Pead Presenting author: Maria Fleseriu (fleseriu@ohsu.edu) PMON163

_ Methods
EffeCt Of OSI IOd rOStat On Figure 1. Osilodrostat mechanism of action

androgens and adrenal

Assessments
AU e Adrenal hormone and androgen levels were assessed centrally at baseline and at regular intervals

¥

- - = oo — Adrenal hormone and androgen levels reported here are highlighted with stars in Figure 1
C hol‘:‘mo!neds In patlel-nts WIth i  / | . 11-deoxycorticosterone — Scan QR code for further information on methods used to measure adrenal hormone and
[ ] | regnenolone rogesterone — =
ushing’s disease: Long-term ' Y . nerogen evels
findings from the Phase I,

prospective LINC 3 study

CYP11B2 Osilodrostat

17-OH pregnenolone " DHEAS

¥

e Hirsutism score (females) was assessed at regular intervals and rated locally by investigators on
17-OH progesterone — Androstnedione — Estrone

a semi-quantitative scale: O=absent; 1=mild; 2=moderate; 3=severe

Corticosterone

e Serum potassium was also measured regularly

11-deoxycortisol — m 180k Cotcosterone e Safety was continually assessed from core study baseline to study end by monitoring AEs
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*Maria Fleseriu,! *Beverly MK Biller,? *Akira Shimatsu,® *John Newell-Price,* *Antoine Tabarin,>
*Greisa Vila,® *Andrea Piacentini,” *Alberto M Pedroncelli,2 “Rosario Pivonello®

'Oregon Health and Science University, Portland, OR, USA; 2Massachusetts General Hospital, Boston, MA, USA; *Omi Medical Center,
Kusatsu, Japan; “University of Sheffield, Sheffield, UK; °CHU de Bordeaux, Bordeaux, France; ®Medical University of Vienna, Vienna, Austria;
"Recordati SpA, Milan, ltaly; 8Recordati AG, Basel, Switzerland; ®*Universita Federico Il di Napoli, Naples, ltaly Resu Its

4. Adrenal hormone precursor accumulation-related AEs were
reported in 58.4% (n=80/137) of patients; most occured during

\‘ AAEC RIS CHIDEINEICECUR IS o Mean 11-deoxycortisol and 11-deoxycorticosterone

7.4 mg/day (range 0.8-46.6)

- Median osilodrostat exposure:
IntrOdUCtlon 130 weeks (range 1-245)

increased during the core phase and stabilized during
long-term treatment

e (Qsilodrostat decreases cortisol production by inhibiting 11p3-hydroxylase
(CYP11B1) and aldosterone synthase (CYP11B2), which increases levels of
adrenal hormones and androgens above the level of enzyme blockade' (Figure 1)

Efficacy and safety profile of osilodrostat in patients with Cushing’s disease has

the first 26 weeks of treatment (period 1: dose titration; period 2:
therapeutic osilodrostat dose)

1. Following an increase during the core phase, mean testosterone

levels stabilized in males and decreased toward baseline in females Figure 4. Mean (SD) 11-deoxycortisol and 11-deoxycorticosterone levels*
during long-term treatment 19,000 Table 1. Most common adrenal hormone precursor accumulation-related AEs
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