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Table 1. Binding free energy of Metal-Lactate complexes

Metal Lactate Binding Energy TAS AG
(Hatree) (Hatree) (AE, kcal/mol) (kcal/mol) (kcal/mol)
Na*-Lactate -161.664286 -341.163438 -126.21 -8.03 -118.18
K*-Lactate -599.001916 -341.163438 -106.85 -7.06 -99.79
Ca**-Lactate -676.13655 -341.163438 -290.86 -8.20 -282.66
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FIG. 11b

HCT116 HT29

N-Control e

H-Control
c.u @ O )
FIG. 11c

E Ll EEE Normoxia Control (n=6)

. =) Hypoxia Control (n=8)

5 1400 | mmmm Cala (n=8)

g

@ 1200 - -
§ 1000

2

§ 800 -

(3] = =
E 600

5

8 400

&

g 200

z 0

HCT118 HT2%



8/45

FIG. 12
80 . o
mm Normoxia Control (n=5)

=) ) Hypoxia Control (n=5)

E mmm Cala (n=5)

©°

E 60 -

[ = L

2 =

c

°

—

E

[+ ] -

o

| =

o

(& ]

@

- 20

>

g

o L T
HCT116 HT29
FIG. 13a
A HCT-116 HT-29
LDH-B DAPI Merge LDH-B DAPI Merge

o --- ---
o --- ---
o --- ---




FIG. 13b

FIG. 14a

o-KG concentration (umolig)

25 -

S

-
o
i

-
o

L]
A

9/45

= 1600

E s Normoxia Control (n=6)

o =0 Hypoxia Control (n=6)

o 1400 { smmm Cala (n=6)

-

< 1200

g

-

3 1000 -

§ 800 - _‘T_

g -

uw 600

3

K]

S 400

c

3

o

g 200

=

[ 0 - -

HCT116 HT29
mmm Normoxia Control (n=5)
[/ Hypoxia Control (n=5)
mm Cala (n=5)
i
L
X
HCT1186 HT29

Normal Medium



FIG. 14b

a-KG concentration (umol/g)

25 4

15 4

10 4

10/45

m Normoxia Control (n=5)
3 Hypoxia Control (n=5)
s Cala (n=5)

ul ul

HCT116
Glutamine free




11/45

FIG. 15
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FIG. 19
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FIG. 24b
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FIG. 27
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FIG. 29
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FIG. 31
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FIG. 35
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FIG. 37a
1500 - _
—@— Tumor control (n=10)
—O— Cala (I.T, n=20) T
— | =¥ IR(2x5 Gy, n=10)
@c 12901 _A- caLa+IR (n=10)
E
(4]
£ 900 -
=
o}
>
G 600
£
S
l—
300 -
|
8 10 12 14 16 18 20 22 24 26 28 30 32
FIG. 37b
1500
—&@— Tumor control (n=10)
—(— CalLa (1.T, n=20)
1200 | —¥— IR(2x5 Gy, n=10)
c-o'g —/— Cala + IR (n=10)
E
o 900
E
=
(o]
>
= 600 -
(o)
£
S5
300

8 10 12 14 16 18 20 22 24 26 28 30 32



FIG. 38a

27/45

* Gastrointestinal stromal tumors

180 -
160 -
140 -
120 -
100 -
80 4
60 4
40 4
20 4

The number of colonles

Imatinib (HT-29)

*=x P<(.001 vs. Imatinib single

FIG. 38b




28/45

FIG. 39a
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FIG. 40a
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FIG. 41a
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FIG. 41b
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FIG. 42b
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FIG. 44a
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FIG. 45a
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FIG. 45b
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FIG. 47a
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FIG. 48a
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FIG. 52a
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FIG. 52b
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FIG. 55b




