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Dear Editor, 

We have read recently the report by Üreyen ÇM et al.
 
[1] on a possible side effect which, just reading the 

title, it seems unwisely linked to ozone therapy. 

We feel this report was not ready for publication for significant incomplete information and an improper 

conclusion to wit:  “ozone therapy in our case could be the possible etiology of the index myocardial 

infarction”. 

Nothing in this paper tells us the technique used, the ozone concentration, total weight of ozone, volume of 
blood, and any other relevant data regarding the administration of this gas. Such factors, analogous to dose 
and mode of administration of any drug, would be of great importance. The major autohemotherapy 
technique, in our opinion, is the safest method when compared to other therapeutic approaches.  
 
Usually, a standard autohemotherapy is done using citrate as anticoagulant and at a range of concentration 
between 20-40 µg/ml or, with heparin, 5000 units per 200 cc of blood. 
 
More, in the cited paper of Bocci regarding the platelet activation, the authors report “we were not surprised 
to observe a rapid platelet aggregation in heparinized plasma particularly at the highest concentration” [2]. 
Bocci reported on in vitro samples in a format totally foreign to in vivo ozone delivery. Water poured on 
isolated (in vitro) cells can cause them to explode.  
 
This is not relevant to in vivo water consumption. Furthermore, the authors may not have been aware that 
ozone therapy enhances prostacyclin synthesis and improves the prostacycline/thromboxane ratio [3]. These 
effects stand in direct contradiction to the conclusion rendered by the authors of the single report, wherein an 
improvement in prostacyclin would be expected to have cardio protective effects as per the authors: “We 
assume that PGI2 stimulation may contribute to the beneficial effects of ozone treatment”.  
 
Finally, Sroczynski [4] again reported the opposite of the conclusion of Üreyen, finding that intra-arterial 
ozone gas “showed a significant improvement in both groups [atherosclerotic and diabetic patients] 
manifested by an increase in ankle-arm index, and prolongation of the intermittent claudication distance by 
more than twice”. The treatment of atherosclerotic ischemia of the lower extremities with O3 is both valuable 
and safe. Surely if ozone therapy could incite pathological thrombosis, these authors should have seen 
problems with direct gas administration to an artery! 
 
Our past experience in the pharmacological department following the pharmaco-epidemiological surveillance 

program in agreement to WHO standards, and, in extensive clinical practice, gave us enough experience to 

observe and catalog side effects. 

Following the WHO definitions [5], one event candidate, to be a side effect, is classified as unlikely when in 
relation to the time elapsed from the event, it makes improbable (but not impossible) a relationship. In the 
same document, an adverse event is defined as a medical occurrence temporally associated with the use 
of a medicinal product or procedure, but not necessarily causally related.  
 
In the case reported by the authors, the time from the treatment (morning) to the first symptoms (three hours 
before midnight) seems to be too long to rationally explain it as a consequence of the ozone treatment. The 
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authors did not disclose other potential mitigating factors such as a fat laden meal (free fatty acids increase 
risk [6]), event or stress, etc.  
 
To our opinion it is not easy understand how a thrombotic lesions could give symptoms 12 hours later, long 
after the alleged instigating event occurred. Or the Authors must explain with well-documented data that the 
ozone treatment can delay action in instigating thrombosis.  
 
Dr Rowen and Dr Re, executed in the last 30 years about 60 thousand MAHs on humans without side 
effects. Human studies [7] have been performed to evaluate some interesting metabolic pathways activated 
by a correct administration of ozone doses using the most appropriate technique. 
 
We can imagine how many MAHs have been administered so far all around the world by the thousands of 
physician working in this field. Needless to say that only in few cases we could observe mild reactions like 
redness. 
 
We agree with the authors that unfortunately, like every other therapy, ozone therapy has side effects. 
Fortunately, the number of ADRs reported for ozone therapy that we could find in the literatures are 
negligible when compared to those produced by surgery or pharmacological treatments, particularly in the 
elderly [8, 9] 
  
We believe your readers should be aware of the significant flaws in the reporting of this case and the 
conclusions, which fly in the face of years and hundreds of thousands of ozone treatments. We believe it is 
far more likely that other factors in the unfortunate case was the proximate cause of the heart attack, and 
that a 12-hour proximity to an undescribed ozone treatment is simply coincidental. 
 
Thank you for your kind hospitality. 
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