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Subclinical thyroid disorders should not be considered to 
be a non-classical risk factor for cardiovascular diseases
Rodrigo Diaz OlmosI

Hospital Universitário, Universidade de São Paulo (USP), São Paulo (SP), Brazil

Dear Editor,
I read with interest the editorial about subclinical thyroid disorders as a non-classical risk 

factor for cardiovascular disease.1 Although the editorial discusses some particularly important 
issues regarding the epidemiology of cardiovascular diseases and points out that there is a high 
burden of underdiagnosed subclinical thyroid diseases, especially among women and individu-
als with low socioeconomic status, some remarks about this need to be made. 

There is no doubt about the importance of studying the association of subclinical thyroid 
disorders and cardiovascular risk. However, this association is weak and there is no evidence that 
treatment of these disorders is associated with reduced cardiovascular outcomes. Epidemiology, 
like science itself, is not value-free and it may be used as a tool to support predetermined ideas, 
as has been pointed out by many commentators.2 In the case of subclinical thyroid disorders, 
although many studies have shown that they have an association with surrogate markers for car-
diovascular disease, their associations with clinical outcomes are less clear. The magnitude of the 
association is low and, hence, presence of such an association might only be a representation of 
residual confounding. Moreover, no randomized trial on treatment effect has been conducted.3 

Sir Richard Doll has suggested that for an epidemiological study to be reasonably convinc-
ing, the lower limit of the 95% confidence level of increased risk should fall above a threefold 
increase (> 200% increase).2,4 Other authors have even suggested that a fourfold increase in risk 
should be the lower limit.2,4 On the other hand, subtler risks, such as the 30 to 50% increase in 
risk that has been observed in some studies on subclinical thyroid disorders, are not compelling. 
However, use of subclinical thyroid disorders as a novel cardiovascular risk factor would affect 
a large segment of the population (high prevalence of subclinical thyroid disorders) and have a 
potentially huge negative impact on public health, through transforming healthy people into sick 
people, without the expected benefits from treating a true risk factor. 

We are increasingly embedded in a culture of overuse of medical services and medicalization 
of society. Our never-ending search for risk factors has been very favorable to and has been stim-
ulated by the biomedical industry. Over the last few decades, we have gradually seen a change 
in preventive strategies such that high-risk strategies have become prioritized through reducing 
the cutoff points of traditional risk factors and creating new ones. 

In fact, this sort of high-risk strategy has departed from the original strategy conceptualized 
by Geoffrey Rose almost three decades ago.5 This misinterpretation of Rose’s concept tries to 
encompass some of the characteristics of the original population strategy, to produce an inter-
mediate type of prevention strategy that only exhibits the downsides of both the high-risk and 
the population strategy. It may also produce more fear and morbidity than what it is supposed 
to prevent, through transforming healthy people into sick individuals. 

Therefore, I fear that attributing the status of a new cardiovascular risk to subclinical thyroid 
disorders is a misunderstanding that may reinforce the overmedicalization of an already medi-
calized society that perfectly suits a neoliberal approach to healthcare.6 This leads to labeling (i.e. 
heightened awareness of pseudo-risk factors), a range of psychological and physical side-effects, 
rising healthcare costs and overutilization of healthcare services without delivering better outcomes. 
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Healthcare needs to be directed towards sick and suffering 
people, such that prevention is left to interventions that are mostly 
outside the healthcare system. Indeed, the distinction between 
clinical care and prevention of future disease is essential for any 
robust healthcare system to thrive.

REFERENCES
1.	 Benseñor IM, Lotufo PA. Subclinical thyroid diseases as a non-

classical risk factor for cardiovascular diseases. São Paulo Med J. 

2020;138(2):95-7. PMID: 32491081; https://doi.org/10.1590/1516-

3180.2020.138230032020.

2.	 Taubes G. Epidemiology Faces Its Limits. Science. 1995;269(5221):164-9.  

PMID: 7618077; https://doi.org/10.1126/science.7618077.

3.	 Rodondi N, den Elzen WP, Bauer DC, et al. Thyroid Studies Collaboration. 

Subclinical hypothyroidism and the risk of coronary heart disease and 

mortality. JAMA. 2010;304(12):1365-74. PMID: 20858880; https://doi.

org/10.1001/jama.2010.1361.

4.	 Welch GH. Assumption #1 – All risks can be lowered. In “Less medicine, 

more Health. Seven assumptions that drive too much medical care.” 

Boston: Becon Press; 2015.

5.	 Rose G. The strategy of preventive medicine. Oxford: Oxford University 

Press; 1992.

6.	 Norman AH, Hunter DJ, Russell AJ. Linking high-risk preventive strategy 

to biomedical-industry market: implications for public health. Saude 

Soc. 2017;26(3):638-50. https://doi.org/10.1590/s0104-12902017172682. 

Sources of funding: None 

Conflicts of interest: None

Date of first submission: September 30, 2020 

Last received: September 30, 2020 

Accepted: November 18, 2020

Address for correspondence: 

Rodrigo Diaz Olmos 

Divisão de Clínica Médica, Hospital Universitário 

Av. Prof. Lineu Prestes, 2565, Butantã – São Paulo (SP) – Brasil 

CEP 05508-000 

Tel. (+55 11) 3091-9433 

E-mail: olmos.rodrigo@gmail.com

© 2021 by Associação Paulista de Medicina  
This is an open access article distributed under the terms of the Creative Commons license.

https://doi.org/10.1590/1516-3180.2020.138230032020
https://doi.org/10.1590/1516-3180.2020.138230032020
https://doi.org/10.1126/science.7618077
https://doi.org/10.1001/jama.2010.1361
https://doi.org/10.1001/jama.2010.1361
https://doi.org/10.1590/s0104-12902017172682
mailto:olmos.rodrigo@gmail.com


II     Sao Paulo Med J. 2021; 139(2):II-VII

SÃO PAULO MEDICAL JOURNAL/EVIDENCE FOR HEALTH CARE 

INSTRUCTIONS FOR AUTHORS

Scope and indexing
São Paulo Medical Journal (formerly Revista Paulista de Medicina) 

was founded in 1932 and is published bimonthly by Associação Pau-
lista de Medicina, a regional medical association in Brazil. 

The Journal accepts articles in English in the fields of evidence-
based health, including internal medicine, epidemiology and public 
health, specialized medicine (gynecology & obstetrics, mental health, 
surgery, pediatrics, urology, neurology and many others), and also 
physical therapy, speech therapy, psychology, nursing and healthcare 
management/administration.

São Paulo Medical Journal’s articles are indexed in MEDLINE, 
LILACS, SciELO, Science Citation Index Expanded, Journal Citation 
Reports/Science Edition (ISI) and EBSCO Publishing.

Editorial policy
Papers with a commercial objective will not be accepted: please 

review the Journal’s conflicts of interest policy below. 
São Paulo Medical Journal accepts manuscripts previously depos-

ited in a trusted preprint server.
São Paulo Medical Journal supports Open Science practices. It 

invites reviewers to join Open Peer Review practices through accep-
tance that their identities can be revealed to the authors of articles. 
However, this is purely an invitation: reviewers may also continue to 
provide their input anonymously.

São Paulo Medical Journal is an open-access publication. 
This  means that it publishes full texts online with free access 
for readers. 

São Paulo Medical Journal does not charge authors any “open 
access fees” and submission is free for all. Associação Paulista de 
Medicina provides financial support for the Journal.

Articles accepted for publication become the Journal’s property 
for copyright purposes, in accordance with Creative Commons attri-
bution type BY.

Transparency and integrity: guidelines for writing
The Journal recommends that all articles submitted should comply 

with the editorial quality standards established in the Uniform Require-
ments for Manuscripts Submitted to Biomedical Journals,1 as updated 
in the Recommendations for the Conduct, Reporting, Editing and Pub-
lication of Scholarly Work in Medical Journals. These standards were 
created and published by the International Committee of Medical Jour-
nal Editors (ICMJE) as a step towards integrity and transparency in sci-
ence reporting and they were updated in December 2018.1

All studies published in São Paulo Medical Journal must be 
described in accordance with the specific guidelines for papers 
reporting on clinical trials (CONSORT),2 systematic reviews and 
meta-analyses (PRISMA),3,4 observational studies (STROBE),5,6 case 

reports (CARE)7 and accuracy studies on diagnostic tests (STARD).8,9 
These guidelines ensure that all methodological procedures have been 
described, and that no result has been omitted. If none of the above 
reporting guidelines are adequate for the study design, authors are 
encouraged to visit the EQUATOR Network website (http://www.
equator-network.org/) to search for appropriate tools. 

Conflicts of interest
Authors are required to describe any conflicts of interest that may 

exist regarding the research or the publication of the article. Failure to 
disclose any conflicts of interest is a form of misconduct. 

Conflicts of interest may be financial or non-financial. The Jour-
nal recommends that the item “Conflicts of interest” at http://www.
icmje.org should be read to obtain clarifications regarding what may 
or may not be considered to be a conflict of interest. The existence 
and declaration of conflicts of interest is not an impediment to pub-
lication at all. 

Acknowledgements and funding
Grants, bursaries and any other financial support for studies must 

be mentioned separately, after the references, in a section named 
“Acknowledgements.” Any financial support should be acknowledged, 
always with the funding agency name, and with the protocol num-
ber whenever possible. Donation of materials used in the research can 
and should be acknowledged too.

This section should also be used to acknowledge any other contri-
butions from individuals or professionals who have helped in produc-
ing or reviewing the study, and whose contributions to the publication 
do not constitute authorship. 

Authorship 
The Journal supports the position taken by the ICMJE (http://

www.icmje.org) regarding authorship. All authors should read 
ICMJE’s recommendations to obtain clarifications regarding the crite-
ria for authorship and to verify whether all of them have made enough 
contributions to be considered authors.10

All authors of articles published in São Paulo Medical Journal 
need to have contributed actively to the discussion of the study results 
and should review and approve the final version that is to be released. 
If  one author has not contributed enough or has not approved the 
final version of the manuscript, he/she must be transferred to the 
Acknowledgement section.

The corresponding author is the primary guarantor of all ethical 
issues relating to the manuscript, before, during and after its publica-
tion. However, São Paulo Medical Journal and ICMJE consider that all 
authors are held fully responsible for the study, regarding the accuracy 
or integrity of data and data interpretation in the text. Contributions 
such as data collection only do not constitute authorship.

The addition or deletion of authors’ names in the manuscript 
byline is possible only if the corresponding author provides the 



These instructions are updated periodically. We recommend that they are consulted online at: www.scielo.br/spmj

Sao Paulo Med J. 2021; 139(2): II-VII     III

reason for the rearrangement and a written signed agreement from 
all authors. Modifications to the order of the authors are possible, 
but also need to be justified. Authors whose names are removed or 
inserted must agree with this in writing. Publication of the article can-
not proceed without a declaration of authorship contributions signed 
by all authors. 

São Paulo Medical Journal supports the ORCID initiative. 
All  authors should create an ORCID identification (ID) record 
(in www.orcid.org) before submitting their article and should link the 
submission to their existing ORCID ID in the electronic submission 
system. ORCID identifications help to distinguish researchers with 
similar names, give credit to contributors and link authors to their 
professional affiliations. In addition, this may increase the ability of 
search engines to retrieve articles.

São Paulo Medical Journal supports Open Science practices. 
Authors must therefore complete an open science compliance form, 
which is available from: https://wp.scielo.org/wp-content/uploads/
Open-Science-Compliance-Form_en.docx.

Redundant or duplicate publication
São Paulo Medical Journal will avoid publishing redundant or 

duplicate articles. The Journal agrees with the ICMJE definition of 
redundant publication,11 i.e. an attempt to report or publish the same 
results from a study twice. This includes but is not limited to publi-
cation of patient cohort data that has already been published, with-
out clear reference to the previous publication. In situations in which 
authors are making a secondary analysis on data that has already pub-
lished elsewhere, they must state this clearly. Moreover, the outcomes 
assessed in each analysis should be clearly differentiated.

The Journal’s peer review policy and procedures
After receipt of the article through the electronic submission sys-

tem, it will be read by the editorial team, who will check whether the 
text complies with the Journal’s Instructions for Authors regarding 
format. The Journal has adopted the CrossRef Similarity Check system 
for identifying plagiarism and any text that has been plagiarized, in 
whole or in part, will be promptly rejected. Self-plagiarism will also 
be monitored.

When the general format of the manuscript is deemed accept-
able and fully compliant with these Instructions for Authors, and only 
then, the editorial team will submit the article to the Editor-in-Chief, 
who will firstly evaluate its scope. If the editor finds that the topic is 
of interest for publication, he will assign at least two reviewers/refer-
ees with expertise in the theme, to evaluate the quality of the study. 
After a period varying from one to several weeks, the authors will then 
receive the reviewers’ evaluations and will be required to provide all 
further information requested and the corrections that may be nec-
essary for publication. These reviewers, as well as the Editorial Team 
and the Editor-in-Chief, may also deem the article to be unsuitable for 
publication by São Paulo Medical Journal at this point. 

At the time of manuscript submission, the authors will be asked 
to indicate the names of three to five referees. All of them should be 
from outside the institution where the authors work and at least two 
should preferably be from outside Brazil. The Editor-in-Chief is free 
to choose them to review the paper or to rely on the São Paulo Medi-
cal Journal’s Editorial Board alone.

Articles will be rejected without peer review if:
•	 they do not present Ethics Committee approval (or a justification 

for the absence of this);
•	 they fail to adhere to the format for text and figures described here.

After peer review
Peer reviewers, associated editors and the Editor-in-Chief may ask 

for clarifications or changes to be made to the manuscript. The authors 
should then send their article back to the Journal, with the modifications 
made as requested. Changes to the text should be highlighted (in a differ-
ent color or using a text editor tool to track changes). Failure to show the 
changes clearly might result in the paper being returned to the authors.

The modified article must be accompanied by a letter answer-
ing the referees’ comments, point by point. The modified article and 
the response letter are presented to the editorial team and reviewers, 
who will verify whether the problems have been resolved adequately. 
The text and the reviewers’ final evaluations, along with the response 
letter, will then be sent to the Editor-in-Chief for a decision. 

Manuscripts that are found to be suitable for publication through 
their scientific merit will be considered “provisionally accepted”. How-
ever, all articles will subsequently be scrutinized to check for any prob-
lems regarding the reporting, i.e. sentence construction, spelling, gram-
mar, numerical/statistical problems, bibliographical references and 
other matters that may arise, especially in the Methods section. The 
adherence to reporting guidelines will be checked at this point, and the 
staff will point out any information regarding methodology or results 
that the authors should provide.  This is done in order to ensure trans-
parency and integrity of publication, and to allow reproducibility. 

The editorial team will then provide page proofs for the authors to 
review and approve. No article is published without this final author 
approval. All authors should review the proof, although the Journal 
asks the corresponding author to give final approval.

Submission
Articles should be submitted only after they have been format-

ted as described below. Texts must be submitted exclusively through 
the Internet, using the Journal’s electronic submission system, which 
is available at http://mc04.manuscriptcentral.com/spmj-scielo. 
Submissions sent by e-mail or through the post will not be accepted.

The manuscript should be divided into two files. The first of these, 
the main document (“blinded”), should contain the article title, arti-
cle type, keywords and abstract, article text, references and tables, but 
must omit all information about the authors. The second of these, the 
“title page”, should contain all the information about the authors.

https://wp.scielo.org/wp-content/uploads/Open-Science-Compliance-Form_en.docx
https://wp.scielo.org/wp-content/uploads/Open-Science-Compliance-Form_en.docx


These instructions are updated periodically. We recommend that they are consulted online at: www.scielo.br/spmj

IV     Sao Paulo Med J. 2021; 139(2):II-VII

To format these documents, use Times New Roman font, font size 
12, line spacing 1.5, justified text and numbered pages.

The corresponding author is responsible for the submission. 
However, all authors should approve the final version of the manu-
script that is to be submitted and should be aware of and approve any 
changes that might be made after peer review.

Covering letter
All manuscripts must be submitted with a covering letter signed at 

least by the corresponding author. The letter must contain the follow-
ing five essential items relating to the manuscript:
1.	 a declaration that the manuscript is original and that the text is 

not under consideration by any other journal;
2.	 a statement that the manuscript has been approved by all authors, 

who agree to cede the copyrights to the Journal, disclose all 
sources of funding and declare all potential conflicts of interest;

3.	 a statement that the study protocol was endorsed by an Internal 
Review Board (Ethics Committee), including the date and num-
ber of the approval (in the case of original articles). This is required 
for absolutely all studies involving human subjects or patient data 
(such as medical records), in accordance with the Committee on 
Publication Ethics (COPE) guidelines, and even for case reports;

4.	 each author should indicate a valid, up-to-date email address for contact;
5.	 a list of a minimum of five potential referees outside of the authors’ 

institutions, who could be invited, at the Editor-in-Chief ’s discre-
tion, to evaluate the manuscript.

General guidelines for original articles 
The following are considered to be full-text original articles: clin-

ical trials; cohort, case-control, prevalence, incidence, accuracy and 
cost-effectiveness studies; case series (i.e. case reports on more than 
three patients analyzed together); and systematic reviews with or 
without meta-analysis. These types of article should be written with 
a maximum of 3,500 words (from the introduction to the end of 
the conclusion).

Typical main headings in the text include Introduction, Meth-
ods, Results, Discussion and Conclusion. The authors can and should 
use short subheadings too, especially those concerning the reporting 
guideline items.

Trial and systematic review registration policy
São Paulo Medical Journal supports the clinical trial registration 

policies of the World Health Organization (WHO) and the Interna-
tional Committee of Medical Journal Editors (ICMJE) and recog-
nizes the importance of these initiatives for registration and inter-
national dissemination of information on randomized clinical trials, 
with open access. Thus, since 2008, manuscripts on clinical trials are 
accepted for publication if they have received an identification num-
ber from one of the public clinical trial registration database (such as 

ClinicalTrials.gov and/or REBEC and/or the World Health Organiza-
tion; the options are stated at http://www.icmje.org). The identifica-
tion number should be declared at the end of the abstract.  Articles 
describing systematic reviews must provide the protocol registration 
number in the PROSPERO database. Articles presenting clinical trials 
or systematic reviews without registration protocols will be promptly 
rejected without peer review.

Results from cases with DNA sequences must be deposited in 
appropriate public databases. The protocol number or URL can be 
requested at any time during the editorial review. Publication of other 
research data in public repositories is also recommended, since it con-
tributes towards replicability of research, increases article visibility 
and possibly improves access to health information.

Sample size
All studies published in SPMJ must present a description of how 

the sample size was arrived at. If it was a convenience or purposive 
sample, the authors must declare so and explain the characteristics of 
this sample and recruitment method. For clinical trials, for instance, 
it is mandatory to inform each of the three main values used to cal-
culate sample size:
•	 power (usually 80% or more);
•	 level of significance (usually 0.05 or lower);
•	 clinically meaningful difference (effect size targeted), according to 

the main outcome measurement.

Regardless of study results (if “positive” or “negative”), the jour-
nal will probably reject articles of trials using underpowered samples, 
when sample size has not been properly calculated or the calculation 
has not been fully described as indicated above.

Abbreviations, acronyms and products
Abbreviations and acronyms must not be used, even those in 

everyday use, unless they are defined when first used in the text. 
However, authors should avoid them for clarity whenever possible. 
Drugs or medications must be referred to using their generic names 
(without capital letters), with avoidance of casual mention of com-
mercial or brand names. 

Interventions
All drugs, including anesthetics, should be followed by the dosage 

and posology used. 
Any product cited in the Methods section, such as diagnostic or 

therapeutic equipment, tests, reagents, instruments, utensils, prosthe-
ses, orthoses and intraoperative devices, must be described together 
with the manufacturer’s name and place (city and country) of man-
ufacture in parentheses. The version of the software used should be 
mentioned. 

Any other interventions, such as exercises, psychological assess-
ments or educational sessions, should be described in enough details 

http://www.icmje.org/


These instructions are updated periodically. We recommend that they are consulted online at: www.scielo.br/spmj

Sao Paulo Med J. 2021; 139(2): II-VII     V

to allow reproducibility. The Journal recommends that the TIDieR 
reporting guidelines should be used to describe interventions, both in 
clinical trials and in observational studies.13 

Short communications
Short communications are reports on the results from ongo-

ing studies or studies that have recently been concluded for which 
urgent publication is important. They should be structured in the 
same way as original articles. The authors of this kind of commu-
nication should explain, in the covering letter, why they believe 
that publication is urgent. Short communications and case reports 
must be limited to 1,000 words (from the introduction to the end 
of the conclusion). 
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reports, case series and narrative reviews will be considered for 
peer-review evaluation only when accompanied by a systematic 
search of the literature, in which relevant studies found (based on 
their level of evidence) are presented and discussed.12 The search 
strategy for each database and the number of articles obtained from 
each database should be shown in a table. This is mandatory for all 
case reports, case series and narrative reviews submitted for publica-
tion. Failure to provide the search description will lead to rejection 
before peer review.
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the text or in the table.

Patients have the right to privacy. Submission of case reports 
and case series must contain a declaration that all patients gave 
their consent to have their cases reported (even for patients cared 
for in public institutions), in text and images (photographs or imag-
ing examination reproductions). The Journal will take care to cover 
any anatomical part or examination section that might allow patient 
identification. For deceased patients whose relatives cannot be con-
tacted, the authors should consult the Editor-in-Chief. All case 
reports and case series must be evaluated and approved by an eth-
ics committee. 

Case reports should be reported in accordance with the CARE 
Statement,7 including a timeline of interventions. They should be 
structured in the same way as original articles. 

Case reports must not be submitted as letters. Letters to the edi-
tor address articles that have been published in the São Paulo Medi-
cal Journal or may deal with health issues of interest. In the category 
of letters to the editor, the text has a free format, but must not exceed 
500 words and five references.
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6.	 The author’s professional background (Physician, Pharmacist, 
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graduate Student); and his/her position currently held (for exam-
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declared, such as fellowships for undergraduate, master’s and doc-
toral students; along with possible support for postgraduate pro-
grams (such as CAPES) and for the authors individually, such as 
awards for established investigators (productivity; CNPq), accom-
panied by the respective grant numbers.

11.	 Description of any conflicts of interest held by the authors 
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Second page: abstract and keywords
The second page must include the title and a structured abstract in 

English with a maximum of 250 words. References must not be cited 
in the abstract.
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•	 Background – Describe the context and rationale for the study;
•	 Objectives - Describe the study aims. These aims need to be con-

cordant with the study objectives in the main text of the article, 
and with the conclusions; 

•	 Design and setting – Declare the study design correctly, and the 
setting (type of institution or center and geographical location);

•	 Methods – Describe the methods briefly. It is not necessary to give 
all the details on statistics in the abstract;

•	 Results – Report the primary results;
•	 Conclusions – Make a succinct statement about data interpre-

tation, answering the research question presented previously. 
Check  that this is concordant with the conclusions in the main 
text of the article;

•	 Clinical Trial or Systematic Review Registration – Mandatory for 
clinical trials and systematic reviews; optional for observational 
studies. List the URL, as well as the Unique Identifier, on the pub-
licly accessible website on which the trial is registered.

•	 MeSH Terms - Three to five keywords in English must be chosen 
from the Medical Subject Headings (MeSH) list of Index Med-
icus, which is available at http://www.ncbi.nlm.nih.gov/sites/
entrez?db=mesh.These terms will help librarians to quickly index 
the article.

•	 Author keywords - The authors should also add three to six “author 
keywords” that they think express the main article themes. These 
keywords should be different from the MeSH terms and preferably 
different from words already used in the title and abstract, so as to 
improve the discoverability of the article by readers doing a search 
in PubMed. They provide an additional chance for the article to be 
retrieved, read and cited. Combinations of words and variations 
(different wording or plurals, for example) are encouraged.

References
For any manuscript, all statements in the text that do not result 

from the study presented for publication in the São Paulo Medical 
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of the source of the data. All statements regarding health statistics and 
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