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Examen UE BASE Session 1 14 Décembre 2017 (2 hrs)

Question I et Question II (1 hr, sans document à disposition):
Question 1 : 

Un laboratoire pharmaceutique veut évaluer un nouveau médicament dans l’hypertension artérielle. 

Les complications de l’hypertension artérielle sont les maladies cardiovasculaires et cérébrales comme l’infarctus du myocarde et l’accident vasculaire cérébral. 

1- Pour démontrer l’efficacité de ce nouveau médicament, est ce que le laboratoire doit faire un essai comparatif versus placebo ou un essai comparatif versus médicament de référence ? (Les médicaments de référence de traitement de l’HTA sont les diurétiques thiazidiques dans l’hypertension artérielle)

Expliquez votre réponse. 

2- Le laboratoire a le choix entre 2 critères de jugement principaux : 

- la mesure de la pression sanguine artérielle. 

a) De quel type de critère s’agit-il ? 

b) Décrire le design et la durée de l’essai. 

- la survenue de complications

c) De quel type de critère s’agit-il ? 

d) Décrire le design et la durée de l’essai. 

3- Le laboratoire choisit comme critère de jugement principal la mesure de la pression sanguine artérielle. 

Rédigez l’objectif principal de l’étude. 

Question 2 : 

1) Quelle est la méthode de travail de base en Pharmacovigilance? Quel objectif? Quels avantages et inconvénients?

2) Dans quelles conditions, utilisez-vous des méthodes complémentaires?

Question 3 (notes de cours autorisées durant la composition)

Les documents ci-dessous sont extraits d’un article de Rezai et al (Cancer Chemotherapy and Pharmacology 2015).
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PurposeOnapristone is an antiprogestin with activity in
breast cancer and is under investigation for use in endome-
wial, ovarian and prostate cancers. Megestrol acetate and
abiraterone generally show variability in absorption and,
depending on the formulation, food effect. This study was
conducted to determine the effect of food on 10 mg oral
immediate-release (IR) onapristone and to help identify a
formulation to minimize variability.

Methods This is an open-label, randomized. crossover
study to determine the pharmacokineic profile of onap-
sistone and its main metabolite, N-mono-desmethyl onap-
ristone. Twelve healthy female subjects received 10 mg of
oral IR onapristone after an overnight fast, or within 30 min
of a high-fat, high-calorie meal with a 2-week washout
between dosing periods.

Results Onapristone. plasma ty, (mean % SD) was
4.36 = 081 h for the fasted state and 3.76 % 036 h for
the fed state. Following fo0d, 0napristone t,, was delayed
from 110 4 h. Food intake was also associated with a small
increase in AUC, ., of approximately 13 % and a statisti-
cally significant decrease in Co, of approximately 18 .
One subject experienced a 23-day delay in menses afier one
10 mg onapristone dose, while another subject experienced





Questions
1. Justifier le « design » (la méthodologie générale) de l’étude clinique.

2. Par quelle méthode a été calculée l’AUC de chaque volontaire ? Justifier votre réponse. Le nombre de prélèvements sanguins et la durée selon laquelle ils ont été réalisés étaient-ils optimaux ?
3. Pour quelle raison des médianes et non pas des moyennes sont-elles reportées (Table 2) pour le paramètre Tmax ?

4. Commenter les différences de paramètres pharmacocinétiques entre les 2 conditions : prise à jeun (« fasted state ») et prise avec un repas (« fed state »).
5. Pensez-vous que ces modifications auront des conséquences cliniques ? En d’autres termes, faut-il formuler des recommandations précises en termes de prise du médicament par rapport au repas ?

6. Ce médicament étant destiné à être administré de façon répétée et prolongée, pour quelle raison le facteur d’accumulation correspondant à deux prises quotidiennes (prise toute les 12 hrs) ne sera-t-il pas très différent si le médicament est pris à jeun ou simultanément à des aliments ? Estimer ce facteur d’accumulation.
7. Quelle valeur d’AUC,ss moyenne est attendue pour une prise de 5 mg toutes les 12 hrs (systématiquement simultanée à un repas) ? Justifier votre réponse.
8. Sachant que le coefficient de biodisponibilité par voie orale de ce médicament est proche de 1, des modifications de sa fraction libre plasmatique s’accompagneront-elles de modification de : (i) sa clairance, (ii), son volume de distribution, (iii) de sa demi-vie d’élimination ? Si c’est le cas, en préciser l’ampleur.
…
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Conelusion The results are consistent with- previous
observations, indicating that there is a smal increase in
onapristone exposure and a significant decrease in Co,
when taken with food. These changes are within accepiable
limits set out by the FDA. Thus, our findings indicate that
onapristone could be administered without regard to food.

Keywords  Onapristone - Pharmacokinetic - Food
Safety - Tolerability

Introduction

Onapristone (Fig. 1) is a type 1 antiprogestin that prevents
progesterone receptor (PR) monomer dimerization, inhibits
ligand-induced phosphorylation, and blocks association of
the PR with its co-activators, thus preventing PR-induced
DNA transcription [ 1-3].
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This study was conducted in 12 healthy female subjects
aged 18 years and older. Subjects were required 10 be in
zood health based on medical history, physical examina-
tion and clinical luboratory tests. Eligible subjects were
required (o have normal liver function documented within
the screening period and on day | of the treatment period.
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single-dose, two-
wreatment (fed vs. fasting), two-period, two-sequence cross-
over study. The study was conducted in accordance with
the Declaration of Helsinki (amended at Seoul, 2008), GCP



[image: image6.png]‘Freclinical pharmacokinetic (FR) and pharmacodynami
(PD) studies have demonstrated that onapristone is well
absorbed, with extensive distribution into tissues and very
high protein binding (99.5 % in human plasma) [Unpub-
lished datal. Historic data in humans are reported ;. to be
between 2 and 4 h. PK data from five different onapristone
doses in six female volunteers have been published [13].
In this intra-patient dose escalation study of onapristone
25400 me, the PK was roughly dose proportional with
dose-proportional generation of N-mono-desmethyl onap-
ristone (M1) [13].
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[image: image8.png]AUCy o = AUCy, + Ct/hz, with last quantifiable con-
centration at time t (C,), apparent terminal elimination rate



[image: image9.png]constant (hz), apparent terminal elimination half-life (t, ),
caleulated as follows: ty = Ln(2)iz

“The following PK parameters were calculated only for
onapristone: apparent clearance (CUF), calculated as fol-
lows: CUF = Dose/AUC, .. apparent steady-state volume
of distribution (V,/F), calculted as Vd,JF = CUF/1z.

Analysis of Variance (ANOVA) was performed using
log-transformed PK parameters for C,pyee AUC 1,y and
AUC,, of onapristone (and MI) with food condition,
sequence and period as fixed effects and subject within
sequence as random effects.
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‘The administration of 10 mg onapristone in healthy vol-
unteers in the fed state resulted in an onapristone t,,,
(mean = SD) of 3.76  0.36 h compared with adminis-
tration following overnight fasting of 4.36  0.81 h. Ona-

pristone t,,,, was significantly delayed from 1 to 4 h fol-

Towing food (p < 0.05; Fig. 2). Under fasted conditions,
non-compartmental PK analysis indicated that mean Cy,
and AUC, . values of onapristone were 410 ng/mL and




[image: image13.png]1840 ng WL, respectively, while under fed conditions, a
slight decrease in plasma peaks and an increase in exposure
were observed (mean C,, and AUC, ., values of 334 ng/mL.
and 2075 ng WL, respectively, Table 2). The observed
onapristone geometric mean ratios (90 % CI) were 113
(90 % CI 1.06-120) and 0.82 (90 % CI 0.69-0.96) for
AUC, . and C,, respectively. These data indicate that a
high-fat, high-calorie breakfast had a minor effect on ona-
pristone exposure with an average increase in AUC, ., of
approximately 13 % and a statistically significant average
decrease in C,, of approximately 18 % (Fig. 3a, b).



