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CONCLUSIONS
• Improvements in cardiovascular and metabolic-related parameters that

occurred during the core phase were maintained during long-term
osilodrostat treatment, including reductions in blood pressure, glycemic
parameters, weight and waist circumference, and total cholesterol

• Physical manifestations of hypercortisolism improved or remained
stable from baseline to week 48 and end of treatment in most patients

• Improvements in patient-reported outcomes, such as CushingQoL and
BDI-II scores, that were observed during the core phase continued
during the extension

• Osilodrostat is an effective and well-tolerated long-term treatment that
may alleviate disease burden and improve QoL for many patients with
Cushing’s disease

Introduction
• As a consequence of chronic hypercortisolism, Cushing’s disease is associated

with cardiovascular morbidity and mortality, as well as impaired QoL1

• Osilodrostat, a potent oral 11β-hydroxylase inhibitor, normalized mUFC and
improved clinical parameters of hypercortisolism and QoL during the 48-week 
core phase of the Phase III LINC 4 study (NCT02697734)2

• We report here the long-term effects of osilodrostat on cardiovascular
and metabolic-related parameters, physical manifestations of
hypercortisolism, and QoL following an optional extension phase
to LINC 4
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• Physical manifestations of hypercortisolism were assessed locally using frontal
and lateral images of the shoulders up and frontal and dorsal images of the trunk;
physical manifestations were rated on a semi-quantitative scale: 0=absent; 1=mild;
2=moderate; 3=severe

Results

1. Improvements in cardiovascular and metabolic-related parameters observed at week 48 were maintained during
long-term osilodrostat treatment

Shaded areas represent results during the core phase. 
n is the number of patients with an evaluable 
assessment at both baseline and the later time point 
(ie weeks 48, 72, 96 or end of treatment [EOT])

Methods

Results

73 enrolled
2:1 to osilodrostat or matching placebo*

60 entered extensionOsilodrostat 2 mg bid‡

65 completed core phase

Period 1
0–12 weeks

Period 2* 
12–48 weeks Optional extension*†

Double blind

Open label

1 2 5 8 12 14 32

Every 3 weeks

48 72 84 96

1 8 12 14 362620 48 60 72 84 96

12 26 36 48 72 96

1 2 5 8 12 14 26 36 48 72 96

Every 3 weeks

Time (weeks)

Every 4 weeks Every 4 weeks

Weight, waist circumference, blood pressure 

Glycemic and lipid parameters

Physical manifestations

CushingQoL and BDI-II scores

*Dose increases (starting dose: 2 mg bid), were permitted every 3 weeks to normalize mUFC (maximum dose: 20 mg bid during period
1, 30 mg bid during period 2 and optional extension); dose decreases were permitted at any time for tolerability; †A protocol
amendment was implemented in December 2019 that specified that the maximum duration of osilodrostat treatment was 96 weeks;
however, at the time of the protocol amendment, some patients had already completed >96 weeks of treatment. The protocol
amendment specified that patients enrolled in the optional extension phase were asked to come for an EOT visit within 4 weeks after
amendment approval at their site, or by week 96, whichever occurred first. Patients who were still receiving clinical benefit were eligible
to join a separate long-term follow-up study (NCT03606408); ‡Patients on <2 mg bid at week 12 were restarted on the same dose

LINC 4: Phase III study with an initial 12-week, double-blind, randomized, placebo-controlled period followed by open-label treatment until week 48, 
and an optional extension phase

Median (IQR) average osilodrostat dose:
4.6 (3.7–9.2) mg/day 

Median (range) osilodrostat exposure:
87.1 (2–127) weeks

98.6% (n=72/73) of patients received ≥1 concomitant medication 
during the study

mUFC was rapidly normalized and sustained during long-term osilodrostat 
treatment. See poster RC7.6 for full efficacy and safety results following 
completion of the LINC 4 extension

2. Physical manifestations of hypercortisolism improved or remained
stable from baseline to week 48 and end of treatment in most
patients, with few patients experiencing worsening features

n is the number of patients with an evaluable assessment at both baseline and the later time point (ie week 48 or end of treatment)
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• Scan QR code for data on LDL
cholesterol, HDL cholesterol and
triglycerides

• Scan QR code for data on severity of physical manifestations of hypercortisolism
at baseline

3. Improvements in patient-reported outcomes (CushingQoL and BDI-II
scores) during the core phase were maintained during long-term
osilodrostat treatment

n is the number of patients with an evaluable assessment at both baseline and the later time point (ie week 48 or the extension end of 
treatment [EOT] visit). Dotted line indicates the distribution-based minimal important difference (MID) corresponding to a 10.1-point 
change from baseline for CushingQoL3 and a 17.5% reduction in scores from baseline for BDI-II4
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