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Abstract
Hemoglobin E (HbE) disease is an inherited autosomal recessive disorder presented as mild anaemia and occasionally a slightly enlarged spleen but usually do not 
have disease symptoms and do not require treatment. Crohn’s disease is an uncommon inflammatory bowel disease having relapsing and remitting course usually 
extending over years involving any part of the gastrointestinal tract presenting as abdominal pain, diarrhea and weight loss, a rare disease in Bangladesh. Here we 
are presenting a case of 23-year- old female of HbE disease with melaena and severe anaemia who later diagnosed as Crohn’s disease concurrent with HbE disease.
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Introduction
Hemoglobin E (HbE) disease is a mild, inherited blood disorder 

characterized by an abnormal form of hemoglobin, called hemoglobin 
E. People with this condition may have very mild anemia, but the 
condition typically does not cause any symptoms. It is inherited in an 
autosomal recessive manner and is caused by a mutation in the HBB 
gene. The mutation that causes hemoglobin E disease primarily occurs 
in Southeast Asian populations, and rarely in Chinese populations. 
Most people with HbE disease do not need any treatment [1,2]. Our 
patient of HbE disease presented with melaena and severe anemia 
in whom Crohn's disease of the small bowel was established as the 
cause of bleeding. Gastrointestinal bleeding in Crohn's colitis is well 
recognized, whereas massive gastrointestinal (GI) bleeding as the 
symptom of Crohn's ileitis is rare. Only few cases of such presentations 
are documented in the literature.

Case Summary
A 23-year-old girl, 3rd issue of consanguineous parents from 

Joypurhat district presented with passage of black tarry stool for 6 
years, abdominal pain for same duration and Hemoglobin E Disease 
for 18 years. Initially she noticed passage of occasional black, tarry, 
offensive semisolid stool turned red color on mixing water but 
for last 6 months she noticed it in her everyday bowel habit, twice 

a day. History of frequent abdominal pain, diffuse dull aching in 
nature, sometimes colicky, no radiation, no relation with food and 
defecation. No history of anorexia, nausea, vomiting, haematemesis, 
fever, night sweat, wt loss, joint pain, skin rash, perianal pain, eye 
problem or contact with smear positive TB patient. No history of any 
NSAID intake, any bleeding disorder, such illness in her family. She 
was a diagnosed case of hereditary hemolytic anaemia (HbE disease) 
on the basis of anemia, jaundice and haemoglobin electrophoresis 
report (Hb A 25.4%, HbF 1.9%, HbE 68.5%, HbA₂ 4.2%, Comment: 
HbE disease) 18 years back. Since then, history of repeated blood 
transfusion, initially 1 to 2 unit per month but for last 1 year she 
had history of transfusion of 3-to-4-unit blood per month because 
of severe weakness and generalized pallor. Her menstrual cycle was 
irregular. She had two brothers and sister; all were healthy. General 
examination revealed weight 38 kg, height 152 cm, BMI 16.45 kg/
m2. Severely anaemic. There was no lymphadenopathy, thyromegaly. 
Her vital signs were normal. Abdomen examination revealed 
splenomegaly about 3.5 cm from left costal margin along the anterior 
axillary line, firm in consistency, margin regular, notch present. There 
was no other organomegaly and ascites. Other systemic examination 
revealed no other abnormality. On investigation (Tables 1 and 2) 
haemoglobin was markedly reduced, ESR normal, CRP high (normal 
value <6, faecal calprotectin 103.0 µg/dl (>200 µg indicative of active 
organic disease with inflammation in the GI tract). Tuberculin test 
positive. USG of whole abdomen showed splenomegaly, multiple 
enlarged lymph nodes in para-aortic region, left sided mild pleural 
effusion. Chest Xray was normal. We planned USG guided FNAC 
of para-aortic lymphnode but was undone because no lymph node 
found on procedure day. Endoscopy of upper GIT showed erosive 
gastritis, colonoscopy normal, double balloon enteroscopy showed an 
oozing jejunal ulcer and also few ulcers with erosions at proximal part. 
A biopsy was taken from jejunal ulcer and report revealed chronic 
jejunitis. Meckel’s Scan showed negative for Meckel’s Diverticulum. 
Based on above findings we could not reach a definite diagnosis so 
we planned a capsule endoscopy but it was not available. We referred 
the patient to Surgery department of BSMMU for exploratory 
laparotomy. After opening the abdomen, jejunum was normal but 
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there were multiple strictures, sacculation in some part of Ileum and 
mesenteric fat creeping over it, macroscopically consisting features of 
Crohn’s disease. Excision of affected part of ileum (about 15 cm) and 
restoration of gut continuity by end-to-end anastomosis was done. 
Histopathology of resected part of ileum revealed polypoid lesion and 
ulcerated area, lined by granulation tissue, transmural infiltration of 
acute and chronic inflammatory cells including eosinophils, foci of 
antral metaplasia, no granuloma or malignancy was seen. Findings 
were compatible with Crohn’s disease and inflammatory pseudopolyp 
(Figures 1-3).

Discussion
Hemoglobin E is abnormal hemoglobin with a single point 

mutation in the ß-chain. At position 26 there is a change in the amino 
acid from glutamic acid to lysine. HbE is the second commonest 
abnormal hemoglobin after sickle cell hemoglobin (HbS). It is very 
common in south east asia, where its prevalence can reach 30%-
40% in some parts of Thailand, Cambodia and in Laos. HbE is also 
found in Sri lanka, North Eastern India, Bangladesh, Pakistan, Nepal, 
Vietnam, Malayasia [1-4]. Hb E can be detected on electrophoresis. 
The presentation of Hb E disease is mild to moderate. Most patients 
show clinical symptoms by the age of 10 years. The most common 

Parameters Patient
Haemoglobin (g/dl) 6.5
ESR (mm in 1st hr) 5
RBC (×1012 /L) 3.06
Platelet (×109/L) 400
WBC (×109/L) 9.5
PMF Microcytic hypochromic anaemia
S. Iron (µgm/dl) 15.2
S. Ferritin (ng/ml) 42.5
TIBC (µgm/dl) 186
Bilirubin (T) 0.5
Bilirubin (D) 0.09
LDH (U/L) 163
Hb electrophoresis 
HbA 25.40%
HbF 1.90%
HbE 68.50%
Hb A₂ 4.20%
CRP (mg/dl) 8.29 mg/dl
Faecal calprotectin (µg/dl) 103
Tuberculin test Positive (skin induration 22 mm)
Urinanalysis Normal
Stool R/E, C/S Normal

Table 1: Laboratory findings.

Table 2: Imaging, procedure and histopathology report findings.
Chest X-Ray Normal
ECG Normal
USG of whole abdomen Splenomegaly, multiple enlarged lymph nodes in para-aortic region, left sided mild pleural effusion.
 Erosive gastritis
Endoscopy upper GIT  
Colonoscopy Normal rectum and colon upto the caecum 
Proctoscopy Normal findings 
Double Balloon Enteroscopy An ulcer with oozing blood is seen at mid jejunum. There are also few ulcers with erosions are seen at proximal part.

Histopathology of jejunal ulcer Section shows jejunal mucosa, some of the villi are short, the lamina propria contains moderate number of chronic 
inflammatory cells, no granuloma or malignancy is seen, Comment: Chronic jejunitis. 

Meckel’s Scan Negative for Meckel’s Diverticulum, containing heterotopic gastric mucosa.

Histopatholopgy of resected illeum

Gross examination: Specimen consists of a part of small intestine measuring 32 cm, some area shows luminal narrowing, the 
lumen shows 13 polyps, largest one measures 1 cm, few areas of the lumen is ulcerated, some area of serosa shows constrictions. 
Microscopic appearance: Section made from polypoid lesion and ulcerated area are lined by 
granulation tissue. It also shows transmural infiltration of acute and chronic inflammatory cells 
including eosinophils. Foci of antral metaplasia are also seen. No granuloma or malignancy is seen. 
Report: Compatible with Crohn’s disease and inflammatory pseudopolyp.

Figure 1: Haemoglobin electrophoresis showing HbE disease.

Figure 2: Double balloon enteroscopy showing an ulcer with oozing blood 
at mid jejunum.

presentation of Hb E disease is no or mild anemia, jaundice, fever, 
abdominal pain and gastrointestinal disturbances with or without 
splenomegaly [5]. The blood picture shows microcytic hypochromic 
red cells with or without any evidence of hemolysis [6]. Our patient 
is a diagnosed case of HbE disease for 18 years. For last 6 years she 
had been suffering from occasional melaena which was increasing 
in amount and frequency for last 6 month associated with severe 
anaemia corrected by 3–4-unit blood transfusion per month. It was 
unusual in HbE disease. So, we started searching other causes of 
melaena because that severe anaemia was due to excessive passing of 
altered blood in stool. Our differential diagnosis was HbE disease with 
Inflammatory bowel disease/ abdominal tuberculosis/ lymphoma/ 
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Figure 3: Resected part of ileum showing multiple strictures, sacculation and 
mesenteric fat creeping over ileum.

meckle’s diverticulum/ vascular malformation. Double balloon 
enteroscopy showed the bleeding source, an oozing ulcer at mid 
jejunum and few ulcers with erosions at proximal part. By that time 
the patient complained of more blood passing in stool associated with 
abdominal pain so we transferred the patient in surgery department 
for diagnostic and therapeutic laparotomy which revealed multiple 
strictures, sacculation and mesenteric fat creeping over some part 
of ileum. The affected part of ileum (about 15 cm) was resected and 
end to end anastomosis was done. Histopathology report revealed 
features suggestive of Crohn’s disease and inflammatory pseudopolyp. 
Crohn's disease is a chronic transmural inflammation that may 
occur anywhere in the gastrointestinal tract from mouth to anus. It 
commonly affects the terminal ileum, colon and the perianal region 
[7]. Most symptomatic patients can be classified into three anatomic 
groups on the basis of radiologic and endoscopic findings: (a) Small 
bowel disease alone (30-40%), (b) Disease of both small and large 
bowel (40-55%) and (c) Large bowel disease alone (15-25%) [8]. In 
patients with small bowel involvement, the terminal ileum will be 
involved in at least 90% of the cases. Crohn's disease primarily affects 
younger age groups, especially those in their teens and twenties, as in 
this case; although there may be a second peak in the eighth decade 
of life [9].

Conclusion
If a patient of HbE disease present with severe anaemia, we should 

keep in mind other pathology for that anaemia because HbE disease 
causes no or mild anaemia. Our patient presentation was melaena, 
severe anaemia and the cause of that severe anaemia was passing of 
excessive amount of altered blood in stool as manifestation of Crohn’s 
disease.
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