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COMMENTS TO AUTHORS

1) There is no explanation about Fig. 1B in the text and the corresponding legend. 2) In page 12, the
authors describe that they examined SeV/dF/GFP transduction efficiency using nine human and five
tumor cell lines, but they intend not to present the data. Because the data seems to be very
informative in case of clinical application of the virus for various tumors, the authors should present
the results (probably as Supplementary data). 3) In Fig. 3B legend, there is no description about H202
experiment that must be a positive control. 4) In Fig. 4, although the authors state that they examined
the effect of SeV/dF/FIR on the cell growth of SW480 cells, there is no data. It is required to
demonstrate that SeV/dF/FIR actually reduce c-myc expression and induce apoptosis in tumors.
What does the vertical axis of Figure 4A represent? The legend does not correspond to the panels. In
the legend, +SD should be *+ SD, and SeVAF/FIR and SeVAF/GFF should be SeV/dF/FIR and
SeV/dF/GFP, respectively. 5) In Fig. 5 legend, two days (72 hours) should be three days (72 hours).
What does GL2 represent in Figure 5A? 5) In Figure S1, the authors describe that they observed
complete regression of xenografted Yes-5 tumors after several injections of SeV/dF/FIR. Is this the
only one case, or did they observe other similar cases? If this is due to some immunological effects as
stated by the authors, other cases are supposed to be observed. If so, how much percentage? 6) The
authors investigated endogenous FIR-interacting binding proteins (Table 1). This analysis is nice and
provides valuable information about the FIR-binding proteins (although there is no verification).
However, they state that they performed this analysis for avoiding unexpected side effects of
SeV/dF/FIR in case of clinical use. It is unclear how the authors predict possible side effects and
what conclusions they drew from these data. The authors should discuss this point. 7) In Figure S2,
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FIRANY77 that lacks the repression domain still shows substantial repressive activity. How do the
authors explain this activity? Is there other repression domain in the molecule? Also, it is obscure
how the data is essential for demonstrating the therapeutic efficacy of SeV/dF/FIR. The authors

should discuss these points.



