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10. Glioblastoma di nuova diagnosi

11 glioblastoma ¢ la neoplasia cerebrale il aggressiva e pill frequente: la sua incidenza media & di 5-8 casi
ogni 100.000 abitanti e rappresenta il 54% rispetto al totale di tutti i gliomi diagnosticati (41, 42).

Quesito 2: Nei pazienti con meno di 70 anni alla radioterapia (60 Gy/30 frazioni) dovrebbe essere as-
sociato un trattamento con temozolomide concomitante (75 mg/m*/die) ed adiuvante (150-200 mg/m’
per 5 giorni, ogni 28)?

Descrizione delle evidenze:
Lo studio pubblicato da:
= Stupp, R. New England Journal of Medicine, 2005 (13).

condotto in termini di:
= singolo studio randomizzato




Articolare il quesito clinico col
modello PICO risulta molto efficace
per ritrovare evidenze clinicamente

rilevanti in letteratura



P = paziente o popolazione
| = intervento
C = confronto

OWesito)

Nei pazienti affetti da glioblastoma di nuova
diagnosi, con meno di 70 anni, alla radioterapia
deve essere associato un trattamento con
temozolomide concomitante o adiuvante?

Linee guida «Neoplasie cerebrali». AIOM (Associazione Italiana Oncologia Medica) Edizione
2018.




P = soggetti affetti di glioblastoma
<70anni

| = radioterapia
C = temozolamide

Nei pazienti affetti da glioblastoma di nuova
diagnosi, con meno di 70 anni, alla radioterapia
deve essere associato un trattamento con
temozolomide concomitante o adiuvante?

Linee guida «Neoplasie cerebrali». AIOM (Associazione Italiana Oncologia Medica) Edizione
2018.
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* Archivio di citazioni, curato dal National
Center of Biotechnology (NCBI) presso la
National Library of Medicine di Bethesda e
messo a disposizione gratuitamente nel
1996 tramite la piattaforma PubMed
disponibile sul Web.

* L'Index Medicus, pubblicata dalla National
Library of Medicine (NLM) nel 1879, ha
indicizzato le principali riviste di medicina e
di scienze biomediche, all’inizio negli Stati
Uniti e dopo in tutto il mondo diventando il
database ora conosciuto come MEDLINE®.



Contiene piu di 29 milioni di citazioni di
riviste e abstract di letteratura biomedica da
tutto il mondo.

Medline contiene piu di 5 milla journals
indexati.

Offre strumenti di ricerca attraverso parole
chiavi su piu campi (autore, titolo, abstract).

Consente l'uso di operatori logici e la
modalita di ricerca libera e con i termine
MeSH.



* Ogni citazione bibliografica rappresenta un
articolo di rivista.

 E composta da campi che forniscono
informazioni sull’articolo.
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Lancet Oncol 2009 May, 10(5):459-66. doi: 10.1016/51470-2045(09)70025F. Epub 2009 Mar 9.
Effects of radiotherapy with concomitant ahd adjuvant temozolomide versus radiotherapy alone '
on survival in glioblastoma in a randomised phase lll study: 5-year analysis of the EORTC-NCIC S z

trial.

Stupp R', Hegi ME, Mason WP, van den Bent MJ, Taphoom MJ, Janzer RC, Ludwin SK, Allgeier A, Fisher B, Belanger K. Hau P, Brandes AA, Gitenbeek J,
Marosi C, Vecht CJ, Mokhtari K, Wesssling P, Vila S, Eisenhauer E, Gorlia T, Weller M, Lacombe D, Caimcross JG, Miimanoff RO; European Organisation for
Research and Treatment of Cancer Brain Tumour and Radiation Oncology Groups; National Cancer Institute of Canada Clinical Trials Group.

Author information Similar articles

Nomograms for predicting survival of patients
with newly diagnosed gliobl: [Lancet Oncol. 2008

1 Addto Favorites |

Abstract
BACKGROUND: In 2004, a randomised phase |l frial by the European Organisation for Research and Treatment of Cancer (EORTC) and
National Cancer Institute of Canada Clinical Trials Group (NCIC) reported improved median and 2-year survival for patients with glioblastol
treated with concomitant and adjuvant temozolomide and radiotherapy. We report the final results with @ median follow-up of more than
years.

METHODS: Adult patients with newly diagnosed glioblastoma were randomly assigned to receive either standard radiotherapy or ide
radiotherapy with concomitant temozolomide followed by up to six cycles of adjuvant temozolomide. The methylation status of the rgthyl-
guanine methyl transferase gene, MGMT, was determined retrospectively from the tumour tissue of 206 patients. The primary
overall survival. Analyses were by intention to treat. This trial is registered with Clinicaltrials.gov, number NCT00006353. Treatment of elderly patients with

FINDINGS: Between Aug 17, 2000, and March 22, 2002, 573 patients were assigned to treament. 278 (97%) of 266 patients jffthe glioblastoma: a systematic ¢ [JAMA Neurol. 2015]
radiotherapy alone group and 254 (89%) of 287 in the combined-treatment group died during 5 years of follow-up. Overall syftival was 27.2%
(95% Cl 22.2-32.5) at 2 years, 16.0% (12.0-20.6) at 3 years, 12.1% (8.5-16.4) at 4 years, and 9.8% (6.4-14.0) at 5 years vifh temozolomide,
versus 10.9% (7.6-14.8), 4.4% (2.4-7.2), 3.0% (1.4-5.7), and 1.9% (0.6-4.4) with radiotherapy alone (hazard ratio 0.6, 95§ C1 05-0.7; ol
p<0.0001). A benefit of combined therapy was recorded in all clinical prognostic subgroups, including patients aged years. Methylation
of the MGMT pmmoter was the strongest predictor for outcome and benefit from temozolomide chemolnerapy. =

Cited by over 100 PubMed Central =

INTERPRETATION: Benefits of adjuvant temozolomide with radiotherapy lasted throughout 5 years of follow-up. A fffw patients in favourable articles
prOgnOStIC CategOI‘IES survive {ongef than 5 years. MGMT meihylallon status identifies pallems most "kely to bengffit from the addition of The ngnosﬁc and Therapeuﬁc Value
temozolomide. of PD-L1in Glioma.  [Front Pharmacal. 2018

FUNDING: EORTC, NCIC, Nélia and Amadeo Barletta Foundation, Schering-Plough.

Cilengitide combined with standard treatment for
patients with newly diagnost [Lancet Oncol. 2014]

Temozolomide chemotherapy alone versus
radiotherapy alone for malig [Lancet Oncal. 2012

[Standards and new developments in
the chemotherapy [Dtsch Med Wochenschr. 2005)

See reviews...

YB-1 modulates the drug resistance of glioma
calls by activation of [Drug Des Devel Ther. 2019
Commentin

A silver lining on the horizon for glioblastoma. [Lancet Oncol. 2009] Reciprocal regulation of integrin 4 and KLF4
promotes gliomage [J Exp Clin Cancer Res. 2019]

PMID: 19269835 DOI: 10.1016/51470-2045(09)70025-7
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seizures.
Year introduced: 1994
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- Amalignant tumor arising from the nuclear layer of the retina that is the
tends to occur in early childhood or infancy and may be present at birth

{ransmitied as an autosomal dominant trait. Histologic features include d
calcification and necrosis. An abnormal pupil reflex (leukokonia); NYSTA
represent common clinical characteristics of this condition. (From DeVita
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- Amalignant form of astrocytoma histologically characterized by pleomorphism of cells, nuclear atypia, micrchemorrhage, and necrosis
They may arise in any region of the central nervous system, with a predilection for the cerebral hemispheres, basal ganglia, and
commissural pathways. Clinical presentation most frequently occurs in the fifth or sixth decade of life with focal neurologic signs or
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presentation most frequently occurs in the fifth or sbcth decade of life with focal neuralogic signs or seizures
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A malignant form of astrocytoma hi ized by ph phism of cells, nuclear atypia, microhemorrhage, and necrosfe. They may
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A malignant form of astrocytoma histologically characterized by pleomarphism of cells, nuclear atypia, microhemorrhage, and necrosis. They may
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- Angiotensin II receptor blockers, steroids and radiotherapy in glioblastoma-a
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- BACKGROUND: Glioblastomas (GBMs) induce a peritumoural vasogenic oedema impairing

functional status and quality of life. Steroids reduce brain tumour-related
oedema but are associated with numerous side-effects. It was reported in a
retrospective series that angiotensin receptor blockers might be associated with
reduced peritumoural oedema. The ASTER study is a randomised, placebo-controlled
trial to assess whether or not the addition of Losartan to standard of care (S0C)
can reduce steroid requirement during radiotherapy (RT) in patients with newly
diagnosed GBM. PATIENTS AND METHODS: Patients with a histologically confirmed GBM
after biopsy or partial surgical resection were randomised between Losartan or
placebo in addition to SOC with RT and temozolomide (TMZ). The primary objective
was to investigate the steroid dosage required to control brain oedema on the
last day of RT in each arm. The secondary outcomes were steroids dosage 1 month
after the end of RT, assessment of cerebral cedema on magnetic resonance imaging,
tolerance and survival. RESULTS: Seventy-five patients were randomly assigned to
receive Losartan (37 patients) or placebo (38 patients). No difference in the
steroid dosage required to control brain oedema on the last day of RT, or one
month after completion of RT, was seen between both arms. The incidence of
adverse events was similar in both arms. Median overall survival was similar in
both arms. CONCLUSIONS: Losartan, although well tolerated, does not reduce the
steroid requirement in newly diagnosed GBM patients treated with concomitant RT
and TMZ. Trial registration number NCT@1885453 with ClinicalTrials.gov.
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