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No off-label use of medications will be discussed today

Dorsey et al. J Clin Immunol 2020; Article in Press
Objective
• To define the types and timing of infections prior to hematopoietic
stem cell transplantation (HSCT) in patients diagnosed with severe
combined immunodeficiency (SCID) by newborn screening (NBS)
versus family history (FH)
• To understand the breadth of strategies employed at PIDTC centers for
infection prevention
Methods
• Retrospective chart review of 59 patients with SCID who were
diagnosed by NBS or FH and treated with HSCT from 2010-2014
• PIDTC centers were surveyed from 2017-2018 about their pretransplantation management practices

Infections in Infants with SCID
Median age at diagnosis
Infection density
Active infection at time of
HSCT
Median time to HSCT
2 year post-HSCT survival

Diagnosed by NBS

Diagnosed by FH

P-value

25 days (0-85)

6 days (0-32)

<0.001

0.3/month

0.1/month

0.029

39% (15/38)

5% (1/21)

0.005

96.5 days (45-251)

49 days (16-167)

<0.001

89%

89%

• Infants with SCID diagnosed by NBS
more commonly had at least one preHSCT infection vs. those diagnosed by
FH (55% vs. 19%, P=0.012)
• Outpatient vs. inpatient management
did not impact infection rate (47% vs.
35%, P=0.423)

Pre-HSCT Management in SCID
• Variable recommendations on preHSCT management location
• 31% routinely inpatient; 17%
routinely outpatient
• Variable recommendations on visitor
policies pre-HSCT (0-6, no policy)
• Prophylaxis against Pneumocystis
jiroveci was started universally,
although age at initiating TMP-SMX
varied
• Fungal prophylaxis was routinely
started by 79% of centers
• 98% of centers administered
immunoglobulins to all patients with
varied routes
• Routine viral monitoring was variable

Marsh et al. J Clin Immunol 2019; 39: 653-667

Objective
• To evaluate the long-term effect of allogeneic
hematopoietic stem cell transplantation (HCT) on chronic
granulomatous disease (CGD)-associated inflammatory
bowel disease (IBD) and assess the impact of IBD on
transplant outcomes
Methods
• Retrospective chart review of 145 patients with CGD who
underwent allogeneic HCT at 26 unique PIDTC centers
from January 2005 through June 2016

Impact of HCT on CGD-IBD
CGD with IBD

CGD without IBD

P-value

1.5 years (<1-16)

1 year (<1-18)

0.452

11 years (1-26)

5 years (<1-21)

<0.001

Neutrophil recovery before
day +100

89%

93%

0.476

Median myeloid donor
chimerism 5 years post-HSCT

100%

100%

5 year overall survival

80%

83%

2 year post-HSCT resolution
of IBD

100%

N/A

Median age at diagnosis
Median age at HCT

0.689

Impact of HCT on CGD-IBD
Additional Results
• Occurrence of acute upper GI, lower GI, and
chronic GVHD was similar between groups
• Trend toward increased risk of acute GVHD
(grades II-IV) with CGD-IBD (hazard ratio 1.98,
P=0.051)
Conclusions
• HCT was curative for CGD-associated IBD
• The diagnosis of CGD-IBD should not delay HCT as
it does not increase mortality

Hajjar et al. J Clin Immunol 2020; 40:158–164

Objective
• To compare treatment outcomes in patients with specific
antibody deficiency (SAD) who were treated with
prophylactic antibiotics and/or immunoglobulin replacement
therapy
Methods
• Retrospective chart review of 65 patients with SAD who
received treatment at two tertiary care centers (CHOP, Texas
Children’s) from 2012-2017

• n = 65
• Mean age 18 years
(2-71)
• ~11% received PA
• ~45% received
IgRT
• ~11% received
both
• 23% failed PA,
switched to IgRT

• SAD phenotype
was not predictive
of rates of
infection within 1
year of treatment

Treatment of SAD
Key Results

• After 1 year of treatment, the difference in the mean
number of infections in PA vs. IgRT was not statistically
significant
• Presence of autoimmunity was a predictor of persistent
infection (OR=4.29, p=0.047)
• Higher levels of IgG decreased the odds for persistent
infections (OR = 0.68, p=0.018)

Conclusions

• Prophylactic antibiotics and immunoglobulin
replacement therapy are equally effective in preventing
infections for SAD
• Patients who fail prophylactic antibiotics may benefit
from immunoglobulin replacement (memory phenotype)

Meyts et al. JACI 2020; Article in press

Objective
• To describe the presentation, manifestations, and
outcome of SARS-CoV-2 infection in inborn errors of
immunity (IEI)
Methods
• Retrospective chart review of 94 patients with IEI and
SARS-CoV-2 infection
• Clinical, laboratory, treatment and outcome data were
collected by survey from March to June 2020
(international invitation)

• Younger patients with IEI were more severely affected and
more frequently admitted to the ICU compared with general
population

COVID in Inborn Errors of Immunity
Key Results

• 56% had underlying primary antibody
deficiency, 15% had combined
immunodeficiency, 10% had immune
dysregulation
• 27% were treated outpatient, 30%
required non-ICU admission, 19%
required ICU admission, 13% required
intubation, 3% required ECMO, 10%
died

Conclusions

• More than 30% of patients with IEI had
mild COVID disease
• Risk factors predisposing to severe
COVID were similar in patients with IEI
to those in the general population

Lee et al. JACI 2020; 146: 1194-1200

Objective
• To identify the mechanisms
underlying the
development of infectiondriven autoimmune
cytopenias

• Patient 1 started with
autoimmune anemia and
neutropenia at age 5 months
• Patient 2 started with
autoimmune
thrombocytopenia at age 14
years

• SOCS1 = Suppressor of cytokine signaling
• It is a negative regulator of type I and II IFN
signaling
• Binds with highest affinity to the substratebinding pocket of JAK1 and JAK2
• SOCS1 haploinsufficiency in mice is
associated with SLE; in humans recurrent
bacterial infections and severe multisystemic
autoimmunity

SOCS1 Haploinsufficiency & MIS-C
Key Results
• 2 unrelated patients with SOCS1 haploinsufficiency and Evans
Syndrome were found to have increased phosphorylation of
STAT1, elevated T-cell activation, and enhanced IFN signaling
• Both patients had flares of autoimmunity in the setting of
infection-driven inflammation
• 1 developed multisystem inflammatory syndrome in
children (MIS-C) after COVID

Conclusions
• Heterozygous loss of function SOCS1 mutations are
associated with enhanced IFN signaling and increased
immune activation, thereby predisposing to infectionassociated autoimmune cytopenias, including MIS-C

