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Abstract
AIM
To determine percentage of patients of necrotizing pan
creatitis (NP) requiring intervention and the types of 
interventions performed. Outcomes of patients of step 
up necrosectomy to those of direct necrosectomy were 
compared. Operative mortality, overall mortality, morbidity 
and overall length of stay were determined. 

METHODS 
After institutional ethics committee clearance and waiver of 
consent, records of patients of pancreatitis were reviewed. 
After excluding patients as per criteria, epidemiologic 
and clinical data of patients of NP was noted. Treatment 
protocol was reviewed. Data of patients in whom step-
up approach was used was compared to those in whom it 
was not used. 

RESULTS
A total of 41 interventions were required in 39% patients. 
About 60% interventions targeted the pancreatic necrosis 
while the rest were required to deal with the complications 
of the necrosis. Image guided percutaneous catheter 
drainage was done in 9 patients for infected necrosis all 
of whom required further necrosectomy and in 3 patients 
with sterile necrosis. Direct retroperitoneal or anterior 
necrosectomy was performed in 15 patients. The average 
time to first intervention was 19.6 d in the non step-up 
group (range 11-36) vs  18.22 d in the Step-up group 

Retrospective Study
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(range 13-25). The average hospital stay in non step-up 
group was 33.3 d vs 38 d in step up group. The mortality 
in the step-up group was 0% (0/9) vs  13% (2/15) in the 
non step up group. Overall mortality was 10.3% while 
post-operative mortality was 8.3%. Average hospital stay 
was 22.25 d.

CONCLUSION
Early conservative management plays an important role in 
management of NP. In patients who require intervention, 
the approach used and the timing of intervention should 
be based upon the clinical condition and local expertise 
available. Delaying intervention and use of minimal 
invasive means when intervention is necessary is desirable. 
The step-up approach should be used whenever possible. 
Even when the classical retroperitoneal catheter drainage 
is not feasible, there should be an attempt to follow 
principles of step-up technique to buy time. The outcome 
of patients in the step-up group compared to the non step-
up group is comparable in our series. Interventions for 
bowel diversion, bypass and hemorrhage control should be 
done at the appropriate times. 

Key words: Necrotizing pancreatitis; Nerosectomy; Mor
bidity and mortality in necrotizing pancreatitis; Step-up 
approach

© The Author(s) 2017. Published by Baishideng Publishing 
Group Inc. All rights reserved.

Core tip: Necrotizing pancreatitis is a clinical challenge 
which requires aggressive conservative management in 
the early part of the attack. About 60% patients respond 
to conservative management. Patients who develop 
infection in the necrosis may require intervention. Delay, 
drain and debride if required, are the principles of step-up 
approach. Percutaneous drainage should be performed to 
be followed later by a step-up necrosectomy if required. 
If percutaneous drainage is not available or is technically 
unfeasible, surgical necrosectomy can yield equally good 
results when performed after an appropriate delay at least 
of 2 wk. With advent of minimally invasive modalities, 
infected as well as symptomatic sterile necrosis can be 
treated variably with radiological, surgical or endoscopic 
means. The modality selected depends upon the local 
morphology of the inflamed pancreas and availability of 
expertise.

Aparna D, Kumar S, Kamalkumar S. Mortality and morbidity 
in necrotizing pancreatitis managed on principles of step-up 
approach: 7 years experience from a single surgical unit. World 
J Gastrointest Surg 2017; 9(10): 200-208  Available from: URL: 
http://www.wjgnet.com/1948-9366/full/v9/i10/200.htm  DOI: 
http://dx.doi.org/10.4240/wjgs.v9.i10.200

INTRODUCTION 
Necrotizing pancreatitis (NP) evolves in 15% to 25% 

of cases of acute pancreatitis[1-3]. It is a challenging 
clinical problem and despite great advances in the 
understanding of pathophysiology and management, 
the mortality rates in pancreatitis especially those with 
infected necrosis (IN) remain high[4-6]. Traditionally, open 
necrosectomy was the only tool available for surgical 
treatment of pancreatic necrosis. This was found to 
be associated with high mortality rates up to 40%[7]. 
With the understanding of the biphasic nature of the 
illness, the treatment of pancreatitis has undergone a 
paradigm change from early operative intervention to 
aggressive conservative management with avoidance 
of intervention as much as possible. The landmark 
paper by Besselink et al[8] in 2006 laid out the principles 
of “step up “approach to pancreatic necrosis. “Delay” 
the intervention, “drain” where possible by minimally 
invasive means and “debride” only when necessary 
became the pillars of management[9]. A multidisciplinary 
approach is now becoming the key to managing these 
patients[10]. These patients have long hospital stay and 
are a drain on the economic resources of the hospital as 
well as family. Morbidity can be extreme and happens in 
various forms.

On the background of the changes that have hap
pened in the management of NP over the last decade 
we planned to review our prospective database to 
evaluate management of patients of NP. The aim was to 
determine percentage of patients in whom intervention 
was performed and the types of interventions they under
went. We attempted to identify the overall success rate 
of percutaneous catheter drainage (PCD) and to compare 
the outcomes of patients of step up necrosectomy to 
those of direct necrosectomy. Operative mortality, overall 
mortality, various forms of morbidity and treatment 
offered for the same, and overall length of stay was 
determined. 

MATERIALS AND METHODS
After taking clearance from the institutional review board 
with a waiver of consent, a retrospective review of a 
prospective database of patients diagnosed to have acute 
pancreatitis admitted over a 7 years period between 
2008 to 2014 was carried out. All patients having 
pancreatic necrosis were included in the study. Patients 
who had non-necrotizing acute pancreatitis, pancreatic 
pseudocysts, acute-on-chronic pancreatitis, those who 
took discharge against medical advice and in whom the 
data was incomplete, were excluded. We also excluded 
the patients who were referred late in the course of their 
illness from other hospitals after multiple interventions. 

Epidemiological details regarding age, sex, etiology, 
interval between onset of attack and hospitalization, 
were noted. The APACHE Ⅱ scores and the percentage 
of necrosis was noted. The severity of the episode 
was categorized as per the revised Atlanta guidelines 
into moderately severe or severe[11]. The computed 
tomography severity index (CTSI) was noted[12].

The management of patients was reviewed. Patie
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nts responding to conservative management with 
no further admissions were identified. In the rest, 
total interventions performed and indications for the 
interventions were noted. Intervention for abdominal 
compartment syndrome and endoscopic retrograde 
cholangiography with sphincterotomy and stenting if 
any was excluded. Interventions were categorized as 
those directed to pancreatic and perpancreatic necrosis 
and those performed for complications associated with 
necrosis or treatment. Timing of the primary intervention 
for the necrosis from the onset of illness was recorded. 
Patients undergoing necrosectomy were categorized 
into those with step-up necrosectomy and those with 
direct retroperitoneal or anterior necrosectomy. These 
two categories were compared for timing of intervention, 
mortality and hospital stay. Mortality in operated patients 
and the overall mortality was studied. Cause of death 
and timing of death in relation to onset of the attack was 
noted. The morbidity was recorded in terms of bowel 
fistulation, bowel obstruction and hemorrhage. The 
interventions required for the same were noted. Total 
duration of hospital stay was noted. 

Treatment protocol
Intensive early management is instituted in all patients 
suspected to have severe acute pancreatitis. Adequate 
fluid resuscitation, oxygenation, electrolyte maintenance, 
pain relief are given. Great emphasis is placed on caloric 
support and early naso-jejunal feeding is instituted as 
soon as possible. In addition, chest physiotherapy and 
supplemental tapping of pleural fluid when necessary 
are used as measures to keep the oxygen saturation 
above 97%-98%. Ventilatory support is used whenever 
necessary.

Interventions for the pancreatic necrosis are avoided 
in the early period. Release of abdominal compartment 
is performed in the early phase when indicated, but 
there is no attempt to open the lesser sac at this stage. 
If patients respond to conservative management, no 
further intervention is planned. They are discharged 
once they are hemodynamically stable and enteral nu
trition is established. 

If there is suggestion of IN in the form of rising white 

cell count, febrile episodes not related to other sources 
(central venous catheters or pulmonary consolidation), 
tachycardia, tachypnea, sicker patient with weight 
loss, or evidence of gas in the area of necrosis on 
contrast enhanced computed tomography (CECT) scan 
(Figure 1), then intervention is planned based upon 
the principles of step-up approach. The approach to IN 
in order of preference is: (1) Image guided catheter 
through the flank directly into the retroperitoneum with 
step-up to retroperitoneal necrosectomy, if required; 
(2) direct retroperitoneal necrosectomy (video 1); (3) 
image guided catheter through anterior abdominal wall 
followed by focused anterior necrosectomy, if required 
(4) direct anterior laparotomy with necrosectomy and 
closed lavage of lesser sac. Open Abdomen approach 
is used in extreme cases. Irrespective of the approach, 
we try to enter the necrosis through minimal dissection. 
During necrosectomy, the loose necrotic tissue is re
moved and sharp dissection is avoided. The necrotic 
tissue sometimes is delivered as a cast (Figure 2) 
or piecemeal (Figure 3). The cavity is flushed with 
copious amount of warm saline which removes as 
much nonviable tissue as possible. This is followed by 
placement of an indigenously created irrigation system 
where a 12 Fr Ryle’s tube is inserted into a 32 Fr 
abdominal tube drain through a side cut near its outer 
end. The number of drains depends upon the space 
available. The necrotic cavity can be irrigated through 
the Ryles’ tube and the fluid is allowed to return through 
the tube drain. Because the drain is placed deep within 
the cavity, general peritoneal contamination is avoided 
even in anterior necrosectomy. Any overflow of fluid into 
the peritoneal cavity is removed by another drain placed 
in the pelvic cavity. Postoperatively, the intra-cavitary 
Ryles’ tube is used to lavage the cavity till all the solid 
necrotic elements are removed with further liquefaction. 
The lavage is performed either continuously or at 
intervals. The irrigation is discontinued when the drain 
stops showing pieces of solid debris or purulent fluid. 

When patients with presumed sterile walled off 
necrosis (WON) have symptoms like gastric outlet 
obstruction, failure to thrive or pain, depending upon the 
thickness of the wall of the necrotic sac, percutaneous 

Figure 1  Air in pancreatic necrosis. Figure 2  Cast of pancreatic necrosis.
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drainage by catheters or trans-gastric debridement with 
cysto-gastrostomy for internal drainage is performed. 
In some cases, intervention is required due to ob
struction of the bowel or suspected bowel fistulation. 
Bypass of the obstructed bowel and proximal diverting 
enterostomy is performed accordingly. Hemorrhage 
within the necrotic area is another indication for inter
vention. Trans-catheter embolization is used as the first 
choice of treatment for such cases.

RESULTS
During the 7 year period amongst all patients of acute 
pancreatitis (n = 276), 84 were identified as NP. Seven 
patients were excluded as per the exclusion criteria. The 
baseline characteristics of the patients included in the 
study (n = 77) are given in Table 1.

Forty-seven patients (61%) responded to conser
vative management and required no further intervention 
during that admission or later. 

A total of 41 interventions were carried out in 30 
(39%) patients. The details of intervention are given 
in Table 2. Of these 41 interventions, 32 interventions 
targeted the pancreatic necrosis while 9 were required 
for dealing with the complications of the necrosis.

Indications for intervention were infection (n = 30), 
bowel obstruction (n = 1), bowel fistulization (n = 6), 
hemorrhage (n = 2), persistent organ failure (n = 1), 
pain, failure to thrive (n = 4). The interventions were 
chiefly surgical and radiological. Image guided PCD and 
embolization were the radiologic interventions.

PCD was performed in 9 patients for IN based upon 
the inclusion criteria. In all these patients a step-up 
necrosectomy was required. In 3 patients PCD was 
performed for indication other than infection where a 
100% result was achieved and no other intervention 
was required. Thus the overall success rate for PCD was 
25% (3/12). 

Direct retroperitoneal necrosectomy (n = 3) or 
anterior necrosectomy (n = 12) was performed in 
15 patients. Thus necrosectomy was required in 24 
patients in all, 9 following PCD (step-up) and 15 without 
prior catheter drainage (Non step-up). All these were 

cases of IN. On comparing these two groups, the 
average time to first intervention was 19.6 d in the non 
step-up group (range 11-36) vs 18.22 d in the step-
up group (range 13-25). The average hospital stay in 
non step-up group was 33.3 d vs 38 d in step up group.
The difference between the two groups using the T-test 
was non significant for both these parameters. The 
mortality in the step-up group was 0% (0/9) vs 13% 
(2/15) in the non step up group. Using the fischer’s 
exact test, the difference was statistically not significant 
(P = 0.5). In all, 6 interventions were performed in 
first 2 wk compared to 18 in over 2 wk. Both the oper
ative deaths occurred in patients undergoing direct 
necrosectomy within the first 2 wk though the diff
erence was not statistically significant. In all patients 
after necrosectomy, closed lavage of the lesser sac was 
performed for an average duration of 16.5 d with a 
range of 12 to 32 d. 

In 5 patients intervention was required for large 
persistent symptomatic WON without evidence of 
infection. Depending on the wall maturity they underwent 
either trans-gastric debridement and internal drainage 
of the necrosis in the form of cysto-gastrostomy (n 
= 2, 1 laparoscopic) or PCD (n = 3) (Figure 2) under 
image guidance. The average time for intervention in 
these patients was 60 d with a range of 42-90 d. These 
patients had an average post- intervention stay of 7.4 d.

Morbidity was seen in the form of bowel obstruction 
in 3 patients. In 2 cases, transient colonic obstruction 
occurred with air fluid levels on X-ray Abdomen. In 
both cases, it resolved with extended conservative 
management. One patient of duodenal obstruction 
required a duodenojenunostomy. 

Bowel fistulation was apparent in 4 patients spon
taneously and in 2 patients after a necrosectomy (one 

Figure 3  Piecemeal pancreatic necrosis.

Table 1  Epidemiologic and Radiologic characteristics of patients 
n  (%)

Total patients 77
Age range 15-65
Average age 35.65
M:F   6:01
Etiology
  Alcohol 55 (71.5)
  Gall stones 16 (20.8)
  Ascariasis 1 (1.2)
  Idiopathic 5 (6.5)
Severity
  Moderately severe 59 (76.6)
  Severe 18 (23.4)
Extent of involvement
  > 90%  27 (35.06)
  50%-90%  38 (49.35)
  30%-50%    9 (11.68)
  Peripancreatic necrosis  3 (3.89)
  APACHE Ⅱ score range 8-19
  Average APACHE score 12.4
  CTSI range 6-10
  CTSI average 8

CTSI: Computed tomography severity index. M: Male; F: Female.
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each from the retroperitoneal and anterior necrosectomy 
group). A proximal diversion was carried out in all these 
patients. The diverting stoma was closed in all patients 
5-6 mo later without any further morbidity. Hemorrhage 
of visceral artery pseudoaneurysm occurred in 2 pa
tients which was treated by radiologic embolization. 

Overall mortality 10.38%. Five patients succumbed 
within first 4 d due to fulminant respiratory failure (n 
= 4) and sudden severe hemorrhage within pancreatic 
necrosis (n = 1). In the remaining 3 patients, the cause 
of death was new onset respiratory failure in the second 
week (n = 1) and sepsis with multi-organ failure (n = 
2). The timing of death in these patients was 14th, 18th 
and 32nd day respectively. Excluding the early deaths, 
the mortality was 4.1%. Two out of these 3 patients 
were subjected to operative necrosectomy. Mortality in 
all patients undergoing necrosectomy (step-up or non 
step-up) was 2/24, i.e., 8.3%.

The average duration of stay was 22.25 d with a 
range of 7 to 110 d. The patients who responded to 
conservative management required an average 11.26 d 
of hospitalization. In the patients requiring intervention, 
the average hospital stay increased to 31.76 d.

DISCUSSION
Gallstones and alcohol are the commonest causes of 
pancreatitis worldwide, with gallstones having a larger 
role in the western population[13]. In Indian population 
alcohol is a more common etiological factor as seen in 
previous studies[14]. The revised Atlanta guideline of 2012 
stratifies patients in three categories: Mild, moderately 
severe and severe depending upon the presence or 
absence of necrosis and transient or persistent organ 
failure. Moderately severe pancreatitis was proposed 
by Vege et al[15] who identified the large group of such 
patients in their patient population. We find similar 
distribution in our patients, with a nearly 77% of patients 
in the moderately severe category. 

At the onset of the attack, it is difficult to determine 
the subgroup of patients likely to develop significant 
pancreatic necrosis. Since pancreatic necrosis increases 
mortality significantly, diagnosing it is imperative in 
management. CECT is the gold standard for diagnosing 
NP and is especially helpful if done after the 4th to 5th day 
of onset[13]. Studies have demonstrated that AP patients 

with a CTSI higher than 5 had 8 times higher mortality, 
17 times more likelihood of a prolonged hospital course 
and were 10 times more likely to require necrosectomy 
than those with CTSI score < 5[16]. In our study group, 
more than 50% of pancreatic necrosis was seen in 38 
patients and in additional 27 patients it was near total 
necrosis. This is also indicated by the high CTSI (average 
8) in our patients. Clinically, this can lead to more local 
complications. Exclusively Peri-pancreatic necrosis was 
seen in 3 of our cases.

Due to better understanding of the initial systemic 
inflammatory response phase, the focus of initial manage
ment has shifted to an aggressive conservative one. 
Standard protocol for management should be established 
for all suspected cases of acute pancreatitis even before 
stratifying the patients. A significant number of patients 
respond to this management. In our series, 61% patients 
completely settled with conservative treatment and did 
not need any intervention either in the same admission 
or later. The role of intervention in NP is becoming more 
refined. With studies showing that early surgery is 
associated with higher mortality and that a large number 
of patients will respond to conservative management[1,17], 
the current recommendation is to delay the intervention to 
as late as possible.

Early intervention is required most often for IN. The 
mortality increases from 5%-25% in patients with sterile 
necrosis to 15%-28% when infection occurs[13]. Issues in 
managing IN are threefold. First issue is establishing the 
diagnosis of infection. A definite diagnosis requires Fine 
needle aspiration from the necrosis with gram staining. 
However with many studies showing recovery of some 
patients of IN with conservative management, the role of 
FNA is increasingly limited[18]. We have never used FNA 
to detect infection in the necrosis. Clinical signs can raise 
suspicion of infection and the CT scan may sometimes 
reveal air inside the necrotic area. 

The second issue is the timing of intervention. IAP 
guidelines of 2002 recommended avoiding intervention 
till 14 d for better outcomes[19]. Subsequent studies 
have recommended further delaying this to the 28th or 
29th day[20]. This is highly desirable as by this time the 
systemic inflammatory response subsides and patients 
are in a better condition to withstand interventions. The 
risk of iatrogenic injuries and hemorrhage becomes less 
as the necrosis is well separated from viable tissue[21]. 
The definition of delay varies between studies[19,22]. 
However, prolonging intervention beyond a certain time 
may entail overuse of antibiotics, increased incidence of 
resistant organisms as well as fungal superinfections[23,24]. 
In our patients, the average time to first intervention for 
IN whether radiological or surgical was 19.21 d, with the 
earliest intervention being the 12th day. Balancing this 
decision to intervene at the right time before the patient 
becomes too ill for any recovery is a clinical challenge. 
Though we have not found statistically significant 
difference between the mortality when intervention was 
performed below 2 wk and over 2 wk, it is still important 
to note that both the operative deaths occurred when 

Table 2  Details of interventions done in 30 patients

Name of procedure No. of patients

Percutaneous catheter drainage 12
Step-up retroperitoneal necrosectomy   3
Direct retroperitoneal necrosectomy   3
Direct anterior necrosectomy 12
Transgastric debridement with internal drainage 
(Cystogastrostomy)

  2

Diverting stoma   6
Duodenojejunal bypass   1
Embolisation for bleeding pseudoaneurysms   2
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procedure was performed in the first 2 wk. 
The third issue in managing IN is the approach. IN till 

recently was considered as an indication for a traditional 
necrosectomy. However, this approach also has the 
reputation of being very morbid with a high mortality rate 
upto 40%[7]. Newer minimally invasive modalities have 
evolved over the last few years with an aim to reduce this 
morbidity and mortality. The step-up approach described 
by Santvoort et al[25], has changed the management of 
IN. Image guided PCD either through the retroperitoneal 
or transabdominal route now plays an important role as 
the first line drainage in IN. The success rate of PCD in 
IN varies and ranges from 0% to 78%[25,26]. In a meta-
analysis, including 384 patients from 11 studies of PCD 
as a primary treatment for NP, surgical necrosectomy 
could be avoided in 56% of the patients and the overall 
mortality rate was 17%[27]. The incidence of IN in this 
group was 71%. Thus, PCD either causes sepsis re
versal or allows complete recovery avoiding surgical 
intervention[23]. In 9 patients with clinically suspected 
IN we used PCD as the first line of management. In 
all these patients, a step-up necrosectomy was later 
required. So, our success rate for complete drainage was 
0% in IN. However sepsis control was achieved and it 
allowed delay of surgery. The catheter tracts were used 
to perform focused necrosectomies. This allowed smaller 
incisions and prevented contamination of the general 
peritoneal cavity. The average time to insertion of PCD in 
the 9 patients with IN was 18.22 d.

Though it is desirable to use step-up approach in all 
patients of IN, it is sometimes not feasible to do so due 
to the morphology of the local area or lack of expertise. 
In such an event direct necrosectomy (retroperitoneal 
or anterior) may sometimes be necessary. We had to 
perform a direct necrosectomy in 15 patients. We prefer 
the retroperitoneal route to access the necrosis through 
the lienorenal ligament. The video assisted (VARD) or 
minimal access (MARPN) retroperitoneal necrosectomy is 
widely described mode for retroperitoneal necrosectomy. 
We have used the direct retroperitoneal access via a 
flank incision. This is possible when the inflammatory 
fluid tracks along the lienorenal ligament. This approach 
has the advantage of avoiding incisions on the abdo
minal wall thus reducing the chances of later wound 
dehiscence, hernia and pulmonary complications[28]. 

A retrospective analysis of 394 patients undergoing 
minimal access retroperitoneal necrosectomy compared 
with open necrosectomy showed MARPN to be superior 
in terms of postoperative complications and outcome[29]. 
Both MARPN and VARD have been shown at times to 
need open necrosectomy for better drainage. We have 
performed retroperitoneal necrosectomy in 3 patients 
as a step-up procedure and in 3 patients primarily and 
there was no further need for traditional necrosectomy 
in any of these patients. This approach should be used 
whenever feasible. 

When the retroperitoneal route is not possible, 
anterior necrosectomy is performed. Historically traditional 
necrosectomy is associated with high morbidity and 

mortality rates. However, this needs to be reviewed in 
view of newer concepts of delaying intervention to at 
least 3rd week[27]. The average timing from onset to direct 
necrosectomy (both retroperitoneal and anterior) in our 
group of patients was 19.67 d.

Direct Endoscopic trans-gastric necrosectomy (DEN) 
is now performed across various centres to treat infected 
WON[30]. Using DEN, a stoma is created endoscopically 
between the enteric lumen and the necrotic collection, 
which allows for an endoscopic necrosectomy. There is 
no clarity in literature about the patients selected for this 
intervention. Current literature suggests that DEN is a 
less invasive and less risky alternative to open surgical 
necrosectomy for managing infected WON and infected 
pseudocyst with solid debris[31]. Two randomized trials 
have resulted in a high success rate at the beginning[32,33].

We have not used endoscopy as a modality in any 
of our cases. We are skeptical about transgressing the 
gastric lumen to enter into an area of IN with inadequate 
demarcation and increased vascularity. There are other 
limitations of endoscopic procedure as well, namely 
inadequate drainage and closure of the communication. 

Our results with direct necrosectomy with posto
perative lavage have been very good. We have performed 
anterior necrosectomy in 12 patients with no prior PCD 
with a mortality of 16.66%. The overall mortality in all 
patients undergoing necrosectomy with or without prior 
catheter drainage is 8.3%. This shows that inspite of 
newer minimal invasive modalities, there is still a role for 
traditional surgical intervention as also voiced by Gou et 
al[34]. 

The best sub-group of patients is those who respond 
to conservative management and then follow-up later 
after a period of 2-3 mo with a persistent symptomatic 
WON. In this group, a trans-gastric necrosectomy with 
internal drainage by cysto-gastrostomy offers a perfect 
single step cure if the wall is mature. This internal 
drainage can be performed by standard open technique, 
laparoscopically or by endoscopic route depending 
upon the local expertise available[35,36]. The results from 
any of these modalities are comparable[36]. We had the 
opportunity to perform this procedure for WON only in 
2 of our 77 patients. In one of them, it was performed 
laparoscopically. In the same subset, when the wall of 
WON is not mature and the content is more fluid, PCD 
can effectively drain most of the necrotic fluid. In three 
of our patients, we used this approach. Whether such 
cases with intermediate characteristics can be treated 
with endoscopic cysto-gastrostomy is question which 
may need randomized controlled trials to establish the 
answers[1]. In sterile necrosis, the mortality has been 
shown to be time dependent after intervention and 
nearing 0% by the stage of sterile WON[35].

The mortality of NP has a bimodal pattern[37]. Early 
deaths (within the first week) occur due to severe 
systemic inflammatory response leading to organ 
failure. In our series there were 4 early deaths related to 
uncontrolled respiratory failure. One death occurred due 
to sudden severe hemorrhage in the pancreatic necrosis 
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on day 6 of admission. Late mortality (occurs after 2 to 3 
wk) is secondary to sepsis related organ failure. Three of 
our patients succumbed to multi-organ failure secondary 
to sepsis late in the course of illness. 

In one patient there was a new onset respiratory 
failure on day 12 which led to death. This new onset 
organ failure led us to intervene in this patient with a 
traditional necrosectomy, which was probably avoidable. 
All the patients who died were severe pancreatitis. The 
overall mortality rate is 10.38% in our patient group. 
Patients of NP have high morbidity. This exists in terms 
of bowel obstruction, fistulation, hemorrhage, extended 
hospitalization. Colonic complications associated with 
pancreatitis occur infrequently (< 1% of cases). These can 
vary from reactive ileus to severe obstruction, necrosis or 
perforation[10]. Two of our patients had colonic obstruction 
with air fluid levels and both these patients responded 
to conservative management. Duodenal obstruction was 
encountered in one patient which persisted even after 
necrosectomy and required duodeno-jejunal bypass. 

Bowel fistulation was seen in 6 patients requiring 
diversion stoma. Fistulation into the bowel can happen 
spontaneously due to severe inflammation or can be 
iatrogenic after extensive debridement. It is imperative 
that the necrosectomy is done with utmost care to 
prevent iatrogenic injury to bowel. Sharp dissection 
should be avoided and only loose nonviable tissue should 
be removed. Hydro-dissection is a good way to improve 
scope of necrosectomy compared to sharp dissection. 
High index of suspicion is required for the possibility of 
bowel fistulation. Early decision for proximal diversion 
helps reduce the morbidity. 

Gastroduodenal or pancreaticoduodenal artery 
pseudo-aneurysms occur after significant inflammation 
of the pancreas and can lead to hemorrhage, which has 
been reported in 2.4% to 10% of cases[38]. Embolization 
is the treatment of choice. This was seen in two patients 
and radiologic embolization was successful in both. 
Patients of NP pose a significant financial burden on 
the healthcare systems. Multiple interventions may be 
required and this increases the hospital stay significantly.

In management of NP, early conservative manage
ment plays an important role. Having a standard man
agement protocol is essential. In about 60% cases, 
conservative management is successful. In the rest, 
multidisciplinary management is required for the best 
outcome. Approach used, timing of intervention is based 
upon the clinical condition and local expertise available. 
Delayed intervention using minimally invasive techniques 
is desirable. The step-up approach should be used 
whenever possible. Using image guided PCD to reduce 
the sepsis followed by necrosectomy is desirable. The 
outcome of step up approach and direct surgical approach 
is comparable if intervention is delayed. Interventions for 
bowel diversion, bypass and hemorrhage control should 
be done at the appropriate times. An overall mortality of 
10.38% is achieved by following all the above principles 
which is a very low figure. Good outcome of the patient is 
the primary objective. 

COMMENTS 
Background 
Necrotizing pancreatitis is a challenging clinical condition. At present, avoiding 
surgical intervention whenever possible and using various minimally invasive 
modalities if intervention is absolutely necessary are the chief practice guidelines. 
Different centres have their own protocol for treating these patients and the 
modality that a particular centre will follow depends upon the expertise available. 
The outcome of the patient is most important. It is essential to have published 
data from various centres in order to know the different modalities followed.

Research frontiers 
Currently, minimal invasive retroperitoneal necrosectomy and endoscopic 
approach to pancreatic necrosis are being researched widely. Also, the subgroup 
of patients with infected necrosis who can be treated without intervention is 
also an area of research. There are papers evaluating outcomes with operative 
necrosectomy and comparing them with minimal invasive necrosectomy.

Innovations and breakthroughs 
Most of the techniques are standard techniques described in literature. One 
essential modification the development of an indigenous sump drain system 
whereby small ryles’ tube is inserted into the larger drain which is then used 
as a continuous irrigation system. Also, the focused abdominal necrosectomy, 
which uses the previously placed pigtail catheter is used to enter the area of 
necrosis is an important advance to keep the procedure less invasive.
 
Applications 
Every patient of pancreatitis needs to be approached with a tailored management. 
Initial conservative management should be standardized. Whenever intervention 
is required, one should apply the various minimally invasive modalities whenever 
feasible. Operative necrosectomy should not be withheld in case such expertise 
is not available. Principles of appropriate delay should be followed strictly. If local 
conditions are not conducive for minimal invasive procedures, in such cases 
also operative necrosectomy may be offered. Comparative studies between 
minimal invasive necrosectomy and operative necrosectomy may be planned as 
multicenter studies.

Terminology 
All terms used in the paper are standard terms well known to physicians dealing 
in patients of acute pancreatitis.
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Abstract
Pregnancy is an acquired hypercoagulable state. Most 
patients with thrombosis that develops during pregnancy 
present with deep vein leg thrombosis and/or pulmonary 
embolism, whereas the development of mesenteric vein 
thrombosis (MVT) in pregnant patients is rare. We report 
a case of MVT in a 34-year-old woman who had achieved 
pregnancy via in vitro  fertilization-embryo transfer (IVF-
ET). At 7 wk of gestation, the patient was referred to us 
due to abdominal pain accompanied by vomiting and 
hematochezia, and she was diagnosed with superior MVT. 
Following resection of the gangrenous portion of the small 
intestine, anticoagulation therapy with unfractionated 
heparin and thrombolysis therapy via a catheter placed in 
the superior mesenteric artery were performed, and the 
patient underwent an artificial abortion. Oral estrogen had 
been administered for hormone replacement as part of 
the IVF-ET procedure, and additional precipitating factors 
related to thrombosis were not found. Pregnancy itself, in 
addition to the administered estrogen, may have caused 
MVT in this case. We believe that MVT should be included 
in the differential diagnosis of a pregnant patient who 
presents with an acute abdomen.

Key words: Mesenteric vein thrombosis; Pregnancy; In 
vitro  fertilization-embryo transfer; Oral estrogen
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can lead to mesenteric vein thrombosis (MVT). Those 
symptoms are often nonspecific. Certain signs of MVT 
can be interpreted as normal changes during the 
progression of pregnancy; therefore, it is important to 
recognize the possibility of the development of MVT in 
the differential diagnosis of a pregnant patient with an 
acute abdomen. Estrogen can also cause thrombosis and 
is often administered for hormone replacement as part 
of an assisted reproductive technology (ART) procedure, 
particularly in vitro  fertilization-embryo transfer. With 
further development of ART, the number of women taking 
oral estrogen during pregnancy may increase.

Hirata M, Yano H, Taji T, Shirakata Y. Mesenteric vein thrombosis 
following impregnation via in vitro fertilization-embryo transfer. 
World J Gastrointest Surg 2017; 9(10): 209-213  Available from: 
URL: http://www.wjgnet.com/1948-9366/full/v9/i10/209.htm  DOI: 
http://dx.doi.org/10.4240/wjgs.v9.i10.209

INTRODUCTION
It is well known that pregnancy and estrogen are risk 
factors for thrombosis. The development of thrombosis 
during pregnancy is multifactorial, occurring due to 
physiological changes associated with pregnancy and the 
additional impact of inherited or acquired thrombophilia[1]. 
Deep vein leg thrombosis and/or pulmonary embolism 
are the presentations of most events in affected patients. 
However, mesenteric vein thrombosis (MVT) that deve­
lops during pregnancy is rare; only 10 known cases 
involving this condition have previously been reported.

We present here a case of MVT in a 34-year-old 
pregnant woman at 7 wk of gestation. Pregnancy had 
been achieved via in vitro fertilization-embryo transfer 
(IVF-ET), and oral estrogen had been administered for 
hormone replacement as part of that procedure. This is 
the first report of MVT that developed after impregnation 
achieved via IVF-ET.

CASE REPORT
At 7 wk of gestation, a 34-year-old Japanese woman, 
gravida 0, para 0, was referred to our emergency 
department from a reproductive clinic for abdominal 
pain that had lasted for 12 h and was accompanied by 
vomiting and hematochezia. Nausea had appeared 4 
d prior and was treated as hyperemesis gravidarum. 
The patient had a history of infertility related to 
endometriosis, and pregnancy was achieved after 
her first IVF procedure with frozen-thawed embryo 
transfer. As part of that procedure, oral conjugated 
equine estrogen (3.75 mg/d) was administered for 
hormone replacement for 49 d; the patient also received 
intramuscular injections of progesterone (50 mg/4 d) 
and a vaginal progesterone suppository (800 mg/d). She 
was a nonsmoker and had no prior history suggestive of 
thrombosis. She had no family history of coagulopathies 

or thromboembolic events. The patient underwent a 
laparoscopic ovarian cystectomy for endometriosis 4 years 
prior to her presentation at our hospital. Her body mass 
index was 24 kg/m2.

Upon arrival, the patient exhibited the following 
vital signs: A temperature of 36.8 ℃, a heart rate of 
119 beats/min, a blood pressure of 89/76 mmHg, 
a respiratory rate of 28/min, and oxygen saturation 
of 97% in room air. A physical examination showed 
tenderness without guarding, rigidity or rebound 
tenderness throughout the entire abdomen, and a 
hematologic examination revealed leukocytosis with a 
left shift (white blood cell count, 21000/µL; segmented 
neutrophils, 94.9%). The platelet count was 142000/µL. 
The patient had a C-reactive protein level of 5.13 mg/dL, 
aspartate aminotransferase level of 23 U/L (normal, 13-30 
U/L), alanine aminotransferase level of 29 U/L (normal, 
7-23 U/L), serum creatinine level of 0.58 mg/dL, and 
blood urea nitrogen level of 14.3 mg/dL. Her D-dimer 
level was elevated (46.8 µg/mL; normal, < 1.0 µg/mL), 
the prothrombin time was 13.4 s (normal, 10.2-13.6 s), 
and the activated partial thromboplastin time was 24.1 s 
(normal, 23.0-36.0 s). The findings of a hypercoagulability 
workup, including results for protein S, protein C, and 
antithrombin, were within normal limits. Anticardiolipin 
antibodies, antiphospholipid antibodies, and lupus 
anticoagulant were not detected. She refused screens 
of the FV Leiden mutation and FII G20210A mutations, 
which are not found in Japanese people. JAK2 V617F 
mutation was also not screened because hemoglobin and 
platelets were in the normal range.

Obstetric ultrasound indicated that the embryo had a 
normal appearance compatible with its gestational age. 
Computed tomography (CT) scanning demonstrated 
thrombosis in the superior mesenteric vein (SMV) ex­
tending into the portal vein (Figure 1). A moderate amount 
of ascites was observed, and the affected small bowel 
had an edematous and thickened wall with decreased 
enhancement, which suggested bowel ischemia.

Emergency surgical exploration was performed; this 
exploration found hemorrhagic fluid and a gangrenous 
portion of the small intestine extending from 80 cm 

Figure 1  Abdominal computed tomography image obtained at the initial 
examination. Acute mesenteric vein thrombosis extending into the portal vein 
(arrow) was demonstrated.
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distal to the ligament of Treitz to 160 cm proximal to 
the ileocecal valve (Figure 2). After the surgical removal 
of SMV thrombi (Figure 3), the necrotic portion of 
the small bowel, which was approximately 170 cm in 
length, was resected, and end-to-end anastomosis was 
performed. Following surgery, the patient was transferred 
to the intensive care unit, and anticoagulation therapy 
with unfractionated heparin was started immediately. 
We confirmed cardiac activity in the embryo by ultra­
sonography.

The subsequent postoperative course was not 
favorable. CT scanning on postoperative day 4 demon­
strated re-occlusion of the SMV and portal vein and no 
improvement in small bowel congestion. Thrombolysis 
therapy via a catheter placed in the superior mesenteric 
artery (SMA) was performed by continuously admini­
stering unfractionated heparin with urokinase via the 
SMA at a dose of 240000 units/d for 5 d. In addition to 
thrombolysis therapy, we discussed artificial abortion 
with the patient; after obtaining consent, we performed 
this procedure due to the early pregnancy stage and the 
recurrence of thrombosis despite heparin administration. 
Following the artificial abortion, the patient’s condition 
improved, and she was discharged on postoperative day 

18 with bridging to warfarin from unfractionated heparin. 
Four months later, the patient continued to receive 

anticoagulation therapy uneventfully, and a follow-up CT 
scan revealed complete recanalization of the portal vein, 
and the SMV was completely occluded from the distal to 
the first jejunal branches (Figure 4). The first jejunal vein 
was expanding and functioning as a collateral pathway. 
The follow-up laboratory data were as follows: Platelet 
count, 260000/µL; aspartate aminotransferase level, 
19 U/L (normal, 13-30 U/L); alanine aminotransferase 
level, 17 U/L (normal, 7-23 U/L); serum creatinine 
level, 0.54 mg/dL; blood urea nitrogen level, 11.1 mg/
dL; D-dimer level, 0.5 µg/mL (normal, < 1.0 µg/mL); 
prothrombin time on warfarin, 19.3 s (normal, 10.2-13.6 
s); and activated partial thromboplastin time, 31.5 s 
(normal, 23.0-36.0 s). She had normal liver function, no 
symptoms of portal hypertension, and had no ascites. 
We plan to continue anticoagulation therapy for one year.

DISCUSSION
This article provides the first description of MVT that 
developed following impregnation achieved via IVF-
ET. We could not identify factors related to inherited or 
acquired thrombophilia in this case. We believe that 
the relative hypercoagulability induced by pregnancy, 
in addition to the administration of oral estrogen during 
hormone replacement as part of the IVF-ET procedure, 
may have caused MVT in this patient, who lacked other 
precipitating factors.

The overall rate of venous thromboembolic events 
during pregnancy is 200 per 100000 deliveries[2]. Deep 
vein leg thrombosis and pulmonary embolism have been 
recognized as related events, whereas MVT is rare, with 
only 10 previously documented cases of MVT occurring 
in pregnant patients.

MVT is a life-threatening form of bowel ischemia, with 
an estimated mortality rate ranging from 20%-50%[3]. 
Symptoms of MVT are often nonspecific and include colic, 
progressive abdominal pain, anorexia, and abdominal 
distention. In pregnant patients, signs related to MVT are 

Figure 2  Gangrenous portion of the small intestine. A gangrenous portion 
of the small intestine extending from 80 cm distal to the ligament of Treitz to 
160 cm proximal to the ileocecal valve was found.

Figure 3  Surgical removal of superior mesenteric vein thrombi with a 
Fogarty catheter. A Fogarty catheter was inserted from superior mesenteric 
vein proximal to the ileocolic vein (arrow). The thrombus was removed and 
blood flow was confirmed.

Figure 4  Abdominal computed tomography image obtained four months 
after surgery. The portal vein recanalized completely, and the superior 
mesenteric vein was completely occluded from the distal to the first jejunal 
branches (arrow).
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most likely interpreted as normal changes associated with 
the progression of pregnancy; as a result, MVT is difficult to 
accurately diagnose. In the present case, nausea appeared 
4 d prior to the development of abdominal pain and, might 
have been a prodromal symptom rather than an indication 
of hyperemesis gravidarum. For accurate diagnosis, 
careful observation is necessary with MVT in mind, and 
abdominal enhanced CT scanning is recommended[3]. 
A delay in diagnosis may lead to unfavorable results for 
both the mother and the fetus. Once a diagnosis of MVT 
is established, immediate treatment with anticoagulation 
therapy and/or surgical exploration is necessary if an 
ischemic bowel is suspected. Thrombolysis therapy via a 
catheter placed in the SMA may be managed if thrombosis 
worsens despite anticoagulation therapy with heparin, 
although urokinase carries the risk of fetal hemorrhagic 
complications. Thrombosis due to underlying prothrombotic 
states, including pregnancy, begins in small vessels and 
progresses to involve larger vessels. Considering this 
pathogenesis, thrombolysis therapy at the SMA may be 
recommended. 

In this case, we also selected artificial abortion for 
the following three reasons. First, screens for inherited 
thrombotic disorders were negative, and pregnancy itself 
may have caused the thrombosis. Second, thrombosis 
may have recurred during pregnancy because of the 
diagnosis during early pregnancy. Third, the health of the 
mother is given priority.

Life-long anticoagulation is warranted in patients 
with inherited thrombophilia, whereas anticoagulation 
therapy for at least 6 mo to one year is recommended 
for patients with reversible predisposing causes, including 
pregnancy[3]. Therefore we planned to continue anti­
coagulation therapy for one year.

The development of MVT during pregnancy is multi­
factorial, occurring due to physiological changes related 
to pregnancy and the additional impact of inherited or 
acquired thrombophilia. Clinical features noted in the 10 
previously reported cases and the present case of MVT 
in a pregnant patient are shown in Table 1. Causes of 
the development of MVT in these cases were pregnancy 
itself in 5 patients, hypercoagulopathy in 3 patients, 
and hemoglobinopathy in 1 patient. Oral estrogen was 
administered during pregnancy in 2 cases, including the 

present case.
MVT development in our patient was associated 

with pregnancy achieved via IVF-ET, which is the most 
common assisted reproductive technology (ART) 
procedure used for infertility. In this case, IVF and frozen-
thawed embryo transfer were performed; during this 
process, exogenous steroids (estrogen and progesterone) 
are often administered to prepare the endometrium to 
receive the thawed embryos and to ensure that the timing 
of endometrial preparation and embryo development 
coincide. Among steroids, oral contraceptives (OC) are 
known to be a risk factor for MVT[3], and OC accounts 
for 9%-18% of episodes of MVT in young women[4,5]. It 
is difficult to compare the effects of conjugated equine 
estrogen with those of OC because of differences in dosage 
and biological effects. However, in the present case, the 
administration of conjugated equine estrogen, in addition 
to pregnancy itself, might have caused similar MVT-related 
effects to those observed for OC. With the development 
of ART, the number of pregnant women taking estrogen 
during pregnancy may increase, which could lead to the 
more frequent development of thrombosis, including MVT.

Antepartum thrombo-prophylaxis is generally recom­
mended for pregnant women with prior thrombosis[6]. 
However, findings regarding the risk of thrombosis in 
women with prior thrombosis who undergo ART are 
lacking, and dosage and thrombo-prophylaxis duration 
after ART have not been well investigated. For the present 
patient, another pregnancy may be difficult to achieve 
because infertility treatment without estrogen will be 
necessary.

In conclusion, pregnancy can increase the risk of 
MVT, which should be considered in the differential 
diagnosis of a pregnant patient with an acute abdomen. 
In cases of pregnancy achieved via IVF-ET, particularly 
frozen-thawed embryo transfer, the risk of thrombosis, 
including MVT, may be further increased due to the 
administration of estrogen for hormone replacement.

COMMENTS
Case characteristics
A 34-year-old woman was referred to the authors’ hospital because of abdominal 
pain accompanied by vomiting and hematochezia.

Table 1  Clinical features of mesenteric vein thrombosis during pregnancy

Case Ref. Year Age Gestation (wk) Additional risk Intestinal resection Pregnancy outcome

1 Van Way et al[7] 1970 33 12 - Yes ND
2 Graubard et al[8] 1987 30 14 Oral contraceptives by mistake Yes ND
3 Engelhardt et al[9] 1989 32 ND - Yes Live birth
4 Foo et al[10] 1996 27   6 - − Artificial abortion
5 Sönmezer et al[11] 2004 32 27 Factor V Leiden mutation − Live birth
6 Terzhumanov et al[12] 2005 33 ND Hemoglobinopathy Yes Miscarriage
7 Atakan et al[13] 2009 35 20 Protein S deficiency Yes Maternal death
8 Lin et al[14] 2011 31 34 - Yes Live birth
9 García-Botella et al[15] 2016 29   7 Antithrombin deficiency Yes Live birth
10 Reiber et al[16] 2016 30 ND - Yes Live birth
11 Present case 2017 34   7 Oral estrogen associated with IVF-ET Yes Artificial abortion

ND: Not described; IVF-ET: In vitro fertilization-embryo transfer. 
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Clinical diagnosis
The patient was diagnosed with acute mesenteric ischemia.

Differential diagnosis
The different diagnosis was hyperemesis gravidarum.

Laboratory diagnosis
An elevated D-dimer level suggested thrombosis.

Imaging diagnosis
Computed tomography scanning demonstrated thrombosis in the superior 
mesenteric vein extending into the portal vein.

Pathological diagnosis
Ischemic changes, including necrosis of the small bowel, were observed.

Treatment
The administered treatment was resection of the necrotic portion of the small 
bowel, anticoagulant therapy with unfractionated heparin, and urokinase 
continuously administered via the superior mesenteric artery.

Related reports
Mesenteric vein thrombosis (MVT) that develops during pregnancy is rare; only 
10 known cases of this condition have previously been reported. This article 
provides the first report of MVT that developed following impregnation achieved 
via in vitro fertilization-embryo transfer.

Experiences and lessons
MVT should be included in the differential diagnosis of a pregnant patient who 
presents with an acute abdomen.

Peer-review
This is an interesting case highlighting the potential for a serious albeit infrequent 
complication of ART.
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CORRECTION
Correction to: Gomes CA, Junior CS, Di Saverio S, Sartelli 
M, Kelly MD, Gomes CC, Gomes FC, Corrêa LD, Alves CB, 
Guimarães SF. Acute calculous cholecystitis: Review of 
current best practices. World J Gastrointest Surg 2017; 
9(5): 118-126 PMID: 28603584 DOI: 10.4240/wjgs.
v9.i5.118[1].

In this article, the name of the third author, Dr. Di 
Saverio was spelled incorrectly. The correct name should 
be Salomone Di Saverio. We apologize for the error.
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