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ABSTRACT

Purpose: We conducted a comprehensive meta-analysis to compare the effects of balanced crystalloids (BC) and isotonic saline
(IS) in pediatric sepsis.

Methods: A systematic search was performed for studies comparing BC and IS in pediatric sepsis. Outcomes included mortality,
acute kidney injury (AKI), need for renal replacement therapy (RRT), hospital length of stay (LOS), and pediatric intensive care
unit (PICU) LOS. A random-effect models was used to calculated pooled odds ratios (OR) and mean differences (MD) with 95%
confidence intervals (Cls).

Results: The analysis included six studies with 8753 children. BC demonstrated significant reductions in overall mortality (OR
0.84, 95% Cl 0.71 t0 0.98, P=0.03, 1> = 0%) and AKI (OR 0.74, 95% Cl 0.57 to 0.96, P=10.03, I = 37%) compared to
IS. RRT need was similar between the BC and IS groups (OR 0.79, 95% Cl 0.60 to 1.02, P=0.07, [*> = 0%). Hospital and
PICU LOS did not differ significantly. However, subgroup analysis of randomized controlled trials revealed significantly shorter hos-
pital LOS in the BC group (mean difference —0.66 days, 95% Cl —1.10 to —0.23, P=0.003, > = 0%).

Conclusion: Our meta-analysis demonstrates that using BC in pediatric sepsis is associated with reduced mortality, AKI, and
hyperchloremia rates compared to IS, while maintaining similar hospital and PICU LOS. Large-scale randomized controlled trials
are needed to validate these findings.

KEYWORDS Balanced crystalloids; isotonic saline; lactated ringer; pediatric sepsis

ediatric sepsis continues to be a significant cause  for a significant portion of pediatric intensive care unit

of child mortality worldwide." Recent epidemio-  (PICU) admissions and remains a leading cause of mortality
logical studies have uncovered an evolving land- among pediatric patients. In the study by Baker et al, among

scape. In 1995, the incidence was 0.56 cases per 54,129 weighted pediatric ED visits for severe sepsis or septic

1000, with a 10.3% in-hospital mortality rate. From 1995 to
2005, the incidence rose to 0.89 cases per 1000, with mortal-
ity declining to 8.9%, signaling changing trends in pediatric
sepsis clynamics.2 In the United States alone, sepsis accounts

shock, emergency department mortality was 0.58%, and hos-
pital stay mortality was 9.8%.” The disease burden of pediat-
ric sepsis extends beyond individual patients, impacting

families, healthcare systems, and economies on a global
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scale.* Addressing sepsis in pediatric patients is a pressing
concern, necessitating research that explores optimal treat-
ment strategies.

Fluid resuscitation stands as a pivotal initial intervention
in the management of pediatric sepsis. Crystalloid fluids are
the preferred type of fluids in the resuscitation of septic
patients.” Crystalloid fluids are classified to either nonba-
lanced fluids, such as 0.9% isotonic saline (IS), or balanced
fluids, such as lactated Ringer (LR) or PlasmaLyte.6 In com-
parison to IS, balanced fluids contain an electrolyte content
that is closer to plasma.® IS has been linked to acute kidney
injury (AKI) and hyperchloremic metabolic acidosis.””®

BC may be superior to normal saline in adult popula-
tions, according to mounting research. In adults with sepsis,
a recent meta-analysis found that BC was related to lower
mortality and AKI benefits when compared to IS.” Similarly,
the Surviving Sepsis Campaign international guidelines in
2020 suggested a weak recommendation to use BC over IS
for fluid resuscitation of children with sepsis or septic
shock.'® However, the recommendation was based on a very
low quality of evidence from two observational studies'"'?
in children with sepsis and indirect evidence from adult sep-
sis."” A recent meta-analysis by Lehr et al'> was published
comparing balanced versus unbalanced fluid in critically ill
children, which showed no difference in clinical outcomes
such as mortality, AKI, or need for renal replacement therapy
(RRT). However, this analysis included all critically ill chil-
dren, whether septic or nonseptic, and did not include a sub-
group analysis for children with sepsis alone. The crystalloid
fluid of choice in pediatric sepsis remains unclear. Therefore,
we performed this comprehensive systematic review and
metaanalysis to evaluate the effects of BC versus IS on the
clinical outcomes of pediatric patients with sepsis or septic

shock.

METHODS
Data sources and search strategies

We conducted a systematic literature search that adhered
to the Peer Review of Electronic Search Strategies (PRESS)
guidelines.'* We incorporated appropriate search terms,
Boolean operators, and MeSH terms in our comprehensive
search strategy. Our search strategy targeted PubMed,
Embase, Web of Science, and Cochrane Central databases
from inception to April 22, 2022, to include all published
studies and randomized controlled
(RCTs) that performed a head-to-head comparison between
BC and IS. We further enhanced our search by manually

observational trials

examining references from included studies to identify any
additional relevant articles that might have been missed in
the initial electronic search. The following search terms were
used: (“pediatric sepsis”), (“normal saline” or “isotonic sal-
ine”), and (“balanced crystalloids” or “lactated Ringer” or
“Plasmalyte”). The search was not limited by language,
study design, or country of origin. Supplementary Table 1
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describes the full search terms used in each database

searched.

Eligibility criteria

All studies that compared BC versus IS in pediatric
patients (>1 month to 18 years) with sepsis and reported the
clinical outcomes of mortality, AKI, need for RRT, and hos-
pital length of stay (LOS) were eligible for inclusion. We
excluded studies that included patients without sepsis to
ensure the homogeneity of our analysis and to maintain the
focus on the specific population of interest, namely pediatric
patients with sepsis. Combining patients with and without
sepsis could introduce confounding factors and compromise
the internal validity of our results. This methodological
choice enhances the robustness and clinical relevance of our
findings within the rtargeted patient population.
Furthermore, we excluded single-arm studies, case reports, or
case series to ensure the comparability and rigor of the
included studies. Additionally, studies involving the neonatal
population (age <1 month old) were excluded to maintain a
cohesive age range within the pediatric population under
study.

Data extraction

The following data were extracted from the studies: first
author name, publication year, country of origin, study
design, sample size, gender and age of patients, location of
patients, severity of sepsis, type of BC used, fluid volume,
and follow-up duration. Outcome measures were retrieved,
including mortality, AKI, need for RRT, LOS, and hyper-
chloremia. We followed the Preferred Reporting Items for
Systematic Reviews and Meta-Analyses (PRISMA) Statement
guidelines to select the final studies.”> Two investigators (AS
and AB) independently performed the search and shortlisted
the studies for final review. Discrepancies were resolved by a
third reviewer (OS).

Outcomes of interest

The primary outcome of our study was mortality
between BC and IS. The secondary outcomes were AKI,
need for RRT, hospital and PICU LOS, and
hyperchloremia.

Statistical analysis

We performed a metaanalysis of the included studies
using Review Manager 5.3 (Cochrane Collaboration,
Copenhagen, Nordic Cochrane Centre) and Comprehensive
Meta-Analysis (Biostat, Englewood, NJ, USA). The median
and interquartile range were converted to mean and standard
deviation (SD) where applicable.m Due to the marked het-
erogeneity in patients with sepsis,'” we used a random-effects
model to analyze our data. The Mantel-Haenszel method
was used to calculate the pooled odds ratio (OR) and mean
difference (MD) with the corresponding confidence intervals
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(CI) for proportional and continuous variables, respectively.
A P value <0.05 was considered statistically significant. The
heterogeneity was evaluated using the I statistic as defined
by the Cochrane Handbook for Systematic Reviews. An I
value of >50% was considered substantial heterogeneity for
all outcomes."®

Sensitivity and subgroup analyses

We performed subgroup analysis based on the study
design (RCT's vs observational studies) and the type of BC
(LR) if at least two studies reported the outcome. We also
performed a subgroup analysis of full-text studies by exclu-
sion of abstracts. We performed sensitivity analyses for out-
comes reported by >5 studies using leave-one-out
metaanalysis to see if it significantly influenced the metaanal-
ysis result (i.e., jackknife sensitivity analysis) to confirm that
our results were robust.

Bias assessment

The Jadad composite scale was used to assess the method-
ological quality of the clinical trials based on randomization,
blinding, and withdrawals.”” The scale ranged from 0 to 5
points.19 Studies with a total score of >3 were considered to
have a low risk of bias. The Newcastle Ottawa Quality
Assessment Scale was used to assess the quality of the obser-
vational studies based on the selection of the study groups,
comparability of study groups, and ascertainment of expo-
sure/outcome.”’ Studies with total scores of >6 were consid-
ered to have a low risk of bias. Two authors (AM and AB)
independently assessed each study for bias. Discrepancies
were resolved by a third reviewer (OS). We could not evalu-
ate for publication bias given the limited number of included
studies (<10 studies).

RESULTS
Study selection

Our search strategy retrieved a total of 951 studies.
Among these studies, 10 were eligible for systematic review.
Subsequently, we excluded four studies because of the lack of
appropriate population, intervention, or outcome. Eventually,
six studies'"'??'?* met our inclusion criteria and were
included in the metaanalysis. Figure 1 shows the PRISMA
flow chart that illustrates how the final studies were selected.

Study and patient characteristics

Table 1 shows the study and patient characteristics of the
studies included in the metaanalysis. All the included studies
were published between 2017 and 2021 and included
patients with sepsis or severe sepsis/septic shock. Three stud-
jes!!'12:22 originated from the USA, two studies’"?® from
Thailand, and one study®* from India. Of the six included
studies, five' 1221723 were full-text publications, and one’*
was an abstract. Regarding the design of studies, four?' 24

were RCTs and two'""'? were observational studies. A total
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Figure 1. PRISMA flow diagram for the selection of studies.

of 8753 children with sepsis were included; 1869 children
received BC while 6884 children received IS.

Outcomes of interest

Mortality. Table 2 summarizes the outcomes of the indi-
vidual studies included in the metaanalysis. 7able 3 shows
the detailed analysis of the outcomes of the metaanalysis
with subgroup analysis based on the study design (RCTs).
All six studies,'"'2?'724 which included 8753 children with
sepsis, reported the mortality rate (14.9% in the BC group
and 16.1% in the IS group). The overall mortality rate was
lower in the BC group than in the IS group (OR 0.84, 95%
CI 0.71-0.98, P=0.03, I* = 0%, Figure 2). However, the
overall mortality rate was not significant in the subgroup of
LR only (OR 1.06, 95% CI 0.63-1.79, P=0.83, I = 0%,
Supplementary Figure 1). The subgroup analysis based on the
study design (observational studies vs RCTSs) showed lower
mortality among those who received BC compared to IS,
regardless of the study design. The test for subgroup differ-
ences was not significant (I*> = 12.8%, chi-square = 1.15,
degrees of freedom = 1, P value = 0.28, Supplementary
Figure 2). However, the subgroup analysis for RCT's revealed
no difference in mortality between the two groups (OR 0.99,
95% CI 0.73-1.33, P=0.93, I* = 0%, Supplementary
Figure 2). Furthermore, the subgroup analysis of full-text
publications demonstrated lower mortality in the BC group
compared to the IS group (OR 0.80, 95% CI 0.66-0.96,
P=0.02, I> = 0%, Supplementary Figure 3).

Acute  kidney injury. All six studies, which
included 8753 children with sepsis, reported the rate of AKI
(15.1% in the BC group and 19.3% in the IS group).

11,12,21-24
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Ss ® » o = Overall, BC was associated with lower AKI compared to IS
EE|lz 8 8§ gz g|z (OR 0.74, 95% CI 0.57-0.96, P=0.03, I> = 37%, Figure
S 3 S R = 34). The results were consistent on the subgroup analysis
= é based on the study design, whether RCTs (OR 0.54, 95%
= - 8 CI 0.39-0.75, P=0.0003, I* = 0%) or observational studies
a5l 8.  _ 8 (OR 0.82, 95% CI 0.69-0.96, P=0.02, 1> = 0%)
§ E 5 — ;‘r % 3 ng (Supplementary Figure 4). The subgroup of full-text publica-
~ 12 oY N s . .
25 5&3 5 = 8' B - tions also demonstrated lower rates of AKI in the BC group
23 |5g 82 B¢ 2 compared to the IS group (OR 0.82, 95% CI 0.70-0.97,
= Y 83 5 5 P=0.02, I’ = 0%, Supplementary Figure 5). However, there
= g L@ g R, S 8 was no significant difference in AKI between the two groups
:: a == = = § when the analysis was restricted to LR only (OR 0.91, 95%
Q % é CI 0.60-1.39, P=0.67, I* = 0%, Supplementary Figure 6).
s |8 E 2 Need for renal replacement therapy. Five studies' 1,12,21,22,24
é § %) § f"—’) (three RCT's and two cohort studies), which included 8176
'S = a € = et ot g children with sepsis, reported the need for RRT. The need
§ B e for RRT was similar between BC and IS groups (OR 0.79,
E|l & e e o = |E 95% CI 0.60-1.02, P=0.07, I = 0%, Figure 3B). The
2 g|le = = e 8 |E results remained consistent on the subgroup analysis of RCT's
| ~ 3|8 (OR 1.10, 95% CI 0.54-2.24, P=0.80, I* = 0%, Figure
§ & |ns § 4A). However, the subgroup analysis of observational studies
2 :§ ~d s showed a lower need for RRT with BC compared to IS (OR
SlE2|=28 ££ £ 2|2 0.75, 95% CI 0.56-0.99, P=0.04, I> = 0%) (Supplementary
S8 § %? = Figure 7). Furthermore, the subgroup analysis of full-text
2 @ < % publications demonstrated a lower need for RRT with BC
2ls |2 @© £ than IS (OR 0.75, 95% CI 0.56-0.99, P=0.04, I* = 0%,
s |8 T E Supplementary Figure 8).
é § o 8 o ) Hyperchloremia. Three studies,”**** which included
.g 32 § § c s = = % 5.65.ch11dren w1tb sepsis, reported l?yp'erchloremla. BC was
BliE|® T s significantly associated with a lower incidence of hyperchlor-
2 g T T 5 emia compared to IS (OR 0.47, 95% CI 0.34-0.67,
s|E |z & g P<0.0001, 12 = 0%, Figure 3C).
E 2 P s i Hospital and PICU length of stay. Four studies, ! 21224
i< S i which included 1737 children with sepsis, reported the hos-
2IE > S 22 2 % 5 pital LOS. There was no significant difference between BC
> = 8 and IS groups with regard to the hospital LOS (MD
2 8= = |2 0.67 days, 95% CI —1.51 to 2.84, P=0.55, I* = 87%,
:2 ; 2|z & S < = 5|2 Figure 44). However, subgroup analysis of RCTs showed sig-
_ O o <t o Yo} ~ Lo - . . .
2|28 ? g = :% g % 3 nificantly lower hospital LOS in the BC group compared to
S © 8 Sk - &% the IS group (MD —0.66 days, 95% CI —1.10 to —0.23,
- - £ P=0.003, I = 0%, Supplementary Figure 9).
€| 5 - 5 k53 Three studies, which included 1687 children with sepsis,
8 = Cé 2 2 g |z reported the PICU LOS. The PICU LOS was similar
25| o o jé'; between BC and IS groups (MD 0.27 days, 95% CI —0.36
g'g Q Q E Q g | to 0.90, P=0.40, I* = 47%, Figure 4B). The results for
- © UD:) PICU LOS were consistent on subgroup analysis of RCT's
2ele ¢« ow « «|B (MD 0.66days, 95% CI —1.32 to 2.64, P=0.51, I’ =
e5 | & > e s 2 2 |Z 9 ' .
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gl 8 §8 & 2138 Supplementary Figures 11 and 12, respectively.
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_________________________________________________________________________________________________________________________________________________________________________|
Table 2. Qutcomes of the studies included in the metaanalysis

Mortality, AKI, Need for RRT, Hospital LOS, mean = SD or ICU LOS, mean = SD, Hyperchloremia,
Study, year n (BC/IS) n (BC/IS) n (BC/IS) median (IQR), days (BC/IS) days (BC/IS) n (BC/IS)
Anantasit, 2020 8/7 6/5 11 33.7 (12.1-67.4)/31.6 (17.9-62) 2.9 (1.7-11)/3.5 (1.5-4.7) 10117
Balamuth, 2019 01 0/1 0/0 5 (3-8)/3 (2-9) NR 3/7
Emrath, 2017 125/954  160/1153 54/433 21 (19.1-23)/18.1 (16-19.3)  18.9 (14-25.4)/14.2 (12-16.8) NR
(in 95% Cl) (in 95% Cl)
Sankar, 2021 116/121 73/119  (33/48)/(66/99) 6 (4-8)/6 (5-9) 4 (3-6)/4 (3-6) (103/229)/(141/225)
Trepatchayakorn, 1/0 11 NR NR NR NR
2021
Weis, 2017 29/28 45/49 5/5 11.9 (5-18)/10.5 (4-14) 5.8 (1-10)/5.5 (1-9) NR

BC indicates balanced crystalloids; ICU, intensive care unit; IQR, interquartile range; IS, isotonic saline; NR, not reported; SD, standard deviation.

_________________________________________________________________________________________________________________________________________________________________________|
Table 3. Detailed analysis of the outcomes of the metaanalysis with subgroup analysis based on the study design

Outcome measures (n) Overall effect (OR, 95% Cl, P value, I2) RCTs only, n (OR, 95% Cl, P value, IZ)

Mortality (6) OR 0.84, 95% Cl 0.71-0.98, P=0.03, I> = 0% n=4 (OR 0.99, 95% Cl 0.73-1.33, P=0.93, > = 0%)

AKI (6) OR 0.74, 95% Cl 0.57-0.96, P=0.03, I* = 37% n=4 (OR 0.54, 95% Cl 0.39-0.75, P=0.0003, I> = 0%)

Need for RRT (5) OR 0.79, 95% Cl 0.60-1.02, P=0.07, I> = 0% n=3 (OR 1.10, 95% Cl 0.54-2.24, P=0.80, I> = 0%)
Hyperchloremia (3) OR 0.47, 95% Cl 0.34-0.67, P< 0.0001, I> = 0% n=3 (OR 0.47, 95% Cl 0.34-0.67, P < 0.0001, > = 0%)

Hospital LOS (4) MD 0.67 days, 95% Cl —1.51, 2.84, P=0.55, I> = 87% n=3 (MD —0.66 days, 95% Cl —1.10, —0.23, P=0.003, I> = 0%)
ICU LOS (3) MD 0.27 days, 95% Cl —0.36, 0.90, P=0.40, I> = 47% n=2 (MD 0.66 days, 95% Cl —1.32, 2.64, P=0.51, I> = 60%)

AKI indicates acute kidney injury; Cl, confidence interval; ICU, intensive care unit; IS, isotonic saling; LOS, length of stay; MD, mean difference; N/A, not applicable for outcomes
that were reported by <1 study; NR, not reported; OR, odds ratio; RCTs, randomized controlled trials; RRT, renal replacement therapy.

Total (95% CI) 1869 6884 100.0%
Total events 279 1111

Heterogeneity: Tau? = 0.00; Chi2 = 4.78, df = 5 (P = 0.44); I?= 0%
Test for overall effect: Z =2.19 (P = 0.03)
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Figure 2. Forest plots comparing balanced crystalloids to isotonic saline regarding overall mortality.

Quality and publication bias assessment

Quality assessment scores of the RCTs and observational
studies are summarized in Supplementary Table 2. There was
a low risk of bias for all five full-text studies.'**'~** Given
the constrained number of studies that fulfilled our inclusion
criteria, conducting a substantial subgroup analysis centered
on the risk of bias was not feasible. The modest sample size
within each subgroup, compounded by the omission of
Sankar’s study,”® “as it was published as a conference
abstract,” from this evaluation, hampers the attainment of
robust statistical comparisons. Nevertheless, our sensitivity
analysis, employing a leave-one-out approach, consistently
yielded outcomes that bolstered the robustness of our
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findings and enhanced the assurance in the conclusions
drawn from our study. Finally, we couldn’t assess for publi-
cation bias due to the limited number of included studies in
our analysis.

DISCUSSION

To the best of our knowledge, this is the first systematic
review and metaanalysis to assess the effect of BC versus IS
on the clinical outcomes of sepsis in the pediatric population.
We identified six studies, including four RCTs with a total
of 8753 children. Overall, BC was associated with lower in-
hospital mortality, AKI, and hyperchloremia when compared
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Figure 3. Forest plots comparing balanced crystalloids to isotonic saline regarding (a) acute kidney injury, (b) need for renal replacement therapy, and (c)

hyperchloremia.

@ BC 1S

Study or Subgroup Mean  SD Total Mean

SD Total Weight

Mean Difference

IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI
T

Anantasit, 2020 3801 4305 30 376 393 31 1.1% 0.41[-20.30,21.12)
Balamuth, 2019 54 39 24 48 55 26 249% 0.60 [-2.03, 3.23]
Sankar, 2021 6 3 31 67 3 357 385% -0.70[-1.14,-0.26]
Weis, 2017 16 97 459 94 74 459 355% 2.20[1.08,3.32)
Total (95% CI) 864 873 100.0%  0.67 [-1.51,2.84]

Heterogeneity: Tau? = 3.15; Chi? = 22.87, df = 3 (P < 0.0001); I* = 87%
Test for overall effect: Z = 0.60 (P = 0.55)

®

Study or Subgroup  Mean

BC NS
SD Total Mean

SD Total Weight

Mean Difference

IV, Random, 95% CI

Anantasit, 2020 54 72 30

32 25 31 50%

2.20[-0.52, 4.92)

Sankar, 2021 44 149 351 44 149 357 63.2% 0.00(-0.22, 0.22]
Weis, 2017 56 67 45 51 59 459 31.8% 0.50[-0.32, 1.32]
Total (95% Cl) 840 847 100.0%  0.27[-0.36, 0.90]

Heterogeneity: Tau? = 0.15; Chi? = 3.76, df = 2 (P = 0.15); I* = 47%
Test for overall effect: Z = 0.83 (P = 0.40)

&
20 0 0 10 20
Favours BC Favours IS
Mean Difference
IV, Random, 95% Cl
0 5 0 5 10

Favours BC Favours IS

Figure 4. Forest plots comparing balanced crystalloids to isotonic saline regarding (a) hospital length of stay and (b) pediatric intensive care unit length of stay.
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to IS with similar in-hospital and PICU LOS. The subgroup
of RCTs demonstrated no mortality difference between the
two groups, but the superiority of BC on the rates of AKI
and hyperchloremia was consistent. Furthermore, the hospi-
tal LOS was shorter with BC compared to IS in the sub-
group of RCTs.

In 2020, the Surviving Sepsis Campaign international
guidelines recommended that children with septic shock or
other sepsis-related organ dysfunction receive balanced/buff-
ered crystalloid rather than IS for initial resuscitation.
However, this weak recommendation was based on evidence
of poor quality, with only two large observational studies in
children with sepsis and indirect evidence from adult patients
supporting it. !0 Recently, adult studies are increasingly sup-
porting this recommendation, with a recent metaanalysis of
eight RCTs and seven cohort studies involving 20,329 adults
with sepsis finding that BC was linked with lower overall
mortality, 28/30-day mortality, and AKI than IS.” However,
due to differences in pediatric and adult sepsis pathophysiol-
ogy in terms of the maturation of pediatric organ systems,
more direct evidence based solely on studies conducted
among children with sepsis is required, and the best manage-
ment of sepsis among this delicate group of patients should
be directed considering these differences.””> As a result, the
goal of our study was to compile information from all rele-
vant studies conducted among the pediatric population while
avoiding the overwhelming evidence focused on the adult
population.

In our study, children who received BC had a higher
chance of surviving than those who received IS. Although
the RCT subgroup analysis failed to find such a difference,
most of the available RCTs were underpowered due to small
sample sizes and low event rates; therefore, type II error
should not be dismissed, as the observed difference may have
been underestimated in the RCT subgroups. The observed
survival advantage could be explained by our study’s consis-
tent findings of lower rates of hyperchloremia and its associ-
ated acidosis. Hyperchloremic metabolic acidosis was linked
to the type of fluid given to children with septic shock, and
hyperchloremia was found to be an independent risk factor
for 28-day mortality or organ failure persistence.”®
Furthermore, our findings consistently demonstrated that
BC was associated with a decreased risk of AKI, even though
the difference in RRT demand between the two groups was
not significant. Nonetheless, a subgroup analysis of observa-
tional studies revealed that BC patients required less RRT
than IS patients. Again, the small sample size of the included
RCTs may have understated the trend of lower RRT odds in
the BC group. Some adult studies have also revealed that
using IS increases the risk of developing AKI*"%®
Furthermore, many animal and human investigations have
indicated that IS-induced hyperchloremia causes renal hypo-
perfusion and AKL>*?° As a result, AKI is significantly
linked to a higher risk of death among critically ill
patients.”** Finally, according to our findings, the LOS in
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the hospital and in the PICU was similar in the BC and IS
groups. The subgroup analysis of RCT's showed a statistically
significant lower hospital LOS in the BC group compared to
the IS group. However, the clinical relevance of such a differ-
ence (0.66 day) may be negligible.

Lehr et al'® conducted a metaanalysis evaluating balanced
versus imbalanced fluid in critically ill children, using three
RCTs with a total of 162 patients. In terms of pH and
serum bicarbonate changes, BC was found to be superior to
IS. The study, however, found no difference in clinical out-
comes, including death, AKI, or the requirement for RRT.
However, this study included all critically ill children,
whether septic or not, and there was no subgroup analysis
for children with sepsis alone. In addition, their research
comprised a variety of diagnoses, severity levels of sickness,
outcome measures, and time periods, all of which could
compromise the internal validity of their findings.

Several limitations of this study should be acknowledged.
First, among the six studies included in our analysis, four
were rigorous RCTs, where the definitions of mortality
and other outcomes were uniform and well defined. However,
it is important to acknowledge that the remaining two studies
were retrospective in nature. In these retrospective studies,
the outcomes were established through the utilization of
International Classification of Diseases, 9th Revision (ICD-9)
codes. While this coding approach facilitated the inclusion
of a larger patient cohort, it could introduce some potential
variability in reporting due to differences in coding practices
and documentation. Despite this limitation, our sensitivity
analysis using a leave-one-out approach consistently sup-
ported the strength of our findings, bolstering the reliability
of the results and the associated conclusions. Further large-
scale RCTs are necessary to confirm our findings. Second,
the sepsis cohort is heterogeneous, and controlling the source
and severity of sepsis was not feasible in our study. Third,
even though the random-effects model was used in our anal-
ysis, moderate to significant heterogeneity was noted in the
measurement of some outcomes, such as hospital LOS. This
might be driven by differences in patient characteristics, sepsis
severity, and variable follow-up duration across the included
studies. Lastly, we could not evaluate publication bias due to
the limited number of included studies.

Despite the limitations, our study has significant
strengths. First, we included a total of six studies (four
RCTs) with over 8700 children with sepsis. To our knowl-
edge, this is the first comprehensive systematic review and
metaanalysis to compare the impact of BC versus IS on dif-
ferent clinical outcomes of sepsis among the pediatric popu-
lation. Second, we performed a subgroup analysis based on
the design of studies (RCT's vs observational studies) to eval-
uate the robustness of our results. In addition, our results
remained consistent on sensitivity analysis of mortality and
AKI. Lastly, all the included studies were of high quality
based on quality assessment.
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In conclusion, our metaanalysis demonstrated that BC

was associated with lower mortality, AKI, and hyperchlore-
mia rates compared to IS with similar hospital and PICU
LOS. The subgroup analysis of RCTs showed lower rates of
AKI and shorter hospital LOS in the BC group without sig-
nificant differences in mortality and PICU LOS between the
two groups. Future large-scale RCT's are warranted to vali-
date our findings.
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