Nemvaleukin Alfa Monotherapy and in Combination With Pembrolizumab in Patients With Advanced Solid Tumors: ARTISTRY-1

Ulka N. Vaishampayan,' Piotr Tomczak,? Jameel Muzaffar,® Ira Winer,* Seth D. Rosen,> Christopher J. Hoimes,®” Aman Chauhan,® Anna Spreafico,® Karl D. Lewis,'” Debora S. Bruno,” Olivier Dumas,"
David F. McDermott,” James F. Strauss,” Quincy S. Chu,' Lucy Gilbert,> Arvind Chaudhry,' Emiliano Calvo,” Jessicca Rege,”® Valentina Boni,"”*"® Marc S. Ernstoff,?°*?' Vamsidhar Velcheti??

Division of Hematology/Oncology, University of Michigan, Ann Arbor, Ml, USA; 2Klinika Onkologii Oddzial Chemioterapii, Poznan, Poland; *Moffitt Cancer Center, Tampa, FL, USA; “Barbara Ann Karmanos Cancer Institute, Wayne State University, Detroit, Ml, USA; *Hematology Oncology Association of the Treasure Coast, Port St. Lucie, FL, USA; 6Duke University Medical Center, Durham, NC, USA;
‘University Hospitals, Phase | Oncology Program, Case Comprehensive Cancer Center, Cleveland, OH, USA; 8UK Markey Cancer Center, University of Kentucky, Lexington, KY, USA; °Princess Margaret Cancer Centre, Toronto, ON, Canada; °University of Colorado School of Medicine, Aurora, CO, USA; "CHU de Québec-Université Laval, Québec City, QC, Canada; “Beth Israel Deaconess Medical Center, Boston, MA, USA;
BMary Crowley Cancer Research, Dallas, TX, USA; “Cross Cancer Institute, University of Alberta/Alberta Health Services, Edmonton, AB, Canada; *Division of Gynecologic Oncology, McGill University Health Centre, Montréal, QC, Canada; *Summit Cancer Centers, Spokane, WA, USA; "START Madrid-CIOCC, Centro Integral Oncoldgico Clara Campal, Madrid, Spain; Alkermes, Inc., Waltham, MA, USA;
PBNEXT Madrid University Hospital Quironsalud, Madrid, Spain; *°Department of Medicine, Roswell Park Comprehensive Cancer Center, Buffalo, NY, USA; ?’National Cancer Institute, Division of Cancer Treatment & Diagnosis, DTP, Bethesda, MD, USA; ?22New York University, Laura and Isaac Perlmutter Cancer Center, New York, NY, USA Poster 588

*At time of study

o1

INTRODUCTION RESULTS (CONT)

* Nemvaleukin alfa (nemvaleukin, ALKS 4230) is a novel engineered cytokine designed to selectively bind to Parts B and C: patient baseline demographics and prior therapies Figure 5: Duration of nemvaleukin monotherapy and responses in RCC Figure 6 (cont)

the intermediate-affinity interleukin-2 receptor (IL-2R) for preferential activation and expansion of tumor-killing e Patients in Part B had a median age of 67 years, had received a median of 2 prior lines of therapy (range, 1-8),

CD8* T cells and natural killer (NK) cells, with minimal expansion of regulatory T cells (T ) (Figure 1) and 41% and 59% of patients had Eastern Cooperative Oncology Group performance status (ECOG PS) of
* The US FDA has granted nemvaleukin Fast Track designation for treatment of mucosal melanoma and platinum- 0 and 1, respectively

resistant ovarian cancer (PROC), and Orphan Drug designation for mucosal melanoma - Histologies in the melanoma cohort (n=47) were cutaneous (n=30), mucosal (n=7), uveal (n=6), and acral (n=4);
96% of patients were CPI pretreated

Figure 1: Mechanism of action of nemvaleukin e Patients in Part C had a median age of 62 years, had received a median of 3 prior lines of therapy (range, 1-9),
and 31% and 69% of patients had ECOG PS of 0 and 1, respectively

Safety summary: Parts B and C

e Nemvaleukin safety profile was consistent with its mechanism of action

e Monotherapy safety profile was similar to that of combination therapy, with no additive toxicity
cD8* T cell e Most frequently observed grade 3-4 treatment-related adverse event (TRAE): neutropenia (includes neutropenia

NK cell and neutrophil count decreased) 6 mo 12 mo 18 mo Breast cancer (9 @ Platinum-resistant ovarian cancer

: ! ] " ' " " 1 1 " I | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | | SCLC (2)
— Median duration 4 days; not associated with risk of serious infections or febrile neutropenia 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66 68 70 72 74 76 78 80 82 84 86 S @ Pancreatic cancer

Esophageal cancer (3)

High-affinity Intermediate-affinity High-affinity Intermediate-affinity e Proportion of patients with TRAESs leading to discontinuation: 3% (monotherapy), 4% (combination) Duration of treatment (weeks) . Gase concr )

receptor-bearing cell receptor-bearing cell receptor-bearing cell receptor-bearing cell : PD 1 SD M PR PTreatment ongoing O Rollover to combination Cenicalcancer () Small-cell lung cancer
e No event of capillary leak syndrome reported to date csonhoped capon ) @

SCLC (1)

Responses per RECIST v1.1. Patients with a response are indicated with circles and arrows. Nasopharyngeal sancer (3 6 mo 12 mo 18 mo 24 mo 30 mo 36 mo

° Preferen’_ual activation of t_he high-affinity _”—'2R o Stable fUSIOI’]_ protein; intrinsically active . o/ : ] ] 25 patients did not meet tumor-evaluable criteria. Includes 3 confirmed PRs and 1 unconfirmed PR. <DOR is for Part B only and does not include rollover to Part C; some patients may still be Head & neck cancer (3)
" n | ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ]
leads to Immunosuppressive T, expansion, upon systemic entry; does not degrade Figure 3: Summary of most frequent TRAEs (=10% in either cohort) in the on treatment. 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120 126 132 138 144 150 156

which may counteract antitumor activity into native IL-2 saf ety p opul ation Duration of treatment (weeks)

o . . . . ; o . " . . . " . . = = PD SD PR M CR » Treatment ongoin
Activation of vascular endothelial cells is associated Designed to mitigate toxicities associated with Pyrexia 50 Antitumor activity with nemvaleukin plus pembrolizumab > lreaiment oneone
with a high incidence of acute toxicities, including preferential binding of IL-2 to high-affinity IL-2R PD-(L)1 approved,/unapproved indication based on US FDA prescribing information and may have changed over time. Responses per RECIST v1.1; patients with a response are indicated

capillary leak syndrome e Leads to increases in both peripheral and Neutropenia/Neutrophil count decreg;,ii(i e The antitumor evaluable population Comprised 137 patients with circles and arrows. NE, neuroendocrine; SCLC, small-cell lung cancer; uPR, unconfirmed PR.

g intratumoral immune effector cells Nauses e Durable antitumor activity was observed in PD-(L)1 unapproved and approved cohorts (Table 1, Figure 6A, B)

Hypotension e Responders had received between 1 and 6 prior lines of thera . . . L
Aspartate aminotransferase increased D P by e Responses were observed across a range of tumor types with both nemvaleukin monotherapy and in combination

Alanine aminotransferase increased B Grade 34 * Antitumor activity was observed in various tumor types with pembrolizumab

Anemia W Grade 1.2 — PROC (n=14): ORR 28.6%; DCR 71.4%; 2 CRs and 2 PRs (1 unconfirmed); median DOR 53.4 weeks
Fatigue B Grade 34

METHODS feadache Grade 12 Table 1: Summary of best response to combination treatment Figure 7: Summary of individual responses in Parts B and C per RECIST v1.1

Vomiting
e ARTISTRY-1 (NCT02799095) is a 3-part, firstin-human, phase 1/2 study of intravenous (IV) nemvaleukin as PD-(L)1 approved HEAD & NECK

Decreased appetite
monotherapy and in combination with pembrolizumab (Figure 2) Lymphocyte count decreased Monotherapy Combination Overall® PD-(L)1 unapproved | PD-(L)1 pretreated PD-(L)1 naive et 1eR 8L00D ~ 0 2eR

Tachycardia
Diarrhea Part B Part C Cohorts: C1-C7 Cohort: C1 Cohort: C2 Cohort: C3 e >~
Figure 2: ARTISTRY-1 study design and patient population White blood cell count decreased (N=74) (N=162) (N=137) (n=36) (n=21) Fodgkin's lymphoma GQ 1CR GASTROINTESTINAL
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PART A: : Part C includes patients who received nemvaleukin at 1, 3, or 6 pg/kg IV in combination with pembrolizumab 200 mg IV. _ 18 (13.1 4 (11.1) 1 (4.5) 6 (28.6)
PART B: MONOTHERAPY= ; : : PROC 2 CR < |
: 1PR 1 PR | Pancreatic
DOSE ESCALATION 60 (43.8 14 (38.9) 10 (45.5) 7 (33.3) Mt -
)

- RP2D: Nemvaleukin 6 pg/kg IV® . . . . .
Nemvaleukin monotherapy® | ) & (3 1PR | Colorectal
Advanced solid tumors (Nzlfg): Advanced melanoma (n=47): Advanced RCC (n=27): Ant,tumor aCt,V,ty W,th nemva’eu’(,n monOtherapy _ 55 (40.1) 16 (44.4) 11 (50.0) 7(33.3 Cervical GG i EER / GENITO-URINARY ~

CPI pretreated

pretreated CPl naive or pretreated e Durable, clinically meaningful antitumor activity was observed in melanoma and RCC (Figures 4 and 5) ORR, n (%) 22 (16.1) 6 (16.7) 1 (4.5) 7 (33.3) MELANOMA 3PR | Reral cel

" O - - - - 5
0.1 pg/kg V Objectives: safety and antitumor activity* e All responders had progressed on prior CPI therapy D(?F?/O C((I)/) 202'?52935 5(')4(25-68) 101-1(55-; 11-((5627-7? wcosa | @ TP cutnes | (3 2P S 1ee Saerm 5 Teaean
0.3 pg/kg IV PART C: COMBINATION THERAPY * In the melanoma cohort (46 evaluable patients), there were 6 PRs (2 unconfirmed and 1 awaiting confirmation) S50 O £11-68 1 381721 28.971.8 13.0.85.4 e IR S0 1R | o S e

pembrolizumab

1 pg/kg IV — Data from this cohort supported the design of the ARTISTRY-6 study Median DOR, weeks
3 pg/kg IV e |n the RCC cohort (22 evaluable patients), there were 4 PRs (1 unconfirmed) Range 0.1-132.1 8.3-79.1 6.9-63.1 21 PR occurred after the data cutoff date. ®Includes 1 PR awaiting confirmation (occurred after the data cutoff date). cIncludes 1 patient who had a PR on monotherapy.

RP2D: 6 pg/kg IV Safety rundn: nemva 1 pg/kg + pembro (n=3)ll C4: monotherapy rollover (n=39) “The Overall column includes patients from all 7 cohorts included in Part C. ®Responses include confirmed and unconfirmed responses (per RECIST v1.1); percentages are based on Responses per RECIST v1.1. ER, estrogen receptor; HER?, human epidermal growth factor receptor-2; SCC, squamous cell carcinoma.
- O Ug/KE patients in the evaluable population.

8 ng/kg IV C1: PD{L)1 unapproved®: pretreated (n=42) [ C5: melanoma: treatment naive (n=3) Figure 4: Duration of nemvaleukin monotherapy and responses in melanoma NE, not evaluable.

10 ve/ke IV C2: PO sporovedt: Pl prereated 120 e y—— . _ . _ _ CONCLUSIONS
C3: PD{L)1 approved®: CPI naive (n=26) s b Figure 6: Duration of treatment and summary of responses in PD-(L)1 unapproved

Objectives: safety and antilumor actviy’ (A) and approved (B) cohorts with combination therapy * Nemvaleukin is a novel cytokine designed to expand the therapeutic potential of high-dose IL-2
— Dose-dependent expansion of CD8* and NK cells to a level consistent with high-dose IL-2 and minimal
A Cyarn cancer (9 non—-dose-dependent effect on T___ was observed

Ovarian cancer (2) regs

Ouaren cancer '@ e Nemvaleukin was generally well tolerated, with a manageable safety profile

Esophageal cancer (1)

a, - _ Ovarian cancer (6) 5 - . . .
Allz> (N=46) Mucosal (n=6) e o * Monotherapy activity was demonstrated in melanoma and RCC, tumor types in which high-dose IL-2 has
Best overall response, n (%) Pancreatie voneen )

cR o o B oc 2o proven actity | | BN |
PR 6 (13.0F 2 (33.3)° Cotvectl o 6 PROC patients with response e Responses were observed with nemvaleukin + pembrolizumab in heavily pretreated patients across a range
SD 31 (67.4) 2(33.3)
PD 9(19.6) 2(33.3)

ORR, n (%) [95% Cl] 6 (13.0) [4.9-26.3] 2 (33.3) [4.3-77.8]

TR Best overall  Time on of tumors (including CPI-unapproved and post-CPI failure)
DCR, n (%) [95% CII 37(80.4) [66.1-90.6] | 4 (66.7) [22.3-95.7]
Median DOR,¢ weeks (range) 8.1 (6.1-79.0) NA (6.1-79.0)

Data cutoff Oct 29, 2021,
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aPatients from Parts A and B could roll over to Part C upon progression or stable disease (after >4 cycles) on monotherapy. "Nemvaleukin daily for 5 days, then off treatment for 9 days

(cycle 1) or 16 days (cycle 2+). CORR assessed by investigator (RECIST v1.1). {Nemvaleukin 3 pg/kg/d in C1-C4, 6 pg/kg/d in C5-C7/. ¢PD-(L)1 approved/unapproved indication based on US FDA
prescribing information and may have changed over time.

C1-7, Cohort 1-7; CPI, checkpoint inhibitor; HNSCC, head and neck squamous cell carcinoma; nemva, nemvaleukin; NSCLC, non-small cell lung cancer; ORR, overall response rate (complete
response [CR] + partial response [PR]); PD-(L)1, programmed death (ligand) 1; pembro, pembrolizumab; RCC, renal cell carcinoma; RECIST, Response Evaluation Criteria In Solid Tumors; RP2D,
recommended phase 2 dose.
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G orecaconee (2 e 43 patients remain on therapy across the study
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e Nemvaleukin maximum tolerated dose was not reached; 1 patient had a dose-limiting toxicity (grade 4 acute
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PharmaCOkinetiCS and pharmaCOdynamiCS Responses per RECIST v1.1. Reference Copies of this poster obtained through this

_ _ _ _ _ Patients with a response are indicated with circles and arrows. 21 patient did not meet tumor-evaluable criteria. "Patients with mucosal, cutaneous, uveal, acral included in All. “Includes S o _ . . . o _ 1. Lopes JE, et al. J Immunother Cancer. 2020:8(1):¢000673 QR (Quick Response) code are for personal
e Immune cell expansion data from 12 pa’uents who received nemvaleukin 6 g / kg IV in Part A showed proof of 3 confirmed PRs (1 occurred after data cutoff date), 2 unconfirmed PRs, and 1 PR awaiting confirmation (occurred after data cutoff date). 1 confirmed PR. ¢DOR for Part B only and does not PD-(L)1 approved/unapproved indication based on US FDA prescribing information and may have changed over time. Responses per RECIST v1.1; patients with a response are indicated with ' e ' O ' use only and may not be reproduced

. : : : : - include patients who rolled over to Part C; some patients may still be on treatment. circles and arrows. o . without permission of Alkermes.
DI'mClp|e fOI’ Drefel’entla| eXDanSIOH Of CD8+ T Ce”S and NK Ce”S by nemvaleUkm, W|th m|n|ma| effeCt on Tregs Cl, confidence interval; DCR, disease control rate (CR+PR+SD); DOR, duration of response; PD, progressive disease; SD, stable disease. See key in panel B. CllnlcaITrlaIs.gov ID: NCT02799095 For permission, contact: USMEDInfo@Alkermes.com
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