ALKS 4230, an Engineered IL-2 Fusion Protein, in Monotherapy Dose-Escalation and Combination Therapy
With Pembrolizumab in Patients With Solid Tumors: ARTISTRY-1 Trial
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e ALKS 4230 is an engineered fusion protein of circularly permuted interleukin-2 (IL-2) and Safety Findings: Monotherapy Dose Escalation Identification of Monotherapy RP2D Safety Findings: ALKS 4230 Combination Therapy Table 2: Description of Selected Patients With Clinical Benefit
IL-2 receptor-a. (I-2Ra) that selectively expands natural killer (NK) and cytotoxic (CD8*) 36 patients received ALKS 4230 monotherapy at doses up to 6 pg/kg/d. e The monotherapy RP2D (primary objective) in this heavily pretreated, refractory * 26 patients received ALKS 4230 in combination with pembrolizumab. Patient Treatment History On-study benefits
T Ce”_S (Figure 1). . . _ . — The maximum tolerated dose of ALKS 4230 has not been reached and dose escalation population was established as 6 pg/kg/d. e The most frequently reported AEs, regardless of relationship to ALKS 4230, were chills A~ Male (70 yo) with 5 prior lines « Reduction in CA19-9 from 2571 U/mL (baseline) to
¢ The high doses of IL-2 required for antitumor efficacy are associated with regulatory is ongoing. Antitumor Activity: Monotherapy Dose Escalation (n = 17 [65%)), pyrexia (n = 16 [62%]), and nausea (n=11 [42%)]); all other AEs occurred in pancreatic cancer e Most recent: 673 U/mL while on mo:otherapy
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T cell (T,,,) expansion, which may limit efficacy, and lead to acute toxicities, which may * The most frequently reported adverse events (AEs), regardless of relationship to ALKS o ALKS 4230 induced dose-dependent increases in circulating NK and CD8* T cells with < 10 patients. zz:ﬁéigzlﬁzd : theecrea';;?oTZHSOtmiﬁﬂz. ?r:e Sai};’n"fhjﬁ%";g:}ﬁ;”ﬁ}";t”able
be life threatening.!2 4230, were pyrexia (75%) and chills (72%); the majority were grades 1-2. negligible, non-dose-dependent effects on T, (Figure 3). e Grade > 3 AEs considered related to ALKS 4230 by the investigator occurred in disease on monotherapy
* ALKS 4230 exhibited enhanced pharmacokinetic and selective pharmacodynamic e Other AEs showing possible dose relationship included nausea (36%), hypotension (31%), * Among the 27 patients with evaluable scans, 14 (52%) had stable disease (Figure 4). 7 patients: infusion-related reactions (n = 2 [8%]); lymphocyte count decreased (n = 2 o mzlr;ttalged ECOG performance status of 1 throughout
properties with improved antitumor efficacy relative to IL-2 in preclinical studies.® headache (19%), and confusional state (14%). — 1 patient with heavily pretreated pancreatic adenocarcinoma had prolonged stable [8%)); and anemia, aspartate aminotransferase increased, confusion, dehydration, and
* Here we present preliminary data from ARTISTRY-1 (NCT02799095), a study of * Grade > 3 AEs considered related to ALKS 4230 by the investigator are shown in Table 1. disease and continued on ALKS 4230 6 pg/kg/d therapy for 6+ months (Figure 4, fatigue (n = 1 [4%] each). ° Cf.t"ﬁan'fg(h‘friﬂ)e l?llc’;:torreléneist ) gaRr(t?a?%eiZZfesztlnc;:g%t jeions atycle & confrmed
intravenous (IV) ALKS 4230 in patients with advanced solid tumors.* e 1 death, from aspiration pneumonia, was considered unrelated to ALKS 4230 by the Table 2, Patient A). Antitumor Activity: ALKS 4230 Combination Therapy g‘lsa[ila"‘)g;';ﬁg_ carboplatinand e Normalization of CA-125 at Cycle 4 and continues in the
* Subcutaneous (SC) dosing of ALKS 4230 is being evaluated in the ongoing ARTISTRY-2 investigator. * No objective response was reported with ALKS 4230 monotherapy. * Among the 26 patients (n = 1 monotherapy rollover; n = 25 PD-1/L1 unapproved); BRCAwidtype ~ 00CCte! e o Cereenne o 126 /i (Cycle 10
trial (NCTO3861793; see poster P441). . 5 ALKS 4230 Ph Kinetic and Ph ; i< Dat 18 patients had evaluable scans; 12 of the 18 (67%) had stable disease or better over
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