  of the rabbits in the second group, 
they were immunized  in the same fashion as the first group, with aqueous-sal ine ext rac t  of tissue from human stomach 
cancer;  in the following cycles,  they received only extract  of a mixture of  tissues from cancerous and normal  human 
stomach (in a ratio of 1:7). In the third group of animals,  the antigen consisted of only aqueous-sal ine ext rac t  of a 

mixture of cancerous and normal tissue (1:7). These quantit ies of tumor and normal tissue were se lec ted  by us because 
at  a ratio of  1:5, the rabbits produced more antibodies against the normal tissue. 
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E X P E R I M E N T A L  R E S U L T S  

The table shows the results of the investigation on the sera of two rabbits from each group, since the antibody 
titers of the animals in each group were similar.  

The work was carried out on 15 rabbits, but the data presented in the table are corroborated by the results of 
other experiments,  where the animals were immunized according to the schema of the first or second group. 

The data in the table  are evidence that the differences in antibody ti ter  for the rabbits of the first, second, and 
third groups are insignificant.  T~e rabbits of the first group often produced somewhat more antibody (by 1-2 dilutiolls) 
against normal tissue than against the cancer.  In the animals of the second and third groups, the antibody t i ter  against  

normal and tumor tissues was basical ly  the same. 

We have sti l l  not succeeded in comple te ly  suppressing antibody production against the invest igated normal hu- 
man tissues in animals of the second and third groups, using the method of increasing by 7 t imes the immuniz ing-  
ant igen concentrat ion of the extracted substances from the tissue of normal stomach, as compared with the aqueous- 
saline extract  of the tissue from human stomach cancer.  At the same t ime,  this significant predominance of antigen 
from the normal organ, in the major i ty  of cases, does not lead to an elevat ion of the antibody ti ter  against normal 
tissue. This affords a basis for postulating that further significant change in the quanti tat ive relationship of the ex-  
t ract  of cancer  and normal tissue, tending toward even greater increase of the latter, may lead to suppression of ant i -  

body production against normal tissue. 

S U M M A R Y  

An at tempt  was made to apply the known phenomenon of inhibited antibody production associated with antigen 

overdosage as a method of increasing the specif ic i ty  of ant icancer  sera. In order to depress the production of non- 
cancer  antibodies, and to raise the t i ter  of anti tumor anitbodies, rabbits were immunized with a mixture of aqueous- 
saline extracts obtained from the tissue of human stomach cancer  and from normal stomach tissue, at first in the ratio 
of 1:5 and then 1:7. In the first case, the production of noncancer antibodies was greater.  Although no comple te  de-  
pression of antibody production against the investigated normal  hmnan tissue was achieved in the second ratio, in the 
majori ty  of cases such immunizat ion  did not lead to the rise of the t i ter  of noncancer antibodies over that of the ant i -  
cancer  ones. In the author's opinion, further increase in the amount of extract  or fractions from normal tissue used in 
the immuniz ing antigen may possibly effect  a greater  depression on the production of antibodies against  normal tissues, 

and increase the ant icancer  sera specifici ty.  
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