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This issue of the Journal of Allergy and Clinical Immunology: In
Practice presents a compilation of articles that address current
topics in primary immune deficiency, concentrating on practical
aspects of diagnosis and management. The articles found here
start with reviews of 2 of the more prevalent medical complica-
tions of primary immune deficiency: autoimmunity by Walter
et al1 and lung disease by Schussler et al.2 In both articles, the
central themes concern how immune dysregulation, a common
aspect of immune deficiency, leads to additional organ dysfunc-
tion, the mechanisms that underlie these events, and how
understanding these processes has led to improved treatment and
more targeted therapies. In a third clinical management review, de
la Morena3 describe her recent compilation of data describing the
overall phenotypes found in a large cohort of subjects with the
hyper-IgM syndrome, concentrating on the X-linked version of
this immune defect. Few large series describing the clinical course
of this rare immune deficiency have appeared, making this a
valuable and timely update. Looking at another largely X-linked
disease, Thomsen et al4 provide a comprehensive review of cur-
rent best practices in the management of chronic granulomatous
disease from an expert team, including both standard prophylactic
antibiotic regimens and management of the more complex
inflammatory complications that occur in these patients.

Since the introduction of adequate immune globulin
replacement and standard use of killed polio vaccine, the inci-
dence of central nervous system enteroviral infections in X-linked
agammaglobulinemia has largely disappeared; most likely, the
great majority of practicing clinical immunologists have never
seen a case. However, Bearden et al5 remind us that this viral
infection has actually not disappeared, and continued vigilance
for the manifestations of enteroviral infections is still required. In
a somewhat similar vein, Gernez et al6 in a Chief Complaint
article describe a young immigrant man with a very delayed
diagnosis of hyper-IgE syndrome who presented at an allergy
clinic with severe hemoptysis and eventually required pneumo-
nectomy. Although some of the patients with immune defects
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described in this issue are children, Rosenberg et al7 remind us
that immune deficiencies are not confined to pediatric patients;
in fact, as they outline, taking all subjects as a whole, there are
more adults with immune defects than infants and children.

Providing guidance for evaluating immune function,
Sobh and Bonilla8 review the current use of vaccines and inter-
pretation of laboratory values, essential for estimating humoral
immune function before prescribing immune globulin replace-
ment. Continuing the theme of therapy, Wasserman9 has
contributed a review of the “nuts and bolts” of immune globulin
replacement. As most allergist/immunologists are aware, there are
a number of new products now available with different formu-
lations, solution concentrations, and routes of administration.
Wasserman disentangles this information to provide practical
advice for physicians who do not prescribe immunoglobulin on
an everyday basis, but who want to pick the most appropriate
product and dosing regimen when the occasion arises.

This issue also contains 4 original articles, 2 of these on common
variable immune deficiency (CVID) and 2 on rare combined
immune defects. For CVID, Bertinchamp et al10 apply the 2014
European Society for Immune Deficiency definition of CVID to a
group of 521 subjects with CVID in the French Registry. About 20
patients in their cohort had severe T-cell defects (low T-cell
numbers and opportunistic infections); with these distinct differ-
ences, they prefer the term late-onset combined immunodeficiency
rather than CVID for these subjects. In a second article on CVID,
Quinti et al11 present a 32-item questionnaire to measure specific
health-related quality of life for adults with CVID, which they then
validated on 118 subjects, identifying main indicators of reduced
quality of life in these subjects. The third original article concerns
the diagnosis of methylenetetrahydrofolate dehydrogenase defi-
ciency made in 2 brothers who had lymphopenia, opportunistic
and bacterial infections, and macrocytosis. Ramakrishnan et al12

report that with a mixed picture of immune deficiency, but no
molecular diagnosis, the boys were managed on immune globulin
and antibiotic treatment for some time. However, with the
application of whole-exome sequencing, they were found to have a
missense methylenetetrahydrofolate dehydrogenase mutation
inherited from one parent and a large deletion from the other,
which in combination led to the loss of gene function. As for other
infants and children with this novel (and very rare) form of
nutritionally-based severe combined immunodeficiency (SCID),
the immune defect of these children could be cured by folinic acid,
with no need for either immune globulin or prophylactic antibi-
otics. As the final article in this issue, Freeman et al13 report a
successful haploidentical related donor hematopoetic stem cell
transplant from the patient’s brother in a very sick young woman
with DOCK8 deficiency, treated posttransplant with high-dose
cyclophosphamide to ablate alloreactive donor T cells. With now
100% donor chimerism, her clinical manifestations of DOCK8
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deficiency stabilized, improved, or resolved within 2 months of
transplant. The use of HLA-haploidentical related donors with
later cyclophosphamide makes many more transplants available
and appears to successfully eliminate graft versus host disease. This
strategy will in all likelihood be used in many more subjects with
primary immune deficiency.

This issue delves into a number of current facets about the
evaluation and care of patients with both well-known and newly
described primary immune defects. The central themes of this
issue include using larger cohorts to understand the clinical
phenotypes and medical complications of these patients, and the
increasing need for genetic testing to guide both diagnosis and
decision making.
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