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CORRESPONDENCE

Comment on Zhao et al. article: IL-17A G197A and
IL-17F T7488C polymorphisms and cancer risk in
Asian populations: a meta-analysis

Drs. Chun Liu*, Rong Xia.

Department of Stomatology, the Second Hospital of Anhui Medical University, Hefei, China.
*Correspondence: amuliuchun@gmail.com, xiaronggh@gmail.com

We read with great interest the results of the me-
ta-analysis conducted by Zhao et al. [1].The investigators
performed a meta-analysis to estimate the association be-
tween IL-17A G197A and IL-17F T7488C polymorphisms
and risk for cancer. We appreciate the authors’ efforts to
draw a conclusion that IL-17A G197A polymorphism is
associated with a increased risk significantly for specific
forms of cancer. However, we have several queries and
would like to communicate with the authors.

1.  As for the 8 case-control studies included in the ar-
ticle, only 2 electronic databases (PubMed and Web
of Science) were searched by the authors, while they
claimed that they had collected all available pub-
lished studies. We believe the 8 studies in 6 articles
may not support the conclusion which may change
the results of meta-analysis on IL-17A G197A poly-
morphism. Therefore, we would like to know whether
the authors had searched other databases for more
data.

2. All the studies were performed in three countries,
and we wonder whether the data from three countries
can stand for Asian populations. At the same time,
the language of the studies was limited to English.

It is likely some other data in other countries and in
other language may have been ignored, which may
result in more risk of bias and imprecision of the me-
ta-analysis.

3. In Table 1, the number of “501” is not in conformity
with the original article by Wang et al., therefore, it
should be changed to “502”.

4. In the Results section, the funnel plot was symmetri-
cal, which indicates that there is no publication bias.
However, as the number of the studies was less, it is
vital to assess for publication bias with more trials.

In conclusion, we appreciate the results of this me-
ta-analysis by Zhao et al. However, it is important to ana-
lyse more studies and perform wider retrieval. We believe
this suggestion will contribute to more precise elabora-
tion of the results proposed by Zhao et al.
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Reply to Drs Liu and Xia
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We are glad to receive the precious comments from
Drs. Liu and Xia.

After discussion, we reply as follows: Only two da-
tabases including Pubmed and Web of Science were
searched in our meta-analysis because of two reasons: (1)
only these two databases were available to our research-
ers. No doubt, we also desired to search other databases
consisting of high quality literature like Embase etc; (2)
the two databases in our study basically covered almost
all the high quality biomedical literature, which could
contribute to assessment for IL-17A G197A and IL-17F
T7488C polymorphisms and cancer susceptibility. Based
on Pubmed and Web of Science, we collected all available
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published studies. Finally, 8 eligible case-control studies
with 3,323 cases and 3,974 controls were included into
our study. The current meta-analysis was just a pooled
analysis aimed at inconsistent reports, having thus had a
temporary conclusion. This conclusion needs more better
designed studies to be confirmed.

Based on past single-center studies, the current me-
ta-analysis was performed in Asians, including Chinese,
Japanese and Iranian populations. Given the majority of
Asian populations had similar genetic background, the
conclusion may be applied to populations of other Asian
countries. Due to the impossibility of mastering all Asian
languages for researchers, language bias, a common lim-
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itation of meta-analyses, seems to be inevitable. Certain-
ly, it is well known that the language of the studies was
limited to English, which may result in more risk of bias.
We hope researchers that mastered more languages de-
voted in more comprehensive studies on the association
of IL-17A G197A and IL-17F T7488C polymorphisms and
cancer risk in Asian populations would help find whether
language bias could influence our conclusion.

A previous case-control study enrolled 502 control
subjects [1], however, only 501 control subjects genotype
data was obtained while in the analysis of the rs2275913
polymorphism.Thus, the number of control subjects was

501 instead of 502.

As mentioned by Drs. Liu and Xia, the number of
enrolled studies in the meta-analysis was important for
the assessment of publication bias. Henceforth, more
case-control studies are warranted to increase the accura-
cy and stability of publication bias identification for fun-
nel plot.
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We read with interest the article of Liu et al [1], in
which the authors report on the strengths and limitations
of mRECIST on the evaluation of response and prognosis
of hepatocellular carcinoma (HCC), treated with transar-
terial chemoembolization (TACE), and we would like to
briefly comment on this work.

In 10.5% of their original study population (15/143
cases), the authors were unable to apply mRECIST: 10 out
of 15 cases were ill-defined (infiltrative) and/or atypically
enhancing tumors, which lacked measurable arterially en-
hancing components. Diffusion-Weighted Magnetic Res-
onance Imaging can detect TACE-induced tumor necro-
sis without the need of contrast-enhancement and could
facilitate the evaluation of the aforementioned tumors,
however, at present, this method cannot replace standard
contrast-enhanced imaging [2]. In a series of HCC patients
treated in our institution with Drug-Eluting Beads TACE,
we encountered infiltrative and hypovascular HCCs in 5
patients, compared to 47 patients with tumors suitable
for mRECIST measurements [3]. Of note, infiltrative and
hypovascular HCCs (Figures 1A,B of the original paper)
are associated not only with difficulties in their response
evaluation, but also with a worse prognosis, compared to
the encapsulated and hypervascular HCCs [4,5]. In 5 other
cases of Liu et al, difficulties in response evaluation were
caused by treatment-induced changes. Intratumoral lipi-
odol accumulation may cause hyperdense artifacts, which
may mask residual tumoral enhancement on Contrast-En-
hanced Computed Tomography. Contrast-Enhanced Mag-
netic Resonance (CEMR) or Contrast-Enhanced Ultra-
sound (CEUS) are not susceptible to such artifacts and
can be alternatively utilized [2]. Intratumoral hemorrhage
may also produce confusing intratumoral areas, which
are hyperdense on CT and hyperintense on T1 sequences

of MR, and which also interfere with detection of residual
enhancement. The problem can be overcome by utilizing
CEMR with subtraction technique, or with CEUS [2].

There is another subgroup of tumors (approximate-
ly 10% of the TACE-treated HCCs according to our ex-
perience) in which, despite the presence of arterial tu-
moral enhancement, application of mRECIST may prove
challenging. For example, a single measurement of the
maximum diameter of the largest enhancing component
may overestimate the therapeutic effect in tumors with
multiple, irregular and discontinuous islets of residual
enhancing tissue (Figure 1C of original paper). On the
contrary, the unidimensional measurement may result in
underestimation of the necrosis caused by TACE, if the
residual viable tumor has the shape of long, narrow en-
hancing band (Figure 1D of the original paper). In similar
cases, EASL criteria, or (preferably) volumetric calcula-
tions of the extent of residual enhancement may provide
a more reliable assessment [6]. However, the latter meth-
od increases the complexity of the evaluation and is not
widely available.

Despite the aforementioned limitations, we believe
that mRECIST is a practical tool for the evaluation of tu-
mor response and there is growing evidence on the prog-
nostic value of this system, both in the context of TACE,
and after antiangiogenic treatment of HCC. We agree with
Liu et al. that to increase the reliability of mRECIST, care-
ful selection of patients is required. Regarding tumors
not suitable for mRECIST, no widely accepted guidelines
exist at present; imaging approach of such tumors should
probably be tailored to the particularities of each case,
and should be based on the aforementioned alternative
techniques.
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Figure 1. Axial, gadolinium-enhanced, T1-weighted MR
images, with examples of HCC not suitable for accurate
assessment with mRECIST: In tumors which are diffusely in-
filtrating (A), or hypovascular (asterisk, B), prior to treatment,
measurement of clearly defined, arterially enhancing com-
ponents may be impossible. Moreover, the unidimensional
measurement of the largest enhancing residual component,
may not reliably predict the extent of TACE-induced necrosis
in tumors with multiple, irregular and discontinuous islets
of viable tissue (arrows, C), or when the residual tumor has a
bizarre, elongated shape (open arrow, D).
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We agree with Dr. Moschouris’s et al.’s opinion for
our paper, which offers a good idea for clinical research. On
account of diverse conditions, alterative methods should
be adopted as complementary strategies, such as Diffu-
sion-Weighted Magnetic Resonance Imaging, Contrast-En-
hanced Magnetic Resonance (CEMR) or Contrast-Enhanced
Ultrasound (CEUS), unless the clinical efficiency of tran-
scatheter arterial chemoembolization (TACE) in the treat-
ment of hepatocellular carcinoma could be evaluated by
Contrast-Enhanced CT [1,2]. According to the clue mentioned
in our study, PET-CT may be taken as an option [3]. Under
the circumstances, Modified Response Evaluation Criteria In
Solid Tumors (mRECIST) will be further expanded in clinical
use.

Based on the clinical experience of Dr. Moschouris et al,
a new truth that mRECIST standard may result in deviation
has been discussed. We accepted this particular view. In our
point of view, however, the definition of measurement is of
significant value for clinical diagnosis only when the error
would be demonstrated to affect overall survival of patients
based on the conclusions of extensive comparative studies.

Furthermore, increasing pieces of evidence indicate that
both mRECIST and the European Association for the Study of
the Liver (EASL) show similar clinical value for the assess-
ment of tumor prognosis [4,5]. Both methods are feasible. We
tend to adopt mRECIST standard compared to EASL standard
because the latter is more difficult to detect and sensitive to
interference, resulting from dual-diameter measurement [6].
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Whatever assessment for therapy standard will be
adopted, various factors should be well-considered before
screening suitable patients of a clinical trial. Otherwise, the
whole progress of a clinical trial is hampered when tumor as-
sessment cannot be performed appropriately after treatment.
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