Five-year overall survival from the CheckMate 205 study of nivolumab for relapsed or refractory HL-398
classical Hodgkin lymphoma
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|ntr0d uction Table 2. Patient disposition after extended follow-up Table 5. BOR after extended follow-up ® The 2-year and 5-year OS rates were 87.1% (95% Cl, 82.0-90.8) and 71.4% (95% Cl, 64.8-77.1), respectively (Figure 4)
— Patients who achieved CR also had improved OS versus patients with PR
. . . . . L. . . Cohort A Cohort B Cohort C Overall Cohort A Cohort B Cohort C Overall ) . .
® Programmed death-1 (PD-1) immune checkpoint inhibitors, including nivolumab, have shown strong activity in patients with relapsed/ Disposition n=63 n =80 n =100 N = 243 Response n=63 n =80 n =100 N = 243 ® |n this extended analysis, responses remained durable (Table 6)
refractory (R/R) classical Hodgkin lymphoma (cHL)"?
Patients still on treatment, n (% 10 (16 6 (8 3(3 19 (8 1
— In the CheckMate 205 study (NCT02181738) at a median follow-up of 33 months, the overall response rate (ORR) was 71% (95% Cl, - % 1) ©) ) ©) ORR, % (95% Cl) 65 (52-77) 71 (60-81) 75 (65-83) 71(65-77) Figure 4. 05 by BOR
65-77), duration of response (DOR) was 18 months (95% Cl, 13-25) and progression-free survival (PFS) was 15 months (95% Cl, 11-19) Rea;°“ off t,rea:r‘e“t’ % 40 = 18 40 :
in patients with R/R cHL after autologous hematopoietic cell transplantation (auto-HCT)* Strgag’;e;:ngeto‘;i?x 0 o ] 0 BOR," % 100
® |n a recent phase 3 randomized trial, PD-1 inhibitor monotherapy showed significantly improved PFS vs brentuximab vedotin (BV) in Patient request to discontinue 8 15 5 9 CR 32 14 21 21 90 -
patients with R/R cHL? AEs unrelated to study drug 5 4 1 3 PR 33 58 54 50
. . . . . . . . . Maxi linical benefit 3 0 1 1 80 —
® The long-term survival benefit of anti-PD-1 therapy and optimal duration of treatment in patients with R/R cHL remain unknown aximum chinica’ bene sD 22 18 12 17
Completed treatment 0 0 132 5
Ob .ective Other 19 18 31 23 PD 13 9 11 11 70
. . . ) i i i |
J Duration of treatment, median (95% Cl), months 18 (12-23) 16 (9-24) 14 (11-15) 14 (13-16) Time to response, median (IQR), months . 60
e To assess the longer-term outcomes of CheckMate 205 with a median follow-up of 58 months &Lgdaita‘gr‘(;’;%frcela;fr'r:‘eo“:tﬁger progression, 4 (2-11) 6 (3-13) 4 (3-9) 5(3-8) Any response 2.0 (1.9-2.3) 2.2 (1.9-3.0) 2.1 (1.9-3.8) 2.1 (1.9-3.6) °; 50 —
(@)
2Includes 12 patients in Cohort C who had persistent CR for > 1 year and discontinued per protocol; °n = 23, 30, 34, and 87 for Cohorts A, B, C, and overall, respectively; Patients may have discontinued for Numbers may not sum to 100% due to rounding. 30 -
o additional reasons and subsequently received allogeneic HCT (except 1 patient in Cohort A who received auto-HCT). 2Response could not be determined in 4 patients (no post-baseline scan available, n = 3; post-baseline scans unknown, n = 1).
StUdy dES]gn AE, adverse event. BOR, best overall response; PD, progressive disease; SD, stable disease. BOR CR PR SD PD
20 =
e Patients who progressed or relapsed after auto-HCT were enrolled in CheckMate 205 into 3 independent cohorts based on previous S afety Median OS, months NA NA NA 28.8
treatment (Figure 1) Treat t-related ad ts (TRAE d in 82% of patients (28% had grade 3/4) (Table 3 Figure 2. DOR by BOR 7 R e (o0
. . . . . . . e Treatment-related adverse events s) occurred in of patients ad grade able
e Patients in cohort C who had complete remission (CR) for > 1 year discontinued treatment per protocol with the option of re-treatment 0 (, ) °oTP ,( ° . S ) ) ( oy ) ) ) . 0
if relapse occurred within 2 years — The most common (> 10% of patients) TRAEs of any grade were fatigue (25%), diarrhea (16%), infusion-related reaction (14%), rash All J J J J J J 1 J J J J J J J J J J J J J J J J 1
(12%), nausea (11%), pruritus (10%), and pyrexia (10%); almost all were grade 1/2 BOR responders R PR 0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
e The primary endpoint was ORR per independent review committee (IRC); additional endpoints included DOR, PFS, overall survival (OS . . .
and spafety yendp P P (IRC); P T (05), e Treatment-related serious AEs of any grade occurred in 15% of patients (9% had grade 3/4) (Table 3) 100 Median DOR. monthe 182 20,3 135 Number of patients at risk Months
— The most common treatment-related serious AEs of any grade were pneumonitis and infusion-related reactions (2% each) 90 - (95% CI) ’ (14.7_'26_1) (18_5:NA) (9_5_1'9.6) CR 52 52 52 52 52 51 50 49 49 48 47 46 45 45 45 43 41 41 41 41 39 34 20 15 8 O
Figure 1. CheckMate 205 study design e Overall, 11% of patients had TRAEs of any grade leading to discontinuation; the most common TRAESs of any grade leading to : . PR 121 121 119 116 111 105 100 94 92 90 85 8 77 77 71 67 67 65 62 61 52 4 29 2 6 0
discontinuation were pneumonitis (3%), autoimmune hepatitis (2%), diarrhea (1%), and increased aspartate aminotransferase (1%) 80 - oD 40039 39 38 3736035 34 34323030 2926 242423 22 21 20 715 131030
’ ’ ’ :\o‘ PD 26 24 20 18 16 14 13 12 12 10 9 9 9 8 7 7 7 7 7 7 5 5 3 2 2 0
Start Primary analysis Extended analysis ® There were no deaths due to TRAEs ; 70 =
c
Aug Cohort B Cohorts A, B, C Cohorts A, B, C : _ B 0 ces 0 crs o £
oo Median FU- 9 monthst Medion BUs 18 months: oo < Conoree a8 e The most common immune-mediated AEs of any grade were rash (12%), hepatitis (6%), and pneumonitis (6%) (Table 4) T 60 o Table 6. Response rates over time
(DBL Oct 2015) (DBL Dec 2016) (DBL May 2018) Median ;:U’ ) ) ) ) ) o
58 months Table 3. Serious AEs and AEs leading to discontinuation g 50 - CR Median duration of follow-up
Nivolumab A (DBL Jan 2021) @
C%hfg)A 3 mg/kg IV Q2W Median FU Overall population ..2 40 - i Endpoint 18 months3 33 months* 58 months
BV naive Treatment until 6% months Primary endpoint N=243 g 5 All responders ORR, % (95% Cl) 69 (63-75) 71 (65-77) 71 (65-77)
disease progression or « ORR by IRC TRAEs, n (%) Any grade Grade 3/4 © CR, % 16 21 21
Key inclusion criteria unacceptable toxicity? o .
Additional endpoints Patients with TRAEs 200 (82) 68 (28) 20 DOR, median (95% Cl), months 16.6 (13.2-20.3) 18 (13.5-25.3) 18.2 (14.7-26.1)
« R/R cHL after auto-HCT Cohort B Ol B DOR by IRC © :
. Age >18 years — (n = 80) Median FU — ° y Patients With treatment-related Serious AES 36 (15) 22 (9) 10 - PR PFS, medlan (95% CI), monthS 14.7 (1 1 .3‘18.5) 15 (11‘19) 15.1 (1 1 .3‘18.5)
. ECOG < 1 BV after auto-HCT Cohort C: 58 months » CRand PR rate by IRC
« Measurable disease Patients in CR > 1 year ° Eﬁga:oﬂzgf CRand PR 2 1% of patients 0 C h C .
discontinue per protocol : y - Pneumonitis 6 (2) 3(1) ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ohort atients
» ORR and DOR by investigator — . 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 p
Cohort C Infusion-related reaction 5(2) 1(<1) . . . .
_ c > 29 . e There were 12 patients from cohort C who discontinued study treatment after > 1 year of persistent CR
(n = 100) Cohort C v Median FU . Safety Pleural effusion 2 (1) 0 Months ' _ _ _ _
B;’f?:rf‘;ft :fl‘_ldcfgr 54 months Colitis 2 (1) 2 (1) Number of patients at risk e At the time of analysis, 6 patients had completed the observational follow-up period
If relapse < 2 years Diarrhea 2(1) 2(1) All responders 173 139 113 95 79 67 58 49 47 36 33 27 26 20 20 17 17 16 13 11 9 5 3 1 0 e Among the 6 patients who did not complete the observational follow-up period, 4 patients had disease progression
*Could elect to discontinue nivolumab and proceed to allogeneic HCT. Pneumonia 2(1) 2 (1) CR 52 44 39 33 32 30 28 22 21 16 16 14 13 9 9 9 9 8 4 3 3 0 0 0 o© — 1 patient received commercial nivolumab off-study
DBL, database lock; FU, follow-up; PR, partial remission. Pyrexia 2(1) 0 PR 121 93 71 56 45 34 28 23 23 18 % 11 ¢ 9 9 7 7 6 5 4 4 3 2 0 O — 3 were re-treated per protocol with nivolumab (2 re-achieved CR and 1 achieved PR)
Autoimmune hepatitis 2 (1) 2 (1)
NA, not available.
Patients with TRAEs leading to discontinuation 26 (11) 16 (7)
Results © 15 of patients Conclusions
. . . Pneumonitis 8 (3) 2(1) Figure 3. PFS by BOR
Baseline characteristics Autoimmune hepatitis 4 (2) 4 (2) e This 5-year follow-up of CheckMate 205 Cohorts ABC confirms the efficacy and safety of nivolumab for patients with cHL who
e Among the 243 patients enrolled, 42% were female and the median age of patients was 34 years (range, 18-72) (Table 1) Diarrhea 2(1) T(<1) BOR - or - oD progressed or relapsed after auto-HCT
. Aspartate aminotransferase increased 2 (1) 2 (1) N —_ i i i - i i i
e At study entry, 57% had stage IV disease and 22% had B symptoms P 100 <yl .. . Responses remained durable 1'n this extended follow-up, particularly for patients who achieved CR
™ gi ber (int il [IQR]) of prior | fth 0 4(35) 9 Median PFS, months 15.2 8.3 2.1 — Favorable OS was observed with long-term follow-up
® The median number (interquartile range of prior lines of therapy overall was - . - 95% CJ 11.6-19.8 57-11.3 1.82.2 ] o ) ) o
Table 4. Immune-mediated AEs ( ) ( ) ( ) ( ) ® The adverse event profile was similar to previous reports, with no new or unexpected safety findings?
Table 1. Baseline demographics and clinical characteristics T 80 - e |t appears feasible to stop nivolumab after 1 year of CR and re-initiate treatment upon disease progression
N = 243 -
Cohort A Cohort B Cohort C Overall 70
Characteristic n =63 n = 80 n =100 N =243 Patients with immune-mediated AEs, n (%) Any grade Grade 3/4 60
Age, median (range), years 33 (18-65) 37 (18-72) 32 (19-69) 34 (18-72) Rash 29 (12) 4 (2) S References
Female, % 46 36 44 42 Hepatitis 15 (6) 12 (5) ‘LII.’ 50 m CR 1. Ansell SM, et al. N Engl J Med 2015;372:311-319; 2. Kuruvilla J, et al. Lancet Oncol 2021;22:512-524; 3. Armand P, et al. J Clin Oncol 2018;36:1428-1439; 4. Armand P, et al. Blood 2018;132(suppl 1):2897; 5. Younes A, et al. Lancet Oncol
: Pneumonitis 15 (6) 2 (1) o — 2016;17:1283-1294.
Stage IV disease,? % 38 68 61 57 Hypersensitivity 13 (5) 2(1) 40 o v -\
B symptoms,® % 16 23 25 22 Diarrhea/colitis 6 (2) 5(2) 30 - Acknowledgments
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Presented at the 9th Annual Meeting of the Society of Hematologic Oncology (SOHO); Houston, TX, USA; September 8-11, 2021 Email: ansell.stephen@mayo.edu



