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Therapeutic triad to reach adjuvant effect for radiotherapy anf imunotherapy
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Mouse RBC ITPP Treated
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Analysis in the ITPP reginn of resonance (-9 to -16ppm) Analysis in the ITPP region of resonance (-9 to -16ppm)
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g / z —_— —
- g _weav 465 3 jwalssrsi/asta/esiss/eer . = Mouse 1 ITPP injected (1,5 g/Kg|
A D T — Mouse 2 ITPP injected (1.5 a/Ka)
= [ O R S ¢ A — ——  Mouse3d ITPPinjected {1,5 g/Hg)

qetwrsarspia 120 1 harseedflaca s

\{

-10.0 - S0 115 [ppm]

Hypoxia compensation

P, E-selectin

endothelial cell Chemokines



DDDDD" 7
&:8(&:2(+ &:8();B+ &:8
% (
% / /
-
E (
87 7 7 F G




4)

J@,, HI
M-

J>,, Bl 1
@/l.,J

Jo, Bl

10,

23! $23! $"

M
(-0 10

&& "

Mrao
s (&

- (+> (+20(+# @

KK

MRI gquantification of Tumoer Progression
0.0% Meprated Messurement ANCVA

Vehicle
Ik —
T ] IS 5



Model

9L-Glioma

Rhabdomyosarcomas
SiHa - squamous cell
carcinoma (cervix)
MDA-MB-231
Adenocarcinoma
(mammary)

NT2 - Mouse mammary
tumor

F3all - mouse
fibrosarcoma
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Baseline value

8.8 1.1
5307

4911

38x20

48 +3.0

53+0.3

During carbogen
breathing

16.6 £1.9
8.7 +£0.6

16.0 £2.3
9.9+£0.9

79+08

8.0+0.3

-

Improvement

(%)

89%
64%
227%

161%

65%

51%
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Effect on angiogenesis in hypoxia: Notch4/PTEN mediating stalk cell arrest
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Ficure ¥ The P13 kinase pathway and PTEM.
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Experiment settings for PTEN phosphatase activity
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PD1/PDL1/2 is hypoxia mediated

PD-L1 is a novel direct target of HIF-1a, and its blockade under hypoxia
enhanced MDSC-mediated T cell activation Noman et al. JEM 2014
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