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Full cystic remnant ductoscopy: a novel 
criterion for defining completeness in direct 
cholangioscopy? 

To the Editor,

An 81-year-old female patient with a remote history of 
cholecystectomy was referred for endoscopic retrograde 
cholangiopancreatography (ERCP) due to signs of cholangitis 
(bilirubin 1.8 mg/dL, gamma-glutamyltranspeptidase 327 
U/L, C-reactive protein 9.2 mg/dL) and marked intra- and 
extrahepatic cholestasis on abdominal ultrasound. After 
an uncomplicated wire-guided biliary access, the common 
bile duct (CBD) proved dilated up to 25 mm with a large 
stone in its middle portion up to 20 mm. (Fig. 1A – note 
limited cholangiogram due to acute cholangitis with putrid 
discharge). Biliary drainage using a 10-Fr biliary plastic 
stent was established after medium-size papillotomy, and 
cholangitis subsided in a timely fashion. Repeat ERCP with 
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scheduled direct cholangioscopy (DC)-guided electrohydraulic 
lithotripsy was performed 6 weeks later. Of note, the large bile 
duct stone had apparently disintegrated under stent treatment, 
which is occasionally observed in clinical practice [1, 2]. Given 
an a priori high probability for fluoroscopy-negative residual 
stone disease, the patient nonetheless underwent endoscopic 
papillary large-balloon dilation up to 15 mm followed by 
an uncomplicated freehand intubation using an ultra-slim 
upper endoscope (outer diameter 5.9 mm). The cystic duct 
(CD) remnant proved low-inserting (Fig. 1B – lower left) and 
was first intubated up to its blind end (Fig. 1C). In addition, 
ancillary injection of contrast media through the endoscope´s 
working channel firmly excluded a chronic cystic duct leakage 
(Fig. 1D). Next, the CBD, or more precisely, common hepatic 
duct was intubated up to a full endoscopic visualization of the 
liver hilum without evidence for residual stone material (Fig. 
1E) Furthermore, limited intrahepatic cholangioscopy was 
accomplished up to secondary-order ducts, likewise excluding 
remnant intrahepatic stones. (Fig. 1F, 1G).

Fig. 1. (A) Cholangiography indicates marked dilation of the common bile duct up to 
25 mm with a large stone estimated at 20 mm. (B) Visualization of the low-inserting 
cystic duct (CD) branch-off (lower left). (C) Blind end of the CD remnant reached. (D) 
Contrast media injection into the CD, excluding chronic leakage. (E) Advancement of 
the endoscope up to the liver hilum and (F, G) above up to secondary-order intrahepatic 
bile ducts, firmly excluding remnant stone disease throughout the biliary system.
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Procedural completeness of DC has been attributed to 
either advancement up to a predefined target region, e.g. 
indeterminate bile duct stricture, and/or up to the liver hilum 
[3]. Albeit persistent stone disease is not uncommon in large-
bore CD remnants, full direct ductoscopy of the (residual) CD 
and/or up to the spiral valves of Heister commonly precluding 
endoscopic passage might be discussed as a sine qua non for 
defining completion of full DC [4, 5]. 
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Impact of solid necrotic content on the 
outcome of endoscopic ultrasound guided 
transmural drainage of walled off pancreatic 
necrosis

To the Editor,

We read with great interest the study of Seicean et al. [1] 
regarding the impact of solid necrotic content on the outcome 
of endoscopic ultrasound (EUS) guided transmural drainage 
(ETD) of walled off necrosis (WON). They reported that solid 
necrotic content of WON was an important determinant for the 
number of direct endoscopic necrosectomy (DEN) sessions and 
thereby, for the resolution time for endoscopic drainage. WON 
with higher solid debris content (> 50%) were associated with 
a higher number of DEN, required longer endoscopy time and 
incurred higher costs [1]. Pancreatic fluid collections (PFC’s) 
following acute necrotizing pancreatitis (ANP) have varying 
morphology and thus differ in their size, extent, and proportion 
of solid necrotic content. ETD of WON ushered a new era of 

minimally invasive treatment of organized pancreatic necrosis. 
The critical issue in ETD is to provide a transmural tract of 
sufficient diameter that allows drainage of thick necrotic debris 
as well as the passage of endoscope into the necrotic cavity for 
a possible DEN. The advent of large diameter lumen apposing 
metal stent (LAMS) has revolutionized the ETD of PFC’s as 
these stents are easier to deploy with high success rates and, 
if required, DEN can be easily performed through these large 
caliber stents without need of repeated stent exchanges [2]. 

We have also previously demonstrated that the proportion 
of solid necrotic material in WON, as measured by EUS, can 
predict the need of DEN and other aggressive endoscopic 
drainage interventions with patients having >40% solid debris 
on EUS requiring either DEN or surgical necrosectomy [3]. 
Also, the timing of intervention after the onset of ANP can 
determine the need of aggressive endoscopic interventions 
such as DEN. In a recent study comparing early ETD (within 4 
weeks of onset of ANP) with delayed ETD (≥4 weeks of onset of 
ANP), we found that DEN was required more frequently in the 
early group (50% vs 7.4%; p<0.001) [4]. The results of this study 
suggested that the timing of drainage is critical in determining 
the solid content of the PFC’s and hence the efficacy of ETD. 

Seicean et al. [1] performed DEN in 84.7% patients with 
WON. DEN can effectively remove solid necrotic debris 
and can hasten clinical success. However, DEN is associated 
with an increased risk of serious adverse events with high 
morbidity and mortality along with being labor intensive 
with higher costs [2]. Previous studies demonstrated that the 
majority of patients with WON probably do not need DEN 
and various alternative techniques such as nasocystic tube 
placement, irrigation by hydrogen peroxide and creating 
multiple transluminal gateways for drainage can improve 
the outcomes of ETD without resorting to DEN. Therefore, 
a “step-up” endoscopic approach has been advocated  with 
DEN being reserved for patients not responding to aggressive 
drainage and irrigation [5].

The main conclusion inferred from this study as well as 
our previous studies is that the need for DEN in patients with 
WON depends upon the proportion of the solid necrotic 
debris content. The threshold of the solid necrotic content that 
predicts the need for DEN is variable across studies because of 
the varying use of step-up technique endoscopic drainage and 
lack of objectivity in accurately quantifying the solid necrotic 
content. Thus, there is a need to develop a uniform objective 
method of determining the exact solid necrotic content in 
WON and newer imaging modalities like 3-D EUS may help 
in better quantifying the solid necrotic content. 
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Durable response with lenvatinib and 
pembrolizumab combination therapy 
in a patient with pre-treated metastatic 
cholangiocarcinoma

To the Editor,

We read with interest the article of Cosma et al. [1] who 
described the efficacy of lenvatinib for patients with hepatocellular 

carcinoma and impaired liver function. Whether lenvatinib is 
effective for other hepatobiliary cancers is yet unclear. Here, 
we present the case of a patient with unresectable intrahepatic 
cholangiocarcinoma (iCCA) who achieved substantial und 
durable response from combination therapy with lenvatinib and 
pembrolizumab despite intensive pre-treatment.

A 59-year-old male patient was referred to our department 
for workup of a liver tumor. Diagnosis of alcoholic liver 
cirrhosis (Child-Pugh score A, MELD score 9) was made based 
on the patient’s history and diagnostic findings. An abdominal 
magnetic resonance imaging (MRI) indicated a hypervascular 
lesion of 4.3 x 3.9 cm diameter in liver segment VIII and 
multiple smaller lesions in segments VII and VIII (Fig. 1A). 
Furthermore, a peripancreatic lymphadenopathy was detected 
(Fig. 1B). Histopathological examination of the lesion was 
consistent with an adenocarcinoma of pancreaticobiliary origin 
(Fig. 1C). Combining medical imaging and histopathology, 
diagnosis of a metastatic iCCA was made. The TNM 
classification was cT2, cN1, cM1. 

Due to the multifocality of the tumour and lack of 
surgical therapeutic options, palliative chemotherapy with 
gemcitabine and cisplatin was initiated and continued for 
10 months until progressive mediastinal lymphadenopathy 
occurred. The patient was subsequently enrolled in the 
open label, phase II NALIRICC trial (NCT03043547), and 
received irinotecan liposome, 5-fluorouracil and leucovorin. 
As progressive lymphogenic and hepatic disease was detected 
6 months later, panel sequencing of the tumour genome was 
performed, revealing only a TP53 p.Y236N mutation. Hence, 
a combination of lenvatinib and pembrolizumab was initiated 
as an off-label treatment (lenvatinib at 10 mg p.o. daily and 
pembrolizumab at 200 mg i.v. every 3 weeks).

A CT scan in 5 months later revealed partial response with 
reduction of lymphogenic and hepatic tumor manifestations, 

Fig. 1. A: Abdominal magnetic resonance imaging: hepatic lesions at time of diagnosis. B: Computer tomography scan showing 
peripancreatic lymphadenopathy. C: Histopathological examination: adenocarcinoma of pancreaticobiliary origin. D: Time line of 
treatment course. PR: partial response; SD: stable disease; PD: progressive disease; MR: mixed response; BSC: best supportive care.
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mixed response two months later and consecutive stable 
disease. Adverse effects experienced with lenvatinib/
pembrolizumab were pruritus that resolved after a few weeks 
and occasional hypertension. Five months after treatment 
initiation the patient developed an immune-checkpoint 
inhibitor induced colitis and gastritis. Treatment with oral 
prednisolone and pantoprazole was installed, and therapy with 
lenvatinib/pembrolizumab was continued. Symptoms resolved 
within two weeks and prednisolone was tapered. Fifteen 
months after treatment initiation, progression of lymphogenic 
and hepatic lesions and new adrenal manifestations occurred 
and therapy with lenvatinib/pembrolizumab was discontinued. 
The patient opted for best supportive care and deceased 
subsequently. Overall survival after diagnosis was 40 months 
and 21 months after initiation of lenvatinib/pembrolizumab 
treatment (Fig. 1D).

In CCA, evidence regarding efficacy of lenvatinib is limited. 
Ueno et al. [2] reported antitumor activity of lenvatinib as a 
monotherapy in a single-arm, open-label phase II trial 
comprising 26 patients with unresectable CCA and prior 
failure of response to chemotherapy. Objective response rate 
(ORR) in this study was 11.5%, with partial response in three 
patients and stable disease achieved in nine patients [2]. There 
is increasing evidence that the addition of immune checkpoint 
inhibitors (ICI) to multikinase inhibitors such as lenvatinib 
can enhance antitumor efficacy [3, 4]. In the ongoing phase II 
LEAP-005 trial, the combination of lenvatinib/pembrolizumab 
is assessed in a multicohort design, and 31 patients with CCA 
have been enrolled (NCT03797326). The ORR for CCA was 
10% and disease control rate was (DCR) 68% [5]. Recently, 
Lin et al. [6] reported the use of lenvatinib/pembrolizumab 
in a single-arm study with 32 patients with CCA as non-
first-line treatment. In this study, 16 patients with iCCA, 
10 with extrahepatic CCA and 6 with gall bladder cancer 
were included. The median progression-free survival was 
4.9 months with an ORR of 25%, and DCR of 78.1%. These 
results indicate a promising antitumor activity of lenvatinib/
pembrolizumab in CCA, but results from larger randomised, 
controlled trials are lacking.

In conclusion, combination therapy with lenvatinib/
pembrolizumab can be an effective treatment option in patients 
with CCA even with extensive pre-treatment. Results from 
ongoing clinical trials with this drug combination will allow 
a more comprehensive assessment of its clinical efficiency 
and safety profile for patients with CCA. Finally, predictive 
biomarkers are required to identify patients who benefit from 
treatment with lenvatinib/pembrolizumab.
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Use of a novel viscous lifting solution 
(LiftUp®) to enable safer and larger en bloc 
endoscopic mucosal resection in deep 
enteroscopy

To the Editor

We present a case of a 29 year-old female patient with Peutz 
Jeghers syndrome (PJS) referred to our unit for endoscopic 
mucosal resection (EMR) of a large small bowel polyp. The 
diagnosis of PJS was recently established by the presence of 
hyperpigmented macules on the lips and oral mucosa and the 
resection of a hamartomatous polyp on a previous colonoscopy. 
A prior capsule endoscopy study revealed a large polyp in 
the jejunum. A previous deep enteroscopy was performed 
at another institution, where a 60 mm sessile polyp in the 
proximal jejunum was confirmed and an endoloop was placed 
around a portion of the polyp to decrease the polyp size. 

At our unit, anterograde single-balloon enteroscopy was 
repeated to reevaluate and resect the larger polyp, which 
at the time measured around 40 mm. Submucosal fibrosis 
resulting from the previous endoloop was identified during 
initial submucosal lifting with saline plus methylene blue, 
therefore the lifting solution was switched to Liftup® (Ovesco, 
Tübingen Germany), a viscous solution, which enabled proper 
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lifting. En bloc EMR was then safely completed and the scar 
prophylactically closed with 4 clips. Histology confirmed a 
hamartomatous polyp without dysplasia. No immediate or late 
complications occurred and the patient was discharged after 
48 hours of inpatient monitoring. 

Patients with PJS are often diagnosed with small 
bowel polyps, some of them large, most of them being 
successfully managed with deep enteroscopy [1-3]. LiftUp® 
serves as a viscous injection solution for endoscopic 
resection techniques. It is a thermoreversible agent at body 
temperature, containing ethylenoxide and propylenoxid, and 
forms a stable and long-lasting cushion in the submucosa, 
which has been associated with almost no procedure related 
perforations [4, 5]. Wedi et al. [4], conducted a prospective 
randomized, ex vivo study which compared the use of three 
different solutions, Lifup®, hydroxyethyl starch (HAES 6 %) 
and normal saline solution (NaCl 0.9 %) before endoscopic 
mucosal dissection (ESD). The authors found higher 
adequate lifting rates with LiftUp® (80% vs. 30% and 30%, 
p<0.002) and significantly less injected volume of this agent 
(33.5mL vs. 231 mL and 299 mL, p<0.001) [4]. The aim of 
this case-report is to emphasize the use of LiftUp® solution 
to lift a fibrotic small bowel lesion, enabling a safe en bloc 
EMR of a large small bowel polyp. 
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Pembrolizumab induced steroid resistant 
immune mediated colitis and concurrent 
Clostridioides difficile infection

To the Editor,

Pembrolizumab, a monoclonal antibody might induce 
gastrointestinal side effects such as diarrhea and immune 
mediated colitis with intestinal perforation and important 
dehydration [1].

We herein present a case of pembrolizumab induced 
colitis and concurrent Clostridioides difficile infection in a 

Fig. 1. Endoscopic mucosal resection of a large small-bowel polyp: A) Small-bowel polyp; B) Submucosal 
elevation after Liftup® injection; C) Submucosal fibrosis resulting from the previous endoloop was identified 
during initial submucosal lifting; D) Polyp snaring; E) Polyp retrieval with a Roth Net; F) Closure of the 
scar with clips.
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patient with non-small-cell lung cancer. A 53-year-old male, 
presented to emergency department for severe diarrhea (about 
10 stools per day with blood) and altered status. In April 2020 
he was diagnosed with a left central hilar pulmonary tumor 
and mediastinal lymphadenopathy. Immunohistochemistry 
showed the presence of adenocarcinoma epidermal growth 
factor receptor (EGFR) negative, anaplastic lymphoma kinase 
(ALK) negative and PD-L1 80%. He had 11 infusions with 
Pembrolizumab monotherapy, with significant regression of 
pulmonary nodules on a computed tomography exam. Before 
the last dose of Pembrolizumab the patient presented blood 
in stool and liquid bowel movements; a sigmoidoscopy was 
performed that revealed circumferential edema, friability, 
spontaneous bleeding, punctiform ulcerations along the first 
40 cm from the AO. There were performed multiple biopsies 
and an immune mediated colitis induced by Pembrolizumab 
treatment was suspected. The patient was tested negative for 
Clostridioides difficile toxins, and a stool culture was negative; 
therefore, he began steroid-therapy with Prednisolone 32 
mg/day (February 2021) without any improvement. After 2 
weeks the patient was admitted to our department for severe 
diarrhea (about 10 stools per day with blood). This time, the 
Clostridioides difficile polymerase chain reaction (PCR) test 
for toxin A/B were positive. Vancomycin 250 mg every 6 hours 
and Metronidazole 500 mg every 8 hours was initiated, and 
Prednisolone 32 mg/day was maintained. As partial response 
was achieved, Tigecycline 50 mg every 12 hours intra-venously 
was initiated, without clinical response. In the 7th day from the 
admission, he had a colonoscopy, that revealed features of severe 
inflammation with marked erythema, friability, spontaneous 
bleeding and ulcerations from ascending colon to rectum; 
ileocecal valve mucosa with normal appearance (Fig. 1A). 
The histopathological examination showed diffuse mucosal 
inflammation, architectural distortion with ramification and 
shortening of the crypts, basal plasmacytosis (arrow) and cubic, 
regenerative surface epithelium confirming the diagnosis of 
immune mediated colitis (Fig. 1B). Tumor necrosis factor (TNF) 
alpha antagonist treatment (Infliximab 5mg/kg) and mesalazine 
therapy 1000 mg three times per day was added to prednisolone 
(total duration of prednisolone therapy 6 weeks). After the first 
two doses of Infliximab the patient presented an improvement 
of clinical manifestations with 4-5 stools/day, without blood or 

mucus. For Clostridioides difficile superinfection resistant to 
Vancomycin, Metronidazole and Tigecycline, patient received 
fecal microbiota transplantation, through a naso-gastric tube. 
This FMT led to the complete resolution of the symptoms. 
We continued Infliximab 5mg/kg every 2 weeks (three more 
infusions), until the fecal calprotectin was normal. 

This case is particular because of concomitant immune 
mediated colitis (steroid-refractory) with Clostridioides difficile 
superinfection (resistant to Vancomycin, Metronidazole and 
Tigecycline) successfully treated with Infliximab 5mg/kg 
every 2 weeks and fecal microbiota transplantation. Cases 
of steroid-refractory immune-mediated colitis successfully 
treated either with one dose of Infliximab (5mg/kg) either with 
two or more doses (5-10mg/kg) were previously reported; there 
were reported cases with resistance to Infliximab [2, 3]. Two 
cases described the association between immune mediated 
colitis and Clostridioides difficile infection, but both of them 
responded to corticosteroids and antibiotics [4, 5]. 

Colonoscopy and multiple colonic biopsies are necessary for 
the diagnosis of immune-induced colitis; the endoscopic and 
histological aspects are mimicking inflammatory bowel diseases 
but lacks chronic architectural changes of the crypts [4, 5].
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