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Efficacy of early oral refeeding in patients
of mild acute pancreatitis
Shahum Khan', Waqas Ahmed Ranjha?,
Hassan Tariq?, Hareem Nawaz*
ABSTRACT

Objective: To compare Early Oral Refeeding (EORF) with Routine Oral Refeeding (RORF) on outcome of
patients of mild Acute Pancreatitis (AP) in terms of Mean Length of Hospital Stay (LOHS).

Methods: This randomized controlled trial was conducted at Surgical Department CMH Rawalpindi, from 1st
Feb 2015 to 01st Aug 2016. A total of 60 patients with pain epigastrium were enrolled in the study. Severity
of pancreatitis was assessed using Glasgow Scale. Patients were randomly divided in two groups. Group-A
was started feeding within 12 hours (EORF group) and Group-B after 12 hours (RORF group). Demographic
details and data were recorded on a structured proforma. After discharge, LOHS was measured for both
groups and outcome was compared.

Results: The groups were comparable with respect to age, sex, etiology, Glasgow Scale, time from onset
of pain and Serum Amylase levels at admission. Treatment was standardized according to international
guidelines for both groups. The mean LOHS was 7.8 + 2.14 days in the Group-A and 10.03 + 1.75 days in
Group-B. The difference in the mean LOHS between the two groups was statistically significant (p<0.05).
Conclusion: In patients of mild acute pancreatitis, early oral feeding is feasible and safe and has better
outcome then those with routine oral refeeding.
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Acute Pancreatitis (AP) is an inflammatory
process of pancreas that presents with different
severity degrees, ranging from a mild self-limited
disease, with interstitial edema in the pancreas, to a
severe disease with extensive necrosis.' Pancreatic
rest by Nil Per Oral (NPO) strategy is considered
necessary in AP till abdominal pain get resolved
and the levels of pancreatic and inflammatory
markers decrease.

Overall, in about 15% to 20% of patients, AP
progresses to a severe illness with a prolonged
disease course.* These severely ill patients may
develop organ failure and / or local complications
such as pancreatic necrosis.* Approximately 75%
of the patients have mild disease with mortality
below 1%.> Mortality increases up to 20% if the
disease progresses to its severe necrotizing form,*
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and in the most severe cases mortality can range
from 30 to 40%.” In severe necrotizing pancreatitis,
80% of all patients are catabolic, with high energy
expenditure and enhanced protein catabolism.
The negative nitrogen balance can be as much as
40 g/day and can have a deleterious effect on both
nutritional status and disease progression.®™

It is well demonstrated that the damage of gut
barrier is responsible for the initiation of Systemic
Inflammatory Response Syndrome (SIRS) and
sepsis and associated with the pancreatic necrosis.
Gut barrier is damaged in the early phase of
AP and intestinal permeability is significantly
increased in severe attacks of AP within 72
hours." Pancreatic rest through NPO was always
considered necessary in AP and the general practice
is to start oral refeeding in three to seven days of
hospitalization. Enteral Nutrition (EN) in recent
researcheshas found the ability to maintain gut
integrity, stimulate gut contractility and the release
of immunomodulation agents and blood flow to
the gut. Maintaining mucosal integrity reduces
the release of inflammatory mediators, decreases
oxidative stress and abates the SIRS."

Though it is clear that long-lasting Total
Parenteral Nutrition (TPN) or total “gut rest”
brings no benefits, questions about whether there
is no need for “gut rest” at all and whether oral
re-feeding is better in the very early phase of AP
are being asked.” This paucity of data is a serious
concern for lot of physicians. Unfortunately, past
evidences are rare concerning when to start optimal
refeeding after onset of mild AP.*

In a recent research, a total of 149 patients were
evaluated for time interval between disease onset
and initiation of oral refeeding, Total Length of
Hospital Stay (LOHS), post refeeding LOHS, and
adverse Gastro-Intestinal (GI) events.® Patients
in the Early Oral Refeeding (EORF) group started
refeeding significantly earlier than those in the
Routine Oral Refeeding (RORF) group. Moreover,
patients in the EORF group had significantly
shorter total LOHS (6.8 +2.1 vs. 10.4 + 4.1 days; P <
0.01). There was no significant difference in adverse
gastrointestinal events between the two groups.The
aims of study was to compare outcome of EORF on
early recovery of patients of mild AP with RORF
protocol in hospitals through LOHS.

METHODS

This randomized controlled trial was carried
out in department of surgery CMH Rawalpindi,
Pakistan from Feb 2015 to Aug 2015. A Total number
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of 60 patients were included in study. Sample
size was measured using WHO calculator with
confidence interval of 95% along with significance
level of 5%, keeping power of test at 90%. After
approval from hospital ethical committee, patients
between 20 to 70 years of age, presenting in the
emergency department and outpatient department
with GI)symptoms of pain epigastrium, nausea and
vomiting and Serum Amylase level of more than
200 IU/L (Twice of normal value of 100 IU/L), thus
meeting admission criteria of AP were admitted in
hospital.Patients with mild AP considered in terms
of Glasgow prognostic score of less than three,
and pain assessment of less than four On Visual
Analogue Scale (VAS), post- Endoscopic Retrograde
Cholangiopancreatography (ERCP) AP, history
of Cholelithiasis and not requiring emergency
admission, post blunt trauma pancreatitis and
patients of alcoholic pancreatitis were included.
Patients with post-penetrating trauma pancreatitis,
post burn pancreatitis, obstructive jaundice, and
pancreatitis with choledocholithiasis, acid peptic
disease with perforated duodenum, carcinoma
pancreas, esophageal perforation, mumps and
pregnancy were excluded. Patients were divided
into Group-A and Group-B using consecutive
non-probability sampling technique. Each group
comprised of 30 Patients. Group-A consisted of
patients on EORFi.e. feeding started within 12 hours
of presentation and Group-B consisted of those
on RORF mainly after 12 hours of presentation.
Informed written consent was taken from every
patient regarding participation. Demographic
details and above mentioned details were recorded
onastructured proforma. Patient with subsequently
normal Serum Amylase (less than 100 IU/l) and
relieved GI symptoms were discharged. After
discharge, LOHS was measured for both groups.
Statistical Analysis: All the data was entered
and analyzed using SPSS Version 20. Quantitative
variables like age and LOHS were measured as mean
and standard deviation. Effect modifiers like age
and gender were controlled by stratification. Post
stratification, independent sample t-test were used
to compare LOHS between two groups. P value of <
0.05 was considered statistically significant.

RESULTS

A total of 60 patients were included in this study.
Out of these, 36 (60%) were males, and 24 (40%)
were females. Mean age of study population was
44.10£12.72 years (Range 23-68 years). Out of the 60
patients, 29 (48.3%) patients had mild AP, 25 (41.7%)
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Table-I: Type of illness amongst patients with respect to gender (n=60).

Variable Type of illness Total
Acute Mild Gallstone Post Traumatic Post ERCP Acute Mild
Pancreatitis (n) Pancreatitis (n)  Pancreatitis (n) Pancreatitis (n)
Gender Male 22 10 2 2 36
Female 7 15 1 1 24
Total 29 25 3 3 60

had gallstone pancreatitis, 3 (5%) patients had post
blunt trauma pancreatitis and 3 (5%) had Post ERCP
AP. Gender wise distribution of etiology of AP is
illustrated in Table-I. Mild AP was more seen in
male patients and more gallstone pancreatitis was
seen in females. The group-wise statistics indicating
LOHS is given in Table-II. The difference in LOHS
between two groups was statistically significant,
with the patients receiving EORF having less
hospital stay as compared to those of RORF.

DISCUSSION

Early enteral feeding is accepted in the treatment
of AP,'® at the same time, EORF is deemed to be
detrimental in the early phase of AP. For decades,
NPO was the common strategy in the treatment of
AP. The main argument against oral feeding was
fear of possible augmentation of the autodigestive
process in the pancreatic gland and peripancreatic
tissue. This could happen due to the stimulatory
effect from the oral food intake to the pancreatic
exocrine secretion®. The usual criteria for re-ini-
tiating oral feeding are the absence of abdominal
pain, nausea and vomiting, restoration of appetite
and normalization of laboratory findings including
serum amylase and lipase levels. Data to support
EORF without normalization of serum parameters
are increasingly convincing. The results of an open
randomized multicenter trial suggested that nor-
malization of serum lipase levels is not obligatory
before reinitiating EN in patients with mild AP."”

The international consensus guidelines on
nutrition therapy for AP make a few key proposals.'®
First, nutrition support therapy is generally not
required for patients with mild to moderate AP, and
can be reserved for patients with severe AP. Second,
EN is preferred to Parenteral Nutrition (PN) used

Table-1I: Comparison of LOHS between
two groups (n=60).

Oral refeeding n LOHS (Days) p Value
of patients Mean + SD

RORF 30 10.03+1.752 0.001
EORF 30 7.80+2.140 (p<0.05)
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only when EN is contraindicated or not feasible.
Despite such guidelines, lot of discrepancies and
confusion still exist between clinical practice and
results actually obtained from studies on pancreatic
rest, efficacy and safety of early oral refeeding in AP
due to scarcity of data.'*?

In present study, we investigated a total of 60
patients of Mild acute pancreatitis for effect of
early oral refeeding and then assess its efficacy and
safety in disease management by calculating Total
length of hospital stay of patients. Early feeding
was based on timings i.e. 12 hours from initial
presentation and subjective hunger, without the
remission of abdominal pain or normalization of
pancreatic amylase and lipase.The group statistics
indicated that the mean LOHS for patients who
received EORF was 7.8 + 2.14 days, as compared to
10.03 £ 1.75 days for patients who received RORF.
These results are comparable to study by Xian L
et al who carried out randomized control trial on
146 patients and found out that total LOHS was
significantly shorter in the EORF group than in the
ROREF group (13.7 + 5.4 days versus 15.7 + 6.2 days;
P = 0.0398).® A major concern of EORF in AP is
premature oral refeeding in patients with different
etiologies with intolerance to the reintroduced diet,
which can cause AP relapse and prolonged hospital
LOS. A meta-analysis by Levy P and co-workers,
and other studies reported that intolerance to
refeeding occurred in 21% to 25% of patients with
AP of different etiologies.’*?'Our study showed that
EOREF started within 12 hours of presentation is
feasible and safe in different etiologies of patients.
Mild AP and same EORF regimen was followed
along with same standardization of treatment
protocol as per international guidelines.® In a
study by Eckerwall GE and colleagues, 60 patients
were randomized to the two treatment groups,
fasting or immediate oral feeding. No significant
difference was seen between the groups concerning
levels of amylase, leukocytes, abdominal pain or
number of gastrointestinal symptoms. The LOHS
was significantly shorter in the oral feeding group,
which further aides our study results.?
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Finally keeping our results in view and their
comparison with past studies, we are of the view
that EOREF is safe and effective in reducing LOHS in
patients of mild AP. This treatment modality can be
safely implemented in hospitals for betterment of
patients.

Limitations of the Study: The study had few
limitations. The VAS was subjective piece of
information from the history and physical
examination. This study was conducted in single
center, so variety of patients couldn’t be assessed.
Study population was not a true representation
of the society as most of the patients belonged to
a particular age group and military background.
Estimated daily energy intake and type of intake
were not studied. Accurate time at which refeeding
should be initiated was not found.

CONCLUSION

Early oral re-feeding is safe and effective to
reduce length of hospital stay in patients of mild
acute pancreatitis without aggravating and causing
clinical complications in comparison tonil per mouth
and routine oral refeeding protocol being followed.
Further studies in multiple centers are necessary to
confirm the reliability and generalizability of our
findings.

Declaration of Interest: None.

Grant Support & Financial Disclosures: None.

REFERENCES

1. LiJ,YuT, ChenG, Yuan Y, Zhong W, Zhao L et al. Enteral
nutrition within 48 hours of admission improves clinical
outcomes of acute pancreatitis by reducing complications: a
meta-analysis. PloS One. 2013;8:64926. doi: 10.1371/journal.
pone.0064926.

2. Chebli J, Gaburri P, Chebli L. Oral refeeding in mild
acute pancreatitis: An old challenge. World ] Gastrointest
Pathophysiol. 2011;2:100-102. doi: 10.4291/wjgp.v2.i6.100.

3. Moore L, Turner K, Todd S. Common problems in acute
care surgery. New York, NY: Springer; 2013.

4. Quan H, Wang X, Guo C. A meta-analysis of enteral
nutrition and total parenteral nutrition in patients with acute
pancreatitis. Gastroenterol Res Pract. 2011;2011:698248.
doi: 10.1155/2011/698248.

5. M Winsler, CHall, NJ London, JP Neoptolemus. Relationship
of diagnostic serum amylase to aetiology and prognosis in
acute pancreatitis. Gut. 1992;33:982-986.

6. Steinberg W, Barkin ], Bradley E, Di Magno E, Layer P.
Indications for Debridement of Necrotizing Pancreatitis.
Pancreas. 1996;13:219-225.

7. Fenton-Lee D, Imrie C. Pancreatic necrosis: Assessment of
outcome related to quality of life and cost of management.
Br J Surg. 1993;80:1579-1582.

8. Spanier B, Bruno M, Mathus-Vliegen E. Enteral Nutrition
and Acute Pancreatitis: A Review. Gastroenterol Res Pract.
2011;1:1-9. doi: 10.1155/2011/857949.

Pak J Med Sci 2017 Vol. 33 No. 4

9. Rémy F. Meier, Christoph B. Nutrition in pancreatic
diseases. Best Pract Res Clin Gastroenterol.
2006;20(3):507-529.

10. Meier R, Ockenga J, Pertkiewicz M, Pap A, Milinic N, Macfie
J, et al. ESPEN guidelines on Enteral nutrition: Pancreas.
Clin Nutr. 2006;25(2):275-284.

11. O'Keefe S, McClave S. Feeding the injured pancreas.
Gastroenterology. 2005;129(3):1129-1130.

12. Bakker O, van Santvoort H, van Brunschot S, Ali U,
Besselink M, Boermeester M, et al. Pancreatitis, very
early compared with normal start of enteral feeding
(PYTHON trial): design and rationale of a randomized
controlled  multicenter  trial.  Trials.  2011;12(1):73.
doi: 10.1186/1745-6215-12-73.

13. Ashley SW, Perez A, Pierce EA, Brooks DC, Moore FD Jr,
Whang EE, et al. Necrotizing pancreatitis: contemporary
analysis of 99 consecutive cases. Ann Surg. 2001;234:572-579.

14. Meier R, Ockenga J, Pertkiewicz M, Pap A, Milinic N, Macfie
J, et al. ESPEN guidelines on enteral nutrition: Pancreas.
Clin Nutr. 2006;25:275-284.

15. Li J, Xue G, Liu Y, Javed M, Zhao X, Wan M, et al.
Early Oral Refeeding Wisdom in Patients With
Mild Acute Pancreatitis. Pancreas. 2013;42(1):88-91.
doi: 10.1097/MPA.0b013e3182575{b5.

16. Olah A, Pardavi G, Belagyi T, Nagy A, Issekutz A,
Mohamed Ge. Early nasojejunal feeding in acute pancreatitis
is associated with a lower complication rate. Nutrition,
2002;18:259 262.

17. Teich N, Aghdassi A, Fischer ], Walz B, Caca K, Wallochny
T, et al. Optimal timing of oral refeeding in mild acute
pancreatitis: results of an open randomized multicenter
trial.  Pancreas.  2010;39:1088-1092.  doi:  10.1097/
MPA.0b013e3181d3ce05.

18. Mirtallo JM, Forbes A, McClave SA, Jensen GL, Waitzberg
DL, Davies AR. International consensus guidelines for
nutrition therapy in pancreatitis. ] Parenter Enteral Nutr.
2012;36:284-291. doi: 10.1177/0148607112440823.

19. Levy P, Heresbach D, Pariente EA, Boruchowicz A,
Delcenserie R, Millat B, et al. Frequency and risk factors
of recurrent pain during refeeding in patients with acute
pancreatitis: a multivariate multicentre prospective study of
116 patients. Gut. 1997;40:262-266.

20. Chebli JM, Gaburri PD, De Souza AF, Junior EV, Gaburri
AK, Felga GE, et al. Oral refeeding in patients with mild
acute pancreatitis: prevalence and risk factors of relapsing
abdominal pain. ] Gastroenterol Hepatol. 2005;20:1385-1389.

21. Petrov MS, van Santvoort HC, Besselink MG, Cirkel GA,
Brink MA, Gooszen HG. Oral refeeding after onset of acute
pancreatitis: a review ofliterature. Am ] Gastroenterol.
2007;102:2079-2084.

22. Eckerwall G, Tingstedt B, Bergenzaun P, Andersson
R. Immediate oral feeding in patients with mild acute
pancreatitis is safe and may accelerate recovery—A
randomized clinical study. Clin Nutr. 2007;26:758-763.

23. Zhao X, Zhu S, Xue G, Li J, Liu Y, Wan M, et al. Early
oral refeeding based on hunger in moderate and severe
acute pancreatitis: A prospective controlled, randomized
clinical trial. Nutrition. 2015;31:171-175. doi: 10.1016/j.
nut.2014.07.002.

Authors’ Contribution:

SK conceived and designed the study.

WAR did data collection, statistical analysis.

HT did statistical analysis and manuscript editing.
HN prepared the manuscript.

www.pjms.com.pk 902



	_GoBack
	OLE_LINK40
	_GoBack
	_GoBack
	_GoBack
	OLE_LINK3
	OLE_LINK12
	OLE_LINK11
	_GoBack
	OLE_LINK17
	OLE_LINK18
	OLE_LINK21
	OLE_LINK22
	OLE_LINK25
	OLE_LINK26
	OLE_LINK16
	OLE_LINK15
	OLE_LINK27
	OLE_LINK28
	OLE_LINK34
	OLE_LINK33
	OLE_LINK40
	OLE_LINK41
	OLE_LINK42
	OLE_LINK43
	OLE_LINK84
	OLE_LINK85
	OLE_LINK46
	OLE_LINK47
	OLE_LINK48
	OLE_LINK49
	OLE_LINK35
	OLE_LINK44
	OLE_LINK52
	OLE_LINK53
	OLE_LINK57
	OLE_LINK56
	OLE_LINK63
	OLE_LINK62
	OLE_LINK29
	OLE_LINK30
	OLE_LINK83
	OLE_LINK82
	OLE_LINK103
	OLE_LINK104
	OLE_LINK111
	OLE_LINK112
	OLE_LINK5
	OLE_LINK6
	OLE_LINK113
	OLE_LINK114
	OLE_LINK115
	OLE_LINK7
	OLE_LINK8
	OLE_LINK76
	OLE_LINK77
	OLE_LINK72
	OLE_LINK73
	OLE_LINK11
	OLE_LINK12
	_GoBack
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_89
	_ENREF_90
	_ENREF_91
	_ENREF_92
	_ENREF_93
	_ENREF_94
	_GoBack
	_GoBack
	_GoBack
	_GoBack
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_ENREF_19
	_ENREF_20
	_ENREF_21
	_ENREF_22
	_ENREF_23
	_ENREF_24
	_ENREF_25
	_ENREF_26
	_ENREF_27
	_ENREF_28
	_ENREF_29
	_ENREF_30
	_ENREF_31
	_ENREF_32
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_GoBack
	_GoBack
	_GoBack
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_ENREF_19
	_ENREF_20
	_ENREF_21
	_ENREF_22
	_ENREF_23
	_ENREF_24
	_GoBack
	_GoBack
	refs
	OLE_LINK9
	_GoBack
	_GoBack
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_ENREF_19
	_ENREF_20
	_ENREF_21
	_ENREF_22
	_ENREF_23
	_ENREF_24
	_ENREF_25
	_ENREF_26
	_ENREF_27
	_ENREF_28
	_ENREF_29
	_ENREF_30
	_ENREF_31
	_GoBack
	OLE_LINK1
	_ENREF_30
	_ENREF_25
	_GoBack
	_GoBack
	_GoBack
	_GoBack
	_neb6C130458_F50C_4620_88FF_68BF8A41BAAF
	_GoBack
	_GoBack
	OLE_LINK11
	OLE_LINK2
	OLE_LINK5
	OLE_LINK7
	OLE_LINK4
	OLE_LINK9
	OLE_LINK26
	OLE_LINK8
	OLE_LINK18
	OLE_LINK16
	OLE_LINK1
	OLE_LINK14
	OLE_LINK12
	_GoBack
	_GoBack
	_GoBack
	_GoBack
	_GoBack

