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ABSTRACT
Objective  Whether splenectomy increases the risk of 
chronic thromboembolic pulmonary hypertension (CTEPH) 
remains unclear. We conducted a systematic review 
and meta-analysis to explore the association between 
splenectomy and CTEPH.
Design  Systematic review and meta-analysis.
Data sources  PubMed, Embase and Cochrane Library 
databases.
Methods  Two authors independently searched and 
extracted the data. The Newcastle-Ottawa Scale and the 
Strengthening the Reporting of Observational Studies in 
Epidemiology guidelines were used to assess the quality of 
the included studies, and each quality item was graded as 
low risk or high risk. A random-effects model was used to 
calculate different effective values.
Results  In total, 8 trials involving 6183 participants 
fulfilled the inclusion criteria. The overall pooled crude 
prevalence of splenectomy was 4.0% (95% CI 0.03 
to 0.06, I2=71.5%, p<0.001) in patients with CTEPH. 
Subgroup analysis showed a statistically significant 
high incidence of splenectomy in patients with CTEPH 
(OR=2.94, 95% CI 1.62 to 5.33, I2=0.0%, p<0.001) 
compared with patients with pulmonary arterial 
hypertension. There was a significantly high incidence of 
splenectomy in patients with CTEPH (OR=5.59, 95% CI 
2.12 to 14.74, I2=0.0%, p<0.001) compared with patients 
with thromboembolism disease (venous thromboembolism 
or pulmonary embolism).
Conclusion  The prevalence of splenectomy in patients 
with CTEPH was 4.0% and CTEPH might be associated 
with splenectomy. However, high-quality prospective trials 
are needed.
PROSPERO registration number  CRD42020137591.

INTRODUCTION
Chronic thromboembolic pulmonary hyper-
tension (CTEPH) is a disease of pulmo-
nary artery obstruction and non-obstructive 
pulmonary artery remodelling as a conse-
quence of pulmonary artery thromboembo-
lism, which eventually leads to right heart 
failure and death.1 CTEPH, a well-known 
long-lasting complication of acute pulmonary 

thromboembolism associated with poor 
thrombus resolution and altered pulmo-
nary artery haemodynamics,2 is considered 
a postpulmonary embolism syndrome.3 In 
long-term follow-up, the mortality of CTEPH 
was high, and with increases in pulmonary 
artery pressure the mortality rate gradually 
increases.4 Lupus anticoagulant and antiphos-
pholipid antibodies and coagulation factor 
VIII have been associated with CTEPH.5 6

Splenectomy can also increase the inci-
dence of venous thromboembolism.7 The 
2018 Cologne Consensus Conference 
mentioned that an interplay between splenec-
tomy and several factors is shown to promote 
transformation of pulmonary embolism 
into a fibrotic vascular occlusion.8 Previous 
studies reported that 2.1%–8.6% of patients 
with CTEPH had undergone splenectomy.9 10 
Another study showed that the incidence of 
splenectomy in patients with CTEPH was 
similar to that in patients with idiopathic 
pulmonary arterial hypertension (IPAH).11 
Based on these findings, it is difficult to 
determine the relationship between splenec-
tomy and CTEPH. Therefore, this systematic 
review and meta-analysis was conducted to 
confirm whether splenectomy increased the 
risk of CTEPH.

Strengths and limitations of this study

►► This systematic review focuses on the prevalence 
of splenectomy and also evaluates the association 
of splenectomy in patients with chronic thrombo-
embolic pulmonary hypertension compared with 
patients with pulmonary arterial hypertension or 
thromboembolism disease.

►► Absence of evident publication bias increases the 
reliability of our findings.

►► The trials included were not randomised controlled 
trials and the sample size was small.
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METHODS
This meta-analysis was performed according to the 
Preferred Reporting Items for Systematic Reviews and 
Meta-Analyses statement.12–14 AMSTAR 2 (A MeaSure-
ment Tool to Assess systematic Reviews) was used to assess 
the methodological quality of this systematic review and 
meta-analysis.15 16 This study was registered in PROS-
PERO (International Prospective Register of Systematic 
Reviews).

Search strategy
PubMed, Cochrane Library and Embase databases were 
searched from database inception to 7 April 2019 using 
the keywords splenectomy, splenectomies, hyperten-
sion, pulmonary, pulmonary hypertension and chronic 
thromboembolic pulmonary hypertension to identify 
all potentially eligible trials. No language restrictions 
were imposed. The reference lists of articles relevant to 
the topic were hand-searched to identify other poten-
tially relevant articles. The specific search strategies are 
reported in online supplemental appendix 1.

Study selection
Trials that enrolled patients diagnosed with CTEPH and 
reported any splenectomy profile were selected, as well 
as trials that reported the prevalence of splenectomy in 
patients with CTEPH. The exclusion criteria were confer-
ence abstracts, reviews, case reports, animal trials, letters 
and other unrelated topics and trials that contained 
duplicate data.

Quality assessment
Two authors independently assessed the risk of bias in 
the non-randomised studies using the Newcastle-Ottawa 
Scale, which assesses sample representativeness and size, 
and assessed the representativeness of cases compared 
with the control group, the comparability between 
CTEPH and the control group, the ascertainment of 
splenectomy and the thoroughness of descriptive statis-
tics reporting. Studies with scores of less than 3 points 
were judged as having a high risk of bias and those with 
more than 3 points as low risk of bias. The risk of bias in 
the observational studies was assessed using an adapted 
version of the Strengthening the Reporting of Observa-
tional Studies in Epidemiology (STROBE) guidelines.17 
Twenty-two items were evaluated to reveal the strengths 
and weaknesses of the trials to facilitate rational interpre-
tation and application of trial results. The third author 
resolved disagreements.

Data extraction
Two authors independently extracted the following 
information from each trial: lead author, publication 
year, country of origin, study type, sample size, patient 
characteristics, patient type in the control group, the 
OR of splenectomy and the prevalence of splenectomy. 
Disagreements were resolved by the third author.

The primary outcome was the prevalence estimates 
of splenectomy. The secondary outcome was the ORs 

of splenectomy. All eight trials reported the prevalence 
of splenectomy and five trials reported the ORs of 
splenectomy.

Statistical analysis
A meta-analysis was performed to calculate the OR and 
95% CI of the dichotomous outcome data. The preva-
lence of splenectomy was also calculated. Forest plots 
showed the individual studies and the meta-analysis esti-
mates.18 A random-effects model was used to pool the 
data and evaluate the statistical heterogeneity between 
the summary data using the I2 statistics. In this meta-
analysis, an I2 >50% indicated a significant heterogeneity 
between studies.19

Sensitivity analysis was performed to determine the 
influence of each trial on the association of splenectomy 
with CTEPH compared with the control group.

To evaluate whether the association between sple-
nectomy and CTEPH was changed when compared 
with different control groups, subgroup analyses were 
performed based on different control groups. The 
control groups were PAH or thromboembolism disease 
(venous thromboembolism or pulmonary embolism). 
Publication bias was assessed by examining funnel plots 
and by Egger test.20 21

Review Manager V.5.3 (Nordic Cochrane Centre, The 
Cochrane Collaboration) and Stata V.13.0 were used to 
analyse the data. P<0.05 indicated a statistically significant 
difference.

Patient and public involvement
Patients and the public were not involved in this review.

RESULTS
Study identification and selection
By the search strategy, 422 potentially eligible records 
were identified when duplicate trials were excluded. The 
titles and abstracts of the identified records were screened 
for inclusion. After excluding conference abstracts, 
reviews, case reports, animal trials, letters and other unre-
lated topics, the full text of 21 trials was reviewed. Finally, 
8 trials6 9–11 22–25 involving a total of 6183 patients were 
included in the meta-analysis (figure 1).

Patient characteristics of the included trials are 
reported in table 1. The included trials were mostly retro-
spective studies. The majority of patients included were 
from Europe and there was an equal distribution between 
genders. All trials reported the prevalence of splenec-
tomy in patients with CTEPH, but three observational 
studies23–25 did not report the incidence of splenectomy 
between the CTEPH group and the PAH or thromboem-
bolism disease (venous thromboembolism or pulmonary 
embolism) group, so only the prevalence of splenectomy 
in patients with CTEPH was included. Only two trials 
reported the causes of splenectomies.9 23

The Newcastle-Ottawa Scale score components for the 
five individual trials are shown in table 1. One trial22 was of 

https://dx.doi.org/10.1136/bmjopen-2020-038385


3Zhang L, et al. BMJ Open 2021;11:e038385. doi:10.1136/bmjopen-2020-038385

Open access

low quality and four6 9–11 were of high quality. The STROBE 
scores of the three individual trials ranged from 1723 25 to 
1824 (table 1), but no trials described any efforts to address 
potential sources of bias. Furthermore, two trials did not 
clearly define the variables,23 24 two trials failed to report 
other analyses such as subgroup or sensitivity analysis,23 25 
and two trials did not report the source of funding.23 25

Prevalence of splenectomy in CTEPH
The pooled crude prevalence of splenectomy in patients 
with CTEPH from the eight trials was 4.0% (95% CI 0.03 
to 0.06, I2=71.5%, p<0.001) (figure  2). The prevalence 
reported by the individual trials ranged from 2.0% to 9.0%.

Sensitivity analysis of this study excluded each serially 
repeated trial and showed that no individual trial signifi-
cantly affected the overall prevalence of splenectomy in 
patients with CTEPH (online supplemental eTable 1).

Comparison of incidence of splenectomy among patients with 
CTEPH, PAH and thromboembolism disease
Five trials compared the incidence of splenectomy in 
patients with CTEPH with that in patients with PAH 
or thromboembolism disease. As shown in figure  3, 
the subgroup analysis showed a statistically significant 
high incidence of splenectomy in patients with CTEPH 
(OR=2.94, 95% CI 1.62 to 5.33, I2=0.0%, p<0.001) 
compared with patients with PAH. There was also a 
significantly high incidence of splenectomy in patients 
with CTEPH (OR=5.59, 95% CI 2.12 to 14.74, I2=0.0%, 
p<0.001) compared with patients with thromboembolism 
disease.

A sensitivity analysis was performed to assess the weight of 
each trial. Sensitivity analysis in this meta-analysis excluded 
each serially repeated trial and showed that no individual 
trial significantly affected the overall incidence of splenec-
tomy in patients with CTEPH and patients with PAH or 
thromboembolism disease (online supplemental eTable 2).

Figure 1  Flow chart of study search and selection process.
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Publication bias
No significant asymmetry was apparent by visual inspection 
of the funnel plot of studies reporting on splenectomies 
(figure 4). The Egger test did not show significant publica-
tion bias (p=0.52).

DISCUSSION
The results of this systematic review and meta-analysis 
showed a statistically significant high incidence of splenec-
tomies in patients with CTEPH compared with patients with 
PAH or thromboembolism disease. It showed that splenec-
tomy could be significantly associated with CTEPH. The 
pooled prevalence of patients with CTEPH with splenecto-
mies was 4.0%. Sensitivity analysis showed that no individual 
trial significantly affected the overall incidence.

The prerequisite for CTEPH may be both in situ throm-
bosis and embolism.26 Patients undergoing splenectomy 
may have significant enrichment of anion phospholipids26 
and platelet-derived microparticles (MP).27 These MPs 
contribute to thrombus formation by acting as procoagulants 

by providing a negatively charged surface for the assembly 
of coagulation proteases.28 Erythrocyte membrane compo-
nents have been reported to have an effect on venous throm-
boembolic diseases.29 30 The number of red blood cells with 
altered phosphatidylserine expression was increased 20-fold 
after splenectomies in patients with thalassaemia.29 These 
cells are also procoagulant phenotypic markers that accel-
erate thrombin formation. Also, the loss of splenic filtration 
will result in the retention of abnormal red blood cells in 
the peripheral circulation after splenectomy, leading to acti-
vation of the coagulation cascade, even in the absence of 
chronic haemolysis.

Therefore, we suggest that the development of throm-
botic complications in patients undergoing splenectomy 
should be monitored closely by routine ECG and/or echo-
cardiography.31 Splenectomised patients who present 
with exertional dyspnoea, ECG with right ventricular 
overload, and right heart enlargement and/or elevated 
pulmonary arterial pressure by echocardiography should 
be referred to the centre of pulmonary hypertension for 
further assessment.31

In conclusion, this study found that the prevalence of 
splenectomy in CTEPH was 4.0% and that CTEPH was 
associated with splenectomy. High-quality prospective 
trials are needed to further explore the (causal) relation-
ship between CTEPH and splenectomy.

Limitations
First, the trials included were not randomised controlled 
trials and had small sample sizes, which might cause bias. 
Second, trauma is the main indication for splenectomy, 
and surgery after a traumatic abdominal injury may be a 
relevant factor in thromboembolism. Therefore, trauma 
and surgery may have caused substantial heterogeneity in 
this study. However, there was not enough information to 
explore these factors further. Third, many haematological 
disorders responsible for splenectomy are confounding 
factors for CTEPH, but there was insufficient information 
for subgroup analysis.

Author affiliations
1School of Basic Medicine, Gansu University of Chinese Medicine, Lanzhou, Gansu, 
China

Figure 2  Forest plot with meta-analysis of the prevalence 
and 95% CI of splenectomy in patients with chronic 
thromboembolic pulmonary hypertension in the assessed 
studies.

Figure 3  Forest plot with meta-analysis of the association 
of splenectomy between chronic thromboembolic pulmonary 
hypertension, pulmonary arterial hypertension (PAH) and 
thromboembolism disease.

Figure 4  Funnel plot to assess publication bias.



5Zhang L, et al. BMJ Open 2021;11:e038385. doi:10.1136/bmjopen-2020-038385

Open access

2Department of Pathology, Gansu Provincial Hospital, Lanzhou, Gansu, China
3Institute of Clinical Research and Evidence Based Medicine, Gansu Provincial 
Hospital, Lanzhou University, Lanzhou, Gansu, China
4Evidence Based Medicine Center, Lanzhou University, Lanzhou, Gansu, China
5Department of Epidemiology and Health Statistics, West China School of Public 
Health and West China Fourth Hospital, Sichuan University, Chengdu, Sichuan, China
6Key Laboratory of Evidence-based Medicine and Knowledge Translation of Gansu 
Province, Lanzhou, Gansu, China
7Department of Pathology, Ganzhou People’s Hospital, Ganzhou, Jiangxi, China
8Department of Science and Research, Gansu Provincial Hospital, Lanzhou, Gansu, 
China
9Department of Cardiology, Gansu Provincial Hospital, Lanzhou, Gansu, China

Contributors  LZ and PY analysed patient data and were major contributors to the 
preparation of the manuscript. SW and KY analysed part of patient data. XZ and 
YB performed the literature search and extracted the data. XC was responsible 
for statistical analysis. LL made substantial contributions to the conception of the 
study. MZ and YC drafted the manuscript. All authors have read and approved the 
final version of this manuscript.

Funding  This study was supported by the National Natural Science Foundation 
of China (grant no 81860059), the International Cooperation Exchange Project of 
Gansu Province (grant no 18YF1WA046), and CAS ‘Light of West China’ programme 
granted to MZ and YC.

Competing interests  None declared.

Patient consent for publication  Not required.

Provenance and peer review  Not commissioned; externally peer reviewed.

Data availability statement  No unpublished data are available.

Supplemental material  This content has been supplied by the author(s). It has 
not been vetted by BMJ Publishing Group Limited (BMJ) and may not have been 
peer-reviewed. Any opinions or recommendations discussed are solely those 
of the author(s) and are not endorsed by BMJ. BMJ disclaims all liability and 
responsibility arising from any reliance placed on the content. Where the content 
includes any translated material, BMJ does not warrant the accuracy and reliability 
of the translations (including but not limited to local regulations, clinical guidelines, 
terminology, drug names and drug dosages), and is not responsible for any error 
and/or omissions arising from translation and adaptation or otherwise.

Open access  This is an open access article distributed in accordance with the 
Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, which 
permits others to distribute, remix, adapt, build upon this work non-commercially, 
and license their derivative works on different terms, provided the original work is 
properly cited, appropriate credit is given, any changes made indicated, and the use 
is non-commercial. See: http://​creativecommons.​org/​licenses/​by-​nc/​4.​0/.

ORCID iDs
Liyan Zhang http://​orcid.​org/​0000-​0001-​8410-​9262
Kehu Yang http://​orcid.​org/​0000-​0001-​7864-​3012

REFERENCES
	 1	 Kim NH, Delcroix M, Jais X, et al. Chronic thromboembolic 

pulmonary hypertension. Eur Respir J 2019;53:1801915.
	 2	 Lang IM, Pesavento R, Bonderman D, et al. Risk factors and basic 

mechanisms of chronic thromboembolic pulmonary hypertension: a 
current understanding. Eur Respir J 2013;41:462–8.

	 3	 Klok FA, van der Hulle T, den Exter PL, et al. The post-PE syndrome: 
a new concept for chronic complications of pulmonary embolism. 
Blood Rev 2014;28:221–6.

	 4	 Riedel M, Stanek V, Widimsky J, et al. Longterm follow-up of patients 
with pulmonary thromboembolism. Late prognosis and evolution of 
hemodynamic and respiratory data. Chest 1982;81:151–8.

	 5	 Wolf M, Boyer-Neumann C, Parent F, et al. Thrombotic risk factors in 
pulmonary hypertension. Eur Respir J 2000;15:395–9.

	 6	 Bonderman D, Wilkens H, Wakounig S, et al. Risk factors for 
chronic thromboembolic pulmonary hypertension. Eur Respir J 
2009;33:325–31.

	 7	 Boyle S, White RH, Brunson A, et al. Splenectomy and the incidence 
of venous thromboembolism and sepsis in patients with immune 
thrombocytopenia. Blood 2013;121:4782–90.

	 8	 Wilkens H, Konstantinides S, Lang IM, et al. Chronic thromboembolic 
pulmonary hypertension (CTEPH): updated recommendations 
from the Cologne consensus conference 2018. Int J Cardiol 
2018;272S:69–78.

	 9	 Jaïs X, Ioos V, Jardim C, et al. Splenectomy and chronic 
thromboembolic pulmonary hypertension. Thorax 2005;60:1031–4.

	10	 Martinez C, Wallenhorst C, Teal S, et al. Incidence and risk factors of 
chronic thromboembolic pulmonary hypertension following venous 
thromboembolism, a population-based cohort study in England. 
Pulm Circ 2018;8:2045894018791358.

	11	 Lang IM, Simonneau G, Pepke-Zaba JW, et al. Factors associated 
with diagnosis and operability of chronic thromboembolic 
pulmonary hypertension. A case-control study. Thromb Haemost 
2013;110:83–91.

	12	 Liberati A, Altman DG, Tetzlaff J, et al. The PRISMA statement for 
reporting systematic reviews and meta-analyses of studies that 
evaluate healthcare interventions: explanation and elaboration. BMJ 
2009;339:b2700.

	13	 Ge L, Tian J-H, Li Y-N, et al. Association between prospective 
registration and overall reporting and methodological quality of 
systematic reviews: a meta-epidemiological study. J Clin Epidemiol 
2018;93:45–55.

	14	 Wang X, Chen Y, Yao L, et al. Reporting of declarations and conflicts 
of interest in WHO guidelines can be further improved. J Clin 
Epidemiol 2018;98:1–8.

	15	 Pieper D, Buechter RB, Li L, et al. Systematic review found AMSTAR, 
but not R(evised)-AMSTAR, to have good measurement properties.  
J Clin Epidemiol 2015;68:574–83.

	16	 Yan P, Yao L, Li H, et al. The methodological quality of robotic 
surgical meta-analyses needed to be improved: a cross-sectional 
study. J Clin Epidemiol 2019;109:20–9.

	17	 von Elm E, Altman DG, Egger M, et al. The strengthening the 
reporting of observational studies in epidemiology (STROBE) 
statement: guidelines for reporting observational studies. J Clin 
Epidemiol 2008;61:344–9.

	18	 Xu R, Ding S, Zhao Y, et al. Autologous transplantation of bone 
marrow/blood-derived cells for chronic ischemic heart disease: a 
systematic review and meta-analysis. Can J Cardiol 2014;30:1370–7.

	19	 Higgins JPT, Thompson SG, Deeks JJ, et al. Measuring 
inconsistency in meta-analyses. BMJ 2003;327:557–60.

	20	 Egger M, Davey Smith G, Schneider M, et al. Bias in meta-analysis 
detected by a simple, graphical test. BMJ 1997;315:629–34.

	21	 Sterne JA, Egger M. Funnel plots for detecting bias in meta-analysis: 
guidelines on choice of axis. J Clin Epidemiol 2001;54:1046–55.

	22	 Coquoz N, Weilenmann D, Stolz D, et al. Multicentre observational 
screening survey for the detection of CTEPH following pulmonary 
embolism. Eur Respir J 2018;51:1702505.

	23	 Condliffe R, Kiely DG, Gibbs JSR, et al. Prognostic and aetiological 
factors in chronic thromboembolic pulmonary hypertension. Eur 
Respir J 2009;33:332–8.

	24	 Pepke-Zaba J, Delcroix M, Lang I, et al. Chronic thromboembolic 
pulmonary hypertension (CTEPH): results from an international 
prospective registry. Circulation 2011;124:1973–81.

	25	 Bohacekova M, Kaldararova M, Valkovicova T, et al. Risk factors 
detection in chronic thromboembolic pulmonary hypertension, a tool 
for risk quantification? Bratisl Lek Listy 2016;117:577–82.

	26	 Frey MK, Alias S, Winter MP, et al. Splenectomy is modifying 
the vascular remodeling of thrombosis. J Am Heart Assoc 
2014;3:e000772.

	27	 Fontana V, Jy W, Ahn ER, et al. Increased procoagulant cell-derived 
microparticles (C-MP) in splenectomized patients with ITP. Thromb 
Res 2008;122:599–603.

	28	 Peacock AJ. Pulmonary hypertension after splenectomy: a 
consequence of loss of the splenic filter or is there something more? 
Thorax 2005;60:983–4.

	29	 Kuypers FA, Yuan J, Lewis RA, et al. Membrane phospholipid 
asymmetry in human thalassemia. Blood 1998;91:3044–51.

	30	 Atichartakarn V, Angchaisuksiri P, Aryurachai K, et al. Relationship 
between hypercoagulable state and erythrocyte phosphatidylserine 
exposure in splenectomized haemoglobin E/beta-thalassaemic 
patients. Br J Haematol 2002;118:893–8.

	31	 Galiè N, Humbert M, Vachiery J-L, et al. 2015 ESC/ERS guidelines 
for the diagnosis and treatment of pulmonary hypertension: the 
joint Task force for the diagnosis and treatment of pulmonary 
hypertension of the European Society of cardiology (ESC) and the 
European respiratory Society (ERS): endorsed by: association for 
European paediatric and congenital cardiology (AEPC), International 
Society for heart and lung transplantation (ISHLT). Eur Heart J 
2016;37:67–119.

http://creativecommons.org/licenses/by-nc/4.0/
http://orcid.org/0000-0001-8410-9262
http://orcid.org/0000-0001-7864-3012
http://dx.doi.org/10.1183/13993003.01915-2018
http://dx.doi.org/10.1183/09031936.00049312
http://dx.doi.org/10.1016/j.blre.2014.07.003
http://dx.doi.org/10.1378/chest.81.2.151
http://dx.doi.org/10.1034/j.1399-3003.2000.15b28.x
http://dx.doi.org/10.1183/09031936.00087608
http://dx.doi.org/10.1182/blood-2012-12-467068
http://dx.doi.org/10.1016/j.ijcard.2018.08.079
http://dx.doi.org/10.1136/thx.2004.038083
http://dx.doi.org/10.1177/2045894018791358
http://dx.doi.org/10.1160/TH13-02-0097
http://dx.doi.org/10.1136/bmj.b2700
http://dx.doi.org/10.1016/j.jclinepi.2017.10.012
http://dx.doi.org/10.1016/j.jclinepi.2017.12.021
http://dx.doi.org/10.1016/j.jclinepi.2017.12.021
http://dx.doi.org/10.1016/j.jclinepi.2014.12.009
http://dx.doi.org/10.1016/j.jclinepi.2014.12.009
http://dx.doi.org/10.1016/j.jclinepi.2018.12.013
http://dx.doi.org/10.1016/j.jclinepi.2007.11.008
http://dx.doi.org/10.1016/j.jclinepi.2007.11.008
http://dx.doi.org/10.1016/j.cjca.2014.01.013
http://dx.doi.org/10.1136/bmj.327.7414.557
http://dx.doi.org/10.1136/bmj.315.7109.629
http://dx.doi.org/10.1016/s0895-4356(01)00377-8
http://dx.doi.org/10.1183/13993003.02505-2017
http://dx.doi.org/10.1183/09031936.00092008
http://dx.doi.org/10.1183/09031936.00092008
http://dx.doi.org/10.1161/CIRCULATIONAHA.110.015008
http://dx.doi.org/10.4149/bll_2016_112
http://dx.doi.org/10.1161/JAHA.113.000772
http://dx.doi.org/10.1016/j.thromres.2007.12.022
http://dx.doi.org/10.1016/j.thromres.2007.12.022
http://dx.doi.org/10.1136/thx.2005.043216
http://dx.doi.org/10.1182/blood.V91.8.3044.3044_3044_3051
http://dx.doi.org/10.1046/j.1365-2141.2002.03711.x
http://dx.doi.org/10.1093/eurheartj/ehv317

	Association between splenectomy and chronic thromboembolic pulmonary hypertension: a systematic review and meta-­analysis
	Abstract
	Introduction﻿﻿
	Methods
	Search strategy
	Study selection
	Quality assessment
	Data extraction
	Statistical analysis
	Patient and public involvement

	Results
	Study identification and selection
	Prevalence of splenectomy in CTEPH
	Comparison of incidence of splenectomy among patients with CTEPH, PAH and thromboembolism disease
	Publication bias

	Discussion
	Limitations

	References


