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Abstract

Original Research Article

The production of autoantibodies after a hematopoietic stem cell allograft is a fact observed in hematology and often
observed during graft versus host disease (GVHD) following an immune disturbance, however studies have shown the
possibility of transferring B cells memory from a donor to the recipient and be responsible for autoimmune
manifestations similar to that observed in the donor. We present here an extremely rare case of a manifestation of an
isolated anti-phospholipid syndrome, 7 years after allograft in a patient whose donor is always asymptomatic. The
appearance of autoantibodies was preceded by the appearance of chronic GVHD and the patient posed a management
problem in the face of her persistent thrombocytopenia. The distinction between the manifestation of chronic GVHD
and adoptive immunity is necessary due to the prognostic and therapeutic differences between these two entities.
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INTRODUCTION

Allogeneic hematopoietic cell
transplantation is based on the destruction of the future
recipient's (host) bone marrow, secondarily replaced by
that of the donor (graft) [1]. The main complication
after this transplant is the graft versus host disease
(GVHD). It manifests mainly by: cutaneous and/or
mucous, but sometimes digestive and respiratory
symptoms [2]. However, certain autoimmune or
inflammatory  pathologies after bone  marrow
transplantation (MQO) can be signs of chronic graft
against host disease (GVHD), by production of self-
reactive B cells from naive B cell precursors with
immunological help. non-tolerance of alloreactive T
cells or passive transfer of a pool of B cells with self-
reactive memory of the donor (adoptive immunity) [3,
4,17].

A few cases illustrating the transmission of
autoimmune disease by hematopoietic stem cell
transplantation have been reported in the literature.

PATIENTS AND METHODS

We describe the case of a patient presenting
after 7 years of allogeneic bone marrow transplantation,
thromboembolic  episodes  diagnosing an  anti
phospholipid syndrome. This case report discusses the

diagnoses of chronic GVHD and adoptive immunity
[17].

OBSERVATION

We report on a 28-year-old female who
developed a bone marrow aplasia of idiopathic origin
diagnosed in 2011, treated with a geno-identical
allograft in 2012. She presented a chronic GVHD with
cutaneous  manifestations  (sclerodermiform  and
alopecic), as well as hepatic, pulmonary and ocular
manifestations, treated by corticosteroids,
anticalcineurin, photopheresis, rituximab, and ibrutinib.
Since the diagnosis of chronic GVHD, there was also a
chronic pancytopenia which did not respond to changes
in therapy with a bone marrow smear showing a
reactional marrow.

In April 2017, during a plane trip the patient
had intense headache, vomiting and diplopia, arrived in
the emergency room with a general tonic-clonic crisis.
The brain scan with injection showed a subarachnoid
hemorrhage without parenchymal hemorrhage and the
angio-MRI encephalic revealed a thrombosis of the
upper longitudinal sinus.

| © 2020 Scholars Journal of Applied Medical Sciences | Published by SAS Publishers, India 155



https://saspublisher.com/sjams/

Beddou G et al., Sch J App Med Sci, Jan., 2020; 8(1): 155-157

A diagnosis of venous thrombosis was
retained, but the patient presented with a difficulty of
management of the subarachnoid hemorrhage and the
depth of the associated thrombocytopenia. We
established an anticoagulation by Low molecular
weight heparin (LMWH) at curative doses during 74
hours after diagnosis and after stabilization of the
patient, combined with antiepileptic treatment
(Oxcarbazepine 600 mg per day) and nimodipine.
Heparin was relayed by a vitaminK antagonist (VKA)
with a targeted INR between 2 and 3 for an expected
duration of 6 months. Symptoms, especially headache,
were improved the next day and the venous sinuses
were rechecked on the angio-MRI two months later.

5 months after the episode, the patient went to
the emergency room for pain in the right iliac fossa with
painful edema of the right calf. The curative
anticoagulation had been stopped a few days earlier for
undetermined causes. A doppler showed an iliac venous
thrombosis with deep distal venous thrombosis of the
left lower limb. The thoraco-abdomino-pelvic CT scan
did not show any other thrombosis. The patient was
treated with unfractionated heparin, with strict
monitoring of platelets before relaying with direct oral
anticoagulant (DOA). The thrombophilia assessment at
that time before taking DOA made it possible to
eliminate a deficiency in Protein C, Protein S,
antithrombin, a mutation of V or Il factors, or an
increase in facor VIII. The DRVVT found a circulating
anticoagulant. The anti-beta2GP1 IgM antibodies were
positive at 132 MPL-U / mL (> 7) and persisted in 2019
(54 MPL-U / mL). The diagnosis of post-allograft anti-
phospholipid antibody (APLA) syndrome was based on
persistent immunological biological arguments and a
thrombotic history. However, the donor did not
represent any clinical symptoms and his immunological
assessment was not carried out.

DiscussION

Passive transfer of B cells matures from the
donor occurs between donor and recipient of
hematopoietic stem cells [5, 6]. However, the functional
recovery of these cells after the transplant is slow and
incomplete, causing often a seronegativity against
previous vaccinations despite the immunological status
of the donor, indicating that passive transfer alone is
insufficient and that reactivation of B lymphocytes is
essential for protective immunity [7].

Monitoring of clonal B cells transferred before
and after vaccination has shown that the production of
antigen-specific plasma cells from the donor memory B
cell pool requires additional exposure to the antigen and
leads to the production of antibodies. Identical affinity
to that produced in the donor [8].

Passive transfer of autoimmune diseases, most
commonly autoimmune thyroiditis [9-10] and psoriasis
[11], from an affected donor to a stem cell transplant

recipient has been reported in several studies. However,
the post-allograft APLA syndrome is an exceptional
situation. In the literature, some cases of post-allograft
acquisition of circulating anticoagulant, or of
positivation of antiphospholipid antibodies (APL) are
described, but the cases of APLA syndrome, the
respondents to international criteria are extremely rare
[12, 13].

The production of autoantibodies and their
persistence despite intensive immunosuppression in our
patient is compatible with the hypothesis of passive
transfer of auto-reactive memory B cells. It is unlikely
that the production of autoantibodies is generated in
post-transplantation from naive B cells of self-reactive
B cells even with extensive chronic GVHD [14, 15]
especially that the production of high titer antibodies is
rare in patients with chronic GVHD. Furthermore, to
our knowledge, APLA syndrome has only been
described once in the context of chronic GVHD [16].
However, the absence of APLA syndrome and a
thrombotic antecedent in the donor as well as the time
of onset of the thromboembolic event seems rather in
favor of a de novo production by the self-reactive B
lymphophytes of the donor, integrating into a form of
GVHD.

Our observation supports the hypothesis that
passive transfer of donor immunity occurs, but the
expression of this immunity (protective or pathological)
depends on additional stimulation of the memory B cell
population. The relationship between the appearance of
GVHD and the development of autoantibodies would
suggest that GVHD provides the B cell stimulus
necessary to unmask the latency auto-immunity derived
from the donor [18].

CONCLUSION

The post-allograft APLA syndrome is an
exceptional situation, its etiology can be explained by
the production of self-reactive B cells or adoptive
immunity, the latter falls within the framework of
manifestations of chronic GVHD, but remains an
extremely rare manifestation. The distinction between
these two mechanisms is essential because of the
prognostic and therapeutic differences between these
two entities.
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