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642.CHRONIC LYMPHOCYTIC LEUKEMIA: CLINICAL AND EPIDEMIOLOGICAL

Outcomes of Venetoclax Retreatment after MRD-Guided Venetoclax +/- Ibrutinib: Results of the Improve Study
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Data from small cohorts of patients (pts) with chronic lymphocytic leukemia (CLL) relapsing after venetoclax-based fixed-
duration regimens suggest that venetoclax retreatment may be a feasible option. Information on the efficacy and tolerability of
venetoclax retreatment in this setting is still scanty, making it worth exploring venetoclax retreatment in prospective cohorts of
well-characterized pts with CLL. We analyzed the efficacy and safety of venetoclax retreatment in pts with relapsed/refractory
CLL enrolled in our clinical trial IMPROVE (NCT04754035).

BTK- and BCL2-inhibitor naive pts enrolled into the study were treated with venetoclax single-agent for 12 months; those
with undetectable measurable residual disease (UMRD) discontinued therapy while those with detectable MRD received the
combination of ibrutinib and venetoclax until uMRD, toxicity or for up to 12 months. Pts with detectable MRD at the end the
combination therapy stopped venetoclax and continued with ibrutinib only.

In pts who experienced progressive disease (PD) requiring treatment, venetoclax single-agent was restarted according to the
standard schedule and continued until PD or unacceptable toxicity. MRD was tested every 3 months in peripheral blood using
the 6-color flow cytometry panel validated by the ERIC (European Research Initiative on CLL).

After a median follow-up of 58 months (5-67) from C1D1, 20/38 (52.6%) pts experienced PD requiring treatment after discontin-
uing therapy, including 19 upon reaching confirmed uMRD (11 treated with venetoclax single-agent, 8 with the combination of
venetoclax+ibrutinib), 1 who discontinued both venetoclax and ibrutinib in partial response (PR) with detectable MRD (dMRD)
due to an unrelated adverse event. Two out of 20 had Richter transformation (RT), 2 developed autoimmune hemolytic anemia,
2 received other treatments (BTK inhibitors) per investigator's decision and all 6 went off study. The remaining 14 pts (1 with
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detectable MRD, 7 who previously achieved uMRD with venetoclax monotherapy, 6 who were treated with the combination
of venetoclax+ibrutinib) received venetoclax retreatment at a median of 32.5 months (12-44) after the end of initial therapy
(Table 1); to note, the pt who stopped treatment in PR with dMRD restarted venetoclax after only 13 months. All 13 uMRD
subjects experienced MRD relapse at a median of 5 months (0-41) after stopping treatment, 26 (0-37) months before disease
progression requiring therapy. At the time of venetoclax initiation tumor lysis syndrome (TLS) risk was high in 6, medium in 3,
low in 5. Best overall response rate was 79% (11/14), all partial responses (PR), 2 pts experienced stable disease (on treatment
for 2 and 24 months).

With a median time on treatment of 10 months, 2 pts achieved uMRD after 3 and é months, the second one maintaining
uMRD for 6 months and then becoming MRD positive again (Figure 1). Five out of 14 pts progressed after 2,7, 9 and 11 (n=2)
months on venetoclax retreatment, 3/5 received next-line treatment with ibrutinib, 2/5 received non-covalent BTK inhibitor
and all achieved a PR. At last follow-up, 57% of pts remain on venetoclax; 12/14 patients undergoing venetoclax retreatment
were alive (1 death due to RT on ibrutinib, 1 due to CLL progression on non-covalent BTK inhibitor). Progression-free survival
from venetoclax restart to PD on venetoclax retreatment, last follow-up or death was not reached (0-28 months).

Venetoclax retreatment was very well tolerated with no patients experiencing TLS, 6/14 having grade 3-4 neutropenia (only in
1 case leading to treatment discontinuation), 8/14 infections (2 grade 1, 4 grade 2, 2 grade 3). No other grade 3/4 hematologic
or non-hematologic toxicities were observed.

Venetoclax retreatment was effective and well-tolerated in a cohort of pts with relapsed/refractory CLL who have previously
received time limited, MRD-guided treatment with venetoclax+/-ibrutinib. MRD relapse occurred at a median of about 2 years
before clinical progression requiring treatment. Venetoclax retreatment was started at a median of 32.5 months after the end
of initial therapy. Nearly 80% of patients achieved at least a partial response with venetoclax retreatment, 14% of pts achieved
uMRD and 57% remain on venetoclax, with a median time on treatment of 10 months.
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Characteristic Venetoclax +/- Ibrutinib Venetoclax retreatment
(n=38) (n=14)
Age at treatment initiation (median, | 64 (47-81) 61 (47-78)
range)
Male gender no./total (%) 25/38 (66) 9/14 (64%)
Prior lines of therapy (median,range) 1(1-7) 2(1-7)
Del(17p) no./total (%) 7/33 (21) 2/13 (15%)
TP53 mutation no./total (%) 9/31 (29) 212 (17%)
Unmutated IGHV no./total (%) 27/34 (79) 11/13 (85)
TLS risk before venetoclax:
High no./total (%) 14/38 (37) 6/14 (43)
Medium no./total (%) 18/38 (47) 3/14 (21)
Low no./total (%) 6/38 (16) 5/14 (36)
Best overall response rate no./total (%) | 36/38 (95) 11/14 (79%)
Best PR no./total (%) 10/38 (26) 11/14 (79%)
Best CR no./total (%) 26/38 (68) 0
Stable disease no./total (%) 0 2/14 (14%)
PD no./total (%) 1/38 (3%) 1/14 (7%)

Table 1. Patient characteristics at baseline and at the time of venetoclax retreatment.

100.000
—01-01
—01-02
w 10.000
g —01-03
g —01-05
9 —01-07
3 1000
§ —02-04
(&) 03-02
% 0.100 —03-05
5 — 04-01
£ 08-02
o 0.010 14-01
— 15-02
—15-03

0.001

L
N
oF
Timepoints
Figure 1.
Figure 1

https://doi.org/10.1182/blood-2023-174603

ABSTRACTS € blood® 2 NOVEMBER 2023 | VOLUME 142, NUMBER Supplement 1 6523

¥Z0z Ae|N 9z uo 1senb Aq ypd-urew-/ | L.€-poola/LE0L612/1Z59/L Wuaws|ddng/zi L /ipd-sioile/poojqaausuoredligndyse)/:dpy wol pspeojumoq


https://doi.org/10.1182/blood-2023-174603

