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Chronic lymphatic leukemia (CLL) is the most frequent kind of chro-
nic leukemia in the Western World, with a prevalence of 5 cases per
100,000 inhabitants'. CLL is a neoplasm that is diagnosed mostly in the
elderly (70% of patients are over 65 at the time of diagnosis and median
patient age is /O years). The condition is characterized by a widely hetero-
geneous clinical presentation, whereby some patients are without symptoms
and may not require freatment for decades while others experience a rapid
progression of the disease, which may on occasion exhibit an aggressive
clinical behavior.

ClLL is one of the hematologic neoplasms that has benefited the most
from therapies targeted af molecules selectively expressed in tumor cells
[precision medicine). A series of novel drugs have been developed in the
last few years that have changed the prognosis of the disease in ferms of
response and survival. These include Burton’s tyrosine kinase (BTK] inhibitors
such as ibrutinib, bcl-2 inhibitors like venetoclax, and several monoclonal
antibodies targeted at the CD20 molecule [rituximab, ofatumumab, and obi-
nofuzumabl)?. Moreover, following the publication of biological studies that
brought fo light a series of cytogenetic and molecular alterations associated
with poor prognosis, several groups have recently undertaken clinical frials
in an atfempt fo improve the prognosis of patients with CLL and chromosome
17p delefion or p53 gene mutations. These alterations significantly affect
the choice of firstine freatment. The advent of the new drugs has resulted in
immune-chemotherapy being increasingly administered only to patients with
a safisfactory functional status whose CLL is not accompanied by p53 gene
alferations and who exhibit mutated immunoglobulin heavy chain variable
region (IgVH) genes.

Until very recently, firstline freatment in patients under 7O years of age
or in those unfit to receive immune therapy consisted in the use of BTK inhi-
bitors (ibrutinib) or a combination of anti-CD20 therapy plus chlorambucil
in patients where BTK inhibitors were contraindicated. The recommended
treatment for all other patients was a BTK inhibitor, except for fit patients
with mutated IgVH genes, who could be amenable to immune-chemothe-
rapy (e.g., FCR). BTK inhibitors have been regarded as a mainsfay in the
treatment of CLL. A series of longerm firstline studies have shown that
ibrutinib, administered until progression or toxicity, achieves a significant

increase in progressionfree survival (PFS) in all risk groups®. Contrary to
what happens in patients who receive the drug af an advanced sfage of
the disease (second or third line of treatment), firstine patients usually exhibit
greater folerance, with over 70% of those responding to the treatment recei-
ving ibrutinib for more than four years. Although some preliminary analyses
have shown that a selected group of these patients could maintain their
response once the drug has been suspended?, discontinuation of ibrufinib
in patients with a satisfactory response has not been well established in
clinical practice, the treatment being typically maintained until progression
or foxicity. Median duration of treatment in patients who receive the drug
as firstline therapy is usually five years, which entails a high economic cost
for the health system®.

The infroduction of new drugs has made it possible to increase the the-
rapeutic options available fo firstline patients. Venetoclax is a selective oral
BCL2 inhibitor capable of achieving high response rates in CLL patients
who are in remission, including those tesfing negative for minimal residual
disease (MRD). These findings have generated an inferest in analyzing
the effect of the drug on firstline CLL patients. The combination of venefo-
clax and obinutuzumab (O] showed superior results in terms of complete
response and PFS as compared with the O-chlorambucil combination”. In
addition, the venetoclax-O combination resulted in a high rate of responses
with negative MRD, which is associated with higher PFS. These findings
have positioned the venetoclax-O combination as an alternative firstline
treatment for patients with CLL, on a par with ibrutinib®.

QIS

Los artficulos publicados en esfa revista se distribuyen con la licencia
Avicles published in this journal are licensed with a
Creative Commons Attribution-NonCommercial-ShareAlike 4.0 International License:
http://creativecommons.org/licenses/by-nc-sa/4.0/
La revista Farmacia no cobra tasas por el envio de trabajos,
ni tampoco por la publicacién de sus articulos




i Farmacia Hospitalaria 2022

104 | Vol. 46 1N° 31103 -104 |

Javier Briones

Given the current situation of firstline CLL treatment, where the indication
of immune-chemotherapy (e.g., FCR] is becoming increasingly limited, it is
essential fo conduct pharmacoeconomic and costefficiency analyses of
new combinations of fargeted therapies.

The study by Moreno et al? included in this issue is extremely fimely as it
performs a costefficiency analysis of the main combinations studied in diffe-
rent clinical trials with CLL patients. The study concludes that the venefoclax-O
combination is associated with a lower cost than other drugs, particularly
ibrutinib. This finding is of great relevance for therapy selection, as both
options are currently available as firstline treatment. Although no studies
have so far compared venetoclax-O vs. ibrufinib, the findings of the CLL-14
(firstline) study and of the MURANO study [in patients in remission)'® demons-
trate the high effectiveness of the venetoclax-O combination, including a
complefe response [with negative MRD). Undoubtedly, one of the reasons
behind the lower cost associated with the venetoclaxO combination has to
do with its fixed dosing regimen (12 or 24 months), which contrasts with the
indefinite administration required by ibrutinib. Some of the drawbacks of
the venetoclax-O combination, which must be duly considered, are the intra-
venous administration required for obinutuzumab, the need to admit patients
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