
Scoping Review Protocol

A systematic review and meta-analysis of the long-term risk of solid malignancy in patients undergoing chronic immunosuppression with Tumor Necrosis Factor (TNF) Alpha Inhibitors


Review question(s) 
What is the long-term risk of solid malignancy for patients on chronic immunosuppression with the following TNF-alpha inhibitors: Adalimumab, Infliximab, Etanercept, Certolizumab, and Golimumab? 

Searches 
· MEDLINE (PubMed)
· EMBASE (Elsevier)
· CENTRAL Register of Controlled Trials (Wiley) 
· The Cochrane Library (Wiley) 
· Scopus (Elsevier)
· ClinicalTrials.gov databases
Searches had no language or time restrictions. Search filters had no study type restrictions in any database. 

Search Strategy (provide one, if available) 
Search strategy in PubMed MEDLINE (example for Infliximab):

(Infliximab OR Avakine OR Flixabi OR Inflectra OR Ixifi OR Remicade OR Remsima OR Renflexis OR Revellex OR Zessly)

AND

((safe OR safety OR "side effect" OR "side effects" OR "undesirable effect" OR "undesirable effects" OR "treatment emergent" OR tolerability OR toxicity OR adrs OR Neoplasms[Mesh] OR neoplas* OR cancer OR cancers OR cancerous OR carcinogen* OR malignan* OR oncolog* OR ((adverse OR long-term OR "long term") AND (effect OR effects OR reaction OR reactions OR event OR events OR outcome OR outcomes)))))

AND

(longitudinal studies [MeSH] OR “time factors” [MeSH] OR cumulative OR duration* OR long-term OR short-term OR “long term” OR “short term” OR "longer term" OR "shorter term" OR longitudinal OR continuous OR continual OR aggregate OR follow-up OR "follow up" OR timepoints OR time-points OR accumulate* OR "treatment period" OR "latency period" OR "latency periods" or "study period" OR interval OR intervals)


Types of study to be included 
Study designs – All study designs will be included, with the exception of descriptive and qualitative studies in which no denominator is provided for patient number being studied and studies on non-human models. Conference abstracts will be included. Controlled trials and long-term registry studies will be of particular interest.

Exclusion criteria are as follow: 
· Population – Non-human studies
· Intervention – Studies with no ‘denominator’ (e.g. expert opinions, case reports, case series, descriptive epidemiology surveys ), studies that focus on biosimilars not approved for use in the United States, studies that focus on non-systematic administrations of study drugs (such as intra-articular or intra-thecal injections)
· Outcome – No safety or adverse events analysis, studies that only examine healthcare utilization or costs are excluded 

Condition or domain being studied 
Chronic immunosuppression and solid malignancy. 

Participants/ population 
Participants – Subjects of any age or gender.

Intervention(s), exposure(s) 
Exposures – The exposure group must include patients with a) chronic immune-mediated disease with on-label or off-label use of any of the TNF-alpha inhibitors, b) any length of exposure to a TNF-alpha inhibitor and c) clinical follow-up for adverse event monitoring

Comparator(s)/ control 
Comparators/control – No TNF-alpha inhibitor exposure, or status without chronic immune-mediated disease

Context 
Non-English studies will be excluded. 

Outcome(s) 
Outcomes – 1) Solid malignancy rates, stratified by organ; 2) Stage at diagnosis; 3) Histologic subtype; 4) Mortality

Data extraction, (selection and coding) 
Data management: Literature search results will be uploaded in Rayyan, an online software program that allows for reviewers to collaborate during the study selection process. The team will develop and test screening questions and forms for assessments based on the inclusion and exclusion criteria. Articles that appear to meet study criteria based on abstract screening will have full text articles uploaded into Rayyan for further screening by the study team.

Selection process: Two reviewers will independently screen the titles and abstracts from the initial literature search against the inclusion criteria. Full text articles for approved articles will then be screened independently by two reviewers. Any discrepancies about inclusion will be resolved by discussion. We will record reasons for excluding trials.

Data collection process: Reviewer teams will extract data independently and in duplicate from each eligible study using an online extraction form. This form will be piloted and calibrated with all reviewers prior to formal data extraction. Discrepancies about inclusion will be resolved by discussion, and a third reviewer will be brought into discussion if necessary. We will contact study authors to resolve any uncertainties that emerge in the review process.

Strategy for data charting 
A systematic narrative synthesis is planned. Information will be presented in the text and in tables to explain characteristics and findings of each research study included. 

Charting of subgroups or subsets 
If there are adequate studies, we will discuss the state of the literature within and between malignancy subtypes. 

Dissemination plans 
We plan to present this work at conferences and in manuscript form. 

Contact details for further information 
Shilajit Kundu, MD
Chief Urologic Oncology
Associate Professor Department of Urology	
AOA Councilor Northwestern University	
Northwestern University, Feinberg School of Medicine
675 N. St. Clair, Galter 20th floor
Chicago, IL 60611
Shilajit.kundu@northwestern.edu
(312) 694-9001

Organizational affiliation of the review 
Northwestern University – Feinberg School of Medicine
 
Review team 
Conor B. Driscoll, BA, Feinberg School of Medicine 
Regine Goh, BS, Feinberg School of Medicine 
Niti Patel, MD, Department of Medicine – Feinberg School of Medicine
Dylan Isaacson, MD, Department of Urology – Feinberg School of Medicine
Eric Li, MD, Department of Urology – Feinberg School of Medicine
Steven Belknap, MD, Department of Dermatology – Feinberg School of Medicine
Molly Beestrum, MLIS, Galter Health Sciences Library & Learning Center – Feinberg School of Medicine 
Paul Yarnold, PhD, Department of Dermatology – Feinberg School of Medicine
Shilajit D. Kundu, MD, Department of Urology, Feinberg School of Medicine

Anticipated or actual start date 
November 1, 2019 

Anticipated completion date 
June 31, 2020 

Funding sources/sponsors 
This review is being funded in whole by the personal research funds of Dr. Shilajit Kundu.

Conflicts of interest 
None 

Language 
English 

Country 
United States 

Subject index terms status 
In Progress 

Subject index terms 
Adolescent; Adult; Adalimumab; Humira; Tumor Necrosis Alpha Inhibitor; Infliximab; Inflectra; Remicade; Etanercept; Enbrel; Certolizumab; Cimzia; Golimumab; Simponi; Crohn’s Disease; Ulcerative Colitis; Rheumatoid Arthritis; Plaque Psoriasis; Psoriatic Arthritis; Systemic Lupus Erythematosus; Juvenile Idiopathic Arthritis; Ankylosing Spondylitis; Hidradenitis Suppurativa; Uveitis; Malignancy

Stage of review 
In Progress 

Date of registration in DigitalHub
April 6, 2020

Stage of Review at Time of this Submission			Started	Completed
Preliminary searches							Yes		Yes

Piloting of the study selection process				Yes		Yes

Formal screening of search results against eligibility criteria	Yes		No

Data extraction							No		No

Risk of bias (quality) assessement					No		No

[bookmark: _GoBack]Data analysis								No		No
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