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Rapid progression of Osler-Weber-Rendu
syndrome after COVID-19
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Hereditary hemorrhagic telangiectasia (HHT)
or Osler-Weber-Rendu syndrome is an autoso-
mal dominant genetic disease, mainly caused
by mutations in the ENG, ACVRL1, and SMAD4
genes.! Incidence varies between 1 in 5000 and
1in 80000 people.??

Typical clinical presentation includes epistax-
is and skin and mucosal telangiectasias observed
in 50% to 80% of patients.

A 49-year-old woman with varicose veins of
the lower limbs and trace mitral and aortic regurgi-
tation, was referred by her primary care physician
for diagnostics of hepatopathy in 2013. She was as-
ymptomatic, with slightly elevated aminotransfer-
ase levels (Supplementary material, Table S1). Ab-
dominal ultrasound, esophagogastroduodenosco-
py, and liver biopsy findings were normal.

The patient was hospitalized in 2016 for re-
current epistaxis, and minor telangiectasias of
the nasal mucosa were then observed. Gastros-
copy revealed erythematous gastritis, while colo-
noscopy was normal. Abdominal computed to-
mography (CT) showed numerous scattered tel-
angiectasias, very wide tortuous vessel branch-
es of the hepatic artery, and contrasting hepatic
veins, confirming the presence of arteriovenous
fistulas, leading to HHT diagnosis. The patient
presented here fulfils all of the 4 Curacao cri-
teria for diagnosis since her daughter presents
the symptoms of HHT (FIGURE 1A-1¢).

On November 6, 2020, the patient was admit-
ted to a hospital due to a SARS-CoV-2 infection.
She presented with a fever up to 39.5 °C, head-
ache, sore throat, and generalized myalgia. On
examination, she was tachypneic, and her blood
oxygen saturation was 84%. Chest CT showed
patchy opacities with ground-glass areas. Treat-
ment included passive oxygen therapy, thrombo-
prophylaxis with a low-molecular-weight hepa-
rin-enoxaparin 40 mg/0.4 ml daily, and a non-
steroidal anti-inflammatory drug acetamonphen
1.5 g daily. Six days after the admission, massive

epistaxis occurred with a hemoglobin drop to
4.7 g/dl. The patient received 3 units of packed
red blood cells (PRBCs) and was transferred to
the intensive care unit. Due to increasing circula-
tory and respiratory failure, she required invasive
mechanical ventilation. Sudden cardiac arrest oc-
curred, followed by successful resuscitation and
mechanical ventilation in biphasic positive air-
way pressure (BIPAP) mode with F.O, 0.8, pos-
itive end-expiratory pressure (PEEP) 8 cm H,0,
saturation 96%; circulation was stimulated with
norepinephrine infusion. Pharmacotherapy in-
cluded noradrenaline, amiodaron, antibiotics,
diuretics, and steroids. After several days, clini-
cal improvement was observed, and the patient
was extubated on December 4, 2020.

Hospitalization continued at an internal med-
icine department until February 8, 2021. Dis-
charge diagnoses included Staphylococcus epider-
midis sepsis, hypoxic-ischemic encephalopathy,
cerebellar infarction, peripheral polyneuropathy,
right foot drop, and periodic epistaxis. The pa-
tient required a transfusion of 4 units of PRBCs
and 1 g of iron.

She was readmitted 4 days after her discharge
to a rehabilitation hospital due to suspected re-
bleeding. Gastroscopy showed gastric mucosa
with numerous small telangiectasias, covered
with streaks of hemolyzed blood. Argon plasma
coagulation was performed on over 30 actively
bleeding lesions in the stomach (FIGURE 1D and 1E).

The patient was hospitalized again in August
of 2021 due to abdominal pain, and she was di-
agnosed with bleeding lesions in the stomach
and hematoma in the right liver lobe. In the fol-
lowing months, the patient underwent several
hospitalizations at our department and 4 argon
beamer coagulation treatments for angiectasia in
the stomach. Liver hematoma resorbed, and no
significant vascular malformations were found
in the lungs, central nervous system, spleen, and
kidneys (FiGure 1F). The patient was vaccinated with
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FIGURE 1 A - lip and tongue telangiectasias. New lesions emerging after COVID-19; B — corkscrew-shaped
telangiectasias on both feet; C — telangiectasias on labia, emerging before COVID-19; D — esophagogastroduodenoscopy
(EGD) of the stomach showing numerous erosions and local ulcerations being the source of bleeding; E — EGD of

the stomach showing numerous telangiectasias and local bleeding; F — contrast-enhanced abdominal computed
tomography. Patient was admitted after an incident of abdominal pain, and hematoma (arrow) was revealed during

the diagnostic evaluation.

the Spikevax-mRNA-1273 vaccine on June 15, On the pathophysiological level, the basic
2021 and on July 27, 2021. For the next 3 days af-  causes of HHT are disturbances of angiogene-
ter the vaccination she had a fever of up to 40 °C  sis and of the vascular wall integrity that result
and suffered from arthralgia and general fatigue.  in telangiectasia, arteriovenous malformations,
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and arteriovenous fistulas in the gastrointestinal
tract, respiratory tract, and brain.” The impact of
endothelial damage is emphasized in the patho-
genesis of COVID-19. In the discussed case, over-
lapping of these 2 processes led to HHT progres-
sion and gastrointestinal and liver bleeding.
SARS-CoV-2 infection induced progression
of HHT and the occurrence of clinically evident

bleeding.

SUPPLEMENTARY MATERIAL

Supplementary material is available at www.mp.pl/paim.

ARTICLE INFORMATION

ACKNOWLEDGMENTS None.
FUNDING The publication was funded from own reseources.
CONFLICT OF INTEREST None declared.

OPEN ACCESS This is an Open Access article distributed under the terms
of the Creative Commons Attribution-NonCommercial-ShareAlike 4.0 Inter-
national License (CC BY-NC-SA 4.0), allowing third parties to copy and re-
distribute the material in any medium or format and to remix, transform, and
build upon the material, provided the original work is properly cited, distrib-
uted under the same license, and used for noncommercial purposes only. For
commercial use, please contact the journal office at pamw@mp.pl.

HOW TO CITE Pazgan-Simon M, Nowicka A, Simon K. Rapid progression
of Osler-Weber-Rendu syndrome after COVID-19. Pol Arch Intern Med. 2022;
132: 16312. doi:10.20452/pamw.16313

REFERENCES

1 Berg JN, Gallione CJ, Stenzel TT, et al. The activin receptor-like kinase 1
gene: genomic structure and mutations in hereditary hemorrhagic telangiec-
tasia type 2. Am J Hum Genet. 1997; 61: 60-67. ('

2 Dakeishi M, Shioya T, Wada Y, et al. Genetic epidemiology of hereditary
hemorrhagic telangiectasia in a local community in the northern part of Ja-
pan. Hum Mutat. 2002; 19: 140-148. (7

3 Bideau A, Plauchu H, Brunet G, et al. Epidemiological investigation of
Rendu-Osler disease in France: its geographical distribution and prevalence.
Popul. 1989; 44: 3-22. (7

4 Shovlin CL, Letarte M. Hereditary hemorrhagic telangiectasia and pulmo-
nary arteriovenous malformations: issues in clinical management and review
of pathogenic mechanisms. Thorax 1999; 54: 714. (%'

CLINICAL IMAGE Post COVID-19 Osler-Weber-Rendu progression


https://doi.org/10.20452/pamw.16313
http://creativecommons.org/licenses/by-nc-sa/4.0
https://doi.org/10.1086/513903
https://doi.org/10.1086/513903
https://doi.org/10.1086/513903
https://doi.org/10.1002/humu.10026
https://doi.org/10.1002/humu.10026
https://doi.org/10.1002/humu.10026
https://doi.org/10.2307/1533331
https://doi.org/10.2307/1533331
https://doi.org/10.2307/1533331
https://doi.org/10.1136/thx.54.8.714
https://doi.org/10.1136/thx.54.8.714
https://doi.org/10.1136/thx.54.8.714

