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Long-term outcomes of relapsed/refractory double-hit
lymphoma (r/r DHL) treated with CD19/22 CAR T-cell

cocktail therapy

Dear Editor,

Previously, we reported the safety and efficacy of
sequential infusion of CD19/22 chimeric antigen recep-
tor (CAR) T-cells immunotherapy in treatment of
relapsed/refractory (r/r) B-cell lymphoma at first time
and suggested its potential role in certain subsets of
patients who carried high-risk genetic or chromosome
aberrations.! However, the long-term outcomes of r/r
double-hit lymphoma (DHL) being treated by this
immunotherapy has not been fully elucidated. DHL with
c-MYC and BCL2 or BCL6 gene rearrangements have
been defined as a new separate subtype in 2016 revised
WHO classification of lymphoid neoplasms.’? Currently,
no consensus has been reached in the treatment of DHL.
Patients have inferior outcomes treated with conventional
or targeted chemotherapy® and no significant benefit can
be obtained from further consolidative transplantation.*
If DHL patients have either refractory or relapsed diseases
after initial treatments, the prognosis will not be improved
by noncross-resistant second-line chemotherapy and
subsequent autologous-stem cell transplantation (ASCT).>
One investigation reported 50% response rate in 19 pri-
mary refractory and/or relapsed double-hit lymphoma (r/r
DHL) patients treated with tisagenlecleucel.® In ZUMA-1
trial, seven patients with confirmed high-grade B-cell
Lymphoma (HGBL) or DHL had 90% objective responses
(OR) treated with axicabtagene ciloleucel.” Long-term
survival data, however, were not reported in these studies.
Recently, one DHL case was reported to maintain com-
plete response (CR) for more than 1 year by treating with
axicabtagene ciloleucel, indicating the potential survival
benefit with CAR T-cell immunotherapy.® Although
ASCT still plays a potentially curative role in treatment of
most types of r/r B-cell lymphoma, treatment of r/r DHL
patients who hadworse prognosis as a higher risk subtype
need incorporate with more investigational strategies
rather than standard ASCT alone.’ Whether ASCT follow-

ing with CAR T-cell infusion can improve the prognosis
of r/r DHL patients remains unclear.

From February 2017 through May 2019, 12 consecutive
r/r DHL patients (Table 1) were enrolled into two sep-
arated ongoing clinical trials (Figure 1A): CD19/22 CAR
T-cell immunotherapy (Trial A, eight patients) and the
infusion of CD19/22 CAR T-cell immunotherapy following
ASCT (Trial B, six patients), including two patients switch-
ing from Trial A. The baseline characteristics of enrolled
patients across these two trials were well balanced (Table
S1). The overall objective response rate (ORR) at month
3 post CAR T-cell immunotherapy was 83.3% (10/12, 95%
CL: 55.2-97.0%), including three cases of CR (25%) and
seven cases of partial response (PR) (58.3%). The best ORR
was 83.3% (10/12, 95% CI: 55.2-97.0%) with 50% best CR
rate and 33.3% best PR rate. Comparable responses were
achieved across different subtype-specific impact (Table
S2). Among the patients in Trial A, 75.0% patients (6/8,
95%CI: 40.9-95.6%) achieved OR at month 3 post CAR T-
cell immunotherapy, including one with CR. Among five
with PR, two had PD at 3.1 and 8.7 months, respectively. In
Trial B, the ORR at month 3 post CAR T-cell immunother-
apy was 100% (95%CI: 61-100%), including one with CR.
Among those five with PR in Trial A, two patients were
enrolled in Trial B when early B-cell recovery had been
detected. Only one patient who had achieved CR in Trial B
had PD at 5.9 months post CAR T-cells infusion and even-
tually died at 12.2 months. Figure 1B presents duration of
response and long-term outcomes of all enrolled patients.

In the present study, promising results in r/r DHL
treatet with CAR T-cell therapy have been achieved with
low-grade (grade <2) cytokine release syndrome (CRS)
and CAR T-cell-related encephalopathy syndrome (CRES),
respectively (Table 1 and Table S3). The median follow-up
time was 12.1 months (range, 1.3-37.0) and both median
overall survival (OS) and progression-free survival (PFS)
were not reached in this cohort (Figure 1C and D). The
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FIGURE 1 A, Schematic diagram of study procedures. After providing written informed consent, all eligible patients with
relapsed/refractory double-hit lymphoma underwent leukapheresis. If needed, bridging therapy was allowed. In CD19/22 CAR T-cell
immunotherapy (Trial A), patients were given 25 mg/m? of fludarabine and 300 mg/m? cyclophosphamide (FC regimen) for consecutive 3
days (—4 days to —2 days) as lymphodepletion chemotherapy. CD19/22 CAR T-cells were infused separately on the following successive days
starting from d0. In CD19/22 CAR T-cell infusion following ASCT (Trial B), patients were given standard dose of BEAM regimen (300 mg/m? of
bis-carmusitine, —6 day; 200 mg/m? of etoposide —5 to —2 days; 400 mg/m? of cytarabine —5 to —2 days, and 140 mg/m? of melphalan —1 day)
as myeloablative conditioning regimen. CD19/22 CAR T cells were infused 2-6 days (days +2 to +6) after autologous stem cells infusion (d0).
B, Duration of response and outcomes of all enrolled patients. The cutoff date (the last day of follow-up) was March 31, 2020. PD represents
progressive disease; SD represents stable disease; PR represents partial response; CR represents complete response. C, The Kaplan-Meier curve
for overall survival (OS) of all enrolled patients (red) and of patients in Trial B (blue); tick marks represent censored data. D, The Kaplan-Meier
curve for progression-free survival (PFS) of all enrolled patients. PFS of all enrolled patients (red) and of patients in Trial B (blue); tick marks
represent censored data. E, Cumulative incidence curve of relapse of enrolled patients. Cumulative incidence of relapse of all enrolled patients
(red) and of patients in Trial B (blue). F, A proposed novel strategy for the treatment of r/r DHL with CAR T-cell immunotherapy. According
to the availability of HSCs and the preference of patients, patients with r/r DHL are treated with CAR19/22 T-cell cocktail alone or following
ASCT. After treatment, treatment responses, lentiviral copies of CAR transgenes, and B-cell kinetics are regularly evaluated. Active follow-up
is reasonable for patients with detectable CAR T cells and sustained B-cell aplasia. For patients in partial response (PR) but with fast reducing
CAR T cells or with early B-cell recovery, response-guided second-round CAR T-cell infusion following ASCT could be applied. For patients
in stable or progressive disease (SD/PD), other clinical trials are highly recommended.
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1-year OS rate was 75.0% (95% CI: 40.8-91.2) for all enrolled
patients. However, the median follow-up time of patients
in Trial B was 17.9 months (range, 10.3-31.9) and the esti-
mated 2-year OS rate was 75.0% (95% CI: 12.8-96.1) (Fig-
ure 1C). The 1-year PFS rate was 63.6% (95% CI: 29.7-84.5)
among all enrolled patients; however, for patients in Trial
B, the estimated 2-year PFS rate was 83.3% (95% CI: 27.3-
97.5, Figure 1D). The estimated 1-year incidence of relapse
rate for all patients was 36.4% (95% CI: 15.5-70.3, Figure 1E).
Only one patient had disease relapse in patients in Trial
B until the cutoff date. Particularly, when compared with
patients received CAR19/22 T-cell cocktail alone, there
were trends toward numerical higher response rate and
survival time, fewer relapses and adverse effects, longer
persistence of CAR19 and CAR22 transgenes, and B-cell
aplasia (BCA) (Figure S1 and Table S4) in patients who
undergone CAR19/22 T-cell cocktail following ASCT. Fur-
ther testing in larger patient cohorts with different ethnic-
ity is required.

SCHOLAR-1, the largest pooled retrospective investi-
gation on r/r diffuse large B-cell lymphoma (DLBCL),'"
indicated that patients who obtained CR status after sal-
vage chemotherapy had superior OS than nonresponders.
Remarkably extended PFS and OS of patients in CR sta-
tus was achieved at month 3 post CAR T-cell immunother-
apy when compared to patients in PR status.' Therefore,
to achieve a CR after second- or late-line salvage therapy
is the principal goal for r/r DLBCL patients. In our study,
66.7% DHL patients achieved a PR at month 3 post CD19/22
CAR T-cell infusion. Although patients who achieved a
PR after CAR T-cell infusion could continue to have a CR
without additional treatment, two patients with PR in Trial
A received second-round CAR19/22 T-cell cocktail infu-
sion following ASCT when early B-cell recovery had been
detected. Both patients thereafter achieved an ongoing CR
at 8.7 and 9.6 months, respectively, indicating response-
guided second-round CAR T-cell infusion following ASCT
could reinforce the efficiency of first-round CAR T-cell
infusion. Hence, response assessment and kinetics screen-
ing for CAR transgenes and B-cell recovery are critical
for patients after CAR T-cell infusion. Regular follow-up
is proper for patients with detectable CAR T-cells and
sustained BCA, but response-guided second-round CAR
T-cell infusion following ASCT is a reasonable strategy
for patients in PR but with fast reducing CAR T-cells
or with early B-cell recovery (Figure 1F). This proposed
strategy could also be extended to the treatment for high-
risk B-NHL and should be investigated in future clinical
trials.

In conclusion, this is the first dedicated and largest case
series looking at r/r DHL patients who were treated with
CD19/22 sequential CAR T-cells infusion. Our data sug-

gested that CD19/22 CAR T-cell immunotherapy alone or
following ASCT can improve the long-term outcome of r/r
DHL. It provides a promising novel therapeutically option
for r/r DHL.
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