S

ELS

Since January 2020 Elsevier has created a COVID-19 resource centre with
free information in English and Mandarin on the novel coronavirus COVID-
19. The COVID-19 resource centre is hosted on Elsevier Connect, the

company's public news and information website.

Elsevier hereby grants permission to make all its COVID-19-related
research that is available on the COVID-19 resource centre - including this
research content - immediately available in PubMed Central and other
publicly funded repositories, such as the WHO COVID database with rights
for unrestricted research re-use and analyses in any form or by any means
with acknowledgement of the original source. These permissions are
granted for free by Elsevier for as long as the COVID-19 resource centre

remains active.



T. Gonzdlez-Ferrero, K. Vargas-Osorio and J.R. Gonzdlez-Juanatey

¢ Banco de Sangre y Tejidos de Navarra, Servicio Navarro de Salud,
Osasunbidea, Pamplona, Espaiia; Grupo Espafiol de Rehabilitacion
Multimodal (GERM), Instituto Aragonés de Ciencias de la Salud,
Zaragoza, Spain; PBM Group, Hospital La Paz Institute for Health
Research (IdiPAZ), Madrid, Spain

Medicina Clinica 158 (2022) 140-146

*Corresponding author.
E-mail addresses: ja.garcia.erce@navarra.es,
jagarciaerce@gmail.com (]J.A. Garcia-Erce).

https://doi.org/10.1016/j.medcle.2021.04.016
2387-0206/ © 2021 Elsevier Espafia, S.L.U. All rights reserved.

Acute fibrinous and organizing pneumonia™ )

Gheck for
Updates

Neumonia organizada fibrinoide aguda

Acute fibrinoid and organizing pneumonia (AFOP) is a rare but
serious histological variety of acute lung injury (ALI) that some-
times responds to treatment.

We report the case of a patient diagnosed with AFOP as aresult of
acute respiratory failure (ARF). A 70-year-old male patient, admit-
ted to hospitalin April 2020 for a 3/4-day history of dyspnoea at rest.
In the targeted history-taking he reported dyspnoea on minimal
effort during the previous 6 months. The following stand out in his
personal history: HBP, obesity, hypercholesterolemia, ex-smoker
(ICAT 40 packs/year), leukocytoclastic vasculitis and prostate can-
cer in 2013.

Given the epidemiological context, the symptoms, and the chest
X-ray (bilateral alveolar-interstitial infiltrate), SARS-CoV-2 infec-
tion was established as the first diagnostic hypothesis, although
the nasopharyngeal swab PCR and the serology were negative.

Despite initiating treatment protocol for Covid-19 (systemic
corticosteroids and antibiotic therapy), progression was poor,
requiring admission to the ICU and mechanical ventilation (MV).
The patient experienced severe distress which prolonged his stay
in the ICU for 2 months.

SARS-CoV-2, atypical bacterial serology, HIV, IGRA, bronchial
aspiration, bronchoalveolar lavage and echocardiography were
negative. Simultaneously, a wide range of antibodies were
requested, including rheumatoid factor, ANA, anti-DNA, ANCA,
inflammatory myopathy and anti-glomerular basement membrane
antibodies, which were also negative. Chest CT scan showed
increased 'ground glass’ density in most of the lung parenchyma
and patchy alveolar consolidation areas.

The study was completed with a surgical biopsy, reported
as acute lung parenchymal injury leading to immature fibrosis,
without hyaline membranes, with fibrinous exudate and foci of
organizing pneumonia suggestive of AFOP.

Given this diagnosis, methylprednisolone boluses (500 mg/24 h
for 3 days) followed by 1 mg/kg/24 h were administered, with slow
clinical improvement allowing withdrawal of MV.

The patient is transferred to the ward, where cyclophosphamide
was added; later replaced by mycophenolate mofetil. In spite of
all this, no improvement was seen in 2 CT scan controls and the
patient remained with dyspnoea at rest and oxygen therapy, dying
6 months after admission to a hospital for the chronically ill.

This disease was described as a result of the analysis of
17 suggestive cases of ALI, submitted to lung biopsy, which
showed organized intra-alveolar fibrin deposition, areas of orga-
nizing pneumonia and patchy distribution.! Hyaline membranes,
eosinophils, abscesses and granulomas must necessarily be absent
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for the diagnosis, which distinguishes it from classical interstitial
lung diseases.

The usual symptoms are dyspnoea, fever and cough.!? Radio-
logically, there is a diffuse infiltrate and ground-glass image> and
the diagnosis of certainty requires lung biopsy.2"

There are idiopathic cases and cases secondary to infectious dis-
eases, autoimmune diseases, neoplasms, transplants and toxins.?
Acute forms are usually fulminant, while subacute forms have a
better prognosis when treatment is established.! The need for MV
was identified as the only adverse prognostic factor, but when there
is an underlying disease, it is often responsible for the increased
mortality.?

Our case would correspond to a subacute, idiopathic form, which
nevertheless had a fatal outcome that could be attributed to an
established lung injury.

AFOP is probably underdiagnosed given its similarity to other
lung conditions. Its form of presentation means that it can be inter-
preted as a pneumonia refractory to antibiotic treatment* and its
radiological pattern is comparable to that of any interstitial lung
disease.

The need for lung biopsy may cause a delay in diagnosis but
it is of vital importance in cases such as this, as it may allow the
patient to benefit from early treatment with steroids. There are no
established recommendations regarding dose and treatment dura-
tion, finding variations from low doses to boluses of 250-1000 mg
for 3 days.>” The regimen is usually prolonged for months or years
to avoid recurrences, both in idiopathic cases* as well as in those
secondary to autoimmune diseases.>

Immunosuppressants such as mycophenolate mofetil, azathio-
prine and cyclophosphamide can be used in both acute and
maintenance phases.>>

In conclusion, this is a disease with high mortality, which should
be considered in the context of ARF with unfavourable progression
after ruling out the usual causes, in order to establish an effective
treatment as soon as possible.

Funding

This article has not received any type of funding.

Conflict of interests

The authors declare that they have no conflict of interest.

References

1. Beasley MB, Franks TJ, Galvin JR, Gochuico B, Travis WD. Acute fibrinous and orga-
nizing pneumonia: a histological pattern of lung injury and possible variant of
diffuse alveolar damage. Arch Pathol Lab Med. 2002;126:1064-70.

2. Gomes R, Padrao E, Dabé H, Soares Pires F, Mota P, Melo N, et al. Acute fibrinous
and organizing pneumonia. A report of 13 cases in a tertiary university hospital.
Medicine. 2016;95:e4073.

3. Kuza C, Matheos T, Kathman D, Heard SO. Life after acute fibrinous and organizing
pneumonia: a case report of a patient 30 months after diagnosis and review of
the literature. J Crit Care. 2016;31:255-61.

144


https://doi.org/
http://www.elsevier.es/medicinaclinica
http://crossmark.crossref.org/dialog/?doi=10.1016/j.medcli.2021.04.014&domain=pdf
dx.doi.org/10.3389/fphar.2019.01350
dx.doi.org/10.1016/j.jacc.2018.02.037
dx.doi.org/10.1016/j.autrev.2019.102455
dx.doi.org/10.1016/j.carpath.2020.107202
mailto:tebagf@gmail.com
https://doi.org/10.1016/j.medcli.2021.04.014
http://crossmark.crossref.org/dialog/?doi=10.1016/j.medcle.2021.04.018&domain=pdf
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0020
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0025
mailto:a.estebanmolina@hotmail.com
https://doi.org/10.1016/j.medcle.2021.04.018
http://crossmark.crossref.org/dialog/?doi=10.1016/j.medcle.2021.04.016&domain=pdf
dx.doi.org/10.1016/j.medcli.2020.11.001
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
https://www.sempsph.com/images/Consenso_Recomendaciones_SEMPSPH_08022021_PDF_M&Aacute;S_CLARO1 1.pdf
https://www.sempsph.com/images/Consenso_Recomendaciones_SEMPSPH_08022021_PDF_M&Aacute;S_CLARO1 1.pdf
https://www.sempsph.com/images/Consenso_Recomendaciones_SEMPSPH_08022021_PDF_M&Aacute;S_CLARO1 1.pdf
http://WHO/2019-nCoV/Non-communicablediseases/Policybrief/2020.1
http://WHO/2019-nCoV/Non-communicablediseases/Policybrief/2020.1
https://www.mscbs.gob.es/profesionales/saludPublica/medicinaTransfusional/publicaciones/docs/PlanSist.pdf
https://www.mscbs.gob.es/profesionales/saludPublica/medicinaTransfusional/publicaciones/docs/PlanSist.pdf
https://www.mscbs.gob.es/profesionales/saludPublica/medicinaTransfusional/publicaciones/docs/PlanSist.pdf
mailto:ja.garcia.erce@navarra.es
mailto:jagarciaerce@gmail.com
https://doi.org/10.1016/j.medcle.2021.04.016
http://crossmark.crossref.org/dialog/?doi=10.1016/j.medcle.2021.04.017&domain=pdf
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0005
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0010
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015
http://refhub.elsevier.com/S0213-9111(21)00073-X/sbref0015

T. Gonzdlez-Ferrero, K. Vargas-Osorio and J.R. Gonzdlez-Juanatey

4. Akhtar A, Abideen ZU. Acute fibrinous and organizing pneumonia masquerading
as a lower respiratory tract infection: a case report and review of the literature.
BMC Res Notes. 2015;8:38-43.

5. Damas C, Morais A, Moura CS, Marques A. Acute fibrinous and organizing pneu-
monia. Rev Port Pneumol. 2006;12:615-20.

Daniela Garcia-Huertas *, Alejandro Lépez-Fernandez,
Inmaculada De Dios-Chacén

Medicina Clinica 158 (2022) 140-146

Unidad de Cuidados Intensivos, Hospital Universitario Virgen de las
Nieves, Granada, Spain

* Corresponding author.
E-mail address: garciahuertasd@gmail.com (D. Garcia-Huertas).

https://doi.org/10.1016/j.medcle.2021.04.017
2387-0206/ © 2021 Elsevier Espafia, S.L.U. All rights reserved.

Disulfiram hepatotoxicity: Report of three cases )
Hepatotoxicidad por disulfiram: a proposito de tres casos
Dear Editor,

Disulfiram is an alcohol deterrent that can cause liver damage.
However, it can be difficult to reach a definitive diagnosis, leading
to underestimate its potential hepatotoxicity.

Case reports
Case 1

A 48-year-old woman presented in February 2020 with jaun-
dice and malaise. She had been taking disulfiram for the last
two months for alcohol addiction. Laboratory tests showed
serum aspartate aminotransferase (AST) 2020 IU/L, alanine amino-
transferase (ALT) 3467 IU/L, alkaline phosphatase (ALP) 254 1U/L,
v-glutamyltransferase (GGT) 80IU/L and total bilirubin (TB) of
16.4 mg/dl. International normalized ratio (INR) was 1.36. Other
potential causes of acute hepatitis were ruled out. Liver biopsy
showed acute necrotic lesion with numerous eosinophils consis-
tent with acute toxic hepatitis. Causality of disulfiram was probable
according to the CIOMS/RUCAM scale (7 points).! The patient was
discharged with no medication and she has evolved satisfactory
with liver function tests within normal range in April 2020.

Case 2

A 44-year-old woman was referred to our Unit in March 2020,
complaining of fatigue and nausea. She was on treatment with
disulfiram for alcohol dependence since August 2019. Blood tests
revealed AST 17091U/L, ALT 1406 IU/L, ALP 120 1U/L, GGT 111 IU/L,
TB 15.1mg/dl and INR of 1.49. Notably, an analytical test per-
formed in October 2019 showed similar values in liver tests (AST
13951U/L, ALT 1134 1U/L, ALP 154 1U/L, GGT 191 IU/L, TB 9.1 mg/dl).
Nevertheless, she continued with the same treatment. A complete
etiological panel was negative and liver biopsy showed necrosis
areas with inflammatory infiltration, compatible with acute hep-
atitis. When CIOMS/RUCAM scale was applied to assess disulfiram
role, a score of 7 was obtained (probable). Following disulfi-
ram discontinuation, liver enzymes returned to normal values
6 weeks later.

Case 3

A 53-year-old man, who was dentist and with no prior known
liver disease, had self-medicated with disulfiram to give up alcohol
consumption for ten days before symptom onset. He was admitted
to the emergency department of his local hospital in June 2019 with
diarrhoea and jaundice. At that time, laboratory tests showed AST
34311UJL, ALT 21331U/L, TB 23 mg/dl and an INR of 3.48. Disul-

firam was stopped promptly and he was transferred to our liver
Unit. Etiological studies were negative, except antinuclear antibod-
ies positive 1/160 with nucleolar pattern. Abdominal ultrasound
revealed a heterogeneous micronodular liver parenchyma with
signs of portal venous hypertension. The calculated CIOMS/RUCAM
score for disulfiram causality was 4 (possible). Four days after
admission, the patient presented clinical worsening with hepatic
encephalopathy, so liver transplant was performed, with satisfac-
tory evolution. The explant showed important liver necrosis and
signs of cirrhosis, without findings of steatohepatitis.

Discussion

Disulfiram has been frequently used as an adjuvant in the
treatment of alcohol use disorder (AUD), working as an alcohol
deterrent. It is known that chronic therapy with disulfiram is
associated with subclinical changes in liver function tests, with
a predominantly hepatocellular damage pattern, but marked ele-
vations of transaminases are uncommon.2> It is recommended to
perform liver function tests before starting disulfiram treatment
and periodically during it, being contraindicated in presence of
advanced liver disease. Anyhow, if hepatitis is noticed, it is indi-
cated to stop disulfiram as soon as possible.

It could be interesting to debate some issues: firstly, patients
with harmful alcohol intake may have already pre-existing liver
disease, which can increase the risk of developing hepatotoxi-
city, so disulfiram prescription should be done with extremely
caution. Secondly, alcoholic hepatitis can cause a clinical picture
similar to DILI, so liver biopsy can be useful in differential diagno-
sis. Lastly, although ACLF due to non-alcohol-related cause, such as
disulfiram-induced liver injury, is an indication of liver transplant,
short term alcohol abstinence and consequently the possibility of
relapse in alcohol consumption after transplantation could raise
ethical dilemmas.*

We would like to highlight that these three cases described
above have been seen in a short period of time, probably related to
an increased use of disulfiram in the last months due to the with-
drawal from the market in Spain in July 2019 of calcium carbimide,
which contrasts with the very small number of cases recorded in
the large DILI registries.” In view of the above, we can hypothesize
that this trend will change in the future.
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