
INTRODUCTION 

Review question / Objective: Dose 
autologous endometrial cell co-culture 
(AECC) improve the pregnancy outcome 
compared with conventional medium (CM) 
in infertile patients who undergo assisted 
reproductive technique (ART)？ 

Condition being studied: Infertility is 
defined as the inability of a couple to get 
pregnant after one year of normal 
intercourse without contraception. And the 
incidence of infertility is estimated to range 
from 10% to 13% of reproductive-aged 
couples worldwide, which has become a 
serious global public health problem. In 
recent years, scholars have used AECC for 
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early embryo culture with the aim of 
exploring whether its application can 
improve pregnancy outcome in patients 
with IVF. However, the conclusions are still 
controversial. Therefore, a systematic 
review will be designed to appraise the 
effectiveness of AECC for pregnancy 
outcome of patients based on high-quality 
RCTs and Non-RCTs. 

METHODS 

Search strategy: We searched PubMed, 
Web of Science, EMBASE, Cochrane 
Library, Register and Meta-register for 
RCTs (http://www.controlled-trials.com), 
CNKI, WanFang, and VIP databases from 
inception until June 16th 2020 for all 
primary studies comparing the pregnancy 
outcome of AECC versus CM in early 
embryo culture in women who underwent 
ART. We combined manual retrieval of 
references and Google Scholar assisted 
retrieval, in order to avoid literature 
missing. Combination of Medical Subject 
Heading (i.e., MeSH) and text words were 
used. Search terms included: subfertility, 
polycystic ovary syndrome, poor ovarian 
response, high ovarian response, recurrent 
implantation failure, advanced maternal 
age, poor ovarian reserve, recurrent 
miscar r iage , fe r t i l i za t ion in v i t ro , 
intracytoplasmic sperm injections, assisted 
reproductive technologies, endometrium, 
co-cul ture techniques, auto logous 
endometrial cell co-culture, AECC, etc. 

Participant or population: All eligible female 
adults who underwent ART. 

Intervention: Used autologous endometrial 
cell co-culture for early embryo culture. 

Comparator: Used conventional medium 
for early embryo culture. 

Study designs to be included: RCTs and 
Non-RCTs. 

Eligibility criteria: (1) the target population 
was women underwent ART; (2) the 
literature type was conference abstract or 
article; (3) the study represented original 
clinical research, including RCTs and Non-

RCTs; (4) the early embryos of the 
intervention group and the control group 
w e re c u l t u re d b y A E C C a n d C M , 
respectively; (5) the outcome was the 
comparison of embryo quality or pregnancy 
outcome between the intervention group 
and the control group; (6) in Chinese or 
English language. 

Information sources: PubMed, Web of 
Science, EMBASE, Cochrane Library, 
Register and Meta-register for RCTs (http://
www.controlled-trials.com), China National 
Knowledge Infrastructure (CNKI), WanFang 
databases, and VIP databases. 

Main outcome(s): Clinical pregnancy rate. 

Additional outcome(s): Implantation rate; 
Live birth rate; Miscarriage rate; Ectopic 
pregnancy rate; Multiple pregnancy rate; 
Number of blastomeres per pre-embryo 
transferred; Embryo morphology and 
quality. 

Data management: Studies were selected 
according to the inclusion and exclusion 
criteria by two researchers (Jing Xia and 
Bowen Liu) separately. Excluded studies 
that were obviously inconsistent by reading 
the title and abstract, then read the full text 
o f t h e r e m a i n i n g s t u d i e s . A n y 
disagreements or doubts about whether or 
not the studies should be included, the two 
researchers would try to resolve it through 
discussion. 

Quality assessment / Risk of bias analysis: 
The Cochrane Collaboration Risk of Bias 
tool was used to assess the risk of the 
included RCTs by two researchers. Specific 
evaluation items included the following 
domains: (1)random sequence generation; 
(2)allocation concealment; (3)blinding of 
participants and personnel; (4)blinding of 
outcome assessment; (5)incomplete 
outcome data; (6)selective reporting; 
(7)other bias.The Newcastle-Ottawa scale 
(NOS) score was adopted to evaluate the 
quality of Non-RCTs included. The full 
score was 9, and the higher the score, the 
better the quality of the studies. Judgment 
on each one was passed according to 
three items: selection of the study group, 
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selection of the study group, comparability 
between groups and ascertainment of 
exposed/not exposed cohorts. 

Strategy of data synthesis: Stata 12.0 was 
used for data analysis and processing. For 
dichotomous data, all results were 
represented by RR and its 95% CI. And 
continuous data were represented by WMD 
and its 95% CI. P50%, showing significant 
heterogeneity, then the random-effects 
model was used. In order to evaluate the 
reliability of the combined results, we drew 
mainninf diagram for sensitivity analysis by 
Stata. And Begg and egger tests were used 
to evaluate the publication bias. The test 
level of our meta-analysis was set at 
α=0.05. 

Subgroup analysis: Subgroup analysis will 
be based on the following conditions: 1) 
Number of previous ART failures; 2) Timing 
of embryo transfer; 3) Type of work; 4) Type 
of study. 

Sensibility analysis: Sensitivity analysis will 
be performed to investigate the effect of a 
single study on the results by omitting one 
study at a time. 

Country(ies) involved: China. 

Keywords: Autologous endometrial cell co-
c u l t u r e ; C o - c u l t u r e Te c h n i q u e s ; 
Endometrium; In vitro fertilization-embryo 
transfer; Embryo quality; Meta-Analysis. 

Contributions of each author: 
Author 1 - Jing Xia. 
Author 2 - Bowen Liu. 
Author 3 - Gengxiang Wu. 
Author 4 - Jing Yang. 

INPLASY 3

Xia et al. Inplasy protocol 202080009. doi:10.37766/inplasy2020.8.0009 Dow
nloaded from

 https://inplasy.com
/inplasy-2020-8-0009/

Xia et al. Inplasy protocol 202080009. doi:10.37766/inplasy2020.8.0009

https://inplasy.com/inplasy-2020-3-0001/
https://inplasy.com/inplasy-2020-3-0001/

