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INTRODUCTION

Peripheral T-cell lymphomas (PTCL) are rare and heterogeneous entities, with poor
prognosisl. PTCL not-otherwise-specified (PTCL-NOS), is the most common subtype:
the median overall (OS) and the progression-free survivals (PFS) were 20 and 10
months, respectively in Registry data from the T-cell project? . In older patients, not
eligible for upfront high-dose chemotherapy , the median PFS after 15t line therapy
was only 6.7 months, while following 2" line the median PFS and OS were only
3.1 and 5.5 months, respectively.3

Presently, there is no standard therapy for elderly naive and RR-PTCL (RR-PTCL):
most patients become chemo-refractory and lack effective salvage regimens .
Indeed, targeted drugs such as brentuximab, pralatrexate, histone deacetylase
inhibitors, demethylating agents and various tyrosine-kinase inhibitors have already
shown promising efficacy in PTCL, while active combinations, are paving their way .
However, effective and less toxic treatment are still eagerly needed.

Metronomic chemotherapy (mMCHEMO), is a promising therapeutic approach in
solid tumours, but has rarely been experimented, in aggressive lymphomas
[Coleman & Ruan et al] . mCHEMO can be defined as a regular administration of
chemotherapy that is able to sustain low, prolonged, and active plasma levels of
drugs causing a favourable tolerability* mCHEMO is now considered a multi-
targeted therapy which may act on the anti-angiogenic and immune mediated
effects that lead to tumour dormancy. More recently, also the direct impact on
cancer cell proliferation has been demonstrated.

Recently, the all-oral metronomic schedule DEVEC [Deltacortene® (prednisone),
etoposide, vinorelbine, cyclophosphamide] was shown to induce sustained
remission in diffuse-large-B-cell lymphoma (DLBCL) patients.’
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retrieved as of 10t"January 2020. DEVEC foresee an induction and a deescalated maintenance

phase, both consisting of six cycles of 28-days each . DEVEC was previously described® and is Treatment naive

median PFS of the RR subset, to the treatment done before the DEVEC had
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were delivered alternating: 1) cyclophosphamide (CTX) 50 mg for 14 days/etoposide (ETO) 50 b PTCL-NOS mn .

mg for 7 days and 2) CTX 50 mg for 14 days/vinorelbine (VNR) 30 mg thrice a week o I NN been only 5 months (Cl 95%= 3.3-6.7).
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positron-emission CT-scan (CT-PET) and evaluated basing on the revised Cheson’s criteria 0 6 12 18 24 30 3 42 4 54

(2007).

IN VITRO EXPERIMENTS: The human PTCL cell line HH (ATCC® CRL-2105™) (2 x 10 cells/well) swimmer-plot of Relapsed/Refractory and Treatment-naive PTCL

were cultured into 24-well sterile plastic plates and allowed to replicate overnight. Cells were patients following DEVEC
treated with VNR (0.001 nM-10 nM) and ETO (0.025 nM-100 nM), or with vehicle alone for 144 '
h, as previously described [12][8]. VNR or ETO were added every 48 h or 24 h, respectively, to

mimic the clinical schedules, such as the thrice a week metronomic VNR treatment or the HH cell line
daily metronomic ETO administration (Figure 1A). At the end of the treatment, the viable cells c
were counted with a hemocytometer. Cell viability was assessed by trypan blue dye exclusion.
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Antiproliferative activity of metronomic vinorelbine (144 h) and
metronomic etoposide (144 h) on HH cells. Symbols and bars, mean
values + SEM. *, P<0.05 vs. control

Our experimental data, clearly show that both VNR and ETO, included in the DEVEC schedule,

significantly affected the PTCL cell proliferation. Both given in vitro metronomically were active at

very low concentrations (pM and nM, respectively). Furthermore, their concomitant combination

revealed to be highly synergistic in HH cells
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