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INTRODUCTION AND OBJECTIVE

Glioblastoma (GB) is a highly aggressive grade IV astrocytoma. Patients with GB present 12 months 2 S slEsYEra e
average overall survival. The standard treatment is based on a combination of surgery, radiotherapy and -’ @Héf.,ﬂh 5
temozolamide combined chemotherapy. The epidermal growth factor receptor (EGFR) plays a major role | [

in the carcinogenesis, evolution and response to treatment for patients with GB. Therefore, EGFR and its
pathways, like MAP kinases (MAPK) ERK1/ERK?2, are highly overexpressed in GB. The tumor suppressor s
microRNA-7 (miR-7) is able to inhibit the genic expression of EGFR and Rafl regulating multiple levels of

Fig 4. Morphological features after LQB-223 treatment in GB cells line. The
U251, T98G and A172 cell lines were treated with 5 and 20 uM of LQB-223 for
24 and 48h. Contrast phase photomicrography showing morphological
features observed after treatment with LQB-223 obtained in 10 times
magnification. Representative photomicrography of three independent
experiments.
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its signaling cascade resulting in increased sensibility to ionizing radiation in GB cell lines. However,  zw [E58
patients acquire resistance to the treatment, which explains the low survival rate for GB. This justifies the
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need to research new drugs capable of modulating EGFR expression. This project aims to characterizethe  rigs. Las-223 effect on cell viability. Percentage of e - o — e o © . . .
. . . . U251 (A), T98G (B) and A172 (C) viable cells after o) 1 1201
radioresistance, evaluate LQB-223 effectand mode of actiononthe GB cell lines: A172,T98G and U251 e ecesgereeaienseior sy [
for 24,48 and 72h. The graphs represent the mean of 3o - 5o ANRURNEN DRORRREE e 2w
three independent experiments * standard error. g "”: 8 3 “
MATERIAL AND METHODS S : :
Gd‘egg.da 0P AR 25 50,00 od‘eg@sp 95 A0 15 50,09 Gd‘eg§56° 95 A0 1.5 59,00 (,é“g‘!‘é) P nPa? B0 (,6‘6‘:\}‘5\@ o2 \‘-’*\?ﬁ‘-’,@‘-’.ﬁ‘-’(f&&é’ P AP 2 Rt d‘—‘é‘g ‘5\@ NN q‘?a‘-’.@p@‘-’c’u@&‘g @@ NN q‘?ag.\e‘-’@:‘j@g %\é} N RARN IS
LQB-223 (uh) LQB-223 (uM) LQIB-223 (uM)
* Human GB cell lines: U251 (TP53, EGFR and PTEN mutated), T98G (TP53 and PTEN mutated) and A172 :
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Fig 2. lonizing radiation effect on cell cycle. The T98G and A172 cell lines were exposed to different doses of ionizing radiation for 6, 24, 48 and 72h and DNA content was evaluated by

flow cytometry. Representative histograms showing percentage of T98G (A) and A172 (B) cells in each phase of cell cycle . Representative histograms of two independent
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y miR-125b (24h) 61 miR-125b (48h) Taken together, our data show that LQB-223 has a great anti-tumor potential, not only on the ionizing
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g, radiation sensitive but also on the resistant GB cell lines. Also, the observed changes may suggest different
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0 Expression of microRNA-125b was normalized to the expression level of RNUG6B.
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