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postoperative outcomes after liver resections
Xingjun Guo, MD, Gongpan Liu, MD, Xiaobin Zhang, MD"

Abstract \
Background: The protective role (decrease ischemia-reperfusion injury) of ischemic preconditioning (IP) before continuous |
vascular occlusion in liver resection is controversial. This meta-analysis aimed to compare the advantages and any potential
disadvantages of IP maneuver.

Methods: A systematic search in the Embase, Medline, PubMed databases, and the Cochrane Library was performed using both
medical subject headings (MeSH) and truncated word searches to identify all randomized controlled trials (RCTs) published on this
topic. The primary outcomes were postoperative morbidity, mortality, postoperative aspartate aminotransferase (AST) level, alanine
aminotransferase (ALT) level, and total bilirubin (TB) level. Pooled odds ratios (ORs) and weighted mean differences (WMDs) with 95%
confidence intervals (95% Cls) were calculated using either the random effects model or fixed effects model.

Results: Thirteen RCTs involving 918 patients were analyzed to achieve a summated outcome. The patients have been divided into
IP group (n=455) and no IP group (n=463) before continuous vascular occlusion. No significant difference was found in
postoperative mortality between both groups (P=.30). Subgroup analysis revealed that the postoperative morbidity in the cirrhosis
subgroup was significantly less for the IP group compared with the control group (P=.01). In the cirrhosis subgroup, the result was
stable (P=.04), without heterogeneity (P=.59; [°=0%). Meta-analysis of AST level on postoperative day (POD) 1 indicated lower
postoperative AST level in the IP group (P=.04). The analysis of ALT level showed lower ALT level in the IP group versus control group
(P=.02). However, there was no difference in postoperative AST and ALT level after excluding 1 study with statistical heterogeneity
(all P> .05). With respect to postoperative TB level, there was no significant difference between 2 groups.

Conclusion: IP cannot decrease the hospital mortality for patients undergoing hepatectomy. IP may be beneficial for patients with
cirrhosis due to less morbidity in patients with liver cirrhosis. However, we cannot conclude that IP can decrease ischemia-
reperfusion injury because it did not significantly decrease postoperative AST, ALT, and TB levels.

Abbreviations: ALT = alanine aminotransferase, AST = aspartate aminotransferase, CENTRAL = Cochrane Central Register of
Controlled Trials, Cl = confidence intervals, ICU = intensive care center, IP = ischemic preconditioning, IRl = ischemia-reperfusion
injury, MeSH = medical subject headings, OR = odds ratios, POD = postoperative day, RCT = randomized controlled trials, TB =

total bilirubin, WMD = weighted mean differences.

Keywords: hepatectomy, ischemic preconditioning, meta-analysis, vascular exclusion

Editor: Laszlo Geza Boros.

Authorship: GXJ and LGP (Co-first author) contributed equally to this study. All
authors contributed to the design and interpretation of the study and to further
drafts. ZXB is the guarantor.

The authors declare no conflict of interest. No benefits in any form have been
received or will be received from a commercial party related directly or indirectly
to the subject of this article.

Department of Hepatobiliary Surgery, Dongying People’s Hospital, Dongying,
Shandong, China.

) Correspondence: Xiaobin Zhang, Department of Hepatobiliary Surgery,
Dongying People’s Hospital, Dongying 257091, Shandong, China

(e-mail: 3295402821@qgq.com).

Copyright © 2017 the Author(s). Published by Wolters Kluwer Health, Inc.

This is an open access article distributed under the terms of the Creative
Commons Attribution-Non Commercial License 4.0 (CCBY-NC), where it is
permissible to download, share, remix, transform, and buildup the work provided
it is properly cited. The work cannot be used commercially without permission
from the journal.

Medicine (2017) 96:48(e8217)

Received: 22 April 2017 / Received in final form: 14 August 2017 / Accepted: 11
September 2017

http://dx.doi.org/10.1097/MD.0000000000008217

1. Introduction

Hepatic inflow occlusion is usually needed in liver resections.
Pringle maneuver (in a manner of 15 minutes of occlusion and 5
minutes of reperfusion repetitively) is one the most commonly used
techniques to achieve blood loss control during liver parenchymal
transection.!! Although Pringle maneuver can reduce ischemia-
reperfusion injury (IRI) significantly, itis still necessary to reduce
this damage further. It has been proved that IP was beneficial to IRI
reduction on some animal models.>*! Moreover, IP has decreased
the adverse effects of hepatic inflow occlusion such as instable
hemodynamics.!”! However, the superiority of IP before continu-
ous vascular exclusion is controversial in several randomized
controlled trials (RCTs) comparing IP maneuver to control
methods (Pringle maneuver only or other methods, used for
control of blood loss without IP).[6=!

To our knowledge, only 1 meta-analysis (including 4 trials)
evaluating the role of IP was performed 7 years ago."”! Several
RCTs have been published to date comparing IP maneuver to the
control (no IP maneuver before continuous vascular exclu-
sion).l"21 The objective of this study was to perform a meta-
analysis of all published RCTs and demonstrate the effect of IP
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for intraoperative parameters (such as blood loss) and postoper-
ative characteristics (including overall morbidity and mortality,
liver function after surgery, and hospital or ICU stay) in patients
undergoing liver resections.

2. Methods

2.1. Data sources and searches

Embase, Medline, the Cochrane Hepato-Biliary Group Con-
trolled Trials Register, and the Cochrane Central Register of
Controlled Trials (CENTRAL) up to December 2016 were
searched using a highly sensitive filter for detection of RCTs. The
MeSH terms included ischemic preconditioning, ischemia, liver,
liver neoplasms, liver diseases, hepatectomy, liver transplanta-
tion. The other free-text search terms and truncated words
included occlusion, clamping, exclusion, vascular, vessel, arter*,
venous, hepatic, portal, pringle, ischaemi*, ischemi*, pre-
condition*, segmentectomy, resection, transplant*, and graft*.
No limitations such as publication date or filters for Journal
categories were used in the search strategies. The date of the most
recent search was September 1,2014. Ovid was used for searches,
and the computer program Endnote X7 was used for reference
management. The references from the included trials were
searched to identify additional studies. This study was approved
by the Ethical Committee of our hospital.

2.2. Study selection and extraction

Two authors (Guo X] and Liu GP) carried out the searches and
identifications of studies independently. We identified studies
with patients who underwent liver resection for both malignant
and benign conditions in both normal and cirrhotic livers. The
included studies should be RCTs evaluating the potential role of
IP (irrespective of the liver status, duration, timing of the vessel
occluded to provide the IP stimulus) to reduce IRI in
hepatectomy. According to the protocol, Cochrane Collabora-
tion guidelines were used for risk of bias assessment (including
random sequence generation, allocation concealment, blinding of
participants and personnel, blinding of outcome assessment,
incomplete outcome data, and selective reporting).!*?!

We extracted the data on baseline characteristics of included
trials (i.e., study period, indications for surgery), studying
patients (i.e., gender, age), and perioperative parameters (i.e.,
duration of surgery, intraoperative blood loss, no. of patients
transfused). The primary outcomes were postoperative morbidi-
ty, mortality, postoperative aspartate aminotransferase (AST)
level, alanine aminotransferase (ALT) level, and total bilirubin
(TB) level. The other outcomes included parameters such as
blood loss, operative time, time of vascular occlusion and
duration of hospital stay, or intensive care unit (ICU) stay.
Morbidity was defined as complications directly associated with
the liver resection or other general complications such as renal
insufficiency, pulmonary infection, pleural effusion, surgical site
infection, and vein thrombosis. Operative mortality was defined
as death within 30 days after liver resection.

2.3. Statistical analysis

Meta-analyses of RCTs were performed by Review Manager 5.3
software (Cochrane Collaboration). Postoperative morbidity and
mortality were calculated as odds ratio (OR) with 95%
confidence interval (95% CI). Weighted mean difference
(WMD) was effect measure for the other continuous data. Data
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presenting as median (range) were excluded of meta-analysis.
Clinical and statistical heterogeneity of the included studies were
checked carefully. Heterogeneity was determined by x* test, with
significance set at P<.05. And I* values of 50% or more
indicated the presence of heterogeneity. A fixed-effects model was
utilized to synthesize data when heterogeneity was not presented,
otherwise the random effects model would be employed. In all
analyses, P value<.05 for overall effect was considered
statistically significant.

Publication bias was explored by constructing funnel plots and
detecting asymmetry. Sensitivity analysis was carried out to test
the validity of the meta-analyses and a single trial involved in the
pooled meta-analysis was excluded each time to observe if the
corresponding ORs or WMDs were changed significantly. Forest
plots were used to present the data of meta-analyses. Subgroup
analyses were performed between groups with cirrhotic and
noncirrhotic livers, groups with major and minor hepatectomies,
and among groups with different methods of vascular exclusion.

3. Results

The flow diagram of electronic searches is displayed in Fig. 1.
After reviewing the abstracts and titles of the 445 RCTs acquired
by the literature search, 23 studies were selected for detailed
evaluation. After excluding studies with inadequate study
intervention and insufficient data, 13 studies with a cumulative
sample size of 918 patients were finally included in the analysis. A
risk of bias summary table is shown in Fig. 2 and the risk of each
category was expressed as a plus (high risk of bias), question
mark (unclear), and minus (low risk of bias), respectively. Pooled
data were analyzed by combining the results of the 13 RCTs.

3.1. Characteristics of RCTs

The baseline characteristics are summarized in Tables 1-3. The
included 13 RCTs were published between 2002 and 2014 from
Greece, France, Germany, Switzerland, Hungary, Sweden, and
China.>1%21 All the studies (Tables 1-3 ) included comparisons
of 2 methods (IP vs no IP before continuous vascular occlusion).
Six trials enrolled both cirrhotic and noncirrhotic patients! 13~
16211 4nd 7 trials included only noncirrhotic patients,[>10:12:17-201
In 6 trials, more than half of patients underwent hemi-
hepatectomy or extended hemi-hepatectomy.!~13171°1 1 3
trials,'>1%21 [P was performed through 5minutes of inflow

445 RCTs identified through database searching

Exclude studies with
irrelevant subject matter

Y

23 studies related to ischemic preconditioning for hepatectomies

Exclude studies with no
comparisons of IP and controls

15 potentially appropriate studies for meta-analysis

Exclude studies with
insufficient data

Y
13 studies with usable imformation for meta-analysis

Figure 1. PRISMA Flowchart describing literature search strategy.
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Figure 2. Risk of bias in RCTs.

occlusion followed by 5 minutes of reperfusion before the latter
Pringle maneuver (the control group was performed Pringle
maneuver only). In 7 studies of IP group,l>!:13:1418-201 t}e
Pringle maneuver was preceded by 10 minutes of ischemia and 10
minutes of reperfusion (the control group was performed Pringle
maneuver only). In 2 trials,">'”1 IP was carried out through 10
minutes of inflow occlusion and 10minutes of reperfusion,
prolonged 30 minutes of ischemia (patients from the control
group in 1 trial"*! have undergone 30 minutes of ischemia before
30minutes of reperfusion without IP, and patients from the
control group in another trial’”! have undergone only Pringle
maneuver). In 1 study,"® IP was done by inflow occlusion of 10
minutes followed by reperfusion of 15 minutes before continuous
hepatic vascular exclusion. Funnel plot to evaluate publication
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bias for outcomes of hospital morbidity and mortality did not
demonstrate strong asymmetry, and there was no evidence of
publication bias.

3.2. Meta-analysis of intraoperative outcomes

Twelve trials!>1071%1621 provided data for operative time.

There was no statistically significant difference in the operative
time between the 2 groups (WMD 1.63; 95% CI —3.92 to 7.18;
P=.57; ’=64%). Statistical heterogeneity was presented and
P=.001. Twelve trials!>!101*16211 brovided usable data on
duration of vascular occlusion and the IP group had significantly
shorter hepatic inflow occlusion time (WMD —2.00; 95% CI
—3.63 to —0.36; P=.02; *=78%). Meta-analyses of all 10
trials> 111416719210 found that patients from IP group had less
blood loss (WMD —63.71; 95% CI —105.27 to —22.15;
P=.003; =52%) than from the control one (Table 4).

3.3. Meta-analysis of postoperative outcomes

Seven trials!®>1%15:16:19211 51 5vided data of AST levels on POD 1.
In the random-effects model, meta-analysis of AST levels on POD
1 indicated lower postoperative AST level in the IP group (WMD
~128.98; 95% CI —253.31 to —4.66; P=.04; I*=75%). Data
from 6 trials™>141620211 were included in the analysis of ALT
level on POD 1 and lower ALT level was found in IP group versus
control group (WMD —168.24; 95% CI —307.54 to —28.94;
P=.02; I*’=50%). Meta-analysis of AST (4 studies)">~17*?1 and
ALT (3 studies) '*12% Jevels on POD 3 showed no significant
difference between IP group and control group (AST: WMD
—22.16; 95% CI —158.87 to 114.55; P=.75; [*=89%. ALT:
WMD —51.58; 95% CI —250.50 to 147.34; P=.61; *=82%).
Meta-analysis (including 3 studies)' 1511 of AST and ALT
levels on POD7 showed no significant difference between IP
group and control group (AST: WMD 4.17; 95% CI —4.84 to
13.18; P=.36; >=0%. ALT: WMD —1.69; 95% CI —43.70 to
40.31; P=.94; I*=75%). Meta-analyses of TB levels on POD 1
(which includes 4 studies)!"*71¢*! and POD3 (which includes 3
studies) 15192 indicated no significant difference between the IP
group and control group (POD 1: WMD 0.14; 95% CI —3.79 to
4.08; P=.94; ’=0%. POD3: WMD —0.91; 95% CI —19.52 to
17.71; P=.92; I’=80%). In 3 trials" »'>1®! a meta-analysis of
TB levels on POD 7 indicated lower postoperative TB level in
the IP group (WMD —9.86; 95% CI —18.33 to —1.38; P=.02;
P=0%).

Seven studies provided data on hospital stay and
no significant difference was found (WMD —1.60; 95% CI
—4.08 to 0.88; P=.21; *=90%) between IP group and control
group in a random-effects model. Five studies!!!!3:1%17:18]
provided data on ICU stay and no significant difference was
found (WMD —0.26; 95% CI —2.42 to 1.89; P=.81; I*=97%)
between 2 groups. Data from 11 trials!*% %1421 were included
in the analysis of postoperative mortality and no significant
difference was found between both groups (OR 1.75; 95% CI
0.60-5.06; P=.30; ’=0%). The analysis of 10 trials"%13-2!!
providing data on morbidity found lower postoperative
morbidity rate in the IP group than in the control group (OR
0.62; 95% CI 0.39-0.99; P=.04; *=38%) (Table 4).

[11,13,16-19,21]

3.4. Sensitivity analyses

The primary outcomes were used to conduct sensitivity analyses
to examine the stability and reliability of pooled WMDs or ORs
by sequential omission of individual studies. After excluding the
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Intraoperative results of the included studies.

Tumor Liver segments Operative Vascular exclusion Blood Blood

Ref. Group size, cm resected time, min time, min loss, mL transfusion, U
Azoulay et all'"! No IP / 44409 309+99 477483 1066 +748 14421

P / 42+08 289 +85 445+9.2 1005 +850 1.1+23
Chouker et al No IP / 5/14 (n) (hemi/segment) 257 +83 35+11 600 +448 0

P / 4/10 (n) (hemi/segment) 251446 32+6.3 550+ 341 0
Clavien et all'? No IP / 40+19.9 (% resected volume) 240 +92 45+6.8 225+325 /

IP / 57 +22.7 (% resected volume) 225+73 36+5.9 240+92 /
Heizmann et al™! No IP / 2.7+1.1 27158 33+12 19404760 0.90+1.24

P / 2.7+1.3 260 +63 34+14 1280+910 0.47 +1.31
Hou et all'® No IP 8.2+4.0 11/13 (n) (hemi/segment) / / 600 (50-1500) /

P 89+4.8 5/19 (n) (hemi/segment) / / 400 (50-2000) /
Scatton et al'® No IP 33/8 (n) (hemi/segment) 299.2+122.8 5244277 562.0+382.3 12.5+8.2

P 38/5 (n) (hemi/segment) 281.7+107.4 45.0+£19.6 792.9+1134.4 13.2+15.2
Smyrniotis et al"'®! No IP / 13/14 (n) (major/minor) 236.8+27.8 414443 7204220 0 (0-4)

P / 14/13 (n) (major/minor) 210.8+30.9 42.5+6.3 5204247 0 (0-3)
Winbladh et al2” No IP / / 310+96.12 44470 /

P / / 267 +£62.15 30.5+11.17 /
Arkadopoulos et all'” No IP / 3.6+0.9 190+ 27 42410 480 (260-1950) 1 (0-6)

P / 3.7+08 185+ 34 42+11 550 (220-2350) 1 (0-7)
Hahn et all' No IP 435cm® 46/34 (n) (hemi/segment) 152 +54.49 29.5+3.40 408.75+64.76 2.46+0.30

P 49.75cm* 48/32 (n) (hemi/segment) 161+£39.34 28.5+2.71 355+61.00 1.34+0.35
Liang et all'® No IP 79429 2/13 (n) (hemi/segment) 208.2+453 174423 602.0+310.6 /

P 71+36 2/12 (n) (hemi/segment) 191.3+74.9 18.0+3.6 469.2+292.6 /
Petrowsky et all'”! No IP / major 300+19 40.0+2.1 492475 29405

P / Major 31621 377+15 426 +75 1.7+0.3
Ye et al?"! No IP / 17/33 (n) (hemi/segment) 18560 29.4+12.6 298 +250 267+1.25

P / 12/38 (n) (hemi/segment) 197 £54 301+15.6 257 +203 2.0+0.58

Values are presented as mean +SD or median (range).
IP = ischemic preconditioning.

study of Liang et al,"®! pooled outcomes of ALT-POD3, AST-
POD3, and ALT-POD7 have not been changed along with
reduced heterogeneity (I*=0%). However, when excluding this
study, the analytical results of AST and ALT on POD1 were
changed considerably (the statistical difference between IP group
and control group has disappeared) with reduced heterogeneity
(AST on POD1: WMD —84.22; 95% CI —193.50 to 25.06;
P=.13; ’=62%; ALT on POD1: WMD —102.25; 95% CI
—216.46 to 11.96; P=.08; I*=0%) (Figs. 3, 4).

After excluding the study of Hahn et al,!"?! the result of hospital
morbidity was changed considerably (the statistical difference
between IP group and control group disappeared) along with
reduced heterogeneity (OR 0.74; 95% CI10.52-1.06; P=.10; I*=
0%) (Fig. 5). The other corresponding WMDs or ORs were not
significantly changed, when a single trial, involved in the pooled
meta-analysis, has being excluded each time in sensitivity
analyses (data not shown).

3.5. Subgroup analyses
3.5.1. Postoperative morbidity. Meta-analysis stratified by

bias-risk cannot be performed, as all the trials were of high
bias-risk. Subgroup analyses were carried out on groups with
cirrhotic and noncirrhotic livers, on groups with major and minor
hepatectomies, and on groups with different methods of vascular
occlusion. In the cirrhotic-liver group, subgroup analysis revealed
that the postoperative morbidity rate was significantly lower in
the IP group than in the control group (OR 0.37; 95% CI 0.17-
0.81; P=.01; [*=46%). After excluding the study of Hahn
et al'®3! in the cirrhotic-liver group, the pooled result has been
unchanged (OR 0.53; 95% CI 0.29-0.98; P=.04), with no
heterogeneity (P=.59; I*=0%) (Fig. 6). However, in the

noncirrhotic-liver group, the subgroup analysis found no
statistical difference between morbidity rates in IP group and
control one (OR 0.89; 95% CI 0.57-1.40; P=.63; ’=0%).
On the basis of the difference between IP methods, included
studies have been divided into 2 subgroups: subgroup 1 (IP
group: 10minutes of ischemia+10minutes of reperfusion+
Pringle maneuver; control group: Pringle maneuver) and
subgroup 2 (IP group: Sminutes of ischemia+$ minutes of
reperfusion + Pringle maneuver; control group: Pringle maneu-
ver). The morbidity rate in IP and control groups presented no
significant difference in both subgroups (subgroup 1: OR 0.48;
95% CI 0.20-1.11; P=.08; I*=63%; subgroup 2: OR 0.67;
95% CI 0.33-1.39; P=.77; ’=0%) (Fig. 7). After excluding
study of Hahn et al,"®! the heterogeneity in subgroup 1 was
reduced without changing the pooled outcome (Table 3).

3.5.2. AST on POD1. The analytical results for both cirrhotic-
and noncirrhotic-liver subgroups showed that AST on POD1 had
no significant difference between the IP and control groups
(cirrhotic group: WMD —195.57; 95% CI —456.11 to 64.98;
P=.14; I>=77%; noncirrhotic group: WMD —84.76; 95% CI
—232.33 to 62.82; P=.26; I’=76%). One study'® in the
cirrhotic-liver subgroup obviously influenced the statistical
heterogeneity; thus, we excluded this study and performed the
combined analysis of the other 2 studies. The meta-analysis of the
2 studies revealed that the value of AST on POD1 also had no
statistical difference between 2 groups (WMD —71.01; 95% CI
—231.36 to 89.34; P=.39), with no heterogeneity (I*>=0%;
P=.76).

When subgroup analyses were performed, basing on the
different IP methods, both analyses of subgroup 1 (IP group: 10
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Meta-analysis of intra- and postoperative outcomes.

Parameters (IP group vs control group) Number of studies WMDs or ORs 95% ClI P P

Operative duration 12 1.63 —3.92107.18 57 64%
Duration of vascular exclusion 12 -2.00 —3.63 to —0.36 .02 78%
Blood loss 10 —63.71 —105.27 to —22.15 .003 52%
AST-POD1 7 —128.98 —253.31 to —4.66 .04 75%
ALT-POD1 6 —168.24 —307.54 to —28.94 .02 50%
AST-POD3 4 —22.16 —158.87 to 114.55 75 89%
ALT-POD3 3 —51.58 —250.50 to 147.34 61 82%
AST-POD7 3 417 —4.84 10 13.18 .36 0%
ALT-POD7 3 —1.69 —43.70 to 40.31 94 75%
TB-POD1 4 0.14 —3.79 10 4.08 .94 0%
TB-POD3 3 —0.91 —19.52 t0 17.71 92 80%
TB-POD7 3 —9.86 —18.33t0 —1.38 .02 0%
Hospital stay 7 —1.60 —4.08 t0 0.88 21 90%
ICU stay 5 —0.26 —2.42 10 1.89 81 97%
Postoperative mortality 11 1.75 (OR) 0.60 to 5.06 .30 0%
Postoperative morbidity 10 0.62 (OR) 0.39 to 0.99 .04 38%

ALT =alanine aminotransferase; AST =aspartate aminotransferase; IP =ischemic preconditioning; Cl=confidence intervals; POD = postoperative day; OR=odds ratios; TB=total bilirubin; WMD = weighted

mean differences.
Bold values signify no heterogeneity between studies.

IP group No IP Mean Difference Mean Difference
r I Mean D Total Mean D Total Weigh IV. Ran % Cl IV. Random. 95% CI

Arkadopoulos 2009 288 140 41 498 255 43 25.5% -210.00 [-297.44, -122.56] =
Chouker 2004 237.2 155.1 14 4084 3225 19 17.9%  -171.20[-337.42, -4.98] "
Hou 2009 687.1 695.3 24 7134 445 24  81% -26.30[-356.57, 303.97] i
Liang 2002 433.8 143.8 14 856.4 310.9 15 0.0% -422.60 [-597.04, -248.16]
Smyrniotis 2006 614.6 232 27 594.4 200.8 27 22.7% 20.20 [-95.53, 135.93] -
Winbladh 2012 575 554.9 16 452 24738 16 9.3% 123.00[-174.78, 420.78] -
Ye 2014 544.6 399.9 50 629.4 527.2 50 16.4% -84.80 [-268.21, 98.61] 1
Total (95% CI) 172 179 100.0%  -84.22[-193.50, 25.06] D

i 2= . Chiz = - - S 12 =629 I t t |
?etttarfogeneltyl.lTefafu : ;0_1&1315.1138,}30_h|0 1313.05, df =5 (P =0.02); I?=62% 11000 500 0 500 1000

est for overall effect: Z=1.51 (P = 0.13) IP group No IP
Figure 3. The analytical results of AST on POD1 when excluding 1 study ['® with data heterogeneity.
IP group No IP Mean Difference Mean Difference

Study or Subgroup _Mean SD Total Mean SD_Total Weight IV, Fixed. 95% CI IV, Fixed. 95% CI
Chouker 2004 2546 135.3 14 549.8 7491 19 11.0% -295.20 [-639.41, 49.01] B
Heizmann 2008 247 210 30 450 650 31 225% -203.00 [-443.84, 37.84] = B
Hou 2009 652.6 428.3 24 743 5499 24 16.8%  -90.40 [-369.26, 188.46] -
Liang 2002 4309 179.4 14 802.9 280.1 15  0.0% -372.00 [-542.07, -201.93]
Winbladh 2012 512 410.6 16 457 4047 16  16.3% 55.00 [-227.49, 337.49] "
Ye 2014 585 490.7 50 638.7 517.5 50 33.4% -53.70[-251.37, 143.97] -
Total (95% CI) 134 140 100.0% -102.25[-216.46, 11.96] S

ity Chiz = - - L 12= 00 I t t |
?etfl;ogenenyl.l Cfr? 1-33—1,1(1;5 ;:’(_P0 0(:3451), 2=0% 11000 500 0 500 1000

est for overall effect: Z = 1.75 (P = 0.08) IP group No IP

Figure 4. The analytical results of ALT on POD1

when excluding 1 study!

18] with data heterogeneity.

minutes of ischemia + 10 minutes of reperfusion + Pringle maneu-
ver; control group: Pringle maneuver) and subgroup 2 (IP group:
Sminutes of ischemia+ 5 minutes of reperfusion+Pringle ma-
neuver; control group: Pringle maneuver) revealed that AST level
on POD1 had no significant difference (subgroup 1: WMD
—29.14; 95% CI —183.22 to 124.93; P=.71; *=56%;
subgroup 2: WMD —195.57; 95% CI —456.11 to 64.98;
P=.14; ’=77%) between 2 groups. However, the analytical
results for the subgroup 3 (IP group: 10 minutes of ischemia + 15

minutes of reperfusion + TVE; control group: TVE) showed that
values of AST on POD1 in the IP group were significantly lower
(WMD —210.00; 95% CI —297.44 to —122.56; P <.00001).
After excluding 1 study’® in subgroup 1 and 1 study!'® in
subgroup 2, which significantly influenced the heterogeneity of
the data, the meta-analyses of the residual studies showed that
values of AST on POD1 in IP groups and control groups still had
no significant difference with no heterogeneities (subgroup 1:
WMD 33.69; 95% CI —74.18 to 141.56; P=.54; I*’=0%;
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IP group No IP Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed. 95% CI M-H. Fixed. 95% CI
Arkadopoulos 2009 12 41 14 43 14.0% 0.86 [0.34, 2.17] -
Hahn 2011 3 80 22 80 0.0% 0.10[0.03, 0.36]
Heizmann 2008 6 30 14 31 16.0% 0.30[0.10, 0.95] -
Hou 2009 8 24 9 24 8.7% 0.83[0.25, 2.72] - 1
Liang 2002 1 14 3 15 3.9% 0.31[0.03, 3.38]
Petrowsky 2006 15 36 14 37 11.7% 1.17 [0.46, 3.00] -
Scatton 2011 24 43 28 41 18.4% 0.59 [0.24, 1.43] e
Smyrniotis 2006 9 27 10 27 9.7% 0.85[0.28, 2.60] - 1
Winbladh 2012 7 16 5 16 4.1% 1.71[0.40, 7.27] - I
Ye 2014 8 50 11 50 13.4% 0.68 [0.25, 1.85] - 1
Total (95% CI) 281 284 100.0% 0.74 [0.52, 1.06] <@
Total events 90 108 . . . .
Heterogeneity: Chi? = 5.56, df = 8 (P = 0.70); I = 0% ! ! ! !
Test for overall effect: Z = 1.62 (P = 0.10) 0.02 01 P ! 10 50

group No IP
Figure 5. The analytical results of hospital morbidity when excluding 1 study!*®! with data heterogeneity.
IP group Control Odds Ratio Odds Ratio
_Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% Cl

1.25.1 Subgroup 1. Cirrhosis
Hahn 2011 3 80 22 80 0.0% 0.10 [0.03, 0.36]
Heizmann 2008 6 30 14 31 16.0% 0.30[0.10, 0.95] —
Hou 2009 8 24 9 24 8.7% 0.83[0.25, 2.72] -1
Liang 2002 1 14 3 15  3.9% 0.31[0.03, 3.38] _
Ye 2014 8 50 11 50 13.4% 0.68 [0.25, 1.85] -1
Subtotal (95% CI) 118 120 42.1%  0.53[0.29, 0.98] S 4
Total events 23 37
Heterogeneity: Chiz = 1.90, df = 3 (P = 0.59); I? = 0%
Test for overall effect: Z = 2.03 (P = 0.04)
1.25.2 Subgroup 2. No cirrhosis
Arkadopoulos 2009 12 41 14 43  14.0% 0.86 [0.34, 2.17] /T
Petrowsky 2006 15 36 14 37 11.7% 1.17 [0.46, 3.00] -
Scatton 2011 24 43 28 41 18.4% 0.59[0.24, 1.43] -
Smyrniotis 2006 9 27 10 27 9.7% 0.85[0.28, 2.60] .
Winbladh 2012 7 16 5 16 41% 1.711[0.40, 7.27] -1
Subtotal (95% CI) 163 164 57.9%  0.89 [0.57, 1.40] . 4
Total events 67 71
Heterogeneity: Chiz = 1.97, df = 4 (P = 0.74); I = 0%
Test for overall effect: Z = 0.49 (P = 0.63)
Total (95% Cl) 281 284 100.0%  0.74[0.52, 1.06] |
Total events 90 108
Heterogeneity: Chi? = 5.56, df = 8 (P = 0.70); 12 = 0% ‘0.001 oi1 ; 1‘0 1000‘

Test for overall effect: Z=1.62 (P = 0.10)

Favours [experimental]

Test for subgroup differences: Chi? = 1.80, df = 1 (P = 0.18), I> = 44.5%
Figure 6. Subgroup analysis revealed that the postoperative morbidity in the cirrhotic-liver group was significantly less for the IP group compared with the control

group.

Favours [control]

subgroup 2: WMD —71.01; 95% CI —231.36 to 89.34; P=.39;
I?=0%) (Table 5).

For different liver resection volume, analysis of subgroup A
(more than half of patients, undergone hemi- or extended hemi-
hepatectomy) showed that the different values of AST on POD1
in both groups exhibited no statistical significance (WMD 20.20;
95% CI —95.53 to 135.93; P=.73). However, for subgroup B
(less than half of patients, undergone hemi- or extended hemi-
hepatectomy), the analysis revealed that the values of AST on
POD1 in the IP group were significantly lower than that in the
control group (WMD —167.08; 95% CI —288.77 to —45.38;
P=.007; I’=63%). However, only 1 trial was included in
subgroup A.

3.5.3. ALT on POD1. For values of ALT on PODI1, after
excluding 1 study "% (in cirrhotic group) significantly influencing
the statistical heterogeneity, the analytical results of both
cirrhotic and noncirrhotic liver subgroups showed no significant
difference between the IP and control groups (cirrhotic group:
WMD —108.39; 95% CI —242.39 to 25.61; P=.11; ’=0%;
noncirrhotic group: WMD —105.72; 95% CI —447.76 to
236.31; P=.54; ’=58%).

For the different IP methods, analysis of subgroup 1 (IP
group: 10minutes of ischemia+ 10 minutes of reperfusion +
Pringle maneuver; control group: Pringle maneuver) and
subgroup 2 (IP group: Sminutes of ischemia+ 35 minutes
of reperfusion+Pringle maneuver; control group: Pringle
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IP group Control Odds Ratio Odds Ratio
r r Events Total Events Total Weight M-H, Ran % Cl M-H, Random, 95% Cl

1.26.1 Subgroup 1. IP: Ischaemia (10min)+reperfusion (10min)+Pringle; Control:pringle
Hahn 2011 3 80 22 80 0.0% 0.10[0.03, 0.36]
Heizmann 2008 6 30 14 31 14.9% 0.30[0.10, 0.95] -
Scatton 2011 24 43 28 41 24.3% 0.59[0.24, 1.43] -
Smyrniotis 2006 9 27 10 27 15.5% 0.85[0.28, 2.60] - T
Winbladh 2012 7 16 5 16 9.2% 1.71[0.40, 7.27] DU
Subtotal (95% Cl) 116 115 63.9% 0.65 [0.35, 1.21] -
Total events 46 57
Heterogeneity: Tau? = 0.08; Chi? = 3.70, df = 3 (P = 0.30); 1= 19%
Test for overall effect: Z=1.36 (P = 0.18)
1.26.2 Subgroup 2. IP: Ischaemia (5min)+reperfusion (5min)+Pringle; Control: Pringle
Hou 2009 8 24 9 24  13.8% 0.83[0.25, 2.72] ]
Liang 2002 1 14 3 15 3.4% 0.31[0.03, 3.38]
Ye 2014 8 50 11 50 19.0% 0.68 [0.25, 1.85] - "1
Subtotal (95% CI) 88 89 36.1% 0.68 [0.33, 1.41] -
Total events 17 23
Heterogeneity: Tau? = 0.00; Chi? = 0.54, df =2 (P = 0.77); = 0%
Test for overall effect: Z = 1.03 (P = 0.30)
Total (95% Cl) 204 204 100.0% 0.66 [0.42, 1.02] @
Total events 63 80 ) . . )

H . 2 = . 2 = - - -2 = r T T 1
Heterogeneity: Tau? = 0.00; Chi? = 4.25, df =6 (P = 0.64); I>= 0% 0.01 01 1 10 100

Test for overall effect: Z = 1.88 (P = 0.06)
Test for subgroup differences: Chi? = 0.01, df =1 (P = 0.93), 2= 0%

IP group Control

Figure 7. The morbidity presented no significant difference in subgroup 1 (IP group: 10 min of ischemia + 10 min of reperfusion + Pringle; control group: Pringle) and
subgroup 2 (IP group: 5min of ischemia+5min of reperfusion + Pringle; control group: Pringle).

maneuver) indicated that values of ALT on POD1 had no
significant difference (subgroup 1: WMD —139.64; 95% CI
—~336.48 to 57.21; P=.16; I*=30%; subgroup 2: WMD
~183.66; 95% CI —405.00 to 37.69; P=.10; I’=70%).
After excluding 1 study, ™! which obviously influenced the

statistical heterogeneity, the result of subgroup 2 revealed that
different values of ALT on PODI1 in both groups were still
statistically insignificant (WMD —65.97; 95% CI —227.24
to 95.29; P=.42), with no heterogeneity (P=.83; I’=0%)
(Table 5).

Subgroup analysis.

Subgroup Number of studies WMDs or ORs 95% Cl P P
Postoperative morbidity
Liver cirrhosis
Cirrhotic liver 4" 0.53 (OR) 0.29-0.98 .04 0%
Noncirrhotic liver 5 0.89 (OR) 0.57-1.40 .63 0%
[P methods
Subgroup 1 4 0.64 (OR) 0.37-1.10 .30 19%
Subgroup 2 3 0.67 (OR) 0.33-1.39 77 0%
AST on POD1
Liver cirrhosis
Cirrhotic liver 2" —71.01 —231.36 t0 89.34 .39 0%
Noncirrhotic liver 4 —84.76 —232.33 10 62.82 .26 76%*
[P methods
Subgroup 1 2* —29.14 —183.22 t0 124.93 71 0%
Subgroup 2 2" —71.01 —231.36 t0 89.34 .39 0%
ALT on POD1
Liver cirrhosis
Cirrhotic liver 3t —108.39 —242.39 to 25.61 e 0%
Noncirrhotic liver 2 —105.72 —447.76 to 236.31 54 58%!!
[P methods
Subgroup 1 3 —139.64 —336.48 t0 57.21 16 30%
Subgroup 2 2° —65.97 —227.24 10 95.29 42 0%

Subgroup 1: (IP group: 10min of ischemia+10min of reperfusion + Pringle; control group: Pringle); Subgroup 2: (IP group: 5min of ischemia+5min of reperfusion +Pringle; control group: Pringle).
IP=ischemic preconditioning; ALT =alanine aminotransferase; AST =aspartate aminotransferase; Cl=confidence interval; OR =odds ratios; POD = postoperative day; WMD = weighted mean differences.

" Exclude study of Hahn et al.l"®

Exclude study of Liang et al.!
*Exclude study of Chouker et al.

%The sensitivity analysis did not find out the source of heterogeneity.

I Only 2 studies were included in this subgroup and sensitivity analysis was not performed.

16]
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4. Discussion

No significant difference has been found in the analysis of
postoperative mortality in both groups, while in our meta-
analysis, ischemic preconditioning did decrease the morbidity of
the patients undergoing hepatectomy with continuous hepatic
inflow occlusion. However, after excluding the study lead to the
data heterogeneity, the conclusion was changed significantly (IP
had no impact on decreasing of postoperative morbidity in the
total included patients). The excluded study was a randomized
trial from Hahn et al."®! In this study, including patients with
both normal and cirrhotic liver, the authors demonstrated that IP
could decrease the IRI of the liver obviously with less
postoperative morbidity, especially in patients with cirrhosis.
They also found that IP significantly reduced the level of serum
free radicals and liver enzymes and decreased the consumption of
antioxidants (more obviously in patients with cirrhosis). Through
the subgroup analysis, pooled data of the studies, including
cirrhotic-liver patients, indicated that the morbidity was less in IP
group than in the control group before and after excluding the
study of Hahn et al.l'3! We proposed that patients with cirrhosis
benefit most from IP before continuous vascular occlusion.
Nevertheless, IP did not decrease postoperative morbidity of the
patients with noncirrhotic liver. Consequently, intermittent
vascular occlusion during liver resection in patients with cirrhosis
should be carried out with caution due to the limited
compensatory function of the cirrhotic liver.

Liver failure is a severe complication after intraoperative
hepatic inflow occlusion, especially in cirrhotic liver.”3! Howev-
er, due to the limitation of the included trials in our meta-analysis
and the low rates of liver failure in these studies, we cannot
analyze the difference between liver failure rates in 2 groups. The
pooled results of postoperative TB level (one of the components
of liver failure definitions)”* on POD 1 and 3 also showed no
statistical difference. Specially, TB level on POD7 in IP group was
lower, but it is insufficient to illustrate the superiority of IP
maneuver. Whereas there was a trend toward lower AST and
ALT level on POD1, which may be due to the protective role of IP
maneuver in blood reperfusion after liver inflow occlusion.
However, the sensitivity analyses indicated that IP maneuver
cannot decrease ALT and AST level on POD1 when excluding
study of Liang et al.""®! This study was carried out in 2002 and the
quality score was low due to the loss of randomization and the
low sample size. This study was the source of hepatectomy when
pooling postoperative ASTs and ALTs.

We did not analyze the data of the peak levels of these enzymes
between the 2 groups because only 2 trials provided complete
data on it. Intraoperative blood loss in IP group was less and the
reason was not found. The operative duration of IP group was
shorter, though it may be time-consuming when performing IP
maneuver. There was no difference in the hospital stay and ICU
stay between the groups.

There are several limitations in the present analysis. Unlike the
previous meta-analysis on the role of IP,””) our meta-analysis
included RCTs that did not include only cirrhotic or noncirrhotic
patients. In subgroup analysis, the cirrhotic-liver group did not
include trials only studying cirrhotic-liver patients (we divided the
studies into cirrhotic-liver group when cirrhotic patients
accounted for more than or nearly half of the total cases).!'3~
16.21 Moreover, the included studies had different methods of IP
maneuver (with different hepatic exclusion time and reperfusion
time). It is not clear whether or not the difference between IP
methods can influence the effectiveness of IP in liver resections.

10
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More RCTs should be carried out for illustration of this issue.
Further trials for demonstration of the mechanism of IP are also
needed. In addition, though most of the patients in the included
studies underwent major hepatectomies, studies recruiting a
small number of patients underwent minor hepatectomies in this
review may not have difference in outcomes between IP group
and control group."*'®! All these factors can influence the
stability of the conclusion. All the trials in the present analysis
were of high risk of bias according to the standard of the
Cochrane Collaboration. Blinding was not carried out in any of
the trials due to the difficulty to blind the surgeons to the
groups. Some of the included trials did not provide the primary
outcomes related to our meta-analyses, which results in high risk
of bias.

In conclusion, IP cannot decrease hospital mortality of patients
undergoing hepatectomy, and IP may be beneficial for patients
with cirrhosis because of less morbidity among cirrhotic-liver
patients. However, IP may not decrease IRI because it did not
significantly decrease postoperative AST, ALT, and TB levels. In
addition, some factors including IP methods and extent of
hepatectomy may also influence the role of IP maneuver in liver
resections. Some high-quality trials are needed to illustrate the
role of IP maneuver in patients with different liver background,
different liver diseases, different extent of liver resections, and
different hepatectomy methods (open or laparoscopic).

References

[1] Smyrniotis V, Farantos C, Kostopanagiotou G, et al. Vascular control
during hepatectomy: review of methods and results. World J Surg
2005;29:1384-96.

[2] Belghiti J, Noun R, Malafosse R, et al. Continuous versus intermittent
portal triad clamping for liver resection: a controlled study. Ann Surg
1999;229:369-75.

[3] Franco-Gou R, Rosell6-Catafau J, Casillas-Ramirez A, et al. How
ischaemic preconditioning protects small liver grafts. ] Pathol 2006;208:
62-73.

[4] Szijarté A, Hahn O, Lotz G, et al. Effect of ischemic preconditioning on
rat liver microcirculation monitored with laser doppler flowmetry. J Surg
Res 2006;131:150-7.

[5] Chouker A, Schachtner T, Schauer R, et al. Effects of Pringle manoeuvre
and ischaemic preconditioning on haemodynamic stability in patients
undergoing elective hepatectomy: a randomized trial. Br J Anaesth
2004;93:204-11.

[6] Nuzzo G, Giuliante F, Vellone M, et al. Pedicle clamping with ischemic
preconditioning in liver resection. Liver Transpl 2004;10:53-60.

[7] Rodriguez A, Taura P, Garcia Domingo MI, et al. Hepatic cytoprotective
effect of ischemic and anesthetic preconditioning before liver resection
when using intermittent vascular inflow occlusion: a randomized clinical
trial. Surgery 2015;157:249-59.

[8] Franchello A, Gilbo N, David E, et al. Ischemic preconditioning (IP) of
the liver as a safe and protective technique against ischemia/reperfusion
injury (IRI). Am ] Transplant 2009;9:1629-39.

[9] Gurusamy KS, Kumar Y, Pamecha V, et al. Davidson Ischaemic pre-
conditioning for elective liver resections performed under vascular
occlusion. Cochrane Database Syst Rev 2009;CD007629.

[10] Arkadopoulos N, Kostopanagiotou G, Theodoraki K, et al. Ischemic
preconditioning confers antiapoptotic protection during major hepatec-
tomies performed under combined inflow and outflow exclusion of the
liver. A randomized clinical trial. World J Surg 2009;33:1909-15.

[11] Azoulay D, Lucidi V, Andreani P, et al. Ischemic preconditioning for

major liver resection under vascular exclusion of the liver preserving the

caval flow: a randomized prospective study. ] Am Coll Surg 2006;202:

203-11.

Clavien PA, Selzner M, Riidiger HA, et al. A prospective randomized

study in 100 consecutive patients undergoing major liver resection

with versus without ischemic preconditioning. Ann Surg 2003;238:

843-50.

Hahn O, Bldzovics A, Vili L, Kupcsulik PK. The effect of ischemic

preconditioning on redox status during liver resections: randomized

controlled trial. J Surg Oncol 2011;104:647-53.

[12]

(13]



Guo et al. Medicine (2017) 96:48

[14] Heizmann O, Loehe F, Volk A, et al. Ischemic preconditioning improves
postoperative outcome after liver resections: a randomized controlled
study. Eur ] Med Res 2008;13:79-86.

[15] Hou H, Geng XP, Zhu XL, et al. The value of hepatic ischemic
preconditioning in hepatectomy with a prospective randomized
controlled study. Zhonghua Wai Ke Za Zhi 2009;47:586-95.

[16] Liang L, Li S, Huang J. The protective effect and mechanism of ischemic
preconditioning for hepatic resection under hepatic blood inflow
occlusion in hepatocellular carcinoma patients with cirrhosis. Zhonghua
Wai Ke Za Zhi 2002;40:265-72.

[17] Petrowsky H, McCormack L, Trujillo M, et al. A prospective,
randomized, controlled trial comparing intermittent portal triad
clamping versus ischemic preconditioning with continuous clamping
for major liver resection. Ann Surg 2006;244:921-9.

[18] Scatton O, Zalinski S, Jegou D, et al. Randomized clinical trial of
ischaemic preconditioning in major liver resection with intermittent
Pringle manoeuvre. Br ] Surg 2011;98:1236-43.

[19] Smyrniotis V, Theodoraki K, Arkadopoulos N, et al. Ischemic
preconditioning versus intermittent vascular occlusion in liver resections

11

www.md-journal.com

performed under selective vascular exclusion: a prospective randomized
study. Am J Surg 2006;192:669-74.
[20] Winbladh A, Bjérnsson B, Trulsson L, et al. Sandstrém ischemic
preconditioning prior to intermittent Pringle maneuver in liver resections.
J Hepatobiliary Pancreat Sci 2012;19:159-70.
[21] Ye B, Zhao H, Hou H, et al. Ischemic preconditioning provides no
additive clinical value in liver resection of cirrhotic and non-cirrhotic
patients under portal triad clamping: a prospective randomized
controlled trial. Clin Res Hepatol Gastroenterol 2014;38:467-74.
Higgins JPT, Green S, editors. Cochrane Handbook for Systematic
Reviews of Interventions Version 5.1.0 updated March 2011. The
Cochrane Collaboration; 2011. Available at: http://training.cochrane.
org/handbook.
Ezaki T, Seo Y, Tomoda H, et al. Sugimachi Partial hepatic resection
under intermittent hepatic inflow occlusion in patients with chronic liver
disease. Br J Surg 1992;79:224-6.
[24] Rahbari NN, Garden OJ, Padbury R, et al. Posthepatectomy liver failure:
a definition and grading by the International Study Group of Liver
Surgery (ISGLS) Surgery 2011;149:713-24.

[22

(23]


http://training.cochrane.org/handbook
http://training.cochrane.org/handbook
http://www.md-journal.com

	Meta-analysis of ischemic preconditioning (IP) on postoperative outcomes after liver resections
	Outline placeholder
	1 Introduction
	3 Results
	3.1 Characteristics of RCTs
	3.4 Sensitivity analyses
	3.5 Subgroup analyses
	3.5.2 AST on POD1
	3.5.3 ALT on POD1


	4 Discussion

	References


