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To the Editor,  

We commend the study by Xun et al. [1], however we do have few 
concerns that needs to be highlighted. 

While individualised treatment for head and neck cancers affecting 
survival rate in the advanced stages is yet to be realised; however, an 
understanding of the molecular biology has taken a considerable leap 
forward. Circulating tumor cells (CTCs) are cells shed from the primary 
tumor into the circulation and are often presumed to be the substrates 
of cancer metastasis. The number of CTCs and its characterisation may 
have implications in terms of prognosis, a predictive biomarker for 
metastatic relapse and an understanding of the pharmacodynamics 
action of the drug. The paucity of these cells and its nucleic acid enables 
it to escape detection in early stage tumors, and distinguishing muta-
tions and errors in sequencing is a significant concern [2]. It will be 
interesting to observe if the detection of CTC using virtual biopsy (a 
non-invasive technique using sound and near-infrared light with real- 
time information of tumor activity) will replace the standard biopsies in 
the near future. 

The objective of the study is ambiguous 

The study lacks clarity in defining its principal aim. The title sug-
gests that the focus of the study is in assessing together “clin-
icopathological” and “prognostic” significance of circulating tumor 
cells. Moreover, despite these two terms being disparate in meaning, 
the authors have used them interchangeably. The abstract states that 
the goal of the study is the prognostic significance, but in contrast, in 
the introduction, the authors try to correlate clinicopathological fea-
tures. This dissonance in terminology requires clarification. 

CTC assessment in targeted therapies and HPV tumors 

Serial CTC assessment can be used to enhance monitoring during 
treatment, anticipate the risk of progression and for informed patient 
care decision. Persistent elevated CTC post-treatment may benefit from 
the rapid switch in therapy such as targeted therapies and biologicals 

rather than awaiting several months to confirm the viable presence of 
tumor using imaging. CTC studies on HPV tumors was not itemized in 
this study and is of a particular significance, given the difference in the 
prognosis and management in these subsets of tumors [3]. 

Is the pooled effect size estimate of the meta-analysis – Hazard 
Ratio (HR) or risk Ratio (RR) or Odds Ratio (OR) for 
clinicopathological or prognostic significance of CTC? 

The study lacks coherence in the effect size metric used to assess the 
prognostic significance of circulating tumor cells. Meta-analysis studies 
require the use of a singular effect size metric that is reliable across the 
study to allow comparability and cross-study consistency [4]. In Xun 
et al.’s study, however, they have used three different effect size me-
trics, i.e. Odds Ratio (OR), Risk Ratio (RR) and Hazard Ratio (HR), all of 
which are distinct and non-comparable. 

Adaption of established systematic review guidelines and protocol 
registration 

In addition to the above criticisms, no standardised or established 
systematic review or meta-analyses guidelines have been followed, such 
as PRISMA, JBI, MOOSE or Cochrane which is essential for conducting 
any systematic review and meta-analysis study [4,5]. These guidelines 
ensure the homogeneity of similar studies and enables robost research 
while not adhering to these guidelines limits the quality assessment and 
comparability of the authors study. The authors fail to perform any 
publication bias analysis, which is a prerequisite for a systematic review 
and meta-analysis, with a lack of any PROSPERO registration which 
helps in the development of other similar systematic review and meta- 
analysis studies [5]. 

Fixed or random effects model of meta-analysis 

The study follows the fixed-effects model of meta-analysis which is 
limited in providing accurate results when faced with comparison 
points (study data) originating from sources of high heterogeneity. As 
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this study compares multiple studies that follow vastly different 
methodologies, protocols, and methods of analysis, the fixed-effects 
model is inadequate and should be replaced with a random-effects 
model of meta-analysis to account for the heterogeneity [6]. 

High HR value for CTC’s prognostic effect 

The conclusions drawn for correlation between CTCs and prognostic 
factors of HNSCC for PFS and DFS revealed as a strong prognostic im-
pact in HNSCC. The pooled HR of 3.4 (95% CI 1.47–5.32) and 3.57 
(95% CI 1.06–6.08) for CTCs in HNSCC informs a profound prognostic 
effect; however, further, observation shows that only four studies were 
included to generate this result. Well-established prognostic indicators 
such as perineural invasion and high lymph node ratio are associated 
with HRs for the survival of < 2.5 [7,8]. Therefore the conclusions put 
forward in Xun et al.’s study, regarding CTCs appear imprecise, warrant 
further validation. 

Publication bias of the included studies 

We noted that Xun and colleagues, despite evaluating publication 
bias by Begg’s and Egger's tests, they did not estimate analysis of 
publication bias indicators. The indicators that would be expected to be 
included areOrwin and Classic Fail-Safe N tests, Begg and Mazumdar 
Rank Correlation tests, Eggers Regression and Duval and Tweedie’s 
Trim and Fill test should be used to explore any possible bias due to 
missing studies or small studies [9]. 

The variance of true effect size of estimate 

The study could benefit from the meta-analysis, including the Tau2 
parameter that provides information about heterogeneity between the 
effects for test accuracy observed in different studies. Finally, we would 
also like to recommend that alongside Cochran’s Q and I2 statistic, the 
authors may also consider the use of the Tau2 parameter in order to 
generate a more robust analysis of heterogeneity in their study and to 
account for the limitations of each parameter [7]. 

These issues have been highlighted in order to improve the quality 
of this study and the studies that follow it hereafter, in the spirit of 
scientific discussion and inquiry. 
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