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Background.  Non-meningococcal and nongonococcal Neisseria spp. are usually 
commensal and rarely cause invasive disease in humans. Eculizumab, a terminal com-
plement inhibitor, increases susceptibility to meningococcal disease, but data on atyp-
ical Neisseria spp. disease in persons receiving eculizumab are lacking. This case series 
describes postmarketing reports of disease by commensal Neisseria spp. in patients 
receiving eculizumab.

Methods.  The FDA Adverse Event Reporting System (FAERS) database and the 
medical literature were searched for cases of disease by any nonmeningococcal and 
nongonococcal Neisseria spp. in patients receiving eculizumab. Included cases had a 
diagnosis of disease by any atypical Neisseria spp. with onset on or before January 31, 
2018 and ≥1 dose of eculizumab in the 3 months prior to disease.

Results.  The search identified seven FAERS cases, including one case also 
reported in the literature. Patient ages ranged from 4 to 38  years. Five patients had 
positive blood cultures, of which three had an indwelling catheter for vascular access 
(n = 2, N. sicca/subflava) or hemodialysis (n = 1, N. cinerea). Two patients with bacter-
emia had N. cinerea septic shock with possible cholecystitis, and N. mucosa sepsis with 
concurrent Streptococcus bacteremia after gastroenteritis. The remaining two cases in 
the series included one with N. sicca bacterial peritonitis associated with a peritoneal 
dialysis catheter (negative blood cultures, other cultures not specified), and one with a 
diagnosis of N. flavescens sepsis while neutropenic (specimen source not specified). All 
seven patients were hospitalized and three had sepsis or septic shock. All cases resolved 
with antibiotics and supportive care.

Conclusion.  We identified seven cases of serious disease caused by atypical 
Neisseria spp. among eculizumab recipients. Since these organisms are typical inhabit-
ants of the oropharynx and urogenital tract and are not skin flora, the source of disease 
was unclear. Our data suggest that eculizumab may confer increased risk for disease 
by usually commensal Neisseria spp. Healthcare professionals are encouraged to treat 
all Neisseria spp. isolated from sterile sites as pathogenic, and not as contaminants, in 
patients receiving eculizumab.
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Background.  The aim of the study was to estimate the cumulative incidence of 
pre-engraftment blood stream infections (PE-BSI), its predictive factors and the infec-
tion-related mortality (IRM) after hematopoietic cell transplantation (HCT) from any 
donor type, with post-transplant cyclophosphamide (PT-Cy).

Methods.  Retrospective cohort study on 235 adults who underwent peripheral 
blood HCT from every donor type with PT-Cy platform, from 2013 to 2017 at San 
Raffaele Scientific Institute. The Poisson regression was used to estimate the crude 
incidence rate (IR) of PE-BSI. The Fine-Gray competing risk model was applied to 
estimate the cumulative incidence function (CIF) of the first PE-BSI and its predictive 
factors and of IRM.

Results.  Patients’ characteristics are reported in Table  1. During 5,316 per-
son-days of follow-up (PDFU), 77 PE-BSI episodes occurred in 72 patients: IR = 1.45 
per 100-PDFU [95% confidence interval (95% CI) 1.13–1.77]. The median time to 
PE-BSI was 13  days (IQR: 7–17) and the estimated CIF at 28  days was 32% (95% 
CI: 26–39%); no differences in CIF according to donor type [30% vs. 34% vs. 32% 
in match-related, match-unrelated and haploidentical donor, respectively; Gray’s 
test: P = 0.968]. Among the 87 isolated pathogens, 60% were Gram-positive bacteria 
(GPB), 39% Gram-negative bacteria (GNB) and 1% nontuberculous mycobacteria. 
CIFs of GNB and GPB PE-BSI by type of donor are shown in Figure 1. By multivariate 
analysis (Table 2), after adjustment for age, sex, year of HCT, donor type and disease 
phase at HCT, the CIF of any PE-BSI was higher in subjects with absolute neutrophils 
count ≤500 for ≥7  days before HCT [adjusted hazard ratio (AHR)  =  2.90] and in 
multi-drug resistant (MDR) GNB rectal carriers before HCT [AHR  =  2.68]. These 
covariates were confirmed as independent factors also for GNB PE-BSI. Overall, IRM 
at 30  days was 5% (95% CI: 2–8%) with no differences by donor type (Gray’s test: 
P = 0.106).

Conclusion.  HCT with PT-Cy platform showed a 32% of cumulative incidence of 
PE-BSI at 28 days and donor type did not affect its occurrence, which was conversely 
increased by prolonged and severe neutropenia and MDR GNB rectal carriage before 
HCT. Haploidentical setting did not retain a higher IRM at 30 days than match-related 
and match-unrelated donors.
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Background.  BK polyoma virus (BKPyV) has been associated with hemorrhagic 
cystitis after HCT. Prior studies have examined risk factors for BKPyV-associated HC, 
but the characteristics of disease, including duration, common presentations, and the 
spectrum of clinical outcomes, have not been well described. Precise estimates of major 
clinical endpoints are critical to design clinical trials of novel prevention and treatment 
agents.


