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Background: The IELSG32 trial has shown the significantly better activity and acceptable safety profile of MATRIX
regimen and a similar efficacy of consolidation with whole-brain irradiation (WBRT) or autologous transplantation
(ASCT) in pts <70 yo with primary CNS lymphoma (PCNSL). However, events after a more extended follow-up
remain to be addressed.

Aims: To establish the associations among different treatment arms of the IELSG32 trial and OS, late toxicity,
incidence of secondary tumors, and cognitive impairment at a median follow-up of 88 (IQR 77-99) months.

Methods:

HIV-neg pts 18-70 yo with ECOG PS <3 (PS <2 if 66-70 yo) with untreated PCNSL were randomly assigned to
receive 4 courses of methotrexate-cytarabine (arm A), or arm A plus rituximab (arm B), or arm B plus thiotepa (arm
C; MATRIX). Pts with responsive/stable disease were further randomized between WBRT (arm D) and BCNU-
thiotepa/ASCT (arm E). Primary endpoints were CRR (15! random) and PFS (2"9 random). Effects of treatment on
cognitive functions and quality of life (QoL) were addressed comparing results of the IPCG tests panel and EORTC-
QLQ performed immediately after treatment and at the last follow-up visit.

Results:

219 assessable pts (median age 58; range 18-70) were randomized (arm A 75; B 69; C 75). After induction, 167
(76%) pts had responsive or stable disease; 118 (71%) of them were further randomized (arm D 59; E 59), whereas
49 pts were excluded (poor mobilizers, poor conditions, patients’ refusal).

15 (7%) pts died of toxicity during treatment. 87 (40%) pts remain relapse-free (A 17; B 28; C 42); 14 of them died of
infections (n=4), sudden death (4), cognitive decline (3), second tumor (2), and car accident (1). 117 (53%) pts
experienced relapse: 96 died of ymphoma, 14 achieved tumor remission upon salvage therapy and remained
relapse-free at 39-121 months, while 7 died of complications during salvage therapy. Second cancers were
diagnosed in 8 (4%) pts after 48-96 months from WBRT (5) or ASCT (3); two of them were lethal, the other six
remained relapse-free after surgical resection. Deaths in relapse-free pts, deaths occurred during salvage treatment
and secondary tumors were not significantly related to induction or consolidation treatments (Table).

Neuropsychological tests showed a statistically significant impairment in some attentive and executive functions in
pts treated with WBRT, while a significant improvement was noted in these functions as well as in memory and QoL
in transplanted pts.

Pts treated with MATRIX (arm C) showed a significantly better PFS, with a 7-yr PFS of 20£5% for arm A, 29+6% for
arm B and 52+6% for arm C (A vs C p=0.00002; B vs C p=0.01). PFS was similar in both consolidation arms (7-yr:
55+7% and 50+7%; p=0.35). 87 pts are alive (arm A 18; B 27; C 42), with a 7-yr OS of 26+5%, 37+6% and 56+6%,
respectively (A vs C p=0.00007; B vs C p=0.03). OS was similar in both consolidation arms (7-yr: 63+6% and 57+6%,
p=0.17). Pts treated with MATRIX and consolidation had a 7-yr OS of 70+6%, without a difference between WBRT
and ASCT. In multivariable analysis, IELSG score, number of lesions and induction arm were associated with OS;
gender, CSF cytology and consolidation were not.
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Tabla. Second tumors and late complications in pts who complated the planned treatmeant

Arm A A B A G WBRT ASCT
{42) {50) (53] {70y (Ba)"
Second tumars (n=8)° T(2%) | 20 4%) | G(8%) | 6{ %) | 3(5%)

Deaths in relapse-frea patients (0= 14) | 2 (5%) 8{12%) B (8%) 9{13%) 3{5%)
Deaths during salvage treatment (n=7) | 4 (9%) 01 0%) 3(5%) 2{ 3%) 21(3%)

*Actually delfivered consoldation within and outside 2nd randomization.
“Agute endhroid leukemia, Righ-grade glioma, melanoma (2], Pagel's disease of the breasl, prostale cancer, colon
cancer, bassl cell carcinoma.

Summary/Conclusion:

MATRIX regimen was associated with excellent long-lasting survival in PCNSL pts <70 ys. WBRT and ASCT exhibit
similar efficacy. In comparison with the other therapeutic arms, MATRIX and ASCT were not associated with higher
non-relapse mortality and incidence of second tumors, whereas impairment of specific cognitive functions after
WBRT was confirmed.
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