Relatlimab and nivolumab vs nivolumab in previously untreated metastatic or unresectable melanoma:
overall survival and response rates from RELATIVITY-047 (CA224-047)
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Database lock date: October 28, 2021. Months Ipilimumab monotherapy 13 (3.7) 19 (5.3)

No. at risk

Database lock date: October 28, 2021.

From The New England Journal of Medicine, Tawbi HA, et al, Relatlimab and Nivolumab versus Nivolumab in NIVO + RELA 355 130 106 82 70 64 > 48 3Includes AEs of any grade occurring in > 1% of patients considered by investigators to be potentially immune-mediated

Untrea.lted Advanced Melanoma. 2022.;386:24'_34 . . . . N0 359 O Pembrolizumab monotherapy 6 (1.7) 10 (2.8) that met the following criteria: occurred within 100 days of the last dose, regardless of causality; treated with immune-
Copyright © 2022 Massachusetts Medical Society. Adapted with permission from Massachusetts Medical Society. modulating medication with no clear alternate etiology; or had an immune-mediated component.
PD-L1/2 3LAG-3 expression on immune cells (1%) determined by analytically validated IHC assay (Labcorp, Burlington, NC, Avelumab monothera 0 1 (O 3)
USA); "PD-L1 expression on tumor cells (1%) determined by validated Agilent Dako PD-L1 IHC 28-8 pharmDx test Statistical model for HR: stratified Cox proportional hazard model. Stratified by LAG-3, BRAF, and AJCC M stage. Py ’
NIVO (Agilent, Santa Clara, CA, USA); cFirst tumor assessment (RECIST v1.1) performed 12 weeks after randomization, PD-L1 was removed from stratification because it led to subgroups with < 10 patients. Database lock date:
every 8 weeks up to 52 weeks, and then every 12 weeks. October 28, 2021. BRAF and/or MEK inhibitor therapies 44 (12.4) 53 (14.8)
aMinimum potential follow-up (time from last patient randomized to last patient, last visit) was 8.7 months.
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balanced between treatment groups (Table 1). during study therapy. with longer follow-up
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a manageable safety profile, compared to NIVO alone in patients . unexpected safetv signals
. . . 7 Serum LDH level, n (%) DCR, n (%) 223 (62.8) 182 (50.7) p y Sig
with previously untreated metastatic or unresectable melanoma. - ULN ’ 130 (36.6) 128 (35.7) 258 (36.1) 95% Cl 57.6-67.9 45.4-56.0 These data furth lidate NIVO + RELA tential
. . . . | ) ) ) ° ese data turther valiaate + as a potentiat hew
> 2 x ULN 32 (9.0) 31 (8.6) 63 (8.8) NIVO + RELA NIVO Median DOR, months NR NR t t t opti : tient ith ad d > | d
| 95% C| 29.57_NR 29.93-NR reatment option in patients with advanced melanoma an
Flgure 2. Prlmary endpomt: PFS by BICR’ Prior neoadjuvant/adjuvant,® n (%) 33 (9.3) 27 (7.5) 60 (8.4) Med'@%ﬁi)months (34.20-NR) (253.;'31-?4R) support the benefit of dual checkpomt inhibition
ET,;?U? @ 0'80()(%56:;:'01) ORR could not be formally tested and was descriptively analyzed. Median follow-up, 19.3 months. Database lock date:
b : . _ _ _ Bl Median follow-up, months 19.3 October 28, 2021. Strata adjusted difference in ORR based on Cochran-Mantel-Haenszel method of weighting. Stratified
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5 — . m o LA BRAF mutation status o Months occurred in the NIVO + RELA group were hypothyroidism or thyroiditis 4. Long GV, et al. Lancet Oncol 2019;20:1083-1097
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1i2 pn A AJCC M stage (Table 5). 6. Lipson EJ, et al. Poster presentation at the Society for Immunotherapy of Cancer (SITC)
. Annual Meeting; November 9-13, 2016; National Harbor, MD, USA. Abstract P232.
Months MO/M1 any[O] 232 (65.4) 237 (66.0) 469 (65.7) Statistical model for HR and P value: stratified Cox proportional hazard model and stratified log-rank test. — M dt d d d d 1 7(y ti t th
No. at risk M1any[1]d 123 (34.6) 122 (34.0) 245 (34.3) Stratified by LAG-3, BRAF, and AJCC M stage. PD-L1 was removed from stratification because it led to subgroups yocarditis (any grade) occurred in six (1.7%) patients wi 7. Tawbi HA, et al. N Engl J Med 2022;386:24-34.
NIVO + RELA 355 81 with < 10 patients. De.lta.base‘loc'lﬁ date: October 28, 2021. | NIVO + RELA and two (06%) W'Ith NIVO Troponin monitoring Was
o ! aMost common therapy was interferon; "Sum of reference diameters of target lesions in mm; cAJCC M stage MO/M1any ZOS t;oundary for.statlstlcal s1gm_ﬁcance was P < 0:04302 (2-s1ded) analyzed at 69% power; target HR, 0.75; . A k l d t
(LDH not elevated); *AJCC M stage M1ény (elevated LDH). ’ Minimum potential follow-up (time from last patient randomized to last patient, last visit) was 8.7 months. performed for the first 2 months of treatment per pr'OtOCOl. cknowledgments
Statistical model for HR and P value: stratified Cox proportional hazard model and stratified log-rank test. » The patients and families who have made the study possible
Stratified by LAG-3, BRAF, and AJCC M stage. PD-L1 was removed from stratification because it led to subgroups o . . . ;o . Table 4- Safety Summary P .. .. ) ) yP
with < 10 patients. Database lock date: March 9, 2021. Efficacy Figure 7. Overall survival across stratification factors » The clinical study teams who participated in this study

aMinimum potential follow-up (time from last patient randomized to last patient, last visit) was 1.3 months.

NIVO + RELA (n = 355) NIVO (n = 359) » Scientists who pioneered the research and discovery of LAG-3

e Updated median PFS was 10.2 mo (95% Cl 6.5-14.8) with NIVO + RELA

. Overall response Anv grade Grade 3-4 | Anvgrade Grade 3-4  Dako, an Agilent Technologies, Inc. company (Santa Clara, CA, USA), for collaborative development
vs 4.6 mo (95% Cl 3.5-6.4) with NIVO (HR 0.78 [95% CI 0.6-0.9]) " i yE ye of the PD-L1 IHC 28-8 pharmDx assay

e Here we report updated PFS and the first results of Secondary (Flgure 4)' Events (no. of patients) Unstratified HR (95% ClI) Any AE 352 (99.2) 154 (43.4) 344 (95.8) 126 (35.1) . Labcor.p (BurlingFop, NC, !JSA)_ for collaborative development of LAG-3 |HC assay, including

endpoints, overall survival (OS) and overall response rate (ORR) PFS favored NIVO + RELA across stratification factors, including overal BT 1Y i R cnalyica) and clinieal validations

, . —_ : . :
LAG-3 (1% 4 PD-L1 (1% . Fi . ’ LAG-3 1y 94 268) 111 (269) 0.78 (0.59-1.03) TRAE . . . - 297 (83.7) 75 (21.1) 260 (72.4) 40 (11.1) e The study was supported by Bristol Myers Squibb
-3 (1%) an -L1 (1%) expression (Figure 5). expression 1y BEH 49 00) 0.88 (0.59-1.33) Leading to discontinuation 54 (15.2) 32 (9.0) 26 (7.2) 13 (3.6) « All authors contributed to, and approved, the presentation; medical writing support and editing
. . . 5 TRAE > 10% support were provided by Ryan Staudt, PhD, and Adam Paton, BA, of Complete HealthVizion,
e Median OS was not reached (NR) (95% Cl 34.2-NR) with NIVO + RELA vs PD-L1 > 1% 48 (146) 56 (147) ; 0.84 (0.57-1.24) Pruritus 87 (24.5) 0 59 (16.4) IPG Health Medical Communications, funded by Bristol Myers Squibb
MethOdS 34.1 mo (95% Cl 25.2-NR) with NIVO (HR 0.80 [95% CI 0.6-1.0]; expression <1% 89 (209) 104 (212) 0.78 (0.59-1.04) Fatigue 83 (23.4) 5 (1.4) 47 (13.1)
. . ] ) Rash 59 (16.6 3(0.8 48 (13.4
. . . P = 0.0593) (Figure 6). tats S DI Hypothyroidism 55 215.5; o | % 212.8; Glossary

e Patients were randomized 1:1 to receive NIVO 480 mg + RELA 160 mg - . . Wild-type 96 (219) 109 (220) g 0-83 (0.63-1.09) Arthralgia 53 (14.9) 3(0.8) 29 (8.1) _

FDC or NIVO 480 mg alone, given intravenously every 4 weeks, — 05 favored NIVO + RELA across stratification factors, including AlCCstage  MO/Miany(0]  67(233) 83 (237) — 077 (0.56-1.07) Diarrhea 53(14.9) | 4(1.1) | 36 (10.0) . AE, adverse event LDH, lactate dehydrogenase

as previously described (Figure 3).7 LAG-3 (1%) and PD-L1 (1%) eXpreSSion (Figure 7). Miany[1] 70(22) 77 (122) e 0.81 (0.59-1.12) Vitiligo 45 (12.7) 0 42 (11.7) AJCC, American Joint Committee on Cancer PD-1, programmed death-1

. o 0.0 0.5 f ' 2.0 APC, antigen-presenting cell PD-L1/2, programmed death ligand 1/2

e The primary endpoint of PFS per RECIST v1.1 was assessed by blinded  Subsequent systemic therapy rates and types were generally similar NIVO + RELA————— Treatment-related deaths? 4 (1.1) 0 2 (0.6) CTLA-4, cytotoxic T lymphocyte antigen-4 PS, performance status

independent central review (BICR). between treatment groups (Table 2). u b g 130 davs after Lact dose of <tud th other orade 3.4 TRAES th DCR, disease control rate R, randomization

. . . . Includes events reported between first dose an ays after last dose of study therapy. Other grade 3-4 TRAEs that .
« Secondary endpoints were OS and ORR by BICR, to be tested e Confirmed ORR per BICR was 43.1% (95% Cl 37.9-48.4) with NIVO + RELA From Miany[1] MO/ 1any[0] between the database lock on Narch 9, 2021 and Octaber 28, 2031, ollowing were assoctated with any-grade TRAEs occurring in < 10% of patients not shown. Database lock date: October 28, 2021. POR, duration of response TER, T-cell receptor
. . ) . ) ) ) correction of a rounding error. ’ , ’ aTreatment-related deaths: NIVO + RELA (n = 4) - hemophagocytic lymphohistiocytosis, acute edema of the lung, IHC, immunohistochemistr ULN er limit of normal
hlerarchlcally. VS 326% (95% CI 278'377) W]th NIVO (Table 3) pneumonitis, and multiorgan failure; NIVO (n = 2) - sepsis and myocarditis, and worsening pneumonia. & ) ] ek » UPP m

LAG-3, lymphocyte-activation gene 3
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