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•  Treatment allocation is described in Figure 4.
 –  For Part C, patients will be allocated to treatment cohorts on the basis of tumor  

type and prior treatment with PD1/PD-L1 pathway inhibitors.
 –  Patients who experience either disease progression or complete ≥ 4 cycles

of ALKS 4230 monotherapy in Part A or Part B are also eligible for Part C
as rollover patients.

Table 1: Study Design and Primary/Secondary Objectives

Part Tumor Type Planned No. Patients Primary Objective Secondary Objective

A.  Dose 
escalation

Advanced solid tumors 36-54a •   Safety/tolerability of ALKS 4230
•  Maximum tolerated dose
•  Determination of RP2D
•  Dose-limiting toxicity
•  AE profile 

•   Clinical pharmacokinetic profile and immunogenicity 
•  Clinical pharmacodynamic effects*
•  Antitumor activity†

B.  Dose 
expansion

Melanoma or RCC in 
patients who have received 

prior therapies 

39-105b •   Safety/tolerability of 
ALKS 4230 at RP2D

•  AE profile 

•   Clinical pharmacokinetic profile and immunogenicity 
•  Clinical pharmacodynamic effects* 
•  ORR and DOR

C.  Combination 
therapy 

Advanced solid tumors; 
7 cohortsd

Up to 188c •   Safety/tolerability of 
ALKS 4230 in combination
with pembrolizumab

•  ORR and DOR
•   Clinical pharmacokinetic profile and immunogenicity 
•  Clinical pharmacodynamic effects* 

a3+3 study design; each dose-level cohort is intended to enroll from 3 to 6 patients. bn = up to 50 patients with melanoma and up to 55 patients with RCC. cn = up to 20 patients into each of Cohorts 1-3 based on tumor type and prior anti-PD-1 therapy; a 
fourth cohort of patients from Part A or B who received ≥ 4 cycles of ALKS 4230 or experienced disease progression on monotherapy. Following determination of RP2D, up to 31 patients with melanoma, up to 50 patients with NSCLC, and up to 47 patients 
with HNSCC may be enrolled in Cohorts 5-7. dCohort 1, PD-1 unapproved tumor types (treatment naïve) = melanoma, NSCLC, HNSCC, UC, MSI-H, GC, RCC; Cohort 2, PD-1 approved tumor types (pretreated) = NSCLC, HNSCC, UC, MSI-H, GC; Cohort 3 (PD-1 
approved tumor types) = NSCLC, colorectal cancer, triple-negative breast cancer, ovarian carcinoma, soft tissue sarcomas; Cohort 4, monotherapy rollover cohort (rollover patients from Part A or B); Cohort 5, first-line melanoma; Cohort 6, second-line 
NSCLC; Cohort 7, second-line HNSCC. 
*Measurement of circulating CD8+ T cells, Tregs, and NK cells in peripheral whole blood and serum levels of proinflammatory cytokines. †Assessed using RECIST and iRECIST guidelines.
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Key Study Assessments
•  Primary and secondary objectives (Table 1) include:
 – Safety and tolerability
 – Antitumor activity assessed using RECIST and iRECIST guidelines
 – Pharmacokinetics
 – Pharmacodynamics and immunogenicity outcomes:
   • Circulating CD8+ T cells, Tregs, and NK cells in peripheral whole blood
    • Serum levels of proinflammatory cytokines
    • Anti-ALKS 4230 antibody induction

INTRODUCTION
ALKS 4230 Design and IL-2 Signaling
•  ALKS 4230 is a fusion protein of circularly permuted IL-2 and IL-2Rα (Figure 1) that 

selectively activates the intermediate-affinity IL-2R on effector lymphocytes (Figure 2).1-3

•  The antitumor efficacy of IL-2 derives from its stimulatory effects on effector 
lymphocytes (CD8+ T cells and NK cells), while IL-2-mediated stimulation of 
immunosuppressive CD4+ Tregs and the toxicity of high-dose IL-2 have limited its 
therapeutic utility.1,4-6

•  Unmodified IL-2 activates high-affinity IL-2R, driving immunosuppressive Treg expansion 
(Figure 2) and is associated with adverse effects (eg, capillary leak syndrome).2,3,6  

Figure 1: ALKS 4230 Is a Fusion of IL-2 and IL-2Rα

METHODS
Study Design
•  Multicenter, open-label, first-in-human study (ARTISTRY-1; NCT02799095) examining 

the safety and efficacy of ALKS 4230, alone and in combination with pembrolizumab, 
in adults with advanced refractory solid tumors.

•  The study design comprises 3 parts (Table 1; Figure 3); recruitment for Parts A and C 
is currently ongoing (Table 2).

•  Murine models have shown enhanced antitumor activity following administration of 
ALKS 4230 relative to IL-2.3

•  ALKS 4230 displays similar potency to IL-2 on human effector lymphocytes but less 
potently activates Tregs compared with IL-2.7    

METHODS
Figure 3: Overview of Study Design

Figure 4: Study Treatments
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Nontreatment period

5 days 9 days

Daily IV

ALKS 4230

Nontreatment periodDaily IV

ALKS 4230

5 days 16 days

Nontreatment periodDaily IV

ALKS 4230

5 days 16 days

Disease assessment (even-numbered cycles)

Pembrolizumab dosing 200 mg q3wks ALKS 4230 daily IV dosing (×5) at 1 or 3 µg/kg

ALKS 4230

RCC Cohort at RP2D

ALKS 4230 +
pembrolizumab 

safety run-in

C1: PD-1 unapproved tumor 
types (treatment naïve)

C2: PD-1 approved
tumor types (pretreated)

C4: Monotherapy
rollover 

Part C: ALKS 4230 + pembrolizumab combination therapy – safety run in

Part C: ALKS 4230 + pembrolizumab 
combination therapy – dose escalation

Part A: ALKS 4230
monotherapy dose escalation

Part B: ALKS 4230
monotherapy dose expansion 

Melanoma Cohort at RP2D
C3: PD-1 approved tumor
types (treatment naïve)

RP2D ALKS 4230 + 
pembrolizumab 
dose escalation

C5: First-line melanoma

C6: Second-line NSCLC

C7: Second-line HNSCC

Table 2: Key Eligibility Criteria

Inclusion Criteriaa Exclusion Criteria

•   Advanced solid tumor, including 
lymphoma (Part A); diagnosis 
of either melanoma or RCC (Part B)

•   Malignancy must be refractory to/
intolerant of established therapies 
known to provide clinical benefit 
(some Part C patients must be 
immunotherapy naïve)

•    Measurable disease (Parts B and C)
•   ≥ 1 lesion that qualifies as a target 

lesion (RECIST) (Parts B and C)
•   ECOG performance status 0-1 with

life expectancy ≥ 3 months
•   Adequate hematologic reserve,

hepatic function, and renal function   

•   Active infection or fever ≥ 38.5˚C 
within 3 days of the first dose

•   Presence of active or symptomatic 
central nervous system metastases

•   Requires pharmacologic doses of 
corticosteroids

•   ECG QT interval > 470 ms (females) 
or > 450 ms (males)

•   Developed autoimmune disorders 
while on prior immunotherapy or
are known to be positive for HIV, 
hepatitis B, or hepatitis C infection

aCohort-specific inclusion criteria for patients whose approved tumor-types: (C1: PD-1) have progressed after 
chemotherapy and are approved to be treated with pembrolizumab; (C2: PD-1) have progressed on anti-PD-1/PD-L1 
therapy and are approved for treatment with pembrolizumab; (C3: PD-1) have progressed after chemotherapy and are not 
approved to be treated with pembrolizumab; (C4: Monotherapy) have progressed while on ALKS 4320 or have received 
≥ 4 cycles of ALKS 4320 monotherapy and can tolerate treatment with combination therapy; (C5: Melanoma) include 
unresectable locally advanced or metastatic invasive mucosal melanoma that is measurable, and are treatment naïve; 
(C6: 2L) include stage IIIB or IV NSCLC and have been treated with anti-PD-1-L1 therapy either as a single agent or in 
combination with a chemotherapy regimen and responded to treatment or had stable disease; (C7: 2L) includes subjects 
with recurrent or metastatic HNSCC with disease progression on or after platinum-containing chemotherapy and who are 
anti-PD-1/PD-L1 naïve. 
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Figure 2: Cell Activation by IL-2 and ALKS 42301,2
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