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In the recent, with great interest we read the
article “P16™*42 gverexpression and survival in
osteosarcoma patients: a meta analysis” (by
Bu J et al). In this study, the investigators per-
formed a meta-analysis to provide a compre-
hensive evaluation of the significance of
P16'N%42 expression in patients with osteosar-
coma. This article showed that patients with
high P16'™42 expression were significantly
associated with favorable overall survival when
compared to low or undetectable P16'N4a
expression. The investigators concluded that
P16'N%42 is an effective biomarker of survival for
osteosarcoma patients [1]. It is a valuable
study. Nevertheless, there’re some flaws exist-
ing in this meta-analysis that we would like to
raise.

Firstly, the sources of included studies were not
appropriate. Investigators only systematically
searched relevant articles in four databases:
Pub Med, Embase, Web of Science and CNKI.
The small number of required articles would
bring great bias to the results. We suggest they
could search more electronic databases to get
more eligible studies. Moreover, the investiga-
tors searched CNKI database, a Chinese data-
base not usually used in meta-analysis and at
least five of the eight included articles were got
from this database. We wonder why these
investigators did not use a more commonly-
used database, such CBM database and Wan
Fang database, to ensure they would not omit
eligible studies in this article.

Secondly, as we all know, search process of
search strategies plays an important role in
meta-analysis. However, in this article, the
investigators didn’t clearly describe search pro-
cess of search strategies report for databases,
and didn't show how many articles they
retrieved and how they excluded other articles.
It is generally suggested that the search pro-
cess should be showed as a flow chart but |
didn’t find this kind of chart in this article.

Thirdly, some important detailed characteris-
tics of the eight studies were ignored in this
meta-analysis. For example, case number,
number of patients with high/low level of
P16™*4a  age, sex, follow-up, osteosarcoma
classification, pathological parameter, country
and other information were not provided. We
think that follow-up is very important informa-
tion for survival rate calculation/assessment of
patients with osteosarcoma. We hope the
investigators could provide us these data in this
article, which are helpful for readers to better
understand the results.

Fourthly, the investigators did not assess the
quality of each article. It is well known that arti-
cles of high-quality are necessary for a meta
analysis. Low-quality article may bring wrong
and harmful conclusion. Even though methods
of quality assessment about clinical controlled
trials are controversial, quality assessment is
still necessary. In this paper, | saw no informa-
tion mentioned about the quality of each study.
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Fifthly, seven studies reported data on the
3-year overall survival [2-8], and only one study
reported to data on the 5-year overall survival
[9]. We wonder why these investigators did not
conduct a subgroup analysis to evaluate the
significance of P16¥4 expression in 3-year
overall survival of patients with osteosarcoma.

In a word, we agree that P16'"%“? is an effective
biomarker of survival for osteosarcoma.
However, the small sample size may inevitably
increase the risk of bias. Therefore, more large
scale clinical trials are needed to further iden-
tify the prognostic significance of P16™¥% for
osteosarcoma.

Disclosure of conflict of interest
None.

Address correspondence to: Dr. Bomin Wang,
Department of Orthopedics, Shandong Provincial
Hospital Affiliated to Shandong University, 324
Jingwu Weiqgi Road, Jinan 250021, P.R. China.
E-mail: wangbermin@sina.com

References
[1]  Bu J, Li H, Liu LH, Ouyang YR, Guo HB, Li XY
and Xiao T. P16"™*4@ overexpression and sur-

vival in osteosarcoma patients: a meta analy-
sis. Int J Clin Exp Pathol 2014; 7: 6091-6096.

3385

(2]

(3]

(4]

(5]

)

Meng L, Yu X, Du D and Wang G. The expres-
sion and significance of the P16 gene in osteo-
sarcoma. Shandong Med J 1999; 19-20.

LiL, WangY, Liu Y and Li Z. Clinical signification
of express of tumor suppressor genes and pro-
liferative in osteosarcoma. J Clin Orthop 1999;
164-166.

Xiao Z, Cai Y and Lin Q. Preliminary research
on the expression of rumor suppressor ge-
nepl6 protein in human osteosarcoma.
Zhejiang Clin Med J 2000; 653-654.

Maitra A, Roberts H, Weinberg AG and Geradts
J. Loss of p16(INK4a) expression correlates
with decreased survival in pediatric osteosar-
comas. Int J Cancer 2001; 95: 34-38.

Li W, Zhao J and Pi G. P16 gene expression and
clinical significance in human osteosarcoma. J
Chin Pract Diag Ther 2005; 483-484, 487.

Oh JH, Kim HS, Kim HH, Kim WH and Lee SH.
Aberrant methylation of p14ARF gene corre-
lates with poor survival in osteosarcoma. Clin
Orthop elat Res 2006; 442: 216-222.
Mohseny AB, Szuhai K, Romeo S, Buddingh EP,
Briaire-de Bruijn |, de Jong D, van Pel M, Cleton-
Jansen AM and Hogendoorn PC. Osteosarcoma
originates from mesenchymal stem cells in
consequence of aneuploidization and genomic
loss of Cdkn2. J Pathol 2009; 219: 294-305.
Lei N, Pan X, Qi Y and Fang Y. Expressions of
P16 and proliferating cell nuclear antigen in
osteosarcoma and clinical significances. J Jilin
Univ-Med 2009; 519-521.

Int J Clin Exp Pathol 2015;8(3):3384-3385



