

Response to Reviewer 3 Comments

Point 1: Line 74, it would be useful for the reader to know which specific areas have been explored.

Response 1: We have added the explored areas (social, occupational and emotional) (line 79).

Point 2:  Line 79-83: the Authors state that this study is part of a bigger study, please give more information on this, for example funding, aim of the bigger project, future steps of the bigger project.

Response 2: We have added information from the original project ("Analysis, determinants and impact of diagnostic delay in Rare Diseases") in the Methods section of the revised manuscript (lines 85-90). As detailed in the text, the main objective of the original project was to determine the diagnostic delay, as well as its determinants and impact. The second part of this project was based on the execution of discussion groups with health professionals, relatives and patients, and was carried out after the start of the covid-19 pandemic, a fact that delayed the completion of the project. The original project has been funded within the framework of the Strategic Action on Health by the Instituto de Salud Carlos III and carried out by the research foundation FISABIO in collaboration with the General Directorate of Public Health and Addictions of the Generalitat Valenciana (information included in the Funding section). However, the present study focused on the impact of rare diseases globally, and not only on the consequences of their diagnostic delay.

Point 3: In the Materials and Methods section there are no mention of the submission of the project to any ethical committee/board, please specify if you obtained the approval of the competent ethical committee and, otherwise, the reasons why you didn’t.

Response 3: We have added in the Methods section (lines 90-92) this information. The original project obtained the approval of Ethic Committee of Clinical Research of the Directorate General for Public Health and Higher Center for Research in Public Health. The study presented in this manuscript was carried out using the same questionnaire, with the same population and whose objectives overlapped with those of the initial project.

Point 4: In paragraph 3.1 please specify what you mean with “alternative therapies”. It is not clear to me the reason why you included “creams” in “other therapies”, since pharmacological treatments with topical medications are of course “drug therapy” (think, for example, to corticosteroid ointments); moreover, eyeglasses are not “treatments”, they are medical devices that may mitigate symptoms and help patients in their daily life. I suggest the Authors to better clarify these different types of “treatments” cited in par 3.1.

Response 4: We have included in the Methods section (lines 119-124) a more detailed description of each of the types of treatment considered (drug therapies, other treatments, alternative therapies and medicinal plants). Glasses and contact lenses are effectively medical devices, but for simplicity we have included them in the group of “other treatments” (products and therapies other than drugs were included in the "other treatments" group). We consider that creams with a moisturizing or emollient function could be classified in this group, although it is true that pharmaceutical products with other active ingredients could be classified in the group of drugs.We agree that the nomenclature used can be ambiguous. However, we have decided to keep it as the questionnaire was presented to the participants in this way.

Point 5: Line 443 you refer to the issue of equity in healthcare. This point is of great importance in any dissertation about determinants of health. I think that a deeper reference to the issue of equity and equality in healthcare should be provided in the introduction in order to introduce the reader to this sub-topic.

Response 5: We have introduced this subtopic in the Introduction section (lines 59-64). Indeed, its mention in the Introduction gives coherence to the text and we think that it improves its understanding.

Point 6: I believe that the final part of the discussion could benefit from some suggestions that the authors would like to propose to improve the perception of these fragile patients. It could be useful to provide a bulleted list of strategic indications both for policy makers and public health administrators and for researchers (future perspectives, gaps to be filled, etc.).

Response 6: We have added some suggestions in the Discussion section (lines 503-510). We are aware of the difficulty involved in managing scarce economic resources, but we believe that studies of this type can support families and patients to gradually achieve an improvement in health services. In this way, we consider it a priority to facilitate access to psychological therapies and favor the follow-up of patients without a diagnosis. In short, a redistribution of economic and personal resources would be necessary.
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