1. Primary pulmonary lymphoma in Peru
Linfoma pulmonar primario en Peru
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Objective: To describe the clinical features, imaging,
pathology and management of patients with primary
pulmonary lymphoma (PPL). Methodology: This is a case
series study involving a retrospective analysis of 24 patients
diagnosed with PPL between the years 2000-2019 at
Instituto Nacional de Enfermedades Neoplasicas in Lima,
Peru. Results: 73.9% of patients were male. Cough (78.3%)
and weight loss (56.5%) were the most frequent clinical
features. Dyspnoea and elevated values of DHL and B2
microglobulin were frequently altered in advanced stages.
Diffuse large B cell ymphoma (DLBCL) represented 47.8% of
the cases and the most common radiologic alterations were
a mass (60%) and consolidation with air bronchogram
(60%). The most utilised treatment was chemotherapy
alone (60%). Three patients received only surgery. Median
survival was 30 months. Five overall survival was 45%, and
up to 60% in the case of mucosa-associated lymphoid tissue
lymphoma. Conclusion: PPL is infrequent. Clinical features
are unspecific and the principal finding is a mass, nodule or
consolidation with air bronchogram. Definitive diagnosis
needs biopsy and immunohistochemistry. There is no
standard treatment, it depends on histology type and stage.
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Introduction: Anaplastic lymphoma kinase (ALK) tyrosine kinase

inhibitors (TKls) have shown promising activity against advanced

ALK-rearranged non-small cell lung cancer (NSCLC). However, co-



occurring genetic alterations, such as CDKN2/B or TP53, may
negatively affect the efficacy of targeted therapies. Patients and
methods: From December 2017 to December 2022, this study
cohort analyzed Next-Generation Sequencing data of 116
patients with metastatic ALK-rearranged NSCLC from five Latin-
American cancer centers. Clinicopathological and molecular
features were associated with clinical outcomes and risk of brain
metastasis in patients with and without concurrent somatic
alterations. Results: All patients (n=116) received a second-
generation ALK-TKI, and alectinib was selected in 87.2% of cases.
Co-alterations occurred in 62% of the cases; the most frequent
were TP53 mutations (27%) and CDKN2A/B loss (18%). Loss of
CDKN2A/B was associated with an increased risk of brain
metastasis, with a cumulative incidence of 33.3% versus 7.4%.
Compared with patients without co-alterations, patients with
concurrent CDKN2A/B loss (n=21) had a shorter median PFS [10.2
vs. 34.2 months; p<0.001] and OS [26.2 vs. 80.7 months;
p<0.001]. In the multivariate analysis, co-occurring CDKN2A/B
loss was associated with poorer PFS and OS, despite the presence
of other somatic co-alterations, TP53 mutations, brain
metastasis, and ECOG PS. Conclusions: This study confirmed the
worse prognostic value, which depicted co-occurring alterations
in patients with ALK rearrangement. CDKN2A/B loss was
significantly associated with worse outcomes and a higher risk of
brain metastases. The evidence shown in our study may help
select patients with ALK-positive tumors suitable for treatment
escalation and closer brain follow-up.

3. Update in Immunotherapy for Advanced Non-Small Cell Lung Cancer: Optimizing
Treatment Sequencing and Identifying the Best Choices
Actualizacion en inmunoterapia para el cancer de pulmén de células no pequeiias
avanzado: optimizacion de la secuenciacidn del tratamiento e identificacion de las

mejores opciones

INVESTIGADORES Katia Roque, Rossana Ruiz, Luis Mas, Daniel Humberto Pozza,

REVISTA

LINK
TIPO DE CANCER
ABSTRACTO

Marina Vancini, José Antonio Silva Junior, Ramon Andrade de
Mello.

Review Cancers (Basel). 2023 Sep 13;15(18):4547. doi:
10.3390/cancers15184547.
https://pubmed.ncbi.nlm.nih.gov/37760516/

Torax

The introduction of immunotherapy has brought about a
paradigm shift in the management of advanced non-small cell
lung cancer (NSCLC). It has not only significantly improved the
prognosis of patients but has also become a cornerstone of
treatment, particularly in those without oncogenic driver
mutations. Immune checkpoint inhibitors (ICls) play a crucial role
in the treatment of lung cancer and can be classified into two
main groups: Anti-cytotoxic T lymphocyte antigen-4 (Anti-CTLA-
4) and anti-T-cell receptor programmed cell death-1 or its ligand
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(Anti-PD-1 and Anti-PD-L1). Certainly, the landscape of approved
first line immunotherapeutic approaches has expanded to
encompass monotherapy, immunotherapy-exclusive protocols,
and combinations with chemotherapy. The complexity of
decision-making in this realm arises due to the absence of direct
prospective comparisons. However, a thorough analysis of the
long-term efficacy and safety data derived from pivotal clinical
trials can offer valuable insights into optimizing treatment for
different patient subsets. Moreover, ongoing research is
investigating emerging biomarkers and innovative therapeutic
strategies that could potentially refine the current treatment
approach even further. In this comprehensive review, our aim is
to highlight the latest advances in immunotherapy for advanced
NSCLC, including the mechanisms of action, efficacy, safety
profiles, and clinical significance of ICI.
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Introduction: ALK tyrosine kinase inhibitors have exhibited
promising activity against advanced ALK-rearranged NSCLC.
However, co-occurring genetic alterations, such as CDKN2A/B or
TP53, may negatively affect the efficacy of targeted therapies.
Methods: From December 2017 to December 2022, this study
cohort analyzed next-generation sequencing data of 116 patients
with metastatic ALK-rearranged NSCLC from five Latin American
cancer centers. Clinicopathologic and molecular features were
associated with clinical outcomes and risk of brain metastasis
(BrM) in patients with and without concurrent somatic
alterations. Results: All patients (N = 116) received a second-
generation ALK tyrosine kinase inhibitor, and alectinib was
selected in 87.2% of cases. Coalterations occurred in 62% of the
cases; the most frequent were TP53 mutations (27%) and
CDKN2A/B loss (18%). The loss of CDKN2A/B was associated with
an increased risk of BrM, with a cumulative incidence of 33.3%
versus 7.4% in the non-coaltered subgroup. Compared with
patients without coalterations, patients with concurrent
CDKN2A/B loss (n = 21) had a shorter median progression-free
survival (10.2 versus 34.2 mo, p < 0.001) and overall survival (26.2
versus 80.7 mo, p < 0.001). In the multivariate analysis, co-



occurring CDKN2A/B loss was associated with poorer
progression-free survival and OS despite the presence of other
somatic coalterations, TP53 mutations, BrM, and Eastern
Cooperative Oncology Group Performance Status. Conclusions:
This study confirmed the worse prognostic value, which depicted
co-occurring alterations in patients with ALK rearrangement.
CDKN2A/B loss was substantially associated with worse
outcomes and a higher risk of brain metastases. The evidence
presented in our study may help select patients with ALK-positive
tumors suitable for treatment escalation and closer brain follow-

up.
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Background: Osimertinib is a third-generation epidermal growth
factor receptor-tyrosine kinase inhibitor (EGFR-TKI) that is
selective for EGFR-TKI-sensitizing and EGFR T790M resistance
mutations. Evidence suggests that the addition of chemotherapy
may extend the benefits of EGFR-TKI therapy. Methods: In this
phase 3, international, open-label trial, we randomly assigned in
a 1:1 ratio patients with EGFR-mutated (exon 19 deletion or
L858R mutation) advanced non-small-cell lung cancer (NSCLC)
who had not previously received treatment for advanced disease
to receive osimertinib (80 mg once daily) with chemotherapy
(pemetrexed [500 mg per square meter of body-surface areal
plus either cisplatin [75 mg per square meter] or carboplatin
[pharmacologically guided dose]) or to receive osimertinib
monotherapy (80 mg once daily). The primary end point was
investigator-assessed progression-free survival. Response and
safety were also assessed. Results: A total of 557 patients
underwent randomization. Investigator-assessed progression-
free survival was significantly longer in the osimertinib-
chemotherapy group than in the osimertinib group (hazard ratio
for disease progression or death, 0.62; 95% confidence interval
[CI], 0.49 to 0.79; P<0.001). At 24 months, 57% (95% Cl, 50 to 63)
of the patients in the osimertinib-chemotherapy group and 41%
(95% Cl, 35 to 47) of those in the osimertinib group were alive
and progression-free. Progression-free survival as assessed
according to blinded independent central review was consistent
with the primary analysis (hazard ratio, 0.62; 95% Cl, 0.48 to
0.80). An objective (complete or partial) response was observed



in 83% of the patients in the osimertinib-chemotherapy group
and in 76% of those in the osimertinib group; the median
response duration was 24.0 months (95% Cl, 20.9 to 27.8) and
15.3 months (95% Cl, 12.7 to 19.4), respectively. The incidence of
grade 3 or higher adverse events from any cause was higher with
the combination than with monotherapy - a finding driven by
known chemotherapy-related adverse events. The safety profile
of osimertinib plus pemetrexed and a platinum-based agent was
consistent with the established profiles of the individual agents.
Conclusions: First-line treatment with osimertinib-chemotherapy
led to significantly longer progression-free survival than
osimertinib monotherapy among patients with EGFR-mutated
advanced NSCLC. (Funded by AstraZeneca; FLAURA2
ClinicalTrials.gov number, NCT04035486.).
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ABSTRACTO Purpose: We report CNS efficacy of first-line osimertinib plus

chemotherapy versus osimertinib monotherapy in patients with
epidermal growth factor receptor (EGFR)-mutated advanced
non-small-cell lung cancer (NSCLC) from the phase Ill FLAURA2
study according to baseline CNS metastasis status. Methods:
Patients were randomly assigned to osimertinib plus platinum-
pemetrexed (combination) or osimertinib monotherapy until
disease progression or discontinuation. Brain scans were
performed in all patients at baseline and progression and at
scheduled assessments until progression for patients with
baseline CNS metastases; scans were assessed by
neuroradiologist CNS blinded independent central review (BICR).
Results: On the basis of baseline CNS BICR, 118 of 279
(combination) and 104 of 278 (monotherapy) randomly assigned
patients had =one measurable and/or nonmeasurable CNS lesion
and were included in the CNS full analysis set (cFAS); 40 of 118
and 38 of 104 had >one measurable target CNS lesion and were



included in the post hoc CNS evaluable-for-response set (cEFR).
In the cFAS, the hazard ratio (HR) for CNS progression or death
was 0.58 (95% Cl, 0.33 to 1.01). In patients without baseline CNS
metastases, the HR for CNS progression or death was 0.67 (95%
Cl,0.43 to 1.04). In the cFAS, CNS objective response rates (ORRs;
95% Cl) were 73% (combination; 64 to 81) versus 69%
(monotherapy; 59 to 78); 59% versus 43% had CNS complete
response (CR). In the cEFR, CNS ORRs (95% Cl) were 88% (73 to
96) versus 87% (72 to 96); 48% versus 16% had CNS CR.
Conclusion: Osimertinib plus platinum-pemetrexed
demonstrated improved CNS efficacy compared with osimertinib
monotherapy, including delaying CNS progression, irrespective of
baseline CNS metastasis status. These data support this
combination as a new first-line treatment for patients with EGFR-
mutated advanced NSCLC, including those with CNS metastases.



