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The bosentan
arterial hypei
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S

Background/Aims: The Bosentan Patient Registry (BPR) was a prospective, multicen-
tre, Australian registry funded by Actelion Pharmaceuticals. The primary aim of the

W

registry was to collect survival data in patients with pulmonary arterial hypertension
(PAH) treated with bosentan.

Methods: The BPR was initiated in 15 specialized PAH centres. All patients on or
starting bosentan were invited to enrol. Treating physicians notified the registry if

patients discontinued bosentan, because of either a change in therapy, transplantation,
intervention or death. Survival data were validated against the Australian Institute of
Health and Welfare National Death Index.

Results: Between 2004 and 2007, a total of 528 patients (mean age 59 = 17 years) were
enrolled representing 69% of patients either previously taking or initiated on bosentan

during that time. The BPR population was generally older with more advanced func-
tional deficit than patients enrolled in randomized, placebo-controlled trials. Aetiology
was idiopathic (iPAH) in 58% and connective tissue disease related (scleroderma (SSc)-
PAH) in 42%. For iPAH patients, World Health Organisation functional classes II, III and
IV at enrolment was 8.2%, 66.4% and 20.5%, and for the SSc-PAH cohort, 3.2%,
75.8% and 17.9% respectively. The observed annual mortality was 11.8% in patients
with iPAH and 16.6% in patients SSc-PAH.

Conclusion: This large Australian registry provides ‘real life’ information on the char-

acteristics and management of PAH in clinical practice. Treatment with bosentan

improved survival outcomes in both iPAH and SSc-PAH compared with historical con-
trols. Age, disease severity and aetiology were critical factors in determining clinical

24 L1 2 e VRO 8 G st 5 v 145



Final results from 18 years of the

L]
A-J-n.-.-.l-,—.i-.-nd.—,—] T ,—..-..-L.-..--LJ—‘.-.-,--_.-J.—‘-‘ n.‘-n.—-—_.ﬂ.—,—..‘—.,———

ABSTRACT

Objective: To monitor for a signal for major teratogenicity following in utero lamotrigine exposure.

Methods: Health care providers reported lamotrigine exposure during pregnancy, and subsequent
outcomes, on a voluntary basis. Prospective reporting early in pregnancy was encouraged. Major
congenital malformations (MCMs) were classified according to the Centers for Disease Control
and Prevention (CDC) criteria and were reviewed by a pediatrician on the Registry's Scientific
Advisory Committee. The proportion of infants with MCMs was calculated by trimester and ther-
apy type and descriptively compared to population-based reference estimates.

Results: Over an 18-year period, 35 infants with MCMs were observed among 1,558 first-
trimester monotherapy exposures: 2.2% (95% confidence interval [Cl] 1.6%-3.1%). This was
similar to estimates from general population-based cohorts. The observed proportion of infants
with MCMs among 150 lamotrigine/valproate polytherapy exposures was 10.7% (95% CI
6.4%-17.0%) and was 2.8% (95% Cl 1.5%-5.0%) among 430 infants exposed to lamotrigine
polytherapy without valproate. No consistent pattern of malformation type, or malformation fre-
quency by dose, was observed.

Discussion: The Registry did not detect an appreciable increase in MCM frequency following first-
trimester lamotrigine monotherapy exposure. With over 1,500 first-trimester monotherapy expo-
sures, the Registry was powered to detect major teratogenicity. The proportion of infants with
MCMs following lamotrigine/valproate polytherapy exposure was high, but similar to that previ-
19 ously reported with valproate monotherapy. The Registry failed to observe an increased MCM
frequency with increasing lamotrigine dose. Monitoring of specific malformations among
e 1 lamotrigine-exposed pregnancies will continue through case-control surveillance in the European

»- Congenital Anomalies and Twins Registers network. Neurology® 2011;76:1817-1823
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