Paad Presenting author: Beverly MK Biller (BBILLER@mgh.harvard.edu) PMON160

I te i olinical si ) Methods
mprOvemen S IN ClINICaA SlgnS O e mUFC (average of 2-3 24-h samples: normal: 11-138 nmol/24 h [4-50 pg/24 h)) and LINC 3 study 137 patients with CD (MUFC >1.5 x ULN) Eligibility for Open-label osilodrostat

- - - - i Open-label osilodrostat 2-30 mg twice daily randomization 2-30 mg twice daily
hyperCOFtISOhSm and quallty Of Ilfe LNSC (single sample; normal <2.5 nmol/L) were measured by LC-MS/MS in a central design and : _ : :
. - - laboratory assessment Period 1 Period 2 Period 3 Period 4
accordi ng to urinary and late-n 10 ht . | — - 0-12 weeks 12-24 weeks 26-34 weeks 34-48 weeks

Physical manifestations of hypercortisolism were rated locally from photographs schedule Osilodrostat at Randormized withdrawal

salivary CQrtisol Ievels in patients With (O=absent; 1=mild; 2=moderate; 3=severe); improvement was defined as the therapeutic dose (osilodrostat:placebo 1:1)
CUShlng S dlsease treated e HRQoL was assessed using the CushingQolL questionnaire (scored from 12 [worst] to ﬁ
with osilodrostat 6 st a1 e BDH e o st 063 sy y
P

é

Findi £ he LINC e Control was defined as an mUFC and/or LNSC value <ULN
lndlngs rom the 3 StUdy * Analyses are presented for patients with both mUFC and LNSC assessments:
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Baseline patient characteristics e Pearson’s correlation coefficient between mUFC and LNSC (in patients with an
assessment within the same 24-h period) was 0.73 (baseline), 0.47 (week 12),

0.60 (weok 24) and 0.44 (weok 48 all patient subgroups

3. Improvements in QoL indicators occurred at week 48 across

Introduction

e 24-hour mUFC and LNSC levels are complementary parameters recommended
for screening and monitoring treatment response in patients with CD’

(n=37)

(30.0%); there was a moderate, positive correlation between mUFC
and LNSC

Improvements in clinical signs and physical manifestations of

Median duration of osilodrostat exposure:
75 weeks (range 1-165, IQR 48-117)

n includes all enrolled patients who received at least one dose of osilodrostat with evaluable assessments for both mUFC and LNSC
and the QoL assessment at week 48. Patients were not evenly distributed between subgroups; the ‘only LNSC controlled’ and ‘both
MUFC and LNSC uncontrolled’ subgroups included few patients. The dotted line indicates the distribution-based MID corresponding
to a 10.1-point change from baseline. *Changes in BDI-Il score that reached the MID (17.5% reduction in score from baseline)

Median age, years 40.0 _
LNSC assessment is a simple and more convenient test for patients with CD 5> Mean improvements from baseline to week 48 in s CushingQoltotalscore BDI-ll score
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and LNSC alongside improvements in clinical signs of hypercortisolism in patients greater in patients with both mUFC and LNSC controlled @ 5 @ 7
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Here, we explored these clinical improvements by mUFC and/or LNSC Mean weight, kg 80.8 SBP (mmHg) DBP (mmHg) Weight (kg) BMI (kg/m?)  Waist circumference (cm) ; § ; %
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hypercor_tisolis_m, as V\_lell as HRQoL indicators, were generally Average median osilodrostat dose:

greatest in patients with either both mUFC and LNSC controlled

or only mUFC controlled o - 7.1 mg/day (range 1.1-03.9, LR 3.8-14.0) o 4. Improvements in rated scores for physical manifestations of

zc;r;tsrzllrizf bbot:\thFC a?d LI;lSC is likely tcz ble ?fhcllnlcal l;l_npc:_rtance; . =) B Both mUFG and LNSG conrollec hypercortisolism at week 48 were more common in patients
g DOTN parameters o assess contro’ of Nypercortisolism 1. At week 48, over half of the evaluable patients had both ) B Only mUFG controllc with both mUFC and LNSC controlled, followed by those

can provide a more comprehensive assessment of medical treatment

response and optimize patient outcomes MUFC and LNSC controlled B Only LNSC controlled with only MUFC controlled
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BDI-Il, Beck Depression Inventory Il; BMI, body mass index; CD, Cushing’s disease; CushingQoL, Cushing’s Quality
of Ln‘e DBP, diastolic blood pressure; FPG fasting plasma glucose; HbA, , glycated hemoglobin; HRQoL, health-
related quality of life; IQR, interquartile range; LC-MS/MS, liquid Chromatography -tandem mass spectrometry; LNSC, (n=35) (n=3) _ _ _ _
late-night salivary cortisol; MID, minimal important difference; mUFC, mean urinary free cortisol; QolL, quality of life; o e — 10- Dorsalfatpad  Ecchymoses  Facial rubor Proximal Striae Spraclavicular  Hirsutism
SBP, systolic blood pressure; ULN, upper limit of normal Baseline Week 12 Week 24 Week 48 ' muscle atropy fat pad females only
n=87 Nn=69 n=74 n=70 . . : .
n includes all enrolled patients who received at least one dose of osilodrostat with evaluable assessments for both mUFC and LNSC The denominator for the percentage includes all enrolled patients who received at least one dose of osilodrostat with an evaluable
The denominator for the percentage includes all enrolled patients who received at least one dose of osilodrostat with evaluable and the clinical assessment at the given time point. Patients were not evenly distributed between subgroups; the ‘only LNSC assessment at baseline and week 48, and with assessment of mMUFC and LNSC (n). Patients were not evenly distributed between

Presented at the annual mesting of the Endocrine Society (ENDO), June 11-14, 2022 MRC-E1033-20220714 assessments for both mUFC and LNSC at the given time point (n) controlled’ and ‘both mUFC and LNSC uncontrolled’ subgroups included few patients subgroups; the ‘only LNSC controlled’ and ‘both mUFC and LNSC uncontrolled’ subgroups included few patients




