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ABSTRACT

Background: Diabetic retinopathy (DRP) is one of the most common microvascular com-
plications of diabetes. Microvascular complications of diabetes, such as diabetic macu-
lar edema and proliferative DRP, are among the major causes of vision loss in the active
working-age population. Pentraxin 3 (PTX3) is a protein that is rapidly released during
local inflammatory processes in the body. Increased inflammation in diabetes damages
the capillaries in the eye, thereby laying the groundwork for retinopathy.

Materials and Methods: A total of 82 participants were included in the study. Twenty of
these were healthy volunteers. Of the 62 diabetic patients, 41 had DRP and 21 did not. PTX
3 levels were compared between the groups with DRP, without DRP, and the healthy group.
The patient group comprised 28 patients with non-proliferative DRP (NPDRP), 13 patients
with proliferative DRP (PDRP) and 21 diabetic patients without DRP. The PTX 3 levels of
the four groups were compared to assess the severity of DRP. PTX 3 levels in patient serum
samples were determined using the ELISA method.

Results: PTX3 levels did not show a statistically significant difference between the three
study groups. It has been observed that PTX3 levels decrease as the severity of retinopathy
increases in patients with diabetes; however, this decrease is not statistically significant.
The reduction was not statistically significant, even when compared with the healthy con-
trol group.

Conclusion: PTX3 levels did not increase in patients with DRP. Furthermore, PTX3 levels
did not rise as the severity of DRP increased.

Keywords: diabetes mellitus, diabetic complications, diabetic retinopathy, pentraxin 3

Introduction

Diabetic retinopathy (DRP) is a microvascu-
lar complication of diabetes. Microvascular
complications of diabetes such as diabet-
ic macular edema and proliferative DRP are
among the leading causes of vision loss in
working-age population. These complica-
tions require regular monitoring and treat-
ment.! Irreversible vision can occur in pa-
tients who are not monitored regularly or
managed properly.

Pentraxin 3 (PTX3) is from a subgroup of
pentraxins referred to as long pentraxins.
PTX3 is an acute phase reactant structurally
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and functionally similar to C-reactive pro-
tein (CRP), although PTX3 differs from CRP
in its gene organization and chromosomal
location and cellular origin, inducibility and
ligand binding characteristics. PTX3 acti-
vates the complement system via classical,
alternative or lectin pathways. PTX3 can be
used to measure disease severity in inflam-
matory or infectious conditions. PTX3 has
been considered as a rapid marker of innate
immunity and primary local activation of in-
flammation.?

PTX3 has been used as a marker in the dif-
ferential diagnosis of chronic inflammatory
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conditions as well as an acute phase reactant during exacerba-
tions. Previous studies on PTX3 demonstrated that PTX3 levels
increased with the violence of inflammatory response and PTX
levels correlated with disease activity level in several rheumat-
ic conditions. PTX3 levels were significantly higher in patient
groups compared to control groups in studies in patients with
rheumatoid arthritis or familial Mediterranean fever.**

PTX3 is released by two structures in the retinal tissue: retinal
pigment epithelial cells and vascular endothelial cells.®

This protein produced in the eye plays a role in tissue homeo-
stasis by alleviating overactivation of the complement system
in a neurodegenerative ophthalmic condition referred to as
macular degeneration, which is of the major basis of eyesight
loss in older adults.”

Currently, very limited data are available on the role of PTX3 in
the pathogenesis of DRP. There are controversial data on po-
tential associations between plasma PTX3 concentrations and
disease status.®?

Age-related macular degeneration and DRP have been linked
to cellular and molecular components of major inflammatory
pathways that also involve PTX3, which has long been recog-
nized as an important mediator of vascular or complement-re-
lated inflammation and has recently been implicated in retinal
neurodegeneration.'o

However, local PTX3 grades in the ocular fluid of diabetic pa-
tients with DRP are greater compared to diabetic patients with-
out DRP or non-diabetic volunteers.”” Despite these data, bio-
logical connection of PTX3 in DRP has remained unknown.

Materials and Methods

This cross-sectional study was managed by the Internal Medi-
cine and Ophthalmology Clinics. This study contained total of
82 individuals who presented to our hospital between Novem-
ber 2019 and October 2020; 41 DRP, 21 diabetic patients without
DRP, and 20 healthy volunteers.

All participants underwent a complete ophthalmological exam
in the Ophthalmology Clinics. Chronic diseases and previous
medications were recorded. All patients exhibiting evidence of
DRP in the fundoscopic exam underwent a Fundus Fluorescein
Angiography (FFA) to determine the stage of DRP. Diabetic ret-
inopathy was divided into two categories based on FFAs find-
ings. Patients with hyperfluorescence leakage due to neovas-
cularization in FFA were considered proliferative DRP (PDRP)
(13 patients), and patients without leakage were considered
non-proliferative DRP (NPDRP) (28 patients). Blood samples for
serum PFX3 testing were collected from all study participants
in the Internal Medicine Clinics. Body mass index (BMI) was
calculated in the study population using the formula kg/m>.

Adult individuals identified with Type 2 DM were included
in the study. Pregnant women and minors, with a history of
coronary artery disease, cerebrovascular or peripheral artery
disease, type I diabetes mellitus, patients with macrovascular
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complications (diabetic foot, chronic kidney and/or liver fail-
ure) were not included. Patients with uveitis, glaucoma, and
non-diabetic retinopathy were also excluded from the study.

The study was approved by the Clinical Research Ethics Com-
mittee of Hitit University (Decision date: 18.09.2019, Decision
number: 50) and was conducted in line with the principles of
the Declaration of Helsinki. All study participants gave in-
formed consent.

Laboratory analysis

Once the routine tests were performed, remnant blood speci-
mens were centrifuged for 10 minutes at 3.500 Relative Centrif-
ugal Force (RCF). Centrifuged serum was placed in Eppendorf
tubes and was frozen at -80 °C for testing. Serum samples and
kits were allowed to stand at room temperature (+25 °C). PTX3
serum levels were measured utilizing the Enzyme-Linked Im-
munosorbent Assay (ELISA).

Pentraxin-3 analysis

The Human Pentraxin 3 ELISA kit of the Bioassay Technology
(BT) Laboratory was used and PTX3 results were expressed in
ug/mL.

Statistical Analysis

Statistical analyses were performed using the SPSS (Version
22.0, SPSS Inc., Chicago, IL, USA) software package. The Kolm-
ogorov Smirnov test evaluated the conformity of the groups to
normal distribution. Continuous variables were expressed as
means + standard deviations in normally distributed groups,
and continuous variables that did not follow normal distribu-
tion were expressed as medians. The Student’s t-test was used
for the comparisons between patient and control groups if the
variables were normally distributed, and the The Mann-Whit-
ney U test was used to compare groups for variables that do
not follow a normal distribution. The chi-square test was per-
formed for the comparison of categorical variables between
groups. The One-way ANOVA was used for three-way compari-
sons of the groups with normally distributed data and the Kru-
skal-Wallis test was used for non-normally distributed data.
The Pearson’s test was used if the data showed normal distri-
bution in correlation analysis; otherwise, the Spearman’s cor-
relation test was used. Any p value less than 0.05 (p<0.05) was
considered statistically significant.

Results

The study population consisted of 82 individuals. 62 were dia-
betic patients, and 20 were healthy volunteers without any un-
derlying disease. Of the 62 diabetic patients, 41 had retinopathy,
while 21 did not. Among 41 patients with DRP, 28 had NPDR and
13 had PDR.

There were no significant differences between the study groups
in terms of age, BM], systolic and diastolic blood pressure val-
ues (Table 1).

An analysis of biochemical data revealed that fasting blood
glucose (FBG) and HbAlc values were remarkably higher in
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Figure 1. PTX3 levels by disease severity

PTX-3: pentraxin 3; DRP: Diabetic retinopathy; NPDRP: non-proliferative DRP; PDRP: proliferative
DRP

patient groups with diabetes +/- DRP compared to healthy con-
trol group (p < 0.001 for both FBG and HbA1lc). However, these
two parameters did not significantly differ between the patient
group with DRP and the patient group with diabetes without
DRP (p > 0.05). Lipid parameters were similar among study
groups. Moreover, serum creatinine levels did not statistically
significantly differ among three study groups and PTX3 lev-
els did not statistically significantly differ among three study
groups (Table 1).

PTX3 levels were found to reduce as the severity of retinopa-
thy increased in patients with diabetes, although this reduction
was not statistically significant. The reduction was not statis-
tically significant even in comparison with the healthy control
group (Table 2) (Figure 1).

Discussion

Study groups did not significantly differ in age and gender dis-
tribution in our study. PTX3 levels did not significantly differ
among three study groups (p = 0.081). PTX3 levels were found
to reduce as the severity of retinopathy increased. However,
this reduction was not statistically significant (p = 0.065).

Diabetes is a complex metabolic disorder. Hyperglycemia re-
sults in oxidative stress in retinal tissues, triggering an inflam-
matory response in patients with diabetes.” Numerous studies
have shown that inflammatory processes play a central role in
the various pathogenic mechanisms underlying DRP.*16

As a glycosylated protein, PTX3 is produced acutely during
inflammatory reactions. Increased oxidative stress in retinal
tissues activates inflammatory signaling pathways in diabetic
conditions and various inflammatory cytokines, such as IL-1
and TNF-q, are secreted. PTX3 molecules are locally expressed
by immune and non-immune cells at infectious sites and pro-
tect the host against opportunistic bacteria in those sites.”

In addition to its role in natural immunity against infections,
it has been observed to activate inflammation in several in vi-
tro models such as myocardial infarction, gut ischemia or acute
lung injury models.!s2°

Evidence suggests that PTX3 is found in the eyes of humans
and is synthesized by various cell types, such as retinal pig-
ment epithelial cells, endothelial cells and myeloid cells. Pro-
duced locally, this protein plays a role in tissue homeostasis; for
instances, by alleviating the excessive activation of the com-
plementary system, PTX3 can mitigate age-related macular
degeneration (AMD), which is a neurodegenerative condition
and one of the main causes of visual impairment in older peo-
ple

Table 1. Demographic clinical and biochemical characteristics of study participants

Variables Diabetes with Diabetes without Control p-value
DRP (n=41) DRP (n=21) (n=20)
Gender, female/male 21/20 14/7 13/7 0.448
BMI, kg/m2 30+£4.6 31.8+£5.6 28.3+34 0.069
Age, years 60.14 £ 8.82 60.19 £ 10 57.10 £ 6.95 0.400
SBP, mmHg 127.6 +12.3 126.5+10.4 1254+9.6 0.424
DBP, mmHg 78.1 8.8 76.3+7.8 75.6+74 0.321
Total Cholesterol, mg/dL 222 +59 207 +41 220+ 37 0.540
Triglycerides, mg/dL 203 +171 169 + 63 152+ 71 0.316
LDL-cholesterol, mg/dL 131 +7? 120 + 32 138 +31 0.334
HDL-cholesterol, mg/dL 49 +£28 53+13 51+7 0.401
FBG, mg/dL 203 +102 17771 98+ 10 <0.001
HbAlc, % 9.30 £2.54 8.14+1.77 5.17+0.34 <0.001
Creatinine, mg/dL 0.77 +£0.16 0.74 £0.19 0.78 £0.17 0.772
PTX-3, ng/mL 1.47+0.16 3.18+0.95 1.65+0.33 0.081

FBG: fasting blood glucose; LDL: low density lipoprotein; HDL: high density lipoprotein; BMI: body mass index; DBP: diastolic blood pressure; SBP: systolic
blood pressure; PTX-3: pentraxin 3; DRP: Diabetic retinopathy; NPDRP: non-proliferative DRP; PDRP: proliferative DRP

tFor FBG and HbAlc, the p-value is reported as pairwise comparisons rather than an overall value: Diabetes without DRP vs. Control, p < 0.001; Diabetes with

DRP vs. Control, p < 0.001
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Table 2. PTX3 levels by disease severity

Variable PDRP group NPDRP group | Diabetes without DRP Control p-value
(n:13) (n:28) group (n:21) group (n:20)
PTX3 (ng/mL) 1.1940,04 1.60+0.23 3.18+0.95 1.65+0.33 0.065

PTX-3: pentraxin 3; DRP: Diabetic retinopathy; NPDRP: non-proliferative DRP; PDRP: proliferative DRP

A study conducted on diabetic patients in Egypt found that se-
rum PTX3 levels were substantially more elevated with DRP
than without the DRP; a cut-off value of 1150 pg/mL (1.15 ng/
ml) provided a sensitivity of 93.3% and a specificity of 72%.>
In contrast to that research, serum PTX3 levels were higher in
the group of patients without DRP compared to the group of
patients with DRP in our study, although intergroup difference
was not statistically significant.

In a meta-analysis of 15 studies, Mohammadpour Fard et al.
demonstrated that PTX3 was a promise biomarker for the
prompt recognition and follow-up of DRP.» Moreover, consid-
ering that PTX3 concentrations were substantially elevated in
the PDRP and NPDRP, they emphasized potential clinical utility
of PTX3 in detecting the condition and assessing disease sever-
ity. However, in our study, PTX3 levels were found to reduce as
the severity of retinopathy increased, although this reduction
was not statistically significant. In a meta-analysis conduct-
ed by Mohammadpour Fard and colleagues, four clinical trials
were reviewed to investigate circulating PTX3 concentration
levels in patients with PDRP and NPDRP; the findings suggest-
ed a probable increase in PTX3 levels in PDRP patients com-
pared with NPDRP patients, but, as with the results of our study,
the increase was not statistically significant.?

Despite the large body of evidence demonstrating the release
of PTX3 by various leukocytes, including monocytes, macro-
phages, dendritic cells and neutrophils, in the presence of in-
fections or sepsis, investigations into blood PTX3 levels in dia-
betics have failed to arrive at a definitive result.?»?*

However, PTX3 levels in the aqueous humor were found to be
higher in patients with diabetes compared to controls with-
out diabetes.” It was remarkable that there were no differenc-
es between patients with diabetes with DRP and with diabetes
without DRP. The findings confirm significance of PTX3 initial
phases of DRP, as reflected by the locally elevated PTX3 levels in
the ocular compartment.?

In our study, no significant difference was found between pa-
tient with DRP and without DRP in PTX3 levels. However, we
could not determine whether PTX3 levels were increased in the
aqueous humor or not, as we were not able to measure PTX3
levels in the aqueous humor.

However, serum PTX3 levels (3.18 + 0.95 ng/ml) were higher in
the group of patients without DRP than in the group with DRP.
The findings might indicate that PTX3 levels might have in-
creased in the aqueous humor previously and PTX3 might play
arole during early stages of DRP.

Although the root cause of these inconsistencies between the
studies could not be determined, sample sizes, race or speci-
men (plasma vs. aqueous humor) differences could play a role
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in conflicting results.

PTX3 can be secreted by various cell types in sites of inflam-
mation sites and plasma PTX3 concentrations are highly sensi-
tive to systemic conditions. Therefore, a more detailed analysis
of the aqueous humor during different disease stages will be
crucial to the investigation of the potential role of PTX3 in the
development of DRP.»

In a study, Jiang Y et al. suggested that PTX3 might have a sig-
nificant inhibiting effect on angiogenesis in the retina.”> Neo-
vascularization is a complex process involving multiple signal-
ing pathways, including, epidermal growth factor (EGF), VEGEF,
insulin-like growth factor 1 receptor (IGFIR), platelet-derived
growth factor (PDGF) and others. Conversely, PTX3 expression
was upregulated on high glucose situations and the inhibition
of PTX3 expression upregulated fibroblast growth factor-(F-
GF) mediated angiogenesis whereas excess expression of PTX3
suppressed FGF-mediated angiogenesis. In light of these find-
ings, further research is required to demonstrate potential ef-
fects of PTX3 on DRP and retinal neovascularization.?®

Further studies are needed to observe PTX3 expression in ret-
inal tissue in diabetic mice at different disease stages, PTX3
overexpression in animal models of oxygen-induced retinop-
athy and effects of PTX3 overexpression on retinal neovascu-
larization.?

Limitations of our study includes our inability to measure PTX
levels in the aqueous humor and limited number of patients
in the PDRP group The small sample size (n=13) in the PDRP
subgroup is one of the limitations of the study. Lipid metabo-
lism markers, CRP and other markers similar to CRP were not
included in our study and this might be another limitation of
our study.

Conclusion

This study did not reveal any significant intergroup differences
in serum PTX3 levels at any stage of diabetic retinopathy. How-
ever, based on the results of our study, we believe that there is
no association between serum PTX3 levels and retinopathy in
patients with type 2 diabetes, independently from macrovas-
cular disease. Further studies with larger sample size and mea-
surements of PTX3 levels in the aqueous humor are needed to
determine if PTX3 contributes to the pathogenesis of DRP.
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ABSTRACT

Background: Arterioenteric fistulas are rare but life-threatening causes of gastrointestinal
hemorrhage, most commonly occurring after aortic or aortoiliac reconstruction. Iliac ar-
tery—enteric fistulas without prior vascular surgery are exceptionally uncommon and may
be difficult to recognize, particularly in a radiation-altered pelvis.

Case Report: A 54-year-old male with prior low anterior resection and adjuvant chemo-
radiotherapy for rectal cancer presented with ileus-like symptoms two weeks after ingui-
nal hernia repair. After initial improvement with conservative management, he devel-
oped sudden abdominal pain, hemodynamic collapse, and massive hematochezia. During
colonoscopy, diffuse intraluminal hematoma and hemorrhagic content were observed
throughout the lumen; however, no definite active bleeding source was identified. After
the procedure, the patient developed hemodynamic instability, which progressed to he-
modynamic collapse. Emergency laparotomy revealed massive hemorrhage from an arte-
rial defect at the iliac bifurcation adherent to small bowel within a radiation-fibrotic pelvis,
consistent with an iliac arterioenteric fistula/arterial erosion. Proximal vascular control
and definitive repair were performed, along with extensive small-bowel resection and sto-
ma formation.

Conclusions: Iliac arterioenteric fistulas can occur without prior vascular reconstruction
and may initially mimic ileus, even in the absence of herald bleeding. Non-localizing en-
doscopy should not exclude the diagnosis in patients with abrupt deterioration. While
endovascular techniques aid stabilization, open surgical repair remains essential when
bowel compromise or contamination is present.

Keywords: Iliac arterioenteric fistula, Gastrointestinal hemorrhage, Pelvic radiotherapy;,
Tleus

Introduction

Published 31.07.2026

Arterioenteric fistulas represent a rare but
devastating cause of gastrointestinal hem-
orrhage, typically presenting with abrupt
hemodynamic collapse and carrying high
mortality if diagnosis and definitive man-
agement are delayed.”? In most contempo-
rary series, secondary arterioenteric fistu-
las are encountered in the setting of prior
aortic or aortoiliac reconstruction, where
graft infection, anastomotic degeneration,
or pseudoaneurysm formation predispose
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to erosion into adjacent bowel.** In contrast,
iliac artery—enteric fistulas without preced-
ing vascular reconstruction are distinctly
uncommon and therefore may not be im-
mediately suspected during initial assess-
ment.3¢

Pelvic surgery and radiotherapy can create a
“hostile pelvis” characterized by obliterat-
ed tissue planes, chronic inflammation, and
dense fibrosis.® These late radiation-related
changes may increase vulnerability to vas-
cular injury and facilitate pathologic adher-
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ence between bowel and major pelvic vessels, predisposing to
arterial erosion and fistulization.®® Clinically, this mechanism
can obscure the diagnosis, particularly when early symptoms
mimic benign postoperative conditions such as ileus or adhe-
sive small-bowel obstruction, and when endoscopic evaluation
fails to localize a discrete bleeding point.»*?

Herein, we report a case of massive intraluminal hemorrhage
arising from findings consistent with an iliac arterioenteric
fistula/arterial erosion into an adherent small-bowel loop in a
radiation-fibrotic pelvis, presenting initially as ileus in a pa-
tient with prior low anterior resection and adjuvant chemora-
diotherapy. This case underscores the need for heightened sus-
picion and rapid multidisciplinary intervention when patients
with prior pelvic oncologic therapy deteriorate abruptly, even in
the absence of a herald bleed.

Case Presentation

A 54-year-old male presented to the emergency department
with progressive abdominal pain, distension, nausea, and ab-
sence of flatus and stool for the preceding 3—4 days. His symp-
toms had begun approximately four days after undergoing an
elective, open extraperitoneal left inguinal hernia repair two
weeks prior to admission, performed without entry into the
peritoneal cavity.

His medical history was significant for hypertension and dia-
betes mellitus. Of note, in 2019, he had undergone low anterior
resection with protective loop ileostomy for rectal adenocarci-
noma, followed by neoadjuvant chemoradiotherapy. The ileos-
tomy had been closed later the same year. There was no history
of prior vascular surgery.

On examination, the abdomen was distended with tenderness
predominantly in the hypogastric region and left upper quad-
rant. Bowel sounds were hypoactive. Nasogastric decompres-
sion yielded approximately 700 mL of gastric content. Labo-
ratory evaluation revealed a leukocyte count of 8,600/mm’
a hemoglobin level of 11.6 g/dL and C-reactive protein level of
60.8 mg/L. Upright abdominal radiography demonstrated mul-
tiple air—fluid levels consistent with ileus. Contrast-enhanced
computed tomography (CT) of the abdomen and pelvis per-
formed at presentation likewise demonstrated findings con-
sistent with small-bowel ileus, without evidence of bowel wall
ischemia, active extravasation, or vascular abnormality.

The patient was admitted with a diagnosis of postoperative
adhesive ileus and managed conservatively for six days with
bowel rest, intravenous fluids, and nasogastric decompression.
Serial abdominal radiographs showed partial regression of air—
fluid levels, and oral intake was gradually resumed.

However, shortly before planned discharge, the patient devel-
oped sudden severe abdominal pain, loss of consciousness, and
hypotension. He was immediately transferred to the intensive
care unit. Rectal examination revealed massive hematochezia.
Emergency colonoscopy demonstrated extensive intraluminal
hematoma throughout the colon and terminal ileum without
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identification of a discrete bleeding focus.

Immediately following colonoscopy, the patient developed
hemodynamic collapse with clinical signs of shock. Given the
rapid deterioration and suspicion of hemorrhagic shock, the
patient was promptly intubated in the intensive care unit and
transferred emergently to the operating room for explorato-
ry laparotomy. In view of the presumed ongoing hemorrhage,
a decision for surgical intervention was made without delay,
and conservative measures were not awaited for clinical re-
sponse.

Upon midline laparotomy, markedly distended small bowel
loops were encountered. Approximately 100 cm proximal to
the ileocecal valve, a small bowel segment was found densely
adherent within the pelvis. Enterotomy at this level revealed
massive fresh arterial bleeding within the lumen. Further dis-
section along the adhesion plane demonstrated an actively
bleeding arterial defect at the level of the iliac bifurcation adja-
cent to the aortic bifurcation. The affected arterial segment was
in close contact with the adherent small bowel loop. Temporary
hemorrhage control was achieved by digital compression. Giv-
en the dense radiation-induced fibrosis and limited local tissue
planes, direct primary repair at the bleeding site was not fea-
sible.

The cardiovascular surgery team was urgently involved. Due
to dense fibrosis and adhesions at the infrarenal level, the ab-
dominal aorta could not be identified and accessed at this site.
Therefore, following Kocherization of the duodenum, proximal
exposure of the aorta was achieved, and the aorta was clamped
at a more proximal level. Primary repair of the iliac bifurcation
injury was performed without the need for graft interposition,
reflecting an adequate caliber of healthy residual vessel wall.
After clamp release, no further active bleeding was observed.

Inspection of the small bowel revealed transmural ischemia
and perforation extending from approximately 150 cm distal to
the ligament of Treitz to 30 cm proximal to the ileocecal valve.
The involved segment was resected. A proximal end ileostomy
was created in the left lower quadrant, and the distal bowel was
exteriorized as a mucous fistula in the right lower quadrant.
Two intra-abdominal drains were placed in the pelvis and Mor-
rison pouch, and the abdomen was closed in anatomical layers.
Intraoperatively, the patient received approximately 3—4 units
of packed red blood cells. Postoperative hemoglobin was 6.6 g/
dL.

The patient was transferred intubated to the intensive care unit
for postoperative management; however, despite aggressive
resuscitative efforts, the patient died 7 hours after surgery.

Discussion

Massive gastrointestinal hemorrhage originating from arte-
rial-enteric communication is an uncommon but frequently
fatal clinical event. Arterioenteric fistulas account for a small
proportion of such cases and are most often encountered as
late complications of open or endovascular aortic reconstruc-
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tion.>*>! In this context, pathological processes such as pros-
thetic graft infection, anastomotic degeneration, pseudoan-
eurysm formation, or progressive mechanical erosion may
ultimately create a communication between the vascular lu-
men and adjacent bowel.*> Consequently, much of the available
literature has focused on graft-related fistulas involving the
aorta—most commonly the duodenum—where prompt recog-
nition and multidisciplinary management remain critical for
survival.l3102

The present case is important because it diverges from that
common paradigm. Iliac artery—enteric fistulas are far less
frequently reported than classic aortoenteric fistulas, and the
absence of prior vascular reconstruction can markedly reduce
clinical suspicion.>* Literature also highlights that iliac-enteric
variants are often recognized only after catastrophic bleeding
or intraoperative discovery?>"“ Accordingly, the educational
value of this case lies not only in the diagnosis itself but also in
demonstrating how an iliac arterioenteric communication can
arise outside the typical post-graft setting.

Afirst striking feature is the atypical initial presentation. While
“herald bleeding” is frequently described in AEF literature, it
is not universal, and the absence of a herald bleed should not
falsely reassure clinicians.’ In our patient, symptoms were ini-
tially consistent with ileus, followed by abrupt hemodynamic
collapse and massive hematochezia. Similar diagnostic pitfalls
are repeatedly stressed in the literature: endoscopic evaluation
may be non-localizing, and clinical deterioration can be sud-
den, leaving limited time for stepwise diagnostic pathways.'**
This reinforces a central principle from earlier series; AEF is a
diagnosis of suspicion, not a diagnosis of confirmatory testing
alone.3!"" As in our case, radiation-induced adhesions and dense
fibrosis not only predispose to fistula formation but also create
substantial technical challenges in exposing vascular anatomy
and performing definitive vascular repair.

The second major point concerns pathogenesis in a hostile
pelvis. Unlike graft-related fistulas, our case is best interpreted
through the lens of pelvic oncologic therapy: prior pelvic sur-
gery and radiotherapy can result in obliterated tissue planes,
chronic inflammation, and dense fibrosis that predispose to in-
timate adherence between bowel and major pelvic vessels.®” In
addition, these post-radiation changes may significantly hin-
der identification of normal anatomic landmarks, complicate
vascular control, and increase the risk of intraoperative mor-
bidity. Importantly, prior case experiences support this mech-
anism: iliac—enteric fistulation has been described after pelvic
irradiation in oncologic settings, and anti-angiogenic therapy
(e.g., bevacizumab) has also been associated with iliac artery—
enteric fistula formation in patients treated for pelvic malig-
nancies.®® Collectively, these reports strengthen the plausibility
of radiation- and therapy-related vascular injury as a non-graft
pathway to fistulization.

A third point is the diagnostic pattern observed in this case.
Endoscopy revealed a diffuse intraluminal hematoma extend-
ing to the terminal ileum without a discrete bleeding focus, a
finding that can occur when hemorrhage is brisk, intermittent,
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or originates from a proximal arterial communication."*® Prior
publications on AEF consistently emphasize false-negative or
non-definitive endoscopy and the potential for delayed diag-
nosis; some reports describe the need for repeated evaluations
or alternative modalities when conventional tools fail to local-
ize bleeding®" In practice, the combination of abrupt shock,
massive GI bleeding with non-localizing endoscopy, and rele-
vant risk factors (hostile pelvis, prior radiotherapy, malignan-
cy therapies) should prompt early escalation to cross-sectional
imaging when feasible and, in unstable patients, a low thresh-
old for operative exploration.>¢%

Management experience in literature also contextualizes why
this case is notable. Multiple reports and small series describe
endovascular hemorrhage control covered stents, plugs, and
embolic agents as a valuable emergency strategy, often serv-
ing as a bridge to definitive surgery.51°®> However, longer-term
outcomes can be limited by rebleeding, persistent contamina-
tion, or graft infection, and several authors advocate staged or
hybrid approaches depending on physiology and contamina-
tion burden.>*" In our patient, the presence of bowel ischemia/
perforation and the need for definitive abdominal intervention
made emergency laparotomy unavoidable; thus, open vascu-
lar control and repair, coordinated with vascular surgery, was
the most appropriate route. This aligns with the broader les-
son from the endovascular series: minimally invasive control
is powerful for stabilization, but definitive source control is
essential when bowel compromise or contamination is pres-
ent_lO,lZ,lS

Prior case reports of iliac arterioenteric fistulas underscore the
same themes: rarity, diagnostic delay, and the need for rap-
id multidisciplinary intervention.>* Reports involving iliac or
aortoiliac graft—enteric fistulas illustrate how massive low-
er GI bleeding can be the first major manifestation and how
staged endovascular-to-open strategies can be lifesaving.”?
Meanwhile, oncologic and irradiation-associated cases high-
light that the initiating insult may be radiation vasculopathy,
tumor-related erosion, or therapy-related tissue fragility rather
than prosthetic infection.”® By adding a presentation dom-
inated by ileus physiology and a radiation-fibrotic pelvis, our
case expands the clinical spectrum in which iliac arterioenteric
fistula should be considered.

A recent case report by Isaac et al. described a similar radia-
tion-induced iliac arterioenteric fistula in a patient with prior
pelvic radiotherapy for cervical carcinoma, in whom massive
hemorrhage was successfully controlled with an endovascular
covered stent as a bridge to definitive management.’ Our case
differs from this report in that the dominant initial presenta-
tion was ileus rather than overt bleeding, and definitive man-
agement required emergency open repair with extensive bowel
resection rather than an endovascular-first strategy.

In conclusion, when interpreted in the context of the existing
literature, this case underscores that iliac arterioenteric fistu-
las, may develop in the absence of prior vascular reconstruc-
tion, particularly in patients with a hostile, radiation-altered
pelvis. The clinical presentation can be misleading, initially
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mimicking ileus and occurring without a herald bleed, thereby
delaying suspicion. Endoscopic evaluation may fail to localize
the source despite extensive intraluminal hematoma, making
diagnosis heavily dependent on clinical vigilance and recogni-
tion of risk factors. Ultimately, management must be individu-
alized; while endovascular strategies offer valuable rapid hem-
orrhage control in unstable patients, open surgical intervention
remains essential when bowel compromise or intra-abdominal
contamination necessitates definitive source control. This case
reinforces that arterioenteric fistula should be considered in
any patient with a history of pelvic surgery and radiotherapy
who develops sudden, unexplained hemodynamic instability,
even without a preceding herald bleed.
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