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Background: Despite recent advances, �rst-line (1L) chemoimmunotherapy (CIT) for patients with newly diagnosed diffuse
large B-cell lymphoma (DLBCL) is largely unchanged for decades.In the Smart Start trial, we established the feasibility of tar-
geted chemotherapy-free 1L therapy with rituximab (R), lenalidomide (L), and ibrutinib, prior to chemotherapy in patients with
newly diagnosed DLBCL with an overall response rate (ORR) and complete response rate (CRR) of 86% and 36%, respectively,
prior to chemotherapy, and a 2 year progression free survival rate of 91.3% following 6 cycles of standard CIT (Westin et al,
JCO 2023, PMID: 35952327). One patient withdrew from the study after achieving CR and prior to receiving CIT and remains in
remission without further therapy at >4 years. BTK inhibitors like acalabrutinib (A) and the immunomodulatory agent L result
in synthetic lethality in non-GCB DLBCL models. Both the CD20 antibody R and CD19 antibody tafasitamab (T) demonstrate
clinical activity when combined with L in patients with DLBCL. L, T, R, and A are immunomodulatory, driving an anti-tumor
immune response. Based upon these data, we are conducting the Smart Stop trial (NCT04978584) to evaluate if the number
of CIT cycles can be reduced or omitted after response to targeted therapy, and now report the preplanned interim results
from cohort 1.
Methods: Eligibility criteria include patients who are 18y+ with previously untreated DLBCL (initially the Hans algorithm was
used to select non-GCB DLBCL, but this criteria was removed this criteria) with adequate organ and bone marrow function.
Patients with known CNS involvement of lymphoma, recent thrombosis, or inability to tolerate prophylactic anticoagulation
are ineligible.
Patients receive lenalidomide 25mg on days (d) 1-10, tafasitamab 12mg/kg IV d1, 8, and 15, rituximab 375mg/m2 IV d1, and
acalabrutinib 100mg PO twice/d in a 21 day cycle. All patients receive LTRA for 4 cycles, followed by PET/CT scan (CR de�ned
as a 5PS of 1, 2, or 3). In cohort 1, patients receive an additional 6 cycles of LTRA combined with a response adapted number
of cycles of CHOP therapy. After 4 cycles of LTRA, patients with CR receive 2 cycles of CHOP, and all other patients receive 6
cycles of CHOP. In the upcoming cohort 2, patients with CR after 4 cycles of LTRA are planned to receive no cycles of CHOP.
The primary objectives are to determine the 1A: ORR after 4 cycles of uLTRA and 1B: CRR at of LTRA +/-CHOP at the end of
therapy.
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Results: Cohort 1 enrolled 30 patients from May 2022 - July 2023, with all patients expected to be evaluable for 1A endpoint
and 22 patients (73%) evaluable for endpoint 1B by the ASH meeting.
The median age was 61 years (range: 32-85), 30% were >= 70 years, and 50% were female. 67% of patients have poor risk
R-IPI, 77% had advanced stage, and 83% had an elevated LDH. 83% had the non-GCB subtype and 17% had the GCB subtype
of DLBCL.
After 4 cycles of LTRA, the ORR is 100% and the CRR is 64% (endpoint 1A, n = 14/22 evaluable at abstract submission, �gure
1 schema and swimmer plot). After an additional 2 cycles of LTRA-CHOP, the ORR is 100% and the CRR is 95% (n = 18/19
evaluable at abstract submission). At end of all therapy, theCRR is 100% (endpoint 1B, n= 12 evaluable at abstract submission),
including 7 patients who received LTRA for 10 cycles and CHOP for 2 cycles (early CR) and 5 patients who received LTRA for
10 cycles and CHOP for 6 cycles. To date, no patient has progressive lymphoma, including the �rst 6 patients who have 3 and
6 month follow up scans.
47% of patients experienced rash (13% grade 3), and 40% of patients required a dose reduction of lenalidomide.
Conclusions: The Smart Stop trial demonstrates that combination of lenalidomide, tafasitamab, rituximab, and acalabrutinib
is highly effective as an initial chemotherapy-free combination in patients with newly diagnosed DLBCL, and may allow for
a response adapted reduction in chemotherapy. Response and time to event data will be updated for presentation at the
meeting. We will soon open cohort 2 which will enroll an additional 30 patients where those with early CR after 4 cycles of
LTRA will receive no cycles of CHOP.
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OffLabel Disclosure: Lenalidomide, tafasitamab, and acalabrutinib are not indicated in 1L LBCL therapy
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Figure 1
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