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Investigateur principal A randomwzed double-blind . placebo-controlled adpreant tmal i
Elodie VAULECR (30.04) |newly diagnosed primary ghoblastoma subjects to assess the efficacy

and safety of 2-hydroxyolere acd (2-0HOA) in combmation with | o0 it Vitiquite

ARCI radiotherapy and temozolonsde standard of care treatment d parignr
Ina DEMEBELE (#4.11) | Co-critére: principanx ; Sanrvie sans progression
Surae globale

CRITERES D'INCLUSION

Written informed consent, signed and dated

Subjects who are able to understand and follow instructions during the trial

Age =18 and <75

Subjects with rewly histologically confirmed intracranial malignant glioma (glicblastama

WHO Grade IV) that is IDH1 wild type (local assessment) and who are scheduled Lo receive

chemo-radiotherapy with temorolomide

Ahility to swallow and retain oral medication

Centrally obtained MGMT promoter methylation status

7. Subjects who underwent tatal or partial / incomplete resection, and with the appropriate
guantity of lumour tissue releasable for eligibllity and signature assessments

8, Kamofsky Performance Score (KP5) = 50 %

0. Female subjects with a childbearing potential must have a negative pregnancy test within one
week before inclusion in the trial. Those female and male subjects admitted in the study must
use a reliable method of contraception, for fermale subjects during the study peried up until
32 days after last study treatment and for male subjects up until 92 days after last study
administration.

Women must be:

a. Either of MNOT childbearing potential: postmenopausal (= 60 years of age, or < 60
years of age and amenorrhoea for 12 months in the absence of chemotherapy,
tamoxifen, toremifene, ar ovarlan suppression with follicle-stimulating hormone
[FSH} above 40 U/L and oestradiel below 30 ngdL, or if taking tamoxifen or
toremifene, and age < 60 years, then FSH and oestradiol in the postmenopausal
range|, permanently sterilized (e.g., tubal ocelusion, hysterectomy, bilateral
salpingectomy], or otherwise incapable of pregnancy

b. Or of childbearing potential and practicing a highly effective method of birth control
consistent with local regulations regarding the use of birth eontrol methaods for
subjects participating in clinical studies: e.g., established use of oral, injected or
implanted hermonal methods of contraception; placement of an intrauterine device
or intrauterine system: male partner sterilization {the vasectomized partner should
be the sole partner for that subject).

10, A man who is sexually active and has not had a vasectomy must agree to use a barrier

method of birth control e.g., either condom or partner with ccclusive cap [diaphragm or

cervical/vault caps).
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11. Adequate bone marrow function including: Absolute neutrophil count {ANC) 21,500/mm3 or
21.5% 109/L; Platelets = 100,000/ mm3 or 2100 x 109/L; Haemoglobin 2 9 g//dL (may have
been transfused).

12, Adequate hepatic function defined by a total bilirubin level £ 1.5 = the upper limit of normal
range (ULN), an aspartate aminotransferase (AST), level < 2.5 = ULN, and an alanine
aminotransferase (ALT) level £ 2.5 = ULN ar, for subjects with documented metastatic disease
to the liver, AST and ALT levels < 5 x ULN. Subjects with documented Gilbert disease are
alloweed if total bilirubin = 3 x ULN

13. Adeguate renal function defined by an estimated creatinine clearance = 30 mL/min according
to the Cockeroft-Gault formula

CRITERES D'EXCLUSION

1. Known hypersensitivity to any component of the investigational product

Any other investigational drug within the preceding 30 days. Prior, concomitant, or planned

concomitant treatment with anti-neoplastic aim including (but not limited) to MovoTumor

Treatment Fields (Nova TTF), bevacizumab, intratumaural or intracavitary anti-neoplastic

therapy (2.2 Gliadel wafers), or other experimental therapeutics intended to treat the

tumour.

subjects who underwent “"only biopsy ™ resection

Anticancer therapy within 4 weeks of study entry (6 weeks for milomycin and nitrosoureas)

Other major surgery within the preceding 30 days

Allergy, hypersensitivity or other intolerability to temozolomide and its excipients, patients

with hypersensitivity to dacarbazine and patients with rare hereditary problems of galactose

intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption,

Unable to undergo MRI

Presenting with diffuse midline gliomas or multifocal GBM (distant from the fare or

contralateral) or rapid progression between early post-surgery MRI and pre-radictherapy MRI

9. Uncontrolled or significant cardiovascular disease

10, A histery of unconlrolled hyperlipidaemia and/or the need for concurrent lipid lowering
therapy

11, Meed for warfarin, phenytoin or sulphonylureas (ghbenclamide, glime piride, glipizide,
glyburide or nateglanide]

12, Past medical history of uncontrolled clinically significant active ar chronic gastrointestinal
disorders (for example, crohn's disease, celiac disease, untreated stomach ulcers, etc) and
gastro-inflammalary pathologies

13. Uncontrolled diabetes mellitus, with glycated haemoglobin (Hha1c) levels at the screening
wigit af =7.5%

14. Cardiac disease, defined specifically as either

fa

=
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a. Mean resting corrected OT Interval {OTc) > 470 msec (for women ) and > 450 ms (for
men) obtained from 3 consecutive ECGs

b, Any clinically Impartant abnommalities in rhythm, conduction or morphology of resting
ECG [example, complete left bundle branch hiock, third degree heart black)

c. Anyfactors that increase the risk of OTc prolengation or risk of arrhythmic events such
as heart fallure, hypokalaemia, potential for Torsades de Pointes, congenlital long QT
syndrome, family history of long QT syndrome or unexplalined sudden death under 40
years of age

15, Previous malignancies within the last three years other than ndGBM, except successfully
treated squamous cell carcingma of the skin, superficial bladder cancer, and in situ carcinoma
of the cervix
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BIT AN MINCLUSION

Dian: les 49 jours avant le debut de trastement
1. Chourgie {biopsie seule non acceptes).

Avant le sereening :
1. Consentement.

2. Envol d'un echantilion tumoral en centralize pour determinztion du statut MGHIT.

Drans les 21 jours avant le debut de traitement :
L. Index de Kamofsky.
2 IBM cerébrale (avec et sans confraste).
3. Biolome : MNFS5-Plaguettes, lonogramme sangum bilan hepahque hilan de coagulabon (INE. PTT, APTT),
magnésum, ackde unque, CE, cholestero] tnglyveendes, amyvlase, lipase.
Test senque de grossesse (=1 applicable).
Bandelafte winame.
ECG
Creestionnanres - QLQ-C30, BN-20.
Score NANO,

[ = A

Prescription médicale 3 fourndr

[ IRM cérébrale

TRAITFMENT

Randomdzation ratio 1 :1, a faire au C1J1
Bras A : Radiochinnothérame + 2-0HOA placebo
Bra:z B : Fadiochimiothérame + 2-0HOA 124

Les I bras de traitement suivent le méme design :

1. Badischimictherapie :
-ET 60 Gy + TMZ 73 mp'ne’§ PO pendant 7 semames an maxdmmmm
- 2-0HOA'placebo 3 PO a partr du J1 de [z semaime 3 et jusqu'a [z fin de la radiochimotherame.

I Mantenance :
- & cyeles de 28 jowrs de TMZ 150 pis 200 mp'm*j PO de J13 15
- 2-0HO A 'placebo 3z PO les 3 premméres semaines de chague cycle

3. Monotherapie 1 2-0HOA placebe 3x/j PO jusqu’a progression.

Traitement a debuter
- Badiochimotherapie 3 debuter dams les 49 jours post-chinmrge.
- Phasze de moimtenanee 3 débuter dans les 28 jours apres le dermer jour de radiochmmotherapie {en cas de déla
de plus de 42 jours. demander I"accord du medical momutor).

Criteres de stratification

Statut MGMT : [] méthylé [ on méthyls
RTOG-RPA -[]3 ¢ [O5

Tracabilite du recusil do consentement

A rensevgmer dars 1'onglet « Informaton complémentare » du formmlare de Recherche Chimique sur HW

Vablidation des eriteres d’elizibilite par Iinvestizatenr

A rensaigner dans Iz partie « Inclusion du patient » du formulare de Fecherche Chmque sur HM
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