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ABSTRACT: 

 

Objective 

This living systematic review aims to provide a timely, rigorous, and continuously updated summary 

of the evidence available on the role of fecal microbiota transplant (FMT) for treatment of patients 

with moderate to severe ulcerative colitis (UC). 

 

Design 

Living systematic review. 

 

Database 

The Epistemonikos-L.OVE platform was used for evidence identification, screening, and selection. 

This platform has been validated as a repository for COVID-19 and proved to be a highly 

comprehensive source of evidence. The main search source for the L.OVE platform is the 

Epistemonikos database (https://www.epistemonikos.org), a comprehensive database that collates 

information from multiple sources to identify systematic reviews and their included primary studies, 

including Cochrane Database of Systematic Reviews, MEDLINE, EMBASE, CINAHL, PsycINFO, LILACS, 

DARE, HTA Database, Campbell database, JBI Database of Systematic Reviews and Implementation 

Reports, EPPI-Centre Evidence Library. 

 

The team maintaining the Epistemonikos-L·OVE platform devised the literature search, using the 

following approach: i) Identification of terms relevant to the population and intervention 

components of the search strategy, using Word2vec technology to the corpus of documents 

available in Epistemonikos Database; ii) Discussion of search terms with methods experts to identify 

relevant, irrelevant and missing terms, iii) Creation of a sensitive boolean strategy encompassing all 

the relevant terms. 

 

The results of the literature searches were automatically incorporated into the L·OVE platform 

(automated retrieval) and organized in the corresponding L.OVE of “Fecal microbiota transplant for 

ulcerative colitis”. 

 

Methods 

To prioritize the fecal microbiota transplantation administration route, comparators and outcomes 

more relevant for supporting the clinical decisions in the treatment of ulcerative colitis patients, we 

performed a Delphi process conducted by an expert panel in the field of gastroenterology and 

colorectal surgery. Given Delphi panel results, we decided to include randomized studies evaluating 

the efficacy and safety of FMT versus any active treatment in patients with moderate to severe 

ulcerative colitis. Measures included clinical remission, clinical relapse, endoscopic release, clinical 

response, free time without corticosteroid treatment, serious adverse events and health related 

quality of life. Two reviewers independently screened each study for eligibility. We planned to 

extract data and assess the risk of bias using the ROB-2 tool by duplicate. We also planned to apply 

the GRADE approach to assess the certainty of the evidence for each outcome. This is the first 
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update report since our previous baseline evidence synthesis report for this question. Last search 

date 11/07/2022. 

 

Results 

Since the beginning of this living review, searches have retrieved 202 references to the L·OVE 

platform. 28 were considered potentially eligible and 16 were reviewed in full text. The initial 

baseline report did not include any randomized clinical trial that evaluated the use of FMT compared 

to the use of any active treatment in patients with moderate to severe ulcerative colitis. No new 

randomized clinical trials were included for this update. 

 

Conclusions 

No randomized trials evaluating the effect of FMT versus any active treatment in patients with 

moderate to severe ulcerative colitis have been identified. As of this update, this Living Systematic 

Review will be withdrawn from the living model, as research on the review (PICO) question is not 

emerging. 

 

Keywords 

Living systematic review; fecal microbiota transplant; living evidence synthesis; ulcerative colitis; 

bowel inflammatory disease; gut microbiota. 
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INTRODUCTION 

 

Condition being studied 

Ulcerative colitis (UC) is a chronic inflammatory disease that mainly affects the large intestine and 

rectum, causing ulcers and other damage to the tissue (1). Typical intestinal symptoms of the 

disease are abdominal pain and bloody diarrhea. Other symptoms associated with the disease are 

the presence of tenesmus or urgency, weight loss and fever (1). Etiology and pathogenesis are not 

completely understood. Different studies propose that the disease could be the result of the 

interaction of different factors: a genetic predisposition, changes in the composition of the intestinal 

microbiota and an abnormal immune response to environmental exposures, mainly microbial (2-4). 

Ulcerative colitis has two incidence peaks: between 15 and 25 years of age, and between 55 and 65 

years of age (1,5). The disease alternates symptomatic episodes with periods of clinical remission or 

mild activity (2). Approximately 15% of patients may experience an aggressive course, of which up 

to 20% may require hospitalization (6). Despite recent advances in overall disease management and 

improved therapeutics, patients with inflammatory bowel diseases still experience a substantial 

disease burden (5). 

 

Why it is important to do this review 

Fecal microbiota transplantation (FMT) consists of the instillation of a fecal solution from a healthy 

donor to the gastrointestinal tract of a diseased recipient. Thus, natural bacteria are transferred in 

order to replace other pathological microbiota. It can be performed through different techniques 

such as colonoscopy, enema, upper endoscopy and nasojejunal or nasogastric tube. Fecal 

microbiota transplantation is an alternative treatment option for patients with multiple recurrences 

of clostridium difficile infection for whom appropriate antibiotic treatment has failed (7). In theory, 

every disease associated with the impairment of intestinal microflora might benefit from the 

therapeutic modulation of the gut microbiota. In this regard, several primary studies and systematic 

reviews (SRs) have been published over the past 10 years to assess the safety and effectiveness of 

FMT as a treatment for ulcerative colitis. We performed an initial tiered search strategy, beginning 

with the identification of SRs included in the Epistemonikos Database (8) for mapping the available 

evidence about this topic. We identified 16 SRs conducted during 2014 and 2021, that assessed the 

effect of FMT in inflammatory bowel diseases including ulcerative colitis. Based on these SRs we 

developed an evidence matrix that revealed 45 primary studies that have been included in the 

published reviews, but no review has included all of them (9). The most recently published SRs, Zhou 

2020 (10) and Liu X 2021 (11), included 5 and 11 studies, respectively. The primary studies included 

in these SR show a great variability in fecal microbiota transplantation delivery methods, type and 

dose of microbiota, target population and outcomes of interest. 

 

This systematic review have been developed as part of the Living Evidence to Inform Health 

Decisions project, which supports health system organizations in the implementation of the living 

evidence model for the development of evidence synthesis to inform health decisions (12). 
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METHODS 

 

Protocol and registration 

This manuscript complies with the ‘Preferred Reporting Items for Systematic reviews and Meta-

Analyses’ (PRISMA) guidelines [20]. 

 

A protocol stating the objectives and methodology of this living evidence synthesis was registered 

in OSF (https://doi.org/10.12688/openreseurope.14290.2). This Living systematic review (LSR) was 

conducted as part of the Living Evidence to Inform Health Decisions project (12). 

 

Electronic searches 

We conducted searches using L·OVE (Living OVerview of Evidence) platform 

(https://app.iloveevidence.com). The platform is a repository developed and maintained by 

Epistemonikos Foundation that uses the Epistemonikos database as the main source of evidence. 

Epistemonikos corresponds to a comprehensive database of systematic reviews and other types of 

evidence, maintained by screening multiple information sources to identify systematic reviews and 

their included primary studies, including Cochrane Database of Systematic Reviews, MEDLINE, 

EMBASE, CINAHL, PsycINFO, LILACS, DARE, HTA Database, Campbell database, JBI Database of 

Systematic Reviews and Implementation Reports, EPPI-Centre Evidence Library (8). In order to 

identify randomized trials and primary studies, not included in systematic reviews, an additional 

search was performed in MEDLINE. The results of the literature search in all databases were 

automatically incorporated (automated retrieval) into the L·OVE platform. Additionally, every three 

months, we manually searched for ongoing studies in the WHO International Clinical Trials Registry 

Platform and the clinicaltrials.gov. We did not search for grey literature. 

 

A living search in the L·OVE platform to detect systematic reviews and randomized controlled trials 

was performed. The search was supported by an artificial intelligence algorithm deployed in the 

L·OVE “Fecal microbiota transplant in ulcerative colitis” providing instant and continuous 

identification of articles with a high likelihood to be eligible, adding them to the screening tool (“my 

screening”). 

 

Search strategies 

Our literature search was devised by the team maintaining the L·OVE platform 

(https://app.iloveevidence.com), using the following approach: 

- Identification of terms relevant to the population and intervention components of the search 

strategy, using Word2vec technology [23] to the corpus of documents available in Epistemonikos 

Database. 

- Discussion of terms with content and methods experts to identify relevant, irrelevant, and missing 

terms. 

- Creation of a sensitive boolean strategy encompassing all the relevant terms (see Appendix 1- 

Search strategy) 

- Iterative analysis of articles missed by the boolean strategy, and refinement of the strategy 

accordingly. 
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- Application of validated filters to identify clinical trials in the MEDLINE database. 

 

The searches covered from the inception date to 11/07/2022 when we performed the last 

screening in the repository for this question: 

https://app.iloveevidence.com/loves/5b5f2f63c80dd41ff5583f36?question_domain=5b1dcd8ae61

1de7ae84e8f14&population=5d52970369c00e3de533d807&intervention=5d9f92b83c12ef4de3dc 

e659&classification=all. No date, language, study design, publication status or language restriction 

were applied to the searches in the Epistemonikos or to the additional databases. 

 

As part of the living evidence approach, we continuously monitored the evidence for the last five 

months; searches were continually (each hour) updated, and the screening was performed on a 

monthly basis. 

 

Types of studies 

We planned to include randomized controlled trials (RCT) and systematic reviews (SR). We excluded 

information from studies evaluating the effects on animal models or in vitroconditions. 

 

Types of participants 

We planned to include trials assessing participants with ulcerative colitis, as defined by the authors 

of the trials. Whenever we find substantial clinical heterogeneity on how the condition was defined, 

we plan to explore it using a sensitivity analysis. 

 

Type of interventions 

The intervention of interest was fecal microbiota transplantation. We did not restrict our criteria to 

any dosage, duration, timing or route of administration. Our comparison of interest was any 

treatment, excluding placebo. 

 

Type of outcomes 

We did not use the outcomes as inclusion criteria during the selection process. Any article meeting 

all the criteria except for the outcome criterion was preliminarily included and assessed in full text. 

The primary outcome was clinical remission and the secondary outcomes were clinical response, 

corticosteroid free time, endoscopic remission, quality of life, serious adverse events. 

 

Selection of studies 

The results of the literature search in all databases were automatically incorporated into the L·OVE 

platform (automated retrieval), where they were de-duplicated by an algorithm comparing unique 

identifiers (database ID, DOI, trial registry ID), and citation details (i.e. author names, journal, year 

of publication, volume, number, pages, article title and article abstract). We subscribed to the L.OVE 

of our question to receive monthly alerts with new studies incorporated. Two researchers 

independently screened the titles and abstracts yielded by the search against the inclusion criteria. 

We obtained the full reports for all titles that appeared to meet the inclusion criteria or required 

further analysis to decide about their inclusion. 

We recorded the reasons for excluding trials in any stage of the search and outlined thestudy 

selection process in a PRISMA flow diagram adapted for the purpose of this project. 
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Extraction and management of data 

We planned to collect by duplicate the following information: study design, setting, participant 

characteristics (including disease severity and age) and study eligibility criteria; details about the 

administered intervention and comparison, including dose and therapeutic scheme, duration, 

timing and route of administration; the outcomes assessed and the time they were measured; the 

source of funding of the study; the conflicts of interest disclosed by the investigators; and the 

variables need for the risk of bias assessment. 

 

We planned to resolve disagreements by discussion, and one arbiter adjudicated unresolved 

disagreements. 

 

 

Living evidence synthesis and statistical analysis considerations 

To maintain the living evidence process for this review, two reviewer (AC and AG) was in charge for 

assessing eligibility of the evidence identified by searches and retrieved to the L.OVE of this question 

and applied the selection criteria presented above in a monthly basis. If a potentially eligible study 

was found, another reviewer (MNP) confirmed its eligibility by reading the full text. Results of 

evidence surveillance were collected and kept as part of the study records. Information on PRISMA 

was updated accordingly. 

 

Criteria for selecting studies was revised every month. We did not introduced changes during the LE 

processes. All new eligible studies underwent to data extraction process. 

 

Revisit of parameters 

During the evidence monitoring process we re-assessed the research question and PICO 

components every month. As a result, up to 11/07/2022 we did not identify any relevant change in 

our PICO parameters. 

 

Communication and publication of review updates 

This review evidence monitoring status is reported monthly on the LE-IHD project website 

(https://livingevidenceframework.com/en/lesr/) 

 

RESULTS 

 

Results of the search 

Since the beginning of this living review, searches have retrieved 202 references to the L·OVE 

platform. We considered 28 as potentially eligible and 16 were reviewed in full text. 

 

The initial baseline report included 0 randomized clinical trial that evaluated the use of FMT 

compared to the use of any active treatment in adult patients with moderate or severe ulcerative 

colitis. For this update 0 new randomized clinical trials were included. Results presented in this 

report include the total of studies identified from the initial baseline synthesis up to 11/07/2022. 
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DISCUSSION 

This living systematic review have not found RCTs evaluating the use of FMT compared to the use 

of any active treatment in adults patients with ulcerative colitis. Its results show that there is not 

evidence to conclude if there is any difference between the intervention and control groups. 

 

This review is part of a larger project set up to put such an approach into practice. This project aims 

to produce multiple parallel living systematic reviews relevant to inform decisions, following the 

higher standards of quality in evidence synthesis production [21]. We believe that our methods are 

well suited to handle the evidence that is to come, including evidence on the role of FMT in 

ulcerative colitis. We concluded to stop monitoring the evidence on our research question because 

of research about the review PICO question is no emerging. 
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Appendix 1 

The main search source will be Epistemonikos database (https://www.epistemonikos.org), a 

comprehensive database of systematic reviews and other types of evidence, maintained by 

screening multiple information sources to identify systematic reviews and their included primary 

studies, including Cochrane Database of Systematic Reviews, MEDLINE, EMBASE, CINAHL, PsycINFO, 

LILACS, DARE, HTA Database, Campbell database, JBI Database of Systematic Reviews and 

Implementation Reports, EPPI-Centre Evidence Library (6). 

 

For this project, additional search was performed on MEDLINEin order to identify randomized 

trials/primary studies not included in reviews. 

 

Boolean search strategy 

Epistemonikos 

(((((fecal* OR stool* OR microbi*) AND (transplant* OR bacteriotherapy*)))) AND (((ulcerative* AND 

colitis*)) AND (((inflammatory AND bowel) OR IBD OR IBDs) OR (crohn*) OR (ulcerative* AND 

colitis*)))) 

 

Medline. PUBMED 

(((((fecal* OR stool* OR microbi*) AND (transplant* OR bacteriotherapy*)))) AND (((ulcerative* AND 

colitis*)) AND (((inflammatory AND bowel) OR IBD OR IBDs) OR (crohn*) OR (ulcerative* AND 

colitis*)))) AND ((randomi* OR RCT OR placebo* OR trial OR "controlled-trial" OR randomly*)) 

https://www.epistemonikos.org/

