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Sir,

We have read with attention the letter of Dr. Tfelt-Hansen regarding our article published in the journal which considered the placebo effect in migraine using meta-analytic techniques 1 . We consider that his comments will help to clarify some of the topics included in our paper. However, we would like to comment some specific points to improve the understanding of our contributions by future readers.

Tfelt-Hansen raises some worries about the definition of headache relief. He states the need of accepting that headache relief should be defined as the decrease in its intensity from moderate [START_REF]Committee for medicinal products for human use (CHMP). Guideline on clinical investigation of medicinal products for the treatment of migraine[END_REF] or severe [START_REF] Tfelt-Hansen | Guidelines for controlled trials of drugs in migraine: second edition[END_REF] to none (0) or mild [START_REF] Macedo | A meta-analysis of the placebo response in acute migraine and how this response may be influenced by some characteristics of clinical trials[END_REF]. In fact, in our article we wrote that 'pain relief means a pain reduction higher than 50%". In the case of severe pain, a pain reduction of 50% is a decrease in headache intensity from severe (3) to mild [START_REF] Macedo | A meta-analysis of the placebo response in acute migraine and how this response may be influenced by some characteristics of clinical trials[END_REF] or none (0). For moderate pain, a decrease in headache intensity to mild (1) or none (0) is considered as a success. Therefore, we consider that our definition of "higher of 50%" is not different from the suggested by Tfelt-Hansen. However, we accept that his definition is clearer than us and also according the Guideline of EMEA for the investigation of medicinal products for the treatment of migraine 2 and the International Headache Society Clinical Trials Subcommittee 3 . But, for practical purposes, it is almost equivalent.

The author also suggests that pain free at 2 h is increasingly used as primary efficacy measure. We fully agree with that point of view. In fact, in all tables of our article 1 we showed pain free and pain relief variables to give the readers the possibility of comparing both of them. The first can be considered as a hard outcome and the second as a soft outcome. However, it is unquestionable that the main objective of treatment should be to leave patients pain free but pain relief can not be considered as a minor issue in clinical practice. As expected, the magnitude of placebo effect was higher when the last was used and decreased when the latter was considered. Unfortunately, although pain free is desirable it is not always achieved nor in clinical practice neither in clinical trials. For instance, in a recent study in acute migraine 4 , the pain freedom at 2h ranged from 17.2% to 31.3% with active treatments, and it was 9.6% with placebo. Values of pain relief at 2 h were from 49.8%% to 56.4% and only 27.7% with placebo. These values were very similar to those obtained in our meta-analysis, i.e. 28.6% of pain relief and 8.8% of pain freedom.

The main objective of our paper was to analyze the significance of placebo effect differences according with clinical trials methodology independently of all the other variables (disease, population and even outcomes). If we assume that methodology makes differences in placebo results, then we might also assume that some aspects associated to clinical practice may influence the therapeutic results of any given treatment in migraine. We consider that our objective was reached but we acknowledge contributions like that of Dr. Tfelt-Hansen which helps to clarify further our results.