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Abstract

Background Perioperative carbohydrate loading, increased protein intake, and immunonutrition may decrease postoperative
complications. Studies on the topic have led to controversial results.

Methods We searched Medline, EMBASE, and CENTRAL up to August 2018 for randomized trials comparing the effect of
perioperative nutritional supplements (intervention) versus control on postoperative complications in patients undergoing gas-
trointestinal cancer surgery. Secondary outcomes included infectious complications and length of hospital stay (LOS). Random
effects model was used to estimate the pooled risk ratio (RR) of treatment effects. Pooled mean difference (MD) was used to
compare LOS. Heterogeneity was assessed using /. Sources of heterogeneity were explored through subgroup analysis by
nutritional supplementation protocol, type of surgery, and type of nutritional supplement. Risk of bias and quality of the evidence
were assessed.

Results Of 3951 articles, we identified 56 trials (n = 6370). Perioperative nutrition was associated with a lower risk of postop-
erative complications (RR 0.74, 95% confidence interval (CI) 0.69-0.80); postoperative infections (RR 0.71, 95% CI 0.64-0.79,
n=4582); and postoperative non-infectious complications (RR 0.79, 95% CI 0.71-0.87, n =4883). There were no significant
heterogeneity outcomes analyzed (I* = 14%, 1%, and 7%, respectively). LOS was shorter for the intervention group, MD —
1.58 days; 95% CI —1.83 to — 1.32; I* =89%). Subgroup analysis did not identify sources of heterogeneity. The quality of
evidence for postoperative complications was high and for LOS was moderate.

Conclusion Perioperative nutritional optimization decreases the risk of postoperative infectious and non-infectious complica-
tions. It also decreases LOS in patients undergoing gastrointestinal cancer surgery, but these findings should be taken with caution
given the high heterogeneity.
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Introduction

Despite recent advances in perioperative care, the rate of post-
operative morbidity for patients undergoing major surgery of
the gastrointestinal tract is between 40 and 50%.'” Surgery
can impair immune system function and increase the likeli-
hood of postoperative infectious complications.>* Patients
with gastrointestinal cancers are at a particularly high risk of
malnutrition due to decreased oral food intake, comorbid
chronic diseases, and impaired absorption secondary to intes-
tinal obstruction or surgical bowel resection.” The current
practice of nil per os (NPO) preoperatively is associated with
insulin resistance and high levels of inflammatory mediators,
which can delay wound healing and increase infectious and
non-infectious postoperative complications, and length of
hospital stay.®® Some studies have suggested that early post-
operative enteral feeding, specifically with immunonutrition
(i.e., nutritional supplements such as arginine, omega fatty
acids, and RNA) and increased protein intake is associated
with improved wound healing and reduced postoperative
complications.'"?

Surgery also increases the release of cortisol and glucagon,
leading to a decrease in peripheral glucose uptake, resulting in
postoperative hyperglycemia and insulin resistance.'®
Therefore, several studies have shown a beneficial effect of
preoperative carbohydrate supplementation to prevent postop-
erative insulin resistance.'®"'? Preoperative carbohydrate-rich
drinks can reduce postoperative insulin resistance by up to
50% and reduce length of hospital stay.'" Furthermore, the
consumption of carbohydrates prior to surgery is strongly en-
dorsed by the Enhanced Recovery after Surgery (ERAS)
Society."?

Immunonutrition is thought to improve the function of the
immune system, which is also known as
immunomodulation.'*'® Arginine is an amino acid that is
associated with tissue repair and wound healing by acting as
an essential metabolic substrate for immune cells which is
necessary for proper lymphocyte function.!” Clinical studies
have suggested that perioperative supplementation of arginine
can decrease postoperative infection rates. Similarly, omega
fatty acids, n-6 and n-3, have been shown to attenuate the
production of inflammatory compounds and reduce the cyto-
toxicity of inflammatory cells.'®!?

Insufficient protein intake is a particularly relevant problem
for patients with gastrointestinal cancers who often experience
anorexia and malnutrition because of disease progression and
side effects of medical treatment. Metabolically healthy pa-
tients lose between 40 and 80 g of nitrogen after open abdom-
inal operations, which is equivalent to 1.2 to 2.4 kg of wet
skeletal muscle.” Patients with insulin resistance can experi-
ence a 50% greater protein loss.?' The loss of lean muscle can
delay wound healing, impair organ function, and compromise
immune function.”? Thus, optimizing nutritional status both

before and after surgery by meeting protein requirements cre-
ates an opportunity to reduce postoperative complications for
these patients.”’

To date, the literature lacks a comprehensive systematic
review that examines the combined effects of perioperative
immunonutrition, carbohydrate loading, and protein supple-
mentation in patients undergoing gastrointestinal cancer sur-
gery. Therefore, we have performed a systematic review and
meta-analysis to evaluate the effect of nutritional supplemen-
tation compared to control with respect to postoperative infec-
tious and non-infectious complications and length of hospital
stay. We defined nutritional supplementation as those compo-
nents known to be required for proper healing following sur-
gery, including protein supplementation, carbohydrate load-
ing, and immunonutrition (a solution that contains nutrients
such as arginine and omega fatty acids).

Materials and Methods

The protocol was published a priori in the international pro-
spective register of systematic reviews PROSPERO
(CRD42017076266). This study was conducted following
the methods of the Cochrane Handbook for Systematic
Review of Interventions®® and is reported according to the
Preferred Reporting Items for Systematic Reviews and
Meta-Analyses (PRIMSA) statement. *>

Search Strategy

A comprehensive literature search of Medline, EMBASE, and
CENTRAL databases was conducted until August 2018, with
no language restriction. The pre-tested SIGN filters (http:/
www.sign.ac.uk) were used to identify randomized
controlled trials for the Medline and EMBASE searches.
Both Medical Subject Headings (MeSH) and Emtree headings
and subheadings were applied to increase sensitivity. A broad
definition for perioperative nutritional supplementation was
used to ensure a comprehensive search. Further details on
search strategy in Appendix 1.

Inclusion and Exclusion Criteria

We included randomized controlled trials (RCTs) involving
participants over 18 years of age who underwent any gastro-
intestinal surgery for any type of malignancy. Studies that
included patients with prior surgeries or distant metastases
were eligible. The intervention involved the administration
of a perioperative nutritional supplementation with
immunonutrition, protein solution, or carbohydrate loading.
Controls were defined as standard diet or control solutions
with no nutritional value. Studies were excluded if they' had
less than 30-day follow-up,” included patients with chronic
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pancreatitis, gastric outlet obstruction, organ failure (i.e., liver,
kidney, lungs or heart),” included patients on investigational
medicines within the last 6 months,* included patients on
prednisone, patients with immune system disorder, septic pa-
tients, patients who cannot tolerate oral intake, patients with
poorly controlled types 1 and 2 diabetes, or’ included patients
with intestinal obstruction, ongoing infection, stomach emp-
tying disorders or documented gastric esophageal reflux dis-
eases, emergency surgery interventions, inflammatory bowel
disease, neutropenia, and pregnancy.

Study Selection and Data Extraction

Two reviewers (BZ and ZN) screened the title and abstracts of
all eligible studies independently using the Distiller®
platform.”® Duplicate articles were first excluded using
Endnote. Two reviewers (BZ and ZN) independently complet-
ed the full text-review using piloted forms. During the data
abstraction stage, information such as study design, disease
etiology, intervention characteristics, incidence of postopera-
tive complications, and postoperative infections were collect-
ed. Discrepancies were primarily addressed through consen-
sus discussion. Primary outcome was the weighted proportion
(incidence) of postoperative complications across all compar-
ator groups. The secondary outcome was postoperative infec-
tious complications and length of hospital stay.

Two reviewers (BZ and ZN) performed an assessment of
methodological quality using the Cochrane Risk-of-Bias tool
for all RCTs,?” which included the following domains: ran-
dom sequence generation, allocation concealment, blinding of
participants and personnel, blinding of outcome assessment,
incomplete outcome data, and selective outcome reporting
other bias. Publication bias was also assessed. The quality of
evidence across outcomes was assessed by the Grading of
Recommendations, Assessment, Development and
Education (GRADE) approach.”® The quality of evidence
was graded as high, moderate, low, or very low, depending
on study limitations, consistency, directness, precision, and
publication bias of each outcome.

Statistical Analysis

Interobserver agreement for title and abstract screening and
full-text screening were calculated with the Cohen unweight-
ed r statistic.>” Meta-analysis was performed using a random-
effects model, and the weights of the included studies were
estimated using the inverse variance method with RevMan>°
(Review Manager Version 5.4; The Nordic Cochrane Centre,
Copenhagen, Denmark) based on the intention-to-treat princi-
ple. Forest plots were created to visualize the effect estimates
and the variance in the data. Publication bias was assessed
with a funnel plot for each outcome. Heterogeneity was
assessed by using the chi-square test and the I statistic.”*
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We considered substantial heterogeneity when > statistic
was above 50% or a P value <0.1 for the x” test. Two a priori
hypotheses were developed to explain potential sources of
clinical heterogeneity including diversity of interventions
and surgical indications. Subgroup analyses were conducted
to explore potential sources of heterogeneity. Post-hoc sub-
group analysis based on geographical location was performed
to try to explain heterogeneity. Postoperative complications
were estimated with risk ratios (RR), and length of hospital
stay was presented as a mean difference (MD) between the
intervention and control groups. All estimates of effect were
reported with their respective 95% confidence intervals (CI).

Results
Search Results and Study Characteristics

The literature search generated 3951 relevant citations, con-
taining 71 duplicates. Following duplicate removal, 3880
were eligible for title and abstract screening. Of the 236 arti-
cles eligible for full-text screening, 56 (n = 6370) met all of the
inclusion criteria from which data was extracted (Fig. 1).
Further characteristics of the type of intervention and control
of the studies included in this meta-analysis can be found in
Fig. 2.

Overall Complications

Fifty-four RCTs (n=6363 patients) evaluated postoperative
complications in patients receiving perioperative nutritional
supplementation versus control. The pooled RR of experienc-
ing a postoperative complication was lower for patients in the
perioperative nutritional supplementation group compared to
control (RR 0.78; 95% CI, 0.72 to 0.85) (Fig. 3). There was
moderate heterogeneity, > = 34% within studies. The quality
of'the evidence was moderate due to imprecision in the pooled
estimate.

Supplementation Protocol

A subgroup analysis performed by preoperative, periopera-
tive, and postoperative supplementation protocol found that
the greatest pooled risk reduction of postoperative complica-
tions was seen with postoperative supplementation (RR 0.76;
95% CI, 0.66 to 0.88, > = 34%), followed by preoperative
supplementation (RR 0.79; 95% CI, 0.69 to 0.92, P= 14%),
and perioperative supplementation (RR 0.82, 95% CI 0.72 to
0.94, > =23%). More specific information about the frequen-
cy and duration of nutritional supplementation can be found in
Supplementary Table 1.
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Fig. 1 PRISMA flow diagram
describing the inclusion of studies
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Infectious Complications

Forty studies with 4768 participants evaluated the risk of
experiencing postoperative infectious complications including
abdominal abscess, surgical site infection, pneumonia, urinary
tract infection, or septicemia as confirmed by a microbiolog-
ical analysis or elevated leukocyte levels. There was a de-
creased risk of experiencing postoperative infectious compli-
cations for patients in the perioperative nutritional supplemen-
tation group when compared to controls, pooled RR 0.71;
95% CI1 0.64 to 0.79. There was no significant heterogeneity,
P =4%. The pooled incidence of infectious complications in
the intervention group was 18.9% (453/2398) and 27.2%

> ?Null Tegxt Not Available *contact with author attempted*
I=39)

Irrelevant (N = 40)

Did not report on Primary Outcome (N = 31)

Patients had meligible Comorbidities (N =8)

Duplicate (N = 15)

Ineligible Study Design (N = 3)

Cancer and Non-cancer Patients not Separated (N = 25)

Outcomes reported by No. Events and NOT No. of

Patients (N =15)

Non-cancer Patients (N =4)

Kappa =0.58

(645/2370) in the control group, with a pooled absolute risk
difference of 8.3%.

Subgroup analysis was performed to investigate risk of
infectious complications by type of surgery (hepatobiliary,
colorectal, or foregut procedures). The greatest benefit of
supplementation was found in hepatopancreatobiliary pro-
cedures (RR 0.56; 95% CI 0.41 to 0.76, P= 0%), follow-
ed by colorectal procedures (RR 0.70; 95% CI 0.49 to
0.99; P = 41%). A smaller effect, which was not statisti-
cally significant was seen among foregut surgeries (RR
0.90; 95% CI, 0.75 to 1.09; I* =0%).

An additional subgroup analysis was performed to examine
the association between type of nutritional supplementation
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Average Sample Size:

44 + 40 - 84

Range: 8-157 Range: 8-157 Range: 8-157
Median No. of Participants in Median No. of Participants in Median No. of Participants in
Intervention Intervention Intervention
Types of Control:
Conventional Diet (27.1%) | Placebo (10.2%)
Standard Formula (55.9%) | Other (6.8%)

Types of Immunonutrition

Others Wl 3
High protein, w-3( Atempero) Il 2
Glutamine, arginine (Reconovan) Il 5
Arginine, RNA, w-3 (IMPACT) I 25
Arginine, glutamine, w-3 (Stresson) Wl 2
Vitamins and Minerals 2
Fatty Acids I 12

0 5 10 15 20 25 30
No. of Studies

Type of Nutritional Supplementation

4%

= Protein Supplementation
= Carbohydrate-rich Drink

= Immunonutrition

Fig. 2 Study characteristics

@ Springer



J Gastrointest Surg (2019) 23:1682-1693

1687

Experimental Control

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Rand 95% CI

Risk Ratio
M-H, Random, 95% CI

3.1.1 Preoperative Supplementation

Aiko 2012 4 14 3 12 0.4%
Braga 2002 (a) (ii) 10 50 21 50 1.4%
Braga 2002 (b) (i) 10 50 19 50 1.3%
Burden 2017 17 55 21 46 20%
Campillo 2016 14 42 17 42 1.7%
Chen 2013 3 30 330 03%
Fujitani 2012 37 127 29 117 26%
Gade 2016 12 19 14 16  28%
Gianotti 2002 (i) 36 102 49 102 3.4%
Kitagawa 2017 10 14 10 15  21%
Lidder 2013 () 10 32 15 30 1.4%
McCarter 1998 (i) 7 13 2 1 04%
McCarter 1998 (ii) 6 14 2 1 03%
Mikagi 2011 1 13 313 01%
Nakamura 2005 1 12 1 14 0.1%
Okamoto 2009 6 30 12 30 09%
Pronio 2008 3 22 33 131 05%
Sorensen 2014 38 65 39 64 3.9%
Uno 2016 11 20 15 20 22%
Xu 2006 5 30 11 30 0.7%
Subtotal (95% CI) 754 834 28.3%
Total events 241 319

Heterogeneity: Tau®= 0.01; Chi*=22.20, df=19 (P=0.27), F=14%
Test for overall effect. Z= 3.13 (P = 0.002)

3.1.2 Perioperative Supplementation

Beppu 2015 4 9 3 7 05%
Braga 1995 2 26 4 24 03%
Braga 1999 21 85 26 86 2.0%
Braga 2002 (a) (i) 9 50 21 50 1.2%
Braga 2002 (b) (i) 10 50 19 50 1.3%
Braga 2012 12 18 1318 24%
Gianotti 2002 (ii) 34 101 43 102 33%
Healy 2017 55 97 64 94  48%
Ida 2017 9 63 8 60 08%
Jiang 2001 0 60 2 58 01%
Lidder 2013 (jii) 13 31 15 30 1.7%
Ma 2015 40 51 33 48 45%
Ma 2018 2 17 717 0.3%
Moya 2016 (a) 21 122 26 122 1.9%
Moya 2016 (b) 12 61 16 61 1.3%
Seguin 2016 10 18 12 17 1.9%
Senkal 1999 10 78 18 76 1.2%
Sultan 2012 35 66 70 129 4.0%
Subtotal (95% CI) 1003 1049  33.5%
Total events 299 406

Heterogeneity: Tau*= 0.02; Chi*=21.97, df=17 (P=0.19); F=23%
Test for overall effect: Z= 2.89 (P = 0.004)

3.1.3 Post ative I

Braga 1998 18 55 20 55 1.9%
Di Carlo 1999 11 33 14 35 1.4%
Gianotti 1997 13 87 20 87 1.4%
Giger-Pabst 2013 16 55 16 53 1.6%
Heslin 1997 20 97 23 98 1.8%
Klek 2005 21 60 15 30 20%
Klek 2008 (a){i) 13 52 15 53 1.4%
Klek 2008 (a)(ii) 12 51 13 49 1.2%
Klek 2008 (b) 21 92 23 91 1.9%
Klek 2011 (a) 25 83 33 84 25%
Klek 2011 (b) 51 152 72 153 4.0%
Lai 2012 5 40 7 40 0.6%
Lidder 2013 (i) 13 27 15 30 1.8%
Liu 2011 8 28 8 24 09%
Marano 2013 6 54 15 55 0.8%
Matsuda 2017 13 35 18 37 1.8%
Scislo 2018 1 44 13 54 1.2%
Senkal 1997 17 77 24 77 1.8%
Sodergren 2010 11 23 13 21 1.8%
Swails 1997 4 8 5 10 0.7%
Wei 2014 1 26 6 20 02%
Zhang 2017 25 157 83 155 28%
Zhu 2012 2 38 23 38 28%
Subtotal (95% CI) 1374 1349  38.2%
Total events 356 404

Heterogeneity: Tau®= 0.04; Chi*= 33.40, df= 22 (P = 0.06), F= 34%
Test for overall effect: Z=3.92 (P < 0.0001)

Total (95% CI) 3131 3232 100.0%
Total events 896 1219

Heterogeneity: Tau®= 0.02; Chi*= 81.44, df= 60 (P=0.03); F= 26%
Testfor overall effect: Z=5.88 (P < 0.00001)

Test for subaroup differences: Chi*= 0.89, df= 2 (P = 0.64), F= 0%
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and postoperative infectious complications. Combined sup-
plementation of protein and fatty acids for immunonutrition
had the largest protective effect (RR 0.60; 95% CI, 0.50 to
0.73; P = 0%) compared to fatty acids alone (RR 0.80; 95%
CI10.54 to 1.17; I =26%). Both subgroup analyses explained
potential sources of heterogeneity.

Noninfectious Complications

Thirty-eight studies with 4985 participants reported non-
infectious postoperative complications. There was a decreased
risk of postoperative noninfectious complication among par-
ticipants taking nutritional supplements compared to controls
RR 0.79; 95% CI1 0.71 to 0.87. There was no substantial het-
erogeneity, I* = 16%. The pooled incidence of noninfectious
complications in the intervention group was 18.3% (455/
2490) and in the control group 22.8% (568/2495), with a
pooled absolute risk difference of 4.5%. The definition of
noninfectious complication varied significantly between stud-
ies while gastrointestinal complications were reported across
all studies;”*"®* some studies also classified cardiovascular
and pulmonary events as complications,>?%42:46:48-52754.68.
80.84 The intervention group had the lowest risk ratio for the
subgroup of patients undergoing hepatopancreatobiliary sur-
geries, (RR 0.71; 95% CI, 0.48 to 1.05; P =43%), followed
by foregut surgery, (RR 0.77; 95% CI, 0.65 to 0.91; P= 0%),
and colorectal surgery, (RR 0.89; 95% CI, 0.71 to 1.11; P=
0%).

Length of Hospital Stay

Thirty-three studies with 4458 participants evaluated the effect
of nutritional supplements on the length of hospital stay. There
was a decrease in the pooled mean length of hospital stay
among participants taking perioperative nutritional supple-
mentation compared to control (pooled MD — 1.58 days;
95% CI —1.83 to —1.32) (Fig. 4). Common control groups
included conventional diet or standard enteral nutrition
(Supplementary Table 1). There was significant heterogeneity
across studies I = 89%. To explore potential sources of het-
erogeneity, we performed a subgroup analysis on length of
hospital stay by type of nutrition supplementation. The
greatest reduction in length of hospital stay was seen in the
postoperative supplementation group (MD — 1.95; 95% CI —
2.31,—1.59, P =77%), followed by perioperative supplemen-
tation (MD — 1.64; 95% CI —2.15, —1.12, > =69%), and
preoperative supplementation (MD —0.74; 95% CI — 1.25,
—0.22, P =95%).

Another subgroup analysis was performed by length of
hospital stay which was significantly lower in the intervention
group for hepatopancreatobiliary surgeries (pooled MD —
5.18 days; 95% CI—10.73 to 0.37; P= 98%). Colorectal sur-
gery saw less benefit (pooled MD — 1.31 days; 95% CI—2.26

@ Springer

to—0.37, * = 0%), followed by foregut surgeries (pooled MD
—0.88 days; 95% CI —3.47 to 1.72, P= 90%). The heteroge-
neity was unable to be resolved by subgroups analysis of type
of surgery. To further our investigation, we conducted an ex-
ploratory analysis on length of hospital stay by geographic
location based on a hypothesis that the guidelines for hospital
discharge after major abdominal surgery may vary greatly
across healthcare systems. Studies conducted in Asia had a
pooled MD of —2.11; 95% CI —2.51 to —1.71, P=96%,
North American studies, a pooled MD of 1.79; 95% CI 0.13
to 3.46, P =76%, and European studies a pooled MD of —
1.45; 95% CI — 1.85 to — 1.06, I* =95%. While these results
seem to show different trends in effect across geographic re-
gions, the high heterogeneity limits our interpretation of the
results.

Risk of Bias

Publication bias was low as the distribution of the RR was
evenly distributed across the funnel plot, with no significant
outliers and mostly centered around one. (Supplementary
Fig. 2). Most studies had a low risk of bias in all domains of
the Cochrane Risk of Bias tool. Allocation concealment was
adequate and low risk of bias in 42
studies,7-31:33-39.:42-49.53-56.61-68.70-82.84 Tp oot of the studies
had an unclear/high risk of bias. Forty-three studies had ade-
quate sequence generation. Two studies were at high risk of
bias.** Blinding of participants and personnel was performed
in 29 studies, which were identified at low risk of
bias.733:3436.374246,47.53-56.61-63.66-68.71-75.77-79.81.82 Tpjpye.
nine studies reported all planned outcomes and were at a
low risk for selective reporting,’='-3330:42749.32-36.61-68.70-72.
74768284 There was low risk of bias from incomplete out-
come data in 42 studies.’-3!:33733:37739.42749.53-56.
61-63.65-68.71-82.84 (g lementary Fig. 3).

Quality of the Evidence

For the primary outcome evaluating postoperative complica-
tions in participants taking nutritional supplement compared
to control, the quality of evidence was high (Supplementary
Fig. 1a). All included studies were RCTs with a low risk of
bias and low risk for inconsistency, indirectness, and im-
precision. We are therefore highly confident that the true
effect is likely to be close to the estimate of the effect in
our meta-analysis. Pertaining to the secondary outcome
evaluating length of hospital stay in both groups, the qual-
ity of evidence was low. We downgraded two levels due
to a very serious risk for inconsistency (Supplementary
Fig. 1a). This was due to the high heterogeneity that could
not be explained by either of the a priori or post-hoc
hypothesis. The point estimates for length of hospital stay
also vary widely across studies. Therefore, our confidence
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Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.2.1 Preoperative Supplementation
An 2008 1" 1.2 27 151 38 24 26% -4.10 [-5.69,-2.51) =
Braga 2002 (a) (ii) 15.3 41 50 12 38 50 28% 3.30[1.75, 4.85) -
Braga 2002 (b) (i) 95 29 50 12 45 50 3.0% -2.50[-3.98,-1.02) -
Campillo 2016 127 8.3 42 131 108 42 04% -0.40[-4.52,3.72) I —
Chen 2013 87 161 30 972 303 30 44% -1.02[-2.25,0.21) -
Fujitani 2012 208 148 127 202 153 117 05% 0.60[-3.18, 4.38) T
Gianotti 2002 (i) 1.6 47 102 14 7.7 102 22% -2.40[-4.15,-0.65) -
Lidder 2013 (i) 7.4 39 32 94 6.7 30 089% -2.00[-4.75,0.75) T
McCarter 1998 (i) 17 37 13 13 1.7 11 1.3% 4.00(1.75,6.25) -
McCarter 1998 (i) 15 24 14 13 1.7 1" 26% 2.00[0.39, 3.61) T
Nakamura 2005 49 183 12 461 15 14  00% 2.90[-10.10,15.90)
Okamoto 2009 238 166 30 25 106 30 01% -1.20[-8.25, 5.85) e
Uno 2016 36.9 3.3 20 539 5 20 1.0% -17.00[-19.63,-14.37) —
Xu 2006 12 3.7 37 9 32 43 28% 3.00[1.47,4.53) —
Subtotal (95% CI) 586 574 24.5% -0.74 [-1.25, -0.22] [

Heterogeneity: Chi*= 252.58, df=13 (P < 0.00001); F= 95%
Test for overall effect. Z=2.77 (P = 0.006)

3.2.2 Postoperative Supplementation

Braga 1998 137 48 55 161 59 55  1.6% -2.40[-4.41,-0.39) —

Di Carlo 1999 16.3 6.2 33 178 69 3% 07% -1.50 [-4.61,1.61] /T
Giger-Pahst 2013 12 49 55 116 53 53 1.8% 0.40 [-1.53, 2.33] T
Heslin 1997 123 7.4 97 135 139 98  0.7% -1.20[-4.32,1.92) T
Klek 2008 (a)(i) 129 8 92 124 59 91 1.6% 0.50 [-1.54, 2.54) =
Klek 2008 (a)(ii) 125 33 51 129 49 49  25% -0.40 [-2.04,1.24] =
Klek 2008 (b) 131 41 52 124 39 53  28% 0.70[-0.83, 2.23] T
Klek 2011 (b) 131 138 152 171 122 153 08% -4.00[-6.92,-1.08) —_—

Lai 2012 8.4 21 40 86 24 40  6.8% -0.20[-1.19,0.79] i I
Lidder 2013 (i) 7.4 39 27 94 65 30 09% -2.00[-4.75,0.79) —
Marano 2013 127 23 54 159 34 55 56% -3.20[-4.29,-2.11) -
Matsuda 2017 301 14 35 394 AN 37 01% -9.30[-20.31,1.71)

Senkal 1997 27 23 77 306 31 77 89% -3.60 [-4.46,-2.74] -
Sodergren 2010 155 14.82 23 165 637 21 0.2% -1.00 [-7.64, 5.64] —
Wang 2010 18.4 12 114 245 15 115 05% -6.10[-9.62,-2.58) —_—
Zhang 2017 1017 315 157 1256 321 155 133% -2.39[-3.10,-1.68) -

Zhu 2012 135 38 38 153 43 38 20% -1.80[-3.62,0.02) -
Subtotal (95% CI) 1152 1155  50.7% -1.95[-2.31, -1.59] +

Heterogeneity: Chi*= 68.43, df= 16 (P < 0.00001), F=77%
Test for overall effect. Z=10.57 (P < 0.00001)

3.2.3 Perioperative Supplementation

Braga 1995 135 49 26 152 51 24 09% -1.70[-4.48,1.08) I
Braga 1999 11 4.4 86 129 46 85 36% -1.80 [-3.15,-0.45] -
Braga 2002 (a) (i) 132 35 580 12 38 50 32% 1.20[-0.23, 2.63) "—
Braga 2002 (b) (i) 98 31 50 12 45 50 29% -2.20[-3.71,-0.69) -
Gianotti 2002 (ii) 122 41 101 14 7.7 102 23% -1.80[-3.49,-0.11) -
Jiang 2001 131 25 60 145 3 58 B7% -1.40[-2.40,-0.40) =
Lidder 2013 (i) 76 39 AN 94 66 30 09% -1.80[-4.53,0.93) I
Ma 2018 1559 182 17 1465 867 17 01% 0.94 [-8.64,10.52)

Senkal 1999 222 41 78 258 38 76 43% -3.60[-4.85,-2.35) -
Subtotal (95% CI) 499 492 24.8% -1.65[-2.16, -1.13] ‘

Heterogeneity: Chi*= 25.71, df= 8 (P = 0.001); F=69%
Test for overall effect. Z=6.24 (P < 0.00001)

Total (95% CI) 2237 2221 100.0% -1.58 [-1.83, -1.32] |
Heterogeneity: Chi*= 360.96, df= 39 (P < 0.00001); F=89% 0 _150 5 110 5
Test for overall eﬂ'egt: Z=12.00 (P'< 0.00001) Favours [experimental] Favours [control]

Test for subaroup differences: Chi*=14.24, df= 2 (P = 0.0008), F= 86.0%

Fig. 4 Length of hospital stay in perioperative nutritional supplementation group versus control

in the effect estimate is limited: the true effect may be  Discussion

substantially different from the estimate of the effect.

Additionally, the relevance of the outcome to patients  This meta-analysis showed that perioperative nutritional
led us to classify the overall quality of evidence as supplementation improves nutritional balance and re-
low. duces postoperative complications, mortality, and length
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of hospital stay in the setting of gastrointestinal cancer
surgeries. We established via subgroup analysis that the
greatest reduction of postoperative complications and
length of hospital stay was seen among patients receiving
postoperative supplementation, with the greatest benefit
seen among patients undergoing hepatobiliary proce-
dures. We also demonstrated that combined supplemen-
tation of protein and fatty acids had the greatest risk
reduction of infectious complications. Our findings are
consistent with previously published data from Probst
et al.*> who found that immunonutrition reduces the risk
of postoperative complications. However, the high het-
erogeneity reported by the author ®> was not seen in
our meta-analysis, perhaps due to a more homogenous
sample of patients undergoing gastrointestinal cancer sur-
gery in our study.®®*’

Since Dr. Dudrick first pioneered the concept that all
nutritional needs can be concentrated in solution and de-
livered intravenously, there have been many proposed the-
ories about how to maximize the therapeutic effect of
nutritional supplementation to improve postoperative out-
comes through duration, timing of administration (pre-,
post-, or perioperative), type of supplementation used,
and method of administration (enteral or parenteral).88
Some authors believe that postoperative supplementation
within 24-48 h after surgery is not early enough to pre-
vent the immunosuppression induced by surgery and ad-
vocates for the superiority of a perioperative
supplementation.®® We consider that the greatest benefit
seen among patients receiving postoperative nutritional
supplementation may be attributable to the diversity of
the type of supplementation seen in the other groups,
which often included a blend of carbohydrate and
immunonutrition feeds. However, there was substantial
variability of the duration of the postoperative supplemen-
tation, varying from 3 to 30 days and little information
was provided about compliance. It is noteworthy to con-
sider that one of the studies utilizing postoperative nutri-
tional supplementation was an outlier, displaying a sub-
stantially higher risk reduction compared to other
studies.””

Our conclusions regarding the effect of nutritional sup-
plementation on length of hospital stay should be taken
with caution as we found significant heterogeneity across
the studies, which limits our confidence in the results.
This heterogeneity is in line with findings from Smith
et al.”® and Probst et al.®; neither identified a specific
source of heterogeneity. Smith et al.?® from the
Cochrane group suggested that the high heterogeneity
may be due to inherent clinical heterogeneity in length
of hospital stay as seen in clinical practice after abdominal
cancer surgery. For instance, hospitals from different geo-
graphical areas may have different length of hospital stay

@ Springer

for each procedure. Although our subgroup analysis based
on geographic location demonstrated a difference in
length of hospital stay across geographical regions, it
was unable to completely explain heterogeneity. Notably,
we found four outliers from Japan that had a mean length
of hospital stay of over 20 days. In-depth analysis of these
studies found that they had either unusually large confi-
dence intervals or treatment effects.*>6%:67-76

We based our review in the methods recommended by
the Cochrane Handbook for Systematic Reviews of
Interventions, PRISMA guidelines for reporting, and
GRADE assessments for quality of the evidence.
Furthermore, we used a set of strict patient selection
criteria and formed conclusions from RCTs to ensure that
our results are based on the highest quality of evidence
using a rigorous meta-analysis methodology. We planned
our outcomes a priori and published the protocol in ad-
vance to be transparent. However, our meta-analysis is not
exempt of limitations; there is a lack of inclusion of stud-
ies specifically investigating the effects of carbohydrate
loading, despite its regular use in the ERAS pathway for
colorectal surgery, which may have restricted our ability
to compare the three main types of nutritional supple-
ments and may have reduced the scope of our review.??
Moreover, the diversity of interventions made it difficult
to common on a specific guideline for the administration
of perioperative nutritional supplements.

In conclusion, this review confirmed that nutritional
supplements reduce postoperative complications in pa-
tients undergoing surgery for gastrointestinal cancer.
Further research may be justified to focus on defining the
optimal duration of administration, route of administration,
and type of nutrients in the formulations as well as to
identify the specific subgroup of patients that will benefit
from the treatment. The results of this systematic review
should inform the design of future feasibility studies and
RCTs that look at combining all three forms of nutritional
supplements. These trials should use consistent definitions
for postoperative complications and continue to inform the
limited body of literature on length of hospital stay.
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