
Rom J Morphol Embryol 2022, 63(3):581–585  ISSN (print) 1220–0522, ISSN (online) 2066–8279  doi: 10.47162/RJME.63.3.14 

This is an open-access article distributed under the terms of a Creative Commons Attribution-NonCommercial-ShareAlike 4.0 International Public 
License, which permits unrestricted use, adaptation, distribution and reproduction in any medium, non-commercially, provided the new creations 
are licensed under identical terms as the original work and the original work is properly cited. 

CASE REPORT 

Esophageal ulcer associated with mild hemophilia A:  
case report 

CRISTIAN MIRCEA NICOLESCU1,2), ALEXANDRU NEŞIU2,3), AMELIA UZUM4,5), DAMIAN CRISTIAN LAZA6), 
LAURA CORINA NICOLESCU5,7), PAUL FREIMAN8), ANDREI ARDELEAN5,9), RĂZVAN ENE10),  
TEODORA DANIELA MARŢI5,11) 

1)Department of Anesthesia and Intensive Care, Emergency County Hospital, Arad, Romania 
2)Department of Biology and Life Sciences, Vasile Goldiş Western University of Arad, Romania 
3)Department of Urology, Emergency County Hospital, Arad, Romania 
4)Department of Gastroenterology, Emergency County Hospital, Arad, Romania 
5)Department of Medicine, Faculty of Medicine, Vasile Goldiş Western University of Arad, Romania 
6)Department of Hematology, Emergency County Hospital, Arad, Romania 
7)Department of Physical Medicine and Rehabilitation, Emergency County Hospital, Arad, Romania 
8)Department of Dental Medicine, Vasile Goldiş Western University of Arad, Romania 
9)Department of General Surgery, Emergency County Hospital, Arad, Romania 
10)Department of Orthopedics and Traumatology, Carol Davila University of Medicine and Pharmacy,  

Bucharest, Romania 
11)Department of Microbiology, Emergency County Hospital, Arad, Romania 

Abstract 
In this paper, we present the case of a 68-year-old male with personal medical history of coagulopathy issues, who presented to our Emergency 
Room (Emergency County Hospital, Arad, Romania) with bleeding of the superior tract of the digestive system; the case was difficult to manage, 
thus warranting the intervention of the Department of Gastroenterology. Endoscopy was performed to localize the site of bleeding and to stop 
the hemorrhage. This procedure was not successful. The patient was transferred to our Intensive Care Unit where different medications, such as 
proton pump inhibitor, hemostatic agent and prokinetic drugs were administered. Unfortunately, our attempt to stop bleeding failed; this led 
us to expand our investigation. We focused on a possible hemophilia as the cause of bleeding, which was confirmed as hemophilia A through 
the coagulometry test after a period of three days. Patient medical history and coagulation test led us to believe that this is a very rare case of 
a mild hemophilia A. Finally, the correction of Factor VIII deficiency and repeated endoscopic hemostasis clip was able to stop patients bleeding 
and ensured a favorable clinical evolution of the patient. 
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 Introduction 
Peptic ulcer disease is characterized by disruption of the 

inner lining of the gastrointestinal (GI) tract due to the 
secretion of gastric acid or pepsin [1]. Patient’s peptic ulcer 
was located at the superior digestive mucosa, and this is found 
in approximatively 4% of adult population [2, 3], while the 
most frequent types are gastric and duodenal ulcers [4, 5], 
esophageal type is very rare. Esophageal ulcers occur due 
to mucosal structural changes which exposures the profound 
esophageal layers to various irritating factors [5]. 

There are many factors that predispose patients to 
esophageal ulcers namely as gastric acid [hiatal hernia and 
gastroesophageal reflux disease (GERD)] [6–9], medical 
treatment with anti-inflammatory drugs or antibiotics, 
ingestion of corrosive substances or alcohol, infection caused 
by viruses, fungus, and tuberculosis. 

Diagnosis of esophageal ulcer was based on clinical 
symptoms and on endoscopic findings [10], other 
investigations, such as computed tomography (CT) using 

contrast substance is rarely needed. The clinical complications 
that can occur are esophageal wall perforation, esophageal 
cancer, stenosis, and bleeding [10, 11]. Severe esophageal 
bleeding requires emergency endoscopy, diet, antiacid, proton 
pump inhibitor, antibiotics and in some cases surgery [12]. 

Hemophilia A is an X-linked, recessive disorder due to 
the deficiency of functional plasma clotting Factor VIII 
(FVIII), which may be inherited or because of spontaneous 
mutation. Rarely, development of autoantibodies to FVIII 
results in acquired hemophilia A [13]. Depending on the 
level of FVIII activity, patients with hemophilia may present 
easy bruising, inadequate clotting in case of trauma or mild 
injury. It should be noted that in severe hemophilia patient 
may have spontaneous hemorrhage. Normal values for FVIII 
assays are 50–150%. Values in hemophilia A are as follows: 
mild: >5%, moderate: 1–5%, severe: <1% from the clotting 
factor level [14–16]. 

The association between peptic ulcer and hemophilia 
is extremely rare, only few clinical cases were reported 
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worldwide, and the most frequent association was described 
in case of gastric ulcer [17]. 

Aim 

Our aim was to highlight the link between coagulation 
deficiency (prolonged bleeding) and esophageal ulcer 
bleeding. We want to emphasize the difficulty of diagnosing 
mild hemophilia A, as well as the effectiveness of treatment 
(correction of the plasma value of FVIII) associated with 
endoscopic hemostasis. We also reviewed the wide range 
of possible clinical complications due to severe hemorrhage 
and delayed hemostasis treatment. 

 Case presentation 
We present a clinical case of a 68-year-old male patient, 

admitted at Emergency County Hospital, Arad, Romania, 
with the diagnosis of superior digestive tract hemorrhage. 
Our patient had a history of type 2 diabetes, high blood 
pressure and two surgical interventions (cholecystectomy, 
and dental extraction without prolonged postoperative 
bleeding). 

Patient presented one first episode of bleeding at home. 
An hour later he was rushed to the Emergency Room (ER) 
where diagnostic endoscopy was carried out (Figure 1A). 
Endoscopic hemostasis treatment (Figure 1B) using clips 
was performed and the bleeding was temporary stopped 
(Olympus Exera III). During the first endoscopy, patient 
lost consciousness, which required orotracheal intubation, 
and subsequently he was admitted to Intensive Care Unit 
(ICU). 

 
Figure 1 – The endoscopic images of the patient at the 
time of hospital admission: (A) Esophageal hemorrhagic 
ulcer; (B) Endoscopic hemostasis using clips. 

His clinical status on admission to ICU was life 
threatening because he presented altered mental status 

(Glasgow Coma Scale – 12) and was placed on ventilator 
support (synchronized intermittent mandatory ventilation 
– Dräger Savina 300). Patient’s hemodynamic state was 
stable, with blood pressure value of 100/60 mmHg. On 
admission, laboratory results were the following: hemoglobin 
6.3 g/dL, hematocrit 22%, blood urea 94 mg/dL, blood 
creatinine 0.7 mg/dL, lactic acid 4.5 mmol/l, glycemia 
350 mg/dL, activated partial thromboplastin time (APTT) 
38 seconds, international normalized ratio (INR) 0.8, 
transaminases 9.9 U/L, direct bilirubin 0.13 mg/dL, total 
bilirubin 0.3 mg/dL, serum total protein 5 g/dL, serum 
albumin 28 g/L. 

The patient was transfused with whole blood and fresh 
frozen plasma and was also maintained on continuous 
saline and colloid infusion. Hemostatic and prokinetic 
agents were also administered along with proton pump 
inhibitor (Pantoprazole) continuous infusion. Osmotic 
diuretic therapy was used to reduce pulmonary congestion 
(Figure 2A) and possible cerebral edema. 

His clinical condition improved (Figure 2B) and he 
was weaned from ventilator two days after the admission 
to ICU. Radiographies shown below revealed the difference 
in patient’s pulmonary congestion. 

After the first days on ICU, four more episodes of 
bleeding happened even though endoscopic hemostasis was 
attempted. To exclude a possible esophageal fistula, chest 
CT angiography was also performed (Figure 3, A and B). 

Due to prolonged prothrombin time, which could not 
be corrected by transfusion with fresh frozen plasma and 
cryoprecipitate, more clinical investigations to rule out 
hemophilia few days after admission were warranted. This 
type of analysis could not be performed in our Medical 
Center. It was necessary to send the blood sample to an 
external laboratory and the result was released after 3–4 
days. The low plasma value of FVIII was established through 
coagulometer test (12% of the normal value) thus sustaining 
the diagnosis of hemophilia, which was immediately 
corrected by infusion of this factor (3000 IU every 12 hours 
for three days). The transfusion of FVIII concentrate 
increased the plasma value from 12% to 50%. After this 
correction together with the 5th hemostasis endoscopic 
attempt, patient’s clinical status significantly improved. 
The last endoscopic image, after the complete treatment, 
shows cicatricial ulcer with clips. Peripheral blood smear 
analysis was also performed and revealed a slightly 
hypochromic, microcytic red blood cells (Figure 4, A and B). 

 
Figure 2 – The radiographic images of the patient: (A) The radiographic image on admission time shows bilateral alveolar 
condensation and hilar stasis; (B) The radiographic image after two days of intensive treatment shows only hilar stasis. 
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Figure 3 – CT images after few days of intensive treatment: (A) CT angiography image of proximal portion of esophagus; 
the normal structure of esophageal and tracheal wall; lack of contrast-media extravasation from vascular structure; (B) CT 
angiography image of distal portion of esophagus; the image also shows normal structure of esophageal and tracheal wall; 
lack of contrast-media extravasation from vascular structure. CT: Computed tomography. 

 
Figure 4 – (A) Peripheral blood smear showing microcytic, hypochromic red blood cells; (B) Microcytic, hypochromic 
red blood cells and normal platelets. May-Grünwald–Giemsa (MGG) staining: (A) ×400; (B) ×1000. 

 

We also must mention patient’s hospital acquired 
infection while on ICU. This complication may be related 
to the numerous digestive bleeding episodes, required broad-
spectrum antibiotic therapy, and prolonged his stay on ICU. 

After controlling the bleeding, patient was transferred 
to Department of Gastroenterology for further treatment 
where he was later discharged in a good clinical condition 
after seven days of hospitalization. 

 Discussions 
We present a very rare case of patient with digestive 

bleeding from esophageal ulcer and an associated 
coagulopathy with unknown origin, which was later proved 
to be mild hemophilia A. 

Esophageal ulcer is a relatively rare cause of bleeding 
among GI diseases. The most common cause of esophageal 
ulcer is duodenogastric reflux (DGR) disease [18]. GERD 
is present in about 13% of the world’s population [19, 20]. 
A study conducted by Higuchi et al. (2003) showed that 
DGR disease is responsible for about 66% of esophageal 
ulcers [21]. 

Another important cause in the pathogenesis of esophageal 
ulcers is represented by the ingestion of chemical substances, 
and especially drugs (antibiotics, antihypertensive, non-
steroidal anti-inflammatory drugs, etc.). The incidence is 
estimated at 3.9 per 100 000 individuals per year [22]. 
Some studies claim that more than 100 drugs can cause 

damage to the esophagus [22, 23]. Unfortunately, in our 
patient, the cause of the esophageal ulcer was not identified. 

Hemophilia A is a genetic condition that predominantly 
affects men, producing bleeding that causes problems in 
hemostasis, having as the cause the deficiency of the 
synthesis of coagulation FVIII, being an X-linked recessive 
inherited disease. 

The severity of this case with altered mental status 
and cardiac failure on admission to ICU should be noted. 
Patient’s altered mental status could be caused by possible 
cerebral edema [24], edema that can be explained by tissue 
hypoxia due to severe anemia [25] and also by the low 
level of albumin [26, 27]. Clinical research shows that 
hypoalbuminemia is frequently determined in case of critical 
patient with systemic inflammatory syndrome [28, 29]. The 
risk factors, such as diabetes mellitus, high blood pressure 
and the age of the patient [30], can determine cardiac clinical 
complication. The known cardiac pathology of the patient, 
in the setting of the severe anemia, explains the occurrence 
of heart failure. 

The presence of sepsis secondary to soft tissue infection 
could be regarded because of multiple bleeding episodes 
and secondary anemia. It was clearly demonstrated that the 
stress response, mediated by cytokines [31] and hormones 
[32], can be triggered by any episode of severe bleeding. 
This human response to stress has an immunosuppressant 
effect [33]. 
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An element that could have hindered the rapid 
establishment of the diagnosis in this case was severe 
bleeding in a patient with a coagulopathy (a prolonged 
APTT and normal INR) and a history of major surgery 
without severe bleeding [34]. In our case, each bleeding 
episode was severe, resulting in severe anemia [35], but 
without hypovolemic shock, which contrasts with data 
obtained from other studies [36, 37]. 

Coagulation tests, performed few days after admission, 
found a low level of FVIII, and a normal level of Factor IX. 
It is worth to be mentioned that the coagulometry test which 
demonstrated the plasma deficiency of FVIII could not 
be performed in our Laboratory Unit, and the results were 
obtained in a period of few days. This delay in getting the 
results led to an aggravated clinical status. 

We could not determine the presence of FVIII inhibitors 
to exclude an acquired hemophilia. Later, we found out the 
patient has two nephews with mild hemophilia A and this 
data also sustained the diagnosis of mild hemophilia A 
[38, 39]. 

 Conclusions 
More attention should be focused on severe digestive 

hemorrhage that does not respond to endoscopic treatment. 
It is always a good idea to take in account a possible 
coagulopathy. In some circumstances, coagulation times 
routinely determined, cannot accurately predict hemostasis 
disturbance but this fact should not be an impediment  
for performing additional coagulation tests. All these 
investigations are necessary to make the treatment more 
efficient. In this particular case, the efficient treatment  
of hemorrhagic esophageal ulcer was possible only after 
the diagnosis and treatment of mild hemophilia A, which 
required teamwork, a good collaboration between many 
specialists from different medical fields. 
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