PRISMA-P (Preferred Reporting Items for Systematic review and Meta-Analysis Protocols) 2015 checklist: recommended items to address in a systematic review protocol* 

	Section and topic
	Item No
	Checklist item

	ADMINISTRATIVE INFORMATION

	Title:
	
	

	 Identification
	1a
	Title identifies the report as a protocol for a systematic review — “Endocrine Manifestations of Kearns–Sayre Syndrome: A Systematic Review of Case Reports on Clinical Features, Diagnostic Approaches, Management Strategies, and Challenges.”

	 Update
	1b
	Nil

	Registration
	2
	Registered with PROSPERO (CRD420241077564).

	Authors:
	
	

	 Contact
	3a
	Dr Mahdia Babak, Khyber Medical University,mahdia.iphmahdia.iph@kmu.edu.pk

Dr Savera Khan, Khyber Medical University,saverakhan26@gmail.com 

Tolulope Joseph Ogunniy, Department of Medical Laboratory Science,State,

Specialist Hospital,Damaturu,Yobe State,Nigeria,josephtolulopeogunniyi@gmail.com 
Muhammad Haris khattak, Khyber Medical University, mhariskhankhattak@gmail.com 

Correspondence:

Tolulope Joseph Ogunni

,josephtolulopeogunniyi@gmail.com 
Dr. Mahdia Babak

mahdia.iph@kmu.edu.pk




	 Contributions
	3b
	Dr. Mahdia Babak — Conceptualization, protocol design, search strategy development, and manuscript preparation (guarantor of the review).

Dr. Savera Khan — Led data extraction planning, statistical strategy, and methodological supervision.

Mr Muhammad Haris — led in screening ,data extraction.

Tolulope Joseph Ogunniy— Provided review of research design, ensured adherence to reporting guidelines, and critically revised the final draft.

Guarantor of the Review: Dr. Mahdia Babak



	Amendments
	4
	Not applicable (no prior protocol version). Future amendments will be recorded in PROSPERO.

	Support:
	
	

	 Sources
	5a
	This systematic review is supported by the National Institute for Health Research (NIHR) as part of an institutional research initiative. No commercial or industry funding was received for this work.


	 Sponsor
	5b
	Sponsor:
National Institute for Health Research (NIHR)

	 Role of sponsor or funder
	5c
	The NIHR provided institutional support and oversight for the development of this protocol.
The sponsor had no influence on the design, data collection, analysis, interpretation, or decision to publish.
All stages of the review were conducted independently by the research team.


	INTRODUCTION

	Rationale
	6
	Explains rarity and under-characterization of endocrine dysfunction in KSS; need for systematic synthesis of case-based evidence.

	Objectives
	7
	Three objectives: (1) identify endocrine manifestations, (2) assess diagnostic strategies and challenges, (3) evaluate management and treatment strategies and challenges.

	METHODS

	Eligibility criteria
	8
	Study characteristics (PICO framework):

Population (P): Individuals of any age or sex diagnosed with Kearns–Sayre Syndrome (KSS) confirmed by clinical, biochemical, or genetic criteria.

Exposure (E): Presence of endocrine dysfunction associated with KSS (e.g., diabetes mellitus, hypothyroidism, hypoparathyroidism, adrenal insufficiency, hypogonadism, or growth hormone deficiency).

Comparison (C): Not applicable (descriptive synthesis only).

Outcome (O): Type and frequency of endocrine involvement, associated clinical manifestations, diagnostic approaches, and management strategies.

Study design:
Case reports, case series, cross-sectional studies, cohort studies, and clinical observational studies will be included. Experimental or interventional trials will be considered if they report relevant endocrine findings in KSS.

Setting:
Hospital-based, clinic-based, or research-based studies from any geographical location.

Time frame:
All studies published from database inception to September 2025 will be included.

Report characteristics:

Language: English only.

Publication status: Published peer-reviewed articles and relevant grey literature (e.g., dissertations, conference proceedings) where available.

Exclusion: Reviews, editorials, commentaries, and animal studies will be excluded.

	Information sources
	9
	Databases: EMBASE, MEDLINE, Scopus, Web of Science, CINAHL Plus, PsycINFO, ASSIA, Cochrane CENTRAL; from inception to Sept 2025.

	Search strategy
	10
	The preliminary PubMed/MEDLINE strategy is shown below and will be adapted for 
other databases: 
“Kearns-Sayre syndrome” OR "KSS" OR" mitochondrial mutation "OR "mitochondrial disorder", 
“kearns -sayre mitochondria cytopathy”, “oculocraniosomatic syndrome” AND “Endocrine 
Manifestations” OR ("Endocrine System Diseases" OR endocrine OR "endocrine dysfunction" OR 
"hormonal disorder*"OR "endocrinopathy OR diabetes OR "hypothyroidism" OR 
"hypoparathyroidism" OR "hypogonadism" OR "growth hormone deficiency" OR "adrenal 
insufficiency") AND “Diagnosis” OR “diagnostic approach” OR “diagnostic strategy” OR “screening” 
OR “clinical evaluation” OR “laboratory tests” OR “genetic testing” AND “Challenges” OR 
“limitations” OR “barriers” OR “difficulties” AND “ Therapeutics” OR “management” OR treatment 
OR interventions OR hormone replacementOR thyroxine OR insulin OR testosterone OR 
hydrocortisone OR growth hormone 
Filters to apply: 
Limits: English, Humans, Publication year = Date of inception– sep, 2025 
Publication types included: Case Reports, Observational Study, Cross-Sectional Study, 
Review


	Study records:
	
	

	 Data management
	11a
	All search results will be exported into EndNote 20 for citation management and removal of duplicates.
Following deduplication, records will be imported into Rayyan (QCRI) for screening, data extraction, and reviewer collaboration.
Data will be stored securely with version control, and all review files will be backed up on institutional cloud storage to ensure transparency and reproducibility.

	 Selection process
	11b
	Two independent reviewers (Dr. Mahdia Babak ,Dr.Saver khanand  Mr. Muhammad Haris khan khatak) will screen titles and abstracts for eligibility using predefined inclusion and exclusion criteria.
Full texts of potentially eligible studies will then be assessed independently by all reviewers.
Any discrepancies will be resolved by discussion, and if disagreement persists, a third reviewer (Tolulope joesph ) will arbitrate.
A PRISMA 2020 flow diagram will be used to document the selection process and reasons for exclusion.

	 Data collection process
	11c
	Data extraction will be performed independently by two reviewers using a standardized, pre-piloted extraction form developed in Microsoft Excel.
The form will capture study characteristics, endocrine outcomes, and methodological details.
Extracted data will be cross-verified by the reviewers to ensure accuracy and completeness.

	Data items
	12
	Data will be extracted for the following variables:

Study details: Author(s), publication year, country, study design, and sample size.

Participant characteristics: Age, sex, diagnostic confirmation of KSS.

Endocrine outcomes: Type of endocrine dysfunction (e.g., diabetes, hypothyroidism, adrenal insufficiency, hypogonadism, growth hormone deficiency).

Diagnostic details: Methods of diagnosis (clinical, biochemical, genetic).

Management strategies: Hormonal or pharmacological treatment approaches and reported outcomes.

Other variables: Duration of follow-up, comorbidities, and reported complications.

Pre-planned assumptions include that missing demographic or clinical data will be treated as “not reported,” and values described qualitatively will be standardized for consistency across studies.

	Outcomes and prioritization
	13
	Main: types of endocrine glands affected and clinical manifestations. Additional: age of onset, progression, diagnostic and management challenges.

	Risk of bias in individual studies
	14
	JBI Critical Appraisal Checklist for Case Reports/Case Series; discrepancies resolved by discussion or third reviewer.

	Data synthesis
	15a
	Descriptive Analysis 
○ Categorical variables (e.g., type of endocrine dysfunction, specific 
glands affected, diagnostic methods, management strategies applied, 
challenges reported) will be summarized using frequencies and 
percentages. 
○ Continuous variables (e.g., age at diagnosis, age of onset of 
endocrine dysfunction, follow-up duration) will be reported as means, 
medians, and ranges where available. 

	
	15b
	If data are appropriate for quantitative synthesis, describe planned summary measures, methods of handling data and methods of combining data from studies, including any planned exploration of consistency (such as I2, Kendall’s τ)

	
	15c
	Data Synthesis 
○ A narrative synthesis will be conducted to summarize findings across 
included studies, structured around the review objectives: 
■ Types of endocrine manifestations and associated clinical 
features 
■ Diagnostic approaches and reported challenges 
■ Management strategies and treatment challenges 
○ Where sufficient comparable data are available, cross-tabulation (e.g., 
type of endocrine dysfunction by age group, or management strategy 
by outcome) will be used to explore potential patterns

	
	15d
	Qualitative Analysis 
○ Descriptive thematic grouping will be applied to categorize reported 
diagnostic challenges and management difficulties in KSS patients 
with endocrine dysfunction. 


	Meta-bias(es)
	16
	Reporting bias assessed narratively (missing or selectively reported outcomes).

	Confidence in cumulative evidence
	17
	Certainty of evidence will be assessed using the GRADE approach, adapted for rare

diseases and case-based evidence. The domains of risk of bias, inconsistency,

indirectness, imprecision, and publication bias will be considered. Where evidence

derives mainly from case reports and case series, the overall certainty will be rated as

very low to low, but important clinical signals will still be summarized narratively.


* It is strongly recommended that this checklist be read in conjunction with the PRISMA-P Explanation and Elaboration (cite when available) for important clarification on the items. Amendments to a review protocol should be tracked and dated. The copyright for PRISMA-P (including checklist) is held by the PRISMA-P Group and is distributed under a Creative Commons Attribution Licence 4.0. 
From: Shamseer L, Moher D, Clarke M, Ghersi D, Liberati A, Petticrew M, Shekelle P, Stewart L, PRISMA-P Group. Preferred reporting items for systematic review and meta-analysis protocols (PRISMA-P) 2015: elaboration and explanation. BMJ. 2015 Jan 2;349(jan02 1):g7647.
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