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We tc~ted a number of pharmaccuticab in order to pzoduce an e~xample of expedmenta~I hepatitis. The 
administrat/on of ~ tetrachIc~idc to dogs produced severe Imoxication with ~ lmrule.at pi,~e~s ~ the plats 
of adminlnratictl .  In 100% of the catses, the admin i~a t ion  of atop han led to t l~  formatica of  nit.eta k the 
nomach,  and sometimes in the duodenum as wcl~ along with l iver disease [1. 3 . 4 ] .  

Some invcs~a to~  obscrveai pathological c h a ~ e s  in  the digestive organs during intake of sodium s a l i c y ~  
['2, 5,  6, 7, 8]. We caleulated that i t  should be possible to  o b m l n a  more successful experimen~tal ~xam~le o~ 
hepatitis by seL-~'tiag suitable doses and times of action of sodium sal icylzte ,  than by the admlnin~t lon  of  
ban teuachk~de or atophaa. 

The p~.at invcrtigation was carried out oQ 13 rats a~l 6 d o ~  

Sodium salicylate was administered to rats tht~0~gh a probe using 0.05-0.1 g pet kilogram of weight la 
0..~, water solution. Do O we~ givcn sodium salicylate 1-~ times a day ruing 0.1-0.2 g pet I kg of the antmaPs 
weight ina mixture of milk and ~ater at a co~entration of 0.5-I.5e/,. The duraticu of the ~Iministzatloa of tl~ 
sodium ~tlicylate varied from ~ ~o 18 day~. 

The shape of the glyccm~c curve ~en the animals ~re given gl~co~e (2 g ~.r kg of ~the Inlrnal 's weight) 
the r e ~ l ~  of blood bilimbin ~e tc rmi r~ iom r~rved as indica~c~ of the functional deterioration of the Hve~. 

The positive beazidine ~ far blood in the feces served as an indicator of the inflammatory process in the 
ccsa of the digestive tract.  Ahe~ autopsy of the animah,  de~ i l ed  histological  Invenigaflon of the digestive o f  
gain was t a m e d  out. 

Resu l t s  of H i s t o l o g i c a l  law.':~:f'-, o~ of Rat L i v e r .  

Sodium salicylate was adminin~et :  ~ ~.~ no. 1, ~,  and 3 for 2 days. Insi~nificant l~]~peremia of the 
ach.  i~u:atine~, liver aod pancae~ was r,'~.,:~:-d in a l l  the rau.  I ~  histological changes of these organs ~ 
k~md. 

Sodium salicylate was administered to ..au no. 4 and $ for $ days. to ta~ no. 6 and ~ fcr 8 days. Sisnl _/~'_'_~ 
hypemmia of rbe blood versel~ and capillaries of the live~ wa~ Observed in  aH d ~  rats. The: liver ceils were co~ 
prcued by the capillaries which were enlarged and full of blood,, Th~ protoplasm of the liver cells had a brokem 
up and vacuolate.d appearance; lysis of the nucleus was observed in many c e l h .  Fatty incl~slom we.re fouad la  
~ e  l iver  c e lh  of rats no. 5 . 6 .  a~d 7. LIpoid inclusions in the f(mn of brown granuk.z were o b e y e d  in ~ 

Sodiam salicylate was a&nininered fo~ 14 day~ to rats no,. 8, 9 and 13. for 18 days to, rats no. I0 ,  11 and 
12. The hinolo~ical  plctnre of d~e liver was the same as that of the preceding ~ o a p .  



Res.|ts of Hlstologlcal_Investi~atfon.o f t h c  Dl~estlve Trac.t of Ooj~l. 

Dog v.o. I (weight 7 kg) was given 0.I g per I kg. of we/ght of ~ilum salicyl~te from Janm,~r +.L$ I~ 
ru~t 7 ~ at h~tcrva]s of 1-2 day~. In all, 7 g were given in d~e c.~me of 20 days. Oa d~e "hh day b~:xl  
In t ~  ~ e s .  On F~br~ary 6 the dog was dhscc~ed. The stomach was very atonle~. An u k ~  1.5 x I ~ w l l  
~Icgcwr~tcd e~gcl and with bloodclo~ o~ the bonorn was found In file imem~dlary zone of  d~e p c s ~  walk 
A brca~ band of ~udace er~loa ~xtended from h around the Intermediary zone. Dekcts of ~ e  n ~ c ~ a  
pR~:n~ at the p y l ~ c  sphincter and duodenum. The gastric and d~odensl n'a~cu was very h ~ - .  Th~ 
g ~ r i c  ~ r  e~peciaUy in uhe pylorlc r~gioa, wss cwered with ! comlderable amocmz of  m ~ : ~ s  vh/da w ~  
brown la c o k ~  

C~ h ~ l o ~ i c a l  i~ve~dga~io~ of the w.cosM layer of the Emdal rcg|cm of ~he stomach it ~as ~ i b ~  m 
~ . ~ r ~  ~n v a ~ i ~  sections of it a hypercmia of ~ blood vessels of the submoccsal laye..r and of  ~ ~ I I -  
~elf. ~ l ~ r g e m ~ t  of the neck regions of the glared tubes and a cor~ide:~bk depletion of rr~cold ~e~=re~oa flu d ~  
p a ~  cc11~ i~ individual areas of  the mucosa; in other areas (Ic~cr curva~re)/mens/ve muco/d ~c~edoa  was 
ob-~er~.~. The chief ceils of the m ~ o d t y  of gland tubes were of short cubical ~ e  arid were r e ~ n ~ e ~  ~ Ill" 
differ_hi epithelial cell~. The lining cel~ had a normal appearance. A dL~d~:e swell~g of ~he ~ ~  
layer, infiltration of sUoma of ~he muco;a, moderate mucoid ~ecretioo by ~ glxnd~l:,r elements ~ d . h e r e  mid 
them. hypert~phy of the g t~d  tube~ could be ob~rved in the pylodc ~egloo. The waL~ of  the b~cod ~ I s  o(  
the ~ u c o s a l  layer were thickened in the pyloric as well as in the fundal zegioa. ~ka ulcez of  ~ p o s ~ o ~  
wall ~f the L~ermc~iary zone was found. The bottom ~f the ulcer wa~ formed of  �9 degenera~.d edemuttoul rob.. 
m~c-a~l layer ~,'h/ch was slightly infiltrated with r~uu~phillc k u c o c y ~ .  The _ve*~e]s of d~e ~ b , ~ a a l  l a ~  
were ~li1~ed and filled ~i~h blood (c~dit io~ ofstasis). One ~ide of  the ~ was formed from d~e ~ 
the in~.~rmed~ary zone. the o~er  of d~  ~gencraled pyloric zone (Fig. 1). An ulcer was also Ioca~M at the 
$ition cd" y.he pyloric region into the duodenum. Bnmner'l g l a ~  wen~ �9 indivldual groups o ~ h e m  
~y k~w c~boidal .epithelium ~u~d distended like cysts. Mucold ~cretioa was poorly evidenced ( H ~  211. 

la ~ c  p y ~ d c  region wa~ found erosion,, the botlom of which was fom~ed of  the muscularis ~uccsa  
here and they-., of d,e su*bmuc0sal layer. Mucoid secretio~ was/a  s a d s f a c u ~  ev/de~c~/a the p y ~ k :  glands. 

]~ ~ liver, con~iderabk h y ~ m i ~  was fo~d .  the ~ ] ~  were often ~ b y  aecum~t/oms 
k ~ - I y ~ n p h a t i n  e lemen t .  The hepat;c.cellz wen: granular in appearance, la the hepatic c ~ l ] s . s ~ e d  yellow, 
fa t ty  i~clusiorts were found; lipoid/ncl~ior~ of a brown c o l ~  were el>served Ja ihe ~ ( G ~ . m a n ~  medma~ 
Drops of  fat were in the bile ducat. The n t ~ a  was inf'duated with l . ' ~ . o c y ~  0~i~. $). 

$imil~r rc~ul~ were c .~ ined  with do~ no. 3 and 5. O~e of them ~c~ived sodium ~ l l cy1 .~  ~. for 4 da]B~ 
the o ~ r  for 12 days (0..2 g per 1 l<g of ~.i,~ht each). The direct ion was ca~ied om after 2 days ~s the 
ea~e. in d~e sccohd 12 days after d~c salicylate was ~opped. 

DL~,ectio~ of  dogs no.~2.4.'and 6 were carried out l o n ~  periods of  t/me afte~ lhe sodium talicylate wm 
�9 top[~-d (h~m 27 to 35 day~). Dog no. 2 (weight 9.$ kg) received 0.1 g of  sodium salicylate pea 1 ',kg of welSht 
for 14 days. Blood was. found in the feces on the 9th day. The dog was dissected 27 days after the r.odium 

Dog no. 4 (wei~t  9.8 kg) received 0.2-g pex I kg of  ~eigh~ of  sodium talicyl~te frc~m | a m i t y  3 ' to  ]anuar~ 
I5,  1~3o  On tl~ 8~h day b~ood was found in the feces.-The do 8 was dbsected on Ma~--h 1. 1953 ( ~  day~ � 9  
the ~]~cyla~ was s~opped). 

D ~  no. 6 (weight 15 kg) received 0.1 g per I kg of v~iF~ of  sodium salicylate from Man~  I~  to April I ,  
On d~e 6~h day bloo~ appeared in the feces. Oa April 28 the do~ was dis.scc~ed (2? days ahe~ the =~dium sallcTi- 

H y ~ e m i a  of the mucc~a of the stomach, o f t  he duod~.num, of the pancreas and.of the I/vez w ~ s ~  
in a n  of  these do~s. No defects of the gastric and duodenal mncota were 

Dur i~  histolc~ical invc~tigation of the stomach were observed= uniform thickness of  the n ~ a  with a 
~ g u 1 ~  ~bp~it~on o f g l a ~  tubes, by~remL~ of the blood ve~,eh o f t  he ~ubmuccsal layer and m ~ o ~ a ,  edema el 
�9 e ~ b m u c ~ a l  layer and mucc~a at the border of Ihe m~c-ularh m ~ .  co~iderabk  mucoid ~ e ~ t i o n  in the 
parie.."~,,t! cclLt (e-~ecially on the ler,~.~ curvature), unal l  granule~ of mucous'in the chief ceIB and pyr.n~lt of the 
n ~ l e i  in a smaU number of lining cells. 
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Fig. 1. F.dge.d the ulccr of the poacsior wall of the tnv~.a~ed~ry zoee (in 
dog no. 1). He, m~rd~a~ic a~ca in she edematous ~bmuccsa3 layer. 
~ x i z .  

Fig. 2. ~ o ~  of ~ ,~Icer of  the posterior wall of  the intermediary zone 
(in dog no. 1). Distlnce edema of the submuco~d layer, detached ~ C  
~ above. 
~ e m e ~  x 12. 

In ~hc pyloclc region the macosa was of average height wHh rather loosely p~ccd  gland ~ whose epi- 
thelium e,x~n~ivcly secreted mucous secretion. In individual zt-e~s of the m~.osa,  prolL(c;ration of  the cpid~ellum 
o t  ~ e  g~tr ic  depre.sstoc~ ~cd i~dividndl gland tubes b~cre also ob~rvcd.  Coasidc~able hinological chzt~es 
found in th~ liver, similar to d~c~c r162 



Fig. 3. Co~iderable l~ucocytlc infiltration of the Ite~atic pa~cn"~yms 
and extonsive fatty Infiltratioa of the b ik  duct epitI~..lium in dog eo. 4. 
E n l ~ e m e m  x 140. 

~th~ panc~e~ the followir~ changes took phlce: hype~mia o f ~ e  blood ve.ssels; zymo&e~ ceX]s 
m~ed in $~uT.e; ~en!c grat~aXe~ ah1~o~"t c.ompXe~ly a.b~n~; da~.~2"kao~c �9162 nuclei. Sc~ne of the is ~n,~k~ 
of I..~n~erhans we~'e dlmini~ed in size and seemed ~o coot~!n nuclei oa~v; other,  fewer In n-mid:r, we~ ~ p ~ -  
s e u ~  by ligh~ formations of comide~b~e 

Co,~l<i~rable changes in the cad~hy.drate n~taboli~m occun~l ~ the infinence of ~,odlum salicylal~, 
A $mall~ and later r ~  of u~e blood sugar cor~ent:atioa wa~ observed ~ normal The blood ~aga~ con~al  
did nc~ ~vam to ~ original levels for several h c ~ .  No changes w ~ -  ,ub-~erw..d in the bilLmbin r.o~teat of  
bXood. 

Sodium $alicyla~ caused r~nge~ in ~ e  behavior of the e x p e ~ a l  ao, ima]s also. Thm~, for examp~.., 
rats became s]~L~h already on the 2-3rd day aher it was adminis~ refused to eat, ~ t  pasr~+ve]y in a 
of the c~geo etc. Simibx'ch~ges were also ob~ervrd in ~he behavs a~ dogs. 

The appearance of ga.~riti~ and toxic hepatitis during the adn:ir~'L-~t:ation of ~,odium salicy',ta~ to 
mental aniroa~, it seems to us, can have some significance in c16uica~ ~e.dici~e where ~xlinm ~licylat~ f~ 
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