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METHODS STUDY DESIGN (Figure 1)

Assessments: Evaluated at baseline, every 2, 4 or 12 weeks (depending on _ :
study period), and at week 48 (see QR code for detailed schedule) N=137 with CD and mUFC >1.5x ULN
Osilodrostat 2—30 mg twice daily (bid)

* mUFC status: Average of three samples by liquid chromatography-tandem
mass spectrometry, normal range 4-50 ug/24h

« Controlled(C): <ULN
 Partially controlled (PC): >ULN but=50% reduction from baseline

Primary endpoint:
Proportion of patients with
mUFC <ULN at W34

Eligibility for
randomization

Effect of osilodrostat on clinical signs,
physical features and health-related partially contralled (°): UL ut280% educton o
. = * Uncontrolle P> and <50% reduction from baseline
quallty Of Ilfe (HRQOL) by degree Of » Cardiovascular-related metabolic parameters
mUFC Control in patients W|th « Physical features (rating: 0O=absent; 1=mild; 2=moderate; 3=severe)

Cushing’s disease (CD):  CushingQol. and BDI scores

results from the LINC 3 study
Baseline patient characteristics (Table 1)

Period 1

Period 2
12-24 weeks

Period 3

0-12 weeks 26-34 weeks

Period 4
34-48 weeks

Open-label
osilodrostat

Randomized
withdrawal (1:1)

Osilodrostat at
therapeutic dose

Open label

Double blind

2. Patients with C or PC mUFC at W24 had numericalimprovements in blood pressure that were not seenin patients with
U mUFC; by W48, improvements occurredirrespective of mUFC control (Figure 3)
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double-blind, randomized withdrawal period, showed osilodrostat
(a potent oral 11B-hydroxylase inhibitor) to be an effective
treatment for CD by normalizing mean urinary free cortisol
(mUFC) in most patients’
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1. Ahigh response rate was sustained during the study,

3. Other cardiovascular risk factors and CushingQolL and 4. Improvements in physical features of hypercortisolism

with most patients achieving C mUFC during 48 weeks of
treatment (Figure 2)

(Figure 4), including hirsutism, occurred at W24 and
W48, regardless of mUFC control

@ By W48, most patients hadimprovements in atleast one
physicalfeature of CD

BDIscores (Table 2) progressively improved from baseline
to W24 and W48, regardless of mUFC control

* Here we assessed the effects of osilodrostat on signs,

symptoms and HRQolL. of CD by degree of mUFC control (o/', 132/137 (96%) of patientshad C mUFC (sULN)at least once
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include 0. See QR code for summary of data in all patients, including cholesterol

and triglycerides. BL, baseline; BMI, body mass index

*Females only

Patients with an improvement
in clinical features of CD (%)
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