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An unexpected igg4-related enteropathy
masquerading as a stricturing malignancy

Abstract

1gG4 related enteropathy is a rare entity with a characteristic histologic picture and
clevated IgG4 plasma cells that may mimic malignancy on clinical presentation.
This report describes a 68year old female that developed abdominal pain, nausea,
and vomiting refractory to medical management. A CT scan showed a 6 centimeter
segment of thickened and strictured right colon. Biopsies of the mucosa showed
ulceration, granulation tissue, and mucosal injury. Due to concern for malignancy,
a right hemicolectomy was performed with the final pathology displaying multifocal
lymphoplasmacytic infiltrates and 1gG4 positive plasma cells within fibrotic regions
of the submucosa. This case highlights the unique and challenging presentation of
1gG4 enteropathy with an emphasis on early detection and preventing unnecessary
surgical morbidity, as this disease process is highly responsive to steroids.
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Introduction

1gG4 related disease is a rare, mass forming, multisystem fibrotic
disorder that often imitates a neoplastic process. Early diagnosis
is challenging, as it presents with a myriad of vague, nonspecific
symptoms based on the location and subsequent organ dysfunction
from fibrosis. Involvement of the lower gut is extremely uncommon
and only a few cases have been reported in the medical literature.'
The characteristic histologic findings are a dense lymphoplasmacytic
infiltrate, dense fibrosis arranged in a storiform pattern, and obilterative
phlebitis.! The presence of IgG4 positive plasma cells is required for
the diagnosis with an IgG4/IgG ratio of greater than 40% providing
additional support.! Early diagnosis, although difficult, is important
because most patients respond well to corticosteroids in 2-4weeks.?

Case presentation

A 68year old female with a past medical history significant for
arthritis, hyperlipidemia, overactive bladder, reflux, and hysterectomy
presented with right sided abdominal pain, nausea, and vomiting.
After admission to an outside hospital, a CT scan showed a 6cm
segment of right colon with wall thickening and periluminal lucency
suggesting submucosal gas. The right sided abdominal pain subsided
after the hospitalization. A small bowel series performed after her
hospital stay was within normal limits. A colonoscopy performed
several months later revealed a tight stricture at the beginning of the
ascending colon that was not amenable to dilation. A pediatric scope
was passed through the stricture and the terminal ileum was noted to
be within normal limits. Biopsies of the strictured area were taken that
showed ulceration, granulation tissue, mucosal injury, and ultimately
no evidence of malignancy.

Six months after the initial presentation, a staging CT scan of
the thorax, abdomen, and pelvis was performed prior to right
hemicolectomy that showed an area of circumferential thickening
beginning at the ileocecal valve and extending several centimeters

cephalad. No gross extension into the pericolonic fat was seen on
imaging. On gross exam, the right hemicolectomy specimen had a
stricture with hemorrhage measuring 1.5 x 1.5 x 0.1cm at the cecal-
ascending colon interface. The remainder of the specimen was
unremarkable.

The entire strictured area was submitted for microscopic analysis.
These sections showed chronic inflammation, crypt architectural
distortion, and marked submucosal fibrosis with a multifocal
lymphoplasmacytic infiltrate (Figure 1) (Figure 2). No neoplasm was
identified. Immunohistochemical stains for IgG (Figure 3) and 1gG4
(Figure 4) were performed that highlighted foci of lymphoplasmacytic
aggregates and many IgG4 positive plasma cells within the fibrotic
areas. The histologic and immunophenotypic evidence supported the
diagnosis of IgG4 related enteropathy in this patient.

Figure | Microscopic analysis of strictured area containing chronic
inflammation, Crypt architectural distortion.
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Figure 2 Microscopic analysis of strictured area containing marked
submucosal fibrosis with a multifocal lymphoplasmacytic infiltrates.

Figure 3 Immunohistochemical stains for IgG.

Figure 4 Immunohistochemical stains for IgG4.

Discussion

This report describes a case of a large bowel stricture as a result
of IgG4 related enteropathy. The gold standard for diagnosing
IgG4 related disease is identifying the characteristic histologic and
immunohistochemical features. The three distinctive histologic
features are a dense lymphoplasmacytic infiltrate, dense fibrosis
arranged in a storiform pattern, and obliterative phlebitis.' The least
common feature, obliterative phlebitis, is the most unique feature of
the disease.! Immunohistochemical characteristics that support the
diagnosis are abundant IgG4 positive plasma cells, ranging from
11 to more than 200 per high power field.> A cutoff of more than
50 per high power field is highly specific, but different values are
proposed for different tissues and surgical specimens.> A definitive
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diagnosis requires 2 out of 3 histologic criteria to be met, and there
are differing opinions regarding whether an IgG4 to IgG plasma cell
ratio greater than 0.4 is supportive of the diagnosis or mandatory for
the diagnosis.'?

This IgG4 related enteropathy presentation continues the trend
of being suspicious for a malignant process given the rarity of IgG4
related enteropathy involving the bowel wall. Clinicians rarely
encounter this disease, so it remains low on the differential diagnosis.
A Japanese study estimated the prevalence of any type of IgG4 related
disease at approximately 6 per 100,000 inhabitants® and there have
been few reports of isolated IgG4 enteropathy of the bowel wall**
and of IgG4 related enteropathy causing bowel obstruction or
stricture® in the medical literature. While there are many reports of
IgG4 related sclerosing mesenteritis, [gG4 related disease involving
the lower tubular gut is generally met with scepticism.” A proposed
explanation for this rare phenomenon is that the disease originates in
the mesentery and then spreads to the bowel wall.® There have been a
few cases diagnosed on biopsy specimens, but the majority of reports
are diagnosed after surgical resection.**

This case demonstrates a unique presentation in that the IgG4
related disease solely involved the ascending colon causing
circumferential wall thickening without any mesenteric involvement.
IgG4 related enteropathy continues to be a challenging diagnosis on
biopsy, as the characteristic histologic features are rarely present in
the superficial mucosa. Review of the patient’s past medical history
could possibly raise suspicion for this diagnosis with 30-50% of
patients having an atopic history of allergies, eosinophilia, and/or
elevated IgE levels.>>!° Also, investigation of serum IgG4 levels could
prove helpful in making the diagnosis.!” A serum IgG4>1.35g/L has
a sensitivity of 97.0% and a specificity of 79.6% in diagnosing IgG4
related disease, however, patients with early or limited disease may
not have an elevated level."

Conclusion

Continued interest in improving the early diagnosis of this
entity is needed to institute early corticosteroid therapy and prevent
unnecessary surgical procedures. In cases such as this, with bowel wall
thickening as the sole radiographic finding, perhaps more generous
biopsy specimens would help to identify the characteristic histologic
findings present in the submucosa and aid in early diagnosis.
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