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- In a preceding study [2] 11 was noted that the rate of growth of an Elslich carcinoma had s relation
1o the site of incculation, It was proven that the adenocarcinoma fnoculated into the anterior Hmb of & niowe
grew faster than a simfler twmnor Injected into 3 posteror 1imb, At that dme there wis not demorstrated any
regulating factor controlling growth rete  of the 3denocarcinoma within the limin of one body segmant,

The alm of the present study was to observe whether these relationships are preserved whon two sdenogis
reinomas are inpculated into the animal,

EXPERIMENTAL METHODS

300 mice were uzed—rexually mavee fornales aversging in weight about 20 gm, To produce the subcu~
tancout twnon, we sed, o8 before, 2 suspension of the Elvlich adenocarcinoma (0,2 mi with each fnjction),
In some of the experiment: the two tumors were injectzd simultaneously into different regions of the hody,the
weight of the tumors being determined when the animals were sacrificed on the 15th day, s some of the other
experiments the {nterval between the two inoculations consisted of 10 days, the animals being sacrificed 10 days
afrer the second inoculation, In each series there was a control group which received only the one inoculation
Into the comresponding portion of the body, When comparing the rare  of growth for the tumors, the probabe-
ilities for their sttaining a given size were calealawed mathematically from the average of their weights P{4L

EXPERIMENTAL RESULTS

Figure 1 presents the data on the average weighw of the wmors Inoculated simultancously into different
body regiors of the mouse, the number of animals wsed in each group being indicated within the parentheses,

Analyzis of the figure {ndicates that simultaneows inoculation of two Ekrlich adenocarcinomas results in
the one inocuiated into the region of the fore limb outgrowing the one inoculated into the region of the hind
iimb on the same side (p = 0,021), Within the limits of the one body segment there is no difference in the rate
of growth for the two simultaneously inoculated tumon (p= 0,368 andp = 0.484).

Figure 2 presents the averages for the tumosn simultaneowly inoculated into the fore limb on one side and
the hind limb on the other, In this situation, also, the tumor on the fore limb grows more rapidly than the one
in the hind limb (in control, p ¢ 0,0001; in experiment, p» 0,5001), The general rate of growth is much greates

here than in the preceding serles, At the same dme, simultaneous inoculstion of the two tumors never caused
the average tumor weights to decrease when compared with the controls,

Thus it can be seen that the peculiarities in the growth of Ehrlich adenocarcinomas arising from the region
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Fig, 1. Growth of Elglich adenocatcinama {nthe —— e
tegion of the fore lim's and hind Limbs on the PLROODY  PrECAt
s3sme side of the body when the fnoculations were B2/ e
made shnultanconly and the soimals weee sacri-
ficed 15 days after the inoculations, a) experi-
meny b} conuel; 1) right fore limb; E‘;ﬁght Fig, 2, Growth of Elrlich adenocarcinoma simultaneous-
Rind thnk: 3} joft fore limb: 4} lefihind, Withe 1y injected Iato the region of one fore Hmb and the re-
in parenthiuser is inclected the number of animals, glon of the hind Hmb on the opposite side, the animals
, being sacrificed 15 days afier inoculation, Labelling

of the inovulation sitey manifest themselves also ag in Figure 1,
when two tumon are inoculand inte e animal
simultamously

In Figure 3 are shown the averape tumor weights of 20-day growths fnjeected into the right fore and hind
Hh regiom, The experimental anfmals received, 10 days afer the fint inocuistion, a second tumor Inocuta-
ton in the region of the other Wind of the same side,

There was ne significant difference in the rate  of growth oa the part of the first inocrlated wmors (p=
0.,368). At the same time, in Sie contro! animaly, the average welght of the tumors fn the anterfor regions
wag grester than in the posteriof (p = 0,0004),

when there was inoculated 2n adenocarcinoma into animals aiready having 3 20 day tumar, there did
not develop a difference in the growth of 10 day tumons when those in he region of the fore Hmb were com=
pared with those in the region of the hind Hmb, peither in the experiment (p = 0,424) not in the conwol (p =
0,134, It was not clear why the control animals falled to show a difference,

This does seem to show, however, that, when two Elrlich adenocarcinomas are Inoculated into the same
animal ay different times, the pecullarities in the rates of growth peviowly noted were no longer present,

The average weight of the 10-daytumors in the control groups exceeded the weight of the similar carci-
nomas inoculated into corresponding areas into animals already having tumons (p = §.0001 and 0.021).

This seems to indicate that the presence of 3 previoustumor gives 3 certaln degree of tmmunity w a
repeated inoculation with the same temor,

In one case, there Were no differences (see Fig, 3).in the growth of the 20-day tumors and the controls
{p = 0.23), In another instance the average weight of the 20 day tumon in the controls exceeded the weights
in the corresponding group (p = 0.0003).This last speajs against the prevailing view that the organism develops
resistance as the secondary tumors develop, not interfering with the growth of the original inoculadons {1},

1t is possible that we should seci in this the reason for the fact that there s no difference in the rate of
growth of the 20 day tumors as far 23 the tumon in the anterior and posterfor mb reglom are concemed,
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Fig. 3, Growth of Elnlich adenocarcinoma in the
fore and hind lhmb regions on the 20th day when
there ir alteady present s 10~day tumot,
Labelling 25 in Fig, L.

The underlying reasons for the uneven rates  of
adenocarcinoma growth depending on the sites of ino-
culaton have not been analyzed so far, We have shown
in the present study that secondary fnoculation upsets
*his differential, This second inoculation can be regand-
ed as an additiona] stimulant [3] which, with the aid of
certain reflex mechanisms, ugsets the rate of growth for
the first tumor fnoculated, altering the resistance in the
focus of It development, However, we cannot talk with
amurance about the nature of these reflex mechanisms
alering the organism tesistance by virtue of the second
tumor having been inoculated, uptll after additional
studics have been made, namely, inoculating the second-
ary irritant (second tumor) into various regions of the
body,

As long as we do not possess this additional dats, we
can only draw atention to the singie fact that secondary
inoculadon of the adenocarcinoms eauses such immuno~
logical changes within the organism that the growth dif-
ferentfals previowly noted are no longer present,

SUMMARY

When two Eurlich adenocarcimomas wete transe
planted simnultacescusly, the anterlor one grew —ore {n-
tensely. When there was time {nterval between the two
inoculstions, this difference disappearcd, probsbly asa
rewlt of immunological altezations arising 1o the organism,

LITERATURE CITED
{11 F. M, Bricker and 1, 1, Tinofceva, in book: Astitumar Immunity, pp, 9+19 (1939),
{2} O. L Epifancva, Byull, Eisptl, Blol. | Med,, 1356, No. 11, pp. 55-51.

[8] S, L Lebedinskaya and A, A, Soloviev, Klin, med., 1851, Vol. 29, No. 3, pp. 11-15.

74] ¥, L Romanovsky, Use of Inathematics in Statistieal Evaluation of Experime tal Data,"Moscow— Leni-

agrad (1947),

* . in Russian,



