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COMMENTS TO AUTHORS

The authors have investigated the effects of PTEN knockout in HCT-116 colorectal cancer cells on the
cytotoxicity of chemotherapy and the natural agent curcumin. They found that PTEN negativity did

not affect the cytotoxic effects of several chemotherapeutic agents, but did affect the cytotoxicity of

curcumin on HCT-116 cells. Upon further investigation they found that this effect is related to

increased GO/G1 arrest and not to increased apoptosis. The manuscript is consistent and well

structured, but English style and spelling (including the title) should be reworked. In the abstract, the
authors should mention in the results that PTEN knockout did not affect the cytotoxicity of CPT-11,
5-FU, oxaliplatin, or DHA.
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This manuscript investigated, first time, the effects of PTEN deficiency on the cytotoxicity of
curcumin for colorectal cancer cells. However, there are four major problems in this manuscript.
Major comments 1. The manuscript attempted to demonstrate that the functional status of the PTEN
gene effected on curcumin cytotoxicity for CRC cells, but the authors had not described the
mechanism of curcumin cytotoxicity. Why they did not choose the other tumor suppressor gene, for
example, P53 gene, to investigate the relationship between the gene function and curcumin
cytotoxicit. 2. The authors developed ?the isogenic set of human CRC cells? that differ only in their
PTEN status, PTEN+/+, PTEN+/-and PTEN-/-, but they did not describe the characteristic
differences of these cells that they developed. 3. The mechanism elaborated unclearly. The results in
this manuscript indicated that PTEN deficiency could change the curcumin-induced cell cycle arrest
pattern and resulte in an increased sensitivity of HCT116 cells to curcumin. Although the authors
showed us the different expression levels of P21, Cyclin D1, Cyclin B1, Cdc2 and p-Akt between the
PTEN+/+and PTEN-/- cells. However, these are not sufficient for the explanation of curcumin
cytotoxicit differences in these cells 4. Insufficiency citation for the research literatur. The results in
ths manuscript showed that curcumin exposure led to a marked G2/M phase cell cycle arrest in the
cells with wide-type PTEN and a significant G0/G1 phase arrest in PTEN-/- cells. But the authors
had not cited this publication that showed “curcumin can induces G1/S arrest, suppresses
proliferation, and induces apoptosis in mantle cell lymphoma” (Biochem Pharmacol. 2005; 70:700-13).
Minor comments The manuscript is full of grammatical errors and awkward sentences. It should be
fully revised for the English.
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