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(IMHMYV) is a rare condition that primarily affects
middle-aged men. IMHMYV is typically associated
with symptoms of abdominal pain, rectal bleeding,

Idiopathic myointimal hyperplasia of mesenteric veins

and diarrhea and endoscopic findings of severe inflam-
mation, ulceration, and pseudopolyps. However, these
clinical symptoms and endoscopic findings are also sug-
gestive of ulcerative colitis and Crohn’s disease, which
are much more common than IMHMV. Thus, patients
with IMHMYV are often misdiagnosed with inflamma-
tory bowel disease that is refractory to medical treatment.
IMHMYV can be definitively differentiated from inflam-
matory bowel disease only after histologic examination
of specimens from the resected colon. In most IMHMV
patients, disease is restricted to the sigmoid colon, but this
case reports IMHMYV in a patient with pancolitis.

Case Report

A 62-year-old man with a history of ulcerative colitis
presented to the emergency department with hemato-
chezia and crampy abdominal pain that was relieved
with defecation. The bleeding began the evening prior
to presentation and consisted of 3 large, bloody bowel
movements. The patient’s medical history included aortic
valve replacement with a mechanical valve 4 years prior to
presentation, paroxysmal atrial fibrillation, hypertension,
and hyperlipidemia. The patient was receiving anticoagu-
lation therapy with warfarin, although administration of
this therapy was inconsistent due to repeat episodes of
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rectal bleeding since his diagnosis with ulcerative coli-
tis. At presentation, the patient’s medications included
warfarin, hydrocortisone suppositories, mesalamine sup-
positories, oral mesalamine, esomeprazole, iron sulfate,
metoprolol, and prednisone (50 mg daily). The patient
had a 60-pack-per-year history of cigarette use until
9 years prior to presentation. He denied any alcohol use
or illicit substance abuse. He did not have a family his-
tory of gastrointestinal disorders, and he did not have any
known drug allergies.

The patient had been diagnosed with ulcerative
colitis 10 months earlier when he had presented
to another hospital with bloody diarrhea and had
undergone a colonoscopy and biopsy. The patient was
initially treated with oral mesalamine, but he failed to
respond to treatment; 1 month later, he started taking
infliximab (Remicade, Janssen Biotech; 5 mg/kg). He
continued to have frequent bloody bowel movements,
and he lost 20 Ibs over the next month.

Eight months prior to the current presentation,
the patient was admitted to our hospital with bloody
diarrhea, hypotension, leukocytosis, and fever. He was
diagnosed with a Clostridium difficile infection based on
results of a stool enzyme immunoassay, and he was suc-
cessfully treated with oral metronidazole. Although his
diarrhea resolved, he continued to experience intermit-
tent bloody bowel movements and progressive weight
loss. A colonoscopy revealed extensive inflammatory
changes with pseudopolyposis, which spared the rectum
and were suggestive of inflammatory bowel disease;
the terminal ileum was intubated and appeared to be
normal. Biopsies revealed mildly active colitis without
granulomas or dysplasia. The patient was discharged on
oral steroids and mesalamine.
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Figure 1. Psecudopolyps and bridging seen on flexible
sigmoidoscopy.

Figure 2. Cobblestoning seen on flexible sigmoidoscopy.

One month later, the patient presented with bloody
diarrhea and underwent an outpatient colonoscopy.
Again, innumerable pseudopolyps were seen on colo-
noscopy, as were several bridging folds and focal luminal
narrowing 20 cm from the anus (Figure 1). Despite these
extensive chronic findings, there was very little active
mucosal inflammation other than mild, patchy friability.
Biopsies revealed chronic colitis with patchy, mild activ-
ity. Testing for C. difficile infection was negative.

Over the next several months, the patient contin-
ued to be moderately symptomatic, with continued
weight loss and approximately 4 bowel movements
per day with intermittent bleeding despite ongoing
steroid use and infliximab therapy (5 mg/kg) every
6 weeks. A colonoscopy showed no endoscopic

improvement (Figure 2); likewise, histologic findings
were unchanged. A biopsy specimen tested negative for
cytomegalovirus infection, and no viral inclusions were
seen on microscopy. Serologic testing was negative for
antineutrophil cytoplasmic antibody, positive for anti—
Saccharomyces cerevisiae immunoglobulin (Ig) A anti-
body (ASCA; 30.1 units), and strongly positive for
ASCA IgG (50.4 units). Due to the patient’s intractable
symptoms and progressive weight loss, he was referred
for a total proctocolectomy with ileostomy.

Prior to his scheduled surgery, the patient pre-
sented to our hospital with hematochezia (the current
presentation). A physical examination revealed a thin
white male who appeared chronically ill but was in no
acute distress. The patient had a temperature of 97.8°F,
pulse rate of 106 beats per minute, blood pressure of
115/64 mmHg, respiration rate of 18 breaths per min-
ute, and oxygen saturation of 100% on room air. His
mucous membranes were dry, and he had no axillary
sweat. His pulmonary examination revealed clear lungs,
and his cardiovascular examination revealed a mechani-
cal 82, TII/VI systolic ejection murmur and tachycardia.
The patient’s abdominal examination revealed normal
bowel sounds; the abdomen was soft with mild ten-
derness in the left lower quadrant and no rebound or
guarding. His skin examination was normal, and his
extremities were without clubbing, cyanosis, or edema.
His rectal examination revealed no stool, but a small
amount of blood was present in the vault.

Laboratory tests revealed a white blood cell count
of 12.8 B/L (normal, 4-11 B/L), hemoglobin level of
6.7 g/dL (normal, 12.5-15 g/dL), and platelet count
of 460 B/L (normal, 400 B/L). The patient’s levels of
electrolytes and creatinine were within normal limits,
his prothrombin time was 19.7 seconds, and his inter-
national normalized ratio was 1.72. His liver enzyme
levels were normal, and his albumin level was 2.3 g/dL
(normal, 3.2-4.9 g/dL).

The patient was admitted and stabilized with intrave-
nous fluids and a transfusion of packed red cells. He had
no further bleeding episodes. His stool tested negative
for bacterial pathogens, including C. difficile. A flexible
sigmoidoscopy again revealed extensive colonic pseudo-
polyposis, which now also involved the rectum, and a
strictured segment 15 cm proximal to the anus, beyond
which the sigmoidoscope could not be advanced. No
biopsies were taken because the patient was scheduled to
undergo surgery the following day.

On the fourth day in the hospital, the patient
underwent a laparoscopically assisted total proctocolec-
tomy with a right lower quadrant Brooke ileostomy. The
patient tolerated the procedure well and was discharged
home 4 days after the operation.
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Figure 3. Lamina propria hyalinization and crypt withering
indicative of mild mucosal ischemia (hematoxylin and eosin
stain, 10x magnification).

Figure 4. Ectatic blood vessels in the mucosa and submucosa
(hematoxylin and eosin stain, 4x magnification). This

histologic change may be due to increased resistance to
intestinal blood flow.

A gross pathologic examination of the resected
colon revealed erythematous, ulcerated, and friable
mucosa throughout the colon, with sparing of the dis-
tal anus and terminal ileum. The left colon was most
severely ulcerated and hemorrhagic, with areas of cob-
blestoning and extensive pseudopolyps. Histologically,
the sigmoid colon lacked significant crypt architectural
distortion, Paneth cell metaplasia, and muscularis
mucosa hypertrophy, all of which are characteristic of
inflammatory bowel disease. Moreover, there was no
active acute inflammation. Sections from the left colon
showed patchy, smudgy hyalinization of the lamina
propria and withering of the superficial portion of the
crypts, which are indicative of mild mucosal ischemia

(Figure 3). A trichrome stain demonstrated increased
submucosal fibrosis, which is a feature of chronic isch-
emia. In contrast, inflammatory bowel disease usually
manifests with muscularis mucosa hypertrophy without
increased submucosal fibrosis.

Furthermore, histologic findings included thick-
ened and ectatic blood vessels in the submucosa and
mucosa, a feature of IMHMYV that is thought to be
due to increased resistance to intestinal blood flow
(Figure 4). Histology also identified myointimal hyper-
plasia with obliteration of the lumen of small and
medium veins in the pericolonic fat; this histologic fea-
ture is pathognomonic of IMHMYV (Figure 5). An elastin
stain confirmed that the process was limited to the veins
(Figure 6). A smooth muscle actin stain demonstrated
concentric proliferation of smooth muscle in the intima
and media of the pericolonic mesenteric veins, high-
lighting the profound narrowing of the venous lumens.
Fourteen lymph nodes were examined, and all tested
negative for malignancy. Due to all of these findings, the
presurgical diagnosis of ulcerative colitis was replaced
with a diagnosis of IMHMW.

Discussion

IMHMYV is a very rare condition that mimics inflamma-
tory bowel disease, specifically ulcerative colitis. IMHMV
is often difficult to clinically or endoscopically distinguish
from inflammatory bowel disease; a definitive diagnosis of
IMHMY requires pathologic examination of the resected
colonic specimen.'? The precise incidence of IMHMV
is unknown, as only 8 cases have been reported in the
literature to date.**

IMHMYV was first described by Genta and Haggitt
in 1991 in a case series of 4 male patients ranging in age
from 25 years to 67.2 years.” Involvement was limited
to the rectosigmoid colon in all 4 patients. The patients’
clinical and endoscopic features were consistent with
those of ulcerative colitis, but their biopsy results were
inconclusive. On postoperative pathology, all specimens
showed areas of focal ischemia and myointimal hyper-
plasia of mesenteric venules with little evidence of active
inflammation. The average time from initial symp-
toms to surgical intervention ranged from 1 month to
6 months, and there was no disease recurrence in up to
7 years of follow-up.*

The histologic hallmark of IMHMYV is hypertrophy
of the intimal layer of the mesenteric veins without sur-
rounding venulitis or involvement of the arteries.” The
extent of intimal hyperplasia and venous obstruction
varies but is present (to some degree) in all of the small
and medium venules. A smooth muscle actin immuno-
histochemical stain can be used to confirm concentric
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Figure 5. Myointimal hyperplasia in the vein (right;
hematoxylin and eosin stain, 10x magnification). The artery is

unaffected (left).

Figure 6. An elastin stain readily differentiates a vein from an
artery by showing the absence of an arterial elastic lamina. In
this Elastic Van Gieson stain (10x magnification), myointimal

hyperplasia in the vein almost occludes the lumen (right). The
artery is unaffected (left).

proliferation of smooth muscle cells in the intima and
media of medium-sized intramural/mesenteric veins.
As shown in our patient, endoscopic biopsies are inad-
equate for establishing the diagnosis of IMHMW.

The pathophysiology of IMHMYV is speculative. A
case series suggested that nonsteroidal anti-inflammatory
drugs (NSAIDs) may play a role, but our patient
reported no regular use of NSAIDs.> Abu-Alfa and col-
leagues observed that the histopathologic changes seen
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in IMHMYV patients are very similar to those seen in
explants with failed saphenous vein grafts from coronary
artery bypass specimens.® These veins also show the char-
acteristic luminal ablation by hyperplastic smooth muscle
tissue that stains positive for smooth muscle actin and
collagen type IV. However, no arteriovenous malforma-
tions were identified in our patient during resection. The
predominance of IMHMYV in the rectosigmoid colon has
led some researchers to propose that increased mobility
of this colonic segment results in repeated trauma to the
vessels and, in turn, occult arteriovenous fistula formation
or focal hypoxia that leads to intimal hyperplasia.”

An interesting, and perhaps related, disease entity is
mesenteric inflammatory veno-occlusive disease, another
acquired disorder of mesenteric venules that also mimics
inflammatory bowel disease. Occurring equally in men
and women, this disorder often presents with a fulminant
clinical course and progresses over weeks.® Sites of involve-
ment can include both the colon and the small bowel.
This condition parallels IMHMYV in that only small and
medium venules are involved and the arterial system is
spared. However, vascular inflammation is present, with
a lymphocytic or neutrophilic infiltrate. Most vessels also
demonstrate myointimal hyperplasia, and there is no
systemic or skin involvement in the vasculitic process.’
Due to the rarity of both conditions, it is unclear whether
they are simply different spectrums of the same disorder
or whether they are separate disease processes.

Although IMHMYV has been limited to the sig-
moid colon in past reports, our patient had a diagnosis
of pancolitis at the time of proctocolectomy, which
is a novel presentation of IMHMV. Even though
our patient’s age was at the upper limit of the ages of
IMHMYV patients reported thus far, his clinical course
and mimicry of inflaimmatory bowel disease were
consistent with past reports of IMHMYV. The chronic
mucosal changes associated with inflammatory bowel
disease were present, and the severity of our patient’s
symptoms appeared somewhat greater than the degree
of mucosal inflammation. As with past cases, tradi-
tional therapies for inflammatory bowel disease—ste-
roids and mesalamine—failed to induce remission. The
anti—tumor necrosis factor agent infliximab was also
ineffective in our patient. As with past cases, the diag-
nosis was established after pathologic resection revealed
hyperplasia of the myointimal layer of the mesenteric
veins and complete sparing of the arterial vasculature.

Treatment of IMHMYV patients with surgical
resection limited to the affected colonic segment has
been successful.’® Follow-up for up to 7 years after
resection has not revealed any disease recurrence.* Our
patient required total proctocolectomy because he had
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pancolonic involvement and was considered to be a
poor candidate for an ileal pouch—anal anastomosis.

Summary

IMHMYV is a rare condition but one that should be
considered in the differential diagnosis of colonic
inflammatory bowel disease that is refractory to standard
therapy, particularly disease limited to the rectosigmoid
colon. It may not be possible to establish the diagnosis
of IMHMYV prior to surgical resection or a full-thickness
biopsy, but maintaining a high clinical suspicion may
spare patients ineffective treatment. Surgical resection
is the mainstay of therapy for IMHMYV patients, and
there have not been any reports of postoperative disease
recurrence.
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IMHMYV was first reported in 1991 by Genta
and Haggitt, and fewer than a dozen case reports have
subsequently been published in the literature.? The
clinical course of this disease is usually characterized
by protracted abdominal pain, weight loss, and bloody
diarrhea in young, previously healthy men, although
IMHMYV has more recently been reported in older
patients, including women.>* Segmental involvement
of the rectosigmoid colon is most commonly reported,
although involvement of the ileum has also been
described.” IMHMYV is routinely mistaken for inflam-
matory bowel disease because of the similarity in age
distribution, symptoms, and endoscopic findings. Fri-
able, edematous, and erythematous colonic mucosa is
commonly observed early in the disease course, followed
later by patchy ulcerations and inflammatory exudate."”

An important clue when differentiating inflam-
matory bowel disease from IMHMYV comes from the
evaluation of biopsies, as the typical endoscopic features
of ulcerative colitis or Crohn’s disease are notably absent
in patients with IMHMYV. Although specific criteria for
the diagnosis of IMHMYV based on mucosal biopsies have
been reported, biopsy findings are usually nonspecific or
suggest an ischemic etiology."*® The key point for the
clinician is that the biopsies do not support the presump-
tive diagnosis of inflammatory bowel disease. Fortunately,
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surgery appears to be curative, as disease recurrence after
resection has not been described to our knowledge.

It is quite difficult to determine the true incidence
of IMHMY, as this condition has only been diagnosed
to date in patients who experience a complication that
requires colon resection. It is possible that there are milder
forms of IMHMYV that do not have the virulent nature
of the cases reported in the literature, as the diagnosis of
this condition has routinely been established only after
histopathologic review of the colectomy specimen. Endo-
scopic biopsy findings of IMHMYV are subtle and consist
of congestion, ischemic change, and regenerative mucosal
changes; however, there is no sign of chronicity to sug-
gest inflammatory bowel disease. High-power magnifica-
tion reveals numerous prominent dilated vessels that are
diffusely distributed throughout the lamina propria. As
opposed to the dramatic and “spectacular” findings noted
in the veins of the surgical specimen, the mucosal changes
are relatively nonspecific.!

The pathognomonic findings in the resected speci-
men consist of nonthrombotic, noninflammatory occlu-
sion of the mesenteric veins secondary to intimal smooth
muscle hyperplasia. In other settings when venous occlu-
sion leads to ischemic bowel, there is mesenteric vein
thrombosis.” On routine hematoxylin and eosin stains,
the characteristic venous occlusion/hyperplasia can
be mistaken for the more common findings of arterial
occlusion even when actin staining is used for smooth
muscle identification, potentially creating diagnostic
confusion.” Therefore, in cases of suspected IMHMYV,
elastin stains are particularly valuable for differentiating
arterial from venous blood vessels.!

Nonthrombotic mesenteric vein occlusion has been
shown to occur in forms of systemic vasculitis, such
as Behget disease, systemic lupus erythematosus, and
enterocolic lymphocytic phlebitis.*® These disorders,
which are known as mesenteric inflammatory veno-
occlusive diseases, have unique patient demographics,
unique distribution of disease, and a characteristic
lymphocytic infiltrate on histology that is not present
in IMHMV samples.'>'? Mesenteric inflammatory
veno-occlusive diseases are rare conditions that occur
without gender preference, across a wide age distribu-
tion, and involve different segments of the small and
large intestines; there is no known relationship between
this inflammatory phlebitis and the noninflammatory
changes of IMHMV.

Abu-Alfa and associates initially hypothesized that
IMHMY is caused by acquired segmental arteriovenous
fistulization secondary to trauma because mesenteric
veins in patients with this disease closely resemble
arterialized vessels from saphenous vein bypass grafts
or dialysis fistulae.*'*" Focal myointimal hyperplasia

has been shown to occur more often in bowel patients
who have undergone trauma prior to resection such
as previous surgery, incarceration, or intussusception.’
A retrospective angiographic review of a patient with
IMHMYV revealed a tortuous, enlarged marginal artery
in the region of the rectosigmoid colon, but there was no
obvious sign of early venous filling."

Korenblit and colleagues presented a case report of
a 62-year-old man with IMHMV.® As is usual in this
condition, the signs, symptoms, and endoscopic find-
ings were strongly suggestive of inflammatory bowel
disease. The patient’s presentation of crampy abdominal
pain and bloody stools, endoscopic findings consistent
with inflammatory bowel disease, and prolonged unsuc-
cessful treatment with 5-aminosalicylic acid, steroids,
and biologic agents are all routine for patients who
are ultimately diagnosed with IMHMYV. The figures in
this case report show inflammatory pseudopolyps and
cobblestoning of the mucosa, which certainly resemble
endoscopic findings of inflammatory bowel disease.
The finding of chronic active colitis on biopsies taken
8 months prior to presentation makes this case chal-
lenging, as mucosal changes in IMHMYV patients do
not typically appear to support the diagnosis of inflam-
matory bowel disease and have been a “red flag” in
previous reports.

Of note in this case report, the final colectomy speci-
men did not demonstrate mucosal findings suggestive
of inflammatory bowel disease. There was no architec-
tural distortion of the crypts or Paneth cell metaplasia.
Whether the initial biopsies were misinterpreted or the
findings were confounded by Clostridium difficile infec-
tion or another concomitant process is unclear, particu-
larly since this patient had pancolitis rather than the more
usual segmental disease. Figure 5 nicely exemplifies the
myointimal hyperplasia causing obliteration of the lumen
of the veins. An elastin stain confirmed that the changes
were confined to the venous outflow.

In summary, IMHMV should be suspected in
young men presenting with proctosigmoiditis when
biopsies are not consistent with inflammatory bowel
disease. With increasing awareness, clinicians may be
able to identify IMHMYV prior to complications that
necessitate surgery. Having said that, there is no known
medical cure for IMHMYV, as the few cases reported to
date have not responded to the usual medical regimens
for treatment of inflammatory bowel disease. As this
disease becomes more widely recognized and reported,
the pathogenesis, distribution of disease, natural his-
tory, and best treatment will hopefully become known.
Fortunately, IMHMYV patients who have been resected
appear to be cured, with no recurrence of disease-related
activity or symptoms.
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