I  NEW PRODUCTS

polatuzumab vedotin (roLvy®) and large B-cell lymphoma

NOT ACCEPTABLE

A single randomised comparative trial with
numerous methodological flaws evaluated
the addition of polatuzumab vedotin to a
drug combination which is relevant in this
situation.

POLIVY"® - polatuzumab vedotin powder for
concentrate for solution for intravenous infusion

¢ 140 mg of polatuzumab vedotin per vial

antineoplastic; cytotoxic drug conjugated to an
anti-CD79b monoclonal antibody

Indication: relapsed or refractory diffuse large B-cell lymph-
oma, in combination with bendamustine and rituximab, in
adults who are not candidates for haemopoietic stem cell
transplantation. [EU centralised procedure - orphan drug]

Diffuse large B-cell ymphoma is an aggressive form
of non-Hodgkin lymphoma.The first-line treatment
is R-CHOP chemotherapy, a combination of rituximab
+ cyclophosphamide + doxorubicin + vincristine
+ prednisolone. If the disease is refractory to or
relapses after this first line of treatment, a second
chemotherapy regimen is used, often containing a
platinum compound and rituximab. A haemopoi-
etic stem cell transplant is sometimes offered. There
is no consensus over which chemotherapy regimen
to use after several successive relapses. CART-cell
therapy (a type of immunotherapy in which patients
are injected with their ownT cells that have been
genetically modified to destroy the malignant cells)
is sometimes an option in this situation (1,2). The
bendamustine + rituximab combination has not
been evaluated in comparative randomised trials
in this situation. It has not been shown to extend
survival. And, as of autumn 2020, it is not included
among the options recommended in European
guidelines (2-4).

Polatuzumab vedotin is an anti-CD79b monoclo-
nal antibody conjugated to monomethyl auristatin E,
a drug, like the taxanes, whose cytotoxic action is
based on microtubule disruption. Polatuzumab
vedotin (Polivy®, Roche) as an adjunct to benda-
mustine + rituximab has been granted conditional
European marketing authorisation for use in adults
with relapsed or refractory diffuse large B-cell lym-
phoma who are not candidates for haemopoietic
stem cell transplantation (5,6).

Clinical evaluation of polatuzumab vedotin in this
situation is mainly based on one non-blinded ran-
domised trial in 80 patients that compared polatu-
zumab vedotin + bendamustine + rituximab versus
bendamustine + rituximab.The strength of evidence
provided by this trial was greatly reduced by its
numerous methodological flaws: an irrelevant
comparator was used; the highly heterogeneous

patient characteristics and the imbalance between
the groups favoured polatuzumab vedotin (espe-
cially with regard to the reasons for ineligibility for
transplantation and factors linked to disease prog-
nosis); and there were no statistical hypotheses in
the trial protocol, reducing the reliability of the
statistical tests performed. After a median follow-up
of 22 months, median survival appeared longer in
the polatuzumab vedotin group. But given the
comparator that was chosen, this finding does not
show whether or not polatuzumab vedotin is useful
in this clinical situation (6,7).

The main adverse effects of microtubule-disrupting
cytotoxic drugs, such as taxanes, are: neuropathy;
haematological, cutaneous and gastrointestinal
disorders; and arthralgia and myalgia (5). Allergic
reactions are likely due to the protein portion (the
monoclonal antibody) of polatuzumab vedotin. In
the trial mentioned above, serious adverse events
were reported in 64.4% of patients in the polatu-
zumab vedotin group, versus 61.5% of those in the
comparator group. The adverse events reported
more frequently with polatuzumab vedotin than
with the comparator were mainly: anaemia (47%
versus 26%), thrombocytopenia (47% versus 28%),
neutropenia (47% versus 39%), diarrhoea (38%
versus 28%), infusion reactions (33% versus 23%),
peripheral neuropathy (20% versus 3%) and pneu-
monia (16% versus 10%) (6).

Polatuzumab vedotin is metabolised by the
cytochrome P450 isoenzyme CYP3AA4. It is also a
P-glycoprotein substrate. Numerous pharmacokinetic
interactions are to be expected (6).
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