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In the current study (PATEL et al., 2021), the impact of anti-microtubule agents was observed in cisplatin-
sensitive and resistant high-grade serous ovarian cancer cells. A comparison was established between the
cisplatin-sensitive cell line used, OVCAR-8, and two cisplatin-resistant ones derived from OVCAR-8,
OVCARB8-CP1 and OVCARB8-CP5. The authors observed that when compared to sensitive cells, OVCAR-CP1
did not show cross-resistance, while OVCAR8-CP5, resistant to a higher cisplatin concentration, showed a
subpopulation resistant to anti-microtubule drugs. They suggest that this phenomenon may be related to
the pro-survival TNF/NFKB cell signalling pathway. However, the study does not completely elucidate the
mechanisms behind cross-resistance. Thus, we highlight some important topics for further discussion

about this work.

1. a. As discussed by the authors, OVCAR-8 seems to share histological similarities with high-grade serous
ovarian cancer cells. However, it is noteworthy that only a few similarities do not classify OVCAR-8 as
HGSOC (Barnes et al., 2021). Thus, this study says little about cross-resistance acquisition to platinum-
derived compounds and antimicrotubule agents in this subtype. Hence, the use of cell lines known and
officially classified as representatives of this subtype, such as OVCAR-3 (Bradbury et al., 2020), OVPA-8
(Tudrej et al., 2018), OVSAHO, OVCAR- 4 and COV318 (Barnes et al., 2021), could provide more reliable
conclusions about HGSOC, the most lethal among EOC subtypes.

b. The cell line that was chosen to represent high-grade serous ovarian cancer has characteristics that
make it similar to HGSOC (Mitra et al., 2015). Still, we suggest the execution of control experiments
performed with an already resistant cell line, such as OVCAR-3, since it has intrinsic resistance to cisplatin
(Bradbury et al., 2020). Thus, it would be interesting to consider the use of OVCAR-3, cisplatin-resistant, as
a comparative model for OVCAR-8, cisplatin sensitive, to analyze differences and similarities between

them.

2. a. In the Materials and methods section, subtopic “Generation of resistant cell lines", it is described that
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resistant cells maintained their resistance for several days, but were not tested for months. One possible
interpretation for this sentence is that all experiments were performed during the days the cells were
tested for resistance. This statement leads us to understand that this procedure does not mimic the clinical
approach very well, since, in patients, the chemotherapy treatment lasts for months and, often, the
acquisition of resistance also lasts this amount of time. Thus, the results obtained may extrapolate what

the experiments point out.

b. The second possible interpretation for that sentence is that the experiments were carried out in the cells
after several months, even without tests to confirm the resistance acquisition and maintenance, previously

observed. Thus, the results obtained may not represent a resistance condition.

3. a. In the article, the authors state that it is possible to find the drug concentrations in the figure legends
or in the figures themselves. However, it is not possible to find the final concentrations of DMSO used to
dilute the antimicrotubule drugs as described in the Materials and methods section. Considering that
concentrations above 1% of DMSO may interfere with the results found, it is important to have access to

this information, once DMSO is cytotoxic at higher concentrations (Galvao et al., 2014).

4. a. In the topic “Cisplatin-resistant cell lines do not show increased activity of either ABCB1 or ABCG2",
the authors stated that there is no expression of ABCB1 and ABCG2 receptors in cisplatin-resistant cells,
leaving it unclear whether it is a protein or mRNA expression. However, in the topic “Gene set enrichment
analysis (GSEA) reveals enrichment for survival pathways within a subpopulation of OVCAR8-CP5 cells”,
overexpression of mMRNA of these two transporters in only one subpopulation was demonstrated, which
does not represent the heterogeneous tumour mass. Since it does not specify the analyzed target, protein
or mRNA, the affirmation in the first topic makes these two pieces of information contradictory and

confusing, thus decreasing the impact of these experiments when taken together.

b. In the Materials and methods section, it was not clear the reason for analyzing the subpopulation that
was determined or the reason for reanalyzing a subpopulation of a cell line that had already been tested
which demonstrated a negative result. Noteworthy, it was not specified by which method the

subpopulation was isolated and analyzed, as well as which markers were present in this subpopulation.

The discussion about these topics is crucial, as it enriches the current work and makes it even more
relevant to the scientific community. Thus, the clarification of these points avoids extrapolating the

biological meaning of the results and, consequently, future inquiries about.
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