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  The main purpose of the analyzes carried out by the colleagues 
in an recently published paper in PNAS-USA [Proceedings of the 
National Academy of Science of the United States of America) 
is focused 1) on the one hand on the in vitro effect of Losartan 
in murine ovarian carcinoma model, demonstrating that the 
adjuvant effect of losartan should be definitely synergistic with 
regard to the parallel-induced / or ongoing chemotherapy, 
and on the other hand 2) in addition, that malignant ascites in 
retrospectively observed patient group seems to be also reduced 
[1].

The retrospective analyzes of ovarian cancer patients [and 
parallel therapy with ARB or ACE blockers), according to the 
colleagues, showed improved overall survival, compared to 
similar patients who were treated with another antihypertensive 
drug [1].

Given the current information that angiotensin receptor 
blockers are likely to have a possible pro-cancerogenic effect [2, 
3] [although it is currently unclear whether this effect is due to 
the carcinogenic impurities or the generic itself), we believe that 
these data should be looked exclusively critically [1, 4, and 5] due 
to the following circumstances: 

1)	 In the data presented by the colleagues, there is a complete 
lack of information as to whether and how many retrospective 
patients were treated prior to the onset of tumors with ARBs? 
This information is shared in the introduction section of the 
described article without being specified or detailed [1]. It 
is unclear whether AR- blockers have been assigned in the 
occasion of arterial hypertension [as described by the authors 
themselves in the introduction [1]) or is it subsequently 
appointed in order to reduce malignant ascites? This should 
be the most important / key point/moment in the article, and 
without its full clarification, the significance of the results 
remains a serious issue.

2)	 If patients with ovarian carcinoma were treated with AR-
blockers for arterial hypertension before the diagnosis of 
tumors themselves, their potential procancerogenic effect 
should also be inevitably discussed? As well as the overall 
treatment time prior to the diagnosis of ovarian cancer or the 
appearance of the first clinical symptoms.

3)	 It would also matter/ it won’t be irrelevant whether the 
respective batch of medicaments [in this case containing 
Losartan/currently recalled Losartan) were manufactured 
by pharmaceutical companies that currently have withdrawn 
their products from the market due to contamination with 
carcinogens?

Without clarifying these important facts at this moment, it 
would be difficult to make definitive assessments for the possible 
positive effect of sartans on the survival of patient groups [within 
unclear originally defined retrospectively treated groups), or 
to provide other evaluations concerning the response of the 
extracellular matrix in the form of solid stress reduction, improved 
local perfusion, increased delivery of chemotherapeutics, losartan 
induced tumor hypoxia, improved chemotherapeutic efficacy, etc 
[1].

In the event of a positive response to one of the above-
mentioned points [1-3], the ARB blocker in question could be 
considered at the same time as a possible inducer of neoplastic 
process/ ovarian cancer [4].
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