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Letter to the Editor

Lack of compliance with mandatory clinical trial
registration

]

Dear Professor Petersen,

We have recently conducted a systematic review (Prospective
register of systematic reviews [PROSPERO] registration number -
CRD42022304703) of randomised controlled trials (RCTs) assessing
the efficacy of melatonin as an adjunct treatment for SARS-CoV-
2 infection (COVID-19). Our search strategy identified a trial by
Hasan, Atrakji, and Mehuaiden, published in your journal earlier
this year (Hasan et al., 2022).

The trial by Hasan et al. provided evidence that the use of
melatonin as an adjunct treatment for COVID-19 infection signif-
icantly reduced mortality, sepsis, and thrombosis incidence in pa-
tients with COVID-19 compared with patients receiving standard
care alone (Hasan et al., 2022). The results of this study show a
greater effect than any of the other trials of melatonin in treat-
ing COVID-19 infections that we identified. Prospective trial reg-
istration in a publicly accessible database became mandatory in
1997 under the Food and Drug Administration Modernization Act
of 1997 (FDAMA) (National Institutes of Health, 2021) and is in-
cluded in the International Committee of Medical Journal Editors’
(ICMJE) recommendations (International Journal of Infectious Dis-
eases, 2018). Such registration ensures scientific integrity is up-
held by mitigating publication bias in clinical trials (Simes, 1986).
Other types of bias in unregistered trials were also apparent in a
recent study assessing the risk of bias between prospectively regis-
tered and unregistered clinical trials. It was found that trials with
prospectively registered trials had a lower risk of detection bias,
performance bias, allocation concealment, and reporting bias than
unregistered trials (Lindsley et al., 2022). In addition, the prospec-
tive registration of RCTs has been recommended by Cochrane since
as early as 2004 (Cochrane Community, 2004).

We could not find evidence that the trial by Hasan et al.
had been registered, and after contact with the publisher, your-
self as Editor-in-Chief, and the authors, it was confirmed that in-
deed it had not been registered. The reviewers and editor appar-
ently did not ascertain whether this was the case when the pa-
per was submitted. Other disciplines have also reported poor ad-
herence to the ICMJE guidelines. A recent assessment of trial reg-
istration across psychiatry journals found that less than 60% of
trials were prospectively registered. Of these prospectively reg-
istered trials, 10% had unclear primary outcomes (Turner et al.,
2021). Furthermore, a 2018 cross-sectional analysis of prospec-
tive registration of trials from high-impact journals found that
10% of trials were unregistered. Interestingly, these unregistered
trials were significantly more likely to report favourable findings
than registered trials (P = 0.004) (Gopal et al., 2018). As previ-
ously mentioned, the Hasan et al. trial also reported favourable
findings regarding the use of melatonin for COVID-19 infec-
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tion compared with the other trials included in our systematic
review.

Failure to prospectively register trials creates difficulties when
executing a systematic review. The primary outcome measure upon
which the success of the Hasan et al. trial was based was not
clearly defined in their published article, and we could not refer
to the registration details to confirm this. We could not compare
the published results with the trial protocol, so we could not as-
sess reporting bias and any deviation from the original protocol.
As a result, this casts doubt on the quality of evidence and cer-
tainty of the effect measure of melatonin as an adjunct treatment
for COVID-19 infection.

In summary, although the paper by Hasan et al. (Hasan et al,,
2022) provided evidence of significant reductions in mortality, sep-
sis, and thrombosis incidence in COVID-19 infected participants
treated with melatonin, the trial was not prospectively registered
and should not have been published. Prospective clinical trial reg-
istration is mandatory, yet a substantial proportion of trials across
many disciplines are published without such registration. This
leads to reporting bias and doubts about trial efficacy and in-
tegrity. It is unclear why some researchers do not register their
trials; it could be an oversight, failure of leadership and super-
vision of junior researchers, or simply lack of knowledge of the
requirements. Editors, reviewers, and publishers of journals also
need to take some responsibility. There seems little point in hav-
ing mandatory requirements and then failing to follow through.
It could be argued that failing to comply could be considered
research misconduct. Until journals enforce the provision of evi-
dence of trial registration in accepted papers, authors will continue
to try and avoid doing so with the ensuing impact on research
integrity.

Yours sincerely

Mr Ronan Docherty and Professor Helen F Galley

Declaration of Competing Interest

The authors have no competing interests to declare.

Funding

This research did not receive any specific grant from funding
agencies in the public, commercial, or not-for-profit sectors.

References

Cochrane Community, Prospective RCT registration policy. https://community.
cochrane.org/organizational-info/resources/policies/organizational-position-state
ments/prospective-rct-registration-policy, 2004 (accessed 11 Jun. 2022).

Gopal AD, Wallach JD, Aminawung JA, Gonsalves G, Dal-Ré R, Miller JE, Ross JS.
Adherence to the International Committee of Medical Journal Editors’ (ICMJE)
prospective registration policy and implications for outcome integrity: a cross—
sectional analysis of trials published in high-impact specialty society journals.
Trials 2018;19:448.

1201-9712/© 2022 The Authors. Published by Elsevier Ltd on behalf of International Society for Infectious Diseases. This is an open access article under the CC BY-NC-ND

license (http://creativecommons.org/licenses/by-nc-nd/4.0/)


https://doi.org/10.1016/j.ijid.2022.07.066
http://www.ScienceDirect.com
http://www.elsevier.com/locate/ijid
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ijid.2022.07.066&domain=pdf
https://community.cochrane.org/organizational-info/resources/policies/organizational-position-statements/prospective-rct-registration-policy
http://refhub.elsevier.com/S1201-9712(22)00461-1/sbref0002
https://doi.org/10.1016/j.ijid.2022.07.066
http://creativecommons.org/licenses/by-nc-nd/4.0/

R.M. Docherty and H.E. Galley

Hasan ZT, Atrakji DMQYMAA, Mehuaiden AK. The Effect of Melatonin on Throm-
bosis, Sepsis and Mortality Rate in COVID-19 Patients. Int ] Infect Dis
2022;114:79-84.

International Journal of Infectious Diseases, Official Publication of the International
Society for Infectious Diseases: Author information pack. https://www.elsevier.
com/wps/find/journaldescription.cws_home/701730?generatepdf=true, 2018 (ac-
cessed 17 May 2022).

Lindsley K, Fusco N, Li T, Scholten R, Hooft L. Clinical trial registration was associ-
ated with lower risk of bias compared with non-registered trials among trials
included in systematic reviews. ] Clin Epidemiol 2022;145:164-73.

National Institutes of Health, Clinicaltrials.gov.: History, policies, and laws.https:
/[clinicaltrials.gov/ct2/about-site/history#CongressPassesLawFDAMA, 2021 (ac-
cessed 22 May 2022).

Simes RJ. Publication bias: the case for an international registry of clinical trials. ]
Clin Oncol 1986;4:1529-41.

958

International Journal of Infectious Diseases 122 (2022) 957-958

Turner EH, Mulder RT, Rucklidge JJ. Is mandatory prospective trial registration work-
ing? an update on the adherence to the International Committee of Medical
Journal Editors guidelines across five psychiatry journals: 2015-2020. Acta Psy-
chiatr Scand 2021;144:510-17.

Ronan M Docherty

Helen F Galley*

School of Medicine, Medical Sciences and Nutrition, University of
Aberdeen, Aberdeen, UK

*Corresponding author: Professor Helen F Galley, Room 4.34,
The Institute of Medical Sciences, Foresterhill, Aberdeen, AB25
2ZD

E-mail address: h.f.galley@abdn.ac.uk (H.F. Galley)


http://refhub.elsevier.com/S1201-9712(22)00461-1/sbref0003
https://www.elsevier.com/wps/find/journaldescription.cws_home/701730?generatepdf=true
http://refhub.elsevier.com/S1201-9712(22)00461-1/sbref0005
https://clinicaltrials.gov/ct2/about-site/history#CongressPassesLawFDAMA
http://refhub.elsevier.com/S1201-9712(22)00461-1/sbref0007
http://refhub.elsevier.com/S1201-9712(22)00461-1/sbref0008
mailto:h.f.galley@abdn.ac.uk

