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The an t ih i s tamin ics  dimebol in  and compound TVE-80, if injected into ra ts  with a d i sease  caused by 
admin i s t r a t i on  of adjuvant of the Fre tmd t)2m, dep re s s  the i n f l ammato ry  changes ,  and faci l i tate  development  
of product ive  inflammatioA with s igns of f ibros is  of spec i f ic  gvanulomas.  

Among  the biologic'ally ac t ive  subs tances  l ibe ra ted  as a r e su l t  of the a n t i g e n - a n t i b o d y  react ion,  con-  
s i de rab l e  impor tance  is a t tached to histamiile [4, 5]., the ac t iv i ty  of which is a s soc i a t ed  with distt, rbanees  of 
the r e ~ o n a l  circulat ion~ va s cu l a r  pe rm eab i l i t y ,  and t i ssue  edema [3, 6,'71. The s tudy of the effect  of an t i -  
h i s t amin ics  on the cour se  of d i seases  the patho~menesis of which is based on auto immune p r o c e s s e s  is of 
cons iderab le  in te res t .  In e x p e r i m e n t a l ' w o r k  such a d i sease  is f requent ly  reproduced  by inject ing F reund ' s  
adjuvant into an ima l s  [1, 2]. 

In the p r e s e n t  investig'ation the effect  of ce r t a in  an t ih i s tamin ics  on i n f l ammato ry  p r o c e s s e s  a r i s i n g  
a f t e r  inject ion of adjuvant of the Freund type was studied. 

EXPERIMENTAL METHOD 

Expe r imen t s  were  c a r r i e d  out on 6t  male  August  ra t s  weighing 145-155 g. The expe r imen ta l  d i sease  
was produced by two in t raper i tonea l  injections of 0.5 ml adjuvant  a t  an in terval  of ten days.  Tim adjuv.-ant 
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F ~ g" 1 " C h~ln ~ s ~ n we i gh ~ o f r~ ~ during 
disease caused by adjuvant during treat" 
ment with dimebolin and compound TVE-80 
injected intraperitoneally. Ordinate: 
weight of an ima l s  (in g); a b s c i s s a :  days of 
expe r imen t .  1) Centrol ;  2) an imals  r e -  
ceiving dimebolin;  3) an imals  rece iv ing  
TVE-80;  4) heal thy an imals ;  ~) injection 
of adjuvant;  ~) inject ion of an t ih i s tamin ies .  

cons is ted  of a s t e r i l e  mix ture  of 20 mg heat -k i i led  BCG 
vaccine ,  1.5 g lanolin, 2 ml physiological  sa l ine ,  and 8.5 
ml mine ra l  oil. The an imals  were  divided into four 
groups:  the ra ts  af group 1 (control) rece ived  :~djuvant 
only, the an imals  af gToup 2 rece ived  adjuvant and d i m e -  
botin (2 m g / k g ) ,  the ra ts  af group 3 rece ived  adjuvant 
and compound TVE-80 (1 m g / k g )  and those of group 4 
were  healthy intact  ra ts .  The compounds were  injected 
as aqueous solut ions into the s tomach  (ser ies  I) and in t r a -  
pe r i tonea l ly  ( se r ies  II). During the per iod of observa t ion  
(50 days)  e v e r y  day  the an imais  were  weighed, the i r  
rec ta l  t e m p e r a t u r e  was m e a s u r e d  a t  the s a m e  t ime of 
day, and their  general  condition ~ a s  noted. At the end 
of this per iod the ra t s  were sac r i f i ced  and autopsied,  the 
internal  organs  (heart ,  kidneys,  ad rena l s ,  and l iver)  were 
weighed, and mate r i a l  was taken for histological  inves t i -  
gation (lungs, l iver ,  spleen,  m e s e n t e r i c  glands,  sma t l  
intest ine).  The t i ssues  were fixed in I 0 ~  neutrat  formal in ,  
dehydrated in a lcohols ,  and embedded in paraf f in  wax. 
Sections were s ta ined by Van Gieson ' s  method,  with 
hematoxyl in -eos in ,  and f o r e l a s t i c  f ibers  by Weige r t ' s  
method.  
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Fig. 2. Granulomas in rats  af ter  injection of adjuvant, a) Capsule of l iver  (control). Two specif ic  granu-  
lomas can be seen with lymphocytes  and epithelioid ceils.  Tn the left par t  of the figure the center  of the 
granuloma is fillea with caseous m asse s .  Hematoxyl in-eosin;  b) l iver  capsule of ra ts  rece iv ing  compound 
TVE-80.  Product ive  granuloma with predominance of epithelioid cells.  Pi rogov--Langhans giant cell in 
the center .  Numerous  f ibroblasts  at the per iphery.  Van Gieson. Objective 40, ocular  7. 

E X P E R I M E N T A L  R E S U L T S  

Injection of adjuvant into the rats  in eve ry  case produced a disease with the appearance of exudate 
(ascites) in the abdomen. The development of.the disease  and the effect of the studied compounds were 
eas i ly  followed from changes in the weight of the animals  in the control and experimental  groups.  The 
exudate f i rs t  appeared  on the 5th day af te r  the f i r s t  injection of adjuvant. The p rocess  took place more  in- 
tens ively  in the animals  of the control group and was less marked  af ter  injections of compound TVE-80 and 
dimebolin,  r ega rd le s s  of the manner  of injection. The difference in the pat tern of increase  of edema was 
p a r t i c u l a r l y  c lear  af ter  the second injection of adjuvant (Fig. 1). At the heir<tint of the disease ,  the edema in 
the animals  of the control  g'roup was three times grea te r  than in those receiving the test compound. The 
beneficial effect  of these ant ihis taminics  was.also shown on the outcome of the edema. The ~eight  of the 
t rea ted  rats  became stabil ized ten days ea r l i e r  than the weight of the controls .  

No change in body tempera ture  of the rats  was observed ei ther  a f te r  injection of adjuvant or  during 
the act ion of the tes t  compounds. 

No s ta t i s t ica l ly  significant difference was found between the weight of the internal organs of the ani-  
mals  belonging to different experiment~-I groups.  

At autopsy on the rats  of the control  group, a large volume of exudate was found in the abdomen of the 
control  group of ra ts .  Tiny grayish yellow nodules were sca t te red  all over the serous  membranes .  The 
mesen te r i c  glands, the left border  of the l iver ,  the s tomach,  and the spleen were joined by dense adhesions 
into a single raass with numerous necrot ic  foci on its surface.  

The resul ts  of histological investigation of t issues from org~ms of the control ra ts  conf i rmed these 
observat ions .  In the spleen and lymph glands marked  prol i ferat ion of lymphoblasts and plasma cells with 
inc reased  mitotic act ivi ty  and h5l~erplasia of the germ centers  were observed. Specific granulomas,  located 
on the serous  membranes  and the capsule of the l iver  and spleen, consisted of lymphocytes ,  epithelioid 
cel ls ,  and a few P i r o g o v - L a n g h a n s  giant cells.  Signs of "fibrinoid swelling ~ were present  in the interstitial 
t issue.  As a rule the center  of the granuloma was filled with caseous masses  (Fig. 2a). 

The macroscop ic  picture at autopsy on animals  of groups 2 and 3 (treated with dimebolin and TVE-80 
respect ively)  ~ s  distinguished by the absence of asc i tcs  and by a decrease  in the number of necrot ic  nodules 
on the se rous  membranes  and a smoother  appearance  of the peri toneum. 

Histological  examination of t i ssues  of organs from the treated animals showed some difference in the 
immunomorphological  s t ruc tu res  compared  with the control.  In the spleen and l).Taptl glands of animals 
t rea ted  with compound TVE-80,  for  instance,  marked  hyperplasia  was observed.  Numerous polymorpho-  
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nuc lea r  h i s t iocy tes  appear+:d in the pMp, and the germ cen te r s  in the fol l icles were  en la rged  ,(becat~se of 
r e t i c u l a r  ce l l s ) .  The spec i f i c  granuionias  found in the spleen,  in the capsule  of tlle f iver ,  and in the se rous  
m e m b r a n e s  were  c h a r a c t e r i z e d  by numerous  epi thel ioid cel ls  and P i r o g o v - L a n g h a n s  giant cel ls ,  and a l so  
by  the c o m p a r a t i v e  r a r i t y  of rMcroncc ro t i c  loci. Occas iona l ly  f ibrous t i ssue developed around the g ranu-  
I o m a s  (Fig. 2b). 

In an ima l s  t r ea t ed  with d imebol in  the morphologica l  changes demons t r a t ed  the more  favorable  course  
of the d i s ea se .  The s igns of e d e m a  were  much less  m a r k e d  in the lymph glands and spleen,  and ju icy  
p l a s m a  ce i l s  were  found. In the g ranu lomas  which remained ,  p ro l i fe ra t ion  of epithelioid cei ls  had increased ,  
and a t  the s a m e  t ime f ib ros i s  was m o r e  m a r k e d  at  the pe r iphe ry .  Occas iona l ly  granu[omas  in the s tage of 
leukocyt ic  r e so rp t i on  were  seen .  
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