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Background: Oncothermia methed (OTM) is a long time (since 1989) applied method in encology.[1] with great clinical success.[2] Oncothermi h group d igations to reveal the

basic mechanism of action of this tumaor treatment method in basic research level parforming a huge number of in vivo studies. The tumor destruction efficacy and the role of temperature independent

effects of the OTM was proven earlier and presented elsewhere [31,[4], as well as the recent in vivo results [SLI6]. In this presentation we summarize the first results we have achieved in Tottori

University, Japan.
Methods 1. B, Histomarphological changes in details:

Study I : BH

In the first study we ine the effect of i in @ mouse tumor model.

Animal model: Colon26 (murine colorectal cancer) cell line derived allograft

mousa tumar model with double tumars. Every animal had two tumors on the a

femaral region, the right side ((J)) was treated, the left side (O)) was individual

cantrol.

setup and

A single shot 30 min was done, 41-42°C

intratumeral temperature, using the LabEHY system (Oncotherm Ltd.), under precise tumor 1 x .
temperature control using i system (L m3300). 6H after the treatment the tumor r.ells Iom intact, but 24H afler Ihva treatment, the Inrge part DT

tha tumor s dead, the calls are shrinked with picnotic call nucled. In the 48H and 72H samplas
definite late morphological signs of apoptotic cell death was observed: extremely high number of
apoplotic bodies{ =9. 120H afier the i signs of yie (mostly
neutrophiles —j invasion can be visible.

Study design:
Time course sludy was performed. After a single shal
oncotharmia treatmant animals ware sacrificed at 6H, 24H,
T2H, and 120H later and tumars were removed. All time-
group there were 3 treated mnimals and 1 untreated
control animal.

2.TUNEL reaction 2

Tumor sample processing:

Al the removed tumors were cut ly at their ine. After a d istological

process the samples were stained with HE and 'IUNEL l\inclnan and Ki-B7 detection were k
P ples were eval d using pl 1 thod:

Study II.:

In the second study we examined the effects of OTM 1o tumor oxigenization using a rat tumor
model.
Animal model: 9L (rat glioma) call line Oxygen level

derived heterotopic allograft rat tumor I measurement:
miodel with double tumers in both femoral - PO, sensitive

region. Tumor tissue oxigenization was elektrode system .
measured in the tumer on the right side. (Eikon Ka:,aku Ltd. 150D maded)

TUNEL assay enzymatically labels the DNA rragmen-.s resulted by apop!otlc cell death pmoess In
the dead tumor area a huge number of TUNEL-positive cells were observed after a single shat OTM
treatmant.

3. Ki-67 expression changes

Study design:
In 11 rats, tumeor tissue oxigenization level was
measured using a pO2 sensitive electrode system
right before ﬂ‘!e treatment. Then a smgle snot.
30min was

4200
Right after the the tumor
'_‘, level was measured again.

L

Results = - S
Study I, : The Ki-87 proliferation marker prolein is expressing in the nuclear membrane only in the dividing
1.4, g iges in a g and a g way: cells. That is why sampling for Ki-67 positive cell counting was done from the living part of the
!:umors_Ffl. In a very interesting way the number of Ki-67 positive cells were significantly decreased

r"‘ = ."‘.:'% in the living part of the trealed tumer compared o the contrel tumors,
G O ‘ 6 e g O e :_.:.,_";:_: i Study Il : Results of the tumar pO, level measurement in a rat tumor modol L
d Q |‘; Q:-} ‘ & '} ”Q QJ . = - — oty ther o | = i
i after the OTM treatment |Z *

i - ' = [ A red the pl, level
S ‘ E‘. ? I’ “ ? 6 a mwd“mmm e e e of the total 11 animals ;L.:m::?::v:n’:;rg
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Dras!.u: and i was after a single shot OTM. The tumar Conclusions
destruction was not nmmedla!e it had a time-delay. Samples marked with a red rectangle are 1. In the mouse study, OTM treatment can significantly destroy the tumor tissue in a large volume
evaluated in details. . of the tumor even with a single shot way. OTM treatment induces apoptotic cell death in the
Referances: destroyed lumor issue and effectively inhibils cell proliferation in the living part of the lumor.
ga mail com 2. In the rat study, OTM can signi Iy i the tumor tissue oxigenisation which
qsam: wmm‘wnﬂﬂJwﬁﬁYw 38888, TR creates the basis of the strong gism with and some
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