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Abstract
Aim: Evidence of nutritional therapies in pancreatoduodenectomy (PD) has been 
shown. However, few studies focus on the association between different nutritional 
therapies and outcomes. The aim of this review was to summarize the current evi-
dence of nutritional therapies such as enteral nutrition (EN), immunonutrition, and 
synbiotics on postoperative outcomes after PD.
Methods: A systematic literature search of Embase, Medline Ovid, and Cochrane 
CENTRAL was done to summarize the available evidence, including randomized con-
trolled trials, meta‐analyses and reviews, regarding nutritional therapy in PD.
Results: A total of 20 randomized controlled trials were included in this review. Safety 
and tolerability of EN in PD was shown. Giving postoperative EN can shorten length 
of stay compared to parenteral nutrition; however, the effect of EN on postoperative 
complications remains controversial. Postoperative EN should be given only on se-
lective indications rather than routinely used, and preoperative EN is indicated only 
in patients with severe malnutrition. Giving preoperative immunonutrition is consid-
ered to reduce the incidence of infectious complications; however, evidence level is 
moderate and recommendation grade is weak. The beneficial effect of perioperative 
synbiotics on postoperative infectious complications is limited. Furthermore, the ef-
fectiveness of other nutritional supplements remains unclear.
Conclusion: Recently, evidence of enhanced recovery after surgery (ERAS) in PD has 
been increasing. Early oral intake with systematic nutritional support is an important 
aspect of the ERAS concept. Future well‐designed studies should investigate the im-
pact of systematic nutritional therapies on outcomes following PD.
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1  | INTRODUC TION

Pancreatoduodenectomy (PD) is a highly invasive procedure in ab-
dominal surgery. Outcomes following PD have improved due to the 
development of the operative technique, surgical instruments, and 
perioperative management; however, complication and mortality 
rates are still high.1‒3 To improve clinical outcomes in gastrointes-
tinal surgery, perioperative nutritional therapy is considered to be 
important.

A previous review regarding perioperative nutritional support 
in patients undergoing PD was published in 2006 and suggested 
that enteral nutrition (EN) is associated with lower incidence of 
postoperative infections.4 However, this review evaluated only 
four studies focused on patients who underwent PD, including 
two randomized controlled trials (RCT), and further studies on this 
issue have been reported since 2006. Furthermore, the concept 
of enhanced recovery after surgery (ERAS), a multimodal strategy 
aimed to accelerate postoperative recovery, has recently been 
rapidly spreading in the field of PD.5,6

The aim of the present review was to overview the current ev-
idence of nutritional therapies such as EN, immunonutrition (IM), 
synbiotics and other nutritional supplements as a nutritional aspect 
of the ERAS concept, and to evaluate the association between nutri-
tional therapies and postoperative outcomes in patients undergoing 
PD.

2  | MATERIAL S AND METHODS

A systematic literature search of Embase, Medline Ovid, and 
Cochrane CENTRAL was carried out on January 11, 2019 using 
the following key words: diet therapy, enteral nutrition, synbiotics, 
supplements, enhanced recovery after surgery, and pancreatoduo-
denectomy (Table S1). The search was limited to RCT, meta‐analyses, 
and reviews in English. The present study included articles report-
ing outcomes of nutritional therapies in patients following PD. After 
removing duplicate records, abstracts were screened independently 
by two investigators to determine eligible studies for further analy-
sis. Full‐text articles of the remaining records were subsequently 
retrieved and screened independently by two investigators. The pre-
sent study is reported according to the Preferred Reporting Items 
for Systematic Reviewers and Meta‐Analyses (PRISMA) guidelines.7

3  | RESULTS

A systematic search of the literature identified 590 articles, 20 RCT 
which matched the inclusion criteria: EN (n = 6); IM (n = 7); synbiot-
ics (n = 2); other nutritional supplements (n = 3); and ERAS (n = 2) 
(Figure 1). Summary of all the included studies is represented in 
Table 1, showing sample size, type of intervention, timing of inter-
vention, and outcomes.

F I G U R E  1   PRISMA 2009 flow diagram 
of articles included in the present review
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TA B L E  1   Summary of randomized controlled trials included in the present review

Study Year
Study 
design Sample size

Intervention 
(Timing) Outcomes Conclusions

Enteral nutrition

Mack 
et al8

2004 Single 
center

20 vs 16 EN (Post) vs 
SC (Post)

Major complications: 5 vs 
25% (P = .15)

Gastric decompression and 
EN through a double‐lumen 
gastrojejunostomy tube 
improved outcomes

DGE: 0 vs 25% (P = .03)

LOS: 11.5 vs 15.8 d (P = .01)

Grizas 
et al9

2008 Single 
center

30 vs 30 EN (Post) vs 
SC (Post)

Complications: 23.3 vs 
53.3% (P = .03)

EN helped to decrease the 
incidence of infectious 
complicationsInfectious complications: 

16.7 vs 46.7% (P = .025)

Mortality: 0 vs 6.7% (P = .49)

Tien et al10 2009 Single 
center

123 vs 124 EN (Post) vs 
TPN (Post)

Major complications: 9.8 vs 
9.7% (P = .98)

EN and biliopancreatic diver-
sion minimized impacts of 
DGEInfectious complications: 

21.1 vs 23.6% (P = .67)

DGE: 16.3 vs 21.7% (P = .27)

POPF: 4.9 vs 5.6% (P = .79)

Mortality: 1.6 vs 1.6% 
(P = .99)

Liu et al11 2011 Single 
center

30 vs 30 EN (Post) vs 
TPN (Post)

DGE: 0 vs 20% (P = .039) EN was superior to TPN

POPF: 3.6 vs 26.7% 
(P = .039)

LOS: 17.8 vs 19.2 d (P = .375)

Mortality: 0 vs 0%

Park 
et al12

2012 Single 
center

20 vs 20 EN (Post) vs 
TPN (Post)

DGE: 11 vs 5% (P = .485) EN was associated with pres-
ervation of weight compared 
with TPN and with recovery 
of digestive function after PD

POPF: 11 vs 5% (P = .485)

LOS: 23.2 vs 25.3 d 
(P = .991)

Perinel 
et al13

2016 Multicenter 103 vs 101 EN (Post) vs 
TPN (Post)

Complications: 77.5 vs 
64.4% (P = .04)

EN is not recommended in 
terms of safety and feasibility

Infectious complications: 
39.2 vs 41.6% (P = .71)

DGE: 34.3 vs 27.3% 
(P = .281)

POPF: 48.1 vs 27.7% 
(P = .012)

LOS: 25.8 vs 23.6 d 
(P = .181)

90‐day mortality: 9.7 vs 3% 
(P = .049)

Immunonutrition

Di Carlo 
et al14

1999 Single 
center

33 vs 35 vs 32 IM (Post) vs 
EN (Post) vs 
TPN (Post)

Complications: 33.5 vs 40.0 
vs 59.5% (P = .05)

IM seemed to improve 
outcome

Infectious complications: 9.1 
vs 17.2 vs 25.0%

DGE: 9.1 vs 5.7 vs 12.5%

POPF: 9.1 vs 11.4 vs 12.4%

LOS: 16.3 vs 17.8 vs 19.3 d 
(P < .05)

Mortality: 3.3 vs 0 vs 6.2%

(Continues)



     |  623TAKAGI eT Al.

Study Year
Study 
design Sample size

Intervention 
(Timing) Outcomes Conclusions

Gianotti 
et al15

2000 Single 
center

71 vs 73 vs 68 EN/IM (Post) 
vs EN (Post) 
vs TPN (Post)

Complications: 33.8 vs 43.8 
vs 58.8% (P = .005)

IM ameliorated the immu-
nometabolic response and 
improves outcome compared 
to parenteral feeding

Infectious complications: 8.4 
vs 15.1 vs 22.1% (P = .04)

DGE: 11.3 vs 12.3 vs 14.7%

POPF: 9.9 vs 12.3 vs 11.8%

LOS: 15.1 vs 17.0 vs 18.8 d 
(P < .05)

Mortality: 2.8 vs 1.4 vs 5.8%

Hamza 
et al16

2015 Single 
center

17 vs 20 IM (Peri) vs SC 
(Post)

Patients with IM had 
significantly higher total 
lymphocyte count on POD 
3 and significantly greater 
rise in CD4/CD8 ratio from 
POD 3 to POD 7

Perioperative IM was associ-
ated with favorable modula-
tion of the inflammatory 
response and enhancement of 
systemic immunity

Suzuki 
et al17

2010 Single 
center

10 vs 10 vs 10 IM (Peri) vs IM 
(Post) vs TPN 
(Post)

Infectious complications: 10 
vs 60 vs 60% (P < .05)

Perioperative IM re-
duced stress‐induced 
immunosuppression

Aida 
et al18

2014 Single 
center

25 vs 25 IM (Pre)/EN 
(Post) vs EN 
(Post)

Infectious complications: 28 
vs 60% (P = .023)

Preoperative IM may stop ag-
gravation of complications

DGE: 20 vs 12% (P = .44)

POPF: 20 vs 28% (P = .51)

Miyauchi 
et al19

2019 Single 
center

30 vs 30 IM (Peri) vs IM 
(Pre)

Infectious complications: 
13.3 vs 26.7% (P = .166)

No additional effects of perio-
perative IM on postoperative 
immunity and infectious 
complications compared with 
preoperative IM

DGE: 6.7 vs 13.3% (P = .389)

POPF: 20 vs 33.3% 
(P = .371)

Mortality: 0 vs 0%

Ashida 
et al20

2018 Single 
center 
double‐
blinded

11 vs 9 IM (Pre) vs no‐
IM (Pre)

Complications: 91 vs 78% 
(P = .57)

Preoperative IM had no 
marked impact on rates 
of postoperative hyper-
cytokinemia or infectious 
complications

Infectious complications: 55 
vs 78% (P = .37)

POPF: 54.5 vs 44.4% 
(P = .99)

Mortality: 0 vs 0%

Synbiotics

Rayes 
et al21

2007 Single 
center 
double‐
blinded

40 vs 40 SN (Peri) vs 
no‐SN (Peri)

Infectious complications: 
12.5 vs 40% (P = .005)

SN reduced bacterial infection 
rates and antibiotic therapy

DGE: 2.5 vs 10% (ns)

POPF: 7.5 vs 10% (ns)

LOS: 17 vs 22 d (ns)

Mortality: 2.5 vs 2.5% (ns)

Yokoyama 
et al22

2016 Single 
center

22 vs 22 SN (Pre) vs no‐
SN (Pre)

Major complications: 45 vs 
27% (P = .21)

Preoperative SN did not affect 
the incidence of infectious 
complicationsInfectious complications: 41 

vs 36% (P = .757)

DGE: 9 vs 27% (P = .12)

POPF: 36 vs 14% (P = .08)

LOS: 37 vs 35 d (P = .68)

Mortality: 5 vs 0%

TA B L E  1   (Continued)

(Continues)
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3.1 | Enteral nutrition

Recent guidelines of the American Society for Parenteral and Enteral 
Nutrition for EN therapy recommended postoperative EN when fea-
sible within 24 hours after surgery.28 Guidelines of the European 
Society for Parenteral and Enteral Nutrition for clinical nutrition in 
surgery recommended postoperative EN within 24 hours in patients 
in whom early oral nutrition cannot be started, and in whom oral 
intake will be inadequate for more than 7 days.29 However, we need 

to pay attention to the risks of PD‐related complications such as 
postoperative pancreatic fistula (POPF) and delayed gastric empty-
ing (DGE).

In a RCT (Mack et al8) evaluating the effects of inserting a dou-
ble‐lumen gastrojejunostomy tube after PD, patients were ran-
domized to EN given by gastrojejunostomy tube (n = 20) or to the 
routine care group (n = 16). Authors reported the benefit of gastric 
decompression and EN through the gastrojejunostomy tube in terms 
of reducing DGE (0% vs 25%, P = .03) and postoperative length of 

Study Year
Study 
design Sample size

Intervention 
(Timing) Outcomes Conclusions

Other nutritional supplementation

Jo et al23 2006 Single 
center 
double‐
blinded

32 vs 28 Glu (Peri) vs 
no‐Glu (Peri)

Complications: 37.5 vs 
28.6% (P = .46)

No beneficial effect of 
Glu supplementation on 
outcomesDGE: 12.5 vs 14.3% (ns)

POPF: 6.3 vs 0% (ns)

LOS: 14.0 vs 14.5 d (P = .20)

Mortality: 3.1 vs 0% (P = .35)

Braga 
et al24

2012 Single 
center 
double‐
blinded

18 vs 18 pONS (Peri) 
vs no‐pONS 
(Peri)

Plasma levels of vitamin 
C (P = .001), selenium 
(P = .07), and zinc (P = .06) 
were higher in the pONS 
group on POD 1

Perioperative pONS positively 
affected plasma vitamin C 
levels and improved total 
endogenous antioxidant 
capacity, but did not reduce 
oxidative stress and systemic 
inflammation markers

No difference was found 
in C‐reactive protein levels 
after surgery in either 
group

Zhu et al25 2013 Single 
center

38 vs 38 PUFA (Post) 
vs no‐PUFA 
(Post)

Infectious complications: 
36.8 vs 57.9% (P < .05)

PUFA can improve nutritional 
status, decrease the incidence 
of infectious complications, 
and shorten LOS

DGE: 7.9 vs 5.3% (ns)

POPF: 2.6 vs 2.6% (ns)

LOS: 13.5 vs 15.3 d (P < .05)

Mortality: 0 vs 0%

Enhanced recovery after surgery

Takagi 
et al26

2018 Single 
center

37 vs 37 ERAS (Peri) vs 
SC (Peri)

Complications: 32.4 vs 
56.8% (P = .034)

ERAS contributed to earlier 
recovery and shorter hospital 
stay without compromising 
surgical outcomes

Infectious complications: 19 
vs 41% (P = .04)

DGE: 10.8 vs 8.1% (P = .34)

POPF: 18.9 vs 27.0% 
(P = .12)

LOS: 20.1 vs 26.9 d 
(P < .001)

Mortality: 0 vs 0%

Deng 
et al27

2017 Single 
center

76 vs 83 ERAS (Peri) vs 
SC (Peri)

DGE: 20 vs 39% (P = .02) ERAS protocol significantly re-
lieved physiological stress and 
accelerated recovery thereby 
reducing LOS

POPF: 51 vs 43% (P = .52)

LOS: 15 vs 19 d (P = .024)

Mortality: 0 vs 0%

Abbreviations: DGE, delayed gastric emptying; EN, enteral nutrition; ERAS, enhanced recovery after surgery; Glu, glutamine; IM, immunonutrition; 
LOS, length of stay; ns, not significant; PD, pancreatoduodenectomy; pONS, preconditioning oral nutritional supplement; POPF, postoperative pan-
creatic fistula; PUFA, polyunsaturated fatty acids; SC, standard care; SN, synbiotics; TPN, total parenteral nutrition.

TA B L E  1   (Continued)
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stay (LOS) (11.5 days vs 15.8 days, P = .01). However, this study fo-
cused on the effects of the gastrojejunostomy tube rather than on 
EN; therefore, it is difficult to interpret whether the results were due 
to the tube or to the effects of EN.

Another RCT (Grizas et al9) comparing EN (n = 30) with standard 
oral diet (n = 30) after PD found a reduction in postoperative infec-
tions in postoperative EN of 16.7% vs 46.7% (P = .025). Regarding 
DGE, no significant difference was shown between the groups (10% 
vs 3.3%, P = .61). Effect of EN on LOS was unclear.

Effects of EN and biliopancreatic diversion with modified Roux‐
en‐Y gastrojejunostomy reconstruction after PD were investigated in 
a RCT (Tien et al10). Two hundred and forty‐seven patients were ran-
domized to the EN group with modified Roux‐en‐Y gastrojejunostomy 
reconstruction (n = 123) or to the control group with total parenteral 
nutrition (TPN) support. Results showed no significant differences 
between the two groups in terms of LOS, and postoperative compli-
cations including DGE (16.3% vs 21.7%, P = .27), POPF (4.9% vs 5.6%, 
P = .79), infections (21.1% vs 23.6%, P = .67), and mortality (1.6% vs 
1.6%, P = .99). However, it remains difficult to determine whether the 
results are secondary to EN or to the modified reconstruction.

Effects of EN and TPN were examined by three RCT in patients 
undergoing PD and different outcomes were shown.11‒13 In a RCT 
(Liu et al11), 60 patients were randomly divided into the EN group 
(n = 30) and the TPN group (n = 30). EN was not associated with LOS 
(17.8 days vs 19.2 days, P = .375). However, EN was associated with 
lower incidences of DGE (0% vs 20%, P = .039) and POPF (3.6% vs 
26.7%, P = .039). Another RCT (Park et al12) comparing the EN group 
(n = 20) with the TPN group (n = 20) showed that EN was not asso-
ciated with LOS (23.2 days vs 25.3 days, P = .991) and postoperative 
complications including DGE (11% vs 5%, P = .485) and POPF (11% 
vs 5%, P = .485). However, EN was associated with preservation of 
body weight and recovery of digestive function after PD.12 A recent 
multicenter RCT (Perinel et al13) involving nine centers in France ran-
domized 204 patients to EN (n = 103) or TPN (n = 101) groups. The 
EN group had a significantly higher incidence of overall postopera-
tive complications than the TPN group (77.5% vs 64.4%, P = .04). In 
addition, EN was associated with a higher incidence of POPF (48.1% 
vs 27.7%, P = .012). There were no significant differences in the in-
cidence of DGE (34.3% vs 27.3%, P = .281), infectious complications 
(39.2% vs 41.6%, P = .71), and LOS (25.8 days vs 23.6 days, P = .181). 
It was concluded that EN should not be recommended in terms of 
safety and feasibility.

A meta‐analysis of four RCT8‒10,15 was conducted in 2013 to 
evaluate the safety and effectiveness of early enteral nutrition for 
patients with PD, including 246 patients with early EN and 238 
patients with other nutritional therapies.30 Results showed no sig-
nificant differences in DGE (OR: 0.89, 95% CI: 0.36‐2.18, P = .79), 
intra‐abdominal complications (OR: 0.82, 95% CI: 0.53‐1.26, P = .37), 
mortality (OR: 0.43, 95% CI: 0.11‐1.62, P = .21), infection (OR: 0.55, 
95% CI: 0.29‐1.07, P = .08), and LOS (mean difference −0.93, 95% 
CI: −6.51‐4.65, P = .74). The authors concluded that early EN is safe 
and tolerable in patients undergoing PD. A recent literature review 
regarding EN in PD has also shown that EN is safe and well tolerated, 

but does not have clear advantages reducing DGE, POPF, postoper-
ative hemorrhage, infectious complications and LOS.31 In contrast, 
the latest meta‐analyses comparing EN to TPN in patients after PD 
have shown that EN is associated with a significantly shorter LOS. 
However, EN had no effect on reducing postoperative complications 
including POPF, DGE, and infectious complications.32,33

Guidelines for perioperative care of PD by the ERAS Society 
have recommended starting a normal diet without restriction after 
surgery, giving EN only for specific patients, and not routinely giving 
TPN.5,6 Furthermore, the International Study Group on Pancreatic 
Surgery (ISGPS) has provided evidence on nutritional support in 
pancreatic surgery, encouraging early oral intake within ERAS proto-
cols.34 However, they have recommended considering postoperative 
EN in patients who were preoperatively malnourished, those at high 
risk of developing malnutrition, and those who develop severe post-
operative complications including those undergoing reoperation.

Regarding the timing of intervention, the effect of postoperative 
EN in PD has been investigated in all RCT.8‒13 Definitive advantages 
of preoperative EN remain unclear in patients with PD. However, 
even though the evidence level is low, according to the ERAS guide-
lines and the ISGPS consensus, preoperative nutritional support 
with EN, TPN, and supplements can be optimized only in severe mal-
nourished patients.5,6,34

In summary, the safety and tolerability of EN in PD has been 
shown according to several meta‐analyses and a review.30‒33 Giving 
postoperative EN can shorten LOS compared to TPN; however, 
the effect of EN on postoperative complications following PD re-
mains controversial. The concept of selective indication for artifi-
cial nutrition rather than routine use should be discussed.5,6,15,34 
Furthermore, preoperative EN should be indicated only in patients 
with severe malnutrition.5,6,34

3.2 | Immunonutrition

Effect of IM has been examined over many years, and several sys-
tematic reviews have shown beneficial outcomes of IM in patients 
following gastrointestinal surgery.35‒37

The earliest RCT (Di Carlo et al14) to address the problem of 
IM in patients undergoing PD was reported in 1999, comparing 
IM with standard enteral formula (n = 33), standard enteral for-
mula (n = 35), and TPN (n = 32). IM included arginine, omega‐3 
fatty acid and RNA, and postoperative feeding was given within 
12 hours after surgery. Incidence of postoperative complications 
was lower in the IM group (33.5%) than in the standard group 
(40.0%) and the TPN group (59.5%, P = .05). In addition, the sever-
ity of infectious complications (sepsis score) was lower in the IM 
group than in the standard group and the TPN group (5.5 vs 7.9 
vs 10.4%, P < .05), and LOS was shorter in the IM group than in 
the standard group and the TPN group (16.3 days vs 17.8 days vs 
19.3 days, P < .05).

Another RCT (Gianotti et al15) comparing EN with IM group 
(n = 71), the EN group (n = 73), and the TPN group (n = 68) showed 
a lower incidence of postoperative complications in the EN with IM 
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group than in the EN group and the TPN group (33.8% vs 43.8% 
vs 58.8%, P = .005), and shorter LOS in the IM group (15.1 days vs 
17.0 days vs 18.8 days, P < .05).

In a RCT (Hamza et al16) investigating the effects of perioperative 
IM (n = 17) versus standard enteral nutrition (n = 20) on system-
atic and mucosal immunity in patients with PD, results showed that 
giving perioperative IM is associated with a favorable modulation of 
the inflammatory response and enhancement of systemic immunity. 
However, the effect of perioperative IM on outcomes following PD 
remains unclear.

The Chiba group in Japan carried out three RCT to investigate 
the effects of IM in patients with PD focusing on the timing of 
giving IM.17‒19 The first RCT (Suzuki et al17) compared periopera-
tive IM therapy (n = 10), postoperative IM therapy (n = 10), and 
TPN therapy (n = 10) and showed that perioperative IM reduced 
stress‐induced immunosuppression and the incidence of infectious 
complications (10% vs 60% vs 60%, P < .05). The second RCT (Aida 
et al18) compared preoperative IM therapy (n = 25) with no preoper-
ative IM therapy (n = 25) and concluded that preoperative IM could 
help to establish a favorable immunonutrient profile before surgery 
and to protect against the aggravation of postoperative complica-
tions. The third RCT (Miyauchi et al19) evaluated the additional ef-
fect of perioperative IM (n = 30) compared with preoperative IM 
(n = 30) and showed no additional effects of perioperative IM on 
postoperative immunity and infectious complications compared 
with preoperative IM (13.3% vs 26.7%, P = .166). Accordingly, giving 
preoperative IM was suggested to prevent infectious complications 
following PD. However, the effect of IM on LOS was not investi-
gated in these trials.

The first double‐blinded RCT (Ashida et al20) was conducted to 
compare outcomes between the control group (standard nutrition, 
n = 9) and the treatment group (preoperative eicosapentaenoic 
acid‐enriched nutrition, n = 11) after PD. There were no significant 
differences in perioperative interleukin‐6 levels between the two 
groups (P = .68). Furthermore, no significant differences were found 
in the incidence of infectious complications (55% vs 78%, P = .37) 
and overall complications (91% vs 78%, P = .57). No data on LOS 
were reported.

Giving preoperative IM is considered to reduce the incidence of 
infectious complications after PD; however, the evidence level of 
IM is moderate and the recommendation grade is weak according to 
the guidelines for perioperative care for PD by the ERAS Society.5,6 
Further well‐designed studies with a large number of patients are 
required to address the current evidence.

3.3 | Synbiotics

Synbiotics consists of probiotics and prebiotics. Probiotics, live ben-
eficial bacteria, can influence pathogenic mechanisms of bacterial 
translocation by increasing intestinal motility, stabilizing the intes-
tinal barrier, and enhancing the innate immune system.21 Prebiotics, 
such as fiber, is a non‐digestible dietary ingredient that serves as a 
nutritional source for probiotics. Giving synbiotics may be helpful in 

preventing bacterial translocation especially following highly inva-
sive surgery.

A first double‐blind RCT (Rayes et al21) was conducted in pa-
tients following PD, in which 40 patients received a composition of 
Lactobacillus and fiber and 40 patients received placebo (fiber only) 
starting the day before surgery and continuing for 8 days. The syn-
biotics group had a significantly lower incidence of postoperative 
infections than the placebo group (12.5% vs 40%, P = .005), and a 
shorter duration of antibiotic therapy (2 ± 5 days vs 10 ± 14 days, 
P = .015). However, no significant differences were found in LOS 
(17 days vs 22 days), other complications (23% vs 25%), and mortal-
ity (2.5% vs 2.5%).

Another RCT (Yokoyama et al,22) compared preoperative synbi-
otics (n = 22) with no synbiotics (n = 22) and showed no significant 
differences with respect to the incidence of infectious complica-
tions following PD (41% vs 36%, P = .76), POPF (≥grade B) (36% vs 
14%, P = .08), DGE (≥grade B) (9% vs 27%, P = .12), and median LOS 
(37 days vs 35 days, P = .68).

Beneficial outcomes have been shown in a recent systematic 
review of 11 RCT in patients following highly invasive abdominal 
surgery.38 It was concluded that improving the intestinal microen-
vironment and intestinal barrier function before surgery is crucial to 
prevent postoperative infections following highly invasive surgery. 
Use of preoperative synbiotics could be helpful to improve intestinal 
microflora, and prevent bacterial translocation and the incidence of 
infectious complications.

Another systematic review of 28 RCT including 2511 patients 
following gastrointestinal surgery showed that giving perioperative 
synbiotics may prevent postoperative infections; however, the re-
sults need to be interpreted with caution as a result of the risk of bias 
and the potential publication bias.39

Although recent reviews has shown the effectiveness of synbi-
otics in preventing postoperative infections in gastrointestinal sur-
gery,38,39 different outcomes were shown in two RCT after PD.21,22 
Sample sizes of these trials were small, and postoperative infectious 
complications after PD were mainly associated with the incidence of 
POPF. Therefore, the effect of synbiotics may be limited especially 
in patients following PD.

3.4 | Other nutritional supplements

To assess the effect of glutamine supplementation in patients un-
dergoing PD, a double‐blinded RCT (Jo et al23) was conducted and 
the results were reported in 2006. From the second preoperative 
day to the fifth postoperative day, isonitrogenous amino acid with 
glutamine (0.2 g/kg per day) was given to 32 patients (the glutamine 
group), while another 28 patients received isonitrogenous amino 
acid (control group). Median LOS and postoperative nutritional sta-
tus were not different between the two groups. In addition, no sig-
nificant differences were found in overall complications (glutamine 
group 37.5% vs control group 28.6%, P = .46) and PD‐related com-
plications (25.0% vs 14.3%, P = .30). This study showed no beneficial 
effect of glutamine supplementation in patients with PD.
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Another double‐blinded RCT (Braga et al24) was carried out to 
evaluate the impact of a carbohydrate‐containing preconditioning 
oral nutritional supplement (pONS) enriched with glutamine, anti-
oxidants, and green tea extract on postoperative oxidative stress. 
Patients were randomized to receive either pONS (n = 18) or placebo 
(n = 18) twice the day before surgery and once 3 hours before sur-
gery. Giving perioperative pONS positively affected plasma vitamin 
C levels and improved total endogenous antioxidant capacity shortly 
after PD, but did not reduce oxidative stress and systemic inflamma-
tion markers.

Effect of parenteral fish oil lipid emulsion in TPN combined with 
EN support was evaluated in a RCT (Zhu et al25), including a polyun-
saturated fatty acid (PUFA) group with parenteral fish oil lipid emul-
sion in PN combined with EN support for 5 days after PD (n = 38) and 
a control group (n = 38). Incidence of infectious complications in the 
PUFA group was significantly decreased (36.8% vs 57.9%, P < .05), as 
well as mean LOS (13.5 ± 3.8 days vs 15.3 ± 4.3 days, P < .05).

No significant beneficial effects of glutamine supplementation 
and pONS were shown in double‐blinded RCT.23,24 In contrast, the 
beneficial effect of PUFA was shown in a RCT.25 However, this trial 
was not double‐blinded and the number of included patients was 
small. Therefore, further studies, including a large multicenter trial, 
are warranted for determining the effects of these nutritional sup-
plements in patients undergoing PD.

3.5 | Enhanced recovery after surgery

Guidelines for perioperative care for PD have been published in 
2012 by the ERAS Society in which available evidence was summa-
rized and recommended for 27 care items.5,6 However, the evidence 
of ERAS pathways for PD is limited because no RCT has been con-
ducted to examine the effect of ERAS protocols in patients with PD.

In 2013, Coolsen et al40 published a systematic review and 
meta‐analysis regarding ERAS in patients with pancreatic surgery. 
The authors examined eight studies, including five case‐control 
studies, two retrospective studies, and one prospective study, and 
meta‐analysis of four studies focusing on PD showed a significant 
difference in complication rates in favor of the ERAS group (absolute 
risk difference 8.2%, 95% CI: 2.0‐14.4, P = .008). They implied that 
ERAS protocols in pancreatic surgery helped to shorten LOS without 
compromising morbidity and mortality.

A further systematic review and meta‐analysis was published 
in 201641 investigating the effects of implementing ERAS proto-
cols following PD. In this study, 14 case‐control studies with 1409 
ERAS patients and 1310 control patients were analyzed. Meta‐anal-
ysis showed that patients in the ERAS group had shorter LOS com-
pared with those in the control group (weighted mean differences 
−4.17 days, 95% CI: −5.72 to −2.61, P < .001). In addition, implemen-
tation of ERAS protocols reduced DGE (OR: 0.56, 95% CI: 0.44‐0.71, 
P < .001), overall morbidity (OR: 0.63, 95% CI: 0.54‐0.74, P < .001), 
and in‐hospital costs compared to the control group. There were no 
statistically significant differences in other postoperative outcomes 
such as POPF, mortality and readmission rate.

A review by Pecorelli et al,42 including 17 non‐randomized stud-
ies, showed that ERAS protocols for pancreatic surgery are safe 
with no difference in postoperative morbidity, leading to early dis-
charge and no increase in hospital readmissions. Furthermore, hos-
pital costs were reduced as a result of better organization of care 
and resource use. In this study, authors summarized the specific 
elements as ERAS protocols, and nutritional therapy including im-
munonutrition and early oral nutrition was suggested as one of the 
key elements in ERAS. However, the authors stated that the role of 
ERAS pathways for pancreatic surgery is still unclear as high‐quality 
RCT are lacking.

Takagi et al26 carried out a RCT to examine the efficiency of 
ERAS protocols in patients following PD. Mean LOS in the ERAS 
group was significantly shorter than that in the control group 
(20.1 ± 5.4 days vs 26.9 ± 13.5 days, P < .001). The ERAS group had 
a significantly lower percentage of postoperative complications 
(32.4% vs 56.8%, P = .034) and infectious complications (19% vs 
41%, P = .04). No significant differences between the groups were 
found in terms of POPF (≥grade B) (18.9% vs 27.0%, P = .12) and 
DGE (≥grade B) (10.8% vs 8.1%, P = .34). As this study included 
nutritional therapy such as immunonutrition, synbiotics, and EN in 
the ERAS protocols, nutritional therapy could contribute to earlier 
gastrointestinal function and accelerate postoperative recovery 
after PD.

In another RCT, Deng et al27 investigated the feasibility and 
safety of implementing the modified ERAS protocols based on co-
lonic surgery in patients undergoing PD. A total of 159 patients 
were randomized into two groups: either ERAS (n = 76) or con-
ventional protocol (n = 83). Authors reported that the ERAS group 
patients had shorter LOS (15 ± 8 vs 19 ± 10 days, P = .024) with 
comparable postoperative complications as follows: DGE (20% 
vs 39%, P = .02); POPF (51% vs 43%, P = .52); re‐laparotomy (4% 
vs 1%, P = .60); and mortality (0% vs 0%). Several postoperative 
recovery factors were greatly improved in the ERAS group, and 
there were no complications requiring readmission. However, nu-
tritional therapy was not included as one element of the ERAS pro-
tocols in this study.

Accordingly, the evidence of ERAS in PD has been shown by recent 
meta‐analyses and RCT.26,27,40‒42 Systematic nutritional support is an 
important element of the ERAS concept; however, not all studies have 
investigated the effect of nutritional therapy within ERAS pathways. 
In addition, which nutritional therapy should be used as perioperative 
systematic nutritional support in patients following PD? Future well‐
designed studies should introduce nutritional therapies within ERAS 
protocols and investigate the impact of them on outcomes after PD.

4  | CONCLUSIONS

The present review summarized the available evidence regarding nu-
tritional therapy in patients following PD. Regarding the administration 
of EN, safety and tolerability of EN in PD has been shown. Giving post-
operative EN compared to TPN can shorten length of hospital stay; 
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however, the effect of EN on postoperative complications following 
PD remains controversial. Postoperative EN should be given only on 
selected indications rather than routinely used, and preoperative EN 
should be given only in patients with severe malnutrition. Giving pre-
operative IM should be considered in order to reduce the incidence 
of infectious complications after PD; however, evidence level of IM is 
moderate and recommendation grade is weak. The beneficial effect 
of perioperative synbiotics on postoperative infectious complications 
is limited in patients following PD. Furthermore, the effectiveness of 
other nutritional supplementation remains unclear. Recently, evidence 
for ERAS in PD has been increasing. Early oral intake should be allowed 
without restriction. In addition, systematic nutritional support should 
be an important aspect of the ERAS concept. Future well‐designed 
studies should investigate the impact of systematic nutritional thera-
pies on outcomes following PD.

ACKNOWLEDG EMENT

We thank Wichor M. Bramer (Biomedical Information Specialists) 
from the Medical Library in Erasmus MC, Erasmus University 
Medical Centre Rotterdam (Rotterdam, the Netherlands) for his in-
volvement in conducting search queries in databases.

DISCLOSURE

Conflicts of Interest: Authors declare no conflicts of interest for this 
article.

Ethical Approval: No ethical approval or informed consent state-
ment was required for this review article.

ORCID

Kosei Takagi  https://orcid.org/0000‐0003‐2267‐2441 

R E FE R E N C E S

 1. Kimura W, Miyata H, Gotoh M, Hirai I, Kenjo A, Kitagawa Y, et al. 
A pancreaticoduodenectomy risk model derived from 8575 cases 
from a national single‐race population (Japanese) using a web‐
based data entry system: the 30‐day and in‐hospital mortality rates 
for pancreaticoduodenectomy. Ann Surg. 2014;259:773–80.

 2. Yoshioka R, Yasunaga H, Hasegawa K, Horiguchi H, Fushimi K, Aoki 
T, et al. Impact of hospital volume on hospital mortality, length of 
stay and total costs after pancreaticoduodenectomy. Br J Surg. 
2014;101:523–9.

 3. Takagi K, Yagi T, Yoshida R, Shinoura S, Umeda Y, Nobuoka D, et al. 
Surgical outcome of patients undergoing pancreaticoduodenec-
tomy: analysis of a 17‐year experience at a single center. Acta Med 
Okayama. 2016;70:197–203.

 4. Goonetilleke KS, Siriwardena AK. Systematic review of peri‐opera-
tive nutritional supplementation in patients undergoing pancreati-
coduodenectomy. JOP. 2006;7:5–13.

 5. Lassen K, Coolsen MM, Slim K, Carli F, de Aguilar‐Nascimento JE, 
Schäfer M, et al. Guidelines for perioperative care for pancreati-
coduodenectomy: Enhanced Recovery After Surgery (ERAS®) 
Society recommendations. Clin Nutr. 2012;31:817–30.

 6. Lassen K, Coolsen MM, Slim K, Carli F, de Aguilar‐Nascimento JE, 
Schäfer M, et al. Guidelines for perioperative care for pancreati-
coduodenectomy: Enhanced Recovery After Surgery (ERAS®) 
Society recommendations. World J Surg. 2013;37:240–58.

 7. Moher D, Liberati A, Tetzlaff J, Altman DG, PRISMA Group. 
Preferred reporting items for systematic reviews and meta‐analy-
ses: the PRISMA statement. BMJ. 2009;339:b2535.

 8. Mack LA, Kaklamanos IG, Livingstone AS, Levi JU, Robinson 
C, Sleeman D, et al. Gastric decompression and enteral feed-
ing through a double‐lumen gastrojejunostomy tube im-
proves outcomes after pancreaticoduodenectomy. Ann Surg. 
2004;240:845–51.

 9. Grizas S, Gulbinas A, Barauskas G, Pundzius J. A comparison of the 
effectiveness of the early enteral and natural nutrition after pan-
creatoduodenectomy. Medicina (Kaunas). 2008;44:678–86.

 10. Tien YW, Yang CY, Wu YM, Hu RH, Lee PH. Enteral nutrition and 
biliopancreatic diversion effectively minimize impacts of gast-
roparesis after pancreaticoduodenectomy. J Gastrointest Surg. 
2009;13:929–37.

 11. Liu C, Du Z, Lou C, Wu C, Yuan Q, Wang J, et al. Enteral nutrition is 
superior to total parenteral nutrition for pancreatic cancer patients 
who underwent pancreaticoduodenectomy. Asia Pac J Clin Nutr. 
2011;20:154–60.

 12. Park JS, Chung HK, Hwang HK, Kim JK, Yoon DS. Postoperative nu-
tritional effects of early enteral feeding compared with total paren-
tal nutrition in pancreaticoduodectomy patients: a prosepective, 
randomized study. J Korean Med Sci. 2012;27:261–7.

 13. Perinel J, Mariette C, Dousset B, Sielezneff I, Gainant A, Mabrut 
JY, et al. Early enteral versus total parenteral nutrition in patients 
undergoing pancreaticoduodenectomy a randomized multicenter 
controlled trial (Nutri‐DPC). Ann Surg. 2016;264:731–7.

 14. Di Carlo V, Gianotti L, Balzano G, Zerbi A, Braga M. Complications 
of pancreatic surgery and the role of perioperative nutrition. Dig 
Surg. 1999;16:320–6.

 15. Gianotti L, Braga M, Gentilini O, Balzano G, Zerbi A, Di Carlo V. 
Artificial nutrition after pancreaticoduodenectomy. Pancreas. 
2000;21:344–51.

 16. Hamza N, Darwish A, O'Reilly DA, Denton J, Sheen AJ, Chang D, 
et al. Perioperative enteral immunonutrition modulates systemic 
and mucosal immunity and the inflammatory response in patients 
with periampullary cancer scheduled for pancreaticoduodenec-
tomy: a randomized clinical trial. Pancreas. 2015;44:41–52.

 17. Suzuki D, Furukawa K, Kimura F, Shimizu H, Yoshidome H, 
Ohtsuka M, et al. Effects of perioperative immunonutrition on 
cell‐mediated immunity, T helper type 1 (Th1)/Th2 differentia-
tion, and Th17 response after pancreaticoduodenectomy. Surgery. 
2010;148:573–81.

 18. Aida T, Furukawa K, Suzuki D, Shimizu H, Yoshidome H, Ohtsuka M, 
et al. Preoperative immunonutrition decreases postoperative com-
plications by modulating prostaglandin E2 production and T‐cell 
differentiation in patients undergoing pancreatoduodenectomy. 
Surgery. 2014;155:124–33.

 19. Miyauchi Y, Furukawa K, Suzuki D, Yoshitomi H, Takayashiki T, 
Kuboki S, et al. Additional effect of perioperative, compared with 
preoperative, immunonutrition after pancreaticoduodenectomy: a 
randomized, controlled trial. Int J Surg. 2019;61:69–75.

 20. Ashida R, Okamura Y, Wakabayashi‐Nakao K, Mizuno T, Aoki S, 
Uesaka K. The impact of preoperative enteral nutrition enriched 
with eicosapentaenoic acid on postoperative hypercytokinemia 
after pancreatoduodenectomy: the results of a double‐blinded ran-
domized controlled trial. Dig Surg. 2019;36:348–56.

 21. Rayes N, Seehofer D, Theruvath T, Mogl M, Langrehr JM, Nüssler 
NC, et al. Effect of enteral nutrition and synbiotics on bacterial in-
fection rates after pylorus‐preserving pancreatoduodenectomy: a 
randomized, double‐blind trial. Ann Surg. 2007;246:36–41.

https://orcid.org/0000-0003-2267-2441
https://orcid.org/0000-0003-2267-2441


     |  629TAKAGI eT Al.

 22. Yokoyama Y, Miyake T, Kokuryo T, Asahara T, Nomoto K, Nagino M. 
Effect of perioperative synbiotic treatment on bacterial transloca-
tion and postoperative infectious complications after pancreatodu-
odenectomy. Dig Surg. 2016;33:220–9.

 23. Jo S, Choi SH, Heo JS, Kim EM, Min MS, Choi DW, et al. Missing 
effect of glutamine supplementation on the surgical outcome after 
pancreaticoduodenectomy for periampullary tumors: a prospec-
tive, randomized, double‐blind, controlled clinical trial. World J 
Surg. 2006;30:1974–82.

 24. Braga M, Bissolati M, Rocchetti S, Beneduce A, Pecorelli N, Di Carlo 
V. Oral preoperative antioxidants in pancreatic surgery: a double‐
blind, randomized, clinical trial. Nutrition. 2012;28:160–4.

 25. Zhu X, Wu Y, Qiu Y, Jiang C, Ding Y. Effect of parenteral fish oil lipid 
emulsion in parenteral nutrition supplementation combined with 
enteral nutrition support in patients undergoing pancreaticoduo-
denectomy. JPEN J Parenter Enteral Nutr. 2013;37:236–42.

 26. Takagi K, Yoshida R, Yagi T, Umeda Y, Nobuoka D, Kuise T, et al. 
Effect of an enhanced recovery after surgery protocol in patients 
undergoing pancreaticoduodenectomy: a randomized controlled 
trial. Clin Nutr. 2018;38:174–81.

 27. Deng X, Cheng X, Huo Z, Shi Y, Jin Z, Feng H, et al. Modified protocol 
for enhanced recovery after surgery is beneficial for Chinese can-
cer patients undergoing pancreaticoduodenectomy. Oncotarget. 
2017;8:47841–8.

 28. Boullata JI, Carrera AL, Harvey L, Escuro AA, Hudson L, Mays A, 
et al. ASPEN safe practices for enteral nutrition therapy. JPEN J 
Parenter Enteral Nutr. 2017;41:15–103.

 29. Weimann A, Braga M, Carli F, Higashiguchi T, Hübner M, Klek S, 
et al. ESPEN guideline: clinical nutrition in surgery. Clin Nutr. 
2017;36:623–50.

 30. Shen Y, Jin W. Early enteral nutrition after pancreatoduodenec-
tomy: a meta‐analysis of randomized controlled trials. Langenbeck's 
Arch Surg. 2013;398:817–23.

 31. Buscemi S, Damiano G, Palumbo VD, Spinelli G, Ficarella S, Lo 
Monte G, et al. Enteral nutrition in pancreaticoduodenectomy: a 
literature review. Nutrients. 2015;7:3154–65.

 32. Adiamah A, Ranat R, Gomez D. Enteral versus parenteral nutrition 
following pancreaticoduodenectomy: a systematic review and 
meta‐analysis. HPB (Oxford). 2019;21:793–801.

 33. Cai J, Yang G, Tao Y, Han Y, Lin L, Wang X. A meta‐analysis of the 
effect of early enteral nutrition versus total parenteral nutrition 
on patients after pancreaticoduodenectomy. HPB (Oxford). 2019. 
https ://doi.org/10.1016/j.hpb.2019.06.002

 34. Gianotti L, Besselink MG, Sandini M, Hackert T, Conlon K, Gerritsen 
A, et al. Nutritional support and therapy in pancreatic surgery: a 

position paper of the International Study Group on Pancreatic 
Surgery (ISGPS). Surgery. 2018;164:1035–48.

 35. Drover JW, Dhaliwal R, Weitzel L, Wischmeyer PE, Ochoa JB, 
Heyland DK. Perioperative use of arginine‐supplemented diets: a 
systematic review of the evidence. J Am Coll Surg. 2011;212:385–99.

 36. Wong CS, Aly EH. The effects of enteral immunonutrition in upper 
gastrointestinal surgery: a systematic review and meta‐analysis. Int 
J Surg. 2016;29:137–50.

 37. Zhang Y, Gu Y, Guo T, Li Y, Cai H. Perioperative immunonutrition 
for gastrointestinal cancer: a systematic review of randomized con-
trolled trials. Surg Oncol. 2012;21:e87–95.

 38. Yokoyama Y, Asahara T, Nomoto K, Nagino M. Effects of synbiotics 
to prevent postoperative infectious complications in highly invasive 
abdominal surgery. Ann Nutr Metab. 2017;71:23–30.

 39. Yang Z, Wu Q, Liu Y, Fan D. Effect of perioperative probiotics 
and synbiotics on postoperative infections after gastrointestinal 
surgery: a systematic review with meta‐analysis. JPEN J Parenter 
Enteral Nutr. 2017;41:1051–62.

 40. Coolsen MM, van Dam RM, van der Wilt AA, Slim K, Lassen K, 
Dejong CH. Systematic review and meta‐analysis of enhanced re-
covery after pancreatic surgery with particular emphasis on pan-
creaticoduodenectomies. World J Surg. 2013;37:1909–18.

 41. Xiong J, Szatmary P, Huang W, de la Iglesia‐Garcia D, Nunes QM, Xia 
Q, et al. Enhanced recovery after surgery program in patients under-
going pancreaticoduodenectomy: A PRISMA‐compliant systematic 
review and meta‐analysis. Medicine (Baltimore). 2016;95:e3497.

 42. Pecorelli N, Nobile S, Partelli S, Cardinali L, Crippa S, Balzano G, 
et al. Enhanced recovery pathways in pancreatic surgery: state of 
the art. World J Gastroenterol. 2016;22:6456–68.

SUPPORTING INFORMATION

Additional supporting information may be found online in the 
Supporting Information section at the end of the article. 

How to cite this article: Takagi K, Domagala P, Hartog H, van 
Eijck C, Koerkamp BG. Current evidence of nutritional 
therapy in pancreatoduodenectomy: Systematic review of 
randomized controlled trials. Ann Gastroenterol Surg. 
2019;3:620–629. https ://doi.org/10.1002/ags3.12287 

https://doi.org/10.1016/j.hpb.2019.06.002
https://doi.org/10.1002/ags3.12287

