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Introduction

Efficacy Figure 5. Duration of Treatment and Response (by CT or PET)* in Individual Evaluable Patients With NHL
Responses occurred at all doses (Table 5), except 5 mg QD .
30 mg-| < -)

>90% of responses among patients wi were observed at first assessment (Figure
90% of tients with NHL b d at first t (Fi 2)
Constitutive signaling through the B-cell receptor is critical for the survival and proliferation of human B-cell lymphomas' and Patients Representative positron emission tomography (PET) images of a patient with mantle cell ymphoma (MCL) achieving a complete response (CR) at week 9 15 mg [::‘ =
leads to downstream activation of phosphatidylinositol 3-kinases (PI3Ks), including PI3Kd? As of the data cutoff (March 1, 2017), 63 patients were enrolled and treated with INCB050465 at doses ranging from 5 to 45 mg are shown in Figure 3 fg mg- Q
e : : : . q . . . . . mqg-
— Aberrant activation of PI3K® is associated with proliferation and survival of malignant B cells® o o QD; 19 (30%) patients were still on treatment _ o . . Of 35 patients with NHL that had valid baseline and post-baseline target lesion measurements, 20 achieved =50% decrease from baseline in target lesion 30 g_ —
PI3K® inhibitors have demonstrated efficacy for the treatment of B-cell malignancies, but off-target toxicity and/or the inability to Median (range) duration of therapy was 3.7 (0.2—-17.1) months; reasons for discontinuation were disease progression (n = 21), size (Figure 4) 45 mg a DLBCL < CR/CMR
. . . . e . . = . ' ' = _ = . = mg—
achieve near pomplete inhibition of thg PI3Kd pg’fhv.vay. may affect the depth an? dyratlor) of response adv.erse events (AES, n 13.), patlent/physwlgn.deC|S|on (n=8), Ipss to follow-up (n = 1), and noncompliance (n = 1) Sixteen patients with NHL were ongoing (Figure 5); the longest duration of response was >60 weeks in 2 patients with DLBCL (CR) and FL (partial 30 ma- — HFL 0 PR/PMR
INCB050465 is a novel, potent, and highly specific inhibitor of PI3Kd (Table 1),* with a differentiated profile for potency (whole Patient demographics and disease characteristics are presented in Table 2 PRI). both . fthe cutoff dat 9 B MZLt =] PD/PMD
blood IC., = 10 NM, ICgy = 77 M) and dose (<50 mg total daily dose) _ _ _ o _ TEEROTED ([ ) 00l EriEiel ] 25 @l e Gl ¢ Elie 20 mg- ] O - 5 .
Table 2. Patient Demographics and Disease Characteristics at Baseline e & [Fes Graalll Fegsaies A [ Sreilve o P 15 mg- = MCL Treatment ongoing
. . . . c \"/ valu I 45 mg = ¥ Switch to AE Discontinued treatment
Table 1. Comparative Potency, Isoform Selectivity, and Dosing of INCB050465 INCB050465 Monotherapy 20 mg- QW dosing due to TEAE
INCB050465 Idelalisib® TGR1202° Characteristics (N=63) Patients N ORR, n (%) CRICMR, n PRIPMR, n SD, n PDIPMD, n S ma _|—| 1B Prior brutinib
Age, median (range), years 66.0 (30-89 mg-
PI3K& enzyme potency (ICs, nM) 1 2.5 22 : { og by { ) NHL 42 25 (60) 12 13 7 8 o 30mg{=H
>05 years, n (%) 32(1) DLBCL 16 5(31) 3 2 4 6 & 30mg-
)
Fold selectivity Men, n (%) 36 (57) FL 11 8 (73) 2 6 1 1 = 20mg{=—
PI3Ka 19,000 >300 >10,000 : , MZLt 9 7(78) 3 4 1 1 o 20 mg{ mp
PI3KB >20,000 >200 >50 Disease type, n (%) MCLE 6 5 (83) 4 1 1 0 S 20mg A, -
PI3Ky >20,000 >35 >48 NHL 47 (75) S 10mg < AE
DLBCL W cLLt 6 2(33) 0 2 2 1 2 20mg :
Total daily dose, mg 20-30* 300 1200 FL 13 (21) E 30 mg \\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ =)
: MzL* 9 (14) 5 w 20mg | |
Expansion doses. MCL 8 (13) HL 9 1(11) 0 1 3 4 g 15 mg n AE
N
INCB050465 potently inhibits signaling and proliferation of malignant B cells in vitro* CLL 6 (10) :;AsTegsed bty Lu%aToM(élfs?iEAc:E_lo_rl or C(LL I\é\;GC gr:t;?/lrizal-b(y Dizt)easedSutityge :)/lyz (LZ'{ or IZ;ET Evaluable patients include all enrolled patients who have had = 1 follow-up disease assessment or have discontinued treatment. § 28 mg = \\\\\\\\\\\\\\\\\\\\\\\\ =)
an q q q a-a q ~ t nciudes extranoda (0} ype (n = £), hoda n =.9), ana spienic n=2z).
Preclinical studies indicate a lack of hepatotoxicity at exposures exceeding 10-fold |C90 coverage HL s 13 patients with MCL and 3 patients with CLL had received ibrutinib; of whom a best overall response of CR was achieved by 1 patient with MCL and a best response of PR was achieved by 1 MCL and 1 CLL patient in this study. 8 20 mg |
: ; ; ; _ § Includes classic HL (n = 8) and nodular lymphocytic-predominant HL (n = 1).
- - Number of prior systemic therapy regimens, median (range) I CLL, chronic lymphocytic leukemia; CMR, complete metabolic response; CR, complete response; CT, computed tomography; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; HL, Hodgkin lymphoma; 2] 30 mg
o bj ect Ive Prior HSCT. n (% ) 18 (29) CLL IWGC, International Working Group for CLL; MALT, mucosa-associated lymphatic tissue; MCL, mantle cell lymphoma; MZL, marginal zone lymphoma; NHL, non-Hodgkin lymphoma; ORR, overall response rate; £ 20 mg
' PD, progressive disease; PET, positron emission tomography; PMD, progressive metabolic disease; PMR, partial metabolic response; PR, partial response; SD, stable disease. % 30 mg
The obiective of thi a0 ohase 1/2 studv is t e safety. tolerability. eff ] Kinetics (PK), and * Includes extranodal MZL of MALT type (n = 2), nodal MZL (n = 5), and splenic MZL (n = 2). o 20mg .
€ objeclive of this ongoing phase stuay Is to assess the saiety, tolerabpllity, erricacy, pnarmacokinetics , an T Includes classic HL (n = 9) and nodular lymphocytic-predominant HL (n = 1). . . . . . . . . 20m L 2 \ \
pharmacodynamics (PD) of INCB050465 in patients with relapsed or refractory B-cell malignancies (NCT02018861)%; emerging CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; HL, Hodgkin lymphoma; HSCT, hematopoietic stem cell transplant; MALT, mucosa-associated Figure 2. Time to Response in Patients With NHL Figure 3. PET Images of a Patient* Who Achieved a Complete Response 30 mg B \\\\W =y N
data from this trial are reported here lymphatic tissue; MCL, mantle cell lymphoma; MZL, marginal zone lymphoma. 20 mg AE
Pharmacokinetics 100 - 30 mg IO\ g
INCB050465 demonstrated approximately linear PK between doses of 5 and 45 mg QD at steady state ’ ; 30 mg | AE
Based on a PK simulation, serum INCB050465 levels resulting from 20 mg QW dosing is predicted to exceed the ICy, for target HD MIP Mo cut - ExsJun 06 2016 HD MIP Mo cut ‘ * Exthug 22 2016 30 mg- R NN
. inhibition for ~36 hours X 75 1 DFOV 100.1 em - ' DFOV 100,1 cm 4 30 mg
Patients E d Safet - o . 20 mg =)
>18 years of age, with lymphoid malignancies of B-cell origin or with classic Hodgkin lymphoma (HL) who had relapsed or were Xposure ahd saiely o - g Median time to ' 20 mg ]
refractory to prior standard therapy No patients experienced dose-limiting toxicities S 50| response, 2.07 months ’a 20 mg 7S AE
. . . . : " b
— Burkitt |ymph0ma and precursor B_|ymph0b|astic |eukemia/|ymphoma were excluded As of September 2,2016, 9 (290/0) of 31 patients with NHL discontinued treatment because of TEAEs® o P si N
Received =1 prior treatment regimen INCB050465 dose modifications due to TEAEs are listed in Table 3 by R ‘ ' L R L gg mg — ¢ %}\\\;\\\\\\\\\\\\\\\\\\\\\ -
Had not responded or were not a candidate for stem cell transplant or other potentially curative therapy To improve long-term tolerability, starting in November 2016, new patients were administered INCB050465 20 mg QD for € 25 é v, ? & ? 30 mg B ot
Eastern Cooperative Oncology Group performance status <1 (dose escalation) or <2 (monotherapy expansion) 9 weeks followed by 20 mg QW; existing patients were switched to QW dosing if they had been on study treatment >9 weeks ) 20 mg HB—I NN =
Study Design Of 12 patients with NHL receiving QW dosing, 2 reported grade 3/4 events (grade 3 neutropenia; grade 3 thrombocytopenia); /i 45 mglIE AE
This is an ongoing, phase 1/2, open-label, dose-escalation and expansion study (NCT02018861) of INCB050465 given orally none discontinued treatment because of a TEAE 0 : , , , , 20 mg
once daily (QD; Figure 1) Across all dose levels, 56 (89%) patients reported all-grade TEAEs and 32 (51%) patients reported grade =23 TEAEs 0 1 2 3 4 5 Mo VDI 20 mg
Following an initial single-patient cohort treated with 5 mg, subsequent cohorts used a 3 + 3 design and evaluated doses of — Nonhematologic TEAEs occurring in 220% of patients: nausea (38%), diarrhea/colitis (35%), fatigue (29%), vomiting (27%), Months L I I I I I I I I 1
10 to 45 mg; based on PK/PD analysis, the 20-mg and 30-mg cohorts were expanded cough (24%), rash (22%), and dizziness (21%) Responders,n 0 5 23 23 25 _ . 0 2 4 6 8 10 12 14 16 18 20
A dOS|ng schedule Of 20 mg QD f0r 9 weeks fO”OWGd by 20 mg once Weekly (QW) was also evaluated — New or Worsening grade 23 neutropenia, thrombocytopenia, or anemia occurred in 22%’ 10%, and 5% Of patientS’ ’ 00 Heb. 86 g/ml 1 ogp DERIVED/SECONDARY/SCREEN SAVEMD 00 M<5.56 ¢/ml 1 ogg DERIVEVSECONDARY/SCREEN SAVEMD Duration of Treatment, Months
Figure 1. Study Design BRI . * Patient was <65 years of age, with mantle cell lymphoma with no bone marrow involvement (target lesion, 98 mm x 58 mm) and had : Response assessments occurred every 9 weeks. ,
Among TEAEs of special interest (Table 4) received 1 prior treatment (R-HyperCVAD). Treated with INCB050465 30 mg once daily; achieved complete response at week 9. I'”,C'“de,s extranodal MZL of MALT type (n = 2), nodal MZL (n = 5), and splenic MZL (n = 2).
— Fifteen (24%) patients experienced grade 22 diarrhea/colitis, with a median time to onset of 4.6 (range, 0.4—14.8) months This patient had an assessment of PD by PET but not by overall assessment and continued on treatment. , , , -
Si tients (10% . d de >2 h. with e t tof 2.8 25903 th AE, adverse event; CMR, complete metabolic response; CR, complete response; CT, computed tomography; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; MALT, mucosa-associated lymphatic tissue; MCL, mantle cell
INCB050465 Monotherapy Dose Escalation = NIX .patlen S ( f;) expenenc;a “gra e"_ rasn, W.I a me |anrt|rr(lje O onset of 2. (range, 0—9. ) montns . 4B . o . . | N L S (b CT) Individ | Eval ble* P With NHL lymphoma; MZL, marginal zone lymphoma; PD, progressive disease; PET, positron emission tomography; PMD, progressive metabolic disease; PMR, partial metabolic response; PR, partial response; QD, once daily; QW, once weekly.
— Noinstances of Fneumocystis jirovecii pneumonia were reporte igure 4. Best Percent Change From Baseline in Target Lesion Size (by in Individual Evaluable* Patients Wit
— All events of elevated aspartate aminotransferase (AST) or alanine aminotransferase (ALT) were grade 1, except 1 event
each of grade 3 AST and grade 2 ALT elevation, both occurring after the last dose of INCB050465
Across all dose levels, serious TEAEs (SAEs) were experienced by 23 (37%) patients (Table 4) t 1
One death occurred due to an SAE (respiratory failure in a 68-year-old female), which was deemed not related to therapy 100+ DLBCL
M FL
Table 3. Dose Modifications Due to TEAEs* Table 4. TEAEs of Special Interest and Serious TEAEs* X W MZL* INCB050465 is a potent, selective next-generation PI3Kd inhibitor that has demonstrated dose-proportional PK and
e N B MCL effects a high rate of rapid and deep objective responses in patients with NHL, with notable responses in patients
MonOthera:S(l)E G:)Sans.on Any Grade, n (%) Any Grade, n (%) Grade 23, n (%) U=> IB MCL patients who had received prior ibrutinib treatment with FL, MCL, and MZL
y Ex i S
. . . o QO 5041 o e - o - o -
Cohort A: All B-cell malignancies Dose interruption (>2 patients) 26 (41) TEAEs of special interest @ INCB050465 monotherapy demonstrated manageable toxicities with no clinically meaningful transaminase elevations,
Cohort B: Hodgkin lymphoma Diarrhea/Colitist 10 (16) Neutropenia® 28 (44) 14 (22) g and no reported cases of Pneumocystis jirovecii pneumonia. Other adverse events, including diarrheal/colitis, were
Cohort C: Diffuse large B-cell lymphoma Neutropenia 5(8) Diarrhea/Colitis* 22 (35) 6 (10) g consistent with PI3Kd inhibition in B-cell malignancies
Cohort D: Indolent lymphoma Rash? 1) AST increased? 15 (24) 1) g Novel dosing regimens, long-term safety, and disease-specific cohorts are being evaluated
Dose reduction 2(3) ALT increasedt 15 (24) 0 ° 0
c
Diarrhea/Colitist 1(2) Rash$ 14 (22) 2(3) 5
Rash 1(2) Hypotension 9 (14) 2(3) % Disclosures
Itacitinib (formerly INCB039110) is a Janus kinase 1-selective inhibitor. This poster reports data on INCB050465 monotherapy only. ] . ] ] ) o Ramchandren: None. Phillips: Pharmacyclics — Consultancy. Wertheim: None. Gutierrez: Bayer Health Care Pharmaceuticals, Inc. — Other (Traveling and Lodging —
R-ICE, rituximab in combination with ifosfamide, carboplatin, and etoposide. Discontinuation (>1 patient)$ 12 (19) Pneumonia 6 (10) 3 (5) ] Food and Beverage); E.R. Squibb & Sons, LLC (Bristol Myers Squibb) — Consultancy, Other (Travel and Lodging); Incyte Corporation — Consultancy; Merck Sharp & Dohme Copies of this poster obtained through Quick
. . . 2 Corporation — Consultancy, Other (Travel and Lodging); Pfizer Inc — Consultancy; Pharmacyclics LLC, An AbbVie Company — Other (Food and Beverage). Edenfield: P P 9
Diarrhea/Colitist 3(5) Pneumonitis 1(2) 1(2) L -504 Greenville Health System Cancer Institute — Employment; Novartis — Speakers Bureau. Akard: Novartis — Consultancy, Speakers Bureau; Bristol Myers Squibb — Speakers ~ <esponse (QR) Code are for personal use only
Assessments Rasht 3(5) Seri TEAEs in >2 patient ) Bureau; Celgene — Speakers Bureéau; Gilead Sciences — Speakers Bureau; Millenium — Speak?rs Bureau; Teva — Speakers Bureau; Astellas — Research Funding; a”‘f’ mai\g%obg rezr(t)r?uce(ithIth?ltthfperm|t33|on
o as erious s in atients Medivation — R h Funding; Cellerant — R h Funding; / -R h Funding; Pfizer - R h Funding; Teva — R h Funding; Unum Th tics — rom and the author of this poster
Safety and tOIGrab”Ity of INCB050465 monOtherapy . . P g‘ R:aascla\z/alarc;gnFund‘iar?g?.a (r:caimlij:nAZ‘lgvie E gtrggk; Inc?/?:irgtocllj(? Slggtﬂg(g(t;etic:s—egigck.lg]aIllr:‘?\lon:az.elgerskG;:e(aJracrdinnglgglth i‘/(a)onssjaltsaer?(;;j; G(lejrrz‘erlzr;gch f%n;nsfl(:ﬁs; o (email: ramchanr@karmanos.org).
= Treatment-emergent adverse events (TEAES) were assessed by the investigator using Common Terminology Criteria for *N =63 for all doses combined. Diarrhea/Colitis* 6 (10) 5 (8) 2 MorphoSys — Consultancy; Spectrum Pharmaceuticals — Consultancy; Verastem — Consultancy. Gilead Sciences — Speakers Bureau. Merck (Inst) — Research Funding.
Adverse Events v4.03 tIncluded preferred terms of diarrhea, colitis, enterocolitis, gastrointestinal Hypotension 3 (5) 9 (3) O [C);eMatljini: Igcyte - Iirr;plogge/stocks. Zhou: Incyte — Employee/stocks. Yeleswaram: Incyte — Employee/stocks. Forero-Torres: Genentech — Research Funding; Seattle
. : . . . . inflammation. enetics — researcl unding.
Efflcagy was evaluated every 9 weeks by best overall response, defined as the sum of patients achieving a complete response or e e e G e (e e e e, ek TN =53 for ol dosoe combinod
a partial response based on: macular, rash maculopapular, rash pruritic, exfoliative rash, rash generalized. ' -100- Acknowledgments
> ) L . . . ) papular, p ) ) g tBased on reported laboratory values. . . . . . . . " . . .
— The Lygano classification of Iymphoma response crllterla for HL and non-Hodgkin lymphoma (NHL),® with spleen size used as $ Other TI;fAEs Ie?ding to d;scontinratiop in 1dpatient: co!itisbcytomﬁgaltog{irus (;glitis(,j tIncluded preferred terms of diarrhea, colitis, enterocolitis, gastrointestinal inflammation. E&‘ﬁ ri.”ﬁ'g?;ﬁ“.%%‘}t& ;r&?:; twhﬁtlzztlaegélss?:r?c:eh\?\;; Sfag:g\./?jeghgnsvlfnsggejtoéslataer;d PtEeD sg? é)\(/ei:js(;)nngeels vglr:e?] t?f?gtg:(l);f:ttlzi én(lghr:ﬁasjgtipym;hs As)tu:g/dm;ﬁﬁ ie"f’gsy"(neé’y&yc";‘iﬁﬁ ;icc)’rrﬁ)-oratlon
_ Elt]l'? plrlinarytparalmvilte:(for rgsponse IrC]; rs]plemcl_mar%mal tZ_OrI‘_e kamphon;\e;v GCLL) ariteria for chronic | hoovtic leukemial: EZZ?HT::; (ljsu,enz)uarc_)rp: :E ’bu);ptﬁreczgr?gss:ging r}eEu EEOQZ;:\ wr:a?epﬁcf?n trllsécon nue ;lgcctljlljgsgpirlzfrerrr:s(jhtf):miigf giaztt'it\i ?:Z(r:“arg\;i' rzzr;,r;ﬁzzderythematous, rash macular, rash * Data for 4 patients with DLBCL, 1 with FL, and 2 with MZL are not shown due to non-measurable disease at baseline or no valid post baseline target lesion measurements. Ref
e International Working Group on Chronic Lymphocytic Leukemia ( ) criteria for chronic lymphocytic leukemia database at fime of data axiraction [UIEL, U o AS 2 BB . 1 Best percentage change from baseline in target lesion size >100%. ererences
This analysis includes data from patients enrolled into INCB050465 monotherapy dose-escalation cohorts (5-45 mg) and ; . ' . ¥ ALT, alanine aminotransferase; AST, aspartate aminotransferase; TEAE, treatment-emergent adverse *Includes extranodal MZL of MALT type (n = 1), nodal MZL (n = 4), and splenic MZL (n = 2); spleen size was used as the primary parameter to assess response in splenic MZL. 1. Gururajan M, et al. J Immunol. 2006;176:5715-5719. 2. Benschop RJ, Cambier JC. Curr Opin Immunol. 1999;11:143—151. 3. Kang S, et al. Proc Nat/ Acad Sci USA. .
i horts (20 d 30 ECG, electrocardiogram; SOC, syster organ class; TEAE, treatment-emergent ez CT, computed tomography; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; MALT, mucosa-associated lymphatic tissue; MCL, mantle cell lymphoma; MZL, marginal zone lymphoma 2005;102:802-807. 4. Shin N, et al. American Association for Cancer Research Annual Meeting. April 18-22, 2015; Philadelphia, PA, USA. Abstract 2671. . Phillips T, To download a copy of this poster,
expansion cohorts (20 mg an mg) adverse event. i i i M i i i i S i et al. 58th American Society of Hematology Annual Meeting. December 3—-6, 2016; San Diego, CA, USA. Abstract 4195. 6. Cheson BD, et al. J Clin Oncol. 2014;32:3059—3068. scan code or text 7530 to 39771.

7. Hallek M, et al. Blood. 2008;111:5446—5456. 8. Cheson BD, et al. J Clin Oncol. 2012;30:2820-2822.
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