Poster Number: ABCL-1118

Durability of Complete Responses in Patients From
the ECHELON-3 Study

Christopher A. Yasenchak,! Nancy Bartlett,2 Jeong-A Kim,3 Uwe Hahn,* Craig A. Portell,® Francesco Zaja,® Thorsten Zenz,” Cecily Forsyth,® Jin Seok Kim,° Seok-Goo Cho,'® Jae Yong Kwak,!" Hao-Yuan Wang, 2
Herve Ghesquieres,'3 Grzegorz Nowakowski,'* Monica Patterson,'s Linda Ho,'® Evelyn Rustia,' Michelle Fanale,'> Keenan Fenton,'® Frank Stenner'6

'Willamette Valley Cancer Institute and Research Center/US Oncology Research, Eugene, OR, USA; ?Washington University School of Medicine, Siteman Cancer Center, St Louis, MO, USA; 3St. Vincent's Hospital, The Catholic University of Korea, Suwon, South Korea; “Royal Adelaide Hospital, Adelaide,
SA, Australia; SUVA Comprehensive Cancer Center, University of Virginia, Charlottesville, VA, USA; 6Azienda Sanitaria Universitaria Giuliano Isontina, Trieste, Italy; “University Hospital of Ziirich, Ziirich, Switzerland; 8Central Coast Local Health District (Gosford and Wyong Hospitals), Gosford, NSW, Australia;
9Severance Hospital, Yonsei University Health System, Seoul, South Korea; '°Seoul Saint Mary's Hospital, The Catholic University of Korea, Seoul, South Korea; ""Jeonbuk National University Hospital, Jeonju, South Korea; ?Taipei Veterans General Hospital, Taipei City, Taiwan;
8Hopital Lyon Sud - HCL, Lyon, France; *Mayo Clinic, Rochester, MN, USA; 5Pfizer Inc., Bothell, WA, USA,; '6University Hospital of Basel, Basel, Switzerland

Conclusions

- Patients with relapsed/refractory (R/R) diffuse large B-cell ymphoma (DLBCL) treated with brentuximab vedotin (BV) + lenalidomide (Len) + rituximab (R) were 3.3 times more likely to
achieve a complete response (CR) than those treated with placebo+Len+R

* The CR rate was 40.2% in patients treated with BV+Len+R, compared with 18.6% in patients treated with placebo+Len+R

» Outcomes in patients with CR were durable; 93.3% of patients who achieved a CR with BV+Len+R did not receive any subsequent systemic anticancer therapy, compared with 77.3% of
patients with a CR treated with placebo+Len+R

* Overall, BV+Len+R achieved a high rate of durable CRs, consistent with the observed survival benefit in the randomized, global, phase 3 ECHELON-3 study (NCT04404283), and is a
promising option to achieve complete and durable responses in third- or later-line therapy for patients with R/R DLBCL

Introduction Results

- R/R DLBCL is very aggressive, with historically * Patient demographics were mostly balanced between the BV+Len+R and  The median duration of treatment was 9.8 months (range, 3.5-26.4
low CR rate (2%-15%)" placebo+Len+R groups (Table 1) months) with BV+Len+R and 6.8 months (range, 2.1-26.6 months) with

 Recent research has focused on achieving — A greater proportion of patients in the BV+Len+R group (53.3%) had placebo+Len+R
complete and durable responses in this an ECOG PS of 1 than in the placebo+Len+R group (31.8%) « The median number of dosed cycles was 12.0 (range, 3-34) with
population, _which translate to impr_ovements in - Baseline disease characteristics were also mostly balanced between the BV+Len+R and 8.5 (range, 3-37) with placebo+Len+R
ONELEl f’”F';‘;'éa; (O Enel progisssen-iee 2 groups (Table 2) « With a median follow-up of 14.3 months, the median OS in patients with
SUIVivEll ) a BOR of CR was 31.5 months in the BV+Len+R group vs NR in the

* Results from the ECHELON-3 study : . placebo+Len+R group (HR, 1.044; 95% Cl, 0.331-3.298; P=.9407)
demonstrated a statistically significant and Table 1: Patient demographics (Figure 3)
clinically meaningful improvement in OS, PFS, _ _ BV+Len+R Placebo+Len+R
and objective response rate (ORR) with Patients with a BOR of CR (n=45) (n=22)

BV+Len+R vs placebo+Len+R in patients with Age, median (range), years 74.0 (40-87) 74.0 (39-81)
R/R DLBCL after 22 prior systemic therapies? Age group, n (%)

* Here, we present subgroup analyses in patients <65 years 9 (20) 7 (32) BV+Len+R PlacebotLen+R
with a best overall response (BOR) of CR 265 years 36 (80) 15 (68) (n=45) (n=22)
(n=67) Sex, n (%) 0S, median (95% Cl), months? (2037;:23 ’ 1_’;’_‘NE)

Female 27 (60) 15 (68) HR (95% CI)° 1.044 (0.331-3.298)

Meth Ods Male 18 (40) 7 (32) Log-rank P value® .9407

i 0/ \a Events, n 12 4

« Patients in the study were randomized (1:1) to Baseline ECOG PS, n (%)
receive BV (1.2 mg/kg) or placebo every 3 0 21 (47) 14 (64) 100 b
weeks (Q3W), in combination with R (375 ! 24 (53) 7(32) l_"I_Hﬂ
mg/m2) and Len (20 mg) once daily (QD) 2 0 1) 901 1
(Figure 1) Race, n (%)

o _ White 24 (53) 12 (55) 80

* In these subgroup analyses, eligible patients Asian 16 (36) 7 (32)
had a BOR of CR, and some ended study Other/not reportable 5 (11) 3 (14) 0.
treatment and received subsequent anticancer Ethnicity, n (%)
therapy Hispanic or Latino or of Spanish origin 0 1(5) 60

— BOR was assessed by investigators Not Hispanic or Latino or of Spanish origin 40 (89) 19 (86)
according to the Lugano 2014 classification Not reportable 5 (1) 2(9) Z 501
- Duration of response was defined as the oo, 5 o oo o Gt 2 4412ttt any dose e :
time from the start of the first documented o
CR to the first documented tumor 0
progression per Lugano 2014 or death Table 2: Baseline disease characteristics

. Pat|ent§ vyho |n|t_|ated a subsequent BV+Len+R PlacebotLen+R 20
nonpalliative anticancer therapy were censored (n=45) (n=22)
at the most recent prior response assessment Disease diagnosis, n (%) 10 SVelomeR

» Subsequent nonpalliative anticancer therapies DLBCL, NOS 39 (87) 17 (77) —+— Placebo+Len+R
were defined as any systemic therapy received Doubleftriple-hit lymphoma? 4 (9) 2 (9) 0L | | | | | | | | | | |
after the end of study treatment EBV-positive DLBCL, NOS 1(2) 2 (9) 0 3 6 A 24 er 3033

* P values are descriptive Primary mediastinal large B-cell lymphoma 1(2) 0 Time from randomization, months

Primary cutaneous DLBCL, leg type 0 1(5) No. at risk
BV+Len+R 45 45 41 34 26 17 10 7 4 1 1
Transformed DLBCL, n (%) 9 (20) 5 (23)
Placebo+Len+R 22 20 18 12 7 6 6 4 1 1 0
Figure 1: ECHELON-3 study design Cell of origin. n (%)"
: GCB 19 (42) 11 (50)

a0S is the time from randomization to death due to any cause.
Non-GCB 26 (58) 11 (50) PHR and 95% CI are based on an unstratified Cox regression model. HR <1 favors BV+Len+R.
¢Two-sided P value from an unstratified log-rank test.
CD30 status, n (%)° 9

Key inclusion criteria >1% 14 (31) 10 (45)
. E/R D:-BBCL with eligible subtypes <1% 31 (69) 12 (55)  Median PFS in patients with a BOR of CR was 21.5 months in the
. > . . i
) >§Torior :;izr:of P— Extranodal disease involvement at study entry, n BV+Len+R group vs NR in the placebo+Len+R group (HR, 0.6333; 95%
T . : (%) Cl, 0.256-1.567; P=.3198) (Figure 4
* Ineligibility for or disease relapse following No involvement 11 (24) 7 (32) ’ ’ ) ( g )
HSCT or CAR T-cell therapy
« ECOG PS 0-2 1 Site 19 (42) 9 (41)
« FDG-avid, measurable disease >1 Site 15 (33) 6 (27) Figure 4: PFS
Key exclusion criteria Time from initial DLBCL diagnosis to 28 5 497
«  Prior BV or Len randomization/enrollment, median (range), (7-1 '87) (12_2'1 9)
months BV+Len+R Placebo+Len+R

» Active cerebral/meningeal disease

+ Grade 22 peripheral neuropathy EIe;vated lactate dehydrogenase at study entry, 25 (56) 7 (32) (r;455) (n;;Z)
n (%) PFS, median (95% CI), months® " o"% (5.4-NE)
Bulky disease at study entry, n (%)d 2 (4) 4 (18) 100 HR (95% ClI) . 0.633 (0.256-1 .567)
Other disease characteristics, n (%) . Log-rank P value - 3198 -
: : . | vents, n
Randomization 1:1 Ann Arbor stage Il at study entry 8 (18) 7 (32) %0
Ann Arbor stage IV at study entry 25 (56) 11 (50) 80
IPI score =23 at time of enrollment 23 (51) 9 (41)
Primary refractory® 19 (42) 6 (27) 70
Treatment groups® Refractory to last prior DLBCL therapy® 34 (76) 11 (50)
60 -
Patients with any prior systemic therapy, n (%) 45 (100) 22 (100)
BV+Len+R (n=112) Placebo+LentR (n=118) Prior lines of systemic therapy received in 2 (0-5) 3 (2-5) X 50
BV 1.2 mg/kg IV Q3W + Placebo IV Q3W + DLBCL setting, median (range) %)
Len 20 mg PO QD + R 375 Len 20 mg PO QD + R 375 . . : 0 L
mg/m? IV Q3W® mg/m? IV Q3W® Prior anti-CD20 antibody, n (%) 45 (100) 22 (100) o 0.
Prior anthracycline, n (%) 44 (98) 21 (95)
Prior CAR-T therapy, n (%) 12 (27) 4 (18) 30
Prior HSCT, n (%) 5(11) 7 (32)
Prior bispecific, n (%) 2(4) 5 (23) 20
EBV, Epstein-Barr virus; IPI, International Prognostic Index.
aHigh-grade B-cell lymphoma with translocations of MYC, BCL2, and/or BCL6. 10 + BVALentR
bBased on postrandomization corrected values. en
°CD30 status per central result. When central result is not available, local result is used. —+— PlacebotLen+R
dBulky disease is defined as 21 target lesion with longest diameter >7.5 cm by investigator assessment. 0
primary endpoint eRefractory status is derived from prior therapy data. Refractory was defined as no response or a response lasting <6 months (') é é 9') 1'2 1'5 1|8 2'1 2'4 2'7 3'0 3'3
L O i AT el from the last treatment end date. i o
pop Time from randomization, months
Secondary endpoints No.at risk
[ ] 1 i Y
- PFS,,, and ORR,, Using the Of the 112 patlents. in thg BV+Len+R group, 45 (40.2%) had a BOR of BVientR 45 41 34 26 15 A 5 5 2 1 1 0
response criteria per Lugano 2014 CR. Of the 118 patients in the placebo+Len+R group, 22 (18.6%) had a PlacebotLen+R 22 19 10 6 3 2 1 1 1 0 0 0
in ITT population BOR of CR
* CRrateyy aPFS is the time from randomization to the earliest occurrence of PD per Lugano 2014 or death.
« DOR\ « The median time to first CR was 1.6 months (range 1.2-7.3 monthS) with PHR and 95% Cl are based on an unstratified Cox regression model. HR <1 favors BV+Len+R.
« OS in CD30-positive population ) T )
- Safety and tolerability BV+Len+R and 1.6 months (range, 0.7-4.6 months) with placebo+Len+R
.y . .. . i i i o i
° |n a |Og|St|C regress|on modeL the OddS Of ach|ev|ng a CR in the o Of the 45 patlents W|th CR n the BV+Len+R group, 42 (933 /0) rece|Ved
BV+Len+R group were 3.3 (95% Cl, 1.7-6.4) times that in the no subsequent anticancer therapy (Figure 5)
Stratificati placebo+Len+R group, after adjusting for baseline prognostic factors - Of the 22 patients with CR in the placebo+Len+R group, 17 (77.3%)
ratification . .
- CD30 status (21% vs <1%) — Prognostic factors include age, sex, double- or triple-hit lymphoma, received no subsequent anticancer therapy
» Cell of origin (GCB or non-GCB) : _
+" Prior treatment with CAR-T therapy (received o not) transformed status, Ann Arbor stage, ECOG PS(,) prior COAR T therapy,
. . . . 11 - Z < . . = .
* The median duration of CR was 18.9 months with BV+Len+R vs not
. . . 0
CAR-T, chimeric antigen receptor T-cell; DOR, duration of response; ECOG PS, reached (NR) with p|aCeb0+Len+R (hazard ratio [H R], 0.527; 95% ClI, 100
Eastern Cooperative Oncology Group performance status; FDG, 0.200-1.389: P=.1891 ) (Figure 2)
fluorodeoxyglucose; GCB, germinal center B cell; HSCT, hematopoietic stem cell ’
transplant; INV, investigator; ITT, intention to treat; IV, intravenous; NOS, not 80
otherwise specified; PO, oral.
aEligible subtypes include but are not limited to transformed DLCBL, high-grade
double/triple-hit lymphoma, and NOS.
bStarting with cycle 2, R can be administered intravenously or subcutaneously (1400 Fig ure 2 . D u ration of C R 0 60
mg subcutaneously Q3W). - c
cTreatment was allowed to continue until disease progression or unacceptable 9
toxicity. BV+Len+R  Placebo+Len+R © 40
(n=45) (n=22) o
1004 +— Duration of CR, median 18.9 NR
o 1 (95% CI), months? (11.1-NE) (2.8-NE)
S 90 - HR (95% CI)® 0.527 (0.200-1.389) 20
. = Log-rank P value® 1891
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