CASE REPORT

A rare case of granulomatosis with polyangiitis with
involvement of the gastrointestinal system
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ABSTRACT

We report a rare case of a 37-year-old man with granulomatosis with polyangiitis (GPA) with gastrointestinal system (GIS) involvement
who needed 526 units of blood and blood product transfusions and was followed up in the intensive care unit (ICU). GIS involvement
due to GPA is a rare condition that increases morbidity and mortality of patients. Patients may require ultramassive blood product
transfusions. Thus, patients with GPA can be admitted to ICUs because of massive hemorrhage due to multisystem involvement, and
survival is achievable with meticulous care through a multidisciplinary approach.
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INTRODUCTION

We presented a rare case of a 37-year-old man with GPA
with GIS involvement who needed 526 units of blood and
blood product transfusions and was followed up in the inten-

Granulomatosis with polyangiitis (GPA) is an autoimmune
vasculitis-including small and medium vessels-associated

with anti-neutrophil antibody (ANCA), which mostly affects
the respiratory system and kidneys. Its microscopy typically
shows necrotizing and granulomatous inflammation.[" Gas-
trointestinal system (GIS) involvement is seen in 10-24% of
the cases. However, the majority of patients do not show any
symptoms while they are alive. Many organs may be affected
by GPA such as the ears, nose, throat (70-100%), lungs (50—
90%), kidneys (10-50%), skin (10-50%), eyes (14—-60%), and
finally GIS (0-26%).” GIS involvement may be asymptomatic
or accompanied by massive hemorrhage and perforations.”!

sive care unit (ICU).

CASE REPORT

A 37-year-old male patient was referred to our hospital with
complaints of rashes on his legs, widespread aphthae in his
mouth and weight loss, cavitary lesions in the bilateral upper
lung zone, proteinuria, and occult blood in the stool. Depart-
ment of chest diseases accepted the patient as a referral from
a rural medical center.
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The patient had no medical-family history. The blood group
of the patient was A Rh positive. In the first laboratory tests
in our hospital, low hemoglobin (Hgb) (8.3 mg/dL), high C-re-
active protein (199.1 mg/L), high procalcitonin (1.2 ug/L), and
prolonged international normalized ratio (INR) (2.13) were
detected. The sedimentation was normal (15 mm/h). Hematu-
ria (580 units/site) and proteinuria (70 mg/dL) were detected.
A biopsy was performed on the rash lesions on his legs. Immu-
noglobulin profile, cytoplasmic ANCA (c-ANCA), perinuclear
anti-neutrophil cytoplasmic antibody, anti-nuclear antibody,
anti-mitochondrial antibody, smooth muscle antibody, and
liver kidney microsomal antibody tests were performed on a
blood sample. Empirical antibiotherapy was administered due
to fever of 39°C and a cavitary lesion on thorax computed to-
mography (CT) (Fig. I). There were not significant pathologies
in the abdominal ultrasonography and echocardiography.

On the 3" day of hospital admission, as abdominal pain and
vomiting complaints developed and the patient was urgently

operated for perfusion disorder in the distal ileum and suspi-
cious signs of perforation on abdominal CT (Fig. |). Segmen-
tal small bowel resection was performed with the presence
of necrotic areas due to mesenteric vein occlusion. Following
an ileostomy, the patient was extubated and taken to the ICU
postoperatively in a conscious state. His acute physiology and
chronic health assessment score was 18 at ICU admission.
During the intraoperative period, four units of packed red
blood cells (PRBCs) and three units of fresh frozen plasma
(FFP) were replaced, and his Hgb levels were monitored
closely. On the I post-operative day, the patient’s bowel
pathology was reported as acute leukocytoclastic vasculitis
characterized with fibrinoid necrosis, and the previous skin
biopsies also supported this diagnosis (Fig. 2). Methylprednis-
olone (5 mg/kg/day) was initiated intravenously and c-ANCA
positivity was also detected.

The patient experienced rapid Hgb depletion and ileosto-
my-related bleeding on the 3™ post-operative day, and the

Figure 1. (a) Abdomen CT: Pre-contrast phase, (b) Abdomen CT: Arterial phase, (c) Abdomen CT: Portal phase, (d) Abdomen CT: Late

phase, In the pre-contrast phase, the contrast agent is not visible in the intestinal lumen. In the other phases duodenum 3-4. Appears to
begin to escape into the intestinal lumen, consistent with active bleeding from the continental level, (e) Thorax computer tomography (CT):

Cavitary lesion in the lung.
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ukocytocla sis and fibrin thrombi noted in

submucosal vessels. In addition, ischemic secondary changes in overlying mucosa were detected. (H&E, x40, x100), (c) In skin biopsy,
inflammatory infiltrate which made up neutrophil and lymphocytes with fibrinoid necrosis was observed in wall of dermal vessels. These
feature was in keeping with acute small (leukocytoclastic) vasculitis. (H&E, x40).
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abdomen CT showed bleeding from the jejunal wall into
the intestinal lumen. No active bleeding was detected in
the mesenteric angiography. Another surgery was planned
as the patient’s bleeding continued, and the laparotomy re-
vealed minimal perforation in the jejunum that was repaired.
Intraoperative endoscopy revealed diffuse ulcer bleeding foci
in all GIS mucosa starting from the esophagus to ileostomy
tract. The patient was readmitted to the ICU postoperatively.
Blood product transfusions were performed if needed by he-
mogram and coagulation monitoring. Viscoelastic tests such
as thromboelastogram and ROTEM could not be monitored
because they were not available in our hospital. Norepineph-
rine infusion was used between 0.01 and 0.5 mcg/kg/min. The
methylprednisolone therapy dose increased from 5 mg/kg/day
to |5 mg/kg/day. Tranexamic acid and Vitamin K were admin-
istered. Proton pump inhibitor infusion was initiated intra-
venously. He was intubated for 5 days in the ICU. High flow
oxygen therapy was used for 3 days after extubation. Because
of the ongoing bleeding, parenteral nutrition was provided.
There was no need for renal replacement therapy.

During his stay in the ICU, a multidisciplinary approach was
provided with the Departments of Rheumatology, Gastroen-
terology, Hematology, General Surgery, Infectious Diseases,
and Chest Diseases. Therapeutic plasma exchange (TPE) was
performed as massive bleeding from the ileostomy continued
despite increased steroid dosage. Cyclophosphamide IV (500
mg) and a second immunosuppressive agent, rituximab (I g),
were added. Ultramassive blood and blood product trans-
fusions were performed as needed. On the 20th day of his
admission, he had the largest transfusion requirement and a
total hemorrhagic drainage of approximately 14,000 mL from
the ileostomy. Within 24 h, 22 units of erythrocyte suspen-
sion PRBC:s, |6 units of FFP, 4 units of platelet suspension, and
10 units of cryoprecipitate transfusion were replaced. During
his entire stay, a total of 526 units of blood and blood product
transfusions, including 177 units of PRBCs, 171 units of FFP,
30 units of pooled platelet suspension, |0 units of apheresis
platelet suspension, and 138 units of cryoprecipitate were

transfused in the ICU. Hemogram and coagulation values
were presented in Table |. Cryoprecipitate and fibrinogen
concentrates were administered due to hypofibrinogenemia
(<100 mg/dL). Coagulation factors lI-VII-XI-X complexes and
recombinant coagulation factor Vlla injections were applied
intermittently. Tranexamic acid and Vitamin K administra-
tion were also continued. We administered tranexamic acid
IV, topically, and through the nasogastric tube in endoscopy.
The patient was followed-up in a single room with negative
pressure isolation in the ICU, and one-to-one nursing care
was provided to him due to immunosuppressive treatment.
Escherichia coli was detected in deep tracheal aspirate, and
vancomycin-resistant Enterococcus was detected in his urine
culture. Antibiotics were administered accordingly. Stool
from ileostomy was normal and Hgb decline was slowed. In
addition, 500 mg of cyclophosphamide was re-administered
IV on the 37 day of admission. After the bleeding was un-
der control, the patient was transferred to the rheumatology
ward on the 39* day of his ICU stay.

Our patient’s ileostomy was closed during the 18th month of
follow-up, and his treatment continues on an outpatient basis
in the 2™ year following his discharge from the hospital.

DISCUSSION

GPA is an autoimmune vasculitis-including small and medium
vessels-associated with ANCA, which mostly affects the re-
spiratory system and kidneys. Its microscopy typically shows
necrotizing and granulomatous inflammation.l"" GIS involve-
ment is seen in 10-24% of the cases. However, the majority
of patients do not show any symptoms while they are alive.
Comarmond and Cacoub. listed organs that are affected by
GPA such as the ears, nose, throat (70-100%), lungs (50—
90%), kidneys (10-50%), skin (10-50%), eyes (14-60%), and
finally GIS (0-26%). GIS involvement may be asymptomatic
or accompanied by massive hemorrhage and perforations.”!
Although our patient had multisystem involvement, including
the lungs, skin, oral mucosa, kidneys, and GIS, the most im-
portant feature was that it affected the entire GIS tract.

Table |I. Laboratory parameters of admission and follow-up in the intensive care unit

Day On ICU admission On 20* ICU day On ICU discharge Min. level Max. level
Hgb (g/dl) 83 7.8 10.2 6.4 1.8
Hect (%) 245 21.7 283 20 352
Platelet (10%/pl) 381 45 295 10 512
Fibrinogen (mg/dl) 397 150 440 50 527
PT (sec.) 237 134 12 10.3 237
INR (%) 2.13 I.11 1.05 0.9 2.13
APTT (sec) 24.1 21.1 18.9 18.5 30.1
Ca'? (mg/dl) 6.8 7.7 8.9 6.6 8.9

Hgb: Hemoglobin; Hct: Hematocrit; PT: Prothrombin time; INR: International normalized ratio; APTT: Activated partial thromboplastin time; Ca*% Calcium; ICU: Inten-

sive care unit; Min: Minimum; Max: Maximum.
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Pagnoux et al.l! presented the symptoms of abdominal pain
(97%), nausea-vomiting (34%), diarrhea (27%), hematochezia
or melena (16%), and hematemesis (6%) in 62 patients with
vasculitis with Gl involvement. Even though endoscopic ex-
amination revealed gastroduodenal-esophageal—colorectal
ulcers in 30 patients, only three of them were histopatholog-
ically diagnosed with vasculitis in biopsies taken from GIS le-
sions. GIS ulcers were reported in six patients with GPA: One
of them had esophageal ulcers, two had gastroduodenal, and
two had colorectal ulcers. In a similar manner with this study,
our patient’s first sign of GIS involvement was abdominal pain.
The intestinal biopsies taken during surgery for mesenteric
vein occlusion were reported as vasculitis histopathologically.
As the ulcers were observed throughout the entire GIS tract
instead of a specific region in the endoscopy, we were fac-
ing a rare type of GIS involvement. In line with the fact that
c-ANCA positivity in patients diagnosed with GPA reaches a
rate of 90%, the c-ANCA positivity of our patient also sup-
ported our diagnosis. GIS lesions of GPA can be seen in many
different forms including submucosal edemas, ulcers, hemor-
rhages, mesenteric ischemia, ileuses, and perforations. The
multiplicity and level of these lesions are important factors
that determine the course of the disease. Cases of GPA with
massive hemorrhages and perforations have been reported
despite the low number of cases.’! However, there has only
been one case that reported a GIS tract wholly affected from
the esophagus to the rectum.P! The course of treatment we
followed included steroids, cyclophosphamide, and rituximab,
as reported previously.] In accordance with the knowledge
that TPE treatment reduces the risk of end-stage renal failure,
TPE was administered to our patient twice. What distinguish-
es our patient with GPA from other reported cases was that
the entire GIS tract was involved from the esophagus to the
rectum, and our patient had a total of 526 units of blood and
blood product transfusions in 39 ICU days because of mas-
sive hemorrhages. Ultramassive transfusion is defined as 220
units of PRBCs in 24 h.[) The risk of lung injury associated
with ultramassive transfusions, especially transfusion-related
acute lung injury, transfusion-associated circulatory overload
viral-bacterial infection transmission, intra-abdominal hyper-
tension, compartment syndrome, and electrolyte imbalanced
have been considered. Our patient was followed-up in a single
room with negative pressure isolation to decrease the risk
of infection. Electrolyte monitoring was performed daily and
replaced if needed. We were able to discharge our patient
from the hospital without any morbidities.

We believe that there are several important aspects of this

case. Despite its low incidence rate at 10-24%, GIS involve-
ment due to GPA is a condition that greatly increases mor-
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bidity and mortality, and the clinician should be alert in cases
of GIS involvement. The lesions may widely range from ede-
mas to perforations, and despite massive hemorrhage, there
may not be a chance of surgery or embolization as in our
case. Rituximab should be added to the treatment regimen in
cases that are resistant to cyclophosphamide. Complications
can be avoided with close follow-up and by being careful in
cases that require ultramassive blood product transfusions.

Conclusion

Patients with GPA can be admitted to the ICU with ultra-
massive hemorrhage due to multisystem involvement, and
survival can be achieved with meticulous care through a mul-
tidisciplinary approach.
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OLGU SUNUMU - 0Z

Gastrointestinal sistem tutulumlu nadir bir graniilomatoz polianjitis olgusu
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Yogun bakim Unitesinde (YBU) takip edilen 526 {inite kan ve kan (riinii transfiizyonu gerektiren gastrointestinal sistem (GIS) tutulumu olan 37 ya-
sinda nadir bir graniilomatdz polianjitisli (GPA) erkek hastayi sunuyoruz. GPA’ya bagh GIS tutulumu morbidite ve mortaliteyi artiran nadir gézlenen
bir durumdur. Hastalarin ultramasif kan Grlni transflizyona ihtiyaci olabilir. Béylece multisistem tutulumuna bagli masif hemoraji nedeniyle GPA'l
hastalar YBU’ye kabul edilebilir ve multidisipliner bir yaklagimli titiz bir bakim ile sagkalim saglanabilir.

Anahtar sozciikler: Gastrointestinal sistem; graniilomat&z polianjitis; masif transfiizyon; yogun bakim.

Ulus Travma Acil Cerrahi Derg 2023;29(3):435-439  doi: 10.14744/tjtes.2022.78567

Ulus Travma Acil Cerrahi Derg, March 2023, Vol. 29, No. 3 439



