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LETTER TO THE EDITOR

Cancer Science fW%15%

Five-year follow-up of a phase Il study of DA-EPOCH-R with
high-dose MTX in CD5-positive DLBCL

Dear Editor,

CD5-positive (CD5") DLBCL is characterized by aggressive clinical
characteristics and frequent CNS relapse.! In 2020, we reported the
results of the primary analysis of a phase 2 study of dose-adjusted
(DA)-EPOCH-R combined with high-dose (HD)-MTX (DA-EPOCH-R/
HD-MTX) (PEARL5 study) with a median follow-up of 3.1years.2 In
this letter, we report the results of our preplanned 5-year follow-up
of this study.

At a median follow-up time of 6.0 (range, 5.0-7.7) years, the 5-
year PFS and OS of 47 eligible patients were 72% (90% Cl, 57-83;
95% Cl, 57-83) and 79% (90% Cl, 67-87; 95% Cl, 64-88), respec-
tively (Figure 1A,B). One patient experienced a relapse in the cervi-
cal lymph nodes, Waldeyer's ring, and nasal cavity after the primary
analysis. The 5-year PFS and OS of patients with CD5" ABC DLBCL
(n = 39) were 72% and 74%, respectively (Figure 2A,B).

The 5-year CNS relapse rate was 9% (95% Cl, 3-22)

(Figure 3A). There were no CNS relapse events after the primary
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analysis. There was no significant difference in the CNS relapse
rate among the CNS-IPI categories (data not shown). In our pre-
vious retrospective study of CD5" DLBCL, CNS events occurred
in 13% of the patients at the median follow-up of 6.8 years, and
half of them were documented after 2years of diagnosis.3 Given
that no CNS events were observed in the present phase 2 study,
the treatment protocol may have contributed to the prevention of
late CNS relapse.

No patients experienced grade 3 or higher late toxicity. There
was no cardiovascular event and leukoencephalopathy during this
follow-up. Second malignancies were reported in six patients (6%)
and all were above 60years of age (Table S1). Among them, two
patients who had colon cancers were successfully treated with en-
doscopic resection. Among two patients who died during this fol-
low-up, one died of a second malignancy.

Our updated analysis confirmed that both excellent efficacy
and safety of DA-EPOCH-R/HD-MTX were maintained for more
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FIGURE 1 Survival curves for patients with CD5-positive (CD5%) DLBCL with a median follow-up of 6.0years. (A) PFS and (B) OS for all

patients (n = 47).

Abbreviations: ABC, activated B-cell-like; Cl, confidence interval; CNS, central nervous system; COO, cell-of-origin; DLBCL, diffuse large B-cell ymphoma; EPOCH-R, etoposide,
prednisone, vincristine, cyclophosphamide, doxorubicin, and rituximab; IPI, International Prognostic Index; MTX, methotrexate; OS, overall survival; PFS, progression-free survival; PS,

performance status.
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FIGURE 2 Survival according to COO categories. (A) PFS and (B) OS according to COO categories (n = 46).
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FIGURE 3 Probability of CNS relapse in CD5* DLBCL patients
(hn=47).

than 5years, indicating that DA-EPOCH-R/HD-MTX is one of the
most reasonable first-line treatments for stage 11-IV CD5* DLBCL
(UMINO00008507; jRCTs041180159).
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Additional supporting information can be found online in the

Supporting Information section at the end of this article.
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