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With an array of novel therapies for non-Hodgkin
lymphomas, anticipating responses is crucial before
selecting the next line of therapy. One major drawback
of CAR T-cell therapy is the need for individualised
production from heavily pre-treated patients. In
the JULIET study, the drop-off rate was substantial,
and only 115 (69%) of the 165 patients who were
apheresed for CAR T-cell production
tisagenlecleucel. The authors do not present an
intention-to-treat analysis, which might have shown a
lower complete response rate. Also, of the 115 patients
treated, 70 died during the study period (with no
treatment-related deaths), most likely of disease
relapse or toxicity from further therapies, showing the
highly resistant disease in the patients participating in
the trial.

The findings reported by Schuster and colleagues?
show the long-term benefit of CD19-directed CAR
T cells as a standalone therapy for some patients with
non-Hodgkin lymphomas. Moreover, emerging, not

received

yet peer-reviewed, results showing the superiority
of CD19-directed CAR T-cell therapies over standard-
of-care autologous haematopoietic stem-cell trans-
plantation in the second line will most likely change
the treatment paradigm for patients with relapsed or
refractory aggressive B-cell lymphomas in the near
future. Still, the mechanisms of relapse and resistance
to CAR T cells in non-Hodgkin lymphomas have not
been completely elucidated, and some studies have
suggested loss of the target antigen and insufficient
co-stimulation of T cells as potential culprits. Indeed,
future studies should help to identify who are likely to

benefit from CD19-directed CAR T cells, and help to
design better CARs to overcome resistance. These data
would aid clinicians in selecting the right therapy for
the right patient at the right time.
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Childhood cancer control during the COVID-19 pandemic

In early 2020, the COVID-19 pandemic set the research
community on a new path to understand the virus, how
it affects different populations, and how it influences
access to essential services. The ensuing research could
have been done in isolation or with a competitive spirit.
In childhood cancer, the opposite occurred; the research
community united in solidarity, offering another
opportunity to use investments in data systems
and collaborative networks, which have defined
childhood cancer research for the past half century.
It is in this context that the value of the publication

in The Lancet Oncology by Sheena Mukkada and
colleagues® can be understood. This prospective cohort
study of the characteristics and outcomes of children
and adolescents (<19 years) with cancer and COVID-19
around the world, reports data from 1500 patients
from 131 institutions in 45 countries. 259 (19-9%)
of 1301 patients had a severe or critical infection,
with 50 (3-8%) of 1319 cases resulting in death. In
adults with cancer, the death rate is higher (28%) than
that for children and correlates with age.> Mukkada
and colleagues found a high percentage (35-0%) of
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asymptomatic children with cancer. Furthermore,
patients from low-income and lower-middle-income
countries had a higher proportion of severe or
critical outcomes (41-7%) than patients from upper-
middle-income countries (16:5%), and high-income
countries (7-4%). Deaths from COVID-19 were also
higher in patients from low-income and lower-
middle-income countries than patients from upper-
middle-income countries, and high-income countries,
despite the under-representation of low-income
countries (African, South-East Asian, and Western
Pacific Regions), probably secondary to the scarcity of
SARS-CoV-2 testing or overwhelmed services that were
unable to report cases.

The strength and merits of the Article’s conclusions
were achieved because of the legacy of global
collaborative networks that have driven innovation,
advanced research priorities, and, ultimately, improved
childhood cancer care. Unfortunately, the results from
Mukkada and colleagues also show a known tragic
reality, that inequities in health systems globally have
been exacerbated by the COVID-19 pandemic. Children
living in low-income and middle-income countries
have the greatest burden of childhood cancer and
experience the greatest inequities.>*

The pandemic has exposed weaknesses in health
systems and capacities to control childhood cancer. As
described by Vasquez and colleagues® and summarised
by Moreira and colleagues® on the early and overall
effect of the pandemic on childhood cancer care
globally, there have been reductions in access to
diagnostic and therapeutic services, worsened access
to essential medicines, postponement of chemo-
therapy administration, delay and even indefinite
postponement of radiotherapy, and lower rates of
follow-up and surveillance. Disruptions to childhood
cancer services have not been as severe in high-income
countries. Therein lies the problem: resilient health
systems can absorb shocks during times of crisis
(such as the pandemic, conflict, and climate change).
Although childhood cancer functions to some extent
in its own health ecosystem, services still rely on
investments in health systems and prioritisation of
the broader cancer and non-communicable disease
agenda, as part of universal health coverage. Such
investments continue to lag in low-income and
middle-income countries.
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Figure: CureAll framework
Reproduced with permission from WHO.*

Childhood cancer should be a strategic priority. It
is among the most curable group of cancers, with
an 80% overall survival in high-income countries.”
This probability of cure is feasible and sustainable
in all countries with appropriate resources.” Yet, in
low-income and middle-income countries, which
have about three-quarters of the global burden of
childhood cancer, only 20-30% of individuals have
long-term survival. Delays in early detection; poor
access to diagnostic services and technologies;
absence of full access to required anticancer drugs (as
defined on the WHO list of essential medicines); higher
rates of comorbidities (eg, malnutrition, infection, and
poverty); and refusal and abandonment of therapy
are common, resulting in increased morbidity and
treatment-related mortality.® All these factors result in
lower survival rates and higher amounts of morbidity
than in high-income countries.

Added to the disadvantages of children with cancer
in low-income and middle-income countries, the
COVID-19 pandemic is worsening inequalities. The
past 4 years have seen improved positioning of
childhood cancer in the global health agenda. With the
mandate given by governments in the World Health
Assembly resolution on cancer (WHA 70.12), in 2018,
WHO, alongside St Jude Children’s Research Hospital
(Memphis, TN, USA) and other key strategic partners
like the International Society of Pediatric Oncology,
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both of whom are leading the Global Registry of
COVID-19 in Childhood Cancer,* launched the Global
Initiative for Childhood Cancer with the overall target
to cure 60% of all children with cancer globally and
decrease suffering for all.®

The CureAll Framework for childhood cancer outlines
the steps necessary to improve access to care and
reduce inequalities as part of building more resilient
health systems and achieving universal health coverage
(figure).” This framework is feasible for all countries and
in all contexts.

The data from Mukkada and colleagues’ study'
provide us with a new understanding of childhood
cancer during the pandemic. When combined with the
legacy of global collaboration in childhood cancer and
political prioritisation through the WHO Global Initiative
for Childhood Cancer, there is a unique opportunity
to develop and implement mitigation strategies,
tailored to the current threats encountered in specific
health systems, and to reduce globally inequalities.
Collaboration and solidarity drive progress in childhood
cancer care. This approach has been shared among the
childhood cancer community for decades and is needed
now more than ever.
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Anticipating the COVID-19-related surge in cancer care
demand is urgent in Latin America and the Caribbean

The COVID-19 pandemic has disrupted regular
health services in every health system worldwide,
and cancer care is no exception. In Latin America and
the Caribbean, cancer services have been reported
to be foregone or delayed, including first-time visits
to oncology services, pathology, cancer surgery,
chemotherapy, and screening tests," with similar
findings in the paediatric cancer field.” The study
by Zachary J Ward and colleagues® published in
The Lancet Oncology goes a step further; using data
from five cancer sites in Chile, their study assesses
the future effects of delayed diagnosis on cancer
outcomes. The study?® estimates that an overburden
of 14% of cancer diagnoses is already starting in

2021, with worse cancer stage distribution, predicting
an excess in cancer deaths of 10-8% in 2022-24
compared with a counterfactual scenario with no
COVID-19. This analysis does not consider eventual
treatment delays or issues with quality of care that
might further increase these projected negative
trends for Chilean patients with cancer. Further, the
trends might be worse for marginalised and minority
population groups, such as those from indigenous
communities.

Since other countries in Latin American and the
Caribbean are showing similar trends of foregone or
delayed cancer services, the findings of this study?
serve as a warning sign for governments and other
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