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Examen de l’UE O6 Session 1 2013-2014
M2pro Pharmacologie et métiers du médicament (durée de l’épreuve 2 hrs)

Rédiger Question A et B sur deux copies différentes
Question A  (/10 points): 
Traitement des dyslipidémies et prévention cardiovasculaire : 

· Arguments justifiant la prise en charge des dyslipidémies

· Principales indications des classes pharmacologiques disponibles

· Principaux effets indésirables et facteurs favorisant les effets indésirables

· Arguments en faveur de l’utilisation préférentielle des statines
Question B (/10 points)
Résumé d’un article publié dans Blood. 2013 Dec 31.
A Phase 1 Study Evaluating the Safety and Tolerability of Otlertuzumab (TRU-016), an Anti-CD37 Mono-specific ADAPTIRTM Therapeutic Protein in Chronic Lymphocytic Leukemia.

Byrd JC, et al
Abstract

Otlertuzumab is a novel humanized anti-CD37 protein therapeutic. This study evaluated the safety of otlertuzumab administered intravenously to patients with chronic lymphocytic leukemia (CLL). Otlertuzumab was administered IV weekly for up to 8 weeks followed by 4 monthly doses ranging from 0.03 to 20 mg/kg in the dose escalation phase and 10 to 30 mg/kg in the expansion phase. Responses were determined using the 1996 NCI criteria and 2008 IWCLL criteria. Fifty-seven patients were treated in the dose-escalation phase and 26 in the expansion phase. A maximum tolerated dose (MTD) was not identified. Pharmacokinetics of otlertuzumab was dose-proportional with a median terminal half-life of 8 days. Response occurred in 19 of 83 treated patients (23%) by NCI-96 criteria. All responses were partial, and occurred more commonly in patients with symptomatic untreated CLL (6/7) or 1-2 prior therapies (12/28) versus 3 or more therapies (1/48). Twenty percent (12/61) with serial CT scan assessment had a response per IWCLL criteria. The most frequent adverse events were infusion reactions, fatigue, nausea, and diarrhea, and were not dose-related. Otlertuzumab was well tolerated and modest clinical activity was observed. Otlertuzumab warrants further evaluation in combination with other agents for the treatment of CLL.
Questions:

1. Qualifier cet essai clinique.

2. Comparer les critères d’inclusion par rapport à ceux qui correspondent habituellement aux essais “first-in-man”

a. d’un médicament non anticancéreux.

b. cytotoxique.
3. Justification de l’exploration pharmacocinétique réalisée durant les études de phase 1 :

a. en général.
b. pour ce médicament en particulier.
4. A quoi correspond le terme « response » dans ce contexte ? Est-ce le critère d’évaluation principale des études de phase 1 ?

5. Comment peut-on justifier le fait que l’étude ait été interrompue sans que la dose maximale tolérée ait été déterminée ?
