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TTFields Mechanism of Action
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O ® The electrical fields applied during TTFields therapy exert electrical forces on
P\“‘\-‘ Dividing cancer cells polar cellular components involved in mitosis, including tubulin and septin,
S 7 \\\\ % + TTFields leading to disruption of mitosis in all phases:

Disruption of
mitosis

e TTFields employ electrical fields at a frequency of

100-500 kHz."2 In metaphase, TTFields In anaphase, TTFields In telophase, TTFields induce
impair microtubule disrupt arrangement of dielectrophoresis of polar
* They enter cancer cells and disrupt processes critical to cell ; assembly, leading to septin at the cleavage organelles and macromolecules,
viability, primarily mitosis, with minimal stimulation or heating of aberrant mitotic spindle furrow, leading to mitotic leading to disruption of
the surrounding tissue.'? ; formation.?'¢ failure and asymmetric cytokinesis.?
; chromosome segregation.’ X

e TTFields therapy targets cancer cells, while sparing healthy cells

and tissue. W
Endoplasmic
o TTFields spare healthy cells because these have different reticulum (ER) ) ) . .
properties from cancer cells, including division rate, stress Abnormal e Disruption of mitosis by TTFields commonly leads to abnormal daughter
morphology, and electrical properties.’** daughter cells cells, which experience increased ER stress and autophagy.'%'"168
o TTFields induce an anti-mitotic effect, to which rapidly-dividing
cancer cells are particularly susceptible compared with s
quiescent cells.? '
e Across solid tumour types, TTFields have been studied with: .
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Chemotherapy®? Immune checkpoint .
T 1011 The Downstream Immune Effects of TTFields Therapy
inhibitors (I1CI)'®
Key Takeaways
Experiments in mouse models showed that, compared with monotherapy, TTFields e Disruption of mitosis is a core mechanism underlying the effects
— with checkpoint inhibitors (specifically anti-PD-1, anti-PD-L1, and anti-CTLA-4 of TTFields therapy on cancer cells.
/ \ antibodies} led to: * Downstream effects include immunogenic cell death, which in
— O turn triggers an anti-tumour immune response.
Radiation therapy'#'4 Targeted therapies' Abbreviations
ATP: adenosine triphosphate; CTLA4: cyctotoxic T-lymphocyte associated
protein 4; ER: endoplasmic reticulum; HMGB1: high mobility group box 1
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