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Comment on: “A Pilot Real-life Study
Opioid Induced Constipation in Neoplastic
Patients Admitted to Internal Medicine
Ward. Outcome of Naldemedine Therapy
According to Available Guidelines™: the
importance of gastrointestinal screening
before naldemedine

To the Editor,

We read with interest the study by Luglio et al. [1] on
opioid-induced constipation (OIC) in hospitalized patients
with cancer. The authors evaluated a practical treatment
strategy using polyethylene glycol followed by naldemedine
when needed. Among 27 patients with refractory OIC who
received naldemedine, 16 (59.3%) showed improvement. This
study addresses an important clinical problem in patients
with cancer and provides valuable real-world evidence for
the management of OIC when conventional laxatives are
insufficient.

One important question, however, deserves further
clarification. Clarifying it could further strengthen the clinical
value of the study and help clinicians apply its findings
safely in routine practice. How were patients assessed for
gastrointestinal (GI) obstruction before naldemedine was
started? Naldemedine is contraindicated in patients with
known or suspected GI obstruction and in those at increased
risk of recurrent obstruction [2]. This restriction reflects
the risk of GI perforation. A case of GI perforation during
naldemedine treatment has also been reported in a patient with
diverticular disease [3]. This question is particularly relevant
to the present study. The cohort included 45 patients with GI
tract cancer and 154 patients with metastatic disease [1].

These details are important for both patient safety and
the wider clinical use of the study findings. Clear reporting
of patient selection and screening would make the treatment
pathway easier to interpret and apply in routine care. However,
the article does not report how many of the 27 patients treated
with naldemedine had GI cancer or peritoneal metastases. It
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also does not report how many had previous bowel obstruction,
GI surgery, or other relevant GI conditions. The methods used
to exclude mechanical obstruction before treatment were not
described.

We would appreciate any additional information the authors
could provide on these points. In particular, it would be helpful
to know how many of the 27 patients had GI malignancy or
peritoneal metastases. We would also be interested to know
whether any had current or previous bowel obstruction and
how obstruction was excluded before treatment. We believe
that these details would further strengthen an already valuable
study and help clinicians use its findings safely in routine
practice.
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Reply,
To the Editor,

We sincerely thank the authors of the letter to Editor [1]
for the interest in our paper on opioid-induced constipation
(OIC) in hospitalized patients with cancer [2].

Opioid-induced constipation is a subtype of secondary
constipation which requires precise characterization. In
accord with guidelines, we fully agree that the presence of
gastrointestinal (GI) obstruction must be excluded at any time
before starting therapy and during therapy with naldemedine.
Indeed, the Italian ECHO-OIC initiative emphasizes that a
detailed clinical history is essential to identify any additional
or alternative causes of constipation [3]. This approach also
includes the exclusion of alarm symptoms such as new onset
of unexplained constipation and/or new obstructive symptoms,
namely bloating, distension, and abdominal pain during stool
passage suggestive of proven mechanical obstruction [4].

In our series we carefully excluded the presence of GI
obstruction according to patient history, physical abdominal
examination (i.e., distension, cessation of flatus and bowel
movements) and laboratory testing. None of the patients
had clinical suspect of abdominal obstruction nor required
additional abdominal CT scan. Six out of 27 patients (22.2%)
treated with naldemedine had GI cancer, and 3 of them had
peritoneal metastases. Among these, one patient with gastric
cancer and 2 patients with colon cancer had previously
undergone GI surgery. None had a previous bowel obstruction.

We also agree about the risk of GI perforation, in particular
in patients with diverticular disease. In our series, only one
patient had evidence of uncomplicated colonic diverticulosis.

A class warning and precaution statement about the risk of GI
perforation is common to all PAMORAs currently used in patients
with OIC (methylnaltrexone, naldemedine, and naloxegol).
Thus, the efficacy of therapy and the possible presence of signs/
symptoms suggestive for GI obstruction/perforation should be
closely monitored in all patients with OIC undergoing PAMORAs.
This is especially true in patients at high risk for obstruction
(such as GI cancer without previous surgery or with peritoneal
metastases) or in presence of colonic diverticulosis. In these
patients, a change to another laxative should be taken into account
when constipation persists despite PAMORA administration.
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Rare endogenous hepatic penetrating injury
To the Editor,

A 56-year-old male was admitted with 4 hours of acute
abdominal pain and distension following excessive eating.
Upon admission, his blood pressure was 266/143 mmHg,
Murphy's sign was positive, and his white blood cell count
was 15.9x109/L. Emergency computed tomography showed
an enlarged gallbladder with gallstones (Fig. la, red arrow),
blood in the gallbladder and common bile duct (Fig. la,
yellow and white arrow), and a bleeding point on the anterior
wall of the gallbladder (Fig. 1b, arrow). Four hours later, the
patient’s abdominal pain suddenly worsened, and magnetic
resonance imaging revealed a ruptured gallbladder, with
stones displaced into the liver parenchyma, and a hepatic
penetrating injury with hematoma formation (Supplementary
file). Intraoperative exploration confirmed a severe localized
defect in the gallbladder wall penetrating directly into the
liver parenchyma (Fig. lc; asterisk indicates gallstones),
consistent with a subacute Niemeier type II perforation [1].
Subsequently, the surgeon performed a cholecystectomy
and excision of the injured liver tissue. Histopathological
examination revealed extensive transmural necrosis and
hemorrhage of the gallbladder wall, with severe inflammatory
infiltration extending into the adjacent liver parenchyma (Fig.
1d), confirming the diagnosis of hemorrhagic necrotizing
cholecystitis [2, 3]. The patient recovered well and was
discharged in the second week after surgery.

Hepatic penetrating injuries are typically caused by trauma
[4]. However, in this endogenous case, gallstone obstruction
likely caused acute severe inflammation and secondary
circulatory disturbance, leading to focal ischemia and
transmural necrosis of the gallbladder wall. This inflammatory
process eroded the local vessels, precipitating acute intraluminal
hemorrhage [3]. The sudden increase in luminal pressure from
the hemorrhage, combined with the necrotic weakness of the
gallbladder bed, ultimately caused a spontaneous Niemeier
type II perforation, propelling the stones and hematoma into
the adjacent liver parenchyma [1]. Hemorrhagic cholecystitis is
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Fig. 1. a) Computed tomography: an enlarged gallbladder with
gallstones (red arrow), blood in the gallbladder and common bile duct
(yellow and white arrow), b) Bleeding point on the anterior wall of
the gallbladder (arrow). c) Intraoperative exploration: localized defect
in the gallbladder wall penetrating directly into the liver parenchyma
(asterisk: gallstones). d) Histopathological examination: extensive
transmural necrosis and hemorrhage of the gallbladder wall, with
severe inflammatory infiltration extending into the adjacent liver
parenchyma.

an exceptionally rare and potentially fatal complication that is
often difficult to diagnose preoperatively [5]. While gallbladder
perforation occurs in a small percentage of acute cholecystitis
cases, the Niemeier type II variant, which forms an intrahepatic
hematoma or abscess, is extremely uncommon [6]. Open
cholecystectomy combined with the excision or drainage of
the involved liver tissue remains the definitive treatment for
such localized penetrating perforations, effectively minimizing
severe postoperative complications [1].
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Acute extensive portal vein system
thrombosis in a patient with acute
pancreatitis secondary to pancreatic cancer

To the Editor,

A 41-year-old female was admitted to our department
due to left upper abdominal pain accompanied by nausea and
acid reflux for 20 days. Five days before our admission, she
underwent contrast-enhanced computed tomography (CT)
scans at another hospital, which revealed acute pancreatitis
and extensive thrombosis in the portal vein system, and
then was initially treated with pancreatic enzyme inhibition,
anticoagulation, and thrombolysis. However, her abdominal
pain did not relieve after above treatments. Two days before
our admission, contrast-enhanced CT scans were repeated,
showing the progression of portal vein system thrombosis
(PVST). After our admission, physical examination revealed
abdominal tenderness without rebound tenderness. On
laboratory tests, C-reactive protein (CRP) was 92.96 mg/L
(reference range: 0-10 mg/L), prothrombin time (PT) was
13.5 s (reference range: 9.0-13.0 s), D-dimer was 10.57 mg/L
(reference range: 0.00-0.55 mg/L), fibrinogen degradation
products (FDP) were 35.52 pg/mL (reference range: 0.0-5.0 pg/
mL), lipase was 156 U/L (reference range: < 67 U/L), amylase
was 75 U/L (reference range: 35-135 U/L), carbohydrate
antigen 50 (CA50) was 206.8 IU/mL (reference range: 0-25
IU/mL), and carbohydrate antigen 19-9 (CA19-9) was 795.5
U/mL (reference range: 0-37 U/mL). Thrombophilia-related
tests showed antithrombin IIT was 70.8% (reference range: 75-
125%), plasma protein C activity was 68.9% (reference range:
70-140%), and plasma protein S activity was 103% (reference
range: 75-130%). Antiphospholipid syndrome antibodies were
within their reference ranges. No mutations were identified in
the factor V Leiden or prothrombin G20210A genes, while a
heterozygous 4G/5G mutation was detected in the plasminogen
activator inhibitor type 1 (PAI-1) gene. Subsequently, she
was treated with protease inhibitors, fluid resuscitation,
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Fig, 1. Contrast-enhanced CT performed three days after our admission. (A) Red arrows:

malignant pancreatic lesions; (B) Green arrows: peripancreatic exudation; (C) Yellow arrow:

thrombosis within the left portal vein branch; (D) Yellow arrow: thrombosis within the right

portal vein branch; (E) Yellow arrow: thrombosis within the superior mesenteric vein; (F) Yellow

arrow: thrombosis within the splenic vein.

acid suppression, and nutritional support. Meanwhile,
low-molecular-weight heparin sodium (LMWH) was
administered subcutaneously at a dose of 5000 IU twice daily
for anticoagulation, and urokinase was infused intravenously at
adose 0f 400,000 units every 12 hours for thrombolysis. Three
days after our admission, contrast-enhanced CT scans revealed
malignant pancreatic lesions (Fig. 1A), acute pancreatitis (Fig.
1B), and extensive PVST (Fig. 1C-F). Unfortunately, pancreatic
biopsy was not performed. Ten days after our admission,
positron emission tomography/computed tomography (PET/
CT) scans revealed multiple slightly low-density nodules with
unevenly increased radioactive uptake in the liver (SUVmax
10.7), which were considered multiple hepatic metastatic
tumors. The main portal vein and its branches were dilated
with increased radioactive uptake (SUVmax 11.3), indicating
the possibility of portal vein tumor thrombosis. Thirteen days
after our admission, her abdominal pain was slightly alleviated
without nausea and acid reflux, but her low back pain persisted.
After a consultation with the Department of Pain Medicine
of our hospital, tramadol hydrochloride sustained-release
tablets were administered orally at a dose of 100 mg once daily
for pain management. Sixteen days after our admission, her
pain improved. Laboratory tests showed that CRP was 83.56
mg/L, PT was 14.9 s, D-dimer was 18.13 mg/L, and FDP was
64.87 pg/mL. Upon the request of her family members, she
was discharged. Subsequently, she was transferred to another
hospital for radiotherapy, but the treatment was unsuccessful.
One month later, the patient passed away at home.

Our patient had a first-degree family history of pancreatic
cancer and exhibited a markedly elevated serum CA19-9 level,
which indicate a high possibility of pancreatic malignancy [1,
2]. Patients with advanced pancreatic cancer have an extremely
poor prognosis, and the median overall survival time is less
than 6 months in patients with metastatic pancreatic cancer
[3-5]. Our patient died one month after discharge, which
further supported the possibility of advanced pancreatic
cancer. In our case, pancreatic malignancy with liver metastasis

may promote the formation of PVST. Moreover, our patient
had a heterozygous mutation in the PAI-1 gene, which may
decrease the activity of the fibrinolytic system by increasing
the expression of PAI-1, and further increase the risk of
thrombosis [6].

Anticoagulation is recommended as the first-line therapy
for acute PVST, with the primary goals of achieving vascular
recanalization and preventing thrombus extension [7].
It can improve the recanalization of PVST secondary to
acute pancreatitis [8]. Among patients with poor response
to anticoagulation, a combination of systemic or local
thrombolysis should be added, if there are no contraindications
to thrombolysis [9]. Our patient received thrombolysis for 9
days, except for continuous administration of LMWH during
hospitalization. Unfortunately, the response to anticoagulation
combined with systemic thrombolysis was still unsatisfactory
in our patient. This was consistent with the findings from a
meta-analysis that the efficacy of thrombolysis was inferior
in patients with PVST secondary to acute pancreatitis [10],
probably due to the unique pathogenesis of PVST in such
patients. Thrombolysis primarily aims to dissolve the existing
thrombus, but it is difficult to address other risk factors of
PVST caused by acute pancreatitis. Furthermore, failure
to recanalization in our case was due to the initiation of
anticoagulation combined with systemic thrombolysis more
than two weeks after symptom onset as well as the possibility
of malignancy as the major etiology of PVST according to
the results of PET/CT. By comparison, Rusu et al. described
a patient with alcoholic cirrhosis and inherited protein S
deficiency who developed PVST and in-stent thrombosis
shortly after transjugular intrahepatic portosystemic shunt,
and then successfully treated by immediate anticoagulation
combined with local thrombolysis [11].

In conclusion, we presented a unique and challenging
case that extensive PVST developed in the setting of acute
pancreatitis secondary to pancreatic cancer. As known, splenic
vein thrombosis is not uncommon in patients with pancreatic
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cancer [12]; by comparison, complete occlusion within
intrahepatic portal vein branches and superior mesenteric
vein is rare in such patients. Initially, acute extensive PVST
was considered benign in this case, and thus, anticoagulation
combined with thrombolysis was given. However, the clinical
response to anticoagulation and thrombolysis was poor. To
further monitor the disease course, CT scans were repeated and
indicated the possibility of pancreatitis secondary to pancreatic
cancer. Accordingly, we should comprehensively recognize the
potential etiology of acute PVST, which can be useful to predict
the treatment efficacy and the outcomes.
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Gastric cracked and cobblestone-like mucosa
associated with long-term proton pump
inhibitor use

To the Editor,

A 55-year-old woman underwent an upper gastrointestinal
endoscopy screening. She had been taking a proton pump
inhibitor (PPI) for over ten years to treat her refractory
gastroesophageal reflux disease (GERD). It was her only
medication. Physical and laboratory examinations were

Fig. 1. (A) Upper endoscopy showed numerous, slightly elevated mucosal lesions in the
gastric body. The lesions were located between the gastric folds. (B) Upon closer observation,
approximately 3-5 mm-sized, gastric cracked and cobblestone-like mucosa was revealed.
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unremarkable. The Helicobacter pylori infection test was
negative. The endoscopy revealed numerous, slightly elevated
mucosal lesions resembling cobblestones in the stomach (Fig.
1). These lesions were consistent with cracked and cobblestone-
like gastric mucosa (CCLM). Differential diagnoses that could
present with CCLM included chronic gastritis, neoplasms,
and Crohn’s disease. These diagnoses were excluded based
on clinical and histopathological findings. This alteration was
found to be associated with long-term PPI use.

PPIs are used worldwide to treat GERD and to prevent
peptic ulcers caused by nonsteroidal anti-inflammatory drugs
and low-dose aspirin. Although PPIs are highly effective and
have low toxicity, long-term use can cause pathological changes
such as parietal cell protrusion and cystic dilation of fundic
glands in nonatrophic gastric areas [1]. These changes can
manifest as multiple fundic gland polyps, black spots, multiple
white and flat elevated lesions, or CCLM [2]. PPI use elevates
gastrin levels due to acid inhibition; thus, hypergastrinemia may
be relevant to these findings. Higher gastrin levels have been
found to be positively associated with CCLM development,
irrespective of the duration of medication use [3]. Additionally,
no increased risk of gastric epithelial changes, including
tumor development, has been observed, even following over
ten years of PPI treatment [3]. Our patient has continued the
medication with informed consent because the presence of these
lesions alone is not sufficient reason to stop appropriate PPI
therapy. This case underscores the importance of recognizing
endoscopic features associated with long-term PPI use.
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Methotrexate-induced liver injury or acute
hepatitis C flare? The indispensable role of
liver biopsy in ambiguous acute liver injury

To the Editor,

Drug-induced liver injury (DILI) remains a complex
diagnosis of exclusion, often mimicking a spectrum of
hepatobiliary pathologies [1]. When a patient receiving
potentially hepatotoxic pharmacotherapy presents with acute
liver injury concomitant with a viral infection, the therapeutic
decision-making process becomes precarious. We present
a case that underscores the critical role of liver biopsy in
distinguishing between methotrexate (MTX) hepatotoxicity
and an acute flare of chronic hepatitis C virus (HCV) infection.

A 40-year-old female presented to the emergency
department reporting diffuse abdominal pain persisting for one
month, which had intensified in the upper abdomen over the
preceding 48 hours. Associated symptoms included abdominal
bloating, anorexia, constipation, and involuntary weight loss
of approximately 4-5 kg over the previous two months. Her
medical history was significant for sero-negative rheumatoid
arthritis (RA) diagnosed in 2017, for which she was managed
with MTX (10 mg/week) and folic acid.

Clinical examination revealed epigastric tenderness without
fever or stigmata of chronic liver disease. Initial laboratory
investigations demonstrated a severe cytolytic syndrome with
alanine aminotransferase (ALT) of 517 U/L and aspartate
aminotransferase (AST) of 343 U/L. During hospitalization,
these values peaked dramatically (ALT=1207 U/L; AST=783
U/L), accompanied by elevated gamma-glutamyl transferase
(GGT) of 176 U/L and mild coagulopathy (INR=1.19).

The etiological workup excluded viral hepatitis A, B, and
E, as well as autoimmune hepatitis (ANA, ASMA, anti-LKM
negative). However, the patient tested positive for anti-HCV
antibodies with a high viral load (HCV RNA 8,176,007 IU/
ml). This finding created a significant clinical dilemma: was the
severe cytolysis driven by MTX-induced hepatotoxicity or an
exacerbation of a previously diagnosed and neglected chronic
HCV infection? The management strategies for these entities
are diametrically opposed; severe immune-mediated DILI may
necessitate corticosteroid therapy [1], which is contraindicated
in the setting of high viral replication, whereas HCV requires
the initiation of direct-acting antivirals (DAAs) [2, 3].

To resolve this diagnostic uncertainty, MTX was
discontinued and a percutaneous liver biopsy was performed.
As demonstrated in Fig. 1, histopathological analysis
revealed preserved hepatic architecture with moderate portal
lymphocytic inflammation, focal necrosis, and hepatocytic
cholestasis. Crucially, the specimen showed no significant
steatosis or fibrosis (F0), and lacked the eosinophilic
infiltration or granulomas often associated with drug-induced
hypersensitivity. The histology strongly favored a viral etiology
(histological activity index score 4/18) over MTX toxicity.

The patient was initially managed conservatively with
hepatoprotective agents. Following the peak in enzymatic
activity, a downward trend in liver enzymes was observed. The
patient was discharged and DAA therapy was initiated for HCV.

While scoring systems such as the Roussel Uclaf Causality
Assessment Method (RUCAM) are valuable, they have limited
utility in complex presentations involving concomitant liver
diseases [4]. Furthermore, low-dose MTX toxicity typically
manifests as hepatic steatosis and fibrosis following long-
term use, rather than acute massive cytolysis [5]. The absence
of these chronic changes, combined with the inflammatory
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Fig. 1. Histopathological features of liver core biopsy. The histological appearance of the liver
biopsy demonstrated moderate portal inflammation and cholestasis, without definitive features
of drug-induced hepatitis. Hepatitis C necro-inflammatory histological activity index (HAI)
score is 4/18, fibrosis stage FO.

patterns observed on biopsy, allowed for the exclusion of MTX
as the primary aggressor.

This case highlights that despite the availability of non-
invasive biomarkers, liver biopsy remains the gold standard
in ambiguous cases of acute liver injury [6]. In this instance,
histological assessment provided the definitive evidence
required to withhold potentially harmful steroids and pursue
curative antiviral therapy, ensuring patient safety and optimal
outcomes.
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Residual risk after SVR in advanced hepatitis
C fibrosis: five-year real-world outcomes

To the Editor,

Direct-acting antivirals (DAAs) have transformed the
prognosis of chronic hepatitis C virus (HCV) infection,
achieving sustained virological response (SVR) rates above 95%
and markedly reducing liver-related morbidity and mortality
[1]. However, patients with advanced hepatic fibrosis remain
at residual risk for hepatocellular carcinoma (HCC) and death
despite viral eradication.

We report five-year outcomes of a real-world cohort of
patients with chronic HCV infection and advanced fibrosis who
achieved SVR after DAA therapy at a tertiary center in Portugal.
Adult patients with METAVIR F3-F4 fibrosis assessed by
transient elastography who completed antiviral therapy by
December 31, 2019, were retrospectively evaluated. Patients
with viral coinfections, prior liver transplantation, or active
HCC at baseline were excluded. Follow-up data were obtained
from structured clinical records and institutional registries.

A total of 220 patients were included (81.8% male; mean
age 54.7 + 9.6 years), with cirrhosis present in 74.9%. During
a minimum follow-up of five years after SVR, 25 (11.6%)
patients died and 33 (15%) developed malignancy, including
HCCin 21 (9.8%). Among cirrhotic patients, 9.3% progressed
from Child-Pugh class A to B/C. No patient underwent
liver transplantation during follow-up. Key outcomes are
summarized in Table I. Baseline thrombocytopenia (<150,000/
uL), a surrogate of portal hypertension, was significantly
associated with all-cause mortality, whereas fibrosis stage and
age were not independently associated with HCC or death.
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These findings suggest that markers of portal hypertension
may help refine long-term risk stratification beyond fibrosis
staging alone and may have implications for tailoring post-SVR
surveillance strategies.

Our results align with large real-world cohorts showing
persistent HCC risk after SVR [2-4], particularly among
cirrhotic patients, supporting current recommendations for
lifelong surveillance in this population [5]. Importantly, these
data provide contemporary real-world evidence more than a
decade after the widespread introduction of DA As, reinforcing
that virological cure does not fully reverse the oncogenic and
mortality risk associated with advanced liver disease.

In conclusion, patients with advanced hepatic fibrosis who
achieve SVR after DAA therapy remain at clinically meaningful
long-term risk of HCC and mortality. Simple and widely
available markers such as platelet count may help identify
individuals who could benefit from intensified surveillance
and risk-adapted follow-up strategies.

Table I. Five-year clinical outcomes after SVR in patients with advanced
hepatic fibrosis (n=220)

Outcome n (%)
All-cause mortality 25 (11.6)
Any malignancy 33 (15)
Hepatocellular carcinoma 21(9.8)
Child-Pugh progression (A > B/C)* 15(9.3)

* Among patients with cirrhosis at baseline. SVR: sustained virological
response.
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Empirical anti-TNF dose intensification
in inflammatory bowel disease: real-world
outcomes from a resource-limited setting

To de Editor,

Loss of response (LOR) to anti-tumor necrosis factor
(anti-TNF) therapy remains a major therapeutic challenge in
inflammatory bowel disease (IBD), frequently leading to dose
escalation or treatment switching [1]. Although therapeutic
drug monitoring (TDM)-guided strategies are increasingly
recommended within a treat-to-target framework [2],
empirical dose intensification continues to be widely used in
resource-limited settings where access to TDM or alternative
biologics is restricted.

We conducted a retrospective cohort study including 240
patients with IBD [94 ulcerative colitis (UC), 146 Crohn’s
disease (CD)] treated with anti-TNF agents at a tertiary center
in Chile. Dose intensification (DI) was defined as infliximab
>5 mg/kg every 8 weeks, adalimumab >40 mg every 2 weeks,
or golimumab >50 mg every 4 weeks. Clinical relapse was
defined as partial Mayo score >3 in UC or Harvey-Bradshaw
Index >5 in CD. Survival free of relapse was evaluated using
Kaplan-Meier analysis. Overall, 52% of UC and 53% of CD
patients required DI during follow-up. Clinical response after
first intensification was achieved in 65.9% of UC and 73% of
CD patients. Relapse occurred in 34.1% and 27%, respectively,
with no significant difference between diseases (log-rank
p=0.15) (Fig. 1).
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Fig. 1. Kaplan-Meier curves. IBD patients without relapse after
intesification.

Our results are consistent with prior systematic reviews
showing response rates ranging between 60-80% following
empirical intensification [3, 4]. Importantly, response to
subsequent anti-TNF exposure was markedly reduced,
particularly in CD. While 40% of UC patients responded to
a second or third anti-TNF agent, only 9.1% of CD patients
achieved clinical response after further within-class cycling.
This decline in effectiveness aligns with evidence suggesting
that pharmacodynamic failure or anti-drug antibodies may
limit the benefit of repeated anti-TNF exposure [5]. When
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comparing intensification strategies, no significant differences
were observed between double and quadruple dose regimens
in either UC or CD, suggesting that more aggressive escalation
may not translate into superior clinical outcomes.

Our findings indicate that empirical anti-TNF dose
intensification remains an effective first-line rescue strategy for
IBD patients experiencing LOR, particularly in health systems
with limited therapeutic alternatives. However, the substantial
reduction in efficacy with repeated anti-TNF cycling especially
in CD highlights the importance of early therapeutic
reassessment and timely consideration of alternative drug
classes when available. These real-world data from a Latin
American tertiary center provide pragmatic evidence relevant
to similar resource constrained environments.
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The “India ink sign” in the liver: chemical
shift imaging findings in hepatic
angiomyolipoma

To the Editor

The “India ink sign,” also known as the etching artifact, is
an imaging phenomenon derived from a chemical shift artifact

] Gastrointestin Liver Dis, September 2026 Vol. 35 No 3: 492-502

of the second kind. It appears as a linear signal loss along the
interface between fat and water on opposed-phase magnetic
resonance imaging (MRI). In renal masses, particularly
angiomyolipoma (AML), this sign is widely recognized as a
classic indicator of fat-containing tissue. In contrast, hepatic
angiomyolipoma (HAML) is a rare entity, and its imaging
diagnosis remains challenging.

This article revisits the role of chemical shift imaging in
hepatic tumors, with particular attention to imaging findings
that may include the India ink sign. Angiomyolipoma is a
mesenchymal tumor belonging to the family of perivascular
epithelioid cell tumors (PEComas) and is composed of variable
proportions of blood vessels, smooth muscle, and adipose tissue
[1]. While AML most commonly arises in the kidney, HAML is
rare, with approximately 600 cases reported to date [2]. HAML
predominantly affects adult women and is usually benign and
asymptomatic, often detected incidentally. In contrast to renal
AML, which is associated with tuberous sclerosis complex in
more than 50% of cases, such an association is reported in only
5-10% of patients with HAML [2]. The imaging appearance
of HAML is heterogeneous, reflecting differences in histologic
composition. Lesions with minimal fat or those demonstrating
arterial hyperenhancement followed by portal or delayed phase
washout may closely mimic fat-containing hepatocellular
carcinoma (HCC), making accurate preoperative diagnosis
difficult.

Chemical shift MRI plays an important role in detecting
fat-related signal behavior in HAML. In the present case,
dual-echo T1-weighted gradient-echo imaging demonstrated
no remarkable signal alteration on the in-phase image (Fig.
la). In contrast, the opposed-phase image showed a distinct
linear signal loss along the interface between the tumor and the
adjacent hepatic parenchyma (Fig. 1b). This finding represents
signal cancellation at the fat-water interface, corresponding
to the India ink sign. Kuramoto et al. [3] similarly reported
that chemical shift imaging clearly demonstrated intratumoral
fat in most HAML cases, providing useful diagnostic clues.
Importantly, fat in HAML differs from that typically observed
in HCC. In HCC, fat usually reflects intracellular lipid and
manifests as diffuse or non-linear intralesional signal loss on
opposed-phase imaging rather than a sharp interface-related
line [4]. Although the India ink sign is not disease-specific and
has limited sensitivity [5], careful evaluation of chemical shift
imaging, integrated with enhancement patterns and clinical
context, may provide valuable supplementary information
in the differential diagnosis of fat-containing hepatic tumors.
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Fig. 1. a) Dual-echo T1-weighted gradient-echo imaging: no remarkable signal
alteration on the in-phase image. b) The opposed-phase image: a distinct linear signal
loss along the interface between the tumor and the adjacent hepatic parenchyma.
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Case report text-mining and the risk of
mistaking reporting trends for clinical
history

To the Editor,

We read with great interest the study of Ogasawara N.
[1], which using unsupervised machine learning on 60 years
of IBD case reports demonstrated that large text corpora can
reveal thematic changes, such as a shift from pathology-focused
descriptions before 1990 to treatment-focused language after
2000, aligning with the history of IBD management. However,
case reports may reflect what was considered publishable
rather than routine clinical practice, limiting broader historical
claims.

Because case reports are not selected from representative
clinical populations, they inherently favor unusual, educational,
or novel presentations over routine cases, and this selection
pressure evolves over time as journals’ interest in case reports
and the perceived novelty of specific interventions change [2].

The increased use of infliximab-related terminology after 2000
in this analysis is consistent with a genuine change in treatment
practice. However, it could also reflect infliximab-related cases
becoming more publishable following the introduction of a
novel therapy that generated reports of unusual responses or
adverse events, regardless of how quickly or completely it was
integrated into routine IBD care. The text-mining method
cannot distinguish between these explanations because it
lacks an independent measure of underlying practice patterns
against which to validate the clusters it extracts.

This does not diminish the study’s technical contribution,
but it does suggest a specific direction for strengthening the
interpretation of its results. Comparing the case-report-derived
timeline against an independent proxy for actual practice
change, such as biologic utilization data, guideline publication
dates, or drug approval timelines, would help establish whether
the thematic shifts identified reflect true changes in clinical
management or simply changes in what became publishable
over time. Where the two align closely, as they plausibly do for
amajor event like infliximab's approval, the method's historical
claims are more credible; where they diverge, the corpus is
telling us more about publishing trends than about patient care.

A second, more technical point concerns cluster validation.
The topic number was selected using silhouette scores over a
2-15 range, which is a reasonable internal consistency check
but does not establish that the resulting clusters correspond
to clinically meaningful categories rather than artifacts of the
specific vectorization and clustering choices. Reporting a topic
coherence metric alongside silhouette scores, or validating a
subset of cluster assignments against manual expert review,
would strengthen confidence that the extracted themes reflect
real clinical categories rather than statistical structure in the
term-frequency data alone.

None of this undermines the value of applying quantitative
text mining to biomedical case report corpora, a genuinely
underused resource, but future work in this space should treat
case-report-derived timelines as a hypothesis-generating signal
about reporting trends to be triangulated with independent
clinical data, rather than as a direct reconstruction of clinical
practice.

Hasaan Abdul Rahman, Urooj Akram
Nishtar Medical University, Multan, Pakistan
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Reply
To the Editor,

I would like to thank Abdul Rahman H. and Akram U. [1]
for their thoughtful and insightful comments regarding my
article, ,,Unsupervised Machine Learning of Inflammatory
Bowel Disease Case Reports Reveals Decades of Evolving
Research Themes” [2]. I sincerely appreciate their rigorous
engagement with my work and their highly constructive
suggestions regarding the interpretation of case report-based
text mining and the validation of unsupervised machine
learning (ML) models.

I fully agree with the authors that case reports do not
represent a random or representative sample of routine clinical
practice. As they rightly point out, clinical case reports are
shaped by inherent publication bias, preferentially capturing
unusual presentations, novel therapeutic responses, rare
complications, or unexpected adverse events [3]. This is a
fundamental characteristic of the case-report literature itself,
and it must be factored into any longitudinal text-mining
analysis.

Acknowledging this limitation, however, the primary
objective of my study was not to directly reconstruct the exact
epidemiological history or day-to-day clinical prevalence of
inflammatory bowel disease (IBD) management. Rather, the
study sought to investigate a conceptual and methodological
question: “Can unsupervised ML algorithms successfully
detect and reconstruct major, globally recognized historical
shifts in clinical paradigms from a vast, unstructured
biomedical text corpus?” The fact that computationally derived
transitions in dominant terminology, such as the emergence of
immunomodulators in the 1990s, the biologic era in the 2000s,
and targeted small molecules alongside “treat-to-target” (T2T)
strategies after 2010, so closely parallel established clinical
milestones suggests that case-report corpora may preserve
historically coherent signals. Although increased reporting
of infliximab-related cases may partially reflect publication
interest in a novel biologic therapy, such reports would not
have emerged without the introduction and growing clinical
use of infliximab itself. I believe these findings demonstrate the
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potential of case reports to preserve structured longitudinal
information, even if they cannot be interpreted as a direct
proxy for routine clinical utilization rates.

The suggestion to compare text-derived timelines with
independent clinical datasets, such as biologic sales data,
registry-based drug utilization, or guideline publication
timelines, is valuable. Conducting verification using such
external data significantly enhances the interpretation of text
mining results.

I also appreciate the technical feedback regarding cluster
validation. In my study, clustering quality and partition stability
were evaluated using several complementary internal metrics,
including the Silhouette Score, Calinski-Harabasz Index,
Davies-Bouldin Index, and multi-run reproducibility analyses
[2]. These internal validation procedures were implemented to
ensure that the identified clusters reflected stable underlying
structure. Nonetheless, I agree that incorporating semantic-
based topic coherence metrics or validating cluster assignments
against a subset of manually reviewed documents by domain
experts would further bridge the gap between statistical
clustering and clinical meaning.

In conclusion, I share the authors’ view that computational
text mining of case reports should be regarded primarily as a
powerful hypothesis-generating tool. This study presents the
potential of natural language processing and unsupervised
ML-not as replacements for traditional epidemiological
studies, registry-based research, or clinical trials, but as
tools to automatically analyze vast amounts of biomedical
literature (traditionally reviewed manually) to identify long-
term conceptual trends and uncover untapped signals within
clinical reports.

I once again thank Abdul Rahman H. and Akram U for
their exceptional commentary, which has contributed greatly
to clarifying both the opportunities and the boundaries of text-
mining methodologies in gastroenterology research.
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