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We thank the authors of the recent letter [1] for their interest in
and thoughtful comments on our article, “Al Predictive Model
of Mortality and Intensive Care Unit Admission in the
COVID-19 Pandemic: Retrospective Population Cohort Study
of 12,000 Patients’ [2].

Regarding the low positive predictive value and risk of
overtreatment, we acknowledge that our model shows a
moderate positive predictive value (25%), but this reflects risk
estimation prior to any treatment initiation. Predictionsare made
at the time of the first clinical evaluation of a patient with
SARS-CoV-2 infection. Without subsequent evidence-based
interventions—such as oxygen therapy, antivirals, steroids, and
interleukin-6 inhibitors—actual mortality might more closely
match the model’s predictions. We believe the tool can help
optimize guideline-based indications, such asannual vaccination
for high-risk patients, early antivira use regardless of
hospitalization status, steroid usein hypoxemia, and tocilizumab
for cases with high inflammatory markers. Importantly, the
model’s high negative predictive value (98%-99%) makes it

https://www.jmir.org/2025/1/e82112

valuable for ruling out risk in low-severity patients, aiding
resource alocation.

Our mode is designed to support—not replace—clinical
judgment, and it is best applied for triage, prioritization, and
close follow-up, especially in high-demand situations. Any
real-world adoption should follow a process of learning and
evaluation similar to a clinical tria to assess impact on
therapeutic and prognostic outcomes.

We acknowledge the challenge posed by the “black box” in
artificia intelligence (Al) models. To address this, we used
Shapley additive explanations to provide both global and
patient-level interpretability, detailing the most influential
variables and interactions (the fifth though ninth figuresin the
paper [2]). The model outputs a probability of risk, rather than
a hinary answer, with thresholds adjustable to the clinical
context. Clinicians should integrate these probabilitiesin much
the same way as they do other |aboratory results.

Regarding the potential impact on insurance access and
inequality: this will be particularly important in health care

JMed Internet Res 2025 | vol. 27 | €82112 | p. 1
(page number not for citation purposes)


mailto:josemanuel.ruiz@salud.madrid.org
https://www.jmir.org/2025/1/e70674
https://www.jmir.org/2025/1/e81251/
http://dx.doi.org/10.2196/82112
http://www.w3.org/Style/XSL
http://www.renderx.com/

JOURNAL OF MEDICAL INTERNET RESEARCH

systems where insurers can request and use complete medical
records for underwriting; Al use must be accompanied by
safeguardsto prevent misuse. Although our study took placein
Spain’s universal public system—where such risks are
minima—future applications in other contexts require clear
ethical frameworks limiting Al outputs to direct patient care.
These frameworks should set guidelines for documenting and
interpreting Al in clinica practice, supporting physician
judgment, and protecting confidentiality. In our study, the model
was not applied in real time and outputs were not included in
patient records, avoiding therapeutic bias and any influence on
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insurance or long-term care eligibility. We support strong
international regulationsto prevent abuse, protect patient rights,
and ensure Al does not increase existing inequalities

In summary, we reaffirm that our model isdesigned asaclinical
support tool—not a replacement for physician judgment—and
that its validity, interpretability, and careful use have been our
top priorities throughout the study. We fully agree that its
implementation in any health care system must be accompanied
by safeguards, ethical oversight, and clear guidelinesto protect
patient safety, confidentiality, and equitable access to care.

Conflictsof I nterest
None declared.

References

1. BoudA, Hussein |. Significant risks and responsibilitiesin the clinical use of Al predictive models. JMed Internet Res.

2025:681251. [FREE Full text] [doi: 10.2196/81251]

2. RuizGiardin M, GarnicaO, MesaPlazaN, SanMartin Lopez JV, Farfan Sedano A, Madrofial Cerezo E, et al. FUENCOVID.
Al predictive model of mortality and intensive care unit admission in the COVID-19 pandemic: retrospective population
cohort study of 12,000 patients. JMed Internet Res. Jul 10, 2025;27:€70674. [doi: 10.2196/70674] [Medline: 40638909]

Abbreviations
Al: artificial intelligence

Please cite as:
Ruiz Giardin JM, Garnica Alcazar O

Patients”

J Med Internet Res 2025;27:e82112

URL.: https://mww.jmir.org/2025/1/e82112
doi: 10.2196/82112

PMID:

Edited by A Mavragani, T Leung; thisis a non—peer-reviewed article. Submitted 11.08.25; accepted 20.08.25; published 11.09.25.

Authors’ Reply to: Sgnificant Risks and Responsibilities in the Clinical Use of Al Predictive Models. Comment on: “ Al Predictive
Model of Mortality and Intensive Care Unit Admission in the COVID-19 Pandemic: Retrospective Population Cohort Sudy of 12,000

©Jose Manuel Ruiz Giardin, Oscar Garnica Alcazar. Originally published in the Journal of Medical Internet Research
(https://www.jmir.org), 11.09.2025. Thisisan open-access article distributed under the terms of the Creative Commons Attribution
License (https://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and reproduction in any
medium, provided the original work, first published in the Journal of Medical Internet Research (ISSN 1438-8871), is properly
cited. The complete bibliographic information, alink to theoriginal publication on https://www.jmir.org/, aswell asthis copyright

and license information must be included.

https://www.jmir.org/2025/1/e82112

JMed Internet Res 2025 | vol. 27 | €82112 | p. 2
(page number not for citation purposes)


https://www.jmir.org/2025/1/e81251
http://dx.doi.org/10.2196/81251
http://dx.doi.org/10.2196/70674
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=40638909&dopt=Abstract
https://www.jmir.org/2025/1/e82112
http://dx.doi.org/10.2196/82112
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

