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represented a 52.7% (n=58) and median pre-HSCT SF level was
845.75 ng/ml (range 4.2-16255). Additional baseline character-
istics subgrouped according to the presence of 10 are presented
in Figure 1.

Median time to NE and PE was 18 (range 9-91) and 14 days
(range 10-181), respectively. At 21 days, the IO subgroup
compared to the non-IO patients had a probability of NE of
55.5% vs. 93.1% (p<0.001) and PE of 77% vs. 88.5% (p=0.01)
(Figure 2).

On univariate analysis, factors related to a delayed NE were
10 (OR 10.8, 95% CI 2.40-48.48, p=0.002), aplastic anemia (AA)
baseline diagnosis (OR 14.22, 95% CI 1.52-132.73, p=0.020),
and allo-HSCT (OR 5.89, 95% CI 2.36-14.67, p<0.001) (Figure 3).
As for the PE, 10 had an OR 4.5 (95% CI 0.981-20.63, p=0.053).
No significant risk factors related to NE nor PE were found on
multivariate analysis.

Post-transplant IFI incidence was 15.5% (n=17). History of
previous IFI (OR 3.12, 95% CI 1.04-9.39, p=0.042) and allo-HSCT
(OR 3.46,95% CI11.05-11.42, p=0.041) were related to post-trans-
plant IFI development (Figure 3), but not on multivariate
analysis.
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Figure 3. Univariate analysis of factor related to engrafiment and post-transplant IF| development

Conclusion: To our knowledge, this is the first study to assess
the association between 10 and clinical outcomes in HSCT
recipients at LMIC. We report a high incidence of pretrans-
plant 10 and, similar to the current literature, post-transplant
IFI incidence. 10 was significantly associated with a delayed
engraftment and showed a trend towards an increased inci-
dence of IFL

Our results highlight the importance of iron monitoring in
patients undergoing HSCT. It is crucial to develop collaborative
research that could better define the role of chelation thera-
pies, to reduce the risk of potential complications.
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SARS-CoV-2 infection-related outcomes are still poorly defined
in HCT recipients despite their expected vulnerability and the
potential for interplay between post-HCT alloimmunity and
SARS-CoV-2-associated immune dysregulation. In addition,
the efficacy, optimal timing and safety of vaccination against
SARS-CoV-2 in this population remain unknown.

Reports of SARS-CoV-2 infection and vaccination were
recorded for 64 engrafted HCT recipients followed during the
SARS-CoV-2 pandemic. Patients with primary immunodefi-
ciency (n=46) or peripheral T cell lymphoma (n=18) received
areduced intensity conditioning platform consisting of pento-
statin, hyperfractionated cyclophosphamide and 2 days of
busulfan with or without equine ATG, T cell replete marrow or
peripheral blood allografts, and PTCy-based graft-versus-host
disease prophylaxis, Fig 1. Five patients died (n=4 of lymphoma
progression), and 5 patients had graft failure but were retrans-
planted successfully.

Ten documented SARS-CoV-2 infections occurred, with hospi-
talizations of 2 patients, both early post-HCT, mild or asympto-
matic courses in the rest, and no SARS-CoV-2-related mortality,
Fig 2. P55 developed severe infection at day +142 requiring
prolonged systemic steroid use, which may have contributed
to his subsequent relapse by abrogating establishment of a
robust graft-versus-lymphoma effect in the delicate early
post-HCT period.

SARS-CoV-2 vaccine hesitancy was low in our cohort. Of 64
patients, 14 were ineligible due to young age, death, intercur-
rent clinical issues or early post-HCT status. Of the remaining
50, only 3 purposely elected to defer vaccination, and 92%
were ultimately vaccinated. There were two mild break-
through infections.

Figure 1. Patient and HCT characteristics and follow up.

Engrafted patients with follow up
beyond 3/1/2020
(n=64)

e at HCT, median years [range] 28 (4-63)
Male sex, n (%) 37 (59%)
Indication for HCT, n (%)

Primary immunodeficiency/dysregulation | 46 (72%)
Peripheral T cell 18 (28%)

Donor, n (%)
HLA-matched related donor | 12 (19%)
HLA-10//10 matched unrelated denor | 29 (45%)
HLA-5/10 mismatched unrelated donor | 3 (5%)
HLA identi 20 (31%)

Graft source, n (%)
T cell replete PBSC* | 39 (61%)
T cell replete marrow | 24 (38%)

CD34+ selected PESC” | 1 (2%)

Sars-Cov-2 Infection and Vaccination in Recipients of
Reduced-Intensity Conditioning, Posttransplantation
Cyclophosphamide (PTCy)-Based Allogeneic Hematopoietic
Cell Transplantation (HCT)

Dimana Dimitrova, MD'; Jennifer Sponaugle, PA’; Jenna R. E.
Bergerson, M.D.?; Jeffrey I. Cohen, MD?; Alexandra F. Freeman,
MD?; Luigi D. Notarangelo, MD?; Gulbu Uzel, MD?; Andrea Lisco,
M.D.% Irini Sereti, MD*; Amanda K. Ombrello, MD>; Ignacio
Uriarte, M.D.5; Jessenia Campos, RN'; Amy Chai, RN'; Francis
Flomerfelt, PhD' and Jennifer A. Kanakry, MD’. 'Experimental
Transplantation and Immunotherapy Branch, Center for Cancer
Research, National Cancer Institute, National Institutes of
Health, Bethesda, MD; *Laboratory of Clinical Immunology

and Microbiology, NIAID, NIH, Bethesda, MD; 3Laboratory of
Infectious Diseases, NIAID, NIH, Bethesda, MD; “Laboratory of
Immunoregulation, NIAID, NIH, Bethesda, MD; *Inflammatory
Disease Section, National Human Genome Research Institute,
NIH, Bethesda, MD; SPediatric Immunology, High School of
Medicine, Mar del Plata National University, Mar del Plata,

Conditioning, n (%)
Per feydophosp busulf: 32 (50%)
Equine ATG/per p 27 (42%)
Other (RIC or NMAJ* | 5 (8%)
Graft: hast disease p is, n (%)
PTCy/sirclimus/MMF | 41 (64%)
PTCy/tacrolimus/MMF | 12 (19%)
PTCy/sirolimus | 9 (14%)
Other® | 2(3%)
Follow up of survivors from last HCT, median mos (range) 23 (2-65)
All-cause mortality, n (%) 5 (&%)

Lymphoma progression | 4 (6%)
Nonrelapse mortality | 1 (2%)
SARS-CoV-2 infection | 0

n=50 eligible

Pfizer | 31(62%)
Moderna | 12 (24%)
Astra Zeneca | 2 (4%)
Sinovac | 1(2%)
L i 4 (%)

SARS-CoV-2 vaccine(s) received, n (%)

SARS-CoV/-2 vaccine deferral reason, n (%)
Inefigible [young age) | 4 (6%)
Ineligible [>100 days post-HCT, but intercurrent clinical issues) | 4 (6%)
Died before becoming eligible | 4 [6%)
Ineligible (<100 days post-HCT) | 2 (3%)
Personal choice | 3 (5%)
Logistical issues | 1 [2%)

i HCT, jetic cell ion; HLA, human yte antigen; MMF,
mofetil; NMA, nonmyeloablative; PBSC, peripheral blood stem cells; PTCy, ion cyc
RIC, reduced intensity conditioning.

Hncludes 2 patients who initially received marrow followed by 2*¢ HCT using PBSC.
“Patient received T cell replete PBSC with prior transplant.
SSalvage regimens after graft failure.
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Vaccine responses were checked in 17 patients at a median of
35 days (range 11-168) after 2" dose, Fig 3. Only one patient,
who had received rituximab 6 months prior, failed to respond.
Five patients had clinical findings of significance poten-
tially attributed to vaccine. P57, after an uncomplicated HCT
course, developed sudden respiratory distress at day +155, 11
days after his second dose, in the absence of any detectable
infection or underlying lung disease, ultimately leading to his
death. Biopsy showed organizing diffuse alveolar damage with
T lymphocytic infiltrates reminiscent of that seen in COVID-19
patients; whether exposure to SARS-CoV-2 protein prompted
an exaggerated alloimmune response potentiating host organ
damage is unknown.

Our experience highlights outcomes and considerations
specific to HCT recipients in the current SARS-CoV-2 pandemic.
Incidence of severe infection has been low in the context of
widespread and early vaccination. Currently available vaccines
appear to be both safe and effective in the majority of HCT
recipients, but further study is required to finetune timing
during the dynamic process of post-HCT immune recovery.



