Evans syndrome in a young man with rare
autoimmune associations and transplanted liver
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SUMMARY

Evans syndrome is classically characterised by two or
more cytopenias occurring either concomitantly or
sequentially. Most commonly, these are autoimmune
haemolytic anaemia and immune thrombocytopenia
purpura. It is mostly associated with specific autoimmune
conditions such as systemic lupus erythematosus

and lymphoproliferative disorders. We present a case
report of Evans syndrome in a young man with primary
sclerosing cholangitis and Crohn'’s disease, neither of
which are classically associated with the condition. The
case also further adds to the number of case reports
of Evans syndrome occurring in patients following liver
transplantation.

BACKGROUND

Evans syndrome is a rare autoimmune condition
that is characterised by the presence of two or more
cytopenias, most commonly warm autoimmune
haemolytic anaemia (AIHA) and immune throm-
bocytopenia purpura (ITP), and rarely immune
neutropenia. These conditions may occur simulta-
neously or sequentially.' > The condition is thought
to have a prevalence of 1-9 per million people per
year, with up to 50% of cases occurring secondary
to an underlying disease process such as infec-
tion, primary immunodeficiencies, autoimmune
conditions such as systemic lupus erythematosus,
haematopoietic stem cell transplants and lymphop-
roliferative disorders.>™ Evans syndrome is thought
to be more difficult to treat than immune cytope-
nias in isolation, and a recent multicentre observa-
tional and retrospective study has shown it to be
highly relapsing and commonly marked by severe
complications.’ In this case, we present a case of
Evans syndrome in a young male patient who was
the recipient of a liver transplant due to primary
sclerosing cholangitis (PSC) with a recent diagnosis
of Crohn’s disease.

CASE PRESENTATION

A man in his early 20s presented with a 1-day
history of painless jaundice, lethargy and shortness
of breath. He stated that his urine was dark with no
changes noted in his stools. He detailed no symp-
toms suggestive of infection, although his tempera-
ture was recorded at 38.3°. He had a complex
medical history composed of a liver transplant indi-
cated for PSC in 2016, previous ITP treated with
rituximab also in 2016 and he had recently been
diagnosed with Crohn’s disease with terminal ileal
involvement and patchy inflammation throughout
the colon identified through colonoscopy. An

earlier CT of the abdomen had shown evidence of
ileitis and small bowel disease. His normal immu-
nosuppressive regimen composed of tacrolimus
and azathioprine, although the azathioprine had
recently been held by his liver transplant team due
to his taking of moderate doses of oral steroids for
his active Crohn’s disease.

On examination, he appeared markedly jaundiced
with scleral icterus and pallor with pale conjunc-
tivae. His spleen was palpable 4cm below the
diaphragm. There was no obvious hepatomegaly.

INVESTIGATIONS
Haemoglobin at presentation was 66 g/L, with
a drop to 52 g/L 2% hours later. White blood
cell count was 13.7x10°/L, with neutrophils at
8.4x10%/L. Mean corpuscular volume was 108
fL, with percentage hypochromic cells at 6%.
Percentage reticulocytes were elevated at 27.4%
identifying a regenerative anaemia. LDH and
haptoglobin were also suggestive of haemolysis
with lactate dehydrogenase raised to 881 IU/L and
haptoglobin low at <0.08 g/L. Conjugated bilirubin
was normal at <1pmol/L. D-dimer was signifi-
cantly elevated to 1308 ng/mL. Platelets were at
normal levels at 220x10%/L. Blood film identified
the presence of spherocytes, stomatocytes and poly-
chromasia. Direct antiglobulin test was positive for
IgG antibodies.

Chest X-ray and ECG were both unremarkable.

Given the history of prior ITP with the clinical
picture and blood results strongly suggestive for
ATHA, he was treated for Evans syndrome.

TREATMENT

Initial treatment composed of two units of red
blood cells, with a subsequent increase in red blood
cells to 82g/L. He was transferred to the care of
haematology following discussion with his liver
transplant primary team. He was continued on
tacrolimus and was treated with steroids. Despite
this, he required a further transfusion with one unit
of blood. He was discharged home with tapering
steroids and underwent four cycles of rituximab.

Outcome and follow-up

The patient had an initial improvement in his
haemoglobin as an outpatient which had increased
to 115g/L with platelet count of 189x10°/L
onemonth following discharge. Three months
after discharge, he was readmitted once more with
haemolytic anaemia with a haemoglobin of 73 g/L.
An ultra sound scan of the abdomen performed had
shown a shrunken left liver lobe with a query of
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echogenic material in the portal vein. Thrombus was confirmed
in the right posterior portal vein on CT of the abdomen, which
also identified progression of splenomegaly from 16 to 20cm
when compared with a scan done oneyear previously. He was
transferred to the care of his primary liver team to assess for
graft rejection.

DISCUSSION

Our patient was not diagnosed with conditions most typically
associated with the development of Evans syndrome; however,
he had an extensive autoimmune history having developed PSC,
Crohn’s disease and ITP independently at various points in his
life. These conditions are not commonly associated with Evans
syndrome.

Little is known about Evans syndrome in adult patients with
solid-organ transplants. However, a review of the literature has
identified multiple case reports of Evans syndrome in paediatric
patients following liver transplant.”™"! It is therefore possible that
Evans syndrome as a complication of solid-organ transplant, and
in particular liver transplant, is potentially overlooked in adults.

Furthermore, there is also not a strong association between
Evans syndrome and inflammatory bowel disease (IBD) with
only a single case study identifying an association between
ulcerative colitis and the condition and none found regarding
Crohn’s disease.' Our case may be the first published case of
Evans syndrome in an adult with Crohn’s disease. Additionally,
PSC and concurrent Crohn’s disease represent approximately
7%-10% of PSC-IBD patients,”>™"

The combination of PSC and Crohn’s disease may increase the
risk of further autoimmune disease, with 50% of cases in one
review having been complicated by autoimmune phenomenon,
including ATHA."®

It should be stated that isolated ATHA without ITP is frequently
associated with IBD. It is more common with ulcerative colitis
than Crohn’s disease, and it is associated with greater disease
severity and the presence of concurrent extraintestinal manifes-
tations.’” 2 In the two case reports found regarding ATIHA and
Crohn’s disease; both patient’s had ileal disease like the patient
presented here.’ 16

Evans syndrome is considered harder to treat than isolated
warm AIHA, with a study of 68 patients finding only 32% in
remission at a mean follow-up of 4.8 years." Although a single
reported case of a 40-month complete remission of postliver
transplant Evans syndrome in a paediatric patient has been
reported. In this instance, the patient underwent a splenectomy
and cessation of tacrolimus, with tacrolimus thought to underpin
the disease presentation.®

Learning points

» This is a classic case of Evans syndrome with sequential
occurrence of cytopenias in a young patient. However, it is
notable as he has multiple autoimmune conditions that may
have predisposed to it but are not commonly associated with
it.

» This case report adds to the increasing number of reports
centred around Evans syndrome occurring in patients
following solid-organ transplant.

» Autoimmune haemolytic anaemia (AIHA) in inflammatory
bowel disease is associated most with ulcerative colitis;
however, we present evidence that suggests it can be
associated with Crohn'’s disease and PSC and that the
combination of both may confer increased risk for AIHA.

Contributors AGMF contributed to the content of the text of the article and
planned the article. The article was written by MDM. Both were involved in the care
of the patient.

Funding The authors have not declared a specific grant for this research from any
funding agency in the public, commercial or not-for-profit sectors.

Competing interests None declared.
Patient consent for publication Consent obtained directly from patient(s).
Provenance and peer review Not commissioned; externally peer reviewed.

Open access This is an open access article distributed in accordance with the
Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, which
permits others to distribute, remix, adapt, build upon this work non-commercially,
and license their derivative works on different terms, provided the original work
is properly cited and the use is non-commercial. See: http://creativecommons.org/
licenses/by-nc/4.0/.

Case reports provide a valuable learning resource for the scientific community and
can indicate areas of interest for future research. They should not be used in isolation
to guide treatment choices or public health policy.

REFERENCES

1 Michel M, Chanet V, Dechartres A, et al. The spectrum of Evans syndrome in
adults: new insight into the disease based on the analysis of 68 cases. Blood
2009;114:3167-72.

2 Evans RS, Takahashi K, Duane RT, et a/. Primary thrombocytopenic purpura and
acquired hemolytic anemia; evidence for a common etiology. AMA Arch Intern Med
1951;87:48-65.

3 Audia S, Grienay N, Mounier M, et al. Evans’ syndrome: from diagnosis to treatment. /
Clin Med 2020;9:3851.

4 Hansen DL, Mdller S, Andersen K, et al. Evans syndrome in adults - incidence,
prevalence, and survival in a nationwide cohort. Am J Hematol 2019;94:1081-90.

5 Fattizzo B, Michel M, Giannotta JA, et al. Evans syndrome in adults: an observational
multicenter study. Blood Adv 2021;5:bloodadvances.2021005610:5468-78.

6 Ladogana S, Maruzzi M, Samperi P, et a/. Diagnosis and management of newly
diagnosed childhood autoimmune haemolytic anaemia. recommendations from the
red cell Study group of the paediatric Haemato-Oncology ltalian association. Blood
Transfus 2017;15:259-67.

7 Koepsell SA, Burright-Hittner K, Landmark JD. Evans syndrome in a pediatric liver
transplant recipient with an autoantibody with apparent specificity for the KEL4 (Kpb)
antigen. /mmunohematology 2014;30:14-17.

8 Domenech C, Mialou V, Galambrun C, et a/. Successful treatment of Evans syndrome
post liver transplant with splenectomy and switch from tacrolimus to cyclosporine.
Transpl Int 2008;21:397-9.

9 Miloh T, Arnon R, Roman E, et al. Autoimmune hemolytic anemia and idiopathic
thrombocytopenic purpura in pediatric solid organ transplant recipients, report of five
cases and review of the literature. Pedjatr Transplant 2011;15:870-8.

10 Udagawa T, Kamei K, Ogura M, et al. Sequential liver-kidney transplantation in a boy
with congenital hepatic fibrosis and nephronophthisis from a living donor. Pedliatr
Transplant 2012;16:E275-80.

11 Yokoyama S, Kasahara M, Fukuda A, et al. Evans syndrome after successful
living-donor liver transplantation for neonatal giant cell hepatitis. Transplantation
2007;84:798-9.

12 Ucdi G, Ferrando P, Valentini D, et al. A case of Evans' syndrome in a patient with
ulcerative colitis. Dig Liver Dis 2003;35:439-41.

13 Loftus EV, Harewood GC, Loftus CG, et al. PSC-IBD: a unique form of inflammatory
bowel disease associated with primary sclerosing cholangitis. Gut 2005;54:91-6.

14 Ward MC, Studer B, Nora |, et al. Primary sclerosing cholangitis in Crohn'’s disease: an
atypical complication. Cureus 2021;13:e14964.

15 Mertz A, Nguyen NA, Katsanos KH, et al. Primary sclerosing cholangitis and
inflammatory bowel disease comorbidity: an update of the evidence. Ann
Gastroenterol 2019;32:124-33.

16 Miao X-P, Sun X-N, Wei H, et al. Crohn’s disease and primary sclerosing
cholangitis: a case report and review of the literature. Intern Med
2012;51:2077-81.

17 Bianco C, Coluccio E, Prati D, et al. Diagnosis and management of autoimmune
hemolytic anemia in patients with liver and bowel disorders. J Clin Med 2021;10:423.

18 Uzzan M, Galicier L, Gornet J-M, et al. Autoimmune cytopenias associated with
inflammatory bowel diseases: insights from a multicenter retrospective cohort. Dig
Liver Dis 2017;49:397-404.

19 Park BS, Park S, Jin K, et al. Coombs negative autoimmune hemolytic anemia in
Crohn'’s disease. Am J Case Rep 2014;15:550-3.

20 Hochman JA. Autoimmune hemolytic anemia associated with Crohn's disease.
Inflamm Bowel Dis 2002:8:98—100.

2 McCarthy MD, Fareeth AGM. BMJ Case Rep 2022;15:251252. doi:10.1136/bcr-2022-251252


http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/
http://dx.doi.org/10.1182/blood-2009-04-215368
http://dx.doi.org/10.1001/archinte.1951.03810010058005
http://dx.doi.org/10.3390/jcm9123851
http://dx.doi.org/10.3390/jcm9123851
http://dx.doi.org/10.1002/ajh.25574
http://dx.doi.org/10.1182/bloodadvances.2021005610
http://dx.doi.org/10.2450/2016.0072-16
http://dx.doi.org/10.2450/2016.0072-16
http://dx.doi.org/10.21307/immunohematology-2019-093
http://dx.doi.org/10.1111/j.1432-2277.2007.00619.x
http://dx.doi.org/10.1111/j.1399-3046.2011.01596.x
http://dx.doi.org/10.1111/j.1399-3046.2011.01611.x
http://dx.doi.org/10.1111/j.1399-3046.2011.01611.x
http://dx.doi.org/10.1097/01.tp.0000280544.06865.07
http://dx.doi.org/10.1016/S1590-8658(03)00161-0
http://dx.doi.org/10.1136/gut.2004.046615
http://dx.doi.org/10.7759/cureus.14964
http://dx.doi.org/10.20524/aog.2019.0344
http://dx.doi.org/10.20524/aog.2019.0344
http://dx.doi.org/10.2169/internalmedicine.51.7583
http://dx.doi.org/10.3390/jcm10030423
http://dx.doi.org/10.1016/j.dld.2016.12.006
http://dx.doi.org/10.1016/j.dld.2016.12.006
http://dx.doi.org/10.12659/AJCR.892136
http://dx.doi.org/10.1097/00054725-200203000-00005

Copyright 2022 BMJ Publishing Group. All rights reserved. For permission to reuse any of this content visit
https://www.bmj.com/company/products-services/rights-and-licensing/permissions/
BMJ Case Report Fellows may re-use this article for personal use and teaching without any further permission.

Become a Fellow of BMJ Case Reports today and you can:

» Submit as many cases as you like

» Enjoy fast sympathetic peer review and rapid publication of accepted articles

» Access all the published articles

» Re-use any of the published material for personal use and teaching without further permission

Customer Service
If you have any further queries about your subscription, please contact our customer services team on +44 (0) 207111 1105 or via email at support@bmj.com.

Visit casereports.bmj.com for more articles like this and to become a Fellow

McCarthy MD, Fareeth AGM. BMJ Case Rep 2022;15:251252. doi:10.1136/bcr-2022-251252 3



	Evans syndrome in a young man with rare autoimmune associations and transplanted liver
	Summary
	Background
	Case presentation
	Investigations
	Treatment
	Outcome and follow-up

	Discussion
	References


