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COMMENTS TO AUTHORS

1) This review presents a careful and appropriate bibliography regarding the controversial issue of
spontaneous regression of renal cell carcinoma. Despite a few typographical errors it can be viewed
as a well written manuscript. 2) I partially disagree with the definition presented on page 2, 3rd line
from bottom. In some cases, "spontaneous" regression follows an intervention such as cytoreductive
nephrectomy, as reported by Markewitz and coworkers some decades ago (and, more recently, by
Van Poppel and Baert). Therefore I recommend a slight modification of the definition, which could
include the idea of regression induced by local treatments such as radiotherapy or embolisation of the
primary tumor. The report by Horn & Horn (1971) is another example in which a probable "immune
factor" can be postulated to exist in the plasma of a patient that experienced regression of RCC. The
more stringent definition given on page 5, line 7 from bottom could be presented at the beginning of
the text. 3) The imune defense mechanisms against metastatic RCC should be better explained. The
paper by Dantal et al (1998) would help to present more adequately the possible role of
immunosupression in the increased risk of cancer development. And the opposite: the action of the
immune system in tumor regression, including RCC. 4) I strongly recommend presentation of at
least one histological verification of regression (though they are controversial and not unequivocally
confirmed). This would add some degree of criticism on the basis of an observation. And also to be a
stimulus for the discussion of the "myth" among the readers of the journal. The same could be say for
the controversial figures by Hamid and Poller (1998). 5) The Pansera's hypothesis must be
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presented with a more sophisticated detail in the hallmark of the stem cells world. I would like to
recommend a chapter of a book (Goldenberg & Campos de Carvalho eds., 2013), in which the authors
of this review could find some details of the embriogenic regression process that could also help them
to present in more detail an interesting view for the "reality" (and for the "myth") of RCC regression.
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COMMENTS TO AUTHORS

The authors reviewed the hypothesis and the previous reports of spontaneous regresion of RCC. The
theme of the manuscript is interesting. Therefore, this manuscript is worth to accept for publication of
the journal.
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