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LETTER TO THE EDITOR

Autoimmune hepatitis developing
after COVID 19 vaccine: Presumed
guilty?

Check for
updates

To the Editor,

Pathogenesis of auto-immune hepatitis (AIH) is still unknown
but both genetic and environmental are probably involved.
In patient with high genetic susceptibility, molecular mim-
icry can induce AlH.

We report here three cases of 80, 73 and 68 years old
women who developed severe AIH after COVID 19 vaccina-
tion with no history of auto-immune disease. The first case
received two doses of Pfizer-BioNTech, the second one dose
of Moderna and the third one dose of AstraZeneca Covid 19
vaccine. AlH onset was rapid, with diagnosis of hepatitis, 10,
21 and 20 days after vaccination, respectively. Initial clinical
symptoms were similar: asthenia, pruritus and jaundice and
physical exam was normal. Initial blood tests showed severe
acute hepatitis with total bilirubin of 78, 334 and 752 umol/
L; AST of 583, 1163 and 2314 Ul/L; ALT of 541, 1027 and
2029 UI/L respectively for the three patients. INR was nor-
mal in the two first cases, but of 2.37 for the last case.
Screening for viral hepatitis was negative (hepatitis A, B, C,
E virus, CMV, HSV, EBV). Ceruloplasmin, serum copper,
alpha-1-antitrypsine, TSH were all normal. None of the
patient drunk alcohol or had travelled or used intravenous
drugs or herbal supplements. Anti-nuclear antibodies were
positive in all cases. Specific liver autoantibodies were ini-
tially negative for the three patients (anti-smooth muscle,
anti-mitochondrial, anti-SLA, anti-Sp100, anti-gp210) but
one of them developed anti-smooth muscle antibodies at
one month of follow up. Total IgG were increased in all cases
(20.9g/L, 18 g/l and 18.5 g/l). Abdominal ultra sound Dopp-
ler showed normal liver with no steatosis, no biliary dilation.
All three patients had liver biopsy with similar findings:
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diffuse acute hepatitis with lobular and portal intense lym-
phoplasmacytic infiltrate, with interface hepatitis and hepa-
tocyte necrosis. (Fig. 1) .Clinical and biological evolution
was slightly different: the first two patients were treated
with steroids for 4 weeks (1 mg/kg) with a rapid good evolu-
tion. The third patient had a poor clinical and biological
course with hepatic encephalopathy and liver failure (Total
bilirubin: 820 xmol/L; INR of 3) requiring urgent listing for
liver transplantation; she died 3 days after of liver failure
and sepsis.

Bril et al. reported the first case of AlH, only 6 days after
a first dose of Pfizer-BioNTech SARS-CoV-2 vaccination [1]. In
our patients, delay between vaccination and AlH onset was
also short but one of the patient had two doses of vaccine
and this is consistent with reported case of AlH after influ-
enza vaccination [2]. In addition, age of our patients are
older than in previous reported severe AlH, strongly suggest-
ing that vaccination was the trigger for AIH development
[3]. Two other cases of AIH post COVID 19 vaccination were
reported suggesting that the association of COVID 19 vacci-
nation and AlH is potentially not coincidental [4,5].

We report here three case of severe AIH after SARS-
CoV-2 vaccination whatever the type of vaccine. This
should not discourage vaccination but may raise some
awareness to diagnose and rapidly treat AIH since it can
lead to liver failure.
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Fig. 1

Histological description of AlH
Figure 1: Histological and immunochemistry findings. Diffuse hepatitis (a: HES X100), lobular and portal (black arrows). Portal and
lobular intense lymphoplasmacytic infiltrate (c: HES X400) with interface hepatitis and hepatocyte necrosis (asterisk = acidophilic
bodies). Ductular reaction (CK-7 immunostaining X100).

Declaration of Competing Interest

This study did not receive any funding. Authors have no con-
flict of interest to declare.

References

[1] Bril F, Al Diffalha S, Dean M, Fettig DM. Autoimmune hepatitis
developing after coronavirus disease 2019 (COVID-19) vaccine:
causality or casualty? J Hepatol 2021;5S0168827821002373.

[2] Muratori P, Serio I, Lalanne C, Lenzi M. Development of autoim-
mune hepatitis after influenza vaccination; trigger or killer? Clin
Res Hepatol Gastroenterol 2019;43:€95-6.

[3] De Martin E, Coilly A, Chazouilléeres O, Roux O, Peron J-M, Hous-
sel-Debry P, et al. Early liver transplantation for corticosteroid
non-responders with acute severe autoimmune hepatitis: the
SURFASA score. J Hepatol 2021;50168827821000416.

[4] Rocco A, Sgamato C, Compare D, Nardone G. Autoimmune hepa-
titis following sars-cov-2 vaccine: may not be a casualty. J Hepa-
tol 2021;S0168-8278(21)00412—8.

[5] Tan CK, Wong YJ, Wang LM, Ang TL, Kumar R. Autoimmune hepa-
titis following COVID-19 vaccination: true causality or mere
association? J Hepatol 2021;50168-8278(21)00424—4.

Domitille Erard®*, Francois Villeret>®, Pierre-Marie Lavrut®,
Jérome Dumortier™

@ Service d’Hépato-gastroentérologie, Hopital de la Croix-
Rousse, Hospices Civils de Lyon, Lyon, France

b Université Claude-Bernard Lyon 1, Domaine Rockefeller,
Lyon, France

¢ Service Central d’Anatomie et Cytologie Pathologiques,
Groupement Hospitalier Centre, Hospices Civils de Lyon,
Lyon, France

d Fédération des Spécialités Digestives, Hopital Edouard
Herriot, Hospices Civils de Lyon, Lyon, France

" Corresponding author.
E-mail address: domitille.erard@chu-lyon.fr (D. Erard).
Available online 15 December 2021


http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0001
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0001
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0001
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0002
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0002
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0002
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0003
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0003
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0003
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0003
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0003
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0004
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0004
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0004
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0004
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0005
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0005
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0005
http://refhub.elsevier.com/S2210-7401(21)00219-9/sbref0005
mailto:domitille.erard@chu-lyon.fr

	Autoimmune hepatitis developing after COVID 19 vaccine: Presumed guilty?
	Authors´ contribution
	Declaration of Competing Interest
	References


