2554 A PHASE 1/2 STUDY OF RELACORILANT 4+ NAB-PACLITAXEL IN PATIENTS WITH SOLID TUMORS: THE DOSE-FINDING PHASE

Pamela N. Munster'; Jasgit C. Sachdevs; Gini E Fleming?; Thaddeus S. Block®; Stacie Peacock Shephera®

'University ot California, San Francisco School of Medicine, San Francisco, CA, USA; “HonorHealth Research Institute/TGen, Scottsdale, AZ, USA; *The University ot Chicago Medicine, Chicago, IL, USA; S
‘Former Employee, Corcept Therapeutics, Menlo Park, CA, USA; >Corcept Therapeutics, Menlo Park, CA, USA Cosg o prerl s oy

without permission from ASCO®
and the author of this poster.

o Due to potential drug-drug interactions that may increase the exposure to nab-pac, the starting dose of . . L o PK DATA AND CLINICAL ACTIVITY . . . ! . .
INTRODUCTION nab-pac in the continuous-dosing regimen was 80 mg/m? in combination with relacorilant Table 1. Baseline demographic and clinical characteristics Figure 5. Duration of disease control and response by tumor type: Pancreatic cancer (a) and ovarian cancer (b)
CORTISOL MODULATION AND CANCER BIOLOGY o To assess for drug-drug interactions, continuous dosing has a lead-in period before the start of the Con|1\|t|_n2u50us InteI{'ITj]t(’)cent L‘it:;aé Figure 3a. Mean (£SD) relacorilant concentration versus time profiles in patients a. Pancreatic (N=13)? b. Ovarian (N=9)
- High £ ol oid GR on have b o . combination (Figure 2b). The starting dose in dose level 1 was as follows: — = — following once-daily oral administration of 100 mg relacorilant with and without
igh rates ot glucocorticol regeptor( ) expression have been shown in 1) Continuous: 100 ma relacorilant once daily with 80 ma/m? nab-pac on Days 1. 8, and 15 of a 28-day cycle Age, mean (range) years 56.8 (18-81) 61.8 (46-79) 58.3 (18-81) coadministration of 80 mg/m? nab-pac _ _
several solid tumor types including pancreatic, ovarian, and triple-negative : 9 Y 9 P ys 1, 6, y ¢y Female, n (%) 18 (72) 8 (80) 26 (74.3) _ —» Ongoing N —» Ongoing
breast cancer (TNBC)'2 2) Intermittent: 100 mg/m? nab-pac on Days 1, 8, and 15 of a 28-day cycle with relacorilant 200 mg the Race, n (%) S m . Breoasressed . Efoag;:‘essed
= GR has.beer) shovx{n to be involved in chemotherapy resistance in tumor day before, day of, and day after nab-pac White 22 (88) 6 (60) 28 (80) —~ 1950 - —o— Without nab-pac o Stable disease T e S — Stable disease
cells, with stimulation of GR shown to reduce chemoth.el.ra.py?)iensmwty and o As the study progressed, use of G-CSF to control neutropenia, which has been the most common dose- Black 3(12) 2 (20) 5(14.3) — £ O . I —— . Ei%:;f:fg:;fnse 2 . giﬂi:::fg;:fnse
blOCkade C.)f G.R S.h(.)Wh to enhé.mce ChemOtherapy sensitivity™ . » Iimiting toxicity (DLT), expanded ASi?” 0 (O) 2 (20) 2 (5.7) g T —m— With nab—pac = % Withdrew consent % e — — Dose interruption
= GR a.c:t.|vat|on inhibits apoptosis leading to reduced chemotherapy efficacy 1) In the initial cohorts, G-CSF was allowed during the DLT evaluation period only if required to manage Carcinoma type, n (%) g" 1000 4 || ~ <
* Preclinical studies across multiple tumor types have Sth\i\gHSthat GR toxicity. Prophylactic G-CSF use was not allowed to avoid confounding the assessment of toxicity Pancreatic | | | 13 (52) 3 (30) 16 (45.7) ~ T S eom S ———— T — T ———— b
antagomsts. can enhanc.e thg eff.lcacy of chemc?therapy 4 N 8 2) In later cohorts, G-CSF was allowed per standard practice, including optional prophylactic use in (C:)var.lanl (including primary peritoneal cancer) 51 (240) 40(400) 91 (225;?7) g . B — .
=GR expression and/or signaling is correlated with poor prognosis in breast, batients with a high risk of neutropenia ervica (4) (0) (2.9) o —— a
endometrial,? and ovarian'® cancers . . . . L . Breast (ER/PR+ / HER2-) 3(12) 0(0) 3 (8.6) O
. Clinical data , h TNBC h . ] " 3) Due to continued DLTs of neutropenia, mandatory prophylactic G-CSF is now required in all patients. Other 3 (12) 3 (30) 6 (17.1) - o
gilpeléfists;[wae |r; Fcigtwlwe;;im; GR anta;c;/r?i;t (\)NV\;Z J’Eo?;r;rgir\?vire]avﬂ;[ed with nab Patients receive at least one injection of G-CSF the day after nab-pac, including the nab-pac lead-in ECOG, n (%) - S e
1 1 - ! m > .
paclitaxel (nab-pac)" and eribulin'? 0 7 (28) 5 (50) 12 (34.3) = S — S — o
1 18 (72) 5 (50) 23 (65.7) o 3 5
: TSR : : N S — o
RELACORILANT: A SELECTIVE GLUCOCORTICOID Time from initial diagnosis to date of first study treatment, 2.8 (0-8) 4.8 (1-11) 3.3 (0-11) % *g'
RECEPTOR ANTAGONIST a. Dose Finding (Part 1)° b. Continuous Dosing and PK Sampling mean years (range). " Q O I S—
. . . . . No. of prior therapies, mean (range) 3.4 (1-8) 4.4 (2-6) 3.7 (1-8) Yy 1 1 T —
= Relacorilant (CORT125134) is a selective cortisol modulator that potently binds part 1: Dose-Finding Prior chemotherapy, n (%) 0 <+ = S | | | 1 I T T TTTTTTTIT —)
GR (K. <1 nM), inhibits GR in cells (half-maximal inhibition of 7.2 nM), and does NabPac Relacorilant 28-Day Cycle ' 1 -+
. 13 ead-in? Lead-In Lead-In Taxanes 21 (84) 8 (80) 29 (829) 4 8 1 2 1 6 20 24
not bind to the androgen receptor or the progesterone receptor (K; >10 pM) | pay N E - TR T 7 Platinum salts 18 (72) 7 (70) 25 (71.4) b
. : : e ST ' | : 5 0 5 10 15 20 25 30 35 40 45
In éltl’o T;EUdtI?Shds,TOHSt;%ig;ggI]CCI:CYa;;CI:thIblt(ljogYol;c:B%\YSZZCS and CYP3A4 Nab-pac —» —>- | 50 | I;"“’; | | ;‘ xe2l ’;;’ reee ; retooopooone | ?Includes rectal and vulvar (continuous) and neuroendocrine and prostate (intermittent); ®PAll prior therapies, including adjuvant therapy. Tlme (hou r) | 1 ' 20 Duzrsation BVE\)Ieeks35 0 * > > Duration. Weeks
and modest inhibition o , , an S g ' © S S ! !
* In pancreatic (MIA PaCa-2, Figure 1a) and cervical (Hela, Figure 1b) xenogratt Lo | 8 8 3 DOSE ESCALATION AND DLTs “Three patients discontinued during the lead-in period.
Qg?eeles’%fgﬁ\fg r;ls Eéﬁ;ﬂmgﬁgf nr\g\l,:c:hpt&;ggaxifxaa;eiggﬂ?ntly (ESSEEE - - COhort_ A 2 DR NS acoriant 28-Day Cycle = To date, 3 continuous cohorts and 2 intermittent cohorts have been enrolled . : : . : :
J J P L’- g 1 1 — T TR A = DLTs occurring during the first treatment cycle are shown in Table 2. Neutropenia with dose delay >7 days Figure 3b. Nab-pac f‘U?M“ Ll [T followu)g. once.-weekly IV infusions ?f Table 4. Response and glucocorticoid receptor immunohistochemistry summary in all patients with available tissue?
o d febril ' -~ have b th ; DLTs. Due to d it ; : dat nab-pac at 80 mg/m? with and without coadministration of 100 mg relacorilant
Figure 1. Relacorilant in combination With paclitaxel inhibits pancreatic aAsseSS-eﬂ:eCtS of RELA on nab-pac pharmakoklnetlcs. IN““‘I I 2000004000000 90(00000090/00 oooool an epri e.neu rope‘nla ave .een e !’T]OS common : S. ue_ O dose- Iml INg n.eu ropema, Manaatory Dose: RELA GR IHC
(MIA PaCa-2) (a) and cervical (HelLa) (b) xenograft tumor growth *Expansion Cohorts (Part 2) are planned in selected tumor types (N=20 each). 8 8 prophylactic G-CSF is now being used in both the ongoing continuous and intermittent cohorts. G-CSF . . /Nab-P —
was not mandatory earlier in the study because of the concern that G-CSF could have confounded the 10000 - - . - Time to(OIIDrog);ressmn - EERCISSI; - (mg(r)ng/am;) a % Poflltlve % a; 2+ e
a. intermittent Dosing and PK Sampling assessment of DLTs 5 ancer Type rior Taxane ays , CR, SD, cells or above - Score
] Part 1 and 2 . c Ovarian® Y 294 SD 200/100 100 100 300
) Pancreatic (MIA PaCa-2) _ Relacorilant 28-Day Cycle Table 2. Dosing cohorts and DLTs e Pancreatic N 42¢ Too earl 100/60 100 100 290
o~ 2500 o Veh|C|e Nab-Paclitaxel ] L?ad ||"| = | ) : = 8000 _ . y
= gssaDchUzn(tp eeos ors 1 26 62 iy e, N . Eelgcorllagt/ - Egalyable P'a:\IT:;‘I:C'IS' - . *C') Ovarian | Y 19 SD 150/80 100 100 290
£ 2000- -5 Paclitaxel 7.5 mg/kg |_|I8o S | ab-pac Dosage - atients  wit S (grade) = Pancreatic® Y 182¢ SD 150/80 100 100 290
' S S Continuous ~ ' c
GE) 1500- | 3 3 . . | | < 6000 - v Pancreat!c Y 49 Too early 100/60 100 100 270
= -v- Relacorilant 30 mg/kg e Only if required Neutropenia (3) with dose delay >7 days and iy Pancreatic % 43 PD 100/60 99 90 269
S 1000- 5 — + Paclitaxel 7.5 mg/kg 100/80 for toxicity 7 2 rash (3) O Ovarian Y 196¢ CR 100/80 95 80 295
; PATIENT ELIGIBILITY management Febrile neutropenia (3) 2 4000 - Pancreatic® Y Withdrew 150/80 100 80 210
c 500- F<0.0001 Febrile neutropenia (3), thrombocytopenia (4), O Pancreatic \G 353 PR 100/80 90 60 180
2, - Key inclusion criteria 100/80 Per Pl discretion 1 2 handffoot syndrome (3), and mucositis (3) < Pancreatic Y 42¢ Too early 100/60 90 60 180
""""" 3'0 = Consented patients >18 years of age with advanced or metastatic solid tumors who have disease progression Neutropenia (4) with dose delay >/ days o 2000 - Pancreatic Y 60 PD 100/60 80 60 150
Relacorilant dose = Treated with up to 3 prior lines of cytotoxic or myelosuppressive therapy in the advanced setting. Previous 100/60 Prophylactic o7 0 None ‘25 ¢ Pancreatic N 43 PD 100/60 /70 40 120
Paclitaxel dose nab-pac is allowed 100/80 (ongoing) Prophylactic 0 0 None 0 Pancreatic Yo 38 PD 100/80 50 20 80
= ECOG (Eastern Cooperative Oncology Group) Performance Status 0-1 Intermittent Nab acl Slone Nab-nac '+ Relacorilant Pancreatic Y 217° SD 100/80 60 25 60
b Cervical (Hel = Adequate renal, hepatic, and marrow function f(S)(())//;é)O Eer E: j!scret!on 2 1 LI\J/lrosepS|s((35)) P P TNBC v Noviftshejferc\,ent; P— a 5 ]
- rvi . : er Iscretion ucositis
1000- ervica ( € a) Vehicl = Measurable or evaluable disease (dose escalation cohorts) 150/80 (ongoing) Prophylactic 0 0 None Treatment ?Includes only those patients with sufficient archived tumor tissue available for analysis; PDenotes intermittent dosing of relacorilant; “Patient still on study and has not progressed;
& For patients enrolled in the pancreatic cohort, key inclusion criteria are: *One patient in this cohort experienced neutropenia requiring G-CSF support after the cut-off date of March 10, 2018. Per the DRC RS RO, EREARE PRSI W B O O reene e
é 800 - + B Paclitaxel 15 mg/kg o Histologically confirmed diagnosis of pancreatic adenocarcinoma. Patients with pancreatic neuroendocrine recommendation, a new cohort is being evaluated with mandatory G-CSF. «  For the patients that had completed at least one cvele of theraov and GR IHC was complete. all had detectable GR expression
o . tumors, lymphoma of the pancreas, or ampullary cancer are not eligible SAFETY Figure 4. Best response in 22 evaluable patients per RECIST v1.1 Siv pat P . . 44 EI iical benefit (S}[/) PR CRF:Cy o4 the: Table 4 PIeTe font), including 2 pat tP h ;
c  600- 4 Relacorilant 30 ma/k , o . . = Six patients experienced durable clinical benefi , PR, or or >6 months; Table 4; green font), including 2 patients with pancreatic
2 + Paclitaxel 15 mglkg o CA19-9 (or CEA, CA-125 in non-CA 19-9 elevated tumors) measured within 14 days prior to first dose of ) . . . . . . 100 - cancer previously refractory to taxane therapy. All patients with durable clinical benetit had >60% GR positive cells
g 400- study drug = To datg, 31% of patients have d|.scont|nued treatment plue to adverse events .(7/25 continuous, 4{10 intermittent). Best Overall Response
= o Metastatic (non-irradiated) lesion that is measurable by RECIST v1.1 Forty nine percent have discontinued due to progr§55|ve disease (15/25 conjunuous, 2/10 mtermltjcent) 80 - EPD EPR CONCLUSIONS
c 200- : . =  Treatment-emergent adverse events (TEAEs) considered related to relacorilant or the combination that msb OCR _ . T ] . . .~
S P<0.0001 Key exclusion criteria occurred in >10% of all patients who received a dose of relacorilant through March 10, 2018 are reported in ~ 60 ol pa, Neut.ropenla was the mpst S|gn|f|ca.nt t.reatment related advgrse eve.nt.and S mar.wag.eable with mand.atory prgphylactlc G-CSF
. . . P 9 P 2
= o) I —— i A A o i et = Requirement for treatment with chronic or frequently used oral corticosteroids for medical conditions or Table 3 2 = Continuous and intermittent dose-finding cohorts are ongoing. Preliminary data indicate that relacorilant can increase the exposure
. . L . . p | - )
0 illnesses (eg, rheumatoid arthritis, immunosuppression after organ transplantation) =  Four patients experienced an adverse event of neutropenia and 1 of febrile neutropenia = 40 C1Par oy, N nab. Pas . . . . . . . . .
p p p p Pan-|
Relacorilant dose Assessments D 20 Pan-| = An efficacy signal was observed in refractory patients with pancreatic and ovarian cancers. A cohort of patients with metastatic pancreatic
Paclitaxel dose Patients were to provide either archived tumor tissue or pretreatment tumor biopsy if available for Table 3. Relacorilant d lated TEAE ted in 210% of all patients wh ived at | 1d © Oth_“Pan-lo ! cancer is enrolling at the dose level at which clinical benetit has been observed (relacorilant 100 mg daily; nab-pac 80 mg/m?). Results at
- : . ArC able 3. Relacorilant drug-relate s reported in >10% of all patients who received at least 1 dose m g vn-llPan-lgy .| this dose level are not presented here
histoch try (IHC) st for GR stat - }
mmHne IS, o e.r.ms "y (IHC) staining for GR sta us. o A £ O pan-1oth-I = These results support further evaluation of the regimen. The study is ongoing with expansions being considered, including in ovarian
In the pancreatic model, complete regression (no measurable tumor) was observed in 4/10 animals in the = DLTs were identitied at each dose level to determine MTD Continuous Intermittent Total ‘g -20- Pan-Ilovn-II cancer and TNBC
relacorilant + paclitaxel group vs. no complete regressions in the other treatment groups. =  Tumor assessments were performed at screening and every 6-8 weeks from Cycle 1 Day 1 with confirmation N=25 N=10 N=35 Q 40- Pan'IOVn_”
Data represent the mean + SEM. of tumor response performed within 4 weeks per RECIST v1.1 TEAEs All Grades >G3 All Grades >G3 All Grades >G3 D - Concer - BestOwenl REFERENCES
METHODS o Ovarian, fallopian tube, or primary peritoneal cancer tumors also included CA-125 assessment and N (%) of Patients with Relacorilant Related TEAE 21 (84) 8 (32) 10 (100) 6 (60) 31 (89) 14(40) _g -60- o EE (11) 3 Othe-| 1. Block TS, et al. Cancer Manag Res. 2017:9:65-72. 8. Pan D, ot al. Cancer Res. 2011:71(20):6360-70.
response per GCIG criteria Fatigue 6 (24) 1(4) 3 (30) 0 9 (26) 1) No Aseessmont : ; 2. Baker GM, et al. Cancer Manag Res. 2015,7:361-8. 9. Tangen IL, et al. Gynecol Oncol. 2017,147(3):672-7.
STUDY DESIGN Nausea 6 (24) 0 2 (20) 0 8 (23) 0 -80- N g[g % E 3. Skor MN, et al. Clin Cancer Res. 2013:19(22):6163-72. 10. Veneris JT, et al. Gynecol Oncol. 2017;146(1):153-60.
= The study objective was to determine the maximum tolerated dose (MTD) and RESU LTS Ra.Sh _ . 6 (24) 1) 2 (20) 0 8 (23) 103) -100- Ho AR i 0 alatovy 4. Isikbay M, etl al. Horm (?afcﬁr' 2014;5.(2):7.2_89' 1. Nanda R, etal. Springerplus. 2916;5(1) :947'.
recommended phase 2 dose of relacorilant when administered with nab-pac, - A total of 35 patients were enrolled and treated in the study between May 24, 2016 and March 10, 2018 Skin hyperggmentahon 4 (16) 1 (4) 3 (30) 0 7 (20) 1 (3) over SD E (?) 5. Pang D, et al. Cancer Biol Ther. 2006;5(8):933-40. 12. Han HS, et al. Cancer Res. 2017;77(4 suppl):P6-12-5.
and to evaluate the safety, pharmacokinetics (PK), and clinical activity of the . . - . . . Neutropenia 3(12) 2(8) 3 (30) 3 (30) 6 (17) 5 (14) © Assessment “Vlvar 6. Zhang C, et al. Int J Oncol. 2006;28(2):551-8. 13. Hunt HJ, et al. J Med Chem. 2017;60(8):3405-21.
combination o Dhemogra_?hllocls eilnd baseline characteristics of patients treated with both nab-pac and relacorilant are Vomiting 6 (24) 0 0 0 6 (17) 0 7. Stringer-Reasor EM, et al. Gynecol Oncol. 2015,138(3):656-62.
shown in Table _ - . _ - At
= Eligible patients enrolled in a standard “3+3"” dose escalation design to . . . . Constipation 3(12) 0 2 (20) 0 5 (14) 0 Pan=Pancreatic Cancer; Qvn—Ovarlan Car.‘ce“ Oth=Other Cancer
evgluateptwo dosing schedules for relacorilant (Figure 2a). Expansi%n cohorts o Sixteen (46%) patients had pancreatic cancer and 9 (26%) had ovarian cancer Decreaied appetite 4 (16) 0 1 (10 0 5 (14) 0 I=Continuous; II=Intermittent ACKNOWLEDGEMENTS
in specitfic tumor types are permitted. A cohort with pancreatic cancer is Diarrhea 3 (12) 0 1.(10) 0 4 (11) 0 This study was funded by Corcept Therapeutics. Funding for design, and production support was provided by Corcept Therapeutics to MedVal Scientific
enrolling patients : Information Services, LLC. The authors thank Mark R. Vogel for writing assistance, Sherry Tong for project management, Amy Plodek for data management, and
Neuropathy peripheral 2 (8) 0 2 (20) 0 4 (11) 0 Harvey Kushner and Terri Leung for statistical analysis.

= Preliminary data indicate that nab-pac exposure is increased with relacorilant at doses of 100-150 mg once daily Clinicaltrials.gov: NCT02762981
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