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Introdugao

A Leucemia das Células Pilosas (LCP), um tipo especifico de Leucemia Linfoide
Crbnica, € caracterizada por linfécitos médios que apresentam projegcdes
citoplasmaticas semelhantes a pelos, além de caracteristicas imunofenotipicas
e genéticas distintas. E um tipo raro de cancer, correspondendo a cerca de 2%



dos casos, predominante em homens de meia idade. Para o diagndstico, a
presenca da mutacdo BRAF V600 é fundamental, presente em cerca de 100%
dos pacientes. Os principais sintomas da LCP estao associados a pancitopenia,
monocitopenia acentuada e esplenomegalia. Sua abordagem terapéutica inicial
consiste na administracdo de analogos de purina como a cladribina e
pentostatina, eficazes na maioria dos casos, porém, muitas pesquisas estao
sendo realizadas para avaliar a eficacia de novos tratamentos.

Objetivo

O presente resumo tem como objetivo mapear o panorama atual das terapias
voltadas ao tratamento de LCP através do levantamento de publicagbes
cientificas dos ultimos seis anos.

Metodologia

O estudo trata-se de uma revisdo narrativa da literatura realizada por meio de
levantamento bibliografico nas bases de dados eletrénicas ScienceDirect e
PubMed. A busca conduzida utilizando a estratégia: “(Hairy Cell Leukemia AND
HCL) AND (drug OR medicine)” incluiu artigos originais, revisdes de literatura e
relatos clinicos publicados entre o periodo de 2021 e maio de 2026, redigidos
em inglés. Foram excluidos artigos duplicados e trabalhos com pouca ou
nenhuma abordagem voltada as terapias medicamentosas da doenga. Apos a
selecdo, realizou-se uma sintese descritiva dos estudos, com foco nos
principais medicamentos e desfechos terapéuticos descritos na literatura.

Resultados e Discussao

A monoterapia com Analogos de Nucleosideos Purina (PNAs), principalmente
com pentostatina e cladribina, constitui o tratamento padrdo de primeira linha
para LPC, apresentando taxas de remissdo completa (RC) entre 70-90%
(Kreitman; Arons, 2022). Embora a cladribina seja mais utilizada, a pentostatina
€ preferencial para pacientes de alto risco. Apesar da elevada RC, ambos os



farmacos podem causar neutropenia e febre em algum momento, e a
persisténcia de doencga residual minima (DRM) torna improvavel a cura apenas
com monoterapia (Rashad et al., 2025).

O rituximabe, anticorpo monoclonal anti-CD20, apresenta resultados
promissores no tratamento, especialmente em associacdo com PNAs e em
casos refratarios. A administragdo precoce ou em esquemas combinados, como
com cladribina ou vemurafenibe, esta associada a 97% de RC apds 6 meses,
maior profundidade de resposta e remissdes mais duradouras, incluindo alta
taxa de negatividade para DRM e manutencéao prolongada da remissao (Marvin-
Peek et al. 2024). O vemurafenibe, inibidor de BRAF V600E, tem demonstrado
alta eficacia em pacientes com LCP recidivada ou refrataria, podendo ser
associado a rituximabe ou cladribina, especialmente em casos de resisténcia ao
tratamento (Mackowiak et al., 2024). Em contraste, o ibrutinibe, avaliado em um
estudo multicéntrico de fase 2 em 2021, evidenciou sobrevida livre de
progressdo de 73% e sobrevida global de 85% em 36 meses,
independentemente da mutagcado para pacientes com LCP recidivada e variante
(Rogers et al., 2021).

A imunotoxina anti-CD22 Lumoxiti (moxetumomab pasudotox-tdfk) &
recomendada para o tratamento de adultos que tenham recebido pelo menos
duas terapias prévias e pode induzir uma RC profunda e prolongada. O farmaco
nao € mielossupressor, sendo, portanto, ideal para pacientes com alto risco de
infeccdo ou sangramento. No entanto, apresenta um alerta em destaque para
Sindrome de Lise Citotoxica e Sindrome Hemolitico-rémica (Hassan, 2023).

Relatos de caso também evidenciaram RC em pacientes superidosos com a
formulagcéo peguilada do imunomodulador interferon-a-2a (De Novellis et al.,
2022) e a droga-alvo venetoclax (Wang et al., 2024) devido a inelegibilidade
clinica dos pacientes a terapias convencionais, sugerindo novas possibilidades
terapéuticas.

Conclusao



Em suma, embora os PNAs permanegam como terapia padrao inicial na LCP,
novas classes de medicamento demonstram eficacia superior ou abrangem
subgrupos de pacientes inelegiveis as terapias convencionais. Além disso,
associacdes medicamentosas potencializam a resposta terapéutica, desde que
a escolha esteja em conformidade com o histérico clinico do individuo.
Ressalta-se a necessidade de novos estudos para o desenvolvimento de
terapias mais eficazes e menos toxicas, visando a melhoria da qualidade de
vida dos pacientes.

Introduction

Hairy Cell Leukemia (HCL), a specific type of Chronic Lymphocytic Leukemia, is
characterized by medium-sized lymphocytes presenting hair-like cytoplasmic
projections, as well as distinct immunophenotypic and genetic features. It is a
rare type of cancer, accounting for approximately 2% of cases and
predominantly affecting middle-aged men. For diagnosis, the presence of the
BRAF V600 mutation is essential and is found in nearly 100% of patients. The
main clinical manifestations of HCL are associated with pancytopenia, marked
monocytopenia, and splenomegaly. Initial therapeutic management consists of
purine analogs such as cladribine and pentostatin, which are effective in most
cases; however, numerous studies are currently being conducted to evaluate the
efficacy of new treatment options.

Objective

The present essay aims to map the current landscape of therapies for the
treatment of HCL through a review of scientific publications from the last six
years.

Methodology



This study is a narrative literature review conducted through a bibliographic
search in the electronic databases ScienceDirect and PubMed. The search,
carried out using the strategy “(Hairy Cell Leukemia AND HCL) AND (drug OR
medicine)”, included original articles, literature reviews, and case reports
published between 2021 and June 2026 and written in English. Duplicate articles
and studies with little or no focus on therapies for the disease were excluded.
After selection, a descriptive synthesis of the studies was conducted, focusing
on the main medications and therapeutic outcomes reported in the literature.

Results and Discussion

Monotherapy with Purine Nucleoside Analogs (PNAs), particularly pentostatin
and cladribine, constitutes the standard first-line treatment for HCL, achieving
complete remission (CR) rates ranging from 70-90% (Kreitman; Arons, 2022).
Although cladribine is more commonly used, pentostatin is preferred for high-risk
patients. Despite the high CR rates, both drugs may cause neutropenia and
fever, and the persistence of minimal residual disease (MRD) makes cure
through monotherapy unlikely (Rashad et al., 2025).

Rituximab, an anti-CD20 monoclonal antibody, has shown promising results in
treatment, particularly in combination with PNAs and in refractory cases. Early
administration or combination regimens, such as with cladribine or vemurafenib,
have been associated with 97% CR after 6 months, deeper responses, and
more durable remissions, including high rates of MRD negativity and prolonged
remission maintenance (Marvin-Peek et al., 2024). Vemurafenib, a BRAF V600E
inhibitor, has demonstrated high efficacy in patients with relapsed or refractory
HCL and may be combined with rituximab or cladribine, particularly in treatment-
resistant cases (Mackowiak et al., 2024). In contrast, ibrutinib, evaluated in a
multicenter phase 2 study in 2021, demonstrated progression-free survival of
73% and overall survival of 85% at 36 months in patients with relapsed and
variant HCL, regardless of mutation status (Rogers et al., 2021).

The anti-CD22 immunotoxin Lumoxiti (moxetumomab pasudotox-tdfk) is
recommended for adults who have received at least two prior therapies and may



induce deep and durable CR. Since it is not myelosuppressive, it is considered
suitable for patients at high risk of infection or bleeding. However, it carries a
boxed warning for capillary leak syndrome and hemolytic uremic syndrome
(Hassan, 2023).

Case reports have also demonstrated CR in very elderly patients treated with
the pegylated formulation of the immunomodulator interferon-a-2a (De Novellis
et al., 2022) and the targeted therapy venetoclax (Wang et al., 2024), due to
clinical ineligibility for conventional therapies, suggesting new therapeutic
possibilities.

Conclusion

In summary, although PNAs remain the standard first-line therapy for HCL, new
classes of drugs have demonstrated superior efficacy or are effective for
subgroups of patients who are ineligible for conventional therapies. Furthermore,
drug combinations enhance the therapeutic response, provided that the choice
is consistent with the individual’s clinical history. The need for new studies to
develop more effective and less toxic therapies aimed at improving patients’
quality of life is emphasized.
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