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Introduction

Ulcerative Colitis (UC) is a chronic inflammatory condition
of unknown cause that primarily affects the mucosa of the
colon [1]. Approximately 25-40% of UC patient experience ex-
tra intestinal manifestations with higher incidence in patients
with severe disease activity and long-standing disease, under-
scoring the systemic inflammatory nature of the condition [2].
It is a prothrombotic state leading to increased risk of stroke
which occurs at a frequency of 4.7%. This prothrombotic state
is driven by chronic inflammation, endothelial dysfunction, and
alterations in the coagulation cascade [3]. The risk can be fur-
ther worsened in presence of CMV colitis [4]. Cytomegalovirus
(CMV) infection typically remains asymptomatic in immuno-
competent individuals but can become clinically significant in
those with impaired immune function, such as UC patients re-
ceiving corticosteroids [5].

Abstract

This case highlights the complex interplay of Ulcerative Colitis
(UC), Cytomegalovirus (CMV) colitis, and stroke. It also highlights
the challenges of treatment in the context of severe disease activity
with per rectal bleeding and thrombotic complications like stroke.
A 30-year-old male with severe UC, confirmed by colonoscopy
(UCEIS 5/8), was found to have superimposed CMV colitis. Despite
treatment with steroids, mesalamine, and ganciclovir, his condition
worsened, and he developed an ischemic stroke. Thrombolysis was
deferred due to active rectal bleeding, and stroke was managed
conservatively. However, the patient ultimately succumbed to his
illness. It underscores the importance of a balanced approach to
managing these concurrent conditions, considering both the risks
and benefits of various therapeutic strategies.

Case report

A 30-year-old male with no known comorbidities presented
with symptoms suggestive of acute severe UC. He had mild dif-
fuse abdominal tenderness and fresh blood on per rectal ex-
amination with no |ocal cause (Table 1). Treatment was initiated
with intravenous hydrocortisone, oral mesalamine 1.2 gm three
times daily, mesalamine suppositories at night. Colonoscopy
was consistent with UC (with a UCEIS score of 5/8) with con-
tinuous inflammation from the rectum to the transverse colon
(Figure 1). A colonic biopsy revealed ulcerative colitis with se-
vere activity and ulceration, with CMV colitis (Figure 2). Serum
CMV serology turned out to be positive, with a viral DNA load of
780 IU/mL. Treatment with intravenous ganciclovir 300 mg was
started, and steroid therapy was tapered.
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K Table 1: Routine blood investigations.

)

HB: Hemoglobin; TLC: Total leucocyte counts; PLT: Platelets; ESR:
Erythrocyte sedimentation rate; Na: Sodium; K: Pottasium; Procal: Pro-
calcitonin; CRP: C-reactive protein; TP: Total protein; SA: Serum albu-
min; CA: Calcium; PO3: Phosphate; TC: Total cholesterol; TG: Triglycer-
ide; LDL: Low density lipid; HDL: High density lipids; VITD: Vitamin D;
PTH: Parathyroid; PT activity: Prothrombin activity; INR: International
normalised ratio; APTT: Activated partial thromboplastin time; HIV: Hu-
man immunodeficiency virus; HEP B: Hepatitis B; HEP C: Hepatitis C;
ANA: Antinuclear antibody; pANCA: Perinuclear anti-neutrophilic an-
tibodies; cANCA: Cytoplasmic anti-neutrophilic antibody; ASCA: Anti-
saccharomyces cerevisiae antibodies.

Parameter Day 2 value Normal range (Units)
Hemoglobin (HB) 8.4 13.5-17.5g/dL
Total Leukocyte Count (TLC) 8210 4,000-11,000 /uL
Platelet Count (PLT) 2.34 lakh 1.5-4.5 lakh/uL
Eryth te Sedi tati
rythrocyte sedimentation 48 <15 mm/hr
Rate (ESR)
C-Reactive Protein (CRP) 732 <5 mg/L Figure 1: Colonoscopic images showing loss of vasucalrity with
Urea 16 10-40 mg/dL multiple erosion and superficial ulcerations with intermucosal
Creatinine 08 0.6-1.2 mg/dL \\bleed in sigmoid (A) and descending colon (B).
Sodium (Na) 136 135-145 mmol/L
Potassium (K) 3.4 3.5-5.0 mmol/L
Procalcitonin (PRO CAL) 0.172 <0.1 ng/mL
Total Protein (TP) 43 6.0-8.0 g/dL
Serum Albumin (SA) 2.2 3.4-5.4 g/dL
Calcium (CA) 7.0 8.5-10.5 mg/dL
Phosphate (PO,) 2.0 2.5-4.5 mg/dL
Total Cholesterol (TC) 223 <200 mg/dL
Triglycerides (TG) 176 <150 mg/dL
LDL Cholesterol 128 <100 mg/dL
HDL Cholesterol 67 >40 mg/dL (male)
Vitamin D (25-OH) <7 20-50 ng/mL
Parathyroid Hormone (PTH) 61.22 10-65 pg/mL WA T
- N . Flgure 2: Hlstopathology slide of colonic blopsy, (A,B) Smear
PT Activity 86% 70-100% showing distortion of crypt architecture, ulceration in the lining
INR 1.05 0.8-1.2 of epithelium with granulation tissue and acute inflammatory
Activated Partial 201 re s . exudate. Lamina showing dense mixed inflammatory cell infiltrate
. —. seconds i i i
Thromboplastin Time (APTT) along with lymphoid aggregates at 10x and 20x respectively (C)
) Arrow marks showing viral inclusion in the endothelial cells. (D)
D-Dimer 320 <500 ng/mL \\Viral inclusion stained positive for CMV immunostaining. )
HIV Negative Negative
ANA with pANCA Negative Negative
cANA Negative Negative
ASCA Negative Negative
X i RBC present, Normally no RBC,
Stool Routine Microscopy .
no pus/bacteria pus, or pathogens
Clostridium difficile GDH Negative Negative
Dilated b I loop,
Abdominal X-ray |.a € ow.e oop no dilation or free air
no air under diaphragm

Figure 3: (A) NCCT (day 19) head showing ill-defined hypodense

lesion in left parieto-occipital area with hemorraghic foci. (B) NCCT

Head (day 23) showing left subacute infarct with haemorrhagic
\\transformation with mass effect and MLS of 8.7 mm. j

On day 19, the patient developed altered behavior, followed
by a Generalized Tonic-Clonic Seizure (GTCS) and was found have
developed ischemic infarct with hemorrhagic foci (Figure 3a).
A 2D echocardiogram, and lower limb Doppler showed no evi-
dence of thrombus. Following the exclusion of papilledema Ce-
rebrospinal Fluid (CSF) analysis was done which did not reveal
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any evidence of CMV meningoencephalitis. The patient was
managed conservatively with antiedema measures and antiepi-
leptic medication. Subsequently, the patient developed right-
sided hemiparesis (NIHSS score of 10), with repeat CT scan
showing extension of the infarct with mass effect and a midline
shift of 8.7 mm (Figure 3b). Despite maximum medical efforts
the patient succumbed to the illness.

Discussion

The incidence of CMV colitis in UC patients ranges from
5-30% in with higher rates observed in patients with severe,
steroid-refractory UC [6]. CMV infection is associated with ex-
acerbation of colitis compelling colectomy. Risk factors include
age >30 years, immunomodulatory drugs, refractoriness to
treatment, leucocyte count <11,000, and disease duration <60
months. Endoscopic findings such as deep ulcers may raise sus-
picion for CMV, but definitive diagnosis requires histopathologi-
cal evidence of viral inclusions, immunohistochemistry, or de-
tection of CMV DNA through polymerase chain reaction (PCR)
testing of colonic tissue samples [7]. In our patient diagnosis
was established with biopsy findings and supported with se-
rum DNA copies. Management was done as per the European
Crohn’s and Colitis Organisation (ECCO) and American College
of Gastroenterology (ACG) guidelines, which recommend gan-
ciclovir 5 mg/kg twice daily for 2-3 weeks as the first-line agent
with valganciclovir as an alternative for less severe cases [8].

According to both guidelines, immunosuppressive therapy
should be continued in mild cases of CMV colitis, but in severe
cases, particularly steroid-refractory CMV colitis as for our pa-
tient, it is recommended to gradually taper steroids as ongoing
steroid therapy can worsen CMV colitis, and abrupt cessation
can exacerbate UC [9]. Anti-TNF therapy should be considered
in cases of CMV- associated acute flare of UC along with anti-
virals, due to lack of availability at our institution we could not
switch to anti-TNF. In cases where medical management fails,
colectomy should be considered, particularly in cases of toxic
megacolon or perforation.

Our patient further deteriorated with development of isch-
emic stroke despite prophylactic anticoagulation. Stroke, while
arare but serious complication of UC. The risk of stroke in UC is
1.5-3.6-fold higher as compared to the general population, with
areported frequency of 4.7% [10]. The underlying mechanisms
involve multiple factors, including hypercoagulability, chronicin-
flammation, and endothelial dysfunction. UC is associated with
elevated levels of procoagulant factors such as fibrinogen and
factor VIII, as well as increased platelet activation and homo-
cysteine levels, all contributing to a prothrombotic state [11].
Ischemic strokes are more common compared to haemorrhagic
ones. Vasculitic strokes can occur rarely in the context of se-
vere systemic inflammation. CMV colitis exacerbates the already
heightened risk of thrombosis by promoting a pro-inflammatory
and hypercoagulable state [12].

Prophylaxis is recommended in patients with active disease
or extra-intestinal manifestations, with low-dose aspirin or anti-
coagulation. While traditional anticoagulants like warfarin have
been used, current recommendations often favor direct oral
anticoagulants which can also be used on an outpatient basis.
Regarding treatment there are no specific guidelines for stroke
in context of UC. UC itself is not a contradiction for intravenous
thrombolysis but in patients with active bleeding or significant
thrombocytopenia, as seen in our patient, intravenous throm-
bolysis is contraindicated and alternative approaches such as

mechanical thrombectomy should be considered which was not
available at our facility [13]. Anticoagulation, if required, can be
started at lower doses, ensuring that the benefits of preventing
further thromboembolic events are weighed against the risk of
gastrointestinal bleeding [14].

Several case reports have highlighted the association be-
tween acute Cytomegalovirus (CMV) infection and thrombo-
embolic complications, suggesting its potential role as a pro-
thrombotic trigger. Kelkar et al. reported 7 cases of CMV related
thromboembolism in patients of renal transplant on immu-
nosuppression even after thromboprophylaxis addressing the
association of venous thromboembolic events with CMV [15].
Chou et al. described a patient with CMV colitis who devel-
oped pulmonary embolism and management following treat-
ment with intravenous unfractionated heparin and ganciclovir
showed clinical improvement [16].

Reinforcing these individual case observations, a nested
case-control study by Lee et al., conducted in a Korean cohort
of patients with Inflammatory Bowel Disease (IBD), found that
CMV colitis was independently associated with an increased
risk of Venous Thromboembolism (VTE) (odds ratio 4.01;95% Cl,
1.49- 10.78) [17]. The study also identified elevated C-Reactive
Protein (CRP) levels and recent corticosteroid use as additional
risk factors, supporting the hypothesis that CMV reactivation
can contribute to endothelial injury and a hypercoagulable state.
Collectively, these findings underscore the need for heightened
vigilance for thromboembolic events in IBD patients with evi-
dence of CMV reactivation. Early initiation of antiviral therapy,
alongside appropriate anticoagulation, may be essential for op-
timizing outcomes in this high-risk population.

Treatment of Ischemic stroke in setting of ulcerative colitis
especially when complicated with CMV needs multidisciplinary
approach with high clinical suspicion, early diagnosis and
prompt treatment to prevent adverse outcomes.

Conclusion

The management of UC and its complications requires a
multidisciplinary approach, particularly in the presence of co-
existing conditions such as active colitis with bleeding, CMV
colitis, and cerebral infarction. In our patient, delayed diagnosis
of CMV colitis and absence of thromboembolic prophylaxis in
the setting of severe UC led to rapid clinical deterioration and
development of an ischemic stroke. Despite appropriate medi-
cal therapy, the patient’s condition worsened, and he ultimately
succumbed to his illness. Stroke although rare but can occur in
UC patients with active colitis and its management particularly
in the context of active gastrointestinal bleeding presents signif-
icant challenges. Antiviral therapy for CMV colitis and appropri-
ate anticoagulation strategies are essential in improving patient
outcomes. Early diagnosis and a tailored treatment plan that ad-
dresses both the gastrointestinal and extra-intestinal manifesta-
tions of UC are critical for preventing complications and improv-
ing prognosis.
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