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Highlights

	•Methodological and reporting quality of systematic reviews and meta-analysis was more than 50% based on AMSTAR-2 assessment.

	•UPLC-MS (31.79%) was the most used method to detect the salivary biomarkers followed by RT-qPCR (11.26%).

	•Chemerin & MMP-9 show top sensitivity in OSCC followed by Phytosphingosine.

	•Top 3 biomarkers for HNSCC are Actin, IL-1β Singleplex and IL-8 ELISA.

	•Top biomarkers in early OSCC I-II: chemerin, MMP-9, Phytosphingosine, Pipecolinic acid.




Abstract
Oral cancer became a very common condition. WHO estimates that there are 4 cases of lip and oral cavity cancer for every 100,000 people worldwide. The early diagnosis of cancers is currently a top focus in the health sector. Recent systematic reviews and meta-analyses have identified promising biomarkers for early detection in several original research investigations. However, it is still unclear the quality of these evidence and which biomarker performs the best in terms of early detection. Therefore, the objective was, to map the methodological and reporting quality of available oral squamous cell carcinoma (OSCC) or head/neck squamous cell carcinoma (HNSCC) systematic reviews and meta-analysis. Secondly, to evaluate diagnostic accuracy of salivary biomarkers for common craniofacial cancers and to compare the diagnostic value of different salivary biomarkers.
PubMed, Scopus, Web of Science, Embase and Cochrane Library electronic databases were used to map the methodological and reporting quality of the systematic reviews and meta-analysis conducted on the HNSCC, OSCC using the AMSTAR-2 checklist. The inclusion criteria were systematic reviews and meta-analysis published in the topic of HNSCC and OSCC biomarkers. Exclusion criteria were no animal studies; original primary studies, due to limitation of competency in other languages articles with language other than English were excluded. The sensitivity and specificity were calculated for salivary biomarkers and ranked according to network meta-analysis principles.
A total of N = 5893 patients were included from four meta-analysis studies. All together, these included n = 37 primary studies. n = 94 biomarkers were pooled from these four meta-analyses and categorised into the stages at which they were detected (I-IV). In OSCC, Chemerin and MMP-9 displayed the highest sensitivity, registering 0.94 (95% CI 0.78, 1.00) and a balanced accuracy of 0.93. Phytosphingosine closely followed, with a sensitivity of 0.91 (95% CI 0.68, 0.99) and a balanced accuracy of 0.87.
For HNSCC, the top three biomarkers are Actin, IL-1β Singleplex, and IL-8 ELISA. Actin leads with a sensitivity of 0.91 (95% CI 0.68–0.99), a specificity of 0.67, and an overall accuracy of 0.79. Subsequently, IL-1β Singleplex exhibits a sensitivity of 0.62 (95% CI 0.30–0.88), a specificity of 0.89, and an accuracy of 0.75, followed by IL-8 ELISA with a sensitivity of 0.81 (95% CI 0.54–0.97), a specificity of 0.59, and an accuracy of 0.70.
In conclusion, there was highest sensitivity for MMP-9 and chemerin salivary biomarkers. There is need of further more studies to identify biomarkers for HNSCC and OSCC.
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Abbreviations
NMANetwork Meta-analysis

HNSCCHead and Neck Squamous Cell Carcinoma

OSCCOral Squamous Cell Carcinoma

AMSTAR-2A MeaSurement Tool to Assess systematic Reviews version 2

OCOral Cancer

DALY’sDisability-Adjusted Life Years

IL’sInterleukins

mRNAMessenger Ribosomal Nucleic Acid

PRISMA-DTAPreferred Reporting Items for a Systematic Review and Meta-analysis of Diagnostic Test Accuracy Studies

DUSP1Dual specificity phosphatase 1

H3F3aH3 histone, family 3A

OAZ1Ornithine decarboxylase antizyme 1

S100PS100 calcium binding protein P

SATSpermidine/spermine N1-acetyltransferase

M2BPMac-2 binding protein

MRP14Myeloid-related protein

PMAIP1Phorbol-12-myristate-13-acetate-induced protein 1

PTPNIProtein tyrosine phosphatase, non-receptor type 7

DAPK1Dealth-associated protien kinase 1

p16^INK4aCyclin-dependent kinase inhibitor 2A

RASSF1ARas association (RalGDS/AF-6) domain family member 1
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Data availability
The data was extracted from the already published systematic reviews and meta-analysis and therefore the directly accessible through the included meta-analysis in this review.
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