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- L~ a preceding ,tu~y [2] it -a~ noted that t ~  rate of growth of an Eh~lich carcinoma had a tclatt~m 
r the site of L'xccula:ior~ It was proven that t~r a~nocareinoma inoculated into the anterior limb of a n~)t~ 
g~w fa,.~er tha~ a simHa~ tu.~ot In~ected into a po~eHot*imb. At that dine there w;s m t  det~vo~tr~ted art)' 
reg~datLqg factor conttolling growth rate of  t ~  aJc~mc~cf~o,:~ wiLhin the limit, of one body ~gmo, t .  

The aim of the ~e,cnl  t t ~ y  wa~ t~ o L ~ : w  ~e thez  l~,,e relattonshi~ are prc~r~cd when two ~ & ~ -  
tctnom~s a~r i~oeulated into thdaMmal.  

E X P E R I M E N T A L  METHODS 

300 mice were u~ed-.~exually ma*,~e f~.~a~c~ averagin~ in weight about 20 gin. To produce the t~bcu- 
tanco.~ tumo.% we used, *! before, a ~pe~Mon of ;he E~lich adeno~arcir~_~ma (0.2 mi widl each inaction). 
In so~.~e of the e~perimc~t: ti~ tWO t~m~r~ wcce in~ct-.d simultaneously into different regions of the ~ . t h ~  
Weight ~f fl~e *~mors bsi~g determined wben t.~e ardmatt were s~crificedon ~m ]Sth day. In ton~ of tl~: other 
experirr~nt~ t ~  tn~.erval bet~,en tb~ two inocuMtiom r of ~0 days. the animals being sacrificed l0 day! 
after the temorM Moca~ation. In each ~eries ~r was a control group which received only the on~ j~colatfon 
into the c~etpondieg  portion of the body. When comparing t ~  ,ate of growt~ for t .~ tumors, the pr~.~bab- 
iHtie, f.m L~eir ~tt~ining a given size w~r~ ea]c~a~ed mathematically from the average of their w~ights P[4]. 

E X P E R I M E N T A L  RESULTS 

F l g ~  1 ~ s e n U  the data on the average wel~hL~ of the t~mors Inoculated simultaneously into different 
bo~y reg~oea ot the m o ~ ,  the number of animal, :a*d in each group being indicated within the ~r~t l | J~  

Analy:is of the figure indicates that stmult~r~om inoculation of two Ehrlich adenocaminomal result* In 
the o~e ir~ocuiated into the region of the fore limb out ,  towing the one inoculated into the region of the hind 
limb on the s~me side (p= 0.021). WitCh the limits of the one body ~gmeQt dieax~ it no dff~reocr in tim tat~ 
of ~trowth for the two simultat~.outly inoculated tuu~tt  (p= 0.368 andp = 0.484). 

Figure 2 ptesenU the averages for t l~  tm t~n  simultaneously inoculated into the f ~  limb on one tide and 
the }dnd limb on thr other. In this titration, al~o. the tumor on the fore limb grows more rapidly than the one 
in the hind Limb (in control, p < 0.0001; in expedimcnt, p ,  0.000!). The general r i te  of ~owth it much gre.~tet 
here thin in the preceding t~tes ,  At the t , m r  t ime. timultmaeou, inoculation of the two tumora never c~tu~.d 
the average ram~ welghu m decrease when compared with the controls. 

Thus it can be w~en that the peculiarl~s4 in the growth of EhrHch adenocarcit~omas arhing from the tegicm 
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Fig. ~ Gto~tt~ of [~ l i ch  adenocatcin~na in the 
tegi~m o( tl~ fo,'~ limM and l-dnd l;mbt on the 
same t l ~  ~f the boJ)' ~imn t.he inoculatlom were 
made tim~:~.tanco'zsly and &ec ar~ima|t wt:ec snell- 
riced 15 ~avs a~t~ d~e i~oc~.latlc~L a) cXpert- 
r ~ :  b} cc.ntrol: 1) right f~c limb;.  2) right 
~'d~dllmb; 3) l~ft f~rcl imb: 4) lefthLqd. With- 

e~ d,e ~,t~tdat*on ,i~e~ manifes', l~em~elves a I~  
Wt~e~ t~.ro ~mo~ ate iea>cala~d into t ~  animal 
$tm,altz mo~zly 
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Fig. 2. Growth of Ehrltch adcnocarciw, xna $~m~ttaneous- 
ly it~jccted l,~to the region of one tore l imb and the re-  
glon of ~ e  hind. limb on fix- of.posite tfr162 the anlmaB 
being tactificed t5 da~'~ a.Rcr Inoc~flat|on, Labelling 
at In Ftg'are 1. 

Ig~ ~ g ~  3 are s*~..~n the ~vcrag~ t,~.mor weight~ of 2~da)  gwwd~ injected {~to l i e  right f(xre and hind 
limb ~g{o,-~. g!:~ cx~d*~.n~a! anfmats received. 10 days after t ~  t int  tr~o~ia~iO~ a mc,~n~ tumc~ lnoctflgl* 
t~on i:~ ~.~ vegw.~ o~ ~he w~her lh~}b of the la~3e si6e. 

Them ~.~ no .~ignifica~at differere~'e tal the tale of growth, ~ t s  part ol tie. first .~nocelated tumor, (p= 
O~SS). At ele ~ame tinTe, tn ~ c~n:ax~! anima~t, la'm average ~elght of l~e tumors In the anterior regim~ 
~,'as E e , t e t  t~an ~n &e po~edot (p = 0.0~:}~), 

When ttx~re w~ inoculated an adentx:arclnoma Into anima~ already having a 20 d~y tumor, ~ere  did 
n~t devel~p a difference in ~ g~owth of I0 day tumor, ~hen t l ~ e  in ll~e lesion of l l~  fore l imb ",r com-  
pared wit.~ ~r in ~.e region of the hind limb. neither in the experiment (p = 0.424) nor In t.he centr.ol (p = 
o;taa).  It wa~ ant cleat why the control animah fal'.ed to ~how a d~[~rence. 

Tbis d~es ~eem to ,.how, however, that, when two E~llch a~en~ardnomas  are Inoculated Into the lame 
an ima l  at different ~ r m ~  Lhe ~cu~Iarities In the rates o f g ~ w t h  ]~c~domly noted were no lo~ger .prcteat~ 

TI~ average weight o~ the l O - d a y t ~ m ~  In l ~  control grou~ exceeded the w~Ria of the ~imllar carr  
noma~ ~o~lated into co~pe.~pon~ng aceas into animah abeady having tumors (~ = 6.0001 and 0.091). 

Thb teems to indicate t~at the pretence of a ~ e v i ~ s . t . m ~  g t ~ s  a certain degree of Immunity to a 
re,eared inoeulaltcnl wRh ~ e  talra~ tremor. 

In one ca~e. ~ r e  ~e te  no dlfferencea (tee Fig. 3).in the growth o f the  20-day ~ m o r t  and the conl~oll 
f~ = 0.23). In a~othet lratance ~ e  a~e~age weight ~f the 20 day tumon tn ~ e  co~lt~ols exceeded the welghti 
in the corre~D-~ding group (p = 0.~003).~rhb last speaks aga.imt the prevailing view that the o~an i sm develops 
teaistance at t}m ~econdary tumort ~velo lg  not Interfering with the g~owth of the original inoculatlof~t [1]. 

It is lx~ible  that we thould ter In this the reauan fm the t~ct that there Is no difference In Ihe rate o f  
growth of the 20 day ttamon as far as ~he ~ m o n  tn the anterior and posterior limb reslora are concerned. 
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p = 0,003 P = 0.23 

Fig. 3, Growth of E?r ad~nocar~noma in the 
fo)e and hind llmb regions On th~ 20~hd~y when 
there I~ already g e ~ n t  a lO-~y tumoh 
Labelling as in Fig. I. 

The underlyingrreazom for the uneven rates of 
adenocarclnoma growth depending on the slte~ of Ino- 
culation have not been analyzed so far. We have ~hown 
In ~ e  pre|ent ~tndy that secondary lnoc~latlo~ up~e~ 
�9 J'ds differential. This -~cond Inoculation can be rega~l- 
ed a~ an addltlonaI stimulant [3] which, with the aid of 
certain reflex mechanlsmg ugaets the rate of growth for 
the fl~t tumor Inoculated, altering the res/stanog In the 
focus of lt~ development. However. wr cannot talk with 
amm-ance about the natur~ of these reflex m~chanl~rn~ 
altering the organism re~i..~,.ance by rlr~ue of the second 
tumor having been inoculated, tm~l after add/flonal 
s~dles have been made, namely. L.x~ulat/ng the ~a~cond- 
ary irritant O~'.cond tumor into various reglom of the 
body. 

As long as we do n o t / ~ e ~ s  this addltlor~l data, we 
can only draw attention to the tingle fact that secoodary 
trg>c~la~oc;.of the :denoca~cL~oma came~ suc,h Immuno- 
logical chang~ wl~kin the, organism that the growth dlf- 
ferentiab previomly noted arc no longer l~d~nh 

SUMMARY 

When two s ader~arcir~oma~ were trapA- 
pla~ted ~multan~o~fly, the a~eslor one g~ew -~o~e in-. 

1en~e|y. When th~e was time ~merv~l between the lwo 
lr~oc,~lzzlom, this ddfere~e  d~ppe~r  probably as a 
:e~ult of ~mmur~ologtcal alte:a~on$ s r ~  in the org~atsm. 
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