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severe thrombocytopenia, is associated
with neonatal thrombocytopenia. The
discrepancies serve as a reminder of the
large knowledge gap that remains in this
often forgotten field.

In summary, yes, there are multiple
shortcomings in this exposed/non-
exposed cohort study. The population
size is unsurprisingly small and there are
other confounding factors such that may
introduce bias. However, I choose to see
the glass half full instead of half empty.
Guillet et al help us take a small but firm
step in our ability to better care for
patients with less common disorders.
Their investigation is especially mean-
ingful as it includes a population that has
been historically excluded from clinical
research and deserves equitable access
to safe and effective medical care.
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To treat with curative intent
or modify disease?
Mary Eapen | Medical College of Wisconsin

In this issue of Blood, Cheminant et al report on the results of allogeneic
hematopoietic stem cell transplantation (allo-HSCT) and conservative man-
agement for adults with inborn errors of immunity (IEI).1
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Their study compared 79 adults (patients
[cases]: age 15 years or older at trans-
plantation) who received HSCT with 202
adults (controls) who were managed with
other treatments for various combined
immune disorders and who were
selected from an IEI registry. Cases and
controls were matched on birth decade;
at last review, age older than that at
transplantation; diagnosis of chronic
granulomatous disease or combined
immunodeficiency; and autoimmune or
lymphoproliferative complications. They
concluded that HSCT offers an advan-
tage for disease-free survival despite the
risk for death from the transplantation
procedure.

The IEI include a heterogenous group of
diseases caused by monogenic germ
line mutations in more than 400 genes
that regulate the immune system.2

Patients’ age at presentation varied. The
more severe clinical phenotypes are
present in childhood and are treated
with HSCT or gene therapy. In contrast,
IEIs that present later in life have a milder
clinical phenotype and may not have a
genetic diagnosis. Conservative man-
agement has been the accepted stan-
dard for treatment, especially for those
without disease-related complications.
The preference for disease-modifying
treatments is influenced by a desire to
avoid morbidity and mortality that is
attributed directly to the transplantation
procedure and that may outweigh the
benefit of cure. Thus, when considering
transplantation, it is prudent to consider
an individual patient’s risk from the
transplantation per se and balance
that with the risk of disease-related
ER 1
morbidities that can eventually lead to
death. However, the clinical application
of the above-mentioned approach pre-
sents unique challenges, the most
important being patient selection and
the timing of the intervention (trans-
plantation). The availability of a donor
who is suitably HLA-matched to a patient
with minimal comorbidities at trans-
plantation will ensure the best survival in
children and adults.3-5 In the context of
inherited diseases when considering a
relative as a potential donor, the
workup must include screening for
germ line mutations because only those
without mutations are eligible to
donate. Although HLA-matched
unrelated donors are readily available
for Whites, availability remains a
challenge for non-Whites,6 and
published reports have shown HLA-
mismatched donor transplantation
increases the risk for graft failure and
mortality.3,4 With higher mortality risks

ities5 (a surrogate for disease severity),
timing of referral to be considered for
transplantation is critical to ensure a
successful outcome.

Treatment choices are best studied
prospectively to ensure comparable
selection of patients and random
assignment to treatments.7 Such an
approach is impractical in the context of
studying rare diseases for the following
reasons: lengthy accrual time, financial
burden, patients’ reluctance to be
assigned very different treatments, and
an inability to sustain the interest of
patients and the scientific community for
several years while awaiting the results of
a lengthy trial. Thus, leveraging data that
are available through a disease registry
to identify suitable controls is an
appealing strategy that was used by
Cheminant et al. The authors duly
acknowledge the observed differences
between their cases and controls.
Notably, those who underwent trans-
plantation had a more severe clinical
phenotype and more active complica-
tions at transplantation. The authors
recognized the limitations of their
approach and performed carefully
controlled analyses, including validation
of their observations through sensitivity
analyses. Their findings will influence
clinical decision-making for adults with IEIs.

Our challenge is to improve upon the
rigor for conducting studies that use
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existing registries. One option is to
design a prospective observational
cohort (see figure) based on eligibility
criteria established a priori upon entry to
a disease registry coupled with reporting
of annual longitudinal follow-up data on
standardized report forms to capture
disease-specific information, choice of
treatments, response to treatment,
changes in treatment (and reasons for
change) or lack thereof when clinically
indicated, assessment of disease status,
and survival. This would in essence cap-
ture not only those who were fit enough
to receive HSCT or another intervention
such as gene therapy but also those who
met disease severity for an intervention
but were not offered the treatment or
were unable to tolerate the intervention
because of multiple comorbidities or a
because a suitable donor was not
available. Adult patients with IEI are
understudied and underrepresented in
registries but are likely to offer relevant
information on when the timing of a
treatment strategy should be modified for
the best possible outcome. Another factor
that will ensure a robust nested cohort
within a registry would be limiting partici-
pation to those clinical sites willing to
report consecutive patients with IEI and
are committed to continue longitudinal
follow-up throughout a patient’s life span.
Supportive care measures will no doubt
evolve and so will strategies for treatment
intervention. A prime example is the
adoption of less intense conditioning
regimens for HSCT. This approach
extends access to less fit patients with
progressive disease and is intended to
lower the burden of morbidity associated
with HSCT. Striking an appropriate bal-
ance between intensity of conditioning
regimen for HSCT and disease control
remains a challenge.8,9 Consequently,
only through careful study of strategies
among similar disease groups and/or
donor types (in the case for trans-
plantation) can we begin to make appro-
priate recommendations for treatments.

The proposed approach would require
substantial monetary investment and
participation of existing stakeholders. It is
particularly important that consecutive
patients with IEI be registered from each
of the participating sites to minimize bia-
ses. Finally, participation in the registry
and in associated research requires
patients to understand the important role
they play in advancing the treatments for
their disease, which underscores the need
for sustained longitudinal follow-up, and a
recognition that registry-led studies
impact future generations of patients in
addition to themselves.
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Treatment intensity in AML:
a double-edged sword
Brian D. Friend | Baylor College of Medicine

In this issue of Blood, Turcotte et al1 demonstrate in the largest cohort to date
of childhood acute myelogenous leukemia (AML) survivors that treatment
intensification and improved supportive care measures have led to dramati-
cally better long-term survival over time. However, they also show the
unwanted effects of treatment intensification, that being a greater burden of
late effects and toxicity that have persisted even in patients treated in the
most recent time period.
5 JANUARY 2023 | VOLUME 141, NUMBER 1 5

http://refhub.elsevier.com/S0006-4971(22)01335-0/sref1
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref1
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref1
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref1
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref1
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref2
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref2
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref2
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref2
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref3
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref3
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref3
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref3
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref3
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref4
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref4
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref4
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref4
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref4
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref5
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref5
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref5
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref5
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref5
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref6
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref6
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref6
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref6
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref7
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref7
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref7
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref7
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref7
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref8
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref8
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref8
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref8
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref9
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref9
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref9
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref9
http://refhub.elsevier.com/S0006-4971(22)01335-0/sref9
https://doi.org/10.1182/blood.2022017792
http://www.bloodjournal.org/content/141/1/90
http://www.bloodjournal.org/content/141/1/90

	Outline placeholder
	References

	To treat with curative intent or modify disease?
	References

	Treatment intensity in AML: a double-edged sword

