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Abstract: Epidermolysis bullosa (EB) is a group of rare genetic skin disorders that are hereditary and heterogeneous, characterized by 
skin and mucosal fragility and blister formation, often induced by minimal trauma. Esophageal complications represent a significant 
extracutaneous manifestation of EB. The lack of standardized diagnostic and therapeutic guidelines of EB with esophageal complica
tions contributes to inconsistent management and a higher susceptibility to recurrence. For patients with EB experiencing digestive 
tract symptoms, there are few reports that specifically address the follow-up and continuity of mucosal repair treatment. To date, EB 
with esophageal complications and co-infection with Helicobacter pylori (H. pylori) has been rarely reported. The impact of H. pylori 
infection on EB remains unclear. Here, we report a case of a 26-year-old man diagnosed with EB and esophageal complications. The 
patient presented with post-sternal pain, dysphagia, esophageal obstruction, and vomiting. Gastroscopy revealed scattered flake 
erosions on the esophageal mucosa. The pathological examination revealed inflammatory granulation tissue with necrosis and focal 
squamous epithelium showing mild atypical hyperplasia. Significant improvement in symptoms was observed after long-term mucosal 
repair therapy. After being lost to follow-up, the patient developed symptomatic exacerbation and co-infection with H. pylori. The 
patient’s condition improved after the eradication of H. pylori, combined with ongoing treatment for esophageal complications and 
regular follow-up. Patients with EB who have esophageal complications require long-term mucosal repair treatment and regular 
follow-up. Co-infection with H. pylori may be an important factor in disease recurrence. 
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Introduction
Epidermolysis bullosa (EB) is a rare hereditary disease that affects multiple systems, with a reported prevalence and 
incidence of 11.7 per one million people.1 The gastrointestinal tract is one of the primary areas affected in these patients.2 

Extracutaneous injury in inherited EB is associated with complications such as dysphagia, gastroesophageal reflux 
disease (GERD), esophageal perforation, and stricture. These complications may impair oral intake, leading to malnutri
tion. Hiatal hernia and Barrett’s esophagus (BE) are clinically rare in this context. Co-infection with H. pylori in these 
patients has been rarely reported previously. We report a recent case of EB with concurrent esophageal complications and 
co-infection with H. pylori. In this case, the recovery from the disease was closely associated with consistent mucosal 
repair treatment and standardized follow-up, as well as the eradication of H. pylori.

Case Report
A 26-year-old man presented to the gastroenterology clinic with post-sternal pain, dysphagia, esophageal obstruction, and 
vomiting during the past 1 month. The patient has been experiencing recurrent skin ulcerations and blisters since the age 
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of 1, primarily located on the joints of the hands and feet. According to his medical history, he was diagnosed with and 
treated for EB in the dermatology department. He was referred by his dermatologist after developing digestive 
symptoms. The patient was emaciated and malnourished upon admission. He denied having any family history of EB, 
esophageal diseases, or any other gastrointestinal diseases. The body mass index (BMI) was 18.05 kg/m2. Blisters were 
discovered on the joints of the hands and feet. Nail dysplasia was present in both the hands and feet (Figure 1). Physical 
examination revealed a soft abdomen with no tenderness or rebound tenderness. Bowel sounds were normal. The 
gastroscopy revealed scattered flake erosions on the esophageal mucosa, which was covered with white patches 
(Figure 2A). Four biopsy samples were taken, and these specimens were firm and prone to bleeding. The submucosal 
vessels had a smooth texture, and normal contraction and peristalsis were observed. Congestion and edema were revealed 
on the antral mucosa (Figure 2C) while cardia and duodenal bulb were not affected (Figure 2B and D). The rapid urease 
test (RUT) result was negative. Histopathology revealed inflammatory granulation tissue with necrosis and focal 
squamous epithelium exhibiting mild atypical hyperplasia (Figure 3). The electrocardiogram, chest X-ray, and cardiac 
ultrasound showed no apparent abnormalities.

The patient declined multi-gene panel testing for EB due to financial constraints and preferred a pharmaceutical 
treatment approach. Rabeprazole (10 mg every 12 hours) and sucralfate (5 mL every 12 hours) were administered. The 
patient was instructed to follow a semi-liquid diet. After continuous treatment, the patient’s symptoms improved 
significantly. He underwent a gastroscopy (3 months after the first admission), which revealed that the esophageal 
mucosa was smooth and soft, with a clear texture and good dilatation. An orange-colored lingual mucosa was visible 
above the dentate line, exhibiting surface hyperemia (Figure 4A and B). Barrett’s esophagus, hiatal hernia, chronic 
atrophic gastritis with hyperemia were diagnosed (Figure 4A–F), and the RUT result was negative. Therefore, the 
treatment plan was adjusted. Rabeprazole (10 mg every 24 hours) and glutamine (0.5 g every 8 hours) were administered. 
Chinese proprietary medicine (Weifuchun Tablets (WFC), 1.44 g every 8 hours) was administered as adjuvant treatment. 
It has been widely used in treating a variety of chronic stomach disorders including Chronic atrophic gastritis and Gastric 
precancerous lesions in China clinically.3–5 The active ingredients were Radix Ginseng Rubra (red ginseng), Rabdosia 
amethystoides H. Hara, and fried Fructus Aurantii. The patient was allowed to consume soft food. After one year of 
treatment, the patient’s symptoms completely disappeared, and his appetite returned to normal. Subsequently, 
Rabeprazole (10 mg every week) was administered. The patient gradually transitioned to a regular diet, and his condition 
remained stable. We recommended that he return regularly to reinforce the treatment. However, the patient was lost to 
follow-up after that, until 2019 (18 months after the first admission and 3 months after the last subsequent visit), when he 
was admitted with worsening symptoms. He then underwent a gastroscopy at the local hospital, which revealed flake 

Figure 1 Nail dysplasia was observed in this adult with EB when first presented to the gastroenterology clinic in 2017. The red arrow indicates nail dysplasia and skin 
scarring.
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erosions in the pharynx and esophagus (Figure 5A–E), as well as severe chronic atrophic gastritis (Figure 5F). The RUT 
showed a positive result for H. pylori infection.

To eradicate H. pylori, the patient was prescribed rabeprazole (10 mg every 12 hours), colloidal pectin bismuth 
(200 mg every 12 hours), amoxicillin (1000 mg every 12 hours), and clarithromycin (500 mg every 12 hours) for a two- 
week period. Subsequently, rabeprazole (10 mg every 12 hours), glutamine (0.5 g every 8 hours) and sucralfate (5 mL 
every 12 hours) were administered to facilitate mucosal repair. After more than five months of treatment, the patient’s 

Figure 2 Endoscopic images when first admitted to our hospital (2017-06-21). Flake erosions were observed in the esophagus, and the RUT result was negative. (A) 
Gastroscopy showed scattered flake erosions of the esophageal mucosa, covered with white patches (The red arrow indicates scattered flake erosions of the esophageal 
mucosa, covered with white patches); (B) Gastroscopy showed a normal cardia; (C) Gastroscopy showed congestion and edema of the antral mucosa (The red arrow 
indicates congestion and edema of the antral mucosa); (D) Gastroscopy showed a normal duodenal bulb.

Figure 3 Histopathology revealed inflammatory granulation tissue with necrosis and focal squamous epithelium, along with mild atypical hyperplasia of the esophagus, 
hematoxylin and eosin (HE) staining at a magnification of 40×.
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symptoms had significantly improved. The treatment plan was then adjusted to Rabeprazole (10 mg every 24 hours), 
teprenone (50 mg every 8 hours) and WFC (1.44 g every 8 hours). The patient received regular follow-up appointments 
and prescriptions for medication. At 7 years postoperatively, the patient remained asymptomatic. During this period, the 
patient got married and had a healthy child.

Discussion
In 1886, the German dermatologist Heinrich Koebner proposed the concept of epidermolysis bullosa (EB).6,7 EB is a rare 
genetic disorder characterized by predominant lesions in the skin, such as skin blisters, erosions, milia, deformities, or 
absence of fingernails and toenails, scarring, and extensive granulation tissue.8 These lesions can also occur in 
extracutaneous sites, including the eye, nose, ear, upper airway, genitourinary tract, and gastrointestinal tract.9 The 
gastrointestinal tract is commonly affected in various subtypes of EB, with the upper esophagus being the most 
frequently involved area.2 Patients typically present with symptoms of dysphagia and malnutrition. Gastroesophageal 
reflux can result in mucosal blisters, which can lead to esophageal stenosis.10 As reported, approximately 1% of patients 
with EB experienced complications with hiatal hernia and BE.2 Given the rarity of the disease, reporting on the 

Figure 4 Endoscopic images after 3 months of mucosal repair treatment (2017-09-20). Barrett’s esophagus, hiatal hernia, chronic atrophic gastritis with hyperemia, and the 
RUT result was negative. (A) Gastroscopy showed a normal esophageal mucosa; (B) Gastroscopy showed BE in the lower esophagus and the cardia (The red arrows indicate 
erosion of the esophageal mucosa, suggesting the presence of BE); (C) Gastroscopy showed congestion and edema of the fundic mucosa (The red arrows indicate 
congestion and edema of the fundic mucosa); (D) Gastroscopy showed diffuse hyperemia, edema, and nodularity of the corpus mucosa (The red arrows indicate hyperemia, 
edema, and nodularity of the corpus mucosa); (E) Gastroscopy showed a normal appearance of the gastric body; (F) Gastroscopy showed a normal duodenal bulb.
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gastroscopic features of this patient diagnosed with EB contributes to the expanding body of knowledge on EB with 
gastrointestinal complications.

Furthermore, we report the co-infection of H. pylori in this patient. After the patient was lost to follow-up, the disease 
recurred, with H. pylori infection leading to severe chronic atrophic gastritis. The patient was living alone at the time of 
diagnosis for H. pylori infection, and the risk of family clustering is relatively low. However, since China is a country 
with a high prevalence of H. pylori infection, with the latest statistics showing an infection rate of 46.7%,11 the patient 
has clear environmental factors for H. pylori infection. Some studies suggest that H. pylori may be associated with skin 

Figure 5 Endoscopic images taken 18 months after the first admission when the patient was lost to follow-up for 3 months (2019-01-10). Hypopharyngeal and esophageal 
injuries (associated with epidermolysis bullosa in combination with medical history), chronic atrophic gastritis (C3), and the RUT result was strongly positive. (A) 
Gastroscopy showed flake erosions on the posterior wall of the lower pharynx, covered with white patches; (B–E) Gastroscopy showed hyperemia with longitudinal 
erosions of the entire esophageal mucosa, also covered with white patches; (F) Gastroscopy showed congestion and edema of the fundic mucosa.
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diseases such as Rosacea, Psoriasis, Chronic Urticaria, Alopecia areata, and Autoimmune bullous diseases (AIBD) 
including pemphigus, pemphigoid, dermatitis herpetiformis, epidermolysis bullosa acquisita, and linear Ig A disease.12 

Mortazavi et al demonstrates that the prevalence of H. pylori infection is significantly greater in untreated patients with 
pemphigus vulgaris (PV) (79.3%) in comparison to healthy controls (59.5%), suggesting a possible pathogenic role of 
H. pylori in AIBD.13 The precise mechanism through which H. pylori influences skin diseases remains unclear. H. pylori 
has the capacity to induce various inflammatory mediators, including interleukins (IL-1, IL-2, IL-6, IL-8, IL-10), tumor 
necrosis factor-alpha (TNF-α), and interferon-gamma (IFN-γ). This induction may contribute to chronic low-level 
systemic inflammation within the human body. Furthermore, H. pylori antigens exhibit structural similarities to 
components of the host’s own antigens, which can lead to molecular mimicry and cross-reactivity, potentially resulting 
in autoimmune responses. These mechanisms may play a role in the development of systemic diseases beyond the 
gastrointestinal tract that are associated with H. pylori infection.14 From this perspective, the cessation of H. pylori 
treatment may yield a beneficial effect on skin diseases. However, to the best of our knowledge, the association between 
EB and H. pylori infection has rarely been described, and there is little clinical experience regarding whether eradicating 
H. pylori is beneficial for patients with EB and esophageal complications. Some studies have provided evidence that 
H. pylori infection is inversely associated with BE.15 In our case, on the contrary, after eradicating H. pylori and treating 
with a proton pump inhibitor, the patient achieved satisfactory symptom control. This suggests that eradicating H. pylori 
may be one of the key factors in improving the patient’s condition and promoting mucosal repair in EB patients.

Significant progress has been made in treating patients with EB using a variety of approaches. Over the last decade, 
various therapies such as stem cell therapy, protein replacement, and gene therapies have been investigated.16–18 

However, the current approaches are not yet curative for EB. In the absence of a specific treatment to cure EB, the 
management approach primarily focuses on addressing symptoms. For patients with EB and digestive tract symptoms, 
previous case reports have mainly focused on subsequent surgical interventions, such as esophageal replacement 
surgery,19 interventional therapy in the colon,20 and esophageal dilatation surgery.21,22 Nutritional support is a vital 
component of the non-operative treatment strategy for most patients with malnutrition. Treatment with an H2 antagonist 
or proton pump inhibitor appears to be effective,1 but there is still a lack of standardized treatment protocols. Surgical 
treatment is a difficult decision when conditions worsen.

Our patient exhibited clear symptoms in the digestive tract. After the treatment, the patient’s symptoms were 
effectively controlled, leading to a more successful cure. This indicates that EB combined with digestive tract symptoms 
should not be overlooked. Early and prolonged intervention is crucial to facilitate optimal healing of the digestive tract 
mucosa. Treatment should commence with dietary modifications.1 Proton pump inhibitors are indispensable for treat
ment, and the dosage can be adjusted according to symptom changes. Gastric mucosal protectants, such as glutamine, 
sucralfate, and teprenone, are vital adjunctive medications. Nutritional supplementation aids in alleviating malnutrition, 
thereby enhancing recovery.

Furthermore, in the management of the patient, the Chinese proprietary medicine WFC exhibited significant efficacy 
in enhancing gastric mucosal lesions and addressing H. pylori infection. WFC is frequently utilized in the treatment of 
atrophic gastritis and intestinal metaplasia. It mainly contains Radix Ginseng Rubra (red ginseng), Rabdosia amethys
toides H. Hara, and fried Fructus Aurantii.23 Red ginseng is known to contain ginsenosides, which exhibit anti-tumor, 
neuroprotective, and antioxidant properties, in addition to enhancing gastrointestinal motility and regulating immune 
responses.24 R. amethystoides demonstrates a range of activities, including anti-tumor, antioxidant, anticoagulant, 
antibacterial, anti-complement, and antipyretic effects, and has the capacity to repair gastric mucosa while promoting 
gastric mucosal hyperplasia.25 Furthermore, Fructus Aurantii has been shown to enhance gastrointestinal motility and 
facilitate the regeneration of gastric mucosal glands.26 Several clinical studies have demonstrated that both monotherapy 
with WFC and combination treatments incorporating WFC exhibit relatively favorable therapeutic effects on precancer
ous lesions associated with gastric cancer.27 The combination therapy utilizing WFC has demonstrated an enhanced 
H. pylori eradication rate in patients with H. pylori -positive atrophic gastritis when compared to conventional triple or 
quadruple therapy.28 Concerning the management of gastrointestinal complications associated with EB and the con
current presence of H. pylori, the potential definitive role of WFC remains ambiguous. Nevertheless, our efforts 
contribute novel insights and practical evidence for the exploration of treatment options for EB.
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In addition, severe esophageal strictures and malnutrition are common in patients with EB who experience concurrent 
esophageal complications, possibly due to inadequate attention during the pre-disease period and insufficient long-term 
mucosal repair treatment. Surgical and interventional procedures are necessary when esophageal strictures cannot be 
reversed and are causing increased suffering for the patient. Continued treatment with regular follow-up is essential to 
consolidate the effects of treatment and reduce the recurrence and exacerbation of the disease, potentially decreasing the 
likelihood of later esophageal strictures that may require surgical intervention.

Our case has several limitations. Firstly, the patient was diagnosed with EB in the dermatology department, as 
indicated in the medical records. Unfortunately, the pathology of the EB diagnosis could not be traced. Secondly, the 
patient declined genetic testing for himself and his family due to financial constraints, and as a result, we were unable to 
assess his family’s genetic predisposition. Thirdly, the association between EB and H. pylori is not conclusive and 
requires confirmation through additional studies. However, this case serves as a reminder that H. pylori need to be taken 
seriously in patients with EB. It also demonstrates the importance of consistent mucosal repair treatment and standar
dized follow-up to prevent more severe complications.

Conclusion
In conclusion, we presented a case of an EB patient with esophageal complications, such as hiatal hernia and BE, who 
was also co-infected with H. pylori, a rare phenomenon in clinical practice. For patients with EB and esophageal 
complications, it is crucial to ensure continuity in mucosal repair treatment and adhere to standardized protocols for 
comprehensive treatment and prevention of disease recurrence. Eradicating H. pylori may facilitate mucosal repair and 
alleviate symptoms.
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