Contr

Carno

LA-LH

Histi

Hista

Imid

52/15

Supplement S2

100 uM

(a)

100 M
N F ‘_..q

100 uM
¥ e

100 uM
—

100 M

100 uM
—

100 pM
—i



Hista

mid

60/15

(b)

100 pM
=

100 pM
e



Hista Histi LA-LH Carno Contr

mid

69/15

(c)

100 uM*

B

100 pM

100 uM
—

100 uM
| oy

100 M
]

100 pM
—



Hista Histi LA-LH Carno Contr

mid

90/15

(d)

100 pM
i

100 pM



Hista Histi LA-LH Carno Contr

mid

(e)



®



Hista Histi LA-LH Carno Contr

mid

usg7

(g

100 M
—

100 M
—



Juo)n

ouJe)n

H1-V]

}SIH

elsiH

piu

U343

(h)



z z < z o z
E E E g E N OE
- = P - o~ -
* x| % mm
- § — = ~3E -
I b b 2 X i
* X * * X
z z = i) o z
@ » **x O a o T 0
|| [ 2 " =1 2 |l © | T
b * * *
T * T = T * » T
* = * = * ] x < ]
b m i < b m i m
2 - : 2
- £ 1 m e
© © © ©
o o o [V} (]
~ Y 2 5
& I : 3 £ 8 ;
D o D o o O 13}
B $ 8§88 89R° 88888 RS 8FEEL88ESRCS 8L LRSS LR
103u02 0} abejussiad se J043u09 0} ebejusosed se Jo4)u02 0] 8bejussiad se 104u09 03 8bejusaiad se
passaudxa sjjea BulAll Jo Jequinu passa.dxa |80 BuiAl Jo Jequinu passa.dxa sjjea Bull jo Jequinu passa.dxa sj1eo Buinil Jo Jequinu
= = = b=}
E o E E E
* | ¥ * %
X | X * *
* | ¥ * *
— g — R g — g
5 T |, T o T . T
X M * c
z z 2 z
2 2 2 1]
T T ¥ T T
b * x 2
= = = = X - =
sl - x = n 2 = 2 3
3 5 = = 5
" 123 [}
[ = [
- £ £ -
© © © ©
o o o o
(o] (o] (o] (o]
S s = s = s 5
o s O 5 9 5§ N s
(o] o O o (o] o w o
8 $8888%8&° 8888 8 $ 8§88 8¢%8R° 8gR888EER°
j043u09 0} abejusaiad se j04u02 03 abejusalad se j04u09 0} 8bejusaad se j04u02 0} 8bejussiad se

passa.dxa sjjeo buiAll Jo Jaquinu

passaidxa s|j82 buiAll Jo Joquinu

passa.dxa sjjoo buiAll jo sequinu

passa.idxa s|j8a buinll Jo Joquinu

()]
Figure S2. Microscopic analysis of fibroblast cell cultures and glioblastoma cells in the presence of

different compounds. Cells were treated for 48 hours with carnosine (Carno), L-alanyl-L-histidine



(LA-LH), L-histidine (Histi), histamine (Hista), imidazole (Imid) (all 50 mM) or vehicle control
(Contr) for 48 hours. Then, microscopic images after staining with Hoechst 33343 (nuclei, blue),
propidium iodide (dead cells, red) and Calcein-AM (living cells, green) was performed.
Representative images for all investigated cultures are presented on the following pages (a:
Fibroblasts 52/15; b: Fibroblasts 60/15; c¢: Fibroblasts 69/15; d: Fibroblasts 90/15; e: GBM cell line
G55T2; f: GBM cell line T98G; g: GBM cell line U87; h: GBM cell line U343). On the left of each panel
collection an overlay of nuclei (blue) and of dead cells (red) is shown. The center of each panel
collection shows images obtained visualizing Calcein-AM staining of living cells and to the right
phase contrast images are shown. Note: in order to compare all images with each other, the same
exposition times were used which in some cases results in a blurring image. In (i) box blots are
shown that represent the number of living cells under each condition and for all cultures employed
(bars) and the ratio of living to dead cells (bold numbers in the bars) as determined by cell counting
using Image]. Statistical analysis was performed using a one-way ANOVA. The level of significance
between different compounds is indicated by horizontal lines and compared to Contr above the
bars: *: p < 0.05; **: p <0.005; ***: p < 0.0005; ns: not significant. (Size bars: 100 pum).



