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Change the strategy against cancer
We are in a war against cancer: attack the enemy’s weakest point!

Concept of the immune

Conventional oncotherapies attack the strongest side activation (abscopal effect)

of malignancy: the proliferation

Change is necessary, attack the weakest side:
® missing networking and .
Change of paradigm:

. . oy
® compulsion of permanent adaptation local = systemic <

%
=
(]

+ activate the immune system,

» use the homeostatic processes

Tumor-Specific Immune Activation
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How to recognize the cancer cells?

The biophysical properties of malignancy
differ from its healthy surroundings

Nonthermal difference:

Malignant cells have higher metabolic rate (PET

detects it) so their complex conductivity is 4%1
higher than of the healthy tissue

(Example: Tumor-treating Fields) Oncothermia®

uses the synergy
Thermal difference:
Malignant cells are more sensitive to heat due
to their high stress and autonomy

(Example: oncological hyperthermia)
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mEHT heats differently (mRNA-based info) IPA analysis (Ingenuity Pathway Analysis)

mMEHT CTRL

Human lymphoma U937 cell (in-vitro)

‘ 1. Control (37°C) ‘ Cell death-related genes,
such as EGR1, JUN, and
[ 2. Waterbath (42c) | | CORNTA

| 3. mEHT(42°C) E @E

Cytoprotective gene
network (HSPs)
42°C

ERK activation

nem
I
Upregulated gene-group

ERK=Extracellular
signal-regulated kinase

Andocs G, et al. (2016) Cell Death Discovery (Nature Publishing Group), 2, 16039
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Effect of modulation in vivo

Wust P. et.al. (2022) Cancers

(thermal+ nonthermal)

2.0 EHT -
L ) T 4296 0 1.0
£ e S @
3 161 K -I- T £038 -
Z (]
] 7 mEHT 2
£ 1.4 el 206 -
[ , @ a2°C J_ £
kS 2 ¢ 204
51.2- G 4
g . | g
( T L B
1.0--=::::}——" 202 -
- - aL < o
= X W
20 22 24 ' 26 = 28 @ 30 = 32 0.0 '
Time from tumor inoculation (d) 5;'3(-:

Oncothermia Journal Volume 37 | September 2025

Page 15100

mEHT
42°C



mEHT + DC therapy makes
tumor-specific action

Quin W. et.al. (2014 ) Oncol. Reports
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mEHT + DC therapy combination

Wei Qin et.al; Modulated electro-hyperthermia
enhances dendritic cell therapy through an abscopal
effect in mice; Oncology Reports 32: 2373-2379, 2014
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Yuk-Wah Tsang, et al. (2015) Improving immunological tumor
microenvironment using electro-hyperthermia followed by dendritic
cell immunotherapy, BMC Cancer 15:708

After recovery a second inoculation
(rechallenge) with the original tumor
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Thermal (energy absorbed by the rafts) Nonthermal (intracellular signals)
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Outline

v" Strategy of mEHT — the immune activation
v mEHT concept and principles

v mEHT verification (preclinical)

» mEHT validation (clinical)

Marked local and distant response (immunogenic action)

RT 2/22-3/29 total dose 50Gy Good response, pCR

I I mEHT for 7 times; the distant metastases disappeared
217 222 3/2 3/8 315 3/22 3/28

Chi M-S. et.al. (2021) Marked local and distant response of heavily treated breast cancer with cardiac metastases treated by combined low dose radiotherapy. low dose immunotherapy and hyperthermia,
Ther Radiol Oncol 2021:5:17

Before t%rapy After tl;:iapy
Stage IV Triple-Negative Breast Cancer o
|
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Tyikesici MS, Slocum AK, Slocum A, Berkarda FB, Kalamian M, Sey\fried TN; (2017)

Efficacy of Metabolically Supported Ch herapy Combined with Ketogenic Diet, L
Hyperthermia, and Hyperbaric Oxygen Therapy for Stage IV Triple-Negative Breast Cancer: - ¢
Cureus 9(7): 1445. DOI 10.7759/cureus. 1445 - i
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Ovarian cancer with liver and spleen metastasis

Ranieri G et al_; (2017) Bevacizumab-Based Chemotherapy Combined with Regional Deep Capacitive Hyperthemmia in Metastatic Cancer
Patients: A Pilot Study;, Int. J. Mol. Sci. 18: 1458; doi:10.3390/ijms1807 1458

73

Metastatic urothelial carcinoma with abscopal tumor effect on liver

metastases
Chi et al. (2020) Putative abscopal effect in three patients treated by combined
radiotherapy and modulated electrohyperthermia, Frontiers in Oncology.
Before therapy 10:254 After therapy

RT to abdomen mass 40Gy
l
+6 Xx mEHT
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Glioblastoma multiform mEHT comparison

Investigator: Dr. Akos Varkonyi
Pool of six mEHT studies | Institute: HTT-Med Clinic, Budapest.
T Published: DEGRO, Karlsruhe, 2002
Investigator: Dr. Gurdev Parmar
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Parmar et al (2017)
Cambridge scholars
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POOL: n=234

Survival Probability
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Institute: HTT med Clinic, Budapest, Hungary,
Published: Forum Hyperthermie 1:13-20, 2008
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Published: in book Oncothermia, Springer 2010
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