Association between treatment response and progression-free survival and overall survival in relapsed or refractory
chronic lymphocytic leukemia or small lymphocytic lymphoma: a 12-month landmark meta-analysis
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Background

Figure 3. Landmark cohort disposition

PFS landmark
analysis

Patients with R/R CLL/SLL achieving and maintaining CR/CRi 12 months after treatment had significantly longer PFS than patients in other response groups
Table 3. Adjusted landmark analysis: PFS and OS

OS landmark
analysis

* Despite advances in treatment for R/R chronic lymphocytic leukemia or small
lymphocytic lymphoma (CLL/SLL), CR is infrequently achieved with currently available
standard therapies'3

Figure 4. Landmark analysis: PFS (n = 1178)
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» This meta-analysis aimed to evaluate the association between response after the initiation

. . . . 100 1 100 1 (n=1178) (n = 1404) s , N\
of treatment and survival outcomes in patients with R/R CLL/SLL All patient All patient
75 - 75 CR/CRi versus CR/CRi versus N Ea1 I:OZS N Za1 16%15
Meth OdS . ) CR/CRi versus PR/nPR versus CR/CRi versus PR/nPR versus Censoring,
i. 50 - i. 50 Adjusted HR (95% Cl) non-CR/non-CRi | non-CR/non-PR | non-CR/non-CRi | non-CR/non-PR n =159 Censoring,
g L . . Death n =55
o o ?
Figure 1. Study design ] S . e Variable (vs reference population) n=64 ® Death,
o B - o c NI CR/CR it PRIER on-CR/non.PR CR/CRi at landmark (non-CR/non-CRi) 0.62 (0.42—-0.90) - 0.73 (0.47—-1.12) - Progression, n = 145
== SOURCE: Medidata Enterprise Data Store2 =y STUDY PERIOD: ol D (61.7-NR)  (37.6-49.5) P < 0.0001 o LD 1T (88547 (1837506 P < 0.0001 CR/CRi at landmark (non-CR/non-PR) — 0.41 (0.27—0.64) — 0.39 (0.25—-0.60) n =203 . .
— T T T T T T y T T T y T T T T T T T atients remainin atients remainin
S== . 30,000 historical trials with 7 million patients =N - TETLy 0 0 12 24 36 48 60 72 84 9 0 12 24 36 48 60 72 84 9 CR/CRi at landmark (PR/nPR) - 0.64 (0.44—0.93) - 0.77 (0.51-1.18) n=1178 s N = 1404 s
. . . : ecember . . . . . .
(1)32? chs;gérssers in approximately 100 countries Time from landmark time point, months Time from landmark time point, months PR/nPR at landmark (non-CR/non-PR) _ 0.65 (0.50—0.84) _ 0.50 (0.40—0.63) \ \ J
No. at risk No. at risk
CR AR s e 2 E g v i t g SRInPR 878 688 i 45 27 14 4 4 0 Age > 65y (<65Y) - - 1.49 (1.18—1.89) 1.52 (1.20-1.92) R tatus? R tatuse
KEY STUDY DEF'N'T'ONS' POPULAT'ON' Non-CR/non-CRi 1039 783 496 153 32 16 4 4 0 Non-CR/non-PR 161 95 54 8 5 2 0 0 0 M espnse status esponse status
: : ale gender (female) — - 1.30 (1.02—1.65) 1.27 (1.00—1.61) CR/CRi 139 CR/CRi 139
* Index date: start of first investigative/ » Adult patients with confirmed 3 . Non-CR/non-CRi 1039 Non-CR/non-CRi 1265
control treatment R/R CLL/SLL diagnosis Figure 5. Landmark analysis: OS (n = 1404) Asian (White) 0.68 (0.45—1.03) 0.67 (0.44—1.02) 0.50 (0.26—0.98) 0.57 (0.29—-1.12) CRICH: 139 CRICR 135
» Baseline period: time before index date » Received > 1 prior line of therapy (LOT) Black or African American (White) 1.11 (0.52—2.38) 1.17 (0.55—2.51) 0.86 (0.35—2.11) 0.88 (0.36—2.14) PR/nPR 878 PR/nPR 878
» Follow-up period: time from index date until (A) CR/CR versus non-CR/non-CRi (B) CR/CRi versus PR/nPR versus non-CR/non-PR Missing race (White) 0.88 (0.48—1.60) 0.88 (0.48—1.62) 1.08 (0.59—1.96) 1.08 (0.60—1.96) Non-CR/non-PR 161 Non-CR/non-PR 387
death or end of patient follow-up in the trial 100 - 100 - ) aAt the landmark time point, which was set at 12 months after the index date.
aDatabase contained patients’ demographics, medical history, prior medications, longitudinal treatment and procedures, clinical Other race (Wh1te) 2.66 (1 -36-5.21 ) 2.47 (1 '26_4°83) 3.09 (1 '52_6'30) 3.04 (1 -49—6.1 9)
assessment (eg, labs, vital signs, etc), investigator-assessed efficacy outcomes, adverse clinical events, and death details. 75 75 Hispanic or Latino (Not Hispanic or Latino) 1.48 (0.96—2.29) 1.45 (0.94—2.24) _ — Landmark analySiS
«  The database included adult patients with R/R CLL/SLL who received > 1 prior LOT enrolled R S . Missing ethnicity (Not Hispanic or Latino) ~ 1.72 (1.26—2.34) 1.71 (1.25-2.33) - - *  Of the 1604 patients, 1178 and 1404 were included in the PFS and OS landmark analyses,
in 6 randomized clinical trials or sing}e-arm studies initiated after January 2012 and 4 20 g 30 ECOG PS 1 (0) 1.16 (0.95-1.42) 1.18 (0.96—1.44) 1.61 (1.27—2.05) 1.63 (1.28—2.07) respectively (Figure 3)
completed before December 2022 (Figure 1) - PR Peree - PR atent  Tatea ECOG PS 2 (0) 2.06 (1.38-3.09) 2.14 (1.43—3.21) 2.78 (1.87—4.14) 2.70 (1.81—4.01) . Eig"j’eﬁgm achieved and maintained CR/CRi by landmark had significantly longer
+ Patients were followed from the index date until the end of patient follow-up or participation edian AR edian : . e o . :
in the trial or death. whichever came first N g;w)os NR NR o N '(V;&CI)OS NR NR <§12.29—NR) - 0.0001 2 prior LOTs (1) 1.15(0.90-1.48) 1.11 (0.86—1.43) 1.34(1.00-1.80) 1.24 (0.93—-1.67) ~ Non-CR/non-CRi cohort, with an adjusted HR of 0.62 (P = 0.01) (Table 3)

0 12 24 36 48 60 72 84 96 108

0

12 24 36 48 60 72 8 9 108 3 prior LOTs (1)

1.88 (1.43—2.48) 1.88 (1.42—-2.47) 2.11 (1.53—2.90) 2.05 (1.49—2.82)

» Best overall response (BOR), CR rate (CRR), overall response rate (ORR), duration of complete — PR/nPR cohort, with an adjusted HR of 0.64 (P = 0.02) and non-CR/non-PR cohort, with an
response (DOCR), and duration of response (DOR) were estimated by Medidata based on Time from landmark time point, months Time from landmark time point, months > 4 prior LOTs (1) 1.96 (1.50—2.56) 1.88 (1.44—2.45) 2.24 (1.67—3.01) 2.02 (1.51—2.69) adjusted HR of 0.41 (P < 0.001)
original reads from independent review committees i i ; . .
]g1 nee e ] S R T y 0 W R m w7 1. o1 10 s y Study treatment with BCL2i (non-BCL2i)  0.38 (0.30—0.49) 0.42 (0.32—0.54) 0.71 (0.56—0.92) - « At 24 months from landmark time point, 90% (85%—95%) of patients with CR/CRi, 87%
+ Survival outcomes of PFS and OS were evaluated Non-CR/non-CRi 1265 1101 793 361 186 65 20 19 4 Non-CR/mon PR 367 299 201 i07 7 2 9 I 0 0 Bold blue text denotes statistical significance (nominal P < 0.05). Candidate variables used initially to build the model included: indication, age, gender, race, ECOG PS, (84%—89%) with PR/nPR, and 72% (67%—77%) with non-CR/non-PR were still alive (Figure 5)

For PFS, patients alive without progression were censored on the last documented disease
evaluation before the start of the new anticancer treatment or the end of follow-up,
whichever occurred first

For OS, patients alive at the end of follow-up were censored on the last day of follow-up

Table 2. Response outcomes
Results

ethnicity, prior LOTs, and study treatment.

N = 1604

Figure 2. Survival outcomes (N = 1604)

Patients who achieved and maintained CR/CRi by landmark had statistically longer OS versus
the non-CR/non-PR cohort, with an adjusted HR of 0.39 (P < 0.001; Table 3)

Patients who achieved and maintained CR/CRi by landmark had numerically (although not
statistically significant) longer OS versus:
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