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Abstract Background Currently, laparoscopic Heller myotomy (LHM) and peroral endoscopic myotomy 
(POEM) are the best treatment modalities for esophageal achalasia in children. The purpose of 
this systematic review and meta-analysis is to compare the efficacy of LHM and POEM.

Methods A systematic literature search was performed in PubMed/Medline, Google Scholar and 
Web of Science for original articles comparing LHM and POEM. All articles were analyzed with 
respect to operation duration, length of hospital stay, pre- and postoperative Eckardt score (ES), 
and pre- and postoperative lower esophageal sphincter (LES) pressure.

Results A total of 32 articles, reporting on 800 children, were selected and reviewed. Because of 
missing diagnostic values of ES and LES in the LHM group, the meta-analysis was limited to the 
POEM results. According to the random-effects model, the mean ES difference between pre- and 
post-operation was 4.387  (95% confidence interval [CI] 3.799-4.974), significantly different to 
zero (z=14.64, P<0.001), while the mean LES pressure difference was 3.63 mmHg mmHg (95%CI 
2247-3.879), significantly different to zero (z=7.36, P<0.001). Operation duration was 130.15 min 
(95%CI 62.59-197.71) for the LHM method and 83.64 min (95%CI 55.14-112.14) for POEM. The 
pooled estimate of length of hospital stay was 3.4 days (95%CI 2.6-4.44) and it was comparable 
between the 2 methods.

Conclusions POEM has positive outcomes regarding ES and LES pressure pre- and postoperatively, 
as well as operation duration, while the length of hospitalization was comparable between POEM 
and LHM. Well-designed studies are warranted to further clarify differences between the 2 
methods.

Keywords Lower esophageal sphincter pressure, operation time, outcome, length of hospitalization, 
Eckardt score
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Introduction

Esophageal achalasia (EA) is a rare disorder of the lower 
esophageal sphincter (LES) that leads to dysfunctional motility 
of the esophagus [1]. It is extremely rare in childhood, with 
an incidence of only 0.11/100,000 children annually [1]. 
The clinical presentation includes dysphagia to fluids and 
solids, vomiting, chest pain, regurgitation, recurrent episodes 
of chest infections due to aspiration, and weight loss [1]. 
Although in most cases is idiopathic, in some instances it may 
be associated with Trisomy 21, AAA syndrome (achalasia, 
alacrima, and adrenocorticotropic hormone insufficiency), 
Chagas disease, congenital hypoventilation syndrome, 
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glucocorticoid insufficiency, eosinophilic esophagitis, or 
familial dysautonomia [1].

The precise etiology of EA is still unclear, but it may 
be associated with autoimmunity, viral infection or 
neurodegeneration and other factors [1]. Combined diagnostic 
investigations are used to confirm the diagnosis of EA. 
A  barium meal is used to rule out esophageal strictures and 
shows the delay in transition through the LES (bird-beak 
appearance) [2]. Esophagoscopy is used to preclude pseudo-
achalasia, assess the esophageal wall and rule out esophagitis, 
Trypanosoma cruzi, malignancy, reflux esophagitis, and 
other causes of impaired esophageal motility [1]. However, 
high-resolution manometry or high-resolution impedance 
manometry (HRIM) is considered the gold standard method 
to demonstrate EA, by demonstrating patterns of esophageal 
contractility [2].

Although there are multiple modalities for the treatment of 
EA, surgery remains the most successful treatment of choice [1]. 
Currently, laparoscopic Heller myotomy (LHM) has become the 
gold standard in the treatment of EA [1]. However, more recently, 
a more attractive procedure, peroral esophageal myotomy 
(POEM) [3], has been proposed for the management of EA. POEM 
has been used in adults with excellent results [3], and has started 
to be adopted by pediatric surgeons and gastroenterologists [4]. 
As there is no curative treatment or any globalized consensus on 
1 gold-standard intervention, the present study aimed to provide 
a systematic review and meta-analysis, comparing the reported 
results concerning the efficacy and outcomes of LHM and POEM 
for the treatment of EA in children.

Materials and methods

This meta-analysis adhered to the “Preferred Reporting 
Items for Systematic Reviews and Meta-Analyses” (PRISMA) 
statement (Appendix A) [5]. The protocol was registered 
with the International Prospective Register of Ongoing 
Systematic Reviews (PROSPERO), with registration number 
CRD42023389402.

Search strategy

We conducted a systematic search for articles concerning 
LHM and POEM for the treatment of EA in children in 

each of the following databases, covering a period from 
1995 to December 31, 2023: PubMed, Google Scholar and 
Web of Science. Key terms used were: “achalasia esophagus”, 
“children”, “laparoscopic myotomy”, “laparoscopic myotomy 
and fundoplication”, “Heller myotomy”, “peroral endoscopic 
myotomy”, “per-oral endoscopic myotomy”, and “POEM”. The 
key terms were combined with the Boolean operators AND 
OR. The key words were used in all combinations to obtain 
the greatest number of articles. The literature search was 
restricted to the English language. Inclusion criteria were as 
follows: prospective observational and retrospective studies, 
randomized controlled trials, and case series with a minimum 
of 5  patients. Experimental studies, case reports, abstracts, 
reviews, editorials and comments were excluded. Articles 
were also excluded if they included less than 5  patients and 
a follow up less than 6  months. After the first screening, all 
the full text copies were reviewed independently by 2 authors 
(NZ and AA). When different articles were reported from the 
same author, only the study with the more recent data were 
reviewed.

Data extracted

The data extracted from each report included year 
of publication, type of publication, author, country, age 
(median, mean, range), patient sex, comorbidities, symptom 
duration, prior treatments, operative time, length of hospital 
stay, preoperative and postoperative objective evaluation of 
EA with Eckardt score (ES) [6], and LES pressure measured 
by manometry. Any disagreement in results was resolved 
through consensus. The collected data were recorded 
in a Microsoft Excel spreadsheet (Excel 2016, Microsoft 
Corporation).

Statistical analysis

The method used to compute the random-effects model 
was the DerSimonian and Laird method [7], a variation of 
the inverse variance method that incorporates an assumption 
that the different studies are estimating different, yet related, 
intervention effects. The publication bias (small study 
effect) was evaluated using Egger’s test [8]. The analysis was 
conducted using StataCorp 2019 software (Stata v16 Base 
Reference Manual, College Station, TX: Stata Press) and the 
level of statistical significance was set at 0.05. Concerning 
the operation time and length of hospital stay, mean values 
and relevant standard deviations, when not available, 
were calculated from the median and the range using the 
methodology proposed by Luo et al and Wan et al [9,10], after 
checking the normality assumption [11]. A  random-effects 
meta-analysis was applied to summarize results across studies. 
The analysis was stratified by method of operation. The meta-
analysis was performed using Stata v16 software (StataCorp 
LP, College Station, TX).
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Quality assessment of studies

Articles were evaluated for their quality using the MINORS 
index for non-randomized articles [12]. This tool includes 8 
questions to estimate the quality of studies. The interpretation 
of each question is rated from 0 to 2  (0= not reported, 1= 
reported, 2= adequate). The best score for a study is 16. The 
ratings are given as “good”, “fair” or “poor”.

Results

Literature search and included studies

A total of 32 articles published between January 1999 and 
June 2023 were retrieved via the database search and were 
included in this meta-analysis [1,4,13-42] (Fig. 1).

Study characteristics and demographics

A summary of the characteristics of the eligible studies 
assessing the efficacy and outcome of LHM and POEM for 

EA is presented in  Table  1. The total patient population 
included 800 children (female: 345, male/female: 1:0.73), aged 
1-17 years. LHM was performed in 293 patients, and POEM 
in 507. The mean or median ages of patients participating 
in each eligible study are shown in Table  1. The majority of 
the studies were retrospective; there were only 2 prospective 
studies. Only 3 studies were comparative, as they compared 2 
different intervention methods (myotomy, dilation, POEM), 
whereas the rest simply reported the results of a single method. 
For the comparative studies, we extracted the results of the 
different interventions and treated them as 2 separate studies. 
The evaluation of the intervention was conducted using the 
differences in the mean ES and the LES between pre-  and 
post-operation. The ES is a simple symptom score (dysphagia, 
regurgitation, chest pain and weight loss), which was designed 
to quantify the response of symptoms to treatment [43]. The 
lower the mean ES and the lower the mean LES the better the 
results of the intervention.

Evaluation of ES in POEM

A total of 11 studies reported the mean ES difference 
pre-  and postoperatively for the POEM procedure 
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Figure 1 Flow chart showing the design of the systematic review
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Table 1 Summary of characteristics of the included studies

Authors [ref.] Year Country Study design Number of patients
(Female)

Age at intervention
(years)

Waldhausen et al [13] 1999 USA Retrospective 8 (5) 14.5 (11-17)

Esposito et al [14] 2000 Italy Retrospective 8 (4) 6.3 (2-13)

Rothenberg et al [15] 2001 USA Retrospective 9 (-) 12 (5-17)

Mehra et al [16] 2001 USA Retrospective 22 (10) 11.3±3.4

Patti et al [17] 2002 USA Retrospective 13 (7) 15 ( 6-17)

Mattioli et al [18] 2003 Italy Retrospective 20 (6) -

Paidas et al [19] 2007 USA Retrospective 14 (6) 17 (11-19)

Garzi et al [20] 2007 Italy Retrospective 12 (5) 11 (3.5-16)

Askegard-Gismann et al [21] 2009 Canada Retrospective 26 (11) 15 (4-18)

Corda et al [22] 2010 UK Retrospective 20 (7) 12 (5-15)

Tannuri et al [23] 2010 Brazil Retrospective 15 (8) 12( 9-17)

Esposito et al [24] 2013 Italy Retrospective 31 (13) ΔΤ.8.4

Alkhatrawi et al [26] 2013 Saudi Arabia Retrospective 8 (4) 4.3 (1-13)

Pachl et al [25] 2014 UK Retrospective 28 (15) 13 (3.2-17.4)

Franklin et al [1] 2014 USA Retrospective 24 (11) 11 (5-18)

Chen et al [27] 2015 China Prospective 27 (16) 13.8 (6-17)

Tang et al [28] 2015 China Retrospective 5 (2) ΔΤ: 15

Li et al [29] 2015 China Retrospective 9 (5) ΜΤ: 14.1

Caldaro et al [30] 2015 Italy Retrospective 18 (10) 11.6 (2-17)

Petrosyan et al [42] 2016 USA Retrospective 31 (20) 12.9 (5-18)

Tan et al [31] 2016 China Retrospective 21 (11) 11.6 (2-17)

Altokhais et al [33] 2016 Saudi Arabia Retrospective 6 (2) 14 (9-18)

Nabi et al [33] 2016 India Retrospective 15 (6) 14 (9-16)

Grabowski et al [34] 2017 Poland Retrospective 11 (4) 13 (6-17)

Miao et al [35] 2018 China Retrospective 21 (12) -

Choné et al [4] 2019 France Retrospective 117 (48) 14.2±3.7

Liu et al [36] 2020 China Retrospective 130 (48 9.7

Wood et al [37] 2020 USA Prospective 21 (7) 11 (2-17)

Saez et al [38] 2021 Chile Prospective 5 (1) 11 (2-17)

Petrosyan et al [39] 2022 USA Retrospective 43 (16) -

Peng et al [40] 2022 China Retrospective 24 (10) 11 (2-17)

Nabi et al [41] 2022 India Retrospective 38 (15) 14.7±3.3 (4-19)

(Fig. 2, Supplementary Table 1). All studies demonstrated a 
higher mean preoperative ES compared to the postoperative 
value. According to the random-effects model, the summary 
preoperative to postoperative difference in mean ES for 
the POEM procedure was 4.387  (95% confidence interval 
[CI] 3.799-4.974), which was statistically significantly 
different to zero (z=14.64, P<0.001) (Fig.  2). According to 
the chi-square test for heterogeneity there was statistically 
significant heterogeneity (I2=74%, chi-square=38.51, degrees 
of freedom (d.f.)=10, P<0.001) (Supplementary Table 1).

Evaluation of LES pressure in POEM

A total of 8 studies reported the mean LES pressure 
difference pre-  and postoperatively for the POEM 
procedure (Fig.  3, Supplementary Table  2). All the studies 
demonstrated a higher preoperative mean LES pressure 
compared to the mean postoperative value. According 
to the result of the random-effects model the summary 
preoperative to postoperative difference in mean LES 
for the POEM procedure was 3.63  mmHg (95%CI 2.247-



Laparoscopic Heller myotomy vs. POEM B

Annals of Gastroenterology 37

POEM

Study

SMD (95% CI)

%

WeightID

Li

Chen

Tang

Caldaro

Tan

Nabi

Chone

Liu

Wood

Petrosyan

Peng

NOTE: Weights are from random effects analysis

-7.69 0 4.387 7.69

Overall  (I-squared = 74.0%, p = 0.000)

4.25 (2.51, 5.99)

5.80 (4.57, 7.04)

4.96 (2.23, 7.69)

4.63 (2.78, 6.48)

4.81 (3.18, 6.44)

5.03 (3.53, 6.52)

3.86 (3.42, 4.29)

4.41 (3.96, 4.86)

2.26 (1.48, 3.05)

4.96 (4.03, 5.88)

4.66 (3.56, 5.77)

4.39 (3.80, 4.97)

6.49

9.03

3.54

6.03

6.97

7.60

13.90

13.82

11.88

10.93

9.80

100.00

Figure 2 Forrest plot of mean Eckardt score difference, preoperatively and postoperatively, for the peroral endoscopic myotomy (POEM) procedure
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Figure 3 Forrest plot of mean lower esophageal sphincter (LES) pressure difference preoperatively and postoperatively for the peroral endoscopic 
myotomy (POEM) procedure

3.879), which was statistically significantly different to zero 
(z=7.36, P<0.001) (Fig.  3). According to the chi-square 
test for heterogeneity there was statistically significant 
heterogeneity (I2=78.4%, chi-square=31.47, d.f.=7, P<0.001) 
(Supplementary Table 2).

Evaluation of ES and LES pressure in LHM

A comparison of the different intervention methods 
(myotomy, dilation, POEM) was not performed, as there were 
very few studies that reported results for ES and LES when 
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myotomy or dilation was used. Consequently, the analysis in 
computing the summary effect of the differences in mean ES 
and LES pressure pre-  and post-  operatively was limited. In 
addition, the studies did not report adequate data to investigate 
the source of heterogeneity.

Evaluation of operation duration in LHM and POEM

A total of 7 studies reported the mean value and the 
standard deviation, and 3 more the median value and the 
range, of the operation duration. The pooled estimate 
of operation duration was 97.5  min (95%CI 79.2-115.7) 
(Fig.  4). Heterogeneity was very high (I2=95%, τ2=787.5). 
Significant heterogeneity was found among methods of 
operation (Q test P=0.014). The pooled estimate of operation 
duration was 130.2  min (95%CI 95.8-164.5) for the LHM 
method, compared with 82.5  min (95%CI 66.4, 98.6) for 
POEM (Supplementary Table 3).

Evaluation of length of hospital stay in LHM and POEM

The mean value and standard deviation for the length of 
hospital stay were reported in 10 studies, while the median and 
range were reported in 4 more studies. The pooled estimate 
of length of stay was 3.3 days (95%CI 2.6-3.9) (Fig. 5). Again, 
heterogeneity among studies was very high (I2=97%, τ2=1.15). 
There was no significant heterogeneity between methods 

in length of stay (Q test P=0.201). The pooled estimate of 
hospital stay was 2.8  days (95%CI 2.16-3.37) for the LHM 
method, compared with 3.6 days (95%CI 2.48-4.70) for POEM 
(Supplementary Table 4).

Evaluation of publication bias

Publication bias was assessed separately for both 
mean ES difference and mean LES pressure difference 
for the POEM procedure (Supplementary Figs. 1 and 2, 
Supplementary Tables 5 and 6). According to Egger’s test, there 
was no statistically significant small-study effect for mean 
ES difference for POEM (P-value=0.452) (Supplementary 
Fig.  1 and Supplementary Table  5). On the other hand, 
according to Egger’s test, there was a statistically 
significant small-study effect for mean LES pressure 
difference for POEM (P=0.001) (Supplementary Fig.  2 
and Supplementary Table 6).

Funnel-plots for both operation duration and length 
of stay (Supplementary Figs. 3 and 4) display asymmetry, 
which could be related to publication bias. Egger’s test for 
asymmetry was statistically significant for the operation 
duration (P=0.018), whereas for the length of stay it was 
not significant (P=0.214) (Supplementary Tables  7 and 8). 
One other possible reason for the asymmetry, apart from 
publication bias, was the fact that we could not use all 
available studies since not all of them reported mean values 
and standard deviations.
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Figure 4 Forest plot of random-effects meta-analysis of the operation time (min) over all studies and by method of operation: laparoscopic Heller 
myotomy (LHM) vs. peroral endoscopic myotomy (POEM)
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Figure 5 Forest plot of random-effects meta-analysis of the length of hospital stay (days) over all studies and by method of operation: laparoscopic 
Heller myotomy (LHM) vs. peroral endoscopic myotomy (POEM)

Discussion

EA is a rare disorder in children and there are limited 
data regarding the effectiveness of current treatment 
methods. To our knowledge, this is the first systematic 
review with meta-analysis to evaluate the efficacy of the 2 
most popular treatment modalities, POEM and LHM, in 
children, assessing the outcome in terms of the differences 
in mean ES and LES pressure from pre- to post-operation, 
in combination with perioperative characteristics such as 
operation duration and length of hospital stay. We chose to 
use these 2 parameters, as both ES and LES pressure have 
been proposed as objective tools for measuring the response 
to therapy [43].

Our results revealed that POEM, an established 
interventional method of treatment for EA in adults, is 
effective in children with EA, as all studies demonstrated a 
lower value of mean ES postoperatively compared to the mean 
value preoperatively, while the pooled mean reduction in ES 
was statistically significant. This indicates that the POEM 
procedure leads to the resolution of symptoms, improving the 
quality of life of pediatric patients. At the same time, this meta-
analysis revealed that the duration of the POEM procedure is 
significantly shorter compared to LHM, whereas the length of 
hospitalization is similar for the 2 methods.

However, a comparison of the 2 treatment methods 
regarding the measurement of outcome using ES and LES was 
not possible, as the review of the current literature yielded very 
few studies that reported results of ES and LES pressure when 
LHM was performed. More specifically, only Waldhausen et 
al measured LES pressure pre- and postoperatively, reporting 
that it decreased significantly from >40 mmHg preoperatively 
to <6-10 mmHg after the procedure [13]. Notably, no study 
reported ES. This finding could potentially be attributed to 
the fact that ES is a scoring system initially developed for 
assessing the severity of symptoms in adults. The symptoms 
might differ in younger children, while their evaluation is 
probably more difficult in this age group. Future discussions 
could focus on the need for adapting or creating a separate 
ES for the pediatric population. As a result, we were not 
able to evaluate the reduction in mean ES and LES pressure 
postoperatively.

In contrast, other results of the current evaluation of 
these 2 methods for the management of pediatric EA, 
concerning the duration of the procedure and the length of 
hospitalization, were interesting. According to our meta-
analysis, the LHM procedure takes longer (approximately 
50  min more) than POEM, as POEM is a less invasive 
method compared to LHM. The operative duration of both 
methods was probably shorter when they were performed by 
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experienced hands. EA remains an extremely rare condition 
in children. In particular, POEM is a complex procedure, 
and is perhaps more difficult in a pediatric population with 
potentially high-risk complications, such as perforation and 
mediastinitis. Consequently, it should only be performed in 
children by experienced endoscopists with a knowledge of 
pediatric anatomy, advanced skills, and the ability to manage 
complications. As there is high heterogeneity regarding 
the management of pediatric achalasia among different 
centers worldwide, both procedures should be performed 
in high-volume experienced centers, in order to reduce 
complications and improve short- and long-term outcomes. 
Finally, the development of evidence-based global clinical 
guidelines is essential [3].

No significant difference in length of hospital stay was 
observed, as the pooled mean hospital stay of patients was 
approximately 3-4 days in both techniques. In contrast to our 
results, studies that have been carried out in adults demonstrate 
that POEM is associated with a shorter length of hospital stay 
compared to LHM [44]. This finding could potentially be 
attributed to the specific features of the pediatric population, 
to parental stress, and to surgeons and gastroenterologists 
choosing to continue hospitalization in order to monitor 
for postoperative complications, recurrent symptoms and 
adequate nutrition and physical growth, contributing to an 
increase in healthcare costs.

So far, because of the low incidence of achalasia in 
the pediatric population, there are limited data available 
on the efficacy of POEM in children. The first systematic 
review and meta-analysis addressing the effectiveness of 
this promising treatment modality for pediatric achalasia 
was conducted by Lee et al, who demonstrated that 
POEM was efficacious and safe for treating achalasia in 
children, with a significant mean decrease in both ES 
and LES pressure after the procedure, by 6.88 points and 
20.73  mmHg, respectively [45]. However, their findings 
were limited by the small total number of patients 
(n=142), and by the inclusion of non-randomized trials 
and low-quality studies. Recently, Zhong et al performed 
a systematic review and meta-analysis in order to evaluate 
the utility of this novel endoscopic technique in pediatric 
patients [46]. They reported that clinical success was 
achieved in the majority of children, with a significant 
mean reduction in ES and LES pressure following POEM, 
by 6.76 points and 19.38  mmHg, respectively [46]. 
However, this review included only observational studies 
and POEM was not compared with alternative therapeutic 
methods. Nabi et al carried out the most recent systematic 
review and meta-analysis that aimed to explore the clinical 
outcomes of POEM for pediatric achalasia [47]. Similarly, 
this study supported the claim that POEM is an effective 
intervention in children with achalasia, while the pooled 
mean reduction in ES was 6.71 post-POEM [47]. Overall, 
the results of these meta-analyses are consistent with our 
findings, demonstrating the efficacy of this minimally 

invasive procedure that could provide long-term symptom 
resolution in young patients.

Given that the published comparative data are insufficient 
to determine the ideal management of pediatric achalasia, 
our current knowledge of treatment algorithms is largely 
based on the adult literature. Although a treatment strategy 
for achalasia in pediatric patients remains a challenge, 
experience from adult studies can help and guide clinicians 
in treatment selection, according to relevant clinical factors. 
In general, based on network meta-analyses in adults, 
POEM and LHM have comparable efficacy and similar 
clinical success for the management of achalasia [48-50]. In 
2 recent systematic reviews and meta-analyses, both POEM 
and LHM had greater efficacy than pneumatic dilation, but 
neither was significantly superior to the other [49,50]. In the 
same context, Shiu et al reported that POEM demonstrated 
similar results to LHM, and suggested that POEM with 
an anterior or posterior approach, and LHM with Dor or 
Toupet fundoplication, are the best initial treatments for 
achalasia [48].

A strength of our study is the systematic, comprehensive 
and detailed approach to evaluating POEM and LHM 
outcomes, based on ES and LES pressure pre-  and 
postoperatively, as well as perioperative characteristics 
such as operative duration and length of hospitalization, all 
in accordance with the PRISMA reporting guidelines and 
following a predefined registered protocol. Moreover, the 
majority of the eligible studies had a low overall risk of bias 
and applicability concerns. Nevertheless, there are also study 
limitations to consider. First, the quality of meta-analyses 
will always be determined by the quality of the individual 
studies included in the analysis. The majority of the 
individual included studies were retrospective, while only 3 
were prospective. As result, there is a lack of high-quality 
data available in the literature and there are no randomized 
controlled trials. Moreover, there are limited data for LHM, 
making it impossible to compare the 2 methods. The high 
heterogeneity regarding ES and LES pressure between the 
studies was probably associated with the varying design of 
the studies, the internal protocols, and the postoperative 
follow up of each institution.

In the present study, a comparison of the 2 most popular 
and effective methods for EA treatment in children, regarding 
their impact on ES and LES, was not possible, because of the 
inappropriate design of previous studies focusing on the LHM 
procedure. Therefore, our meta-analysis was restricted to the 
POEM method, which showed positive outcomes regarding 
ES and LES pressure pre-  and postoperatively. On the other 
hand, this study demonstrates that POEM’s mean procedure 
duration is shorter than that of LHM, while the length of 
hospital stay is similar. We highlight the need for carrying 
out well-designed studies with homogeneous use of objective 
diagnostic tools and long-term follow up of pediatric patients 
with EA, so as to further clarify the differences between the 2 
methods.



Laparoscopic Heller myotomy vs. POEM B

Annals of Gastroenterology 37

References

1. Franklin A, Petrosyan M, Kane T. Childhood achalasia: a 
comprehensive review of disease, diagnosis and therapeutic 
management. World J Gastrointest Endosc 2014;6:105-111.

2. Shieh TY, Chen CC, Chou CK, et al. Clinical efficacy and safety of 
peroral endoscopic myotomy for esophageal achalasia: a multicenter 
study in Taiwan. J Formos Med Assoc 2022;121:1123-1132.

3. van Lennep M, van Wijk MP, Omari TIM, Salvatore S, 
Benninga MA, Singendonk MMJ; European Society for Paediatric 
Gastroenterology, Hepatology and Nutrition Motility Working 
Group. Clinical management of pediatric achalasia: a survey of 
current practice. J Pediatr Gastroenterol Nutr 2019;68:521-526.

4. Choné A, Familiari P, von Rahden B, et al. Multicenter evaluation 
of clinical efficacy and safety of per-oral endoscopic myotomy in 
children. J Pediatr Gastroenterol Nutr 2019;69:523-527.

5. Page MJ, McKenzie JE, Bossuyt PM, et al. The PRISMA 2020 
statement: an updated guideline for reporting systematic reviews. 
BMJ 2021;372:n71.

6. Eckardt VF, Aignherr C, Bernhard G. Predictors of outcome 
in patients with achalasia treated by pneumatic dilation. 
Gastroenterology 1992;103:1732-1738.

7. DerSimonian R, Laird N. Meta-analysis in clinical trials revisited. 
Contemp Clin Trials 2015;45(Pt A):139-145.

8. Egger M, Davey Smith G, Schneider M, Minder C. Bias in meta-
analysis detected by a simple, graphical test. BMJ 1997;315:629-634.

9. Luo D, Wan X, Liu J, Tong T. Optimally estimating the sample 
mean from the sample size, median, mid-range, and/or mid-
quartile range. Stat Methods Med Res 2018;27:1785-1805.

10. Wan X, Wang W, Liu J, Tong T. Estimating the sample mean and 
standard deviation from the sample size, median, range and/or 
interquartile range. BMC Med Res Methodol 2014;14:135.

11. Shi J, Luo D, Wan X, et al. Detecting the skewness of data from 
the five-number summary and its application in meta-analysis. Stat 

Summary Box

What is already known:

•	 Esophageal	achalasia	(EA)	is	a	rare	disorder	among	
the pediatric population

•	 Laparoscopic	Heller	myotomy	(LHM)	 is	 the	gold	
standard in the treatment of EA

•	 Peroral	 esophageal	 myotomy	 (POEM)	 has	 been	
recently introduced in children for the treatment 
of EA

What the new findings are:

•	 This	is	the	first	meta-analysis	to	evaluate	the	efficacy	
of the 2 most popular treatment modalities, POEM 
and LHM, in children

•	 POEM	 has	 positive	 outcomes	 regarding	 Eckardt	
score and lower esophageal sphincter pressure pre-
and postoperatively

•	 POEM’s	mean	procedure	duration	is	shorter	than	
that of LHM, while the length of hospital stay is 
similar

Methods Med Res 2023;32:1338-1360.
12. Slim K, Nini E, Forestier D, Kwiatkowski F, Panis Y, Chipponi J. 

Methodological index for non-randomized studies (minors): 
development and validation of a new instrument. ANZ J Surg 
2003;73:712-716.

13. Waldhausen JHT, Horgan S, Pellegrini C. Laparoscopic Heller 
myotomy and Dor fundoplication for achalasia in children. 
Pediatric Endosurgery & Innovative Techniques 1999;3:23-27. 
doi: 10.1089/pei.1999.3.23

14. Esposito C, Cucchiara S, Borrelli O, Roblot-Maigret B, Desruelle P, 
Montupet P. Laparoscopic esophagomyotomy for the treatment 
of achalasia in children. A preliminary report of eight cases. Surg 
Endosc 2000;14:110-113.

15. Rothenberg SS, Partrick DA, Bealer JF, Chang JH. Evaluation of 
minimally invasive approaches to achalasia in children. J Pediatr 
Surg 2001;36:808-810.

16. Mehra M, Bahar RJ, Ament ME, et al. Laparoscopic and 
thoracoscopic esophagomyotomy for children with achalasia. 
J Pediatr Gastroenterol Nutr 2001;33:466-471.

17. Patti MG, Albanese CT, Holcomb GW 3rd, et al. Laparoscopic 
Heller myotomy and Dor fundoplication for esophageal achalasia 
in children. J Pediatr Surg 2001;36:1248-1251.

18. Mattioli G, Esposito C, Prato AP, et al. Results of the laparoscopic 
Heller-Dor procedure for pediatric esophageal achalasia. Surg 
Endosc 2003;17:1650-1652.

19. Paidas C, Cowgill SM, Boyle R, Al-Saadi S, Villadolid D, 
Rosemurgy  AS. Laparoscopic Heller myotomy with anterior 
fundoplication ameliorates symptoms of achalasia in pediatric 
patients. J Am Coll Surg 2007;204:977-983.

20. Garzi A, Valla JS, Molinaro F, Amato G, Messina M. Minimally 
invasive surgery for achalasia: combined experience of two 
European centers. J Pediatr Gastroenterol Nutr 2007;44:587-591.

21. Askegard-Giesmann JR, Grams JM, Hanna AM, Iqbal CW, Teh S, 
Moir CR. Minimally invasive Heller’s myotomy in children: safe 
and effective. J Pediatr Surg 2009;44:909-911.

22. Corda L, Pacilli M, Clarke S, Fell JM, Rawat D, Haddad M. 
Laparoscopic oesophageal cardiomyotomy without fundoplication 
in children with achalasia: a 10-year experience: a retrospective 
review of the results of laparoscopic oesophageal cardiomyotomy 
without an anti-reflux procedure in children with achalasia. Surg 
Endosc 2010;24:40-44.

23. Tannuri AC, Tannuri U, Velhote MC, Romão RL. Laparoscopic 
extended cardiomyotomy in children: an effective procedure for the 
treatment of esophageal achalasia. J Pediatr Surg 2010;45:1463-1466.

24. Esposito C, Riccipetitoni G, Chiarenza SF, et al. Long-term results 
of laparoscopic treatment of esophageal achalasia in children: a 
multicentric survey. J Laparoendosc Adv Surg Tech A 2013;23:955-959.

25. Pachl MJ, Rex D, Decoppi P, et al. Paediatric laparoscopic Heller’s 
cardiomyotomy: a single centre series. J Pediatr Surg 2014;49:289-292.

26. Alkhatrawi T, Elsherbini R, Ouslimane D. Laparoscopic 
esophagomyotomy in children: is routine fundoplication 
necessary? Ann Pediatr Surg 2013;9:1-5.

27. Chen WF, Li QL, Zhou PH, et al. Long-term outcomes of peroral 
endoscopic myotomy for achalasia in pediatric patients: a prospective, 
single-center study. Gastrointest Endosc 2015;81:91-100.

28. Tang X, Gong W, Deng Z, et al. Usefulness of peroral endoscopic 
myotomy for treating achalasia in children: experience from a 
single center. Pediatr Surg Int 2015;31:633-638.

29. Li C, Tan Y, Wang X, Liu D. Peroral endoscopic myotomy for 
treatment of achalasia in children and adolescents. J Pediatr Surg 
2015;50:201-205.

30. Caldaro T, Familiari P, Romeo EF, et al. Treatment of esophageal 
achalasia in children: today and tomorrow. J  Pediatr Surg 
2015;50:726-730.

31. Tan Y, Zhu H, Li C, Chu Y, Huo J, Liu D. Comparison of peroral 



10 A. Dimopoulou et al

Annals of Gastroenterology 37 

endoscopic myotomy and endoscopic balloon dilation for primary 
treatment of pediatric achalasia. J Pediatr Surg 2016;51:1613-1618.

32. Altokhais T, Mandora H, Al-Qahtani A, Al-Bassam A. Robot-
assisted Heller’s myotomy for achalasia in children. Comput Assist 
Surg (Abingdon) 2016;21:127-131.

33. Nabi Z, Ramchandani M, Nageshwar Reddy D, et al. Per 
oral endoscopic myotomy in children with achalasia cardia. 
J Neurogastroenterol Motil 2016;22:613-619.

34. Grabowski A, Korlacki W, Pasierbek M, Pułtorak R, Achtelik F, 
Ilewicz M. Pediatric achalasia. Single-center study of interventional 
treatment. Prz Gastroenterol 2017;12:98-104.

35. Miao S, Wu J, Lu J, et al. Peroral endoscopic myotomy in children 
with achalasia: a relatively long-term single-center study. J Pediatr 
Gastroenterol Nutr 2018;66:257-262.

36. Liu Z, Wang Y, Fang Y, et al. Short-term safety and efficacy of 
peroral endoscopic myotomy for the treatment of achalasia in 
children. J Gastroenterol 2020;55:159-168.

37. Wood LS, Chandler JM, Portelli KE, Taylor JS, Kethman WC, 
Wall JK. Treating children with achalasia using per-oral endoscopic 
myotomy (POEM): twenty-one cases in review. J  Pediatr Surg 
2020;55:1006-1012.

38. Saez J, Mejia R, Pattillo JC, et al. Per oral endoscopic myotomy 
(POEM) in pediatric patients with esophageal achalasia: first 
Latin-American experience. J Pediatr Surg 2021;56:706-710.

39. Petrosyan M, Mostammand S, Shah AA, Darbari A, Kane TD. Per oral 
endoscopic myotomy (POEM) for pediatric achalasia: Institutional 
experience and outcomes. J Pediatr Surg 2022;57:728-735.

40. Peng D, Tan Y, Li C, et al. Peroral endoscopic myotomy for pediatric 
achalasia: a retrospective analysis of 21  cases with a minimum 
follow-up of 5 years. Front Pediatr 2022;10:845103.

41. Nabi Z, Ramchandani M, Basha J, Goud R, Darisetty S, Reddy DN. 
POEM is a durable treatment in children and adolescents with 

achalasia cardia. Front Pediatr 2022;10:812201.
42. Petrosyan M, Khalafallah AM, Guzzetta PC, Sandler AD, Darbari A, 

Kane TD. Surgical management of esophageal achalasia: Evolution 
of an institutional approach to minimally invasive repair. J Pediatr 
Surg 2016;51:1619-1622.

43. Savarino E, Bhatia S, Roman S, et al. Achalasia. Nat Rev Dis Primers 
2022;8:28.

44. Martins RK, Ribeiro IB, DE Moura DTH, Hathorn KE, 
Bernardo  WM, DE Moura EGH. Peroral (POEM) or surgical 
myotomy for the treatment of achalasia: a systematic review and 
meta-analysis. Arq Gastroenterol 2020;57:79-86.

45. Lee Y, Brar K, Doumouras AG, Hong D. Peroral endoscopic myotomy 
(POEM) for the treatment of pediatric achalasia: a systematic review 
and meta-analysis. Surg Endosc 2019;33:1710-1720.

46. Zhong C, Tan S, Huang S, Peng Y, Lü M, Tang X. Clinical outcomes of 
peroral endoscopic myotomy for achalasia in children: a systematic 
review and meta-analysis. Dis Esophagus 2021;34:doaa112.

47. Nabi Z, Talukdar R, Chavan R, Basha J, Reddy DN. Outcomes of 
per-oral endoscopic myotomy in children: a systematic review and 
meta-analysis. Dysphagia 2022;37:1468-1481.

48. Shiu SI, Chang CH, Tu YK, Ko CW. The comparisons of different 
therapeutic modalities for idiopathic achalasia: A systematic review 
and network meta-analysis. Medicine (Baltimore) 2022;101:e29441.

49. Mundre P, Black CJ, Mohammed N, Ford AC. Efficacy of surgical 
or endoscopic treatment of idiopathic achalasia: a systematic 
review and network meta-analysis. Lancet Gastroenterol Hepatol 
2021;6:30-38.

50. Dirks RC, Kohn GP, Slater B, et al. Is peroral endoscopic myotomy 
(POEM) more effective than pneumatic dilation and Heller 
myotomy? a systematic review and meta-analysis. Surg Endosc 
2021;35:1949-1962.



Supplementary material

-202
SN

D
 o

f e
ffe

ct
 e

st
im

at
e

0 200 400 600 800
Precision

Study regression line
95% CI for intercept

Supplementary Figure 1 Egger’s test plot for mean Eckardt score 
difference for the peroral endoscopic myotomy (POEM) procedure
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Supplementary Figure 2 Egger’s test plot for mean lower esophageal 
sphincter (LES) pressure difference for the peroral endoscopic 
myotomy (POEM) procedure

-2
0

2
SN

D
 o

f e
ffe

ct
 e

st
im

at
e

0 .1 .2 .3
Precision

Study regression line
95% CI for intercept

Supplementary Figure 3 Egger’s test plot for the operation duration 
(min) over all studies
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Supplementary Figure 4 Egger’s test plot for the length of stay (days) 
over all studies

Supplementary Table 1 Results of meta-analysis of difference in 
mean Eckardt score, preoperatively and postoperatively, for the 
peroral endoscopic myotomy (POEM) procedure

Study [ref.] SMD 95%CI % Weight

Li (2015) [29] 4.253 2.514-5.992 6.49

Chen (2015) [27] 5.804 4.568-7.041 9.03

Tang (2015) [28] 4.963 2.233-7.692 3.54

Caldaro (2015) [30] 4.631 2.779-6.482 6.03

Tan (2016) [31] 4.806 3.176-6.437 6.97

Nabi (2022) [47] 5.026 3.528-6.524 7.60

Chone (2019) [4] 3.859 3.424-4.294 13.90

Liu (2020) [36] 4.413 3.961-4.865 13.82

Wood (2020) [37] 2.263 1.481-3.046 11.88

Petrosyan (2022) [39] 4.956 4.027-5.885 10.93

Peng (2022) [40] 4.665 3.556-5.773 9.80

D+L pooled SMD 4.387 3.799-4.974 100.00
Heterogeneity Chi-squared=38.51 (d.f. = 10), P<0.001 
I2 (variation in SMD attributable to heterogeneity) = 74.0% 
Estimate of between-study variance Tau-squared = 0.5969 
Test of SMD=0, z=14.64, P<0.001 
SMD, standardized mean difference; CI, confidence interval



Supplementary Table 2 Results of meta-analysis of difference in 
mean lower esophageal sphincter (LES) pressure, preoperatively 
and postoperatively, for the peroral endoscopic myotomy (POEM) 
procedure

Study [ref.] SMD 95%CI % Weight

Li (2015) [29] 7.876 4.995-10.758 5.53

Chen (2015) [27] 2.995 2.210-3.780 15.26

Tang (2015) [28] 1.765 0.254-3.276 11.04

Caldaro (2015) [30] 1.477 0.421-2.533 13.69

Tan (2016) [31] 5.525 3.707-7.343 9.44

Nabi (2016) [33] 2.388 1.438-3.338 14.31

Peng (2022) [40] 3.484 2.575-4.394 14.55

Nabi (2022) [47]] 2.491 1.888-3.094 16.19

D+L pooledSMD 3.063 2.247-3.879 100.00
Heterogeneity Chi-squared=32.47 (d.f. = 7) P=0.000 
I-squared (variation in SMD attributable to heterogeneity) = 78.4% 
Estimate of between-study variance Tau-squared = 0.9760 
Test of SMD=0, z=7.36; P<0.001 
SMD, standardized mean difference CI, confidence interval

Supplementary Table 3 Results of meta-analysis of mean operation duration (min) over all studies for laparoscopic Heller myotomy (LHM) vs. 
peroral endoscopic myotomy (POEM)

Method and Author [ref.] Effect 95%CI % Weight

LHM
Patti (2002) [17]
Corda (2010) [22]
Caldaro (2015a) [30]
Subgroup, DL

144
100.161

149
130.171

124.974-163.026
88.432-111.891

126.918-171.082
95.84-164.501

9.83
10.53
9.48

29.83

POEM
Caldaro (2015b) [30]
Tang (2015) [28]
Nabi (2016) [33]
Chone (2019) [4]
Wood (2020) [37]
Petrosyan (2022) [39]
Peng (2022) [40]
Subgroup, DL
Overall, DL

62
58.17

113.423
72.5
92

138.1
58.67

82.528
97.475

53.703-70.297
39.596-76.744

84.038-142.808
65.868-79.132
69.76-114.24

119.509-156.691
51.029-66.311
66.444-98.612
79.23-115.72

10.76
9.88
8.56

10.85
9.46
9.88
10.8

70.17
100

Cochran’s Q statistics for heterogeneity

Measure Value df P-value I²

LHM 23.62 2 0 91.50%

POEM 77.81 6 0 92.30%

Overall 192.78 9 0 95.30%

Between 6.07 1 0.014
CI, confidence interval; DL, DerSimonian and Laird method df, degrees of freedom



Supplementary Table 4 Results of meta-analysis of mean length of hospital stay (days) over all studies for laparoscopic Heller myotomy (LHM) 
vs. peroral endoscopic myotomy (POEM)

Method and Author [ref.] Effect 95%CI % Weight

LHM
Mehra (2001) [16]
Patti (2002) [17]
Paidas (2007) [19]
Corda (2010) [22]
Altokhais (2016) [32]
Caldaro (2015a) [30]
Subgroup, DL

2.7
1.5
3
3

4.011
6

2.767

2.575-2.825
0.902-2.098
1.481-4.519
2.531-3.469
2.45-5.572

2.799-9.201
2.163-3.371

8.83
8.2

5.82
8.44
5.71
2.67

39.66

POEM
Caldaro (2015b) [30]
Chen (2015) [27]
Tang (2015) [28]
Chone (2019) [4]
Wood (2020) [37]
Saez (2021) [38]
Petrosyan (2022) [39]
Peng (2022) [40]
Subgroup, DL
Overall, DL

4.1
3.2

8.089
3.9
1
2

2.4
6.42
3.59

3.268

3.185-5.015
2.747-3.653

5.118-11.061
3.483-4.317
0.786-1.214
1.257-2.743
2.131-2.669

5.56-7.28
2.482-4.699
2.642-3.893

7.45
8.47
2.96
8.52
8.77
7.87
8.72
7.59

60.34
100

Cochran’s Q statistics for heterogeneity

Measure Value df p-value I²

LHM 23.93 5 0 79.10%

POEM 330.13 7 0 97.90%

Overall 382.25 13 0 96.60%

Between 1.63 1 0.201
CI, confidence interval; DL, DerSimonian and Laird method; df, degrees of freedom

Supplementary Table 5 Egger’s test for small-study effect of mean Eckardt score difference for the peroral endoscopic myotomy (POEM) 
procedure

Number of studies=11 Root MSE=40.7

Std_Eff Coeff. Std. Error t P-value 95% CI

Slope -6.679 0.055 -121.39 <0.001 -6.803 -6.554

Bias 11.501 14.643 0.79 0.452 -21.623 44.626
Test of H0: no small-study effects; p-value=0.452 
MSE, mean squared error; Std_Eff, standardized effect; CI, confidence interval

Supplementary Table 6 Egger’s test for small-study effect of mean 
lower esophageal sphincter (LES) pressure difference for the peroral 
endoscopic myotomy (POEM) procedure

Number of studies=8 Root MSE=0.606

Std_Eff Coeff. Std. Error t P-value 95%CI

Slope 0.197 0.037 5.26 0.002 0.105-0.289

Bias 2.313 0.383 6.05 0.001 1.377-3.249
Test of H0: no small-study effects; P=0.001 
MSE, mean squared error; Std_Eff, standardized effect CI, confidence interval



Supplementary Table 7 Egger’s test for small-study effect of mean 
operative time (min) for laparoscopic Heller myotomy (LHM) vs. 
peroral endoscopic myotomy (POEM)

Number of studies=10  Root MSE=3.391

Std_Eff Coeff. Std. Err. t P-value 95%CI

slope 41.668 13.738 3.03 0.016 9.989-73.347

bias 6.925 2.339 2.96 0.018 1.532-12.318
Test of H0: no small-study effects; P=0.018 
MSE, mean squared error; Std_Eff, standardized effect; CI, confidence interval

Supplementary Table 8 Egger’s test for small-study effect of mean 
length of hospital stay (days) for Laparoscopic Heller myotomy 
(LHM) vs. peroral endoscopic myotomy (POEM)

Number of studies=14 Root MSE=5.279 

Std_Eff Coef. Std. Err. t P-value 95%CI

slope 2.138 0.358 5.99 <0.001 1.361 to 2.916

bias 2.7139 2.070 1.31 0.214 -1.796 to 7.224
Test of H0: no small-study effects; P=0.214 
MSE, mean squared error Std_Eff, standardized effect; CI, confidence interval
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