Background Results: Demographics and Characteristics Results: Demographics and Characteristics of the Subgroup With Poorly Controlled
Blood Pressure
. I?espite rgcent advances ilj diabetes treatments, approximately 25% 01; individuals with T2D Patient popu lation
P H in the United States have inadequately controlled glycemia (HbA1c >8%)" . Atotal of 1,057 participants completed the overnight 1-mg DST with a dexamethasone level 2140 ng/dL  The characteristics of those with and without SBP >135 mm Hg are shown in Table 2
REVALENCE OF YPERCO RTISOLISM IN « Excess cortisol activity (hYP?FCOFtiSOlism) can cqntribute to hyperglycemia and may lead to e The characteristics of the overall CATALYST population and the subgroup with SBP >135 mm Hg are shown in Table 1 e Participants with SBP >135 mm Hg, compared with those with SBP <135 mm Hg, were slightly older and had a higher BMI and
poor control of T2D, even with adherence to typically effective treatments® waist circumference
PATI ENTS WITH DIFFICU LT_TO_CO NTROL o , , , , , e 31.0% (328/1,057) of CATALYST participants had SBP =135 mm Hg and 8.5% (90/1,057) were taking >3 BP medications
. I('lype.rcorl’glsollsmtcan nggatlyelyé 1mezaCt gltYfCem;F contrgl.througthﬂrlouimelchamsmst . « Participants with an SBP 2135 mm Hg had higher DBP and a greater prevalence of vascular disorders and hypertension
eg, 1nsulin resistance, impaire eta-cell tunction, and increase epatic gwucose outpu . .
TYPE 2 DIAB ETES AN D H IGH BLOOD and is independently associated with hypertension in individuals with T2D”8 Table 1. Demographics and Characteristics of CATALYST Population and the SBP 2135 mm Hg Subgroup » No difference was observed in HbA1c between the 5BP groups
e Prior research has reported the prevalence of hypercortisolism in individuals with inadequately « More participants with SBP >135 mm Hg had received sulfonylureas and fewer received GLP-1s and SGLT2s, compared with those with
P RESSU RE ® RESU LTS F RO M C AT A LYST controlled T2D to range from 5% to 33%, but these studies had limitations”"’ CATALYST subgroup with Univariate analysis for hypercortisolism SBP <135 mm Hg
e « CATALYST (NCT05772169), the largest prospective study to date assessing the prevalence overall CATALYST SBP T IJ =33!52;3r;m Hg Vs nsouf;éfsl:;o‘;tiltsﬁggp ':; ;gemcrﬁT:;-YST « As expected, use of BP medication was higher in participants with SBP >135 mm Hg
and characteristics of individuals with hypercortisolism among those with inadequately population B
controlled T2D, found a hypercortisolism prevalence of 24% in this population'*" (N=1,057) : y . s :
1. : 9. T : 3. , o No Table 2. Baseline Characteristics and Select Medications in the SBP Subgroups
Yehuda Handelsman’ MD ) Vanita R. ArOda’ MD ) T]mOthy Ba}lley,. MD ) o Preliminary results from CATALYST were previously reported’; final results are being presented Hyper<|:10_r7t17sohsm hypercortisolism
Robert S. Busch, MD*; John B. Buse, MD, PhD>; Elena A. Christofides, MD®; at this congress (n=77) (n=251) SBP <135 mm Hg SBP 2135 mm Hg
7. : 8« \/ir/i 9. - _ (ne
Ralph A. Delfronz%, MD’; Bradley Eilerman, N:I?, MHI®; \{w1an Fon1szeca, MD’; Aim Age, years, mean (SD) 60.7 (10.4) 64.2 (9.5) 60.8 (10.3) 03¢ 1,008, 1.064 Characteristics (n=728) (n=328)
Adline Ghazi, MD'®; Steven E. Kahn, MB, ChB''; Mark Kipnes, MD'*; | o o s 3N DI " e Baseline characteristics,” mean (SD)
- ) A + To describe the prevalence and characteristics of the subgroups of CATALYST participants with Female, n (%) 479 (45.3) 34 (44.2) 111 (44.2) . || Baseline characteristics S mean (D)
Dan Lender, MD"*; Jonathan G. Ownby, MD"; Jean Park, MD'®; poorly controlled blood pressure, defined as SBP =135 mm Hg, and those with poorly controlled | | 7000 OO UOTUOTUUODDIUNMUOBOIOII ..o e b —————————————————————————————————— Age, yrs 60.3 (10.5) 61.6 (10.2) NS
: 130 Mz : " 16 : : . . [ L R sttt oo ST WO e
Jutio Rosenstock, MD™; Michaet Shantk, MD™; Lance Sloan, MD, MSE™; blood pressure despite taking 3 medications BMI kg/m?, mean (5D) B5@2) Bery wiee P - B, ke /m 33.1 (7.0 34.4.(7.6) 0.0064
Ron .Swe!‘leff, MD 1(; GU]llermO Ump]errez, M.D ) IUl]a Cr]St]na TUdOr, PhD ’ SBP, systolic blood pressure; T2D, type 2 diabetes. Waist C;II')Cumference, inCheS, 44 3 (6 7) 45 O (7 9) 45 .4 (7 1) Wa]st Circumference, inches 44.0 (6.4) 45.3 (7.3) O 0031
Daniel Einhorn, MD™; for the CATALYST Investigators O ) o8P mmbe n6e6 8150.6 Cooor
Ethnicity: Not Hispanic/Latino, n (%)® 802 (75.8) 69 (89.6) 190 (75.7) 2.769 1.261,6.081 | | e ) R
'Metabolic Institute of America, Tarzana, CA; 2Brigham and Women’s Hospital, Harvard Medical | e e T HbA1c, % 8.8 (1.1) 8.8 (1.0) NS
School, Boston, MA; *Headlands Research AMCR Institute, Escondido, CA; “Albany Medical College, Methods HbA1c, %, mean (SD) 8.8 (1.0) 8.8 (1.1) 8.8 (1.0) — — Prevalence of hypercortisolism, n (%)¢ 175 (24.0) 77 (23.5) NS
Community Endocrine Group, Albany, NY: SUniversity of North Carolina School of Medicine, Chapel [ N4 L8 00 & 1 e . Y -~
’ i ’ 4 BP H D 127.6 (16.1 1 (9. : : — — C d l bidities, n (%
Hill, NC; ®Endocrinology Associates, Columbus, OH; ‘UT Health Science Center, San Antonio, TX; S’mm ......... g,mean(S) ...................................................................................... 6( ..... 6 ........ ) ........................................ 1471 ..... (94) ................................................ 1464(101) ................................................................................................................................................................................................................ 2 mmoncar ''''' O B T I
8Saint Elizabeth Physicians, Covington, KY; Tulane University, New Orleans, LA; ®MedStar Health Study Design DBP, mm Hg, mean (SD) 75.3 (9.8) 80.4 (9.5) 81.8 (9.6) - - Cardlac disorders @@ e o N of W) . S
Research Institute, Baltimore, MD; ""VA Puget Sound Health Care System and the University of o CATALYST is a prospective, 2-part, multicenter study conducted at 36 sites across the United . . feat y Coronary artery disease 85 (11.7) 36 (11.0) NS
Washington, Seattle, WA; ’Diabetes & Glandular Disease Clinic, San Antonio, TX; *Velocity Clinical States in diverse clinical settings 7 owering medications, N (k) R T Atrial fibrillation %649 on NS
Research at Medlcal C]ty Dallas, Dallas, TX, 14Atlanta Dlabetes ASSOC]ateS, Atlanta, GA, 15Endocrlne . . . >3 BP-lowering medications 235 (27.1) 36 (50.7) 54 (25.5) 3.203 188 5494 | | o s i .l
Associates of Long Island, Smithtown, NY; "¢Texas Institute for Kidney and Endocrine Disorders, - Part 1 of the CATALYST study (Figure 1) was a noninterventional phase conducted between s s T DI T e | Cardiac failure congestive 173 11684 NS
Lufkin, TX; "The Lundquist Institute, Harbor-UCLA Medical Center, Torrance, CA; "®Emory University March 2023 and April 2024 RAS agents 734 (69.4) 57 (74.0) 186 (74.1) — — Vascular disorders 587 (80.6) 289 (88.1) 0.0028
School of Medicine, Atlanta, GA; "*Corcept Therapeutics Incorporated, Redwood City, CA . Detailed study design and methods have been previously reported® | | BetablOCkerS ....................................................................................................... 334(316)35(455)60(239) ............................................................... 26531555,4526 ...................... 3P medications, n (6
o The Study enrolled adults aged 18 to 80 years WITH QI fICULE-T0-CONIIOL T 2D ANA HD AT C 7.5 tO |l e e e e oo T A """""" B P """"""" C| """"""" T 82 """ 799 """""""""""""""""""""""""""""""""""""""""""" 2 """""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""
Contact: Dan Einhorn, MD, deinhorn@corcept,com 11.5% despite taking multiple glucose-lowering medications with or without micro-/macrovascular Diuretics 331 (31.3) 42 (54.5) 80 (31.9) 2. 565 1.523,4.320 | | .0 ny br med 1cat10ns ..................................................................................................................................................................................................... 5 ............ ( .......... e ) .............................................................................. 83(863) ................................................................................ 00133 ...........................................
complications or taking Multiple blood PressUre-lOWEING MEICATIONS L Diuretics 208 (28.6) 122 (37.2) 0.0051
o Participants were screened for hypercortisolism, defined as post-1-mg dexamethasone suppression test Calcium channel blockers 261 (24.7) 34 (44.2) 83 (33.1) B OO ................. ... - e A
(DST) cortisol >1.8 pg/dL (50 nmol/L), with adequate dexamethasone levels 2140 ng/al | | ———— — | | DA DIOCKETS . 239628 »@0 NS
o Participants with common causes of false-positive DST results (eg, use of oral contraceptive pills; excessive Other cardiovascular medications, n (%) 920 (8.5) 8 (10.4) 18 (7.2) — — Calcium channel blockers 143 (19.6) 117 (35.7) <.0001
o alcohol consumption; severe untreated sleep apnea; severe psychiatric, medical, or sUrICAlIlNESS; NIGNT- | | | e
S Umima ry & CO NC l UusSions shift work; or hemodialysis/end-stage renal disease) were excluded Lipid modifying agents, n (%) 880 (83.3) 66 (85.7) 204 (81.3) _ _ RAS agents 491 (67.4) 243 (74.1) 0.0301
Figure 1. CATAYLST Study Design Analgesics, n (%) 321 (30.4) 33 (42.9) 73 (29.1) 1.829 1.080, 3.099 Medications for T2D, n (%)
. : . . rpe O T [ et e OO ... o o o o o - Fast-acting insulin 182 (38.7 128 (39.0 NS
Desplte gdvances n medlca.l manag?ment, d]fﬁCUl.t to .C(.)I’Itl'Ol Psychiatric medications, n (%) 312 (29.5) 26 (33.8) 66 (26.3) _ Y I g ............................ el e A s ( ................. ) ......................................................................................... ( ................. ) ...................................................................................................................................................
type 2 diabetes (T2D) remains relatively common in clinical o - S ereorteotom ded 2o 2oetD5T cortoal 1.8 wa/dL it adete dexamethason leve n tis ronulation. *Ethicty sroum ‘Not Hisoarie/ Lot ctudes i o memes et | | Long- or intermediate-actinginsulin R 213(e49) N>
practice, and poor control of hyperglycemia can lead to i, Persons Wih ST foreontrol D el n the univriste nalyls (% Cl oomes 1) — o TN E Metformin e 43(746) 4073y NS
. . . 1-mg overnight DST ' blood pressure; Cl, confidence interval; DBP, diastolic blood pressure; DST, dexamethasone suppression test; RAS, renin-angiotension-system; SBP, systolic blood pressure; SD, standard deviation. Sulfonylureas 192 (26.4) 109 (33.2) 0.0223
compl]cat]ons of diabetes W& | W EEEEEEEEESSNSESSSRRRRRRRRRR R Y T e e e
ercortisolism Pioglit 80 (11.0 40 (12.2 NS
H . l. . k .b . f h l . Ejpost-DSI:[]ygortiS()llt>lig>“l%/g|_V\;gc:j) . The prevalence Of hypercort]SOllsm Wwas S_Im'llar among those W]th SBP >1 35 mm Hg and among the Overall Study populatlon but was @ || e ]Og]azone ............................................................................................................................................................................................................................................. ( ................. ) ......................................................................................... ( ................. ) .....................................................................................................................................................
ypercortisolism is a known contributing cause of hyperglycemia T — higher among participants with SBP 135 mm Hg taking =3 BP medications (Figure2) | | DPP-4InNDItOTS e o164 G e NS
and is independently associated with increased mortality e evalation: o0 [ A R GLP-1anmalogs 70604 42433 0.022
. . Adrenal CTscan Figure 2. The Prevalence of Hypercortisolism in the CATALYST Population SGLT2 inhibitors 410 (56.3) 140 (42.7) <.0001
In the CATALYST study (NCT05772169), the largest prospective | el e et . e R R e S L
StUdy tO date aS5€551 ng the prevalence and CharaCter]St]CS Of Primary Endpoint o | aNS = P value > 0.05; PP-value was based on 2-sample t-test assuming equal variance; ‘BMI = weight(kg)/[height (cm)/100]?; ¢P-value was based on chi-square test.
individuals with hypercortisolism among those with difficult- + Prevalence of hypercor.t'SOI'Sm BMI, body mass index; BP, blood pressure; DBP, diastolic blood pressure; DDP-4, dipeptidyl peptidase-4; GLP-1, glucagon-like peptide-1; NS, not significant; RAS, renin-angiotension-system;
Key Secondary Endpoints SBP, systolic blood pressure; SGLT2, sodium-glucose cotransporter 2; T2D, type 2 diabetes.
tO-ContrOl TZD the prevalence Of hypercort]SOllsm was 24% - Percentage of participants with hypercortisolism with or without abnormal adrenal CT scan 40.0%
2 - Clinical characteristics that increase the likelihood of a participants having hypercortisolism 40 -
- Clinical/laboratory characteristics of participants with hypercortisolism with or without abnormal adrenal CT scan
Our results show a 40% prevalence of hypercortisolism among
the subgroup of CATALYST participants with difficult-to-control Assessments - Results: Characteristics of Individuals With Hypercortisolism
T2D and difficult-to-control hypertension as evidenced by « Hypertension and medication history was collected by self-report or electronic medical % 30 -
systolic blood pressure >135 mm Hg despite taking >3 blood record review % 23.8% 23.5% o ﬁunivariz;te llpgis’.cictLegEe:;l(I)_\n(godeblgwas pe.r:r(])rglebd ﬁc; ;denti:lygc(t_wraElcte1r)istics potentially associated with the presence of
. . o - i —_— ypercortisotuism in the SUDgroup wi 2 mmMm aple
pressure medications Office blood pressure testing was performed S | | | AT o | |
Statistical Analysis &, 20 - o Factors independently associated with hypercortisolism in the SBP >135 mm Hg subgroup (based on multivariate analysis) are shown in
. - : : . Figure 3 and include: Taking >3 BP medications, older age, not Hispanic/Latino ethnicity, use of analgesic medications, use of insulin and
Given the h]gh pre\/alence of hyperCOrt]SOl]Sm, screening e Parameters potentially associated with hypercortisolism were assessed using univariate analysis SGgLTZ inhibitc])r muedicatio]nsg : e . sham | B >¢5! e - e
may be warranted in individuals with difficult-to-control o Asimple logistic regression model was performed separately for each outcome and variable. The
: Wald chi-square P-value, odds ratio (OR), and the corresponding 95% CI for the OR were reported for « While participants of Hispanic/Latino ethnicity appeared to have a lower risk of hypercortisolism, the study was not designed to
T2D and hypertension each variable 10 - assess the underlying reason why ethnicity might be associated with hypercortisolism. This finding may be impacted by differences in
: : : e Multiple logistic regression was performed to identify baseline characteristics independentl demographic, physical, genetic, or medication characteristics and access to medical care
The ongoing CATALYST treatment phase will provide data on associated with hysercortisolism g P g
therapeutic intervention in individuals with hypercortisolism o A stepwise selection method (backward and forward, with P<0.1 for inclusion and P<0.05 for retention) 252/1,057 77/328 36/90 Figure 3. Multiple Logistic Regression Model for Hypercortisolism vs No Hypercortisolism in the SBP 2135 mm Hg Subgroup
was used to determine the final models and presented with P-value, OR, and the 95% Cl for the OR 0 o dd . 0
o o | Difficult-to-control T2D Difficult-to-control T2D & Difficult-to-control T2D & . Odds ratio 95% Cl P-value
ACTH, adrenocortlcotroplc hormone; Cl, conﬁd.ence interval; CT, computed tomography; DHEAS, dehydroepiandrosterone sulfate; DST, dexamethasone BP >135 mm H SBP >135 Ho &
suppression test; OR, odds ratio; T2D, type 2 diabetes. S 2 g 3 B—P (T-]mt' g >3 BP medications (yes VS no) _ : ‘ , 3.307 1 872, 5.840 <0.0001
> medications ;
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Study Coordinators and the Sponsor team. References Age (10 year increase) - (O 1.469 1.099, 1.963 0.0094
(1) CDC. National Diabetes Statistics Report. Accessed November 21, 2024. https://www.cdc.gov/diabetes/php/data- iCi . i i
research/index.html. (2) Fang M, et al. N Engl J Med. 2021;384(23):2219—2228. (3) Khunti K, et al. Diabetes Res Clin ACknOWledgementS EthmE;t,g]{ngc;’(\)/l;pliliSNO;nI]TlC]S/IID_g?;;(/) . : ‘ i 2.966 1.283, 6.855 0.0110
o = Pract. 2018;137:137—148. (4) Avramidis |, et al. Clin Diabetes. 2020;38(3):248—255. (5) Caballero AE, et al. J Diabetes This study is sponsored by Corcept Therapeutics Incorporated. Medical writing assistance was provided by R&R Healthcare Communications and by Tina K. Schlafly, PhD, CMPP of Corcept P ; : , : , : , ,
= % Complications. 2021;35(11):108011. (6) Aresta C, et al. Endocr Pract. 2021;27(12):1216-1224. (7) Li D, et al. Gland Surg. Therapeutics and funded by Corcept Therapeutics Incorporated. 0 2 4 6 8
% o) 2020 Feb;9(1):43—-58. (8) Petramala L, et al. Endocrine. 2020;70(1):150—163. (9) Chiodini |, et al. Eur J Endocrinol. Odds ratio
= _g' 2005;153(6):837—844. (10) Catargi B, et al. J Clin Endocrinol Metab. 2003;88(12):5808—5813. (11) Jusufovic S, et al. DiSC IOSU res ( )
o @ Clinical Diabetology. 2024. DOI:10.5603/cd.101189. (12) DeFronzo RA, et al. BMJ Open. 2024;14(7):e081121. (13) Fonseca V. | | . o . . . Lower odds of hypercortisolism Higher odds of hypercortisolism
o= Results of the CATALYST Trial Part 1. Prevalence of hypercortisolism in difficult-to-control type 2 diabetes [symposium]. Dr. Handelsman reports: Research grant from Amgen, Applied Therapeutic, Corcept Therapeutics, lonis, Lilly, Merck, Regor; advisory/consultant role with Amgen, Applied
Poster number: 0050 = § Presented at the 84th American Diabetes Association Scientific Sessions; June 21—24, 2024; Orlando, FL. Therapeutic, AZ, Bayer, Bl, Corcept, Esperion, Mankind Pharma, Merck, Merck-Pfizer, Novartis, Novo Nordisk, Sanofi; speakers bureau with Bayer, Esperion, Novo Nordisk. BP, blood pressure; SBP, systolic blood pressure; SGLT2, sodium-glucose cotransporter 2.
. v O
wn O



https://corcept.com/wp-content/uploads/WCIRDC2024-1.pdf

