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Abstract

the gastrointestinal tract in hemophiliac patients.

Intestinal subocclusion is a clinical picture characterized by an incomplete interruption of the distal progression of
the intestinal contents, and it may be due to multiple causes. We present here the case of a 20-year-old male with
severe hemophilia A who developed symptoms of periumbilical abdominal pain and intestinal subocclusion. The CT
scan revealed submucosal hemorrhage in the jejunum and dilatation of the proximal segments. A conservative
treatment with plasmatic factor VIl was applied and the patient showed good response to the treatment and
resolution of the intramural hematoma. With this case we want to highlight this intestinal manifestation of hemophilia,
its atypical clinical behavior as intestinal subocclusion and its good response to a conservative treatment with factor
VIII, as opposed to surgery as the first therapeutic option. We also offer a review of the last cases of hematomas in
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Introduction

Intestinal subocclusion is a clinical picture caused by an incomplete
interruption of the distal progression of the intestinal contents, and it
may be due to multiple causes, mainly extrinsic, such as hernias,
volvuli, adherences and masses (abscesses, hematomas and tumors),
and also intrinsic, such as inflammatory stenosis, polyps, foreign
bodies and neoplasms, among others.

On the other hand, gastrointestinal hemorrhages are currently
relatively common, and one of their main causes is the widespread use
of oral anticoagulants or their accidental overdose [1]. They are
considered a common complication in cases of hemophilia, with an
incidence between 10% and 25% [1]. However, submucosal
hematomas on the abdominal wall are less frequent [1], both in
anticoagulated patients and in hemophiliacs. Spontaneous intramural
hemorrhage is a rare finding characterized by abdominal pain, and
depending on its severity and location, it may imitate the symptoms of
digestive tract obstruction. We describe an atypical presentation of an
episode of intestinal obstruction in a 20-year-old male patient
diagnosed with severe hemophilia A. We review the cases published in
the literature with intramucosal hemorrhages in the gastrointestinal
tract, as well as their diagnostic and therapeutic management.

Case Report

We present the case of a 20-year-old male patient diagnosed with
severe hemophilia A (FVIII: C<1%) from birth in his country of origin
and who had never received specific treatment until he arrived in
Spain at age 19. The patient was assessed by the Department of
Hematology of our hospital and secondary prophylaxis with plasma
factor VIII with high concentration of von Willebrand factor (40

Ul/kg) was administered three times a week (Malmo protocol) [2]. He
also required rehabilitating treatment due to a severe arthropathy on
elbows, knees and ankles. Once that the prophylactic treatment was
started, the doses had to be intensified in two occasions due to
repeated hemarthrosis on the elbow and knee, respectively.

At age 22, the patient was admitted as an emergency with
generalized abdominal pain of 5 days of evolution. The pain was
constant, mainly located on the periumbilical region. It did not change
with food intake or changes in posture. The patient did not report any
traumatic background. 24 hours before the pain had increased its
intensity and there were nauseas, vomiting and slight fever. He did not
present with diarrhea.

The physical examination revealed abdominal pain on palpation,
mainly on the periumbilical area, with a slightly distended and
tympanic abdomen, with normal air-fluid sounds. The analysis did not
show any noticeable alteration, with normal coagulation tests
(prothrombin activity: 18%; prothrombin time: 1.02 INR; activated
partial prothrombin time: 40.0 seconds), hemoglobin: 15.9 d/dL;
273000 platelets/uL and 9810 leukocytes/uL without neutrophilia. The
abdominal X-ray in standing position (Figure 1) showed edema and
dilatation of the loops of the small intestine with air-fluid levels. Given
the suspicion of intestinal obstruction, a computerized tomography
scan was performed (CT), and it revealed a parietal thickening in a
wide segment of the jejunum, with homogeneous enhancement after
the administration of intravenous contrast. The scan also showed the
loss of a normal layered structure and hypodensity of the submucosal
layer associated to a dilatation of the proximal segments which is
compatible with submucosal hemorrhage (Figure 2).
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Figure 1: Edema and dilatation of small intestine loops with air-
fluid levels.

Figure 2: Parietal thickening of a wide segment of the jejunum with
homogeneous enhancement after the administration of intravenous
contrast. It loses its normal layered structure and shows
hypodensity of the submucosa, associated with dilatation of the
proximal segments, compatible with submucosal hemorrhage.

The patient was hospitalized with digestive rest and nasogastric
decompression. Also, plasma factor VIII with high concentration of
von Willebrand factor was administered intravenously every 12 hours
for seven days, with monitoring of FVIII:C>80% and a gradual descent
of the need to administer FVIII. In addition, no anemization was
observed and the patient did not require support with a transfusion or
iron. The pain disappeared progressively and afterwards the patient
started oral diet with good tolerance. The control CT scan performed 7
days after admission shows that the hematoma had resolved
completely and the patient was discharged with no recurrences so far.

Discussion

It is known that the most common cause of intramural spontaneous
hematoma in the small intestine is the intake of oral anticoagulants [1].
Gastrointestinal bleeding in hemophiliac patients may appear in
between 10% and 25% of the cases, and up to 85% of them are due to
peptic ulcers [3]. These figures have been growing over the last years

due to the introduction of nonsteroidal anti-inflammatory drugs in the
treatment of chronic hemophilic arthropathy [4]. Bleeding on the
intestinal wall is rare [5]. According to the literature, and extending the
review carried out by Katsumi et al. in 2006 [6], there are 33 described
cases of intramural hematoma of the gastrointestinal tract from 1964
to this day. The age ranged from 7 to 78 years. In this group, 15
patients showed an hematoma on the small intestine [5,-7,10-16], 5 on
the stomach [17-21], 4 on the esophagus [22-25], 4 on the duodenum
[26], and 2 on the colon [8,16]. Three cases of transient intestinal
invaginations were observed [14,27,28] two of which were resolved
without surgery [14,27]. The most common physiology might be the
rupture of the terminal arteries as they enter the muscle layer of the
intestinal wall. The hemorrhage dissects the wall between the
muscularis mucosae and the muscle layers, but the viability of the
mucosa is preserved [29,30]. Computerized tomography is the
diagnostic method of choice because it is highly sensitive and it defines
the location and extension of the hemorrhage [1,32]. An essential
factor in this type of hemorrhage is the identification of their cause. In
the event of the absence of trauma, spontaneous gastrointestinal
hemorrhages may be associated both to an infection with Helicobacter
pylori [33] and to the use of NSAIDs [34], and they may even be due to
the development of an inhibitor, as is the case in up to 30% of all cases
of severe hemophilia A [35]. The non-surgical medical treatment
should be the initial approach [1,6,31], whereas surgery should be
reserved for cases in which a complication is suspected, such as
intestinal  ischemia, perforation, peritonitis, intra-abdominal
hemorrhage and untreatable obstruction [1,31]. General measures
include intestinal rest, nasogastric decompression, and correction of
the electrolytic alterations. It is essential to start treatment on the
shortage of factor VIII, to increase its levels >80% in the acute stage
and to continue with maintenance treatment afterwards in order to
keep FVIII around 50% for 14 days [36,37]. In the cases in which the
cause is the development of an inhibitor, it is necessary to identify it by
verifying its titer with the Bethesda technique [38], because an early
detection makes it possible to choose an adequate treatment based on
immune tolerance [39]. In case of failure to immune tolerance or
bleeding which cannot be controlled after reestablishing factor VIII,
activated prothrombin complex concentrate (APCC) may be
administered, as well as recombinant factor VIIa (rVIIa) [5-7] and
even anti-CD20 [40]. In our case, the cause of the hematoma was an
abdominal trauma, and the patient showed good evolution with the
treatment that was applied.

Conclusions

This case tries to underline the possibility that hemophiliac patients
have of suffering from submucosal hematomas of the gastrointestinal
tract with or without prior trauma, apart from the most common
problems, such as gastrointestinal bleeding, hemarthrosis, intracranial
hematomas or hematuria. In some cases, intramural hematoma may
lead to an atypical behavior with intestinal obstruction symptoms, as
in the case we present here. We wish to highlight the importance and
sensitivity for diagnosis of computerized tomography in cases of
clinical suspicion, and to emphasize the good response to an early
conservative medical treatment in the cases described, compared with
an initial surgical approach, which should be implemented only in
complicated cases (Table 1).
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Age Coagulation disorder | Inhibitor titer | Location in the gastrointestinal| Treatment Reference
(activity of Factor VIIl) | (BU/mL) tract
1 20 Hemophilia A - Jejunum FVIll This report
2 7 Severe hemophilia A >10 sigma APCC, rVlla [8]
3 37 Hemophilia A - Distal ileum FVII [71
4 17 Severe hemophilia A| 1048 Jejunum APCC, rVlla [6]
(<1%)
5 34 Severe hemophilia A High Jejunum rVila [5]
6 74 Mild hemophilia A 27 Small intestine APCC, rVlla [10]
7 78 Acquired FVIII inhibitor >15 Esophagus Intravenous human | [22]
immunoglobulin, oral
prednisolone, and oral
cyclophosphamide
8 n.s Hemophilia A - Esophagus FVII [23]
9 14 Severe hemophilia A/ - Jejunum FVil [11]
(<1%)
10 47 Severe hemophilia A 0.9 Small intestine FVil [12]
11 31 Hemophilia A (4.5%) - Esophagus Cryoprecipitate and | [24]
antituberculous treatment
12 Child Hemophilia - Duodenum Deferred surgery [26]
13 Child Hemophilia - Duodenum Deferred surgery [26]
14 Child Hemophilia - Duodenum Conservative therapy [26]
15 Child Hemophilia - Duodenum Conservative therapy [26]
16 31 Hemophilia A - Small intestine Laparotomy [13]
17 40 Hemophilia A - Jejunum FVIII [13]
18 8 Hemophilia A - Proximal jejunum, FVIII, laparotomy [28]
jejuno-jejunal
intussusception
19 9 Severe hemophilia A 4~8 Stomach FVIII [17]
20 34 Hemophilia A Positive Small intestine FVill [14]
21 19 Hemophilia A - Small intestine FVill [14]
22 47 Hemophilia A - Jejunum FVill [14]
23 16 Hemophilia B - lleocolic intussuception FIX [14]
24 23 Severe hemophilia A/ - Stomach Cryoprecipitate [19]
(<1%)
25 13 Severe hemophilia A/ - lleocolic intussuception Cryoprecipitate, barium | [27]
(<1%) enema reduction
26 38 Hemophilia A - Esophagus FVIll [23]
27 22 Hemophilia A - Stomach Cryoprecipitate [18]
28 16 Hemophilia A - Small intestine Fresh blood [15]
29 8 Hemophilia A - Stomach Anti-hemophilic globulin [20]
30 15 Hemophilia A - lleum Anti-hemophilic globulin [16]
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31 21 Hemophilia A - Jejunum Anti-hemophilic globulin [16]
32 10 Hemophilia A - Colon Anti-hemophilic globulin [16]
33 8 Hemophilia A - Stomach Fresh frozen plasma [21]

Table 1: Cases of Intramural Hematoma of the Gastrointestinal Tract in Patients with Hemophilia*. (Adapted and modified from Katsumi et al.
[6]). *All patients are male. APCC indicates activated prothrombin complex concentrate; rVIIa, recombinant activated factor VII; FVIII, factor
VIII; FIX, factor IX.
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