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* Definition of terms: et f 48-week Phase lll study with a double-blind randomized withdrawal period
- - - — Baseline hypertension (21 of the following at baseline): Taking antihypertensive medication, prior diagnosis o -
Hypertension and diabetes improvement nypertonsion, SBP 130 mmbig, DBP 560 Mg o Prene 137 patients with Cushing's disease IR oeen o
. . . — Baseline diabetes (=1 of the following at baseline): Taking antidiabetic medication, prior diagnosis of diabetes mUFC >1.5 x ULN Igibility Tor ranaomization
duri ng osli lodrostat thera PY IN mellitus, HbA,_ 26.5%, FPG 2126 mg/dL ( x ULN)

* Blood pressure and glycemic parameters: Evaluated by the investigator at baseline, every 2, 4 or 12 weeks Period 1 Period 2 Period 3 Period 4
(depending on study period), and at week 48

» Exploratory data and correlative analyses are presented for all patients with data at baseline and specified visit,
unless otherwise stated

— Correlations were evaluated using the Pearson’s correlation coefficient

patients with Cushing’s disease:
Analyses from the Phase lll LINC 3 study

0-12 weeks 12-24 weeks 26-34 weeks 34-48 weeks

Open-label osilodrostat Osilodrostat maintained Randomized withdrawal Open-label osilodrostat
2—-30 mg twice daily at therapeutic dose (osilodrostat:placebo 1:1) 2—-30 mg twice daily

Results

Maria Fleseriu,’ Rosario Pivonello,? John Newell-Price,? Akira Shimatsu,?

Andre Lacroix,® Richard J Auchus,® Andrea Piacentini,’ Many patients were classed as hypertensive or diabetic 4. SBP >130 mmHg and DBP >90 mmHg at baseline 8. Many patients were able to stop or reduce the dose of
Alberto M Pedroncelli,® Beverly MK Biller® at baseline correlated with greater reductions in these parameters at concomitant antihypertensive or antidiabetic medication
o - _ _ _ _ n=119/137 patients were o n=61/137 patients were weeks 24 and 48 du"ng the StUdy
Pituitary Center, Departments of Medicine and Neurological Surgery, Oregon Health & Science University, classified as hypertensive 45% classified as diabetic
Portland., OR, USA, 2[?ipartimento dl I:\S/Iedicina Clinica e Chirurgia, Sezione dl Endocrinologia, Universita Mean baseline SBP/DBP - - Mean baseline FPG ) e Week 24: SBP, ,=_0_57; DBP, r=-0.57 (bOth P<OOOO1) m Increase in dose or number of therapies = No change m Reduction in dose or number of therapies
Fec!erlcq Il di Napo_ll, Naples, Italy; Depart_ment_of Oncology and Metabolism, The Medlca_l S_chool, 135.2/87.2 mmHg n ﬂ 110.7 mg/dL and HbA,, 6.5% . Week 48: SBP, r=-0.58; DBP, r=—0.57 (both P<0.0001)
University of Sheffield, Sheffield, UK; *“Omi Medical Center, Kusatsu, Japan; °Centre hospitalier de @ ® Antidiabetic medication @ 23%, @ 28% @ 49%
I'Université de Montréal, Montreal, Canada; éDivision of Metabolism, Endocrinology and Diabetes, « Scan QR code for baseline characteristics of the study population, which was a
Departments of Internal Medicine and Pharmacology, University of Michigan, Ann Arbor, MI, USA; typical Cushing’s disease cohort
. : : T : : e ; e
Recordati SpA, Ml!a_n, ltaly; SRecordati AG, Basel, SW|tzerIand., Neuroendocrine and Pituitary Tumor _ - _ - Antihypertensive mecication @ 40% @ 20% @ 40%
Clinical Center, Massachusetts General Hospital, Boston, MA, USA 2. Mean SBP and DBP decreased from baseline in 5. Mean FPG and HbA,_ decreased from baseline in
hypertensive patients during the study diabetic patients during the study o o a0h an an wn oo eh sn e 1o
I t d t - SBP DBP FPG HbA,, Proportion of patients (%)
n ro u c I o n 160 - Il Baseline hypertension 100 - Il Baseline hypertension Il Baseline diabetes B Baseline diabetes Analysis conducted in patients with hypertension at baseline who were receiving antihypertensive medication (n=85) and in patients
150 | B No baseline hypertension 95 - T [ No baseline hypertension _ 160 - Bl No baseline diabetes 8 1 B No baseline diabetes with diabetes at baseline who were receiving antidiabetic medication (n=43)
) anr%?;tveanss(;olr;? ?igkdilr? beatt? esnccr;ewi’ftl;‘sc? rzh(i:g msm SO nr; dsrinrr?: s complications that underlie g 140 | G 22 ' [ f I [ I 75 4 « Dose or number of antihypertensive/antidiabetic medications were reduced or
_ u _ P R u. _ gs sy _ E E 1 | 140 1 stopped in a numerically greater proportion of patients with mUFC <ULN than
Alongside cortisol normalization, alleviating the burden, and risk for development, of o 130 - o 8071 1 1 T a0 ~ - those with mUFC >ULN at week 48 (scan QR code)
comorbidities is a key treatment goal in patients with Cushing’s disease’ 2 120] 1 > ;z ' 1 \\ 2 20 | -3 S S A ---- « Improvements in blood pressure were seen in all subgroups regardless of
Osilodrostat, a potent oral 11B-hydroxylase inhibitor, normalized UFC and improved clinical < ! \\ < o | _ o % \ change in antihypertensive medication
SignS of hyperCOﬂiSOIism in most patientS with CUShing’S disease during the g 110 7 1 | [ g 50 | /:;l 110 + ;,6 6 - . |mprovements in FPG were seen in patients whose dose or number of
48-week Phase Il LINC 3 core study (NCT02180217) 100 - . ! . 2 100 c 551 1 antidiabetic medications increased or decreased
: : i : 55 - g 8 t
We describe changes in blood pressure and glucose homeostasis during LINC 3 % . . . . . 50 . . | | g g = | Il
according to hypertensive and diabetic status at baseline Baseline 12 24 36 48 Baseline 12 24 36 48 w0 | 51 . . 1 1709 SBP 100 1 i PBP
Time (weeks) Time (weeks) 45 . 160 - 95 -
n=119 113 108 103 100 n=119 113 108 103 100 70 A ' 1
n=18 17 16 12 11 n=18 17 16 12 11 60 . . . . 4 : : : o 1907 o 0 1
. . . ) Baseline 12 24 48 Baseline 12 24 48 IS g
CO N C L U S I 0 N S « Mean 11-deoxycorticosterone increased during the study; mean potassium Time (weeks) Time (weeks) £ 10- £ & \
levels remained largely unchanged and within the normal range n=55 52 49 43 n=61 55 54 48 B 430 - 2 g0 {
— There was no significant correlation between change in potassium and change n=74 67 66 61 n=76 69 67 62 ) g t
« Comorbid hypertension or diabetes consistently improved in many patients during 48 weeks in 11-deoxycorticosterone from baseline at week 24 (r=0.43; P=0.1882) or Dashed lines indicate: FPG <100 mg/dL indicates normoglycemia (impaired glucose tolerance: FPG 100—<126 mg/dL; diabetic: g 1% s ]
of osilodrostat therapy, with many patients able to stop or reduce the dose of antihypertensive week 48 (r=0.66; P=0.0520) FPG 2126 mg/dL); HbA,,, 26.5% indicates diabetes = 110 - A
or antidiabetic medications 100 - o |
Comorbidities should be closely monitored as adjustments in concomitant medications are . . . . .
required for some patients taking osilodrostat as cortisol levels decline, including those with Many pa_tlents with SBP >130 mmHg or DBP >90 mmHg 6. Many patients with FPG 2100 mg/dL at baseline had %0 — ——— - 60 — - —
improving hypertension or diabetes at baseline had SBP <130 mmHg or DBP <90 mmHg from FPG <100 mg/dL from as early as week 12 of treatment,
Osilodrostat is effective at improving clinical signs of hypercortisolism and may alleviate as early as week 12 of treatment suggesting improved control of blood glucose 250 - PG
treatment burden in patients with Cushing’s disease
FPG
u>130 mmHg .Ss?go mmHg Missing . u 21026 mg/dL  ®100-<126 mg/dL ~ ®<100 mg/dL Missing _'_J 200 -
% 100% . E 100% . > Increase in dose or number of antidiabetic
Acknowledgments 22 goy n=39/79 patients had 245 80% n=16/36 patients had £ [ or antihypertensive medications
SET a shift in SBP from 2 2% a shift in FPG from 0 150 - I
We thank Catherine Risebro, Mudskipper Business Limited (funded by Recordati AG), for providing RS2 60% omme 100/ >130 mmHg at baseline to &g £ 0% smme 4 A0, =100 mg/dL at baseline to L ! 1 B  Nochange
medical editorial assistance, as well as the site investigators, study coordinators and patients who 5 =8 40% n 49% <130 mmHg at week 48 oV 8 40% n 44% <100 mg/dL at week 48 B 100 * g Decrease in dose or number of antidiabetic
participated in the trials. 2 % = - o % £ % -~ @ = ! [ or antihypertensive medications
. S o a % © S
Disclosures 2 £ —
o 0% ) 0% . 50 -
This study was sponsored by Novartis Pharma AG; however, as of July 12, 2019, osilodrostat is an Baseline Week 12 Week24 Week48 Baseline Week 12 Week 24 Week 48
asset of Recordati AG. DBP _ o _ _ _ S _
Analysis conducted in patients with FPG =100 mg/dL (n=36) at baseline (not according to baseline diabetic status as described above) 0 T
References E < 100% m>90 mmHg  ®<90 mmHg Missing Baseline Week 48
E
1. Fleseriu M et al. Lancet Diabetes Endocrinol 2021;9:847-75 Ty 8% n=33/50 patients had )
2. Pivonello R et al. Lancet Diabetes Endocrinol 2020;8:748—61 SEL 60% 7B\ 66 a shift in DBP from 7. FPG 2100 mg/dL and HbA,. 26.5% at baseline correlated No moderate or strong correlations between change
.. I o >90 mmHg at baseline to . . . .
Abbreviations 5g 5 4o ﬂ 250 mmHg ot woek 48 with greater reductions in these parameters at weeks 24 in blood pressure or blood glucose parameters and
S0 T 20% - -
DBP, diastolic blood pressure; FPG, fasting plasma glucose; HbA, ., glycated hemoglobin; mUFC, mean urinary free cortisol; £ - ® and 43 change in mMUFC from baseline were observed

SBP, systolic blood pressure; SD, standard deviation; UFC, urinary free cortisol; ULN, upper limit of normal

Baseline Week 12 Week 24 Week 48 (scan QR code)
Analysis conducted in patients with SBP >130 mmHg (n=79) or DBP >90 mmHg (n=50) at baseline (not according to baseline + Week 24: FPG’ f=_0.92; HbA1C’ r=-0.76 (bOth P<0.0001 )

Presented at the 31st AACE Annual Meeting, May 12-14, 2022 MRC-E1032-20220714 hypertensive status as described above)  Week 48: FPG, r=-0.75; HbA1C, r=—0.60 (bOth P<OOOO1)
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